KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

1. HUME HA JIEKAPCTBEHUSA MTPOAYKT
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AKTHJIM3E 50 mg npax u pa3TBOpHTE 32 HHKEKLIHOHEH W HHDY3HORGHLPA3TAGPIHA ATEHLNR (10 HEKAPCTB/

ACTILYSE 50 mg powder and solvent for solution for injection and AXTOPUCITIUKA Ha NPOGYKITE - [TPUADXKEHUE | 1
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Anrernnasa e npousBeeH 4pe3 pekombuHanTHa JJHK TexHonorus, nanon3paiua opapyaiHa KieTb4Ha JHHHA
OT KuTaicku xamctep. CneurduyHaTa aKTHBHOCT Ha aiTernuiasa npH M3NoiI3BaHeTo Ha (GHpMeH pedepeHTeH
cranaapt e 580 000 IU/mg. ToBa ce noTebpaAc/1aBa IPH CPaBHABAHETO C BTOPHA MEXKAyHApPOJEH CTaHAAPT 3a
t-PA na C30. Cneundukaumara 3a cneurduyHaTa akTHBHOCT Ha anTeruiasa e ot 522 000 zo 696 000 IU/mg.

ITomonHo(1) BellecTBO(a) ¢ H3BECTHO JAEHCTBHE
Bceeku dnakon 50 mg ceabpika 5,0 mg nonucop6bar 80 (E 433).
3a MbJIHHA CMHCHK Ha MOMOLIHHTE BEllleCTBa, BHXKTE TouKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Ilpax u pa3zTBOpHTEN 32 HHKEKLIMOHEH W HH(Y3HOHEH Pa3TROP.

[TpaxbT npesactasnssa Ge3upeTeH 10 6J1e0KBIAT HA LUBAT THOGHIH3AT. [ OTOBHAT pa3TBOp € npo3payeH U
OesuBeTeH 10 OJ1e103KBJIT Ha LBAT.

4. K/IMHUYHH JAHHH
4.1 TepaneBTHYHH NOKA3AHHHA

TpombGonuTHyHO neyeHue npu ocTbp HHpapKT Ha MHoKapaa (OUM)

- yckopeH 90 MUHYTeH peKHM Ha 103MpaHe (Bx. Touka 4.2): NpH NaLHeHTH, PH KOUTO JIeYEHHETO MOXKe
na Ob/le 3aMO0YHATO B pAMKHMTE Ha 6 yaca OT MosBaTa Ha CHMIITOMMTE.

- 3 4acoB peX<HM Ha Jj03MpaHe (BK. Touka 4.2): npHy naLMeHTH, MpH KOUTO JIEYEHHETO MOKe J1a Obae
3ano4HaTo Mexay 6-12 yaca cnen nosBaTa Ha CHMIITOMHMTE M NPH KOMTO IHArHO3aTa € KaTeropu4HO
NOTBbP/IEHA.

Joxkazano e, ue AKTHJIM3E namansea cMbpTHOCTTa 10 30-M5 A€H NMPH NALHEHTH C OCTHP HH(APKT Ha

MHOKap/a.

TpomGonuTH4HO NleyeHue Ha ocTbp MacuBeH Oenoapober eMBOIHIBLM ¢ XeMOIHHAMHYHA HeCTAOUIHOCT
(BE)

JunarHozarta tpabsa na 6be NOTBbpAEHA, aKO € Bb3MOXKHO ¢ OOEKTHBHH METOJM Ha M3c/e/IBaHe KaTo
6enoapoGHa aHrnorpadus IM HEMHBA3WBHH MPOLIEYPH, KaTO ckaHWpaHe Ha Oenute apobose. Hama
JI0Ka3aTeJICTBA 3a M0J0XKHTENeH epeKT BbpPXY CMBPTHOCTTA H KbCHaTa 3a0071€BaEMOCT, CBBP3aHH C
6enonpobuata embonua.

TpomboauTHYHO JIeYeHHE Ha OCThLP HecXeMHYEH MO3bYeH HHCYIT (OUH) B pamkuTe Ha 4.5 yaca ¢
HA4Yan0TO Ha CUMITTOMHTE M CJIe/I H3KJIK4YBaHE Ha BEPOATHOCTTA 3a MHTPAKpAHHAJIEH KPBbBOM3JI




4.2 Jo3RpoBKA H HAYHH HA NPAJIOKeHHAE

AKTHIN3E Tpabea na ce npeanHcea oT N€Kapy, KOUTO WMAT OTIHT B JIEYEHHETO ¢ TPOMOOJIMTHLIA B KOHTO
pa3nofarat ¢ anaparypa 3a npocieisBaHe Ha TOBa JIeHEHHUE.

AKTWIM3E 1pa6Ba na ce npHiara KOJKOTO € Bb3MOKHO NO-PaHO ClIeA OSBaTa Ha cHMNToMHTe, H3non3ea
Ce C/ISHaTa CXeMa Ha Io3UpaHe.

Octpp MHOKapAEH HHGAPKT

Lo3upoexa

a) 90 MHHYTeH (YCKOpPEeH) PeXXHM Ha JO3HpaHe 3a MALMEHTH ¢ OCThP MHOKApASH HH(APKT, NPH KOKTO
neveHHeTo Moke Aa Oblie 3ar04HaTO B pAMKHTE Ha 6 4aca OT NMoABATA HA CHMITTOMMTE.

I1pH maLMeHTH ¢ TeNecHo Terno > 65 kg:

O6em, koiiTo Aa ce npmriara,
CNope/l KOHUEHTPALHATA Ha
arTennasa
1 mg/ml 2 mg/ml
135 mg uHTpaBeHo3HO Gonyc, nocnenpa Beanara ot | 15 ml 7,5ml
50 mg kaTo MHTPaBE€HO3HA HHPY3HA ¢ MOCTOAHHA 50 ml 25 ml
CKOpOCT B TEYeHHe Ha MspBHUTE 30 MHHYTH,
nocneiBaHa BeqHara o1
35 mg kaTo HHTpaBeHO3HA HH(}Y3HA C NOCTOAHHA 35ml 17,5 ml
cKopocT 3a 60 MHHYTH 0 JOCTHTaHe Ha
MakcHManHa obmwa goza ot 100 mg

Ipu naureHTH € TenecHo Terno < 65 kg obiuara no3a TpabBa na Obae NpHBEAEHa B CHLOTBETCTBHE C
TEJECHOTO TerJno, KAKTO CNeaBa.

O6em, KoiiTo fa ce npunara,
CNoped KOHLIEHTPALMATA Ha
anTeniasa
1 mg/ml 2 mg/ml
15 mg nHTpaBeHO3HO Gomyc, nocneasaH BeaHara oT | 15 ml 7,5 ml
0,75 mg/kg TenecHo Terno (TT) KaTo uHTpaseHosHa | 0,75 mlkg Tt | 0,375 ml/kg
HH(Y3HA C MOCTOSAHHA CKOPOCT NPE3 MbPBHTE TT
30 MHHYTH, MOC/IE/IBAHA BeAHAra oT
0,5 mg/kg TenecHo Terno (TT) KaTo HHTPaBEHO3HA 0.5mlkgrr | 0,25 mlkg T
HHOY3HA ¢ MOCTOAHHA CKOPOCT B MPOAB/BKEHHE Ha
60 MuHYTH

6) 3 4acoB pexHM Ha JO3HpaHe 3a MALHEHTH € OCTHP MMOKapAeH HHOAPKT, NP KOHTO JIEYEHHETO MOXe J1a
61Aae 3ano4HaTO MeXIY 6-12 yaca caea NoOABaTa Ha CHMITTOMHTE.
INpH nauneHTH ¢ TEenecHo Terno > 65 kg:

Obem, KoifTo 1a ce npunara,

Crnopea KOHLEHTpaLMaTa Ha
AlrTeruiasa
1 mg/ml
10 mg pHTpaBeHO3HO Bontyc, nocaensad Bearara ot | 10 ml
50 mg kaTo uHTpaBeHO3HA HHY3US C MOCTOSHHA 50 ml




CKOPOCT MpE3 IMBPRHA Yac, nocaeasaHa BEadara ot

40 mg KaTo HHTPABEHO3HA HRGY3HA C MOCTOAHHA
CKOPOCT B NPOAL/DKEHHE Ha 2 yaca 10 JOCTHraHE Ha
MaKcHManHa obuia 103a ot 100 mg

40 ml

20 ml

Mpu naunenTH ¢ TenecHo Ternio < 65 kg:

Obewm, koiiTo Aa ce npunara,
Cropen KOHLICHTpaluHaATa Ha

anTerasa
1 mg/ml 2 mg/ml
10 mg uHTpaBeHo3HO Gonmyc, mocneaAraH BeaHara ot | 10 ml 5 ml
HHTpaBeHO3Ha HH(Y3HA C MOCTOAHHA CKOPOCT B 1,Smlkgtr | 0,75 mlkg 1T

NPOABDKEHHE Ha 3 yaca A0 JOCTHTaHe Ha
MaxkcHManHa obia xoza ot 1,5 mg/kg renecHo
TErno (TT)

Honvanumenno nevenue: AHTHTPOMOOTHHHO JOIMBITHUTENHO JICUEHHE CE TMPENOPBYUBA CIIOPEA CHOTBETHHTE
HACTOALIH MEXTyHAPOAHH MPENOPHKH 32 JICUCHHE HAa NMALUMEHTH ¢ MHOKapaeH HH$apkT ¢ ST eneBauna.

Havun na npunoscenue
[oToBuAT pa3TeOp TpAGBa Ha ce npwiara HETpaBeHo3Ho. [Ipunara ce BenHara.
3a UHCTPYKUHH NIPeH pa3TBapAHe/TIpiHiaraHe, Bx. Touka 6.6.

OcThp MacHreH GesiogpobeH eMOOITHAEM

Hozupoara

[pH naumeHTH ¢ TenecHo terno = 65 kg:

O6bmara nosa ot 100 mg antennasa Tpabea Aa 6be npunoxkeHa 3a 2 yaca. HaNHYHUAT ONMT € NpH cneaHuTe

PEKHMH HA JO3HpaHe:

ObeM, KoifTO 1a ce npHnara,
Cropea KOHLUEHTPALHATA Ha

anTtennasa

1 mg/ml 2 mg/ml
10 mg nHTpaBeHo3HO Homyc 3a 1-2 MHHYTH, 10 ml Sml!
TI0C/IEABAH BEAHAra oT
90 mg kaTo UHTpaBeHO3HA HHY3HA C MOCTOSHHA 90 ml 45 ml

CKOpPCCT B NPOALJDKCHHE Ha 2 yaca a0 JOCTHraHe Ha
MaKcHManHa obima nosa or 100 mg




IMpe nauKeHTH ¢ TeNECHO Terno < 65 kg:

Obem, koiiTo 1a ce rpunara,
CMOpe/l KOHLIEHTpaLMATA Ha

aJITeIIasa
1 mg/ml 2 mg/ml
10 mg uHTpaBeHO3HO GOMyC, B NPOAWDKEHHE HA 10 ml 5 ml
1-2 MMHYTH, NOCTIEABAH BeJIHAra oT
HHTpaBeHO3Ha HH(}Y3HS C NOCTOAHHA CKOPOCT B 1,5ml’kg Tt | 0,75 ml/kg 1T
NPOABLIDKEHHE HA 2 Haca A0 NOCTUraHE Ha
MakcumanHa obwa no3a ot 1,5 mg/kg TenecHo
Terno (1)

Honvrnumenna mepanun

Cnepn neuenre ¢ AKTHUNH3E tpabsa na 6bae 3anouyHaTo (MK BE300HOBEHO) JIEUEHHE C XenapHH, KOraTo
croitHocTHTe Ha aPTT ca no-HKMCKH OT y/JIBOEHATa rOpHa rPaHHIla Ha HOpMaTHaTa cToiHocT. Hndysuara
TpabBa na Gbne crobpazeHa da noaaepxka aPTT-croiiHocTn Mexy 50-70 cexynan (1,5 no 2,5 mbTH oT
pedepeHTHaTA CTOHHOCT).

Havun na npunosxcenue
TCotoBuaT pasTBOp TpaOBa Aa ce MpHnara HuTpaseHo3Ho. [Ipunara ce peaHara.3a HHCTPYKIHH NIpedH
pasTBapsHe/MpWIaraHe, Bx. Touka 6.6.

OcTbp HCXEMHYEH MO3BYEH HHCYIT
JleueHueTo TpaGBa Aa ce MpHIara M NPOCAEAABA CAMO OT CIIELIHANHCT HEBPOJIOr (BXK. TOUKH 4.3 H 4.4).

Jleuennero ¢ AKTUIIM3E Tpabea na ce 3anouHe NpH BE3PACTHH H IOHOIH > 1 6-FOOHINHA BB3pacT (BXK.
TOuKH 4.3 H 4.4) KOJIKOTO € BE3MOKHO M0-CKOpO, HO HE TI0-KBCHO OT 4,5 Yaca CJiel Ha4aloTo Ha
CHMITTOMHTE H cJIe]] H3KTIOYBaHe Ha HHTPaKpaHHaNeH KPbBOHAIHB Ype3 ChOTBETHATA anaparypa 3a
obpa3zHa auarHoctHka. EdexTsT oT neyeHneTo 3aBHCH OT (hakTopa BpeMe, Clie10BATEIHO, N0-PaHHOTO
3aMOYBAHE Ha JieueHHe NOBUILIABA BEPOATHOCTTa 3a Gnaronpusred usxoA. Caen 4,5 yaca ot nossara Ha
CHMITOMHTE Ha HHCYJIT ChOTHOLIEHHETO NMON3a/pHCK, cBLp3aHo ¢ npuiaradero Ha AKTHIIUSE, e
OTPMLATEJTHO M 3aT0Ba He TpaOBa 1a ce npwiara (Bx. Touka 5.1).

Hozupoera

Mpenopbuntennara obma a03a ¢ 0,9 mg anrennasa’kg TesecHo Terao (MakcumyM 90 mg), karo 10% or
ob1aTa 103a ce MPHIAraT B HAYAA0TO KaTO HHTpaBeHo3Ha Goyc J03a, MocieABaHa BegHara oT OCTAThKa OT
ofLuaTa 103a, NPHIOKEH KATO MHTpaBeHO3Ha HH(Y3HA B TIpOab/DKeHHE Ha 60 MHHYTH.

TABJIMLIA 3A O3UPAHE I[TPU OCTBP HCXEMHWYEH UHCYJIT

Karo ce u3non3ea npenopb4HTENHaTa CTAHAAPTHA KOHLUEHTpawua oT 1 mg/ml, o6embT (ml), KoiiTo
TpAQRA Ja Ce MPUIOKH, € paBeH HA MPENOpbYMTENHATA J03a (mg)

Terno OG6ia posa bonyc nosza Ho3a 3a uagysus*
(kg) (mg) (mg) (mg)
40 36,0 3,6 324
42 37.8 3,8 34,0
44 39,6 4,0 35,6
46 414 4,1 37,3
28 32 4,3 38,9
50 45,0 4,5 40,5
52 46,8 4,7 42,1




54 48,6 49 43,7
56 50,4 5.0 454
58 52,2 5,2 47,0
60 54,0 5.4 48,6
62 55,8 5,6 50,2
64 57,6 5.8 51,8
66 59,4 5,9 53,5
68 61,2 6,1 55,1
70 63,0 6,3 56,7
72 64,8 6,5 58,3
74 66,6 6,7 59,9
76 68,4 6,8 61,6
78 70,2 7,0 63,2
80 72,0 72 64,8
82 73,8 74 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 8,3 74,5
94 84,6 8,5 76,1
96 86,4 8,6 77.8
o8 88,2 8,8 794
100+ 90,0 9,0 81,0

* MPUNOKEHH KaTO KOHUeHTpaura ot | mg/ml B npoab/vkenHe Ha 60 MUHYTH KaTo HHQY3HA C NOCTOSHHA
CKODOCT.

Honvanumenna mepanus

Jlexapemea, nosnuseawu xoazyrayuanma/mpomboyumnama ynxyus

Be3onacHocTTa # eHKACHOCTTA HA TO3K PEXHM, C €IHOBPEMECHHO MPHJIOXKEHHE Ha XEMApHH WIH
HHXHOHTOPH Ha TPOMOOLIMTHATA arperauys KaTo aleTHICATHLIOBA KHCEIHHA 1O BPEME Ha [ThbpPBHTE

24 yaca cnea neuwenrero ¢ AKTUIIU3E, Bee ome He e AocTaTh4yHO H3CHESABAHA. 3aTOBA, MPHIOKEHHETO Ha
XETIapHH HHTPABEHO3HO WIH HHXHOHTOPH Ha TPOMOOLMTHATA arperalua Karo aleTHICAIHLWIOBA KHCEIHHA,
Tpabpa 1a ce HaGarea npes mupeure 24 vaca cnea nedenuero ¢ AKTHWIHM3E nopann nopuineH xemMopariyeH
PHCK. AKO XeNnapuH € NpeaHa3HaveH aa ce NPHIara NpH APyrH HHIMKALME (Hanp. NpeanassaHe oT Aw160ka
BeHo3Ha Tpombo3a), 103aTa He TpaGBa Aa Hageuuraea 10 000 IU nneBHo, npuioxkeHa cyOKyTaHHO.

Havuun na npuroxcenue
[CoToBuaT pasTrop Tpabea na ce npwiara HHTpaBeHO3HO. Ilpunara ce seaHara.
3a HHCTPYKLIHH NIpeay pa3TBapsHe/mpHnaraHe, Bx. To4ka 6.6.

IMennaTpyyHa nomyaaums

Onutet ¢ nprnaranero Ha AKTUIJTU3E npu peua ¥ torowH e orpanuied. AKTWIH3E e npotHBonokasax
32 leYeHHEe Ha OCTBP HCXEMHYEH HHCYJIT TIPH Aela H I0HOLIM Ha Bb3pacT noj 16 roqHHH (BX. Touka 4.3).
Jlo3aTa npH IOHOLIM Ha BB3PacT > 16 roAKMHK € ChIIATa KaKTo MPY BB3PacTHH (BK. Touka 4.4 3a
HpenopbKHTE OTHOCHO 00pa3HaTa TEXHMKA, KOSTO TPAOBA Ja Ce H3IO/3Ba NPE/IH JCHEHHETO).

4.3 TlporHBonoKa3anHs

CBpPbX4yBCTBHTENHOCT KbM AKTHBHOTO BELECTBO HITH KbM HAKOE OT NOMOLIHHTE BELIECTBA, H3OPOeHH B
Touka 6.1.

IMpoTHBONOKA3aHHA TIPU OCTHP HHDAPKT HA MMOKapAaa, ocTpa MacubHa GenoapobHa eMO0IHd U 0
HCXEMHYCH HHCYIIT,




AKTHNH3E e nporHBOonoKka3aH B CIy4auTe, CRBP3aHY ¢ MOEIM PHCK OT KBPBEHE KaTO:

3HAYHTENIHO HapyLIEHHE, CBBP3aHO ¢ KbPBeHe, KAKTO HacTOALLO, Taka H B MpeaXoAHHTe 6 Mecelia
H3BECTHA XeMOparKWyHa Juare3a

J0KA3aH WITH CKOPOILLIEH TEXBK WM ONaceH KPbBOH3THE

aHamHe3a 3a yepexaaHe Ha LJHC (Hanp. Heornasma, aHeBpH3Ma, HHTpakKpaHHAIHa WiH rppOHavHa
onepanys)

CKOpOLIHO (npe3 nocaenHnTe 10 AHH) pakaaHe, CKOPOLIHA yHKLMA HA HEKOMITPECHPaHH
KPBBOHOCHH CbAOBe (Hamp. MyHKUHA Ha v.subclavia wim myHKuMA Ha v.jugularis)

TeXKa HEKOHTPONHPaHa apTepHaiHa XHNEPTOHHA (BxkK. Touka 4.4)

faxTepraneH eHIOKAPAHT, NEPHKAPAHT

OCTBp MAHKPEATHT

aKTHBHA A3BeHa racTPOMHTECTHHAIHA GONECT, BapHIIM Ha XPaHONPOBOA, H3BECTHA apTepHanHa
aHEBPH3Ma H/HIH apTEPHANTHO/BEHO3HH ManopMariiH

HEOIU1a3Ma ¢ YBeNHYeH PHCK OT KbpBEHE

TEXKKO YepHOIpoGHO 3a60naBaHe, BKIIOYHTENHO YepHOAPOGHA HEAOCTATEYHOCT, LAPO34, NOpTAIHA
XHIIEPTOHHA (BAPHLIH Ha XpaHOTIPOBOA) M AKTHBEH XEMATHT

TOIeMH OTEpaLH I 3HAYHTENIHA TPaBMa B NOCNEHUTE 3 Mecella

HOI'I'I:J'IHHTEJ'IHH NPOTHBONOKA3aHHSA NPH OCTHP HHQ&QKT Ha MHOKApNa H OCThP MACHBEH 6enonpoben

eMOOIHIBM:

aHaMHe€3a 3a X€eMOparH4eH HHCYJIT WIH HHCYJT C HEM3BECTEH IPOH3XO0
aHaMHe€3a 3a HCXEMHYEH HHCYJIT HWIH MMPpEXoidHa HCXEMHYHA aTaKa B MPpEAXO0AHHTE 6 Mecena, ¢
HIKIIOYE€HHE HA HACTOALL OCThP HCXEMHMEH HHCYIIT, BE3HHKHAI B paMKHTE Ha 4,5 yacanalHeHTH,

MOMTy4aBalllH ¢(PEKTHBHO NEPOPANTHO AHTHKOATYIAHTHO JIEYEHHE (HANp. aHTarOHUCTH Ha BUTAMHH K
¢ INR > 1,3} (Bx. TOuKa 4.4).

gOH'bJ'IHH'I‘CJIHH HNPOTHBOMNOKA3AHHA TIPH OCTBP HCXEMHYEH HHCYJIT:

JIEK HEBPONOrHYeH ASPULIMT HIH CUMNTOMH, KOMTO 66p30 ce noaolpaBaT Npeay 3ano4BaHe HA
HHOY3HATA

TEXBK MOIbYEH HHCYIIT, OLeHeH KiInHHUHO (Hanp. NIHSS>25) u/wunu nocpeacTeoM noaxoasina
o0pa3Ha TEXHHKa

H3BECTHA aHAMHE3a WIH MORO3HPAH BETPEUEPEneH KPLROHTHB

JaHHH OT KOMMIOTHPHATA TOMOTPadHA 38 HUTHYHE Ha HHTPAKPAHHAIHA XEMOparHs

CHMIITOMH, Npeanonaraly cybapaxHoHIHa XeMoparui, JOpH KoraTo JaHHHTE 0T KOMIIOTEpHATa
ToMOrpadHs ca HOpMATHHNALIMEHTH, NOMyYaBally e(eKkTHBHA aHTHKOAryaaums (Hanp. AHTAarOHKCTH
Ha BuTaMHH K ¢ INR > 1,7) (Bx. Touka 4.4).

MIPHIOKEHHE HA XSMTAPHH B DAMKHTE Ha npeailectsammre 48 qaca n 1pomMOOLIacTHHOBO BpeMe HaT
ropHaTa rpaHMIa Ha HOPMAITHATA CTOHHOCT

HALMEHTH ¢ AHAMHE34 33 NPEIHIIEH HHCYJIT H ChITLTCTBALL aHaber

aHaMHe3a 3a Mpe/HLICH HHCYIIT NMpe3 NOCNEAHNTE 3 Mecena

6poii Ha TpomGourTH No-Mankk ot 100 000/mm?

CHCTOJIHO KpBBHO Hanarase > 185 mm Hg mnu auacronso KH > 110 mm Hg, unu korato KH He
MO3KE Aa C€ MOHMKH RO TE3H MPaHHUM Hpe3 NOIXOAALLO ICHEHHE

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

Ynorpeba npu gena ¥ 1I0HOLIH
AKTHJIH3E ne e nokasaH 3a eveHHe HAa OCTLP HCXEMHYEH HHCYIT NpH Aetia oA 16-roaniHa BE3pacT
(oTHOCHO HOHOIUH > 16 rogyHH, BX. Touka 4.4).

4.4 Cpoennanns nNpeAynpexIcHHAs H NPEINAIHE MEPKA NpPH ynoTpeda

[pocaeaumoct
3a aa ce nopobpy NpocneaMMOcTTa Ha GMONIOTHYHHTE TIEKAPCTBEHH MPOOYKTH, HMETO U TIAPTHAHHAT
Ha NPUNOKEHUS MPOXYKT TpAOBA ACHO Ja Ce 3alHCBAaT.

INMonxoasgwara KOHUEHTpalldA Ha NpOAYKTa anTciuia3ia TpﬂﬁBa na obae H36paHa BHHMATEJIHO H B
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CBOTBETCTBHE C NpeHa3HaYeHHETO 3a yrnoTpeba.
I[Tpenopbusa ce npu ynorpebara Ha AKTHJIM3E 1a uma 3agB1KHUTETHO HA pa3MoNoKeHHe CTAHAaPTHO
obopysBaHe H MEHKAMEHTH 33 PECYCLIMTALIHA.

CBpBXYYBCTBHTEIHOCT

HMyHHO-MeAHHpaHHTE peakliHH Ha CBPBbXYYBCTBHTENHOCT, CBbP3aHH ¢ npunoxkeHuero va AKTHUIIU3E,
MOJKe Ja ca [IpeAH3BHKaHH OT aKTHBHOTO BelUECTBO aNnTerUia3a WiH HAKOe OT NoMollHuTe BetecTsa. Cnen
NeyeHHeTo He ce Habmonaera TpaiiHo GopMHpaHe HA aHTHTENA CpelLily MOJIEKY/IaTa Ha peKOMOHHAHTHHA
YOBEIIIKH THKAHEH AKTHBATOP Ha Mia3MuHoreHa. Hama cHcTeMaTHYeH ONTHT ¢ NOBTOPHOTO MPHIOXKEHHE Ha
AKTWIHSE.

CrluecTByBa CHLIO PHCK OT peakLHH Ha CBPbXYYBCTBHTENHOCT, MEAUHPAHHU Ype3 HEHMYHOJIOTHYECH
MEXaHHIBM.

AHTHOEAEMBT NPEACTABMNABA Hal-yecTaTa peaklHa Ha CBPBXUYBCTBHTENHOCT, chobInaBaHa npy
AKTHJIM3E. To3k pHcK MOKE Ja ce YBENIHYH MPH MOKA3aHHETO OCTHP HCXEMHYCH MOZBYEH HHCYIT WHIH
npy cbIrbTeTBaLIO NeueHHe ¢ ACE naxuburops (8. Touka 4.5). [Tauuenty, nexyanu ¢ AKTHJIU3E,
Tpabpa aa 6baaT HAbMONABAHK 33 AHIHOEAEM 110 BpeMe Ha M 2o 24 vaca cnen HHY3us.

AKO BL3HHKHE TeXKa PeaKiia Ha CBPBXYYBCTBHTEHOCT (Hanp. aHrHoeaeM), uHGY3uaTa Tpadea 1a ce crpe
¥ He3abaBHO Aa ce 3anoMHe NOAXOJALIO JeyeHHe. To MOXKe Na BKMOYBA WHTYOHpaHe.

Knpeehe

Hali-uecTOTO YCNOXHEHHE, KOETO ce NMogBsBa rno speMe Ha nedeHne ¢ AKTHUIIN3E, e kepeenero.
CrmbTeTBalnaTa ynorpe6a Ha Apyri aKTHBHH BEINECTBA, KOMTO MOBIHABAT KOATY/TALMATA HIH
TpoMOoLMTHaTa PYHKUHA MOXKe a JOMpHHece 3a KbpBeHeTo (Bk. Touka 4.3) (Bx. Touka 4.2 3a OMHN). Thi
Kato GHOPHHLT ce NH3upa o Bpeme Ha sedeHHeTo ¢ AKTHITH3E, moxe na ce nosen KbpBeHe 0T CKOpPOILUHA
myHkuus. ITopaau ToBa, neueHneTo ¢ TpoMBONUTHYHM cpeacTea TpabBa aa ce npoeexaa ocodeHo
BHUMATEJIHO, B3eMaiKH NpeABHA BCHYKH BB3IMOXHH MeCTa Ha KbPBeHE {BKIIOYHTEIHO C/iell TOCTABAHE Ha
KaTeThP, apTEPHATHA HIIH BEHO3HA MYHKIMA H MyHKLMA OT Uria). YnotpeGara Ha TBBPAH KATETPH,
HHTPaMYCKYJIHH HHXKEKLHH H NOCTaBAHETO UM Oe3 fa € xu3HeHO HeoOXoaumo, TpaGa na ce H3bArea no
BpeMe Ha neueHHe ¢ AKTHUJIA3E.

B cnyyaii Ha MOTEHUMATHO ONAacHO KbpBEHE, 0CO0EHO MO3BYHO, TPOMOOIHTHYHOTO JieueHHe TpAOBa Aa ce
NPEeKPaTH H CHITPTCTBALLIOTO NIPHIIOKEHHE Ha XEeMTApHH Na e chpe BeAHara. Benpeku ToBa, No NpUHLMN He e
HeoOXOJHMO 3aMeCTBaHE Ha KOaryJalHOHHHTE (aKTOpPH NMOpajy KPAaTKHA NOTYKHBOT H MHHHMAHHA edexT
BBPXY CHCTEMHHUTE KOarynaluoHHH ¢akropy. [ToBeueTo nauneHTH, KOUTO HMAT KbpBeHe, MOTaT aa Obaar
OBNaJIEHH Ype3 NpeKbCBaHe Ha TPOMOONHTHYHOTO H AHTHKOAry/IaHTHOTO NeueHue, 06eMHO 3aMecTBaHE
PBYHO NPHTHCKAHE HA YBPEAEHHA KPBBOHOCEH Chl. AKO B paMKHTE Ha 4 yaca NpeaH Ha4anoTo Ha
KPBBOM3/IMBA € M3MOJI3BaH XenapHH, Tpa0pa Na ce o6cbau Hanom3BaHeTo Ha npotaMHH. [Ipn Mankara uacr
NalHEeHTH, KOUTO HE CE MOBIHABAT OT T€3H KOHCEPBATHBHH MEpPKH, TpabBa na ce 06CchaN noaxoaao
M3110/13BaHe Ha XxeMoTpaHcdy3us, Moxe Ja ce HanpasH BIHBaHE Ha KPHOMPELMIHTAT, MPACHO 3aMpazeHa
nna3ma » TpoMOOLHTHA Maca KaTo clle] BCAKO NIPUNaraHe ce NpaBH NpocneasBaHe HA KIHHHYHHTE H
nabopaTopHHTE Noka3aTeNH. [IpH KPHONIPELMNHTATHO BIHBAHE Ce eI MOCTHIaHe Ha HUBO Ha GubpUHOreH
or 1 g/l. Kato nocrreaHa anrepHaTHBa MOTaT 4a C€ NPWIOKAT aHTHPHOPUHONMTHYHH CPEACTBA.

PHCKBT OT HHTPaKpaHKAIHA XEMOpArHs € YBE/IHYeH MPH MALHEHTH B CTapYecKa Bb3PacT U [0 Ta3y NpHYHHE
TIpH TAX TpAOBa BHUMATENHO Ja ObJe NpelieHeHo ChOTHOLIEHUETO PUCK/TION3A.

Tpabea BHHMaTENHO /14 C€ MpPELIEHH CHOTHOLIEHHETO HA NOTEHLHANHHUTE PHCKOBE M OYAKBAHHTE
TepaneBTHYHH NOM3H, 0COOEHO TIPK MALMEHTH C:
u MaJKH CKOPOHIHH TPaBMH KaTo 6HOHCHH, [IYHKLIHA Ha rojicMi CbAOBC, HHTPAMYCKYJTHH HHXCKLIHHA
®  [pOOBLKMTENHA (> 2 MHHYTH) WIH TPaBMaTH4HA KapHOIMyNIMOHAIHA PECYCUNTALIMA WIH CB,
Macax
®  [AlLMEHTH, POBEKRALIM NEPOPATTHO AHTHKOAryJIaHTHO ieyeHde: Ynorpebara Ha AKT
Ja Ce HMa MIPEABHI, KOTAaTO A03aTa WITH BPEMETO OT NoclieAHHA NPHEM HA aHTHKOAaryJ




CBIIEBPEMEHHO He NMOKAa3Ba KIIMHHYHA 3HAaUHMOCT BBPXY KOaryJlallHOHHATa CHCTeMa (Hanp.

INR < 1,3 (OHUM u BE) uan INR < 1,7 (OHH) 3a BuTamus K-aHTarOHUCTH WiH Apyr(n) TecT(oBe),
NOAXOAALL(H) 33 APYTH AHTUKOATYJIAHTH, €A B paMKHMTE HA CHOTBETHHTE rOPHM TPAHULIM HA
HOpMarTa).

TpomboeMBoAH3I LM
Ynorpebata Ha AKTUJIM3E Moxe na NOBHILK PHCKa OT BE3HHKBaHe Ha TpoMOoeMOONHYHH chOHTHS NpH
TALMEHTH ChC CHLIECTBYBALIH TPOMOH, Hamnp. NeBokaMepHa TpoMO03a (METPATHA CTEHO3a HITH NMPeAChPAHO

MBKIEHE, | Ap.).

TleanaTpHyHa NOMyJIaumus

3acera ¢ Ha/lMIe OTPAHHMEH ONMKMT BBB Bpb3Ka ¢ ynotpeba Ha AKTHJIM3E nipy aeua U IOHOLIH.

Axo ce obmucna npunaravero Ha AKTHJIU3E 3a neuenne Ha ocTbp HCXeMHYEH HHCYIT NPH BHHMATEITHO
u30paHH JOHOLWH Ha Bb3pacT = 16 roaHHH, non3ara TpabBa BHUMATENHO Na Ce NpeLieHr CIpIMO PHCKOBETE
BBb3 OCHOBA Ha MHHAHBHAYa/THA OLICHKA, KaTo ToBa TpAbBa Ia ce 00chau ¢ poauTend/HacToiiHHKa. KOHoHTE
Ha BB3pacT > 16 rogunn TpabBa 1a 614aT NeKyBaHH criope] CHOTBETHHTE YKa3aHHA 33 MPlaraHe npu
BB3PacTHH NalHEHTH, KaTo Ce MPOBEAAT CLOTBETHHTE 00pa3HH H3caeaBaHKA, 32 2 Ce H3KIIIOYH NPHBHIEH
HHCYNT K Aa C€ NOTBBPN apTEPHAITHA OKITY3HA, OTTOBAPAINA HA HEBPOJOTHYHUA AedHLMT (Bxk. Touka 5.1).

OITBIHMTEIHH CNELHAIHH IPENYIT €HHA M NPEANAa3HHA MEPKH NIPH VIOTpeOa NpH JIeYeHHE Ha OCTh
uHbapKT Ha MHOKapIa H OCTLP MacHBeH Genonpobed eMOONH3LM:
Jo3a, Haapumapama 100 mg anteriasa He TpsOBa Ja ce nmpwiara, Thi KaTo TOBA € CBBP3aHoO ¢
JOITLJTHHTEHO YBEHYaBaHe Ha HHTPAaKpaHHANHOTO kKbpeeHe. [Topaau Ta3H npHuHHa € HeoGX0aHMO
CIELMATHO BHHMAHKE, 33 13 ¢& OCHIYPH HH(Y3MA Ha 1032 ajITerUia3a, KOATo e CopeH YKa3aHHATA B
TOUKa 4.2,

OyakBaHHTE TepPaneBTHYHH NMOJ3H TpaOBa na OBAAT BHUMATENHO CHIIOCTABEHH C Bb3MOXHHA PHCK, 0CO0EHO
[pH NaLHEeHTH
®  CbLC CHCTOJIHO KpBbBHO HanaraHe > 160 mm Hg (Bxk. Touka 4.3)
e TenecHo Terno < 50 kg
® B HanpeIHana BB3PACT, HANp. MALHEHTH Ha 75 rOAMHM U NOBEYE, KOSTO MOXKE 14 NIOBHIIH PHCKA OT
BBTPEMO3BUEH KPBBOHITHB.

I'nuxonporenn I1b/Illa aHTaronneTs:
Crnprerratoro uanomssare Ha GPlIb/I1la aHTaroHMcTH NoBHiIaBa pHCKa OT KbpPBEHE.

JONBAHUTENHH CIEUMATHH NIPENYIPEXACHHA W NPEANa3HH MEPKM [PH yNoTpeda Mpy neyYeHHe Ha OCThHD
UH(DApKT HA MHOKapaa

ApHTMUA:

Koponapnara TpomGonnza Moxe a JOBEAE KO apHTMHA, CBbp3aHa ¢ perniepdysu.

ApHTMHA, ABDKALA ce HA penepdy3us, MOKe 1a A0Bee A0 CHPACYEH apecT, KOHTO MoxXe /a €
JKHBOTO3aCTpalllABAL M MOXKE 1A Hal0KH NPHIIAraHe HA KOHBEHLIMOHAIHH AHTHAPHUTMUYHH TEPAITHH.

JonsnHUTENHN CnenHanHH NpenynpexacHusA W npeanasHd MEpKH NpH !HO!@G& NPH JEYCHHE Ha OCTHpP
HCXCMHYCH HHCYIIT.

TpomOGoTHYHOTO NeueHNe MINCKBa NOAX0AAWIO HabnoneHue. JleueHHeTo U MpocneAsBaHeTo TpAGBa aa ce
npoBex/aa ot 00y4eH JieKap ¢ OIHT B HEBPOBACKY/IapHATA MPHXKA H NPHJIOKEHHETO HA TPOMBOMHTHYHK
JICYEHHA, C anapaTypa 3a MpocaeAdBaHEe Ha TOBA JeuyeHHe, O6pa3HO-AMarHOCTHYHHTE MEPKH MOXKE [1a ce
CYMTAT 3a NMONXOAALLH, 32 Ja ¢ MOTBBPAAT TEPANIEBTHYHHUTE NOKa3aHu (Bxk. Touka 4.1 n 4.2),

CrneunanHy npeaynpexaeHH/yCIOBHA ¢ HAMANICHO CEOTHOLIEHHE MON3a/PHCK:

Kyvpeene
BHTpeMOIBUHHAT KPBBOHIIMB € OCHOBHA HEXKENAaHA PeaKLMs ITPH JIEYEHHE HA OCTBP HCXEMHYEH
(a0 15% ot naumeHTHTe €3 NOBUIIABAHE HA O0LIAaTa CMBPTHOCT H O3 3HAYMMO MOBULIABAHE
CMBPTHOCT, kKOMOHHHpaHa C TeXKKa HHBATKAK3aLMS, T.€. MOAH(HLMpaHa cKana Ha PaHkuu [m



B cpaBHeHMe ¢ APYTHTE HHAHKAKH, NauneHTHTe, AckyraHu ¢ AKTHUJIM3E npH vHAHKaUMATA OCTHP
HCXEeMHYEH MOZbYCH HHCYJIT Ca HAIOKEHH Ha 3HAUHTENHO MO-TONAM DHUCK OT HHTPaKPaHWAIHA XEMOparus,
Thif KATO KbPBEHETO € AOKATH3HPaHO NMPEIHMHO B 30HaTa Ha HHpapkTa. ToBa Baxu ocobeHo B cneaHnTe
CITy4aH:
®  yBEIMYABAHE HA BPEMEBHS MHTEPBAJ 33 3allOMBAHE Ha JIEUEHHe CNell HaYANn0oTO Ha CUMITTOMHUTE Ha
HHCYAT, HaMa/aBa KIIMHHYHaTa non3a. 3arosa npuiokenuero Ha AKTHIIH3E ne tpabea aa ce
otnara.
"  TAUMEHTH ¢ NMPEALIECTRALIO NeYeHHe C ALETHICATHLIIWIOBA KHcenuHa (ASA) MoXe Aa ¢a H3IOXKEHH
Ha NO-TOJIAM PHCK OT HHTpauepeOpaieH KPbBOUIITHE W/IWIH CMBPT, OCOGEHO aKOo ICHEHHETO ¢
AKTHUNH3E e 3a6aBeHo.
®  M3XOZBT NMPH NALMEHTH B HanpeAHana Bbpact (Haa 80 roanHn) Moxke Ja € BeOnaronpHATeH B
CpaBHEHHE C MO-MJIadH MAUHEHTH, HE3aBHCHMO OT JieueHHeTo. [IpH Te3n mauneHTH € No-BepoOATHO
HHCYJITBT J1a € TO-TEXBK, KOSTO € CBBP3aHO ¢ NMO-BHCOK a6CONIOTEH PHCK OT HHTpaKpaHHaICH
KPBBOH3/TKE MpH CPaBHABAHE HAa TPOMOO/M3a NMPH MO-1€KH HHCYNTH TIPH MALMEHTH ChC HiH 0¢3
TpomMbonu3a. Benpexd ToBa HANWYHHTE JaHHK MoKa3paT, ye obwmara nonsa or AKTHJIM3E nipu
naugneHTH Haa 80-roaMioHa PEIPACT € NMO-MaiKa B CpaBHEHHE ¢ No-Mnaan nauneHtH. AKTHIM3E
MOJKE 1a C¢ MPHIara NpH MALMEHTH Ha BB3pacT Haz 80 roaMHH caMo ako HHAMBHIYAHATA MOM3a
HaJBHIIaBa pUcKa (Bx. Touka 5.1). [TauneHnTHTe B HampeaHana pe3pacT TpaAGRa Aa ce H3OHpAT MHOTO
BHHMATETHO MPESABHA TAXHOTO OO0 3APABOCIOBHO CECTOSHHUE H HERPOJIOTHYHHA MM CTATYC.

Cneyuaninu 2pynu ¢ HAMAIEHO CLOMHOWEHUE RON3A/DUCK.!
CroTHOWmEeHHETO non3a/pHck oT npunoxenueTo Ha AKTUJIHM3E tpabea na 6bae MHOTO BHHMATENHO
npeueHeHo npu naumedTH ¢ OUH ¢be clrepHuTe CHCTOAHMA:

®  TepaneBTHYHATA NOJ34 € HAMATEHA NPH NALHEHTH C NPeaXoAeH HHCYT (BX. Chillo Touxa 4.3),
KAKTO W IIPH NaLHEHTH C HEKOHTPOJHpaH AnabeT, Thil kaTo ce CUMTa, Y€ CHOTHOLUSHHETO
non3a/puck e mo-Manko GIaronpUATHO, HO BCE MAK € MONOXKHTENHO TPH TE3H NALUEHTH,

*  [IpH NALKEHTH, NPH KOUTO CTEMEHTA HA HHCYJIT € MHOTO JICKa, PUCKBT ITPEBHLIABA OYaKBAHATA 110133
(BK. Touka 4.3).

®  NAWEHTH C MHOTO TEXHK HHCYJIT €A B MO-TOMAM PHCK OT HHTPAKPAHUAIICH KPEBOHIIHB H CMBPT H
He TpAORa na 6baaT ieKyBaHH (BX. Touka 4.3).

"  [aLMEHTH ¢ MacHBeH HH(}ApPKT ca ¢ NO-ToJMAM PHUCK OT HeOMArONPHATEH M3X0J1, BITIOUMHTETHO TEXKKH
KPLBOM3NHBH H cMLPT. IIpH TakKHpa NaLMeHTH CLOTHOLIEHHETO NOM3A/pHCK TpsOBa na 6bae MHoOro
BHMMATEJTHO MPELIEHEHO.

% [IpH NallHEHTH ¢ HCXEMHMYEH MOIBYEH HHCYNT BEPOATHOCTTA 38 ONAaronpHATEH W3X04 HaMAJABA C
oTAaraHe Ha BPEMETO N0 NPHIArAHE HA IEUEHHE ClIeH MOABATA HAa CHMIFTOMH, YBETHYABaHE Ha
BB3pacTTa, NOBHLUARAHE TEXKECTTa Ha HHCYJITA W IIPH MO-BHCOKH HHBA Ha KPLBHA 3axap npu
3aMoYBaHe Ha JIEYEHHETO, IOKATO BEPOATHOCTTA OT TEXKKH YBPEXIAHHA U CMBPT HIIH CHMITTOMH Ha
HHTPaKpPaHHATHOTO KBPBEHE Ce YBEJIKUaBa, HE3aBUCHMO OT JiedeHHETO.

®  rbpY B HAYANOTO HA HHCYJTTA (TPOMOOTUTHYHO JISYEHHWE TIPH TE3H NalMEHTH TpAOBa Aa ce 0OMHCH
€aMO KOTaTO HAMa ChMHEHHE 3a ChCTOAHHE, MMHTHPALLIO WHCYIIT, WIH 3HAYMMA TPABMA HA INaBaTa)

®  [IpM NALMEHTH, KOUTO IThPBOHAYANHO ¢4 UMANTH KPBEHA 3axap < 50 mg/dl, Moxe na ce ocOMHCAK
TpoMboNH3a CIea KOpUrHpaHe Ha CTOMHOCTHTE HA KPBBHATA 3aXap A0 HOPMAIHKTE, aKO AHArHO3aTa
OHH ocrasa (Bx. Touka 4.3).

Ipocaednsane na KpveHOMO Hawrzane

HeobxoaumMo e npocnenssaHeTo Ha KpbBHOTO Hanarahde (KH) no Bpeme Ha npanoxkeHHue Ha eueHHeTO,
KaKTO H npe3 mbpBHTE 24 yaca cnen Toea . [IpenopwuBa ce M NPHWIOKEHHE HA HHTPABEHO3HA
aHTHXUNEPTeH3UBHA Tepanus, ako cuetTonHoTo KH > 180 mm Hg win quacronHoro KH > 105 mm Hg.

Hpyau cneyuannu npedynpexcoenus
Penepdys3us Ha HCXeMHYHATA 30HAa MOXKE A8 HHAYLIMpa LepedpaneH OTOK B 30HaTa HAa HH(apKTa.
ITopaaH MOBHILEH XEMOParu4eH pHCK, NTEYEHHETO ¢ HHXUOHTOPH Ha TpoMOOLMTHATA arperaius H
Ja ce 3anoupa npes obpeuTe 24 yaca caen TpoMGoIH3aTa C anTenasa,

AKTHU/H3E cvabspxka monucopbar 80
Tosa nexkapcTBo cpabpxa 5,0 mg nonucopbar 80 Bue pnakox 50 mg. Nonucopbature Mora



aNIeprH4HU peaKiHH.
4.5 BsaumoaeiicTBHe ¢ APYTH JEKAPCTBEHR NPOAYKTH H APYrH GopME HA B3aumoaeilicTeune

He ca npaBenn opyUHATHH POY4BaHHA Ha p3auMozeficTeiuero Ha AKTHIIM3E c apyru nexapcTeenn
NPOAYKTH, 4€CTO U3NOA3BAHH MPH MALKHEHTH C OCTHP HH(APKT HA MHOKApAa, OCTLP MACHBEH GenoapobeH
eMOOH3BM W OCTHP HCXEMHYEH HHCYIIT.

JlexapcTpa, NOBIMABAIIK KOAryNalHaTa/GyHKunATa Ha TpoMGoUHTHTE

JlekapcTBEHHTE NMPOXYKTH, KOUTO TIOBIHABAT KOAryJaLMATa, WIH TE3H, MPOMEHAIH GyHKUHATA Ha
TpOoMOOLIMTHTE, MOTaT Aa NOBHILIAT PHCKA OT KbPBEHE (KOraTo ¢e MPHIArar Mpejim, 1o BpeMe Ha WK Clielt
AeueHHUETo ¢ anTennasa). Tesu npoaykTu TpaGea na ce w3GArsar npe3 obpBUTE 24 Yaca e 1eYeHHETOo Ha
octbp ucxemuueH HHCYNT ¢ AKTHJIM3E. Tlo oTHolleHHe Ha MPEABAPHTEIHOTO JICUCHHE C TE3M BELIECTBA
srokTe ToukH 4.2, 4.3 1 4.4,

ACE unxuburopn
Counbrerpaio nevedHe ¢ ACE uHxuOHUTOpM MOXe Aa YBENHYH PHCKA OT Bb3HHKBAHE HA PEaKiyA Ha

CBPBXYYBCTBHTEITHOCT (BK. TOUKA 4.4).
Cenwrersatoro u3non3saHe Ha GPIIb/Illa aHTaroHHCTH NOBULIABA PHCKA OT KbPBEHE.

4.6 ©Oepraaurer, 6peMeHHOCT H KbpMeEHE

BpemennocT
HMa orpaHiueHH OaHHE OT ynioTpebaTa Ha anTeniasa npi OpeMeHHH skeHH. HexTMHHYHHTE Npoy4BaHHa,

NpOBEIEHH C ANITENJIa3a NpH J03H, NO-BHCOKH OT JO3HTE, MPHIAraHH NPH Xopa, Noka3saT deTanHa
HE3PAIOCT H/HAH eMOPHOTOKCHYHOCT, KOATO € BTOPHYHA HA H3BECTHATA (PapMaKONOrH4Ha aKTHBHOCT Ha
JIEKapCTBOTO. ANTTENVIA3a HE C€ CHHTA 3a TepaTOreHHa (BxK. Touka 5.3).

B ciyuaii Ha TexKo >KHBOTO3acTpallaBailo 3abonssave TpadBa Aa ce NpeleHH ChOTHOLIEHHETO MEXITY
10/13aTa OT JICYEHHUETO H BE3MOKHHA PHCK.

Knpmene
HemnspecTHO e AaH anTemniasa ce eKCKpPETHPa B YOBCIUKATA KbPMa H HAMA N0CTaThYHA HH$popMauus 3a

CKCKPCLHATA HA ANITEILIA3a B MIIAKOTO Ha XXHBOTHH.
Hsucksa ce sHUmaHHe, korato AKTHIIU3E ce n3non3pa pH KPMELITH XEHHA U TpA0Ba Aa ce Bleme

pellieHHe JATH KBPMEHETO € HeoOXOIHMO J1a Ce MpeyCTaHOBY Npe3 MbpBHTE 24 yaca cnep ynotpebara Ha
AKTWIM3E.

deprunurer
JlunceaTt KINMHHYHH AaHHA 33 deprunurera npu npunarade Ha AKTHIM3E. HexuauuHHUTE JaHHH,

noiy4eHd NpH NPUIAHE Ha ANTENUIA3a, He TIOKa3BAT HexeNaH edeKT BupXy depTriHTeTa (BX. To4Ka 5.3).
4.7 Eg¢exTn BLpXy cnocofHocTTa 32 ItodHpane A pabora ¢ MAINHHA

Henpunoxumo,

4.8 Hexenans JexkaperToedd peakuuy

Haii-wectara Hexenana peakuqs npu npuiokeHHero Ha AKTHJIM3E e xbpBeneTo, BoA€LIC A0 HaMalIBaHE
Ha XeMaTOKPHTa H/HJIH CTOHHOCTHTE Ha XEMOTIO0HHA.

Hexxenanure pe€aKlHH, HSGPOCH}‘I Mo-300TyY €a ONPEACTICHH N0 4YCCTOTA H CHCTEMO-0OPraHeH KIac. l"pynm‘e

Heuectd (>1/1 000 oo <1/100), peaku (=1/10 000 mo <i/1 000), mHoro peaku (<1/10 000), ¢ Heu
yectoTa (OT HAIHYHHTE JaHHH He MOXe Ja Objle HalpaBeHa CLIEHKA).

C u3KoueHHe Ha BETPEMO3BUYCH KPBBOH3INTHE KATO HEKETAHA pCaKilHA NMPH MOKA3AHHE HCXEM

10



HHCYJTT, KaKTO M penepdy3HOHHA apHTMHH TIPH NOKA3aHHe OCTHP HHOAPKT HA MHOKAPAa, HIMa MEIHLHHCKH

NPUYHHH Ja ce npeanonara, ye npodwisT Ha 6esonacaoct Ha AKTHJIM3E npn nokazaunata ocTwp
MacuBeH Genonpoben eMB0NHILM KW OCTBD HCXEMMYEH MO3BYEH HHCYT € pa3fIHyeH OT TO3M MpH
NOKa3aHHeTo OCTHP HHGDAPKT Ha MHOKapaa.

Tabnuua 1. Hexenanu peakuys npH ocTbp MHOKapeH HHGApKT, ocTbp MacKBeH Oenoapober emOonH3bM H

OCTBP HCXEMHYCH HHCYNT

Cuacremo-oprancn
K1a¢

Hexenana peaknus

Xemoparnn

MHOrQ 4€CTH

BBTPEMO2BUEH KPBBOHIJIHE, [IPEACTARIIABALL OCHOBHA HEXKEJaHa peaKlHd IIpH
JICYCHHE HA OCTHP HCXCMHWUYCH HHCYNT

BCHYKH KPLBOH3NHBH, BKTIOYEHH B Ta3H mﬁnnua, T.€. HHTpaKpaHHalHa
XEMOoparud ¥ He-HHTpaKpaHHA/IHa XeMOparua

YECTH

BbTPEMO3BYHA XeMOparus (KaTo MO3bYHA XEMODArHs, MOTBYEH XEMATOM,
XeMoparsieH UHCY/IT, XeMOparu4Ha TpaHcopmals Ha HHCYAT,
HHTpaKpaHHa/leH XeMaToM, CyOapaxHOHANeH KPbROHIMHB) NIPH JICYEHUETO Ha
OCTBP MHOKapAeH HHapKT 1 ocTep MacuBeH Genoapoben eMG60aHIBM

(apuHreanta xeMoparus

TaCTPOHHTECTHHAJIHA XEMOPArHs {KaTO CTOMAIIEH KPbBOH3IHB, KbPBEHE OT
CTOMAILIHA A3Ba, PEKTAIHO KbpPBEHE, XeMaTeMe3a, MeJleHa, KbpPBEHE OT YCTaTa,
KbpPBEHE OT BEHLIHTE)

eKXHMO3H

YPOFeHHTaHa XeMoparus (KaTo XeMaTypHs, KbpBEHE B YPOTCHHTAIHHA TPaKT)
KbpPBEHE OT MACTOTO Ha HIDKEKTHPaHe (XeMOparui Ha MACTOTO Ha MyHKLHS,

XeMaTOM Ha MACTOTO Ha [IOCTaBAHE HAa KATETHpa, XEMOparusa Ha MACTOTO Ha
MOCTABAHE HAa KaTeThpa)

HEYCCTH

6enoapobHa xemoparia (kato xeModTH3a, XeMOTOpaKe, XEMOPArus Ha
PECITHPATOPHHSA TPAKT)

CITHCTAKCHC

YIUHH X€MOpParuy

peAKH

OYHH XEMOparuy
XeMomnepHKap

pPeTpONepUTOHEANnHO KbpEBEHE (KATO PETPONEPHTOHEANICH XEMATOM)

C HEH3BECTHA
yectora***

KbpBEHE B MapeHXHMHHTE OpraHH (KaTo YepHoApobHa XeMoparus)

Hapymenns Ha HMYHHATA CHCTEMA

peaku

peaKLUMH Ha CBPBXYYBCTBHTENIHOCT {KaTO 0OpHB, YPTHKapHA, OpOHXOCTATbM,
AHTHOEIEM, XHITOTOHHS, I10K)*

MHOI0 pCakH

TexKa aHaduaakcHs

Hapymienss Ha HEPBHATA CHCTEMA

MHOM0 peAKH

¢B6HTHA, CBBP3aHH C HEPBHATA CHCTEMA (KATO eMUIENTHYEH ITPUIL
KOHBYJICHH, aa3is, TOBOPHH HapyLIeHHs, JENHPHYM, OCTbP MO3bY
CHHAPOM, TPEBOKHOCT, OOBbpKBaHe, AEMpPecHs, MCHX03a), YECTO BHB

..
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I MpHApYAKapalll HCXeMHYHH HIH XeMOparniyH! MO3BYHO-CBA0BH HHUHICHTH

Cobpaeund HApymeRAa**

MHOTO YECTH pEKyPEeHTHA HCXEMHSA/CTEHOKAP/AHA, XHITIOTOHHS H ChpACYHA
HegocTaTbyHOCT/BGenoapobeH eaem

YECTH KapIHOTeHEH LIOK, ChPACUEH apecT H NOBTOPeH HHpapKT

HEYECTH penepdy3HOHHH apUTMHH (KaTO apHTMMA, eKCcTpacHcToH, AV 6ok ot 1-Ba

CTENEH A0 MujieH AV 610K, NpeAChPAHO MEX/ICHE/TpENTeHe, OpaauKapamns,
TaXMKapAuaA, KaMEPHa apHTMHUA, KAMEPHA TAXHKAPHA/MBXKACHE,
eNeKTpoMexaHH4Ha qHcouHauud [EM/])

MUTpa/IHA peryprurtauus, GenoapobeH eMOOAU3BM, APYT CHCTEMEH
eMGonM3LM/MO3BUHA €MOOIHA, Ae(eKT Ha MeXTyKAMEPHATA Mperpaia

CnaoBH HApYIIEHHSA

peaku eMEOJTHs, KOATO MOXKE Aa JIOBEE A0 ONpefe/ieHH MOCASANLH B 3aCETHATHTE
Opra’u

CTOMAIHO-YPEBHN HApPYIICHHS

peakH rajieHe

¢ HEH3BECTHA NOBpHILaHE

yecTtoTa***

Hacaeapanusa

He4ecTH MNOHKKEHO KPBbBHO HAJATaHe

C HEH3BECTHA MOBMILIEHA TEJIECHA TEMNepaTypa

yecToTa™***

HapansgBanngd, 0OTPABAENES H YC/I0KECHEN, Bb3HHKHAIH B Pe3Y/ITAT HA HATePBCHNHA

C HEH3BECTHA macTHa eMOonH3alma (eMOONH3ALMA C KPHCTATH XONECTEPOI), KOATO MOXKE A4
yecToTa*** JOBeAe A0 ONpeaeneHH NOCAEAMLH B 3aCeTHATHTE OPraHy

XHEpypratiecKkH B MeJHIHAECKH HHTEPBeHNHH

C HEH3BECTHA KpbBonpenusane {ako e HeoOXoaHMO)
decToTa***

*Bix., Touxku 4.4 u 4.5

**CHpaevyHH HapYUIEHHA
Kakto npu Apyr# TpoMOONHTHYHM CPEACTBA, CIEAHHTE HEXEeNaHH peakiMH ce ChoDLIABaT KaTo

Noc/IeACTBHE OT HHGAPKT HA MHOKApAa W/ITH NPHIAaraHeTo Ha TpoMGonHTHYHATa Tepanus. Te3u chpaeuHH
CBOHTHS MOraT /1a €a )KHBOTO3ACTpALIABALIN H 1A JOBEAAT A0 CMBPT.

*¥*auncnsaBaHe HA YECTOTATA

Tasn Hexenana peakuus e HabmogaBaHa npe3 NepHoAa ciell MyckaHe Ha nasapa. 95% e curypHo, ue
4eCTOTATA HE € HO-BHCOKE OT ,,pedxH”’, HO MOXe Aa Obae H mo-HHcKa. TouHaTa OLieHKa HA YeCTOTaTa He €
BB3MOMKHE, Thi KaTO HEXKeNlaHaTa peaklLHs He € OTKpHTa B 6a3zaTa JaHHH OT KIHHUYHO H3NMTBaHE NPH

8 299 nauueHTH.

Cro61naBar ce cryqaH Ha CMBPT H TpaliHO MHBATHAKIHpAaHE NMPH NALMEHTH, KOUTO Ca NPETHPNEIH MO3BYEH
HHCYJIT (BKJIFOYHTETHO HHTPAKPaHHAJIHO KbPBEHE) H APYTH TEXKH €MNH30AH Ha KbpBeHe.

Crobliapase Ha NONO3UPAHH HEKEIAHH PEaKUMH
CpobiapaHeTo Ha NOAO3UPaHU HeXKeJIAHH peaklMy cile] pa3pellaBaHe 3a ynoTpeba Ha AeKapCTBEHHA
NpOAYKT € BakHO. ToBa No3BOIsARA A4 MPOALDKKM HAOMIOAEHHETO HAa CHOTHOIIGHHETO NMOM3a/PHCK 32
JieKapcTBEHHA MpoAykT. OT MeAMLMHCKHTE CHeLIMATTHCTH Ce M3HCKBa Jla ChoOILIaBaT BCAKA NOAO3HpaHa
HeMeNnaHa peakLus Ypes

HanbaHuTenHaTa areHUMs Mo IEKapeTBaTa
yn. ,,Jdamau I'pyes” Ne 8

1303 Codus

Ten.: +35928903417

yebcaiir: www.bda.bg.
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4.9 [Ilpeaocanpane

CuMnTOMH

AKO ce HaJBHIIIM MAKCHMATHATA MPENOPbYHTEIIHA 1033, CE MOBHINEBA PUCKA OT HHTPaKpaHHANEeH
KPbBOH3JIHB.

Brnpeku oTHocHTenHata GpHOpHHOBa cneuHHUHOCT, Cea npeac3npate Moxe 1a 6b1e Habnonasana
KJIHHHYHO 3HaYMMa peyKuus Ha GUOPHHOTeH M APYTH KOMMOHEHTH Ha KOaryauMaTa Ha KpbETa.

JleyeHue

B noeueTo ciyyau, cnen xato Tepanusta ¢ AKTHUJIM3E e npekbcHaTa, € nOCTAaTBYHO A4 CE H34YaKa
(GH3MONOTHYHATA pereHepala Ha Te3H (PaKTOpPH. AKO BBIPEKH TOBA RB3HHKHAT TEXKKH CITy4aH Ha KbpBEHE,
npenopbuBa ce HHY3HA Ha IPACHO 3aMpa3eHa IUia3Ma, a ako € HeoOX0IHMO, MOXKe JIa €€ MPHNOKAT H
CHHTETHYHH aHTHQHOPHHONHTHLIM.

5. ®APMAKOJIOTHYHHM CBOMCTBA
5.1 ddapmakoaHHAMHYIHH CBOHCTBR

dapMakoTepanesTH4Ha rpyna: AHTHTpoMboTHuHM cpeacTra, ATC xon: BO1ADO02

MexaHu3bM Ha AelicTBHE

AktusHOTO BemecTBo Ha AKTHJIN3E e anrenna3sa, pekoMOHHAHTEH YOBEIIKH THKAHEH aKTHBATOP Ha
MNa3sMyUHOreHa, [MIHKONPOTEHH, KOHTO IMPEKTHO NPEBPBLIA IUIa3MHHOTEHa B niia3MuH. Korato ce npunara
MHTpaBEeHO3HO, ATeIU1a3a 0CTaBa OTHOCHTETHO HEAKTHBHA B LIMPKY/IATOPHATa CHCTeMa. BeaHbxk cBbp3aHa ¢
¢uOPHH, TH ce aKkTHBHPa, NPOBOKUpaliKH KOHBEPCHATA Ha ILTa3MHHOTEH A0 IU1a3MHH, KOETO BOAM A0
pa3sTBapsHe Ha PHOPHUHOBHA CLCHpPEK.

(DEEM&KOQ HHAMHYHH edﬁlﬂ'“

B pe3ynTtat Ha oTHocHTesHaTa GuOpHHOBa cnieuuHYHOCT anTetasa npu ao3a or 100 mg 3a 4 yaca
JOBEXAA 10 YMEPEHO HRMANABAaHe HA HMBaTa Ha UHMpKyupawms ¢ubpunoren no 60%, koiTo cnen 24 yaca
o010 ce Bb3cTaHOBABA B HAO 80%. [LnasmMuHoTeH 1 anda-2-aHTHILTA3MHH cniell 4 Yaca HAMANABAT [0
cboTBeTHO 20% K 35% M ce yBenuuaBat OTHOBO A0 noseue oT 80% 3a 24 yaca. JHauMTENHO M
NPOABDKHTE/THO HAMAIABAHE HA HHBATa Ha LMPKyaHpaiua dubprHoreH ¢ HabmoaaBaHoO caMO NPH HAKOJIKO
nauMeHTa.

Knunnusa edukacHocT 4 Ge3onacHocT

B npoyudsaHe, Bmousamo noseve ot 40 000 nauueHTH ¢ ocTbp MHOKapAeH HHpapkT (GUSTO),
npwiokenrero Ha 100 mg antennasza 3a 90 MMHYTH NpH CHITBTCTRAILA BEHO3HA HH(PY3HA Ha XeapHH BOAH
J0 NO-HUCKA CMBPTHOCT, oT4eTeHa cnen 30 quu (6,3%) B cpaBHEHHE ¢ NIPWIOKEHHUETO HA CTPENTOKHHA3A, B
103u 1,5 MunnoHa eaMHMIM 32 60 MHHYTH, 3aeIHO ChC CyOKYTAHHO HJIH HHTPaBEHOZHO NMPWIOXKEH XenapHH
(7,3%). JlexyBauute ¢ AKTHUJIM3E namyeHTH ca noKa3and No-BHCOKA YECTOTa HA Bb3CTAHOBABAHE Ha
NPOXOAMMOCTTA HA ChROBETE, CEBP3aHH ¢ HHGpapkTa Ha 60-TaTa u 90-TaTa MUHYTH cnea Tpombonu3ara B
CpaBHEHHE ¢ MALMEHTHTE, IEKYBaHH ChC CTpenTOKWHa3a, He ca otfens3anu paznwky B 180-rata MuHyTa H
NO-KBCHO.

TMoHkeHa e CMBPTHOCTTA Ha 30-us nen B CPaBHCHHE C NNALHEHTHTE, KOHTO HE €a JICKYBaHH C
momﬁonmuqﬂa Tepalnni.

OcpoGosxaaBaneTo Ha anda-xunpokcbythpar-aexuaporeHasa (HBDH) e nonwkeno. O6mara kamepHa

NMauHEHTHTE, KOUTO HE Ca JIEKYBAHH C TpOMGOJ'lHTHLlH.

OcThbp HHGAPKT Ha MHOKAapaa

Inane6o-koxTponupaHo npoyusate ¢ 100 mg anrennasa 3a 3 yaca (LATE) e nokasano Hamanss
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CMBLPTHOCTTA Ha 30-H4 A€H B cpaBHeHHKe ¢ Iutaue6o 3a nauueHTH, NeKyBaHH Mexkay 6-12 yaca cnen nospara
Ha cHMNTOMHTE. B Cllyyal, NpH KOHTO ca HANHLE ACHH CUMITTOMH Ha MHOKapJieH HHAPKT, IEYSHHETO,
3anoyYHaTo 10 24 waca ciieq noseaTa Ha CHMIOTOMHTE MOXe 1a Gble yChelHo.

OcTtbp MacHBeH OenonpobeH eMOOIUIEM
TIpH NalLMeHTH ¢ OCTHP MacHBeH OenoapobeH eMBONHIBM ¢ XeMOANHAMHYHA HECTaOHITHOCT,

TpombonuTHuHOTO NleyeHne ¢ AKTUIU3E noeexaa no 61p30 HaMansBaHe Ha pa3mepa Ha Tpomba H
HaMaABaHETO Ha HanaraHeto B OenoapobHara aprepust. Hama SaHHH OTHOCHO CMBPTHOCTTA.

[laumeHTH ¢ OCTHLP NCXEMHYEH HHCYAT

Ipu nee npoyusanui, npoeacHH B CAILL[ (NINDS A/B) e o10enq3aHO 3HAYHTETHO MOBHILABAHE HA
MPOLIEHTa MaunHeHTH ¢ GnaronpuaTeH u3xoA (6e3 WM ¢ MUHMM&IHH YBPEXKIAHHA), NIPH TIPHJIOKEHHE Ha
anTennasa B cpaBHeHHe ¢ wiaue6o. Te3u pe3ynTaTH ca noTebpAeHH NpH w3nuTeaneTo ECASS III (Bx. no-
JOITY), HO He ca 6unu noTespaeHH npu ase Epponeiickn 1 eaHo aonbaHutento uanuteane B CAlll, kouTo
He ca YCTeJIM A2 MoyHaT ChOTBETHH PE3YJITATH [PH YC/IOBHA, KOHTO HE ChOTBETCTBAT HA HACTOALIATA
eBponeiicka NPOAYKTOBA HHPOpMALIHA.

ECASS I11 e mnaueto kOHTpONUpaHo, ABOHHO-CNANO OPOYYBAHE, MPOBEACHO MPH NAIHEHTH C OCTBLP HHCYT
BLB BpeMeBH nposopen oT 3 A0 4,5 uaca B Eppona. Ipunaranero na neyenuero B ECASS Il e
choTeercTBanc ¢ esponetickara KXI1 Ha AKTHIIHM3E 3a moka3zanuATa 338 HHCYNT, ¢ H3KAIOUYEHHE HA rOpHaTa
rpaHulia Ha BpeMeBHs nposopel, T.¢. 4,5 yaca. [TbpBHyHaTa KpaiiHa L€l € MHBaJIHAHOCTTA, OTYeTeHa Ha 90-
sl JIEH, pa3ieneHa Ha TakaBa ¢ GnaronpuareH (onpeneneHa no MoaHHUMpaHaTa ckana Ha Rankin [mRS] ot
0 xo 1) unu HeGnaronpusted (MRS or 2 go 6) pesynrar. PangomusupadH ca 821 nauveHTtH (418 Ha
anTennasa/403 va mnaueGo). [lo-ronam Gpoii naumeHTH ca NocTUrHaNH 61aronpHATeH pesynTar ¢ anreriasa
(52,4%), B cpaBHeHHe ¢ mialebo (45,2%; BeposTHocTHO choTHOWeHUe [OR], 1,34; 95% JIH 1,02-1,76;
P=0,038). YecToTara Ha BCAKa HHTpakpaHuanHa xemoparia (MKX)/cuMrroMaTH iHa MHTpaKpaHHaIHA
xemoparnua (cHKX) npu anrennasa e no-sicoko B cpasHeHHe ¢ nnauebo (seaka cHKX 27% cnpamo 17,6%,
P=0,0012; cMKX no ECASS III nedhunuums 2,4% cnpamo 0,2%. P=0,008). CMBpTHOCTTA € HHCKA H C
HE3HAYMTENTHA pa3/ivKa Mexay anteriasa (7,7%) v wianebo (8,4%; P=0,681). Pesynrarure or ECASS Il B
[OArpYaTa NOTBBPKIAABAT, Ye NMO-roNleMHs BpeMEBH MPO30peELL € CBhP3aH ¢ NOBHLIEH PHCK OT CMBbPTHOCT H
CHMITTOMATHYHa HHTpakpaHuanHa xeMoparus. Pesyarature ot ECASS 111 noka3ear monoxwurenHa
KIHHHYHA non3a npH npaaoxkenueTo Ha AKTHIIM3E p1B BpemesH nposopel ot 3 H 4,5 4aca, 10KaTo
00001EeHHTe AaHHU TIOKA3BAT, Ye HeTHATa KIIMHHYHA NOi3a He ¢ Beve 01aronpUaTHa No OTHOLIEeHHe Ha
anTerUiasa npH BpeMeBH Mpo3opel Haa 4,5 yaca.

BeazonacHoctra H edpuxacHocrTa Ha AKTHJIM3E npu neueHHe HAa OCTHP HCXEMHYEH HHCYJIT B PAMKUTE 110
4,5 yaca OT HAYAIOTO Ha CHMITTOMHTE 110 3aMOYBAHE HA IEYEHHETO (siroke onset time to start of treatment
(OTT)) ca ocueBEHH OT NPOBEXKAALIMSA C€ PETHCTHP 3a ocThp Hcxemuded HHCyNT (SITS-ISTR: The Safe
Implementation of Thrombolysis in Stroke registry). B ToBa o6GcepBaunoHHo npoyuBaHe kpaifHaTa TO4Ka 3a
BeszonacHocT npH 21 566 nexyBaHH NalMeHTH, JIeKyBaHH BbB BpeMeBHA nposopel oT ( ao 3 yaca, ca
CpaBHEHH C AaHHHTE NpH 2 376 nauueHTR, JIeKyBaHH Mexay 3 ¥ 4,5 yaca cnel Ha4aloTo Ha CHMITTOMHTE Ha
OCTPHA HeXeMuueH MHCYT, YecToTaTa HA CHMITOMATHYHA HHTpaKpaHHaJIHa XeMoparud (CbIriacHo
onpenenennero Ha SITS-MOST) e 61na no-sHcoka Npu BpeMeBHd Npo3opel oT 3 no 4,5 yaca (2,2%) B
cpaBHeHHe ¢ npo3opeua 1o 3 yaca (1,7%). HuBara Ha cMBPTHOCT Ha 3-HA Mecell ca CXOAHH, CPaBHABAHKH
BpeMeBHS Npo3oped oT 3 1o 4,5 vaca (12,0%) ¢ speMesns npo3opew ot (0 ao 3 yaca (12,3%) ¢ HekopHrupaH
OR 0,97 (95% OH: 0,84-1,13, p=0,70) n kopurupan OR 1,26 (95% JH: 1,07-1,49, p=0,005).
O6cepanronanTe gaHHH o1 SITS noakpensat KIHHUYHHTE AOKA3ATENCTEA 34 BPEMETO OT HA4aloTo Ha
CHMITTOMHTE [0 3aMOYBaHE Ha JISYEHHETO, KaTo BaXkeH npeAckassalll ¢pakTop 3a H3Xo4a OT N0OC/eABAIOTO
JIEYEHHE C ATeIUasa.

Cmapuecka év3pacm (hao 80 zo0unuj

3a oLeHABaHE Ha MOJI13aTa CNIPAMO PHCKA Ha aliTerllasa NpH NAaLMEeHTH Ha Bb3pacT >80 roaunu ca
M3M0/3BaHH HHAHBHAYATHO KOPHTHPAHW AaHHH OT MeTa-aHaIH3H 3a 6 756 nalMeHTH, BKTIOYBALIW
MaLMEHTH Ha BB3pacT >80 roJuHH, OT JeBeT paHAOMH3HPaHH KIHHHYHK H3[THTBAHHA, CpaBHABALLH
anTeruasa c nnauebo, KakTo ¥ OT OTBOPEHH KOHTPOIHPaHH H3NUTBaHuA. BepoaTHocTTa oT Gnaron
u3xoa ot uHcyaTa (mRS 0 - 1 Ha nen 90/180) ce norHIIaBa H € CRBP3aHa ¢ NO-TONAMA NOM3a NPH
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BH3PACTOBH I'PYIH, aKO JIeUEHHETO CE MPIIOKH MO-paHo (p-CTOHHOCT 3a uHGapkT - 0,0203), kaTo He 3aBHCH
OT Bb3pacTTa Ha NAalHCHTHTE.

EdeKThT Ha anTemasa e cxoJeH NpH NalHeHTH Ha Be3pacT 80 roanMHK MM NO-MAa/H [cpenHo BpeMe Ha
OTIaraHe Ha 3anmoYBaHe Ha NeYeHHeTO - 4,1 waca: 990/2512 (39%) nauneHTH, NeKyBaHH C AITeNNasa, B
cpaBHeHHe ¢ 853/2515 (34%) naumeHTH, IEKYBaHH ¢ KOHTPOAA, MOCTUTHAMK 61aronpHATEH H3XOZ, Ha AEH
90/180; OR 1,25, 95% JIH 1,10-1,42], kakTO H mpH NaUMEHTH Ha BB3pacT Haj 80 roamHu [cpento BpeMe Ha
oTiaraHe Ha 3anousase Ha neueHHero 3,7 vaca: 155/879 (18%) nauMeHTH, NEKYBaHH C aNTeIUIa3a B
cpaBHeHne ¢ 112/850 (13%) naumenTH, 1eKyBaHH ¢ KOHTpoJa, MOocTHrHaNH 6iaronpuaren u3xon; OR 1,56,
95% JINU 1,17-2,08].

IMaiueHTH Ha Bb3pacT Haa 80 roguHm, TeKyBaHH C anTerviasa o 3™ yac, GnaronpHATEH W3XOM € NOCTHIHAT
npn 55/302 (18,2%) B cpaBHenue ¢ 30/264 (11,4%) nauneHTy, nekyeanu ¢ kourpona (OR 1,86, 95% U
1,11-3,13), KakTO ¥ MaLMeHTH, JeKyBaHH ¢ arTemnasa ot 3 go 4,5 vaca 58/342 (17,0%) ca nocTurHanu
6naronpuaTeH Waxoz cipamo 50/364 (13,7%) nauuenTn, nekyBanu ¢ korrpona (OR 1,36, 95% U 0,87-
2,14).

Tun 2 napeHXHMeH KPHBOM3/IHMB € Bb3HHKHAN B pamkuTe Ha 7 aHu npu 231 (6,8%) or 3 391 naumenTs,
JIeKyBaHH ¢ anteruiasza cnipamo 44 (1,3%) ot 3 365 naumenT, nexypanu ¢ koutpona (OR 5,55, 95% JTH
4,01-7,70).

@araneH THN 2 NapeHXWMEH KPHBOMITHE € Bb3HWKHAN B paMKkuTe Ha 7 aHM npH 91 (2,7%) naumeHTH,
JIEKYBaHH ¢ anTerunasa cnpamo 13 (0,4%) nauxenTH, nekysaru ¢ kontpona (OR 7,14, 95% I 3,98-12,79).

(daTanHa HHTpaKpaHHAIHA XeMOparud npH nauueHTH Han 80 roguHy, nTexyBaHm ¢ alTelUiasa, € BL3HHKHaNa B
pamikuTe Ha 7 aan npu 32/879 (3,6%) cnipamo 4/850 (0,5%) naupenTH, nekyBaHu ¢ kontpona (OR 7,95, 95%
AN 2,79-22,60).

Ot panxuTe npu o6wo 8 658 maunenTy Ha BB3pacT > 80 rogunH, nekyBany < 4,5 yaca oT Bb3HHKBaHE Ha
SITS-ISTR, aarnauTe npu 2 157 naumeHTH, AeKyeaHH > 3 Ao 4,5 yaca cien BE3IHMKBAHE HA HHCYNT ¢a
CpaBHeHH ¢ aaHHWTe NpH 6 501 naumeHTH, AekyBaHH < 3 yaca.

TpuMeceunaTa GdyHKUHOHANHA He3aBHCHMOCT {mRS ckop 0 - 2) e 6una 36% B cpaBHeHKe ¢ 37%
(xopurupana OR 0,79, 95% 11U 0,68- 0,92), cmbpTHOCTTA € 6Mna 29,0% B cpaBHeHue ¢ 29,6% (KopurHpaHa
OR 1,10, 95% AH 0,95-1,28), 1 cHMITTOMaTHYHATa HHTpaKpaHuaiHa Xxemoparua (copea SITS-MOST
ornpeneneHHe) e buna 2,7% B cpaBHenue ¢ 1,6% (kopurupana OR 1,62, 95% JIH 1,12-2,34).

Heduampuuna nonyaayua

JlaHHH OT HEPAHIOMM3HPAHH H HECPABHHTENHH 00CEPBALIMOHHY NMPOYYBAHHA NPH NALWEHTH C HHCYJIT Ha
BB3pacT 16-17 roavHH, ¢ IOTBEPAEHO JIEUSHHE C aNTerasa, ca mofyyueHH ot perucrepa SITS-ISTR
(Be3onacHO MpuIaraHe Ha JICYSHHE NPH HHCYIIT - MEXIYHAPOLEH PerucThp no TpoMGoaH3a NpH HHCYIIT,
HE3aBHCHM, MEXTYHAPOAeH perucTrp). OOIo 25 neAHaTPHYHH NALMEHTH, C MOTBBPAEHO JICYEHHE C
anTeruiasa, BbB Bb3pacToBa rpyna 16-17 roaunu, ca csGpanu B SITS pernctepa 3a nepnoza ot 2003 r. go
kpas Ha 2017 r. Cpeanara nosza arrenniasa, W3Noi3paHa B Ta3H BE3pacTOBa rpyna, € Ouna 0,9 mg/kg (aozor
auanazos: 0,83 — 0,99 mg/kg). INpu 23 ot 25 naumeHTH, NEYEHHETO € 3aMOYHATO B paMKHTE Ha 4,5 yaca cnea
cHMnToMHuTe Ha WHEYAT (19 naumenTH 10 3 waca; 4 nauneHTH 0o 3 — 4,5 yaca; 1 no 5 — 5,5 yaca; npw 1
ciyyaii He € cbobweHo). IauneraTrre ca 6w ¢ TenecHo terno ot 56 xo 90 kg. Ilopevero nauueHTH ca
HMalli YMEPEHA HITH YMEpEHa A0 TEXKA CTeneH Ha HHeyaT ¢be cpeqHa NIHSS ot 9,0 (B pamxyre Ha | - 30)
Ha H3XOJHOTO HHEBO.

Ilpxn 21 ot 25 nauMenTH ca HaTHYHH pe3ynTaTi 0o mRS Ha 90 nen. Ha 90™ gen 14 o1 21 naunenTH ca
HMaik pesyiarar no mRS or 0-1 (6e3 cumMnTomMn unu 6e3 3HAYMMH YBPEXKIAHHA), KATO 5 MALMEHTH ca HMaIH
mRS = 2 (nexu yspexxnanus). Topa o3nauaea, ue np 19 or 21 naumern (Haa 90%) w3xoxeT € 6Un
Gaaronpuaren #a 90 gen cnopen mRS. Tlpu apyrure aBama nanueHTH ca CbOOLIEHH YMEPEHO Te
yepexnanas (mRS=4; n=1) unn cMepT (MRS=6) B paMkuTe Ha 7 OHK (n=1).

3a yeTHpHMa nauMeHTa He ca ChoblIeHH pesyaTaty no mRS Ha 90™ gew. [NocneqHUTE HANHYHM
NOKa3BaT, ye npH 2 ot 4 naiMeHTH ca uMand mRS=2 va 7™ geH, a npy 2 oT 4 nauyeHTH ca ¢bob
H3paseno o010 nogobpenue Ha 7 neH.
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JlasHuTe 3a Ge30NaCHOCT OT HEXKENAHH PEaKLUMH OT KPbBOHATHBH H OTOK €4 CBILO HATMYHH B PETHCTBPA.
ITpu HHTO €AHH OT BCHYKMTE 25 MalMeHTH Ha Bb3pacT 16-17 roaAHHH He € MMano MHTpaKpaHHAaNHa
xemoparus (sICH, ICH tn Ha kspBene PH2). ma 5 ciryvas Ha pa3sBHTHE Ha MO3BYEH OTOK ClIE]l JIEYEHHE C
antemnasa. I1pu 4 0T 5 mauwmeHTH ¢ MO3BY4EH OTOK € choblapada mRS or 0 1o 2 Ha 90™ neH unu ca
nokasanu obuto nogoGpexue Ha 7** e ciel 3anoysaHe Ha nedeHreTo. [IpH eOuH nauHeHT e cpobLueHa
mRS=4 (ymepenu yBpexaanna) na 90™* nqen. Hama HUTO €aHH cirydaii, 3apbpIuni ¢ daTaneH M3Xod.

B o6o6enne, uma 25 crobuieHns B perdcTipa SITS 3a nauneHTH Ha Bb3pacT 16-17 roqMHH € OCTHP
HCXEMHYEH MHCYNIT, KOUTO ca GHIH NEeKyBaHH CHIVIACHO MHCTPYKLIMHTE 32 NPHIOKEHHE Ha AJITeIU1asa npy
Bb3pacTHH. Bernpexu ue SpoAT nauMeHTH € MaTEK, 32 Ja ObAaT BIUTIOYEHH B CTATHCTHYECKH AHANH3, OOLIHAT
pe3yJITaT NoKa3Ba MONOKHTE/IHA TEHAEHLHA MPH MPUIaraHe Ha ChOTBETHATA 1032 33 Pb3pacTHHU, JlanHuTe He
NIOKA3BaT MOBHIIEH PHCK OT CHMITTOMATHYHA HHTPAKPAHHAIHA XEMOPArus WIH OTOK B CPaBHEHHE C
Bh3PACTHHTE MALWECHTH.

5.2 @apMaKoKHHETHYHH CBOficTBA

AnTennasa ce eMMMHHAPA O1P30 OT UMPKYIHPALLATA KPBB M MeTaboIM3npa OCHOBHO B YEPHHA Opob
(mnasmeH kupeHC 550-680 ml/min). TTpu Pu3HONOTHYHM YCJIOBHA NO-TONIAMATA YACT OT a/lTeiasa B
KpBBOODpallieHHETO € HHXHOHTOP-CBEp3aHa. YepHOAPOOHHAT KITHPBHC Ha ajITeIliasa He e Bh3NpensaTcTsa
OT HAJTMYHETO Ha APYTH NPOTEHHH, BKIIOYHTENIHO aTeliasa HHXHOuTopH. Kommekeure ot arrennasa u
HHXHOHTOPHTE Ce eTMMHHHpAT KaTo cBoboAHa anTeiasa. ChOTBETHHAT [U1a3MeH NOMYXKHBOT tialpha e 4-
5 muayTH. TOBa 03HauaBa, 4ye cnea 20 MUHYTH No-Manko or 10% oT HaYaNHOTO KOJIMYECTBO NPUCHCTEE B
TL1a3MaTa. 3a OCTATBYHOTO KOJIHYECTBO B Aenara, HeTa-nonyKHBOTHT € 611 3MepeH Ha okono 40 MHHYTH.

5.3 IlpeaknHHAYHH IaHHH 33 Ge30nmacHocT

TIpu npoyuraHHs 3a NOAOCTPA TOKCHYHOCT TIPH MUTBXOBE H MAPMO3ETKH HE Ca OTKPHTH HEOUYAKBAHH
HEXKEJIaHH JIEKAPCTBEHM peakLMH. [Ipy MyTareHHM TECTOBE He €4 OTKPHTH HHIMKAIMH HA MyTareHeH
TOTEHLHAN.

ITpu OpemMeHHH KMBOTHH ciiell HHTpaBeHO3Ha HHY3UA Ha (papMakonorduHo e(eKTHBHE JO3H HE ca
HabmonaBanu TeparorelHs edexru. [pn 3aliun e HabmoaaBana eMO6puoTOoKCHYHOCT {(eMOpHONeTANHTET,
3abaBsHe Ha pacTexa) npu npwiarade Ha noeeve ot 3 mg/kg/aen. Tlpu wrsxore, npu ao3u ao 10 mg/kg/nen,
He ca HabnroAaBaHH BB3AEHCTBHA BbPXY NEPH- H MOCTHATANTHOTO Pa3BUTHE HIH BLPXY (epTinHiTe

napameTpH.

6. ©OAPMANEBTHYHH JAHHU

6.1 ChnHcbhbK Ha TOMOUHHTE BEIHecTBa

Ipax:

aprHHHH

tocdopna kucenura (E 338) (3a kopurupase Ha pH)
nonucopbar 80 (E 433)

Pastropuren:
BOJIA 34 HHKEKIHH

6.2 HecnLBMeCTHMOCTH

IIpHroTBEHHAT pa3TBOp MOKe Aa Hbae paspeacH NOITBIHHTENHO ChC CTEpHIeH (H3HONOTHYEH Pa3TROP
9 mg/ml (0,9%) no MmuHUManHa koHUeHTpauus ot 0,2 mg/ml.

Pasteopbr He Tpabea na 6boe paspexaaH AOMBJIHMTENHO C BOAA 33 HIDKEKLIMH HJIM HHY3HOHHH P
Ha BBINEXUPATH, HANPUMEP AekcTpo3a. He ce npenopbyea, nopany NOBUILIEHO NOMBTHABAHE HA
NPUrOTBEHHA Pa3TEOP.
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AKTHWJIU3E ue tpalBa na ce cMecBa ¢ APYTH JICKAPCTBEHH MPOXYKTH HHTO B €IHH H CbLI (JIAKOH 34
HHDY3KA, HHTO B CHUIHS KaTeTLP (HHTO AOPH C XENAPHH).

6.3 Cpok Ha rogHoct

HeoTropeHH ¢uiakoHu

3 rooMHn.

Crnen npuroTeBsHe Ha pa3TBOpA
Cnex npuroTBsHe Ha pa3TBopa € AokasaHa cTalHIHOCTTa My 3a 24 yaca npu Temneparypa 2°C - 8°C u

8 uaca npn Temneparypa 25°C.

Ot MEKpPOOHONOrHYHA IEAHA TOYKA, NPONYKTHT TPAOBA Na ce H3MO0N3Ba BEAHAra Clie/l pa3TBapase. AKO He
ce H3noN3Ba He3aGaBHO, IEPHOALT HA BPEMETO H YCJIOBHSATA 3a CBXpaHeHHe npeny ynorpeba ca
OTTOBOPHOCT Ha notpebuTens H 0OMKHOBEHO He Tpa6Ba na ca noseye OT 24 yaca Mpu TeMneparypa ot 2°C
no 8°C.

6.4 Coenuanns yeJ0BHE HA ChXpaHeHHe

Ja ce cbXpaHABa B OPUrMHANHATA ONAKOBKA, 34 Ja CE MPEAna3H OT CBETJIMHA.
Jla He ce cpxpanaBa Hag 25°C.

3a ycnoBMATa Ha ChXpaHEHHE Clie]] PEKOHCTHTYHPAHE Ha JIEKapCTBEHHA MPOAYKT BUXKTE TouKa 6.3.

6.5 Baj 8 chAbpkaHHE HA ONAKOBKATA

Ilpax:
Crepunu3upaHH CTEKIEHH dnakonH oT 50 ml, 3aTBOpeHH Cbe CTEPUIHA CHIHKOHH3HPaHa CHBa, OyTHROB THI
3anyuianka, alyMHHMeBa obKkaTka W IUIacTMacoBO MPEATa3HoO Kanaye.

PastopuTen:
Bonata 38 HHXEKLMH € HaITbJIHeHa BbB (1akoHH oT 50 ml, oTroBapsiuy Ha pa3Mepa Ha (AaKOHHTE C Tpax.

(DnakoHHTE ¢ BOAA 33 HHIKEKLIMH ca 3aTEOPEHH C ryYMCHA Tana H aTyMHHHCBO-IU1aCTMaCcOBA Kanadka.

TpancdepHa kamiona (BKIOYEHa B ONAKOBKATA)

OnakoBka:

50 mg:
1 pnakoH ¢ 2333 mg npax 3a HHXKEKUHOHEH H HH(Y3HOHEH pa3TBOp

1 pnakos ¢ 50 m! soaa 32 HHXKEKLMH
1 TpaHcdepna kaHIONa

6.6 ChnenHanHH BPeANAIHA MEPKH NPH B3XBLpASHE H paboTa

3a npuMroTEsIHe Ha Pa3TBOP ¢ KpaiiHa KoHUeHTpauna | mg/ml antennasa, Tpabea UANOTO KONHYECTRO
NPeACCTABEH Pa3TBOPHTEN Aa CE MPEXBLPIH BLE (iakoHa, Chabpxall nHopuinsupad npax AKTHJIU3E. 3a
TasM LeJ1 Ce H3MO0N3Ba TpaHcepHaTa KaHK/A, KOATO ce Hamupa B onakoskata AKTUIIHU3E 50 mg.

3a MpUroTBsHe Ha pa3TBOp C kpadiHa KoHueHTpaunda 2 mg/ml anTennasa, TpaGBa Aa ce MINOI3BA CAMO

TIONIOBHHATa OT KOJIMYECTBOTO MPEeNOCTABEH Pa3TBOPHTEN (KAaKTO € NoKa3aHo B Tabnuuara no-gony). B T3
ciy4ait BUHarH TpAGBa Aa ce H3M0A3Ba CNPHHLIOBKA 33 NPEXBHPIAHE HA HEOOXOUMOTO KOJIHYECTBO /-
pasTBopHTEN BLB (nakoHa, chAbpkall npax AKTHUIN3E.

IpK acenTHYHH YCNOBHS, ChAbPKAHHETO Ha HiIDKekLMoHHUs ¢pnakoH AKTWIN3E ce pasreaps ¢
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HHDKEKILIMH ChIIACHO TabNHuaTa No-A0Mmy, 3a a e NOJY4H KpaiHa KOHLEHTpalus oT 1 mg win 2 mg

anrtemwasa/mi:
AKTHJIM3E cyxa 50 mg
cyOcTaHumsA
a) Obem crepwnna Boga | 50 ml

33 HHOKEKLHM, KOHTO
TpaGBa aa ce npubasu
KBbM cyXxaTa
cybcTaHUHA

KpaiiHa KoHLeHTpaums

1 mg anrennasa/ml

§) O6eM cTepiTHa BOAIA
3a HHJKEKLIHH, KOHTO
TpabBa na ce npubaBu
KBM CyXaTa
cyOcTaHuyA

25ml

Kpalina koHUEHTpaLHsA

2 mg anrennasa/mli

TIpHroTBeHUAT pa3TBOp TPAOBA Oa CE MPHIONH HHTPaBeHO3HO. [IpUrOTBEHUAT Pa3TBOP C KOHLEHTPALIHA

1 mg/ml moxe na 6bae paspeaeH AOITBJIHHTEHO Che CTEPHNEH (u3HonoruyeH pazreop 9 mg/ml (0,9%) no
MHHHMMAITHA KoHUeHTpauus ot 0,2 mg/ml, Thil KaTo He MOXE Ja c€ H3KTIOUH NOMBTHABAHE Ha Pa3TBOpa Cliefl
npuroTeaHe. Pa3TBopbT ¢ KoHUeHTpauua 1 mg/ml He TpaGBa na 6bae paspekaaH AOMTBIHHTEIHO ¢ BOAA 32
MHJKEKLHH WiH HHGY3HOHHH pPa3TBOPH Ha BbIACXHAPATH, HAMPUMEP ACKCTPO3a, NMOPalH MOBHIICHO
noMbTHABaHe Ha npurorseHus pasteop. AKTHIIU3E He tpabea na ce cMecsa ¢ ApyrH JIeKapCcTBEHH
MPOAYKTH B €MH H Chbill (IakoH 32 HH(Y3HA (HHTO JOPH ¢ XENapHH).

3a HECHLBMECTHMOCTH, BK. Touka 6.2,

IpuroTBeHMAT pa3TBOp € CaMo 32 €AHOKpaTHa ynoTpeba. HeManon3paHHAT pa3TROp WIH OTIATBUHHTE
MaTepHaIH OT Hero TpAbBa Na ce K3XBBPJIAT B CHOTBETCTBHE C MECTHHTE H3HCKBaHKA.
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Vka3zauus 3a npurorsane Ha AKTUJIU3E

1 Jla ce pa3TBOpH HeNnocpeaCTBEHO MpeaH
npHjaraHe.

2 Orcrpanere npeana3HaTa Kanayka Ha jBaTa
(nakoHa, cbabpIKalllH CTEPHIHA BOJA H
AKTHJIU3E cyxa cybcraHuus, kato g
NOBJIMTHETE C najell.

3 H36bpLiere ropHara yacT Ha rymeHara
3arlylla/lka Ha BCeKH (Pl1akoH ¢ TaMIIOH,
HAaIOEH CbC CIUPT.

4 HUzpanerte TpaHcdepHarta KaHiona* ot \
onakoskarta H. He s nesuHdekuupaiite, Thii

KaTo Ta € crepuiHa. OTcTpaHeTe eqHaTa M
Kana4ka.
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ITocraBeTe ¢akoHa che cTepHiIHA BOAA B
M3IMPaBEHO MOJIOKEHHE BbpXY cTabuiiHa
noebpxHocT. C TpaHcdepHaTa kaHiOIa
MpOoJyIyeTe BEPTHKAIHO LIEHThPa Ha
ropHaTa 4acT Ha ryMeHara 3anyuiajika, KaTto
HAaTHCHETE KaHIoJaTa BHUMATENTHO, HO CHJTHO,
6e3 na s 3aBbpTare.

CrepunHa
BOAa 33
WHMEeKLMH

—)

R .

3aapbakTe B cTabMIHO NosoXkeHHe ¢akoHa
ChC CTEPHJIHA BOJA U TpaHc(epHaTa KaHIONa
C e/lHa PbKa ¢ MOMOLLTA HA KPHITLIATA Ha
KaHIoJ1aTa.

OrcrpaHeTe apyraTa Karnauka oT
TpaHcepHara KaHiona.

3anpwxTe B cTabHIIHO NosokeHHe ¢rakoHa
ChC CTEPUJIHA BOJIAa M TpaHC(epHaTa KaHioa
C €/lHa pbKa ¢ MOMOLITA HAa KPWJILIaTa Ha
KaHIoNaTa.

3aapwbxre pnakona c AKTUIIM3E cyxa
cyOcTaHIMs BEPTHKAIHO HaJ TpaHcdepHaTa
KaHIJ1a, KaTo NMOCTABUTE KaHIOJATa B
LIEHTbpa Ha r'yMeHaTa 3amnyliaJka.

/g\;: EE

-~
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HatucHere dnakoHna cbe cyxara cyOcTaHLus
KbM TpaHc(epHaTa KaHio1a TOYHO OTrope,
KaTo MpOAYyM4HTe BEPTHKAIHO Ir'yMeHaTa
3anyuianka, ¢ BHUMAaTtesleH, HO CHIIeH HaTHCK,
6e3 na 3aBbpTaTe.

AKTUNU3E

(cyxa
cybcTaHuma)

CrepunHa
BOAA 3a
WMHXEKLMK

Ob6wpHete nBata akoHa, Taka 4e BoJara aa
H3TEY€e Halb/IHO KbM CyXaTa cyOcTaHLuA.

CrepunHa
BOAa 33
MHXEKUMUM

AKTUAU3e

(cyxa
cybcTaHumA)
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Orcrpanere npa3Hus (IakoH OT cTepuHa
BOJIa 3a€/1HO ¢ TpaHc(epHaTa KaHiona.
Te morar na 6baaT H3XBBPIIEHH.

B3emerte ¢iakoHa ¢ npuroTBeHus npoaykT
AKTHJIM3E 1 BHUMaTENHO IO 3aBbpTeETE, 32
Jla ce pa3TBOPH €BEHTYATHO OCTAHAJIO
KOJIHYECTBO OT cyXaTa cyOcraHuus, 6e3 na
paskiauiare, Thi Kato e ce oOpasyBsa nsHa.

AKO UMa MexypueTa, OCTaBeTe pa3TBOpa B
CMOKOMHO ChCTOSHHE HAKOIKO MHHYTH, 3a /1a
M34Y€3HaT MexypueTara.
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PexonctutyrpanuaT pasteop chabpika | mg/ml antennasa. Toii TpsGea na e npo3spayeH 1 Ge3uBe;
10 61e10KBAT Ha UBAT, 63 YaCTHLIN. '




12 | MU3rernere He0GXOAUMOTO KOJTHYECTBO OT
pa3TBOpa CaMo C HUIa ¥ CIPHHLIOBKA.

He u3nonseaiite MACTOTO, KBETO € NPOAYMUEHO
OT TpaHcdepHaTa KaHio/a, 3a 1a u3berxnere
pasniuBaHe.

13 | U3non3saiite BeaHara.
HM3xsbpreTe KOTHYECTBOTO OT pa3TBOPA, KOETO HE € W3MOJI3BAHO.

(*ako B onakoBKata e BKOYeHa TpaHcdepHa kaHtona. [TpuroTesiHeTo Moske 1a Gb/e HamnpaBeHO H C MOMOoLITa

Ha CMpPHHLIOBKA U MrJa.)

7.  IMIPUTEXATEJI HA PABPEIIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH

Binger Strasse 173

55216 Ingelheim am Rhein

I"'epmanus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

Per. Ne 9700107

9.  JATA HA ITbPBO PA3PEIIABAHE/MOJHOBSABAHE HA PA3PEIIEHUETO 3A
YIIOTPEBA

Hara Ha mbpBo pa3speiasane: 10 anpun 1997 r.
Jara na nocneano noaHossasane: 18 ronu 2008 r.

10. JTATA HA AKTYAJIM3BUPAHE HA TEKCTA
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