KPATKA XAPAKTEPUCTHKA HA HPOJYKTA

1. HaumMeHOBaHHE Ha JeKAPCTBEHMA NPOAYKT
Vessel Due F 250 LSU mexn kamncynu

Vessel Due F 600 LSU / 2 ml pasTtBop 3a HHXKEKUHUH

2. KonndecTBeH H KavdecTBEH CHCTAB

1 karicyna cbABpIKA: TeKapCcTBEHO BewecTBO Sulodexide 250 LSU
1 amMmmynaa chabpAa: nexapcTBeHO BemecTso Sulodexide 600 LSU
3a MOMOIIHUTE BENECTBA, BHXXTE Touka 6.1

3. JlexapcrBena dopma
Mexn KancyJia
MIHXXeKIIHOHEH pa3TBOP

4. KIMHUYHH JAHHH
4.1 TepaneBTHYHA HHAUKALHH
[IpodunaxTika Ha cbIOBH 3a00I9BaHMs, IPH KOHTO MMa PUCK OT PA3BUTHE HAa TpomOoO3a.

4.2 /103MpOBKA H HAYHH HA NPHJIOKEHUE

Vessel Due F 250 LSU mexnr kancyam: 1-2 xancynn 2 OBTH OHEBHO, Jla HE C€ MpHeMa C
XpaHa.

Vessel Due F 600 LSU/2 ml mikexinuoHen pairsop: 1 amnyna JHEBHO HHTPaMYCKYJIHO
MM HHTPABEHO3HO,

OGHKHOBEHO C€ IPENOophuBa JICICHUECTO Jia 3al0YHe ¢ MHXEKIMOHEH pa3TBop H cien 15-20
JIHU 1A TIPOIBIDKY ¢ Karcyay 3a nepuon oT 30-40 quu. [TeIHUAT Kype Ha JIEYeHHe TpAOBa fa
C¢ MOBTAPA IMOHE 2 MBTH B rOJHHATA.

B 3aBHUCHMOCT OT MpelleHKaTa Ha JCKyBaIlUd JICKAp JO3UPOBKAaTa MOXKE 3 CC MPOMCHA IIO
OTHOIIIEHHE Ha KOMMYECTBOTO H HUE€CTOTaTa Ha IPHJIC)KEHHE.

4.3 [IporuBonoxazanus

JlauHM 32 CBPBXUYBCTBUTEIHOCT KbM IPOAYKTA, KbM XeNapuH HIH X€NapHHO-NOZOOHH
JIEKapPCTBEHH IMPOIYKTH.

XeMoparvyia gvaresa u Jpyld XeMOpara4Hy HapyLUeHus,

Jla He ce npuiiara npu aena.

4.4 CnenpajJHH NpeAynpe;kAeHHA U CIelHATHHA NpeNa3sHu MepKH 32 YoTpeda

[Ipen BHO HMCKATa TOKCHMYHOCT Ha nekapcTBeHOTO BemectBo Ha VESSEL DUE F  we ce
Hajarar cCIeLHATHH IIpeanasHd MepKH npH ynotpedba. Bee mnak, IpH eIHOBPEMEHHO
OpHIOKEHHE HAa aHTHKOAIYJIAHTH, C€ MPEeNnophyBa NEPHOJUYHO [IPOCIeIBaHe IT0KA3aTCIIUTE
HAa KpbBOCLCHUPBAHE.

Jla ce cpxpaHsaBa Ha MACTO, HEOOCTHIIHO 3a OCIia.

4.5 JlekapcTBeHH B Ipyru OpMH HA B3aNMOJACHiCTBHE
[Topanu ananoruunus edexr Ha Sulodexide ¢ xemapHH, IpH eIHOBPEMEHHA ynoTpeda TOMH

MOXC Id YCHJ/IH dHTHKOAl'YJIJAHTHHA e(bEKT Ha XCMapyuy Uy Ha NEpopaiEn aHTHKOA'y TanTH.

4.6 bpeMEeHHOCT U KbhpMeEHE
Kato mpeanasHa MApKa no BpeMe Ha OpeMEHHOCT He ce A
Sulodexide, BEIIpekH ue NMpy NIPOBEACHUTE IPOYYBAHHUA 32




deTOTOKCUUHOCT HE ca OUIIU AOKa3aHH eMOpPHO-TOKCHYHH edeKTH.

4.7 BnuaHue BLPXY cniocobHocTTa 3a modupaHe 1 padoTa ¢ MAIIHHU
JlekapcTBEeHHMAT TPOAYKT Biamse c¢iab0 MM He OKa3Ba BIHAHHE BBPXY CIIOCODHOCTTa 33
mwodupane ¥ paboTa ¢ MamIuHMy,

4.8 Hexxes1aHN JieKAPCTBEHH peaKIinu

B naxowu cnydam ce HaOmro1aBarT:

Kancynu: cTOMAIIHO-YPEBHHY CMYIIEHHA - TajieHe, OBpBINaHe, O0IKa B enuracrpuyMa.
Huocexyuonen pasmeop: ©O0nKa, YYyBCTBO Ha NapeHe H Xe€MaTOMH B MACTOTO Ha
HHXXEKTHUPAHE,

B penxu cinydaud MOXe Jia ce pa3BHe CEHCHOMIN3a1ua ¢ KOXXKHH HIH JIPYTH [POsBH.

4.9 Ilpegozupane

EnnuscTBeHMAT eheKT, KONTO MOXe Ja ce IMPOSABY NpH NpeJo3UpaHE € KPhBOM3IUB. B TakbB
ciyuaii TpaOa jga ce wHXekTHpa 1% mnporamur cyagar (3 ml 1.v.=30 mg), Kakro ce
npolLeaupa IpH "XEIApHHOBY KPBEBOM3IABH' .

S. PapMaxKoJIOTryYHH JaHHHU
Sulodexide moka3Ba ACHO M3pa3zeHO AHTUTPOMOOTHYHO ACHCTBHE, KaKTO IO OTHOIUCHHC HA
aApTEPHUNTE, TAKA N 110 OTHOUIEHHE Ha BEHUTE,

5.1 PapMakoAHHAMHYHMU CBOICTBA

dapMakotepanebTHyHa rpyna: Sulodexide ce oTHacs KM AHTHTPOMOOTUYHHTE XE€NApHHOBH
nexapcrsenu npoaykte /BO1AB11/

Mexanu3eM Ha JeHCTBHE |

[IpopeacHuTe KIMHHMYHM TPOYYBAaHMSA, M3BBLPUICHM Upe3 MapeHTEpallHO H TEPOPATHO
NPUIOKEHHE HA JICKAPCTBEHOTO BEIIECTBO Ca IMOKAa3aIH, Y€ aHTUTPOMOOTHYHATA AKTHBHOCT
Ha Sulodexide ce OBDKM Ha [H0303aBHCMMO WHXHOHpaHe HAa HAKOM (QAKTOpPH Ha
KPBBOCBCHUPBAHETO, KaTO HA IIBPBO MACTO € akTuBHpaHMAT dakTtop X. 1BH Karo
B3aUMOJIEHCTBHETO MY ¢ TPOMOMH € IO-Majiko, O0H4YaliHO ce u30ArBaT MOCJICHLHATES OT
aHTHKOATYJaHTHOTO JCHCTBHE.

AHTHTPOMOOTHYHOTO AelcTBHE ce JOMBIBA MOCPENCTBOM HHXHOHpaHe Ha TPOMOOIMTHATA
aJIXe3lf ¥ aKTHBUPAHE Ha IUPKYyJIAUMATa H IapHeTaTHaTa GUOPUHOIUTHYHA CHCTEMA.
Sulodexide Boau 10 Bh3CTAaHOBABAHE HOPMATHMA BHCKO3NTET Ha KPHBTa, KOKTO OOHKHOBEHO
€ IIPOMEHEH IIPH NallMeHTH ChC CHA0BA MATOMOrHsA ¢ PHCK OT pa3sBUTHE Ha TpoMOo3a; TOBA Ce
OCBUISCTRABA I'TIABHO 4Ype3 MOHUXKABAHE HUBOTO HA PUOPHHOTEH.

Sulodexide BB3CTaHOBIBA H HOPMANHUTE JUMUIAHU CTOMHOCTH IOCPEACTBOM AKTHBHPAHE Ha
NMUIIONPOTEHH-JIMITa3a.

dapMakogUHAMUYHY edeKTH: ImpH NpOBEeJeBHTe IPOY4YBAHHSA, LENdIH YCTaHOBABaHE Ha
APYFH €BeHTYAIHH e(deKTH, OCBeH H30pOeHHUTE, CBBp3aHH OCHOBHO C TEparneBTHYHATA
aKTHBHOCT, € J0Ka3aHo, uye Vessel Due F He oka3Ba aHTHKOAIYIIAHTHO JEHCTBHE.

5.2 PapMaKOKHHEeTHYHH CBOHCTBA

a/ CBO#icTBa HA JIEKAPCTBEHOTO BEIECTRO

Sulodexide ce pezopOupa npes croMantHO-uYpeBHaTa Oapuepa, KOETO ce I0Ka3Ba IOCPEACTBOM
dapMakoIHHAMHUYHHUTE MY edeKkTH CJIell NEpopanHo, HHTPadyOJACHATHO, MHTpanI€apHO H

PEKTAIHO IPUIOXKEHHE TNIpH IUIBX0BE ¢ Oes3BaH C /;,---.-. o’ i!.\ CYJIOIEKCHN.
BzauMoBpB3KATA AO3UPOBKa-e(PEKT U IOO3HMPOBKA-BpEME DY u. R ORe @b¢uﬁ ca OMIH
‘.(\



NOKa3aHH cliel TOCOMEHHTE HaudHK Ha npwioxkeHue, beagsanata cyGcTaHUMA HbPBOHAYATHO
Ce HATPYINBa B YPEBHUTE KIIETKH, CIEN KOET0 IpeMMHaBa B CepyMa H CHCTEMHOTO
KpbBoobpainenue. KoHIieHTpaluaTA Ha PAaIHOAKTUBHHA H3O0TON ¢ HaIlpe/BaHe Ha BPEMETO
JHAYUTENTHO C€ IIOBHUIIABA B MO3bKa, OBOpeuwTe, cbpuero, Oemua apod, TecTHCUTE H
ninasmMata. Tlpy nposenenute dapMaKONOTMMHHTE IPOYYBAHUSA IPU Xopa Cled 1.m. u 1.v.
IPUIIOKEHHE Ha MIPOJYKTa € GMia yeTaHOBeHa TUHelHa 3aBHCUMOCT MEeXIy 103aTa U edeKTa.
MeTaGomHu3MBT Ce U3BLPLIBA ITIABHO B YepHUs Opo0, a eKCKpelyaTa Yped YpHHATA,

[Ipy nposejeHUTE MPOYYBAaHUSA OTHOCHO pe30OpONHATA clen IepopaleH IpHEM IPH XOpa,
U3CleqBRaHa ¢ IOMOINT2 Ha Oejs3aH IHPOAYKT, € Ouno ycTaHOBEHO, Ye IIBPBO HHBO Ha
MaKkCUMalHa KOHIEHTpallud B KPBBTA Ce JOCTHra ciiel 2 daca, a BTopo - Mexay 4-6 vac,
cnen koeto Sulodexide He ce OTKpHBa B IUIa3Mara; ciel okono 12 yaca Toil ce OTURTA OTHOBO
H KOHLEHTpAHATa MY OCTaBa ITOCTOSHHA 3a nepuon oT 48 4vaca. llocTtossHHOTO HHMBO Ha
cepyMHa KOHLEHTpalMs ciel 12-ud 4ac BEPOATHO ce Ah/LKH Ha 6aBHOTO My ocBofOKIaBaHe
OT OpraHuTe, B KOHTO C€ OTKPUBA ¥ Haf-BeYe B CbJIOBHA eHIOTE.

Excxpeyua 6 ypunama: TP HSION3BAaHE Ha paiHoakTHBHO-Oemszan mpoaykrt 55.23 % ce
eKCKpeTHpa B ypHHATa B MEPBHTE 96 yaca ¢ MaKCMMalTHa KOHIEHTpauus cnej okono 12 vaca
U cpeano 17.6 % oT mpuiokenara A03a ce OTKpHBa B HHTepBaia Mexay 0 ¥ 24 yaca, BTOpO
yBe/IMYeHHe Ha KOHLEHTpauuATa ce HabmomaBa oxono 36-us 4ac, KaTo B ypHHaTa ce
enuMHEMpAT 22 % Mexny 24-48-us yac; TpeTo NoBHIeHue ce HabmoJaBa okono 78-us vac,
KaTo B ypuHaTa ce oTaenar okono 14.9 % B nepuoaa ot 48-96-u4 uac.

Cnen 96 yaca B npofuTe ypuHa He cé OTKpUBA HenszaHaTa CHCTABKA.

Excxpeyus 6ve gpexanusime: obIaTa paJHoaKTHBHOCT, Bh3ICTAHOBEHA OT dexanuite € 23 %
npe3 nepBUTE 48 4Yaca, ciaeld KOETO HE MOXe Ja OpJe YCTAHOBEHO HAIR4YHETO Ha
paanOaKTHBHO-0EIA3aH MPOAYKT.

6/ CeolicTBa OT 0CcOOEHO IOJAMQ 3HAYCHHUE 3a NaJHEeHTa
TepanerTuunHaTa akTMBHOCT Ha Vessel Due F e oltensaBaHa BHHArM IpY NNAHEHTH CBC ChXOBA

TIaTOJIOTHA ¢ PHCK OT TpoMO03a Ha apTePHHUTE H BEHHUTE.
JlekapcTBeHHAT NPOAYKT € BHCOKOS(DEKTHBEH IIpH IAUMEHTH B HalpedHaa BB3PacT M
nrabeTHIM.

5.3 [IpeakIHHNYHHA JaHHA 32 Oe30MACHOCT

- Ocmpa moxcuyrocm. TIPHIOXKEH MEepPOpaNHo MpH MHUIIKM K TUTBXOBE JIEKAPCTBEHHAT
NPOAYKT HE HpeAU3BHKBA Pa3BUTHE HA TOKCHYHH epekTH mpu no3n no 240 mg/kg;
LDso npy  Mumkd € > 9000 mg/kg npu nepopanen mpueM u 1980 mg’kg npn
HHTPANEPHTOHEANHO MpUnoxeHue; mpu nuexose LDsgy e > 9000 mg/ke /nepopanHo
npunoxen/ U 2385 mg/kg /muaTpaneputoneanHo/,

- Cybaxymna moxcuynocm: CleA Iepopaned npHeM Npu kydera B jo3a 10 mg/kg B
npogeakeHye Ba 21 gum He ca HAOMIOJaBaHM IPUIHAITH HA HEITIOHOCHMOCT, KAKTO H
NPOMEHH B XEMaTOIOFHMHUTE NapaMeTpd. He ca JokasaHM H aHATOMOMNATONQIrHYHU
NpPOMEHHM B OCHOBHUTE OpraHHu.

- Xponuuna moxcuunocm: JIpunoxeH nepopanHo B npofb/pkenue Ha 180 gHM B Aosa
20 mg/kg npu IBX U Kyde, B Kpad Ha NPUIIOKCHAETO HAMA ChIECTBCHH MMPOMEHM B

XeMaroJIOTUYHHUTE, YPHHAPHEM M (GeKaIHM 1apaMeTpH, KIKFo—M B XHCTOJIOTUYHMTE
[IapaMeTpH Ha QCHOBHHTE OPraHH. 20 Gl

G RMOpHOaHaTHa
a J8HHHA 348

- Embpuonansna moxcuvnocm: B TPOBEICHHUTE
TOKCHYHOCT NpH IITbXOBe K 3alinu (25 mg
eMOPHOTOKCYHOCT.




- Mymazennocm: HAMa MyTareHHa aKTHBHOCT I[IpH CHEAHHUTE TECTOBe: Ames;
HerporpaMupaHa CHHTE3a 3a Bb3cTaHOBABaHe Ha JHK npu 4oBemkH TUMPOLHUTH
/UDS/; He ce wuabmogapa pasenuHenue npH Aspergillus; KpOocCHMHr-oBnp mnpu
Aspergillus; MeTnoHUHOBH cynpecopu npu Aspergillus.

6. @PapManeBTHYHH JAHHHA

6.1 CniucbK Ha NOMOINHHTE BelllECTBA

VESSEL DUE F kancynu 250 LSU

Sodium lauryl sarcosinate, Precipitated silica, Triglycerides, Gelatin, Glycerol, Sodium ethyl
p-oxybenzoate, Sodium propyl p-oxybenzoate, Titanium dioxide E171, Red 1ron oxide E172.
VESSEL DUE F unscexyuonen paimeop 600 LSU /2 ML

Sodium chlonde, Water for injection

6.2 HechBMecTHMOCTH

Teit kato Sulodexide e nonHzaxapuaHa KHCENWHA, IPU CMECBaHE ¢ AIKATHHU BEIECTBa MOXKE
na 0Opa3yBa KOMILIEKCH.

HecbBMecTHMH mipenapatrd ca: BHTamMHH K, BuTtamMuH B KOMIUIEKC, XHIPOKOpPTH3OH,
XHaNlypoHHJa3a, KaJIMEeB T[JIFOKOHAT, KBaTepHEpHH AaMOHHEBH COJIH, XJIOpaM(EHHKOI,
TETPAUMKIUH, CTPEIITOMHIINH.

6.3 Cpox Ha roaHoCT
B 3aTBOpEeHA OTIakoBKa: 3 TOIUHU

6.4 CnieMa.THU YCJIOBHA 38 ChXPAHeHUe
He ca HE0oOX0QUMM cIlelTHATHH YCIOBHA Ha ChXpaHeHHUE.
Jla ce ¢hXpaHsiBa Ha MeCcTa, HENOCTHIIHH 3a Jela.

6.5 /laHHHN 32 omaKOBKAaTAa

VESSEL DUE F kancyau 250 LSU: xaproHeHa KyTHS, ChIBpXKama 2 Onucrepa ¢ mo 25
MEKY JKEJIATHHOBM KaIICYJIH

VESSEL DUE F unaxcexyuonen pazmeop 600 LSU /2 ML: xapToHeHa KyTHs, ChABPXKalla
[IOJTUCTHPEHOBA BNIOXKa ¢ 10 aMIIys oT TBbMHO CTBHKIIO.

6.6 YkasaHusn 3a yrnorpeba
Hsma cnenManHu yKasaHuA

7. IlIputexaTten Ha pa3pemNTE]THOTO 3a ynoTpeba
ALFA WASSERMAN S.p.A.

Cenamume: Via Enrico Fermi, 1

65020 - ALANNO (Pescara)

8. PerucTpannonen Homep
350 kancyau 250 LSU . 20010892
10 amnyru 600 LSU/2mI. 20010893

9. laTa Ha MOJHOBABAHE HA PAIPEMMUTE/THOTO 3a ynoTpeba
02.11.2006

11, /laTa Ha moc/ieAHa PeJAKIHA HA TEKCTA
CentemepH 2008




