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2. KauyecTBeH 1 KONUYECTBEH CBLCTAB 6,{7‘; / 7L .09 04 %foﬁ
' (

NexapcTseeHo seiectro: Enoxaparin sodium (eHakcanapii Hatpuit) 100 mg
3. lNekapcrBeHa chopma

CrepyneH anuporeHeH pasTsop 33 UHXeKUMN.

4, KnewdHU OaHHN

4.1 TepaneBTUuHM NOKA3aAHUR

® JleyeHue Ha gbnboka BeHosHa TpomBosa ¢ unm 6ea Genogpobha embonns.

® JleueHue Ha HectabunHa aHIMHA NeKTopuc M MuoKapneH wHibapkt Gea Q-subeu, B

KoMBWHaLWS C achinpurH.
4.2 [loaupoEKa U HaYMH Ha ynotpeba

® Jleyenue Ha AbNGoOKa BeHO3Ha TpomBoaa ¢ unu Ges GenoppobeH eMGoNN3LM

EHoxcanapvH HaTpWil MOXe Ba ce npunara MoAKOXHO WNW Kato efHOKpaTHa WHxekuua oT 1,5
mg/kg, WNW Kato MHXEKUMW ABa MbTW [JHEeBHO MO 1 mgl/kg. Mpu naumeHT ¢ YCHCKHEHW
TpomBoeMBonMUHM HapyLLieHys, ce Npenope4ea [03a oT 1 ma/kg, NpunoxeHa ABa NETU HEBHO.

JleveHMeTo © eHoKcarapuH HaTpuii obMKHOBEHO ce NPeanvcBa 3a cpefded nepuog ot 10 gHW.
KoraTo e noaxogsiuio, Tpsi6Ba fa ce 3anouke nepoparnta aHTukoarynantHa Tepanms, 1 neydenneTo
¢ eHoKcanapuH HaTpuil TpsGBa Aa ce NPOABIKY JO NOCTUIaHE Ha TepaneRTUYeH aHTUKoaryrnaHTeH
edexT (MexgyHapoaHo HOPMan3aLWoHHO CEOTHOLLIEHNE 2 no3).

® JSieueHue Ha HecTaGWUIHA AHTHHA NEKTOPUC ¥ MMOKapHeH MH(apxT Gea Q-3ubey

fpenopwuBaHara o3a eHokcanapuH HaTpuii & 1 mg/kg Ha Bcekn 12 Yyaca NOAKOXHG, NPUIOKEHI
aaeqiHO ¢ MepopaneH acavpuH (100 go 325 mg BeaHbX AHEBHO).




JleyeHueTo C eHOKCANapuH HatTpui Npy Teak nauweHT Tpsbea fa Obae NpeanucaHoe 3a nepuops ot
MUHUMYM 2 JHW W Ja ce NPOABITKA A0 KHUiHO crabunuanpare. Obuuaiiata npofgbmxvTenHocT

Ha neveHueTo & 2 10 8 gHn.

MpunoxeHue B NeAnaTpusTa

Be30nacHoCTTa 1 ePeKTNBHOCTTa Ha SHOKCANapyWH HATPWil NpY FeLa He €a ycTaHOBeHW.

Jluila B HanpegHana BL3pacT

Mpu nuua B HanpegHana BBb3IPACT HE Ce Hanara KOpekuMs Ha [03aTa, ocBeH B criyyall Ha
yBpeaeHa 6ubpeyna dyHkuua (B “TipeanasHy mepki”. KpeBOU3NMKUBYM NpY NUa B HanpeaHana
Bb3pacT, “dapmakowHeTwka” fMua B HanpeaHana Bb3pacT v “[oavpoBka W HaWMH Ha
npunoxexune”: BLOpeyHo yBpekaaHe).

B1OpeuHo yBpexgaHe
(e, “PapmakokuHeThKa": BrOpeYHo yBpexaaHe),

¢ Texko 6LOpeuyHo yBpexaaHe

Mpy NELUMEHTY C TEXKO YEpEXAaHe Ha Grbpednata dyHKUMS (KPeaTMHWHOB KIupbHG <30 mifmin),
e Heobxoavma Kopekuws Ha fo3ara cropes, cnegsawwre Tabnuuy, Tel Karo excnosuuusTa Ha

SHOoKCanapwuH HanHI'?I 3HauUTENHO ce yBenudasa nph TakMea nauveHTi.

3a TepanesTMYHO AO3MpaHe Ce NPenopbYBaT CrieAHUTE 030BY KOPEKLMN:

CraHgapTHO fo3upaHe Texxo 60peyHo yBpexaane

1 mg/kg ABa ALTY AHEBHO 1 mg/kg BEAHBX SHEBHO

1 mgfkg BEAHBLX AHEBHO

1,5 mo/kg BeOHLXK AHEBHO

2a goanpaHe ¢ Len npodWITIakTiKa G NPENoPBbYBAT CHieARUTE A030BM KOPEKLWN:

CrangapTHO gos3vpaHe

Texko 6b0peyHo yBPEXaaHe

40 mg BegHBX fHEBHO

20 mg BeQHLX GHEBHO

20 mg s8eSHBX AHEBHO

20 mg BegHBK GHEBHO

MpenopkyeaHMTe KOpeKUUn Ha A03aTa He Ce OTHACAT 3a NoXasaHuATa CBbpaany ¢ XeMognanvaa.

*  YmepeHo M nieko 66peyHo yEpexaane

BBApPEKM 4e Npu NaLueHT ¢ yMepeHo (kpeaTuHuHos knupbHe 30-50 mi/min) u nexo (kpeaTuHUHOS
wnpeHc 50-80 mi/min) yepeigane Ha Bubpeunara QyRrUMA He Ce Hanara Kopexuust Ha 1o3ara,
NPENOPBYATENHO € BHAMETEITHO KNMHUYHO MoHUTOpUpaHe.




UeprogpoOHO yBpeXaaHe

Mopamu nUNC2 HA KIWMHWYHM W3CTIeABaHMs, € HeoOXOAYMO BHUMaHWe npu naumeHTuTe ¢
yepHOAPOGHD yBpexaaHe. )

HauKH Ha npyunoxeHue

MpensapurenHo HanbrHEHaTa CHPUHLUOBKA 3a efHokpatHa ynotpeba e roTOBA 33
HEMOCPEeACTEEHO NPUIHONEHNE.

3a npenopbuBaHe e WHXEeKTUPAHeTO fa ce U3BbPLIM AOKaTo NaumeHTHLT fexun. EHokcanapu
HaTpUii Ce BEBEXAAa Ypes ABIOOKO NOFKOXHO MHXeKTIpaHe. BhaaylwHoTo Mexypye He Tpabea Aa
€& W3rOHEa OT CHPUHLIOBKATA Npean WHXEKTMPaHe, 3a fa He ce 3arybu 4acT oT NexapcrBoTo Npu
ynoTpeta Ha roToBMTE CAPUHLIOBKK, UHXeKTupaHeTo Tpabsa Aa ce W3BbplUBE MOCAES0BaTENHO B
nsiBaTa U AAcHaTa NpegHo-natepanHa urv sagHo-narepania KopemHba creHa.

Usnata wrna Tpsea Aa Objie BbBeAcHa BEPTUKANHO B KOMMA rbHKa, KOATO Ce AbPXM
BHUMAaTENHo Mexgy naneua u nokasaneua. KoxHara reHka He TpsGsa Ja ce nycka AoKaTo He ce
MPUKITIYKM UHXEKLUATE. Cres UHXEKTUPaHE, MHXEKLIMOHHOTO MACTO /ja He Ce pasTpuea.

4.3 lpoTuBoONoOKa3anna

CBPBXYYBCTBMTENHOCT CMPSIMO  EHOKGANAaPUH  HATPWiA, XenapuH wnu  NpoussojHuTe MYy,
BKFOYMTENHO SPYMY HACKOMOREKYAHN XEMapHiA,

FonsiMo aKTMBHO KbPBEHE W CLCTOAHMA CBBPIaHWU C BMUCOK PUCK OT HeoBnagaeMm KPpbBOU3INUB,

BKIMOMUTESTHO CKOPOLUEH XEeMOParnyeH MHCYITT.
4.4 CriepwariHn NpoTUBOTIOKA3aHusA W NpeaynpeXgeHns npu ynorpeda

NPEOYNRPEXOEHWA

e QObyu

HuckoMonekynHu xenapuHu He Tpabea Aa ce Uanos3saT Ha NpuHUWNG Ha B3auMo3amMeHAeMocTTa,
Thil KATO C& PasnuyaBaT NO TEXHONOMMA Ha NPOUIBOACTBEO, MOIEKYNHO TerNo, cieuuduyHa aHTh-
Xa aKTMBHOCT, eAMMEVLM W O03MpoBKa, ToBa BOAW [O pasnuky peB HapMakoKUHETUKETa 1
CLOTEETHUTE GUONOTMYHM aKTUBHOCTY (Hanp. aHTUTPOMGWUHOBa aKTUBHOCT M BIAMMOLEACTBUA C
TpomGoumtiTe). ETo 3awjo e HeobxoauMo, crneluanto BHAMaHUe i cboDpasnBaHe ¢ yKasaHusaTa
aa ynoTpeba, KauTo ¢a cneundinyHN 3a BCeKY OTASNEH NEKAPCTEEH NPOAYKT.

® CnusansalenupyparniHa aHecTeaus

Kakto U nps gpyryM aHTUKOarynaHTy, Hanuue ca cboblienusi 3a cryyan Ha HeBpoaKcuanhu
XEMaTtoMy NpY eAHOBPEMEHHOTO fpunaraHe Ha eHokcanapud HaTpuii u cnvHanHa/ennpypanta

aHecTeskls, KOUTO BOAAT AC m:.nrocpoqna wnu TpaiiHa napanuaa. Tesu sIBNeHVs ¢a Peaxn npu
T




NOCTOSHEH enmaypaneH KaTeTbp, KakTo W Npu eAHOBpPeMeHHO npunarade Ha [OMb/IHWTENHWU
riekapeTea NOBNUSBALLW XeMOCTa3aTa, Karo Hanpumep HEeCTEPOMAHU MPOTUBOBLINANNTENHK
cpeacTea (Bk. "BsaumoneficTeus ¢ ApyM NekapcTsa v Apyri (hopmy Ha BaanmogeiicTeme”). Chlio
Taka, PUGKLT € ¢ TeHAEHUMA 3a NOBWLIARAHE NpY TPEBMAaTUUHA KN MHOFOKPATHE HeBpoakcuania
NYHKUWSA,

3a HamansBeaHe Ha NOTEHLManHUA PUCK OT KbpBEeHE CBBP3aHo ¢ €4HOBPEMEHHOTO NpunaraHe Ha
EHOKCanapuH HaTpWil 1 enugypanHa WM ChiMHanHa aHecTesus/ananreawsi, TpA0Ba fa ce vMa
npensua gapmakokMHETMYHNA Npodin Ha NeKapcTBEoTo (BX. pasgen “dapmakokMHeTvka"). Hail-
poBpe & nocTaBsHETO W OTCTPaHABaHETO Ha -KaTeTbpa fa e  WU3IBBHpusa Koraro

SHTUKOArYNaHTHUAT echexT Ha eHOoKCanapuH € HACHK.

MoCTaBSHETO WM OTCTPaHsIBAHETO Ha KaTeTbp Tpabsa pa ce sabaen 10-12 ‘yaca cnen
WHXEKTUPaHETO Ha [03WTE EHOKCanapuH HaTpuid 3a npocdunakuka Ha AbnBokn BEHO3HM
TPoMGO3MA, @ NPV NauMeHTUTE MONyYaBaluy Mo-BUCOKW A03N eHokcanapud Hatpui (1 mg/kg psa
5TV gHesHo Ui 1,5 ma/kg BegHbXK AHEBHO), € HeoGxoaumo Az ce u34aka no-Abnro (24 vaca).
MocnensalumTe A03W eHOKGaNapuH HaTpui TpsaGea Aa ce HanpaBsT He Mo-PaHo OT 2 vaca cneq

OTCTPaHABAHE Ha KaTeTepa.

Ako NeKapsaT peluv ga FpPUMOoXKK aHTWKOAryNaHTHO NeveHne B X042 Ha envaypanHafcnuHarnta
ZHECTe3ns, & HeoBXOAUMO USKIHOYNTENHO BHYMaHKE U YeCTo KoHTponupaHe, 3a Aa Guaar oTkputy
NPU3HALM 1 CUMITTOMM HA HEBPONMOTMYHO Hapylenwe, KaTto Hanmpumep Gonka nio cpeauHHaTa
NMHWA Ha repBa, CEeH3opHW U MOTOpHM AeduUMTU (MaTpbheade Wi cnabocr B JornHuTe
KpaiiHuLw), AVcYHKUMA Ha depeaTta uvurm nvkounust mexyp. lMaumewture Tpabea ga Gwvaar
MHCTPYKTUPaHW HesabasHO [fa YBEAOMSBaT fekaps B CAyyait de YCeTsaT Hskol oT
ropecnoMeHaTuTe NpuU3HaLy WM cUMIToMK. AKC ¢e MOJO3WPaT mpusHaul W cuMToMU 3a
CnvHaneH xematom, € HeoDXOQUMO 8 cheilleH MOPAgBK Aa Ce WBBLPLUKM AVErHOCTULMpaHE W

NeyeHne, B ToBa YKUCNo JekoMnpecs Ha rosGHauURKMs MO3EK.

® [ipeansBuKaHa OT XenapWH TPoMGOUHTOREHNA

Exoxcanapuy HaTpuii TpRbea Az ce mpurnara WaKmouMTenHo npeanashiveo npu nauuesmm c
aHaMHesa 3a NpeAMaBMKaHa OT XenapuH TpomBoumToneHus ¢ uny 6es TpomGosa.

PUCKLT OT NPEAU3BUKAHA OT XENapUH TROMBOLIMTONEHNS MOXE Aa NepcucTUpa B NPOABLILKEHUE Ha
HSAKONKD TOAMHV. AKO C& NMOA03NPa, Ye & HANMUE NPEeXUBAH enn3od Ha NPeaW3BUKaHa OT XenapuH
TpOMBOUMTONEHMA, arperallMoHHITE in Vitro TECTOBE UMAT OrpanHuyeHa CTOMHOCT 3a npejckassaHe
Ha NofoBHo MENeHMe. PellleHUSTo 3a WAMon3BaHe Ha eHoKcanapuH HaTpuid B Takmea cnydau

Tpnﬁaa A4 ce B3eMa Camo Cnepd KOHCYNTaLUMA Cbe CRelnannueT B Tasn abnacTt.

* TlepKkytakHa KOpOHapHa peBacKynapulauns

3a HaManspade Ha pUcKa OT KbpBEeHe crief ChbAOBM MAHWNYNaLWW [o BpemMe Ha NevesneTo Ha
HecTabunHa aHrvHa MeKTopyc, KaTeTbpbT 33 ChA0B ACCTLN TPsiGBa A& OCTale Ha MACTO B
-t

npoAbMXeHne Ha 6 Ao 8§ uaca chnep, NocTaBsiHe Ha J03aTa eHOKCANAPWH.H
<



Lo3a Tpsibea fla ce HampaBW He Mo-paHo oT 6 Ao 8 Yaca cnej OTCTPaHABaHE Ha KaTeThpa.
MsacToto Ha maHunynauuaTra Tpsbea pa 6bae HabmofaBaHO 33 MPU3HaUW Ha KbpBEHE WK
0BpasyBaHe Ha XemaTomy.

¢ CrLpacuyHM KnanHu npoTezn

He ca nposexaaHi a0eKBaTHY M3CHEABaHUA 3a oLeHKa Ha BeaonacHocTTa 1 eheKTMBHOCTTa Npu
npuiaraHe Ha eHoKcanapwH HaTpuit ¢ Uen npefoTeparsaaHe Ha TpomboembormsmM npu
nauveHT ChC ChPASYHKA KNanHW npotean. He Moxe ga ce fperopbya NpUnNaraHerc Ha

eHOKCcanapuH HaTpuii 3a Taawn ten (BX. pasgenute “BpemerHocT” 1 "Kupmene”).

* JTaBopaTopHW M3CrieaBannsa

Mpyn foau, KOUTO CE U3NON3BAT 32 NPOhMNAKTUKE Ha BEHO3HUS TpomBoembBonuatm, eHokcanapuH
HaTpuil He NOBNWSABE 3HaYUTENHO BPEMETO Ha KbpBeHe 1 OOWWTe KPBBHU KOarynauvoHHW
TECTOBE, HWUTO 3acAra arperaumata Ha TpomGouuTUTE WM cBbp3BaHeTo Ha dwubpuHorena c
TpomBoumutuTe.

Mp nO-BMCOKM JO3M € BL3MOKHO YyBenuyasaHe Ha aPTT (akTMBMpaHO n[apuManHo
TpomGonnactuHoBo Bpeme) n ACT (aKTvBMpaHo Bpeme Ha CbCUpBaHe). YeenuueHusTa Ha aPTT un
ACT He ca NvHeHO CBBbP3aHW C YBEnuUasaHeTo Ha aHTUTPOMBOTWHHATE AKTWBHOCT Ha
EHOKCANApPWH HaTpWil, W CNeAoBaTenHO €& HenoaxoAsll W HeHagekneH nokasaten 3a
fipocReAsiBaHe aKTUBHOCTTE Ha eHOKCanapuH HaTpui,

AIPEANA3HW MEPKN

¢ 13 He ce npurara MHTPamMyckynHo.

® [akro BCAKa [ApYyra aWTUKoaryrnaHTHa Tepanus, Taka M TepanuaTa C© eHokcanapuH

HaTpuii,Tpsbea Aa ce Npunara BHUMATEFHO NPU ChCTOSHUS CBLP3aHN C NOBULIEHS CKMOHHOCT
KbM KbPBEHE, KaTo HanpuMep:

- CMYTEHa XeMocTasa,

- LaHHW 3a NenTUJHaE S13B3,

- CHOPOLIEH UCXEMUYEH MHCYNT,

- HeOBMagAHa TEeXKa apTepuania XMNepToHus,

- OuabetHa peruHonaTus,

- CKOPOLLHEA HEBPOXMPYPIMYHE UM odTanMonorvyHa onepaums.
(Bx. pa3gen “BsaumopeiicTans”)

¢  KpnBOWINMBW NPpU AMLA B HanpegHana Bh3pacTt

B pamiuTe Ha npocMnakTu¥HWS LO3CE SUanaioH, He ce Habmoaasa MoBMLIEHE CKNOHHOCT KbM

KbpBEHEe NpW NUUA B HanpepHana sbapacT. fivyata B HanpeaHana BbLapacTt (ocoﬁeHo nal.;_eﬂrme
o,

Ha Bbapact 80 W moBeve rofWMHK), MOTaT [a ca MaNoXeHW Ha Mo-BUCOK pvrc:e Pycnwkﬁe ust

.g\
GBLP3aHK C KbPEEHE NPKW 4031 B PaMKUTE Ha TepanesTUYHNTS 03N, Hpenﬁpp‘bqaaece BHMMETEJ'I}{?)




KIMHWYHO npocrieassade (B “[losupoBka M HaYWH Ha npunoxenne™ JiMua B HanpegHana

BL3PACT, U “OapMakokMHeTVKa": Jlutia B HanpeAHana Bb3pacT).

¢ BrOpeuHo yBpexAaHe

Mpu nauvent ¢ 6bOpeuHo yBpexgaHe e Hanule yBenuyeHa ecrosvuma Ha eHoKcanapuH
HETpUiA, KOETO NOBMILIABE PNCKA OT KbpBeHe. Thil KATO eKCNoaNUMATE Ha eHOKCanapue HaTpuis ce
YBENu4YaBa 3HauUTesNHO NpY NauueHTin ¢ TexKo GubpevHo yepexaaHe (KpeaTMHUHOB KIMPLHC <30
mlimin), ce NpenopbyBa KOPEKUMS Ha [O3aTa XakTo 3@ TepanesTudHns, Taka U 3a
npodunakTaHna pexviM. Benpery, ve npy nauueHTy ¢ ymepeHo (xpeaTuHuHOB KMupsHG 30-50
ml/min) 1 nexo (KpeaTuHUHOB KNMpBHG 50-80 mi/min) yepexnaHe Ha oubpevnara dyHkUMA He ce
Hanara KOpeKUWs Ha [O03aTa, TIPEnopbuvTenHo € BHUMATEHO KMUHWMHO MOHUTOpUpaHe {B%.
“[loapoBKa M HauuH Ha npunoxeHne”. BubpeuHo yspexaaHe un “hapmakokHeTka": brOpeqHo
yBpEXAaHe).

® Hwucko TolecHo Terno

Mpu XeHW c HUCKO TenecHo Terio (< 45 kg) M MbXe C HUCKO TErecHo Terno (< 57 kg), e
HaOnioAaBaHe YBEMMHEHME Ha eKCNosuLMATa Ha eHoKcanapit HaTpuit Npu RPOMNAKTUYHA L0
(6ea kopeKkuvsi CNPAMO TErNOo), KOETO MOXEe 4a AoBene A0 MO-BUCOK PUCK OT KbpBEHES. Eto 3awp,
.mpu  TeaM  fauuWeHTw  ce  MpenopwuBa  BHUMATENHO  KIMHWYHO - MpocreAssane.

(ex."dapmakokmHeTHKa": TenecHo Terno).

¢ Nonuropupase na 6pos Ha TpomBouuTUTe

PUCKLT OT aHTUTANC-MEAUMPaHa NPeaM3BMkata oT XenapnH TPOMBOLMTONEHNS ChluecTBYBa CBLI0
¥ NPU HUCKOMOMEKYNHWTE XenapuHW. AKO ce MOoAEM TpomGoLMTONEeHWs, ToBa oBuKHOBEHO CE
cnyusa Mesgy 5 n 21 gen cnep HauanoTo Ha feveHNeTo ¢ eHoKcanaput HaTpuii. ETo sawo, ce
npenopsusa OposT Ha TpomGouuTMTe Aa ce M3chefBa MpeAw 3anodBaHe Ha Tepanusia ©
€HOKCanapuH HaTpui, CNep KOeTO Ha PeAOBHN UHTEPBANN MO BPeMe Ha TepanuATa. Ha npaktuka,
aKo ce HaGnioAaeEa NOTEbLPAEHO 3HaUMMO NOoHWKeHUe B Bpos Ha Tpombouumte (30 Ao 50% ot
nbpBOHaYanHuA Gpoit), NevyeHneTo ¢ eHorcanapuH Hatpuii TpAGEa Aa ce npekpaTy HeaabaeHo

naumMeHTsT aa GbAe NPEXEbpNeH Ha Apyra Tepanust,

4.5 JiekapcTBeHU K JpYrv B3aMMoZeincTBIsA

MpenopbyuTenHo €, aK0 HAMa CTPUKTHW rIOKasaHWus, NeKapcTBeHWTE NpOAYKTU NOBRVABALLW

XEeMoCTas3ata Aa BbaarT ChpeHn npegy 3anovBaHe Ha neveHWe ¢ eHoKcanapuH HaTpuit. Tean

TNEeKapcTBEHN NPORYKTYU BRAIOYBAT FIEKapCTRa XaTo:

~  CHUCTEMHW canuUMiaTh, aueTUricaniLMIosa KNCenvHa U HEeCTEPOUAHN NMPOTUBORLINASTUTENHN
CPEACTRA, BKIOMUTENHO KETOPONaK,

—  Hexctpax 40, TMIKTONMMAWH W KNoNMUMAorpen,

—  CuUCTEMHK TTHOKOKOPTUKOWEN,

— TpomBonuthuw W aHTUKoarynaHTi.




—  [pyrv aHTuTpoMBOLIMTHIA GTEHTH, BKITIOUMTENHO MukonpoTeud Hb/llla aHTaronncTu.

AKO VvMa MoKa3aHus 3a koMBuHupaHe, eHokcanapuh HaTpuii Tpabea Aa ce npunara nog
BHYMETESHO KNUHWYHO 1 nabopaTopHo HabnoaeHwe.

4.6 Ynotpeba npy OpeMeHHOGT M KbpMeHe

BPEMEHHOCT

MacnensaHuATa BEPXY MUBOTHY HE Aaf0Xa AaHHW 38 (.bETDTOKCMLlHOCT Unu TepaToreHHocCT.

Tipy GpeMeHHU MITbXOBE, NMPEMUHABAHETO Ha %g-eHoKCanapuH HaTpUii Npes MaitunHaTa nraLeHTa

KBM hoja e MMEMManHo.

Mpu xopa HsiMA [OKA3ATENCTEa eHOKCanapuH HaTpUiA Aa NpemikHasa nnatieHTapHata Gapuepa no
BpEMe Ha BTOpUA TpuMecTsp OT GpemenHocTTa. HAama wHgopMauua 3a mepeus W TPeTUs

TPUMECTBP.

Toli KATO HE Ca NPOBEXAAHN afeKBaTHW W AoBpe KOHTPONMpaHy U3CneABaHus BbLPXY GpeMeHHU
KEHU M NOHEXE WICTIENBAHVATa BhpXY MMBOTHW He BUHarM ca NOKasaTenHy 3a JoBelxaTa
peakums, nexapcTeoTo TpafBa fa Ce W3NOM3Ba No Bpeme Ha OPEeMEHHOCT EAMHCTBEHO aKo

TIEKAPAT OTYNTa KaTeropuuHa Hyxaa.

Mo Bpeme Ha KIMHWYHW MSCReBaHWMs BLpXy OPEeMEeHHW XeHW CbC ChpACHHM KNanHW NpoTesn
nonysasali eHoKcanapuH HaTpuit (1 mg/kg ABa NBTW AHEBHO) 3a NpPEAcTEpaTABaHe Ha
TpomGoemBonuabm, A8e Xexyn obpasysaxa Tpombu fosenu Ao GnokvpaHe Ha knanara u CMbLpT.
Mopagn nunca Ha A[AOMNBMHMTENHA WHGDOPMAUMA OTHOCHO [03vpaHeTo, edexkTuBHOCTTa W
Ge30NacHOCTTa NpW Tesk 0BCTOATENCTBa, eHOKCanapuH HaTpuit He ce npenopeysa 3a ynoTpeba
npu GpemeHHK XeHM ChC CLPAEYHN KIanHK NpoTesn.

Kato npegnasHa mMapka yrioTpeBaTa no Bpeme Ha GpemMeHHOCT He ce npenopbyea.

KbPMEHE

Mpu KbpMELUM NITbXOBE, KOHUEHTPauusTa Ha %S-enoxkcanapuH HaTpuit wnn BensisanuTe My

MeTabonuT B MMAKOTO €& MHOTO HUCKE.

He e W3BECTHO AanM B YORELLKATA KbPMa Ce eKCKPETUPa HEMPOMEHEH eHOKCanapuH HaTpui. Hama
BEPOSITHOCT Aa € BL3MOXHa flepopanHa abcopCuus Ha eHokcanapuH Hatpuii. Kato npeanasHa
MspKka obave, KbpMaukiTe Nonyyasaiyy eHokcanapyH HaTpuid Tpsabea Aa GbAaT cbBeTBaHK 43

136ArBaT KbpMEHETO.

KepMeHeTo He € NPOTUBONOKasaHO (HO BCe Mak NPUSIKEHVETO Ha eHoKCanaphH npu KbpMadku
TpsbEa Aa ctapa ¢ ocoGeHo BHUMEHWE),

4.7 EdpeKTi BBPXY criocoGHOCTTa 3a Itodupate u paboTta ¢ MawMH1




EHoKcanapuH He BAnse BLPXY crnocoGHoCTTa 3a wodupane v pabota ¢ Mamam.

4.8 HexenaHm nexapCTBeHN peakuum

® KpbBouanueu

KakTo 1 NpyY APYF aHTUKOarYNaHTH, Bb3MOXHO € O3 BhaHUKHE KbepPBEHE B NPUCHCTBUE Ha PUCKOBY
haKTopy KaTo HanpUMep. OpraHWYHW NTesii CKMOHHM KbM KbPBEeHE, WHBA3WBHW Mpouegypy wim
ynoTpeba Ha nexkapcTBa MOBNMABALLM XeMocTasara (BX. pasgen "BsauMopeicTsna’). TpsGea ga
6bAe YyCTEHOBEH NPOM3X0Aa Ha KbPBEHETO W 43 Ce 3anovHe noAxogaio neveHne.

Hamuue ca cbobilleHuMs 3a MacyBHW KPBBOWENWBM, BKIIOYUTENHO PEeTPONepuTOHEanio u

WHTPaKparuanHo KbpeeHe. HaKomn oT Tean cnyyan ca 3asbpLiuni CbC CMBPT.

ChlecTBYRaT CROBLUEHUR 38 HEBPOSKCWATIHKA XeMatomu Npi eAHOBPEeMEHHOTO npunaraHe Ha
gHOKcanapuH HaTpuid 1 crivHanHa/enuaypanHa aHecTesns WNn cnvHanta nyHkUus. Tean ABnervs
ca OOBENW A0 pasnuyHa cTerieH HeBPONOMANHK HapyWeHUs, BKAIOYMTENHO ABLArocpodHa WU

TpaliHa napannaa (ex. pasgen "lpegynpexaeHus’).

@ TpombBouutoneHns

Mo Bpeme Ha NMbLPBUTE [HM OT NEYEHWMETO ce cbobliasa 3a sieka, npexoaHa, BescumnTomHa
TpombouMToneHus. Croblyasa ce 3a PeAKU Crydan Ha UMyHo-anepruyHa TPOoMOoUMTONEHUA ¢
TpomBoaa. B Hakow OT criyyauTe Tpombo3aTa Cce YCROXHSBA OT UH(APKT Ha Opral UnK MCXemms

Ha Kpaiiuvk (ex. pasgen “Tipegnasti Mepku”: MoxuTopupae Ha Opos Ha TpomboLmTUTe).
¢ Jlokanaw peakuym

MOOKOKHOTO MHMEKTMpaHe Ha €HOKcanapyH HaTpuit moxe Az Obge nocnejeaHo ot Gorka,
XEeMaTOM M FeKo FOKanHo BhbananeHve. B pefks cnydaW, B MSCTOTO Ha WHMEKTUpPaHE <a
HaBnoaasaHyW TBbpOW BEINASMTENHM BbL3NW, KOWTO HEe NpPeAcTaBAsABAT KUCTMHHO KancynpaH
eHoxcanapuH Hatpuit, Cries HAKONKO AHUM Te M3Ye3BaT W He ca MOBOA 33 NpekpaTaBaHe Ha
TepanusTa. [lpy NpunaraHe Ha XenapuHK M HUCKOMONEKyNHW Xenapuhn ce cbobllapa 3a
M3KIMIOUUTENHO PEAKM CRydYau Ha KOXHA HeKposa B MACTOTO Ha WHKeKTUpaHe. Tean sBneHus
0BMKHOBEHO Ce MpesLecTBaT OT Nyprypa WK epuTeMaTO3HM MIiakv, KOuTo ca MHMNTpUpann
BoneaHern, fleNeHneTo ¢ eHoKcanapuH HaTpuii TpAGRa Aa ce npexpaTn.

® [pyma

Makap ¥ psaKo, BL3MOXHO € [ia BB3HUKHAT KOXHN (OY03HN epynLuuuy) uiv CUCTEMHN anepryHn
peaMiA  BKIIOUYWTENHO aHadunakronaHy peakuvs. B HAKOW chydan MOXE La ce Haroxw

NpekpaTasaHe Ha nevYelueTo.

Hanvue ca cboblienus 33 GescumnToMHN 11 oGpaTiMy nosuileHus B Gpos Ha Tpoqqﬁegmg'm -4
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HUBATZ Ha qepHOﬂpOﬁHMTE EH3UMI.




CulUecTByBa PUCK OT OCTEONIORO3A MPY NPOABINKUTENHO NPUIOKEHVE,

4.9 Tipeposupahe

®  CUuMATOMA WY TEXECT

CryuafiHoTo Npegoanpade ¢ €HOKcanapiH HaTpwii NpY VHTPABEHO3HD, eRCTREKopnopanyo wim
NOAKOMHD NpUaraHe MOXEe Aa [0BEAe [0 XeMOoparudHu yoroxHeHws. Cred nepopanHo
NPUMOMEHKE JOpY Ha FONEMU A031, HAMA BEPOATHOCT eHoKcanapuH Aa 6uae aGébpﬁmpaH.

®  AHTMAOTK ¥ AeYeHue

AnTukoarynaHtHuTe edekT MoraT 3a ObZaT HeyTpanuaupaHu B ronsma  CTeneH  4pes
MHTPABEHO3HO MHXEKTVPaHE Ha NpoTamuH. [lozaTa Ha npoTamiH 3aB1UCK OT WHMXEKTUPaHaTa f03a
eHokcanapyH HaTpui, 1 mg NpoTamuH HEeyTpanusupa aHTukoarynaHtHusi edext Ha 1 mg
eHoKcanapnH HaTpi (B, MHMOopMaLUaTa 33 ApeanKceaHe Ha npoTamnHosY conu). [opk BUCOKU
noav npotammuH obaye, He MOFAT HambfHO Aa HeyTpanmaupar aWtu-Xa akTUBHOCTTa Ha
EHOKCanapuH HaTpui.

5 Gapmakonormibiu GaHHn

hapmaronormueH Krac: AHTUTPOMBOTUMHIN NeKapcTea. XenapuHosa rpyna.

ATC xop: BO1 A BO5 (AnTurpomBotidtm nekapeTea; XenapuHosa rpyna)

5.1 dapmaxoguHaMUyHM cBOlicTBa

¢  dapmakoavHaMuKa

EHoxcanapuH HATPUA € HACKOMOTEKYNEH XenapuH CbC CPEAHO MONIBKYNHO Tersio npubnuantenHo
4500 garmoHa. B in vitro npeuMcTena cueTeMa, eHOKcanapuH HaTpuil NposiBABa BUCOKE aHTU-Xa
akTusHocT (npuBnuantenne 100 1U/mg) w sncka aHtr-lla wnnm antutpombuHoBa aKTHMBHOCT
{npuBnuantenHo 28 IU/ma).

dapmakogMHaMNHNTE TIapaMeTpu UscnegsaHt cpen 3apasi AoGPOBOLW NPY KOHUEHTREUMM Ha
eHokcanapkH B auanascHa 100 — 200 mg/ml 6axa cpasHumMm,

®  KnuenyHa echekTMBHOCT

B pamiure Ha8 MyNTMUEHTPOBO uscnensade, 3171 maumewTw BKIOYEHM B ocTparta ¢asa Ha
HecTaburnHa aHruHa NeXTopuc MnKM MuokapaeH nHdpapkT Ges Q-avbell Gaxa paHbjoMusnpadn ga
nonyyaeart 33gAHo ¢ acnupuH (100 po 325 mg BefHEX AHEBHO), U4 NOAKOMEH EHOKCaNaPWH
HaTpuit 1 mg/kg Ha Bcekn 12 yaca, WNKM KHTpaBeHo3eH HedhpakUMoHMpaH XenapuH B A03a
onpegeneda Ha 0asa aKTWBUPaHO napuManHo TpombonnacTuHoBO Bpeme (aFPTT). TaumeHTute
Osxa rexysaHn B CONHMUE B NPOABIMKEHWE MUHUMYM Ha 2 AHM 1 MakcumyMm 8 gHM, JO KNUHUYHO
cTaBunuavpade, NpoUenypy NO peBackynapyusauvs vnu manuceade ot GonHutiara. [laumenture
Gaxa npocnegenv B npofekeHue Ha 30 gHW. B cpaBHeHWE C XenapuH, eHoKcanapuH _J;langzl
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IHAYUTEIHO HaMany YecTOTaTa Ha NOBTOPHA aHMHA NEKTOPUC, MUoKapAaeH Mchapkrth CMpr:f.fc*\
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HamaneHwe Ha oTHocwuTenHus puck ¢ 16,2% Ha 14-T feH, 3anaseHo B NPOABLIIKEHUE HA 30-
nHesHus nepwog. OCReH TOBE, MO-Manko nauveHTn OF Fpynara Ha eHokcanapuh HaTpuit Gaxa
[OANOMEHN Ha PEeBacKynapusauua MOCPEACTBOM FEpPKYTaHHa TpaHCrymeHHa KopoHapHa
aHrvonnactuka (PTCA) wnu xopoHapHa aprepuanHa OGainac rpadt onepauva (GABG)
(HamansiBaHe Ha oTHocUTENHMSA puck ¢ 15,8% Ha 30-T AeH).

5.2 QapMaKoKMHeTHYHK CBORCTEA

& OBIK XapakTepHUCcTUKH

QapMakoKMHETUYHUTE NapaMeTpy Ha EHOKcanapuH HaTpui Osxa uscrefeaHn NPSHWMHO No
OTHOLLIEHWE BPEMEBWS X0 Ha NitasMeHaTa aHTh-Xa akTUBHOCT M ChILe U Mo OTHOLWEeHNe anrtu-lla
aKTMBHOCTTa, B NperopbYBaHNTE AO30BY AuanascHW cnep efHOKPATHO Y MHOTOKPaTHO NOAKOXHO
npunaraxe K cnes eAHOKPaTHO UHTPaBEHO3HO NPUNETaHe.

KonW4ecTEEHOTO OnpeaensHe Ha aHTu-Xa n aHtu-lla PpapMakoKMHeTUHHUTE aKTUBHOCTH Bele
M3BLPILEHO 10 BaMMAW3MPaHY aMWGONWTUYHM  METOAN ChbC cneundmyHr  cybetpatt U
EHOKCANapUHOB CTAHAAPT KaruGpupaH cnpamo MEKAYHapOBHUTE CTaHAaPT 38 HUCKOMONEKYNiH
xenapuHi (NIBSC).

® BuoHanMMHOCT M abcopbuws

ABCOMoTHATA BUOHASIMYHOCT Ha EHOKCANapWH HaTpWid cnef NOAKOXHO MHKEKTpaHE, Bb3 OCHOBA
Ha aHTU-Xa akTuBHOCTTa, e Grmac 100%. MikekuwoHed ofem W KoHUEHTpauWA Ha jo3ata B
pnanasoHa 100 — 200 mg/ml He noBnuABa (APMaKOKUHETUYHUTE napameTpu npu Shpash

pobposonuyn.

CpefHaTa makcumanHa nnasmeHa aHTY-Xa aKTMBHOCT ce Habnipaea 3 Ao 5 Yaca ches rnoaKaxHo
WHeKTUpaHe 1 poctura npubnusurenso 0,2; 0,4; 1,0 u 1,3 auTu-Xa IU/m! cnen egHokpaTHO
MOAKOXHO MHKEKTUPpaHE ChOTBETHO Ha Aosu or 20 mg, 40 mg, 1 mg/kg n 1,5 mg/kg.

B npenopw4BaHUTe LO30BU AUANA30HU, (PEpMakokMHETUKATa Ha EHOKCanapyH N3rmexaa nvHelHa.
Bapvaumite B pamMKkuTe Ha SAMH NaLMeHT v MeXay pasnuyHuTe naluentu ca Manku. Cnen
MHOrOKPATHO NOJKOXHO UHXEeKTMpaHe Ha 40 mg BegHbX AHEBHO U 1,5 mg/kg BedHbLX BHEBHO Ha
sgpasy foSposoniy, steady-state ce focTura Ha BTOpPUA AeH, CbC CPEAHO CbOTHOLUEHNE Ha
ekcnoanums ¢ okono 15% no-sMcoko OTKOMKOTO Criel €fHOKpaTHA [o3a. Steady-state HusaTa Ha
SKTMBHOCT Ha SHOKCaNapuH ca aobpe npefckasyemmw ro dapMakokMHeTMKaTa Ha efHokpaTHa
no03a. Criesi MHOFOKPaTHO MOAKOXHO npunoxerne Ha 1 mglkg Aga neTU AHEBHO, steady-state ce
AOCTUra OT TPETU A0 YETBBPTU AEH ChC GPEAHa EKCNoaUUMs C okoro 65% no-BUCOKE OTKOIKOTO
criesl efHOKpaTHa A033 U CPEAHU MUKOBK 1 MUHMMANHW HUBE CROTBETHO OT OKOMO 1,2 » 0,52
IU/ml. B3 ocHOBa Ha thapMaKoKMHETUKETa Ha SHOKCaNapuH HaTPWiA, PAsNMKATE B steady-state ce
OvYaKBaT W B PAMKUTE Ha TepanesTUdHUS ANanasoH,

MnasmeHaTa aHTV-lla aKTUBHOCT Cries MOAKOXKHO WHMKeKTpaHe e npubnuanTenHo AeCceTORPaTHO
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npubnuautenHo 3 go 4 yaca cnep NoaKoXHC MHXeKTUpaHe U noé’rura 0,13 IW/mi v 0,18 1U/mi cneg
MHOFOKpaTHO NpunaraHe ceoTeeTHo Ha 1 ma/kg Asa nbTy gHEBHO 1 1,5 mg/kg BegHEXK AHEBHO.

¢ Paznpepenenue

OGeMbT Ha pasnpeaencHue Ha aHTu-Xa aKTUBHOCTTa Ha eHOKCANapuH HaTpuii € OKONo 5 nvTpa U
& Brvsbk A0 KpbBHKUA obem.

& EnummHmpaHe u MeTaGonnssm

ExoKkcanapyH HaTpuil € NeKapcTBO C HUCEK KIMPBHC CbC CPEAEH aHTU-Xa rnasmeH KMpBHC 0,74
L/h cnea 1,5 mglkg 6 yacosa uHTpaseHoaHa uHy3us.

ENUMUWHMPaHETO Ce ABABa MOHOasHO ¢ MOMYKNBOT OKONO 4 Yaca crief eAnHYHa NOAKOXKHE A033
A0 7 yaca cnen NoBTapALv ce A03N.

EHoKcanapyH Hatpuii ce Metabonnanpa npesumHo B YepHuA Apo6 upes AecyndioHupate P
AESNonMMEpU3aLMs A0 MeTaBonUT C NO-HUCKO MOMEKYNHO TErN0 1 CUNHO HamareH GuonoruyeH
noTeHuman. BLOPeuYHMAT KMpbHC Ha akTMekute dparMeHTW npepctasnsea okormo 10% ot
BbBEneHaTa [03a, a oblaTa GubpeyHa eKCKPEUMS Ha aKTUBHUTE W He aKTvBHy dparmeHTu e 40%
OT AosaTa.

¢ XapaxkTepucTvKky NPY ocobenn nonynalvu
Jlvna B HanpenHana BL3pacTt

Baswpaiiku ce Ha pesynTaTuTe OT (PapMaKOKMHETUYHWA aHanM3 Ha HaceneHUEeTo, KUHeTWHHUS
npochun Ha eHoKCANapUH HATPUIA MpY NWLE B HanpeaHana Bb3pacT, He C& pasnuuasa Ot Toan npk
fo-Mnaay, korato GvbpevHara dyHKUMA e HopmanHa. Bunpeku Tosa, nopagu HamanseaHe Ha
GebpeuHata yHKUMA C BhL3paciTa, NalueHTMTe B HanpejHana Bb3pacT MOrar [a nokassar
HAManeHo eMIMMHUpaHe Ha eHokcanapwH Hatpuy (Bx. ‘TlpeanasHn mepkn”. "KpbBOUINUBYA npu
nuua B HanpegHana Bb3pact’, “[osvpoBka v HauuH Ha npunoxedne™ “fiula B HanpegHana
Bbapact” K "GapmakokiHeTUka": “BrBpedHo yepexaaHe”).

BxOpeuHo yBpexpaane

HabniogasaHa e NUHE#Ha 3aBUCUMOCT MEXAY aHTU-Xa NMNasMeHust KUMPBLHG U KPeaTUHUHOBUS
KNUPEHG B PaBHOBECHO CbGCTOSHME, KOBTO O3Ha4aBa, Ye KIMPbHCE Ha EHOKCanapuH HaTpui e
HaManeH npy HamaneHa GvbpevHa yHKUMA. ExcrioauumsaTa Ha aHTu-Xa, uspaseHa upes AUC 8
PAaBHOBECHD CHCTOSIHWE € HECUIYPHO YBENUUEHa Ny Neko (KpeaTuHnHoB kriupbHe 50-80 mi/min) u
CReaHo Texko (KpeaTuHUHOR xpbHE 30-50 mi/min) 6u6pevHo yspexdaHe cneg noprapsi ce
NOAKOXHM A03M OF 40 Mg BeaHi AHeBHO. [TpU MauveHTV © TEXKO ﬁbﬁp,eq( _ﬁﬁ\maﬂe
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{xpeatiHuHOB KMpsHE < 30 mi/min), AUC B paBHOBECHO CBCTOSHME & NMOJYEPTaHO yBenuqeHa
cpenHo ¢ 65% cnea nopTapsiy ce NopkoxHM Aoan oT 40 mg eeAHLX gHesHo. (Bx. “TipeanasHu
Mepin”; “BnbpeyHo yepexaaHe”, “[o3upoBKa U HauvH Ha npunoxeHue”: “BrbpeuHo yepexaaqe”).

TenecHo Terno

Cren noprapaiuy ce RogkoxHW 2o3n o7 1,5 moftkg BeaHbX AHeBHo, cpegHata AUC Ha aHTu-Xa
aKTMEHOCTTa B PaBHOBECHD CLCTOSHWE e HECWIYPHO YBERuMeHa npu 3fpasw gobGposonuy c
HagHopmMeHo Terno (BMI 30-48 kg/m?), B cpaBHEHMe € KOHTPONN ¢ HOPMAITHO Terno, JOKaTo Amax
He ce ysenuuasa. CRep NOAKoKHO A03MpaHe e HamvLe HO-HUCHK KMUPEHC, 33BUCKUM OT TErfoTOo

npy Xopa ¢ HagHOPMEHO Terno.

Mpy npunarade Ha f[o3a 6e3 KOpekUMs CrpAMO TerfoTo € YCTaZHOBEHO, Ye chiefl efuHMMHA
nmofAkoXHa gosa or 40 mg, aHTm-Xa excriosuuvnaTa & 50% no-BUCOKa NPpU KEHN C HUCKD TENECHO
Terno (< 45 kg) n 27% npy MbKe C HACKC TenecHo Tero {< 57 Kg), B cpaBHEHWE C KOHTPOAN ¢
HopmanHo Terno (Bx. “Mpeanaskn mepkn”; "HWcko TenecHo Terno”).

Xemonmanuaa

B eOMHUYHO Npoy4YBaHe CTORHOCTUTE Ha ENMMMUHMpaHe ce ABsBaT noaobHr, Ho AUC e AsykpaTHo
N0-BMCOKa OTKOGRKOTO TIPW KOHTPONWTE CRed €AWHWYHa MHTpaseHosHa josa ot 0,25 wnw 0,50
mgfkg.

5.3 MpegknMHEUYHEN AaHHK 3a Ge3onacTHOCT

6. @apmaueBTUYHN JaHHK

6.1 ConckK HA NOMOIHNTE BEECTEA

Water for injections go 1 mi

6.2 HeckLBMECTUMOCTH

He cmecsaiite ¢ Apym npoaykTy.

6.3 CpoK Ha rogHoOCT

24 meceua

6.4 CnenmanHy yCcrHoOBUS Ha ChXpaHeHue

[a ce cbxpanssa npy Temnepatypa fo 25° C. [ia He ce aampbanea.
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6.5 Bua 1 ccT2B Ha ONaKoBKaTa

TpefBapUTENHO HAMTLMHERY CINMHLUOBKY, BCSKa OT KOWTO ChABDRXA 100 mg (1 mi) enoxcanapuH
HaTpui, B kKyTust 1o 2 1 10 CNPUHLCBKA.

6.6 Mpenoptku npm ynotpeba

Bx. Ha4YuH Ha NpUNoKeHne.

7 Mpurexaten Ha pazpelieHKeTo 3a ynoTpeda

Aventis Pharma S. A.

20 Avenue Raymond Aron

92165 Antony Cedex, France

NMPOWU3IBOOWUTEN:
Laboratoire Aventis

46 Quai da la Rapee

75601 Paris Cedex 12, France

8 Howmep B perMcThpa Ha oDmecTBEHUTE NPORYKTA

9 [ara Ha WEPBOTO pa3spewlesue 3a ynorTpeda/nogHosABaHe Ha paspelleHneTo

10 Hdara Ha akTyanusalus Ha Texcra

despyapn 2001
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