Kpammxwmpmmmnpodym-rbumum 1
I{pa'ma XAPAKTCPHCTHKA HA BPOAYKTA Cane F’i, kk \{ t)\\)

1. HauMeHOBaHHe HA JIeKAPCTBEHHH NPOAYKT

Clexane 60 mg/0.6 ml solution for injection

Kiekcan 60 mg/ 0.6 ml nnxxexkunoHeH pasreop
2. KadecTBeéH H KOJIHYECTBEH CHCTAB

AKTHBHO BElECTBO: EaHa npeaBapHTENHO HAMMbJIHEHA CNPUHIIOBKA CBABPIKA  EHOKCAMNAapHH
HaTpuii (enoxaparin sodium ) 60 mg.

IToMolHM BelllecTBa : BDK T. 6.1
3. JlexapcTrBeHa popma

CrepuiieH anuporeHed HHXKEKUHOHEH Pa3Tsop B MPEBAPUTENHO HAITBAHCHH CIIPHHL{OBKH.

4, KInHBYHA JAHHH

4.1 TepaneBTHYHH HOKA3aHH

® JIpodunaxkTuka Ha TpomboemOonuuHa OOJNECT HA BEHUTE, MO-CNIELHAIHO CIy4vaure, KOHTO

OuXa MOTJTH Aa OBAAT CBBP3aHH ¢ OPTONEAUYHA WIH o01a Xupyprusi.

® [IpojunaxkTvka Ha BeHO3Ha TpoMOoeMOONMA NMpH KOHCEPBATHBHO JICKYBAHHM MALWCHTH Ha
MOCTEAEH pPeXUM 3apaid OCTpo 3aloisiBaHe, BKIIOYHTEIHO ChpPAEYHE HEAOCTATHUHOCT,

AMXATENHA HEROCTATHYHOCT, TeXKKHA HH(EKIMUU, peBMAaTHYHH 3a00/19BaHuA.
® JleueHue Ha XbA0OKH BeHO3HH TpoMO0o3H ¢ wiH 6e3 HenoapobHa embonus.

® TIlpenoTeparsiBaHe oOpasyBaHeTO Ha TPOMOHM NPH EKCTPAKOPIIOPAIHO KphBOOOpallieHHE MO

BpEME Ha XCMOJHAJIH34d.

® Jleuenue Ha HecTabWiHA AHMMHA NEKTOPUC H MMOKapAeH HHQJapKT Oe3 Q-3plen, B
KOMOMHALUA C ACTIHPHH.

® Jleuenve Ha oOCTBp MHOKapAeH HHOapkT ¢ enepauus Ha ST —cermenta ( STEMI)
BKJIIOUUTEJIHO TIALMEHTH, KOUTO C€ JIEKYBAaT KOHCEPBAaTUBHO WIM C NOCJenBalia NepKyraHHa
kopoHapHa nHTepBeHIMA( PCI).

4.2 {o3HpOBKA H HAYHH HA YNIOTpeda
Q614 nonoxeHud

— . Hpodunnakraka Ha BeHO3HH TPOMOO3H NPH XHPYPrE¥YHH NAIHEHTH




[Ipny nauneHTH ¢ ymepeH pHCK oT TpoMOoeMGonus (Hamp. KOpPEeMHA XHpYprus),
NpenophbYMTENHATa 1032 Ha enoxaparin sodium e 20 mg Wik 40 mg BeAHBXK AHEBHO, NMPHIOXKEHH

noakokHo. B obwara xupyprus, nmbpsata MiDKeKUMA TpaGBa Ja ce Hanpasd 2 vaca npeoy

XHpYpru4Hara rnpoueaypa.

IIpy naumeHTH ¢ BHCOK pHCK oT TpoMboembonus (Hanmp. opronexuyHa XHpYprus),
NPEeNOPBYHTEIHATA MOAKOXKHA A03a Ha enoxaparin sodium, € 40 mg BeOHBXK JHEBHO, KATO CE

3ano4He 12 yaca npeau onepaiuara unu 30 mg ABa MBTH AHEBHO, KaTO ce 3ano4He 12 mo 24 uvaca

CJie]l onepaLyATa.

Jleuenne ¢ enoxaparin sodium o6HKHOBEHO ce Ha3HauaBa 3a HepPHOA cpedHo oT 7 A0 10 guu. [pu
HAKOM MalMEeHT MOXe Ja € NHOAXOAAIA MNO-TOAAMAa NPOABIDKHUTEIHOCT HA JICHEHHETO U

enoxaparin sodium Tpa6Ba Aa ce MPOABIDKH, JOKATO € HAMIE PUCK OT BEHO3HA TpoMbGoembonus

HIAH A0OKATO MAalHCHTHT CTAHC ﬂMﬁ}’JI&TOpEH.

JlokazaHo ¢, ye NpoAB/KaBaHETO Ha JiedeHHETO ¢ 40 mg BEAHBXK OHEBHO B MPOABL/DKEHHE Ha 3

CEAMMLIK CNIENl ITEPBOHAYAIHATA TEPANUA € OT NON3a B OPTONEAHYHATA XHPYPrus.

3a cneuHanHH MpenopbKH 3a MHTEPBAJIUTE HA 03MpaHe TIPH CIMHAIIHA/EMTUAYPATHA AHECTE3UA U

npoueaypH 3a NepKyTaHHa KOpOHapHa peBacKynapu3aLlua: BxK. pasgen , JlpegynpexaeHua”.
.- IlpopuaaxTuka Ha BeHO3HA TPoMO0eMOO/IHA IPH KOHCEPBATHBRO

JICEKYBAHH HAINHCHTH

[Ipenopbuntennara go3a Ha enoxaparin sodium e 40 mg BeaHbX AHEBHO TIOAKOXKHO. JIeueHHeTO ¢

enoxaparin sodium ce Ha3Ha4aBa 3a MHHEMYM 6 JHH M C€ MPOALIKABA 4O ITHIHO BE3CTAHOBABaHE

[MOABMXKHOCTTA Ha MaLUUEHTA, 3a NepHOA OT MaKCUMYM 14 gHH.

- JleueHHne Ha AbJAGOKH BeHO3HH TPoMO03H ¢ WK 0e3 Geronpobra eMOoaHSA
Enoxaparin sodium Mose fa ce mpuiara NOAKOXKHO Wi 1104 $opMara Ha eJHOKpaTHa
KHXKEKLMA B Ao3a 1,5 mg/kg uimu uHokekTupane asa TsTH AHEBHO B no3a 1 mg/kg. Ilpu
NALHEHTH C YCIIOKHEHH TpoMOoeMBONHYHH HapyLieHHs, ce IPEenopPbyiBa HHKEKTUPAHETO
Ha no3a ot 1 mg/kg ABa MbTH JHEBHO.

Jleuenuero ¢ enoxaparin sodium oBHKHOBEHO ce Ha3Ha4apa 3a cpeaeH nepuoA ot 10 aud. Koraro
€ MoAXouauo TpadBa Aa ce 3amodHe MepopaliHa AHTMKOAryJIaHTHA TEparnHs M JICUECHUETO C

enoxaparin sodium fga ce NMPOABDKM JO MOCTHraHe HA TEparieBTHUYEH AHTHKOAryjlaHTeH edexr.

(International Normalization ratio (INR) 2 o 3).

~ IIpodpuaakTHKA HA eCKTpakopnopaano TpomGoobpasyBaHe NpH XeMOAH

IIpenopbumrennara no3a € 1 mg/ kg enoxaparin sodium.



[Ipn nauneHTH ¢ BUCOK PHCK OT KPbBOHM3IJIMB, f03aTa TpsAOBa Aa ce Hamanu Ao 0,5 mg/kg 3a JBoeH

cbaoB mocThil wik 0,75 mg/kg 3a equHMyeH ChI0B JIOCTBIL

ilo BpeMe Ha xemoauanusa enoxaparin sodium TpsabBa Ja ce MHXKEKTHpA B apTEpHATHATA JIMHUS
Ha Kpbra B HauyajlOTO HA [AHanu3HaTa npouexypa. EdekTbT Ha Ta3sd 7033 OOHUKHOBEHO €
IOCTAaTBUCH 32 npoueaypa oT 4 yaca; ako ofaue ce OTKPUAT PUOPHHOBH NPBHCTEHH, HANIPHUMED

CJiel No-ABb/Ira OT HOPMAJTHOTO NPOLEAYPa, MOXKE Aa Ce HarpaBH AOITEIHUTENHA 103a oT 0,5 10 |

mg/kg.
- Jledenune Ha HecTabnaHa CTeROKAPAHSA H non-Q MHOKApAeH HEGAPKT

Ilpenopbumrennara no3a Ha enoxaparin sodium e 1 mg/kg ua Bcexu 12 yaca nocpencTBOM

MNOAKOKHO HMHXKCKTHPAHE, NPWIOKEeHA CHBMECTHO ¢ aclupuH nepopanHo (100 mo 325 mg Beaunx

ITHEBHO).

Ilpy Te3n naumenTd TpAGBa Ja ce Ha3HA4M JIeYCHHE C enoxaparin sodium B NpoAB/DKeHHE Ha
MHHHMYM 2 IHH W Ja ¢€ NPpOAB/DKM RO MOCTHraHe Ha KIHHHYHO cTabmnmsupane. O6uuaiinaTa
NPOOB/DKUTENHOCT Ha JIeYeHHeTO € 2 Jo § aHu.

- Jleuenne Ha ocrbp MHOKApAeH HEPAPKT ¢ ST-cermMenT ejleBanus;

[IpenopbynTennara n03a Ha enoxaparin sodium e eqHOKpareH HHTPaBEHO3€H

Gonyc ot 30 mg mmoc noaxoxHa aosa ot 1 mg/kg, nocaensanu ot 1 mg/kg

NpUarad NOJKOXHO Ha Beeky 12 yaca (Makcumanio 100 mg camo 3a mepBHTE

ABe 103, nocneasanHd ot 1 mg/kg 3a ocrananmsa nepuox Ha go3upaue). 3a

AO3UpaHeTO NPH NALUNCHTH Ha Bb3pacT 2> 75 roAuBM, BXK. pasaen 3.3 ,,JIuna B

HanpeaHajaa Bp3pacT’ .

[Ipn cuBMECTHO npunarane ¢ TpomOonuTuyeH areHT (PuUOpHUH-cneumdbHyeH
unu oubprH-necneunduyeH), enoxaparin sodium TpaGea fa ce UEKEKTHpA
mMexy 15 muHyTH npeau M 30 MUHYTH Clel HaYaIo0TO Ha HHOPHHONUTHYHATA
Tepanui. Bcuuky manueHTd TpabBa 4a NOMydaT aleTH/ICAIHIFIIOBA KMCEIMHA
(ASA) Beguara moM 6bae OTKPHTO, Y€ UMAT OCTBP MUOKapaeH HHGapkr ¢ ST-

eneBauMa M TpsaOBa Aa MoiyvyaBaT NOATbPKALLO JeueHHe (75 a0 325 mg BeaHDbK

HHEBHO), OCBEH aKO He ca HaJIuLE NPOTHBOMOKa3aHU.

[IpenopbunTenHaTa NPOAL/DKUTENHOCT HA JICYEHHETO ¢ enoxaparin sodium e 8

OHU WIK OO HM3MNHCBaHe OT OONHMLIATA, B 3aBHCUMOCT OT TOBa KoOe CHEOUTHE

HACTBIIH MBPBO.
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OT 8 uYaca npenu pasgyBaHeTO Ha 0ajilOHA, HE CE HAJNAra JOMTBJHUTETHO
Ao3upaHe. AKO MOCAEAHOTO NMOAKOMKHO TIPUIOKEHHE ¢ OHIIO Npeay moBeye OT

8 waca npeAu pasayBaHeTo Ha OanoHa, TpAGBa a ce HampaBH HHTPABEHO3EH

6onyc ot 0,3 mg/kg enoxaparin sodium.

4.3 IIpornBonoxazauus
CBpBXUYBCTBUTENHOCT CMNPAMO E€HOKCANIAPMH HATPWi, XeMapuH Wi [IPOU3BOAHHUTE MY,

BKJIIOYUTEITHO IPYTH HUCKOMOMEKYJIHHA XelapuHH.

['onsiMo aKTHBHO KbpBEHE M CBHCTOSHMSA CBBP3aHM C BUCOK PHCK OT HEOBJAJfeM KPBHBOM3IIMB,
BKJIOYHTETHO CKOPOLUCH XeMOparu4eH HHCYIIT.

4.4 Coeunandd NpoTHBOMOKA3AHHSA H NpeIyNPeXACHHs OpH ynoTpeba

o [Ilpnnoxenne B negHATPHATA

be3oriacHOCTTa M e(peKTHBHOCTTA HA enoxaparin sodium npu feua He ca W3CIeIBAHH.

e JInna B HampeaHAJIA BL3PACT

Ilo Bpeme Ha sieveHHe HA OCTBP MUOKapAeH MHGapKT ¢ ST-eneBauus npy NAUKEHTH B HalpeHaIa
BB3pact =75 roquHH, He TpUiaralite NbpBOHAYANICH HHTPaBeHO3eH GoNyc. 3anouHeTe AO3UPAHETO

¢ 0,75 mg/kg noakoxHo Ha Bcekd 12 yaca (MakcuMyM 75 mg camMoO 3a NBPBHTE [BE MO3H,

nocneasanu ot qo3u no 0,75 mg/kg 3a ocrananus nepuoa Ha qo3upaHe),

Ilpn npyru nokasanus, He € He06X0MHMO HaMalIABaHe Ha JO3aTA MPH JIMLIA B HANIPEHANA BB3PacT,
OCBEH aKO He ¢ HajMlle HapyuleHa ObOpeuHa Qynkumsa (Bx. ,JIpeanazHu mepkn: Kpneousnueu
NpH JiHLA B HalpeHana Bu3pact’, ,,PDapmMakokHHeTHKa: JIMIa B HanpegHaa BE3PACT H JO3HPOBKA

H Ha4MH Ha npwiokenue: buOpeunn Hapymenusa™).

¢ DbnOpeunu napymenns

(Bx. ,Ilpeanasuu Mepku: BuOpeunn HapymeHus u dapMakokuHernka: [IpelmnasHH Mepku:

BrOpeunn Hapymenna” u ,,LapMakokuHeTHKa: BrOpeynn HapymeHus™).

¢ Texkn 0L0peunn Hapymenns

[Ipn maurenTH ¢ TexKkH 6BOpEUHM HapylUEHHS € HeoOXOIUMa KOpeKLMs Ha 103aTa
(kpeaTHHHHOB KAKpBHC <30 ml/min), cnopen cieAHUTE TAGTULM, Thi KaTO

EKCMO3MLMATA HA enoxaparin sodium ce yBenu4aBa 3HAYMTENHO 11PH Ta3M IOMYIALKAL.

3a MOCTHraHe Ha TepaneBTHYEH JO30B IUAIa30H, Ce MPENOPBYBAT CACAHHTE KOPEKLIHH HA NO3HTE:

Crannaprso Aosupane Texko 0bOpeuno Hapymenne =

I mg/kg noaxoxHo JABa NBETH 1 mg/kg NoaKOKHO BEAHEX AHEE

AHCBHO




1,5 mg/kg noakoKHO BeAHEBK 1 mg/kg noAKOKHO BEAHEK AHEBHO

AHCBHO

30mg enuoxkpareH MHTpaBeHO3¢H | 30mg enHOKpaTeH MHTpaBeHO3eH Oomyc
Oonyc wmoc MoakoxHa A03a ot | INIIOC  noaxkoxkHa pmo3a or 1 mgke

mg/kg SC nocneapana or 1 mg/kg | mocneasana oT 1 mg/kg NoAKOKHO BEAHEX

NOAKOXKHO ABA ITbTH AHCBHO AHCBHO

[laiiuenTn B HanpeAHana BB3pacT =75 roguHH

(caMo npu nokaszanus MuokapacH nHQapkT ¢ ST-enepanys)

0,75 mg/kg nonkoxxno nea mpTH | | mg/kg nogkoxkHO e€aMH BT OHEBHO 0Oe€3

OHeBHO Oe3 mbpBOoHavaneH 6omyc NBpBOHavaieH 60JIyc

Caenuure KOPCKUHH Ha A03aTa CC IIpCIrIophYBaAT 3a IIOCTHIaHE Ha Hpﬂ(l)}HIHKTHlIHH JO30BH

AHAIlId30HH.

40 mg BeqHBXK AHEBHO M 20 Mg BEAHBNK JHEBHO:

CrangapTHo ao3upane Texko 0bOpeuno Hapymesne
40 mg NOAKOMKHO BEAHBLK JHEBHO 20 mg NOAKOMKHO BEAHBK AHEBHO
20 mg nNoAXOMXHO BEAHLXK JHEBHO 20 mg noAKOMKHO BeIHbK AHEBHO

Hpﬁl’lOp’b‘{BaHHTe KOPCKIIHH Ha J03aTa HC CC OTHACHAT 3a MNOKA3aHHAATA [IPH XOMOIHANTH34.

= YMepeHo u aeko 0bOpeuHo HApYIIEHAE

Boripeky, ye He ce MpenopbyBa KOPEKLHS Ha J03aTa MPH MALMEHTH ¢ YMEPEeHO (KpPeaTHMHUHOB
knupbHC 30-50 ml/min) u nexo (kpeatuHuHoB KnMpbHC 50-80 ml/min) 650peuno Hapyluenwe,
nobpe e 1a ce U3BBLPLIBA BHUMATETHO KIHHHYHO TIpOC/ieASBaHe.

o Yepuoapobuu HapyumieHHA

HPH OTCBCTBHETO Ha KIAHHHYHHK IIPOYYBAHHA, TpﬂﬁBﬂ Ada CC€ TIoAXOXAa IPCANA3/IHBO IIPH

YepHOAPOOHO YBpeeHH NaLlMeHTH.

¢ Haunn aa NPAJAOKCHHC

IHoaxoxxuo HHAKCKTHPAHC,

Enoxaparin sodium ce npunara upe3 NMOAKOXKHO MIDKEKTHpaHe 3a NMpo@MIaKTHKA Ha BEHO3HA

TpoMOoembonuyna Gonect, AedyeHHe Ha ABIOCOKH BEHO3IHH TPoMOO3HM, JIeYeHHE HA

eJIeBaLM. - ;/ oS [l v



HuTpaBeHo3H0 60YCHO HHIKEKTHPAHE:

Ilpn ocTep MHOKapaeH HHGapkT ¢ ST-eneBaums, neuyeHuero Tpabsa ja ce
3a[IOYHE C €OHOKPAaTHO OOMyCHO WHXKEKTHpaHe, MOCNEOBAHO He3abaBHO OT

NOAKOMHA MIDKCKIIMA,

HikeKTHpaHe B apTEPHAITHATA JHHNA!

IIpUNOXKEHHETO Ce M3BBLPIUBA TIpe3 apTepHANHATA JIMHHA Ha AMAIM3HUSA KPBT 33 npodHiakTvka

obpasyBaHeTo Ha TpPOMOH B EKCTpakOprnopaJHaTa LUPKYNALMA 110 BPEMe Ha XeMOAUaJIU3a.

He Tpnbsa.pa ce npunara HHTPaMycKyJHo.

DabpHyHO 3ape/ieHaTa CIPUHLOBKA 33 eJHOKpaTHa yroTpeba e rorosa 3a He3abaBHa ynoTpeba.

Texuuka HA NOAK0XKHO HHKCKTHPaHeE.

3a MpeanoYHTaHE € MIDKCKTHPAHEeTO A3 Ce M3BLpIUBA IPH MALIMEHT B JIETHAIO MOJOXKEHUE,
Enoxaparin sodium ce npunara upes 111:.11601:6 NMOAKOXKHO HHXeKTHpaHe. He wu3roneaiire
BB3YLIHOTO MeXYypye OT CIPHHLOBKATA NPEeAM HIDKEKTHpaHe, 3a aa u3lerHere 3aryba Ha
JICKapCTBCHMS NPOAYKT NpH H3non3saHe Ha ¢abpuuHo 3apeaeHure cnpHHUOBKH oT 20 u 40 mg.
[Ipunoxennero TpsAbBa fa ce M3BBPIUBA Ype3 MOCIEAOBATEIHA CMAHA MEXAY JifBaTda M JACHATa

AHTCPONATCPAJIHH HIH NIOCTEPONIaTCpalHA KOPpEMHHA CTCHHU.

Hrnara TpﬂﬁBﬂ Aa CC BRBCXKIA B LJIaTa CH AbJDKHHA BCPTHKAUIHO B KOXXHA I'bHKa BHHMATECJIHO,

MMPpHXBAaHATd MCKIY IaJICHa M IMOKAa3alCla. KosHata roHKa He TPHGBE Aa CC ocaoﬁomasa HO

3aBbpILlIBaHE HA HHKEKTHpaHeTo. Criell NprnoKeHUe He pasTpUBaiiTe MACTOTO Ha HHIKEKTHPAHE.

Texnuka na unaTpaBeHo3HO (DosycHo) HuKeKTHpaHE (caMO NpH MHokapiaen mudapkr ¢ ST-
eJieBalus);

3a MHTPABCHO3HO MHKEKTHpaHe TpiOBa fAa ce HM3noa3Ba (MIAKOH 3a MHOTOKPAaTHO JO3HpaHe.
Enoxaparin sodium TpsibBa aa ce npuwiara npe3 HHTpaBeHO3Ha cucrema. Toii He TpaOBa J1a ce cMecBa
WM TIpWiara ChBMECTHO € JPYIM JIEKapcTBa. 3a Ja ce u3berHe eBEeHTYalHOTO CMecBaHe Ha
enoxaparin sodium ¢ gpyrm JICKapCTBEHH TPOAYKTH, W30pPaHUAT BEHO3eH AOCTHN TpAdBa 1a ce
[POMME ¢ AOCTATBEYHO KOJIMYECTBO BOAHO-COICBH WITH AEKCTPO3€H pasTBOP HpeaH U ciies 60TyCHOTO
npuiaralHe Ha enoxaparin sodium ¢ ornez Aa ce NoMMCTH MIDKEKLMOHHUA NMopT. Enoxaparin sodium

MOJKE Jla ce npuiara 6esonacHo ¢ pusnosoruyeH pasteop (0,9%) wiu 5% pa3TBop Ha AEKCTPO3a BLE

BOJa.




IPEAYIIPEX K AEHW

O6mn

HuckoMonekynuure XxemapuHu He 7TpabBa fOa ¢e H3MON3BAT HA MPUHIMNA Ha
B3aHMO3aMEHAEMOCTTa, ThH KaTO C€ pa3nMyasar Mo NpOLECa Ha IPOM3BOJACTBO, MOJEKYIHHTE
TerNa, CrelupUYHATE aHTU-Xa aKTHBHOCTYM, €QUHHUMTE M J03dpoBkarta. ToBa BOAM A0 paziMku
BB ()ApPMAKOKHHETHKATA M CHOTBETHUTE OHOJOTMMHM aKTMBHOCTH (HAamp. aHTHTPOMOMHOBA
aKTMBHOCT ¥ TPOMOOLWMTHH B3ammoneicTeug). ETo 3auio e HeoOxoauMo crielpanHo BHHMaHHE M

CNa3BaHe Ha YKA3aHMATA 3a yNoTpeba crieMdUyHH 3a BCEKH OTAENEH JIEKAPCTBEH MPOAYKT.

Cnunanna/enuaypasnna anecresns

Kakto ¥ npM Apyrd aHTHKOAryJaHTH, HaIMLE ¢a ChOOILEHMA 3a CIIyuyaH Ha HEBPOAKCHATHM
XE€MaTOMH MpH CHbBMECTHO NpPHJaraHe Ha enoxaparin sodium ¥ CIHHANHA/ENUYPAIHA AHECTE3U,
KOHTO ca AOBE/H A0 ABArOCPOYHA WAH TpaiHa napanu3a. Te3M ABNEHHA ca PeIKH NMpPH CXEMH Ha
A03ypaHe Ha enoxaparin sodium 40 mg BEAHBK AHCBHO HJIM MO-HUCKH. PHUCKBT € Mo-BHCOK Mpu
MO-BMCOKH 03U Ha enoxaparin sodium, H3MOM3BAHETO HA NMOCTONEPATHBHU NMOCTOSHHM KATETPH
WIH CbBMECTHOTO MNMPHIOKEHHUE HA [OIBbIHHTEIHH JIEKAPCTBA, MOBJIHABAIIH XEMOCTa3aTa Karo
HCIIBC (Bx. ,B3aumopeiicTBue c Apyrd nekapcTBeHH NPOAYKTH M JApyrn (OpMH Ha

B3aMMOAEHCTBME”).  PHCKBT BMAMMO € HMOBHIUEH IPH TPAaBMATHYHO WAM MHOTOKPATHO

HCBPOAKCHANTHO ITYHKTHPAaHC.

3a Hama/IsIBAHE HA NOTEHUHAJHHS PACK 0T KbpBeHe CBEP3aHO ¢ eAHOBPEMEHHOTO TIPHIaraHe Ha
enoxaparin sodium M enuaypanHa WIM CNHHAJIHA aHECTe3Ws/aHanre3us, TpAGBa Oa ce B3eme
npeasHa  GapMakOKHHETHYHHA NpoQun Ha  JIeKapCTBEHWA  NPOXYKT (BX.  pasjel
»PapMakoKuHeTHKa"”)., IIoCTaBAHETO K OTCTPAHABAHETO HAa KaTeThpa € Hali-Hobpe [1a ¢e 3BBLPLUBa,

KOraTo aHTHKOAaryJaHTHHA €()eKT Ha enoxaparin € HUCEK.

IlocTaBsineTo HJIH OTCTPAHSABAHETO HA KaTeThpa TpiAGBa Aa ce otnoxku ¢ 10 — 12 vaca cnen
MpuaaraHeTo Ha enoxaparin sodium B npodwnakTHyHH No3d 3a BT, nokaro nauudeHTHTe
[ojTyyaBauid no-BUCOkM fo3u enoxaparin sodium (1 mg/kg asa nere gHesHO unum 1.5 mg/kg

BE/IHBXK JHEBHO), 1lle C€ HYXKAAAT OT NO-NPOABIDKHTENHO oTnaraue (24 yaca). Cneapawara zo3a
enoxaparin sodium He TpAGBa Aa Ce NpaBH MO-paHo OT 2 Yaca cie/ OTCTPaHABAaHE HA KATETHPA.

AKO JIGKapsaT pellM Ja NPHAOXKH AHTHMKOATYJAaHTHA TEPanHs B CJIy4ad Ha eMHIypalHa/CHHaNHA
aHecte3us, TpAOBa 1a ce YIPOKHABA H3KITIOYHTE/IHA OMTENHOCT H Y€CTO NPOCHe/isBaKe, ¢ Len Ja

CE OTKPHAT K3KBHTO M J1a OMI0 NPU3HALM W CUMIITOMH Ha HEBPOJIOrHYHO yﬂpemaﬂw I

B I'bp0a NO CPEeAMHHATA JIMHUA, CEH30PHH M MOTOPHH Ae(MUHTH (H3TPBHIB

AOJIHWTE KPaWHHMLIH), AUCHYHKIMS HA 4YepBaTa WAH ITMKOUHMS mexyp. Ila




6baaT MHCTpyKTHpaHM He3a6aBHO Aa YBeAOMST CBOS JICKap, aKo YCEeTAT KOWTO M jJa Ouno or
FOPECTIOMCHATUTS NPH3HALM H CHMITOMH. AKO €€ MNOJO3HPAT HPU3HALM MM CHMIITOMH Ha

CIIHHAJICH XeMaTOM, TpﬂﬁBa CIICLUIHO Oa C¢ 3alo4yHe AHRArHOCTHLIMPAHC H JICYEHHE BKAKYHUTEITHO

ACKOMIIpeCKa Ha rppOHAaYHIA MO3BK.

Xenapun-uaaynapana TpomGouuTonenns

Enoxaparin sodium Tpafsa na ce npunara M3KTIOUMTENHO OpeanasyivBO NPH MALUUEHTH C

aHAMHE3a 3a XenapuH-HHAyLIMpaHa TPOMOOLIMTONEHUS ¢ Wik 6e3 TpoMGo3a.

PHCKBT OT XenapuH-MHAYLMpaHa TPOMOOLMTONEHHS MOKe Ia NEPCHUCTHPA B HNPOABDKEHHE Ha
HAKOJIKO FOOHHH, AKO Ce MOJO3HPAT JIaHHH 33 XeNapuH-WHOYLMpaHa TpoMOOLMTONEH S, in Vitro
TPOMOOLIMTHHA arperallioHeH TECT € ¢ OrpaHHYCHA Npeackaspalla cTolHoCcT. PelieHHero ma ce

31101384 enoxaparin sodium B nogoGHHM ciyyau TpabBa 1a ce B3eMa camo Cliex KOHCYJITalUA ChC

CHNEUHMANUCT B Ta3u oOnacT.

IIpoueaypn 3a nepkyranua koponapna peBacKyaapusanus

3a HaAMaIABaHE O MHUHMMYM HA4 PHCKa OT KbPBCHE Cli¢l ChAOBa MaHMIYJIAllMA B XOZa Ha
JICHCHHETO HA HECTaOHIIHA CTEHOKAPKA HIIM OCTBP MHOKapaeH HHbapkT ST-enepaius, CTPOro ce
NPUABPKANUTE KbM NPENOPHUKTEIHUTE HHTEPBATH MexXay no3ute Clexane Injection. Baxxno e na
Ce MOCTHIHe XCMOCTa3a B MNYHKIMOHHOTO MiacTO cnen PCl. B ciayyail, 4ye ce wusmonssa
XEMOCTATHYHO MPHCIIOCODJICHHE, MAHILIETBT MOXE Aa Ce OTCTpaHHu He3a6aBHO., AKO ce M3MON3Ba
MCTOR Ha INPUTHCKAHE C PBKA, MaHWICTHT TPAOBa Na ce OTCTpaHM 6 vaca ciel NOC/IEAHATa
WHTPaBEHO3HA / MOJAKOKHA MHXEKUHs ¢ enoxaparin sodium. AKO € HEOGXOIUMO JIeYEHHETO ©
enoxaparin sodium Ja ce NpoAL/DKH, CieABaIaTa n03a TpAGBa na ce HacpO4YH He Nno-paHoe oT 6 710
8 4aca cnesl OTCTPaHABAHETO Ha MaHIeTa. M4cToTo Ha npoueaypara TpgOBa ga ce HabMonaBa 3a

NPpHU3HALM HA KbPBECHE WIH 00pa3yBaHe HA XeMaTOMU.

bpeMeHHH XeHR ¢ MeXaHHIHH NPOTE3H HA ChPACYHHTE KIANH

[Ipunoxxennero Ha Clexane Injection 3a TpoMGonpodmiakTrka NpH OPEMEHHH JKEHHU ¢ MEXaHHYHHU
POTE3N HA CBPACHHHTE Kiani He € AOCTaThYHO mpoy4eHo. [IpH xiMHHYHO mpoyuBaHe cpen
OpEMEHHH >KEHH C MeXaHW4YHH CHPACYHH KIIarH nonyqaﬁamn enoxaparin (1 mg/kg nsa nnTu
JIHEBHO) C LIEJT CHIDKABAHE HA PHCKA oT TpoMboeMbonus, 2 or 8 skeHm obpasyeaxa ChCHpELM

noBenH 10 OnokHpaHe Ha Kjamna, KOETo AOBede 0 CMBPT HA MaMkata W ruiofa. MimMa otaenHu

C MCXAaHHYHH CbhpaeqdHH KJ4allH, IO BpEeMEe Ha [IPHNaraneTo Ha

TpoMbonpodunakTuka. BpeMeHHHTEe KEHH ChbC ChpACYHH KJIAMH, NPOTE3H



MpoTe3a, MOraT 1a MMAT NMOBHUIEH PUCK OT TpomboeMbonna (Bx. ,,IIpennasHu Mepku: MexaHuuHO

MPOTE3IUPaHH CHPACYHHK KIanu™),

JlabopaTopun H3cnensauns

B nosure npunaranm 3a nmpodunaxTeka Ha BeHO3Ha TpoMGoeMGonus, enoxaparin sodium He
OBNUABA 3HAYMMO BPEMETO Ha KbpBEHEe M OOIUTE KPBBHH KOAryJalHOHHH M3CHCOBAHMA, HUTO
TOBNHABA TPOMOOUMTHATa arperauds WIM CBbP3BaHETO Ha (UOpHHOreHa ¢ TPOMGOLMTHTE.
[1pH no-BHCOKM NO3H € BE3MOXKHO /A Ce MOJyYH yBenuyasaHe Ha aPTT (aKTHBHMpaHO MapLManHO
TpoMOonnacTuHOBO Bpeme) H ACT (akTHBMpaHO BpeMe Ha ChCHpBaHe). YBenuueHuaATa Ha aPTT

H ACT He ca THHEHHO CBBP3aHM ¢ YBEIMYaBaHE aHTHTPOMOOTHYHATA AKTHBHOCT HA enoxaparin

sodium ¥ nopagu TOBa ca HENOAXOAAUIM H HEHAASHKIOHM 33 LEJIMTE Ha OLCHABAHETO HA

aKTMBHOCTTA Ha enoxaparin sodium.

IIPEXIIA3ZHH MEPKH

. Ja He ce npunara UHTPaMyCKYJIHO.,

KpnrBoH3.IHBH

Kakto ¥ npu OpyrH aHTHKOarynaHTH, MOXKeé Jd BB3HMKHE KbpPBEHE Ha PaslHYHM MecTa (BXK.

pasaen ,Hexenanu nekapcteenu peakuuu™).

AKO BB3HHMKHE KPBBOM3/IMB, TPAOBAa Ja C€ U3NMPH M3TOYHMKLT Ha KBPBEHE H Aa Ce 3arlouHe

MnoaAXoaailuo Je4YeHHE,

Enoxaparin sodium, KakTe n BCAKAKLB APYr BHJ AHTHKOAI'Y/JIAHTHA Tepannd Tpabea aa ce
H3MO/I3Ba TIPEAMA3AMBO B YC/IOBHA HAa NMOBMUICHA BEPOATHOCT OT KbPBEHE, KaTO HaNpHUMep:
HapylleHa X€MOCTa3a, RaHHHU 3a ACATUYHA A3Ba, CKOPOLIEH HUCXEMHYEH MHCYAT, HEOBIAAsHA
T€XKa apTepHalHa XUNEPTOHMsA, AHabeTHa PETHHOMATUS, CKOPOIIHA HEBPOXMPYPrHM4YHA WIH

OTaNMONOTHYHA ONepalus, CbhBMECTHA YHOTpe6a Ha JeKapcTBa, MOBMMABALLM XEMOCTA3aTa (BXK.

,»,B3aUMOACHCTBNA ).

MexaHHYHH NPOTE3H HA CHPACYHHUTE KIaNH

Ilpunoxenuero Ha Clexane Injection He e pgocTarbuHO npoydeHo 3a HYXKAUTE Ha
TpoMOOTIPOQHIAKTHKATA HA NAUKMEHTH ¢ MEXaHUYHM MPOTE3X HA CHPACUHUTE Kiand. Chobuiapa
Ce 3a M30/IMpaH¥ CTyHMad Ha Tpom0o3a Ha NpoOTE3WpaHa ChpACYHA KNana OpPH HALMEHTH C

MEXaHHYHH FpPOTE3N HA ChbpACYHMTE KIalH, NodydaBalM enoxaparin 3a Ipomﬁonpmb%

.
BeapaluiM HesicHOTa (JaKTOPH, BKJIIOUBALIM TIOMUIEKAIIQ 3a00/MABAHE M HENOCTATH a, N
%3

AYh T Kir .
1 ._'.J '\u-r'."_ ) Y
Y- 'llil . -
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Pl ¥
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s
HH(OPMALKI, HEe MO3BOJABAT OLEHABAHETO Ha Te3W Cayuyad. HAKOM OT Te3u -

OpeMeHHH JKeHH, NPH KOMTO TpomGo3aTa ¢ JOBENa OO CMBPT HA MaiKaTa W IUT
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KCHH C NIPpOTC3UPAaHU CBbPACYHH KIaNUu BCPOATHO Ca HIIOKEHH HA IO-BHCOK PHCK OT

TpOMGOEMﬁDJIHB'EM (Bx. ,Jlpemynpexaenns’: bpeMeHHM JXeHH ¢ MexaHMYHY NIPOTE3H HA

ChbpACYHHTE KJIAIH).

. KpbBOMINMBU npu nuua B HanpeaHana BL3pacrt

He ce Habnioaasa Tengenums koM YBEIMYaBaHe Ha KPBEHETO NPH JIHLA B HanpegHana BB3PacT C
034 B NMPOMIAKTHYHUA JUANAa30oH. [laiHeHTHTe B HalipeiHana BB3pacT (0c00eHOo nailHeHTH Ha
80 1 noBeue roauHK) Morar aa ca HINOKEHU Ha MMOBHIUICH PHUCK OT KbPBEHE B TEPANCBTHUYHUTE
AHATIa30HH Ha no3upaHe. IlpenopruBa ce BHHMATENHO KIIMHHYHO npocnenssate (Bx. ,,Jloznposka

1 Ha'MH Ha npunoxeHue™: Jluna B Hanpegnana BB3pacT U PpapmakokuHernka: JInna B HanpeaHasia

Bb3pacT) ,KAKTO U OLIEHKa Ha GB6peunara GyHKLMA,

bubpeunn napymenun

Ilpu naunent ¢ 656peunu HapYLICHHUs € HAIHLE YBEIUYaBaHE Ha CKCIIO3HULMATA Ha enoxaparin
sodium, KOeTo MoBMINABA pHCKa OT KbpBeHe. Thi kato ekcnozuumaTa Ha enoxaparin sodium e
SHAHTEITHO NOBHILEHA NPH MALMEHTH C TEXKO GbOpeuro YBpPEXIaHe (KpeaTHHHHOB KINPBHC <30
ml/min), B TepanesTHYHMTE U NPOQHNAKTHYHHTE O30BM HHTEPBAJIK C€ NPENOPLYBA KOPEKLIHA Ha
Ao3ata. DBBlpekd ue HAMA NpenopLkH 3a KOPCKIUA Ha [03aTa NpPH MallMEHTH C YMEPEHO
(KpeaTHHHHOB KTHpEBHC 30-50 ml/min) K neko (KpeaTHHHHOB KIUpBHC 50-80 ml/min) 6u6peuno
HapylueHue, 1oOpe € BHMMATENHO 1a ce MPOCAEIABAT KIHHHYHO (Bx. ,,JIO3MpOBKAa M HAYKH Ha

Apunoxenue: brbpeunu Hapyuwenus u hapmakokHHeTHKA: bvOpeynn Hapywenus™).

Hucko rejiecHo Terno

[lpn xeHH ¢ HHCKO TenecHo Terno(<45 kg) ¥ MbKe ¢ HHCKO TeNeCHO Tero (<57 kg), e
Hal/IOAABaHO yBe/HYaBAHE eKCHO3MLMATA Ha enoxaparin sodium npu npodunakTHUHE nO3M
(HEKOPUTHpaHK CNOPeA TErTIOTO), KOETO MOXKE Aa IOBCe 0 MO-BHCOK PHCK OT KbpBeHe. [Topaau

TOBa, TPH TaKMBA MAlHCHTH Ce€ MpENnoOpPhYBAa BHUMATEHO KIMHMYHO npocieasasane (Bx.

»PapMakoKuHeTHKa: Terno”).

Hpocaenssane 6pos ua rpomGonuruTe

Puck oT anruTANO-MenMMpana XCNIAPUH-HHAYLHPAHA TPOMOOUMTONEHHA € HaIMUe M npu
HHCKOMONIEKYJIHUTE XenapHHH. AKO BL3HMKHE TPOMOOLIMTONEHUA, T OGHKHOBEHO Ce SBSBA
MEXIY 5-MA U 21-U JEH CNe HAYAIOTO HA JICYEHHETO o enoxaparin sodium . ITopaau ToBa ce
penopeiBa nia ce m3cnensa Opos Ha TPOMOGOLMTHTE MPpEAH 3aN0YBAHETO HAa TepanuiATa ¢

enoxaparin sodium, ciie KOETo peloBHO B X012 Ha Je4yeHneTo. Ha nipakTuka, ako ce Haﬁnm,uana

NOTBLPACHO 3HAYUMO CHIDKEHHE B OpoA Ha TpoMGouHTHTE (30 a0 50 % ot oy

CTOHHOCT), JIEYEHHETO ¢ enoxaparin sodium TpaOBa He3abaBHO 1a ce mpekpaTH

NMpeMHHAT Ha PYro JiCUeHHe,

%ggﬁ\ "a.*-ﬂ

el
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4.5 B3anumopgeiicrene ¢ qpyru ACKAPCTECHH NPOXYKTH M APyrs $opMu Ha B3auMogeiicTBHe
IIpenopbunrenno e, ako uaMa CTPHKTHH NOKa3aHHi, JIEKAPCTBEHHUTE NPOAYKTH, MOBIHABALLM

XeMOCTasaTa, 1a ObAAT COpeHH NpPEAM 3anovBaHe Ha JieueHHe c CHOKCanapHH Hatpuit, Tesu

JICKapCcTBCHU NPORYKTHU BKIIIOYBAT JIEKAPCTEA KATO:

- HRPGHTEPHJ]HO [IPHJIaraHe Ha CAJIULIHNATH, ALUCTHNCANHIIMIOBA KHCENIMHA H HECCTCPOMOHH

IPOTHBOBB3NAIIMTE/IHH CPEACTRA, BKIIOUUTETHO KETOpOJIaK,
—  Hekctpan 40, Tiotonuaus u KNondaorpen,
—  CHCTeMHH IIIIOKOKOPTHKOHAH,

— Tpombonutvuu u AHTUKOATYJIaHTU,

~  Jpyru autuTpoMGouuTHM arCHTH, BIITIOYMTENHO riaukonpotenH 1Ib/ITla anraroameT..
AKO uMa noka3aHus 3a KOMOMHHpaHe, eHOKcanapHH HaTpHH TpabBa na ce npuimara mox

BHHUMATC/THO KIMHHYHO H JabopaTropHo HabmoneHue.,

4.6 Ynorpe6a npu Gpemennocr u KhbpMeHe

bPEMEHHOCT

Mscnensanusara BpXy JKHBOTHM He Danoxa AaHHH 32 QETOTOKCUYHOCT MIIH TEPATOreHHOCT.

IIpu xopa Hsma mokazarencrea CHOKCanapuH HaTpUH N1a NpeMHMHABA IUIALICHTAPHATA Oapuepa no

BPEMC Ha BTODHA TPHUMECTHP OT OpeMeHHOCTTa. Hima HHQOpPMaLMA 3a MbLPBHA H TpeTHs

TPHUMECTHP.

KCHH H [IOHEXKe H3CNeaBaHHUATA BBPXY XHBOTHH HE BHHArH ca [NOKA3aTCJIHN 3a 4YOBeLIKAaTa

Praklns, ICKapCTBOTO TPAGBa 1a Ce H3MOI3Ba 11O BpeMe Ha OpeMEHHOCT eMHCTBEHO aKo NIEKapAT

OTYHTA KATErOpU4Ha HYXAa.
Kato npeanasHa Mapka ynorpe6ara no BpEME Ha GPEMEHHOCT He Ce NpenophYBa.

( Bix chuo Ilpeaynpexnenus: Bpemennu xenn ¢ Mexaumunu IIPOTE3U Ha CHPASYHH KJIANM H

[Ipeana3uu Mepku: Mexaunyuu TPOTE3H Ha CHPACYHUTE KIIaIH).

KBbPMEHE

IIpy xbpMemu mabxoee, KOHLICHTpaLUATa Ha > S-eHOKCanapuH HaTpuil WiM GenssanuTe MYy

METabONUTH B MISKOTO € MHOIO HHCKA.
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H3bAreaT KLpMeHeTo.

4.7 Brusnne BLpXy cnoco6mocTTa 39 Wogupane H padora ¢ MAIIMHK

EHokcanapun He Biusie BBPXY C1ocoOHOCTTa 3a wodupase u paboTa ¢ MaluHHHK.

¢d H3PEACHH MO-JI0MTy, KATO Ca K3IMON3BAHU CHEAHNTE YSCTOTH : MHOTO 4yecTH (>1/10); yecTn
(1/100; <1/10); He yecTH (21/1,000; <1/100); penxu (=1/10,000; <1/1,000); Muoro peIKH
(<1/10,000).

CpobluaBa ce 3a cieuuTe Hexemanm JICKAPCTBCHH PEAKLIVIH:
KpbBousnns

Kakro u npu apyru aHTHKOAryaHTH, MO Ia Bb3HUKHE KbpPBeHe [IPH HAJTMYMETO HA CBBP3aHU
PHCKOBH (akTopH KATO. OPraHMYHH NE3UN CKIOHHH KbM KbDBEHE, HHBAa3HBHK TIpoUeaypH HIH
IpU1araHe Ha JIeKapCTBa NOBIAMABALIM XEMOCTA3aTa (BX. paznemu ,,Ilpexnasuu MEpKH~ |
»B3anMoneicrena™).

Hanuue ca crobmenus 3a texko KBPBEHE, B TOBa YHCAO PETPONEPHUTOHEAICH U MHTpaKpaHHaleH
KpbBOH3JIMB. Hsikou OT Te3u ciyyau ca 61y che CMBPTEH H3XO0A,

Hanuue ca cnofmenns s3a HCBPOAKCHAIHH XEMaTOMH NOpPH €JHOBPEMEHHO NpUiaraHe Ha
enoxaparin sodium u CNIHHATTHA/EMUIYPaiHa aHECTEe3HA HITH CIIMHATHA MyHKUHA. Te3u sBnaeHud ca
AOBE/IH 10 Pa3jiMyHH CTENEHHW HAa HEBPOJIOIMYHH YBPCHKIAHUA, BKIMOYMTENHO ABJArOCPOUHA WIHM

TpaHHa napanusa (Bx. pa3en L IPENYNpeRaeHUa™),
Tpombounronennsn

CpobuiaBa ce 3a nexa, npexoaHa, Oe3cHMNTOMHZ TPOMGOLMTONEHMS pe3 MbLPBUTE HHH OT
fleyenuero. Hannue ca choGiuenus 3a pepxu C/Iydal Ha MMYHO-aJIepru4YHa TPOMOOLIMTONEHHS ¢
TpoMOo3a. B usakoHn ciywan TpomGosata 6uea YCIOKHCHA OT OpraHHM MHQAPKTH H/TH MCXEMHS HAa

KpaHHuuure (BXK. pasaen ,IIpeanasqu Mepku: Ilpocnenasane Gpos ua TpoMOoLMTHTE).

. Jlokanum peaknuu

Crea noakoxuo MIDKCKTHpaHe Ha enoxaparin sodium MoraT nga mocnensar Oonka, xematoM u
ACKO  JIOKalHO BB3NAJICHHE. Paaxo B MACTOTO Ha HHIKCKTHpaHe ce uHabmopaBat TBBLpAM
BB3NAIMTEIHH BBIIH, KOMTO HE Ca KUCTMYHM KaNCy/lalM{ Ha enoxaparin sodium. Te usuespar

CIICA HAKONKO AHH W He TpAGBa Aa ca moBox 3a IIpEKpaTaBaHe Ha TepamnuATra. ChobaBa ce 3a

y
éﬁ

(IPCAWECTBAT OT NYprypa WM €PHTEMATO3HM IIaKH, KOHTO Ca UHQWITpHpaHU / )
e 0¥
Jleuenuero ¢ enoxaparin sodium Tpa0Ba na ce npexpary. < [

e R LE .. - el - 2 ==k H= -1 m
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. Apyru

Makap u pAKO, MOraT Aa BBL3HHMKHAT KOKHM (6YNO3HM epyNuuMM) WiIH CHCTEMHH ANEPruyHm

peaKlyy, BKIIOUMTETHO aHAQWIAKTHYHY / aHadUIAKTOMIHY PeakuMH. B HAKOM CiTydMan MOoXe na

CC HATOKH IPCKpPaTABAHE HA JIEUCHHETO,

CpolluaBa ce 3a MHOrO PEAKH ClydaH Ha CBPBXYYBCTBUTETHOCT H3pasdBallla ce B KOXEH

BacKysnuT. Cbobiasa ce 3a 6e3CMMITTOMHM H O6PaTHMH YBETHUEHHS B Oposa Ha TpoMOouHUTHTE M

HHUBATa HA Y€PHOAPOOHHUTE €H3UMM.

C'LOGEJ,EB&ICG 34 CJTyHdaH Ha XHUIIEPKATHEMHS C XCHApHH H HUCKOMOJICKYJTHH XCIIApHHH.

4.9 IIPENO3UPAHE

. CHMITOMH H TexKecT

CnyuyaiiHOTO npemosvpane ¢ enoxaparin sodium cien MHTPaBEHO3HO, €KCTPAKOPNOPAJIHO WIH

TIOJIKOXKHO [IPHA0IKEHHE MOJKE /1 IOBEAE 0 XeMOPAaru4HH YCIOKHEHHS.

Cnen nepopanes npueM JOpH Ha OTPOMHH 034, HAMA BEPOATHOCT enoxaparin sodium aa b€

abcopOupan.

AHTHIOTH B JeYeHHe

AHTHKOAryJIaHTHUTE e)eKTH JO rofiAMa CTeNeH MOrar Aa GBAaT HeyTpanM3HpaHH upe3 GaBHO
MHTPAaBEHO3HO HHXKCKTHpaHe¢ Ha protamine. JloszaTa Ha protamine 3aBUCH OT A03aTa Ha
HEDKEKTHpaHua enoxaparin sodium, | mg protamine HeyTpanusnpa aHTHKOATYIaHTHHS ebeKT
Ha 1 mg of enoxaparin sodium, ako enoxaparin sodium e 6un npunoxer npes npeaxoaHuTe 8
qaca. MHdysus ot 0,5 mg protamine 3a Bcekn 1 mg of enoxaparin sodium moxke na ce
APWIOKH , ako enoxaparin sodium ¢ Ou1 NpUIOXKeH NoBeye OT § yaca Npeay NPHIAraHeTo Ha
protamine, WX aKO C€ NpeLEHH, e e HeOBXOAMMO Jia ce HalpaBH BTOpa J03a ApoTaMuH. 12
Haca Cnell HHXCKTHPAHETO Ha enoxaparin sodium Moke 1a He Ce HAIOXKH NPWIATAaHeTO Ha
protamine. Jlopu H Ipu BUCOKM 03 protamine oGaue, aHTH-Xa aKTHBHOCTT2 Ha enoxaparin

sodium HUKOra He Ce HeyTpalu3Hpa HAITKIHO (Hai-MHOro okono 60%). (Bsk. HHGOOpMaLMATA

3a NPSANUCBAHE Ha NMPOTAMUHOBHTE COJIK).

S @apMaKoJOrHYHH JaHHH
DapMakonoruyeH Kiac: AHTUTPOMOOTHYHH JieKapcTBa. XenapuHoBa rpymna.

ATC xon: BO1 A BOS (AnTuTpoMGoTHYHH STekapcTBa; XenapuHoBa rpyna)

5.1 PapMakoAHHAMHYHM CBOilicTBA
PapMaKkoIHHaMHKa

Enoxaparin sodium € HUCKOMONIEKYICH XeNapHH ChC CPEIHO MOMEKYNIHO Teri
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4500 nantoHa. JlekapcTBEHOTO BEILIECTBO € HaTpuesa con. Pasnpenenennero Ha MonekynHOTO

TErNo €

<2000 panTona <20%
2000 no 8000 nantona >68%
>8000 nanTona <18%

Enoxaparin sodium ce npouseexaa upes ankanna ACHONMMEPH3aLlUA Ha XenapuH GeH3un ecTep
[IOAYHCH OT CBMHCKAa 4peBHa aurasuna. CTpykTypata My ce Xapaktepusnpa ¢ 2-O-cyndo-
4eHenUpaHO3YpOHOBA KHCEIWHHA rpynia B Hepenyuupamus xpak v 2-N,6-O-aucyndo-D-
rMIIOKO3aMUH B pellyliHpalms Kpai Ha Bepurara. Oxono 20% (B rpaHALMTE Mexay 15% u 25%)

OT CTPyKTypaTa Ha enoxaparin Cbabpxka 1,6 aHXHAPO-NPOM3BOIHO B penyuupammia Kpaii Ha

nonu3axapu/iHaTa Bepura.

B in vitro npeuricrena cucrema, enoxaparin sodium NPHUTEKABA BUCOKA aHTU-Xa aKTUBHOCT
(mpudnnsurenno 100 IU/mg) u Hucka antu-Ila win AHTHTPOMGHMHOBA aKTHBHOCT ([PUGIH3HTETHO
28 [U/mg). |

DapMakoHHAMHYHUTE NOKA3ATENN, M3C/ICABAHH NpH 3ApaBH AOOPOBOILM HMPH KOHLEHTPALMA Ha

enoxaparin B auanasona 100-200 mg/ml, ca cpasuumu.

Kinanuna edextuBrocr

Jleuenne Ha HecTAGHIHA CTeHOKADAUN H non-Q Mno@pnen HHPaApKT

B xoma Ha ofumpHO MysTHUEHTPOBO Mpoyusane, 3171 NalMeHTH BIIIOYEHM B oCTpata ¢a3a Ha
HecTaOWIHA CTEHOKApAHA Kau non-Q MUOKAp/IeH HH}aPKT ca paHIOMM3HPaHH 1 NOTYHABAT 32€HO
¢ acniupuH (100 go 325 mg BeaHBK JHEBHO), WIM MOAKOKHO enoxaparin sodium 1 mg/kg Ha Bceku
12 vaca, WM UHTPaBeHO3HO HedpaKIMOHMpaH X€napuH agantupad cbobpasno aPTT. IMauuenture
Ca JeKYBaHH B GONHMLA B NMPONBIDKEHHE HA MMHHMYM 2 IHH H MaKCHMYM 8 JHU [0 KIIHMHHYHO
CTabMWIH3MpaHe, peBaCKyIAPU3ALMOHHM MPOLICAYPH, WM U3HCBAHE OT Oonuunara. INaimenture ca
pOCICACHH B Npoab/DkeHHe Ha o 30 auu. Enoxaparin sodium B cpaBreHue ¢ XenapuH 3HAYHMO
CHIDKH HECTOTAaTa Ha MOBTOPHA CTCHOKApMs, MHOKAPNEH HHG(apKT H CMBPT, CbC CHIDKCHHE Ha
OTHOCHTENHUA PHCK OT 16,2% Ha 14u1 neH, koeTo ce 3amasy B Xoaa Ha 30-IHEBHHS nepuoa. Hewo
(IORCHE, NMO-Mako MALMEHTH B rpynara Ha enoxaparin sodium IpeTspriaxa peBackyjiapusaus no
METONa Ha NEpKyTaHHaTa TPAHCTYMEHHA KOpOHapHa aHruomnactuka (PTCA) wnu 6ajinac Ha
kopoHapHuTe apTepun (CABQG) (15,8% cHimkeHHe Ha OTHOCHTETHHS puck Ha 30us geH).

Jleuenne Ha ocTsp MEOKapAeR nudapKT ¢ ST-esiepanns (STEMI).

B xoma Ha o6wmpHO MymTvueHTpoBO mpoyusame, 20479 mawwentd ¢ STEMI NOOXOARLUHA Aa

e T S,
107y4aBaT GUOPHHONMTHYHA Tepanud, Ca PaHAOMHM3MPAHH Ha MOMYYABaT W enoxap;};ﬁ ﬁodwn,?‘*\
¥ AN

KaTo eaHokpateH 30-mg MHTpaBeHO3eH Gomyc IUnoc 103a oT | mg/kg noakoxHo I

NOAKOMKHO HiDkekTHpaHe Ha 1,0 mg/kg Ha Beeku 12 uwaca, WIM WHTpaBenoseH He
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XETlapuH, anarrupal ¢b»o0bpasHo aPTT B npoab/kenue na 48 yaca. BCHUKH MauueHTH ca JIEKYBaHM
CLIIO K C aCMHPHH B NPOAB/DKCHHE Ha MHHMMYM 30 fuu. CTpaTerusra 3a AO3UpaHe Ha enoxaparin ca
KOpHTHpaHa NpH MaUMeHTHTE ¢ TexXKH ObOpeunH yBpexaaHus | Npu auuaTa B HanpesHala Bb3pacT
OT roHe 75 roauxn. ITOAKOKHHMTE HHKEKLIMH C enoxaparin ce npaBeHH 0 H3NHCBaHE OT GONHMLATA
HIIH MaKCHMANHO B MPOAB/DKEHHE HA 8 AHH (CTIOPEN TOBA KOE ChOHTHE HACTHIIBALLE ITbPBO).

4716 NALHUCHTH NPETHPNAXA NEPKYTaHHA KOPOHApHAa HHTEPBEHLHA, Nony4aBaiiKi aHTUTPOMOOTHYHO
JICCHHE CBC CJIANIO NPWIOKEHOTO H3CneABaHO Jekapctso. Eto 3amip, pyY TNALHEHTUTe Ha
enoxaparin, NepKYTaHHATa KOPOHAPHA MHTEPBEHLHA TpsOBalle na Ce M3BBPINM ¢ enoxaparin (Ge3
CMAHa), Mpularafiki CXeMaTa YCTAHOBEHA 10 BpEME Ha INpPEAXOMHHUTE NPOYYBAHHUA, T.e. Oe3
AOTBIHHUTEIHO KO3UPAHE, aKO MOCNEAHOTO MOAKOKHO MPIIOKEHHE € GHIO Npeay ro-Majko oT §
Haca IIpeax pasyBaHETO Ha OalloHa, HHTpaBeHO3eH Soyc ot 0,3 mg/kg enoxaparin, ako nocnemsoro
NOIKOMHO NMpHIIOKEHHE € BiNo noseue ot 8 yaca npey pa3ayBaneTo Ha GatoHa,

Enoxaparin sodium B cpaBHeHue ¢ He(PAKLUMOHMPAHHS XENApUH 3HAYUMO CHIDKM YeCTOTATA Ha
CBHCTAHHA M3XOA CMBPT NO KAKBATO # Ja W0 NpHYHHA WK MHOKapAeH PEUHQAPKT npe3 ITbpBHUTE
30 nuu cnen pangommsaumara [9,9% B rpynata Ha enoxaparin, copsMo 12,0% B rpynara Ha
He(pakiMOHHPaH XenapuH)] cbe 17% CHIDKEHHE Ha OTHOCHTEIHMS puck (P<0,001).

JleuebHuTe npeuMyillecTBa Ha enoxaparin, OYEBHAHA npu ronsM Opod edexTHBHH KpabiHu
PE3YJITATH €€ NposBHXa cned 48 4aca, B KOETO BpEME HMMaxXme Hajgule 35% CHEDKEHME Ha

OTHOCHTCJIHHA DHUCK OT MMOKapAeH peuHGapKT, H CPaBHECHUE C JICYCHHETO C HeppaKLUHMOHHpaH

XenapHH
(P<0.001).

[IpermyiiecTBaTa Ha enoxaparin mo OTHOLIEHHE Ha OBPBUYHHA PE3yNTaT ca B CHHXPOH cpen
IJIIOMOBHTE NOArPYNH BKJIKOYBAILM BB3PACT, 0], JIOKANH3ALMSA HA MH(pApPKTa, JaHHH 3a nuaber,
AdHHH 34 NPEAXONCH MHOKApOEeH MH(APKT, THN Ha MPWIOXKEHHS (PUOPHHONUTHK W BPEMETO [0
JIEYCHHE C H3CNEABAHOTO JIEKAPCTBO.,

OTOenszaHo e 3HAYMMO TIPEHMYILECTBO Ha enoxaparin B CPaBHCHHE ¢ HepaKUMOHMPAH XelapHH
fIPH NAUMEHTHTS NpETHPENH NEPKYTaHHA KOPOHAPHA MHTEPBEHLMS B paMKuTe Ha 30 muu ciex
panaoMusaumuaTa (23% CHIDKEHUE Ha OTHOCHTEITHUA PHUCK), WIH JIEKyBaHH KOHCEPBATHBHO (15%
CHHIKCHHC Ha OTHOCHTE/THUA pUCK, P = 0,27 3a BlaumopeiicTeue).

Yecrorara Ha 30-nHeBHUA chueTaH pe3ynTar CMBPT, MHOKapaeH penHbapkr unu ICH (xpurepuii 3a
HETO KIMHMYHAZ NON3a) € 3HA4YMMO no-HMcka (p<0.0001) B rpynara ﬁa enoxaparin (10,1%) 8

CPaBHEHHC ¢ rpynaTta Ha xenaput (12,2%), koero npeacrasnasa 17% CHIDKEHHE HA OTHOCHTENHUS

PHCK B N0OJI3a Ha JieyeHueTo ¢ Clexane.
3.2 ©apMakOKHHETHYHHE CBOHCTBA

O6mu xapakrepacTukH
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aKTHBHOCTTa, B MPENOPLUBAHUTE JO30BH MHTEPBATM Clie/| €AHOKPATHO H MHofOKpaTHQ MOAKOXHO
NPHIIOKEHHUE H ClIe] eAHOKPATHO HHTPABEHO3HO MPHIOKEHHE,

KonvuecTBeHOTO oOmpefensHe Ha aHTH-Xa M aHT-Ila dapMakoKMHETUYHMTE AKTHBHOCTH €
NpoBeAcHO ¢hoOpasHo on06perH aMUAOIMTHYHH METOAN CBC CeLUdIMHN CyOCTpaTH M CTaHAAPTEH
enoxaparin KaTHOpHpaH no OTHOLIEHHE MeXIYHAPOAHHTE CTAHAAPTH 32 HUCKOMOJIEKYJTHH XerapHHu

(NIBSC).

buoHaNHYHOCT H aGcopOu s

Abconoriara OHOHAIMYHOCT Ha enoxaparin sodium ciel MOJAKOXKHO MHXKEKTHpaHe Bh3 OCHOBA HA
aHTH-Xa akTHBHOCTTA € Omu3o 100%. WmkeKUMOHHHMAT o0eM M KOHLEHTpAaLMITa Ha J03aTa B
auvanasoHa 100-200 mg/ml ne nosnussa hapMakOKMHETHUHUTE NapaMeTPH TIPH 3apaBH J0OPOBOJILIM.
CpeaHa MakCUMaIHA IUIa3MEHa aHTH-Xa aKTHBHOCT ce HaOmoaasa 3 10 5 vaca ciel MOOKOXKHO
HIDKCKTHpaHe M goctura npubOnusurenno 0,2, 0,4, 1,0 u 1,3 antu-Xa IU/ml cnen eaHokpaTHO
NOAKOKHO NpHIOXKEHHE Ha N034 ¢hoTBeTHO 20 mg, 40 mg, 1 mg/kg u 1,5 mg/kg.

ITpu uuTpaBeHo3eH Gonyc ot 30 mg HermocpeacTBeHO nocieasaH o 1 mg/kg NOAKOKHO Ha Beeku 12
yaca ¢¢ MOCTHra IThPBOHAYaJICH MUK Ha HUBA HA aHTH(akTop Xa ot 1,16 IU/mL (n=16)u cpeaua
€KCno3uums orrosapama Ha 88% ot craumoHapHuTe HuBata, CTALMOHAPHO CBCTOSHHME C€ MOCTHra
Ha BTOpUS AEH OT JICUCHHETO.

Buanmo dapMakoKHHETHKAaTa Ha enoxaparin € JIMHeiiHa B paMKHMTe Ha MNPEenOPBUYHTE/IHHTE J030BH
JMana3oHH.

[IpoMennuBocTTA B paﬁmme HAa €[MH NAUMEHT U MEXKIY NalUeHTHTE € Manka. Cries MHOFOKPAaTHO
NOAKOXHO NMpunoxeHHe Ha cxeMd 40 mg peaHLxK AHEBHO M 1,5 mg/kg BeaAHBXK AHEBHO NPU 3ApabBy
AOOPOBONLIM, CTALMOHAPHO CBCTOAHME C€ AOCTHra Ha BTOPHA ACH CBC CPEAHO EKCMO3HULMOHHO
ChLOTHOLUEHHE OKkOJO 15% MO-BUCOKO OTKOAKOTO NpU €AHOKpaTHA Ao3a. Husara Ha ctaumoHapHaTta
aKTHBHOCT Ha enoxaparin ca aobpe npeacxasyeMmu criopej papMakoKHHETUKATa Ha €IHOKpaTHaTa
no3a. Caea MHOTOKPATHO NOMKOXKHO NpHIokKeHHe Ha cxeMa ¢ 1 mg/kg nBa mbTH aHEBHO, the steady-
state ce MOCTHra OT TPETHUA OO YCTBBPTHA ACH CBC CPEAHA EKCMO3MUMA OKOoJNo 65% mMo-BUCOKA
OTKOMKOTO MPH €SHOKpaTHA 1033 H HABA HA CPEAHUA MUK U HA Hail-HUCKAaTa CTOMHOCT CHOTBETHO OT
okono 1,2 1 0,52 IU/ml. Bw3 ocHOoBa Ha (hapMakOKMHETHKATa Ha enoxaparin sodium, Ta3u pas/vka B
CTallHOHAPHOTO ChCTOAHHE C€ O4aKBa U B T€paneBTHYHMA JHATIa30H.

[Inazmenarta aHTH-Ila aKTHBHOCT ¢nepn MOAKOXHO NPUIOKEHHUE € OKOJIO JECET ITbTH XO-HHUCKA OT
aHTH-Xa akTHBHOCTTa. CpeAHa MakcuMalnHa aHTH-IIa akTHBHOCT ¢¢ Habmonasa rpuONUIUTENHO 3
100 4 gvaca cnen vkektpade W gocrura 0,13 IU/ml n 0,19 IU/ml cnexg MHoroxparHo npunarate

cLOTBeTHO Ha 1 mg/Kg ABa meTH AHEBHO M 1,5 mg/kg BeAHBK NHEBHO.

Pasnpenenenue
OGeMBbT Ha pasnpefeieHHe Ha aHTH-Xa aKTUBHOCTTAa Ha enoxaparin sodium e oko

Onu3nk 10 odema Ha KpbBTa.

. P S L e e s R [ . e e = [T LI N . -




Enxnmuuupane 4 MeTab0H3BM

Enoxaparin sodium € JiekapcTBO ¢ HUCBK KJIMPBHC ChC CpeJEH aHTH -Xa IulazMeH KIHpbHe oT 0,74
L/h cnex nurpaBeHo3Ha uHQy3usa Ha 1,5 mg/kg 3a 6 vaca.

EnumnuHKpaHeTo BUAMMO € MOHO(A3HO C MOMYXKHBOT OKONO 4 uyaca cnell €HOKPAaTHA IMOAKOXHA
A03a A0 OKOJI0 7 Haca cyiei MHOIOKPaTHO JO3UpaHe.

Enoxaparin sodium ce MeraGonu3dpa npequMHO B 4epHMs Apo0 nocpencreom aecyndarvsanus
WWIH JenofuMepusalus A0 [0-HUCKOMOJCKYJIHM 4YaCTHLH CbC CWIHO CHIDKEH OHOMOrH4eH
noteHuuan buOpeuHMAT KIMpPBHC Ha akTHBHHTE (parMeHTH ImpeacraBisBa okono 10% or

NPUACKEHATA A03a U o0mara Ob0peyHa eKcKpelrsa Ha aKkTHBHUTE M HeaKTHBHUTe (parMeHTH e 40%

OT J03aTa.

XapaAKTepHCTHKH NPH 0co0eHH Nonyaaudn

JInua B HANpeaHANA BL3PACT

B13 ocHOBa Ha pe3y/lTaTHTE OT IOMyJalMOHEH (papMaKOKHHETHYEH aHaIM3, KMHETUUHHAT Npodu
Ha enoxaparin sodium He ce pa3/iiyaBa NPy JMNA B HAMPEAHANIA BL3PACT B CPABHEHHE C I10-MAAAH
MHAMBUIM B Cnyuyaute, koraro OwOpeuHara ¢yHKUMA e HOpManHa. Thil Kato obaue, ce 3Hac ue
Op0peunara QyHKuMA oTcaabBa ¢ BE3pacTTa, NALMEHTHTE B HaNpeAHAaNia BL3PacT MoraT Ja NpoABAT
CHIDKEHA elTMMHHaLIMA Ha enoxaparin sodium (Bx. ,JIpeanasan mepxu: KpbBoM3nuBU NpH JHLA B

HanpejHana Bb3pacT’, ,,JI03MPOBKA H HauMH Ha npwiokeHue: Jlvuia B HampeaHana BE3pacT U
p pacT, ,,\O3Hp

,,DapmakokuHeTHKa: brOpeuHn HapyleHus ).

b1Opeunn HapymeHns

HabGnioaaea ce jinHeliHa Bpb3ka MeXKIy aHTH -Xa IUIa3MEHHsA KJIUPBHC NIPH

CrauoHapHO CHCTOSIHHE, KOETO COYM CHIDKEH KJIMPBHHC Ha enoxaparin sodium npH falMeHTH CbC
CHIkeHa OBOpeuna ¢yHKuMA. AHTH-Xa ekcriosigiaTa npeacrasesa o1 AUC mpH crauMoHapHO
CBCTOAHHE, € MaprUHANHO MOBMILCHA MpPH Jieko (KpeaTuHMHOB KiupbHC 50-80 ml/min) u ymepeHo
(kpeatnunHOB KaMpBHC 30-50 ml/min) 616peuHo HapyllueHUe Clief MHOFOKpaTHO Ao3upane Ha 40
mg BeAHBXK AHEBHO. [lpu naumeHTH c Texxko 6BOpeuHO HapywieHue (KpeaTHHMHOB KIHpbHC <30
ml/min), AUC B cTalMOHapHO CBCTOSHME € 3HAUMTENIHO YBE/IMWYEH- CpefHo ¢ 65% caex
MHOTOKpATHO NMOAKOXHO MpuiaraHe Ha fo3M oT 40 mg BenHwxk aHeBHO (Bx. ,IIpeanasHd MepKu:
br6peunu HapymeHus” u ,,JI03MpoBKa ¥ HAUMH Ha npuioKeHue: beOpeunn HapyueHus™).

Terno

Cnen mHOrokpatHo mpuioxeHde Ha 1,5 mg/kg Bemubxk AHeBHO, cpegHata AUC Ha-afffHeXa

* ﬁm'ﬁﬁj&?r _;

aKTUBRHOCTTA € MApruHajiHO MO-BHCOKa B CTAllHOHAPDHO CBCTOAHHC IIPH 3JpABH

saTnbcTABaHe (BMI 30-48 kg/m?2), B cpaBHEHHE C KOHTPOJIHA Irpyna WHAUBHAY |

KaTro Amax He ce nosumiasa. Ilpy 3aTneECTENH MHAMBUIAU C IOAKOXKHO IIp
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KOPHIrHpaH 1O IMMOo-HUCKQ TErJio KIUPDbHC.

OTKpHTO e, Ye KOraTo ce mpuiara HeKOPUrHpPaHo 10 TEMIO JO3HpaHe, CAEK eAHOKPaTHA [OAKOMXKHA
no3a ot 40 mg, auTH -Xa EKCHO3ULMATA € ¢ 52% NO-BHCOKA NPH KeHHU ¢ HHCKO TEECHO Terno (<45
kg) n ¢ 27% no-Bucoka NpH MBXKE ¢ HUCKO TeJeCHO Tero (<57 kg) B cpaBHeHHE ¢ KOHTPOJIHA Ipyna

HHIUBHAM C HOPMAJTHO TeIECHO Tero (BXK. ,,IIpeanasnu Mepku: Hucko TenecHo terno).

XeMoauannia

Ilpn emuHUYHO Npoy4BaHe, eNMMHMHALMOHHATA CKOPOCT NPHBUAHO Oeule cxomua, o AUC Geine

JABYKPATHO MO-BHCOKA OT KOHTPOJIHATA MOMYJIalUs cliell €eAHOKpaTHa WHTpaBeHo3Ha /1o3a ot 0,25
wiu 0.50 mg/kg.

. DapMaKOKHHETHYHH B3aHMOAEHCTBHA

He ca nabnionasanu ¢apmMakoKMHETHYHH B3aUMOACHCTBUA MEXIY NPOAYKTHTE NPH €IHOBPEMEHHO

npuiarale Ha enoxaparin ¥ TPOMOOJIUTHLIM.

5.3 IlpeaKIHHHYHH JAHHA 3a (0€30MACTHOCT

He ca W3BbpiiBaHU ABLATOCPOUYHH NPOYUBAHUS NPU XKHBOTHH 32 ONpEASiiHe KaHLEpOreHHUs

MOTEHL AN Ha enoxaparin.

Enoxaparin He moxa3za MYTareHHOCT MpH In Vitro HM3clelBaHMs, BKIIOUYMTEIHO TeCTa Ha

Ames, MYTallMOHHHA TECT ¢ MHIIM JUMGPOMHH KIETKH H YOBELIKHS JHMEQOLHUTHO

XpoMo30MeH abepallMOHEH TECT, KAKTO H NPH XPOMO3OMHHsA a0epallMOHEeH TEeCT ¢ KOCTEH

MO3BK HA IIJIBXOBE 1N Vivo.

HokazaHo e, ye enoxaparin HE TMOBJUABA (PEPTHUIHTETa MAX penpoAyYKTHBHATA JeHHOCT Ha
MBbXKKH H JKCHCKM TIUJIBXOBE€ INpH NOAKOkHM ao3n no 20 mg/kg/nen. Uspbpmenu ca
TEPATOJIOrHYHH H3CJEABaHMS NPHU OPEMEHHH NIIBXOBE K 3ailM ¢ MOAKOMXHHK 03 Ha enoxaparin

no 30 mg/kg/ned. Hama panHm 3a TepaToreHHH e(dekTH WM (PETOTOKCHYHOCT [0 BHHA Ha

enoxaparin.

OcBeH anTHKOAry/IaHTHHTE eeKTH Ha enoxaparin, HiMa JaHHH 34 HEXKEJIaHH JIEKAPCTBEHH PEaKLMH
c 15 mg/kg/nen B xona Ha 13-ceqMutHM NpoyYBaHUA 33 TOKCHMHOCT MPH IUTBXOBE K KydyeTa U ¢ 10

mg/kg/aen npu 26-ceAMHUYHO TIOAKOXKHO H HHTPABEHO3HO NMPOYYBAHE H2 TOKCHYHOCTTA NPU TUTEXOBE

H MaHMYHH.

6. PapmManeBTHYHH JaHHH

6.1 Cnuchx Ha NOMONIHHUTeE BellleCTBA

Bozaa 3a uioxekuuu 1o 0.6 ml

6.2 HechBMEeCTHMOCTH
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Ha He ce cMecBa ¢ JIpyrd NPOOYKTH

HurpaseHosno (6oaycHo) HHxKeKTHPAHE (€AMO 32 0CTHLP MHOKAPAEH HHpapkT ¢ ST-eneBanus):

Enoxaparin sodium Moxe na ce npunara 6esonacHo ¢ ¢puznonormdeH pastaop (0,9%) wiu 5% soaeH

pa3TBOP Ha JeKCTPO3a.

6.3 Cpok Ha rognoct

36 mecena
6.4 CnenuajiHy yC/10BHS HA ChXpAHEHHE

Jla ce cpxpaHsBa npH TeMnepatypa noz 25 C. Jla He ce 3aMpassea.

6.5 Bua n cheraB HA ONIAKOBKATA

[IpenBapuTenHO HAMBJIHEHH CMPHHLIOBKHM, BCAKA OT KOMTO ¢babpxka 60 mg (0.6 ml) eHokcanapus
HAaTpUH, B KyTHs No 2 ¥ 10 cipyHIIOBKH.

6.6 Ilpenopbku npu ynorpeda
Bx. Ha4YUH Ha MPHIIOKEHHE.
7 IlpuTexaTes Ha pas’pelleHHETO 32 YROTpeDa

Canodpu -Apenruc bruarapua EOQOJ
1303 Cogpun, 6ya. An. Crambonniickn 103- Boarapus

8 Perucrpannosen Homep

Ne 20020197

9 laTa HA TLPBOTO pa3pelierHne 3a YNOoTpeOa/nogHOBABAHE HA PA3pellleHHETO

12 03 2002

10 [laTa na akTryanu3anus Ha Tekcera — okromsepu 2008




