KpaTka xapaKTepHCTHKA HA NPOAYKTA

1. HaumMeHOBAHHE HA JIEKAPCTBEHHS NPOAYKT
Clexane 20 mg/0,2 ml solution for injectio

Knexcan 20mg/0,2 ml nHXKeKUWOHEH pa3TBoOp
W
Clexane 40 mg/0,4 ml solution for injection
Knekcan 40mg/0,4 ml MHXeKUMOHEeH Pa3TBoOp

enoxaparin sodium

@HOKCanapvWH HaTpPUK

2. KayecTBeH H KOJIHYECTBEH CLCTAB
AxTHBHO BemecTBo: Enoxaparin sodium (eHokcanapuH Hatpwuif) 100 mg / ml

EnHa npeaBapHTeNIHO HAmb/IHCHA CHOPHHIOBKA CBABpPIKA enoxaparin sodium (eHOKCanapHH
HaTpuil) 20 mg

Enna TpeABAapHMTENHO HabJIHEHa CNPHHIOBKA CHABpXKA enoxaparin sodium (eHOKcanmapuH
HaTpuil) 40 mg

[ToMOIIIHYU BellecTBa : BHXK T. 6.1

3. JlexapcTBena popma

CTepuieH aNMpOreHeH HIDKEKIMOHEH PasTBOP B IPEBAPHTE/IHO HAMTBIHEHH CIIPHHLIOBKH.
4, KIHHHUYHH JAHHH

4.1 TepaneBTHYHH NOKA3AHHS
® TIpodunakTuka Ha TpomOoembonuyHa ©oNecT Ha BEHHTE, MO-CMICLMANHO CITy4auTe, KOMTO

61Xa MOLIH Aa 6BAaT CBBP3aHM ¢ OPTONEeIUYHA WK 001 XHPYPI U4,

¢ [IpodunakTuka Ha BeHO3Ha TpoMOoeMOonMA MpPH KOHCEPBATHBHO JEKYBAHH MAllMCHTH HA
OCTENEH PEeXHMM 3apagd OcTpo 3a00/gBaHe, BKOYMTENHO CEPACYHA HEROCTATHHOCT,

nuxaTesiHa HeOCTATBYHOCT, TEXKKH UHGEKLIMH, PEBMATHYHH 3a00/I9BaHUA.
® Jleyenue Ha JBIOOKH BEHO3HH TpoMBo3n ¢ WK Oe3 6enoapobHa eMOOHA.

e [lIpegoreparaBaHe oGpa3yBaHETO Ha TPOMOH NpPH €KCTPaKOPNOPANIHO KpbROOOpALICHUE IO

BpEME Ha XeMOAHaTH3a.
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4.2 Jo3HpoBKA H HAYHH Ha ynorpeba
OO6H NoNnoXxeHus

* Ilpopnaakraka Ha BeHo3Hn TPOMOO3H IPH XHPYPrUYHH NANHEHTH

[lpu  naumentH ¢ ymepeH pHck oOT TpoMboemOomms (Hamp. KOpeMHa XHpYprus),
MPENOPBYMTEIHATA 1032 Ha CHOKcanapHH HATpuH € 20 mg wiu 40 mg BeHEK AHEBHO, MPHWIOXKEHH

noakoxHO. B oOmara xupyprus, mbpBaTta HIKeKUMs TpaOBa Ja ce HamnpaBd 2 daca npeau

XHpYpru4HaTa npoleaypa.

llpn naumeHTM ¢ BHCOK pHCK oOT TpoMGoeMOomus (Hamp. OpTOMEOUYHA XHPYPTHA),
npenoprYNTeNIHATA MOJKOXKHA N03a Ha enoXxaparin sodium, € 40 mg BeOHBX AHEBHO, KATO ce
sanouHe 12 Jaca npeam onepaunara wik 30 mg IBa METH AHEBHO, KaTo ce 3ano4He 12 mo 24 yaca

CNes OnepanyTa.

Jleyenne ¢ enoxaparin sodium o6MKHOBEHO ce Ha3HA4YaBa 3a NMepHoX cpeaxo ot 7 Ao 10 auu. [Ipu
HAKOH TMALMEHTH MOXe Ja € noaxondila MO-rojiaMa TNpOAB/DKUTSIHOCT HAa JICYCHUETO H
CHOKCallapiH Harpuld TpsOBa [Oa Ce NpOoaBb/DKH, JOKATO € HalIilie PUCK OT BEHO3Ha

TpoMGoeMb0Ha WK JOKATO NALMEHTHT CTaHE aMOYJIaTOPEH.,

HokasaHo e, ye NpOAL/DKABAHETO HA JieueHHeTO ¢ 40 mg BeAHLXK AHEBHO B NMPOABILKEHHE Ha 3

CeOMMUIIM CJie]] MbPBOHAYAIHATA TEPAMys € OT M0J13a B OPTONEANYHATA XHPYPrHs.

3a cnielHaJHY NPENOPEKY 3a HHTEPBAJIMTE Ha NO3HpaHe MpPH CIIHHAIHA/CMHAYPalHa aHeCTe3Hs U

NpOLCAYPH 3a NEPKyTaHHA KOpPOHApHa peBacKylapH3auusi: BxX. pasjen ,,] [penynpexnenus”.
.* IIpodunakTAKa HA Beno3Ha TpomboeMOGonns NpA KOHCEPBATHBHO

JACKYBAHH ITIANHCHTH

I[IpenopbudTennara go3a Ha enoxaparin sodium e 40 mg BeAHBK JHESBHO NOIKOKHO. JIeYeHHETO ¢
enoxaparin sodium ce Ha3Ha4aBa 3a MHHHUMYM 6 JHU U C€ MPOABIKABA A0 IIHIHO BBH3CTAHOBABAHE

NOJBHXXHOCTTA HA MALIMEHTa, 3a NEPUOA OT MaKCHMYM 14 JHu.

» Jleuenne Ha 1LA00KH BeHO3HE TPpombGo3H ¢ Han Ge3 Gemoapobna emGoans
Enoxaparin sodium moxe za ce npunara IoAKOXKHO HAH o[ q;mpmérra Ha €JHOKpaTHa
HHKEKUHA B 1032 1,5 mg/kg unm mrkexTHpaHe JBa MbTH JHEBHO B Ao3a 1 mg/kg. TIpu

TMAIHEHTH C YCIIOXKHEHH TPOMOOEMOOTHYHH HapyHIeHHS, C& MPeNoPhYBa HIDKEKTUPAHETO

Ha [03a oT | mg/kg NBa TBTH JHEBHO.




enoxaparin sodium fa ce NMPOAB/DKH /IO TIOCTHTAHE HA TepaleBTUUEH AHTHKOAryJIaHTeH e(ekT.

(International Normalization ratio (INR) 2 no 3).

¢ IIpopunakTHKa HA eCKTpPAKOpHOpANHO TpomMGoolpasyBaHe MPH XeMOAHAIH3A

IIpenoprumrendara ao3a ¢ 1 mg/ kg enoxaparin sodium.

IIpy naiHedTH ¢ BHCOK PHCK OT KPHBOM3JIMB, A03aTa TpAbBa ma ce Hamanu xo 0,5 mg/kg 3a nBoeH

chI0B AocThN Wik 0,75 mg/kg 3a equHHYIeH CHAOB AOCTHILL

[lo BpeMe Ha xeMoamMannsa enoxaparin sodium TpgOBa Aa ce WHXKEKTHpa B apTepHANIHATA THUHHSA
Ha Kpbra B HaYaJOTO Ha AHanuM3Hara npouexypa. EQekTsT Ha TasH A03a OOHKHOBEHO €
JAOCTAaTHYEH 3a npouenypa ot 4 4aca; ako obave ce OTKpuAT (PUOPHHOBH NPBHCTEHH, HAMPHMED

CJIeq Mo-ABbJra 0T HOPMANHOTO NpOLEeaypa, MOXKE Ja C€ HanpaBd JOMbJIHHTENHA 1033 oT 0,5 Ao |

mg/kg.
* Jleuenue HA HeCcTAOH/IHA CTEHOKAPAHA H non-Q MuoKkapaeH HHPApPKT

[Ipenoppumntennara no3a Ha enoxaparin sodium ¢ 1 mg/kg Ha Bceku 12 uvaca mocpeacTBOM
NOAKOKHO HHXKEKTHpaHe, NPUWIOKEHA CBBMECTHO ¢ acnupuH nepopaiHo (100 oo 325 mg Beanmx

JHEBHO).

HPH TC3H TIALIHCHTH TpﬂﬁBa Ada CC Hd3HaYH JICHCHHC C €noXapar in sodium B MNpoab/IAKKCHHC HA

MHUHHMYM 2 ZIHU U [1a €€ NMPOAB/DKH A0 IIOCTHraHe Ha KIHHHYHO cTabunusupane. Ob6uuaiinarta

[NPOADB/DKHTC/IHOCT Ha JICHCHHCTO € 2 AO 8 AHH.

¢ HpHJlD}l{eHlle B ICAHATPHATA

Be3zonacHOCTTa H e(peKTUBHOCTTa Ha enoxaparin sodium npu Aena He ca U3C/IeIBaHHu.

e Jluma B HApeAHANA BH3IPACT

He e HeoOxoauMO HaMansBaHe Ha J03aTa IPH JIMLA B HamnpeAHala BBE3PAcT, OCBEH aKO He €
HAIMUE HapylleHa GbOpeuHa ¢yHkims (Bx. ,JIpeanasnu Mepku: KpbBOM3NHBM npH JjMua B

HalpeqHana Be3pact’, ,,PapMakokuHeTHka: Jluna B HanmpeaHana Bb3pacT M AO3UPOBKA ¥ HAYMH Ha

npuwiokenue: brOpeunn HapymeHua”).

e BnOpeunn vapymenns

(Bx. ,llpeanasuu mepku: BeOpeuyHH HapymeHWs W ¢apMakokKMHeTHKA: IIpeAmasHH MEpKU:

br6peunn Hapymenus” u ,,DPapMaxokuneTHka: brOpeuny Hapyesns™).

o Texkn 0L0peunn HApYIICHHAS
[Ipy nauueHTyH ¢ TeXXKH OBOpPeYHH HapyleHUus € HeoOXOANMa KOPEKI(MA Ha J03aTa
(KpeaTHHHHOB K1MpbHC <30 ml/min), cniopex ciaeauuTe TabIUIM, THH KaTo

eKCTIO3ULMATA Ha enoXaparin sodium ce yBenuyapa 3HAUYMNTETHO NIPY TA3M NOMyal




3a MOCTHUraHe Ha TCPANICBTHYECH A030B AHAIIA30H, CC NPCIIOPHYBAT CJIICAHUTEC KOPCKIHH Ha JO3UTE.

CrapaaprHo no3upaHe Texxo 0L0pedno HapylIenne

1 mg/kg noakoxkHo aBa ITBTH 1 mg/kg MoOOKOKHO BEIHBK JHEBHO

JHEBHO

1,5 mg/kg noakoxHO BeAHBXK 1 mg/kg moaKOXKHO BEAHBX JHEBHO

IHEBHO

30mg enHokpaTeH HMHTpaBeHO3¢H | 30mg eaHOKpaTeH MHTpaBeHO3eH Oomyc
OOMyc IUIIOC MOAKOXHA Ho3a OT | IWIOC TOAKOXKHA 1o3a or 1 mglkg
mg/kg SC nocneasana or 1 mg/kg | mocneasana ot 1 mg/kg NMOAKOKHO BEHBXK

NMOAKOKHO JBa ITHTH AHEBHO IHEBHO

[JlaupesTH B HaripeiHaMa BB3pacT =75 roaUHU

(camo mpH MokazaHuA MHOKapaeH UHGapkT ¢ ST-¢rneBauysn)

0,75 mg/kg noakoxkHo pnBa ImbTH | 1 mg/kg MOOKOXXHO €AMH BT JHEBHO 0Oe€3

THEBHO Oe3 mepBoHAYANEH HOITyC MbpBOHAYaJICH O0omyc

Crneauure KOpeKLIHH Ha [J03aTa C€ MNpernopbuBaT 3a MOCTUTAaHE Ha NPOPHIAKTHYHHM A030BH

OJUAara3oHH.

40 mg BeaHbxk KHeBHO M 20 mg BEJHEBXK JHEBHO!

CranaapTHO R03HpaHE Texko 0L0peuHo Eapymenne
40 mg NOAKOKHO BEAHBXK AHEBHO 20 mg NoAKOYKHO BEAHEXK JHEBHO
20 mg noaKOKHO BEAHBX JHEBHO 20 mg NoAKOXHO BEAHEX JHEBHO

[IpennopruBaHUTE KOPEKLIHH Ha A034Ta HE CE OTHACAT 34 MOKa3aHHUATA [IPH XeMOJAHATH3a.
*  ¥YMepeHo H JIeKO0 0bOpeuHo HapyHIeHHe

Bruropeky, e HE c€ MpenophyBa KOPEKLMA Ha [03aTa MPpU NALUCHTH ¢ YMEPEHO (KpEeaTHHHHOB
kiapbHC 30-50 ml/min) u neko (kpeatmHHHOB KIBPEHC 50-80 ml/min) GvOpeynHo HapyieHue,

no0Ope e Aa ce U3BBPIIBA BHUMATEIHO KIMHIYHO MPOC/IeAABaHe.

¢ Yeproapobun Hapymenus

Hpﬂ OTCBCTBHACTO Ha KIHHHYHH IIpOVHBAHHA, Tp}'-lﬁB& Aa CC TMNOAXOXAa NOpPCANa3liuBO IIPpH

YepHOAPOOHO YBpeACHH NALUECHTH.

¢ Haunn na NPRJAOKCHHC




HoakoxHa0 HHXKEKTHPAHE:

Enoxaparin sodium ce npwiara upes NOAKOXHO MHKEKTHpaHe 3a NPO(WIAKTHKA HA BEHO3HA
TpoMOoemboMuHa GoecT, edeHHe Ha IBA0OKH BEHO3HH TpoMOo3M, JeueHHe Ha HecTabwiHa
CTEHOKapAMA ¥ non-Q MHOKapAeH WH}apKT W JedeHHe Ha OCTBP MHOKapjAeH HHbapkr ¢ ST-

enesauus. Ilpu octep uHdapkr cbe ST enesaums ce 3amousa ¢ egHokpareH i.v. 6onyc ( 30 mg).

HuxeKTHpane B ApTepHANHATA JIHHHS

Ilpuno>xenHeTo ce M3BLPLUBA NpE3 aprepHalHaTA JTHHUA HA AHAIH3HMA KPBr 33 MPOMUAaKTHKA

00pa3yBaHeTo Ha TPOMOH B €KCTPaKOPIIOPATHATA ITMPKYJIaLMsa O BpeMe Ha XeMOIHATH3A.

He Tpa6Ba na ce npuiara HHTpaMyCKyJTHO.

Dabpu4HO 3apeaeHaTa CIIPHHIOBKa 32 eHOKPaTHa YNoTpe6a e roTosa 3a HesabaBHa yrnoTpe6a.

Texnnka Ha NOXKOKHO HHKEKTHPAHE.

3a mpeanovYHTaHe € HIDKEKTHPAHETO Ja Ce H3BBPUIBA [PH MAHUEHT B JIETHANO IIOAOKEHHE.
Enoxaparin sodium ce npmiara uype3s ABAOOKO [TOIKOYKHO HIbkekTHpaHe. He wusronBaiite
BR3AYLUHOTO MEXYp4Ue€ OT CHPHHLOBKATA TPeAH MIJKEKTHpPaHe, 3a Aa m3berHere saryba Ha
JICKaApPCTBCHUA ﬁpo;[ylc'r IIPH H3MOJI3BaHe HAa (pabpHuHO 3apeleHMTe CIPHHIOBKH oT 20 u 40 mg.

Hpunoxennero Tpsabea ma ce M3BBPIIBA Ype3 MOCHEAOBATENHA CMAHA MEKIY JIABATA M AACHATA

AHTCPOJIATCPAITHH WIH NOCTepOIaTepaAIHHA KOPEMHH CTEHH.

Hrnara Tpa0Ba aa ce BbBekAa B LiANaTa CH AB/DKHHA BEPTHKAJIHO B KOJKHA I'BHKA BHHMATEITHO,
NpHXBaHaTa MEXAY Najieua H NMokasanena. Koxknata reHka He TpsOBa a ce OCBODOXKIaBa M0

3aBBPLIBAHE HA MHKCKTHPAHETO. (Jlell MPHIIOKEHHE HE pa3TPHBaiiTe MACTOTO HA MIDKEKTHpAHe.

4.3 IlpoTuBOonoKaA3aHAA

CBpBXYYBCTBHTEIHOCT COPAMO €HOKCATIAPHH HATPUM, XeNapuH WIH NPOH3BOJHUTE MY,

BKJIFOYUTE/IHO APYrH HHCKOMOJICKYJTHH X€MapHHU.

I'onAMO aKTHBHO KBPBEHE M CBCTOAHMS CBBP3aHH C BHCOK PHUCK OT HEOBNafieM KpPbBOH3IHB,
BKJTKOYMTETHO CKOPOLIEH X€MOPAarHdeH HHCYIIT.

4.4 Cuennanun npeaynpexieHHs H NPeANa3HA MepPKA NpH ynorpeta

TTPEIVIIPEXIEHUS
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Terna, cneudpUIHUTEe aHTH-Xa aKTHBHOCTH, CWHULIMTE M JO3MPOBKaTa. TOBAa BOIM A0 PazvIHKU
BEB (papMakOKWHETHKATA M CHLOTBCTHHTe OHONOTMYHM AKTUBHOCTH (HAMp. aHTHTPOMGHHOBA
aKTHBHOCT M TpOMOOLMTHH B3aumoaeHcTeud). ETo 3ammo ¢ HeoGxomuMo cnelraiHo BHHMaHHe W

CHa3BaHe Ha YKa3aHUATA 34 YTNIOoTpeDa CneunpHYHY 32 BCCKH OT/IeNIEH IEKAPCTBEH NPOAYKT.

» CniHHaHA/eNHAYpAIHA AHECTe3Hs

Kakro W mpH ApyrM aHTHKOAaryJaHTH, HATMIE ¢a ChOOIIEHMA 3a CIyyad Ha HEBPOAKCHAIHH
X€MaTOMH IIPH CBBMECTHO IIpHJIaraHe Ha enoxaparin sodium v CiUHATHA/eNWAYpaIHA aHECTE3HA,
KOWTO ca J0BE/IM A0 ABJIrOCPOYHA WIH TpakHa napanusa. TesM ABIeHHS ca PelKH NIPH CXEMH Ha
Jo3upaHe Ha enoxaparin sodium 40 mg BegHBK JHEBHO WM FO-HMCKH. PHCKBT € DO-BHCOK IipH
O-BHCOKH JIO3H Ha enoxaparin sodium, H3ION3BAHETO HAa MOCTONEPATHBHH MOCTOSHHH KATETPH
WJIH CbBMECTHOTO TPWIOKCHHE Ha JOIBJHHUTCIIHH JIEKAPCTBA, MOBIHABAINM XEMOCTA3aTa KaTo
HCIIBC (Bx. ,B3aumonelictBue ¢ apyrH JeKapcTBEHH npc:;[ylc"m H JApyrd QopMH Ha

B3aUMOJECHCTBHE”).  PHCKBT BMAMMO € NOBHIIGH MNPM TPaBMATUYHO HJIM MHOFOKPAaTHO

HCBPOAKCHAJIHO ITYHKTHpPAaHC.

* 3a HaMaJ/iBaHe¢ HA NOTEHNMHAJHAS PHCK OT KbpBeHe CEBP3aHO C €IHOBPEMEHHOTO MpIJIaraHe
Ha enoxaparin sodium M enuaypaiHa WIM CIIHHAIHA aHECTE3Hs/aHANre3us, TPAOBa Ja ce B3eMe
npeaBMA  (apMakOKMHETWYHMA mnpodun Ha  JIGKAPCTBEHHMS TNpPONYKT (BXK.  pasien
»DapMakoKUHeTHKa”). TloCTaBgHETO M OTCTPaHABAHETO HA KaTeThpa € Hall-1o0pe Aa ce M3BhPIIERa,

KOraTO aHTHKOAryJIAaHTHHUA €(EKT Ha enoxaparin € HHCBK.

* JlocTaBAHETO HJTH OTCTPAHABAHETO HA KATeThpa TpsAOBa Aa ce ornoxu ¢ 10 — 12 yaca caen
NpWwiaraHero Ha enoxaparin sodium B npoduwiakrvusm mosn 3a BT, moKaro mNalldeHTHTE
ToNy4YaBallly HO-BHCOKHM 103U enoxaparin sodium (1 mg/kg na metu mHeBHo wid 1.5 mg/kg

BEIHBK JHEBHO), 1€ CE HYXXIAIT OT NO-NPOABIDKUTENHO oTnarane (24 yaca). Cnexeaiara a03a
enoxaparin sodium He TpsA6Ba fa ce NpaBU NO-PaHoO OT 2 Yaca CJIe]] OTCTPaHABaHEe Ha KaTeThbpa.

AKO JICKapAT Peln a NPUIoKH aHTHKOAryJIaHTHA Tepalus B CIyyad Ha eMMIYpPaTHA/ClIUHATHA
aHeCTe3Hd, TpAOBa fa ¢ YNPAXKHABA H3KTIOUHTETHA GANTETHOCT H 4eCTO NpocieiaBane, ¢ el aa
C¢ OTKPHAT KaKBHTO M Aa OWIO NMpU3HALM M CHMIITOMY HAa HEBPONIONMYHO YBPExkIaHe, KaTo GojKa
B rbpla Mo CpeAMHHATa JIMHHA, CEH3OPHH H Mompﬁﬂ nepruuuTH (M3TPBNBAHE WIM ¢J1a0OCT B
[OITHATE KPaHHHUIM), AUCOYHKIMA HA YepBaTa WM NMHKOYHMA Mexyp. IlaumenTture Tpsabea na
ObAAT MHCTPYKTHpaHW He3a0aBHO Ja YBEOOMAT CBOSA JIeKap, ako YCETAT KOHWTO H 4a GHIO OT
FOPECriOMCHATHTE NPU3HALM M CHMIOTOMH. AKO Ce IMOAO3HPAT NPU3HALM WIM CHMIIT

CIIHHAJIEH XeMAaTOM, TPAOBA CIELIHO Aa Ce 3arovHe JHarHOCTHLIMPAHE W JICYEHHE

JEKOMIIpeCcHs Ha rPhOHAYHHA MO3EK.




e XenapMH-HHAYIHPAHA Tpouﬁounﬁueﬂna

Enoxaparin sodium TpabBa fga ce npuiara H3KIIOYHATEIHO TPEATIA3IUBO IIPH [MALIMEHTH C

aHaMHe3a 33 XeNapHH-UHOYLMpaHa TpoMOoLMTONIEHHA ¢ WiH Oe3 Tpombo3a.

PHCKBT OT XemapWH-WHAYyUUpPaHa TPOMOOUMTONCHUS MOXE Ja TMEepPCUCTHpPa B NPOXL/LKEHHE HA
HAKOJIKO TOAHHH. AKO ce MOJO3HpaT JaHHHU 3a XeNapHH-HHAyLHpaHa TpoMOOUUTOMEHHS, In Vitro
TpOMOOILIMTHUA arperalfioOHeH TECT € ¢ OrpaHMYCHa MPEeAcKasBallia cToHocT. PeleHuero aa ce

H3M10/13Ba enoxaparin sodium B nogo0Hu cydau TpsOBa Ja ce B3eMa caMo Ciie] KOHCY/ITalus CbC

CHEUATHCT B Ta3yl o0nacT.

 [IponeaypH 3a NepKYTAHHA KOPOHAPHA pPeBacKy. JI1apH3alHA

3a HaMandBaHe A0 MHHMMYM Ha PHCKAa OT KBbpPBEHE CiI€J CBHAOBA MaHHIyJalMd B XOoJa Ha
JICYEHHETO HAa HecTaOMIIHA CTEHOKApAHUA W MHOKapaeH uHGpapkrT 0e3 Q- 3p0ell WM OCTHP
mMHOKapaeH HEPapkT ¢ eneBanaa HA ST—cermenTa, CTIporo c¢€ IPHABPKAHTE KbM
NpenoprYHTENHUTE HHTEpBAIH Mexay aosute Clexane Injection. BaxkHo e ma ce IOCTUTHE
XxeMocTasa B IyHKUHOHHOTO MAcTOo cnea PCL. B cmywali, 1e ce H3mon3sBa XeMOCTATHYHO
nPUCHIOCOGICHUE, MaHIIETHT MOXKE Jia ¢¢ OTCTpaHM He3a0aBHO. AKO Ce H3IOJI3Ba METOA Ha
NPUTHCKaHE ¢ PHKa, MAHIIETHET TPAOBA a ce OTCTpaHM 6 yaca clie]l IMOC/IeIHaTa HHTPaBEeHO3Ha /
MOJKOYKHA MIDKEKIMA ¢ enoxaparin sodium. Axo € HeoOX0AUMO JIEYEHHETO ¢ enoxaparin sodium
[a ce MpoaBL/KM, ClIeABallaTa f03a TpAOBa Ja ce HacpoyHw He mo-paHo OT 6 1o 8 vaca crep

OTCTPAaHABAHETO Ha MaHIIeTa. MSCTOTO Ha mpoueaypaTa TpsabBa 1a ce HaOmonaasa 3a NPU3HALH

Hda KBPBCHC HJIH DﬁpﬂB}’BﬂHe Ha XCMATOMMH.

. BPEMEHHH KEHH ¢ MEXAHHYHH IPOTE3H HA CHEPACYHHTE KJIAHH

[Tpunoxennero Ha Clexane Injection 3a TpoMGonpodwiakTika npyu OpeMeHHH JKEeHH ¢ MEXaHHYHH
NMpOTe3d Ha CHPASYHHUTE KIANM HE € AOCTATHYHO MpoydeHo. [Ipu KIMHMYHO mpoyuBaHe Cpen
OpeMeHHH >K€HH ¢ MEXaHHYHHM CHpJeYHH Kianu nomydaBaiy enoxaparin (1 mg/kg nsa meTH
IHEBHO) ¢ 1le]l CHIDKaBaHe Ha pucKa oT TpomOoeMbomnmg, 2 oT 8 >keHn oOpa3yBaxa chcHpelM
noBeau o GnoxWpaHe Ha Kjana, KOeTo JOBele OO CMBPT Ha MaMkara M ruioaa. Mma oraemHu
chOOIIEHHA, CIeh H3JIM3aHEeTO HA MPOAYKTA Ha ma3apa, 3a KiarnHa TpoMOo3a npu OpeMeHHH >KeHH
C MEXaHWYHM ChpHCYHHM Knamy, [0 BpeMeé Ha TIpWIaraHeTo Ha enoxaparin  3a
TPOMOONPOPUNAKTHKA, DpeMeHHHTE >KEHH CbC CHPACYHM KJanM, NPOTE3HUpaHM ¢ MEXaHH4YHa

IpoTe3a, MOTraT /1a HMaT MOBUIIIEH PHCK OT Tpomboembomusa (BX. ,,IIpeamasau Mepkn: MexaHH4HO

NpOTE3WPaHH ChPACYHH KIaru ).




. JIaﬁopaTopHn H3CJIeABARHS

B nosute npunaraHM 3a npodunakTHka Ha BeHo3Ha TpomOGoeMbomnus, enoxaparin sodium He
[MOBJIMABA 3HAYHMMO BPEMETO HA KBPBEHE H OOIMTe KPBBHH KOAryJTallHOHHH H3C/IeIBAHHA, HUTO
MOBIUABA TPOMOOLMTHATA arperauds WIH CBBp3BaHETO Ha (GHOpUHOreHa ¢ TpoMOOLMTHTE.
IIpH 10-BHCOKH JI03H € BB3MOXKHO J1a C€ -l'IOJ'I}f'-lH yBenu4asane Ha aPTT (akTusnpaHo napLHaIHO
rpomGonnacTuHoBo Bpeme) U ACT (akTHBHpaHO BpeMe Ha ChCHpBaHe). YBelH4eHUATa Ha aPTT
1 ACT He ca TMHEHHO CBBP3aHH C yBe/IHYaBaHe aHTUTPOMOOTHYHAaTa aKTHBHOCT Ha enoxaparin

sodium ¥ mopaad TOBa ¢a HEMOAXOAAIUM M HCHAACKIHH 3a LEAHWTe Ha OLCHABAaHETO Ha

aKTHBHOCTTA Ha enoxaparin sodium.

IIPEAIAZHH MEPKH

. Jla He ce mpwiara UHTpaMyCKyJIHO.

KpnLBoH3IHBH

Kakto ¥ IpH ApYTH aHTHKOAry/JaHTH, MOXKe Ja Bh3HHKHE KBPBEHE HA Pa3IH4HM MecTa (BX.

pasjen ,,Hexxenanu JlekapcTBEHH PEaKIMHU).

AKO BB3HHKHE KPHBOWIIMB, TpAOBa Ja Ce M3IMPH M3TOYHHKBT HA KBPBEHE H Ja C€ 3alouHe

MoAXOAAHIO JICHCHHUE.

Enoxaparin sodium, kakTo B BCIKAKBB APYr BHA AATHKOArYJIARTHA Tepanmuy TpsibBa a2 ce
M310/13Ba DIPEANA3HBO ‘B YCIIOBHA HA MOBHMIICHA BEPOATHOCT OT KBHPBEHE, KATO HANpHMEp:
HapyIlleHa XEeMOCTa3a, JaHHU 32 TNCNTHYHA A3Ba, CKOPOIUCH MCXEMHUYEH HMHCYNT, HCOBIA/IHA
TexKa ApTepUATHA XWICPTOHMSA, AualeTHa PEeTHHONATHA, CKOPOIUHA HEBPOXMPYPru4Ha HIH
o TaIMONIOTHYHA Oriepalsa, ChBMECTHA ynorpeba Ha J1€KapCcTBa, NOBJIHABALIM XEMOCTA3aTa (BX.

B3aumMoaeicTBua ).

MexasHYHH NPOTE3H HA ChPACIHHTE KJIANH

[Mpunoxxenwero Ha Clexane Injection He e [gOCTAaTPUHO TNPOYYEHO 3a HYXKAWTE Ha
TpoMmGonpodUIAKTHKaTa Ha IAHEHTH ¢ MEXaHWYHH NMPOTE3W HA CHPACUHUTE KIIany. CroluraBa
Ce 33 W3OJMpaHM ciydad Ha TpoMbo3a Ha TIPOTE3MpaHa ChbpAeYHA Kiama INpH MalHeHTH C
MEXAHHYHHM MPOTe3H Ha CHPACYHMTE KJIAMM, NOTYYaBRal¥ enoxaparin 3a TpoMOOMNpPO(HIAKTHKA.

Besealy HescHOT2 (hakTOpH, BIUIOUBAIIM MOAJEXamo 3a00NABaHE W HEOAOCTATHYHA KNMHUYHA

undopManys, He MO3BONABAT OLCHABAHCTO Ha Te3u ciaydad. HikoH OT Te3M HHUMICHTH Ca C




tpoMboeMbomu3sM (BK. ,llpeaynpexaeHua’: bpeMeHHM XeHHM ¢ MeXaHWYHHM MNpoTe3d Ha

CHPIACYHHUTE KIIallH).

_ Kp'hBOHSﬂHBI'I NP NHULa B HanpeaHana Bb3pacT

He ce HaOmoaasa TeHASHLMSA KbM YBEIHYABAHE HA KbPBCHETO MPH JIHIA B HApeqHala B3PacT C
 OO3H B NpodHIaKTHYHUA guana3oH. [laupeHTwTe B HanpeaHana BB3pacT {OCOOEHO NMALMEHTH Ha
80 ¥ noBede roJMHM) MOraT Ja ca M3JI0)KCHH HA MOBMIIEH PUCK OT KbPBEHE B TEPANCBTHYHHTE
IHana3oHd Ha Jo3upaHe. [IpenopbyuBa ¢e BHUMATENHO KIHHWYHO Npociengsane (Bx. ,,/l03upoBKa
M HauvH Ha TIpIwiokeHne”: Jlua B HarpeiHANA BB3PACT H (papMakOKHMHETHKA: JIMila B HanpeHa a
BB3PAacCT) , KAKTO M OlleHKa Ha 6x0peynaTa QyHKumsl.,

. BuOpeunn HapylneHus

[Tpu nanuedtH ¢ 6E0peYHH HapylIeHHs € HAIMIE YBelIMvaBaHE Ha €KCMO3MIMATA H4 enoxaparin
sodium, KOeTO MOBMIIIABA pUCKA OT KbpBeHe. Thif KaTO eKCro3uIMATa Ha enoxaparin sodium e
3HAYUTETHO TIOBHILIEHA IPH MALMEHTH C TEKKO 0b6petno yBpexkIaHe (KpeaTHHHHOB KIMPBHC <30
ml/min), B TepaneBTHYHUTE U NPOPUIAKTHHHHUTE JO3OBH HHTCPBAIH C€ MPENOPHUYBA KOPEKUMA Ha
no3ara. DBweOpekd de HAMA MPenopbKH 32 KOPEKLMsA Ha J03aTa NpPH MNALHEeHTH ¢ YMEPCHO
(kpeaTHHHHOB KIHpPBHC 30-50 ml/min) u nexo (xpeatnHuHOB KIMpBHC 50-80 ml/min) 6u6peuro
HapylleHHe, Jo0pe € BHUMATEJIHO Ja CE€ MpOCIeAsBaT KIMHHUYHO (BXK. ,,/Jlo3MpoBKa M Ha4YMH Ha

IpWIoKeHUe: brOpeunn HapyeHus U dpapMakokuHeTHKa: brOpeunn HapymeHus ™).

Hucko TeaecHo TErio

[Ip XeHH ¢ HHMCKO TenecHO Terno(<45 kg) W MBxe ¢ HHMCKO TeiecHO Terno (<57 kg), e
HabMI0jaBaHO YBENHYABaHEe EKCMO3ZHMLHMATA Ha enoxaparin sodium npH npodHIakTHYHM JO03H
(HEKOPHIHpaHH CIIOpel TETJIOTO), KOETO MOXKE Aa JOBEAE JIO I0-BUCOK PHCK OT KbpBeHe. Ilopaan
TOBAa, NpPH TaxKHBa TNALMEHTH c€ IMPENnopbhbuBa BHHUMATEIHO KIMHHMYHO mnpocneassaHe (Bx.

,DapMakokuHeTuka: Terno”).

ITpocneasisane Opos Ha TPOMOOUHTHTE

Puck OT aHTHTAIO-MeIHMpaHa XeTapHH-UHAyHHpaHa TpoMOOLIMTONICHWA € HAIMLOE M IIpU
HHCKOMOJIEKY/THHTE XErnapuHH. AKO BB3HHKHE TPOMOOLUTOIECHHS, TA OOHMKHOBEHO C€ ABABA
MEXIY 5-ug ¥ 21-M4 OeH ciiesl HadaloTo Ha JICYCHHETO ¢ enoxaparin sodium . Ilopamu ToBa ce
npenopbysa JAa ce u3caeasa Opos Ha TpPoMOOLMTHTE INpedd 3alOYBAHETO Ha TepanuisTa C
enoxaparin sodium, cjien KoeTo peIOBHO B X044 Ha JeueHydero. Ha npakTuka, ako ce Habmonasa

NOTBBPAEHO 3HAYUMO CHIKeHHME B Opos Ha TpomOoumrure (30 mo 50 % or mbpBOHavanHaTa

NPEeMHUHAT HA APYro JIeUeHHeE.

- . . . = - - - - e - . PR a1 e e
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4.5 B3aumopelicTBHe ¢ APYrH JIEKAPCTBEHH NPOAYKTH H APYrH GOpMH HA B3aHMOJeHCTBHE
[IpenopbudTenHo €, ako HAMa CTPHKTHH NMOKa3aHHUS, NEKAPCTBEHHTE HPOXYKTH, IMOBIHSABALIH

XeMOCTa3arta, JAa ObAaT CIpeHH NpedH 3alo4uBaHE Ha JICYEHHE C €HOKCANapHH HaTpHil. Tesu

JACKAPCTBCHH ITPOOYKTH BEKJIFOYBAT JICKApPCTBa KaTo.

— IlapeHTepanHo npuiarane Ha CaTHLMIATH, ALETWICAIHMLUMIOBA KHMCEIMHA M HECTEPOMIHH

NPOTHBOBB3NAINTEIHH CPEACTBA, BKIKOYUTEIHO KETOPOIIAK,
—  Hekctpa 40, THIJIONUANH M KIOMHAOTPEN,
—  CHCTEMHH ITIOKOKOPTHKOUIH,

— TpoMOonHUTHIM M aHTHKOATYJIAHTH.

~ Jipyru aHTHTpOMOOLIMTHM areHTH, BnoYHTeNHO rukonpoters [Ib/Illa antaroHucTH.

AKO HMMa mNOKa3aHMs 3a KOMOMHMpaHe, €HOKcamapMH HaTpuil TpaGBa Aa ce mpunara Mox

BHUMATETHO KITHHMYHO K 1abopaTopHO HabmoaeHHe.

4.6 Ynorpeba npn GpemeHHOCT H KbpMeEHe

BPEMEHHOCT

N3cnensandsTa BbPXY XHMBOTHH HE J]afioXa JaHHH 3a GETOTOKCHUHOCT HITH TEPATOTSHHOCT.

I1pn xopa HAMa NOKA3aTeNCTBAa €HOKCANApHH HATPHI Na MpeMHHABa IUIaLEHTapHaTa GapHepa No

BpEME Ha BTOpHA TPUMECTBP OT OpeMeHHocTTra. Hima HHGoOpMauMa 3a IBpBHA U TPETHUA

TPUMECTED.

Ts# kaTo He ca MPOBEKNaHU ANECKBATHH M A00pe KOHTPOIMPAHH M3CIEABAHHA BBPXY OpeMeHHH

AKCHH H TNOHCKC H3CICABAHHUATA BBHPXY XKHBOTHH HE BHHATH Ca MOKa3aTelHU 3a 4YOBEINKATAa

PeaKIys, JICKapcTBOTO TPAOBA [1a Ce M3MOII3Ba N0 BpeMe Ha GPEMEHHOCT eIMHCTBEHO aKO JIEKAPAT

OTYHTa KaTeropuvHa HyX/a.
Karo npeanassa msapka ynorpe6ara no BpemMe Ha GPEMEHHOCT He ce NPEnopbYBa.

( Bk cpmo Ilpeaynpexacnus: BpeMeHHH jkeHH ¢ MEXaHHMYHM MPOTE3H Ha CHPAEYHH KIanM W

[Ipeanasny Mepku: MexaHHYHU MPOTE3H HA CHPACUHHUTE KJIAMM).

KBbPMEHE

Ilpn xbpMelM TLUTHXOBE, KOHLEGHTPALMATA HA **S-eHOKCanapuH HATPHH WM Oensf3aHuTe MYy

MeTabOIMTH B MJISKOTO € MHOTO HHUCKA.

He e u3BecTHO fa/M B 4OBEINKATA KBPMA Ce EKCKPETHPA HENPOMEHEH €HOKcanapHH HaTpuiil. Hama
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H30ArBaT KEPMEHETO.

4.7 Banguae BbPXY cniocoGHOCTTA 3a miodupane H pabora ¢ MANIHEH
EHOKcanapHH He BiIMA€ BBPXY cocOGHOCTTA 3a wodupane H paboTa ¢ MalIMHHU.

4.8 Hexes1aHH JleKapCTBEHH PEeaKnHH
IIpneTy 32 eBeHTYaTHO WM BEPOSTHO CBBLP3aHH C €HOKCANIAPUH HEXENaHH JIEKAPCTBEHH PEaKIHH

Ca M3pCACHH MO-A0JTy, KaTO ¢a M3MOJ3BAHA CIIEQHUTE YECTOTH : MHOTro 9ecTH (>>1/10); yecTu
(217100, <1/10); ue uectn (=1/1,000; <1/100); peaxu (>1/10,000; <1/1,000); MHOrO penku
(<1/10,000).

Crobwiasa ce 3a CIeJHUTE HeXKEeNaHM ICKapCTBEHH PEAKUHH:
KpbBonsnus

KakTo u 1py Apyr¥ aHTMKOAryJlaHTH, MOXXE Ja BH3HMKHE KEPBEHE MPH HATHYHETO HAa CBBP3aHH
pucKOBH (aKTOPH KaTO: OpPraHWYHH JIE3UH CKIOHHH KBM KbpPBEHE, UHBA3UBHHU IMPOLEAYPH HIIH
MpHJIaraHe Ha JieKapcTBa MOBAMABAINM XeMOCTazaTra (BXK. pasgend ,Jllpeanasam Mepku” wu
,B3aUMOIeUCTBUA ™). |

Hamine ca choOLueHns 3a TEXKKO KBPBEHE, B TOBA HHCIIO PETPONIEPUTOHEAIEH M HHTpAaKpaHHUAJIEH
KpbBOoHM3MB. HAKOH OT Te3u cayyau ca OWIH ChC CMBPTEH H3XO,

Hamune ca cpobiienua 3a HGBpO&KCH&]‘[HH X€MaTOMH HOpH E€OHOBPEMEHHO MpHIIaraHe Ha
enoxaparin sodium M CIHHATHA/€NUAYpaTHa AaHECTe3HA WK CITHHAJIHA ITYHKIMSA. Te3H ABIICHHA Ca
JOBEIH 10 pa3/IYHU CTCNIEHH HA HEBPOJIOTMYHH YBPEKIOAHMSA, BKIHOYUTEIHO ABJIATOCPOYHA HIH

TpaiHa nmapanu3sa (Bx. pasaen ,,lIpeaynpexnenusn™).
TpombonrTONnEeHnn

CboOmasa ce 3a sieka, mpexonHa, Ge3CHMITTOMHA TPOMGOLMTONEHHS Npe3 IbPBUTE AHH OT
neyeHuero. Hamune ca choOLIeHMs 3a peaku cliydad Ha MMYHO-aIeprUudHa TPOMOOLHMTONEHUS ¢
TpomOo03a. B Hiakon ciyyau tpomGozata 6HBa yCIOKHEHA OT OPraHHM MH(APKTH WIH UCXEMHS Ha

KpaHHHUMTE (BXK. paspaen ,JIpeanasHu mepku: Ilpocnenssane Gpost Ha TpoMGouuTHTE).

. Jlokanan peaxkunn

Cren noAKOXKHO WHDKEKTHpaHE Ha enoxaparin sodium MOTaT Ja mocnenpaTr OoJika, XeMaToM H
JIKO JIOKATHO BB3NWICHHE. Panko B MACTOTO Ha MHXeKTHpaHe ce HaGNIOJaBaT TBLPIAM
BB3NATUTEIHH BB3/IM, KOUTO HE Ca KMCTHYHH Kalcynauuu Ha enoxaparin sodium. Te w3uessar
Crell HAKONKO IHH M He TpAOBa A2 ca moBOR 3a TpeKkparssaHe Ha TepamuaTa. Cnobinasa ce 3a

H3KJTIOMHTEIHO PEAKH C/IYyYaH Ha KOXKHHM HEKpo3H OOHKHOBEHO HabmiomaRaHM HA MSCT
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. Jpyru

Makap M pfaKo, MOraT ga BB3HMKHAT KOKHM (Oynmosun epynumM) wnm cucremum aJIEpruyHM

PCaKklivM, BKIOYUTENHO aHAQUNAKTHYHK/ aHabHUNAKTOMIHK PCakUMH. B Hikou ciyyam Moxe na

C¢ HAJIOXKH MPEKPATABAHE HA JIeYEeHUETO,

CrobluaBa ce 3a MHOrO penxu CllyMan Ha CBPBXYYBCTBMTENHOCT HM3PassBallla Cce B KOMNEH
BacKynuT. Cprobmasa ce 3a 6e3CHMITOMHM U OOpaTHMH yBelH4eHHs B Opos Ha TPOMOOUUTHTE U

HHBaTa Ha YePHOAPOOHUTE EH3UMH.

Cwobiiiara ce 3a CIyMad Ha XHIEPKATTHEMHS ¢ XENAPHH U HHCKOMOITEKY/IHH XeNapuHH.

4.9 ITIPEJO3UPAHE
. CHMIOTOMH H TexecT

Cay4aiiHOTO npenosupane ¢ enoxaparin sodium cjien HHTPABCHO3HO, €KCTPaKOPIIOPaIHO MM

HOAKOXHO IIPHIOKEHHE MOXKe Ad JOBEOe o0 XCMOPAruyHH yCIIOKHEHUA.

Crnien niepopasneH npHem JopH Ha OTPOMHH AO3H, HAMa BEPOATHOCT enoxaparin sodium ja 651

abcopbupan.
. AHTHJOTH H JIeYeHne

AHTHKOATyTaHTHHTE €eKTH 10 FONIMA CTETIeH MOrat Ja ObAAT HEeYTpanu3UpaHH upes GaBHO
MHTPABCHOIHO HHXEKTHpaHe Ha protamine. [losara Ha protamine 3aBucH oT Jl03aTa Ha
HHJKCKTHpaHuA enoxaparin sodium, 1 mg protamine HEYTpalH3Hpa aHTHKOATYNIaHTHHS ekt
Ha 1 mg enoxaparin sodium, ako enoxaparin sodium e Gun npunoKen npe3 NpeaxoaHuTe §
qaca. MHpy3us or 0,5 mg protamine 3a Bcexu 1 mg of enoxaparin sodium Moxke na ce
NPHIOKH , aKko enoxaparin sodium e 6ui npunoxex moeeye oT 8 yaca npead NPWIaraHeTo Ha
protamine, ¥wiH ako ce NPELEHH, Y€ ¢ HeOBXOMHMO 13 Ce HamnpaBH BTOpa A03a MPOTaMuH. 12
Haca CJIel MIKCKTHPAHETO Ha enoxaparin sodium Moxke Oa HE e HATOKH TIPHIATAHETO Ha
protamine. Jlopu ¥ npu BHCOkM J03H protamine obaue, aHTH-Xa aKTHBHOCTTA Ha enoxaparin
sodium HHKOra He e HeyTPaTH3Hpa HAITBJIHO (Haif-MHOTO OKOMIO 60%). (B:k. UHpOpMaLIMLTA

33 NpeIHCBaHe Ha MPOTAMHHOBHTE COJTH).

S5 PapMakeJOrHYHH JAHHH
DapMakoNIoruyeH Kinac: AHTHTPOMGOTHYHH JIEKapcTBa. XeNapuHORBa Ipyria.

ATC xox: BO1 A BO5 (AuruTpoMGoTiyHu JIEKApCTBa; XernapuHoBa rpyrna)

5.1 ®apmakoAHHAMHEYHH CBOfCTRA
PDapMakoaAMHAMHKA

Enoxaparin sodium e HuckoMonexynen XCMapHH CBC CPEHO MOJIEKYJIHO TErJIo Ip

———— . -
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4500 nanroHa. JIekapCTBEHOTO BelIECTBO € HATPHEBA COJI. PaznpereieHHETO Ha MOJEKYIHOTO

TErJ1O €.

<2000 narToHa <20%
2000 mo 8000 nanTona > 68%
> 8000 nanTona <18%

Enoxaparin sodium ce npou3ssexaa upes anKkaiHa AENONTMMEPH3ALMS Ha XeNAPHH GeH3ua ecTep,
NOTy4EeH OT CBWHCKA YpeBHA nurasuua. CTpykTypara My ce xapakTepusupa ¢ 2-O-cyndo-4-
€HENUPAHO3YPOHOBA KHCEIMHHA rpyna B Hepefyuwpamus . kpait u  2-N,6-O-mucyndo-D-
INIIOKO3aMUH B peAyudpalnys Kpad Ha Bepurara. Oxkono 20% (B rpanuiure Mexay 15% u 25%)

OT CTPYKTypaTa Ha enoxaparin ChbAbpxa 1,6 aHXHIPO-MPOM3BOAHO B pemylMpamus Kpail Ha

NoNu3axapyuiHaTa BEpHra.

B in vitro npedncTeHa cHcTeMa, enoxaparin sodium MpHTEXABA BUCOKA aHTH-Xa aKTHBHOCT
(mpubaunzurento 100 IU/mg) u Hucka aHTu-ITa WM aHTHTPOMOHHOBA AKTHBHOCT

(mpubnusurenHo 28 IU/mg).

DapMaxoMMHAMAYHHTE [0KA3aTeNH, W3CNEABAHN NpPH 3ApaBM JOGPOBOJIIN MpPH KOHUEHTPALHS Ha

enoxaparin B auanazoHa 100-200 mg/ml, ca cpaBHIMM.

Kinnnuna epeKTHBHOCT

Jlenenne Ha HecTaOMJIHA CTEHOKAP/MA H non-Q MHOKApAEH REPAPKT

B xoma Ha obummpHO MynTHLEHTpOBO mpoyuBase, 3171 maUMeHTH BKITIOYEHH B ocTpara ¢a3a Ha
HECTaOMITHA CTEHOKApAMA KM non-Q MHOKApAeH HH(APKT ca paHAOMH3NpPaHH Aa NOTy4aBaT 3a€JHO
¢ acnupuH (100 no 325 mg BeaHbK HEBHO), WITH MOJKOKHO enoxaparin sodium 1 mg/kg Ha BCcekH
12 yaca, win HHTPaBEHO3HO He(PaKLMORMUPAH XeapHH ANaNTHpaH chobpasHo aPTT. IlamueHTHTE
€a JEKyBaHH B OONHHLA B NPOJB/DKCHHE Ha MHHUMYM 2 JHH d MAaKCHMYM 8 [IHM [0 KJIMHHYHO
CTa0WIM3KMpPaHe, PeBaCKYapH3aUMOHHH NPOLIEAYDPH, WM W3IHCBaHe OT GonHuiara. IlaimenTuTe ca
[pOCACACHH B MPOABKEHHE HA 10 30 nHu. Enoxaparin sodium B cpaBHEHME ¢ XeNapHH 3HAYMMO
CHWKM J€CTOTaTa Ha MOBTOPHA CTCHOKApIWA, MHOKAPIEH MH(ApPKT M CMBPT, ChC CHIKCHHE Ha
OTHOCHTEJIHHA PUCK OT 16,2% Ha 14ua neH, koerto ce 3anasu B xona Ha 30-THEeBHUS nepuod. Heino
MOBEHE, NO-MAIKO NALMCHTH B rpyraTa Ha enoxaparin sodium nperbprnaxa peBacKyJiapu3atus Imo

MCTOAA Ha NEpKyTaHHAaTa TPaHCIYMEHHa KopoHapHa aHruwomiactika (PTCA) wim 6aiinac Ha

koponapuwte apTepun (CABG) (15,8% chmwkeHue Ha OTHOCHTEHUA prCK Ha 30us ACH).

3.2 PapMaKOKAHETHYNH CBOHCTBA
O6mu xapakTepucTEKA
(PapMaKOKHHETHYHWTE XapaKTEPUCTHKM Ha enoxaparin sodium ca H3CICABAHH T

OTHOLICHHE Ha BpEMEBAaTa KpWBa HAa IUTasMeHaTa aHTH-Xa aKTMBHOCT, A4 CBIIO Hf
i
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AKTHBHOCTTA, B NMPENOPBUYBAHUTE JO30BH WHTEPBATH Clie[l €IHOKPATHO H MHOTOKPAaTHO MOJKOMKHO
MPWIOKEHHE U CNIel] €AHOKPATHO HHTPABEHO3HO MPHUIIOKEHHE.

KonuuecTBeHOTO ONperieNisHe Ha aHTH-Xa M antu-lla (apMakKOKHHETHYHWTE AKTHBHOCTH €
MpOBEACHO ¢hOOPa3HO OO00pPEeHH aMUKOIUTHYHH METOMH CBC crieIuUUHNA CyOCTpaTH B CTaHZapTeH
enoxaparin KaMMGPHpaH 10 OTHOIEHHE MeX/IYHAPOIHHTE CTAHIAPTH 32 HUCKOMOJIEKY/IHH XeTIapHHH
(NIBSC).

BuonanHaHOCT H abcopOuus

A6comoTHaTa OMOHATHYHOCT Ha enoxaparin sodium ciel MOAKMKHO MIDKEKTHpaHe Bb3 OCHOBA HA
aHTH-Xa axTUBHOCTTA € O30 100%. HmkekimoHHAMAT 00eM M KOHIEHTpallHATa Ha JH03aTa B
nuanasoda 100-200 mg/ml e nmopamsaea GapMaKOKHHETHYHUTE MapaMETPH NPH 3ApaBH JOOPOBOJILH.
CpefilHa MakCHMajHa IUIa3MEHa aHTH-Xa aKTHBHOCT ce Habmonasa 3 10 5 4aca Cie TOAKOXHO
HIKeKTHpaHe M jgoctura npubmmsurenHo 0,2, 0,4, 1,0 u 1,3 antu-Xa [U/ml cnen enHokpatHO
MOKOMHO TPHIOKEHHE Ha 103M ¢boTBeTHO 20 mg, 40 mg, | mg/kg v 1,5 mg/ke,

Ipn urTpaBeno3eH Gomyc ot 30 mg HemocpeACTBeHO nocnensaH oT 1 mg/kg noakokHO Ha Beeku 12
yaca ce TOCTHra ITbpBOHAYaIeH MUK Ha HUBAa Ha aHTHdakTop Xa ot 1,16 IU/mL (n=16)n cpenna
eKkcro3nuus orrosapsia Ha 88% or craimonapuuTe HHBaTa. CTallMOHAPHO CHCTOAHUE CE TIOCTHTA
Ha BTOpHA JIEH OT JICUEHHETO.

Bunumo papMaKOKMHETHKATA Ha enoxaparin € JMHEWHA B PAMKHTC Ha NMPENOPBUHTC/THUTE A030BH
JIVana3oHH.

TIpOMEHNHMBOCTTA B paMKUTE Ha €IMH MALHEHT ¥ MEXKIY MalMeHTHTe € Manka. (el MHOTOKpaTHO
MOAKOXKHO NpUIOKeHue Ha cxemu 40 mg BeHBK AHEBHO H 1,5 mg/kg BeAHBXK THEBHO TIPH 30PaBH
No6pOBOMILM, CTALMOHAPHO CHCTOSHME C€ MOCTHra Ha BTOPHA AEH ChC CPEIHO CKCIIO3ULIHOHHO
CHOTHOLIEHHE OKONO 15% MO-BHCOKO OTKOJIKOTO TIPH €JHOKpaTHa A03a. HuBarta Ha crallMOHapHATa
aKTMBHOCT Ha enoxaparin ca aodpe npeackasyeMH criopen papMaKOKHHETHKATA HA eJHOKPATHATA
nosa. Cnes MHOTOKPATHO NOAKOXHO MpuIoKeHHe Ha cxema ¢ 1 mg/kg apa nuTH AHEBHO, the steady-
state ce MOCTHra OT TPEeTHA O YETBBPTHA ACH CBhC CpefHa EKCIIO3HIMA 0Kono 63% mo-BHCOKA
OTKOJIKOTO NMPH €AAHOKPAaTHA /1032 W HHBA Ha CPe/IHUA MUK M Ha Hal-HUCKaTa CTOHHOCT CHOTBETHO OT
oxoso 1,2 1 0,52 TU/ml. B3 ocHOBa Ha apMakOKHHETHKATa Ha enoxaparin sodium, Ta3d pasjiMka B
CTALMOHAPHOTO CHCTOSHME C€ OYAKBa W B TCPANEBTHIHHA JHAIA30H.

[InasmenaTa anTH-11a AKTHBHOCT CNEX HOMKOMHO NPWIOXKEHHE € OKOJIO JECET ITBTH XO-HHCKA OT
aHTH-Xa akTMBHOcTTa. Cpeana MakcHManHa aHTH-Ila akTUBHOCT ce Habmogasa NpHOIM3UTENHO 3
no 4 yaca caen wrokektupade ¥ goctura 0,13 IU/ml u 0,19 IU/ml cnen MHOT'OKPAaTHO NpHIIaraHe

cHOTBETHO Ha | mg/kg nBa nbTH AHEBHO H 1,5 mg/kg BeAHBXK THEBHO.

Pasnpenenenne /< g
C;E: -;'}*':."';
ObeMbT Ha pa3mnpee/icHHe Ha aHTH-Xa aKTHMBHOCTTa Ha enoxaparin sodium e okon /SQI

63K 10 00emMa Ha KPBBTA.
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EanMuanpane A MeTab0JIH3BM

Enoxaparin sodium € JIeKapcTBO ¢ HUCHK KTHPBHC ChC CPeAieH aHTH -Xa IUIa3MEH KIHPBHC OT 0,74

L/h cinen unTpaBeHo3Ha HHPy3us Ha 1,5 mg/kg 3a 6 uaca.

EJTMMHHUPAHETO BUIAMMO € MOHO(A3HO C MOMYXHMBOT OKOIO 4 Waca cliell §IHOKPATHa TIOIKOMXHA
1034 10 OKOJ0 7 4yaca cnel MHOIOKpaTHO J03HpaHe.

Enoxaparin sodium ce meraGonmsupa HpeIMMHO B YepHHs Jpo0 TOCPEACTBOM aecyndaruzanus
WHAM NenofuMepH3alids [0 [O-HHCKOMOJEKYIHH 4YacTHIM ChC CHJHO CHMKEH OHONOTHYEH
noTeHuMal BEOpeYHMAT KIMpBHC Ha axkTMBHHTe (parMeHTH npeacTasmiBa okono 10% ot

MpUIOKeHaTa 1o3a i obmara 6s0peyHa ekCKpeLiHd HA aKTHBHUTE U HCAKTHBHHTC ¢parmenTu € 40%

OT Ao3arta.

XApAKTEPHCTHKH NPH 0¢o0eHH NONMYJANHH

JIuiia B HATIpeAHAJIA BB3PACT

B3 ocHOBa Ha Pe3y;TATHTE OT MOMyJauHoHeH $apMaKOKMHETHICH aHAIHS, KMHETHUHUAT npodui
Ha enoxaparin sodium He ce pa3MuaBa NpH JKLA B HaNpeaHana BE3pacT B CPABHEHUE C HO-MIIA/IH
HHAMBMIM B ClydauTte, Koraro Gpfpeunara ¢yHKuma e HOpManHa. ThH Karo obaye, ce 3Hae 4e
616peyHaTa GyHKIHA 0TcHa0Ba ¢ BB3PacTTa, NALMEHTUTE B HANIPEAHANA BE3PACT MOTaT Aa HPOABAT
CHIDKEHA eTMMUHALMs Ha enoxaparin sodium (Bx. ,JIpeamasHu Mepku: KpbBoM3mMBH NpH JHlA B
HanpeJHaIa BB3pacT’, ,,JI03MPOBKa M Ha4MH HA TNPHIOKCHHC. Jluna B HampegHasia BB3pacT” U
DapMakOKMHeTHKa: BpOpeuny HapyIneHus ).

BLOpeynd HApYIIeHNAS

Ha6monasa ce JIMHeiHa BPB3Ka MEXILY aHTH -Xa [UIa3MEeHNs KITMPBHC NP

CTaLMOHAPHO CHCTOAHME, KOETO COYM CHIDKEH KJIMPBHC Ha enoxaparin sodium npy NalWEHTH CBC
cHiIbKeHa OpOpeuna QyHKumMA. AHTH-Xa eKCMOSHLMATA MPEICTaBeHa OT AUC mpHl cTallMOHapHO
CHCTOSHME, € MApPrHHAJHO MOBUILICHA IMPH JIEKO (KPeaTHHHHOB KJTMPBHC 50-80 ml/min) 1 ymepeHo
(xpeatrruHOB KMpBbHC 30-50 ml/min) 6b0peuHo HapyIICHHE C/ie/l MHOPOKPAaTHO NO3MPAHE Ha 40
mg BeJHBXK AHEBHO. [IpH MAIMEHTH ¢ TEXKO OBOPEYHO HAPYILEHHUES (KpeaTHHHHOB KTUpbHC <30
ml/min), AUC B CTauMOHapHO CBCTOSHHE € 3HAYHTENHO YBENMYCH- CpelHO O 65% cre
MHOTOKPATHO NOAKCKHO NpHiiarade Ha ao03M oT 40 mg BEAHBXK JHEBHO (Bx. , JIpeanasHv MepKH.
BrOpedHH HapylieHus U ,,JI03MpOBKa U HaMH Ha NPHIIO)KCHHUE:! BrOpeyHy HapylieHus ).

Terno

Crnen MHOrokpaTHo npwiokeHne Ha 1,5 mg/kg BeIHBX IHCBHO, CpeaHaTa AUC na antn-Xa

e - ——

AKTHBHOCTTA € MapruHAHO MO-BHCOKA B CTAlMOHAPHO CBHCTOAHHC IPH 3[paBH noopo

o
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sarrecTasane (BMI 30-48 kg/m2), B cpaBHeHHe ¢ KOHTPOJIHA Ipyna MHAMBHIM Oe3

s:fl.,l'r‘ s L,'

KaTo Amax He c¢e mopHiuapa. IIpy 3aTneCTeNH MHAMBHIKA C TMOOKOXHO TPHTOXKCE
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KOPHIHpaH MO NO-HHUCKO TEMIO KINPHHC.

OTKpUTO €, Y€ KOraro ¢e Npuiiara HEKOPHIHpPaHO MO0 TEMIO AO3HPAHE, CICH €AHOKPATHA MOAKOXKHA
no3a ot 40 mg, aHTH -Xa eKCIO3UIMATA € C 52% MO-BUCOKA IPH XKEHU ¢ HUCKO TEJIECHO Tero (<45
kg) u ¢ 27% nmo-BHCOKA MPH MBXKE C HUCKO TelecHO Terno (<57 kg) B cpaBHeHHe C KOHTPOJIHA Ipymia
MHIHBHAHY ¢ HOPMAaJTHO TENECHO TErO (BXK. ,,I Ipeanasuu Mepku: HUCKO TenecHo Terno).
XeMOIHAIH3A

[Ipy eAMHHYHO MpOY4YBaHE, SIMMMHALMOHHATA CKOpPOCT mpuBHAHO Oele cxoaHa, HO AUC Oewue
JBYKPATHO TO-BHCOKA OT KOHTPONHATa TOMyNalis cieJl efHOKpaTHa MHTpaBeHo3Ha mo3a oT 0,25
wiu 0.50 mg/kg.

PapMAKOKHHETHYHA B3AHMOACHCTBHSA

He ca HabmonaBaHd dapMaKOKHHETHYHH B3aHMOACHCTBHA MEXKIY MPOAYKTUTE MPH CAHOBPEMEHHO

[IpWiaraHe Ha enoxaparin # TpOMOONMTHLIM.

3.3 IlpeAKNHHENYHHA JaHHH 32 6€30IaCTHOCT

He ca HU3BBPIIBAHHU OBJTOCPOYHH MTPOYYBAHHA IIPH KHUBOTHH 34 OIIPCAC/ISIHC KaHLCPOI'CHHHUA

NOTEeHLIHA Ha enoxaparin.

Enoxaparin He moka3a MYTareHHOCT NpPH in VIiro H3CICABaHHWA, BKIIOYMTEIHO TECTa HA
Ames, MYTAllMOHHHA TE€CT C MHUIUA JTHUMGPOMHH KIETKM M YOBEMKHS JIUMGPOLUTHO

XpoMO30MeH abepallHOHEH TeCT, KaKTO H MPH XPOMO3OMHHA abdEpamuHOHEH TECT ¢ KOCTEH

MO3BK HA TUILXOBE 11 VIVO.

HokasaHo e, ue enoxaparin He NOBJUABa (PEPTHAMTETA WM PENPOAYKTHBHATA ACHHOCT Ha
MBXKKH H JKCHCKH TMABXOBE MpH NOAKOKHM Ao3u a0 20 mg/kg/nen. Hs3pnpuieHn ca

TCPATOJIOrMYHHU H3CACABAaHHA IIPH GPEMBHHH IUTBXOBRE H 3allH ¢ MTOAKOXHH 103 Ha cnoxapar in

a0 30 mg/kg/nen. HsaMa gaHHM 3a TeparoreHHH edextd WM (PeTOTOKCHYHOCT IO BHHA Ha

enoxaparin.

OCBeH aHTHKOAryJIaHTHUTE (PeKTH Ha enoxaparin, HAMa JAHHHU 33 HEXKEJIAHHW JICKapCTBEHU peaKliH
¢ 15 mg/kg/nen B Xona Ha 13-CeqMUYHM NpOYYBAHMA 332 TOKCHYHOCT IIPH IUTEXOBE M Ky4dera U ¢ 10

mg/kg/nen npu 26-CeIMUYHO MOAKOKHO H HHTPABEHO3HO MMPOYYBaHE Ha TOKCHYHOCTTA IPH TLTEXOBE

M MaliMyHHU.

6. ®apMalleBTHUHH JaHHH
6.1 CnHchbK HA NOMOIIHEATE BeIECTBA
Bopaa 3a umxexkuuu ao 0,2 mi

Boaa 3a unxexuun go 0 ,4 ml

[ TICT B . . - g ' P T I T I T U R P —————
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6.2 HechBMecTHMOCTH

Jla He ce cMecBa ¢ APYTrH NPOAYKTH

- 6.3 Cpox HA rOaAHOCT

36 Mecéna

6.4 Cnennannm ycI0BHA HA ChXPAHEHHE

Ja ce cpxpausasa npu Temneparypa noa 25 C. la He ce 3aMpa3ssa.

6.5 Bua H cheTaB HA ONAKOBKATA

IlpeaBapuTeIHO HAITBJIHEHH CIIPHHIIOBKHM, BCSKA OT KOMTO ChAbpka 20 mg (0,2 ml) eHoxcamapuu
HaTpuH, B KyTUA 110 2 ¥ 10 CipHHLOBKH.

[IpeaBapHTETHO HATBJIHEHH CTIPHHLIOBKH, BCAKA OT KOHWTO chabpxka 40 mg (0,4 ml) eHokcanapuH
HATPHH, B KyTHA 110 2 ¥ 10 cnpHHLIOBKH.

6.6 Ilpenopsxu npn ynorpeda
B>K. HAYMH Ha NPHIIOXKEHHE.

7 Ipurexares HA pa3pelleHNeTO 32 ynoTpeba
CaHodu-AeeHTuc bwunrapus EOCO]

1303 Codhusa, oyn. An. CtamBonuickn 103
Bvnrapus

8 Peracrpaunonen HoMep

9700003

9 llaTa Ha MLPBOTO paspelieHHe 32 yNoTpe6a/MOIHOBABAHE HA PA3PEIICHHETO

27.01.97/11, 10. 02

10 /laTa Ha akTya/IH3aIHR HA TeKcTa—  oKTOoMBpH 2008
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