HPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMA TPOAYKT

Arixtra 1,5 mg/0,3 ml nmkeKkunoHeH pa3TBoOp, IPEABAPUTEIIHO HAITBIHEHA CIPUHIIOBKA.

2.  KAYECTBEH U KOJIMYECTBEH CBbCTAB

Bcesika npeaBapuTenno HampiiHeHa criprHnioBka (0,3 ml) cpaspika 1,5 mg hoHmanapuHyKc HaTpHiA
(fondaparinux sodium).

[TomomrHO(1) BemecTBO(2) ¢ M3BecTHO AericTBre: Chabpxa mo-manko ot 1| mmol Hatpuii (23 mg) Ha
71032 ¥ 3aTOBA Ha MPAKTHKA HE ChAbPIKA HATPHIL.

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXXTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

WHXeKIHOHEH Pa3TBOP.
Pa3TBOp®BT € po3paynHa u Oe31BETHA TEYHOCT.

4. KJIMHNYHU JAHHU
4.1 TepaneBTHYHU OKA3AHUS

[MpodunakTrika Ha BEHO3HA TPOMOOEMOOIIHSI TPU Bb3PACTHH, MOJJIOKCHH Ha TOJIEMH OPTOICINYHH
orepaIy Ha JOJIHUTE KPalHUIM KaTo ()PaKTypH Ha OeJpeHaTa KOCT, TEXKKHU ONEpalliy Ha KOJISTHOTO
WJIH OTIEpaIiy 32 CMsHA Ha Ta300eapeHaTa cTasa.

[MpodunakTrika Ha BeHO3HA TPOMOOEMOOIIHSI IPU Bb3PACTHH, MOJIJIOKESHH Ha KOPEMHA OTIepaIius, pu
KOUTO € YCTAaHOBEH BHUCOK PUCK OT Pa3BUTHE HA TPOMOOEMOOINYHHN YCIOKHEHHS KaTO MaIUeHTH C
TIPEJICTOAIIA KOPEMHA OTepaIysl IT0 OBOJT KapIIMHOM (BXK. Touka 5.1).

[podunakTrika Ha BEeHO3HA TPOMOOEMOOITHS TIPH Bb3PACTHH HEXUPYPIUYHH HMALUEHTH C ONPEIe/iCH
BHCOK PHUCK 3a Pa3BUTHE Ha BEHO3HA TPOMOOEMOOJIHsI, KOUTO Ca UMOOHIM3UPAHH HIOPAIH OCTPO
3a00J1IBaHe KaTO ChPJICYHA HEJIOCTATHYHOCT W/HJIM OCTPU PECIIMPATOPHU 3a00JISIBAaHUS, /WU OCTPH
WH(EKIMY WU BB3MAINTEITHO 3a00IIsBaHe.

JledeHue Ha BB3pacTHU C OCTPa CUMITOMATHYHA CIIOHTaHHA ITOBLPXHOCTHA BEHO3HA TpoMO03a Ha
JIOJIHUTE KpalHUIM, 0€3 ChIIBTCTBAIIA IBJIOOKA BEHO3HA TpoMOo03a (Bxk. Touku 4.2 u 5.1).

4.2 Jlo3UpoOBKA M HAYUH HA NPUJI0KEHHE

gOBH[)OBKa

Tayuenmu, noonodicenu Ha 2onemu OpMoneoud Y Ul KOpemHu onepayuu
IIpenoppuBanara f103a hoHmamapuHyKC € 2,5 mg BeAHbK JHEBHO, MIPIIIOKEHA MTOCTONIEPATUBHO Upe3
ITOIKOKHO UH)KEKTUPAHE.

Hauannara mo3a TpsOBa a ce mpuiioku 6 Jaca cien Kpas Ha oreparysara IMpu YCTAaHOBEHO HAJTHIHE
Ha XEeMOCTasa.

JleuenneTo TpsAOBa Aa ObAE NPONBIKEHO 0 HAMAJISIBAaHE HA PUCKA OT Pa3BUTHE HA BEHO3HA
TpoMO0eMOO0JIHs, KaTO TOBAa OOMKHOBEHO € Hal-MaJKo 5 10 9 mHU ciies omepanusiTa, Korato
ManMeHTHT IMMPEMHUHABA HA aM6ynaTopHo Ha6J'H-OZ[eHI/Ie. OnureT IOKa3Ba, 4€ IpH ManrCHTU
NOJUIO’KEHH Ha omepauus npH GpaxkTypa Ha OepeHara KOCT, pUCKBT OT Pa3BUTHE HA BEHO3HA
TpoMO0eMOOIHs TPOIBbJIKABA [1a ChIIECTBYBA U ciiel 9 THU OT Kpas Ha onepanusaTa. [Ipu te3n



MAIMEHTH TPSOBA Jla ce MMa MPEJIBUJI PUIIOKEHUETO Ha MPOABIDKUTEIHA TIPOQUITAKTHKA C
(G oHIAanapUHYKC 3a MAKCUMAIHO 24 TOMbIHUTEIHH JHH (BXK. Touka 5.1).

Hexupypeuunu nayuenmu ¢ 6uCox puck 3a pasgumue Ha mpomooemOoIusHU YCIONCHEHUS Ha bazama
Ha OYeHKa HA UHOUBUOYATIHUS PUCK

IIpenoppuBanara n03a hoHmaMapuHYKC € 2,5 mg BEAHBXK THEBHO, IPUIIOKeHa o] opmara Ha
MOJIKOXKHA MHXKEKIs. KITMHIYHO MpoydYeHa Mpyu MalUeHTH € TPOAB/DKUTEITHOCT Ha JICYCHUETO OT 6
1o 14 mam (BX. Touka 5.1)

Jleuenue na nogvpxHOCHA 6eHO3HA MPOMOO3a

[IpenopbuBanara n03a GoHAANAPUHYKC € 2,5 mg BeAHBXK AHEBHO, IPUIIOKEHA Ype3 MOAKOKHA
umkekuus. [lanuenTure, noaxonsmy 3a gedeHue ¢ 2,5 mg poHganapuHykc TpaOBa Ja ©MaT ocTpa
CHUMIITOMAaTHYHA W30JIUpaHa CIOHTaHHA MOBbPXHOCTHA BEHO3HA TPOMOO03a Ha JOIHUTE KPalHUIIH, C
IBIDKMHA MTOHE 5 cm, KOSITO € JOKYMEHTHpaHa 4pe3 exorpad)cKo U3ClieABaHE UK APYTH OOEKTUBHH
MeToau. JleueHnero TpsiOBa Aa 3alI0YHE BB3MOXKHO HAl-CKOPO CIIe TOCTaBsiHE Ha JUarHo3aTa u ciex
M3KJIF0YBaHE Ha ChIIBTCTBALIA IbJI00KA BEHO3HA TPOMOO03a MIIM Ha TIOBBPXHOCTHA BEHO3HA TPOMO03a,
B paMKHUTE Ha 3 cm OT MSICTOTO Ha CheAMHsBAaHE Ha BeHa cadeHa ¢ BeHa Gemopanuc. JledeHneTo
Tps0Ba a MPOaBIKHN Hal-Manko 30 THU 1 1O MaKCUMYM 45 THU TIPH MAIUEHTH C BUCOK PHCK OT
TPpOMOOEMOOTNIHH YCIOKHEHHUS (BXK. TOUKH 4.4 u 5.1). Ha maruenTuTe MOXe 1a 0bae MpenopbhIaHo
CaMH Jia CH MH)KEKTUPAT JIEKapCTBEHOTO CPEACTBO, KOTAaTO CE MPEICHH, Ye Te JKEeJIasT U ca CIIOCOOHH
Jia To HarpaesT. Jlekapute TpsOBa a MPEAOCTABAT SICHU HHCTPYKIMU 32 CAMOCTOSTETHO
WH)XEKTUPaHE.

o Tayuenmu ¢ npedcmoswa onepayust unu Opyeu UHEA3UBHU NPOYeOypU
Korato e Bp3M0OKHO, poHIamapuHykc, He TpsiOBa Jia ce mpuiiara 24 yaca npenu onepanmsira Ha
NalMEeHTH C MOBBPXHOCTHA BEHO3HA TPOMOO03a, Ha KOMTO TPEJICTOH ONepanus WK IpyTrh
MHBA3MBHHU Tporeaypu. Jledenuero ¢ poHmamapuHyKC MOXKE J]a c€ Bh30OHOBH HE IO-PaHO OT 6
yaca CJIe/l olepanusTa, ciejl HOCTUraHe Ha XeMOCTasa.

Crneyuguunu epynu nayueHmu

[Tpu manumeHTy ¢ orepanuy BpeMeTo 3a PUIIOKEHHE Ha ITbpBaTa HHKeKIHs (hOHJanapuHyKe TpsOBa
Jla Ce CIa3u CTPUKTHO, aKO MAIMEHTHUTE ca Ha Bh3PacT >75 TOAMHHU W/Wiu ¢ TenecHo Terio <50 kg,
KaKTO U TPH MaleHTH ¢ ObOPEYHO YBpEKIaHE U KPEATHHUHOB KJIIMPBHC B TpaHunute ot 20 10

50 ml/min.

[TepBaTa umkekIys GoHIaMapUHyKC TpsIOBa 1a ObJie MPUIOKEHA HE TIO-PaHo OT 6 yaca ciiejl Kpas Ha
onepanusaTa. HxeKIuaTa He TpsiOBa Jia ce MpaBu, MPH MOJ0KEHUE Y€ HE € YCTAHOBCHO HATMYHETO Ha
xeMocTasa (BK. Touka 4.4).

bvopeuno yepesicoane

o IIpoghunaxmuxa na eenosna mpomboembdonus - GonnanapuHyKkc He TpsOBa a ce mpuiara npu
NaIMEHTH C KpeaTHHUHOB KIMpbHC <20 ml/min (Bk. Touka 4.3). [Ipy nanueHTH ¢ KpeaTHHHHOB
KIupbHC B rpanunute oT 20 1o 50 ml/min, no3ara TpssOBa aa ce HaManu 10 1,5 mg BeqHBK
nmHEBHO (Bk. Toukd 4.4 u 5.2). He e HeoOXoanMo HaMmamsiBaHe Ha J03aTa P MalUeHTH C JeKa
cTerneH Ha ObOpeyHo yBpexkaaHe (KpeaTHHUHOB KIUPBHC >50 ml/min).

. Jleuenue na nogvpxnocmua 6eHosna mpomboosa - PoHpanapuHyKkc He TpsaOBa Ja ce rnpujara
NpY TALMEHTH C KpeaTHHUHOB KIUpBbHC <20 ml/min (Bxk. Touka 4.3). Ilpu nanuenTu ¢
KpPEaTHHUHOB KIUPBHC B rpanunute oT 20 1o 50 ml/min, no3ara tpsdBa na ce Hamanu a0 1,5
mg BeIHBX JHEBHO (BX. ToUkd 4.4 1 5.2). He e HeoOxoauMo HaMaIsIBaHE Ha J103aTa IpH
MAIMEHTH C JIeKa CTeleH Ha ObOpedHO yBpexkIaHe (KpeaTHHUHOB KIMpBhHE™> 50 ml/min).
BesonacnoctTa n edukacHocTTa Ha 7032 OT 1,5 mg He ca mpoyuBaHH (BX. Touka 4.4.)

Yeprodpobuo yepesicoane
o Ipoghunaxmuxa na eenosna mpomboembonus - He e He0OX0IMMO KOpUTHUPaHE Ha J103aTa Ipu
MAIMEeHTH C JIEKO WM YMEPEHO TEeXKO YEPHOAPOOHO yBpexkaaHe. [Ipu manueHTH ¢ TexKo



4epHOIPOOHO yBpekaaHe hoHIamapuHyKC TPSAOBA Ja ce Ipriiara ¢ IMOBUIIICHO BHUMAHKE, THiI
KaTo Ta3W Tpylia MaIueHTH He € TTpoydBaHa (BX. Touku 4.4 u 5.2).

o Jleuenue na nosvpxnocmua 6enosna mpombosa - bezonacHoctra U eQUKaCHOCTTA HA
(hoHTaNAPUHYKC MPU MAMEHTH C TEKKA CTEIICH HAa YSPHOAPOOHO YBPEkKIaHE HE ca IPOYYBaHHU,
3atoBa (hOHIAMAPHHYKC HE CE TPETOPHYBa 3a MPIIIOKECHUE ITPH Ta3H IPyIia MalUeHTH (BXK.
Touka 4.4).

IHeouampuuna nonynayus - He ce mpenoppuBa ynorpedara Ha poHIanmapuHyKc mpu aera mox 17
TOWHM TTOPAJIN JINTICA Ha JaHHH 3a 0€30TacCHOCT U €(pUKACHOCT.

Hucko menecro mezano

o Ipoghunaxmuxa na eenosna mpomboembonus — Ilanmentu ¢ Tenecno rerao <50 kg ca ¢
HOBHIICH PUCK OT KbpBeHe. EnmnMuanpaneTo Ha (oHAaapuHyKC HaMaJsiBa C HAMaJsIBaHE Ha
ternoro. DoHganapuHykce TpsiOBa a ce mpuiiara ¢ MOBHIIIEHO BHUMAaHUE MIPU Ta3M rpymna
nanueHTH (BX. Touka 4.4).

o Jleuenue na nosbpxnocmua enosna mpombosa - bezonacHocTTa 1 epUKaCHOCTTA Ha
¢dboHanapuHyKC OpyU MaLUEHTH € TEJIECHO TEryIo Mmo-HUucko oT 50 kg He ca mpoy4BaHu, 3aToBa
(doHaanapuHyKc He ce MPEnopbyuBa 3a MPHUIIOKEHUE MIPU Ta3H TPyIia MAUCHTH (BK. Touka 4.4).

Hauwn Ha npunoxenue

doHmanapuHyKc ce mpuiiara 4pe3 IbJI00Ka MOAK0KHA HHKEKIIHS, IOKATO MAMEeHTHT € B JISTHAIO
noJjoxeHue. MecraTta Ha MPUIOKEHUE B KOPEMHATa CTeHa TPSOBA Ja CE CMEHSAT IIOCTOSHHO MEXKITY
JSIBO M SICHO aHTEPOJIATEPAIHO U JIABO U ASCHO MOCTJIAaTepaiHo. 3a fa ce u30erHe 3aryba Ha
JIEKapCTBEH MPOJYKT, KOTaTo C€ M3IMO0JI3Ba PEIBAPUTEIIHO HAITBIHEHATA CIIPUHIIOBKA, TIPEAn
WHXKEKTUpaHe He TpsiOBa Jla ce 0cBO00XKAaBa BB3IyIITHOTO MEXypUe OT CpuHIoBKaTa. LlsmaTa uria
TpsiOBa 1a Ob/Ie 3a0MTa IEPIIEHANKYISIPHO B KOXKHA ThHKA, 3aXBaHATa C TaJlela v MoKa3aiena;
KOXKHaTa I'bHKA TPsIOBa J1a ce IpUABbpPKA [0 BpeMe Ha MHKEKTHPAHETO.

3a OITBITHUTEHA yKa3aHUs 32 yrnoTpeda M H3XBBPIISTHE BIXKTE TOUKA 6.6.
4.3 IIpoTuBOMOKA3aAHUA

- CBPBXUYBCTBUTEIHOCT KbM aKTUBHOTO BEILIECTBO MJIM HIKOE OT IIOMOILIHUTE BEIIECTBA,
n30poeHu B Touka 6.1

- AKTUBHO KJIMHUYHO 3HAYUMO KbpBEHE

- ocTbp OakTepuaseH eHAOKAPIUT

- TeXKO ObOpEedHO yBpekaaHe, NenHUPaHO OT KPeaTHHHHOB KIupBhHC < 20 ml/min.

4.4 Crhnenuananu nmpeaynpeskaeHus U CeNMAJIHU NPeANa3Hil MepKH PU ynoTpeda

donpanapuHyKce € npeJHa3HaYeH caMo 3a IIOJIKOXKHO MpuiioxeHue. Jla He ce mpuiara
HUHTPaMYCKYJTHO.

Kpveousnusu

®donanapuHyKc TpIOBa Jja ce Mpuiiara ¢ BHUMaHUe MPH NAIUeHTH, P KOUTO MM IMOBHUILIEH PUCK OT
pasBUTHE Ha KPbBOM3IIUB, KATO MAIIMEHTH C BPOJCHH WU MPUI0OUTH HAPYIIEHHUS Ha
KPBBOCHCHPBAHETO, (Hamp. 6poit Ha TpomGoruThTe <50 000/mm?), aKTUBHO YJIIEPO3HO CTOMALIHO-
YpeBHO 3a00JIIBaHE U CKOPOIICH BhTPEUeperneH KpbBOU3IHB, KAKTO U CKOPO Clie]] MO3bYHa,
rpbOHAYHOMO3bYHA WIIM OYHA OTIEPAIHs U TPH CHIeNU(UIHYU TPYITH MAUeHTH, KAKTO € IOCOYECHO I10-
J0Iy.

o IIpu npoghunaxmuxa na eenozna mpomboembdonus - CpecTsa, KOUTO IMOBUILIABAT PUCKA OT
pa3BUTHE HAa KPHBOM3IIUB HE TPsIOBA Ja ce IMpHlarat eJIHOBpeMeHHO ¢ ponnanapunykc. Takusa
CpeAcTBa BKIIOYBAT Ae3upyauH, pudpruHomutum, GP 1Ib/1lla penentopHu aHTaroHUCTH,
XeTapHH, XeMapruHOUIN WK HUICKOMOJIEKYIHHU xenapunu. [Ipu HeoOxoaumocT TpsOBa aa ce



npuiara eJJHOBPEMEHHO JICUCHUE ¢ aHTaroHUCT Ha BuTaMuH K criopen nHbopmanmsTa,
NpUIOKeHa B Touka 4.5. JIpyru aHTHarperaHTHH JIEKAPCTBEHH TPOYKTH (Al TUIICATHITAIOBA
KHCEIMHA, JUIAPUIAMOJI, CYI(QUHITNPA30H, THKJIONUINH Wiu Kionuaorpen), kakto u HCIIBC
TpsOBa Jla ce mpuJjaraT ¢ MoBUIIEHO BHUMaHUe. [Ipy HEOOXOUMOCT OT STHOBPEMEHHO
MIPIIIOKEHUE € HEOOXOAMMO CTPOTO HAOIIOACHHE.

o IIpu neuenue na nogvpxnocmua eHo3na mpomboza — GoHmanapruHyKC TPsIOBA a ce mpujara c
MOBUIIICHO BHUMAHUE TP MAIUEHTH, KOUTO Ca JIKYBaHU €THOBPEMEHHO C APYTU JIEKAPCTBECHU
MPOAYKTH, TIOBUIIIABAIIN PUCKA OT KPHBOU3IUBH.

Tayuenmu ¢ nOGbPXHOCMHA 8EHO3HA MPOMOO3A

[Ipeau 3anoyBane Ha jedeHue ¢ GoHAANapuHyKC TpsIOBa Aa ObJe MOTBBPACHO HATMYHETO Ha
MMOBBPXHOCTHA BEHO3HA TPOMOO3a Ha TIOBEYE OT 3 cm OT MSCTOTO Ha CheMHIBAHE Ha BeHa caeHa C
BeHa (heMopanuc u TpsaOBa 1a Ob/Ie U3KITIOUEHA ChI'BTCTBAIIA TBI00KA BEHO3HA TpOMOO03a Upe3
KOMIIPECHOHHA exorpadusi Wik 00EKTUBHU MeToAu. HsiMa JaHHM OTHOCHO MpUJIaraHeTo Ha
¢doHmanapuHyKC 2,5 mg Ipy MAIMEeHTH C TOBbPXHOCTHA BEHO3HA TPOMOO03a ChC CHITBTCTBAIIA
I'BJIOOKA BEHO3HA TPOMOO03a HITH C TIOBBPXHOCTHA BEHO3HA TPOMOO3a, Ha HE MTOBeYe OT 3 ¢m OT
MSICTOTO Ha CheIMHSIBAHE HA BeHa caeHa ¢ BeHa hemopanuc (Bxk. Touku 4.2 u 5.1).

besomacHocTTa M edmkacHOCTTa Ha (hOHAAMApUHYKC 2,5 Mg He € MpOoydeHa IMPH CISTHUTE TPYIIH:
HaLMEeHTH C TOBBPXHOCTHA BEHO3HA TpoMOO03a cie]] CKIepoTepants Wik KaTo YCI0KHEHHE NIPU
BEHO3CH JIOCTBHII, AIIUEHTHU C AaHaMHe3a 33 TIOBbPXHOCTHA BEHO3HAa TPOMO03a B pAMKUTE Ha
NoCJIeJHUTE 3 Mecela, MalMeHTH ¢ aHaMHe3a 3a BEHO3Ha TPOMO0eMOOIIHS B PAMKUTE Ha ITOCIECIHUTE
6 Meceria, WM MAIUeHTH ChC 3JI0Ka4eCTBEHU TyMOPH B aKTHBEH cTaaui (BK. Touku 4.2 u 5.1).

Cnunanna /Enudypantia anecmesus

[Ipyn manyeHTy, NOAJI0KEHH Ha TOJISIMa OPTOIeIMYHA ONepanys, He MOXKe Jla ¢e N3KII0OYH Pa3BUTHETO
Ha eMUAYpAIHU WM CIIMHAIHU X€MaTOMHU, KOUTO MOTaT Jia IOBEJaT A0 IBITOCPOYHA WK TpaiiHa
napaimsa, Ipu eTHOBPEMEHHOTO MPUIIOKeHNE Ha (hOHIANaprHyKC ¥ CIIMHAITHA/ My paHa
AHeCTe3Ms WM JIyMOaTHa IMyHKIHA. PUCKBT OT pa3BUTHE HA TE3W PEIKU HEXKEIAHU PEaKIIUH MOXKeE J1a
€ T0-BHUCOK IIPH MOCTONEPATHBHO MPUIIOKEHUE HA BHTPEIIHHU €Uy PATHU KaTeTPH HITH
€IHOBPEMEHHO MPHUIIOKEHHUE C JIPYTHU JIEKAPCTBEHH MPOTYKTH, MIOBJIMABAIIN XEMOCTA3aTa.

Ilayuenmu 6 HanpeoHana v3pacm

[ManeHTHTE B HATIpEIHANA BB3PACT ca C TIOBUIIIEH PUCK OT KbpBeHe. Thii kaTo ObOpeuHaTa GpyHKIus
OOMKHOBEHO HaMallsiBa C Bh3pacTTa, P MAMEHTHTE B HAIIPEAHANIA BB3PACcT MOXKE Jla ce HaOIo1aBa
HaMaJICHO eJIMMHHUpPAHEe ¥ IOBUIIICHA eKCIIO3UIIHS Ha (poHIanapuHyKe (BK. Touka 5.2).
®donanapuHyKc TpsiOBa J1a ce mpuiiara ¢ BHUMaHHE TIPH MAIMEeHTH B HampeIHaua Bb3pacT (BXK. TOUKa
4.2).

Hucko menecno meano

o IIpogunaxmuxa na eenozna mpomboembonus - [lanmenture ¢ TenecHo termno <50 kg ca ¢
HOBHIIECH PUCK OT KbpBeHe. EnmnMuHnpaneTo Ha (oHAamapuHyKC HaMallsiBa C HaMaJsiBaHe Ha
ternoro. oHganmapuHyKc TpsIOBa Ja ce Mpuiiara ¢ NOBUIIEHO BHUMAaHUE MIPH TE3H NAIUEHTH
(BXx. Touka 4.2).

o Jleuenue na nosvpxHocmua 6eHo3na mpomoosa — Hsima KIMHUYHN TaHHM 32 IPHIIOKEHUETO Ha
(doHanapuHyKc NpH JieueHre Ha MOBLPXHOCTHA BEHO3HA TPOMOO03a IPH MAIUEHTH C TEJIECHO
Terno no-aucko ot 50 kg. 3aToBa npu Tasu rpyna nanueHTH GoHAANAPUHYKC HE Ce MPernopbuBa
3a JIeYeHHE Ha TIOBbPXHOCTHA BEHO3HA TpoM003a (BXK. Touka 4.2).

bvopeuno yspeacoane

. Ipoghunaxmuxa na eenosna mpomboembonus - I3BecTHo e, ue PoHIanapruHyKC ce eKCKpeTHpa
rJ1aBHO npe3 Ob0penute. [larueHTHTe ¢ KPeaTHHUHOB KIMPBhHC <50 ml/min ca ¢ NOBHIIICH PUCK
OT KbPBEHE U BEHO3Ha TpoMOoeMOous, 1 TpsiOBa Jja ce JIeKyBaT ¢ OBUIIEHO BHUMaHHE (BXK.
Touku 4.2, 4.3 u 5.2). IMa orpaHuyeHy KIMHUYHY JaHHU 3a MAIUEHTH C KPEaTHHUHOB
KJIMPBHC, MO-Maabk oT 30 ml/min.



o Jleuenue na nosvpxrocmua eenosna mpomboosa — GoHnanapuHyKc He TpsAOBa Aa ce mpuiara
TIPH TAMESHTH ¢ KPeaTHHUHOB KIUPBHC<20 ml/min (Bxk. Touka 4.3). [Ipn naruenTn ¢
KpEaTHHUHOB KIUpBHC B rpanunute oT 20 10 50 ml/min, no3ara TpsidBa aa ce Hamanu 1o 1,5
mg BEeIHBXK JHEBHO (BXkK. Touku 4.2 u 5.2). be3onacHocTtTa 1 eukacHoCTTa Ha 1032 OT 1,5 mg
HE ca MPOoyYBaHHU.

Teoicko weprodpobHO yepesicoare

o Ipoghunaxmuxa na eenosna mpomboembonus - He e HeobxoaumMa npomMsiHa Ha J103aTa Ha
¢donnanapunykc. Bbrpeku ToBa, KbM NpuiiokeHre Ha GOHIAMapUHYKC TPsOBa 1a Ce MPUCTHIIN
C MOBHUIIICHO BHUMAHUE TIOPA/IU MOBUIICHHS PUCK OT KbPBEHE MMOPA/IH JIUIca Ha (PaKTOpH Ha
KPBHBOCHCUPBAHETO TIPH MAIIHEHTH C TEKKO YEPHOAPOOHO yBpexaane (Bxk. Touka 4.2).

o Jleuenue na nosvpxnocmua 6enosna mpomboosa — Hima KTMHAYHN TaHHM 32 TIPUIIOKCHHE Ha
(dboHaanapuHyKc NpH JieueHHe Ha MOBLPXHOCTHA BEHO3HA TpoMO03a MPpH NAalUeHTH C TEXKKa
CTeTeH Ha YepHOAPOOHO YBpEXAaHe. 3aToBa MPH Ta3W TpyIa NaIiieHT! (GOHJAapuHyKC HE ce
MperophYBa 32 JIeUeHNe Ha TOBbPXHOCTHA BEHO3HA TPoMO03a (BK. Touka 4.2).

Tlayuenmu c xenapun undyyupara mpomooyumonenus (HIT)

®doHganapuHyKc TpsiOBa Ja ce M3M0J3Ba C TOBUIIIEHO BHIMAaHKE TIPY MAIlMeHTH ¢ aHamHe3a 3a HIT.
EduxacHoctTa 1 6e3omacHOCTTa Ha (OHIAMAPUHYKC HE ca MPOYYBaHH O(PHUIIMATHO TPH MAIUESHTH C
HIT tun 1. ®onpanapuHykce He ce CBBp3Ba ¢ TpoMOOIUTEH (hakTop 4 1 OOMKHOBEHO HE pearnpa
KPBCTOCAHO ChC CEPYM OT MALMEHTH ¢ XenapuH nHayupana rpomoonuronenus (HIT) tum I1. Bee
MaK PSAKO ca MOoJdy4aBaHU CIOHTaHHU choOmeHus 3a HIT npu nauueHTy, 1eKyBaHu ¢
(dboHganapuHyKc.

Anepeus kvm namexc

IIpennasuTenar Ha UrjiaTa Ha MPEJBAPUTEIHO HAITbIHEHATa CIIPHHIIOBKA ChIIbpXKa CyXa HaTypajiHa
JIaTEKCOBa I'yMa, KOSITO MOJKE Jla MPEIU3BUKA aJePTUYHU PEaKLMK IPU XOpa, YyBCTBUTEIHN KbM
JlaTexc.

4.5 Bs3amMmopeiicTBHe ¢ IPYTrH JeKAPCTBEHM MPOAYKTH M APYTH (JopMH Ha B3aNMo/eiicTBHe

PuckbT OT KbpBEHE Ce MOBHIIIABA TIPU €THOBPEMEHHO MPHIIOKEHNE Ha (POHAAMAPUHYKC ChC CPENICTBA,
KOMTO MOTaT Jia IOTEeHIMPAT PUCKa OT pa3BUTHE Ha KPHBOU3IUBH (BXK. TOUKa 4.4).

[lepopannuTte anTUKOAryIaHTH (BapdapuH), aHTHArperaHTUTE (aLETHICATULMIOBA KUCEINHA),
HCIIBC (nupokcukam) U IMTOKCHH HE B3aMMOJICHCTBAT Ha (PapMaKOKUHETUYHO HUBO C
¢donganapunyke. Jlo3ara va ponganapunyke (10 mg) npu M3NUTBAHHUATA 32 B3aUMOJICHCTBUS € Oria
MO-BUCOKA OT Ta3H, KOSATO CE MPENOpbhUBa 332 HACTOALINUTE MoKa3zaHus. DoHIanapuHyKC He MOBIUsABA
Huto INR akTHBHOCTTa Ha BapdapuH, HUTO BPEMETO Ha KbPBEHE MPH JICYSHUE C alleTUIICATUINIIOBA
KHCEJIMHA WY TTHPOKCUKAM, HUTO (papMaKOKWHETHKATa Ha TUTOKCHH B CTAIIHOHAPHO CHCTOSHHE.

Ilocnedsawyo neuwenue ¢ dpye aHmMuKoazyianm

HpI/I 3all04YBaHC Ha JICYCHUEC C XCIIapUH WIIM HUCKOMOJICKYJIHN XCIIApWHU II'bpBaTa MHXKXCKIUA, CIIOPE
001110TO paBuJIo, TPsIOBA J1a ce MPUIIOKH €IMH JCH clie]l TOC/IeAHaTa WHKEKIUs (QOHIaapHHYKC.
[Ipu HEOOX0AMMOCT OT TOCIIEABALIO JICYEHUE C AaHTArOHUCT Ha BUTaMuH K, neueHunero ¢
(boHanapuHyKc TpsOBa Jia ce MPOABIDKH JI0 JIOCTUTaHe Ha onpeeeHnuTe ctoiHocT Ha INR.

4.6 DepruauTeT, )PEMEHHOCT U KbPMeHe

Bpemennoct

Hsma nocrarpuno naHHU 3a ynoTpebaTta Ha pOHAATApHUHYKC IPH OpPEMEHHH >KEHH.
ExcriepuMeHTaIHUTE POYyYBaHUs MPHU )KUBOTHH Ca HEAOCTATHYHH IO OTHOIICHUE HA BIMSHHUETO
BBPXY OpEeMEHHOCTTa, eMOPHOHATHOTO/(hETATHO pa3BUTHE, PAJKAAHETO U TOCTHATATHOTO PAa3BUTHE
nopajy orpannueHara excriozuusa. GonnanapuHykc He TpsOBa 1a ce U3M03Ba MPU OPEMEHHH KEHH
OCBEH B CiIy4aii Ha KaTerOpUYHa HEOOXOJUMOCT.



Kbpmene

DoHAaMaApUHYKC CE EKCKPETUPA B KbpPMaTa Ha IUTHXOBE, HO HE € U3BECTHO J1ali CE €KCKPETUPA B
qoBelikaTa kbpMa. KbpMeHeTo He ce mpenopbyBa 10 BpeMe Ha JieueHue ¢ poHmaanapuHykc. Benpeku
TOBa, IIepOpaTHaTa Pe30pONrs IIPH Je1a € MallKo BEepOsITHA.

DepTriiuTeT
Hsama nannu 3a edekra Ha hoHIAMAPUHYKC BBPXY (PEpTUIIATETA IPH XOpa. M3nuTBanusaTa npu
JKUBOTHHU He TOKa3BaT eeKT BbPXY (epTUInTeTa.

4.7 EdexTn BppXy crniocod0HOCTTA 32 oupaHe u padoTa ¢ MAIINHA
Hsma npoyuBanus 3a eekTuTe BHpXY CIIOCOOHOCTTA 32 IoQupane U padoTa ¢ MaIHH.
4.8 Hexesanu JeKapcTBeHH peaKkuu

Hali-uecTute cepro3HU HEXEJIaHU PEaKluy, ChoOIIaBanu pu (OHIAAPUHYKC Ca YCIOKHEHMYS,
CBBP3aHH C KbPBEHE (C Pa3IMyHO MECTOIOJIOKEHHE, BKIIFOUNTEITHO U PEAKHU CIIydau Ha BETpEeUeperHo/
BBTPEMO3BYHO H PETPOTIEPUTOHEATHO KbpBEHE) U aHeMus. DoHAamapuHyKCe TpIOBa /1a ce mpuiara ¢
MOBUIIICHO BHUMAHKE MPHU MAI[UCHTH, KOUTO UMAT MOBUIIIEH PUCK OT KbpBEHE (BXK. TOUKa 4.4).

be3onacHocTTa Ha hOHIAMAPUHYKC € OLEHSIBAaHA IPH:

- 3 595 naumeHTH, TOAJIOKEHHU Ha TOJIsIMa OPTOTIEANYHA ONepalis Ha JOJTHNUTE KPAHUIHA U
JIeKyBaHU 3a nepuoj 10 9 auu (Arixtra 1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 327 nmamueHTH, onepupaHu 3a ppakTypa Ha OenpeHara KOCT, JISKyBaHH 3a 3 CEIMUITH CIIE]T
HavanHa npodunakThka 3a 1 cenmuna (Arixtra 1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 1 407 nauueHTH, MOJIOXKEHH HA KOPEMHA OIepallus, JISKyBaHH 3a nepuo 10 9 nuu (Arixtra
1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 425 manueHTH ¢ PUCK OT Pa3BUTHE HA TPOMOOEMOOIUYHH yCIOXKHEHUS, JICKYBaHH 32 IIEPHOA 10
14 nau (Arixtra 1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 10 057 nmanuenTy, noxy4dasainy JieueHre 3a UA wim NSTEMI ACS (2,5 mg/0,5 ml)

- 6 036 manmenTn, nonyyasamu JiedeHre 32 STEMI ACS (Arixtra 2,5 mg/0,5 ml)

- 2 517 nauueHTH, TeKyBaHH 32 BEHO3HA TPOMOoeMOomus ¢ (hOHAAapUHYKC 3a CPEAHO 7 JHH
(Arixtra 5 mg/0,4 ml, Arixtra 7,5 mg/0,6 ml u Arixtra 10 mg/0,8 ml).

Te3u HeXkenaHu peakiuy TpsiOBa J1a e Pa3mIeKIAT B XUPYPTHUHHS WIIA METUIIMHCKH KOHTEKCT Ha
noka3anusTa. [IpoduIbT Ha HeXeaHUTE ChOUTHS, CHOOIIICHH B ITpOrpamMaTa 3a OCThP KOPOHAPEH
CHHJIPOM, € B ChOTBETCTBHUE C HEKEIAHHUTE JICKAPCTBEHU PEAKIMU, YCTAHOBEHH MPH NPOPHIAKTHKA Ha
BEHO3HA TPOMOOEMOOJIHSL.

Hexenanute peakiuu ca n30pOCHH 10 CUCTEMO-OpTraHeH Kilac U yecToTa. YecToTuTe ce onpenesr
kato: MHOTO YecTH (> 1/10), wectu (> 1/100, < 1/10), neuectu (= 1/1 000, < 1/100), penku
(> 1/10 000, < 1/1 000), muOTO peaxu (< 1/10 000).



Cucremo-opratex yecTH HeYeCTH penku
KJIac (=1/100 1o < 1/10) (=1/1 000 no (=1/10 000 1o
MedDRA <1/100) <1/1 000)
Hnepexyuu u HHOEKIHS Ha
unpecmayuu MOCTOIICPATUBHH PaHU
Hapywenus na aHemus, TPOMOOIIUTOTICHHS, PETPOIIEPUTOHEATHO
Kpb8ma u iumM@rama | mMoCTONEPaTUBEH TPOMOOIIUTEMHUS, KbpBEHE
cucmema KPBBOUBIUB, yTEPO- TPOMOOIIUTHU YepHOIPOOHO,
BarvHaJICH aHOMAJTUH, BBTPEYEPEITHO/BHTPEMO
KPBBOU3IINB , HapyIIEeHHs Ha 3BYHO KbpBEHE
XEMOIITH3a, XeMaTypHsl, | KPbBOChCUPBAHETO
XEeMaTOM, KbpPBEHE OT
BEHIIUTE, MyPIIypa,
SMUCTAKCHC,
CTOMAIIIHO-YPEBHO
KBPBEHE, XeMapTpo3a,
KPBBOM3JIUB B OKOTO
oOpa3yBaHe Ha
CHHUHH
Hapywenus na aJlepruyvHa peakius
UMYHHAMA cucmema (BKITFOUUTEITHO MHOTO
PEIKH cilyyau Ha
aHTUOCICM,
aHa(UIIaKTOU/THA/aHa
(duaKTHYHA peaKmus)
Hapywenus na XUIOKATHEMUS,
Memabonusma u [TOBUIIICH HeOENThUYCH
Xparnenemo asor (Npn)!”*
Hapywenus na rJ1aBoOoHe 0€31OKONCTBO,
HepeHama cucmema 00BPKAHOCT,
3aMaliBaHe, ChHJIUBOCT,
CBETOBBPTEK
Cv0osu Hapyuenus XUTIOTOHUS
Pecnupamopnu, 3a0yX Kalumna
2PBOHU U
MeouacmuHaIHu
HapyuieHus
Cmomawno-upesHu rajJicHe, MOBPBINAHE KOpeMHa 0oJika,
HapyuieHus JICTIETICHSI, TAaCTPHT,
3ameK, Auapus
Xenamobunuapnu OTKIIOHCHHS B OmITMpyOrHEMUS
HapyuieHus pe3yaTaTUuTe OT

(yHKIMOHATHA
W3CIe/IBaHUs Ha
YepHHA ApoO,
MOBHIIaBaHE HA
CTOMHOCTUTE Ha
4epHOAPOOHHUTE
CH3UMHU

Hapywenus na
Koocama u
NOOKOJICHAMA MbKAH

epuTeMaTO3eH O0PHB,
chpoex




Cucremo-opranes YecTH HEeYeCTH peaku
KJIac (=1/100 1o < 1/10) (=1/1 000 no (=1/10 000 1o
MedDRA <1/100) <1/1 000)
Obwu napywenus u OTOK, iepudepeH peakius Ha MACTOTO Ha
HapyweHus Ha OTOK, 0OJIKa, HIKEKTHpaHe, 00IKa B
MACMOMO HaA MTOBHUIIIEHA KpakaTa, ymopa,
NPULOdHCEHUE TeMIeparypa, TpbJHa | 3a4epBSIBaHE, CHHKOII,
0o0J1Ka, CeKpeIus OT TOPEIIH BBJIHH,
paHaTa TEHUTAJIEH OTOK

@ Npn o3navaea nebenmuvuen azom, m.e. ypes, NUKOUHA KUCENUHA, AMUHOKUCETUHI U M. H.
* HJIP, ¢v3nuxnanu npu no-eucoxu oosu 5 mg/0,4 ml, 7,5 mg/0,6 ml u 10 mg/0,8 ml.

Cpo011aBate Ha NOJA03UPAHU HEKEIAHU PEAKIIMHI

Cro0IIaBaHeTo Ha MOIO3UPAHU HEIKEIIAHU PEAKIIUU CIIe]] pa3peliaBaHe 3a ynorpeda Ha JIeKapCTBEHUS
MPOAYKT € BaKHO. TOBa MMO3BOJIsBA Ja MTPOIBJKKM HAOIIOICHUETO Ha ChOTHOIICHUETO IMOJI33/PUCK 32
JIEKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIUATIICTH CE U3MCKBA J]a ChOOIIABAT BCSIKA
MOI03UPaHa HeXKeIaHa Peakius Ype3 HAI[MOHAIHA CUCTeMa 33 ChOOIIaBaHe, IIOCOYCHA B

[Tpunoxxenue V.

4.9 Ilpeno3upane

®oHganapuHyKC B JO3H MM0-BUCOKHU OT MPENOpbUaHUTEe MOXKE Ja JOBEJIE /10 MOBUIIIEH PUCK OT
KbpBeHe. Hsama no3nat antunot Ha GoHOanapuHyKc.

Ipu mpeno3upane, yCI0KHEHO C KbPBEHE, JICUCHUETO TPsIOBa Jla ce MPEKbCHE U Jla Ce MOThPCU
IbpBUYHATA IpHYHHA. TpsOBa qa ce 0OMHCIIN 3armoYBaHe Ha MOJXOSIIO JICYCHHE KaTO XUPYPriudHa
XEeMOCTa3a, KpbBOIIPEINBaHe, IPeINBaHe Ha MPsCHA IUTa3Ma, Ia3madepesa.

5.  ®APMAKOJIOI'MYHHU CBOUCTBA

5.1 ®apmakoaMHAMUYHHU CBOWCTBA

dapMakoTepaneBTHUHA TPYIIa: aHTUTPOMOOTHUYHHU CPEJICTBRA.
ATC xox: BOIAX05

DapmakoouHamuyHu ehekmu

DoHpanapuHyKC € CHHTETHUYCH U CEeJIEKTHBEH HHXUOUTOp Ha akTHBHpaH (pakTop X (Xa).
AHTHTPOMOOTHYHATA aKTUBHOCT Ha (POHIAAPUHYKC € PE3yJITaT OT MEIUUPAHOTO OT aHTUTpoMOuH 111
(ATII) cenextnBHO HHXHOMpaHe Ha (akTop Xa. Upes cenekruBHO cBbp3BaHe ¢ ATIII,
¢donmanapunykc notenmnupa (oxoso 300 mbTH) ecTecTBeHaTa HeyTpanu3anus Ha paktop Xa ot ATIIL
Heyrpanusupanero Ha dakTop Xa npeKbcBa KoaryjlallMOHHATa KacKala i HHXUOUpPa KaKkTo
o0pa3yBaHeTO Ha TPOMOUH, Taka U pa3BUTHETO Ha TpoMO. DoHamapuHyKC HE HHAKTUBUPA TPOMOMHA
(axTuBupan dpaxtop II) u He oka3Ba edekT BEPXY TPOMOOIIUTHTE.

B no3a ot 2,5 mg ponmanapuHyKc He MOBNMSABA PYTUHHUATE KOAryJallMOHHHA TECTOBE KaTo
aKTHBHPAHO MapiuaiHo TpomoorutactuHoBo Bpeme (aPTT), aktuBupaHo BpeMe Ha KpbBOCHhCHPBaHE
(ACT) nu rm1a3MeHHUTe TECTOBE 3a MPOTpoMOMHOBO BpeMe (PT)/Mex1yHapo HO CTaHIapTU3HPAHO
cootHomeHue (INR), kakTo 1 Bpeme Ha KbpBeHe U (GUOPHHOTUTHYHA aKTHBHOCT. Bee mak ca
MOJTy9aBaHU PEIKH CIIOHTAHHY CHOOIICHUS 3a yab/DKaBaHe Ha aPTT.

DoHpanapuHyKc OOMKHOBEHO HE pearupa KpbCTOCAHO ChC CEPYM OT HNALIMEHTHU C XeTapruH
uHynupana rpomoonuronenus (HIT). Bee mak psako ca nmoigy4aBaHu CIIOHTaHHU choOmeHus 3a HIT
MIpH MAIUEeHTH, JIEKYBaHU ¢ (JOHAAapUHYKC




Knunuunu uznumeanus

[poduirakTka HAa BeHO3HA TPOMOOEMOOTHSI IPH MAIMEHTH, MOAJI0KEHN HA TOJIeMH
OPTONEMYHM OTIEPAHH HA JOJHUTE KPAWHUIN, JIEKYBAHH 32 MEPUO 10 9 THH

Knmandnaarta mporpaMa 3a ¢oHIanmapruHyKC € Ch3IaieHa, 3a Ja Mmokaxe e(uKacHOCTTa Ha
(oHIanmapruHyKC 3a Mpeana3Bane 0T BEHO3Ha TPOMOOEMOOIIHS, T.€. TPOKCHMAITHA U TUCTATHA TBIOOKA
BEHO3Ha TPoMOo03a 1 00 IPOOCH TPOMOOEMOOIM3bM TIPH MAIIUCHTH, TIOJI0KEHU Ha TOJICMH
OPTOTIETUYHY OTIEpPAINY Ha JOTHUTE KpalHUIH, KaTo (hpakTypa Ha OelpeHara KOocCT, TOJIEMHU
oTIepaIiy Ha KOJISTHOTO FUTH OTIEpalliy 3a CMsIHA Ha Ta300eapeHara cTaBa. B KOHTponMpanu KIMHAYHI
u3nutBanus Qasa Il u 111 ca Brinrouenu noseue ot 8 000 naruentu (ppakrypa Ha OenpeHara KOCT —

1 711, cmsiHa Ha Ta3o0enpeHara crapa — 5 829, roysiMa oneparnus Ha KoJsHOTO — 1 367).
DoHganapuHyKC 2,5 mg BeIHBK THEBHO, IPWIIOKEH 6 — 8 Haca IIOCTONEePaTUBHO, € CPaBHEH C
eHokcamnaput 40 mg BeHBK THEBHO, MPUWIOKeH 12 yaca npeau oneparusTa, uau 30 mg aBa mbTH
JTHEBHO, 3amoyvHat 12-24 gaca ciej onepaiusTa.

[Tpu 06001meH aHaMM3 HAa Te3W M3MUTBAHKS NPETIOPHUBAHMUST PEKUM Ha JO3UpaHe HA POHIAAPUHYKC
CIIPSIMO €HOKCAIapyH € CBBp3aH ChC 3HAUUTETHO MoHmkaBaHe (54% [95% CI, 44 %; 63%]) uectoTara
Ha BEHO3Ha TPOMO0eMOoIHs, OlleHs BaHa 10 1 1-THs IeH ciies1 onepanusiTa, He3aBUCUMO OT THIIA Ha
omnepanusaTa. [lo-ronsmara 4act oT KpaiflHUTE CHOUTHS ca TUArHOCTUIMPAHH Ype3 TPEIBAPUTEITHO
HacpoyeHa BeHorpadus 1 ca OWIIM TIIaBHO JHCTallHa JBJI00Ka BEHO3HA TpOM003a, KaTo CiIyvyanuTe Ha
MPOKCHMaIHa JBJIOOKa BEeHO3HA TPOoMOO03a ChILO ca HaMallesId 3HaYUTeNHO. YecToTara Ha
CUMITOMATHYHATa BEHO3HA TPOMOOEMOOITHS, BKITFOUUTEITHO Ha O€T0pOOHHS TPOMOOEMOOIH3EM,
MEXIY OTACTHUTE TEPANEeBTUYHU TPYIH HE € OMJia 3HAYUTEITHO Pa3IudHa.

IIpu n3nuTBaHus crpsamMo eHokcanaput 40 mg BeIHbXK JHEBHO, IPUWIOKEH 12 yaca npenu
oIepaLusiTa, CEpHO3HO KbpBEHE € HaOI0gaBaHo pu 2,8% OT NaLMeHTUTE Ha JICUCHHE C
npenopbyBaHata q03a GOHAANapUHYKC, B CpaBHEHHE ¢ 2,6% MpH NaMEeHTUTE Ha JICYCHHUE C
€HOKCaIlapuH.

IpopunakTuka Ha BeHO3HA TPOMO0eMOO/IUSI NPU MANMEHTH, MOAJI0KEHH HA ONepPalusi NPH
(paxTypa Ha OegpeHaTa KOCT, JeKYBaHH 32 MEPUOJ 10 24 THH cJiel HAYaJHA NPoPUIaKTHKA OT
1 cenmuna

B enno pannomusupaHo, JBOIMHO-CISNO KIMHUYHO U3NUTBaHE 737 NallMeHTH ca JIEKyBaHU C
¢doHganapuHyKc 2,5 mg BeIHBXK THEBHO 3a 7 +/- 1 IHU cien onepanus npy GpakTypa Ha OepeHara
KocT. B kpas Ha To3u niepuoj 656 maIyieHTy ca paHIOMHU3UPAHH J1a TIony4aBat (poHmanapuayke 2,5
mg BEIHBK JHEBHO WM IU1ale00 3a JOBbIHUTENEH nepruo ot 21 +/- 2 nuu. @oHnanapuHyKe € J0BeI
JI0 3HAUYMTEITHO HaMaJsiBaHe Ha oOIIMst Opoii clyyan Ha BEHO3HA TPOMOOEeMOOIUS B CpaBHEHHE C
miane6o [croTBeTHO 3 narmenTH (1,4%) cipsimo 77 naumentu (35%)]. [To-romsima gact (70/80) ot
JOKJIaIBAHUTE CIIyyan Ha BEHO3HA TPOMOOeMOOIIHUS ca OTKPUTH Ype3 BeHOrpadust aCHMITOMHH
CJIydad Ha JIBJIOOKa BeHO3Ha TpomOo3a. DoHIanapruHyKC € J0BeI U JI0 3HAUUTEITHO HaMallsiBaHe Ha
CJly4auTe Ha KIIMHUYHO MPOSBEHA BEHO3HA TPOMOOEeMOOJHs (1bJI00Ka BEHO3HA TPOMOOEMOOIIHSI /UK
oemonpobeH TpomboeMOon3bpM) [choTBeTHO 1 (0,3%) cripsimo 9 (2,7%) manueHTH |, BKIIOYHTEITHO U
JiBa (haTaHU ciiydast Ha 0enoxpoOeH TpoMOoeMOOIn3bM, JOKIIAABAHN B TPyIIaTa Ha mianeoo.
CepHo3HO KbpBEHE HA ONIEPATUBHOTO MSCTO M 0e3 (haTaHu MOCIe NN € HaOII01aBaHO TIPU

8 mauuentu (2,4%), nekyBanu ¢ GoHmanapuaykc 2,5 mg, B cpapaenue ¢ 2 (0,6%), 1ekyBaHu ¢
taneoo.

IIpoduaakTuka HA BeHO3HA TPOMOOeMOOTUSI MPU MANMEHTH, MO/JI0KEHH HA KOPEeMHA onepanus
H C MpeleHeH BUCOK PUCK 32 TPOMO0eMOOJTUYHH YCI0KHEHUS], KATO MALMEHTH C ONePaLiH 32
KapOMHOM B KOpeMHaTa 00J1acT

B enHO ABOWHO CIISITIO KIIMHUYIHO M3NHUTBaHE 2 927 ManueHTw ca paHI0oMU3UPaHU Ja MOTydaBat
(dormanapuHykc 2,5mg BeaHbxK gHeBHO wian nanrenapud S5 000 IU BenHBk THEBHO C eHA
npenonepatuBHa uHxekus ot 2 500 IU u ¢ 2 500 IU mbpBa nocronepatuBHa MHKEKIUS 3a 712 THU.
OCHOBHHTE OTIEpATHBHU MECTa ca OWIIM KOJIOH/PEKTYM, CTOMaX, YepeH P00, XONEIIUCTEKTOMHUSI WITH
apyru ounuapuau npodiemu. lllectaecer u AeBET MPOLIEHTA OT MALMEHTUTE ca OWIIM MOIOKEHH Ha
oreparys 3a KapIuHOM. B M3MUTBaHETO HE Ca BKIFOYEHHU MAIIMEHTH C YPOTCHUTAIIHY (Pa3IndHU OT
OBOpEYHN) UITM THHEKOJIOTUYIHH OIIepaIlii, KAaKTO U MAIMEHTH C JaapOCKOIICKH U ChJIOBH OTICPAITHH.
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B ToBa m3nurBane odnmaT Opoii Ha ciydan Ha BeHO3HA TpoMOoembomust e onn 4,6% (47/1 027) ¢
donmanapuHykc, crpsimMo 6,1%: (62/1 021) ¢ ganTenapuH: HAMaJICHUETO HA OTHOCUTEITHUS PUCK
[95%CI] = -25,8% [-49,7%, 9,5%]. PasnukaTa B oOmaTa 4ecToTa Ha BEHO3HA TPOMOOEMOOITHS MKy
TPYIUTE HA JIEYCHHE, KOSITO HE € OMyla CTAaTUCTHYECKH 3HAUYMMa, C€ ABJDKY TTIaBHO HA HaAMaJIeHHe Ha
CIyJaWTe Ha aCHMITOMHA IMCTAJIHA TBIO0KA BEHO3HA TpoMO03a. bposT Ha citydan ¢ KIIMHUYHO
MposiBeHa IbI00Ka BEHO3HA TpoM003a € OWII CXOJICH B TpynuTe Ha jedeHue: 6 naruentu (0,4%) B
rpynara Ha ¢poHgamapuHykce cupsmo S5 naruentu (0,3%) B rpymnaTa Ha gantemapus. B roismara
MOATpyTa HA TTAIIMEHTH C oTeparws 3a KapiuHoM (69% OT BCHUYKH MAIIEHTH ), HUBaTa Ha BEHO3HA
TpoMOboeMOous ca oy 4,7% B rpynara Ha JiedeHue ¢ GoHanapuHyKe cipsaMo 7,7% B rpymnara Ha
JTATCTIapYH.

Cepro3HO KbpBeHE € HaOmoaaBaHo mpu 3,4% oT maluMeHTuTe B Tpynara Ha (GOHAANapuHyKC U MPH
2,4% oT malMeHTuTe B rpynara Ha JajdTernapyH.

IIpodunakTuka Ha BeHO3HA TPOMO0eMOOJIUS MPH HEXUPYPTUYHH NAIMEHTH, KOUTO ca ¢
NMOBHIIIEH PUCK OT Pa3BUTHE HA TPOMO0OeMOOINYHH YCJI0KHEHNUsI MOPaId HaMaJieHa
MOJABHKHOCT 10 BpeMe Ha 0CTPO 3a00J1siBaHe

B enHo paHIoMuU3UpaHO JBOMHO CISIO KIMHUYHO U3MUTBaHE 839 MallMeHTH ca JEKYBaHU C
¢bonganapuHyke 2,5 mg BeAHBXK THEBHO WM C manedo 3a 6 no 14 nau. B ToBa n3nuTBane ca
BKJIFOUCHH MAIMUCHTH C OCTPU 3a6OHHBaHI/I}I, Ha Bb3pacT > 60 TOAWHH, 3a KOUTO C€ M3HMCKBA IIOYHMBKA
Ha JIETJIO 32 Hal-MaJKo 4 THYU M KOUTO Ca XOCHHUTAIM3UPAHH 32 KOHI€CTHBHA ChpcYHa
HepoctaTbyHOCT Kitac [II/IV mo NYHA u/uiu octpo pecriupaTtopHo 3a00JsBaHe H/HIIA OCTPa
WHQEKIHS WK BB3NAIUTENHO 3a00isaBane. DoHAaNapuHYKC € HaMaIiil 3HAYUTENHO o0mIus Opoit Ha
ClIydad Ha BeHO3Ha TpoMOoeMOonus B cpaBHEHHE ¢ manedo [croTBeTHO 18 manuentu (5,6%) copsmo
34 mammentu (10,5%)]. [To-romsam Opoii OT cirydanTe ca OMIM HAa aCHMIITOMHA IUCTAITHA BEHO3HA
TpoMmbo3a. PoHmanapuHyKC € HaMaJIiiI 3HAYUTEIHO U CIyYaWTe Ha ChITbTCTRAI (ataneH OenorpodbeH
TpoMOoeMO0a13bM [choTBeTHO 0 marentu (0,0%) cupsamo 5 (1,2%)]. Cepro3Ho KbpBEHE €
HaOronaBaHo npH 1 manueHT oT Besika rpyna (0,2%).

JleyeHue HA MAMEHTH C OCTPA CHMIITOMATHYHA CIIOHTAHHA MOBLPXHOCTHA BeHO3HA TPOM0O03a,
0e3 chbIIbTCTBAIIA ABJ00KA BEHO3HA TPOMO03a

Enno pangoMusupano, n1BoitHO-cisimo knuHnaHO m3nutBaHe (CALISTO) Birrousa 3002 manueHTH ©
0CTpa CUMIITOMaTHYHA U30JIMpaHa CIIOHTaHHA MOBLPXHOCTHA BEHO3HA TpoM003a Ha JIOJTHUTE
KpaliHUIH, C IBDKUHA HAl-MaJIko 5 cm, IOTBBpJIeHa Ype3 KoMIpecnonHa exorpadus. He ca
BKITFOUBAHU ITAIIMEHTH, KOUTO Ca HMaJIH ChITBTCTBAIA JJI00KA BEHO3HA TPOMOO03a MIIH MTOBBPXHOCTHA
BEHO3HAa TPOM003a, Ha pa3CTOSHHE JI0 3 cm OT MSCTOTO Ha CheJMHsABaHE Ha BeHa capeHa ¢ BeHa
bemopanuc. M3ki0YBaHN ca MaueHTH, KOUTO ca UMaJIH TEKKO YepHOAPOOHO YBPEKAaHE, TEKKO
0B0peuHo yBpexaaHe (KpeaTHHHHOB KiupbhHC< 30 ml/min ), HUcKO TenecHo Terio (<50 kg),
37I0Ka4eCTBEH TyMOp B aKTUBEH CTaJIni, CUMIITOMaTHYHA OenojpoOHa eMOOIINs HITH CKOPOIIIeH
cilydJaii Ha 1bJI00Ka BeHO3HA TpoM003a/0esoipooHa eMOosus (<6 Mecela) WK MOBbPXHOCTHA
BEeHO3Ha TpoMOo03a (<90 HHM), UITN MOBBPXHOCTHA BEHO3HA TPOMO03a, CBhp3aHa ChC CKIIEPOTEpAITUs
W KaTO YCJIIOKHEHHWE TIPY BEHO3€H JOCTHII, WIIA aKO MAIUEHTHTE Ca UMAJIA BUCOK PUCK OT KbpPBEHE.

[NanuenTuTe ca paHAOMHU3UPaHHU Ja OMydaBaT 2,5 mg GpoHAanapuHyKC BEAHBK AHEBHO WIH I1anedo,
B IIPOJIBbJDKEHHUE Ha 45 IHU, B AONBJIHEHUE HA €JIaCTUYHH YOPAIly, aHAJITeTUYHH /WK JIOKAJTHH
HCIIBC. IlpocnensBanero e 1o en 77. M3cneasanara nomynamus e 64% xeHu, ¢ MeIraHa Ha
BB3pacTTa 58 rogunu, 4,4% ca UMaau KpeaTHHUHOB KIUpBHHC < 50 ml/min.

[IbpBUYHUAT pe3ynTaT 3a ehUKACHOCT, ChUeTaHHE OT CHMIITOMATHYHA OeoIpoOHa eMOOHS,
CHUMIITOMAaTHYHA JHJI00KAa BEHO3HA TPOMO03a, pa3iivpsiBaHe Ha CHMIITOMATHYHA IOBBPXHOCTHA
BEHO3HA TPOMOO03a, PEIU/IUB Ha CHMITOMATHYHATA IIOBBPXHOCTHA BEHO3HA TPOMOO03a WU CMBPT JI0
Jen 47, e 3HAUNTEINHO MOHIKEH 0T 5,9% npu manueHTHTe Ha miarebo 10 0,9% npu nanueHTuTe,
nosrydaBaid 2,5 mg GpoHmanapuHykc (OTHOCHTETHO HaMajsiBaHe Ha pucka: 85,2%; 95% Cl, 73,7% no
91,7% [p <0,001]). YectoraTa Ha Bceku TpoMOOeMOOINYEH KOMIIOHEHT Ha MbPBUYHHS PE3YJITAT €
CBHIIO 3HAYMTEITHO IMOHIDKEHA MPY MAalMeHTH Ha ()OHJAIApUHYKC, KaKTO CIIEABA: CHMIITOMAaTUYHA
6enonpobra em6omust [0 (0%) copamo 5 (0,3%) (p = 0,031)], cumnTomMaTnuHa 1bI00Ka BEHO3HA
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tpom603a [3 (0,2%) crpsimo 18 (1,2%); oTHOCHTENHO HamasiBaHe Ha pucka 83,4% (p <0,001)],
pasmmpsBaHe Ha CHMITOMAaTHYHATa MOBBPXHOCTHA BeHO3Ha TpoMbo3a [4 (0,3%) cripsimo 51 (3,4%);
OTHOCHUTEITHO HamassiBaHe Ha pucka 92,2% (p <0,001)], peruinB Ha CHMIITOMAaTHYHATA
MOBBPXHOCTHA BeHO3Ha TpomM003a [5 (0,3%) cripsimo 24 (1,6%); OTHOCUTEITHO HaMaJIIBaHE Ha PUCKA
79,2% (p <0,001)].

CremneHTa Ha CMBPTHOCT € HUCKA U MOI00HA MEXy JIBETE IPpyIH Ha jieueHue, ¢ 2 (0,1%) cMbpTHH
ciydvast B rpynara Ha pougamapuaykce KeM 1 (0,1%) cMBpTeH cirydail B rpynara Ha rmiamedo.

EdukacHoctTa ce 3amaspa 70 JleH 77 ¥ € KOHCUCTCHTHA BbB BCHUYKH MPEABAPUTEITHO ONPEICIICHU
MOATPYTIH, BKIIOUUTEITHO NP NAIlUCHTH ¢ BAPUKO3HU BEHH U MPU MAIIUEHTH C MOBHPXHOCTHA BEHO3HA
TpoM003a, JTOKaTU3upaHa Mo KOJISTHOTO.

ITo BpemMe Ha neyeHueTo € HaOmogaBaHo 3HaYuTeNHO KbpBene mpu 1 (0,1%) manueHT Ha
¢dournanapunykc u nipu 1 (0,1%) marment Ha mane6o. KmuHIYHO 3HAYUME HETEKKH KPHBOU3IHUBH Ca
HabmogaBanu mpu 5 (0,3%) ot manuenTute Ha pormamapuaykce u npu 8 (0,5%) ot manmeHTHUTE Ha
iane6o.

5.2 ®apmakOKMHETUYHH CBOWCTBA

Abcopbyus

Crnen moakoXXHO Tpuiiarae poHmamapuHyKe ce abcopOrpa n3msuio u 66p30 (abcomoTHa
ononanmmuHocT 100%). Crex npunarane Ha eHa MOJKOKHA HHKEKIHsS poHAanapuHyke 2,5 mg Ha
MJIaJId ¥ 3/IpaBH JIMIa MUKOBaTa Iia3MeHa KoHueHTparus (cpeata Cmax = 0,34 mg/l) ce nocrtura 3a 2
Yaca cies npuinoxenuero. [InazMeHnTe KOHIIEHTpauy Ha OJIOBHHATA OT CTOMHOCTHTE 32 CpeIHa
Chnax C€ IOCTHUTAT 3a 25 MUHYTH CJIe]l IpUJIaraHe Ha J03aTa.

[pu 3apaBu nua B HaNpeAHANA Bb3pacT (hapMaKOKMHETHYHHUTE TapaMeTpy Ha (GOHAAaNapuHyKCe ca
JIMHEHHU B TPaHULIATE OT 2 10 8 mg, NPUIOKEHU NOAK0XKHO. Cliel NpUI0KEHUE BEAHBXK THEBHO
CTallMOHAPHUTE TIIa3MEHU HUBA ce gocturar cien 3 wiu 4 nuu ¢ 1,3 et noButiieHue Ha Cmax U

AUC.

Onenennre cpennu (CV%) hapMakoOKMHETHUHU NapaMeTpd Ha (GOHAANAPUHYKC B CTALIMOHAPHO
CHCTOSIHUE TIPH NAIMEHTH, MOIJIOKEHHU Ha Oriepallys 3a CMsHa Ha Ta300epeHara craBa, mprueMariy
(donnanapuHykc 2,5 mg BeHBK AHEBHO, €a: Crax (Mg/1) — 0,39 (31%), Tmax (h) — 2,8 (18%) n

Chin (mg/1) -0,14 (56%). Ilpu nmanmentu ¢ ¢ppaktypa Ha OeagpeHaTa KOCT, CBbp3aHa C HallpeaHaIaTa UM
BB3PACT, IUIA3MEHUTE KOHIIEHTPALIMHU Ha (POHIaNapUHYKC B CTAIIHOHAPHO ChCTOSIHUE ca: Cmax (Mg/1) —
0,50 (32%), Cumin (mg/1) — 0,19 (58%).

Paznpeoenenue

O0eMbT Ha pasnpe/ierieHre Ha GoHanapuaykc ¢ orpanuyet (7-11 aurpa). In vitro, hoHnanapuHykc
ce CBBp3Ba CHEIU(PUIHO U B TOJISIMA CTETIeH ¢ OeNThKa aHTUTPOMOUWH, KaTO CBEP3BAHETO € 3aBUCHUMO
OT J03aTa U Ta3MeHaTa konueHrpars (98,6% mo 97,0% B rpanumure Ha KoHIeHTpauu ot 0,5 1o
2 mg/l). ®onpanapuHyKc HE C€ CBbP3BA 3HAYUTEIIHO C IPYTH IJIa3MEHH MPOTEHHH, BKIIFOUUTEIIHO U C
TpombouuteH pakrop 4 (PF4).

Tbit kaTo QOHAAMAPHUHYKC HE CE€ CBhP3Ba 3HAUNTEIIHO C APYTH IUIa3MEHHU IPOTEUHH, OCBEH C
ATIII, He ce o9akBaT B3aUMOJEICTBHS C APYTH JIEKAPCTBEHU NPOAYKTH Ha Oa3zaTa Ha U3MECTBaHE OT
MecTaTa Ha CBBbP3BAHE C TIa3MEHUTE NPOTEHHHU.

Buompancopmayusn
Brnpeku ye HsMa [SII0CTHA OlEHKA, HIMa JaHHU 3a MeTa0oIu3rpane Ha POoHIAmapuHyKC U TI0-
CIIEIMAITHO HSAMA JIaHHU 32 00pa3yBaHe Ha aKTUBHU METa0OIHTH.

®donmamapunykc He naxudupa in vitro CYP450s (CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2D6,
CYP2E!1 unu CYP3A4). [lopanu Ta3u npuunHa He ce o4akBa (OHIANapUHyKC a B3aMMOJEHCTBA ¢
JIPYTH JIEKapCTBEHU MPOLYKTH in vivo upe3 naxuoupane Ha CYP-menunpanns Metabonn3pM.
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Enumunupane

EnvMuHanMoOHHUAT MOTYy>KUBOT (t1,) € Okosio 17 yaca mpu 31paBH, MjlaJiy Jidlia U okoJio 21 yaca mpu
3[paBu JIKIla B HampeaHaia Bs3pacT. PoHpanapuHyke ce ekckpetupa B 64-77 % ot 6b0pennTe mox
(opMaTa Ha HEIIPOMEHEHO BEIIECTRBO.

Cneuud)ulmu cpynu nayuenmu

IHeouampuuna nonynayus - oHgamapuHyKC HE € U3MUTBAH IPHU Ta3H MOMyJanus 3a MPodUIaKTHKA
Ha BEHO3HA TPOMOEMOOJTUS HITU 3a JICUCHUE Ha MIOBBPXHOCTHA BEHO3HA TPOMOO03a.

Iayuenmu 6 Hanpeouana ev3pacm - bpOpedHara GyHKIHS MOXKE Ja HaMalee C Bb3pacTTa U, Iopau
Ta3W MPUYMHA, KAMalUTETHT 3a SIMMUHUpaHe Ha (JOHJAapUHYKC MOXKE Ja € HaMaJICH MPH MallueHTH
B HalpeaHala Be3pacT. [Ipu manuenTu >75 roauHu, IOJI0XKEHN Ha OPTONEeIUYHA OTlepalus,
OYaKBAHMAT IUTa3MEH KIUpPHHC € 1,2 10 1,4 IbTH MO-HUCHK OT TO3W NPH MAIMEHTUTE Ha BB3pacT <65
TOJTNHHU.

bwvbpeuno yspescoane - B cpaBHEHUE ¢ MIAIUEHTUTE C HOpMaTHa Ob0peyHa (pyHKINS (KpeaTHHIHHOB
kiupbHC > 80 ml/min), mrasmernart kKupwHC € ¢ 1,2 10 1,4 mbTH MO-HUCHK MPH MAIUEHTUTE C JIEKO
0B0OpeuHO yBpexaaHe (KpeaTHHUHOB KaupbhHC 50 1o 80 ml/min) u cpeHo 2 IbTH HO-HUCHK MPU
MalUeHTH ¢ yMepeHo 0b0pedHo yBpexnane (kpeaTHHUHOB KiupbHC 30 10 50 ml/min). [Ipu Texko
0B0peyHo yBpexaaHe (KpeaTHHHHOB KiIupBhHC < 30 ml/min), Tura3MeHHAT KINPBHHC € TPUOIM3UTETHO
5 I'bTH MO-HUCHK B CPABHEHHE C TO3M MPU HOpMaiHa ObOpeuHa GyHkiusa. CBbp3aHUTE C TOBA
CTOWHOCTH Ha eTMMHHALIMOHEH MOYKUBOT ca 29 yaca MpH MalueHTH ¢ yMEpeHo U 72 Jyaca npu
MAIMEeHTH C TeXKO OBOpedHO YBpEKIaHe.

Ilon - He ca HaOI01aBaHy pa3iinyust BbB BPB3Ka C T10J1a Clie]] KOPUTHpaHe Ha J03aTa CIpsiMO
TEJIECHOTO TErJI0.

Paca - ®apMakOKHHETUYHU pa3Inyus IIOpaJu pacoBa IPHUHAJIEKHOCT HE Ca IPOyYBaHU
IIPOCIIEKTUBHO. BBIpeKH TOBa, U3NUTBAHMUS, IPOBEACHHU TP 3PABU JIMLA OT a3UATCKU IIPOU3XO0JL
(simoHIM), HE ca TOKa3aly pa3inyeH (GapMaKOKMHETHYCH PO B CPaBHEHUE ChC 3PABH JIMLA OT
KaBKa3KH mpousxos. [lonoGHO Ha ToBa, He ca HaOMI0JaBaH! PA3IMYUs B IUIA3MEHHS KIMPBHC MEXILY
adpoaMepHKaHI 1 JIMIA OT KaBKa3KH MPOU3XO]I, MMOJUIOKEHU HA OPTOMECANYHA OTIePaIlHsl.

Tenecno meeno - [na3mMeHUAT KIUPBHC HA POHAAMAPUHYKC CE TIOBHUIIIABA C TeJIECHOTO Teriio (9%
nopuieHue Ha 10 kg).

Yeproopobno yspexcoane - Ciell IOJKOXKHO TPUIIaraHe Ha eTHOKpaTHA /1032 POHAAMapuHYKC TTPH
WHJIMBUJIM C YMEPEHO IO TexecT 4yepHoapoOHo yBpexnaHe (Child-Pugh kareropus B), obmure (T.e.
Ha CBBP3aHus U Ha HecBBp3aHUs) Cmax 1 AUC ca ce moHmKUIN ChoTBETHO C 22% 1 39% B cpaBHEHHE
C MHIMBUIM ¢ HOpMaJTHA YepHOApoOHa GyHKIHA. [loHMKeHHnTe TUIa3MeHN KOHIIEHTPAlluy Ha
(hoHIamapUHYKC MPU HHIUBUIH C YePHOAPOOHO YBpEKIaHEe Ce IhIDKAT Ha HaMalleHO CBhP3BaHe C
ATIIL, xoeTo € crneACTBUE OT MOHIKEHUTE T1a3MeHn KoHteHTpamuu Ha ATII; ToBa Boau 10
MOBHIIIEH OBOpeUeH KIUpHHC Ha (oHmanapunykc. CleI0BaTEIHO, MTPH MAIUSHTH C JIEKO 10 YMEPEHO
TEXKKO YEPHOAPOOHO yBpEXKIaHE HE C€ OYaKBA KOHIICHTPALMUTE Ha HECBbP3aHUs (OHJATAPUHYKC Ja
ObJIaT MPOMEHEHH | I10 Ta3W NPUYMHA, OCHOBABaHKHU ce Ha (hapMaKOKUHETHKATA, HE € HeOOX0IUMO
KOpHUTUpaHe Ha J03ara.

dapmakoKHHETHKATa Ha QOHIAAPUHYKC HE € MPOyYBaHa NPH MAIUEHTH C TEKKO YSPHOAPOOHO
yBpexaane (Bk. Touku 4.2 u 4.4).

5.3 IlpeakJMHMYHU JaHHM 32 0€30MACHOCT

[MpeaxnMHUYHUTE TaHHH HE MTOKa3BaT 0coOeH PHCK 3a XopaTa Ha 0a3a Ha KOHBEHIIMOHAIHUTE
(hapMaKoJOrMYHH U3MUTBAHU 32 O€30MaCHOCT, TOKCHYHOCT MIPY MHOTOKPATHO NPHIIOKEHHUE U

13



T€HOTOKCHYHOCT. M3MUTBaHMATA TIPY )KUBOTHH Ca HEJOCTATHYHHU 32 OTIPE/ICsIHE HA TOKCUIHHUTE
e(heKTH BBPXY PENPOLYKTHBHOCTTA MOPAJAHN OTPAaHWYEHATA EKCITO3UITHSL.

6. DAPMAIEBTUYHU JAHHU

6.1 Chnuchbk HA IOMOIIIHUTE BelEeCTBA

Harpues xmnopun

Bopa 3a umxkekuun

XII0pOBOAOPOIHA KHCEIINHA

Harpues xuapokcu

6.2 HecbBMECTHMOCTH

[Ipu nunca Ha poyYBaHUS 32 HECHBMECTHMOCTH, TO3H JIEKAPCTBEH MPOIYKT HE TPAOBa /1a CE CMECBa C
JIPYTH JIEKapCTBEHU MPOTYKTH.

6.3 Cpok Ha roaHoOCT

3 roauHU.

6.4 ChenuananHM yca0BHs HA CbXpaHeHHe
Ha ce cexpansa nox 25°C. Jla He ce 3ampa3siBa.
6.5 Buau chabp:xaHue HA OMAKOBKATA

CrwraeH pesepBoap (1 ml) ot creiino tum I, rpagynpan ¢ 27 pazgenenus x 12,7 mm uria ¢ OyTtano ot
OpOMOOYTHIIOB WIIH XJIOPOOYTHIIOB €1acTOMEp.

Arixtra ce ipejyiara B onakoBku oT 2, 7, 10 u 20 npeaBapuTeIHO HAITBJIHEHU CTIPUHIIOBKH. MMa niBa
BUJIa CIIPUHIIOBKH:

. CIIPUHIIOBKA C XBJITO OyTa0 ¥ aBTOMAaTHYHA CHCTEMA 3a 0€301acHOCT

. CIIPHUHIIOBKA C XBJITO OyTano M phUHA CHCTEMA 32 0€30MacHOCT.

He Bcuuku BHIOBE ONTAKOBKU MOTaT Ja ObJAT MyCHATH B IPOAAKOA.

6.6 CrnenuajaHu nNpeanasHu MepKHU NP U3XBbPJIsiHEe H padoTa

HOI[KO)KHaTa HWHXXCKIMA CC IMpujiara 1mo Cbliysgd Ha4MH, KaKTO C KJIaCU4Ye€CKaTa CIIPUHIIOBKaA.

ITapenTepamHUAT pa3TBOp TPsAOBA J1a ce Mperiea 3a HATMYUEeTO Ha YaCTHUIIN WK TOMbTHSABAHE Ipean
MIPUIIOKEHUE.

VYKkazaHus 32 CAaMOCTOSTEIIHO MPUIIOKCHUC Ca BKIIFOUCHHA B JIMCTOBKATA 3a IMMAllUCHTA.

Cucremara 3a 3aliydTa Ha urjara Ha Arixtra MNpEeABAPUTCIIHO HAITBJIIHCHU CIIPUHIOBKHU € Ch3Ja/ICHA CbC
crcrema 3a 6€30macHOCT 3a npeama3BaHe OT Y60)K}_'[aHe C Urjarta CJIea MHXKXCKTHPAHC.

Hewnsnon3sanust JICKAPCTBECH MNPOAYKT WM OTHAABYHUTEC MaTCpUalid OT HETO TpH6Ba Ja C€ U3XBBPJIAT
B CHbOTBCTCTBUEC C MCCTHUTC U3MCKBAHMA.

7. INPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Viatris Healthcare Limited
Damastown Industrial Park,
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Mulhuddart
Dublin 15,
DUBLIN
Wpnannus

8. HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA
EU/1/02/206/005-008
EU/1/02/206/024

EU/1/02/206/025
EU/1/02/206/026

9. JATA HA ITBPBO PASPEIIABAHE/IIOJHOBSIBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

Hata Ha mbpBO paspewmaBane: 21 mapt 2002
Hata Ha nocienno nonHoBsiBane: 21 mapt 2007

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

[MonpoOHa nH(popMaIUs 3a TO3U JICKAPCTBEH MPOIYKT € IpejocTaBeHa Ha yeOcaiita Ha EBporelickara
areHnus mo jJexkapcrata http://www.ema.europa.eu
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1. HUME HA JIEKAPCTBEHMA TPOAYKT

Arixtra 2,5 mg/0,5 ml uHKeKInOHEH pa3TBOP, IPEABAPUTEIIHO HAITBIHEHA CIPUHIIOBKA.

2.  KAYECTBEH U KOJIMYECTBEH CBbCTAB

Bcesika npeaBapuTenno HampiiHeHa criprHIioBKa (0,5 ml) cpaspka 2,5 mg hoHmanapuHyKC HATPHHA
(fondaparinux sodium).

[TomomrHO(1) BemecTBO(2) ¢ M3BecTHO AericTBre: Chabpxa mo-manko ot 1| mmol Hatpuii (23 mg) Ha
71032 ¥ 3aTOBA Ha MPAKTHKA HE ChAbPIKA HATPHIL.

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXXTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

WHXeKIHOHEH Pa3TBOP.
Pa3TBOp®BT € po3payna u Oe31BETHA TEYHOCT.

4. KJIMHNYHU JAHHU
4.1 TepaneBTHYHU OKA3AHUS

[MpodunakTrika Ha BEHO3HA TPOMOOEMOOIIHSI TPU Bb3PACTHH, MOJJIOKCHH Ha TOJIEMH OPTOICINYHH
orepaIy Ha JOJIHUTE KPalHUIM KaTo ()PaKTypH Ha OeJpeHaTa KOCT, TEXKKHU ONEpalliy Ha KOJISTHOTO
WJIH OTIEpaIiy 32 CMsHA Ha Ta300eapeHaTa cTasa.

[MpodunakTrika Ha BeHO3HA TPOMOOEMOOJIHS PH Bb3PACTHH, MOJJIOKESHH HAa KOPEMHA OTepaIius, pu
KOUTO € YCTAaHOBEH BHUCOK PUCK OT Pa3BUTHE HA TPOMOOEMOOINYHHN YCIOKHEHHS KaTO MaIUeHTH C
TIPEJICTOAIIA KOPEMHA OTepaIysl IT0 OBOJT KapIIMHOM (BXK. Touka 5.1).

[podunakTrika Ha BEeHO3HA TPOMOOEMOOITHS TIPH Bb3PACTHH HEXUPYPIUYHH HMALUEHTH C ONPEIe/iCH
BHCOK PHUCK 3a Pa3BUTHE Ha BEHO3HA TPOMOOEMOOJIHsI, KOUTO Ca UMOOHIM3UPAHH HIOPAH OCTPO
3a00J1IBaHe KaTO ChPJICYHA HEJIOCTATHYHOCT W/HJIM OCTPU PECIIMPATOPHU 3a00JISIBAaHUS, /WU OCTPH
WH(EKIMY WU BB3MAINTEITHO 3a00IIsBaHe.

Jleuenne Ha HeCTAOMIIHA CTEHOKAP/ IS WIIM MUOKapeH UHapKT Oe3 eneBanust Ha ST-cermeHTa
(UA/NSTEMI) npu Bb3pacTHH, TIPX KOUTO HE € MoKa3aHo crenrHo (< 120 min) MHBa3UBHO JieUeHUE
(mepkyTaHHa KOpOHapHA HHTEpBEeHINA) (BK. TOUKH 4.4 1 5.1).

Jleuenne Ha MuOKapieH HHPapKT ¢ eneBanusa Ha ST-cermenta (STEMI) npu BB3pacTHH, KOUTO ca
JIEKyBaHHU ¢ TPOMOOJNUTHIM MM KOUTO ITEPBOHAYAIIHO HE ca MOJYUHIIN JPYT BUI perepdy3noHHA
Tepanus.

JledeHue Ha Bb3pacTHU C OCTPa CUMIITOMATHYHA CIIOHTaHHA MIOBBPXHOCTHA BEHO3HA TpoMO03a Ha
JIOJTHUTE KpalHUIM, 0€3 ChITBTCTBRAIIA IBIOOKA BEHO3HA TpoMOo3a (Bx. Touku 4.2 u 5.1).

4.2 Jlosnpomca W HAYUMH HA MPUITOKEHUE

gOBH[)OBKa

THayuenmu, noonodicenu Ha 2onemu OpMoneoudHY Uiy KOpeMHU onepayuu
IIpenoppuBanara g03a poHIATAPUHYKC € 2,5 Mg BEAHBXK THEBHO, MIPHUIIOKEHA TOCTONIEPATUBHO UpPe3
MIOAKOKHO UHKEKTUPAHE.
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Hagannara no3a Tpsi6Ba na ce mpuioxu 6 daca ciief Kpasi Ha olepanusaTa Mpu YCTAaHOBEHO HAJINYHE
Ha XeMOCTa3a.

JledenueTo TpsaOBa 1a ObJIe MPOIBIKEHO JI0 HAMAJIIBAHE HA PUCKA OT Pa3BUTHE HA BEHO3HA
TpoMOOEeMOOTHs, KaTO TOBa OOMKHOBEHO € HAal-MaJIKO 5 10 9 ITHU CIIe]] omepaIisaTa, Korato
MaIMEHTHT MPEeMUHABA HAa aMOyIaTopHO HabmoaeHue. OMUTHT OKa3Ba, Y€ MPU MAI[MSHTH
MOJIJIOKEHH Ha olepanus npu (pakTypa Ha OepeHaTa KOCT, pUCKBT OT pa3BUTUE HAa BEHO3HA
TpOMOOEeMOOJIHs TPOIBIKABA /I ChIIECTBYBA U cliel 9 THU OT Kpas Ha onepanusaTa. [Ipu te3n
MAIMEHTH TPAOBA J]a ce MMa MPEJIBUJI PUIIOKEHUETO Ha MPOABIDKUTEIHA TIPO(QUITAKTHKA C
(hoHIaapUHYKC 32 MAKCUMATHO 24 TOMBIHUTSIHH JHH (BXK. Touka 5.1).

Hexupypeuunu nayuenmu ¢ 8UcoK puck 3a paszgumue Ha mpomooemOOIUYHY YCA0NCHEHUS Ha bazama
HA OYEeHKA HA UHOUBUOYATIHUSL PUCK

IMpenopbuBanata 103a GOHAAMAPUHYKC € 2,5 Mg BeAHBK JHEBHO, PHIIOKEHA O (hopmara Ha
TIOJTKOYKHA WHKEKIUs. KITMHUYHO MpoyYeHa NPy MaUeHTH € TPOIbIDKATEITHOCT Ha JICYSHUETO OT 6
1o 14 mam (Bx. Touka 5.1).

Jleuenue Ha Hecmabuina cmeHoxapous/muokapoer ungapxkm bes enesayus va ST-ceamenma
(UA/NSTEMI)

[MpenopbuBanata no03a GoHAANAPUHYKC € 2,5 mg BeAHBK AHEBHO, IPUIIOKEeHA oA (hopmara Ha
HOAKO)KHA NHXKeKIus. JledueHneTo TpsiOBa 1a 3al0uHe KOJIKOTO € Bb3MOXKHO I10-CKOPO €€/l HOCTaBsIHE
Ha AMArHo3aTa ¥ J1a IPOJBIDKH Hali-MHOTO 710 8 THH WJIH JI0 M3ITUCBAHETO OT OOJHUIIA, aKO TO
HACTBIIH MO-PaHO.

AKO Ha MmanueHTa My MpeACTon MepKyTanHa kopoHapHa uHaTepBeHus (PCl), mo Bpeme Ha
IPOBEKAAHETO i TpAOBa Ja ce MPUIOKH HepaKIIMOHUPAH XEeTIapHH ChIJIACHO CTaHJapTHATa
IMpaKTHKa, KaTo C€ UMa NpCABUA MOTCHIHUAIHUAT PHUCK 3a MalIUCHTA OT KbPBCHE, BKIIIOYHUTCIIHO
BpPEMETO OT MOCIeHATa 1032 poHAanapuHyKe (Bx. Touka 4.4). BpeMeTo Ha MOBTOPHOTO 3amo4BaHe
Ha MOJIKOXKHOTO MPUIOXKEHHE Ha (pOHIanmapuHyKC CJIe] CBaJSIHETO Ha KaTeThpa TpsiOBa aa ce
OCHOBaBa Ha KJIMHW4YHA nipetieHka. B ocnopHoTO UA/NSTEMI KIMHUYHO TIPOYYBaHE, JICUCHUETO C
(doHanapruHyKC € 3amoYBaIo OTHOBO HE MO-PaHO OT 2 Yaca ciie]] CBAISHETO Ha KaTeThpa.

Jleuenue na muoxapoen ungapxm c enegayus na ST-ceemenma (STEMI)

[MpenopbuBanara q03a GoHAANAPUHYKC € 2,5 mg BeHBX AHEBHO. [IbpBarta 103a hoHIanapuHyKc ce
npuiiara HHTPaBeHO3HO, a CJIEBAIIUTE J03H Ce MPUIIaraT 4pe3 MoJKOKHA HHKEKIWs. JledeHnero
TpsI0Ba J1a 3aII0YHE KOJKOTO € BE3MOXKHO IO-CKOPO CJIE/T TIOCTABsHE Ha IMarHo3ara M J1a MPOIBbIDKA
Ha-MHOTO JI0 8 JTHH WJIK JI0 U3MTUCBAHETO OT OOJHMIIA, KO TO HACTBIIH MO-PAHO.

AKO Ha NalKeHTa My NPEACTOU HEMbPBUYHA NIEPKyTaHHA KOPOHAPHA UHTEPBEHLUS, IO BpEME Ha
MIPOBEXKIAHETO 1 TPsOBA JIa Ce MPIIOKU HePpaKIMOHUPaH XeNapyH ChIVIACHO CTaHIapTHATa
MpaKTUKa, KaTO CE MMa NMPEABU]] MOTEHIIUAHUST PUCK 3a MAILIMEHTA OT KbPBEHE, BKIIOUUTEITHO
BpPEMETO OT TocieHaTa 1o3a hoxmanapuayke (Bx. Touka 4.4). BpeMeTo Ha TOBTOPHOTO 3al0YBaHe
HAa TIOJIKO’KHOTO TIPWIIOKEHUE Ha (DOHIAMIapHHYKC CIIe/] CBAJITHETO Ha KaTeThpa TPsOBa J1a ce
OCHOBaBa Ha KIMHWYHA MperieHKa. B ocHoBHOTO STEMI KTuHUYHO NIpoyYBaHe, TEICHUETO C
(hoHTaNIApUHYKC € 3a110YBaJI0 OTHOBO HE TIO-PAaHO OT 3 Yaca Clie/l CBaJIHETO Ha KaTeThpa.

o Hauueﬂmu, HA Koumo npe()cmou onepayusl 3a nocmaesaHe Ha batinac nHa KOpOoHapHume
apmepuu (CABG)
IIpu manmenTH ¢ MUOKapzAeH WHAPKT ¢ eneBanus Ha ST-cerMeHTa niu HecTabMITHA
CTCHOKapAusa/MUOKapieH nHdpapkT Oe3 eneBanus Ha ST-cerMeHTa, Ha KOUTO MPEACTOU
oreparys 3a mocTaBsiHe Ha Oaiinac Ha kopoHapHuTe aprepuu (CABG), o Bh3MOXKHOCT
¢doHmanapruHyKC He Tps0Ba Jia ce mpuiiara B pOb/DKCHNE Ha 24 yaca Ipeay orepaiusaTa 1
MIPUIIOKEHUETO My MOXKE J1a 3aII0YHE OTHOBO 48 yaca ciie]l onepanusara.

Jleuenue na NOBBPXHOCMHA 6EHO3HA mp0M603a

[IpenopruBanara go3a poHIATIAPUHYKC € 2,5 mg BeIHBK JHEBHO, MPHIIOKEHA Ype3 MOAKOKHA
nkekuus. [lanuenTure, noaxonsmy 3a JedeHue ¢ 2,5 mg GoHganapuHykc TpaOBa Ja UMatT ocTpa
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CHUMIITOMAaTHYHA W30JIUpaHa CIOHTaHHA MMOBBPXHOCTHA BEHO3HA TPOMOO03a Ha JIOTHUTE KPalHUIIH, C
JBIDKHHA ITOHE 5 cm, KOSATO € JJOKYMEHTHpaHa upe3 exorpadpcko U3CIeIBaHe HITH APYTH OOCKTUBHH
MeToau. JleueHnero TpsOBa Aa 3aMl0YHE BH3MOKHO HAH-CKOPO CIe MOCTaBsHE Ha JHarHo3aTa u ciel
W3KIIIOYBAHE Ha ChITHTCTBAINA AbJI00KA BEHO3HA TPOMO03a WK Ha MOBbPXHOCTHA BEHO3HA TPOoMOO03a,
B paMKHTE Ha 3 cm OT MSICTOTO Ha CheAMHSABAaHE Ha BeHa cadeHa ¢ BeHa ¢peMopaiic. JledeHneTo
Tpsi0Ba Ja MPOaBIKHN Hal-Manko 30 THU 1 10 MaKCUMYM 45 IHU TIPH MAI[UEHTH C BUCOK PHUCK OT
TPOMOOEMOOINYHY YCIOKHECHUS (BK. Touku 4.4 u 5.1). Ha manmenTuTe Moxe 1a ObJIc MpenopbyaHo
CaMH JIa CH MH)KEKTUPAT JICKAPCTBEHOTO CPEJICTBO, KOTATO CE MPEICHH, Ye TE JKENasAT U ca CIIOCOOHU
Jia To HarpaBaT. JlekapuTe TpsAOBa Ja MPEAOCTABAT SICHU HHCTPYKIIHU 32 CAMOCTOSTEITHO
WH)XCKTHpaHE.

o Tayuenmu ¢ npedcmosawa onepayus uiy Opyau UHEA3UEHU NPoYeoypu
Koraro e Bp3mM0xHO, poHAaMaprHYKC, He TpsIOBa Aa ce mpuiara 24 gaca Impeau onepanysara Ha
MAIUCHTH C MOBhPXHOCTHA BEHO3HA TPOMO03a, Ha KOUTO IPECTOU OINEpalvs WU APYTH
WHBA3MBHU Tpolienypu. JleueHrneTo ¢ poHIanapuHyKC MOXe Ja Ce Bh300OHOBH HE IO-PaHO OT 6
yaca Clie/l OTepaIusITa, cje]] IOCTUTaHe Ha XeMOCTasa.

Cneuud)ulmu cpynu nayuenmu

Ilpogpunaxmuka Ha 6eHo3Ha mpomboembonus cied onepayus

[Tpu manmenTy ¢ omnepanuy BpeMeTo 3a IPUIIOKEHHE Ha ITbpBaTa HHKEeKIHs (hOHJanapuHyKc TpsOBa
Jla Ce CIa3u CTPUKTHO, aKO MAIMSHTHUTE ca Ha Bh3PacT >75 TOAUHU U/Wiu ¢ TenecHo Terio <50 kg,
KaKTO M P MAMEHTH ¢ ObOPEYHO YBpEKAaHEe U KPEATHHUHOB KIMPBHC B TpanunuTe ot 20 10

50 ml/min.

[TepBata urkeknus GoHIamapuHyKC TPsAOBa 1a Obje MPHIOKEHa He MO-paHo OT 6 yaca cje/] Kpas Ha
omnepanuaTa. MmkekIusTa He TpsAOBa Jia ce MpaBH, IPH MOJI0KCHUE Y€ HE € YCTAHOBEHO HAJTMYHUETO Ha
XemocTasa (BxK. Touka 4.4).

bwvbpeuno yspescoane

o IIpoghunaxmuxa na eenosna mpomboembonus - GonnanapuHyKc He TpsAOBa Aa ce mpuiiara npu
MAIMEHTH C KpeaTHHUHOB KIMpbhHC <20 ml/min (Bk. Touka 4.3). [Ipy nanueHTH ¢ KpeaTHHAHOB
KIupbHC B rpanunute oT 20 1o 50 ml/min, no3ara TpssOBa na ce HaManu 10 1,5 mg BeqHbK
nmHEBHO (Bk. Toukd 4.4 u 5.2). He e HeoOXoanMo HamassiBaHe Ha J03aTa MpH MAUeHTH C JeKa
cTerneH Ha ObOpevHo yBpekaaHe (KpeaTHHUHOB KIMPBHC >50 ml/min).

o Jleuenue na necmabunna cmenokapous/muoxkapoen ungpapkm oes eneeayus na ST-ceavwenma u
muoxapoen ungapxm c enesayus na ST-ceemenma - PoHnanapuHyKc He TpsAOBa Aa ce mpujara
TIPH MAIUEHTH C KPeaTHHUHOB KiIuphHC < 20 ml/min (Bx. Touka 4.3). He e HeoOxoqumo
HamaJsBaHe Ha J03aTa IPH MalUeHTH C KPEaTHHIUHOB KIUpBHC > 20 ml/min.

o Jleuenue na nosvpxnocmua eenosna mpombosa - oHganapuHyKc He TpAOBa J1a ce mpuiara
MY MAIUEHTH C KpeaTHHUHOB KIupBhHC <20 ml/min (Bxk. Touka 4.3). Ilpn nanuenTH ¢
KpEaTHHUHOB KIUPBHC B rpanunmte oT 20 10 50 ml/min, no3ara TpsioBa ga ce Hamamu 1o 1,5
mg BeIHBXK JHEBHO (BX. ToUkH 4.4 1 5.2). He e HeoOxoauMo HamMaIsiBaHE Ha J103aTa TIpH
MAIMEHTH C JIeKa CTeleH Ha ObOpedHo yBpexkaaHe (KpeaTHHUHOB KIupbHE™> 50 ml/min).
BesonacunoctTa u edukacHocTTa Ha 1,5 mg He ca mpoy4BaHu (BXK. Touka 4.4.)

Yeproopobno yspedcoane

. Ipogunaxmuxa na senosna mpomboembonus u revenue na UA/NSTEMI u STEMI - He e
HEO0XOIMMO KOPUTHpaHe Ha J103aTa MPH NalUeHTH C JIEKO WM YMEPEHO TEXKO YePHOIPOOHO
yBpexane. [Ipu manueHTH ¢ TeXKo YepHOAPOOHO yBpexkIaHe (OoHJaapruHyKe TpsOBa 1a ce
npuiara ¢ IOBUIIIEHO BHUMaHKE, THI KaTo Ta3u Ipyra MalueHTH He € MPoyYBaHa (BXK. TOUKU

44u5.2).

o Jleuenue na nosvpxnocmua eeHosna mpomboosa - besonacHoctra u ehUKacHOCTTA HaA
(doHIanapuHyKC NpH MAIUCHTH C TEXKKA CTETICH Ha YePHOIPOOHO YBpEXKIaHE HE ca MPOYYBaHH,
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3aroBa (hOHIAMAPHHYKC HE Ce TIPETIOPhYBa 3a MPIIIOKECHUE ITPH Ta3H IPyIia MalUeHTH (BXK.
Touka 4.4).

IHeouampuuna nonynayus - He ce mpenoppuBa ynorpedara Ha poHIanmapuHyKc mpu aera mox 17
TOJWHM TTOPAJIN JINTICA Ha JaHHH 3a 0€30TacCHOCT U e(pUKACHOCT.

Hucko menecno meeno

Ipogunaxmuxa na eenosna mpomboembonus u sevenue va UA/NSTEMI u STEMI — TTanuent
¢ TenecHo Terio <50 kg ca ¢ moBuIleH pUCK OT KbpBeHe. EnnMuHanpaneTo Ha (oHIATapUHYKC
HamajsiBa ¢ HaMansBaHe Ha Ternoto. @oHmanapuHyKc TpsiOBa J1a ce TIpuiiara ¢ MOBUIICHO
BHUMAaHUE MIPH Ta3M Ipyrna NauueHTu (BXK. Touka 4.4).

Jleuenue na nogvpxnocmua 6enosna mpomboosa - bezonacHocrra u ehUKacHOCTTA HA
(doHaanapuHyKC NpH MaUEHTH C TEJIECHO TErIo Mmo-HUcKo oT 50 kg He ca mpoyyBaHu, 3aTOBa
(doHaanapuHyKc He ce MPEnopbuBa 3a MPHUIIOKEHUE MIPU Ta3H IpyIa MalueHTH (BXK. Touka 4.4).

HauwuH Ha npuiioxxeHue

Tooxooicno npunosicenue

donpanapuHyKC ce mpuiiara upe3 IbI00Ka MOJKOKHA HHKEKIIUS, JOKATO MAlUEHTHT € B
JIETHAJIO MoJIoKeHue. MecTtaTa Ha MPUIOKEHHE B KOPEMHATa CTeHa TPsOBa 1a ce CMEHAT
MIOCTOSIHHO MEKAY JISIBO U IICHO aHTEPOJIaTEPaIHO U JISIBO U ISICHO MOCTIIATepasIHO. 3a J1a ce
n30erHe 3aryba Ha JIeKapCTBEH MPOJYKT, KOTaTo Ce U3I0JI3Ba MPEABAPUTEIIHO HAITBIHEHATA
CTIPUHIIOBKA, ITPEJX WHKEKTHpaHe He TPsiOBa Jla ce 0CBOOOX/IaBa BB3IYLTHOTO MEXypUe OT
cnpuHLOBKaTa. Llsnara urna Tps6Ba ga Obae 3a0UTa NEPIEHANKYJIIPHO B KOXKHA I'bHKA,
3axBaHaTa C Tajela U rmokasajela; KoKkHaTa I'bHKa TpIOBa Ja ce MpUIbpKa 1o BpeMe Ha
WHKEKTUPAHETO.

Humpasenosno npunosicenue (novpea 003a camo npu nayueHmu ¢ MUokapoen ungapkm c
enesayusi na ST-cecmenma)

MHTpaBeHO3HOTO MPUIIOKEHUE TPSAOBA J1a C& OCBHIIECTBU MIPE3 ChIIECTBYBAIllA HHTPABEHO3HA
KaHIOJIa, IMPEKTHO WK KaTO Ce M3M0JI3Ba MUHHCAK ¢ MallbK 00eM (25 mimm 50 ml) 0,9%
(m3nonornyeH pa3TBop. 3a 1a ce n3berHe 3aryda Ha JeKapCTBEH MPOJIYKT, KOTaTo Ce U3I0I3Ba
MPEIBAPUTEITHO HAITbJIHEHA CIIPUHIIOBKA, HE U30YTBalTe Bb3IYIIHOTO MEXypYe OT
CIPUHIIOBKaTA Npeau ukektupane. Crel MHKEKTUPAHETO CUCTeMara TpsOBa Jia e MPoMHUe
no0pe ¢ GU3NOIOTHYEH PAa3TBOP, 32 Ja C€ OCUTYPH MPIIIOKEHUE Ha ISUIOTO KOJIUYECTBO OT
JISKaPCTBEHUS MTPOAYKT. AKO JICKapCTBOTO CE MpHiiara 4pe3 MUHUCaK, nHpy3usaTa TpsOBa na
npoabku 1 10 2 MUHYTH.

3a JOI'BJIHUTCIIHU YKA3aHUA 3a yHOTpe6a 1 U3XBBPJIIHC BUIKTC TOUKA 6.6.

4.3

4.4

HpOTHBOl’[OKiBaHHﬂ

CBPBXUYYBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO MIJIH HIKOE OT MIOMOIIHUTE BEIIECTBA,
m3bpoeHu B Touka 6.1

AKTHBHO KJIMHUYHO 3HAYUMO KbPBEHE

ocTbp OakTepHaleH eHI0KapAUT

TEXKO OBOpeuHO yBpexkaane, AeGuHUpaHO OT KpeaTHHUHOB KIMpbhHC < 20 ml/min.

CrnenmaJHu npeaynpexIeHns 1 CeHAJTHA NpeAna3Hu MepKHU NPH ynoTpeda

donmamapuHyKC He TPIOBa Ja ce mpujiara HHTPaMyCKyJITHO.

Kpveousznueu

®donanapuHyKc TpIOBa Jja ce Mpuiiara ¢ BHUMaHUe MPH NaIUeHTH, PH KOUTO UM MOBHIIIEH PHCK OT
pa3BUTHE Ha KPbBOM3IIUB, KATO MAIIMEHTH C BPOJCHU WU MPUIO0OUTH HAPYIIEHHUS Ha
KPBBOCHCHPBAHETO, (Hamp. 6poit Ha TpomGoruThTe <50 000/mm?), aKTUBHO YJIIIEPO3HO CTOMALIHO-
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YPEBHO 3a00JIsIBAaHE 1 CKOPOIIIEH BHTPEUEPEreH KPbBOM3IHB, KAKTO U CKOPO CJIe]] MO3BYHA,
rpHOHAYHOMO3bYHA WIIM OYHA OTIEPAIHsl U TIPH CHIeNU(UIHYU TPYITH NAUEHTH, KAKTO € IOCOYCHO I10-
JIOTTy.

IIpu mpodmmakTrka Ha BeHO3Ha TpoMboeMOois - He TpsiOBa na ce mpuiarar cpencrsa, KOUTO
MIOBHUIIIABAT PUCKA OT PAa3BUTHE HA KPHBOUZIMB €AHOBPEMEHHO ¢ (pOHAANapuHyKC. TakuBa cpeacTBa
BKIIIOUBAT Ae3upyauH, hpudpunonutunu, GP IIb/Illa penentopan aHTaroHUCTH, XeNapyH,
XeTapuHOMUIY WM HUCKOMOJIEKYJIHU XenapuHu. [Ipu HeoOxoaumocT TpsOBa Aa ce mpujara
€IHOBPEMEHHO JIeYeHNE ¢ aHTaroHUCT Ha BuTaMuH K cnopen nadopmanysita, NpuiioskeHa B TOUKa
4.5. Ipyru aHTHarperaHTHY JIEKApCTBEHU MPOIYKTH (aUETHIICAIULIMIOBA KHCEINHA, AUTUPUAAMOT,
CYA(PUHIINPA30H, TUKJIOMUANH Win kinonuaorpen), kakro 1 HCIIBC Tps6Ba aa ce mpumarat ¢
noBuIIeHo BHUMaHue. I[Ipn HeoOX0ANMOCT OT €JHOBPEMEHHO MIPUIIOKEHUE € HEOOXOAMMO CTPOTO
HaOIroIeHHe.

Ilpu neuenue na HecmabuHa cmeHokapous/muoxapoen ungapkm oes eresayus na ST-cecmenma u
Muokapoen ungapxkm c enesayus Ha ST-ceamenma - @oHamapuHyKc TpsiOBa Ja ce mpuara ¢
TIOBHIIICHO BHUMAaHHWE MPH NMAIUEHTH, KOUTO Ca JICKYBAaHU ¢THOBPEMEHHO C JIPYTH JICKApCTBa, KOUTO
MOBHIIIABAT pUCKa OT KpbBom3nuB (kato GPIIb/Illa mHxOUTOpH M TPOMOOTUTHIIN).

Ipu neuenue na nosvpxnocmua 6eno3na mpomooza — OonnanapuHyKc TpsiOBa 1a ce mpuiiara c
BHUMAaHUE IIPH NALMEHTH, KOUTO Ca JIEKyBaHHU €IHOBPEMEHHO C IPYTH JICKApCTBEHU MPOIYKTH,
MOBHILIABAIIM PUCKA OT KPBBOU3JINBU.

Ilepkymanna KopoHapHa unmepeeHyus u pUcKk om mpomoo3a Ha HACOYBAWUSL KAMembp

[Tpu manmenTH ¢ MUOKapieH nHGapKT ¢ eneBanys Ha ST-cerMeHTa, Ha KOUTO MPEACTON MbPBUYHA
NepKyTaHHA KOPOHAPHA UHTEPBEHIMS, HE CE MPEopbyBa MPHUIIOKECHUETO Ha POHAANAPUHYKC TIPEIU 1
110 BpeMe Ha TepKyTaHHaTa KOpOoHapHa HHTepBeHIHA. ChIO Taka MPH MAIUEHTH C HecTaOMIHA
CTCHOKapAHs/MUOKapieH HH(papKT Oe3 eneBanus Ha ST-cerMeHTa ¢ JKHBOTO3acTpaliaBamiy
CBCTOSIHUS, IIPH KOUTO CE HaJlara CIellHa peBacKyIapHu3aius, He ce MpernopbyBa MPUIOKEHUETO Ha
(oHmamaprHyKC Mpey 1 Mo BpeMe Ha IMepKyTaHHa KOpOHApHA HHTEPBEHIHs. ToBa ca MalyeHTy ¢
pedpakTopHa MM PEKYypPEHTHA CTCHOKapAMs, CBbp3aHa ¢ JUHaMU4HO ST OTKIIOHEHHeE, ChpaeUHa
HEAOCTATBbYHOCT, ) KUBOTO3acCTpallaBali apuTMruu Uik XEMOJNMHAMUYHa HeCTaGI/IHHOCT.

[Tpu marmenTr ¢ HecTaOwMITHA CTEHOKAP U/ MUOKapieH nHdapKT Oe3 eneBarus Ha ST-cermMeHTa u
MAIMeHTH C MHOKap/IeH HH(apKT ¢ eneBaius Ha ST-cerMeHTa, Ha KOUTO MPEJICTOU HEITbPBUYHA
MepPKyTaHHA KOPOHAPHA WHTEPBEHITHS, TPIIOKEHUETO Ha (DOHIAAPUHYKC KATO €AMHCTBEH
AaHTUKOATYJIAHT I10 BpeMe Ha NIepKyTaHHAaTa KOpOHApHA HHTEPBEHIINS HE ce MPErophyuBa MOPaIH
TIOBHIIIEH PUCK OT 00pa3yBaHe Ha TPOMO BBB BOJEIINS KATEThP (BXK. KIMHUYHU U3MUTBAHHS B TOUKA
5.1). ToBa HaJiara U3MoJI3BaHETO HA JOIIBJIHUTEIIHA Tepanus ¢ He)paKIMOHUPAH XEIapPHH 0 BpeMe
Ha HEeMbPBUYHA TIEPKyTaHHA KOPOHAPHA HHTEPBEHIINS CHhIIACHO CTaHIApTHATA MTPAKTHKA (BXK.
JIO3UPOBKA B TOUKA 4.2).

THayuenmu ¢ no8bpXHOCMHA 8eHO3HA MPOMOO3A

[Mpeau 3anouBane Ha jieyeHue ¢ HOHIAMAPUHYKC TPAOBA 72 ObJIc MOTBBHPICHO HATMYUETO HA
MOBHPXHOCTHA BEHO3HA TpoMOO03a Ha MoBeUe OT 3 ¢cm OT MACTOTO Ha Che/IMHSABaHE Ha BeHa cadeHa ¢
BeHa (heMopainuc 1 TpsOBa 1a Ob/ie U3KITIOUeHA ChITBTCTRAIA IBIIOOKA BEHO3HA TpoMOO03a upe3
KOMIIPECHOHHA exorpadust Wik 00EKTUBHU MeToAu. HiMa 1aHHM OTHOCHO MpUIIaraHeTo Ha
¢donganapuHyKc 2,5 mg NpH NalMeHTH ¢ TOBBPXHOCTHA BEHO3HA TPOMO03a ChC CHITBTCTBAIIA
JIbJIOOKA BEHO3HA TPOMOO03a MU ¢ MOBBPXHOCTHA BEHO3HA TPOMOO03a, Ha HE MOBEeYE OT 3 ¢m OT
MSICTOTO Ha CheIMHsBaHE Ha BeHa ca)eHa ¢ BeHa emopanuc (BxK. Touku 4.2 u 5.1).

Bbe3omnacHoctTa 1 edukacHocTTa Ha (hOHAANAPUHYKC 2,5 Mg HE € MPOoyUeHa MPH CJASAHUTE TPYIIH:
MAIMEHTH C MIOBBPXHOCTHA BEHO3HA TPOMO03a Clie/] CKIICPOTEPAITUs HIIH KATO YCIOKHEHHE ITPH
BEHO3EH JIOCTBII, MAIMEHTH C aHAMHE3a 33 MOBBPXHOCTHA BEHO3HA TPOMOO3a B PaMKHUTE Ha
MOCJICTHNTE 3 Mecela, MAIMEeHTH ¢ aHaMHe3a 32 BEHO3Ha TPOMOOEeMOOIHS B paMKUTE HA ITOCIICTHATE
6 Mecera, WM MAIUEeHTH ChC 3JI0Ka4eCTBEHN TyMOPH B aKTUBEH CTaaui (BXK. Touku 4.2 u 5.1).
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Cnunanna /Enudypanna anecmesust

[Tpu nanyeHTH, MOAJIOKEHU HA TOJIIMA OPTOIIEANTHA OTIepallys, He MOXe Ja e U3KIIOYH Pa3BUTHETO
Ha CMH/IyPATHU WIN CIIMHATHU XeMaTOMH, KOUTO MOTaT Jia TIOBEMAT JI0 IhJITOCPOYHA WM TpaiHa
napaan3a, Mpu eTHOBPEMEHHOTO NPUJIOKEHHE Ha (POHJAIAPUHYKC U CIIMHATTHA/ ST Ty paTHa
aHecTe3Us i JTyMOaTHA MyHKIHS. PUCKBT OT pa3BUTHE HA TE3H PEIKU HEXKETAHU PEaKIK MOXe Ja
€ TO-BHUCOK ITPH MOCTONEPATHBHO MPUIOKEHUE HA BHTPEIIHU SIUIYPATHU KATETPH HITH
€HOBPEMCHHO MPUIIOKCHHUE C JPYTH JICKAPCTBEHU MTPOYKTH, TIOBIUSIBAIIA XEMOCTA3aTa.

Tayuenmu ¢ Hanpeonana ev3pacm

[laruenTHTEe B HaNpeIHANA BH3PacCT ca C MOBUIIICH PUCK OT KbpBeHe. Thii kaTo ObOpeuHaTa GpyHKIUs
0OMKHOBEHO HAMaJIsIBa C Bb3PACTTa, ITPH MAIUCHTUTE B HAMPEIHANIA Bh3pacT MOXKe J1a ce HaOJIro/1aBa
HaMaJICHO €JMMHUHUPAHE U TIOBUIIICHA eKCITO3UIIHS Ha (POHTAapuHYyKC (BXK. TOUKa 5.2).
®doHganapuHyKc TpsOBa a ce mpuiiara ¢ BHUMaHUE MPH MalMEHTH B HANIPeHAIA Bh3pacT (BXK. TOUKa
4.2).

Hucko menecno meano

o Ilpogpunaxmuka na eenosna mpomboembonus u aeverue Ha UA/NSTEMI u STEMI -
[MaumenTute ¢ TenecHo terio <50 kg ca ¢ moBuILIeH pucK OT KbpBeHe. EmumuHupaneTo Ha
(oHmanmaprHyKC HaMaJsiBa C HAMAJsBaHE Ha TeraoTo. GoHmanapuHyKe TpOBa J1a ce Ipuiara ¢
HOBUIICHO BHIMAaHKE IIPH TE3H MAIMEHTH (BXK. Touka 4.2).

o Jleuenue na nogvpxnocmua 6enosna mpomoosa — Hsima KIMHUYHN JaHHM 32 IPHJIOKEHUETO Ha
(doHaanaprHyKc NpH JieueHHe Ha MOBLPXHOCTHA BEHO3HA TPOoMOO03a MPH NMAlUEHTH C TEIECHO
Terio no-aucko ot 50 kg. 3aToBa npu Ta3u rpyna nauveHTy GoHAANapUHYKC HE ce MPernopbyuBa
3a JIeYeHHE Ha MOBBPXHOCTHA BEHO3HA TPOMO03a (BXK. TOUKa 4.2).

bwvbpeuno yspescoane
U3zBectHO e, e oHMamapuHYKC ce eKCKPETHpa TIIaBHO Tpe3 ObOpenuTe.

o Ipogunaxmura na eenosna mpomboemboaus - [laueHTn ¢ KpeaTHHUHOB KIUpBHC <50 ml/min
Cca C MOBUIIICH PUCK OT KbPBEHE U BEHO3HA TPOMOOEMOOIIHSI, U TPSIOBA J1a Ce JIEKYBaT C
MOBHIIIEHO BHUMaHUe (BX. Touku 4.2, 4.3 u 5.2). IMa orpaHnYeHn KIMHAYHU TaHHH 32
MAIUeHTH C KPEATHHUHOB KJIUPBHC, MO-Maabk oT 30 ml/min.

° Jlewenue Ha necmabuina cmenoxapousi/muokapoen ungapxm bes enesayus ha ST-ceamenma u
Muokapoen ungapxm c enesayusi Ha ST-ceamenma - Vima orpaHideHy KIMHUYHY TaHHU 32
MPUJIOKEHUETO Ha (HOHIANIAPUHYKC 2,5 Mg BeHBK JHEBHO MPH MAIUECHTH C KPEaTUHUHOB
kupbHC Mexay 20 1 30 ml/min 3a nedeHre Ha HeCcTaOMIIHA CTEHOKAPIUS/MHUOKApeH HHPAPKT
0e3 eneBarus Ha ST-cerMeHTa U MUOKapieH nHdapkT ¢ eneBanus Ha ST-cermenTa. [o Tazu
MpUYUHA JIEKapsIT TPsIOBa JAa OTMpeAed NaIH M0JI3aTa OT JICYSHHETO MPEBHUIIABA PUCKA (BXK.
Touku 4.2 u 4.3).

o Jleuenue na nogvbpxnocmua eenosna mpombosa — GonpanapuHykce He TpsiOBa ja ce mpuiiara
MIPH MAIUEHTH C KPeaTHHUHOB KINpBHHC<20 ml/min (Bk. Touka 4.3). [Ipn nanuenTu ¢
KpPEaTHHUHOB KIMPBHC B rpanuimre oT 20 10 50 ml/min, no3ara TpsidBa ja ce Hamamu 1o 1,5
mg BeIHBXK JTHEBHO (Bxk. ToukH 4.2 u 5.2). besonacHocrTa u eukacHocTTa Ha 1,5 mg He ca
NPOYYBaHU.

Teoicxo uepnodpobHo yepedcoare

. Ipogunaxmuxa na eenosna mpomboembonus u nrevenue na UA/NSTEMI u STEMI - He e
Heo0X0IMa MTPOMsIHA Ha Jl03aTa Ha (poHmanapuHyKc. Berpeku ToBa, KbM MPUIOKEHUE HA
(dhoHIanapuHyKC TPsAOBA J]a € MPUCTHITH C TIOBUIIICHO BHUMAHUE TIOPAIX IOBUIIIEHHS PUCK OT
KbPBEHE ITOPaM JUICa Ha (PaKTOPH Ha KPHbBOCHCUPBAHETO MHPH HMAIIMEHTH C TEKKO
4epHOIPOOHO yBpexkaane (BXK. Touka 4.2).

. Jleuenue na nogvpxnocmua 6eHo3Ha mpomoosa — Hsima KIMHAYHN TaHHH 32 IPUIIOKEHHUE Ha
(dboHIanapuHyKC NpH JieueHHe Ha MOBLPXHOCTHA BEHO3HA TpoMOO03a IPH NMAIMEHTH C TEXKKa
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CTeIeH Ha YepHOAPOOHO YBpEKAaHe. 3aTOBA MPH Ta3u TpyTa MaNUeHTH (HOHTAapUHYKC HE Ce
MpenophYBa 3a JICUCHHE Ha ITOBBPXHOCTHA BEHO3HA TpoM0Oo03a (BK. Touka 4.2).

Hayuenmu c xenapur unoyyupana mpomboyumonernus (HIT)

®doHganapuHyKc TpsiOBa Ja ce M3MO0JI3Ba C TOBUIIIEHO BHIMAaHKE TIPY TAIlMEeHTH ¢ aHamHe3a 3a HIT.
Edwukacnoctra n 6e3omacHocTTa Ha (hOHAATAPUHYKC HE Ca MPOYIBaHH OGHUIAITHO TIPH MAIUEHTH C
HIT tun 1. ®onganapunyke He ce cBBp3Ba ¢ TpoMOOIMTEH PakTop 4 ¥ OOMKHOBEHO HE pearupa
KPBCTOCAHO ChC CEPYM OT MalMEHTH ¢ XemapuH nHayupana tpomboruronenns (HIT) tum I1. Bee
MaK PSIIKO ca MMOJTy9aBaH! CIIOHTaHHM choOmeHus 3a HIT mpu manyenTH, JexyBanu ¢
(dboHanapuHyKc.

Anepeus kvm 1amekc

[Ipeana3uTensaT Ha UIIaTa HA TIPEIBAPUTEIHO HAMTBJIHEHATA CIIPUHIIOBKA MOXKE JIa ChIBPXKA cyXa
HaTypaliHa JIATEKCOBa F'yMa, KOATO MOKE Jia MPEIU3BHUKA AJIEPrUUYHU PEaKlUy P X0pa,
YyBCTBHUTEIHHA KHM JIaTEKC.

4.5 Bs3amMmopeiicTBHe ¢ IPYTH JeKAPCTBEHH MPOAYKTH M APYrH (JOpMH Ha B3auMo/eiicTBHe

PuckbT OT KbpBEHE ce MOBHILIABA [TPH €IHOBPEMEHHO NPHIIOKEHHE Ha (POHJAAPUHYKC ChC CPEACTBA,
KOUTO MOTaT Jia IOTeHIMPaT pUCKa OT pa3BUTHE Ha KPHBOU3IUBH (BXK. TOUKa 4.4).

[lepopamauTe anTHKOArYIaHTH (BapdapyH), aHTHATPEraHTUTe (AIETHIICAINIIAIOBA KUCEINHA),
HCIIBC (nmupokcukam) U TMTOKCHH HE B3aMMOJICHCTBAT Ha (papMaKOKUHETUYHO HUBO C
¢donganapunykc. Jlo3ara Ha ¢ponganapunyke (10 mg) npu M3NUTBAHUATA 32 B3aUMOJICHCTBUS € Omia
MO-BUCOKA OT Ta3H, KOSITO CEe MPENOpbhYBa 332 HACTOALIUTE MoKazaHus1. DoHmanapuHyKC He TOBIUsBA
Huto INR akTHBHOCTTa Ha BapdapuH, HUTO BPEMETO Ha KbPBEHE MPH JEUCHUE C alleTUICAINIIIIOBA
KHCEJIMHA WX TTHPOKCUKAM, HUTO (papMaKOKMHETHKATa Ha TUTOKCHH B CTAIIHOHAPHO CHCTOSHHE.

Tocneosawo neuenue c Opye aHmMuKoazyianHm

HpI/I 3all04YBaHC Ha JICYCHUEC C XCIIapUH WJIM HUCKOMOJICKYJIHHN XCIIApUHU IIbpBaTa HHKCKIUA, CIIOPEN
001I0TO MpaBwIIO, TPOBA J1a ce MPUIIOKH €JI1H JCH Clie]l TIOCIeAHaTa WHXKEKIUs (poHIanapuHyKC.
[Tpn HEOOXOAMMOCT OT MOCIIEABAIIIO JEYSHUE C aHTarOHUCT Ha BUTaMUH K, ieuennero ¢
(doHmanmapuHyKc TpIOBa Aa ce MPOABIDKHU JI0 JOCTUTAHE Ha OnpeesieHnTe cToiHocTr Ha INR.

4.6 @eprTuanrTeT, )peMEHHOCT U KbpMeHe

Bbpemennocr

Hsma moctarhuHO 1aHHU 3a ynorpedaTa Ha (OHIAApUHYKC MPU OPEMEHHH JKEHU.
ExcriepuMeHTaIIHUTE TPOYYBaHUS TPU )KUBOTHH ca HEJOCTATHYHU M0 OTHOIICHUE HA BIUSHUETO
BBPXY OpeMEHHOCTTa, eMOPHOHAITHOTO/(heTaTHO pa3BUTHE, PAXKIAHETO U MOCTHATAITHOTO Pa3BUTHE
nopaJiu orpaHnieHara excrosunusa. GonanapuHyKc He TpsOBa J1a ce U3M0J3Ba MPU OPEMEHHH KEHU
OCBEH B CJIy4ail Ha KaTeTOpUYHA HEOOXOAMMOCT.

Kvpmene

DoHmanapuHyKc ce eKCKpeTHpa B KbpMaTa Ha ITbXOBE, HO HE € U3BECTHO JaJI CE eKCKPETHpa B
yoBelIKaTa KbpMa. KbpMeHeTO He ce mpenopbyBa 10 BpeMe Ha JedeHre ¢ GoHganapuHykc. Boenpeku
TOBA, EpOpAITHATA Pe30pOIHMS MPH JIela € MAJIKO BEPOSTHA.

deprunurer

Hsima nannm 3a ebexra Ha GoHmanapuHyke BbpXy eprunurera npu xopa. M3nureanusra npu
’KMBOTHHU HE TIOKa3BaT eeKT BbpXy (eprmurera.

4.7 EdexTn BbpXy crioco0HOCTTA 32 WorpaHe u padoTa ¢ MAIINHA

Hsima npoyuBanus 3a epekTuTe BHpXY CIIOCOOHOCTTA 32 Imodupane U padboTa ¢ MaluHH.
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4.8 Hexenanu jeKkapcTBeHH peakuu

Haii-yecTute cepro3HU HEXKENAHU PEAKIMU, ChOOIIaBaHM MPH (DOHAAMAPHHYKC Ca YCIIOKHEHUS,
CBBP3aHM C KbPBEHE (C Pa3IMyHO MECTOIOJIOKEHUE, BKIFOUUTEITHO U PEAKHU CIIydad Ha BhTPEeYepEITHO/
BBTPEMO3BYHO U PETPOIIEPUTOHEATTHO KbpBeHE) B aHeMusl. DoHmanapuHyKce TpsiOBa Jia ce puiara ¢
MTOBUITICHO BHUMAHWE TPH TAIlUCHTH, KOUTO MMAaT TOBHIIIEH PUCK OT KbpBEHE (BK. TOUKa 4.4).

besomacHocTTa Ha (hOHIATAPUHYKC € OIIEHABaHA TIPH:

- 3 595 naumeHTH, NOAJIOKEHHU Ha TOJIIMa OPTOIIEANYHA ONepalys Ha JOJHUTE KpPAHUIH U
JIeKyBaHU 3a nepuoA 10 9 qau (Arixtra 1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 327 mauueHTH, OTIepupaHu 3a PpakTypa Ha OepeHaTa KOCT, JeKyBaHH 3a 3 CEAMMIIN CIIe]
HavaimHa npodunakTuka 3a 1 cenmuna (Arixtra 1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 1 407 manmeHTH, IOAJIOKEHN Ha KOPEMHA OTepallys, JIEKyBaHu 3a nepuos 10 9 nau (Arixtra
1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 425 manueHTH ¢ PUCK OT pa3BUTHE HA TPOMOOEMOOIMYHY YCIIOKHEHUS, JIEKyBaHH 33 TIEPHO 10
14 nau (Arixtra 1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 10 057 marmenTn, noxyvasamy Jedenne 3a UA wmu NSTEMI ACS (2,5 mg/0,5 ml)

- 6 036 manmenTn, nomy4asamu Jiederre 32 STEMI ACS (Arixtra 2,5 mg/0,5 ml)

- 2 517 naumeHTH, JIEKyBaHHU 32 BEHO3HA TpoMOoeMOoIus ¢ (OoHanapuHyKC 3a CPEIHO 7 THH
(Arixtra 5 mg/0,4 ml, Arixtra 7,5 mg/0,6 ml u Arixtra 10 mg/0,8 ml).

Te3u HeXkenaHu peakluy TpsOBa 1a ce MHTEPIPETUPAT B XUPYPTUUHUS MM MEIUIMHCKA KOHTEKCT Ha
noka3anusTa. [IpoduIbT Ha HeXeaHUTE CHOUTHS, CHOOIIICHH B ITpOrpamMaTa 3a OCThP KOPOHAPEH
CHUHJIPOM, € B ChOTBETCTBHUE C HEKEIAHUTE JICKAPCTBCHU PEAKIIMU, YCTAHOBEHU MPH NPOPUIAKTHKA HA
BEHO3HA TPOMOOEMOOJIHISL.

Hexenanute peakiuu ca u30pOSHH 10 CHCTEMO-OPTaHeH KJIac M 4ecToTa. YeCTOTHUTE Ce OMPEAEIAT
Kato: MHOTO yectd (> 1/10), wectu (> 1/100, < 1/10), veuectu (> 1/1 000, < 1/100), penku
(> 1/10 000, < 1/1 000), muoro peaxu (< 1/10 000).

CucreMo-opraHeH | 4ectu HeyecTH peaxu

KJIac (=1/100 no < 1/10) (=1/1 000 no =1/10 000 no

MedDRA <1/100) <1/1 000)

Ungpexyuu u nHpEKINS Ha

ungecmayuu MOCTOIIEPATUBHU PaHH

Hapywenus na aHemusl, TPOMOOIUTOIIEHHUS, | PETPOTIEPUTOHEATHO

Kpbema u iumenama | MOCTONEPATHBEH TPOMOOLIUTEMHUS, KbPBEHE ',

cucmema KPBBOM3JIUB, yTEPO- TPOMOOLIUTHH YEpPHOIPOOHO,
BaruHAJIEH AHOMAJIHH, BHTPEYEPENHO/BHTPEM
KPBBOM3JIUB , HapylIeHUs Ha 03bYHO KbpBEHE
XEMOIITH3A, KPBBOCHCHPBAHETO

XeMaTypHsi, XeMaToM,
KbPBEHE OT BEHIINTE,
IypIypa, eNUCTaKCHC,
CTOMAILIHO-YPEBHO
KBPBEHE, XEMApTPO3a
¥, KPbBOM3JIUB B
OKOTO , 00pa3yBaHe Ha

CUHUHM
Hapywenus na JIEPrUYHA PEAKLV
UMyHHAMA cucmema (BKJTFOUMTEITHO MHOTO
PEIKY CiTyyad Ha
AQHTHOEJIEM,
aHa(uIaKTOUIHA/aHa

(UIAKTHYHA peaKIys)
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(bYHKIMOHAHU
U3CIIe/IBAaHUS HA
YepHHUs Apo0,
MOBHUIIIaBaHE Ha
CTOWHOCTHTE Ha
YepHOAPOOHHTE
CH3UMHN

Cucremo-opranes qecTH HEeYeCTH peaku
KJjac (=1/100 no <1/10) (=1/1 000 oo (=1/10 000 no
MedDRA <1/100) <1/1 000)
Hapywenus na XUIMOKATHUEMHS,
Memabonuzma u MOBHIIIABEH
Xpauenemo HeOeNThYUCH a30T
(Npn)"*
Hapywenus na rJiaBooome 0E3MOKOMCTRO,
HepeHama cucmema 00BPKAHOCT,
3aMaiBaHe,
CBHHJIUBOCT,
CBETOBBPTEK
Cv0osu Hapyuenus XUTIOTOHHUS
Pecnupamopnu, 3ayxX Kalumuia
2PBOHU U
MeOUACMUHAIHY
HapyuieHust
Cmomawmno-upesHu rajcHe, MOBpbIIaHe | KOpeMHa 0oJKa,
HapyuieHus JTUCTICTICHSI, TACTPHT,
3areK, TUapsl
Xenamoobunuaphu OTKJIOHEHWSI B OmIMpyOMHEMHS
HapyuieHus pe3yaTaTuTe OT

Hapywenus na

epuTEeMaTO3eH

HapyuieHus Ha
MACMOMO HA
NpUNOdiCeHUe

OTOK, 0OJIKa,
MTOBHUIIIEHA
TeMIIepaTypa,
rpblHa 00JIKa,
CEeKpeIys OT paHaTa

Koocama u 00puB, crpbex
NOOKONCHAMA MbKAH
Obwu napyuienus u OTOK, nepudepeH peakius Ha MSICTOTO

Ha WHXKEKTUpPaHe,
0oJKa B Kpakara,
yMopa, 3auepBsBaHe,
CHUHKOII, TOPeIIH
BBJIHH, TCHUTAICH
OTOK

@ Npn o3nauaea nebermvueHn azom, m.e. ypes, NUKOYHA KUCETUHA, AMUHOKUCETUHU U M.H.
* HJIP, eév3nuxnanu npu no-eucoxu oosu 5 mg/0,4 ml, 7,5 mg/0,6 ml u 10 mg/0,8 ml.

Arixtra 2.5 mg/0.5 ml

KbpBeHeTo e 6o 4ecTo cho0IaBaHo ChOUTHE MTPU MALMEHTH C HECTAOMITHA

CTCHOKapAusa/MUOKapeH nHoapkT Oe3 eneBanusa Ha ST-cerMeHTa 1 MUOKapAeH HH(DAPKT C eJIeBaLus
Ha ST-cermenra. UecTtoTraTa Ha yCTAHOBEH T'OJIsSIM KPBBOU3NIHB € Omia 2,1% (dhoHmanapuHyKc) crpsMo
4,1% (enokcanapun) 1o 1 BmountenHo [len 9 B UA/NSTEMI knuanyno u3nuTtBane ot ¢asza 11, a
YecToTaTa Ha YCTaHOBEH TEXbK KPbBOM3IUB ¢ Moguduuupanu TIMI kputepun e 6una 1,1%
(Pponpanapunykc) cnpsamo 1,4% (konTpona [HeppakUMOHHpaH XenapuH/mianedo)) 10 u
BrurrounTenHo Jen 9 BB @aza III STEMI kmuHUYHO M3NMTBAHE.

Haii-uecto noknaaanurte Hexeaanu cbOutus B UA/NSTEMI knunuuHoTO M3nuTBane ot ¢asa I11
(moxnaaBanu npy Haili-manko 1% oT manuenTuTe Ha GOHIANapUHyKC) ca OUIIM r1aBo0oINe, TPhAHA
0oJka 1 MIPEACHPAHO MBKIICHE.

B xnuuanyHo u3nurane ot (asa Il npu nanmenTy ¢ MuokapaeH uHpapKT ¢ enepaiust Ha ST-cerMeHTa
Half-4ecTUTE TOKJIABAHU HEXeJIaHU ChbOUTHUS, KOUTO HE ca OMJIM CBBbP3aHH C KbpBEHE (IOKJIAJABaHU
npu Ha-mMajko 1% oT nauueHTHTe HA POHAANAPUHYKC) ca OMIIM MPEICHPAHO MBKACHE, TUPEKCHS,
rpbaHa 0oJka, raBo0oIHe, KaMEepHA TaXUKAP/IUs, TOBPBIAHE U XUITIOTOHHS.
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Cpo0111aBane Ha MOA03UPAHN HEXKETAHHN PEAKITHH
Cro0IIaBaHeTo Ha MOIO3UPAHU HEIKEIIAHU PEAKIIUU CIIe]] pa3peliaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS

MPOAYKT € BaKHO. TOBa MM03BOJISIBA Ja MIPOIBJKHM HAOIIOICHUETO Ha ChOTHOIICHUETO IMOJI33/PUCK 32
neKapcTBeHUs NpoaAyKT. OT MEIUIIMHCKUTE CIISITUAMCTH C€ M3MCKBA Ja ChOOIIaBaT BCSIKa
MTOI03MpaHa HeXKeIIaHa Peakilys Upe3 HaIllHOHAHA CICTEMa 3a ChOOIIaBaHe, IIOCOYEHa B

Ilpunoxenue V.

4.9 Ilpeno3upane

DoHAaNmapuHyKC B JO3H MO-BUCOKHU OT MPEMOPBYAHUTE MOXKE J1a JOBEIEC O MOBUIIICH PUCK OT
KbpBeHe. Hsima mo3HaT aHTHAo0T Ha (poHAamapuHyKC.

[Tpu npeno3upane, yCIOKHEHO C KbPBEHE, JICUYCHHETO TPsIOBa /1a ce MPEeKbCHE U Jia Ce MOThPCU
IbpBUYHATA TpUYMHA. Tpsa0OBa 1a ce 0OOMICIH 3aI0YBaHe Ha TIOJXO/AIIO JeUeHHE KaTo XUPYPruIHa
XeMOCTa3a, KpbBOMpEINBaHe, TIPEIMBAHE HA MPSACHA IUIa3Ma, rmiazMadepesa.

5. DAPMAKOJIOI'MYHU CBOUCTBA

5.1 ®apmakoauHAMUYHHU CBOWCTBA

dapMakoTepaneBTHYHA TPYIIa: aHTUTPOMOOTUYHHU CPEJICTBRA.
ATC xox: BOIAX05

DapmakroounamuyHu ehekmu

®doHganapuHyKC € CHHTETUYCH U CeJICKTUBEH HHXUOUTOP Ha akTuBUpaH dakrop X (Xa).
AHTUTpOMOOTHYHATA aKTUBHOCT Ha (OHIATIAPUHYKC € Pe3yATaT OT MEAUUPAHOTO OT aHTHUTPOMOUH 111
(ATII) cenextnBHO HHXHOMpaHe Ha (akTop Xa. Upes cenekruBHo cBbp3Bane ¢ ATII,
¢donmanapunykc notenmnupa (okojo 300 mbTH) ecTecTBeHaTa HeyTpan3anus Ha paktop Xa ot ATIIL
Heyrpanusupanero Ha dakTop Xa npeKkbcBa KoaryjlallMOHHATa KacKasla U HHXUOUpPa KaKkTo
o0pa3yBaHeTo Ha TPOMOUH, Taka U pa3BUTHETO Ha TpoMO. DoHgamapuHyKC HE HHAKTUBHPa TpOMOUHA
(axTuBupaH daktop II) u He oka3Ba edekT BEPXY TPOMOOLIUTHTE.

B nmo3a ot 2,5 mg ¢hoHmanapuHyKC He MOBIMSABA PYTHHHATE KOAryJIAIMOHHU TECTOBE KaTo
aKTUBHPAHO MapIyaIHO TpoMOoIuTacTHHOBO Bpeme (aPTT), akTBupaHo BpeMe Ha KPhbBOCHCHUPBAHE
(ACT) unu rm1a3MeHUTe TECTOBE 3a MPOTPoMOMHOBO BpeMe (PT)/MexyHapoHO CTaHIapTU3UPAHO
crotHomeHue (INR), kakto u Bpeme Ha KbpBeHe U GUOPUHONIMTHYHA aKTUBHOCT. Bee mak ca
MOJIy9aBaHU PEIKH CIIOHTAHHY CHOOIICHUS 3a yab/nKkaBane Ha aPTT.

doHpanapuHyKc OOMKHOBEHO HE pearupa KpbCTOCAHO ChC CEPYM OT HALMEHTH C XeMapuH
MHIyLHpaHa TpoMOonuToneHus. Bee mak psako ca mojgydaBaHu clioHTaHHU choOweHus 3a HIT npu

MAIMCHTH, JIEKYBaHU ¢ (DOHIATIaPUHYKC.

Knunuunu usnumeanus

IpoduiakTnka Ha BeHO3HA TPOMO0eMOOIUsI NP NANMEHTH, MOAJI0KeH! HA roJIeMH
OpTONEAUYHM ONEePALMH HA TOJTHHTE KPAHUIHU, JJeKYBaHH 32 EPUOI 10 9 THU

Knuanynara nporpama 3a QoHIanapuHyKe € Ch3/1aJIeHa, 3a Jia MoKaxe e(UKaCHOCTTa Ha
(doHanapruHyKc 3a npena3zBaHe oT BEHO3Ha TPOMOOEMOOIIHs, T.€. MPOKCHUMATHA U JIUCTATHA JIBIIOOKA
BEHO3Ha TpoM0O03a 1 0enoapoOeH TpoMO0EeMOOIN3BM MIPH NAMEHTH, TTOAJI0KEHU Ha TOJIEMH
OpTONEINYHHU ONepalii Ha JOJIHUTE KpalHUIH, KaTo (ppakTypa Ha OegpeHara KOCT, FOJIeMHU
oTIepalluy Ha KOJSIHOTO HMJIHM OTIEPAalliy 3a CMsIHA Ha Ta3o0epeHara ctaBa. B KOHTpOJIHpaHu KIMHUYHU
u3nutBanus ¢asa Il u 111 ca rirouenu noseye ot 8 000 naruentu (ppakrypa Ha OenpeHara KOCT —

1 711, cmsiHa Ha Tazo0eapeHara craBa — 5 829, rojsiMa onepamus Ha KOJISTHOTO — 1367).
®DoHganapuHyKc 2,5 mg BeIHBHK JHEBHO, IPUIIOKEH 6 — 8 4aca IOCTONEPAaTUBHO, € CPABHEH C
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eHokcaraput 40 mg BeIHBX THEBHO, MPUIOXKeH 12 yaca nmpeau oneparusaTa, uiu 30 mg aBa IbTH
JTHEBHO, 3amovHat 12-24 gaca ciej oreparusTa.

[Tpu 06001IeH aHaTKM3 HA TE3W U3MUTBAHUS MTPETIOPHYBAHUAT PSIKUM Ha JO3UpaHe Ha (OHANIapUHYKC
CIIPSIMO €HOKCAIlapHH € CBbP3aH ChC 3HAUUTETHO oHmKkaBaHe (54% [95% CI, 44 %; 63%]) uecTorarta
Ha BEeHO3HA TpoMOoeMOOoIIHs, OlleHsIBaHa 710 1 1-THsI IeH cJie/] onepanusaTa, He3aBUCUMO OT THTIA Ha
oneparusta. [lo-ronsiMara 4acT OT KpalHUTE CHOUTHS Ca TUATHOCTHIIMPAHU YpPE3 TIPEIBAPUTEITHO
HacpodeHa BeHorpadus U ca OMIN TIaBHO AMCTAIHA ABJI00Ka BEHO3HA TPOM0O03a, KaTO CIIy94anTe Ha
MPOKCHMAITHA JTBJIOOKA BEHO3HA TPoMOO03a ChINO ca HaMallelld 3HaYUTeNHO. YecToTaTa Ha
CUMITOMATHUYHATA BEHO3HA TPOMOOEMOOITHS, BKITFOUNTEITHO Ha OETI0IpOOHHS TPOMOOEMOOIU3bM,
MEXTy OTACTHUTE TEPANICBTUYHU TPYIU HE € OMiia 3HAUYUTEITHO Pa3InuyHa.

[Tpu m3nuTBaHuA cpsMo eHokcanapuH 40 mg BeAHBK AHEBHO, MPUIOXKeH 12 yaca npean
ofepanusTa, CEpHO3HO KbpBEHE € HaOI0gaBaHo mpu 2,8% OT MallMEeHTUTE Ha JICUCHHE C
MpernopbhYBaHara 103a (OoHJANapUHYKC, B CpaBHEHHUE C 2,6% MpH MAIMeHTHUTE Ha JeUeHHe C
€HOKCaIapyH.

IIpopuiaakTuka Ha BeHO3HA TPOMO0eMOOIHsI IPH NALUEHTH, IOJJI0KEH! HA Ollepalus NPH
¢pakTypa Ha GeapeHaTa KOCT, JIeKYBAHHU 32 MePUOA 10 24 THU cJie] HAYATHA NPOPUIAKTHKA OT
1 cenmuna

B enno pannmomusupaHo, ABOMHO-CIISIIO KIMHUYHO M3NUTBaHE 737 MallMEeHTHU Ca JICKYBaHH C
(doHmanapuHyKC 2,5 mg BeAHBXK THEBHO 3a 7 +/- | qHU cien omepanwus mpu (pakTypa Ha OepeHarta
KocT. B kpast Ha TO31 nieproa 656 manueHTy ca paHAOMHU3HPaHH Ja NoTy4aBaT GpoHmanapuaykc 2,5
mg BEeIHBK JJHEBHO WU IUI1are00 3a JOMBIHUTENCH niepruo oT 21 +/- 2 nau. DoHmanapuHyKC € JOBEI
JI0 3HAYUTEITHO HaMaJIIBaHe Ha oO1us Opoii cirydan Ha BEHO3HA TpoMO0eMOOIns B CpaBHEHHE C
rane6o [croTBeTHO 3 marmenTH (1,4%) cipsimo 77 mammentu (35%)]. [lo-romsma gact (70/80) ot
JOKJIaIBAHUTE CITydan Ha BEHO3HA TPOMOOEMOOIHUS ca OTKPUTH Ype3 BeHOrpadus aCHMITOMHH
ClIydad Ha IbJIOOKA BeHO3Ha TpomOo3a. @oHmanapruHyKC € J0BEI U J0 3HAUUTEITHO HaMallsiBaHe Ha
CITy4anTe Ha KIIMHUYHO MPOSBEHA BEHO3HA TPOMOOeMOoHs (IbI00Ka BEHO3HA TPOMOOEMOOIHS 1/WTH
oenoapobeH TpoMboeMO0an3bM) [choTBeTHO 1 (0,3%) cripsimo 9 (2,7%) manueHTH |, BKIIOYUTEIHO U
nBa (aranHu ciaydas Ha 6enoapodeH TpoMOoeMOoIM3bM, JOKIaJBaHH B Tpynara Ha mameoo.
Cepro3HO KbpBEHE, Ha OTIEPATUBHOTO MSICTO U Oe3 daTaiHu MOoCIeAnIH € Ha0JII0JaBaHo MpH 8§
nanueHTH (2,4%), nekyBanu ¢ ponnanapunykc 2,5 mg, B cpaBaenue ¢ 2 (0,6%), nexyBanu ¢ mianeoo.

IIpopunaakTuka Ha BeHO3HA TPOMO0eMOOIUSI IPH NMALUEHTH, IOJJI0KEHH HA KOPEMHA Onepanusi
U ¢ MpeleHeH BUCOK PUCK 32 TPOM00eMOOINYHM YCJI0KHEHHs, KATO MALUEHTH C ONlepaluu 3a
KApOMHOM B KOpeMHaTa 00J1acT

B engHo ABOHHO CAMO KIMHUYHO U3MUTBaHe 2 927 manueHTy ca paHIOMHU3UpPaHu J1a TIody4yaBaT
¢dormanapuHyKc 2,5mg BeaHbxK nHeBHO win nanrenapud 5 000 IU BenHmk THEBHO C enHA
npenoneparuBHa HHxekIus oT 2 500 [U u ¢ 2 500 U mppBa mocronepaTuBHA MHKEKITUS 32 712 THU.
OCHOBHHTE OTIEpAaTHBHU MECTa ca OWIIM KOJIOH/PEKTYM, CTOMaX, YepeH P00, XONEIIMCTEKTOMHUSI WITH
Inpyru Omnmapau npodnemu. Illectaecer u neBet npoueHTa OT HauUeHTHUTe ca OMIIM MOAJIOKEH! Ha
orepauus 3a KapIMHOM. B n3nuTBaHeTo He ca BKIIOYEHHU MALMEHTH C yPOreHUTATHH (pa3IuyHH OT
OBOpEYHN) WIIM THHEKOJIOTUYHHU OTIEPAIMH, KAKTO U MAIIMEHTH C JIATAPOCKOIICKU W ChJIOBH OTIEPAIUH.

B ToBa m3nutBane oOumAT Opoit Ha ciyyan Ha BeHO3Ha TpoMOoemOomnus e oun 4,6% (47/1 027) ¢
donmanapuHykc, crpsmo 6,1%: (62/1 021) ¢ ganTenapuH: HAMaJICHUETO HA OTHOCHUTEIIHUS PUCK
[95%CI] = -25,8% [-49,7%, 9,5%]. PaznukaTa B o011aTa 4ecTOTa Ha BEHO3HA TPOMOOEMOOIHS MEXKTY
TpyNUTE HA JIeYeHHE, KOATO He € OMjla CTaTUCTUYECKU 3HAUYMMa, CE AbJDKHM ITIaBHO Ha HaMaJIeHHE Ha
CJIydauTe Ha aCHMIITOMHA JICTAIHA JIBJI0OKA BEHO3HA TpoMO03a. bposT Ha cirydau ¢ KIMHUYHO
MposIBEHA TBI00KAa BEHO3HA TpoMO03a € OWII CXOJIeH B TpynuTe Ha aeuenwne: 6 maruenTu (0,4%) B
rpynara Ha GoHaanapuHykc crpsimo 5 manuentu (0,3%) B rpynara Ha gantenapus. B ronsmara
NOArpyNa Ha MalUeHTH ¢ onepanus 3a KapuuHoM (69% OT BCHUKH MAIlMEHTH), HUBaTa Ha BEHO3HA
TpomboemObomus ca 6munu 4,7% B rpymnaTa Ha JedeHue ¢ GoHganapuHykce crpsmo 7,7% B Tpymnara Ha
JANITeTTapyH.
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Cepuno3Ho KbpBeHE € HaOmonaBaHo mpu 3,4% oT marpieHTuTe B rpynara Ha GoHAamapuHyKC U Ipu
2,4% oT maruMeHTuTe B rpynara Ha JajTernapyH.

IpopunakTuka HAa BeHO3HA TPOMO0eMOOTUS TPU HEXUPYPTUYHHU NALMEHTH, KOUTO €a ¢
MOBHUILIEH PUCK OT Pa3BUTHE HA TPOMO0EMOOTHYHH YCI0KHEHUS MOPAJIN HAMAJIeHa
MOIBMKHOCT M0 BpeMe Ha 0CcTpo 3a00JisiBaHe

B eano pangoMu3upaHo ABOMHO CISMNO KIMHUYHO M3NHUTBaHE 839 manMeHTH ca JeKyBaHH C
¢doHmanapuHyKC 2,5 mg BEAHBXK THEBHO WK ¢ Tuianebo 3a 6 1o 14 nuu. B ToBa m3nmuTBaHe ca
BKITFOUEHH MAlMEHTH C OCTPH 3a00JISIBaHUs, Ha Bh3pacT > 60 rognHu, 3a KOUTO Ce M3UCKBA IOYMBKA
Ha JIETJIO 32 Haii-MaJKko 4 THU U KOUTO Ca XOCHHUTAIM3UPAHH 32 KOHI€CTHBHA ChpJeUHa
HepocTarbyHOCT Kiac [I/IV mo NYHA u/unu octpo pecriupaTtopHo 3a00JIs1BaHEe H/HITH OCTpa
nH(EKIYS WK Bh3MAIATETHO 3a0omsBane. QoHAamapruHyKC € HaMarI 3HAYUTEITHO 00IIrs Opoii Ha
ClIydad Ha BeHO3Ha TpoMOoeMOous B cpaBHEHHE ¢ Tanedo [choTBeTHO 18 mauuentu (5,6%) cupsmo
34 manmentu (10,5%)]. [lo-ronsim 6poii OT ciaydyanTe ca OWJIM Ha aCHMIITOMHA AUCTallHa BEHO3HA
TpoMO03a. PoHIAMapUHYKC € HaMaJIiI 3HAYUTETHO U CIy4anTe Ha ChITbTCTBAI] (aTajeH 6emoapooeH
TpoMboeMbon3bM [choTBeTHO 0 marmentu (0,0%) cupsmo 5 (1,2%)]. Ceprosno KbpBeHE €
HaOJroaBaHo nipu 1 marueHT ot Besika rpymna (0,2%).

JleueHne HA HecTa0W/IHA CTEHOKAPAUS UM MUOKapAeH nHGapkT Oe3 enepanusi Ha ST-cermenTa
(UA/NSTEMI)

OASIS 5 e nBoiiHO-CIIATIO, paHAOMH3UPAHO He-MH(EPHOPHO M3MHUTBAHE ¢ POHAanapuHyKe 2,5 mg,
IpuiIarad NOAKOXHO BEIHBX JHEBHO CIIPAMO eHokcanapuH 1mg/kg, mpunarad mogKo>KHO ABa IbTH
JHEBHO mpu pubu3uTenHo 20 000 manueHTy ¢ HecTaOKUIHA CTEHOKAPAMs/ MUOKapIeH HH(apKT 0e3
eneBanyst Ha ST-cerMeHTa. BcMUky MalMeHTH ca MOTYyYWIId CTaHAAPTHO JICYSHHE 3a HECTaOMIHA
CTCHOKapAus/MUuoKapaeH uHoapkr Oe3 eneBanus Ha ST-cermenTa, kato 34% o1 mauueHTute ca O
MOJUIO’KEHH Ha MEepKyTaHHA KOpOHapHa MHTEpBEHLUS U Ha 9% e Oun noctaBeH Oaiinmac Ha
KopoHapHHUTe apTepun. CperHaTa IpoJbDKATETHOCT Ha JieueHHeTo e Ouna 5,5 IHU B rpynaTa Ha
(doHganapuHyKc U 5,2 THU B TpyIaTa Ha €HOKcanapuH. AKO € M3BBpILIEHA epKyTaHHa KOpOHApHA
MHTEPBEHLMS, Ha MALMEHTUTE HHTPABEHO3HO € IpWIaral Wi (hoHIanapuHykc (HaLueHTH Ha
(hoHIAaAPUHYKC) WK KOPUTHPAH CIIOPE]] TETJIOTO He(paKIIMOHUPaH XenapuH (MalueHTH Ha
€HOKCalapuH) KaTo JIOIbIHUTEIHA TePanus, B 3aBUCUMOCT OT BPEMETO Ha TIOCIIeIHATA, TIPUIIOKEHA
MOJKOKHO /1032, ¥ manupaHoTo npunoxxeHue Ha GP [Ib/1lla naxuburop. CpeanaTta Bb3pacT Ha
ManueHTuTe e omia 67 ronuHu u okono 60% ca 6wy Half-Manko Ha 65 roauiTHa Bb3pacT. OKOIo
40% u choTBeTHO 17% OT ManMEeHTUTe ca UMal JIeKO (KpeaTnHUHOB KIMpBHC >50 no <80 ml/min)
WK yMepeHo (KpeaTHHUHOB KIupBHHC >30 10 <50 ml/min) 660pedHo yBpexaane.

OnpenesneHaTa MbpBUYHA KpaifHa TOUKa € OWiia KOMOMHAIMS OT CMBPT, MHOKap/ieH HHapKT u
pedpakTopHa KCXeMHUsl B paMKHUTE Ha 9 IHM OT paHnoMu3anusTa. B rpynarta nanueHTn Ha
¢donganapunyke, 5,8% ca npersprenu cpouTHe 10 [eH 9 B cpaBHeHue ¢ 5,7% npu MalueHTuTe,
JIEKyBaHH C €HOKcamnapuH (croTHOImeHue Ha pucka 1,01; 95% CI; 0,90; 1,13; ennocTpanHa He-
uHgepuopHa p croitnoct = 0,003).

Ho Jen 30 yectoTaTa Ha CMBPTHOCT 10 BCUUKHU MPUYUHU € HaMaJIsJia 3HAYUTENHO OT 3,5% 3a
eHokcaraput 110 2,9% 3a ¢onganapunykc (choTHomeHue Ha pucka 0,83; 95% CI; 0,71; 0,97, p=0,02).
EdexThT BEpXy UecTOTaTa HA MHOKapAeH UHPAPKT U pedpakKTOPHA UCXEMUS HE € OWJI CTATUCTHIECKU
pasirueH MeXAy TPYNUTe Ha JeueHue ¢ (JOHIANapUHYKC H €HOKCAITapHH.

B Jlen 9 wectoTara Ha royisiMo KbpBeHeE Npu (OHANApUHYKC U eHOKcanapuH e omia 2,1% u
croTBeTHO 4,1% (choTHOIIEHUE Ha pucka 0,52; 95% CI; 0,44; 0,61; p<0,001).

JanHuTe 3a epUKACHOCT M PE3YJITATUTE 32 TOJISIM KPHBOU3IHB ca OWIIA CXOJTHU TP TMAIUSHTUTE OT
NPEABAPUTETHO ONpPEETIeHUTE TOATrPYIH, KaTO MAMEHTH B CTAPUYECKa Bb3pacT, MAIUEHTH C
0BOpeuHO yBpeXaaHe, BUJ ChIIBTCTBALIN TPOMOOLIMTHN aHTHArPEraHTH (aCIIMPHUH, THEHONUPUINHH
wim naxuoutopu Ha GP IIb/I11a).

B noarpynara nanueHTH, JiekyBaHu ¢ (QOHAAMAPUHYKC WM €HOKCANIAPHH, KOUTO Ca IPEThPIIEITH
MepKyTaHHA KOpOHapHA UHTEpBEHIHS, 8,8% 1 ChOTBETHO 8,2% OT MAIMEHTUTE Ca TOTyIHITN
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CMBpT/MUOKapieH nHpapKT/pedpakTopHa HCXEMHUs B pAMKHUTE Ha 9 JTHU OT paHIOMHU3AIHSTa
(croTHOMICHHE Ha pucka 1,08, 95% CI, 0,92;1,27). B ta3u moarpymna, uecTorata Ha TOJISIM KPHBOHM3IIHB
npu GoHAanapuHyKe 1 eHokcanaput B Jlen 9 e 6una 2,2% u cborBeTHO 5,0% (CHOTHOIIEHUE HA
pucka 0,43, 95% CI, 0,33;0,57). [Ipu manueHTH MoAI0KeH! Ha ICPKyTaHHA KOPOHApHA WHTCPBCHIIHS,
YeCcTOTaTa Ha pa3BUTHE Ha TPOMOW BBB Bojen s kaTeTsp € o6una 1.0% cnpsamo 0.3% croTBeTHO MpH
MalUeHTH Ha GOoHIamapHHyKC CIIPSIMO MAIIMEHTH HA EHOKCATIApUH.

Jleuenne Ha HecTaOWIHA cTeHoKapausi (UA) win MmuokapaeH uHpapkr 0e3 ejeBauus Ha ST-
cermenta (NSTEMI) npu nanueHTH, NpeThpNeIu NEPKYTAHHA KOPOHAPHA HHTEPBEHIIHUS,
ChbI'bTCTBAHA OT JOMBJHUTEIHO JIeYeHHe ¢ HUCKO(PAKIMOHUPAHN XeNapUHU.

B npoyusane nipu 3235 Bucoko-puckoBu UA/NSTEMI manmenTw, mrannpanu 3a aHruorpadust u
nexyBaHu ¢ ¢ponaanapunykc otkputo (OASIS 8/FUTURA), 2026 mamueHTy ¢ IOKa3aHus 3a
NepKyTaHHa KOPOHApHA UHTEPBEHIMS Ca paHIOMU3UPaHH Ja MOoy4yaBat eIMH OT ABa ABOHHO-CIIETIH
peXuMa Ha JJO3UpaHe Ha JTOMBIHUTENTHA Tepanus ¢ HUICKO(QPaKIIMOHUPAH XenapuH. BCHUKH BKITOUCHN
HAaMEeHTH ca MOJXyYuIu (GOHAAmaprHyKC 2.5 Mg NOAKOKHO BEIHBX JHEBHO 10 8 THU WIIH 10
U3IKCBaHe OT OOJIHUIATa. PaHIOMU3MpaHNUTE AIIMEHTH ca TIOJIy4YaBalld WU ,,HUCKa J103a”
Hedpakronupan xenapuH (50 U/kg HezaBucuMo oT miarupanoTo mnpunokenue Ha GPIIb/111a;
He3aBrcuMo OT croitHocTrTe Ha ACT) mim “crangapTHa m03a” He(hpaKIIMOHUPaH XemapuH (6e3
npunoxxenue Ha GPIIb/IIa: 85 U/kg, B 3aBucumoct ot ACT; miiaHHpaHo NPUIOKEHUE Ha
GPIIb/Ila: 60 U/kg, B 3aBucuMocT oT ACT) HenocpeACTBEHO MpeIy 3amouBaHe Ha MepKyTaHHATa
KOpOHAapHa MHTEPBEHIIHSL.

W3X0aHNTE XapaKTePUCTHKHU U TPOIBIDKUTSITHOCTTA Ha JICYSHUETO ¢ (OHIANapUHYKC ca OHITH
CPaBHHUMH B JIBETE TPYIHU HA JICUCHUE C HePpaKIIMOHUpaH XxenapuH. [Ipu naueHTure,
paHIOMU3UPAHH Ha ,,CTAHAAPTHA 703a HeQPAKIIMOHUPAH XEIapuH” WK Ha ,,HHCKa 71032
HepaKIMOHUPAH XeMapuH~’ cpeJHara 103a HepaKIIMOHUPaH XenapuH ¢ Ouina chorBeTHO 85 U/kg u
50 U/kg.

[IspBUYHaTa KpaiiHa TOUKa € Oujia ChYeTaHUe OT 3HAUUTENIHO UM HE3HAYUTETHO KbpPBEHE WU
CEPUO3HHU YCIIOKHEHMs Ha MACTOTO Ha ChJIOB JOCTBII, IIPE3 IepUO/ia OKOJIO IepKyTaHHATa KOPOHAPHA
MHTEpBEHLU (OTIpeiesieH KaTo BPEMETO OT paHIOMHU3HpaHeTo 10 48 yaca ciel| mepKyTaHHaTa
KOpOHapHA MHTEPBEHIINSA).
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Wniumaenrtn Odds Ratio' p-

Pesyararu Hucka no3a CrannmapTHa 1032 (95%CI) CTOMHOCT
HepakuoHn | HehpaKITHOHUPAH
paHu Y XCTapUHU

XETIapUHA N=1002

N=1024
IIspBuYHa kpaiiHa TOUKa
HE3HAUYUTEITHO WU 4.7% 5.8% 0.80 (0.54, 0.267
3HAYUTEITHO KbPBEHE TIPE3 1.19)

MepuoJia OKOJIO TIepKyTaHHATA
KOpPOHApHA MHTCPBEHIIHS
(ompenereH KaTo BpEMETO OT
pangoMm3upaHeTo A0 48 gaca
Clie]l MHTEPBEHIIHUSTA) WITH
CEPHUO3HU YCIOXKHCHHS OT
CTpaHa Ha MSCTOTO Ha CHJIOB

JOCTBII
BropuuHa kpaiiHa Touka

3HAYUTETTHO KbPBEHE B 1.4% 1.2% 1.14 (0.53, 0.734
TIEPHO/Ia OKOJIO TIEPKyTaHHATa 2.49)

KOpOHapHa MHTEPBEHIIHSI

He3naunrtenno kbpBeHE B 0.7% 1.7% 0.40 (0.16, 0.042
TIEPHO/Ia OKOJIO TIEPKyTaHHATa 0.97)

KOPOHapHA MHTEPBEHLHS

Cepuro3HHU yCIOKHEHUS OT 3.2% 4.3% 0.74 (0.47, 0.207
CTpaHa Ha MSICTOTO Ha ChJIOB 1.18)

JIOCTBII

3HAYUTETTHO KbPBEHE B 5.8% 3.9% 1.51 (1.0, 0.051
IIEPHOJIa OKOJIO IIEPKYTaHHATa 2.28)

KOpOHApHA MHTEPBEHITHSI HITH
cMbpT, MU nmm PTC Ha aen

30
Cwmbptr, MU unu PTC na nen 4.5% 2.9% 1.58 (0.98, 0.059
30 2.53)

1: Odds ratio: Low Dose/Standard Dose
3abenexka: MU — muokapnen nadapkt. PTC — peBackynapu3zanus Ha TapreTHHsSI ChJl

Wuuuaenture Ha oOpa3yBaHe Ha TpoMO B kateTbpa ca Ommm chotBeTHO 0.1% (1/1002) 1 0.5%
(5/1024) npu nmanMeHTUTE, pAaHIOMU3UPAHU Ha ,,CTAaHIApTHA 7103a” | ,,HUCKa J1032” HePpaKIMOHUpaH
XeTapyH 10 BpeMe Ha IepKyTaHHAaTa KOPOHAPHA HHTEPBEHIIHS

[Mpu getupu (0.3%) HEpaHAOMU3UPAHH MAIIMEHTH ce € 00pa3yBaj TPOMO B IMATHOCTHYHUSI KATETHP
1o BpeMe Ha KopoHapHa anruorpadus. [Ipu neanaznecer (0.37%) BKIIFOUEHH MAIIMEHTH ce € 00pazyBaj
TpoMO Ha apTepHaHaTa CTeHa, KaTo MPH 7 OT TAX € ChOOIIEHO, Y& TPOMOBT € OHJI 10 Bpeme Ha
a"ruorpadus, a Ipyu 5 - Mo BpeMe Ha NepKyTaHHa KOPOHAPHA MHTEPBEHIHSL.

Jleyenne Ha MuokapaeH HHPapKT ¢ ejgesanust Ha ST-cermenta (STEMI)

OASIS 6 e nBoitHO-CIIATIO, PAaHIOMHU3UPAHO U3IMHUTBAHE, OIICHSBAIIO 0€30IaCHOCTTA U €PUKACHOCTTA
Ha hoHAamapuHYKC 2,5 Mg BeIHBK THEBHO CIpsIMO obnuaiina Tepanus (tutanedo (47%) wim
Hedpakionupan xenaput (53%)) npu npudimsutenHo 12 000 manueHTH ¢ MHOKapaeH HHDapKT ¢
eneBanyst Ha ST-cermenTa. BcMuky manueHTy ca MOMyYMIId CTaHAAPTHO JEYSHHE 38 MUOKapIeH

uH apKT ¢ eneBarys Ha ST-cerMeHTa, BKIFOUYUTEHO ITbPBUYHA MIEPKYTaHHA KOPOHAPHA HHTEPBEHIINS
(31%), TpomOouTHIN (45%) Win nurica Ha penepdysust (24%). Ot nalMeHTUTe, JIEKyBaHU C
TpoMOOIUTHK, 84% ca JleKyBaHU ¢ HEPUOPHUHOBO CIIEM(UIHO CPEACTBO (IJIABHO CTPENITOKMHA3A).
CpenHara NIpoab/DKATETHOCT Ha JieueHHe ¢ ponmanapunykc e omna 6,2 nau. CpeaHaTta Bb3pacT Ha
nanueHTuTe € omia 61 roguuu u npubu3uTeaHo 40% ca OuiKM Hal-MajKo Ha 65 TOAMIIHA Bb3PacT.
[Tpubmmsurentno 40% u cboTBeTHO 14% OT MAIMEHTUTE Ca UMK JIEKO (KPEaTUHUHOB KIUPBHHC >50
10 <80 ml/min) wim ymepeHo (kpeaTHHHHOB KiIupbHC >30 10 <50 ml/min) 650peuHO yBpeKaaHe.
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OnpeeneHaTa MbpBUYHA KpaifHa TOYKA € OWiia KOMOMHAIIHS OT CMBPT U MIOBTOPEH MUOKApIeH

uH apkT B pamMkute Ha 30 1HHU OT paHmoMHu3auusaTa. YectoraTa Ha CMBPT/IIOBTOPEH MUOKapAEH
undapkT B [en 30 3Hauntenno e Hamansuia ot 11,1% 3a konTponHaTa rpyna 10 9,7% B rpynaTa Ha
¢dornanapunykc (crotHomenue Ha pucka 0,86; 95% CI; 0,77; 0,96; p = 0,008). B nmpensapurerso
OTIpeJIeJICHUTE TIOATPYIIH, B KOUTO (POHIANAPUHYKC ce CpaBHsIBA ¢ TUanebo (T.e. NanueHTH, JISKyBaH!
¢ pubpun-Hecneunpuanu autuim (77,3), munca Ha penepdysus (22%), cnenupuaan
¢ubpunomuTHH (0,3%), TEpBUYHA epKyTaHHA KopoHapHa nHTEepBeHIws (0,4%)), gecToTaTa Ha
CMBPT/TIOBTOpEH MUOKapzeH nHdapkT B en 30 e Hamansuta 3HaunTenHo ot 14,0% mpu ruramne6o 1o
11,3% (cpoTHOmenwue Ha pucka 0,80; 95% CIl, 0,69; 0,93, p = 0,003). B npenBapurento
oTpeJiesIeHUTE TIOATPYH, B KOUTO (POHIANapUHYKC ce CpaBHsBa ¢ HehpaKIMOHUPaH XENapuH
(manmeHTH, TEKyBaHH ¢ TbPBUYHA NIEpKyTaHHAa KOpoHapHa uHTepBeHIus (58,5%), pubpun-
cneuu¢uunu mutuid (13%), pudprun-nHecneunduanu autunn (2,6%) u auica Ha penepysus
(25,9%)), edexTure Ha poHAATIAPUHYKC M HEPPAKIUOHUPAHHS XEMApUH BHPXY CMBPT/IIOBTOPEH
muokapaeH nHpapkT B Jlen 30 He ca OMIM CTATUCTUYECKH Pa3IHuYHU: ChOTBETHO 8,3% cripsamo 8,7%
(cpotHOmEeHHE Ha pucka 0,94; 95% CI, 0,79; 1,11 p = 0,460). Bce mak B Te3u MOATPYITH, IPU
MOArpynara MalueHTH, ¢ TIOKa3aHue U MOJUI0KEHU Ha TPOMOOIIM3a I OcTaBeHH 0e3 pernepdysust
(T.e. MAIMEHTH, KOWTO HE ca MOJI0KEHU Ha ITbPBUYHA IEPKyTaHHA KOPOHAPHA UHTEPBEHITHS),
YyecToTaTa Ha CMBPT/IOBTOpEeH MuOKapAeH HHpapkT B en 30 e Hamassina 3HaunTenHo ot 14,3% Ha
Hedpakionupan xenapus 10 11,5% c¢ ponpanapunykc (cboTHomenue Ha pucka 0,79; 95% CI, 0,64;
0,98 p=0,03).

YecroTata Ha CMBPTHOCT O BCUYKH NpuunHU B JleH 30 e Hamassia chIlo Taka 3HaYuTesHo oT 8,9%
3a KOHTpOJIHATa rpyna 1o 7,8% B rpynata Ha (oHmanapuHykc (choTHomeHue Ha pucka 0,87; 95% CI;
0,77; 0,98; p = 0,02). PaznukaTa B CMBPTHOCTTA € OMIIa CTATUCTUYECKN 3HAYMMa B IOATpymH |
(cpaBHsBaHU c miane00), HO He U B OATPYNH 2 (CpaBHABAaHU C He(PpaKIIMOHUPAH XEeTapuH).
[MpeaumMcTBOTO B Tpynara Ha GOHJANapUHYKC MO OTHOIICHUE HA CMBPTHOCTTA CE€ € 3aMa3uiio JI0 Kpas
Ha npocneasBanero B e 180.

[Tpu manmenTH, KOUTO ca OWIIH PeBaCKyJIapU3UpaHH ¢ TPOMOOIUTHK, QOHJATAPHHYKC € HAMaJHII
3HAYMTEITHO YeCTOTaTa Ha CMBPT/TIOBTOpeH MuokapaeH nndapkt B Jen 30 ot 13,6% 3a koHTposHaTa
rpyna Ha 10,9% (cpoTHOmeHue Ha pucka 0,79; 95% CI; 0,68; 0,93; p = 0,003). [Ipu manuenTH, mpu
KOHMTO I'bPBOHAYAJIHO HE € OMiia mpoBeseHa penepdysusi, 4ecToTaTa Ha CMBbPT/IIOBTOPEH MUOKapAEH
undapkT B [len 30 e Hamansuia 3HaYuTeIHO 0T 15% 3a KoHTpoJHaTa rpyna 10 12,1% 3a rpymnara Ha
¢dornanapunykc (crotHomenune Ha pucka 0,79; 95% CI; 0,65; 0,97; p = 0,023). [Ipu nanuenTw,
JIeKyBaHH C ITbPBUYHA NIEPKyTaHHA KOPOHApHA MHTEPBEHIMSA, YECTOTaTa Ha CMbPT/IIOBTOPEH
MuoKapieH nHoapkT B [len 30 He e Onia cTaTUCTHYECKH pa3iudHa MeX Ty ABere rpynu [6,0% B
rpymnata Ha GoHmanapuaykc crpsamo 4,8% B KOHTpOJIHATA TpyIa; ChOTHOIIEHUE Ha pucka 1,26; 95%
CI, 0,96; 1,66].

Ho en 9 1,1% ot manuenTure, JeKyBaHu ¢ poHAanapuHyke U 1,4% OT MarreHTHTe OT KOHTPOJIHATA
rpymna ca NoJy4Hiu TeXbK KpbBou3uB. [lpu manuenture Ha TpOMOOIUTHYHA Tepanus, TEXbK
KPBBOU3NIUB € HacThImiI npu 1,3% oT nauueHTute, npuemany GoHnanapuaykc u npu 2,0% ot
koHTponute. [Ipy manuenTy, mpu KOUTO He € U3BbPIICHA IbPBOHAYATHA penepdy3Hs, YecToTaTa Ha
TEXBK KpbBOM3IUB € ouna 1,2% 3a ¢ponganapunykc cupsamo 1,5% 3a konrponute. [lpu nanuenTy,
MOJIJI0KEHH Ha TbPBUYHA NIEPKyTaHHA KOPOHApHA MHTEPBEHIIMS, YECTOTATa HAa TEXXBK KPBBOU3IINB €
owmra 1,0% 3a ¢pormamapunykc u 0,4% 3a KOHTPOJIHUTE.

[Ipu manmeHTH ¢ NEpKyTaHHAa KOPOHAPHA MHTEPBEHIIHS, Y€CTOTAaTa Ha Pa3BUTHE HA TPOMOU BB
Bozemmst KaTeThp € o6mna 1.2% crpsmo 0%, ChOTBETHO TpH MANMEHTH Ha (GOHIAMAPHHYKC CIPSIMO
KOHTPOJIHATA TPyTIa.

JannuTte 3a epUKACHOCT U PE3YJITaTUTE 110 OTHOIICHUE HA TEKBK KPHBOU3JIMB ca OMIIM MOJI00HH B
MIPEIBAPUTETTHO ONPENEICHUTE TIOATPYIIH, KaTO MAIIMEHTH B CTapuecka Bh3pacT, MalUeHTH C
OBOpevHO yBpEeXKJaHe, BUJ] ChITBTCTBAIM HMHXUOUTOPH Ha arperaiysara Ha TpOMOOIMTUTE (acITUpyH,
TUEHOIMPHUIUHH).
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JleyeHue Ha MalIEHTH C OCTPA CUMIITOMATHYHA CIOHTAHHA MOBbPXHOCTHA BEeHO3HAa TPoM0o03a,
0e3 cbIIbTCTBAIA THJI00KA BEHO3HA TPOMO03a

Enno pangomusupano, qoiHo cisino kiaunHuaHO uinutBane (CALISTO) Brirousa 3002 mauueHTy ¢
0CTpa CUMIITOMaTHYHA U30JIMpaHa CIIOHTaHHa MOBLPXHOCTHA BEHO3HA TpoMO03a Ha TOJTHUTE
KpalHHWIIA, ¢ I/DKIMHA Hal-MajKo 5 ¢cm, MOTBBPACHA upe3 KoMIpecronHa exorpadus. He ca
BKITFOYBAHU IMAIIMEHTH, KOUTO Ca HMaJIH ChITHTCTBAIA JJI00KAa BEHO3HA TPOMOO3a MITH TOBBPXHOCTHA
BEHO3HA TPOM003a, Ha pa3CTOSHHE A0 3 cm OT MSCTOTO Ha CheJMHABaHE Ha BeHa capeHa ¢ BeHa
(emopainuc. M3kmrouBany ca ManueHTH, KOUTO ca MK TEXKKO YepPHOAPOOHO YBpEXKIaHE, TEKKO
0B0pedHo yBpexaaHne (kpeaTHHHHOB KiupBhHC< 30 ml/min ), HuCKO TemecHo Terio (<50 kg),
37I0Ka4eCTBEH TyMOp B aKTUBEH CTaJni, CHMITOMaTHYHa OenogpoOHa eMOOIINS HITH CKOPOIIEeH
ClTydYaii Ha ThJI0OOKa BeHO3HA TpoMm0o03a/ OenoapodHa emOouns (<6 Mecela) Wi NOBbPXHOCTHA
BEeHO3HA TpoMm0Oo03a (<90 mHM), WK TOBBPXHOCTHA BEHO3HA TPOMO03a, CBhp3aHa ChC CKIICPOTEpaITHs
WM KaTO YCJIOKHEHUE TIPU BEHO3€H JOCTHII, WK aKO MAIUCHTHTE Ca UMaJIM BUCOK PUCK OT KbPBEHE.

[TanuenTuTe ca paHAOMHU3MPAaHHU Aa MoIydaBaT 2,5 mg GhoHAanapuHyKC BEAHBX AHEBHO WM I11a1e0o,
B IIPOJBJDKEHUE Ha 45 IHU, B AOIBJIHEHUE HA €IaCTUYHH YOPAIIH, AHAJIT€TUYHHI W/WIIN JIOKAJTHU
HCIIBC. IIpocnensBanero e a0 Jen 77. U3cneaanara nomynamus € 64% >xeHu, ¢ MeIuaHa Ha
BB3pacTTa 58 roguHy, 4,4% ca UMaIu KpeaTHHUHOB KIUpbHC< 50 ml/min.

[TepBUUYHUAT pe3ynTaT 3a epUKACHOCT, ChUYETAaHHE OT CHMIITOMAaTHYHA OeoIpoOHa eMOOHS,
CUMIITOMaTHU4YHa I['bJ'I6OKa BCHO3Ha TpOM603a, pastmipsABaHC Ha CUMIITOMATHYHA ITOBbPXHOCTHA
BCHO3Ha TPOMO03a, peUANB HA CHMIITOMAaTHYHATA IOBBPXHOCTHA BEHO3HA TPOMOO03a HIIH CMBPT 110
Jen 47, e 3HAUUTEIIHO MOHIKEH OT 5,9% npu nmanueHTuTe Ha miare6o 10 0,9% npu nanueHTuTe,
nosrydaBanu 2,5 mg GonaanapruHykc (OTHOCHUTEIIHO HaMalsiBaHe Ha pucka: 85,2%; 95% Cl, 73,7% no
91,7% [p <0,001]). YectoTara Ha BCeKH TpPOMOOEMOOINYEH KOMIIOHEHT Ha IIbPBUYHUS PE3YITAT €
CBIII0 3HAYNTETHO MOHIDKEHA IIPY MAIMeHTH Ha (QOHJamapuHyKC, KaKTO CJIe/IBa: CHMIITOMATHIHA
6enoapobHa embonus [0 (0%) cripsamo 5 (0,3%) (p = 0,031)], cumnToMaTryHa ABI00KA BEHO3HA
tpoMbo3a [3 (0,2%) cripsimo 18 (1,2%); oTHOCKTEIIHO HaMasiBaHe Ha pucka 83,4% (p <0,001)],
pasiupsBaHe HA CHMITOMAaTH4HATa IOBBPXHOCTHA BeHO3Ha TpomOo3a [4 (0,3%) cupsimo 51 (3,4%);
OTHOCHUTENTHO HamassiBaHe Ha pucka 92,2% (p <0,001)], peruanuB Ha CUMIITOMAaTH4HATA
MOBBPXHOCTHA BeHO3Ha Tpom0O03a [5 (0,3%) cipsimo 24 (1,6%); OTHOCUTENIHO HaMaJIIBaHE Ha PUCKa
79,2% (p <0,001)].

CremneHTa Ha CMBPTHOCT € HUCKA U 10I00Ha MEXy ABETe rpymnu jJeuenue, ¢ 2 (0,1%) cMbpTHH
ciydas B rpynata Ha Gonnanapunykc kpM 1 (0,1%) cmbpTeH cityuail B rpymnara Ha ruiane0o.

EdukacHocrra ce 3anaspa 70 JleH 77 ¥ € KOHCUCTEHTHA BbB BCUUKH TPEABAPUTEITHO ONPEICIICHU
IoArpyIur, BKIOYUTECIHO ITPU MalUECHTU C BAPUKO3HH BEHU U IIPU NAIIUCHTU C TIOBBPXHOCTHA BEHO3HA
TpoM003a, JTOKaTU3UpPaHa O] KOJISTHOTO.

Ilo Bpeme Ha neueHneTo e HabMoAaBaHoO 3HaunTeNHO KbpBeHe npu 1 (0,1%) manuent Ha
¢donganapunyke u npu 1 (0,1%) nanuenT Ha mane6o. KnuHMYHO 3HAYMMH HETEKKH KPHBOU3JIMBU Ca
HaOmronaBanu npu 5 (0,3%) ot naunentute Ha GpoHxanapurykc u npu 8 (0,5%) ot nauueHTuTe Ha
1aneoo.

5.2 ®apmMakoKWHeTHYHH CBONCTBa

Abcopoyus

Cren moAKoXHO Mpuiiarane GpoHAanapuHyke ce abcopoupa u3Lsuio u 6bp30 (abCcomoTHA
ononanmmuHocT 100%). Crie npuiarane Ha eJiHa IMOJIKOKHA HHXKEKIHs (poHAanapuHyke 2,5 mg Ha
MJIaJId ¥ 3/IpaBH JiKIla MUKOBaTa Ijia3MeHa KoHueHTpaius (cpeana Cmax = 0,34 mg/1) ce gocrtura 3a 2
yaca cliesi npwiokeHneTo. [lma3MennTe KOHIEHTpAK Ha MOJIOBUHATA OT CTOMHOCTHUTE 3a CpellHa
Crax C€ JOCTHTAT 3a 25 MUHYTH CJIe]] IpUjlaraHe Ha J03aTa.

[pu 3apaBu nvia B HanpeHANA Bh3pacT (hapMaKOKHHETHYHHTE TapaMeTpy Ha (GOHIAapuHyKe ca
JMHEWHU B TpaHULIMTE OT 2 70 8 mg, IPUIOKEHH MOAK0KHO. Clie]] MOAKOXKHO MPUIIOKEHUE BETHBK
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JTHEBHO CTAITMOHAPHUTE TUIA3MEHH HHBA ce MOoCTUTaT cien 3 win 4 muu ¢ 1,3 mbtr moButieHue Ha Cax
n AUC.

Onenennre cpeaau (CV%) GpapMakOKMHETHYHY MapaMeTpu Ha (hOHIAMAPUHYKC B CTAllMOHAPHO
CHCTOSIHUE TP TAIMEHTH, MOJIOKEHH Ha OTepaliys 3a CMsHa Ha Ta300epeHara cTaBa, mpueManiu
¢doHmanapuHyKc 2,5 mg BEAHBXK THEBHO, €a: Cmax (Mg/1) — 0,39 (31%), Tmax (h) — 2,8 (18%) n

Chin (mg/1) -0,14 (56%). [1pu naruentu ¢ ppaktypa Ha OeapeHaTa KOCT, CBhp3aHa ¢ HalpeaHaIaTa uM
BB3PACT, IUIA3MEHNTE KOHIIEHTPANU Ha (DOHTamapruHyKC B paBHOBECHO ChCTOSTHHE €a: Cmax (mg/1) —
0,50 (32%), Cuin (mg/1) — 0,19 (58%).

Pasnpeodenenue

O06embT Ha pa3mnpeseneHne Ha GoHmanapuaykc e orpaandet (7-11 gurpa). In vitro, honmanapuaykc
Ce CBBP3Ba CHCIU(PUIHO U B TOJIIMA CTEICH ¢ OENThKa aHTUTPOMOUH, KaTO CBEP3BAHETO € 3aBUCUMO
OT J103aTa U Ta3MeHaTa konueHrpaus (98,6% mo 97,0% B rpanuiure Ha KoHIeHTpauu ot 0,5 10
2 mg/l). ®onmanapuHyKC HE C€ CBhP3Ba 3HAYUTEIHO C IPYTH IUIa3MEHH MPOTENHH, BKITFOUUTEITHO U C
TpombortuTeH daktop 4 (PF4).

Tbii KaTO QoHIANAPUHYKC HE CE CBBP3Ba 3HAUYNUTEIHO C APYTH IIa3MEHH IIPOTEHHH, OCBEH C
ATIII, He ce ouakBaT B3aUMOJEHCTBHUSA C APYTH JIEKAPCTBEHU MIPOMYKTU HA Oa3aTa HAa U3MECTBAHE OT
MecTaTa Ha CBbP3BaHE C IUIa3MEHUTE IIPOTEUHH.

buompancpopmayusa
BrIpeku ue HiMa II0CTHA OIICHKA, HAMA JIaHHU 3a METa00IM3upaHe Ha (DOHIAapHHYKC H T10-
CIICIMAJTHO HsAMA JIaHHU 3a 00pa3yBaHe Ha aKTUBHU META0OJIUTH.

®onganapunykc He uaxudupa in vitro CYP450s (CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2D6,
CYP2E!1 unu CYP3A4). [lopanu Ta3u npuunHa He ce o4akBa (hOHIAMapUHYKC J]a B3aWMO/IeCTBA C
JpYTH JIEKApCTBEHU MPOIYKTH in vivo upe3 uaxubupane Ha CYP-menuupanus MeTaboIu3sM.

Enumunupane

EnuMuHanmoHHUAT MOTYXUBOT (t1,) € okosto 17 yaca mpu 31paBH, MJaiy JIMIa U okoJo 21 gaca mpu
3][paBH JIMIa B HampenHaia Bb3pact. PoHganapuHykc ce ekckpetupa B 64-77 % ot 6b0penure mox
¢dopmara Ha HEIPOMEHEHO BEILECTBO.

Cneuudmtmu cpynu nayueHmu

Ileouampuuna nonynayus - DoHganapuHyKc HE € U3NUTBAH MPH Ta3M MOIMyJAIKs 3a TpoduIakTHKa
Ha BEeHO3HA TPOMOEMOOJIHsI WIIK 32 JieueHHe Ha MOBbPXHOCTHA BEHO3HA TPOoMO03a WII OCTHP
KOPOHApEH CHHIPOM.

Tayuenmu ¢ nanpeonana ev3pacm - brOpeuHara QyHKIMS MOXKE J1a Hamaliee ¢ Bb3pacTTa H, Iopaju
Ta3W MPUYNHA, KalalUTeTHT 32 eTMMUHAPaHe Ha (OHJATapUHYKC MOXKE Ja € HaMaJleH MPH MallueHTH
B HampeHana Bb3pact. [Ipu manuenTr >75 roquHu, OUIOKEHA Ha OPTONIEINYHA OTIepallus,
OYaKBaHUAT TJIa3MEH KIUpBHC € 1,2 710 1,4 IbTH MO-HUCHK OT TO3HW IIPH MAIMEHTUTE Ha BB3PacT <65
TOIMHH.

Bvopeuno yepescoane - B cpaBHEHME C IAIIMEHTHTE C HOpMaliHa ObOpedHa GpyHKIMS (KpeaTHHUHOB
KIupbHC > 80 ml/min), rurazMeHuT KIUpHHC € ¢ 1,2 1o 1,4 mbTH NO-HUCHK MPH MAIIUEHTHTE C JIEKO
0B0peuHo yBpexaaHe (kpeaTHHHHOB KaupbhHC 50 10 80 ml/min) u cpeHo 2 TBTH MO-HUCHK MPU
MalMeHTH ¢ yMepeHo 0b0pedHo yBpexnane (kpeaTHHUHOB KiupbHC 30 10 50 ml/min). [Tpu Texko
0B0OpeuHo yBpexkaaHe (KpeaTHHHHOB KIUpbhHC < 30 ml/min), Iiia3MeHUAT KIMPHHC € IPUOIU3UTEITHO
5 I'BTH MO-HUCHK B CPAaBHEHHUE C TO3M IpU HOpMaliHa ObOpeuHa GpyHkuus. CBbp3aHUTE C TOBA
CTOMHOCTH Ha €NMMHUHALMOHEH MOIYXHUBOT ca 29 yaca nMpu NalMeHTH C YMEPEHO U 72 yaca npu
MAIMEHTH C TEXKKO OBOPEUHO YBPEKIAHE.

Ilon - He ca Ha6J'IIO,Z[aBaHI/I pa3inirg BbB Bpb3Ka C I0JIa CJIC KOpUTUpaHEe HA A03aTa CIIPSIMO
TCJICCHOTO TETJIO.
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Paca - ®apMakoOKWHETHIHH Pa3IAIHs TIOpadH pacoBa MPHUHAICKHOCT HE ca MMPOYIBaAHU
MPOCTIEKTUBHO. BbIpeku ToBa, M3NUTBAHUS, IPOBEACHU MIPH 3PABH JIMIIA OT a3UATCKU IIPOU3XO0]
(sSMOHIN), HE ca MOKa3aIH pa3indcH (papMaKOKUHETHYCH MPO(UI B CPAaBHCHHUE ChC 3/IPaBH JIUIA OT
KaBKa3Kk# mpousxof. [lomobHo Ha TOBa, He ca HAOIIOJaBaH! PA3IMYHs B IIA3MEHUS KIUPHHC MEXTY
apoaMepHUKaHITH 1 JIUIA OT KaBKa3KW MTPOU3XO0, TOATOKCHN Ha OPTOICANIHA OTICPAIIHs.

Tenecno meano - IInazMeHUsT KIMPHHC Ha (POHAAMAPHHYKC Ce MMOBUIIIAaBa C TEIECHOTO Teryo (9%
nosumenue Ha 10 kg).

Yeprnoopobno yepescoarne - Crenl NIOAKOKHO MpHUJIaraHe Ha eHOKpaTHA 1032 GOoHAaNapuHyKC IpU
WHAMBHIIN C YMEPEHO I0 TexecT YepHoapooHo yBpexkaane (Child-Pugh xareropus B), obmute (T.e.
Ha CBBbp3aHus v Ha HeCBBP3aHHs) Crax U AUC ca ce TOHmKUIN chOoTBETHO ¢ 22% 1 39% B cpaBHEHHE
C MHIMBHIM ¢ HOpMasHa yepHoapoOHa QyHKms. [ToHmKeHNnTe M1a3MEeHN KOHIICHTPALH Ha
¢dboHanapuHyKC Ipu MHAUBUIY C YEPHOIPOOHO yBpEXKJaHE CE AbJKAT HAa HAMAJICHO CBBP3BAaHE C
ATIII, xoeTo € cleACTBUE OT MOHIKCHUTE TIa3MeHn KoHIeHTpannu Ha ATIII; ToBa Boam 1o
noBuIlIeH OBOpeUeH KIMpBHC Ha poHAanapunykce. ClieoBaTe Ho, MPpU HalUeHTH C JIEKO 10 YMEPEHO
TEXKO YEPHOIPOOHO yBpEXKIaHE HE Ce 0UYaKBAa KOHLEHTPALMUTE Ha HECBbP3aHUs (GOHAANAPUHYKC Aa
ObJaT NPOMEHEHHU U 10 Ta3W IPUYMHA, OCHOBABalKH ce Ha (apMaKOKUHETHKATa, He € HE0OXOANMO
KOpUTHpPAaHE Ha /103aTa.

dapmMakoKHHETHKAaTa Ha POHAANapUHYKC HE € IPOyYBaHa IPH MALUEHTH C TEKKO YSPHOAPOOHO
yBpexaane (Bk. Touku 4.2 u 4.4).

5.3 IIpeakJMHMYHU JaHHH 32 0€30MaCHOCT

[MpeaxnMHUYHUTE TaHHH HE MOKa3BaT 0cOOEH PHCK 3a XopaTa Ha 0a3a Ha KOHBEHIIMOHAIHUTE
Q)apMaKOJIOI‘I/ILIHI/I HU3IIMTBAaHUA 3a 6630HaCHOCT, TOKCUYHOCT ITPYU MHOTOKPATHO MNPHUIIOKCHUEC U
T€HOTOKCUYHOCT. MI3nuTBaHMATa IPH KUBOTHHU Ca HEAOCTATHYHH 3a ONPEACIIHE HA TOKCHYHUTE
e(eKTH BbPXY PENPOLYKTUBHOCTTA TIOPAH OTpaHUIEHATa SKCTIO3UIIHS.

6. DOAPMANEBTUYHHU JAHHU

6.1 ChnucbK Ha NOMOLIHHUTE BelIECTBA

Hatpues xmopun

Bopa 3a unxeknuu

X10pOBOAOPOHA KHCETHHA

Hatpues xunpoxcun

6.2 HecbBMEeCTHMOCTH

[Tpu nMnica Ha MPOYYBaHMUs 32 HECHBMECTHMOCTH, TO3H JIEKaPCTBEH MPOJIYKT HE TPsSOBA Jia ce CMecBa ¢
JIpYTH JEKapCTBEHU MPOTYKTH.

6.3 Cpox Ha roaHOCT
3 roguHM.
Axo poHmanapuHykc HaTpuii ce 1o6aBu kbM MHHUCAK ¢ 0,9% (U3NOIOTHYEH pa3TBOp € Hail-100pe

MH(QY3UATa a ce HAallpaBU He3a0aBHO, HO Pa3TBOPBT MOXKeE Ja ObJe ChbXpaHsIBaH MpU CTaifHa
TeMmneparypa 10 24 Jaca.
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6.4 CroenuajJH4 yCJOBHUS HA ChbXPaHEHHUE
Ha ce coxpanssa nox 25°C. Jla He ce 3ampa3sBa.
6.5 Buau chabp:kaHue HA OMAKOBKATA

Crpknen pesepBoap (1 ml) ot crbkio tun I, rpagyupan ¢ 27 pasaenenus x 12,7 mm urna ¢ 6yTtano ot
OpoMOOYTHIIOB MIIH XJIOPOOYTHIIOB €JacTOMep.

Arixtra ce mpeaniara B onakoBKku oT 2, 7, 10 u 20 npenBapuTeaTHO HAITbIHEHN CIPHHLIOBKH. MMa 1Ba
BUJIa CIIPUHIIOBKHU:

o CIIPHHIIOBKA ChC CHHBO OyTaJl0 U aBTOMAaTUYHA CHCTEMa 3a 6€301acHOCT

o CIIPHHIIOBKA ChC CUHBO OyTallo U phYHA CUCTEMA 3a O€30MMaCHOCT.

He Bcuuku BUIOBE ONaKOBKM MOrar Aa ObAaT IMyCHATH B IIpoaaxoa.

6.6 CrnenuajaHu nNpeanasHu MepKHU NP U3XBHPJIsiHEe H padoTa

[Toxko)kHATA HHXKEKIHS Ce TIPHIara Mo ChIIUS HA9HMH, KAKTO C KJIaCHYecKaTa CIPHHIIOBKA.
MHTpaBEeHO3HOTO MIPUIIOKEHUE TPSAOBA Jla C€ OCBILECTBH MPE3 ChILECTBYBAIlla UHTPABEHO3HA KaHIOIA
WIN IUPEKTHO, UM KAaTO C€ U3II0JI3Ba MUHHUCAK ¢ Mabk 0beM (25 umu 50 ml) 0,9% dusuonornuexn
pasTBop.

[NapeHTepamHUAT pa3TBOP TPAOBA Jia Ce Mperiie/ia 3a HATMYUETO Ha YaCTHUIIM WK IOMBTHSABAHE PEIH
MIPUJIOKEHUE.

YkazaHud 3a npujiarane oT MalyueHTa 9pe3 MOJK0KHO HHKEKTUPAHE ca BKIIIOYCHH B JIMCTOBKATA 32
MMalyeHTa.

Cucremara 3a 3alyTa Ha Urjara Ha Arixtra IpeIBapUTEIIHO HAITBIHCHU CIIPUHIIOBKY € Ch3/1aJIcHa ChC
cucTeMa 3a 0e30IMacHOCT 3a Ipe/a3BaHe OT YOOXKTaHe C UIJiaTa Clie] HHKEKTHpaHe.

Hewusmon3paHnusr JICKAPCTBCH NPOAYKT WM OTHAABYHUTEC MAaTCpUAJId OT HETO TpH6Ba Ja CC U3XBBPJIAT
B CbOTBCTCTBUEC C MCCTHUTC U3UCKBaHMU.

7. HPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Viatris Healthcare Limited
Damastown Industrial Park,
Mulhuddart

Dublin 15,

DUBLIN

Upnanaus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA
EU/1/02/206/001-004
EU/1/02/206/021

EU/1/02/206/022
EU/1/02/206/023
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9. JATA HA ITBPBO PABPEIIABAHE/IIO/JTHOBSIBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

Hata Ha mbpBo pazpemanane: 21 mapt 2002
JaTa Ha nociaenno moxHoBsiBane: 21 mapt 2007

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

[Tonpo6ua nHdOpMarHMs 3a TO3M JEKapCTBEH NPOAYKT € MpeaocTaBeHa Ha yeb caiita Ha EBponeiickaTa
areHIus 1Mo JieKkapcTBaTa http://www.ema.europa.eu
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1. HME HA JIEKAPCTBEHUA TIPOAYKT

Arixtra 5 mg/0,4 ml uHXKeKUMOHEH Pa3TBOP, IPEABAPUTEITHO HAITBJIHEHA CIIPUHIIOBKA.

2.  KAYECTBEH U KOJIMYECTBEH CBbCTAB

Bcesika mpeaBapuTeHO HAITBIIHEHA CIIPUHIIOBKA ChABPKA 5 mg hOHIANapUHYKC HATPUN
(fondaparinux sodium) B 0,4 ml pa3TBop 32 HHXKEKITHHL.

[TomomrHO (1) BemecTBO(2) ¢ M3BecTHO AericTBre: Chabpxka mo-manko ot 1| mmol Hatpuit (23 mg) Ha
71032 ¥ 3aTOBA Ha MPAKTHKA HE ChABP)KA HATPHIL.

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXXTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

WHXeKIHOHEH Pa3TBOP.
Pa3TBOpBT € mpo3pauHa u 6e31BeTHA 0 O1e10 KbJITa TEUHOCT.

4. KJIMHNYHU JAHHU
4.1 TepaneBTHYHU OKA3AHUS

JledeHue Ha BB3pacTHU C OCTPa AbJI0O0OKA BEHO3HA TPOMOO03a U JICUCHHE Ha OCTHpP OenoapodeH
CM6OHI/I3'IJM, C U3KJIIOYCHUEC Ha XEMOJUHAMHWYHO HCCTa6I/IHHI/I MalyeHTH UKW MalluCHTH, ITPU KOUTO €
HE00X0rMa TPOMOOIIH3a WK 0eIoApoOHa eMOOTIEKTOMHUSI.

4.2 ]Iozmpomca U HAYUH HA NMPUWITOKEHUE

Jlo3upoBKa

[IpenopruBanara no3a hoHmanapuHyKc € 7,5 mg (mamuenTu ¢ tenecHo tero > 50, < 100 kg) Bemabxk
JTHEBHO 4pe3 MOJKOXKHA HHKEKIHs. 3a MaIMeHTH ¢ TejecHo Terio < 50 kg, npenopbuBaHaTa j103a € 5
mg. 3a mareHTu ¢ TejaecHo terio > 100 kg, mpenopwsuBanara g03a e 10 mg.

JlewenuneTo TpsOBa 1a MPOIBIDKY HAH-MAJIKO S5 JTHH U JIO YCTAaHOBSIBAaHE HA a/ICKBaTHA TIepopaiHa
aHTHUKOATYJAIM (MEXTyHAPOHO HOpMAIM3UPaHO choTHOIIeHHE 2 10 3). ChIBTCTBAILO TEPOPATHO
AHTUKOATYJIAHTHO JISYCHHE TPSAOBA J1a 3alT0YHE BH3MOXKHO Hail-paHO M OOMKHOBEHO B PAMKUTE Ha

72 qaca. CpegHara IpOABIDKATEITHOCT Ha MPWIIOKEHNE B KIIMHUYHATE U3MUTBaHMS € Owiia 7 THUA U
KIIMHAYHUSAT OTUT OT JIeYeHHE 3a ToBede oT 10 1HU e orpaHudeH.

Cneuud)utmu cpynu nayueHmu

THayuenmu ¢ nanpeonana ev3pacm - He e Heo0xoauMo Kopurupase Ha gosata. Ilpu nanuesTu Ha
BB3pacT =75 ronuHy, GoHAAIAPUHYKC TPSAOBA Ja ce Impuiara ¢ BHUMaHue, Thil Kato ObOpevHaTa
(byHKLUMS HaMaJIsiBa C Bb3pacTTa (BX. Touka 4.4).

bvopeuno yepeacoane - DonganapuHykce TpsOBa Ja ce mpujiara ¢ BHUIMaHUe MTPU MAIUEHTH C
yMepeHo 0p0pedHo yBpexkaane (Bk. Touka 4.4).

Hsima omut B moArpyImiata marueHTH ¢ eOHospemMenHo BUCOKO TenecHo Terio (>100 kg) u ymepeno
0B0OpedHo yBpexaane (kpeatnHUHOB KiMpbhHC 30-50 ml/min). B Ta3u moarpyma, ciej npuiarane Ha
IbpBOHAYAIHA 1032 OT 10 mg qHEBHO, MOXe Ja ce OOMUCIN HaMallsiBaHe Ha JHEBHATA 7103a A0 7,5
mg, OCHOBaBalKH ce Ha PapMaKOKWHETUYHO MoJiesiupaHe (Bxk. Touka 4.4).
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donmamapuHyKC He TPAOBa Ja ce Mpuiara MpH MaueHTH ¢ TEXKKO OBOpeUHO YBpEKIaHe
(kpeatrHuHOB KiupbHC < 30 ml/min) (BK. Touka 4.3).

Yeproopobno ysepedcoane - He e He0OX0IMMO KOPUTUPAHE HA J103aTa MMPU MAIUEHTH C JICKO WIIH
YMEPEHO TEKKO YEePHOPOOHO yBpexkaane. [Ipy mamueHT! ¢ TeXKKO YepHOIPOOHO YBPEKIaHE
dboHanapuHyKc TpsOBa Ja ce Mpujiara ¢ BHUMaHue, Thi KaTo Ta3u Tpyma MaleHTH He € POoyYBaHa
(Bx. Toukn 4.4 u 5.2).

IHeouampuuna nonynayus - He ce mpenoppuBa ynorpedara Ha poHIanmapuHyKc mpu aera mox 17
TOJIMHY MOPAJIH JIUTICA Ha JJAHHU 3a 0€30MacHOCT U e(hukacHOCT (BK. Touku 5.1 u 5.2).

HauwuH Ha npunoxxenue

DoHpanapuHyKC ce mpuiiara 4pe3 IbJI00Ka MOAKOKHA HHKEKIIHS, TOKATO MAUEeHTHT € B JIETHAIO
noJjoxeHnue. MecraTta Ha PUIIOKEHUE B KOPEMHATa CTeHa TPSIOBa 1a Ce CMEHAT IMMOCTOSHHO MEXKITY
JISIBO U JSICHO aHTEPOJIATePalTHO U JISIBO M IICHO MOCTIaTepaltHo. 3a Ja ce n30erHe 3aryoa Ha
JIEKapCTBEH MPOAYKT, KOTAaTO Ce M3MOI3Ba MPEABAPUTEITHO HAITBJIHEHA CIIPHHIIOBKA, TIPEIH
WHXKEKTUpaHe He TpsiOBa Jla ce 0cBO00XKAaBa BB3IyIIHOTO MEXypUe OT CpUHIIOBKaTa. LlsmaTa uria
Tpsi0Ba 1a Ob/Ie 3a0MTa EPIIEHANKYISIPHO B KOXKHA T'hHKA, 3aXBaHATa C TaJlela U MoKa3aena;
KOKHaTa T'bHKA TPSIOBA /1a ce MPUABPIKA TI0 BpeMe Ha HHKEKTUPAHETO.

3a JOBIHUTENHY YKa3aHMs 3a yIOTpeOa U H3XBBPIISHE BIDKTE TOUKa 6.6.
4.3 IIpoTuBOmoOKAa3aHUA

- CBPBXYYBCTBHTEIHOCT KbM aKTUBHOTO BEIIECTBO WIIM HAKOE OT TOMOIIIHHUTE BEIIECTBA,
n30poeHu B Touka 6.1

- AKTUBHO KJIIMHWYHO 3HAYMMO KbPBCHE

- OCTBHp OaKTepUaICH SHIOKAPIUT

- TeXKO ObOpedHo yBpexkaaHe (KpeaTHHUHOB KIuphHC < 30 ml/min).

4.4 Crhnenuananu nmpeaynpeskaeHus U CeNMAJIHU NPeANa3Hil MepKH PU ynoTpeda

doHpanapuHyKC € MpeaHa3HaueH caMo 3a MOAKOXKHO Npuiioxkenue. la He ce mpuiara
MHTPaMyCKYJIHO.

OnutsT 0T JeyeHue ¢ GoHAANAPUHYKC HAa XeMOJIMHAMUYHO HECTAaOMITHH NAlMEHTH € OTPaHu4EeH, KaTo
HSIMa OIUT MPH MAIMEHTH, TIPH KOUTO € HE0OX0Ma TpOMOOIH3a, eMOOJIEKTOMHS, HITH MTOCTaBsHE Ha
(GUITHp BHB BEHA KaBa.

Kpveousnusu

®donanapuHyKc TpIOBa Jja ce Ipuiiara ¢ BHUMaHUe MPH NalUeHTH, PH KOUTO UMa IMOBHUILIEH PUCK OT
pa3BHUTHE Ha KPHBOM3IIUB, KaTO MAIMEHTH C BPOJACHU WM MPUAOOUTH HapyIICHUS Ha
KPBBOCHCHPBAHETO (Harp. 6poii Ha TpomGonuTuTe <50 000/mm?), aKkTHBHO YJIIIEPO3HO CTOMAIIIHO-
YpeBHO 3a00JIIBaHE M CKOPOIICH BETPEUYEPeNeH KPbBOU3IHNB, KAKTO U CKOPO CJie]] MO3bUHA,
rpbOHAYHOMO3bYHA WIIM OYHA ONEPalsl U MPH creurn(pUIHYU IPYIH HalUeHTH, KAKTO € IOCOYEHO I10-
J0Iy.

KaxTo mpu qpyruTte aHTHKOAryJIanTH, (hoHmanapruHyKC TpsAOBa /1a ce mpuiiara ¢ BHUMaHue MpH
NalMeHTH, KOUTO CKOPO ca MpeThpIey onepauus (<3 JHH) U caMo clie]l KaTo € 3BbpIIeHa
XUPYpPrU4Ha XeMocTasa.

CpencTBa, KOUTO MOBHUIIIABAT PHCKa OT Pa3BUTHE HA KPHBOM3JIMB HE TPsiOBa J1a ce Impuiiarat
€HOBPEMEHHO ¢ GoHAanapruHyKc. TakuBa cpeAcTBa BKIIOYBAT Ae3UpyauH, GudpruHoauTuim, GP
[Ib/111a penenTopHY aHTArOHUCTH, XEIIAPHH, XSITAPHHOUIM WIIA HUCKOMOJIEKYJIHU xermapuHu. [1o
BpeMe Ha JICUeHHE Ha IBI00Ka BeHO3HA TpoMO03a TpsOBa 1a ce Impriiara €IHOBPEMEHHO JICUCHHE C
aHTaroHUcT Ha BuTamuH K cropen nadopmanmsara, npuioxxkeHa B Touka 4.5. Jlpyru aHTHarperaHTHU
JIEKapCTBEHU MPOAYKTH (AUETHICATUIINIOBA KUCEINHA, TUIUPUAAMOIN, CyI(UHIHPA30H, THKIOMHANH
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nu kinormmaorpen), kakto 1 HCIIBC Tpsa6Ba na ce mpriiarat ¢ moBuiiieHo BHUMaHue. [Ipu
HEOOXOAMMOCT OT STHOBPEMEHHO IIPIIIOKEHHUE € He0OX0IUMO CTPOTo HAOIIOICHNE.

Crnunanna /Enudypanna anecmesust

B ciydait Ha XupyprudHE MaHUTYJIAIWY P TAIMEHTH, PHeMaIiy GOoHAaMapuHyKC MO-CKOpo 3a
JedeHNE Ha BEHO3HA TPoM003a, OTKOJIKOTO 3a IIpoHIakTHKa, HEe TPSOBA J1a ce U3IT0/I3Ba
CIMHATHA/ENHUypaliHa aHECTE3HSL.

Tlayuenmu 6 nanpeouana svpacm

[NaruenTHTEe B HaNpeaHANA BB3PACT ca C MOBHUIIICH PUCK OT KbpBeHE. Thil kKaTo ObOpevHaTa PYHKIHS
0OMKHOBEHO HAMaJIsIBa C Bb3PACTTa, ITPH MAIUCHTUTE B HAMPEIHANIA Bh3pacT MOXKe J1a ce HaOJIro/1aBa
HaMaJICHO eJIMMHUHHPAHE 1 TIOBUIIICHA eKCITO3UIHS Ha (hoHIanmapruHyKc (BX. Touka 5.2). CrydanTe Ha
KbpPBEHE IMPH MAIlEHTH Ha BB3pacT <65 roauHu, 65-75 roguuu u >75 ToguHu, NpueMaIiu
MpernopbhYBaHaTa 1032 3a JICUCHHE Ha TBJIOOKAa BEHO3HA TpoMOo03a wiH OenoapodeH eMOoIn3bM ca
ommm croTBeTHO 3,0 %, 4,5 % 1 6,5 %. CHOTBETHUTE YECTOTH MPH MAITUCHTH, IPUEMAIITH
MpernophYBaHATa 1032 EHOKCAITAPHH 3a JIeUeHNe Ha ABI00Ka BEHO3HA Tpombo3a ca 6w 2,5%, 3,6%
u 8,3%, ToKaTo ciydauTe NpH MalieHTH, IpUeMally NpenopbyBanaTa J03a HepakMOHUPaH
XeTapuH 3a JIeYeHrne Ha 0erroipoOeH eMOOT3bBM ca O ChOTBETHO 5,5%, 6,6% u 7,4%.
®doHganapuHyKc TpsOBa Ja ce mpuiara ¢ BHUIMaHHUe MPH MallMeHTH B HAIpeHala Bh3pacT (BXK. TOUKa
4.2).

Hucxo menecno meano
KJTMHUYHUAT ONTUT € OTpaHUYCH MPH MaIlueHTH ¢ TeliecHo Terno <50 kg, donmanapunykc TpsoBa na
ce Mpuiara ¢ BHUMaHue B THEBHA /1032 OT 5 mg Mpu Ta3u rpyna nauueHTH (Bx. Touku 4.2 u 5.2).

bvbpeuno yspescoane

PuckbT OoT KbpBEHE ce yBeNMUaBa ¢ yBelnuaBaHe Ha ObOpedHOTO yBpexaane. M3BecTHO e, ue
(boHaanapuHyKc ce eKCKpeTupa riaaBHo upe3 ObOpenure. CiaydanTte Ha KbPBEHE NIPH MAIlUCHTH,
MpHeMaIy MperopbYBaHaTa J03a 3a JeueHHe Ha JhI00Ka BEeHO3HA TpoMb03a u OenoapodeH
eM00IM3BM ¢ HopMasiHa ObOpeyHa yHKIUS, JeKo OBOpPEeYHO yBpexaaHe, yMepeHo ObOpedHo
YBPEKIaHE U TEKKO OBOpEUHO yBpexkaaHe ca Ounu chotBeTHO 3,0 % (34/1 132), 4,4 % (32/733),
6,6% (21/318) u 14,5 % (8/55). Cnyyanure npu nanyeHTH, IpHeMally Npernopb4BaHaTa 103a
EHOKCarapyH 3a JiedeHue Ha JbJI00Ka BEHO3HA TpoMOo3a ca Omiu choTBeTHO 2,3% (13/559), 4,6%
(17/368), 9,7% (14/145) u 11,1% (2/18), a npu nanueHTH, MpUEeMaIly NpernopbyBaHara J03a
HepaKIMOHUPaH XeTapyH 3a JeueHne Ha 6er10apooeH eMOoIu3bM ca 01T ChOTBETHO 6,9%
(36/523), 3,1% (11/352), 11,1% (18/162) n 10,7% (3/28).

®DoHanapuHyKc € MPOTHBOIIOKA3aH MPH TEKKO ObOPEUHO yBpexkIaHe (KpeaTHHUHOB KIIUPHHC
<30ml/min) u TpsiOBa a ce mpuiara C BHUMaHWeE TP MAIUEHTH ¢ YMEPEHO TEXKO ObOpEeYHO
yBpexkIaHe (kpeaTHHUHOB KiHpBHC 30-50 ml/min). [IpoabmkuTeHOCTTa Ha JIeueHUe He TpsiOBa Jia
MIPEBHUIIIABA OIICHEHATA 0 BpEME Ha KIIMHUYHO Mpoy4BaHe (cpeaHo 7 mau) (Bxk. Touku 4.2, 4.3 u 5.2).

Hsima onut B moarpymnata naiyeHTH ¢ €THOBPEMEHHO BUCOKO TenecHO Terio (>100 kg) u ymepeHo
TeXKo OBOpeuHo yBpexaaHe (kpeaTHHUHOB KIupbHC 30-50 ml/min). @onnanapuHykc TpsaoOBa ga ce
npuiiara ¢ BHUMaHue Ipy Te3u nauueHTu. Cien npuwiarade Ha IbpBoHavdaiHa 1o3a ot 10 mg AHeBHO,
MOJKe J]a ce 0OMHUCIIM HaMallsiBaHe Ha JTHEBHATA [103a A0 7,5 mg, OCHOBaBalKu ce Ha
(bapMaKOKHHETHYHO MOJIeIHpane (BXkK. Touka 4.2).

Teoicko weprHodpobHO yepedicoare

[IpunoxxenneTo Ha poHAaMapruHYKC TPsIOBa Aa c€ OOMHCIN BHUMATEIHO, Thil KaTO MPY MAIMEeHTH C
TEKKO YePHOJIPOOHO YBPEXKIaHE MMa TIOBHUIIIEH PUCK OT KbPBEHE MOpaJI JiuTica Ha (aKTOpH Ha
KPBBOCHCUPBAHETO (BK. TOUKa 4.2).

Hayuenmu c xenapun unoyyupana mpomoboyumonenus (HIT)

®donanapuHyKc TpsiOBa J1a ce U3M0J3Ba ¢ MOBUIICHO BHUMAaHKE MPY MallMeHTH ¢ aHaMmHe3a 3a HIT.
EduxacHoctTa 1 OezomacHoCTTa Ha (OHANAPUHYKC HE ca MPOYYBaHU O(PUILIMATHO IPH MALUESHTH C
HIT Tum 1. ®onnanapuHyKe He ce CBbp3Ba ¢ TPOMOOITEH GakTop 4 M OOMKHOBEHO HE pearupa
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KPBCTOCAHO ChC CEPYM OT HMAITMEHTH ¢ XenapuH uHayIupana Tpomooruronenns (HIT) tum I1. Bee
TIaK PSIKO Ca MOJTydaBaHM CIIOHTaHHY choOmeHus 3a HIT npu manueHTy, JIeKyBaHH C
¢dboHganapruHyKc.

Anepeus kvm 1amekc

[IpenmasurensT Ha UriIaTa Ha MPeIBapUTEITHO HATBITHEHATA CIIPUHIIOBKA ChABPIKA CyXa HAaTypaHa
JIATEKCOBA I'yMa, KOSITO MOXE JIa MMPEAN3BUKA aIEPTUYHU PEaKIUU IPU X0pa C MOBUIICHA
YYBCTBHTEITHOCT KbM JIaTEKC.

4.5 BsamMmopeiicTBHe ¢ IPYTH JeKAPCTBEHH MPOAYKTH M APYTrH (JOpMH Ha B3aNMo/eiicTBHe

PHCKBT OT KbpBEHE CE MOBUIIIaBA MTPH €AHOBPEMEHHO MPIIIOKEHNE Ha (POHAAMapHHYKC ChC CPEJICTBA,
KOUTO MOTaT JIa TIOTSHIIMPAT PUCKA OT Pa3BUTHE HAa KPHBOU3IIUBY (BXK. TOUKA 4.4).

B ximmHWYHE Tpoy4YBaHus ¢ (QOHAAIAPUHYKC, IEPOPATHU aHTUKOATYJIaHTH (BapdaprH) He
B3aUMOJIeiiCcTBAT Ha (PapMaKOKUHETHYHO HUBO C (DOHIAMAPUHYKC; TPH MPUIIOKEHHE Ha J103a oT 10 mg
B U3IIUTBAHUA 3a B3aI/IMOI[eI\/IICTBI/IC, (I)OHILaHapI/IHyKC HC MOBJIMABA aHTUKOAr'yJallMOHHATa aKTUBHOCT

(INR) Ha BapdapuH.

TpomOouuTHHUTE HHXKUOUTOPH (aneTuicanuiuinosa kucenanna), HCIIBC (mupokcukam) 1 JUTOKCHUH HE
B3aUMOJIeHCTBAT Ha (PapMaKOKMHETHYHO HUBO C (poHIamapuHykc. B u3nutBanus 3a B3anMoJieiicTBHE,
doHganapuHyKc, IpUIokKeH B 103a 10 mg, He MOBIMsABA BPEMETO Ha KbPBEHE MPH JICUCHHE C
aleTUICATAIIIIOBA KUCETUHA WM IUPOKCHKAM, HUTO (DapMaKOKHHETHKATa Ha JUTOKCHH B
CTaLlUOHAPHO CHhCTOSIHUE.

4.6 @epruaurer, )peMEHHOCT U KbpMeHe

Bbpemennocr

Hsma HanWYHY KIMHUYHYU JAHHU 32 MIPUJIOXKEHHUE 10 BpeMe Ha OpeMeHHOCT. ExcriepiMeHTamHuTe
IMpOoy4YBaHUs IIPU ) KUBOTHU Ca HEAOCTATHYHHU IO OTHOIICHUC HA BJIMAHUCTO BbPXY 6peMeHHOCTTa,
eMOPHOHATTHOTO/PEeTATHO Pa3BUTHE, PAaXIaHETO U TIOCTHATATHOTO Pa3BUTHE MTOPAIH OrpaHHYeHATa
excriozuiysi. GoHmanapuHyKC He TPAOBA Ja ce U3MOJI3Ba MPH OPEMEHHH JKEHH OCBEH B CIyJal Ha
KaTeropuuHa HeoOXOIUMOCT.

Kbpmene

DoHmanapuHyKc ce eKCKpeTHpa B KbpMara Ha IIIbXOBE, HO HE € U3BECTHO JaJIU CE€ EKCKPETUPA B
YoBelIKkaTa KbpMa. KbpMEHETO He ce MpenopbuBa 1Mo BpeMe Ha JiedeHue ¢ GoHganapuHykc. Boenpeku
TOBA, IEpOpATHATa Pe30pOLHUs MPHU JIela € MAJIKO BEpOSTHA.

depTunurer

Hsma nannu 3a edexra Ha poHmanapuHyKc BEPXY (QepTHIMTETa P Xopa. M3nuTBanusTa npu
JKUBOTHHM HE ITOKa3BaT e(eKT BbPXY QepTHIUTETA.

4.7 EdexTn BbpXy crniocodHOCTTA 32 moupaHe U padoTa ¢ MAIIMHA

Hsima nmpoyuBanus 3a eekTuTe BHpXY CIIOCOOHOCTTA 32 IOQHpaHe 1 padoTa ¢ MaIIMHH.

4.8 Hexenanm jJiekapcTBeHU peaKkIUl

Haii-yectute ceprno3Hn HEXENAaHU PEaKIUK, ChOOIIaBaH! MPU (POHIAMAPUHYKC Ca YCIOKHEHUS,
CBBP3aHU C KbpBEHE (C Pa3IUIHO MECTOIOJIOKEHHE, BKIFOUUTEITHO U PEJIKH CITyYad Ha BhTpeUYepernHo/
BBTPEMO3BYHO U PETPONEPUTOHEATHO KbpBeHe). DoHAanapuHyKce TpsOBa Aa ce mpujara ¢ ITOBUIICHO
BHUMAaHUE MPH MAIMEHTH, KOUTO UMaT IMTOBHUILEH PUCK OT KbpBEHE (BXK. TouKa 4.4).

be3zonacHocTTa Ha QoHIATAPHHYKC € OlICHIBaHA TIPU:

- 3 595 mauueHTH, NOUI0KEHHU Ha roJiIMa OPTONEAUYHA ONIEpaLUsl Ha JOJHUTE KpalHUIU 1
JIeKyBaHH 3a nepuox 10 9 quu (Arixtra 1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)
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- 327 nmarueHTH, onepupany 3a ppaktypa Ha OeapeHara KOCT, JIEKYBaHH 3a 3 CEAMHUIIH CIIe
HavajgHa npoduaakThka 3a 1 cenmuna (Arixtra 1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 1 407 nanueHTH, MOIJIOKEHA HA KOPEMHA OTepaIus, JISKyBaHH 3a epuoi 10 9 mau (Arixtra
1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 425 manueHTH ¢ PUCK OT pa3BUTHE HAa TPOMOOEMOOIMYHY YCIIOKHEHUS, JIEKyBaHH 33 TIEPHOJ JI0
14 nam (Arixtra 1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 10 057 maruentu, nonxy4asamy Jiedenue 3a UA wiu NSTEMI ACS (2,5 mg/0,5 ml)

- 6 036 manuenTn, nomy4asamu Jiederre 32 STEMI ACS (Arixtra 2,5 mg/0,5 ml)

- 2 517 mauueHTH, TeKyBaHH 32 BEHO3HAa TPOMOoeMOomus ¢ (hoHAamapuHYKC 3a CPEAHO 7 JHH

(Arixtra 5 mg/0,4 ml, Arixtra 7,5 mg/0,6 ml u Arixtra 10 mg/0,8 ml).

Te3n HEeXKeMaHN peakHuy TPSOBA /1a Ce pasTIekKaaT B XUPYPTUIHAS WIIH MEAUIIMHCKA KOHTEKCT Ha
nokazanusTa. [IpodnrbT Ha HeXemaHUTE CHOUTHS, CHOOIIICHH B ITpOrpamMaTa 3a OCThP KOPOHAPEH
CUHJIPOM, € B ChOTBETCTBHUE C HEXKEIIAHUTE JICKAPCTBEHU PEaKIIUU, YCTAHOBEHU MPHU MPOPIIIAKTHKA HA

BEHO3HA TPOMOOEMOOITHSI.

Hexenanute peakiuu ca u30pOSHH 10 CHCTEMO-OPTaHeH KJIac M 4ecToTa. YeCTOTHUTE Ce OMPEEsAT
kato: MHOTO yectd (> 1/10), wectu (> 1/100, < 1/10), vHeuectu (> 1/1 000, < 1/100), penku
(> 1/10 000, < 1/1 000), MHOTO pezkH (< 1/10 000).

CucremMo-opratex yecTH HeYeCTH penku
KJIac (=1/100 1o < 1/10) (=1/1 000 no (=1/10 000 10
MedDRA <1/100) <1/1 000)
Ungpexyuu u uHGEKIUS Ha
unpecmayuu HIOCTONEPATHBHU PaHU
Hapywenus na aHemus, TPOMOOIIUTOTICHHS, PETPOTIEPUTOHEATHO
Kpbeéma u iuM@Hama | MOCTONEePaTUBEH TpOMOOLIUTEMUS, KbPBEHE
cucmema KPBHBOU3JIMB, YTEPO- TPOMOOIUTHA 4epHOIPOOHO,
BarvHaJICH aHOMaJTnH, BBTPEYEPEITHO/BHTPEMO
KPBBOM3JIUB , HapyIIEeHHS Ha 3BYHO KbPBEHE"
XEMOIITH3a, XeMaTypusl, | KpbBOChCUPBAHETO
XEeMaToOM, KbPBEHE OT
BEHIIUTE, MyPIypa,
eMUCTAKCHC,
CTOMAIITHO-YPEBHO
KbPBEHE, XeMapTpo3a ~,
KPBBOM3JIUB B OKOTO ,
obpasyBaHe Ha
CHHUHH
Hapywenus na aJlepruyvHa peakius
UMYHHAMA cucmema (BKJTFOUHTEITHO MHOTO
PEIKH cilyyau Ha
aHTHOCICM,
aHa(MIIaKTOU/THA/aHa
(uIaKTHYHA peaKius)
Hapywenus na XUITOKATHEMUS,
Memaboausma u MOBUIIABEH
Xpanenemo HeOeNThYeH a30T
(Npm)"”
Hapywenus na ri1aBo0oIHe 0E3M0KOHCTBO,
HepeHama cucmema 00BPKAHOCT,
3aMaliBaHe, CbHIIMBOCT,
CBETOBBPTEIK
Cv0o6u HapyuleHus. XUIOTOHHS
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Cucremo-opranes 4ecTH HEYeCTH penku

KJIac (=1/100 1o < 1/10) (=1/1 000 no (=1/10 000 1o

MedDRA <1/100) <1/1 000)

Pecnupamopnu, 3a1IyX KalunIa

2PBbOHU U

MeOuacmuHaIHu

HapyuleHus

Cmomawino-upesHu rajicHe, MOBPbILAHE KOpeMHa 00JIKa,

HapyuieHus JICTICTICHSI, TACTPHT,
3aIeK, Tuapus

Xenamoobunuapnu OTKJIOHCHHS B OuHpyOHHEMHS

HapyuieHus pe3yJITaTUTE OT

(hyHKITMOHATHA
H3CICABAHMS Ha
YepHHS APOO,
IIOBMIIIABAHE HA
CTOMHOCTHTE Ha
4epHOAPOOHHUTE
CH3UMHU

Hapywenus na
Koorcama u
NOOKONCHAMA MbKAH

€pUTEMaTO3eH 00PHB,
ChpOeK

Obwu Hapywenus u
Hapywenus Ha
MACMOmo Ha
npunodicenue

OTOK, epudepeH
OTOK, 0OJIKa,
ITIOBUIIICHA
TeMIlepaTypa, rpbaHa
0oJKa, ceKperus oT
paHaTta

peaknus Ha MSICTOTO Ha
WHXEKTUpaHe, 00IIKa B
KpakaTa, ymopa,
3a4yepBsiBaHE, CHHKOTI,
TOpEIH BBJIHH,
TeHUTAJIECH OTOK

@ Npn o3nauaea nebeamvueHn azom, m.e. ypesi, NUKOYHA KUCETUHA, AMUHOKUCETUHU U M.H.
* HJIP, eév3nuxnanu npu no-eucoxu oosu 5 mg/0,4 ml, 7,5 mg/0,6 ml u 10 mg/0,8 ml.

ChoO11aBaHe Ha M0/I03MPAHU HEKEJIAHU PEaKIIuK

Cpo01aBaHeTo Ha MOI03UPAHN HEXXEJIaH! PEaKliy CIIe/ pa3pelaBaHe 3a ynorpeda Ha JeKapCTBeHUS
HPOIYKT € BayKHO. ToBa M03BOJIsIBA J1a IPOABIDKY HAOIIOICHHETO HA CHOTHOLIEHHETO T10J13a/PUCK 32
JeKapCcTBEHUS MPOIYKT. OT MEIUIMHCKUTE CIIEIIHAINCTH C€ M3MCKBA Ja ChOOIaBaT BCAKA
I0/103MpaHa He)KeJlaHa Peakiys Ype3 HallMOHAIHA CHCTEMa 3a ChoOIIaBaHe, I0coYeHa B

IIpunoxenue V.

4.9 Ilpeno3upane

®doHganapuHyKC B JO3H ITO-BUCOKH OT MPEMOPhUaHUTE MOXKE Ja JIOBEJIE JI0 MIOBUIIICH PUCK OT
KkbpBeHe. Hsama mo3HaT aHTHI0T Ha (poHaanapuHyKC.

IIpu npeno3upane, yCIOXHEHO C KbPBEHE, JIEUYCHUETO TPsiOBa /1a ce MPEKbCHE U Jia Ce MOThpCU
IbpBUYHATA NpuurHa. TpsOBa ga ce 0OMHUCITH 3arouBaHe Ha MOIXOAAIIO JIEYUEHHE KaTo XUPYypriuuHa
XeMOCTa3a, KpbBOIIPEIUBaHe, [IPEIMBaHe Ha MPsICHA IUIa3Ma, Iula3Madepesa.

5. ®APMAKOJIOTUYHU CBOMCTBA

5.1 ®apmakoguHAMHYHH CBOMCTBA

dapMakoTepaneBTHUHA TPYIIa: aHTUTPOMOOTHYHHU CPEJICTBRA.
ATC xox: BO1AXO05

(DaDMaKoauHaMMHHU ed)ekmu
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®doHganapuHyKC € CHHTETHYCH U CeJICKTUBECH MHXHOUTOP Ha akTuBHpaH (akrop X (Xa).
AHTHTPpOMOOTHYHATA aKTUBHOCT Ha (DOHAATIAPUHYKC € PE3YJITaT OT MEIUUPAHOTO OT aHTUTPpOoMOuH III
(aHTUTPOMOMH) CceneKTUBHO MHXHOUpaHe Ha (akTop Xa. Upes ceneKTHBHO CBBbpP3BaHE C
aHTUTpOMOUH, (poHAanapruHykc noteHuupa (oxono 300 mbTH) ecTecTBEHATa HEYTpaIU3alisl Ha
¢axrop Xa ot anTuTpoMOUH. HeyTpanmsupaneTo Ha pakTop Xa mpekbcBa KoaryaalpioHHaTa KacKaua
¥ MHXHUOMpa KakTo 00pa3yBaHETO Ha TPOMOWH, Taka U pa3BUTHETO HA TpoMmO. DoHmanmapuHyKC He
WHaKTHBUpa TpoMOHNHa (akTuBHpaH dakrop 1) u He oka3Ba ePeKT BbPXY TPOMOOIUTHUTE.

[Ipu npunoxeHue B TepaneBTUYHU 1031 (GOHAANAPUHYKC HE MOBIHSIBA B KIIMHUYHO 3HAYMMa CTEeIIeH
PYTHHHHUTE KOaryJalMOHHU TECTOBE KaTO aKTUBHUPAHO MaplHaiHo TpoMOomnacTiHoBo Bpeme (aPTT),
aKTUBHpaHO BpeMe Ha KpbBocheupBaHe (ACT) uiu maa3MeHuTe TECTOBE 3a MPOTPOMOMHOBO BpeMe
(PT)/MexnmyHaponHo crannaptusupano crotHomenne (INR), kakto u Bpeme Ha KbpBEeHE 1
¢ubpuHOTUTHYHA aKTHBHOCT. Bee mak ca mosryuyaBaHu peKH CIOHTaHHU CHOOILICHHS 32 YAbKaBaHe
Ha aPTT. B no-Bucoku 1034, MOrar Aa HacTeIsAT ymepeHu npoMenu B aPTT. IIpu npunoxenue Ha
no3u oT 10 mg B U3NMUTBaHMSA 3a B3aUMOJAEHCTBHE, (DOHIAIAPUHYKC HE TIOBIHSBA 3HAYUTEITHO
aHTHKOoarynanuonHaTa aktuBHOCT (INR) Ha Bapdapun.

DoHpanapuHyKc OOMKHOBEHO HE pearupa KpbCTOCAHO ChC CEPYM OT HALMEHTHU C XeMapuH
WHAyIIUpaHa TPOMOOIMTOTICHUs. Bee mak psaKo ca mony4yaBaHd CIIOHTaHHU choOmienus 3a HIT npu

MAIUCHTH, JIEKYBaHU ¢ (DOHIATIaPUHYKC.

Knunuunu uzsnumeanus

KnunanunaTa nmporpamMa 3a GpoHzanapruHyKc MpH JeUeHUe Ha BEeHO3HA TPOMO0eMOOIIHs € Ch3AaicHa, 3a
Jla TIoKake eprKacHOCTTa Ha (POHJAMAPUHYKC 3a JIeUeHHe Ha JhI00Ka BEHO3HA TpoM0O03a U
OemonpobeH eMOoonn3bpM. B koHTponMpann kmuHIYHN m3nuTBaHus ¢aza Il u I1I ca BkitoueHn Hax

4 874 manueHTH.

Jleuenue Ha 0v1O0KaA 6eHO3HA MPOMOO3a

B enHo paHgoMu3upaHo, IBOHHO-CIIANO KIMHUYHO U3MUTBAHE MIPH MAIUCHTHU C MIOTBBPJICHA JUarHo3a
oCTpa CUMIITOMaTHYHA JABJIOOKa BEHO3HA TpoMO03a, (hoHaamapuHyke 5 mg (TenecHo terio < 50 kg),
7,5 mg (tenecHo Terno > 50 kg, < 100 kg) wim 10 mg (Tenecuno terio >100 kg), npunara mojKoxKHo,
BEJIHBK JIHEBHO € CPaBHEHA C €HOKcanapuH Hatpuil 1 mg/kg, mpuaran o IK0KHO, JIBa ITETH THEBHO.
JlexyBanu ca o610 2 192 naruenTy; 3a ABeTe TPYyNU NAIleHTUTE ca JIEKYBaH! 3a Hali-MaJIKo 5 THU H
1o 26 muu (cpenuo 7 aau). U aBeTe rpynu Ha JeUeHHE ca IpUeMalld aHTarOHUCT Ha BUTaMuH K, xato
JICYSHUETO C HETO € 3all0YBaJIO B pAMKUTE Ha 72 vaca clief] MPUIIOKEHUETO Ha ITbPBOTO W3IIUTBAHO
JIEKapCTBO U € MPOIbbKaBaiio 3a 90 + 7 qHM ¢ peryisipHa MpoMsiHa Ha qo3uTe 3a nocturane Ha INR ot
2-3. [IspBuuHaTa KpaliHa Touka 3a e()UKaCHOCT € OMjia ChUe€TaHUE OT MOTBBPCHA CUMIITOMATHYHA
penaMBUpaiia HedaraaHa BeHO3HA TPOMOOeMOous 1 (haTalHa BEHO3HA TPOMOOEMOOIHS,
JIOKJIaJIBAHU 110 JeH 97. Y CTaHOBEHO €, Ye JISYeHHUETO ¢ POHJAapUHYKC € C He Mo-MayKa e(puKacHOCT
OT JICYEHUETO C EHOKCanapuH (YeCTOTUTE Ha BEHO3HA TpoMOoeMOoius ca Omim choTBETHO 3,9% 1
4,1%).

Cepro3HO KbpBEHE 10 BpeMe Ha HauaJIHUS NIEpUoJl Ha JIedeHue e Habmoaasano mpu 1,1% ot
ManueHTruTe Ha (JoHAanapuHyKc B cpaBHeHHE ¢ 1,2% OT manueHTUTe Ha €eHOKCANapyH.

Jleuenue na 6enodpoben embonuzLM

[Ipu nauyeHTH C OCTHP CUMIITOMATHYEH O0eJ0APOOEH eMOOU3BbM € MPOBEACHO PAHIOMHU3UPAHO,
OTBOPEHO KIIMHUYHO W3MUTBaHe. Jlnarno3ara e nmoTebp/cHa 4pe3 OOEKTUBHH METO/IM HA U3CJICIBAHE
(xoMmmoTBpHA TOMOTrpadus Ha 051 ApoO, OenoapoOHa anrnorpadus win cnupantHo KT ckenupane).
W3zkimovenn ca mauueHTuTe, Ipyu KOUTO ca OMIH HeOOX0JUMHU TPOMOOIH3a, eMOOIEKTOMHUS TN
GuUnTHp Ha vena cava. PaHgoMu3NpaHuTe MalUeHTH OM MOTJIO JIa ca JIEKyBaHH MPEIBAPUTEITHO C
HeQpaKIMOHUpaH XelapyH, 10 BpeMe Ha CKpHHUHToBaTa (pasza, HO MalleHTHTe, JIEKYBaHH 3a oBeYe
0T 24 yaca c TepaneBTHYHA /1032 AaHTUKOATYJIAHT WK C HEKOHTPOJIMpaHa XUIIEPTOHUS, ca Onin
n3koueHn. @onnanapunykc 5 mg (renecHo terno < 50 kg), 7,5 mg (tenecno terno > 50 kg,

<100 kg) nmu 10 mg (TenecHo Terio >100 kg), mpuiarad mojK0KHO, BEJIHEXK JHEBHO € CPaBHEHA C
HepaKIMOHUPAH XeMapHH, IIpUIaral KaTo HHTpaBeHo3Ha O6oycHa urxekius (5 000 IU), mociensan
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OT MPOABIDKUTEITHA HHTPABCHO3HA HH(Y3MS, IPUTOICHA 3a MOAAbpKaHe Ha 1,5-2,5 mpTH
KoHTpoJHUTE cTOWHOCTH Ha aPTT. JlekyBanu ca o610 2 184 marueHTy; 3a ABETE TPYIH MAlHCHTHTE
ca JIGKyBaHU 3a Hali-MaJIKoO 5 qHM U 10 22 mHu (cpenHo 7 muu). U nBete rpynu Ha JedeHue ca
MpUeMajIi aHTarOHUCT Ha BUTaMUH K, KaTO JICYCHUETO C HETO € 3aI04BaJio B PAMKHUTE Ha 72 yaca
CJIell TbPBOTO MPHIJIOKEHNE Ha N3MMATBAHOTO JIEKAPCTBO U € MPOoAbKaBaio 3a 90 £ 7 qau ¢ peryispHa
poMsiHa Ha o3uTe 3a mocturane Ha INR ot 2-3. IIppBuuHaTa kpaifHa Touka 3a epuKacHOCT € Omia
ChUCTaHHUE OT IMOTBBPICHA CUMIITOMATHYHA PEIUINBUpaIla HedaTaiHa BEeHO3HA TPOMOOESMOOIHUS 1
(daraaHa BEeHO3HA TPOMOOEMOOIHS, JOKJIaIBaHU 10 JcH 97. Y CTaHOBEHO €, Ue JICUCHUETO C
(oHIamapuHYyKC € ¢ He MO-MajKa eUKAaCHOCT OT JISYEHNUETO C HehpaKIIMOHNPAH XemapuH (decToTara
Ha pa3BUTHE Ha BEHO3HA eMOoJns ¢ Ouna chorBeTHO 3,8% u 5,0%).

Ceprno3Ho KbpBEHE IO BpeMe Ha HadaTHHA MTEpHUOo/I Ha JIedeHne € HaOmronaBano mpu 1,3% ot
MAIUeHTUTE Ha (hoHanapuHyKC B cpaBHeHHE ¢ 1,1% OT manueHTuTe Ha HePpaKIIMOHUPaH XeTapyH.

OcHOBHO NpoyYBaHe 32 YTOYHSABAHE Ha 103aTa U (PApMaKOKUHETHYHUTE apaMeTpH Ha
(onganapuHykc Npu Aena ¢ 1bJI100Ka BEeHO3HA TPpoMO03a

B otBOpeno u3nuTBane Ha 24 neguatpudHy nanueHTy (n=10, Ha Bp3pact 1 10 < 5 roaUHH, C TETIECHO
terno 8-20 kg; n=7, Ha BB3pacT 6 no < 12 rogunw, c TenecHo terio 17-47 kg u n=7 Ha BB3pacT 13 1m0
< 18 roguau, ¢ TenecHo terno 47-130 kg), nuarHocTunvpanu ¢ I1bI00Ka BEHO3HA TpoMO03a pH
3allMCBaHe B M3MIUTBAHETO, € IpWIOKeH GoHnanapuaykc. [lo-roisiMa yact OT malMeHTuTe ca OuiH ¢
JIATHHO-aMEpPHUKaHCKHU mpou3xo (67%) u 58% ca Owim 0T MBKKH 110J1. DOHIaIaprHYKC € MPUIIaraH B
HayanHa 103a oT 0.1 mg/kg moIKoXXHO BEAHBK AHEBHO, KATO JO3UPAHETO € KOPUTHPAHO [0
JIOCTUTAaHE Ha MMKOBA KOHIICHTpalus Ha ¢oHaanapunykc Hatpuii ot 0.5 1o 1 mg/L cnen 4 yaca.
MenuanaTta Ha IPOJABIKUTETHOCTTA Ha JICYEHUETO B TOBa M3NHUTBaHe € Ouna 3.5 auu. [lo-ronsMa gact
ot nauueHtute (88%) ca JOCTUrHAIM TApreTHUTE KOHLEHTPALUHU Ha (OHAANAPUHYKC Ha YETBBPTHS
yac ciell MpUIoKeHUe Ha IbpBaTa 1032 (OHIanapruHyKcC.

CB0OIICHO € 3a KbpPBEHE 110 BpeME Ha M3IMMTBAHETO MPH JBaMa MalUeHTH . EMUHUAT NalueHT e
pa3BUII XUTIEpTOHNYHA eHIlearonaTus ¢ BbTpeuepenHo KbpBEHE Ha S-TUs JICH OT JICYCHUETO, KOETO €
JIOBEJIO 10 CIHMpaHe Ha MPWIOKEHUETo Ha GpoHmanapuaykc. Crnado racTpOMHTECTUHAIIHO KbPBEHE €
CHOOIICHO MPH APYT MAIMEHT Ha 5-TUs IEH OT JICUSHUETO, KOETO € JOBEJO 10 BPEMEHHO CIIMpaHe Ha
NpUIoKeHUeTo Ha GoHmanapunykc. He Moke 1a ce HampaBH 3akiIroueHHE 3a KIIMHUYHATA eUKACHOCT
OT TOBA HEKOHTPOJIMPAHO U3ITUTBAHE.

5.2 ®apmakoKMHETUYHH CBOWCTBA

dapmakoKHHEeTHKaTa Ha POHAANapUHYKC HATPUI ce€ YCTAaHOBSIBA OT IUIa3MEHUTE KOHLEHTPALHU Ha
(dboHanapuHyKc, I3MEPEHU upe3 aHTH-(PakTop Xa akTUBHOCT. CamMo (oHAamapuHyKC MOXKe Ja ce
W3M0J13Ba 32 KannOprupaHe Ha aHTH-Xa aHan3a (MEeXIyHapoHUTE CTAHJapTH 33 XEeapuH WIIH
LMWH He ca noaxozasiy 3a ToBa NpuioxeHue). B pesynrar koHueHTpauusaTa Ha pOHAaapuHyKC ce
n3passBa B MUJIUTpamMu (mg).

Abcopbyus

Cren moakoXXHO npuiiarane ¢poHAanapuHyke ce abcopoupa nu3LsuIo 1 6bp30 (abCcoMoTHA
ononanmmuHocT 100%). Crien npuiarane Ha eJlHa MMOJIKO’KHA MHXKEKIUS POoHAanapuHyKe 2,5 mg Ha
MJIaJIF ¥ 3/IpaBU JIKIa MUKOBaTa Iia3MeHa KoHneHTparus (cpemaa Cmax = 0,34 mg/l) ce nocrtura 3a 2
yaca cliesi npwiokeHneTo. [lma3MennTe KOHIEHTpAK Ha MOJIOBUHATA OT CTOMHOCTHUTE 32 CpellHa
Crnax €€ TOCTHTAT 32 25 MUHYTH CIIe]] PUJIaraHe Ha J103aTa.

IIpu 31paBu nuia B HarpeHaNa Bh3pacT (hapMaKOKHMHETUYHUTE TTapaMeTpy Ha (QOHIAMIapHHYKC ca
JUHEHH! B TPAHUIIUTE OT 2 10 8 mg, MPMWIOKEHU OAK0kKHO. CIie]] MPpUI0KeHNE BETHEXK THEBHO
CTaIlMOHAPHUTE TIIIa3MEHN HUBA ce JocTurar cien 3 win 4 nau ¢ 1,3 et moBumieHne Ha Cmax U

AUC.

Onenennre cpennau (CV%) hapMakoKMHETHYHU MapaMeTpu Ha GOHIANapUHYKC B CTAIIHOHAPHO
CHCTOSIHUE TIPH NAIMEHTH, MTOJIJIOKEHU Ha OTiepallys 3a CMsHa Ha Ta300ejpeHara craBa, mprueMary
(doHmanapuHyKc 2,5 mg BEAHBXK THEBHO, Ca: Cmax (Mg/1) — 0,39 (31%), Tmax (h) — 2,8 (18%) u

Chin (mg/1) -0,14 (56%). I1pu naruentu ¢ Gppaktypa Ha OeapeHaTa KOCT, CBbp3aHa C HalpeaHasara uM
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BB3pacT, INIA3MEHUTE KOHIIEHTPALUU Ha (POHIANMapHUHYKC B CTALIMOHAPHO ChCTOSTHKE ca: Cmax (mg/1) —
0,50 (32%), Cmin (mg/1) — 0,19 (58%).

[Tpu nevyenue Ha IBIOOKA BEHO3HA TPOMOO3a U OenoapodeH eMOONIN3bM MAEeHTHTE, TPHEeMAaIln
¢dormanapunykc 5 mg (temecHo termo <50 kg), 7,5 mg (tenecHo termo 50-100 kg BkITtoUnTENTHO) T
10 mg (trenecno termo >100 kg) BeqHbK AHEBHO, TO3UTE, IPOMEHEHN B 3aBUCUMOCT OT TETJIOTO
MOKAa3BaT CXOJ/IHA CKCIIO3UIIMS BbB BCUUKH KaTeropuu tenecHo terio. Cpemanute (CV%)
(dapMaKOKHHETHYHH TTApaMETPH B CTAI[OHAPHO ChCTOSTHHE, ONPEICICHH 3a (GoHIanapruHyKC Py
MAIMEHTH C IBJI00KA BEHO3HA TpoMO003a, TipueMaIiy GoHAaNapuHYKC 1O TPEII0KEHUS I030B PEXKUM
BEIHBK JHEBHO €2 Cmax (Mmg/1) — 1,41 (23 %), Tmax (h) — 2,4 (8%) 1 Cpin (mg/1) -0,52 (45 %).
Cebp3anuTte 5 u 95 nporenra ca ¢choTBeTHO 0,97 1 1,92 33 Cimax (mg/1) 1 0,24 1 0,95 3a Cpin (mg/1).

Pasnpeodenenue

O06eMbT Ha pasmnpe/iesicHrue Ha GoHanapuaykc ¢ orpanuycH (7-11 aurpa). In vitro, honnanapuHykc
ce CBBP3Ba crenu(UIHO U B TOJIsIMA CTETICH ¢ OeNThKa aHTUTPOMOWH, KATO CBBP3BAHETO € 3aBUCHMO
OT J03aTa 1 Ta3MeHaTa koHueHTpams (98,6% mo 97,0% B rpanumure Ha KoHIeHTpauu ot 0,5 1o
2 mg/l). ®onnanapuHyKC HE Ce CBbP3Ba 3HAUUTEIHO C APYTH IUIa3MEHH MPOTEUHH, BKIFOUUTEIIHO U C
TpoMOonutTeH axtop 4 (PF4).

Tbii KaTO PoHAANAPUHYKC HE CE CBbP3Ba 3HAUUTEIHO C APYTH IUIa3MEHHU MPOTEHHU, OCBEH C
aHTUTPOMOUH, HE CE OYaKBAaT B3aMMOJICHCTBHS C IPYTH JICKApPCTBEHU POIYKTH Ha O6a3ara Ha
M3MECTBAaHE OT MECTaTa Ha CBhP3BaHE C IUIa3MEHUTE IPOTEHHH.

Buompancgopmayusa
Brnpeku ue HsMa ISUI0CTHA OLIEHKA, HAMA JaHHU 3a MeTa0oIu3upaHe Ha (POHJANapuHyKC U 1O0-
CIEUMAIHO HSMAa JaHHU 32 00pa3yBaHe Ha aKTUBHU META0OINUTH.

®donganapunykc He uaxuodupa in vitro CYP450s (CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2D6,
CYP2E1 unmu CYP3A4). [lopagu Ta3u npudnHa HE ce 04aKBa (OHIAMapUHYKC Ja B3aMOJECTBa C
JpYTH JIEKApCTBEHU MPOIYKTH in vivo upe3 uaxubupane Ha CYP-menuupanus MeTa0oIu3bM.

Enumunupane

EnuMuHanmoHHUAT MoTy>kuBoT (t1,) € okoso 17 yaca mpu 31paBH, MJlaiv JIMIa ¥ okoio 21 gaca mpu
3JIpaBH JIMIIA B HAIIpeHalIa Bb3pacT. DoHmanapuHyKc ce ekckpeTupa B 64-77 % ot 0b0penuTe mo
(hopMaTa Ha HEMPOMEHEHO BEIIECTRO.

Cneuud)ulmu cpynu nayueHmu

Heduamputma nonynayus - Hanunuaure JaHHU 3a NCAUATPUYIHU MAIUCHTHU Ca OrPAHNYCHU (B)K. TOYKa
5.1).

THayuenmu 6 Hanpeduana ev3pacm - bpoOpeuHara GyHKIUSA MOXKe J]a HaMaiee ¢ Bb3pacTTa U MopaIn
Ta3W MPUYNHA, KalalUTeTHT 32 eTMMUHAPaHe Ha (OHJATapUHYKC MOXKE Ja € HaMaJleH MPH MMallueHTH
B HampeaHaia Bb3pacT. [Ipu nauuentu >75 roguHu, NOAJN0KEHN HA OPTOIEINYHA ONlepalus U
npuemMany GoHIANapUHYKC 2,5 mg BEAHBK JHEBHO, OYaKBaHUAT IUIa3MeH KIMpBHC € Oun 1,2 1o 1,4
I'BTU TIO-HUCHK OT TO3M NPH NanueHTH <65 roannu. [logobHa 3akoHOMEpPHOCT € Hab0AaBaHa pH
JICUCHHE Ha MAIMSHTH C IbJI0OOKa BEHO3HA TpoMOo03a 1 OestoapodHa eMOousl.

bvopeuno yspesicoane - B cpaBHeHHE ¢ TALMEHTUTE ¢ HOpMasiHa ObOpedyHa (pyHKIUS (KpeaTHHUHOB
KIupbHC > 80 ml/min), MouI0’KeHN HA OPTOTIEANYHA OTIEPaIHs U MpHeMaIy GoHaanapuHyke 2,5 mg
BEJHEBK JTHEBHO, IJIA3MEHHAT KIUPHHC € ¢ 1,2 10 1,4 mbTH MO-HUCHK MIPH MAIUEHTUTE C JIEKO
0B0peuHo yBpexaaHe (KkpeaTHHHHOB KiauphHC 50 10 80 ml/min) u cpeHO 2 TBTU MO-HUCHK MPU
MalUeHTH ¢ yMepeHo 0bOpeyHo yBpexnaHe (KpeaTHHHHOB KiupbHC 30 10 50 ml/min). [Ipu Texko
0B0peuHo yBpexkaaHe (KpeaTHHHHOB KIUpbhHC < 30 ml/min), Iiia3MeHUAT KIMPHHC € IPUOIU3UTEITHO
5 I'bTH MMO-HUCHK B CPABHEHHUE C TO3M IIPU HOpMaHa ObOpeuHa pyHkiusa. CBbp3aHUTE C TOBA
CTOMHOCTH Ha €NMMHUHALMOHEH MOIYXHUBOT ca 29 yaca nMpH NalMeHTH C YMEPEHO U 72 yaca npu
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MAIMEHTH C TeXKO 0bOpeuHo yBpexkaane. [1ogo0Ha 3aKOHOMEPHOCT € HaOJIr01aBaHa IpH JICUYCHHE Ha
MAIEeHTH C TBJI00KAa BEHO3HA TpoMO03a 1 OeoapoOHa eMOOITHS.

Tenecno meeno - [lnazMeHUAT KIUPBHC Ha (POHAAMAPUHYKC CE MOBUIIIABA C TEJIECHOTO Terio (9%
nosumenue Ha 10 kg).

Ilon - He ca Ha6J'IIOI[aBaHI/I pas3inming BbB Bpb3Ka C MOJIa CJIC KOpUrupaHe Ha 103aTa CIIpsIMO
TCJICCHOTO TECTJIO.

Paca - ®apMakOKHHETUYHU pa3IU4Us MOPAIH PacoBa MPUHAICKHOCT HE Ca MPOyYBaHU
MPOCIIEKTUBHO. BhIpeku ToBa, U3MUTBAHUS, TPOBEICHH MTPH 3IPABU JIUIIA OT a3UATCKH MTPOU3XO]]
(sTI0HITHN), HE Ca TIOKa3aju pa3IndeH hapMaKOKHHETHICH MPOGhHI B CPABHEHHUE CHC 3[IPABH JIUIIA OT
KaBKa3ku mpousxol. [1o100HO Ha TOBa, HE ca HAOJI0JaBaHH Pa3IMUus B INIA3MEHUS KIUPHHC MEXKITY
apoaMepHKaHIIM U JIUIA OT KaBKAa3KU MPOU3XO0/1, TIO/UI0KCHN Ha OPTOTICIUIHA OTICPAIIHsL.

Yeproopobno yspedxcoane - Ciell IOJKOXKHO MPUIIaraHe Ha eTHOKpaTHA /1032 (OHAAMapuHYKC TTPH
WHIWBUIY C YMEPEHO IO TexecT YepHoapoOHo yBpexnaHe (Child-Pugh kareropus B), obmure (T.e.
Ha CBBbP3aHus U Ha HeCBbP3aHUs) Cnax 1 AUC ca ce OHmKMIN choTBETHO ¢ 22% 1 39% B cpaBHEHHE
C MHIWBUIN ¢ HOpMaITHA YepHOApoOHa GyHKIHA. [loHMKeHNTe TIa3MEeHN KOHIIEHTPAlluy Ha
(doHanapuHyKC NPy HHIAUBUIM C YEPHOIPOOHO yBpEKIaHE CEe AbDKAT HA HAMAJICHO CBHP3BAHE C
ATIIL, koeTo € cneACTBUE OT MOHIKEHUTE TIa3MeHu KoHleHTpanuu Ha ATII; ToBa Boau 10
MoBHIIIEeH OBOpedeH KIUpHHC Ha (oHmanapuHykc. CleI0BaTeHO, MTPH MAIUEHTH C JIEKO 10 YMEPEHO
TEKKO YEpHOJIPOOHO yBpEXKIaHE HE Ce 0UaKBa KOHICHTPALIMUTE Ha HECBbP3aHHs (OHAAMAPUHYKC 12
ObJaT MPOMEHEHH U 110 Ta3 NMPUYMHA, OCHOBABAKH ce Ha apMaKOKWHETHKAaTa, He € He0OXOANMO
KOpHUTHpaHe Ha J103aTa.

®dapmakoKHHETHKAaTa Ha QOHAANapUHYKC HE € MPOyYBaHa MPH MALUEHTH C TEKKO YePHOAPOOHO
yBpexaane (Bx. Touku 4.2 u 4.4).

5.3 IlpeaxkJMHUYHU JAHHM 32 0€30MACHOCT

[IpenknmuHIYHUTE TaHHY HE TIOKa3BaT OCOOEH PHCK 3a XopaTa Ha 0a3a Ha KOHBEHIIMOHAITHUTE
(hapMaKoJOTHYHU M3MUTBAHUS 32 OE30MAaCHOCT M T€HOTOKCHYHOCT. [IpoyuBaHusATa 32 MHOTOKPATHO
MIPUJIOKEHUE U PETIPOYKTUBHA TOKCHYHOCT HE IMOKa3BaT 0COOCH PHUCK, HO HE TPECTABST
3aJIOBOJIUTEITHY JIAHHU 3a Mpoduia Ha 6€30MacHOCT OPaIy OrpaHUYEHATA EKCIIO3UITUS TP )KUBOTHH.
6. DAPMAIIEBTUYHU JAHHHAU

6.1 Chnucbk Ha NIOMOIIHHUTE BelIECTBA

Harpues xnopun

Bona 3a urxexumn

XJI0pOBOAOPOIHA KHCEINHA

Hartpues xuapokcun

6.2 HecbBMEeCTHMOCTH

[Ipu nunca Ha Ipoy4YBaHUsI 32 HECHBMECTUMOCTH, TO3H JICKAPCTBEH MPOIYKT HE TPIOBa J1a CE CMeCBa C
JIPYyTH JIEKApCTBEHU MPOTYKTH.

6.3 Cpok Ha roaHOCT

3 roauHU.

45



6.4 CroenuajJH4 yCJOBHUS HA ChbXPaHEHHUE
Ha ce coxpanssa nox 25°C. Jla He ce 3ampa3sBa.
6.5 Bwuawu chabp:kaHue HA ONMIAKOBKAaTAa

Crpknen pesepBoap (1 ml) ot crbkio tun I, rpagyupan ¢ 27 pasaenenus x 12,7 mm urna ¢ 6yTtano ot
XJIOPOOYTHIIOB €TacTOMED.

Arixtra 5 mg/0,4 ml ce nmpemiara B onakoBku ot 2, 7, 10 u 20 nmpeBapuTeIHO HABIHCHU
CIIpUHIIOBKHU. MMa ABa BuAa CIIPUHIIOBKH:

. CIIPUHIIOBKA C OPAHXKEBO OyTaJio M aBTOMAaTUYHA CUCTEMa 332 OE30MMacHOCT

. CIIPUHIIOBKA C OPAHXKEBO OyTaJIo ¥ phUHA CHCTEMa 3a 0€30MacHOCT.

He Bcuykm BHIOBE ONTAKOBKH MOTAT Aa OBJIAT ITyCHATH B POAAXKOA.

6.6 CrnenuajaHu nNpeanasHu MepKHU NP U3XBHPJIsiHEe H padoTa
ITonkokHaTa MHXEKIMSA Ce puiIara Mo ChILIMs HA4nH, KaKTO C KJIACHYECKaTa CIPHHLIOBKA.

[TapeHTepamHuAT pa3TBOpP TPsIOBa Ja ce Iperieaa 3a HATMYMEeTO Ha YaCTHLIM WM IOMBTHSBAHE MIPEIH
MPUIIOXKEHHE.

Vka3zaHus 3a CaMOCTOSTEIIHO MMPUIIOKCHHUE Ca BKIIFOUCHH! B JIMCTOBKATA 3a MMallMUCHTA.

Arixtra IpeBapUTEIHO HAITBJIHEHU CIIPUHIIOBKH Ca Ch3/IaJICHU ChC CUCTEMa 3a 0€30I1aCHOCT Ha
uriara 3a npeanasBase oT yOO>KJaHe OT UIJaTa Cle]] HH)KEKTUPaHe.

HewnsnonsBanusT JeKapcTBEH NPOLYKT WIK OTHaIbUYHUTE MaTEPUAIIU OT HEro TpsiOBa J1a ce U3XBBPIIT
B CHOTBETCTBHE C MECTHUTE U3UCKBaHUS.
To3u nekapcTBEH MPOAYKT € CaMo 3a EAHOKPATHO IPHIIOKECHHUE.

7. HPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Viatris Healthcare Limited
Damastown Industrial Park,
Mulhuddart

Dublin 15,

DUBLIN

Upnanaus

8. HOMEP(A) HA PASPEHLIEHUETO 3A YIIOTPEBA
EU/1/02/206/009-011, 018
EU/1/02/206/027

EU/1/02/206/028
EU/1/02/206/033

9. JATA HA ITbPBO PAZPEINABAHE/IIOJTHOBABAHE HA PASPEIHLIEHUETO 3A
YIIOTPEBA

[ata Ha mepBO paspemasane: 21 mapt 2002
Hata Ha nocienno nonHossisane: 21 mapt 2007
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10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

[Tonpo6ua nHdOpMarHMs 3a TO3M JIEKapCTBEH NPOAYKT € MpeaocTaBeHa Ha yeo caiita Ha EBponeiickaTa
areHIus Mo JiekapcTBaTa http://www.ema.europa.eu

a7


http://www.ema.europa.eu/

1. HME HA JIEKAPCTBEHUA TIPOAYKT

Arixtra 7,5 mg/0,6 ml nHKeKIMOHEH pa3TBOP, IPEABAPUTEIIHO HAITBIHEHA CIPUHIIOBKA.

2.  KAYECTBEH U KOJIMYECTBEH CBbCTAB

Bcesika mpeaBapuTeHO HATBJIHEHA CIIPUHIIOBKA ChIBPKA 7,5 mg (hoHIAmapuHyKC HATPHHA
(fondaparinux sodium) B 0,6 ml pa3TBop 3a HHKEKITHHL.

[TomomrHO (1) BemecTBO(2) ¢ M3BecTHO AericTBre: Chabpxka mo-manko ot 1| mmol Hatpuit (23 mg) Ha
71032 ¥ 3aTOBA Ha MPAKTHKA HE ChAbPIKA HATPHIL.

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXXTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

WHXeKIHOHEH Pa3TBOP.
Pa3TBOpBT € mpo3pauHa u 6e31BeTHA 0 O1e10 KbJITa TEUHOCT.

4. KJIMHNYHU JAHHU
4.1 TepaneBTHYHU OKA3AHUS

JledeHue Ha BB3pacTHU C OCTPa AbJI0O0OKA BEHO3HA TPOMOO03a U JICUCHHE Ha OCTHpP OenoapodeH
CM6OHI/I3'IJM, C U3KJIIOYCHUEC Ha XEMOJUHAMHWYHO HeCTa6I/IJ'[HI/I MalMeHTH WU MalluCHTH, IIPU KOUTO €
HE00X0rMa TPOMOOIIH3a WK 0eIoApoOHa eMOOTIEKTOMHUSI.

4.2 ]Iozmpomca U HAYUH HA NMPUWITOKEHUE

Jlo3upoBKa

[IpenopruBanara go3a hoHmanapuHykc € 7,5 mg (mamuenTu ¢ tenecHo tero > 50, < 100 kg) Bemabx
JTHEBHO 4pe3 MOJKOXKHA WHKEKIHs. 3a MaIMeHTH ¢ TejecHo Terio < 50 kg, npenopbuBaHaTa j103a € 5
mg. 3a mareHTu ¢ TejaecHo terio > 100 kg, mpenopwsuBanara g03a e 10 mg.

JlewenuneTo TpsOBa 1a MPOIBIDKY HAH-MAJIKO S5 JTHH U JIO YCTAaHOBSIBAaHE HA a/ICKBaTHA TIepopaiHa
aHTHUKOATYJAIM (MEXTyHAPOHO HOpMAIM3UPaHO choTHOIIeHHE 2 10 3). ChIBTCTBAILO TEPOPATHO
AaHTUKOATYJIAHTHO JISYCHHE TPsOBA J1a 3all0YHE BH3MOXKHO Hail-paHO M OOMKHOBEHO B PaMKHUTE Ha 72
yaca. CpeiHaTa IpoIbIDKUTEITHOCT Ha MPUIIOKEHUE B KIIMHUYHATE U3MUTBAHUA € Ouna 7 THU U
KIIMHAYHUSAT OTUT OT JIeYeHHE 3a ToBede oT 10 1HU e orpaHudeH.

Cneuud)utmu cpynu nayueHmu

THayuenmu ¢ nanpeonana ev3pacm - He e Heo0xoauMo Kopurupase Ha gosata. Ilpu nanuesTu Ha
BB3pacT =75 ronuHy, GoHAAAPUHYKC TPSOBA Ja ce Mmpuiara ¢ BHUMaHue, Thil Kato ObOpevyHaTa
(byHKLUMS HaMaJIsiBa C Bb3pacTTa (BX. Touka 4.4).

bvopeuno yepeacoane - DonganapuHyke TpsOBa Jia ce Mpuiiara ¢ BHUMaHHUe MIPY TAlUSHTH C
yMepeHo 0p0pedHo yBpexkaane (Bk. Touka 4.4).

Hsima omut B moArpyImiata marueHTH ¢ eOHospemMeHHo BUCOKO TenecHo Teriio (>100 kg) u ymepeno
0B0OpedHo yBpexaane (kpeatnHUHOB KiMpbhHC 30-50 ml/min). B Ta3u moarpyma, ciej npuiarane Ha
IbpBOHAYAIHA 1032 OT 10 mg qHEBHO, MOXe Ja ce OOMUCIN HaMallsiBaHe Ha JHEBHATA 7103a A0 7,5
mg, OCHOBaBalKH ce Ha (apMaKOKWHETUYHO MOJenupaHe (BX. Touka 4.4).
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donmamapuHyKC He TPAOBa Ja ce Mpuiara MpH MaueHTH ¢ TEXKKO OBOpeUHO YBpEKIaHe
(kpeatnHuHOB KiupbHC < 30 ml/min) (BK. Touka 4.3).

Yeproopobno ysepedcoane - He e He0OX0IMMO KOPUTUPAHE HA J103aTa MMPU MAIUEHTH C JICKO WIIH
YMEPEHO TEKKO YEePHOIPOOHO yBpexkaane. [Ipy mamueHTn ¢ TeXKO YepHOIPOOHO YBPEKIaHE
doHIanapuHyKc TpsOBa Ja ce Mpujiara ¢ BHUMaHue, Thi KaTo Ta3u Tpyna MalieHTH He € PoyYBaHa
(Bx. Toukn 4.4 u 5.2).

IHeouampuuna nonynayus - He ce mpenoppuBa ynorpedara Ha poHIanmapuHyKc mpu aera mox 17
TOJIMHY MOPAJIH JIUTICA Ha JJaHHU 3a 0€30MacHOCT U ehpukacHOCT (BK. Touku 5.1 u 5.2).

HauwuH Ha npunoxxenue

DoHpanapuHyKC ce mpuiiara 4pe3 IbJI00Ka MOAKOKHA HHKEKIIHS, TOKATO MAUEeHTHT € B JIETHAIO
noJjoxeHue. MecraTta Ha PUIIOKEHUE B KOPEMHATa CTeHa TPsIOBa 1a Ce CMEHAT IMMOCTOSHHO MEXKITY
JISIBO U JSICHO aHTEPOJIATePalTHO U JISIBO M IICHO MOCTIaTepaltHo. 3a Ja ce n30erHe 3aryoa Ha
JIEKapCTBEH MPOAYKT, KOTAaTO Ce M3MOI3Ba MPEABAPUTEITHO HAITBJIHEHA CIIPHHIIOBKA, TIPEIH
WHXKEKTUpaHe He TpsiOBa Jia ce 0cB000XKAaBa BB3IyITHOTO MEXypUe OT CpuHIIOBKaTa. LlsmaTa uria
TpsiOBa 1a Ob/1e 3a0MTa EPIIEHANKYISIPHO B KOXKHA T'hHKA, 3aXBaHATa C TaJlela v MoKa3aiena;
KOKHaTa T'bHKA TPSIOBA /1a ce MPUABPIKA TI0 BpeMe Ha HHKEKTUPAHETO.

3a JOBIHUTENHY YKa3aHHs 33 yIoTpeOa U H3XBBPIISIHE BIDKTE TOUKa 6.06.
4.3 IIpoTuBOmoOKAa3aHUA

- CBPBXYYBCTBHTEIHOCT KbM aKTUBHOTO BEIIECTBO WIIM HAKOE OT TOMOIIIHHUTE BEIIECTBA,
n30poeHu B Touka 6.1

- AKTUBHO KJIIMHWYHO 3HAYMMO KbPBCHE

- OCTBHp OaKTepUaICH SHIOKAPIUT

- TeXKO ObOpedHo yBpexkaaHe (KpeaTHHUHOB KiIuphHC < 30 ml/min).

4.4 Crhnenuananu nmpeaynpeskaeHus U CeNMAJIHU NPeANa3Hil MepKH PU ynoTpeda

doHpanapuHyKC € MpeJHa3HaueH caMo 3a MOAKOXKHO NMpuiioxkenue. la He ce mpuiara
MHTPaMyCKYJIHO.

OnutsT 0T JeyeHue ¢ GoHAANAPUHYKC HAa XeMOJIMHAMUYHO HECTAaOMITHH NAlMEHTH € OTPaHu4EeH, KaTo
HSIMa OIUT MPH MAIMEHTH, TIPH KOUTO € HE0OX0Ma TpOMOOIH3a, eMOOJIEKTOMHS, HITH MTOCTaBsHE Ha
(GUITHp BHB BEHA KaBa.

Kpveousnusu

®donanapuHyKc TpIOBa Jja ce Ipuiiara ¢ BHUMaHUe MPH NalUeHTH, PH KOUTO UMa IMOBHUILIEH PUCK OT
pa3BHUTHE Ha KPHBOM3IIUB, KaTO MAIMEHTH C BPOJACHU WM MPUAOOUTH HapyIICHUS Ha
KPBBOCHCHPBAHETO (Harp. 6poii Ha TpomGonuTuTe <50 000/mm?), aKkTHBHO YJIIIEPO3HO CTOMAIIIHO-
YpeBHO 3a00JIIBaHE M CKOPOIICH BETPEUYEPeNeH KPbBOU3IHNB, KAKTO U CKOPO CJie]] MO3bUHA,
rpbOHAYHOMO3bYHA WIIM OYHA ONEPalsl U MPH creurn(pUIHYU IPYIH HalUeHTH, KAKTO € IOCOYEHO I10-
J0Iy.

KaxTo mpu qpyruTte aHTHKOAryJIanTH, (hoHmanapruHyKC TpsAOBa /1a ce mpuiiara ¢ BHUMaHue MpH
NalMeHTH, KOUTO CKOPO ca MpeThpIey onepauus (<3 JHH) U caMo clie]l KaTo € 3BbpIIeHa
XUPYpPrU4Ha XeMocTasa.

CpencTBa, KOUTO MOBHUIIIABAT PHCKa OT Pa3BUTHE HA KPHBOM3JIMB HE TPsiOBa J1a ce Impuiiarat
€HOBPEMEHHO ¢ GoHAanapruHyKc. TakuBa cpeAcTBa BKIIOYBAT Ae3UpyauH, GudpruHoauTuim, GP
[Ib/111a penenTopHY aHTATOHUCTH, XETIAPHH, XSITTAPHHOU M WITH HUCKOMOJIEKYJIHU XeTIapHHU.

ITo Bpeme Ha JleueHne Ha JbI0OKA BEHO3HA TPOMOO3a TpAOBa a ce Mpujara eTHOBPEMEHHO JICUCHHUE C
aHTaroHUcT Ha BuTamuH K cropen nadopmanmsara, npuioxxkeHa B Touka 4.5. Jlpyru aHTHarperaHTHU
JIEKapCTBEHU MPOAYKTH (AUETHICATHIINIOBA KUCEINHA, TUIUPUIAMOIN, CYyI(DUHINPA30H, THKIOTHINH
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nu kinormmaorpen), kakto 1 HCIIBC Tpsa6Ba na ce mpriiarat ¢ moBuiiieHo BHUMaHue. [Ipu
HEOOXOAMMOCT OT STHOBPEMEHHO IIPIIIOKEHHUE € He0OX0IUMO CTPOTo HAOIIOICHNE.

Crnunanna /Enudypanna anecmesust

B citydaii Ha XupyprudHE MaHUTYJIAIWY IPYU TAIMEHTH, pHeMaIiy GoHAamapuHyKC M0-CKOpo 3a
JedeHNE Ha BEHO3HA TPoM003a, OTKOJIKOTO 3a IIpoHIakTHKa, HEe TPSOBA J1a ce U3IT0/I3Ba
CIMHATHA/ENHUypaliHa aHECTE3HSL.

Tlayuenmu 6 nanpeouana svpacm

[laruenTHTEe B HaNpeIHANA BH3PacCT ca C MOBUIIICH PUCK OT KbpBeHe. Thii kaTo ObOpeuHaTa GpyHKIUs
0OVMKHOBEHO HAMaJIsSIBa C Bh3PACTTa, ITPH MAIUCHTUTE B HAMPEIHAIA Bh3pacT MOXKeE J1a ce HaOJIr0/1aBa
HaMaJICHO eJIMMHUHHPAHE 1 TIOBUIIICHA eKCITO3UIHS Ha (hoHIanmapruHyKc (BX. Touka 5.2). CrydanTe Ha
KbpPBEHE IPH MAIlEHTH Ha BB3pacT <65 roauHu, 65-75 roguHu u >75 ToguHu, NpueManii
MpernopbhYBaHaTa 1032 3a JICUCHHE Ha TBJIOOKAa BEHO3HA TpoMOo03a wiH OenoapodeH eMOoIn3bM ca
ommm croTBeTHO 3,0 %, 4,5 % 1 6,5 %. CHOTBETHUTE YECTOTH MPH MAITUCHTH, IPUEMAIITH
MperophYBaHaTa J103a EHOKCAIlApPHH 3a JIeUeHNe Ha JBI00Ka BEeHO3HA Tpombo3a ca 6w 2,5%, 3,6%
u 8,3%, ToKaTo ciydauTe NpH MalieHTH, IpUeMally NpenopbyBanaTa J03a HepakMOHUPaH
XeTapuH 3a JIeYeHrne Ha 0erroipoOeH eMOOI3BM ca O ChOTBETHO 5,5%, 6,6% u 7,4%.
®doHganapuHyKc TpsiOBa Ja ce mpuiara ¢ BHUIMaHHUe MPH MallMeHTH B HAIIpeHala Bh3pacT (BXK. TOUKa
4.2).

Hucxo menecno meano
KJTMHUYHUAT ONUT € OTpaHUYCH MPH MaIlUeHTH ¢ TeliecHo Terno <50 kg, donmanapunykc TpsOBa na
ce Mpuiiara ¢ BHUIMaHUe B THEBHA /1032 OT 5 mg Mpu Ta3u rpyna nauueHTH (Bx. Touku 4.2 u 5.2).

bvbpeuno yspescoane

PuckbT OoT KbpBEHE ce yBeNMUaBa ¢ yBelnuaBaHe Ha ObOpedHOTO yBpexaane. M3BecTHO e, ue
(doHaanapuHyKc ce eKCKpeTupa riaaBHo upe3 ObOpenute. CiaydanTte Ha KbPBEHE NPH MAIIUEHTH,
MpHeMaIy MperopbYBaHaTa J03a 3a JeueHHe Ha JhI00Ka BEeHO3HA TpoMb03a u OenoapodeH
eMO0In3BM ¢ HopMasiHa ObOpeyHa GyHKIHS, JeKo OBOpPEeYHO yBpexaaHe, yMepeHo ObOpedHo
YBPEKIaHE U TEKKO OBOpEUHO yBpexkaaHe ca oumu chotBeTHO 3,0 % (34/1 132), 4,4 % (32/733),
6,6% (21/318) u 14,5 % (8/55). Cnyyanure npu nanyeHTH, IpHeMally Npernopb4BaHaTa 103a
EHOKCarapyH 3a JIeueHue Ha JbJI00Ka BEHO3HA TpoMOo3a ca Omimn choTBeTHO 2,3% (13/559), 4,6%
(17/368), 9,7% (14/145) u 11,1% (2/18), a npu nanueHTH, MpUEeMaIly NpernopbyBaHara J03a
HepaKIMOHUPaH XeTapyH 3a JeueHne Ha 6er10apooeH eMOoIu3bM ca 01T ChOTBETHO 6,9%
(36/523), 3,1% (11/352), 11,1% (18/162) n 10,7% (3/28).

®DoHanapuHyKc € MPOTHBOIIOKA3aH MPH TEKKO ObOPEUHO yBpexkIaHe (KpeaTHHUHOB KIIUPHHC

<30 ml/min) u TpsiOBa fa ce MpwIara ¢ BHUMaHUE MPH MAIUEHTH C YMEPEHO TEKKO OBOpEeTHO
yBpexkIaHe (kpeaTHHUHOB KiHpBHC 30-50 ml/min). [IpoabmkuTeTHOCTTa Ha JIedeHUe He TpsiOBa Jia
MIPEBHUIIIABA OIICHEHATA 0 BpEME Ha KIIMHUYHO Mpoy4BaHe (cpeaHo 7 mau) (Bxk. Touku 4.2, 4.3 u 5.2).

Hsima onut B moarpymnata naiyeHTH ¢ €THOBPEMEHHO BUCOKO TenecHO Terio (>100 kg) u ymepeHo
TexKo OBOpeuHo yBpexaaHe (kpeaTHHHHOB KIUpbHC 30-50 ml/min). @onnanapuHykc TpsaoOBa 1a ce
npuiara ¢ BHUMaHue Ipy Te3u nauueHTu. Cien npuwiarade Ha IbpBoHavdaiHa 1o3a ot 10 mg aHeBHO,
MOJKe J]a ce 0OMHUCIIM HaMallsiBaHe Ha JTHEBHATA [103a A0 7,5 mg, OCHOBaBalKu ce Ha
(bapMaKOKHHETHYHO MOJIeUpane (BXK. Touka 4.2).

Teoicko weprHodpobHO yepedicoare

[IpunoxxenneTo Ha poHAaMapuHYKC TPsIOBa Aa c€ OOMHCIN BHUMATEIHO, Thil KaTO MPY MAIMEHTH C
TEKKO YePHOJIPOOHO YBPEXKIaHE MMa TIOBHUIIIEH PUCK OT KbPBEHE MOpaJI JiuTica Ha (aKTOpH Ha
KPBBOCHCUPBAHETO (BK. TOUKa 4.2).

Hayuenmu c xenapun unoyyupana mpomoboyumonernus (HIT)

®donanapuHyKc TpsiOBa J1a ce U3M0J3Ba ¢ MOBUIICHO BHUMAaHKE MPY MallMeHTH ¢ aHaMmHe3a 3a HIT.
EduxacHoctTa 1 OezomacHoCTTa Ha (OHANAPUHYKC HE ca MPOYYBaHU O(PUILIMATHO IPH MALUESHTH C
HIT Tum 1. ®onnanapuHyKe He ce CBbp3Ba ¢ TPOMOOITEH GakTop 4 M OOMKHOBEHO HE pearupa
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KPBCTOCAHO ChC CEPYM OT MALMEHTH ¢ XenapuH uuayiupana Tpomoonuronenus (HIT) tun I1. Bee
TIaK PSIKO Ca MOJTydaBaHM CIIOHTaHHY choOmeHus 3a HIT npu manueHTy, JIeKyBaHH C
(dhoHIanapuHyKC..

Anepeus kvm 1amekc

[IpenmasurensT Ha UriIaTa Ha MPeIBapUTEITHO HATBITHEHATA CIIPUHIIOBKA ChABPIKA CyXa HAaTypaHa
JIATEKCOBA I'yMa, KOSITO MOXE J1a MIPEAU3BUKA aJIEPTUYHU PEaKIUHU MPU X0Pa, YYBCTBUTEITHU KBM
JaTeKc.

4.5 Bs3amMmopeiicTBHe ¢ IPYIH JeKAPCTBEHN MPOAYKTH M APYTrH (JOPMH Ha B3auMojelicTBHe

PHCKBT OT KbpBEHE CE MOBUIIIaBA MTPH €AHOBPEMEHHO MPIIIOKEHHE Ha (hOHTamapuHyKC ChC CPECTBRA,
KOUTO MOTaT JIa TIOTSHIIMPAT PUCKA OT Pa3BUTHE HAa KPHBOU3IIUBY (BXK. TOUKA 4.4).

B ximmHWYHE Tpoy4YBaHus ¢ (QOHAAIAPUHYKC, IEPOPATHU aHTUKOATYJIaHTH (BapdaprH) He
B3aUMOJIeiicTBAT Ha (PapMaKOKUHETUYIHO HUBO C (DOHIAMAPHHYKC; TP MPUIOKEHHE Ha 7032 oT 10 mg
B U3IIUTBAHUA 3a B3aI/IMOI[eI\/IICTBI/IC, (I)OHILaHapI/IHyKC HC MOBJIMABA aHTUKOAr'yJallMOHHATa aKTUBHOCT

(INR) Ha BapdapuH.

TpomOouuTHHUTE HHXKUOUTOPH (aneTuicanuiuinosa kucenanna), HCIIBC (mupokcukam) U JUTOKCHH HE
B3aUMOJIeHCTBAT Ha (papMaKOKMHETHYHO HUBO C (poHmamapuHykc. B M3nuTBaHus 3a B3aUMOCHCTBHE,
doHganapuHyKc, IpUIokKeH B 103a 10 mg, He MOBIMsABA BPEMETO Ha KbPBEHE MPH JICUCHHE C
aleTUICANTUIIIIOBA KUCETUHA U IUPOKCUKAM, HUTO (DapMaKOKMHETHKATa Ha TUTOKCHH B
CTaLlUOHAPHO CHhCTOSIHUE.

4.6 @epruaurer, )peMEHHOCT U KbpMeHe

Bbpemennocr

Hsma HanWYHY KIMHUYHYU JAHHU 32 MIPUJIOXKEHHUE 10 BpeMe Ha OpeMeHHOCT. ExcriepiMeHTamHuTe
IMpOoy4YBaHUs IIPU ) KUBOTHU Ca HEAOCTATHYHHU IO OTHOIICHUC HA BJIMAHUCTO BbPXY 6peMeHHOCTTa,
eMOPHOHATTHOTO/PEeTATHO Pa3BUTHE, PAaXIaHETO U MOCTHATATHOTO Pa3BUTHE MTOPAJH OrpaHHYeHaTa
excriozuiysi. GoHmanapuHyKC He TPAOBA Ja ce U3MOJI3Ba MPH OPEMEHHH JKEHH OCBEH B CIyJal Ha
KaTeropuuHa HeoOXOIUMOCT.

Kbpmene

DoHanapuHyKC ce eKCKpeTHpa B KbpMaTa Ha IIbXOBE, HO HE € U3BECTHO JaJI CE eKCKPETHpa B
YoBelIKkaTa KbpMa. KbpMEHETO He ce MpenopbuBa 1Mo BpeMe Ha JieueHne ¢ hoHganapuHykc. Beipeku
TOBA, IEpOpATHATa Pe30pOLHUs MPHU JIela € MAJIKO BEpOSTHA.

depTunurer

Hsma nannu 3a edexra Ha poHIanapuHyKc BEpXY (GepTUINTETa P Xopa. M3nuTeanusTa npu
JKUBOTHH HE ITOKa3BaT e(eKT BbPXY QepTHIUTETA.

4.7 EdexTn BbpXy cniocodHOCTTA 32 moupaHe U padoTa ¢ MAIIMHA

Hsima nmpoyuBanus 3a eekTuTe BHpXY CIIOCOOHOCTTA 32 IOQHpaHe 1 padoTa ¢ MaIIMHH.

4.8 Hexenanu JekapcTBeHH peaKINU

Haii-yectute ceprno3Hn HEXENAaHU PEaKIUK, ChOOIIaBaH! MPU (POHIAMAPUHYKC Ca YCIOKHEHUS,
CBBP3aHU C KbpBEHE (C Pa3TUIHO MECTOIIOJIOKEHHE, BKIFOYUTEITHO U PEJIKH CITyYad Ha BhTpeUepernHo/
BBTPEMO3BYHO U PETPONEPUTOHEATHO KbpBeHe). DoHAanapuHyKce TpsOBa Aa ce mpujara ¢ IOBUIIEHO
BHUMAaHUE MPH MAIMEHTH, KOUTO UMaT IMTOBHUILEH PUCK OT KbpBEHE (BXK. TouKa 4.4).

be3zonacHocTTa Ha QoHIATAPHHYKC € OlICHIBaHA TIPU:

- 3 595 mauueHTH, NOUI0KEHHU Ha roJiIMa OPTONEAUYHA ONIEpaLUsl Ha JOJHUTE KpalHUIU 1
JIeKyBaHH 3a nepuox 10 9 quu (Arixtra 1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)
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- 327 nmarueHTH, onepupany 3a ppaktypa Ha OeApeHarTa KOCT, JIKYBaHH 3a 3 CEAMHUIIH CIIe
HavajgHa npoduaakThka 3a 1 cenmuna (Arixtra 1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 1 407 manmeHTH, TOAJIOKEHN Ha KOPEMHA OTepalys, JIEKyBaHu 3a nepuon 10 9 nau (Arixtra
1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 425 manueHTH ¢ PUCK OT pa3BUTHE HAa TPOMOOEMOOIMYHY YCIIOKHEHUS, JIEKYBaHH 33 TIEPHO 10
14 nam (Arixtra 1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 10 057 maruentu, nonxy4asamy Jiedenue 3a UA wiu NSTEMI ACS (2,5 mg/0,5 ml)

- 6 036 manmenTn, nomy4yasamu Jederre 3a STEMI ACS (Arixtra 2,5 mg/0,5 ml)

- 2 517 mauueHTH, TeKyBaHH 32 BEHO3HAa TPOMOoeMOomus ¢ (hoHAamapuHYKC 3a CPEAHO 7 JHH

(Arixtra 5 mg/0,4 ml, Arixtra 7,5 mg/0,6 ml u Arixtra 10 mg/0,8 ml).

Te3u HeXKENaHN peakny TPSOBA 1a Ce MHTEPIPETHPAT B XUPYPTHIHUS FITH METUITMTHCKH KOHTEKCT Ha
nokazanusTa. [IpodnrbT Ha HeXemaHUTE CHOUTHS, CHOOIIICHH B ITpOrpamMaTa 3a OCThP KOPOHAPEH
CUHJIPOM, € B ChOTBETCTBHUE C HEXKEIIAHUTE JICKAPCTBEHU PEaKIIUU, YCTAHOBEHU MPH MPO(HIaKTHKA Ha

BEHO3HA TPOMOOEMOOITHSI.

Hexenanute peakiuu ca u30pOSHH 10 CHCTEMO-OPTaHeH KJIac M 4ecToTa. YeCTOTHUTE Ce OMPEEsAT
kato: MHOTO yectd (> 1/10), wectu (> 1/100, < 1/10), vHeuectu (> 1/1 000, < 1/100), penku
(> 1/10 000, < 1/1 000), MHOTO pezkH (< 1/10 000).

CucremMo-opratex yecTH HeYeCTH penku
KJIac (=1/100 1o < 1/10) (=1/1 000 no (=1/10 000 10
MedDRA <1/100) <1/1 000)
Ungpexyuu u uHGEKIUS Ha
unpecmayuu HIOCTONEPATHBHU PaHU
Hapywenus na aHemus, TPOMOOIIUTOTICHHS, PETPOTIEPUTOHEATHO
Kpbeéma u iumM@Hama | MOCTONePATUBEH TpoMOOLIUTEMUS, KbPBEHE
cucmema KPBHBOU3JIMB, YTEPO- TPOMOOIUTHA 4epHOIPOOHO,
BarvHaJICH aHOMaJTnH, BBTPEYEPEITHO/BHTPEMO
KPBBOM3JIUB , HapyIIEeHHS Ha 3BYHO KbPBEHE"
XEMOIITH3a, XeMaTypusl, | KpbBOChCUPBAHETO
XEeMaToOM, KbPBEHE OT
BEHIIUTE, MyPIypa,
eMUCTAKCHC,
CTOMAIITHO-YPEBHO
KbPBEHE, XeMapTpo3a ~,
KPBBOM3JIUB B OKOTO ,
obpasyBaHe Ha
CHHUHH
Hapywenus na aJlepruyvHa peakius
UMYHHAMA cucmema (BKJTFOUHTEITHO MHOTO
PEIKH cilyyau Ha
aHTHOCICM,
aHa(MIIaKTOU/THA/aHa
(uIaKTHYHA peaKius)
Hapywenus na XUITOKATHEMUS,
Memaboausma u MOBUIIABEH
Xpanenemo HeOeNThYEH a30T
(Npm)"”
Hapywenus na ri1aBo0oIHe 0E3M0KOHCTBO,
HepeHama cucmema 00BPKAHOCT,
3aMaliBaHe, CbHIIMBOCT,
CBETOBBPTEIK
Cv0o6u HapyuleHus. XUIOTOHHS
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Cucremo-opranes 4ecTH HEYeCTH penku

KJIac (=1/100 1o < 1/10) (=1/1 000 no (=1/10 000 1o

MedDRA <1/100) <1/1 000)

Pecnupamopnu, 3a1IyX KalunIa

2PBbOHU U

MeOuacmuHaIHu

HapyuleHus

Cmomawino-upesHu rajicHe, MOBPbILlaHe KOpeMHa 00JIKa,

HapyuieHus JICTICTICHSI, TACTPHT,
3aIeK, Tuapus

Xenamoobunuapnu OTKJIOHCHHS B OuHpyOHHEMHS

HapyuieHus pe3yJITaTUTE OT

(hyHKITMOHATHA
H3CICABAHMS Ha
YepHHS APOO,
IIOBMIIIABAHE HA
CTOMHOCTHTE Ha
4epHOAPOOHHUTE
CH3UMHU

Hapywenus na
Koorcama u
NOOKONCHAMA MbKAH

€pUTEMaTO3eH 00PHB,
ChpOeK

Obwu Hapywenus u
Hapywenus Ha
MACMOmo Ha
npunodicenue

OTOK, epudepeH
OTOK, 0OJIKa,
ITIOBUIIICHA
TeMIlepaTypa, rpbaIHa
0oJKa, ceKperus oT
paHaTta

peaknus Ha MSICTOTO Ha
WHXEKTUpaHe, 00IIKa B
KpakaTa, ymopa,
3a4yepBsiBaHE, CHHKOTI,
TOpEIH BBJIHH,
TeHUTAJIECH OTOK

@ Npn o3nauaea nebenmvueHn azom, m.e. ypesl, NUKOYHA KUCETUHA, AMUHOKUCETUHU U M.H.
* HJIP, eév3nuxnanu npu no-eucoxu oosu 5 mg/0,4 ml, 7,5 mg/0,6 ml u 10 mg/0,8 ml.

ChoO11aBaHe Ha M0/I03MPAHU HEKEIIAHU PEaKIIuK

Cpo01aBaHeTo Ha MOI03UPAHN HEXXEJIaH! PEaKliy CIIe/ pa3pelaBaHe 3a ynorpeda Ha JeKapCTBeHUS
HPOIYKT € BayKHO. ToBa M03BOJIsIBA /1a IPOABIDKY HAOIIOICHUETO Ha CHOTHOLICHHETO TT0JI13a/PUCK 32
JeKapCcTBEHUS MPOIYKT. OT MEIUIMHCKUTE CIIEIIHAINCTH C€ M3MCKBA Ja ChOOIaBaT BCAKA
I0/103MpaHa He)KeJlaHa Peakiys Ype3 HallMOHAIHA CHCTEMa 3a ChoOIIaBaHe, I0coYeHa B

IIpunoxenue V.

4.9 Ilpeno3upane

®doHganapuHyKC B JO3H IMO-BUCOKH OT MPEMOPhUaHUTE MOXKE Ja JOBEJIE JI0 IIOBUIIICH PUCK OT
KkbpBeHe. Hsama mo3HaT aHTHI0T Ha (poHaanapuHyKC.

IIpu npeno3upane, yCI0XHEHO C KbPBEHE, JICUCHUETO TPsiOBa /1a ce MPEKbCHE U Jia Ce MOThPCU
IbpBUYHATA NpuurHa. TpsOBa ga ce 0OMHUCITH 3amouBaHe Ha MOIXOAALIO JIEYEHHE KaTo XUPYypriuuHa
XeMOCTa3a, KpbBOIIPEIUBaHe, [IPEIMBaHe Ha MPsICHA IUIa3Ma, Iula3Madepesa.

5. ®APMAKOJIOTUYHU CBOMCTBA

5.1 ®apmakoguHAMHYHH CBOMCTBA

dapMakoTepaneBTHUHA TPYIIa: aHTUTPOMOOTHYHHU CPEJICTBRA.
ATC xox: BO1AXO05

(DaDMaKoauHaMMHHU ed)ekmu
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®doHganapuHyKC € CHHTETHYCH U CeJICKTUBECH MHXHOUTOP Ha akTuBHpaH (akrop X (Xa).
AHTHTpOMOOTHYHATA aKTUBHOCT Ha (DOHAATIAPUHYKC € PE3YJITaT OT MEIUUPAHOTO OT aHTUTpoMOuH 11
(aHTUTPOMOMH) CceneKTUBHO MHXHOUpaHe Ha (akTop Xa. Upes ceneKTHBHO CBBbpP3BaHE C
aHTUTpOMOUH, (poHAanapruHykc noteHuupa (oxono 300 mbTH) ecTecTBEHATa HEYTpaIU3alisl Ha
¢dakrop Xa ot anTuTpoMOUH. HeyTpanmsupaneTto Ha paxTop Xa mpekbcBa KoarynalioHHaTa KacKaua
¥ MTHXHUOMpa KaKkTo 00pa3yBaHETO Ha TPOMOWH, Taka U pa3BUTHETO HA TpoMmO. DoHmamapuHyKC He
WHaKTHBUpa TpoMOHNHa (akTuBHpaH dakrop 1) u He oka3Ba ePeKT BbPXY TPOMOOIUTHUTE.

[Ipu npunoxeHue B TepaneBTUYHU 1031 (GOHAANAPUHYKC HE MOBIHSIBA B KIIMHUYHO 3HAYMMa CTEeIIeH
PYTHHHHUTE KOaryJalMOHHU TECTOBE KaTO akKTUBUPAHO MaplHaiHo TpomOomaacTiHoBo Bpeme (aPTT),
aKTUBHpaHO BpeMe Ha KpbBocheupBaHe (ACT) uiu maa3MeHuTe TECTOBE 3a MPOTPOMOMHOBO BpeMe
(PT)/MexnmyHaponHo crannaptusupano crotHomenne (INR), kakto u Bpeme Ha KbpBEeHE 1
¢ubpuHOTUTHYHA aKTHBHOCT. Bee mak ca mosryuyaBaHu peKH CIOHTaHHU CHOOIICHHUS 32 YAbKaBaHe
Ha aPTT. B no-Bucoku 1034, MOrar Aa HacTeIsAT ymepeHu npoMenu B aPTT. IIpu npunoxenue Ha
no3u oT 10 mg B U3NMUTBaHMSA 3a B3aUMOJAEHCTBHE, (DOHIAIAPUHYKC HE TIOBIHSBA 3HAYUTEITHO
aHTHKOoarynarnronHaTa aktuBHOCT (INR) Ha Bapdapun.

DoHpanapuHyKc OOMKHOBEHO HE pearupa KpbCTOCAHO ChC CEPYM OT HALMEHTHU C XeMapuH
WHAyIIUpaHa TPOMOOIMTOTICHUs. Bee mak psaKko ca moinydyaBaHd CIIOHTaHHU choOmienus 3a HIT npu

MAIUCHTH, JIEKYBaHU ¢ (DOHIATIaPUHYKC.

Knunuunu uznumeanus

KnunanunaTa nmporpamMa 3a GpoHzanapruHyKc MpH JeUeHUe Ha BEeHO3HA TPOMO0eMOOIIHs € Ch3AaicHa, 3a
Jla TIoKake eprKacHOCTTa Ha (POHJATAPUHYKC 3a JIeUueHHe Ha JhI00Ka BEHO3HA TpoMO03a U
OemonpobeH eMOoonn3bpM. B koHTponMpann kmuHIYHN m3nuTBaHus ¢aza Il u I1I ca BkitoueHn Hax

4 874 manueHTH.

Jleuenue Ha 0v1O0KaA 6eHO3HA MPOMOO3a

B enHo paHgoMu3upaHo, IBOHHO-CIIANO KIMHUYHO U3MUTBAHE MIPH MAIUCHTHU C TIOTBBPJICHA JUarHo3a
oCTpa CUMIITOMaTHYHA JABJIOOKa BEHO3HA TpoMO03a, (hoHaamapuHyke 5 mg (TenecHo terio < 50 kg),
7,5 mg (tenecHo Terno > 50 kg, < 100 kg) wim 10 mg (Tenecuno terio >100 kg), npunara mojK0xKHO,
BEJIHBK JIHEBHO € CPaBHEHA C €HOKcanapuH Hatpuil 1 mg/kg, mpuaran o IK0KHO, JIBa ITETH THEBHO.
JlexyBanu ca o610 2 192 naruenTy; 3a ABeTe TPYyNU NAIleHTUTE ca JIEKYBaH! 3a Hali-MaJIKo 5 THU H
1o 26 muu (cpenuo 7 aau). U aBeTe rpynu Ha JeUeHHE ca IpHeMalld aHTarOHKUCT Ha BuTamMuH K, xato
JICYSHUETO C HETO € 3all0YBaJIO B pAMKUTE Ha 72 vaca clief] MPUIIOKEHUETO Ha ITbPBOTO W3IIUTBAHO
JIEKapCTBO U € MPOIbbKaBaiio 3a 90 + 7 qHM ¢ peryisipHa MpoMsiHa Ha qo3uTe 3a nocturane Ha INR ot
2-3. [IspBuuHaTa KpaliHa Touka 3a e()UKaCHOCT € OMjia ChUe€TaHUE OT MOTBBPACHA CUMIITOMATHYHA
penaMBUpaiia HedaraaHa BeHO3HA TPOMOOeMOous 1 (haTalHa BEHO3HA TPOMOOEMOOIHS,
JIOKJIaJIBAHU 110 JeH 97. Y CTaHOBEHO €, Ye JISYeHHUETO ¢ POHJAapUHYKC € C He Mo-MayKa e(puKacHOCT
OT JICYEHUETO C EHOKCanapuH (YeCTOTHTE Ha BEHO3HA TpoMOoeMOoius ca Omim choTBETHO 3,9% 1
4,1%).

Cepro3HO KbpBEHE 10 BpeMe Ha HauaJIHUS NIEpUoJl Ha JIedeHue e Habmoaasano mpu 1,1% ot
ManueHTruTe Ha (JoHAanapuHyKc B cpaBHeHHE ¢ 1,2% OT manueHTUTe Ha €eHOKCANapyH.

Jleuenue na 6enodpoben embonuzvM

[Ipu nauyeHTH C OCTHP CUMIITOMATHYEH O0EJ0APOOEH eMOOIU3BbM € MPOBEACHO PAHIOMHU3UPAHO,
OTBOPEHO KIIMHUYHO W3MUTBaHe. Jlnarno3ara e nmoTebp/cHa 4pe3 OOEKTUBHH METO/IM HA U3CJICIBAHE
(xoMmmoTBpHA TOMOTrpadus Ha 051 ApoO, OenoapoOHa anrnorpadus win cnupantHo KT ckenupane).
W3zkimovenn ca mauueHTuTe, Ipyu KOUTO ca OMIH HeOOX0JUMHU TPOMOOIH3a, eMOOIEKTOMHUS TN
GuUnTHp Ha vena cava. PaHgoMu3NpaHuTe MalUeHTH OM MOTJIO JIa ca JIEKyBaHH MPEIBAPUTEITHO C
HeQpaKIMOHUpaH XelapyH, 10 BpeMe Ha CKpHHUHToBaTa (pasza, HO MalleHTHTe, JISKYBaHH 3a MoBeYe
0T 24 yaca c TepaneBTHYHA /1032 AaHTUKOATYJIAHT WK C HEKOHTPOJIMpaHa XUIIEPTOHUS, ca Onn
n3koueHn. @onnanapunykc 5 mg (renecHo terno < 50 kg), 7,5 mg (tenecno terno > 50 kg,

<100 kg) nmu 10 mg (TenecHo Terio >100 kg), mpuiarad nojK0KHO, BEJIHBX JHEBHO € CPaBHEHA C
HepaKIMOHUPAH XeMapHH, IIpUIaral KaTo HHTpaBeHo3Ha O6oycHa urxekius (5 000 IU), mociensan
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OT MPOABIDKUTEITHA HHTPABCHO3HA HH(Y3MS, IPUTOICHA 3a MOAAbpKaHe Ha 1,5-2,5 mpTH
KoHTposHUTE cToHOCTH Ha aPTT. JlekyBanu ca o010 2 184 maiueHTH; 3a ABETE IPYIH MMAllUCHTUTE
ca JIGKyBaHU 3a Hali-MaJIKoO 5 qHM U 10 22 mHu (cpenHo 7 muu). U nBete rpynu Ha JedeHue ca
MpUeMajIi aHTarOHUCT Ha BUTaMUH K, KaTO JICYCHUETO C HETO € 3aI04BaJio B PAMKHUTE Ha 72 yaca
CJIell TbPBOTO MPHIIOKEHNE Ha N3MMATBAHOTO JIEKAPCTBO M € MPOoAbKaBaio 3a 90 + 7 qau ¢ peryisipHa
poMsiHa Ha o3uTe 3a mocturane Ha INR ot 2-3. IIppBuuHaTa kpaifHa Touka 3a epuKacHOCT € Omia
ChUCTaHHUE OT IMOTBBPICHA CUMIITOMATHYHA PEIUINBUpaIla HedaTaiHa BEeHO3HA TPOMOOESMOOIHUS 1
(daraaHa BEeHO3HA TPOMOOEMOOIHS, JOKJIaIBaHU 10 JcH 97. Y CTaHOBEHO €, Ue JICUCHUETO C
(oHIamapruHyKC € ¢ He MO-MajKa eUKACHOCT OT JISYEHNUETO C HehpaKIIMOHNPAH XemapuH (decToTara
Ha pa3BUTHE Ha BEHO3HA eMOoJns ¢ Ouna chorBeTHO 3,8% u 5,0%).

Ceprno3Ho KbpBEHE IO BpeMe Ha HadaTHHA MTEpHUOo/I Ha JIedeHne € HaOmronaBano mpu 1,3% ot
MAIUeHTUTE Ha (hoHanapuHyKC B cpaBHeHHE ¢ 1,1% OT manueHTuTe Ha HePpaKIIMOHUPaH XeTapyH.

OcCHOBHO NPoyYBaHe 32 YTOYHsIBAHE Ha /103aTa U (PAPMAKOKHHETHYHUTe apaMeTpH Ha
(onganapuHykc Npu Aena ¢ 1bJI100Ka BEeHO3HA TPpoMO03a

B otBOpeno u3nuTBane Ha 24 neauatpudHy nanuenTy (n=10, Ha BB3pacT 1 10 < 5 TOJUHHU, C TETIECHO
terno 8-20 kg; n=7, Ha BB3pacT 6 no < 12 rogunu, c TenecHo termno 17-47 kg u n=7 Ha BB3pact 13 1m0
< 18 roguau, ¢ TenecHo terno 47-130 kg), nuarnocTunypanu ¢ A6100Ka BEHO3HA TpoM0O03a pH
3allMCBaHe B M3MIUTBAHETO, € IpWIOKeH GoHnanapuaykc. [lo-roisiMa yact OT malMeHTuTe ca OuiH ¢
JIATHHO-aMepUKaHCKHU mpou3xo (67%) u 58% ca Owimm oT MBKKH 110J1. DoHIAApUHYKC € PUIaraH B
HayanHa 103a oT 0.1 mg/kg moIKoXXHO BEAHBK AHEBHO, KATO JO3UPAHETO € KOPUTHPAHO [0
JIOCTUTAaHE Ha MMMKOBA KOHIICHTpalus Ha ¢oHnanapunyke Hatpuii ot 0.5 1o 1 mg/L cnen 4 yaca.
MenuanaTta Ha IPOABIKUTETHOCTTA Ha JICYEHUETO B TOBa M3NHUTBaHe € Ouna 3.5 auu. [lo-ronsMa gact
ot nauueHtute (88%) ca JOCTUrHAIM TApreTHUTE KOHLEHTPALUHU Ha (OHAANApUHYKC Ha YETBBPTHS
yac ciell MpUIoKeHUe Ha IbpBaTa 1032 (hOHIAapUHYKC.

CB0OIICHO € 3a KbpPBEHE 110 BpeMe Ha M3IMMTBAHETO MIPU JABaMa MalueHTH . EMUHUST NalueHT e
pa3BUII XUTIIEpTOHNYHA eHIleaonaTus ¢ BbTpeUepenHo KbpBEHE Ha S-THs JICH OT JICYCHUETO, KOETO €
JIOBEJIO 10 CIHMpaHe Ha MPWIOKEHUETo Ha GpoHmanapuaykc. Crnado racTpOMHTECTUHAIIHO KbPBEHE €
CHOOIICHO MPH APYT MAIMEHT Ha 5-TUs IeH OT JICUSHUETO, KOETO € JOBEJO JI0 BPEMEHHO CIIUpaHe Ha
NpUIoKeHUeTo Ha GoHmanapunykc. He Moke 1a ce HampaBH 3akiIroueHHE 3a KIIMHUYHATA eUKACHOCT
OT TOBA HEKOHTPOJIMPAHO U3ITUTBAHE.

5.2 ®apmakoKMHETUYHH CBOWCTBA

®dapMakoKkrHETHKATa Ha (OHJANIAPUHYKC HATPHUIA Ce YCTAHOBSBA OT TUIA3MEHHUTE KOHIIEHTPAIIUU Ha
(dhoHIanapuHyKc, n3MepeHu upe3 aHTH-(pakTop Xa aktuBHOCT. Camo (OoHIAapUHYKC MOXKeE Ja ce
M3II0JI3BA 3a KAIMOpUpaHe Ha aHTH-Xa aHanu3a (MeXIyHapOJHUTE CTaHAAPTH 3a XETIapHH WK
LMWH He ca noaxoasiiy 3a ToBa NpuiokeHue). B pesynrar KoHIeHTpalusITa Ha OHIanapruHyKe ce
u3pa3sBa B MIIIATpaMu (mg).

Abcopbyus

Cren noaxkoXxHO npuiiarane poHAanapuHyke ce abcopbupa n3Lsio u 6up30 (abcomoTHa
ounonammuHoct 100%). Crien mpuarane Ha eTHa TOAKOKHA MHXKEKIUsS GOHamapuHyKC 2,5 mg Ha
MJIaJId ¥ 3/IpaBH JIKMIla MMKOBaTa Ijia3MeHa KoHueHTpaius (cpeana Cmax = 0,34 mg/l) ce nocrtura 3a 2
yaca ciel npuwioxeHnero. [Ina3MennTe KOHIIEHTpaluY Ha MTOJIOBUHATA OT CTOWHOCTHUTE 32 Cpe/IHA
Crax C€ JTOoCTHTAT 32 25 MUHYTH CIIe]] PUJIaraHe Ha J103aTa.

[Ipu 3apaBu uia B HarpeIHaia Bb3pacT (papMaKOKHMHETHYHUTE MapaMeTpy Ha QOHIaIapHHYKC ca
JIMHEHHU B TPaHULIUTE OT 2 10 8 mg, MPHIOKEHU NOAK0KHO. Cliel MPUI0KEHUE BEHBK THEBHO
CTaIlMOHAPHUTE TIIIa3MEHN HUBA ce JocTurar cien 3 win 4 nau ¢ 1,3 et moBumieHne Ha Cmax U

AUC.

Onenennre cpennu (CV%) papMakoKMHETHUHH MapaMeTpy Ha GOHAANAPUHYKC B CTALIHOHAPHO
CHCTOSIHUE TIPH NAIMEHTH, MTOJIJIOKEHU Ha OTiepaliys 3a CMsHa Ha Ta300e/peHara craBa, mprueMau
doHmanapuHyKc 2,5 mg BeAHBXK THEBHO, ca: Cmax (Mg/1) — 0,39 (31%), Tmax (h) — 2,8 (18%) u

Chin (mg/1) -0,14 (56%). Ilpu nmanmenty ¢ ¢ppaktypa Ha OegpeHaTa KOCT, CBbp3aHa ¢ HalpeaHataTa uM
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BB3pacT, IUIA3MEHUTE KOHIIEHTPALUU Ha (POHIANapHHYKC B CTALIMOHAPHO ChCTOSTHHE ca: Cmax (mg/1) —
0,50 (32%), Cmin (mg/1) — 0,19 (58%).

[Tpu nevyenue Ha IBIOOKA BEHO3HA TPOMOO3a U OenoapodeH eMOONIN3bM MAEeHTHTE, TPHEeMAaIln
¢dormanapunykc 5 mg (temecHo termo <50 kg), 7,5 mg (tenecHo termo 50-100 kg BkITtounTENTHO) T
10 mg (trenecno termo >100 kg) BeqHbK AHEBHO, TO3UTE, IPOMEHEHN B 3aBUCUMOCT OT TETJIOTO
MOKAa3BaT CXOJ/IHA CKCIIO3UIIMS BbB BCUUKH KaTeropuu tenecHo terio. Cpemanute (CV%)
(hapMaKOKHHETHYHH TTApaMETPH B CTAI[IOHAPHO ChCTOSTHHE, ONPEIeICHN 3a (poHIanapruHyKC Mpu
MAIMEHTH C IBJI00KA BEHO3HA TpoMO003a, TipueMaIiy GoHAaNapuHYKC 1O TPEII0KEHUS I030B PEXKUM
BEIHBK JHEBHO €2 Cmax (Mmg/1) — 1,41 (23 %), Tmax (h) — 2,4 (8%) 1 Cpin (mg/1) -0,52 (45 %).
Cebp3anute 5 u 95 nporenra ca ¢choTBeTHO 0,97 1 1,92 33 Cimax (mg/1) 1 0,24 1 0,95 3a Cpin (mg/1).

Pasnpeodenenue

O06eMbT Ha pasmnpe/iesicHrue Ha GoHanapuaykc ¢ orpanuycH (7-11 aurpa). In vitro, honnanapuHykc
ce CBBhP3Ba crenu(UIHO U B TOJIsIMA CTETICH ¢ OeNThKa aHTUTPOMOWH, KATO CBBP3BAHETO € 3aBUCHMO
OT J03aTa U Tia3MeHaTa kouueHTpams (98,6% mo 97,0% B rpanumure Ha KoHIeHTparuu ot 0,5 1o
2 mg/l). ®onnanapuHyKC HE Ce CBbP3Ba 3HAUUTEIHO C APYTH IUIa3MEHH MPOTEUHH, BKIFOUUTEIIHO U C
TpoMOonutTeH axtop 4 (PF4).

Tbii KaTO PoHAANAPUHYKC HE CE CBbP3Ba 3HAUUTEIHO C APYTH IUIa3MEHHU MPOTEHHU, OCBEH C
aHTUTPOMOUH, HE CE OYaKBAaT B3aMMOJICHCTBHS C IPYTH JICKApPCTBEHU POIYKTH Ha O6a3ara Ha
M3MECTBAaHE OT MECTaTa Ha CBhP3BaHE C IUIa3MEHUTE IPOTEHHH.

Buompancgopmayusa
Brnpeku ue HsMa ISUI0CTHA OLIEHKA, HAMA JaHHU 3a MeTa0oIu3upaHe Ha (POHJANapuHyKC U 1O0-
CIEUMAIHO HSMAa JaHHU 32 00pa3yBaHe Ha aKTUBHU META0OINUTH.

®donganapunykc He uaxuodupa in vitro CYP450s (CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2D6,
CYP2E1 unmu CYP3A4). [Topagu Ta3u npudnHa He ce 04akBa (POHAAMapUHYKC Ja B3aNMOJCCTBA C
JpYTH JIEKApCTBEHU MPOIYKTH in vivo upe3 uaxubupane Ha CYP-menuupanus MeTa0oIu3bM.

Enumunupane

EnuMuHanmoHHUAT MoTy>kuBoT (t1,) € okoso 17 yaca mpu 31paBH, MJlaiv JIMIa ¥ okoio 21 gaca mpu
3JIpaBy JIMIIA B HAIIpeHalIa Bb3pacT. DoHmanapuHyKc ce eKCKpeTupa B 64-77 % ot Ob0penuTe moj
(hopMaTa Ha HEMPOMEHEHO BEIIECTRO.

Cneuud)ulmu cpynu nayueHmu

Heduamputma nonynayus - Hanunuaure JaHHU 3a NCAUATPUYIHU ITAIUCHTU Ca OrPAHNYCHU (B)K. TOYKa
5.1).

THayuenmu 6 Hanpeduana ev3pacm - bpoOpeuHara GyHKIUSA MOXKe J]a HaMaiee ¢ Bb3pacTTa U MopaIn
Ta3W MPUYNHA, KalalUTeTHT 32 eTMMUHAPaHe Ha (OHJATapUHYKC MOXKE Ja € HaMaJleH MPH MMallueHTH
B HampeaHaia Bb3pacT. [Ipu nauuentu >75 roguHu, NOAJN0KEHN HA OPTOIEINYHA ONlepalus U
npuemMany GoHIANapuHyKC 2,5 mg BeAHBK JHEBHO, OYaKBaHUAT IUIa3MeH KIMphHC € Oun 1,2 1o 1,4
I'BTU TIO-HUCHK OT TO3M NPH NanueHTH <65 roannu. [logobHa 3akoHOMEpPHOCT € Hab0AaBaHa pH
JICUCHHE Ha MAIMSHTH C IbJI0OOKa BEHO3HA TpoMOo03a 1 OestoapodHa eMOousl.

bvopeuno ygpesicoane - B cpaBHeHHE ¢ TALUEHTUTE ¢ HOpMaliHa ObOpevyHa GyHKIHUs (KpeaTHHUHOB
KIupbHC > 80 ml/min), MouI0’KeHN HA OPTOTIEANYHA OTIEPaIHs U MpHeMaIy GoHAanapuHyKe 2,5 mg
BEJHEBK JTHEBHO, IJIA3MEHHAT KIUPHHC € ¢ 1,2 10 1,4 mbTH MO-HUCHK MIPH MAIUEHTUTE C JIEKO
0B0peuHo yBpexaaHe (kpeaTHHHHOB KiaupbhHC 50 10 80 ml/min) u cpeHO 2 TBTH NO-HUCHK MPU
MalUeHTH ¢ yMepeHo 0bOpeyHo yBpexnaHe (KpeaTHHHHOB KiupbHC 30 10 50 ml/min). [Ipu Texko
0B0peuHo yBpexkaaHe (KpeaTHHHHOB KIUpbhHC < 30 ml/min), Iiia3MeHUAT KIMPHHC € IPUOIU3UTEITHO
5 I'bTH NMO-HUCHK B CPABHEHHE C TO3M ITPH HOpMaiHa ObOpeuHa QyHKiusa. CBbpP3aHUTE C TOBA
CTOMHOCTH Ha €NMMHUHALMOHEH MOIYXHUBOT ca 29 yaca nMpH NalMeHTH C YMEPEHO U 72 yaca npu

56



MAIMEHTH C TeXKO 0bOpeuHo yBpexkaane. [1ogo0Ha 3aKOHOMEPHOCT € HaOJIr01aBaHa IpH JICUYCHHE Ha
MAIMeHTH C IbJI00KAa BeHO3HA TpoMO03a 1 OetoapoOHa eMOousl.

Tenecno meeno - [lnazMeHUAT KIUPHHC Ha (POHAAMAPUHYKC CE MOBUIIIABA C TEJIECHOTO Terio (9%
nosumenue Ha 10 kg).

Ilon - He ca Ha6J'IIOI[aBaHI/I pas3inming BbB Bpb3Ka C MOJIa CJIC KOpUrupaHe Ha 103aTa CIIpsIMO
TCJICCHOTO TCTIIO.

Paca - ®apMakOKHHETUYHU pa3IU4Us MOPAIH PacoBa MPUHAICKHOCT HE Ca MPOyYBaHU
MPOCIIEKTUBHO. BhIpeku ToBa, U3MUTBAHUS, TPOBEICHH MTPH 3IPABU JIUIIA OT a3UATCKH MTPOU3XO]]
(sTIOoHITH), HE Ca TIoKa3aIH pasIndeH papMaKOKHHETHICH PO B CpaBHEHHE ChC 31PaBH JIUIA OT
KaBKa3ku mpousxol. [1o1o0HO Ha TOBa, He ca HAOJIOJaBaHH Pa3IMYUs B IUIA3MEHUS KIIUPBHHC MEXKTY
apoaMepHKaHIIM U JIUIA OT KaBKAa3KU MPOU3XO0/1, TIO/UI0KCHN Ha OPTOTICIUIHA OTICPAIIHsL.

Yeproopobno yspedxcoane - Ciell IOJKOXKHO MPUIIaraHe Ha eTHOKpaTHA /1032 (OHAAMapuHYKC TTPH
WHIWBUIY C YMEPEHO IO TexecT YepHoapoOHo yBpexnaHe (Child-Pugh kareropus B), obmure (T.e.
Ha CBBbP3aHus U Ha HeCBbP3aHUs) Cnax 1 AUC ca ce OHmKMIN choTBETHO ¢ 22% 1 39% B cpaBHEHHE
C MHIWBUIN ¢ HOpMaITHA YepHOApoOHa GyHKIHA. [loHMKeHNTe TIa3MEeHN KOHIIEHTPAlluy Ha
(doHanapuHyKC NPy HHIAUBUIM C YEPHOIPOOHO yBpEKIaHE CEe AbDKAT HA HAMAJICHO CBHP3BAHE C
ATIIL, koeTo € cneACTBUE OT MOHIKEHUTE TIa3MeHu KoHIeHTpamu Ha ATII; ToBa Boau 10
MoBHIIIEeH OBOpedeH KIUpHHC Ha (oHmanapuHykc. CleI0BaTeHO, MTPH MAIUEHTH C JIEKO 10 YMEPEHO
TEKKO YEpHOJIPOOHO yBpEXKIaHE HE Ce 0UaKBa KOHICHTPALIMUTE Ha HECBbP3aHHs (OHAAMAPUHYKC 12
ObJaT MPOMEHEHH U 110 Ta3 NMPUYMHA, OCHOBABAKH ce Ha apMaKOKWHETHKAaTa, He € He0OXOANMO
KOpHUTHpaHe Ha J103aTa.

®dapmakoKHHETHKAaTa Ha QOHAANapUHYKC HE € MPOyYBaHa MPH MALUEHTH C TEKKO YePHOAPOOHO
yBpexaane (Bx. Touku 4.2 u 4.4).

5.3 IlpeaxkJMHUYHU JAHHM 32 0€30MACHOCT

[IpenknmuHIYHUTE TaHHY HE TIOKa3BaT OCOOEH PHCK 3a XopaTa Ha 0a3a Ha KOHBEHIIMOHAITHUTE
(hapMaKoJOTHYHU M3MUTBAHUS 32 OE30MAaCHOCT M T€HOTOKCHYHOCT. [IpoyuBaHusATa 32 MHOTOKPATHO
MIPUJIOKEHUE U PETIPOYKTUBHA TOKCHYHOCT HE IMOKa3BaT 0COOCH PHUCK, HO HE TPECTABST
3aJIOBOJIUTEITHY JIAHHU 3a Mpoduia Ha 6€30MacHOCT OPaIy OrpaHUYEHATA EKCIIO3UITUS TIPH KUBOTHH.
6. DAPMAIIEBTUYHU JAHHHAU

6.1 Chnucbk Ha NIOMOIIHHUTE BelIECTBA

Harpues xnopun

Bona 3a urxexumn

XJI0pOBOAOPOIHA KHCEINHA

Hartpues xuapokcun

6.2 HecbBMEeCTHMOCTH

[Ipu nunca Ha Ipoy4YBaHUsI 32 HECHBMECTUMOCTH, TO3H JICKAPCTBEH MPOIYKT HE TPIOBa J1a CE CMeCBa C
JIPYyTH JIEKApCTBEHU MPOTYKTH.

6.3 Cpok Ha roaHOCT

3 roauHU.
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6.4 CroenuajJH4 yCJOBHUS HA ChbXPaHEHHUE
Ha ce coxpanssa nox 25°C. Jla He ce 3ampa3sBa.
6.5 Bwuawu chabp:kaHue HA ONMIAKOBKAaTAa

Crpknen pesepBoap (1 ml) ot crbkio tun I, rpagyupan ¢ 27 pasaenenus x 12,7 mm urna ¢ 6yTtano ot
XJIOPOOYTHIIOB €TacTOMED.

Arixtra 7,5 mg/0,6 ml ce nmpezanara B onakoBku ot 2, 7, 10 u 20 npeBapUTEIHO HAITBIHEHH
CIIPUHLIOBKH. IMa 1Ba BUIa CIPUHIIOBKHU:

o CIIPHHIIOBKA C YepBEHO OyTajao ¥ aBTOMaTU4YHA CUCTEMa 3a O€30IacCHOCT

o CIIPHHIIOBKA C YepBEHO OyTajo U pbuHA CHUCTEMa 32 0€30MacHOCT.

He Bcuuku BUIOBE ONaKOBKM MOrar Aa ObAaT IMyCHATH B IIpoaaxoa.

6.6 CrnenuajaHu nNpeanasHu MepKHU NP U3XBHPJIsiHEe H padoTa
ITonkokHaTa MHXEKIMSA Ce puiara 1o ChILIUs HAYWH, KAKTO C KJIIACHYECKaTa CIIPHHLIOBKA.

[TapeHTepamHuAT pa3TBOpP TPsIOBa Ja ce Iperieaa 3a HATMYMEeTO Ha YaCTHLIM WM IOMBTHSBAHE MIPEIH
MPUIIOXKEHHE.

Vka3zaHus 3a CaMOCTOSTEIIHO MMPUIIOKCHHUE Ca BKIIFOUCHHA B JIMCTOBKATA 3a MMallMCHTA.

Arixtra IpeBapUTEIHO HAITBJIHEHU CIIPUHIIOBKH Ca Ch3/IaJICHU ChC CUCTEMa 3a 0€30I1aCHOCT Ha
uriara 3a npeanasBase oT yOO>KJaHe OT UIJaTa Cle]] HH)KEKTUPaHe.

HensnonsBanusT JeKapcTBEH NPOLYKT WIK OTHaIbYHUTE MaTEPUANIU OT HETro TpsiOBa J1a ce U3XBBPIIST
B CHOTBETCTBHE C MECTHUTE U3UCKBaHUS.
To3u nekapcTBEH MPOAYKT € CaMo 3a EAHOKPATHO IPHIIOKECHHUE.

7. HHPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Viatris Healthcare Limited
Damastown Industrial Park,
Mulhuddart

Dublin 15,

DUBLIN

Upnanaus

8. HOMEP(A) HA PASPEHLIEHUETO 3A YIIOTPEBA
EU/1/02/206/0012-014, 019
EU/1/02/206/029

EU/1/02/206/030
EU/1/02/206/034

9. JATA HA ITbPBO PAZPEINABAHE/IIOJTHOBABAHE HA PASPEIHLIEHUETO 3A
YIIOTPEBA

[ata Ha mepBO paspemasane: 21 mapt 2002
Hata Ha nocienno nonHossisane: 21 mapt 2007
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10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

[Tonpo6ua nHdOpMarHMs 3a TO3M JIEKapCTBEH NPOAYKT € MpeaocTaBeHa Ha yeo caiita Ha EBponeiickaTa
areHIus Mo JiekapcTBaTa http://www.ema.europa.eu
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1. HME HA JIEKAPCTBEHUA TIPOAYKT

Arixtra 10 mg/0,8 ml HHXEeKIIMOHEH pa3TBOP, MPEABAPUTEIHO HATBIIHEHA CIIPUHIIOBKA.

2.  KAYECTBEH U KOJIMYECTBEH CBbCTAB

Bcesika mpeaBapuTeHO HaITbJIHEHA CIIPHHIIOBKA ChIbpxka 10 mg honmanapuHyKc HATPHIA
(fondaparinux sodium) B 0,8 ml pa3TBop 3a HHKEKITHHL.

[TomomrHO (1) BemecTBO(2) ¢ M3BecTHO AericTBre: Chabpxka mo-manko ot 1| mmol Hatpuit (23 mg) Ha
71032 ¥ 3aTOBA Ha MPAKTHKA HE ChAbPIKA HATPHIL.

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXXTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

WHXeKIHOHEH Pa3TBOP.
Pa3TBOpBT € mpo3pauHa u 6e31BeTHA 0 O1e10 KbJITa TEUHOCT.

4. KJIMHNYHU JAHHU
4.1 TepaneBTHYHU OKA3AHUS

JledeHue Ha BB3pacTHU C OCTPa AbJI0O0OKA BEHO3HA TPOMOO03a U JICUCHHE Ha OCTHpP OenoapodeH
CM6OHI/I3'IJM, C U3KJIIOYCHUEC Ha XEMOJUHAMHWYHO HCCTa6I/IHHI/I MalyeHTH UKW MalluCHTH, ITPU KOUTO €
HE00X0rMa TPOMOOIIH3a WK 0eIoApoOHa eMOOTIEKTOMHUSI.

4.2 ]Iozmpomca U HAYUH HA NMPUWITOKEHUE

Jlo3upoBKa

[IpenopruBanara go3a hoHmanapuHykc € 7,5 mg (mamuenTu ¢ tenecHo tero > 50, < 100 kg) Bemabx
JTHEBHO 4pe3 MOJKOXKHA HHKEKIHs. 3a MaIMeHTH ¢ TejecHo Terio < 50 kg, npenopbuBaHaTa j103a € 5
mg. 3a mareHTu ¢ TejaecHo terio > 100 kg, mpenopwsuBanara g03a e 10 mg.

JlewenuneTo TpsOBa 1a MPOIBIDKY HAH-MAJIKO S5 JTHH U JIO YCTAaHOBSIBAaHE HA a/ICKBaTHA TIepopaiHa
aHTHUKOATYJAIM (MEXTyHAPOHO HOpMAIM3UPaHO choTHOIIeHHE 2 10 3). ChIBTCTBAILO TEPOPATHO
aHTUKOATYJIAHTHO JISYCHHE TPsOBA J1a 3all0YHEe BH3MOXKHO Hail-paHO U OOMKHOBEHO B PaMKHUTE Ha 72
yaca. CpeiHaTa IpoIbIDKUTEITHOCT Ha MPUIIOKEHUE B KIIMHUYHATE U3MUTBAHUA € Ouna 7 THU U
KIIMHAYHUSAT OTUT OT JIeYeHHE 3a ToBede oT 10 1HU e orpaHudeH.

Cneuud)utmu cpynu nayueHmu

THayuenmu ¢ nanpeonana ev3pacm - He e Heo0xoauMo Kopurupase Ha gosata. Ilpu nanuesTu Ha
BB3pacT =75 ronuHy, GoHAAIAPUHYKC TPSAOBA Ja ce Impuiara ¢ BHUMaHue, Thil Kato ObOpevHaTa
(byHKLUMS HaMaJIsiBa C Bb3pacTTa (BX. Touka 4.4).

bvopeuno yepeacoane - DonganapuHykce TpsOBa Ja ce mpujiara ¢ BHUIMaHUe MTPU MAIUEHTH C
yMepeHo 0p0pedHo yBpexkaane (Bk. Touka 4.4).

Hsima omut B moArpyImiata marueHTH ¢ eOHospemMenHo BUCOKO TenecHo Terio (>100 kg) u ymepeno
0B0OpedHo yBpexaane (kpeatnHUHOB KiMpbhHC 30-50 ml/min). B Ta3u moarpyma, ciej npuiarane Ha
IbpBOHAYAIHA 1032 OT 10 mg qHEBHO, MOXe Ja ce OOMUCIN HaMallsiBaHe Ha JHEBHATA 7103a A0 7,5
mg, OCHOBaBalKH ce Ha PapMaKOKWHETUYHO MoJiesiupaHe (Bxk. Touka 4.4).
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donmamapuHyKC He TPAOBa Ja ce Mpuiara MpH MaueHTH ¢ TEXKKO OBOpeUHO YBpEKIaHe
(kpeatnHuHOB KiupbHC < 30 ml/min) (BK. Touka 4.3).

Yeproopobno ysepedcoane - He e He0OX0IMMO KOPUTUPAHE HA J103aTa MMPU MAIUEHTH C JICKO WIIH
YMEPEHO TEKKO YEePHOPOOHO yBpexkaane. [Ipy mamueHT! ¢ TeXKKO YepHOIPOOHO YBPEKIaHE
¢doHanapuHyKc TpsOBa Ja ce Mpujiara ¢ BHUMaHue, Thi KaTo Ta3u Tpyna MalieHTH He € POoyYBaHa
(Bx. Toukn 4.4 u 5.2).

IHeouampuuna nonynayus - He ce mpenoppuBa ynorpedara Ha poHIanmapuHyKc mpu aera mox 17
TOJIMHY MOPAJIH JIUTICA Ha JJaHHU 3a 0€30MacHOCT U e(hukacHOCT(BXK. Touku 5.1 u 5.2).

HauwuH Ha npunoxxenue

DoHpanapuHyKC ce mpuiiara 4pe3 IbJI00Ka MOAKOKHA HHKEKIIHS, TOKATO MAUEeHTHT € B JISTHAIO
noJjoxeHnue. MecraTta Ha PUIIOKEHUE B KOPEMHATa CTeHa TPSIOBa 1a Ce CMEHAT IMMOCTOSHHO MEXKITY
JISIBO U JSICHO aHTEPOJIATePalTHO U JISIBO M IICHO MOCTIaTepaltHo. 3a 1a ce n30erHe 3aryoa Ha
JIEKapCTBEH MPOAYKT, KOTAaTO Ce M3MOI3Ba MPEABAPUTEITHO HAITBJIHEHA CIIPHHIIOBKA, TIPEIH
WHXKEKTUpaHe He TpsiOBa Jla ce 0cBO00XKAaBa BB3IyIIHOTO MEXypUe OT CpUHIIOBKaTa. LlsmaTa uria
TpsiOBa 1a Ob/Ie 3a0MTa NIEPIIEHANKYISIPHO B KOXKHA T'hHKA, 3aXBaHATa C TAJlela 1 MOKa3ajena;
KOKHaTa T'bHKA TPSIOBA /1a ce MPUABPIKA TI0 BpeMe Ha HHKEKTUPAHETO.

3a JOBIHUTENHY YKa3aHMs 3a yIOTpeOa U H3XBBPIISHE BIDKTE ToUKa 6.06.
4.3 IIpoTuBOmoOKAa3aHUA

- CBPBXYYBCTBHTEIHOCT KbM aKTUBHOTO BEIIECTBO WIIM HAKOE OT IOMOIIIHHUTE BEIIECTBA,
n30poeHu B Touka 6.1

- AKTUBHO KJIIMHWYHO 3HAYMMO KbPBCHE

- OCTBHp OaKTepUaICH SHIOKAPIUT

- TeXKO ObOpedHo yBpexkaaHe (KpeaTHHUHOB KIuphHC < 30 ml/min).

4.4 Crhnenuananu nmpeaynpeskaeHus U CeNMAJIHU NPeANa3Hil MepKH PU ynoTpeda

doHpanapuHyKC € MpeJHa3HaueH caMo 3a MOAKOXKHO NMpuiioxkenue. la He ce mpuiara
MHTPaMyCKYJIHO.

OnutsT 0T JeyeHue ¢ GoHAANAPUHYKC HAa XeMOJIMHAMUYHO HECTAaOMITHH NAlMEHTH € OTPaHu4EeH, KaTo
HSIMa OIUT MPH MAIMEHTH, TIPH KOUTO € HE0OX0Ma TpOMOOIH3a, eMOOJIEKTOMHS, HITH MTOCTaBsHE Ha
(GUITHp BHB BEHA KaBa.

Kpveousnusu

®donanapuHyKc TpIOBa Jja ce Ipuiiara ¢ BHUMaHUe MPH NalUeHTH, PH KOUTO UMa IMOBHUILIEH PUCK OT
pa3BHUTHE Ha KPHBOM3IIUB, KaTO MAIMEHTH C BPOJACHU WM MPUAOOUTH HapyIICHUS Ha
KPBBOCHCHPBAHETO (Harp. 6poii Ha TpomGonuTuTe <50 000/mm?), aKkTHBHO YJIIIEPO3HO CTOMAIIIHO-
YpeBHO 3a00JIIBaHE M CKOPOIICH BETPEUYEPeNeH KPbBOU3IHNB, KAKTO U CKOPO CJie]] MO3bUHA,
rpbOHAYHOMO3bYHA WIIM OYHA ONEPalsl U MPH creurn(pUIHYU IPYIH HalUeHTH, KAKTO € IOCOYEHO I10-
J0Iy.

KaxTo mpu qpyruTte aHTHKOAryJIanTH, (hoHmanapruHyKC TpsAOBa /1a ce mpuiiara ¢ BHUMaHue MpH
NalMeHTH, KOUTO CKOPO ca MpeThpIey onepauus (<3 JHH) U caMo clie]l KaTo € 3BbpIIeHa
XUPYpPrU4Ha XeMocTasa.

CpencTBa, KOUTO MOBHUIIIABAT PHCKa OT Pa3BUTHE HA KPHBOM3JIMB HE TPsiOBa J1a ce Impuiiarat
€HOBPEMEHHO ¢ GoHAanapruHyKc. TakuBa cpeAcTBa BKIIOYBAT Ae3UpyauH, GudpruHoauTuim, GP
[Ib/111a penenTopHY aHTArOHUCTH, XEIIAPHH, XSITAPHHOUIM WIIA HUCKOMOJIEKYJIHU xermapuHu. [1o
BpeMe Ha JICUeHHE Ha IBI00Ka BeHO3HA TpoMO03a TpsOBa 1a ce Impriiara €IHOBPEMEHHO JICUCHHE C
aHTaroHUcT Ha BuTamuH K cropen nadopmanmsara, npuioxxkeHa B Touka 4.5. Jlpyru aHTHarperaHTHU
JIEKapCTBEHU MPOAYKTH (AUETHICATUIINIOBA KUCEINHA, TUIUPUAAMOIN, CyI(UHIHPA30H, THKIOMHANH
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nu kinormmaorpen), kakto 1 HCIIBC Tpsa6Ba na ce mpriiarat ¢ moBuiiieHo BHUMaHue. [Ipu
HEOOXOAMMOCT OT STHOBPEMEHHO IIPIIIOKEHHUE € He0OX0IUMO CTPOTo HAOIIOICHNE.

Crnunanna /Enudypanna anecmesust

B ciydait Ha XupyprudHE MaHUTYJIAIWY P TAIMEHTH, PHeMaIiy GOoHAaMapuHyKC MO-CKOpo 3a
JedeHNE Ha BEHO3HA TPoM003a, OTKOJIKOTO 3a IIpoHIakTHKa, HEe TPSOBA J1a ce U3IT0/I3Ba
CIMHATHA/ENHUypaliHa aHECTE3HSL.

IHayuenmu 6 HanpedHana ev3pacm

[NaruenTHTE B HaNpeIHANA BH3PACT Ca C MOBUIIICH PUCK OT KbpBeHE. Thil kKaTo OBOpevHaTa PyHKIHS
0OMKHOBEHO HAMaJIsIBa C Bb3PACTTa, ITPH MAIUCHTUTE B HAMPEIHANIA Bh3pacT MOXKe J1a ce HaOJIro/1aBa
HaMaJICHO eJIMMHUHHPAHE 1 TIOBUIIICHA eKCITO3UIHS Ha (hoHIanmapruHyKc (BX. Touka 5.2). CrydanTe Ha
KbpPBEHE IMPH MAIlEHTH Ha BB3pacT <65 roauHu, 65-75 roguuu u >75 ToguHu, NpueMaIiu
MpernopbhYBaHaTa 1032 3a JICUCHHE Ha TBJIOOKAa BEHO3HA TpoMOo03a wiH OenoapodeH eMOoIn3bM ca
ommm croTBeTHO 3,0 %, 4,5 % 1 6,5 %. CHOTBETHUTE YECTOTH MPH MAITUCHTH, IPUEMAIITH
MperopbhYBaHaTa 1032 EHOKCAIIApPHH 3a JIeUeHNe Ha ABI00Ka BEHO3HA Tpombo3a ca 6mmm 2,5%, 3,6% u
8,3%, mokaTo ciayvauTe MpU MAalMEHTH, IPHEMAIIY MPETOpbhUBaHaTa 1032 He(PaKIUOHUPAH XeTapuH
3a JedeHne Ha 0enoIpoOeH eMOOIN3bBM ca OUITN CHOTBETHO 5,5%, 6,6% u 7,4%. GoHmanapuHyKc
Tps0Ba Ja ce mpujlara C BHUMaHUe TPH MMAMEeHTH B HAaIIpeHaNIA BB3pacT (BK. ToUka 4.2).

Hucxo menecno meeno
KIuHUYHUAT ONTUT € OrpaHryeH MpH MarueHTH ¢ TenecHo Terio <50 kg. dormanapuHykc TpsOBa 1a
ce Mpuiara ¢ BHUIMaHue B THEBHA J103a OT 5 mg Mpu Ta3u rpyna nauueHTH (Bx. Touku 4.2 u 5.2).

bvbpeuno yspescoane

PHCKBT OT KbpBEHE Ce YBENINYaBa ¢ yBelMuaBaHe Ha ObOPEUHOTO yBpexkaaHe. M3BecTHO ¢, ue
(doHaanapuHyKc ce eKCKpeTupa riaaBHo upe3 ObOpenute. CiaydanTte Ha KbPBEHE NPH MAIIMEHTH,
MpUeMaIly MpernopbyBaHaTa J103a 3a JICUeHHE Ha IbII00KA BeHO3Ha TpoMmOo03a u OenopodbeH
eM00JIM3bM ¢ HopMaiiHa OBOpedHa (yHKIHS, JeKo ObOpeYHO yBpexkIaHe, yMepeHO ObOpedHO
YBPEKIaHE U TEKKO OBOpEUHO yBpexkaaHe ca ounu chotBeTHO 3,0 % (34/1 132), 4,4 % (32/733),
6,6% (21/318) u 14,5 % (8/55). CnyuauTe npu NaiueHTH, IpyueMalily npernopbhuyBaHaTa 103a
EHOKCarapyH 3a JIeueHue Ha JbJI00Ka BEHO3HA TpoMOo3a ca Omimn choTBeTHO 2,3% (13/559), 4,6%
(17/368), 9,7% (14/145) n 11,1% (2/18), a npu manmueHTH, MpUEeMaIIy MpenopbyBaHaTa J03a
HeQpaKIMOHUpaH XeTapyH 3a JieueHne Ha 0eTopoOeH eMO0Iu3bM ca OMITM ChOTBETHO 6,9%
(36/523), 3,1% (11/352), 11,1% (18/162) u 10,7% (3/28).

®DoHanapuHyKc € MPOTHBOIIOKA3aH MPH TEKKO ObOPEUHO yBpexkIaHe (KpeaTHHUHOB KIIUPHHC

<30 ml/min) u TpsOBa ja ce mpuIara ¢ BHUMaHHUe TPH MAIEHTH ¢ YMEPEHO TEKKO ObOpedHO
yBpexaane (kpeatnHuHOB KiupbHC 30-50 ml/min). [IpogbmkurenHocTTa Ha IeUeHre He TPsIOBa Aa
MIPEBHUIIIaBA OIICHEHATA IO BPEME Ha KIIMHUYHO Mpoy4BaHe (cpeaHo 7 mau) (Bxk. Touku 4.2, 4.3 u 5.2).

Hsma onut B moArpymnaTa nalyeHTH ¢ eIHOBPEMEHHO BHCOKO TesecHo Tero (>100 kg) u ymepeHo
TeXK0 ObOpedHo yBpexaane (KpeaTHHHHOB KiaupbHC 30-50 ml/min). ®onpanapuHyKe TpsOBa n1a ce
npuiiara ¢ BHUMaHue Npy Te3u nauuentu. Cie npuiarade Ha mbpBoHavdanHa 1o03a ot 10 mg AHEBHO,
MOJKe J]a ce 0OMHUCIIM HaMallsiBaHe Ha JTHEBHATA J103a A0 7,5 mg, OCHOBaBalKu ce Ha
(bapMaKOKHHETHYHO MOAEINpaHe (BXK. Touka 4.2).

Teoicko uepnodpobHo yepedcoare

[Ipunoxennero Ha GpoHAaNApUHYKC TPsAOBa Aa ce OOMHUCIN BHUMATEIHO, Thi KaTo MPH NALMEHTH C
TEKKO YEPHOJIPOOHO yBPEXK/IaHE MMa TIOBHUIIIEH PUCK OT KbPBEHE MMOPaJIv JIMTica Ha (hakTopH Ha
KPBBOCHCUPBAHETO (BXK. Touka 4.2).

Hayuenmu c xenapurn unoyyupana mpomboyumonernus (HIT)

®doHganapuHyKc TpsiOBa Ja ce M3MO0JI3Ba C TIOBUIIIEHO BHIMAaHKE TIPY TAIIMEeHTH ¢ aHamHe3a 3a HIT.
EdukacHoctTa 1 6e3omacHoCTTa Ha (DOHJAMAPHHYKC HE Ca MPOYYBAHU OPHUIMATHO NP TTAIUEHTH C
HIT un 1. ®onganapunykc He ce cBbp3Ba ¢ TpoMOoLTeH PakTop 4 1 OOMKHOBEHO HE pearupa
KPBCTOCAHO ChC CEPYM OT MAIMEHTH ¢ XenapuH uHaynupana rpomoonuronenus (HIT) Tum I1. Bee
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TIaK PSIKO Ca MOTydaBaHH CIIOHTaHHY choOmeHus 3a HIT npu manueHTy, JIeKyBaHH C
(b oHIanapuHyKc.

Anepaus KoM aamexc

[IpenmasurensT Ha UriIaTa Ha MPeIBaPUTEITHO HATBITHEHATA CIIPUHIIOBKA ChABPIKA CyXa HaTypaHa
JIATEKCOBa TyMa, KOATO MOXKE Ja MIPEeIN3BHUKA aJleprUuHU PEeaKluy IPH X0pa, IyBCTBUTEITHH KbM
JaTeKc.

4.5 B3auMmoaeiicTBHE ¢ IPYTU JeKapCTBEHH MPOAYKTH U APYrH (popMH HA B3auMo/eiicTBHE

PHCKBT OT KbpBEHE Ce MOBHUIIIABA MTPY SIHOBPEMEHHO MPUIOKECHHE Ha (DOHIANAPHHYKC ChC CPEJICTBA,
KOWUTO MOTaT J1a MMOTCHIINPAT PHCKA OT Pa3BUTHE HA KPHBOM3INBH (BK. TOUKa 4.4).

B ximHWYHY ipoyuyBaHus ¢ (QOHIANAPUHYKC, IEPOPATHU aHTUKOATYJIaHTH (BapdapuH) He
B3aUMOJICHCTBAT Ha (PapMaKOKUHETUYHO HUBO ¢ (GOHIAMApHHYKC; TPH MPUIIOKEHHE HA 1032 OT 10 mg
B M3MHUTBAHKS 33 B3aUMOJICHCTBIE, (OHAAApUHYKC HEe TIOBJIHSIBA aHTUKOAryJIallHOHHATA aKTHBHOCT
(INR) Ha BapdapuH.

TpomboruTarTe MTHXUOUTOPH (aneTwicanunuioBa kucennnaa), HCIIBC (nupokcrkam) U TUTOKCHH HE
B3aUMOJIeHCTBAT Ha (PapMaKOKMHETHYHO HUBO C (poHmamapuHyKc. B M3nuTBaHus 3a B3aUMOJCHCTBHE,
(hoHIanapuHyKcC, MPUIOKEH B 103a 10 mg, He MOBJIMsIBA BPEMETO Ha KbPBEHE MPH JICUCHUE C
aIeTUICATUIIIIOBA KUCEITUHA WITH MUPOKCHKAM, HUTO (hapMaKOKUHETHKATa Ha JTUTOKCHH B
CTallMOHAPHO CHCTOSHUE.

4.6 @epruaurer, )peMEHHOCT U KbpMeHe

Bbpemennocr

Hama HanunuHu KIMHUYHA JaHHU 3a IPHUIIOKCHUEC 110 BpEME Ha 6pCMeHHOCT. EKCHCpI/IMCHTaﬂHI/ITC
MPOYYBaHUS MPH KUBOTHH Ca HEJOCTATHYHHU 110 OTHOIIICHHE HA BIHSIHAETO BEPXY OPEMEHHOCTTA,
eMOPUOHATTHOTO/(PETATHO Pa3BUTHE, PAXKIAHETO U TIOCTHATATHOTO Pa3BUTHE MTOPAJIH OrpaHHYCHATa
ekcrio3uis. GoHanapuHyKC He TpsIOBa J1a ce M3M0JI3Ba Py OPEMEHHHM KEHH OCBEH B CIIydail Ha
KaTeropuuHa HeoOXOIUMOCT.

Kvpmene

DoHanapuHyKC ce eKCKpeTHpa B KbpMaTa Ha IIbXOBE, HO HE € U3BECTHO JaJI CE eKCKPETHpa B
yoBelIKaTa KbpMa. KbpMeHeTO He ce mpenopbyBa 110 BpeMe Ha JieueHue ¢ hoHaanapuHykc. Beapexu
TOBA, IEpOpATHATa Pe30pOLHUs MPHU JIela € MAJIKO BEpOSTHA.

DepTUIIUTET

Hsma nannu 3a edexra Ha poHmanapuHyKc BEpXY (GepTUInNTETa MpH Xopa. M3nureanusTa npu
JKUBOTHHU HE MOKa3BaT e)eKT BbPXY (epTUIIUTETA.

4.7 EdexTu BbpXy cioco0HOCTTa 32 modupaHe 1 padora ¢ MAIUMHHA

Hsima nmpoyuBanus 3a eekTuTe BHpXY CIIOCOOHOCTTA 32 IOQHpaHe 1 padoTa ¢ MaIIMHH.

4.8 Hexenanu JekapcTBeHH peaKINU

Haii-yectute cepno3Hu HeXeNaH!U PeaKUH, ChOOIIaBaHu IPpX GOHAAMAPUHYKC Ca yCIOKHEHUS,
CBBP3aHU C KbpBEHE (C Pa3IUIHO MECTOIOJIOKEHHE, BKIFOUUTEITHO U PEJIKH CITyYad Ha BhTpeUYepernHo/
BBTPEMO3BYHO U PETPONIEPUTOHEATHO KbpBeHe). DoHaanapuHyke TpsOBa Ja ce mpujara ¢ OBUIIIEHO
BHUMAaHUE MPH NMAIMEHTH, KOUTO UMAT IOBHUILEH PUCK OT KbpBEHE (BK. ToUKa 4.4).

be3zonacHocTTa Ha QoHIAAPHHYKC € OlleHIBAHA TIPH:

- 3 595 nanueHTH, MMOIJI0KEHH Ha TOJIIMa OPTOIEAMYHA ONIEPALlMs Ha TOJHUTE KPaHHHUIINA U
JeKyBaHU 3a repuoA 10 9 qau (Arixtra 1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)
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- 327 nmarueHTH, onepupany 3a ppaktypa Ha OeapeHara KOCT, JIEKYBaHH 3a 3 CEAMHUIIH CIIe
HavajgHa npoduaakThka 3a 1 cenmuna (Arixtra 1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 1 407 manmeHTH, TOAJIOKEHN Ha KOPEMHA OTepalys, JIEKyBaHu 3a nepuon 10 9 nau (Arixtra
1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 425 manueHTH ¢ PUCK OT pa3BUTHE HAa TPOMOOEMOOIMYHY YCIIOKHEHUS, JIEKyBaHH 33 TIEPHOJ JI0
14 nam (Arixtra 1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 10 057 maruentu, nonxy4asamy Jiedenue 3a UA wiu NSTEMI ACS (2,5 mg/0,5 ml)

- 6 036 manuenTn, nomy4asamu Jiederre 32 STEMI ACS (Arixtra 2,5 mg/0,5 ml)

- 2 517 mauueHTH, TeKyBaHH 32 BEHO3HAa TPOMOoeMOomus ¢ (hoHAamapuHYKC 3a CPEAHO 7 JHH

(Arixtra 5 mg/0,4 ml, Arixtra 7,5 mg/0,6 ml u Arixtra 10 mg/0,8 ml).

Te3u HEeXKENaHN peaknuy TPSOBA 1a Ce MHTEPIPETHPAT B XUPYPTHYHUS FITH MEIUITMTHCKH KOHTEKCT Ha
nokazanusTa. [IpodnrbT Ha HeXemaHUTE CHOUTHS, CHOOIIICHH B ITpOrpamMaTa 3a OCThP KOPOHAPEH
CUHJIPOM, € B ChOTBETCTBHUE C HEXKEIIAHUTE JICKAPCTBEHU PEaKIIUU, YCTAHOBEHU MPH MPO(HIaKTHKA Ha

BEHO3HA TPOMOOEMOOITHSI.

Hexenanute peakiuu ca u30pOSHH 10 CHCTEMO-OPTaHeH KJIac M 4ecToTa. YeCTOTHUTE Ce OMPEEsAT
Kato: MHOTO yect (> 1/10), wectu (> 1/100, < 1/10), veuectu (> 1/1 000, < 1/100), penku
(> 1/10 000, < 1/1 000), MHOTO pezkH (< 1/10 000).

CucremMo-opratex yecTH HeYeCTH penku
KJIac (=1/100,<1/10) (=1/1 000, < 1/100) (=1/10 000, < 1/1 000)
MedDRA
Ungpexyuu u UH(EKIUS Ha
unpecmayuu HIOCTONEPATHBHU PaHU
Hapywenus na aHemus, TPOMOOIIUTOTICHHS, PETPOTIEPUTOHEATHO
Kpbeéma u iumM@Hama | MOCTONePATUBEH TpoMOOLIUTEMUS, KbPBEHE
cucmema KPBHBOU3JIMB, YTEPO- TPOMOOIUTHA 4epHOIPOOHO,
BarvHaJICH aHOMaJTnH, BBTPEYEPEITHO/BHTPEMO
KPBBOM3JIUB , HapyIIEeHHS Ha 3BYHO KbPBEHE"
XEMOIITH3a, XeMaTypusl, | KpbBOChCUPBAHETO
XEeMaToOM, KbPBEHE OT
BEHIIUTE, MyPIypa,
eMUCTAKCHC,
CTOMAIITHO-YPEBHO
KbPBEHE, XeMapTpo3a ~,
KPBBOM3JIUB B OKOTO ,
obpasyBaHe Ha
CHHUHH
Hapywenus na aJlepruyvHa peakius
UMYHHAMA cucmema (BKJTFOUHTEITHO MHOTO
PEIKH cilyyau Ha
aHTHOCICM,
aHa(MIIaKTOU/THA/aHa
(uIaKTHYHA peaKius)
Hapywenus na XUITOKATHEMUS,
Memaboausma u MOBUIIABEH
Xpanenemo HeOeNThYeH a30T
(Npm)"”
Hapywenus na ri1aBo0oIHe 0E3M0KOHCTBO,
HepeHama cucmema 00BPKAHOCT,
3aMaliBaHe, CbHIIMBOCT,
CBETOBBPTEIK
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Cucremo-opranen
KJac

4ecTH
(> 1/100, < 1/10)

HEYEeCTH
 1/1 000, < 1/100)

penku
(=>1/10 000, < 1/1 000)

MedDRA

Cv008u HapyuieHust XUIIOTOHUS

Pecnupamopnu, 3a0yX KaluIna

2PBbOHU U

MeOUuACmuHanHu

HapyweHus

Cmomawno-upesnu rajicHe, MOBPbIIaHE KOpeMHa 00JIKa,

HapyuieHus JUCIICTICHS, TaCTPHT,
3areK, Juapus

Xenamobunuapnu OTKJIOHEHHS B OuTHpyOHHEMHS

HapyuieHus pe3yaTaTuTe OT

(hyHKIIMOHATHA
H3CICABAHMS Ha
qepHUS Ipo0,
MOBHUIIIABAaHE HA
CTOMHOCTHUTE Ha
4epHOAPOOHHUTE
€H3UMU

Hapywenus na
Koorcama u
NOOKOJCHAMA MbKAH

epUTEMaTO3eH 00pHB,
ChpOeK

Obwu Hapywenus u
Hapywenus Ha
MACMoOmo Ha
npunoicenue

OTOK, iepudepeH
OTOK, 0OJIKa,
ITIOBUIIICHA
TeMIeparypa, rpbaHa
00JKa, ceKperus oT
paHara

peaxius Ha MSICTOTO Ha
UHKEKTUpaHe, 00Jka B
Kpakara, ymopa,
3auepBsiBaHe, CHHKOII,
TOpEeLIH BBJIHH,
TCHUTAJICH OTOK

@ Npn o3nauaea nebenmvueHn azom, m.e. ypes, NUKOYHA KUCETUHA, AMUHOKUCETUHU U M.H.
* HJIP, e¢v3nuxnanu npu no-eucoxu oosu 5 mg/0,4 ml, 7,5 mg/0,6 ml u 10 mg/0,8 ml.

Cpo011aBade Ha NOJA03UPAHU HEXKEIIAHN DEAKIIAU

CroOmiaBaHeTo Ha MOIO3UPAHU HEXKEIIAHN PEAKIIUU CIie] pa3pelaBaHe 3a yrnorpeda Ha JeKapCTBEHUS
MPOAYKT € BaKHO. TOBa IMO3BOIISIBA Ja PO IBIDKH HAOIIOIEHNETO Ha ChOTHOIIIEHUETO TOJI33/PUCK 32
JeKapCTBEeHUS MPOAYKT. OT METUIIMHCKUTE CIICIIHATUCTH Ce M3UCKBA J1a ChOOIIaBaT BCAKA
M0JI03UPaHa HeXKEIaHa PeaKilus Ype3 HAIMOHAIHA CUCTeMa 33 ChOOIaBaHe, MOCOYCHA B

IIpunoxxenue V.

4.9 Ilpeno3upane

®doHganapuHyKC B JO3H IMO-BUCOKH OT MPEMOPhUaHUTE MOXKE Ja JIOBEJIE JI0 MIOBUIIICH PUCK OT
KkbpBeHe. HsiMma mo3HaT aHTHI0T Ha (poHaanapuHyKC.

[Ipu npeno3upane, yCI0KHEHO C KbpPBEHE, JICUEHUETO TPSOBA J1a e MPEKBCHE U JIa CE MMOThPCH
IEPBUYHATA IPUIHMHA. TpsOBa 1a ce 0OMHCITN 3aIT0YBaHE HA MTOAX OISO JICUCHUE KATO XUPYPIHIHA
XeMOCTa3a, KpbBOMPEINBaHe, TIPEIMBaHE Ha MPSACHA IJIa3Ma, miazMadepesa.

5. ®APMAKOJIOTTYHU CBOMCTBA

5.1 ®apmakoguHAMHYHH CBONCTBA

®dapMakoTepaneBTHYHA TPYIIa; aHTUTPOMOOTUYHHU CPEJICTBA.
ATC xox: BO1AXO05

(DaDMaKoauHaMMHHU ed)ekmu
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®doHganapuHyKC € CHHTETHYCH U CeJICKTUBECH MHXHOUTOP Ha akTuBHpaH (akrop X (Xa).
AHTHTPOMOOTHYHATA aKTUBHOCT Ha (POHIAIAPUHYKC € Pe3yNTaT OT MEIUUPAHOTO OT aHTUTpoMOuH 111
(aHTUTPOMOMH) ceneKTUBHO NHXHOUpaHe Ha (akTop Xa. Upes ceneKTHBHO CBBbpP3BaHE C
aHTUTPOMOWH, (poHmamapuHyKc noTeHIrpa (okoio 300 mbTH) ecTeCTBeHAaTa HEYTpaIu3allis Ha
¢akxrop Xa ot anTuTpoMOuH. HeyTpanmsupaneTo Ha pakTop Xa mpekbcBa KoarynalpioHHaTa KacKaua
¥ MHXHOHMpa KakTo 00pa3yBaHETO Ha TPOMOMH, Taka M Pa3BUTUETO Ha TpoMO. DoHIanapuHyKC HE
WHAKTUBUpA TpoMOuHA (akTuBHpaH (axTop 1) u He oka3Ba eeKT BbpXy TPOMOOIUTHTE.

[Tpu npunoxeHne B TepareBTHYHH A03U (POHAANAPUHYKC HE IOBJHSIBA B KIIMHUYHO 3HAYMMa CTETIeH
PYTHHHHUTE KOaryJalMOHHU TECTOBE KaTO akKTUBUPAHO MaplHaiHo TpomOomaacTiHoBo Bpeme (aPTT),
aKTHBUPAHO BpeMe Ha KpbBocheupBaHe (ACT) nimn Tura3MeHUTe TECTOBE 3a MPOTPOMOMHOBO BpeMe
(PT)/Mexnynapoano crangaptusupano ckotHoiienue (INR), kakTo u Bpeme Ha KbpBeHE U
¢ubpuHOTUTHYHA aKTHBHOCT. Bee mak ca mosryuaBaHu peKH CIOHTaHHU ChOOIICHHS 32 YAbKaBaHe
Ha aPTT. B no-Bucoku 1034, Morat Aa HacThIsAT ymepeHnu npomenu B aPTT. Ilpu npunoxenue Ha
o3 oT 10 mg B m3MUTBaHU 32 B3aUMO/ieiicTBHe, (OHIATApUHYKC HE TIOBIUSIBA 3HAUUTEITHO
aHTHKoaryJaironHaTa aktuBHOCT (INR) Ha BapdapuH.

DoHpanapuHyKc OOMKHOBEHO HE pearupa KpbCTOCAHO ChC CEPYM OT HALMEHTHU C XEeMapuH
MHIyNpaHa TpoMOonHTONeHus. Bee mak psaKo ca moiaydaBaHu cliOHTaHHU choOmmeHust 3a HIT mpu

MAIUCHTH, JIEKYBaHU ¢ (DOHIATIapUHYKC.

Knunuunu usnumeanus

KnmanynaTa nporpama 3a (poHIanapuHyKC IPpH JICYeHHE HAa BEHO3HA TPOMOOEMOOIIus € Ch3/IajieHa, 3a
Jla TIoKake eprKacHOCTTa Ha (POHJAMAPUHYKC 3a JIeUeHHe Ha JhI00Ka BEHO3HA TpoM0O03a U
oenoapoben embonmu3bM. B koHTponmpany knuanyHn u3nuteanus ¢aza I u 111 ca BiroueHn Hax

4 874 manueHTu.

Jleuenue Ha OvaboKa 6eHO3HA MPoMOO3a

B enHO paHaOMU3MpaHO, TBOWHO-CIISTIO KIIMHUYHO W3MTUTBaHE MPH MAIlMEHTH C MOTBHPJIcHa AHarHo3a
oCTpa CHMIITTOMaTHYHA JbJI00Ka BEHO3HA TPOM0O03a, hoHmanapuHykc 5 mg (TenecHo terio < 50 kg),
7,5 mg (tenecHo Terno > 50 kg, < 100 kg) wim 10 mg (tenecuno terso >100 kg), npunara mojKoxKHO,
BEJIHBK JHEBHO € CPaBHEHA C eHOKcamapuH Hatpuil 1 mg/kg, mpuiiaran moaKkoxHO, JIBa TbTH JTHEBHO.
JlexyBanu ca 06110 2 192 naigeHTy; 3a ABETe IPYyIH MAIUSHTUTE ¢a JICKYBaHU 3a Hal-MajKo 5 IHU U
1o 26 mau (cpenuo 7 aau). U aBeTe rpynu Ha JeUeHHE ca IpHeMalld aHTarOHUCT Ha BuTamMuH K, xato
JICUCHHUETO C HETO € 3aM0YBaJI0 B pAMKHUTE Ha 72 yaca clie/l MPUIOKEHUETO Ha MTbPBOTO M3MTUTBAHO
JIEKapCTBO U € MPpOoIbKaBaiio 3a 90 £ 7 mHU C peryispHa MpoMsiHa Ha 10o3ute 3a nmocturane Ha INR ot
2-3. [TepBuuHaTa KpaifHa TOYKa 3a ehUKACHOCT € OMIIa ChUETaHUe OT MOTBBPJCHA CHMIITOMATHYHA
pennuBrpania HedaraaHa BEHO3HA TPOMOoeMOous u (haTarHa BEHO3HA TPOMOOEMOOIHS,
JIOKJIaIBAHU JI0 JieH 97. Y CTaHOBEHO €, ue JICYeHUETO ¢ (POHAAMAPUHYKC € C He MO-MaKa e(UKACHOCT
OT JICUEHUETO C CHOKCanapuH (YECTOTHTE Ha BEHO3HA TPOMOOEeMOoJIust ca OMIIi ChbOTBETHO 3,9% 1
4,1%).

Cepro3HO KBPBEHE TI0 BpeMe Ha HA9aTHUS MIEPHO/T Ha JiedeHne ¢ HadmroaaBano mpu 1,1% ot
ManueHTruTe Ha (JoHAanapuHyKc B cpaBHeHHE ¢ 1,2% OT manueHTUTe Ha €eHOKCANapyH.

Jleuenue na 6enodpoben embonuzLM

[Tpn manmeHTH ¢ OCTHP CUMNITOMATHYEH 0e0APOOEH eMOOIM3BM € MIPOBEICHO PAaHAOMU3HPAHO,
OTBOpPEHO KIMHUYHO M3NUTBaHe. Jlnarnosara e nmoTBbp/cHa 4pe3 OOEKTUBHE METO/IM HA U3CJICABAHE
(xoMmmoTBpHA TOMOTrpadus Ha 051 ApoO, benoapoOHa anrnorpadus win cnupantHo KT ckenupane).
U3kimovenn ca manueHTuTe, TPy KOUTO ca OUITH HEOOXOJUMH TPOMOOIIH3a, eMOOIEKTOMHUS HITH
bunThp HA Vena cava. PannoMu3npannTe MaMeHTH O MOTJIO Ja ca JISKYBAaHH IPEIBAPUTEIIHO C
HeQpaKIMOHUpaH XeMapyH, [0 BpeMe Ha CKpUHUHroBaTa (pasza, HO MaEeHTHUTE, JIEKYBaHH 3a OBEYE
oT 24 yaca ¢ TepaneBTHYHA /1032 AaHTHUKOATYJIAHT WM C HEKOHTPOJIMpaHa XUIIEPTOHUS , ca OHITN
n3koueHu. @onnanapunykc 5 mg (renecHo terno < 50 kg), 7,5 mg (tenecno terno > 50 kg,

<100 kg) nnu 10 mg (tenecno terio >100 kg), npunarana noAKOXHO, BEAHBX AHEBHO € CpPaBHEHA C
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HepaKIMOHUPAH XEIapHH, IpUiarad KaTo HHTpaBeHO3Ha 0onycHa urkekius (5000 1U), mociensan
OT MPOABIDKUTEITHA HHTPABCHO3HA HH(Y3MS, IPUTOICHA 32 MOAAbpKaHe Ha 1,5-2,5 mpTH
KoHTponHUTe cToiHOCTH Ha aPTT. JlexkyBanu ca o6mo 2 184 mauueHTH; 3a 1BETE IPyNHU MALUCHTUTE
ca JIeKyBaHH 3a Hail-MaJlko 5 THH U 10 22 nHU (cpeaHo 7 nguu). M ABeTe rpynu Ha JedeHue ca
MpHeMaly aHTaroHKCT Ha BUTaMUH K, KaTo JIEYEHHETO ¢ HETO € 3aI04BaJio B paMKHUTE Ha 72 daca
CJIeNl TbPBOTO MPHIIOKEHNE Ha M3MMATBAHOTO JIEKAPCTBO M € MPOoAbKaBaio 3a 90 + 7 qau ¢ perymisipHa
npoMsiHa Ha go3uTe 3a nocturane Ha INR ot 2-3. [TspBuyHaTa kpaifHa TOUKa 32 €pUKACHOCT € Ouiia
ChUETaHHUE OT IMOTBBP/ICHA CUMIITOMATHYHA PEIUANBHpaIia HedaTaaHa BEHO3HA TPOMOOEMOOHS 1
(daraaHa BEeHO3HA TPOMOOEMOOIHS, JOKJIaIBaHU 10 JcH 97. Y CTaHOBEHO €, Ue JICUCHUETO C
¢doHaanapruHyKc € ¢ He Mo-Maika e(UKacCHOCT OT JICYEHUETO C HepaKIIMOHUpaH XenaprH (4ecToraTa
Ha pa3BUTHE Ha BEHO3HA eMOoJns ¢ Ouna chotBeTHO 3,8% u 5,0%).

CepI/IO3HO KBbpPBCHC 10 BPEMEC HAa HaAYAJIHUA NEPHUO/ HA JICHCHHUC € Ha6J'IIOI[aBaHO npu 1,3% OoT
MMaIMCHTUTC Ha q)OHHaHapI/IHy'KC B CpaBHCHHUC C 1,1% OT MAaUCHTUTC Ha HG(I)paKIII/IOHI/IpaH XCIapHuH.

OcHOBHO NPoyYBaHe 32 YTOYHsIBAHE Ha /103aTa U (PAPMAKOKHHETHYHMUTe apaMeTpH Ha
(onpanapuHykc npu gena ¢ 1bJA00Kka BeHO3HA TPoMO03a

B oTBOpeHO m3nuTBaHe Ha 24 nenuatpuyan namuerTy (n=10, Ha Bb3pacT 1 1o < 5 roxuHU, ¢ TEIECHO
terno 8-20 kg; n=7, Ha BB3pacT 6 no < 12 rogunu, c TenecHo terio 17-47 kg u n=7 Ha BB3pacT 13 1m0
< 18 roaunu, ¢ TenecHo teriio 47-130 kg), nuarHocTunMpanu ¢ AbI00Ka BEHO3HA TpoM003a Ipu
3allMCBaHe B M3MIUTBAHETO, € IpWIIoKeH GoHnanapuaykc. [lo-roisiMa yact oT malMeHTUuTe ca OuiH ¢
JaTHHO-aMEPHUKAHCKU Ipousxox (67%) u 58% ca 6unm ot Mbxkku nos1. PoHganapuHyKC € Ipuiarad B
HavanHa 1o3a ot 0,1 mg/kg monKoKHO BEAHBK AHEBHO, KaTO JIO3UPAHETO € KOPUTHPAHO 10
JIOCTUTaHE Ha MMKOBA KOHIICHTpanus Ha poHaanapuHykc Hatpuii ot 0,5 1o 1 mg/l cien 4 yaca.
Menmnanara Ha IPOABIDKUTETHOCTTA Ha JICYSHUETO B TOBA M3NUTBaHe € Owma 3.5 mau. [lo-romsma gact
ot nauueHtute (88%) ca JOCTUrHAIM TApreTHUTE KOHLIEHTPALUH Ha QOHAANapUHyKC Ha YETBbPTHS
Yac clie/i NpUIoKEHNe Ha TbpBaTa 1032 GOHAanapruHyKC.

CB0OIICHO € 3a KbpPBEHE 110 BpeMe Ha M3IMMTBAHETO MPHU JBaMa MalueHTH . EMUHUST MalueHT e
pa3BWII XUIIEPTOHNYHA eHIle(haonaTus ¢ BbTPEUEPEHO KbPBEHE Ha S-THUsl ICH OT JICYCHUETO, KOETO €
JIOBEJIO JI0 CIIMpaHe Ha MPWIoKeHUueTo Ha Gonpanapuaykc. Crnabo racTpoOMHTECTUHAITHO KbpBEHE €
CHOOIICHO MPH APYT MAIMEeHT Ha 5-TUs JIeH OT JICYUSHHETO, KOETO € JOBEJO JI0 BPEMEHHO CIIMpaHe Ha
NpUIOKEHUETo Ha poHmanapuaykc. He Moxke 1a ce HarpaBu 3akiroueHHE 3a KIIMHUYHATa e(hUKaCHOCT
OT TOBA HEKOHTPOJIMPAHO U3ITUTBAHE.

5.2 dapmakOKMHETHYHH CBOWCTBA

dapmakoKkHHEeTHKaTa Ha POHAAapUHYKC HATPUH c€ YCTaHOBSIBA OT IUIA3MEHUTE KOHLEHTPALUH Ha
(dboHanapuHyKc, I3MEPEHU upe3 aHTH-(PakTop Xa akTUBHOCT. CamMo (oHAamapuHyKC MOXKe Ja ce
W3M0J13Ba 32 KannOprupaHe Ha aHTH-Xa aHan3a (MEeXIyHapoHUTE CTAHJapTH 33 XEeapuH WIIH
LMWH He ca noaxozasuy 3a ToBa NpuiioxkeHue). B pesynrtar koHueHTpauusaTa Ha poHIanapuHyKC ce
n3passBa B MUJIUTpamMu (mg).

Abcopbyus

Cren moakoXXHO npuiiarane ¢poHAanapuHyke ce abcopoupa nu3LsuIo 1 6bp30 (abCcoMoTHA
ononanmmuHocT 100%). Crie npuiarane Ha eiHa MOJKOKHA HHXKEKIHs (oHAaapuHyKe 2,5 mg Ha
MJIaJIF ¥ 3/IpaBU JIKIa MUKOBaTa Iia3MeHa KoHneHTparus (cpemaa Cmax = 0,34 mg/l) ce nocrtura 3a 2
yaca cliesi npwiokeHneTo. [lma3MennTe KOHIEHTpAK Ha MOJIOBUHATA OT CTOMHOCTHUTE 32 CpellHa
Crnax €€ TOCTHTAT 32 25 MUHYTH CIIe]] PUJIaraHe Ha J103aTa.

IIpu 31paBu nuia B HarpeHaNa Bh3pacT (hapMaKOKHMHETUYHUTE TTapaMeTpy Ha (QOHIAMIapHHYKC ca
JTUHEHHHU B TPAHUIIUTE OT 2 10 8 mg, MPMWIOKEHU oKk HO. CIie]] MPUI0KeHNE BETHEK THEBHO
CTaIlMOHAPHUTE TIJIa3MEHN HUBA ce JocTurar cien 3 win 4 nau ¢ 1,3 et moButieHne Ha Cmax U

AUC.

Onenennre cpennau (CV%) hapMakoKMHETHYHU MapaMeTpu Ha GOHIANapUHYKC B CTAIIHOHAPHO
CHCTOSIHUE TIPH NAIMEHTH, MTOJIJIOKEHU Ha OTiepallys 3a CMsHa Ha Ta300ejpeHara craBa, nprueManiy
(doHIanapuHyKc 2,5 mg BEAHBXK THEBHO, €a: Cmax (Mg/1) — 0,39 (31%), Tmax (h) — 2,8 (18%) u

Chin (mg/1) -0,14 (56%). I1pu naruentu ¢ Gppaktypa Ha OeapeHaTa KOCT, CBbp3aHa C HalpeaHasara uM
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BB3pacT, INIA3MEHUTE KOHIICHTPALUU Ha (OHIANapHHYKC B CTALIMOHAPHO ChCTOSTHKE ca: Cmax (mg/1) —
0,50 (32%), Cmin (mg/1) — 0,19 (58%).

[Tpu nevyenue Ha IBIOOKA BEHO3HA TPOMOO3a U OenoapodeH eMOONIN3bM MAEeHTHTE, TPHEeMAaIln
¢dormanapunykc 5 mg (temecHo termo <50 kg), 7,5 mg (tenecHo termo 50-100 kg BkImtounTEeTHO) T
10 mg (tenecno termo >100 kg) BemHbK AHEBHO, TO3UTE, IPOMEHEHH B 3aBUCUMOCT OT TETIIOTO
MOKAa3BaT CXOJ/IHA CKCIIO3UIIMS BbB BCUUKH KaTeropuu tenecHo terio. Cpemanute (CV%)
(bapMaKOKHMHETHYHH TTApaMETPH B CTAITHOHAPHO ChCTOSHKE, ONpEIeTICHN 3a POHIATapUHYKC MPH
MAIMEHTH C IBJI00KA BEHO3HA TpoMO003a, TipueMaIiy GoHAaNapuHYKC 1O TPEII0KEHUS I030B PEXKUM
BEIHBK JHEBHO €2 Cmax (Mmg/1) — 1,41 (23 %), Tmax (h) — 2,4 (8%) 1 Cpin (mg/1) -0,52 (45 %).
Cebp3anuTte 5 u 95 nporenra ca ¢choTBeTHO 0,97 1 1,92 33 Cimax (mg/1) 1 0,24 1 0,95 3a Cpin (mg/1).

Pasnpeodenenue

O06eMbT Ha pasmnpe/iesieHre Ha GoHpanapuaykc ¢ orpanuucH (7-11 aurpa). In vitro, honnanapuHykc
ce CBBhP3Ba crenu(UIHO U B TOJIsIMA CTETICH ¢ OeNThKa aHTUTPOMOWH, KATO CBBP3BAHETO € 3aBUCHMO
OT J03aTa 1 Ta3MeHaTa koHueHTpams (98,6% mo 97,0% B rpanumure Ha KoHIeHTpauu ot 0,5 1o
2 mg/l). ®onnanapuHyKC He Ce CBbpP3Ba 3HAUUTEIHO C APYTH IUIa3MEHH MPOTEUHH, BKIFOUUTEITHO U C
TpoMOonutTeH axtop 4 (PF4).

Tbii KaTO oHAANAPUHYKC HE CE CBbP3Ba 3HAUNUTEITHO C APYTH IUIa3MEHU MMPOTEHHH, OCBEH C
aHTUTPOMOUH, HE CE OYaKBAaT B3aMMOJICHCTBHS C IPYTH JICKApPCTBEHU NPOIYKTH Ha O6a3ara Ha
M3MECTBAaHE OT MECTaTa Ha CBhP3BaHE C IUIa3MEHUTE IPOTEHHH.

Buompancgopmayusa
Brnpeku ue HsMa ISUI0CTHA OLIEHKA, HAMA JaHHU 3a MeTa0oIM3upaHe Ha (POHJANapuHyKC U 10-
CIEUMAIHO HSMAa JaHHU 32 00pa3yBaHe Ha aKTUBHU META0OINUTH.

®donganapunykc He uaxuodupa in vitro CYP450s (CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2D6,
CYP2E1 umu CYP3A4). [lopagu Ta3u npuanHa He ce 09aKBa (OHJAAPUHYKC J]a B3aNMOJIeCTBA C
JpYTH JIEKApCTBEHU MPOIYKTH in vivo upe3 uaxubupane Ha CYP-menuupanus MeTa0oIu3bM.

Enumunupane

EnuMuHanmoHHUAT MoTy>kuBoT (t1,) € okoso 17 yaca mpu 31paBH, MJlaiv JIMIa ¥ okoio 21 gaca mpu
3JIpaBH JIMIIA B HAIIpeHalIa Bb3pacT. DoHmanapuHykc ce ekckpeTupa B 64-77 % ot 0b0penute moj
(hopMaTa Ha HEMPOMEHEHO BEIIECTRO.

Cneuud)ulmu cpynu nayueHmu

Heduamputma nonynayus - Hanunuaure JaHHU 34 NCAUATPUYIHU MAUCHTU Ca OIrPAHUYCHU (B)K. TOYKa
5.1).

THayuenmu 6 Hanpeduana ev3pacm - bpoOpeuHara GyHKIUSA MOXKe J]a HaMaiee ¢ Bb3pacTTa U MopaIn
Ta3W MPUYNHA, KalalUTeTHT 32 eTMMUHAPaHe Ha (OHJATapUHYKC MOXKE Ja € HaMaJleH MPH MMallueHTH
B HampeaHaia Bb3pacT. [Ipu nauuentu >75 roguHu, NOAJN0KEHN HA OPTOIEINYHA ONlepalus U
npuemMany GOoHIANapUHYyKC 2,5 mg BEAHBK AHEBHO, OYaKBaHUAT IUIa3MeH KIMpBHC € Oun 1,2 1o 1,4
I'BTU TIO-HUCHK OT TO3M NPH NanueHTH <65 roannu. [logobHa 3akoHOMEpPHOCT € Hab0AaBaHa pH
JICUCHHE Ha MAIMSHTH C IbJI0OOKa BEHO3HA TpoMOo03a 1 OestoapodHa eMOousl.

bvopeuno ygpesicoane - B cpaBHeHHE ¢ TALUEHTUTE ¢ HOpMaliHa ObOpevyHa GyHKIHUs (KpeaTHHUHOB
KIupbHC > 80 ml/min), MouI0’KeHN HA OPTOTIEANYHA OTIEPaIHs U MpHeMaIy GoHAanapuHyKe 2,5 mg
BEJHEBK JTHEBHO, IJIA3MEHHAT KIUPHHC € ¢ 1,2 10 1,4 mbTH MO-HUCHK MIPH MAIUEHTUTE C JIEKO
0B0peuHo yBpexaaHe (kpeaTHHHHOB KiaupbhHC 50 10 80 ml/min) u cpeaHo 2 TBTH NO-HUCHK MPU
MalUeHTH ¢ yMepeHo 0bOpeyHo yBpexnaHe (KpeaTHHHHOB KiupbHC 30 10 50 ml/min). [Ipu Texko
0B0peuHo yBpexkaaHe (KpeaTHHHHOB KIUpbhHC < 30 ml/min), Iiia3MeHUAT KIMPHHC € IPUOIU3UTEITHO
5 I'bTH MMO-HUCHK B CPABHEHHE C TO3M ITPH HOpMaiHa ObOpeuHa QyHKiusa. CBbpP3aHUTE C TOBA
CTOMHOCTH Ha €NMMHUHALMOHEH MOIYXHUBOT ca 29 yaca nMpH NalMeHTH C YMEPEHO U 72 yaca npu
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MAIMEHTH C TeXKO 0bOpeuHo yBpexkaane. [1ogo0Ha 3aKOHOMEPHOCT € HaOJIr01aBaHa IpH JICUYCHHE Ha
MAIEeHTH C TBJI00KAa BEHO3HA TPOMO03a U OeToapoOHa eMOOITHS.

Tenecno meeno - [lnazMeHUAT KIUPBHC Ha (POHAAMAPUHYKC CE MOBUIIIABA C TEJIECHOTO Terio (9%
nosumenue Ha 10 kg).

Ilon - He ca Ha6J'IIOI[aBaHI/I pas3inming BbB Bpb3Ka C MOJIa CJIC KOpUrupaHe Ha 103aTa CIIpsIMO
TCJICCHOTO TECTJIO.

Paca - ®apMakOKHHETUYHU pa3IU4Us MOPAIH PacoBa MPUHAICKHOCT HE Ca MPOyYBaHU
MPOCIEKTUBHO. BhIpeku ToBa, U3MUTBAHUS, TPOBEICHH MTPH 3IPABU JIUIA OT a3UATCKH MTPOU3XO]]
(sTI0HITHN), HE Ca TIOKa3aju pa3IndeH hapMaKOKHHETHICH MPOGhHI B CPABHEHHUE CHC 3[IPABH JIUIIA OT
KaBKa3ku mpousxol. [1o1o0HO Ha TOBa, He ca HAOJIOJaBaHH Pa3IMYUs B IUIA3MEHUS KIIUPBHHC MEXKTY
apoaMepHKaHIIM U JIUIA OT KaBKAa3KU MPOU3XO0/1, TIO/UI0KCHU Ha OPTOTICIUYHA OTIePaIVsl.

Yeproopobno yspedxcoane - Ciell IOJKOXKHO MPUIIaraHe Ha eTHOKpaTHA /1032 (OHAAMapuHYKC TTPH
WHIWBUIY C YMEPEHO IO TexecT YepHoapoOHo yBpexnaHe (Child-Pugh kareropus B), obmure (T.e.
Ha CBbP3aHus U Ha HecBbP3aHUA) Cnax U AUC ca ce TOHmKIIN choTBETHO ¢ 22% 1 39% B cpaBHEHHE
C MHIWBUIY ¢ HOpMaJTHA YepHOApoOHa GyHKIHA. [IoHMKeHNTe TUIa3MEeHN KOHIIEHTPAluy Ha
(doHanapuHyKC NPy HHIAUBUIM C YEPHOIPOOHO yBpEKIaHE CEe AbDKAT HA HAMAJICHO CBHP3BAHE C
ATIIL, koeTo € cneACTBUE OT MOHIKEHUTE T1a3MeHu KoHleHTpanuu Ha ATII; ToBa Boau 10
MoBHIIIEeH OBOpedeH KIUpHHC Ha (oHmanapuHykc. CleIoBaTeHO, TTPH MAIUEHTH C JIEKO 10 YMEPEHO
TEKKO YEpHOJIPOOHO yBpEXKIaHE HE Ce 0UaKBa KOHICHTPALIMUTE Ha HECBbP3aHHs (OHAAMAPUHYKC 12
0bJaT MPOMEHEHH U 110 Ta3 NMPUYMHA, OCHOBABAMKH ce HAa ()apMaKOKWHETHKATa, HE € HEOOXOAMMO
KOpHUTHpaHe Ha J103aTa.

®dapmakoKHHETHKAaTa Ha QOHAANapUHYKC HE € MPOyYBaHa MPH MALUEHTH C TEKKO YePHOAPOOHO
yBpexaane (Bx. Touku 4.2 u 4.4).

5.3 IlpeaxkJMHUYHU JAHHM 32 0€30MACHOCT

[IpenknmuHIYHUTE TaHHY HE TIOKa3BaT OCOOEH PHCK 3a XopaTa Ha 0a3a Ha KOHBEHIIMOHAITHUTE
(hapMaKoJOTHYHU M3MUTBAHUS 32 OE30MAaCHOCT M T€HOTOKCHYHOCT. [IpoyuBaHusATa 32 MHOTOKPATHO
MIPUJIOKEHUE U PETIPOYKTUBHA TOKCHYHOCT HE IMOKa3BaT 0COOCH PHUCK, HO HE TPECTABST
3aJI0BOJIUTEITHU JTAHHU 3a Mpoduia Ha 6€30MIaCHOCT TIOPaJId OTPaHUYEeHATA €KCTIO3UIIUS TIPH )KUBOTHH.
6. DAPMAIIEBTUYHU JAHHHAU

6.1 Chnucbk Ha NIOMOIIHHUTE BelIECTBA

Harpues xnopun

Bona 3a urxexumn

XJI0pOBOAOPOIHA KHCEINHA

Hartpues xuapokcun

6.2 HecbBMEeCTHMOCTH

[Ipu nunca Ha Ipoy4YBaHUs 32 HECHbBMECTUMOCTH, TO3H JICKAPCTBEH MPOIYKT HE TPSIOBa J1a CE CMeCBa C
JIPYyTH JIEKApCTBEHU MPOTYKTH.

6.3 Cpok Ha roaHOCT

3 roauHU.
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6.4 CroenuajJH4 yCJOBHUS HA ChbXPaHEHHUE
Ha ce coxpanssa nox 25°C. Jla He ce 3ampa3sBa.
6.5 Bwuawu chabp:kaHue HA ONMIAKOBKAaTAa

Crpknen pesepBoap (1 ml) ot crbkio tun I, rpagyupan ¢ 27 pasaenenus x 12,7 mm urna ¢ 6yTtano ot
XJIOPOOYTHIIOB €TacTOMED.

Arixtra 10 mg/0,8 ml ce npeqmara B onakoBku ot 2, 7, 10 1 20 npeABapUTENHO HAITBIHEHH
CIIPUHLIOBKH. MIMa 1Ba BUIa CIPUHIIOBKH:

o CIIPHHIIOBKA C JIWIABO OyTalo ¥ aBTOMAaTHYHA CUCTeMa 3a 0€30MacHOCT

o CIIPHHIIOBKA C JIMJIaBO OyTallo ¥ pbUHa CHCTEMA 3a 6€30MacHOCT

He Bcuuku BHIOBE OMAaKOBKH MOTaT Aa ObAAT IMyCHATH B Mpojaaxoa.
6.6 CroeuuaJiHU NpeANa3Hu MePKH NP U3XBbPJIsiHe U padoTa
INonkoxHaTa MHXKEKIMA Ce MpHUJIara 1o ChIIMS HaYMH, KaKTO ¢ KJacuyecKaTa CIIPHHIIOBKA.

[TapeHTepamHuAT pa3TBOpP TPsIOBa J1a ce Iperieaa 3a HATMYUEeTO Ha YaCTHLIM WM IOMBTHSBAHE MPEIH
MIPUIIOKEHHE.

VkazaHus 3a caMOCTOSTEITHO IIPUIIOKEHUE Ca BKIIFOUCHU B JIMCTOBKATA 3a NNAllMCHTA.

Arixtra IpeBapUTEIHO HAITBJIHEHU CIIPUHIIOBKH Ca Ch3/IaJICHU ChC CUCTEMa 3a 0€30MacCHOCT Ha
uriara 3a rnpeanasBaHe oT yOOo)KJaHe OT UIJIaTa Ciel] HHXKEKTUPAHe.

Hewusnon3panusr JICKApPCTBCH NPOAYKT NI OTHAABYHUTC MAaTCpUaJId OT HETO Tpﬂ6Ba Ja CC U3XBBPJIIAT
B CBOTBCTCTBUEC C MCCTHUTC U3HUCKBAHHA.
To3u JICKAPCTBCH MPOAYKT € CaMO 3a CAHOKPATHO PUIIOKCHHAC.

7. INPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Viatris Healthcare Limited
Damastown Industrial Park,
Mulhuddart

Dublin 15,

DUBLIN

Upnannus

8. HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA
EU/1/02/206/0015-017, 020
EU/1/02/206/031

EU/1/02/206/032
EU/1/02/206/035
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9. JATA HA ITBPBO PABPEIIABAHE/IIO/JTHOBSIBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

Hata Ha mepBo pazpemanaune: 21 mapt 2002
Jata Ha nociaenno moxHoBsiBane: 21 mapt 2007

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

[Tonpo6ua nHdOpMarHMs 3a TO3M JEKapCTBEH NPOAYKT € MpeaocTaBeHa Ha yeb caiita Ha EBponeiickaTa
areHIus 1Mo JieKkapcTBaTa http://www.ema.europa.eu
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HPUJIOKEHUE I1

MPOU3BOUTEJ (), OTTOBOPEH(HH) 3A OCBOBOKJABAHE HA
MAPTUIU

YCJIOBUA NJIN OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUSA U UBUCKBAHUSA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJOBUSA NJIN OT'PAHUYEHMUSA 3A BE3OITACHA U EOEKTUBHA
YIOTPEBA HA JIEKAPCTBEHMUS ITPOAYKT
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A. NPOU3BOIUTEJI(M), OTTOBOPEH (HHU) 3A OCBOBOXJABAHE HA ITAPTUAN

HwMe 1 azipec Ha TPOU3BOIUTENS, OTTOBOPEH 3a OCBOOOKIABAHE HA NAPTHINUTE

Aspen Notre Dame de Bondeville
1, rue de I’ Abbaye

F-76960 Notre Dame de Bondeville
®paHuus

Mylan Germany GmbH

Zweigniederlassung Bad Homburg v. d. Hohe,
Benzstrasse 1

61352 Bad Homburg v. d. Hohe

I'epmannus

IleyaTrnara TMCTOBKA Ha JIEKAPCTBEHUS MMPOAYKT TPsiOBa Jja ChABPIKAa UMETO U aapeca Ha
MIPOU3BOJMTEINS, OTTOBOPEH 32 OCBOOOKIaBAaHETO HA CHOTBETHATA MAPTHIA.

b. YCJIOBUSA WJIN OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

JlexapCTBEHUAT MPOAYKT CE OTITyCKa IO JEKAPCKO MPEANUCAHUE.

B. JPYI'M YCJIOBUA U U3BUCKBAHUS HA PASPELLIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJIM3MPAHH JOKJIAAHU 32 0€30MACHOCT

[TpuTexaTensT Ha pa3pelIeHHeTo 3a ynoTpeba TpsOBa Jia MoiaBa MePHOANYHN aKTyaTu3upaHH
JIOKIIa/In 3a O6€30MacHOCT 3a TO3U MPOAYKT ChITIACHO N3MCKBAHUSITA, IOCOUYCHH B CITHCHKA C
pedepentaute natu Ha EBponetickus cpio3 (EURD cniuchk), npeasuaes B wi. 1078, an. 7 ot
Hupektusa 2001/83/EO u nyOauKyBaH Ha eBpOICHCKHsI yeOImopTal 3a JeKapcTBa.

. YCJoBus NWJin Or'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS ITPOAYKT

. Ilnan 3a ynpasiaenue Ha pucka (ITYP)

I1PY TpsiOBa 1a U3BHPIIBA U3UCKBAHUTE JICHHOCTH U JCHCTBUS, CBBP3aHHU C MPOCTICIIBaHe Ha
JieKapcTBeHaTa 0e301acHoCT, nocoueHu B onoopenus [IYP, npeacrasen B Moayin 1.8.2 Ha
PaspernienneTo 3a ynorpeda, KakTo ¥ IIPU BCUYKH CIICABAILN ChIUIACyBaHM akTyain3anuu Ha [TYP.

Axryanusupas [IYP tps6Ba na ce nonasa:

. 10 UCKaHe Ha EBporelickara areHuus 10 JeKapCcTBaTa;

o BMHAIH, KOTAaTO ce M3MEHS CHCTeMAaTa 3a yIpaBJieHne Ha pUCKa, 0COOEHO B Pe3yiTaT Ha
NoJy4aBaHe Ha HOBa MH(POPMaLHSs, KOSITO MOXKE /1a I0BeJIe 10 3HAYMMH IPOMEHH B
CHOTHOIIIEHUETO TOJI13a/PUCK, WK CIIeT JIOCTUTaHE Ha BaKEH eTar (BbB Bpb3Ka C TIPOCie/sIBaHe
Ha JIeKapCTBEeHaTa 0€30MacHOCT MM CBEXJIaHe Ha PUCKA 1O MUHUMYM).

Axo nogaBaneto Ha [TAJlb u akryanusupanero Ha [1YP cbBmagar, Te Moxke 1a ce mogaaar
€IHOBPEMEHHO.
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HNPUJIOKEHHUE I11

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BTOPUYHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Arixtra 1,5 mg/0,3 ml nrmxeKIInoOHEH pa3TBOp
DoHAAMAPUHYKC HATPHUIA

2. OBSBSABAHE HA AKTUBHOTO/MTE BEHIECTBO/A

Enna npensapurenno HamreiHeHa cipuHIoBKa (0,3 ml) ceappika 1,5 mg Gpongamapuayke HATPUiL.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

Chappika ChINO: HATPUEB XJIOPHI, BOJA 38 HHXKEKITUH, XJIOPOBOIOPOIHA KUCENTNHA, HATPHEB
XUAPOKCHU].

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

NHxeKImoHeH pa3TBop, 2 NpeABapUTEIHO HAITIHEH! CIIPUHIIOBKY ¢ aBTOMAaTHYHA CUCTEMa 3a
6e30macHoCT

HHkeKknnoHeH pa3TBop, 7 MPEABAPUTEITHO HATBIHEHH CIPUHIIOBKY C aBTOMATHYHA CHCTEMA 33
0€30I1aCHOCT

HmkeknnoneH pa3TBop, 10 mpeaBapuTeaHO HATBIHEHN CIIPUHIIOBKY C aBTOMAaTHYHA CHCTEMA 3a
0e30macHoCT

HmxeknuoneH pa3TBop, 20 mpeaBapuTEeTHO HATBJIHEHN CIIPHHIIOBKH C aBTOMATHYHA CUCTEMA 32
0e30macHoCT

WnxekunoHeH pa3TBoOp, 2 NPEABAPUTEIHO HAITBIHEHH CIPUHIIOBKY C PhYHA CHCTEMa 3a 0€301acHOCT
WuxexnmoneH pa3rop, 10 mpeaBapuTeIHO HATBJIHEHH CIIPUHIIOBKY C phYHA CHCTEMA 32
0e30macHoCT

WuxexnuoHeH pa3TBop, 20 mpeaBapuTEIHO HAIBJIHEHHN CIIPUHIIOBKY C phYHA CHCTEMA 32
6e3omacHoCT

S. HAYUH HA ITPUJIATAHE U ITBbT/MIIA HA BBBEXK/IAHE

HO,Z[KO)KHO MPUITIOKCHUC

[Ipenu ymorpeba mpovereTe TUCTOBKATA.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT ITOI'JIEJJA U JOCET' A HA IELIA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTHITHO 3a ACHA.
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‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO

IIpennasnuTensaT Ha WrjaTa Ha CIIPUHIIOBKATA ChIbPIKa JaTeKc. MoJke 1a MPUIMHH TEKKH alepTHIHN
pEeaKIHH.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIHHEHHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cexpanssa mox 25°C. Jla He ce 3aMpa3sBa.

10. CIIEIIMAJIHU ITPEMIA3ZHU MEPKHU I1PU NU3XBBPJISHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJIPEC HA TIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Viatris Healthcare Limited
Damastown Industrial Park,
Mulhuddart

Dublin 15,

DUBLIN

Upnanaus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/02/206/005 - 2 npeaBapUTENHO HATBJIHEHU CIIPUHIIOBKY C aBTOMaTHYHA CHUCTEMA 32
6e3omacHoCT

EU/1/02/206/006 - 7 npeaBapUTEIHO HAITBJIHEHU CIPUHIIOBKY C aBTOMaTHYHA CHUCTEMa 32
6e3omacHocT

EU/1/02/206/007 - 10 npenBapuTeTHO HAITBJIHEHN CIIPHHIIOBKH C aBTOMAaTHYHA CHCTEMa 32
6e3omacHoCT

EU/1/02/206/008 - 20 npenBapuTeTHO HAITBJIHEHN CIIPHHIIOBKH C aBTOMATHYHA CHCTEMa 32
6e3omacHocT

EU/1/02/206/024 - 2 npeaBapUTeIHO HAITbJIHEHU CIPUHIIOBKU C PbYHA CHCTEMa 3a 0€30IIacHOCT
EU/1/02/206/025 - 10 npeaBapuTeIHO HAITBJIHEHH CIIPHHIIOBKY C PhYHA CUCTEMa 3a 0€30MacHOCT
EU/1/02/206/026 - 20 npenBapuTeTHO HAITBJIHEHN CIPUHLIOBKH C phUHA CUCTEMA 3a 0€30MacHOCT

13. MNAPTUJIEH HOMEP

ITaptunen Ne
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14. HAYUH HA OTITYCKAHE

JlexapcTBEHUSAT MPOIYKT C€ OTITyCKa I10 JIEKAPCKO MPEIITUCAHHE.

‘ 15. YKA3AHMA 3A YIIOTPEBA

|16, MH®OPMALIMS HA BPAIJIOBA A3BYKA

arixtra 1,5 mg

‘ 17. YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoa ¢ BKJIOYECH YHUKAJIECH HACHTU(DHUKATOD

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBABPXAT MAJIKUTE EIJUHUYHU
I'bBPBUYHHU OITAKOBKH

INPEJBAPUTEJIHO HAITBJIHEHA CIIPUHITOBKA

‘ 1. HNME HA JIJEKAPCTBEHUSA INTPOAYK U II'BT/UIIA HA BBBE/KJTAHE

Arixtra 1,5 mg/0,3 ml umxexrus
¢donmanapunykc Na

TlonkoxxHO MpUNIOXKEHNE

| 2. HAYMH HA IPHJIATAHE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

TI'onen no:

4. ITAPTUJAEH HOMEP

IMaptunen Ne

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

79



JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BTOPUYHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Arixtra 2,5 mg/0,5 ml HHXEeKITHOHEH pa3TBOP
DoHAAMAPUHYKC HATPHUIA

2. OBSBSABAHE HA AKTUBHOTO/MTE BEHIECTBO/A

Enna npensapurenno HamreiHeHa cipuHIoBKa (0,5 ml) ceappika 2,5 mg GpoHgamapuHyKc HATPUi.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

Chappika ChINO: HATPUEB XJIOPH/I, BOJA 38 HHXKEKITUH, XJIOPOBOOPOIHA KUCEITHHA, HATPHEB
XUAPOKCHU].

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

NHxeKImoHeH pa3TBop, 2 NpeABapUTEIHO HAITIHEH! CIIPUHIIOBKY ¢ aBTOMAaTHYHA CUCTEMa 3a
6e30macHoCT

HHkeKknuoHeH pa3TBop, 7 MPEABAPUTEITHO HATBIHEHH CIPUHIIOBKY C aBTOMAaTHYHA CHCTEMA 32
0€30I1aCHOCT

HmkeknnoneH pa3TBop, 10 mpeaBapuTeaHO HATBIHEHN CIIPUHIIOBKY C aBTOMAaTHYHA CHCTEMA 3a
0e30macHoCT

HmxeknuoHneH pa3TBop, 20 mpeaBapUTEeTHO HATBJIHEHN CIIPHHIIOBKH C aBTOMATHYHA CUCTEMA 3a
0e30macHoCT

WnxekunoHeH pa3TBoOp, 2 NPEABAPUTEIHO HAITBIHEHH CIPUHIIOBKY C PhYHA CHCTEMa 33 0€30MacHOCT
WuxexnmoneH pa3rop, 10 mpeaBapuTeIHO HATBJIHEHH CIIPUHIIOBKY C phYHA CHCTEMA 32
0e30macHoCT

WuxexnuoHeH pa3rBop, 20 mpeaBapuUTEIHO HAITBIHEHU CIIPUHIIOBKH C phYHA CUCTEMA 32
6e3omacHoCT

S. HAYUH HA ITPUJIATAHE U ITBbT/MIIA HA BBBEXK/IAHE

HO,Z[KO)KHO HJIN UHTPABCHO3HO NIPHUIIOKCHUC

[Ipenu ymorpeba mpovereTe TUCTOBKATA.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MSACTO JAJIEYE OT ITOI'JIEJJA U JOCET' A HA IELIA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTHITHO 3a ACHA.

80




‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO

IIpennasnuTensaT Ha WrjaTa Ha CIIPUHIIOBKATA ChIbPIKa JaTeKc. MoJke 1a MPUIMHH TEKKH alepTHIHN
pEeaKIHH.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIHHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cexpanssa mox 25°C. Jla He ce 3aMpa3sBa.

10. CIIEIIMAJIHU ITPEMIA3ZHU MEPKHU I1PU NU3XBBPJISHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. UME U AJIPEC HA TIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Viatris Healthcare Limited
Damastown Industrial Park,
Mulhuddart

Dublin 15,

DUBLIN

Upnanaus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/02/206/001 - 2 npeaBapUTENHO HATBJIHEHU CIIPUHIIOBKY C aBTOMaTHYHA CHCTEMA 32
6e3omacHoCT

EU/1/02/206/002 - 7 npeaBapUTEIHO HAITBJIHEHU CIPUHIIOBKY C aBTOMaTHYHA CUCTEMa 32
6e3omacHocT

EU/1/02/206/003 - 10 npenBapuTeTHO HAITBJIHEHN CIIPHHIIOBKH C aBTOMAaTUYHA CHCTEMa 32
Ge3omacHoCT

EU/1/02/206/004 - 20 npenBapuTeTHO HAITBJIHEHN CIIPHHIIOBKH C aBTOMAaTHYHA CHCTEMa 32
6e3omacHocT

EU/1/02/206/021 - 2 npeaBapUTEIHO HATBJIHEHU CIPUHIIOBKU C PbYHA CHCTEMa 32 0€30IIacHOCT
EU/1/02/206/022 - 10 npeaBapuTeIHO HATBJIHEHH CIIPHHIIOBKY C PhYHA CUCTEMa 33 0€30MaCHOCT
EU/1/02/206/023 - 20 npenBapuTeTHO HAITBJIHEHN CIIPUHLIOBKH C phYHA CUCTEMA 3a 0€30MacHOCT

13. MNAPTUJIEH HOMEP

ITaptunen Ne
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14. HAYUH HA OTITYCKAHE

JlexkapcTBEHUSAT MPOIYKT C€ OTITyCKa IO JIEKAPCKO MPEITHUCaHHe.

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMAIIUSI HA BPAILJIOBA A3BYKA

arixtra 2,5 mg

‘ 17. YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoa ¢ BKJIOYECH YHUKAJIECH HACHTU(DHUKATOD

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CBABPXKXAT MAJKUTE EAJUHUYHU
I'bBPBUYHHU OITAKOBKH

INPEJBAPUTEJIHO HAITBJIHEHA CIIPUHITOBKA

‘ 1. HNME HA JIJEKAPCTBEHUSA INTPOAYK U II'BT/UIIA HA BBBE/KJTAHE

Arixtra 2,5 mg/0,5 ml umxexus
¢donmanapunykc Na

ITonkoxxHO / UHTpaBEeHO3HO MPUIOKEHNE

‘ 2. HAYMH HA ITPUJIAT AHE

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

TI'onen no:

4. HAPTUJAEH HOMEP

[Taptuaen Ne

5. CBABbPKAHUE KATO MACA, OBEM WJIHN EJUHUIIN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BTOPUYHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Arixtra 5 mg/0,4 ml HHXEKIIHOHEH Pa3TBOP
DoHAAMAPUHYKC HATPHUIA

2. OBSBSABAHE HA AKTUBHOTO/MTE BEHIECTBO/A

Enna npensapurenno HamrbHeHa cipuHIoBKa (0,4 ml) ceabppxa 5 mg ponmamapuHyKe HATPHil.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

Chappika ChINO: HATPUEB XJIOPH/I, BOJA 38 HHXKEKITUH, XJIOPOBOOPOIHA KUCEITHHA, HATPHEB
XUAPOKCHU].

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

NHxeKImoHeH pa3TBop, 2 NpeABapUTEIHO HAITIHEH! CIIPUHIIOBKY ¢ aBTOMAaTHYHA CUCTEMa 3a
6e30macHoCT

HHkeKknuoHeH pa3TBop, 7 MPEABAPUTEITHO HATBIHEHH CIPUHIIOBKY C aBTOMAaTHYHA CHCTEMA 32
0€30I1aCHOCT

HmkeknnoneH pa3TBop, 10 mpeaBapuTeaHO HATBIHEHN CIIPUHIIOBKY C aBTOMAaTHYHA CHCTEMA 3a
0e30macHoCT

HmxeknuoHneH pa3TBop, 20 mpeaBapUTEeTHO HATBJIHEHN CIIPHHIIOBKH C aBTOMATHYHA CUCTEMA 3a
0e30macHoCT

WnxekunoHeH pa3TBoOp, 2 NPEABAPUTEIHO HAITBIHEHH CIPUHIIOBKY C PhYHA CHCTEMa 33 0€30MacHOCT
WuxexnmoneH pa3rop, 10 mpeaBapuTeIHO HATBJIHEHH CIIPUHIIOBKY C phYHA CHCTEMA 32
0e30macHoCT

WuxexnuoHeH pa3tBop, 20 mpeaBapUTEIHO HAITBIHEHU CIIPUHIIOBKH C phYHA CUCTEMA 32
6e3omacHoCT

S. HAYUH HA ITPUJIATAHE U ITBbT/MIIA HA BBBEXK/IAHE

HO,Z[KO)KHO MPUITIOKCHUC

[Ipenu ymorpeba mpovereTe TUCTOBKATA.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA IELIA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTHITHO 3a ACHA.
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‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO

Tenecno termo mox 50 kg

[TpeamasuTeNnaT Ha UrJIaTa Ha CIIPUHIIOBKATA ChABPIKA JaTeKe. MoXe Ja MPUIMHN TEXKKHU aepruIHN
PEaKIH.

‘ 8. JATA HA N3TUYAHE HA CPOKA HA I'OJHOCT

TI'onen no:

‘ 9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE

[Ha ce cpxpansBa nox 25°C. [la He ce 3ampa3zsBa.

10. CIIEIIMAJIHU ITPEMITIA3ZHU MEPKHU IIPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JJEKAPCTBEHUTE IMNPOAYKTHU WJIN OTITAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHBA

11. HNME U AJIPEC HA TIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Viatris Healthcare Limited
Damastown Industrial Park,
Mulhuddart

Dublin 15,

DUBLIN

Upnannus

12. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

EU/1/02/206/009 - 2 npeaBapUTEIHO HAITBJIHEHU CIPUHIIOBKY C aBTOMaTHYHA CUCTEMa 32
6e3omacHocT

EU/1/02/206/010 - 7 npeaBapUTEITHO HATBJIHEHU CIIPUHIIOBKY C aBTOMAaTHYHA CHUCTEMA 32
6e3omacHoCT

EU/1/02/206/011 - 10 npenBapuTeTHO HAITBJIHEHN CIIPHHIIOBKH C aBTOMAaTHYHA CHCTEMa 32
6e3omacHocT

EU/1/02/206/018 - 20 npeaBapuUTeIHO HAITBJIHEHHU CIPUHIIOBKY C aBTOMaTUYHA CHCTEMa 32
6e3omacHoCT

EU/1/02/206/027 - 2 npeaBapUTEIHO HAITBIHEHU CIIPUHIOBKH C phUHa CUCTEMa 32 0€30IacHOCT
EU/1/02/206/028 - 10 npeaBapuTeIHO HAITBJIHEHH CIPUHIIOBKY C PhYHA CHCTEMa 32 0€30MacHOCT
EU/1/02/206/033 - 20 npeaBapyTeIIHO HAITBJIHEHH CIIPUHIIOBKH C PhYHA CUCTEMa 3a 0€301acHOCT

13. HMAPTUJAEH HOMEP

ITapTunen Ne
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14. HAYUH HA OTITYCKAHE

JlexkapcTBEHUSAT MPOIYKT C€ OTITyCKa IO JIEKAPCKO MPEITHUCaHHe.

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMAIIUSI HA BPAILJIOBA A3BYKA

arixtra 5 mg

‘ 17. YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoa ¢ BKJIOYECH YHUKAJIECH HACHTU(DHUKATOD

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBABPXAT MAJIKUTE EIJUHUYHU
I'bBPBUYHHU OITAKOBKH

INPEJBAPUTEJIHO HAITBJIHEHA CIIPUHITOBKA

‘ 1. HNME HA JIJEKAPCTBEHUSA INTPOAYK U II'BT/UIIA HA BBBE/KJTAHE

Arixtra 5 mg/0,4 ml nmxexus
¢donmanapunykc Na

TlonkoxxHO NMpUTOXKEHNE

| 2. HAYMH HA IPUJIATAHE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

TI'onen no:

4. ITAPTUJAEH HOMEP

IMaptunen Ne

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BTOPUYHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Arixtra 7,5 mg/0,6 ml HHXEKITHOHEH pa3TBOP
DoHAAMAPUHYKC HATPHUIA

2. OBSBSABAHE HA AKTUBHOTO/MTE BEHIECTBO/A

Enna npensapurenno HamrbiHeHa cipuHIoBKa (0,6 ml) cpappika 7,5 mg GpoHgamapuHyKe HATPUH.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

Chappka ChINO: HATPUEB XJIOPH/I, BOJA 32 HHXKEKITUH, XJIOPOBOJOPOIHA KUCENTHHA, HATPUEB
XUAPOKCHU].

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

NHxeKImoHeH pa3TBop, 2 NpeABapUTEIHO HAITIHEH! CIIPUHIIOBKY ¢ aBTOMAaTHYHA CUCTEMa 3a
6e30macHoCT

HHxeKknnoHeH pa3TBop, 7 MPEABAPUTEITHO HATBIHEHH CIIPUHIIOBKY C aBTOMAaTHYHA CHCTEMa 32
0€30I1aCHOCT

HmkeknnoneH pa3TBop, 10 mpeaBapuTeaHO HATBIHEHN CIIPUHIIOBKY C aBTOMAaTHYHA CHCTEMA 3a
0e30macHoCT

HmxeknuoneH pa3TBop, 20 mpeaBapuTEeTHO HATBJIHEHN CIIPHHIIOBKH C aBTOMATHYHA CUCTEMA 32
0e30macHoCT

WnxekunoHeH pa3TBoOp, 2 NPEABAPUTEIHO HAITBIHEHH CIPUHIIOBKY C PhYHA CHCTEMa 33 0€30MacHOCT
WuxexnmoneH pa3rop, 10 mpeaBapuTeIHO HATBJIHEHH CIIPUHIIOBKY C phYHA CHCTEMA 32
0e30macHoCT

WuxexnuoneH pa3reop, 20 mpeaBapuUTEIHO HAITBIHEHU CIIPUHIIOBKH C phYHA CUCTEMA 32
6e3omacHoCT

S. HAYUH HA ITPUJIATAHE U ITBbT/MIIA HA BBBEXK/IAHE

HO,Z[KO)KHO MPUITIOKCHUC

[Ipenu ymorpeba mpovereTe TUCTOBKATA.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT ITOI'JIEJJA U JOCET' A HA IELIA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTHITHO 3a ACHA.
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‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO

Temnecno termo 50-100 kg

[TpeamasuTeNnaT Ha UrJIaTa Ha CIIPUHIIOBKATA ChABPIKA JaTeKe. MoXe Ja MPUIMHN TEXKKHU aepruIHN
PEaKIH.

‘ 8. JATA HA N3TUYAHE HA CPOKA HA I'OJHOCT

TI'onen no:

‘ 9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE

[Ha ce cpxpansBa nox 25°C. [la He ce 3ampa3zsBa.

10. CIIEIIMAJIHU ITPEMITIA3ZHU MEPKHU IIPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JJEKAPCTBEHUTE IMNPOAYKTHU WJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHBA

11. HNME U AJIPEC HA TIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Viatris Healthcare Limited
Damastown Industrial Park,
Mulhuddart

Dublin 15,

DUBLIN

Upnannus

12. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

EU/1/02/206/012 - 2 npeaBapUTEIHO HATBJIHEHU CIPUHIIOBKY C aBTOMaTHYHA CHUCTEMa 32
6e3omacHocT

EU/1/02/206/013 - 7 npeaBapUTENHO HAITBJIHEHU CIIPUHIIOBKU C aBTOMaTHYHA CHCTEMA 32
6e3omacHoCT

EU/1/02/206/014 - 10 npenBapuTeTHO HAITBJIHEHN CIIPHHIIOBKH C aBTOMATHYHA CHCTEMa 32
Oe3omacHocT

EU/1/02/206/019 - 20 npenBapuTeIHO HAITBJIHEHN CIIPHHLIOBKH C aBTOMAaTH4HA CHCTEMa 32
6e3omacHoCT

EU/1/02/206/029 - 2 npeaBapUTeIHO HAITBJIHEHU CIPUHIIOBKU C PhYHA CHCTEMa 32 0€30IacHOCT
EU/1/02/206/030 - 10 npenBapuTeTHO HAITBJIHEHN CIIPHHLIOBKH C PhYHA CUCTEMA 3a 0€30MaCHOCT
EU/1/02/206/034 - 20 npeaBapuTeIHO HAITBJIHEHH CIIPHHIIOBKY C PhYHA CUCTEMa 3a 0€301acHOCT

13. HMAPTUJAEH HOMEP

ITapTunen Ne
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14. HAYUH HA OTITYCKAHE

JlexkapcTBEHUSAT MPOIYKT C€ OTITyCKa IO JIEKAPCKO MPEITHUCaHHe.

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMAIIUSI HA BPAILJIOBA A3BYKA

arixtra 7,5 mg

‘ 17. YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoa ¢ BKJIOYECH YHUKAJIECH HACHTU(DHUKATOD

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBABPXAT MAJIKUTE EIJUHUYHU
I'bBPBUYHHU OITAKOBKH

INPEJBAPUTEJIHO HAITBJIHEHA CIIPUHITOBKA

‘ 1. HNME HA JIJEKAPCTBEHUSA INTPOAYK U II'BT/UIIA HA BBBE/KJTAHE

Arixtra 7,5 mg/0,6 ml umxexus
¢donmanapunykc Na

TlonkoxxHO NMpUTOXKEHNE

‘ 2. HAYMH HA ITPUJIAT AHE

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

TI'onen no:

4. HAPTUJAEH HOMEP

[Taptuaen Ne

5. CBABbPKAHUE KATO MACA, OBEM WJIHN EJUHUIIN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BTOPUYHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Arixtra 10 mg/0,8 ml umKeKIInoHEeH pa3TBOP
DoHAAMAPUHYKC HATPHUIA

2. OBSBSABAHE HA AKTUBHOTO/MTE BEHIECTBO/A

Enna npensapurenno HamreiHeHa cipuHIoBKa (0,8 ml) ceappika 10 mg dpoHmanapuHyke HaTpUH.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

Chappka ChINO: HATPUEB XJIOPH/I, BOJA 32 HHXKEKITUH, XJIOPOBOJOPOIHA KUCENTHHA, HATPUEB
XUAPOKCHU].

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

NHxeKImoHeH pa3TBop, 2 NpeABapUTEIHO HAITIHEH! CIIPUHIIOBKY ¢ aBTOMAaTHYHA CUCTEMa 3a
6e30macHoCT

HHkeKknuoHeH pa3TBop, 7 MPEABAPUTEITHO HATBIHEHH CIIPUHIIOBKY C aBTOMAaTHYHA CHCTEMA 32
0€30I1aCHOCT

HmkeknnoneH pa3TBop, 10 mpeaBapuTeaHO HATBIHEHN CIIPUHIIOBKY C aBTOMAaTHYHA CHCTEMA 3a
0e30macHoCT

HmxeknuoneH pa3TBop, 20 mpeaBapuTEeTHO HATBJIHEHN CIIPHHIIOBKH C aBTOMATHYHA CUCTEMA 32
0e30macHoCT

WnxekunoHeH pa3TBoOp, 2 NPEABAPUTEIHO HAITBIHEHH CIPUHIIOBKY C PhYHA CHCTEMa 33 0€30MacHOCT
WuxexnmoneH pa3rop, 10 mpeaBapuTeIHO HATBJIHEHH CIIPUHIIOBKY C phYHA CHCTEMA 32
0e30macHoCT

WuxexnuoHeH pa3TBop, 20 mpeaBapuTEIHO HAIBJIHEHHN CIIPUHIIOBKY C phYHA CHCTEMA 32
6e3omacHoCT

S. HAYUH HA ITPUJIATAHE U ITBbT/MIIA HA BBBEXK/IAHE

HO,Z[KO)KHO MPUITIOKCHUC

[Ipenu ymorpeba mpovereTe TUCTOBKATA.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT ITOI'JIEJJA U JOCET' A HA IELIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACHA.
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‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO

Temecuo termo Hax 100 kg

[TpeamasuTeNnaT Ha UrJIaTa Ha CIIPUHIIOBKATA ChABPIKA JaTeKe. MoXe Ja MPUIMHN TEXKKHU aepruIHN
PEaKIH.

‘ 8. JATA HA N3TUYAHE HA CPOKA HA I'OJHOCT

TI'onen no:

‘ 9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE

[Ha ce cpxpansBa nox 25°C. [la He ce 3ampa3zsBa.

10. CIIEIIMAJIHU ITPEMITIA3ZHU MEPKHU IIPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JJEKAPCTBEHUTE IMNPOAYKTHU WJIN OTITAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHBA

11. HNME U AJIPEC HA TIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Viatris Healthcare Limited
Damastown Industrial Park,
Mulhuddart

Dublin 15,

DUBLIN

Upnannus

12. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

EU/1/02/206/015 - 2 npeaBapUTEIHO HAITBJIHEHU CIPUHIIOBKU C aBTOMaTHYHA CHUCTEMa 32
6e3omacHocT

EU/1/02/206/016 - 7 npeaBapUTENHO HATBJIHEHU CIIPUHIIOBKY C aBTOMaTHYHA CHCTEMA 32
6e3omacHoCT

EU/1/02/206/017 - 10 npenBapuTeTHO HAITBJIHEHN CIIPHHIIOBKH C aBTOMAaTHYHA CHCTEMa 32
Oe3omacHocT

EU/1/02/206/020 - 20 npeaBapuTeTHO HAITBJIHEHN CIIPHHLIOBKH C aBTOMAaTH4HA CHCTEMa 32
6e3omacHoCT

EU/1/02/206/031 - 2 npeaBapUTEIHO HAITBJIHEHU CIPUHIIOBKY C PhYHA CHCTEMa 32 0€30IacHOCT
EU/1/02/206/032 - 10 npenBapuTeTHO HAITBJIHEHN CIIPHHLIOBKH C phYHA CUCTEMA 3a 0€30MacHOCT
EU/1/02/206/035 - 20 npeaBapuTeIHO HAITBJIHEHH CIIPUHIIOBKY C PhYHA CUCTEMa 3a 0€30MacHOCT

13. HMAPTUJAEH HOMEP

ITapTunen Ne
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14. HAYUH HA OTITYCKAHE

JlexkapcTBEHUSAT MPOIYKT C€ OTITyCKa IO JIEKAPCKO MPEITHUCaHHe.

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMAIIUSI HA BPAILJIOBA A3BYKA

arixtra 10 mg

‘ 17. YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoa ¢ BKJIOYECH YHUKAJIECH HACHTU(DHUKATOD

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CBABPXKXAT MAJKUTE EAJUHUYHU
I'bBPBUYHHU OITAKOBKH

INPEJBAPUTEJIHO HAITBJIHEHA CIIPUHITOBKA

‘ 1. HNME HA JIJEKAPCTBEHUSA INTPOAYK U II'BT/UIIA HA BBBE/KJTAHE

Arixtra 10 mg/0,8 ml mmxexnuns
¢donmanapunykc Na

TlonkoxxHO NMpUTOXKEHNE

‘ 2. HAYMH HA ITPUJIAT AHE

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

TI'onen no:

4. HAPTUJAEH HOMEP

[Taptuaen Ne

5. CBABbPKAHUE KATO MACA, OBEM WJIHN EJUHUIIN
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b. IUCTOBKA
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JlncroBka: undopmanus 3a noTpeduTeNs

Arixtra 1,5 mg/0,3 ml nn:keknMoHeH pa3TBop
(dhonnanapunykc Harpuii (fondaparinux sodium)

IIpoyereTe BHUMATEIHO LA/IATA JHCTOBKA MPEAH 1A 3all0YHETe 1a IpUeMaTe TOBA JIEKapCcTBo,
ThH KaTo TS ChABbP:Ka BaxkHa 3a Bac nndgopmanus.

L 3ama3ere Ta3u IUcTOBKa. Moxke Ja C€ HAJIOKH a A MPOYCTCTEC OTHOBO.
L Axo0 MaTe HIKaKBU AOI'BJIHUTCIIHUA BBIIPOCH, nonuraiite Bamus JICKap Wjin (bapMaueBT.
L Toga JICKApCTBO € NpeANNCaHO CAUHCTBCHO U JIMYHO Ha Bac. He ro HpeOTCT’bHBaﬁTe Ha Jpyru

xopa. To Moke 1a UM HaBpeaIH, HE3aBUCUMO Y€ TIPU3HAITUTE Ha TIXHOTO 3a00JIIBaHE Ca CHITUTE
Kkaro Bammure.

° AKO TIONTyYuTe HAKaKBU HEXEJIaH! JIEKAPCTBEHH PEAKIINH, yBeroMeTe Bamst nexap nim
(apmarieBT. ToBa BKJIFOUBA M BCUYKH Bh3MOXHH HEXETIaHU PEaKIUK, HEOIMCAaHH B Ta3U
JIMcTOBKa. BrokTe Touka 4.

KakBo cbabp:ka Ta3u JUCTOBKA:

. KakBo npeacraBiasBa Arixtra u 3a KaKBo ce U3M0JI3Ba

. Kakso TpsOBa 1a 3Haere, npeau Aa npuemere Arixtra

Kak 1a npuemare Arixtra

Bb3MOKHN HeKeTaHW peakuu

Kak 1a cbxpansiBare Arixtra

. Cpabp:kaHue HA ONIAKOBKATA M 10NbJHUTEIHA UHopManus

SN URAWN =

1. KakBo npeacrasiasiBa Arixtra u 3a KaKBo ce M3I0JI3Ba

Arixtra e JiekapcTBO, KOeTO I0MAara 3a npeanasBaHe oT 00pa3yBaHe HA KPbBHH ChCHPelH B
KPbBOHOCHHUTE CHAOBE (AHMUMPOMOOMUYHO CPEOCMEBO).

Arixtra chIbpKa CHHTETHYHO BELIECTBO, HApeueHO GoHAanapuHyke Hatpuid. To nmpeun Ha
JIEHCTBHETO Ha KpbBOChcHpBamus (haktop Xa (“mecer-A’) B KpbBTa U 1O TO3W HAYHH ITPEa3Ba OT
o0pa3yBaHe Ha HEXEJIaHU KPbBHU ChCUPELH (mpomb603a) B KPbBOHOCHUTE ChJIOBE.

Arixtra ce u3nmoJi3Ba 3a:

° Mpeamna3Bane OT 00pa3yBaHe Ha KPBBHH ChCUPEIN B KPHBOHOCHUTE CHJIOBE Ha KpaKaTa WIIH
OenuTe TPOOOBE CIie]] OPTONEAUIHH OTIepaIiy (KaTo ornepauy Ha 6eJpOTO WA KOJISHOTO) HITH
cJie1 KOPEMHU OTIepaIiuu

L4 npeanasBaHe OT o6pa3yBaHe Ha KPbBHU CbCUPCHIU IO BPEMC HA UJIM KPATKO BpEME CIICA IICPUOT
Ha OrpaHNM4YaBaHC HA MOABMXXHOCTTA IOpaau OCTpO 3a00JIsIBaHE.
L JICYCHUC Ha KPBbBHU CbCUPCIU B KPbBOHOCHUTE CBHA0BEC, PA3IIOJJI0KECHN 630 J10 IOBLPXHOCTTA

Ha KO’KaTa Ha KpaKaTa (l’lOG'bp)CHOCWlHa BEHO3HA mp0M603a).

2. Kakso Tps0Ba 1a 3HaeTe, npeau Aa npuemMere Arixtra

He npuemaiite Arixtra:

° aKo0 CTe aJIePIruYHM KbM (DOHIAMAPUHYKC HATPUH WU KbM HSAKOS OT OCTAHAJIUTE ChCTAaBKU Ha
TOBA JICKapCTBO (M30POCHH B TOUKA 6).

o aKo UMaTe OOMJTHO KbpBeHe

° aKo0 HMAaTe DaKTepuaTHA HHGEKIUS HA ChPIETO

. aK0 MMaTe MHOT'0 TeKKO 3a00/isiBaHe Ha ObOpenuTe

— Kaxere Ha Bamus jexap ako MUCIINTE, € HAKOE OT Te3H ChbCTOSHHUS ce OTHAcs 3a Bac. Axo e
Taka, He TpsIOBa Ja mpuiarare Arixtra.
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O0BbpHeTe ceNUATHO BHUMAHUE TIPU JIeYeHUeTo ¢ Arixtra:
ToBopete ¢ Bamms nekap win dapMarieBT, Mpelu Jia u3on3Bate Arixtra:

o aKO0 CTe MMaJIH YCJ0KHEHHs 110 BpeMe Ha JieyeHHe ¢ XellapMH MM JIeKapcTBa, NOA00H! Ha
XenapyuH, KOUTO BOJSAT 10 MOHMKABaHe Ha 0posi HA TpoMOoOIUTHTE (XeMAPHH-UHAYIHPaHa
TPOMOOMTONIECHUS)

. aKo cTe ¢ MOBMIIEH PUCK OT HEKOHTPOJIMPAHO KbpBeHe (Kpb8ou3aus), BKIIOYBAIIO:
: si3Ba HA cTOMaxa
HApYylUIeHUs] HA KPbBOCHCHPBAHETO
CKOPOIIIHO KbPBEHe B MO3bKa (8bmpeuepento KbpeeHe)
CKOPOIIIHA omepaIusi Ha MO3bKa, TPHOHAYHHS CTHIO WU OYNUTE
aKo CTpPajaaTe OT TeXKKO 3200/1IBaHe HA YepHUs 1Pod
aKo cTpajaare oT 3a00/sABaHe Ha ObOpenTe
aKo0 CTe HA Bb3PacT 75 WM noseyve roAuHu
aKo TexuTe nNo-Majuako ot S0 kg.
— Kaskere Ha Bammus jexap, ako HIKOE OT T€3M ChCTOSTHUS ce oTHacs 3a Bac.

Jeua v roHomIM
Arixtra He € U3NMTBaHA MPH JIela U FOHOIIHU 1o/ 17 ToquHH.

JApyru JekapcerBa U Arixtra

HNndopmupaiite Bamms nekap nim ¢papManeBT, ako npreMaTe, HaCKopo CTe MpUeMali HilH €
BB3MOXKHO J1a IPHEMeTe APYTH JeKapcTBa. ToBa BKIIOUBA U JIEKApCTBAaTa, KOUTO CTE CU KyNUIH 0e3
peuenTta. Hsxou oT npyrute jgekapcTBa MOrar Ja MOBJIUSAT HauMHa Ha JeiicTBue Ha Arixtra uiu
Arixtra Jja UM IIOBIIHSE.

BpeMeHHOCT 1 KbpMeHe

Arixtra He TpsiOBa J1a ce peAnucBa Ha OpEeMEHHH JKEHH, OCBEH ako € ocobeHo HeoOxoaumo. [To Bpeme
Ha JieueHre ¢ Arixtra He ce mpenopbuBa KbpMEHE. AKO CTe GpeMeHHa Wik KbPMHUTE, CMATATE, ue
MOKe J1a cTe OpeMeHHa WM IIaHupaTe OpeMEeHHOCT, IIOChBETBaTe ce ¢ Bamms nexap mwim
(apmaneBT npeau ynorpedaTa Ha TOBa JEKapCTBO.

Arixtra cpabpka HATPUH
To3u nexkapcTBEeH NPOAYKT ChIbpKa MO-MAJIKO OT 23 mg HaTpUi HA J]03a U 3aTOBA HA MPAKTHUKA HE
ChAbpKa HATPUI.

CrnpuHIOBKATa ¢ Arixtra cbIbp:Ka JaTeKC

[Ipenna3uTeNar Ha WIJIaTa Ha CIIPUHIIOBKATA ChABPIKA JIATEKC, KOMTO € Bh3MOXKHO J1a TIPUIMHU

ANEPTUYHU PEAKIIMHU TPH X0Pa, YyBCTBUTCIHH KbM JIATEKC.

= VYBenomere Bammsi Jekap, ako CTe ajJepruuHy KbM JIATEKC, IPEIHN JIa 3aII0YHETE JICUCHHE C
Arixtra.

3. Kak na npuemare Arixtra

Bunaru aneMaﬁTe TOBa JICKAPCTBO TOYHO KAKTO Bu e xazan Bammusr JICKap ujin (bapMa]_[CBT. Axo He
CTC CUTYPHHU B HCLIO, nonuraite Bamms JICKap njin Q)apMaueBT.

IIpenopbunTennaTa 103a e 2,5 mg BeIHbK JHEBHO, IPHJIOKEHA Ype3 HHKEKTHPaHe
NPUOJIN3UTEIHO N0 eAHO M ChI0 BpeMe BCeKH JeH.

AKxo ctpamarte oT 3a00JsBaHe Ha OBOpeIuTe, 103aTa MOXKe Ja Obe HamayieHa 1o 1,5 mg BemHBxK
JTHEBHO.

Kak ce npuiara Arixtra
. Arixtra ce npuiiara upe3 WHKEKTHpaHe Mo Koxata (100K0JiCHO), B KOXKHA I'bHKA B JIOJIHATA
MOJIOBMHA Ha KOopeMHaTa o0sacT. CIpUHIIOBKUTE ca MPeABApUTETHO HAITBJIHEHH C TOYHATA
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J103a, OT KOATO Ce HyXaaete. FiMa pa3IudHu CIIPUHIIOBKY 32 03 oT 2,5 mg u 1,5 mg. 3a
yKa3aHHs 32 yNoTpe0da CTHNKA MO0 CThIIKA MOJISI BIZKTE OT pyraTa cTpaHa.
o He nmxextupaiite Arixtra B MyCKyIIL.

Koako abaro TpsidoBa 1a ce npuJara Arixtra
TpsOBa na MPOIBIDKUTE JICUEHUETO ¢ Arixtra TOIKOBA ABJITO, KOJIKOTO B e kazan Bammsar nexap, Thit
KaTo Arixtra mpeamna3Ba OT Pa3BUTHETO HA CEPUO3HO ChCTOSTHHE.

AKO0 MH:KeKTHpaTe TBbpIe MHOT0 Arixtra
O0BpHETE ce KbM Bammms jgekap win (hapMarieBT 3a ChBET, KOJIKOTO € BB3MOXKHO MO-0BP30 IMopaan

MOBUIICHUA PUCK OT KbPBCHE.

AKO cTe NPONMYCHAJIM 1a MPUJIOKUTE Arixtra

. IIpuiio:kere 103aTa BeJHara cjieja Kato cu cnomuurte. He uHkexkTupaiite 1BoiiHa 103a, 3a
Ja KOMIIeHCHPAaTe MPOIyCHATATA.

. AKO He cTe CUTYPHHU KaKBO /1a HallpaBuUTe, NOChbBeTBalTe ce ¢ Bamus Jexkap nian
dapmaunesBT.

He cnupaiite 1a npunarare Arixtra 0e3 cbBer

AKO IpeKbCcHeTe JeueHueTo npeau BamusaT nekap na Bu e kazai, cre n3noXeHu Ha pUcK OT
o0Opa3yBaHe Ha KPbBHU ChCHPELM BbB BEHA Ha Kpaka wiu Oenus 1pod. O0bpHeTe ce kbM Bamus
Jiekap win papManeBT NpPeau Aa NPpeKbCHeTe Je4eHNeTo.

AKO UMaTe HSKaKBU JOITBIHUTEIHN BBIIPOCH, CBBP3aHH ¢ yIoTpedara Ha TOBa JIEKAPCTBO, TIOMHUTANTE
Bamus nekap wnu gpapMarieBT.
4. Bb3MOKHY HelKeJIaHU peakluu

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NPECAMN3BHUKA HEKCIaHU PCaKIIUH, BBIIPEKU Y€ HC
BCCKH I' TIOJTy4aBa.

CheTosiHNS, 32 KOMTO TPSOBA 1a clieauTe
Texku ajepruudu peakuun (anadpunakcus): Te ca MHOTO penku nmpu xopata (1o 1 Ha 10 000),
npuemani Arixtra. [IpusHanuTe BKIIOYBAT:

. MoTyBaHe, MOHAKOTa Ha JINIETO WIN ycTata (aHeuoedem), BOIEIIO JI0 3aTPYIHEHO MPETTbIaHe
WY TUIIaHe
. KoJIarc.

=  He3a0aBHo ce 00bpHETE KBM JIEKap, aKO MOIyYUTe Te3u cumntomu. Cnpere npuema Ha
Arixtra.

YecTH HeKeJIAHU Peakunu

Te morar aa 3acernat noseue ot 1 Ha 100 xymm, nekyBanu ¢ Arixtra.

o KbpBeHe (HalpuMep OT MACTOTO Ha OIepauusiTa, OT ChIIECTBYBallla CTOMAIIIHA 53Ba, OT HOCA,
oT BeH]_II/ITe), KPbB B YpUHATa, U3KAIIJIAHE HA KPbB, KPbBOU3JIMB B OKOTO, KbpBEHE B CTABHUTC
NPOCTPAHCTBA, BBTPEIIHO KbPBEHE B MAaTKAaTA)

. JIOKAJTH3HPAHO ChOMPaHe HA KPbB (B KOMTO U Jla € OpraH/ThKaH Ha TSJIOTO)
. aHemus (HamaJsiBaHe Ha Opost Ha YepPBEHUTE KPBBHU KIIETKH)
o NnosiBa HA CHHUHH.

He4ecTu HexkeJaHu peakunu
Te morar ga 3acernart Ao 1 Ha 100 qyum, nexyBanu ¢ Arixtra.

. moxyBaHe (0mox)

. rajicHe WM IOBPbILAHE
. riaaBoOoIIHe

. Oonka
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rpbaHa OONKa

3a0yxX

00puB WK CHPOEXK 1O KOXKATa

CEKpelysl OT ONepaluoOHHaTa paHa

MOBHUIIIEHA TeMIIepaTypa

HaMmaJsBaHe WK yBelM4aBaHe Ha Oposi Ha TpoMOOIUTUTE (KPBBHH KIETKH, HEOOXOAUMH 32
KPBBOCHCHUPBAHETO)

o MOBHUIIIaBaHE HA HSIKOM XUMUYHHU BEIECTBa (ex3umu), 00pa3yBaHU OT YEPHHS APOO.

Peaxu Hexes1aHU peakuum

Te morar ga 3acernart Ao 1 na Bcexu 1 000 xymm, nekyBanu c Arixtra.
ajJiepruyHa peaxnus (BKIOYUTEIHO ChpOeXK, MoayBaHe, 00OpUB)
BBTpEIIECH KPHBOU3NNB B MO3bKA, YSPHUS APOO MM Kopema
0E3MOKOICTBO WM OOBPKAHOCT

NpUNaIbIH WIK CBETOBBPTEXK, HUCKO KPHBHO HaJISITaHe
CBHHJIMBOCT WJIK YMOpa

3a4yepBsiBaHE Ha JIUIIETO

KallTuIa

0OJIKM B KpakaTa Wik KOpeMHa 0oJika

JUapHsl WK 3a1eK

JIOIIO XPAaHOCMUJIAHE

00JIKa W Mo/yBaHe Ha MSICTOTO HA MHKCKTHPaHE

WHQEKIH Ha paHa

MOBHUIIIaBaHe Ha OMIMpyOHHa (BEIIECTBO, MPOU3BEXKIAHO OT YePHHS APOO) B KPHBTA
MIOBHUIIIaBaHE HA KOJMYECTBOTO HA HEOENTHYEH a30T B KPHBTA
HaMmaJsBaHe Ha Kajus B KPbBTa

0o0JIKa B TOpHATa 4acT HAa KOPEeMa WM KHCEIMHH B CTOMAaxa.

Cho0maBaHe Ha HesKeJIAHH PeaKINu

AKO ToITyunTe HIKAKBU HEXEJIaHU JICKApPCTBEHU Peakiny, yBegoMere Bamms nekap winm hapManesr.
ToBa BKJIFOUBa BCHYKHM BH3MOKHH HEOIIMCAHU B Ta3M JIMCTOBKA HEXKEJIaHH peakimu. Mo)keTe ChIIo Aa
ChOOIIUTE HEXKENAHH PEaKIUU JUPEKTHO Ype3 HAllMOHAJIHATA CHCTEMa 32 ChOOIIaBaHe, IIOCOYeHA B
[Npunoxenue V. Karo cholmmaBare He)xXeJIaHU PeaKkIny, MOXKETe J1a JaJIeTe CBOsI IPUHOC 32
HoJTyYaBaHe Ha IOBeYe MHPOPMAIIHS OTHOCHO 0€3011acHOCTTa Ha TOBA JISKAPCTBO.

5. Kak n1a cbxpansiBare Arixtra

o [a ce cpxpaHsBa Ha MSCTO, HEIOCTBITHO 32 JeLa.

. [a ce cpxpansBa nox 25°C. [la He ce 3ampassBa.

o He e HeoOxoaumo Arixtra 1a ce cbXpaHsBa B XJIaJUITHHK.

He n3non3Baiite ToBa JIEKApPCTBO:

. ClIe/l CpOKa Ha TOHOCT, OTOENA3aH BhPXY €THKETa M KapTOHEHATa ONaKOBKa

. aKo 3a0eneXnTe HATMIUETO Ha HAKAKBY YaCTHIM B pa3TBOPA WIIM IPOMSHA Ha I[BETA Ha
pa3TBopa

o aKo 3a0eNeKuTe, 4e CIIPUHIOBKATA € CUyIIeHa

o aKO CT€ OTBOPWJIM CIIPUHIIOBKA U HE s M3II0JI3BATE BEHAra.

I/I3XB’I)pJ'lﬂl-le Ha CIPUHIOBKHUTE:

He PI3XB’LpJ'I$[I71TC JICKapCTBaTa WK CIIPUHIOBKUTE B KaHAJIU3allUATa UJIN B KOHTeﬁHCpa 3a JOMalIHH
OTIHaabIu. IlonmraiiTe Bammms (bapMaueBT KakK J1a U3XBBPJIIATC JICKAPCTBATA, KOUTO BCUC HC
n3no3Bare. ToBa Ie CIIOMOTHE 3a OIa3BaHe Ha OKOJIHATa cpeaa.
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6. C'bIl'bp)KaHI/le Ha OIIAaKOBKAaTa U JOIIbJHHUTEC/JIHA m{(l)opMamm

KakBo cpabp:ka Arixtra
o AKTUBHOTO BeecTBo € 1,5 mg ¢ponmanapunykc Hatpuil B 0,3 ml pa3TBOp 3a HHKEKIUH

o Jpyrurte cbCcTaBKH Ca HATPUEB XJIOPUJI, BOJA 32 UHXKEKIMH U XJIOPOBOAOPOIHA KHCEIMHA W/UITH
HaTpPHUEB XUIPOKCHU] 3a Kopurupane Ha pH (BrkTe Touka 2).

Arixtra He ChABPKA KUBOTHHCKH TPOTYKTH.

Kak u3riie:kna Arixtra u KakBo CbAbpPKa OMAKOBKATA

Arixtra e mpo3paucH 1 O€3IBETCH WHXEKIIMOHEH pa3TBop. T ce mpejiara B IpeBapUTEITHO
HaIbJTHEHA CIIPUHIIOBKA 32 €THOKpaTHA yroTpeda, cHabieHa ChC crcTeMa 3a 0€30IIacHOCT 3a
npenasBaHe ot yooxKaaHe ¢ uriara ciiej] ynorpeba. Arixtra ce mpejasiara B onmakoBku ot 2, 7, 10 u 20
MPEIBAPUTEITHO HAITHTHCHU CIPUHIIOBKY (HE BCUYKH BUIOBE OTIAKOBKU MOTAT Ja ObJIaT IIyCHATH B
nmpoaaxoa).

HpnTemaTeﬂ Ha Pa3peiI€eHuETO 3a yHOTpeﬁa U IMPOU3BOAUTEJL

IIpuTesxaTes Ha pa3pelIeHUETO 32 ynoTpeda:
Viatris Healthcare Limited, Damastown Industrial Park, Mulhuddart, Dublin 15, DUBLIN, Upnanaus

IIpousBoaure:
Aspen Notre Dame de Bondeville, 1 rue de I'Abbaye, F-76960 Notre Dame de Bondeville, ®paniust.

Mylan Germany GmbH, Zweigniederlassung Bad Homburg v. d. Hohe, Benzstrasse 1,
61352 Bad Homburg v. d. Hohe, I'epmanus

3a JOIIbIHATEIHA I/IH(bOpMaI_II/IH OTHOCHO TOBa JIEKapCTBO, MOJIA, CBBPIKETE CE C JIOKAJTHUA
MNPEACTABUTCII HA IPUTECKATECII HAa Pa3pCHICHUCTO 34 yHOTpeGa:

Belgié/Belgique/Belgien Lietuva

Viatris Viatris UAB

Tél/Tel: + 32 (0)2 658 61 00 Tel: +370 5 205 1288

Bbarapus Luxembourg/Luxemburg

Maiinan EOO/] Viatris

Ten.: +359 2 44 55 400 Tél/Tel: + 32 (0)2 658 61 00
(Belgique/Belgien)

Ceska republika Magyarorszag

Viatris CZ s.r.o. Viatris Healthcare Kft.

Tel: + 420 222 004 400 Tel.: +36 14652100

Danmark Malta

Viatris ApS V.J. Salomone Pharma Ltd

TIf: +4528 11 69 32 Tel: + 356 21 22 01 74

Deutschland Nederland

Viatris Healthcare GmbH Mylan Healthcare BV

Tel: +49 800 0700 800 Tel: +31 (0)20 426 3300

Eesti Norge

Viatris OU Viatris AS

Tel: + 372 6363 052 TIf: +47 66 75 33 00
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E\LGoa
Viatris Hellas Ltd
TnA: +30 2100 100 002

Espaiia

Viatris Pharmaceuticals, S.L.

Tel: +34 900 102 712

France
Viatris Santé
Tél: +33 (0)4 37257500

Hrvatska
Viatris Hrvatska d.o.o.
Tel: +385 1 23 50 599

Ireland
Viatris Limited
Tel: +353 1 8711600

island
Icepharma hf.
Simi: +354 540 8000

Italia
Viatris Italia S.r.l.
Tel: +39 (0) 2 612 46921

Kvnpog
GPA Pharmaceuticals Ltd
TnA: +357 22863100

Osterreich
Mylan Osterreich GmbH
Tel: +43 1 86390

Polska
Viatris Healthcare Sp. z o.0.
Tel.: + 48 22 546 64 00

Portugal
Viatris Healthcare, Lda.
Tel: + 35121412 72 00

Romaénia
BGP Products SRL
Tel: +40 372 579 000

Slovenija
Viatris d.o.o.
Tel: +386 123 63 180

Slovenska republika
Viatris Slovakia s.r.0.
Tel: +421 2 32 199 100

Suomi/Finland
Viatris Oy
Puh/Tel: +358 20 720 9555

Sverige
Viatris AB
Tel: +46 (0)8 630 19 00

Latvija United Kingdom (Northern Ireland)
Viatris SIA Mylan IRE Healthcare Limited
Tel: +371 676 055 80 Tel: +353 18711600

JlaTta Ha mocyieqHO Mpepa3rjexaane Ha aucrokata {MM /I'TTT?}

JApyru u3ToYHUIIM HA HHPOpMaIUus

IMoapoOHa nHpOpMaIKs 3a TOBA JIGKAPCTBO € MPeIoCTaBeHa Ha yeOcalita Ha EBporneiickata areHIust
o nexapcrtara http://www.ema.europa.eu
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BunoBe o0e30maceHu CHpUHIIOBKH

Mwma nBa Buma o6e301maceHy CIpHUHIIOBKY, U3ITOJI3BAHH 3a Arixtra, TpeaHa3HAYCHH J1a By 3amuTaT ot
yOOXIaHe ¢ UrJiaTa cie] MHKeKTHpaHe. EQMHUAT BUI CIPUHIIOBKY MMAT ABTOMATHYHA CUCTEMA 32
0€30MMacHOCT Ha WIJIaTa, a APYTUAT BUJ UMAT PhYHA CHCTEMa 33 0€30MaCHOCT Ha UTjiaTa.

YacTu HA CIPUHIIOBKUTE:

®  TIlpeanasurten Ha UriaTa

®  Byrano

®  Mscro 3a XBaiaHe

@  O6e3omacuTeNieH HUTHHABD

®@urypa 1. CriprHIIOBKa C aBTOMATHYHA CHCTEMa 32 0€30TIaCHOCT Ha Uriara

®

CrnpuHIIOBKA C pBYHA CHCTEMa 3a 0e30ITacHOCT Ha HIJiaTa

®@urypa 2. CipyHIIOBKa C pbYHAa CHCTEMA 32 ®urypa 3. CipyHIIOBKA C PhYHA CUCTEMA 32

0€30IaCHOCT Ha HIjaaTa 0€30I1aCHOCT Ha MIJjIaTa, II0Ka3Balla
W3JBPIBAHETO HA 00C30MACHTEITHUS [IWIHHABD
Bepxy urnara CJIEl YIIOTPEBA

YKA3AHMUS 3A YIIOTPEBA HA ARIXTRA CTBIIKA 110 CTBIIKA

Yxka3anus 3a ynorpeda
Tesu ykazanus ca 3a aBaTa BHIa CIIPUHIIOBKY (C aBTOMAaTHYHA M phYHA CHCTEMa 3a 0€301acHOCT).
Koraro yka3anusiTa 3a jjajJicHa CIIPUHIIOBKA ca Pa3In4HH, TOBA € IIOCOYEHO SICHO.

1. H3muiiTe ppuere cu 1o0pe Cbe CalyH U BoAa U T MOJCYLIETE C KbpIIa.
2. H3BajneTe cIpHHIOBKATA OT KAPTOHEHATA KYTHSI U NPOBepeTe XAJIu:
. CPOKBT Ha TOJHOCT HE € U3TEKBJI

. Pa3TBOPHT € pO3paveH 1 OE3IBETEH, U HE ChbPKa YaCTUIIH

[ ]

CIIpUHIIOBKATa HE € OTBapsAHa WJIN IMOBPEACHA
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3. Cennere WM JIeTHETE B y100HA MO3UIIUSI.

N3bepere MACTO B JI0JIHATA YACT Ha KOPEMa, Ha Pa3CTOSHUE
Hal-Maiko 5 cm ot mbna (purypa A).

CMmensniiTe JsiBaTa U AACHATA CTPAHA HA JIOJTHATA KOPEMHA
00J1acT IpH BCsAKa HHKEKIMs. ToBa 1i1e moMorHe 3a
HaMallsiBaHe Ha YYBCTBOTO Ha JUCKOMQOPT HA MACTOTO HA
WHXCKTUPAHE.

AKO HE € Bb3MOXKHO MHXKCKTHPAHE B J0JHATA YacT Ha Kopema,
0o0BpHETE ce KbM Barlvst aekap WM MEAUIIMHCKA CeCTpa 3a
CHBET.

®@urypa A

4. Ilouncrere MICTOTO Ha HHIKEKTHPAHE ¢ TAMIIOH, HAIIOC€H CbC CIIUPT.

5. OrcTpaHere nmpeAna3uTeis HA UIJIATA, KAaTO ITBPBO 'O
3apppTHTE (Ppurypa b1) u mocie ro u3gppnare B mpasa JMHASL
OT TSUIOTO Ha cripuHIOBKaTa (durypa B2).

H3xBBpJieTe npeana3uTesisi HA UIJaTa.

Ba:xHo

° He noxocBaiiTe UrjiaTra u He O3BOJIIBATE TS 1a € B
KOHTAaKT C KaKBaToO M Jla € IOBbPXHOCT Mpean
UHKEKTHPaHE.

° Hanuuuero Ha Manku Bb3IyIIHU MEXypUeTa B

CIpUHIIOBKaTa € HopmanHo. He ce onurBaiite 1a
npeMaxHeTe Te3W MexXyp4eTa Mpeau Aa cTe
HaNPaBUWJIM MHXKEKIUATA - aKO HAIIPABUTE TOBA MOXKE
Ila 3aryOuTe 4acT OT JIEKapCTBOTO.

6. Jlexo npuTHCHeTE MOYHCTEHATA KOKa, 32 /1a ce
00pa3yBa KO:KHA I'bHKA. 33J]pBKTe I'bHKATa MEXY Tajena 1
MoKa3ajsera mo BpeMe Ha MHkeKTupanero (durypa B).

7. ApbKTE CHPUHLIOBKATA 3IPaB0O HA MACTOTO 32
XBalllaHe.

3aluiiTe ms1aTa JbJKUHA HA WTJIaTa 10/ IIPaB bI'bJl B
KoKHaTa TpHKa (urypa I').
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8. Un:kexktupaiite HAJIOTO chabp:xkanue Ha
CIIPMHIIOBKATA Ype3 HATHCKAHe HAa 0yTaJIOTO 0 Kpaii

(Gurypa JI).

Cnpmmomca C aBTOMaTu4YHa CUCTEMA

9. OTnycHeTe 0yTaJ0TO U UIJIATA IIE CE OTAPHITHE
aBTOMATHYHO OT KOXKaTa H Ie ce mpudepe B
00e30nacuTeIHHS IUIHHBP, KBJICTO IIe ce OJIOKHpa TpaiHO

(¢purypa E).

®@urypa E

CHnpuHIOBKA ¢ PbYHA CHCTEMA

9. Cnen MHXXEKTUPAHE 3aJpBKTE CIIPUHIIOBKATA C €1HA PBKa, KAaTo sl XBaHETE 32
00€30MacuTeNHUS UWIMHABD, U3M0I3BaTe IpyraTa pbKa 3a 1a IbPKUTE Ha MICTOTO 32
XBalllaHe U CUIJTHO W3JbpraiiTe Ha3aa. ToBa ocBoOOkaaBa munuHIbpa. [Lrs3raiite
IMJIMHABPA Harope o TSUI0TO Ha CIPUHIIOBKATA JJOKATO TOM ce OJIOKHpa B MOJIOKEHHE
BbpXY uriara. Topa e mokazano Ha @urypa 3 B HAUAJIOTO HA TE3U YKA3aHHUS.

He u3xBbpJsiiTe N3M0J3BaHATA CHPUHIIOBKA B KOHTEHHepa 3a IOMAIIHM 0THagbLUM. V3XxBbpreTe
g KakTo Bammsit nexap wnn ¢apmaneBT Bu € HHCTpyKTHpAI.
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JlncroBka: undopmanus 3a noTpeduTeNs

Arixtra 2,5 mg/0,5 ml un:keknnoHeH pa3TBop
(dhonnanapunykc Harpuii (fondaparinux sodium)

IIpoyereTe BHUMATEIHO LAJIATA JHCTOBKA MPEAH 1A 3all0YHETe 1a IpUeMaTe TOBA JIeKapCTBo,
TBhH KaTo TS ChbAbPKa BaxHa 3a Bac nndopmanus.

L 3ama3ere Ta3u IUcTOBKa. Moxke Ja C€ HAJIOKHU A A MPOYCTCTS OTHOBO.
L Axo0 MaTe HIKaKBU AOI'BJIHUTCIIHUA BBIIPOCH, nonuraiite Bamus JICKap Wjin (bapMaueBT.
L Toga JICKApCTBO € NpeANNCaHO CAUHCTBCHO U JIMYHO Ha Bac. He ro HpeOTCT’bHBaﬁTe Ha Jpyru

xopa. To Moke 1a UM HaBpeaIH, HE3aBUCUMO OT TOBA, Ue IMPU3HAINTE Ha TAXHOTO 3a00JIIBaHE ca
cpIuTe KaTto BammTe.

° AKO TIOITyYuTe HAKaKBU HEXKEJIaHU JIGKAPCTBEHH PEaKIIiy, yBeroMere Bamus nexap uimm
(apmarieBT. ToBa BKJIFOUBA M BCUYKH BE3MOXHH HEXEJIaHU PEaKI[UK, HEOIMCAHH B Ta3U
JIMcTOBKa. BrokTe Touka 4.

KakBo cbabp:ka Ta3u JUCTOBKA:

. KakBo npeacraBiasBa Arixtra u 3a KaKBo ce U3M0JI3Ba

. Kakso TpsOBa 1a 3Haere, npeau Aa npuemere Arixtra

Kak 1a npuemare Arixtra

Bb3MOKHN HeKeTaHW peakuu

Kak 1a cbxpansiBare Arixtra

. Cpabp:kaHue HA ONIAKOBKATA M 10NbJHUTEIHA UHopManus

SN URAWN =

1. KakBo npeacrasiasiBa Arixtra u 3a KaKBo ce M3I0JI3Ba

Arixtra e JiekapcTBO, KOeTO [I0Mara 3a npejanaspaHe oT 00pa3yBaHe HA KPbBHH ChCHpPelH B
KPbBOHOCHHUTE CHAOBE (AHMUMPOMOOMUYHO CPEOCMEBO).

Arixtra chIbpKa CHHTETHYHO BELIECTBO, HapeueHO oHAanapuHyKc HaTpuid. To pedn Ha
NIEHCTBHETO Ha KpbBOChcHpBamus (haktop Xa (“mecer-A’) B KpbBTa U 1O TO3W HAYHH IPE/Na3Ba OT
o0pa3yBaHe Ha HEXEJIaHU KPbBHU ChCUPELH (mpomb03a) B KPbBOHOCHUTE ChIOBE.

Arixtra ce u3moJi3Ba 3a:

° Mpeamna3Bane OT 00pa3yBaHe Ha KPBBHH ChCUPEIN B KPHBOHOCHUTE CHJIOBE Ha KpaKaTa WIIH
OenuTe TPOOOBE Ciie] OPTONEAUYHY OTepaIiuy (KaTo oneparui Ha OeIpOTO WIH KOJISTHOTO),
WJIU CJIe]] KOPEMHH OTIEPAINH

. npeznasBaHe oT oOpa3syBaHe Ha KPbBHH ChbCUPELH 110 BpeMe Ha WIIM KPAaTKO BpeMe cliel TIEpHOJ
Ha OrpaHUYaBaHe Ha [10JBUKHOCTTA [10Paiu OCTPO 3a00JIs1BaHEe

. JieueHHUEe Ha HAKOU BUJIOBE ChpCUCH UH(APKT U TeXKKA CTeHOKapust (00Ka, MpUIHHEHA OT
CTECHSIBAaHE Ha apTEPUUTE B CHPIIETO).

. JieueHHe Ha KPbBHU ChCHPENX B KPbBOHOCHUTE CHJIOBE, PA3IOI0KEHH OJIN30 IO IOBBPXHOCTTA

Ha KO’KaTa Ha KpaKaTa (nOGbPXHOCWIHa BEHO3HA mp0M603a).

2. Kakso Tps0Ba 1a 3HaeTe, npeau Aa npuemMere Arixtra

He npuemaiite Arixtra:

o aKO0 CTE¢ AJIEPruv4YHu KbM (1)0H)13H3pHHyKC HanI/Iﬁ WIN KbM HAKOA OT OCTaHAJIUTEC CbCTaBKHU Ha
TOBA JIEKapCcTBO (M30POEHH B TOUKA 0).

. aKo nMaTte O0WIHO KbpPBeHe

. aKo uMarte 0aKkTepHaTHA HHGEKIHUA HA ChPLETO

. aK0 MMaTe MHOI'0 TeKK0 3a00J1siBaHe HA ObOpenuTe

— Kakere Ha Bauusi 1ekap ako MUCITUTE, Y€ HAKOE OT TE3U ChCTOSIHMS ce OTHAcs 3a Bac. Ako e
Taka, He TpsIOBa Ja mpuiarare Arixtra.
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O0BbpHeTe ceUaIHO BHUMAHME IIPU JIeYeHUeTo ¢ Arixtra:
I'oBopere ¢ Bamus iexkap wim gapmanesT, Ipeau da u3noi3Bare Arixtra:

o aKO0 CTe HMAaJIH YCJ0KHEHHs 0 BpeMe Ha JieueHHe ¢ XeNapUH WM JeKapcTBa, NOJ00H! Ha
XenapuH, KOUTO BOST 10 MOHHKABAHE HA OPOsl HA TPOMOONUTHTE (XeMAPUH-UHIYIHPaHa
TPOMOOIMTOIEHHSI)

o aKO0 CTe C MOBHIIEH PUCK OT HEKOHTPOJIMPAHO KbPBeHE (KPbEouU3/us), BKIIIOUBAIIIO:
: si3Ba HA cTOMaxa
HAPYIIEeHHsS] HA KPbBOCHCHPBAHETO
CKOPOIITHO KbPBEHE B MO3bKa (8bimpeuepento KopeeHe)
CKOPOIIIHA omepaIusi Ha MO3bKa, TPHOHAYHHS CTHJIO WU OYUTE
aKo cTpaaaTe OT TeKKO 3a00/1siBaHe HA YepHUs Apod
aKo cTpaaaTe OT 3a00/isiBaHe Ha ObOpenHUTe
aKo0 cTe HAa Bb3pacT 75 ujiM noseyve roJuHu
aKo Te:KuTe mo-mMaJjko ot 50 kg.
— Kaxere Ha Bamus Jjiekap, ako HJIKOe OT T€3U CbCTOSHUSA ce OTHACS 3a Bac.

Jeua v roHomu
Arixtra He € U3MMTBAHA MPH JIela U IOHOIIN Ha Bh3pacT mox 17 roauHu.

Jlpyru jexkapcTBa u Arixtra

HNudopmupaiite Bamms nexap wim dapmaresT, ako preMaTe, HACKOPO CTe MpHUeMalld WA €
BB3MOXKHO J1a PHEMeTe APYTH JekapcTa. ToBa BKIIIOUBA U JIEKapCTBaTa, KOUTO CTE CU KyNuiu 0e3
peuenTa. Hsikou OT IpyruTe jgekapcTBa MOTaT J1a MOBJIUSAT HAUWHA Ha JielicTBUE Ha Arixtra Hiu
Arixtra Jja UM IIOBIIHSE.

BpemenHnocT n KbpMeHe

Arixtra He TpsiOBa J1a ce MpeAnucBa Ha OpEMEHHH JKEHH, OCBEH ako € ocobeHo HeoOxoaumo. 1o Bpeme
Ha JIedeHne ¢ Arixtra He ce IpernopbrYBa KbpMeHe. AKO cTe OpeMeHHA MM KbPMHUTE, CMATaTe, e
MOXe Jja cTe OpeMeHHa WiIH TUIaHupaTe OpEMEHHOCT, OChBETBaTE ce ¢ Bamus nexap uiu
¢apmarneBT npeau ynorpedaTa Ha TOBa JEKapCTBO.

Arixtra cpabp:Ka HATPUIA

To3u nexapcTBeH NPOAYKT ChIbpKa IMO-MaJIKO OT 23 mg HaTpWil Ha J103a U 3aTOBA Ha MPAKTHKA HE

ChAbpKa HATPUI.

CrnpuHIOBKATa ¢ Arixtra MosKe 1a CbAbpiKa JIATEKC

IIpenmaszuTenar Ha UIJIaTa Ha CIPUHIIOBKATa MOXeE Jia ChABPIKa JIATEKC, KOMTO € Bb3MOXKHO J1a

MPUYUHY aJIEPTUYHU PEaKLUU IIPU X0pa, YyBCTBUTEIHU KbM JIATEKC.

=> VYBenomere Bammsi jgekap, ako cTe ajJepruuHu KbM JIATEKC, IPEIHN JIa 3aII0YHETE JICUCHHE C
Arixtra.

3. Kak na npuemare Arixtra

Bunaru npuemaiite ToBa JIeKapcTBO TOYHO KakTo Bu e xa3an BammsT nexkap ninu ¢papmaneBT. AKo He
CTe CUTYpHH B HEIlo, nonuraiire Bammus nexap v GapmarienT.

IIpenopbunTennarTa 103a e 2,5 mg BeIHbK JHEBHO, IPHJIOKEHA Ype3 HHKEKTHPaHe
NPpHOIU3UTETHO 110 €AHO U CHII0 BpeMe BCEKH JIeH.

Ako cTpanare ot 3abosiBaHe Ha ObOpenuTe, J03aTa MOXe J1a Obje HaMmaieHa 1o 1,5 mg BeaHbxk
JTHEBHO.
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Kak ce npuiara Arixtra

o Arixtra ce mpuiiara upe3 HHKEKTHpaHe Mo KoKaTa (100K0JiCHO), B KOXKHA T'bHKA B 0JIHATA
II0JIOBMHA Ha KOopeMHaTa 00sacT. COpUHIIOBKUTE ca MPeIBapUTEIHO HAIIBJIHEH! C TOYHATA
J103a, OT KOATO ce HyXaaere. MiMa pa3nu4yHy COpUHIOBKY 3a 1034 OT 2,5 mg u 1,5 mg. 3a
yKa3aHus 32 ynorpeda cThIKA M0 CTHIIKA MOJISI BUXKTe OT Apyrara crpaHa. 3a JiedeHue Ha
HSIKOM BUJIOBE ChpACUCH HH(PAPKT, MEIUIIMHCKHU CIIELHAINCT MOXKE 1a Bu npuinoxu nmppBara
J103a BBB BeHa (UHMPABEHO3HO).

o He nmxextupaiite Arixtra B MyCKyJIL.

KoJjxo aniro TpsioBa na ce mpuJjara Arixtra
TpsaOBa na MPOIBIDKUTE JICUEHUETO ¢ Arixtra TOIKOBA IBITO, KOJIKOTO B e ka3an Bammsr nekap, Toit
KaTo Arixtra mpe/na3Ba OT Pa3BUTHETO Ha CEPUO3HO ChCTOSTHUE.

AKO0 MH:KeKTHpaTe TBbpIe MHOT0 Arixtra
OO0BpHETE ce KbM Barus jiekap wiu papManeBT 3a ChBET, KOJIKOTO € Bb3MOXKHO 1M0-0bp30, IOpaau

MOBUIICHUA PHUCK OT KbPBCHE.

AKO cTe IPOILYyCHAJIM 12 NPUJIOKUTE Arixtra

. IIpuno:xere n03aTa BegHara cjiej kato cu cnomaurte. He nn:xkekTupaiite 1BoiiHa 1032, 32
Ja KOMIICHCHpaTe NPOIyCHATATA.

o AKO He cTe CHTYPHHU KaKBO 2 HANIPABUTe, NOChBeTBaliTe ce ¢ Bamms Jexkap uwin
¢dapmaunesnT.

He cnimpaiiTe na npuiarare Arixtra 6e3 cbBer

AKO IpeKbcHeTe JeueHueTo npeau Bamusat nexap na Bu e kaszai, cre u3noxeHu Ha pUcK OT
o0Opa3yBaHe Ha KPbBHU ChCHPELM BbB BEHA Ha Kpaka wiu Oenus 1po6. O0bpHeTe ce kbM Bamus
JieKap Wik (papManeBT Npeau Aa NPeKbCHeTe JeYeHUETO.

AKO UMaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHH € yIoTpebara Ha TOBA JIEKAPCTBO, IIOMHUTANTE
Bamus nekap wnu gpapMarieBT.
4. Bb3MOKHY HeKeJIaHU peakun

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NPEAN3BHUKA HEXKCIaHNU pE€aKIIMH, BBIIPEKU Y€ HC
BCCKH I' TIOJTy4aBa.

ChcTOsIHNSA, 32 KOUTO TPA0Ba 1a cieauTe
Te:xku anepruynu peaknuu (anadunaakcus): Te ca MHOTO penku mpu xopara (o 1 Ha 10 000),
npueman Arixtra. [lpuzHannTe BKIIIOYBAT:

. M0JIyBaHe, OHSKOTa Ha JIMIETO WK ycTaTa (aneuoedem), BOJIEIIO J0 3aTPyTHEHO MperIbIaHe
WJIU TAIIaHe
. KoJ1aric.

=  He3a0aBHO ce 00bpPHETE KbM JeKap, ako MOIy4nuTe Te3u cumnromu. CrnipeTe mpueMa Ha
Arixtra.

YecTn HexKeTaHU peakIuu

Te morar ga 3acerrar nopede ot 1 Ha 100 xymm, nexyBanu ¢ Arixtra.

o KbpBeHe (HalpruMep OT MICTOTO Ha OTepalusiTa, OT ChIIeCTByBallla CTOMAIIIHA 53Ba, OT HOCA,
OT BEHLIUTE, KPbB B YPUHATA, U3KAIIISHE Ha KPbB, KPbBOU3IIUB B OKOTO, KbPBEHE B CTABHUTE
NPOCTPAHCTBA, BbTPEIIHO KbPBEHE B MaTKaTa)

o JIOKAJIM3UPAHO chbOMpPaHe HA KPBB (B KOHTO U Ja € OpraH/ThKaH Ha TSIOTO)
o aHemus (HaMaJsiBaHE Ha OpPOsl HA YEPBEHUTE KPHBHU KIIETKH)
o NOsIBa HA CHHUHM.
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HeuecTu HekelaHM peakiuu

Te morar ga 3acernar Ao 1 Ha 100 xymu, nexyBanu ¢ Arixtra.

noyBaHe (0mok)

raJicHe WIN TIOBPBIIaHe

riraBobosme

Oomka

TpbIHa OOJTKa

3ayX

00pYB WK CHPOEK IO KOXKaTa

CEKpeIysl OT ONepalMoHHa paHa

MIOBHUIIIEHA TeMIIepaTypa

HaMaJIIBaHE WM yBellM4aBaHe Ha Opos Ha TPOMOOUMTHTE (KPHBHH KIETKH, HEOOXOTUMH 32
KPBBOCHCUPBAHETO)

. MOBHIIIABAaHE HA HAKOW XUMHUYHU BEIIECTBA (ex3umu), 00pa3yBaHH OT YepHUS APoO.

Peaxu HexeslaHU peakun

Te morar aa 3acernar Ao 1 na Bcexu 1 000 qymm, nekyBanu ¢ Arixtra.
ajiepruyHa peaxius (BKIIOYUTEITHO ChpOek, IOyBaHe, OOpUB)
BBTPEILEH KPbBOU3INB B MO3bKA, YSPHUS APOO UM KOpema
0e3MOoKONCTBO WA OOBPKAHOCT

NpUNaxbly WINK CBETOBBPTEX, HUICKO KPHBHO HAISATaHE
CBHHJIMBOCT WJIM YMOpa

3a4yepBsBaHE Ha JIMLIETO

KallIuIa

0OJKHM B KpaKaTa Wik KopeMHa OoJKa

JUapysl WK 3aeK

JIOIIO XpaHOCMUJIAHE

0oJKa ¥ MoyBaHe HAa MSICTOTO HA MHKCKTHPAHE

nH(EKIYs Ha paHa

MIOBHIIIABaHE HAa OMIIMPYyOHHA (BEIIECTBO, TPOU3BEKIAHO OT YepHUS Ap00) B KPHBTa
MOBHUIIIaBaHE HA KOJMYECTBOTO HA HEOENTHYEH a30T B KPbBTA
HaMaJsiBaHe Ha KajJus B KPbBTa

0oJiKa B TOpHATa 4acT HAa KOpEeMa MM KHCEJIMHHU B CTOMaxa.

Cpol0maBaHe HA HesKeJIAHH PeaAKIHU

AKO TIOITyunTe HIKAKBU HEXEJaHH JISKAPCTBEHH PEaKkIiy, yBeaomere Bamus nexap uinu gpapmanesT.
ToBa BKJIIOUBa BCHYKH Bb3MO)KHH HEOIIMCAHH B Ta3M JINCTOBKA HEXKEJIaHU peakluu. MoxkeTe ChIIo Aa
CHOOLINTE HEXENaHU PEaKLMK AUPEKTHO Ype3 HallMOHAIHATa CUCTEMa 3a ChOOLIaBaHe, TOCOYEHA B
[punoxenue V. Karo crobuiaBare HexxenaHU peakLui, MOXETeE J1a 1aIeTe CBOsI IPUHOC 32
HOJTy4aBaHe Ha NOoBe4e MHPOPMAIK OTHOCHO 0€30M1acCHOCTTa Ha TOBA JISKAPCTBO.

S. Kak na coxpansiBate Arixtra

o Ja ce cpxpaHsiBa Ha MSICTO, HEIOCTBITHO 32 JIelia

. [a ce cexpanssa mox 25°C. Jla He ce 3aMpassiBa

o He e HeoOxomumo Arixtra 1a ce chXpaHsBa B XJIaJVITHHK.

He n3nona3Baiite ToBa JIEKaApCTBO:

o CJIe]l CpOKa Ha TOJTHOCT, OTOENA3aH BhPXY €THKETa U KapTOHEHATAa OMaKOBKa

o aKo 3a0eNIeKNTE HATMYNETO HA HIKAKBU YaCTHIIM B Pa3TBOPA WJIM MPOMSIHA HA I[BETA HA
pasTBOpa

o aKo 3a0eJIeKuTe, Ye CIPUHIIOBKATA € CUyleHa

o aKo CTe OTBOPHIIM CIIPHUHIIOBKA M HE 5 M3II0JI3BATE BeIHAra.
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I/I3XB’I>pJ'lfl]-[e Ha CIPUHIOBKHUTE:

He H3XB’pr§IfITC JICKapcTBaTa UK CIIPUHIOBKUTE B KaHAJIU3alyATa UK B KOHTefIHepa 3a JOMAaIIHH
otnaxbiy. [lonuraiite Bamms (l)apMaHCBT KakK J1a U3XBBPJIIATE JICKAPCTBATa, KOUTO BCUC HC
u3no3Bare. Topa Ie CIIOMOTHE 3a OIa3BaHe Ha OKOJIHATa cpeaa.

6. ChbabpikaHHe Ha OMIAKOBKATA M JOMBJIHUTEIHA HH(POPMATHA

KakBo cbabp:xa Arixtra
. AKTHBHOTO BemIeCcTBO € 2,5 mg pongamapuaykc HaTpuii B 0,5 ml pa3TBop 3a MHKEKIUN

° Jpyrute chCcTaBKH ca HATPUEB XJIOPHJ, BOA 32 HHYKEKIHH U XJIOPOBOAOPOIHA KHCETNHA W/ WITH
HATPUEB XHUIIPOKCHU]I 3a Kopurupane Ha pH (BrokTe Touka 2).

Arixtra HE ChIBpIKa KUBOTHHCKH TPOIYKTH.

Kak m3riie:kna Arixtra 1 KaKkBO CbAbPKA ONIAKOBKATA

Arixtra e mpo3padeH 1 0e3[BETCH HHKEKIIMOHEH pa3TBop. Ts ce mpeasiara B IpeIBapuTeIIHO
HaI'bJIHEHA CIIPUHIIOBKA 33 ¢IHOKpaTHA yNoTpeOa, CHabIeHa ChC cUCTEMa 3a OE30IMacHOCT 32
mpenasBaHe oT yOoXKaaHe ¢ uriara cief] ynorpeba. Arixtra ce mpeasyiara B omakoBku oT 2, 7, 10 u 20
NpEeBAPUTETHO HAITBIHEHH CIIPHHIIOBKY (HE BCHUYKH BHIOBE OITAKOBKHM MOTaT J]a ObaT IyCHATH B
npoaaxoa).

IIpuTesxkaTes Ha pa3pelIeHUETO 32 YIOTpeda U NPOU3BOAUTEL

IIpurtexkaTes Ha pa3pelieHHETO 32 yNoTPeda:
Viatris Healthcare Limited, Damastown Industrial Park, Mulhuddart, Dublin 15, DUBLIN, Upnaagus

IIpousBoaure.:
Aspen Notre Dame de Bondeville, 1 rue de I'Abbaye, F-76960 Notre Dame de Bondeville, ®panmwst.

Mylan Germany GmbH, Zweigniederlassung Bad Homburg v. d. Hohe, Benzstrasse 1,
61352 Bad Homburg v. d. Hohe, I'epmanust

3a AomBIHKUTENTHA HHPOPMAITUS OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE C JIOKATHUS
NpPEICTABUTEN HAa MPUTEKATENs Ha Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien Lietuva

Viatris Viatris UAB

Tél/Tel: + 32 (0)2 658 61 00 Tel: +370 5 205 1288

bbarapus Luxembourg/Luxemburg

Maitnan EOO/] Viatris

Ten.: +359 2 44 55 400 Tél/Tel: + 32 (0)2 658 61 00
(Belgique/Belgien)

Ceska republika Magyarorszag

Viatris CZ s.r.0. Viatris Healthcare Kft.

Tel: +420 222 004 400 Tel.: +36 14652100

Danmark Malta

Viatris ApS V.J. Salomone Pharma Ltd

TIf: +4528 11 69 32 Tel: + 356 21 22 01 74
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Deutschland
Viatris Healthcare GmbH
Tel: +49 800 0700 800

Eesti
Viatris OU
Tel: +372 6363 052

EALGOa
Viatris Hellas Ltd
TnA: +30 2100 100 002

Espaiia

Viatris Pharmaceuticals, S.L.

Tel: +34 900 102 712

France
Viatris Santé
Tél: + 33 (0)4 37 25 75 00

Hrvatska
Viatris Hrvatska d.o.o.
Tel: +385 123 50 599

Ireland
Viatris Limited
Tel: +353 1 8711600

Nederland
Mylan Healthcare BV
Tel: +31 (0)20 426 3300

Norge
Viatris AS
TIf: +47 66 75 33 00

Osterreich
Mylan Osterreich GmbH
Tel: +43 1 86390

Polska
Viatris Healthcare Sp. z 0.0.
Tel.: + 48 22 546 64 00

Portugal
Viatris Healthcare, Lda.
Tel: + 35121 412 72 00

Romaénia
BGP Products SRL
Tel: +40 372 579 000

Slovenija
Viatris d.o.o.
Tel: +386 1 23 63 180

island Slovenska republika
Icepharma hf. Viatris Slovakia s.r.o.
Simi: +354 540 8000 Tel: +421 2 32 199 100
Italia Suomi/Finland

Viatris Italia S.r.1. Viatris Oy

Tel: + 39 (0) 2 612 46921 Puh/Tel: +358 20 720 9555
Kvnpog Sverige

GPA Pharmaceuticals Ltd Viatris AB

TnA: +357 22863100

Tel: + 46 (0)8 630 19 00

Latvija United Kingdom (Northern Ireland)
Viatris SIA Mylan IRE Healthcare Limited
Tel: +371 676 055 80 Tel: +353 18711600

JlaTta Ha mocJieqHO Mpepasriexnaane Ha aucroBkata {MM /I'TTT}

JApyru u3To4yHUIM HA HH(OpPMAaIUA

[TonpoOHa uHoOpMaLKs 3a TOBa JIEKAPCTBO € IpeJoCTaBeHa Ha yeOcaiita Ha EBporetickata areHIust
10 JIeKapcTBarta http://www.ema.europa.eu
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BunoBe o6e30maceHu CHPpUHIIOBKH

Mwma nBa Buma o6e301maceHy CIpHUHIIOBKY, U3ITOJI3BAHH 3a Arixtra, TpeHa3HavYeHN qa By 3amuTsrt ot
yOOXIaHe ¢ UrJiaTa cie MHKeKTHpaHe. EQMHUAT BUI CIPUHIIOBKY MMAT ABTOMATHYHA CUCTEMa 32
0€30MMacHOCT Ha MIJIaTa, a APYTUAT BUJI UMAT PhYHA CHCTEMa 3a 0€30MaCHOCT Ha UTJiaTa.

YacTu HA CIPUHIIOBKUTE:

®  TIlpeanasurten Ha UTIaTa

®  Byrano

®  Mscro 3a XBaiaHe

@  O6e3omacuTeNieH HUTHHABD

®@urypa 1. CriprHIIOBKa C aBTOMATHYHA CHCTEMa 32 0€30TIaCHOCT Ha Uriara

®

CrpHHIIOBKA C pPbYHA cHcTeMa 3a 0e30MacCHOCT Ha UIjaTa

®urypa 2. CnpuHIOBKa ¢ pb4YHA CUCTEMA 32 ®@urypa 3. CriprHIIOBKA C PhYHA CUCTEMA 32

0e30macHOCT Ha MUrjara 0e30MacHOCT Ha UTJiaTa, MoKa3Bala
W3IBPIBAHETO HA 00E30MAaCUTEIIHUS LIWIHHABD
BepXy uriara CJIEJL YIIOTPEBA

YKA3AHMUS 3A YIIOTPEBA HA ARIXTRA CTBIIKA 110 CTBIIKA

Yxka3anus 3a ynorpeda
Tesu ykazanus ca 3a aBaTa BHIa CIIPUHIIOBKY (C aBTOMAaTHYHA M phYHA CHCTEMa 3a 0€301acHOCT).
Koraro yka3anusiTa 3a jjajJicHa CIIPUHIIOBKA ca Pa3In4HH, TOBA € IIOCOYEHO SICHO.

1. H3muiiTe ppuere cu 1o0pe Cbe CalyH U BoAa U T MOJCYILIETE ¢ KbpIIa.
2. H3BajneTe cIpHHIOBKATA OT KAPTOHEHATA KYTHSI H NPOBepeTe JAJIH:
. CPOKBT Ha TOJHOCT HE € U3TEKBJI

. Pa3TBOPHT € pO3paveH 1 OE3IBETEH, U HE ChbPKa YaCTUIIH

[ ]

CIIpUHIIOBKATa HE € OTBapsAHa WJIN IMOBPEACHA
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3. CenHeTe WM JIerHETE B yI00HA MO3UIIUSI.

N3bepere MACTO B JI0JIHATA YACT Ha KOPEMa, Ha Pa3CTOSHUE
Hal-Maiko 5 cm ot mbna (purypa A).

CMmensniiTe JsiBaTa U AACHATA CTPAHA HA JIOJTHATA KOPEMHA
00J1acT IpH BCsAKa HHKEKIMs. ToBa 1i1e moMorHe 3a
HaMallsiBaHe YYBCTBOTO Ha AUCKOM(OPT HA MACTOTO HA
WHXCKTUPAHE.

AKO HE € Bb3MOXKHO HMHXKCKTHPAHE B JOJHATA YacT Ha Kopema,
00BpHETE ce KbM Barlus aekap WM MEIUIIMHCKA CeCTpa 3a
CHBET.

®@urypa A

4. Ilouncrere MICTOTO Ha HHIKEKTHPAHE ¢ TAMIIOH, HAIIOC€H CbC CIIUPT.

5. OrcTpaHere nmpeAna3uTeis HA UIJIATA, KAaTO ITBPBO 'O
3apppTHTE (Ppurypa b1) u mocie ro u3gppnare B mpasa JMHASL
OT TSUIOTO Ha cripuHIOBKaTa ((urypa B2).

H3xBBpJieTe npeana3uTesisi HA UIJaTa.

Ba:xHo

° He noxocBaiiTe UrjiaTra u He O3BOJIIBATE TS 1a € B
KOHTAaKT C KaKBaToO M Jla € IOBbPXHOCT Mpean
UHKEKTHPaHE.

° Hanuuuero Ha Manku Bb3IyIIHU MEXypUeTa B

CIIpUHIIOBKaTa € HopmanHo. He ce onmurBaiite 1a
npeMaxHeTe Te3d MeXyp4yeTa OT CIPMHIOBKATA
Npe/iu 12 cTe HANPABWJIN MHKEKIHUATA - aKO
HamnpaBUTE TOBA MOXKE J1a 3aryOuTe 4acT OT
JIEKapCTBOTO.

6. Jlexo npuTHCHeTE MOYHCTEHATA KOKa, 32 /1a ce
o0pa3yBa KO:KHA I'bHKA. 33pBKTe I'bHKATa MEXIY Majena 1
MoKa3ajsera mo BpeMe Ha MHkeKTupanero (durypa B).

7. ApbKTE CHPUHLIOBKATA 3IPaB0O HA MACTOTO 32
XBalllaHe.

3aluiiTe ms1aTa IbJKUHA HA WTJIaTa TO/] IIPaB bI'bJl B
KoKHaTa TpHKa (urypa I').
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8. Un:kexktupaiite HAJIOTO chabp:xkanue Ha
CIIPMHIIOBKATA Ype3 HATHCKAHe HAa 0yTaJIOTO 0 Kpaii

(Gurypa JI).

Cnpmmomca C aBTOMaTuU4YHa CUCTEMA

9. OTnycHeTe 0yTaJ0TO U UIJIATA IIE CE OTAPHITHE
ABTOMATUYHO OT KOXKaTa M IIe ce mpuodepe B
00e30IMacuTeTHUS IMIHHIBD, KBIETO Ie ce OJIOKHUpa TpaitHo

(¢purypa E).

Qurypa E

CHnpuHIOBKA ¢ PbYHA CHCTEMA

9. Cnen MHXXEKTUPAHE 3aJpBKTE CIIPUHIIOBKATA C €1HA PBKa, KAaTo sl XBaHETE 32
00€e30MacuTeN IS IUIMHABD, N3M0I3BaiTe ApyraTa pbKa 3a Jia JbPAKUTE Ha MACTOTO 32
XBalllaHe ¥ CHJIHO M3AbpHaiiTe Ha3aa. ToBa ocBoOOXxkmaBa mumuHAbpa. [lmp3raiite
IIMHABPA Harope Mo TSI0TO Ha CHPUHIIOBKATA JOKATO TOM ce OJIOKUpPA B MOJI0KEHHE
BBpXy Hriarta. ToBa e moka3aHo Ha durypa 3 B Ha4aIOTO HA TE3U YKa3aHUSL.

He u3xpbpJisiiiTe M310JI3BAHATA CIPUHIOBKA B KOHTeiiHepa 3a IOMalllHM oTHAAbUU. M3XBBpIieTe
g KakTo Bammst nexap wnu papmaneBT Bu e nuHCTpYyKTHpA.
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JlncroBka: undopmanus 3a noTpeduTeNs

Arixtra 5 mg/0,4 ml uH:KeKIIUOHEH PA3TBOP
Arixtra 7,5 mg/0,6 ml un:kekunoHeH pa3TBop
Arixtra 10 mg/0,8 ml nHkeKIMOHEeH Pa3TBOP
(honnanapunykc Hatpuii (fondaparinux sodium)

IIpoyeTeTe BHUMATEIHO LAJIATA JUCTOBKA MPEAH 1a 3aM04HeTe 1a MpUeMaTe TOBA JIEKapCTBO,
Thil KaTO TH ChAbP:Ka BaxHa 3a Bac undgopmaumus.

o 3amazere Ta3u JIUCTOBKA. MOJKe /1a ce HaJIOXKH J1a Sl POYETETE OTHOBO.
o AKO UMate HIKaKBH JIOTBIHUTETHA BBIIPOCH, TTonuTaiiTe Bamms nexkap ninu gapmarest.
. ToBa JIeKapCTBO € NPEeINUCaHO eIUHCTBEHO U JINYHO Ha Bac. He ro npeorcrrnBaiite Ha Apyru

xopa. To MOXke J1a UM HaBpE/M, HE3aBUCUMO Y€ MPU3HAIUTE HA TSIXHOTO 3a00JIIBaHE Ca CHIIUTE
kaTto Bamure.

° AKO TOTy4YuTe HIKAKBU HEXEJIaHU JICKAPCTBEHU PeaKIlny, yBeqoMeTe Bamms nekap nin
¢dapmarieBT. ToBa BKJIIOYBA M BCHUKH BH3MOKHHU HEKETIaHU PEaKITNH, HEOITNCAH! B Ta3n
JIMcTOBKa. BrokTe Touka 4.

KakBo cbabpika Ta3u JUCTOBKA:

. KakBo npeacraBiasBa Arixtra u 3a KaKBo ce U3M0JI3Ba

. Kakso TpsdBa 1a 3Haere, npeau Aa npuemere Arixtra

Kak 1a npuemare Arixtra

Bb3MOKHN HeKeTaHW peakuu

Kak na coxpansiBate Arixtra

. CpabpikaHue HA ONIAKOBKATA M 10NbJIHUTEIHA HHopManus

AU AW

1. KakBo npeacrasiasiBa Arixtra u 3a KaKBo ce M3I10JI3Ba

Arixtra e JiekapcTBO, K0eTO JIeKyBa HJIM IOMara 3a npejnassaHe ot odpasyBaHe Ha KPbBHH
chCcHped B KPbBOHOCHUTE ChA0BE (AHMUMPOMOOMUUHO CPEOCEO).

Arixtra chIbpKa CHHTETHYHO BELIECTBO, HapeueHo GoHaanapuHyke Hatpuid. To nmpeun Ha
JIeCTBUETO Ha KpbBOChcupBalius aktop Xa (“aeceT-A’) B KpbBTa U TI0 TO3W HAYKH MPEANA3Ba OT
o0pa3yBaHe Ha HEXEJIaHU KPbBHU ChCUPELH (mpomb03a) B KPbBOHOCHUTE ChIOBE.

Arixtra ce H3M0J13Ba 32 Jle4eHHe HA Bb3PACTHH ¢ KPbBHHU ChCHPEd B KPbBOHOCHUTE Ch/I0BE HA
Kpakara (0v160Ka 6eno3na mpom6o3a) W/uim deante 1podoBe (6e100poben emboru3vLM).

2. Kakso Tps0Ba 1a 3HaeTe, npeau Aa npueMere Arixtra

He npuemaiite Arixtra:

° aKo CTe aJIePrUYHM KbM (DOHIAMAPUHYKC HATPUH WU KbM HSAKOS OT OCTAHAJIUTE ChCTAaBKU Ha
TOBA JICKapCTBO (M30pPOCHH B TOUKA 6).

o aKo UMaTe OOMJTHO KbpBeHe

° aKo0 HMAaTe DaKTepuaTHA HHGEKIUS HA ChPIETO

. aKo0 MMarTe TeKKo 3a00J1ABaHe HA ObOpeluTe

— Kaxkere Ha Bamus j1exap ako MUCIINTE, U4€ HAKOE OT Te3H ChbCTOSHUS ce OTHAcs 3a Bac. Axo e
Taka, He TpsAOBa Ja mpuiarare Arixtra.
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O0BbpHeTe ceNUATHO BHUMAHUE TIPU JIeYeHUeTo ¢ Arixtra:
ToBopete ¢ Bamms nekap win dapMarieBT, Mpelu Jia u3on3Bate Arixtra:

o aKO0 CTe MMaJIH YCJ0KHEHHs 110 BpeMe Ha JieyeHHe ¢ XellapUH WM JIeKapcTBa, NoJ00H! Ha
XenapyuH, KOUTO BOJSAT 10 MOHMKABaHe Ha 0posi HA TPOMOOIUTHTE (XeMaAPUH-UHAYIHPaHa
TPOMOOMTONIECHUS)

o aKO0 CTe C MOBHIIEH PUCK OT HEKOHTPOJIMPAHO KbpPBeHe (Kpb8ou3ius), BKIIIOUBAIIIO:
: f3Ba HA CTOMAXa
HApPYIIEHHS] HA KPbBOCHCHPBAHETO
CKOPOLIHO KbpBeHe B MO3BbKa (8bmpeuepento KopeeHe)
CKOPOIIIHA omepaIusi Ha MO3bKa, TPHOHAYHHS CTHIO WU OYNUTE

. aKo CTpPajaaTe OT TeXKKO 3200/1IBaHe HA YepHUs 1Pod
. aKo cTpajaare oT 3a00/sBaHe Ha ObOpenTe
. aKoO CTe HA Bb3PacT 75 Wi noBe4ye roAuHM.

— Kaxkere Ha Bammus JIEKap, aKO HAKOC OT TE3U CBCTOAHHA CEC OTHACA 3a Bac.

Jena v roHOImIM
Arixtra He € U3UTBaHa IIpH Jela U FOHOIIN Ha BB3pacT MO 17 rogunu.

JApyru JekapcerBa u Arixtra

WNndopmupaiite Bamms nekap nim ¢papmaieBT, ako mpreMaTe, HaCKopo CTe MpHeMalTi Ui €
BB3MOXKHO J1a IPHEeMeTe APYTH JekapcTa. ToBa BKIIIOUBA U JIEKapCTBaTa, KOUTO CTE CU Kynuiu 0e3
peuenTta. Hsxou oT 1pyrute jgekapcTBa MOrar a MOBIUAAT HaUWHA Ha AEHCTBHE Ha Arixtra Wiu
Arixtra ja UM IIOBIIHSIE.

BpeMeHHOCT 1 KbpMeHe

Arixtra He TpsiOBa J1a ce peAnucBa Ha OpeMEHHH JKEHH, OCBEH ako € ocobeHo HeoOxoaumo. [To Bpeme
Ha JieueHre ¢ Arixtra He ce mpenopbuBa KbpMeHE. AKO CTe 6peMeHHa Wik KbPMHUTE, CMATATE, ue
MOJKe J1a cTe OpeMeHHa WM IIaHupaTe OpeMEeHHOCT, IIOChBETBalTe ce ¢ Bamms nexap mwim
(apmaneBT npeau ynorpedaTa Ha TOBA JEKapCTBO.

Arixtra cpabpKxa HATPUH
To3u nexkapcTBEeH NPOAYKT ChIbpKa MO-MAJIKO OT 23 mg HaTpUi HA J]03a U 3aTOBA HA MPAKTHUKA HE
ChAbpKa HATPUI.

CrnpuHIOBKATa ¢ Arixtra cbIbp:Ka JaTeKc

[Ipenma3uTenar Ha UIJIaTa Ha CIPUHIIOBKATa ChABPIKA JIATEKC, KOMTO € Bh3MOXKHO J1a TPUIMHU

AJIIEPTUYHU PEaKIHHU IPH X0Pa, YyBCTBUTEIHU KbM JIATEKC.

=> VBenomere Bauus jekap, ako cTe alepruuHu KbM JIATEKC, TPE/IH JIa 3alI0YHETE JICUCHHE C
Arixtra.

3. Kak na npuemare Arixtra

Bunaru aneMaﬁTe TOBa JICKAPpCTBO TOYHO KAKTO Bu e xazan Bammusr JICKap ujin (bapMa]_[CBT. Axo He
CTC CUTYPHHU B HCLIO, nonuraite Bamms JICKap njin Q)apMaueBT.

TeJsiecHo TerJyio Oouuaiina xo3a

Iox 50 kg 5 mg BEAHDBK JHEBHO

Mexay 50 kg u 100 kg 7,5 mg BeIHBK JHEBHO

Hazg 100 kg 10 mg BenHBX MHEBHO. Ta3m q03a MoXe 1a Obae
HamaJieHa 70 7,5 mg BEIHbK ITHEBHO aKO UMaTe
yMepeHo ObOpeuHo 3a00JIsBaHE.

Tpsa6Ba na mpaBUTE HHXKEKITUATA TPUOTU3UTEITHO IO €THO M CHIII0 BpeMe BCEKH JICH.
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Kak ce npuiara Arixtra

o Arixtra ce mpuiiara upe3 HHKEKTHpaHe MO KoXKaTa (100K0JiCHO) B KOXKHA T'bHKA B JOJTHATA
MOJIOBMHA Ha KopeMHaTa 001act. CIIpHHIIOBKATE ca MPEIBAPUTEITHO HAITBTHEHN C TOYHATA
J103a, OT KOATO ce HyXaaere. FiMa pa3nuyHy COPUHILIOBKY 3a 1034 OT 5 mg, 7,5 mg u 10 mg. 3a
YKa3aHus 32 ynorpeda cThIKAa M0 CTHIIKA MOJISI BUJKTe OT Ipyrara cTpaHa.

. He umxextupalite Arixtra B MyCKYJIL.

KoJjxo aniro TpsioBa n1a ce mpuJjara Arixtra
TpsiOBa 1a MPOABIKUTE JICYCHUETO ¢ Arixtra TOJIKOBa ABIr0, KOJIKOTO Bu e kazan Bamwusr siekap, Thit
KaTo Arixtra mpe/nassa OT pa3BUTHETO Ha CEPUO3HO ChCTOSIHHUE.

AKO MH:KeKTHpaTe TBbp/Ae MHOIO Arixtra
OO0mwpHeTe ce kbM Bamus nexap mwin papManeBT 3a CbBET, KOJIKOTO € Bb3MOXHO M0-0bp30, IOpaau

IMOBHUIICHUA PUCK OT KbPBCHE.

AKO cTe NPOIMYCHAJIM 12 NPUJI0KUTEe Arixtra

o IIpunosxkere qo3aTa BeHara cjel karo ci cnomanTe. He mH:kexkTHpaiiTe 1Bo¥iHA 1034, 32
Ja KOMIIeHCHpaTe NMPOIyCHATATA.

o AKO He cTe CHTYPHHU KaKBO 2 HANIPaBUTe, NOChBeTBaliTe ce ¢ Bamms Jexkap uwin
¢dapmaunesnT.

He cnupaiite 1a npunarare Arixtra 0e3 cbBer

AKo mpeKkbcHeTe JIedeHUeTo npeau Bamusar nexap na Bu e kazan, KppBHUTE ChbCUPELM MOXKE J1a HE
ObJaT JIeKyBaH! MPABUIIHO M MOKE JIa CTE M3JI0KEHN Ha PUCK OT 00pa3yBaHe Ha HOBU KPbBHH
ChCHpELY BbB BeHa Ha Kpaka uin Oemnust 1po6. O0bpHeTe ce KbM Bamus nexap niau papmanest
npeau Aa NpeKbCHeTe JeYeHUueTo.

AKO UMaTe HIKaKBU JOITBIHUTEIHN BBIIPOCH, CBBP3aHH ¢ yroTpedara Ha TOBa JIEKAPCTBO, TIOMHUTANTE
Bamus nekap wnu gpapMarieBT.
4. Bb3MOKHY HeKeJIaHU peakun

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NPEAMN3BHUKA HEXKCIIaHU PCaKIIMH, BBIIPEKU Y€ HC
BCCKM T' ITIOJTy4aBa.

CheTosIHNS, 32 KOMTO TPSOBA 1a clleauTe
Texku ajgepruudu peakuun (anadpunakcus): Te ca MHOTO penku nmpu xopata (1o 1 Ha 10 000),
npuemani Arixtra. [IpusHanuTe BKIIOYBAT:

. NOJyBaHe, MOHSAKOTra Ha JIMLETO WIN ycTaTa (aneuoedem), BOJIEIIO J0 3aTPyIHEHO MPErIbIIaHe
WJIM JUILIAHE

. KOJIaIIC.

> He3a0aBHo ce 00bpHeTEe KBbM JIEKap, ako NOJIy4YHTe Te3u cuMnToMu. Cripere npuemMa Ha

Arixtra.

YecTn HexKeTaHU peaKkIuM

Te morar ga 3acernat noseue ot 1 Ha 100 xymu, nekyBanu ¢ Arixtra.

o KbpBeHe (HalpuMep OT MACTOTO Ha ONepanusiTa, OT ChIIECTBYBAallla CTOMAIIHA 53Ba, OT HOCA,
BEHIIUTE, KPBHB B YPHHATA, 3KAIIISTHE HA KPbB, KPHBOU3IUB B OKOTO, KbPBEHE B CTABHHUTE
NPOCTPAHCTBA, BbTPEIIHO KbPBEHE B MaTKaTa)

. JIOKAJTH3HPAHO ChOMPaHe HA KPBbB (B KOMTO U Jla € OpraH/ThKaH Ha TSJIOTO)
. anemus (TIOHIKaBaHe Ha OpOsl HA YEPBEHUTE KPBBHU KIIETKH)
o NnosiBa HA CHHUHM.

HeuvecTu HelkeJaHU peaknuu
Te morar aa 3acerdar ao 1 Ha 100 xymu, jekyBanu ¢ Arixtra.
. moyBaHe (0mox)
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riaBo0ome

Oonka

rpbaHa Oomka

3aayXx

00puB WK CHPOEK MO KOXKATa

CBJI3EHE OT MSICTOTO Ha XUPYypruyHaTa paHa

MOBHUIIIEHA TeMIIepaTypa

rajieHe WK TOBpBIIaHe

MOHW)KaBaHe WM TIOBUILIABaHE Ha Opost HA TPOMOOIUTHTE (KPBBHH KIIETKH, HEOOXOIUMHU 32
CBCHUPBAHETO Ha KPBHBTA)

MOBHUIIIaBaHE HA HIKOW XUMUYHHU BEIIECTBA (eH3uMu), TPOU3BEXKIAHH OT YEPHUS IpoO

Peaxu Hexes1aHu peakuum
Te morar ga 3acernart Ao 1 na Bcexu 1 000 xymm, nekyBanu ¢ Arixtra.

ajJiepruyHa peaxuus (BKIIOYUTEIHO ChbpOeXk, NOAyBaHe, OOpUB)
BBTpEIICH KPHBOU3NNB B MO3bKa, YSPHUS APOO MK Kopema
TPEBOKHOCT WM 00BPKAHOCT

NpUNazaHe WM CBETOBBPTEXK, HUCKO KPBBHO HaJsITaHE
CBHHJIMBOCT WJIA YMOpa

3a4yepBsIBaHE

KallTuIa

00JIKa W Mo/IyBaHe Ha MSICTOTO HA HHKCKTHPaHE

WHQEKIHS Ha paHaTa

MOBHUIIIaBaHE HA KOJMYECTBOTO HA HEOSNTHYHHMS a30T B KPBHBTA
0oJIKa B KpakaTa Wi KopeMHa 00Jika

JIOIIO XpaHOCMUJIAHE

JUapHsl WK 3a1eK

MOBHINIABaHE HAa OMIIMPYOHHA (BEIIECTBO, TPOU3BEKIAHO OT YepHUS Ap00) B KpbBTa
MOHW)KaBaHE Ha KallUsl B KPbBTa

00JIKa B TOpHATa 4acT HAa KOPeMa WM KHCEJIMHH B CTOMaxa.

Cho01maBaHe Ha HesKeJIAHH PeaKIuu

AKO TOITyunTe HIKAKBU HEXEJIaHU JICKApPCTBEHU Peakiny, yBegomMere Bamms nekap wim hapManesr.
ToBa BKJIFOUBa BCUYKHM BH3MOKHH HEOIIMCAHU B Ta3M JIMCTOBKA HEXKEJIaHH peakimu. Mo)keTe ChIIo Aa
ChOOIIUTE HEXKENAHH PEaKIMU JUPEKTHO Ype3 HAllMOHAJIHATA CHCTEMa 32 ChoOIIaBaHe, IIOCOYeHA B
[Npunoxenue V. Karo cholmaBare He)xXeJIaHU PeaKkIny, MOXKETe J1a JaJIeTe CBOsI IPUHOC 32
HoJTyyaBaHe Ha IMOBEYe HHPOPMAIIHS OTHOCHO 0€3011acHOCTTAa Ha TOBA JISKAPCTBO.

5.

Kak n1a cbxpansiBare Arixtra

Ja ce cpxpaHsiBa Ha MSCTO, HEJIOCTBITHO 32 Jiela
[a ce cpxpanssa mox 25°C. Jla He ce 3ampa3zsBa
He e HeoOxommumo Arixtra 1a ce chXpaHsBa B XJIaJIUITHUK.

He n3nona3Baiite ToBa JIEKaApCTBO:

ClIe/l CpOKa Ha TOHOCT, OTOENA3aH BhPXY €THKETa M KapTOHEHATa OIIaKOBKa

aKo 3a0eneXuTe HATMIUETO Ha HAKAKBY YaCTHIM B pAa3TBOPA WM IIPOMSHA Ha I[BETA Ha
pa3TBopa

aKo 3a0eNeXuTe, 4e CIIPUHIIOBKATA € CUyIeHa

aKO CT€ OTBOPHJIM CIIPUHIIOBKA U HE s M3II0JI3BATE BEHAra.
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I/I3XB’I>pJ'lfl]-[e Ha CIPUHIOBKHUTE:

He H3XB’pr§IfITC JICKapCTBaTa UK CIIPUHIOBKUTE B KaHAJIU3alATa UK B KOHTeﬁHepa 3a JOMAalIHHu
otnaxbiy. [lonuraiite Bamms (l)apMaHCBT KakK J1a U3XBBPJIIATE JICKAPCTBATa, KOUTO BCUC HC
u3no3Bare. Topa Ie CIIOMOTHE 3a OIa3BaHe Ha OKOJIHATa cpeaa.

6. ChbabpikaHHe Ha OMIAKOBKATA M JOMBJIHUTEIHA HH(POPMATHA

KakBo cbabp:xa Arixtra
AKTHUBHOTO BEIIIECTBO €:

. 5 mg dhornanapunykc Harpuid B 0,4 ml MHXEKIIHMOHEH Pa3TBOP
. 7,5 mg dhonmanapunrykc Harpuii B 0,6 ml HHXEKIIMOHEH pa3TBOP
. 10 mg ¢ponmanapunykc Hatpuii B 0,8 ml MHKEKIIMOHEH Pa3TBOP

Jpyrure cbcTaBKH ca HATPHEB XJIOPH, BOJA 38 WHKEKIMH U XJIOPOBOAOPOIHA KHCEIMHA W/WITH
HATpPUEB XUIPOKCHU]I 3a Kopurupane Ha pH (BrokTe Touka 2).

Arixtra He chABpPXKa KUBOTUHCKU IPOIYKTH.

Kak u3riie:kna Arixtra 1 KakBo CbAbPKAa ONMAKOBKATA

Arixtra e mpo3padeH u 6e31BeTeH A0 OJIeI0 KBIT WHKEKIIMOHEeH pa3TBop. T4 ce mpeanara B
MIpeIBapUTETHO HAIThTHEHA CIIPUHIIOBKA, CHA0/IeHa ChC CHCcTeMa 3a 0€30MacHOCT 3a MPEAa3BaHe OT
yOOXIaHe ¢ UriiaTa cien ynotpeba. Arixtra ce mpejara B onakoBku ot 2, 7, 10 u 20 npeaBapuTeHO
HAI'bJIHEHH CITPUHIIOBKY (HE BCHYKHU BUJIOBE ONAKOBKU MOTraT Jia ObJaT IyCHATH B POAaK0a).

HpnTemaTeﬂ Ha Pa3peiieHuETo 3a yHOTpeﬁa U IMPOU3BOAUTEJL

IIpuTesxaTes Ha pa3pelIeHUETO 32 ynorpeda:
Viatris Healthcare Limited, Damastown Industrial Park, Mulhuddart, Dublin 15, DUBLIN, Upnaamus

IIpousBoaure:
Aspen Notre Dame de Bondeville, 1 rue de I'Abbaye, F-76960 Notre Dame de Bondeville, ®panmmst.

Mylan Germany GmbH, Zweigniederlassung Bad Homburg v. d. Hohe, Benzstrasse 1,
61352 Bad Homburg v. d. Hohe, I'epmanus

3a JOIIBJIHUTCIIHA I/IH(IJOpMaHI/IH OTHOCHO TOBaA JICKApCTBO, MOJIA, CBBPIKETE CC C JIOKAJTHUA
MNPEACTABUTCII HA IPUTECIKATECIIS HAa Pa3pCHICHUCTO 34 yHOTpeGa:

Belgié/Belgique/Belgien Lietuva

Viatris Viatris UAB

Tél/Tel: + 32 (0)2 658 61 00 Tel: +370 5 205 1288

bbarapus Luxembourg/Luxemburg

Maiinan EOO/] Viatris

Ten.: +359 2 44 55 400 Tél/Tel: + 32 (0)2 658 61 00
(Belgique/Belgien)

Ceska republika Magyarorszag

Viatris CZ s.r.o. Viatris Healthcare Kft.

Tel: + 420 222 004 400 Tel.: +36 1 465 2100

Danmark Malta

Viatris ApS V.J. Salomone Pharma Ltd

TIf: +4528 11 69 32 Tel: + 356 21 22 01 74
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Deutschland
Viatris Healthcare GmbH
Tel: +49 800 0700 800

Eesti
Viatris OU
Tel: +372 6363 052

EALGOa
Viatris Hellas Ltd
TnA: +30 2100 100 002

Espaiia

Viatris Pharmaceuticals, S.L.

Tel: +34 900 102 712

France
Viatris Santé
Tél: + 33 (0)4 37 25 75 00

Hrvatska
Viatris Hrvatska d.o.o.
Tel: +385 123 50 599

Ireland
Viatris Limited
Tel: +353 1 8711600

Nederland
Mylan Healthcare BV
Tel: +31 (0)20 426 3300

Norge
Viatris AS
TIf: +47 66 75 33 00

Osterreich
Mylan Osterreich GmbH
Tel: +43 1 86390

Polska
Viatris Healthcare Sp. z 0.0.
Tel.: + 48 22 546 64 00

Portugal
Viatris Healthcare, Lda.
Tel: + 35121 412 72 00

Romaénia
BGP Products SRL
Tel: +40 372 579 000

Slovenija
Viatris d.o.o.
Tel: +386 1 23 63 180

island Slovenska republika
Icepharma hf. Viatris Slovakia s.r.o.
Simi: +354 540 8000 Tel: +421 2 32 199 100
Italia Suomi/Finland

Viatris Italia S.r.1. Viatris Oy

Tel: + 39 (0) 2 612 46921 Puh/Tel: +358 20 720 9555
Kvnpog Sverige

GPA Pharmaceuticals Ltd Viatris AB

TnA: +357 22863100

Tel: + 46 (0)8 630 19 00

Latvija United Kingdom (Northern Ireland)
Viatris SIA Mylan IRE Healthcare Limited
Tel: +371 676 055 80 Tel: +353 18711600

JlaTta Ha mocJieqHO Mpepasriexnaane Ha aucroBkata {MM /I'TTT}

JApyru u3To4yHUIM HA HH(OpPMAaIUA

[TonpoOHa uHoOpMaLKs 3a TOBa JIEKAPCTBO € IpeJoCTaBeHa Ha yeOcaiita Ha EBporetickata areHIust
10 JIeKapcTBarta http://www.ema.europa.eu
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Bugose o0e3onaceHu CIPUHIIOBKH

Mwma nBa Buza 00e30maceHu CIPUHIIOBKH, U3IOJI3BaHU 3a Arixtra, mpeIHa3Ha4YeHU aa Bu 3amuTst ot
yOOXIaHe ¢ UrJiaTa cie MHKeKTHpaHe. EMMHUAT BUI CIPUHIIOBKY MMAaT ABTOMATHYHA CUCTEMa 32
0e301macHOCT Ha WIJIaTa, a APYTUAT BUI UMAT PbYHA CEcTeMa 3a 6€30MacHOCT Ha UTJIaTa.

YacTu HA CIPHHIOBKUTE:

®  Ilpemmasuren Ha UriIaTa

®  Byrano

®  Mscro 3a xBalane

@  OOe3onacuTeneH HWIHHIBD

®@urypa 1. CnpuHIIOBKa C aBTOMATHYHA CHCTeMa 3a 0€301acCHOCT Ha UIJiaTa

Q ®

O O

CrnpuHIIOBKA C pBYHA CHCTeMa 3a 0€30I1acHOCT Ha HIJlaTa

®@urypa 2. CipyHIIOBKa C pbYHAa CHCTEMA 32 ®urypa 3. CipyHIIOBKA C PhYHA CUCTEMA 32

0€30IaCHOCT Ha HIjaaTa 0€30I1aCHOCT Ha MIJjIaTa, II0Ka3Balla
W3JBPIBAHETO HA 00C30MACHTEITHUS [IWIHHABD
Bepxy urnara CJIEl YIIOTPEBA

h@@ &

YKA3AHMUS 3A YIIOTPEBA HA ARIXTRA CTBIIKA 110 CTBIIKA

Yxkazanus 3a ynorpeda
Tesu ykazanus ca 3a aBaTa BHa CIIPUHIIOBKY (C aBTOMAaTHYHA M phYHA CHCTEMa 32 0€301acHOCT).
Koraro ykazanwusTa 3a gajieHa CIIPUHIIOBKA Ca Pa3IMYHU, TOBA € TOCOYCHO SICHO.

H3muiiTe pbueTe cu 700pe ChC CalyH ¥ BOA U TH MOJICYIIETE C KbpIIa.
H3BajneTe cIpHHIOBKATA OT KAPTOHEHATA KYTHSI U NPOBepeTe XAJIu:
CPOKBT Ha TOJHOCT HE € U3TEKBJI

Pa3TBOPHT € Ipo3paveH 1 Oe3MBETEH JI0 OJIe/I0 KBJIT, U HE ChIbPKA YACTHIIH
CIIPUHIIOBKATa HE € OTBapsIHA WX TIOBpEZICHA

o 0 0 N
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3. Cennere WM JIeTHETE B y100HA MO3UIIUSI.

N3bepere MACTO B JI0JIHATA YACT Ha KOPEMa, Ha Pa3CTOSHUE
Hal-Maiko 5 cm ot mbna (purypa A).

CMmensniiTe JsiBaTa U AACHATA CTPAHA HA JIOJTHATA KOPEMHA
00J1acT IpH BesAKa HHKEKIMs. ToBa 1i1e moMorHe 3a
HaMallsiBaHe YYBCTBOTO Ha AUCKOM(OPT HA MACTOTO HA
WHXCKTUPAHE.

AKO HE € Bb3MOXKHO MHXKCKTHPAHE B I0JHATA YacT Ha Kopema,
0o0BpHETE ce KbM Barlus aekap WM MEAUIIMHCKA CecTpa 3a
CHBET.

®@urypa A

4. Ilouncrere MICTOTO Ha HHIKEKTHPAHE ¢ TAMIIOH, HAIIOC€H CbC CIIUPT.

5. OrcTpaHere nmpeAna3uTeis HA UIJIATA, KAaTO ITBPBO 'O
3aBppTHTE (Purypa b1) 1 mocie ro uzgppnare B rmpasa JMHASL
OT TSUIOTO Ha crpuHIIOBKaTa ((urypa b2).

H3xBBpJieTe npeana3uTesisi HA UIJaTa.

Ba:xHo

° He noxocBaiiTe UrjiaTra u He O3BOJIIBATE TS 1a € B
KOHTAaKT C KaKBaToO M Jla € IOBbPXHOCT Mpean
UHKEKTHPaHE.

° Hanuuuero Ha Manku Bb3IyIIHU MEXypUeTa B

CIpUHIIOBKaTa € HopmanHo. He ce onurBaiite 1a
npeMaxHeTe Te3W MexXyp4eTa Mpeau Aa cTe
HaNPaBUWJIM MHXKEKIUATA - aKO HAIIPABUTE TOBA MOXKE
Ila 3aryOuTe 4acT OT JIEKapCTBOTO.

6. Jlexo npuTHCHeTE MOYHCTEHATA KOKa, 32 /1a ce
o0pa3yBa KO:KHA I'bHKA. 33pBKTe I'bHKATa MEXIY Majena 1
MoKa3ajsera mo BpeMe Ha MHkeKTupanero (durypa B).

7. IpbKTE CIPUHLOBKATA 3IPaB0 HA MSICTOTO 32
XBalllaHe.

3abwmiiTe msuIaTa IHHKUHA HA UTIIaTa MO MPaB bI'bI B
Ko)kHaTa rpHKA (purypa I).
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8. Un:kexktupaiite HAJIOTO chabp:xkanue Ha
CIIPMHIIOBKATA Ype3 HATHCKAHe HAa 0yTaJIOTO 0 Kpaii

(burypa JI).

Cnpmmomca C aBTOMaTu4YHa CUCTEMA

9. OTnycHeTe 0yTaJ0TO U UIJIATA IIE CE OTAPHITHE
aBTOMATHYHO OT KOXKaTa H Ie ce mpudepe B
00e30nacuTeIHHS IUIHHBP, KBJICTO IIe ce OJIOKHpa TpaiHO

(¢purypa E).

®@urypa E

CHnpuHIOBKA ¢ PbYHA CHCTEMA

9. Cnen MHXXEKTUPAHE 3aJpBKTE CIIPUHIIOBKATA C €1HA PBKa, KAaTo sl XBaHETE 32
00€30MacuTeNHUS UWIMHABD, U3M0I3BaTe IpyraTa pbKa 3a 1a IbPKUTE Ha MICTOTO 32
XBalllaHe U CUIJTHO W3JbpraiiTe Ha3aa. ToBa ocBoOOkaaBa munuHIbpa. [Lrs3raiite
IMJIMHABPA Harope o TSUI0TO Ha CIPUHIIOBKATA JJOKATO TOM ce OJIOKHpa B MOJIOKEHHE
BbpXY uriara. Topa e mokazano Ha @urypa 3 B HAUAJIOTO HA TE3U YKA3aHHUS.

He u3xBbpJsiiTe N3M0J3BaHATA CHPUHIIOBKA B KOHTEHHepa 3a IOMAIIHM 0THagbLUM. V3XxBbpreTe
g KakTo Bammsit nexap wnn ¢apmaneBT Bu € HHCTpyKTHpAI.
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