KpaTka XapakTepucThka Ha npoaykia

WAHUGTEPCTBO HA 3[PABEOMASEL. T0

1. HaumeHoBahue HA NEKaPCTEEHVA NPOOYKT

Mipiaoxexie Koy
Clexane (KnekcaH) pespemaiing sa yrorpeba M-1 A 33| 12.9%. 0
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2. KaweCTBEH 1 KONMHecTBEH CLCTaB M¥/ ¢Q_ .01 .0l
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NekapcTeeHo BelecTso: Enoxaparin sodium (exoxcanapit Hatpuit} 60 mg /
3. J'Iexapc'rBeHa-cpopma

CTepureH anuporeHeH pasTsop 3a MHXeKUun.

4. KnuHKUu4HW AaHEn

4.1 TeparneBTW4YHYW AOKasahus

e [leueHune Ha Qbhboka BeHo3Ha Tpombosa ¢ unv bes Genogpobya emGonus.

® JleyeHme Ha HecTabunHa aHrMHa neKTopuc W MUOKapAeH wnapkr Ges Q-3ubey, B

gomGuHaUMA ¢ achnpuH.
4.2 [o3vpoBKa W Ha4yuH Ha yrnoTpeta

® JleyeHue Ha gLriBoka BeHO3Ha TpomBo3a ¢ unu Ges 6enogpobeH emMOONU3LM

EHoKCanapuH HaTpuii MOXe Aa ce npunara NoAKmKHO WNn Kato eAHOKpaTHa UHXexuma oT 1,6
mgikg, wnM KaTo WUHKEKWM ABa by gHesno no 1 mg/kg. Tlpw naumeHtu ¢ YCNOXHEHN
TpomBoemMBOonMRN HapyLUIEHVs, ce NpenopLyea Aosa OT 1 mafkg, npunoxera gsa meTy AHEBHO.

fleyeHueTo C eHOKcanapiH HaTpuid oGWKHOBEHO Ce Mpeanucea 3a CpeAeH nepuag ot 10 gHu.
KoraTo e noAxoAaLo, TpaGBa Aa ce 3anouHe nepopantia aHTukoarynantha Tepanus, U NEYEHUETo
¢ eHOKCaMapvH HaTpui TpAGBa Aa ce NPOALIKM 40 NOCTUFAHE Ha TepanesTHYEH aHTKoarynaxTeH
edherr (MexgyHapogHo HopManusauuoHHO chOTHoeHne 2 fo 3).

® JleueHue Ha HecTaBUAIHA aHIMHa HEKTOPVC M MMOKapAeH MH(apkT 6e3 Q-anbel)

MpenopbuBaHaTa [03a eHOKCANapuH HaTpuia & 1 mg/kg Ha BceKn 12 yaca NoAKMKHO, NPUNOKEHN

3aeHO ¢ nepopaneH acnupud (100 Ao 325 mg BEAHBX [HEBHO).




JleYeHNETO ¢ eHOKCanNapiH HaTpui Npy Teau nauweHT™ Tpsidea Aa Gbae NpeanycaHo 3a Nepuon ot
MUHUMYM 2 AHK 1 A3 Ce MPOAEINKA A0 KINHUYHO crabunmanpane. O6u4aiiHaTa NPOABLIMUTENHOCT

Ha neYyeHneTo e 2 Ao 8 AHN.

Mpunoxesve B neguaTPMATA

Ge3onacHoCTTa M eheKTUBHOCTTa Ha EHOKCaNapiH HATPUTA NpK Aeula He ca yCTaHOoBEeHN.

Jiuua B HanpegHana BL3pacT

Mpu AMUE B HanpeAHana Bb3PAcT He CE Hanara Kopekuwa Ha f0sata, ocBeH B cnyyai Ha
yepeneHa 6ubpeuna cynkuma (Bx. “TpeanasHy mepkn”; Kpseovanuen mpy nvuua e HanpepHana
gb3pact, “dapmakoimHeTVKa” JlMa B HanpejHana Bb3pact U “Noavposka WM HaulwH Ha
npunoxeHne”: BOpeuHo yepexaHe).

B1Opeuno yBpexgaHe
(. “DapmakokuHeTMKa”: BrbpeuHo yepexaaHe).
¢ Texko 6L6peyHo yBpexgaHe

Mpy NaLMEeHTN C TeXKo yBpexaaHe Ha GebpeyHara hyHKRUMS (KpEaTUHUHOB KNMPBHE <30 mifmin),
e HeoBXOAMMA KOpeKUMs Ha [O3aTa criopep cneasaiuvTe Tabnuun, Thit KETO EKCMO3ULMATA Ha

eHOoKCanapuH HanMﬁ 3HaUYUTERHO ce YBENUYaBa NPy Takuea nauneHT,

3a TepaneBTUYHO Jo3NpaHe ¢e npenopsLYBaT cnegHuTe JO30EU KOpeKyni.

CrangapTHO A03MpaHe Texko 6 pOpeuHo yBpexaaHe
1 mg/kg ABa MbTU SHEBHO 1 mg/kg BEAHBX SHEBHO
1,5 mo/kg BegHEX AHEEBHO 1 mg/kg BegHBMK GHEBHO

3a poaupane ¢ Les RPodMnaKTUKa ce NpenopBYRAT ClieAHKTe A030BN KOpEeKUmI:

CTaHpgapTHO So3upane Texxo 0LOpeyHo yBpexSate
40 mg BegHEXK OHEBHO 20 mg segHLXK AHEBHO
20 mg BeAHBX JHEBHO 20 mg BeAHBX AHEBHO

ﬁpenopquaHnTe KOpeKLM Ha [03aTa He ce OTHACAT 32 NOKa3aHMATA CBLP3alK C Xemoauannaa.

® YwmepeHo u nieko 6L0peyHo yEpexaase

Brnpeky ye Npi RaUMeHTN ¢ yMepeHo (KpeaTMHUHOB KIUPBHC 30-50 mllmm) m Teko (I{peaTMHVIHOB




YepHogpoGHO YBpekaaHe
flopagu FMNCa Ha KIMHWYHW U3CTIEABaHWs, € HeoDXOAWMO BHUMEHWE TpU nauMeHTuTe G
uyepHoapobHO yBpexaaHe,

HaykH Ha npunoxeHne

TpeApapuTenHo HanbiiHeHaTa ChpWHLOBKa 33  eAHOKpAaTHA ynotpeGa e rotoea 3a

HEMOCPEHACTBEHO NPUAOHEHNE.

3a npenopbUBaHe € WHXeKTUPaHeTo Aa C& U3BLPLUM AOKaTO MaLWEHTBT JIEKA. EnokcanapuH
HaTpuii ce BhBEXAa Ypes AbiGoKo NOAKOKHO UHKEKTVPaHE. BbanylHoTO Mexypue He Tprbea aa
Ce M3roHBa OT CRPVHLIOBKATA NPEAM MHXEKTUPaHe, 3a Aa He Ce 3arybu 4acT OT NeKapCTRoTo Npi
ynoTpeta Ha roToBUTE CrPUHLIOBKY. VIHXEKTMPaHETO Tpabea Aa ce M3BLPLIBE NOCMNER0BATENHO B

nABaTa WU gscHara npefHo-narepanta unn 3a[HO-NatepanHa KopeMHa CTeHa.

Lsnata uma TpsGsa fa Gbfle BhbBESAEHA BEPTMKANHO B KOXHE rbHKA, KOATO €& ALPXM
BHUMATEnHO MEeXy naneua v nokasanela. Koxxara reHka He Tpsibba Aa ce nycka AokaTo He ce

MPUKRIOYK KHXEKUATA, Crien vHXeKTUpaHe, WHXEKUWMOHHOTO MACTO A& HE ce pasTpuea.

4.3 NMpoTHBONoKa3alna

CBPBXYYBCTBMTENHOCT CNPsMO  EHOKCAnapuH  HaTpui, XenapuH Wi nPOUSBOAHUTE MY,

BRAOYWTENHO PYIA HACKOMONEKYTHU Xenapiiu,

FOMSMO aKTUBHO KbPBEHE W ChCTOSIHWSE CBBP3aHW C BMCOK PUCK OT HECBaAAEM KpbBOWINMB,

BISTIOUMTESHO CKOPOLLEH XEMOParMieH NHCYT.
4.4 CrieumanHu HPOTVECROKa3aHWUs U NpeaynpexaeHns npy ynotpeGa

NPEAYNPEXOEHWA

® 0Odmm

HucKoMOMEKYTHY XENapuHy He TPsBaa fa ce WSNOH3BAT Ha NPUHLIMNG Ha B3aMMOIaMEHAEMOCTTE,
Thik K&TO CE PASMANEBAT N[O TEXHONOIMA HA MPOU3BOACTES, MONEKYNHO Terio, cneuudnuHa auTn-
Xa aKkTVBHOCT, eAWHULKM ¥ Joswposka. ToBa BOAW [0 Pa3MKM BBB hapmakokiHeTkaTa 1
CLOTBETHUTE GUONOMMMHN aKTUBHOGTW (Hanp. aHTuTpoMGMHOBa aKTWBHOCT W BIAWMOABWCTEWA C
TpomGounTtuTe). ETO 3awo e HeoGXoAumo, cneuuanto BHiuManue n ctufpa3fABaHe C yKasaHuaTa

3a ynotpeba, KouTo ca cnelyuyHy 3a Boekw OTAENEH NEKapCTBEH MPOAYKT.
& CnupanHalennpypanHa aHecTe3uns

Kakto v npu ApYrM aHTvKoaryfnauTh, Hanuie ca cbobilenvs 3a criydau Ha HEeBPOoaKCuarnhn
XEeMaToM1 MpY EAHOBPEMEHHOTO TIUNaraHe Ha EHOKCarapuH HaTpui u cnvHanHalenuaypanHa
aHecTesus), KOWUTO BOAAT A0 AbLNOCPONHA WiM TpaiHa napanwaa. Tesu asneHws ca penki mpu
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MOCTOSHEH enuAyparieH KaTeTbp, Kakto W Npy eAHOBPEMEHHO TpuaaraHe Ha AOMBIIHNTENHW
neKkapcTBa NOBMMABALM XEMOCTasaTa, KaTo Hanpumep HEeCtepoMiHu NpOTUBOBLANANUTENHU
cpencTea (sx. "BaanMogeicTansa ¢ Apyru NekapeTea u apyrv chopms Ha B3anmogelicrave”), Cailo
TaKka, pUCKLT @ C TEHAEHLA 33 NoBMLIABaHE MPY TPABMATUYHE MY MHOFOKpaTHA HEBpoakcnanHa

nyHKUSE.

33 HamanseaHe Ha NOTEHUMANHWS pPUCK OT KbpBEHE CBBbP3aHO ¢ eAHOBPEMEHHOTO npunarale Ha
cHOKCAnapvH HaTPUii ¥ eNnEYPanHa unu couHanHa aHecTeaus/ananresus, Tpabea ga ce uma
npensus hapMaKoKMHETWHHIS NPOgMIT Ha NIEKapPCTBOTO (B, pasgen "®apmMaxokuHeTnka’). Haii-
pobpe € NOCTABSHETO W OTCTPaHABAHETO Ha KaTeTepa Aa ce  U3BbpWBa KOraTo

aHTUKoarynauTHUAT ECPEKT Hal eHoKcanapwH € HACHK.

focTaBaHeTo WAW OTCTpaHsBaHeTo Ha kateTep Tpabsa pa ce 3abasu 10-12 vaca cneg
WHKEKTUPEHETO Ha JO3UTE EHOKcanapwH Harpuii 38 npohunakinka Ha OLNGCKM  BEHO3HW
TpomBoan, a Npu naumeHTUTE Nony4asal Ne-BUCOKK 403V SHOKCanapiH Hatpuit (1 mgf/kg Asa
nbT AHeBsHo wm 1,5 mgikg BeAHbX AHEBHO), & HeobXoAUMO Aa Ce uavaka no-Abhro (24 vaca).
MocregsaluMTe A03K eHokcanapuH Hatpuit TpaGBa Aa ce HanpasAT He no-paHo o 2 yaca cnea
OTCTpaHABaHE Ha KaTeTepa.

AKO NeKkapsT pewy Ga NPUAokKY aHTUKDAryraHTHO fedeHne B XoAa Ha envngypanHalcnuHanya
aHecTeans, & HEOBXOAMMO USKIIYKTENHO BHAMAHWE N YECTO KOHTpORWpaHe, 3a Aa GBL4aT OTKPUTY
MPUZHALM Y CUMITOMA HE HEBPOMOrUYHO HapyilleHue, KaTo Hanpumep Gornka no cpegwHHara
nMHUA Ha rep6a, CEH3OPHW M MOTOPHM AedhimUmMT (vatpbnBake wnw cnabocT 8 ACNHWTE
KpalHULM), OUCYHKLMA Ha Yepsata WMnM MUKOYHWS MEeXyp. Mauventure TpACea pa GugaT
WHCTpYKTMpEHN HesabaBHO [fa@ YBEOOMABAT fiekapa 8 cryqali 4e YoeTAT Hakol oT
rOpecHoMEHaTUTE MPUSHALM WUNl CMATOMKA. AkO Ce MOAO3WPaT NpuaHaum wii cUMATOMI 33
CriMHaNeH XematoM, € HeoBxo4uMmo B CAElleH MopAgbK Aa Ce M3BbpMW puardHoctulvpade wn

fievyeHne, B TOBa YWCNO JeKoMnpecus Ha ['p'bﬁHa‘-lHMH MO3BK.

¢ [ipeausBKUKaHa OT Xenapkk TpoMBouuTOnEHUA

EnokcanapwH HaTpuii TpsGBa fAa ce Mpunara W3KMouMTErHo Npeanasnneo npu nauvenTd ©

anaMHesa 3a NPean3BYKaKa OT XenapiH TpoMBouuToneHus ¢ vrm Bes Tpombosa.

PUCKST OT NPEAMSBMKANE OT XenapiH TPOMBOLIMTONEHMS MOXE i3 NePCUCTUPa B NPOABLINKEHWE Ha
HAKORKO FOAUHN. AKO GE NOF03MPa, Ue € HamuLe NPEXMBAH eNU30/ Ha Npegu3BukaHa oT Xenaput
TPOMBOLMTONEHIS, AFPEraUMOHHMTE in Vitro TecToBE UMAT OrpaHityeHa CTOAHOCT 3a NPeACKasaane
Ha nonoBHO sBricHue. PelieHneTo 3a WsnonsBaHe Ha EHOKCaNapuH HaTpuit B Takuea crywau

TpsiGBa Aa e B3EMA CEMO CrE/] KOHCYNTaLMs ChC CRELManieT B Tasn obnacT.

¢ [lepxkyTaHHa KOPOHapHa peBacKynapusauun

3a HamanABaHe Ha pucKa OT KbpBeHe chef CbA0BU MaHunynauui no BpeMe Ha fneYveHneTo Ha
HecTabunHa aHrMHa NMeKTOpWC, KaTeThbpPeT 38 CbACB [ocTell TpAbBA A2 OCTaHe Ha MACTO B

npogbrkeHve Ha 6 Ao 8 vaca crief NocTasaHe Ha o3ata €HOKCanapyk HaTpuitCnensawara
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fio3aa TpsBea Aa ce HanpaBW He no-paHo oT 6 [o 8 uyaca Criefl OTCTpaHABaHe Ha Karetepa.
MsicroTo Ha manunynaumaTa Tpstea ga Obae HabmogasaHo 32 Npy3Haln Ha KbpBEHE WAK

oBOpa3yBaHe Ha xemaTomu.

® CbLpOeuHW KNANHU ANROTE3N

He ca NpoBeXaaHy afeksaTHit uscneBaHus 33 oLeHKa Ha Ge30nachocTTa U egeKTMBHOCTTE NpU
npunaraHe Ha eHoxcanapuH HaTpwid ¢ Uen npegoTsparnaBaHe Ha TpomboemBonuasM npu
MauMeHTM chC ChLPAEYHM Kranuu npoTesw. He moxe Aa ce npenopvya npUnaraHeTo Ha

eHOKCanapyH HaTpuit 3a Tasy uen (BXx. paspenuTe “BpemeHHocT” 1 “KepmeHe”).

¢ JiaGopartopHu v3crenBaHnA

Mpy [o3u, KOWTO Ce MIMONSBAT 3a NPOGUNAKTUKE Ha BEHO3HUA TpomBoeMGonus LM, eHOKCanapyH
HATPUIT HE TIOBNUABA 3HAYMTENHO BPEMETO Ha KbPBEHE W OOLIMTE KPBLEHW KOArynauvoHHW
TecTOBE, HATO 3acAra arperaumata Ha TpoMmBoLMTATE WAW CBLPaBaHeTo Ha (mGpuHoreHa ¢
TpomBouuTuTe.

Mpu TO-BACOKW 03N €& BhIMOXKHO YBENM4apaHe Ha aPTT (akTveMpaHo nMapluanHo
TpomGonnacTuHoso Bpeme) U ACT (aKkrvBupaHo BpeMe Ha CbCupBaHe). YeenuuerusaTa Ha aPTTu
ACT He ca muHeliHO CBLP3aHM C YBeruuaBaHeTo Ha aHTuTpoMbGoTuvHaTa akTUBHOCT Ha
EHOKCaNapuH HaTpuit, W CnejoBaTenio ca HEeMoAXOoAsl W HEeHaASMASH nokasaten 3a
NMpocneAABaHeE aKTUBHOCTTA HaA SHOKCaNapyH HaTpuii.

TIPEANA3HU MEPKY

® [la He ce npunara VHTPaMyCKynHo.

® [{axro BcAka ppyra aHTHKoarynaHTHa TepanusA, Taka WM TepanusTa ¢ eHOKcanapwh

HaTpwiA, TpsBEa Aia Ce npunara BHMMaTeiHO NPK CbCTORHWS CBbP3aHn ¢ NoBULIeHa CKIOHHOCT
KbM KbpBEHE, KaTo HanpuMmep:

- CMyTeHa XeMocTasa,

- AaHHK 3a NenTUYHA A3Ba,

- CKOPOLUEH CXEMWYEH VHCYITT,

- HEOBNaAsaHa TEXKA apTepuanta XUnepToHus,

- AvabeTHa peTuHonaTug,

- CKOPOILHA HEBPOXVPYPIUYHE VAW oPTanMoNorMyHa onepals.

(Bx. paspen “BaanmoaeicTemns’)

¢ Hpneou3NUBY NPU NMLA B hanpepHana Bb3pacTt

B pamkuTe Ha NpodUNaKTUHUA [030B [UaNasoH, He ce Habriofaka MOBUILEHA CKAOHHOCT KbM
KbPBEHE MM L2 B HanpeaHana sb3pact. fiuuata B Hanpearana Bx3pact (0co6eHo nauneHTuTe
Ha BbapacT 80 W NOBEYS TOAMHW), MOTaT A3 Ca W2MOKEHW Ha MO-BUCOK PUCK OT YCMOXHEHUR

CBBLP3aHN G KBPBEHE MPY J03U B PaAMKWTE Ha TepaneBTUMHATE A03W. l'lp,gnqp‘%&f 5
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KMHUMHO npocriepseade (ex. “[losvpoeka W HauuH Ha npunoxehue”. Jlnia B HanpepHana
Bb3pAcT, W “GapmakckuHeTka™ Jinlia B HanpepHana BL3pacT).

¢ [E16peuno yBpeXxpaHe

[fpn nauvent ¢ GbOpeuHo yBpexiaHe e Hanmuue yBenuueHa excrnosvuuus Ha eHokcanapi
HaTpuli, KOETO NOBMILEBR PUCKAa OT KbpPBEHe. Toii KATO EKCHO3NLUMSATa Ha EHOKCanapyt HaTpuii ce
yBenuyaea 3HauuTenHo Npw NauneHT! C TEXKO HLEpeUHo yBpexaae (KpeaTHIHOB KANPBHC <30
mifmin), ce Tpenope4Ba KOpEKUMs Ha [03aTa  KaKTo 33 TepanesTUdHMA, Taka u aa
npagunaxkTiIHUS pexun. Benpeku, Ye npu NEUMEHTH ¢ YMEPEHO (KPESTUHWHOB KAMPEHC 30-50
mifmin) 1 Aexko (KPEaTMHUHOB KITUPBHE 50-80 ml/min) yepexaaHe Ha GuOpeuHaTa hyHKUMS HE ce
Hanara KOpekuus Ha [03aTa, MPEnopbuUTENHO € BHUMATENHO KMUHWYHO MOHMTOPUpaHE (BiK.
“[oavpoBKa W HaunH Ha npunoxenne’. BuOpeyHo yBpexaaHe u “chapmakoruHeTuka”. BrbpeuHo

yBpemaaHe).
® HucKo TEJIECHO Tersio

Mpu xeHW € HUCKO TENECHO TErNo (< 45 kg) ¥ MbXe C HUCKO TEMeCHO TEerno (< 57 kg), e
HabMIoAABaH0 YBEMWYEHNE Ha EKCTIO3NLVMATE Ha eHOoKCanapnH HaTPUA NPV NPOUITAKTUYHN 03K
(6e3 KOpeKUMs CNPSIMO TErno), KOETO MoXe Aa AOBEAE 10 Mo-BUCOK PUCK oT KepeeHe. ETo aalo,
npu  Tean  naumenTy  ce  Mpenopbibad BHUMATENHO  KIWMHMYHO — NpOCREAsBaHE.
{(Bxc.“dapMakokMHeTUKa": TenecHo Terno).

® WNouuTopvpaHe Ha 6posi Ha TpoMBoumTuTe

PUCKLT 0T aHTUTRNO-MEAMMpana NPESUBMKaHa 0T XenapuH TPOMGOLMTONEHUS ChILECTBYBA ChLUO
i MPY HUCKOMOMEKYNHUTE XenapuHu. Axo ce RosBN TpoMBOLMTONEeHUs, ToBa OOUKHOBEHO ce
criyuBa mexay 5" v 21 pen cnej HavanoTo Ha IeueHneTo ¢ eHokcanapyi HaTpuih. ETo 3alo, ce
npenopbusa 6posiT Ha TpomGouwTuTe Aa ce u3cnensa npeay 3anodsaHe Ha TepamusaTa
eHOKCANAPUH HATPWIA, CIIEf, KOETO Ha PeJoBHN UHTEPRanK No BpEMe Ha TepanuaTa. Ha npaxTuka,
ako ce HabnonaBsa NOTELPASHO 3HAUMMO MoHWkKeHUe B Bpos Ha TpomBouuTute (30 Ao 50% ot
NbpBOHauanHus Gpoif), NeUeHUeTo C eHoKCanapuH HaTpuit TpabBa fa C€ MPEKpaTu He3aGaBHo U
nauveHTHT Aa Bbae NPexXBbpheH Ha Apyra Tepania.

4.5 MexapcTEEHN U APYIV B3aUMOREACTRIA

MpenopbuMTENHO €, @Ko HAMA CTPUKTHA [10Ka3aHUsA, NeKapCTBEHUTE MPOAYKTH foBnuAsalli

xamocTasara fa ObAaT cnpeHu npeaw 3anouBaHe Ha nedeHue ¢ eHoKcanapuH HaTpuh, Tesu

neKapcTBeHY NPOZYKTI BIITIOYBAT NEKApCTBa Kato:

—  CUCTEMHM CarMLMMATY, aLeTUICANVMLMNOBa KUCEMNHA W HECTEPOUAHN NPOTHBOBLANANUTENHN
CPEACTEa, BRAICYWTENHO KETOPONaK,

—  Pekctpan 40, TMXIOAWAWH Y KNONWAOIPET,

—  CucTemMHW MIKOKOPTUKOWAW,

—  TpoMGOMUTILM ¥ BHTUKOANYNaHTU.




~  Opyry aHTMTPOMGOLIMTHIA BFEHTH, BIITIOUNTERHO MIMKONPOTENH iib/llta aHTaroHWeTX.

AKO MMa ToKkasanus 3a KomGuHWMpaHe, eHokcanapuH Hatpuwii TpRGBa Aa ce npunara nog
BHUMATENHO KITMHVYHO W nabopaTopHoe HabmoaeHue.

4.6 Ynotpe6a npu 6peMeHHOCT U KbpMmeHe

EPEMEHHOCT

WacnegeanvsaTa BBPXY XMUBOTHW He fAanoxa faHHu 3a CbBTOTOKCW-IHOCT MY TEPATOreHHOCT.

TIpu GpemMeHHU MTbXoBE, MPEMUHABaHETO Ha 385 eHoKcaNapuH HATPUIA Npe3 MailumHaTa AnaueHTa

KbM NN0AA € MUHUMaNHO.

Mpy xopa HAMa [OKE3aTenNGcTRA eHOKCaNapyH HaTpui ia NpeMuHaBa niaueHTapHaTa Hapuepa no
Bpeme Ha BTOpUA TpUMecTbp OT GpemenHocTTa. HsMa uHopmauus sa Mepevs W TpeTMa

TOUMECTDBP.

Toii KaTO He ca NMPOoBEXHaHN afekBaTHN 1 fobpe KoHTponupaHu USCneaBaHna Bepxy SpemeHHu
WeHU U [OHEeMEe W3CNEeABaHUATA BbpXy X¥MBOTHM HE BUHarKM ca MokasaTenHW 3a 4oBeulkaTa
peakuws, NexapcTBOTe TpsGBa Aa ce w3non3Ba N0 BpeMe Ha GpemMeHHOCT SAVHCTBEHO aKo
NEeKapsT OTYATa KaTeropnyHa Hykaa.

Mo BpemMe Ha KAMHUYHW W3CHeABaHus BLPXY OPeMeHHV XeHU CbC ChpARYHI KnamHW npoTesn
nonydyasaliu eHokcanapuH Hatpuii (1 mg/kg nBa nemM OHEBHO) 3a MpefoTBparABaHe Ha
TpomBoemBonuabM, Ase xeHu obpasysaxa TpomGy goeenn Ao GRoKupaHe Ha KNanara u CMLPT.
Mopagy nunca Ha AOMBIHATERHE uWHGOpMauws OTHOCHO [O3WUPaHETo, ehekTuHoOCTTa W
BesonacHocTTa NPy Tesk 0BCTOATENCTEa, GHOKCanapuH HaTpuil He C& NPenopeyBa 3a ynotpeba
npy BpEMEHHN KeHW CbC CbPAEYHN Knanki npoTesn,

Kato npesnasHa mapka ynoTpeaTa no Bpeme Ha GpeMeHHOCT He ce npenopsysa.

KbPMEHE

Mpy KbpMelM [NBX0BE, KOHUEHTPaUusTa Ha ¥S5-eHokcanapuk Hatpuii unn BenssaHute My

meTaGonnTy B MAAKOTO & MHOTO HAGKA.

He e nsBecTHD AaMM B YOBSLWKaTa KbpPMa CE EKCKPETMPa HeMPOMEHEH SHOKCanaphH HaTpuit. Hama
BEPOSITHOCT A8 € BbaMOXHa nepopanHa abcopbums Ha eHokcanapuH HaTpuil. Karo npeanasHa
mspka ofiave, KbpMavKuTE Mony4aeallin eHoxcanapuH HaTpwit Tpabea Aa ObAaT ChEETEaHW S3
$308reaT KEPMEHETO.

K‘bpMEHe’FO He e NpoTHUBONOKasaHo (HO BCE Nak NPUNOHEHNETO HA eHoKcanapuh NpY KbpMaqkil

TpsbBea aa crasa ¢ 0coGeHo BHUMEHME).




EHoKcanapyH He Brimse Bbpxy cnocoGHOCTTa 3a WwodunpaHe 1 patoTa ¢ MatkHy.

4.8 HexenaHn HEKapcTBEHY peaxkuun

® KptBOWanMBU

KakTo v npy APYrY aHTUKOaTYNaHTY, BE3MOKHO € A8 BbaHUKHE KbpBEHE B NPUCLCTEME HA PUCKOBK
thakyopu KaTo HanNpUMEp. OpraHuyHK NE3UN CKIOHHM KbM KbpBEHe, MHBA3VBHM RpoLSAYpu wu
yroTpeba Ha feKkapcTsa NoBNUABALIM XeMoCTasara (Bx. pasaen “Baanmoneiicrena”). Tpabea aa

6bae yeTaHoBeH Npousxoaa Ha KbpBEHETO 1 [a Ce 3anoyHe RAOOX04ALWO nevYerne.

Hanuue ca cboBileHUss 33 MACWMBHM KPBBOWSNMBM, BKIIOYATENHO PETPONEPUTOHEANHO U
WHTPaKpaHWaNHO KbpBEHe, HAKoM OT Tean criydau ¢a 3asbpiunim CbC CMBPT.

ChilecTeyBaT ChOBLIEHUA 33 HEBPOEKCWaSTHV XEMatoMu Nnpu eSHOBPEMEHHOTO npunarake Ha
EHOKCaNapvH HaTPWiA W CriMHanHa/enMaypanHa aHecTeans Unn CNMHanHa NyHKUums. Tesu sBnexna
ca AOBENM A0 pasnuuHa cTeneH HEBPONOTUMHM HapylWeHWs, BKAYATENHO OBIFOCPO4HA vim

TpaiiHa napanusa (BX. pasaen “Tpegynpexaenna’).

®  TpombouuToneHUs

flo Bpeme Ha MbpBUTE AHW OT FiedeHueTo ce Cbobliasa sa neka, npexoaHa, GescumMmTOMHA
TpomBauuToneHs., Crobiuasa ce 3a pefiky CRyuau Ha UMyHO-anepriyHa TpoMOoUUTONeRns ¢
TpomGosa. B HAkou OT cnyuante TpomboaaTa ce yCnoXHABA OT UHGEpKT Ha opraH Unu ucxemns
Ha KpaiiHuk (BX. pasgen ‘Tipefnasky mepku”: MoHuTopupate Ha 6pos Ha TpOMBOLMTHTE).

¢ JiokanHM peakliin

MOAKOKHOTO MHMEKTUPaHe Ha EeHOKCanapwH HaTpwit moxe Aa Gbae nocnefsaHo oT Gonka,
XEeMaTOM 14 JieKO FOKanHo Bhb3naneHwe. B pemkn conyyam, B MACTOTC Ha UHKeKTWpaHe ca
HABNIOAEBAHN TEBPAY BBINANUTENHN BL3NYM, KOWTO HE NPEeCTABNABET KMCTUMHO Kancynnpar
eHoXcarnapuH HaTpuii. Crief HAKOMKO AHW Te na4e3saT U He ca MOBOA 3a npekparaAsaxe Ha
TepanuaTa. Mpu npwnaraHe Ha XeriapuHU W HUCKOMONEKYNHW xenapukn ce chobwjasa 3a
WBKIMIOUMTENHO PESKN Criydal Ha KOXHA Hekpo3a B MsACTOTO Ha MHXekTupaHe. Tesu ABneHus
061KHOBEHO C& NPEeOLecTsaT OT Nyprypa N epUTEMAaTOSHN MNak1, KOUTO ca WHGURTPUpaHA 1
GonesHeHy. JieueHNETo ¢ eHoKcanapuH HaTpui Tpabea aa ce npexpaTi.

® Npyrw

Makap ¥ papKo, Bb3MOXHO € Aa Bb3HUKHAT KOKHU {ByrozHM epynLniA)} WM CUCTEMHIM SNERIMYHN
PeaKLMK BKIMIOYUTENHO aHagmMnakroupHu peakuym. B Hakow cnyval Moxe fAa Ce Hanomn

npexparTasaHe Ha rneveHneTo.

Hanuue ca ceoblueHus 3a GescymiTomMHin 1 oBpatMu noeunwterns B Opos Ha TpomGouuTuTe 1

HWBaTa Ha YepHOZPODHUTE eH3VMK,




ChllecTBYBa PUCK OT OCTEONOPO3a RPN MPOALIHKUTENHO [PUAIOKEHUE.

4.9 lNpegoavpate

& CyMOTOMM W TEMECT

CrnyualiHOTO [PeAo3upaHe ¢ eHOKCaNApWH HaTpuid MW MHTPABEHOSHO, EKCTPaKoPROpanHo win
NOAKOXHO npuAaraHe MoXe fAa AOBEAE A0 XEMoparuuHu ycroxHenus. Cneg nepopanto
NMPUAOKEHNE OPY Ha rofiemMm 03w, HaMa BEPOSiTHOCT eHoKcanapuH Aa 6bae abcopbupat.

®  AHTWOOTW W NeYeHne

AdTukoarynadtHute edektn mMorat 3a 6bAaT HeyTpamusupaHn B ronAama CTeneH  4pes
WHTPABEHO3HO VIHKEKTMpaHe Ha npoTamuH. [losara Ha NpoTamMuH 3aBlhick 0T MHKEeKTUpaHara o3a
SHOKCanapH Hatpuii, 1 mg npoTamMuH HeyTpanMaupa aHTukoarynaHTHus ediekr Ha 1 mg
eHoKcanapuH HaTpuit (Bx. uHdopMaunATa 3a NpeAnMcBaHe Ha NpoTaMUHOBU conn). flopi BUCOKK
[034 TpoTamMuH oBaue, He MOraT HaifkMHO Aa HeyTpanuaupaT aHTW-Xa aKTMBHOCTTa Ha
EHOKCaMapUH HaTpui.

5 dapmaxkonoryysn aHBEn

DapMaKonorMyeH Knac: AHTUTPOMBOTIHHN NIEKapCTBa. XeriapuHosa rpyna.

ATC kog: BO1 A BO5 {(AHTUTPOMBOTIUHY JTEKaPCTBE; XenapuHosa rpyna)

5.1 dapmakoguHaMMYHKU CBOKCYEA

®  dapmakopuHaMKKa

EHOKcanapuH HaTpuit @ HUCKOMOSEKYIIEH XenapuH CbG CPEeHO MONIEKYAIHO Terno npuGnusuTenHo
4500 pantona. B in vitro npeuucTeHa cucTEMa, €HOKCaNnapuH HaTpuil npoABsBa BUCOKE aHTu-Xa
akivBHOCT (mpwBmuauTenso 100 1U/mg) u Hucka antw-lla unm anTUTpoMBUHOBE aKTUBHOCT
(npuénusuTenyo 28 IUimg).

dapMakoAUHaAMUYHNTE NapaMeTpy uscregsaty cper 3apasy AODPOBONILIM ApW KOHLEHTPaLWK Ha
eHokcanapiiH B AuanasoHa 100 ~ 200 mg/ml Gsixa cpaeHMu.

® Knuunyna etheKTUBHOCT

B paMkuTe Ha MYNTULEHTPOBO MacnedsaHe, 3171 nauuenTn BKAKQYEHW B OCTpata thasza Ha
HecTabunHa aHMMHa NexKTopuc Ui muokapaeH vHbapkT Ge3 Q-3ubel Gsxa paHgomMusMpany 4a
nofyyaeat saegHo ¢ acnupuk (100 go 325 mg BefHBK AHEBHO), MM NOAKOXEH eHoKcanapiH
watpuit 1 mg/kg Ha Bcekw 12 uaca, vnu MHTPEBEHO3EH HecdpakunoHupad XenapuH B [o03a
onpeneneHa Ha 6aza aKTMBMPaHO NapUUanHo TPoMBONNacTMHOBO BpeMe (aPTT). MNMayweHture
Bsixa nekyBaHy B GONHULE B NMPOABLITKEHNE MUHUMYM Ha 2 AHU ¥ Makcumym 8 Anu, A0 KNUHUYHO
cTabunuanpare, NPOLEAypy NO PeBAcKynapuaalms nhu nanucsane ot GonHuuara. MauweHTuTe
Bsxa npocriefeHn B npoabmkeHwe Ha 30 guw. B cpasHedve G xenapun,,eaogcauapg:l HaTpyid

e .ﬁ? e
3HAUUTENHO HAManW YecToTaTa Ha MOBTOpHAa aHMMHA NEKTopUC, Mmoxa}pp,ef?r MHcpapv:NQ cM'pr c
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HaManeHWe Ha OTHOCUTENHMA puck ¢ 16,2% Ha 14-Tu geH, 3anaseHo B nMpofbibkeHue Ha 30-
AHesHust nepuop. OcseH TOBA, MO-Marko MalveHTW OT rpynara Ha eHokcanapwH Hatpuil Baxa
NOANONKEHM Ha pPEeBaCKynapv3auWs MocpefcTEOM hepKyTaHHa TpaHChyMeHHa KopoHapHa
avrvonnactka (PTCA) wnu kopoHapHa aprepuanda Gaitnac rpadt onepaums (GABG)
(HamansBaHe Ha oTHocuTENHUA puck ¢ 15,8% Ha 30-Tn geH).

5.2 DapMaKoKMHeTMYHU CBOACTBA

*  OOutN XapakTepUCTHUKY

bapMaKOKMHETUHHUTE NApaMeTpy Ha EHOKCANapuH HaTpuil Gsxa WscneABaHn MpejMMHO Mo
OTHOLIEHNE BPEMEBNA XO4 Ha NAa3MEeHaTa aHTu-Xa aKTMBHOCT U ChLIO 1 110 OTHOLIEHUE akTu-lla
aKTMBHOCTTA, B NPENOpPBYBAHMTE J030BWN AUANa3OHY cref eAHOKPATHO ¥ MHGTOKPETHO NOAKOKHO
fpwunarade K crep, eAHOKPaTHO UHTPaBEHO3HO Npunaraxe.

KonuuecteeHoTo onpegensHe Ha aHtu-Xa u antw-lla dapmakokuHeTuuuTe aktusHocTn Getle
MIBBPLUEHO MO BAaNUAMSMPaHW EMUWAONUTAYHM MeTogu Cbe  cheumdinuHn  cySerpatm n
EHOXGaNapUHOB CTAHAZPT KAanVBpUpaH CTIPAMO MEXIYHapOoOHMTE CTAHAANTW 38 HUCKOMOREKYFHN
xenapunn (NIBSC).

® BEuonanuMyHocT 1 abcopouva

AGConoTHaTa GMOHANMMHOCT Ha eHOKCanapyH HaTpuil cnes NOAKOXHO UHXEKTUPaHe, Bb3 OCHOBA
Ha aHTW-Xa axtmeHocTTa, e 6nuao 100%. MriekumoHeH obem U KOHUEHTpauWAa Ha [osata B
AvanasoHa 100 — 200 mg/ml He nosnuABa GAPMAKOKUHETUYHUTE N3PaMeETPU npw 3gpasu

ZobposonLu.

CpeaHaTa Makcumania nnasMeHa aHTu-Xa akinBHOCT ce Habmopaea 3 no 5 vyaca cneg noJKOMHO
WHKeKTMPaHe W aocTira npubnmavtenso 0,2, 0,4; 1.0 u 1,3 antu-Xa 1U/ml cneg eapHokpatHo
MOAKOXHO UHXEKTUPaHe CLOTBETHO Ha foau oT 20 mg, 40 mg, 1 mg/kgu 1,5 mg/kg.

B npenopbuBaH1TE HOS0BYM AVaNazoHW, (PapMaKOKMHETMKATa Ha EHOKCanapul Uarmnesxkaa nuHelta.
Bapuauuute B PaMKUTE Ha ©OMH NMaLMeHT W MeXpy pasnnunute nauvedtd ca mamwm. Cnej
MHOTOKPETHO MOJIKONHO MHXEKTUpaHe Ha 40 mg seaHbX axesHO 1 1,5 ma/kg BeAHBLX AHEBHO HA
sapaeu noBposonum, steady-state ce poctura Ha BTOPWUSA AEH, CbC CPEAHO CHOTHOLIEHVE HA
excnoavums ¢ oxono 15% no-BMCOKO OTKOMKOTO Cries egHokpaTHa poza. Steady-state nveata Ha
aKTUBHOCT Ha eHoKcanapwH ca fobpe npepckasyeMu no (hapMaKkokMHETUKaTa Ha efHOoKpaTtHa
fo3a. Criesy MHOTOKPETHO NOAKOMHO npurioxelmne Ha 1 mg/kg ABa nbTM AHEBHO, steady-state ce
LOCTUra OT TPETU A0 YETBLPTY AEH ChC CPEAHA EKCNIoSULMA ¢ OKONO 65% no-8MUCOKa OTKONKOTO
cres epHoKpaTHa 033 W cpeaHW NMUKOBKM W MUHUM3NHW HWBa ChOTBETHO OT OKOMO 1,2 n 0,52
IU/ml. Bb3 ocHoba Ha hapMakokuHeTUKaTa Ha eHoKcanapuh HaTpui, pasnukute B steady-state ce

Q4EKBAT 1 B paMKUTE Ha TepanesTUHHUA SVarna3oH.

MnasmeHaTa anTu-lla aKTMBHOCT cnep NMOAKOXKHO MHMEKTWpaHe e npubIU3IUTENHO NeCeToRPaTHO
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npubnuanTenHo 3 Ac 4 Yaca cnej NOAKOKHO MHKeKTMpaHe n goctura 0,13 IU/mi v 0,19 IU/ml cneg
MHOTOKPaTHO NpUnaraHe ¢LOTBETHO Ha 1 mg/kg gba v AHeBHO 1 1,5 mg/kg BEAHBX AHEBHO.

® Pasnpepenenve

O6eMbT Ha pasfipegelieHie Ha aHT-Xa aKTUBHOGTTA Ha eHoKcariapuh HaTpull @ okosio 5 nuTpa 1
e Bnusek [0 KpbBHUs oBem.,

® EnvmueEnpade U METabonusesm

Exokcanapit HaTpuil @ NexkapcTBO C HUCHK KIUPBHC GbC CPeaeH aHTW-Xa nnaameH krnupbHe 0,74
Lih cneg 1,5 magfkg 6 yacoea METpaBeHo3Ha nHQYans.

EnumuHupareTo ce ABABa MoHOMa3HO € NOYKUBOT OKOMO 4 Yaca cnes eAnHrYHa NOAKCHHES Ro3a

[0 7 yaca chep NosTapswn ce Ao3n,

EHOKcanapyH HaTpuii ce meTaGorvanpa npeduMHO B YepHus Apo6 ypes pecyndionvpade winnu
JienormMmepiaaLmns G0 MeTabonuTi ¢ No-HUCKO MOMEKYNHO TEFFIO M CUNHO HamarneH GuonorHeH
notenywan, GeBpeuHnsT KNuMpBHC Ha akTweHWTe QparmMeHT npepactasnsea okoro 10% ot
BbBEAeHaTa [103a, a obliaTa 6LOpEYHa ekckpeLMa Ha akTUBHUTE W He akTuehy dparmentn e 40%

OT [o3aTa.

& XapakTepUCTHKU NpK ocobeHn nonynauun
Jivua B HanpepgHana BL3pacT

Basupaitct ce Ha peaynratute OT (RapMaKOKUHETWYHUS aHanva Ha HACeNeHWETO, KWHETHYHWA
npodun Ha eHOKCanapWH HaTpPWIA NP1 Nla B HanpeaHana BL3PacT, He ce pasfuyasa o7 To3n Npu
no-Mnapw, xorato Gulpeunara dyHKUMA e HopManHa. Benpekw ToBa, Nopann HaMmasnsBaHe Ha
GuOpevHaTa (pyHKUMA ¢ BL3PAcTTa, NAUMeHTWTe B HanpepHaria Bb3pacT MOraT [a nokasear
HAMAMEHO eNUMUHMPAHE Ha eHoKCcanapud Hatpwil (Bx. “MpeanasHn mepkn”: “Kpbeouanuen npw
AMUa B HanpegHana sbapact’, “[loaposka M HauMH Ha npunoxeHue” ‘fluua B HanpegHana
BL3pacT” u ‘dapmaroxmHeTua”. “BrlpeyHo yepexaaHe”).

BwOpeuHo yBpexgaHe

HaBriogaeana € nWHelHa 3aBVCMMOCT MEXAY aHTh-Xa nnasMeHus KNMPBHG M kKpeaTWHUHOBUA
KIMPLHC B PABHOBECHO ChLCTOSHME, KOSTO 03HAUABA, Ye KIMPBHCA Ha eHOKCamapuH HaTpuil e
HamarieH npy HamaneHa GuBpeuHa yHKuvA. EXcriosuumsaTa Ha anTi-Xa, uapasena upes AUC B
PaBHOBECHG CBCTOSHME € HECUTYPHO YBENWYEHA APY NEKO (KpeaTUHWHOB KITUPBHG 50:-80 mlfmin) n

o

CpeaHo TEXKO (KPEeaTUHUHOB KMpbHC 30-50 mi/min) 6LOpeyHo YBPEMEHE’&:FIOPTGPHM&?\CE

ORI AN N

H,
roAkMkHK poa oT 40 mg BeAHBLX AHesHo. Fipym nauwedTn ¢ 'rem(o ﬁbﬁpeqﬂo yapemfaue
o - 0T v
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(kpeatuHvHOB KrMpBHG < 30 mifmin), AUC B pasHOBECHO ChCTOAHWE € NOAYEPTaHO yBenuyeHa
cpenHo ¢ 65% cren NOpTapsiyv ce NopKoxkHY Aosn oT 40 mg BeAHBLNK AHEBHO. (Bx. “[NpeanasHu
Mepku”: “BLBpeuHo yepexgaHe”, “o3poBKa 1 HaunH Ha npunoxeHne”: "BxbpeyHo yBpesxaaHe").

TenecHo Terno

Cnep noprapsawm ce nogkoxuu aoau ot 1,5 mg/kg BeaHbX aHeBHo, cpennata AUC Ha aHTU-Xa
aKTWBHOCTT2 B PABHOBECHO CLCTOAHUE € HECWIYpHO YBEnuueHa npu 3ppasn AoSposonuy ¢
HapHopMeHo Terno (BMI 30-48 kg/m?), B CpaBHEHNE C KOHTPOSIM C HOPMANTHO TEfNo, Jokato Amax
He ce yBermyasa. Crnea MoSKOKHC Ao3vpaHe e Hanuue NO-HUCHK KIMPBHG, 3aBUCUM OT TeFnoTo
[Py Xopa ¢ HagHOPMEHO Terno.

Mpn npuriaraHe Ha gosa Ges KopekUMs CAPAMO TErNOTC € YCTAHOBEHO, Y& Cnen eauHudHa
nogxoxHa fosa ot 40 mg, aHTH-Xa excnoanumsaTa e 50% no-BUCOKa NPW XKEeHW C HUCKO TEHEeCHo
Terno (< 45 kg) U 27% npy MBXe ¢ HUCKO TenecHo Terne (< 57 Kg), B cpaBHEHWNE ¢ KOHTpONM ¢

HopmanHo Terno (Bx. “TlpeanasHu mepiu”: “HUCKO TenecHo Terno”).
Xemopuanusa

B eAVHWYHO NPOYYBaHE CTORHOCTUTE Ha erMMUHMpPaHE ce seasaT noaobhu, Ho AUC e AsykpaTtHo
MO-BACOKA OTKOMKOTO NPY KOHTPONWTE CHISA eAVHWYHA MHTpaseHoana fosa ot 0,25 wnm 0,50

ma/kg.

5.3 fpegknuHWU4HN BaHHK 3a Ge30NacTHOCT
6. @apmaueBTUUYHN ZaHHW

6.1 CnuckK Ha nOMOWHNTE BELlECTBA
Water for injections go 0,6 ml

6.2 Hec'bBMeCTHMMOCTH

He cmecBaite ¢ APYI NPOSYKTK.

6.3 CpoK Ha rogHoGT

24 meceua

6.4 CnelnanHy ycrioBUs Ha chxpanesue

[a ce chxpanasa npk Temneparypa o 25° C. [la He ce 3ampL3aBa.
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6.5 Bup 1 c:CTaB Ha ONakoBKaTa

MpeasapuTEnHO HAMBAHEHW CTIPUHLIOBKM, BCAKA OT KOUTO cbabpka 60 mg (0,6 mi) eHokcanaput
HaTpui, B kKyTus no 2 1 10 CIPUHLOBKA.

6.6 NpenopbK® nipn yaoTpeda

Bx. HaunH Ha NpUNoXeHue.

7 fipwiexarten Ha paspeleHueTo 3a ynoTpeta
Aventis Pharma S. A

20 Avenue Raymond Aron

92165 Antony Cedex, France

fIPOU3BOLAMTED:
Laboratoire Aveniis

46 Quai da la Rapee

75601 Paris Cedex 12, France

8 Homep B perucTbpa Ha ObIecTBeHUTe NPOSYKTH

9 Jara Ha NLPBEOTO paspeltieHne 3a ynotpeba/noanoeaBaHe Ha paspemenuefo
10 [arta Ha akTyanuialmsa Ha TeKkcTa

despyapy 2001




