MNPUJIOKEHHE I

KPATKA XAPAKTEPUCTHUKA HA TIPOJAYKTA



1. HUME HA JIEKAPCTBEHUSA ITIPOAYKT

Arixtra 1,5 mg/0,3 ml nHXeKIIMOHEH pa3TBOp, IPEIBAPUTEIHO HAITBIHEHA CIIPUHIIOBKA.

2. KAYECTBEH 1 KOJIMYECTBEH CbCTAB

Bcesika npeapuTenno HanmbiiHeHa cripuHiioBka (0,3 ml) ceabpka 1,5 mg Gponaanapunykc HaTpuit
(fondaparinux sodium).

[MomotrHO (1) BemecTBO(2) ¢ M3BecTHO AericTBrHe: Chabpxa mo-manko ot 1 mmol Hatpuit (23 mg) Ha
J103a ¥ 3aTOBA HA MPAKTUKA HE ChIbpKa HATPUH.

3a ObJIHUA CIIHUCHK Ha IIOMOIIHUTE BEIIECTBA BHKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

WHxeKImoHeH pa3TBop.
Pa3TBOpBT € mpo3payHa 1 OE3IBETHA TEUHOCT.

4. K/IMHUYHU JAHHU
4.1 TepaneBTHUYHHU MOKAZAHMS

[IpodunakTuka Ha BEHO3HA TPOMOOEMOOIIUS TP BH3PACTHH, IMOATI0KEHH HA TOJIEMH OPTOIEIUYHI
OIepaIuy Ha TOJTHUTE KpaiHUIM KaTo (paKkTypu Ha OeapeHaTa KOCT, TeKKH ONepalliy Ha KOJISTHOTO
WIH OTIEpalliy 3a CMsSHA Ha Ta300eqpeHara cTaBa.

[IpodunakTrka Ha BEHO3HA TPOMOOEMOOIHS MIPH BB3PACTHHU, MOJI0KEHH HA KOPEMHA ONlepalus, pH
KOHTO € yCTAHOBEH BHUCOK PUCK OT pa3BUTHE Ha TPOMOOEMOOIMYHN YCIOKHEHHS KaTO HAlUCHTH C
IIPEJCTOsIIIAa KOPEMHA OIlepalus 110 IOBOJ KaplLMHOM (BXK. Touka 5.1).

[IpodunakTuka Ha BEHO3HA TPOMOOEeMOOIIHUS ITPU BB3PACTHU HEXUPYPTUUHU ITALUEHTH C OIIpeeieH
BHCOK PHCK 32 Pa3BUTHE Ha BEHO3HA TPOMOOEeMOOINS, KOUTO ca MMOOMIN3UPAHU OPAAU OCTPO
3a00J1sIBaHe KaTo ChpJeyHa HEAOCTAThYHOCT U/UIIM OCTPU PECIIMPATOPHU 3a00JsIBaHUs, U/UIH OCTPU
MH(EKITNH WA BB3MAINTEIHO 3a00JsIBaHe.

JleyeHre Ha BB3PACTHHU C OCTPA CUMIITOMATHYHA CIIOHTAHHA MOBHPXHOCTHA BEHO3HA TpoMO03a Ha
JIOJTHUTE KpaiiHUIM, O€3 ChIIbTCTBRAIIA IBJIOOKA BeHO3HA TpoMOo3a (BXK. Touku 4.2 u 5.1).

4.2 Jlo3upoBKa M HAYMH Ha NPHJIOKEHHE

2 103H[20BKa

Tayuenmu, noonodicenu Ha 2o1emy OPMONEOUHHY UU KOPEMHU Onepayuy
[penoppuBanaTa 103a poHAAMAPUHYKC € 2,5 mg BeIHBX JHEBHO, IIPHII0KEHA TIOCTOIICPATHBHO Upe3
MIOJKOXXHO HH)KEKTHPAHE.

HauannaTa n03a TpsiOBa ja ce mpUIIOXKHK 6 Yaca ciie]] Kpas Ha orepalysira pu yCTAHOBEHO HaJTH4YHe
Ha XeMOocCTasa.

Jleuenueto TpsOBa 1a ObAE NPOIBIDKEHO A0 HaMaNIIBaHE Ha PHCKa OT Pa3BUTHE HA BEHO3HA
TpoMO0eMOo0IHs, KaTo TOBa OOMKHOBEHO € Hail-MaJIko 5 10 9 THHM ciies onepanusaTa, Korato
MAIMEeHTHT MPEeMHUHABa Ha aMOyIaTopHO HabmoaeHne. ONUTHT MOKa3Ba, Y€ MPH MalHeHTH
MOJIO’KEHH Ha omepauus npH ppaxTypa Ha OepeHara KOCT, pUCKBT OT Pa3BUTHE HA BEHO3HA
TpoMOOEeMOOIIHs TPOIBIKABA JIa CHIECTBYBA M ClIeA 9 THU OT Kpas Ha orneparusrta. [Ipu te3u



MaLUEHTH TPSAOBA J1a ce UMa NPEIBH]L IPUIOKEHUETO HA MPOIBIKUTENHA TPO(UITAKTHKA C
(oHmATAPHHYKC 32 MAKCUMAIHO 24 NOIBIHUTENHH THU (BX. Touka 5.1).

Hexupypeuunu nayuenmu ¢ 8UCOK pUCK 3a pazeumue Ha mpomooemooruuHy yCrodicHenus na bazama
HA OYeHKAa Ha UHOUBUOYATHUSL PUCK

[penoppuBanaTa 103a GoOHIATAPUHYKC € 2,5 mg BEIHBX JHEBHO, IIPHIIOKEHA IO (hopMara Ha
MOJIKO’KHA WHXKeKIUsl. KIMHUYHO MpoyYeHa NpH MalMeHTH € MPOAbDKUTEIHOCT Ha JICYEHUETO OT 6
1o 14 nau (Bk. Touka 5.1)

Jleuenue na nogbpxXHOCMHA 8eHO3HA MPOMOO3A

[IpenoppuBanara 03a GoHAAMAPUHYKC € 2,5 Mg BEHBX JHEBHO, IPUIIOKEHA Ype3 MOIKOKHA
unxekius. [laiuenTure, MOAXOAAIIM 3a JieueHue ¢ 2,5 mg poHganapuHykc TpsOBa 1a UMaT OCTpa
CUMITOMAaTHYHA M30JIMpaHa CIIOHTaHHA TOBEPXHOCTHA BEHO3HA TPOMOO3a Ha JIOIHUTE KPaWHUIH, C
JUBJIKMHA TTOHE 5 ¢cM, KOSATO € JOKYMEHTHpaHa Ype3 eXorpa)CKo U3CIIeABaHE UK JPYTrd 00CKTUBHU
Metonu. JledeHneTo TpsOBa ja 3armouHe Bh3MOKHO HAl-CKOPO CIe]] TIOCTaBsiHE Ha JUarHo3ara u clie
M3KJII0OUBaHE Ha ChIIBTCTBAIIA JBJI00KA BEHO3HA TPOMOO3a MiIM Ha TIOBBPXHOCTHA BEHO3HA TpOoM0O03a,
B PaMKHUTE Ha 3 cm OT MSCTOTO Ha Che/IMHsBaHE Ha BeHa cadeHa ¢ BeHa pemopainuc. JleueHuero
TpsiOBa Ja MpoAbJkK Hall-Manko 30 THU U 10 MaKCUMyM 45 JHH MPH MAUEeHTH ¢ BUCOK PHCK OT
TpoMOOEMOOINYHH yCIoXHEHHs (BX. Toukd 4.4 u 5.1). Ha nauuenTuTe Moke 1a ObJie MpernopbuyaHo
caMH JIa CH MHXXEKTHPAT JIEKAPCTBEHOTO CPEJICTBO, KOTATO CE MPEIEHH, Y€ Te JKEJasT U ca CIIOCOOHH
Jia TO HampaBAT. Jlekapure TpsOBa J1a MPETOCTABAT ICHU HHCTPYKIIMH 32 CAMOCTOSITEITHO
WHXEKTHPaHE.

. Tayuenmu c npedcmoswa onepayus unyu opyeu UHEA3USHU NPOYedypu
Korato e Bp3MOXHO, poHIanapuHyKC, He TpsiOBa 1a ce npuiara 24 yaca npeau onepanusra Ha
MAIKEHTH C MOBbPXHOCTHA BEHO3HA TPoMO03a, Ha KOUTO MPEJCTON OIepaLus Uik JPyTH
WHBa3UBHHU Npoueaypu. Jleuenuero ¢ GpoHIanmapuHyKc MOXe J1a ce Bb30OHOBH He IO-PaHo oT 6
yaca cjeJl OTepanusaTa, cie/ MOCTUTaHe Ha XeMOCTa3a.

Cneyuguunu epynu nayuenmu

[Ipu manueHTH ¢ ONEpaluy BPEMETO 3a MPUIIOKEHUE HA IbPBaTa MHXKEKIUs (OHJaNapUHYKC TPsiOBa
Jla Ce CIa3u CTPUKTHO, aKO MAIMEHTUTE Ca Ha Bb3PacT >75 roJuHU H/WiH ¢ TenecHo Terio <50 kg,
KaKTO U TIpH MaleHTH ¢ ObOPEYHO YBPEKIaHEe U KPEaTHHUHOB KIMPBHC B rpaHUIuTe oT 20 J10

50 ml/min.

[TepBara nmwkexnns GoHgamapuHyKe TpsiOBa qa Obae MPHIOKEHA HE TT0-PaHo OT 6 Jaca ciien Kpast Ha
onepanuaTa. Mmxeknusara He TpsAOBa 1a ce npaBu, IPH MOJIOXKEHNE Y€ HE € YCTAHOBEHO HAIMYHMETO Ha
xeMocTasa (BxK. Touka 4.4).

bvopeuno yepescoane

. Ipoghuraxmuxa na eenosna mpomboembonus - GonnamapuHykc He TpsiOBa J1a ce mpuiiara npu
MAIMEeHTH C KpeaTUHUHOB KIUpBHHC <20 ml/min (Bxk. Touka 4.3). [Ipy nanueHT! ¢ KpeaTHHHHOB
KIMpbHC B rpanunute ot 20 1o 50 ml/min, no3arta TpsOBa 1a ce Hamanu 1o 1,5 mg BeIHBK
JHEBHO (Bk. Touku 4.4 u 5.2). He e HeoOX0MMO HamalsiBaHe Ha J]03aTa PU NAIEeHTH C JieKa
creneH Ha OBOpedHo yBpekaaHe (KpeaTHHWHOB KIMpBHC >50 ml/min).

. Jleuenue Ha nosvpxHocmua eeHosHa mpomboosa - oHpanapuHyKc He TpsAOBa Aa ce mpuiara
NIPY MAIUEHTH ¢ KPEaTHHUHOB KIHpbHC <20 ml/min (Bx. Touka 4.3). [Ipu nanueHTu ¢
KpEaTHHUHOB KJIHUPBHC B rpanunure ot 20 1o 50 ml/min, no3ara tpsoBa na ce Hamanu 1o 1,5
mg BEeTHEBK JHEBHO (BXK. ToukH 4.4 u 5.2). He e HeoOxonnMo HaMaisiBaHe Ha /103aTa MpH
MAIMEHTH C JieKa CTereH Ha ObOpeuHo yBpekaaHe (KpeaTHHHHOB KIUpBhHC™> 50 ml/min).
BesomacHoctTa u ehukacHocTTa Ha 1032 OT 1,5 mg He ca mpoyuyBaHU (BXK. Touka 4.4.)



Yepnoopobuo yspescoane

. Ilpogunaxmuxa na eenosna mpomboembonus - He e He0oOX0aMMO KOPUTHpaHe Ha 103aTa MpH
MAlKEHTH C JIEKO WM YMEPEHO TEXKKO YepHOIPOOHO yBpexxaaHe. [Ipu nmauueHTu ¢ TeXKo
4epHOAPOOHO YBpexkaaHe (GpoHmanapruHyKe TpsOBa J1a ce mpuiiara ¢ OBHIICHO BHUMaHUE, Thil
KaTo Ta3W Ipyrna MaueHTy He € Mpoy4uBaHa (BxK. ToUku 4.4 u 5.2).

. Jleuenue na nogvpxnocmua enosna mpombo3a - besonacHocTTa U e(pUKaCHOCTTa Ha
(oHmaIaApUHYKC MPH MAIMEHTHU C TeXKKa CTENEeH Ha YepHOAPOOHO YBPEKIaHEe HE ca MPOYYBaHHU,
3aToBa (hOHAAMAPHHYKC HE CE IPEOopPhUBa 3a IIPUIIOKEHUE TP Ta3H Ipyla HallueHTH (BXK.
Touka 4.4).

Tleouampuuna nonynayus - He ce npenopwsuBa ynorpedarta Ha (oHIanapuHyKc npu jaena moj 17
TOJIMHU TOPAJIHN JIUTICA HA JAHHH 3a 6€30MacHOCT U e(hPUKACHOCT.

Hucxo menecno mezno

. Tpogpuraxmuxa na eenozna mpomboembonus — [ammentu ¢ renecuo Terso <50 kg ca c
MIOBHUIIICH PUCK OT KbpBeHe. EnnMuHupaneTo Ha (oHIanapuHyKc HaMassiBa ¢ HAMalIsiBaHe Ha
teraoto. PoHaanapuHyKce TpsAOBa Ja ce mpujara ¢ IOBUIIEHO BHUMaHUE NIPU Ta3H Ipyma
MAIUeHTH (BXK. Touka 4.4).

. Jleuenue na nosvpxnocmua eeHosna mpombosa - bezonacHocTTa U e(hUKaCHOCTTA Ha
(hoHmaTIaApUHYKC TIPH TAIMEHTH C TeJIECHO TEeTIIo Mmo-HucKo oT 50 kg He ca mpoydBaHH, 3aT0Ba
(hoHIanapuHyKC He ce MPernopbyuBa 3a MPUI0KEHUE [IPU Ta3H IpyIia MaUEeHTH (BXK. Touka 4.4).

Hauux Ha npuioKeHue

doHgamapuHyKc ce Tpuiara upe3 IbI00Ka MOAKOKHA HHXKEKITUS, IOKATO MAIlMEHTHT € B JIETHAIIO
royiokeHue. Mecrara Ha IPUIIOKEHNE B KOpEMHATa CTeHa TPsiOBa J1a ce CMEHSIT IMTOCTOSTHHO MEXTY
JISIBO Y JSICHO aHTEPOJIaTepalTHO U JIABO U JIICHO MOCTIAaTepaiHo. 3a Ja ce u30erHe 3aryoa Ha
JIEKapCTBEH MPOAYKT, KOTATO C€ M3MOJ3Ba IPEABAPUTEITHO HAITBIHEHATA CIIPUHIIOBKA, IPEIH
WHXEKTHpaHe He TpsiOBa Ja ce 0cBOO0XK1aBa Bh3AYIITHOTO MEXypUe OT CIpuHIIOBKarta. [[suara urna
TpsiOBa Ja Ob/ie 3a0KMTa MEPIIEHANKYJIISIPHO B KOYKHA I'bHKA, 3aXBaHATa C Tallela ¥ IMoKazasena;
KOXKHaTa I'bHKA TPsIOBa Ja ce MPUAbPIKa MO BPEME Ha UHIKEKTUPAHETO.

3a JOBIHHUTENHY YKa3aHHA 3a YIOoTpeOa U U3XBBPJIISIHE BIKTE TOUKa 6.6.
4.3 IlpoTuBONOKAa3aHUS

- CBPBXYYBCTBHTEITHOCT KbM aKTUBHOTO BEIIECTBO MIIH HAKOE OT IIOMOIIHHUTE BEIIECTRA,
n30poeHu B Touka 6.1

- AKTHBHO KJIIMHUYHO 3HAYMMO KbpPBECHE

- OCTBp OaKTepraneH eHAOKAPAUT

- TeXKO ObOpPEeUHO yBpekaaHe, 1eGUHUPAHO OT KPeaTHHUHOB KIupBhHC < 20 ml/min.

4.4 Cpoeunua/aHu npeaynpe:xjieHus U clieliMaJHH NpeAna3Hu MepKH NpH ynorpeda

donnanapuHyKc € MpeaHa3sHadeH caMo 3a IOAKOXKHO NpiIokeHue. Jla He ce mpumara
HUHTPaMYCKYJHO.

Kpwveousnusu

donganapuHyKc TpsAOBa a ce MpUIara ¢ BHUMaHUE P MAlUeHTH, IIPH KOUTO UMa MOBHUILCH PUCK OT
pa3BUTHE Ha KPHBOM3IIUB, KATO MAIIMEHTH C BPOJCHH WU MPUIO0OUTH HapYLICHUS Ha
KPBBOCHCHPBAHETO, (Hamp. 6poii Ha TpoMGomuTHTe <50 000/mm?), aKTHBHO YJIIEPO3HO CTOMALIHO-
YpeBHO 3a00JIIBaHE U CKOPOIIICH BhTpeUeperieH KPhbBOU3IIHB, KAKTO M CKOPO CJIe]] MO3bYHA,
rpbOHAYHOMO3bYHA WIIM OYHA ONepalys U MPH Ceuu(UIHY IPYyNH TalUeHTH, KAKTO € TIOCOYEHO I0-
ToJTy.



. Ipu npoghunakmuxa na éenozna mpomboembonus - CpeacTna, KOMTO IIOBUIIABAT PUCKA OT
pa3BUTHE Ha KPHBOM3IIUB HE TPsOBa Jia ce mpuilarat efHOBpeMeHHO ¢ (hoHnanapuHykc. TakuBa
CpeJICTBa BKIOUBAT Ae3upyauH, pudpunonutuiy, GP IIb/Illa penentopau aHTaroHucTH,
XeTapuH, XeMapuHOWN UM HICKOMOJIEKYJIHU XenapuHu. [Ipu HeobxonumocT TpsOBa na ce
npuiara eIHOBPEMEHHO JICYEHUE ¢ aHTarOHKUCT Ha BUTaMuH K ciopen nHpopmanusra,
IpUIIOXKeHa B TouKa 4.5. Jlpyru aHTHarperaHTHY JISKapCTBEHU MPOIYKTH (ALeTUIICATHIIIOBA
KUCENUHA, TUIUPUAAMOJ, CYI(PUHINPA30H, TUKIONUINH WK Kionuaorpen), kakro u HCIIBC
TpsiOBa J1a ce mpuiiaraT ¢ MOBUIIEHO BHUMaHHe. IIpu He00X0AUMOCT OT €AHOBPEMEHHO
NPUIOKEHHE € HE00XO0IUMO CTPOTO HAOIIOJCHHE.

. IIpu neuenue na nogvpxHocmua eno3na mpomoosza — PonaanapuHyKkce TpsAOBa aa ce mpuiara ¢
MOBUIICHO BHUMAaHHUE MPU NALUEHTH, KOUTO Ca JIEKYBaHU €THOBPEMEHHO C JPYTH JIEKapCTBEHU
NPOIYKTH, OBUILIABAIIY PHCKA OT KPBBOU3IIHBH.

Tayuenmu c nogwpxnocmna eeHo3na mpombosa

[Ipenu 3anouBane Ha jJedeHue ¢ GOHIANAPUHYKC TPAOBA Ja ObJC MOTBHPACHO HATUYUETO Ha
MMOBHPXHOCTHA BEHO3HA TpoMO03a Ha MMoBeye OT 3 ¢cm OT MACTOTO Ha CheIMHSABAHE Ha BeHa cadeHa C
BeHa (peMopaiuc u TpsiOBa 1a ObjIe H3KITI0UCHA CHITFTCTBAIIA ABJIO0KA BEHO3HA TPOMO03a upe3
KOMIIPECHOHHA exorpadusi WM OOCKTUBHU METOAH. HsiMa JaHHM OTHOCHO MPHJIaraHEeTO Ha
(boHmanapuHyKc 2,5 mg npu manueHTy ¢ HIOBbPXHOCTHA BEHO3HA TPOMO03a ChC CHITTCTBAIIA
IB100Ka BEHO3HA TPOMO03a WK ¢ TIOBBPXHOCTHA BEHO3HA TPOMOO03a, Ha HE ITOBEYE OT 3 ¢m OT
MSICTOTO Ha CheJMHsABaHEe Ha BeHa caheHa ¢ BeHa emopanuc (Bx. Touku 4.2 u 5.1).

BezonacHoctTa M epukacHOCTTa Ha DOHAAMAPUHYKC 2,5 Mg HE € MPOyUYeHa TP CICTHUTE TPYIIH:
MALUEeHTH C MOBBPXHOCTHA BEHO3HA TPOMO03a ClIe/l CKIICPOTEPaIus WIN KaTo YCIOKHEHHE MPH
BEHO3CH JOCTHII, TAIINCHTH C aHAMHEe3a 3a IIOBFPXHOCTHA BEHO3HA TPOMO03a B paMKHTE Ha
MOCJIEIHUTE 3 Mecela, MalMeHTH C aHaMHe3a 32 BEeHO3Ha TPOMO0eMOOJIHs B pAMKUTE Ha ITOCIICIHUTE
6 Mecena, WM MAIUEHTH ChC 3JI0KAY€CTBEHU TYMOPH B aKTHBEH cTaaui (BK. Touku 4.2 u 5.1).

Cnunanna /Enudypanna anecmesus

[Ipu nanueHTH, MOI0KEHU HA TOJIIMa OPTOIIEIUYHA OTIepalns, He MOXKE Jia Ce U3KIFOUN Pa3BUTHETO
Ha CNUIYPATHH WM CIIMHATHHA XeMaTOMH, KOUTO MOTaT [a JOBEAT 0 ABJITOCPOYHA WU TpaiHa
napaiusa, pyu SAHOBPEMEHHOTO MPHIIOKEHUE Ha (POHIATIAPUHYKC W CIIMHAIHA/STIHy paTHa
aHecTe3us WK JTyMOallHa MyHKIKA. PUCKBT OT pa3BUTHE HA TE€3U PEAKH HEXENaHU PEaKIuu MOXKe J1a
€ IO-BHCOK MPH ITOCTOIEPATHBHO MPIJIOKEHIE Ha BETPEIIHH SITHTyPATHA KaTETPH HITH
€THOBPEMEHHO MPUIIOKEHHE C IPYTH JICKAPCTBEHHU MPOYKTH, MOBIHIBALIA XEMOCTa3aTa.

Hayuenmu ¢ HanpeOHana 6bL3pacm

[NanmenTuTe B HanpeAHANa BH3PACT ca ¢ MOBUILEH PUCK OT KbpBeHe. Thii kaTo ObOpeuHaTa GpyHKIHs
O0OMKHOBEHO HaMaJlsBa C Bb3pacTTa, IpH NMAaIEeHTUTEe B HAIlpeAHaIa Bb3pacT MOXKe Jja ce HabJoaaBa
HaMalJIeHO eJIMMUHIPaHEe U MOBUIICHA SKCIIO3UIHS Ha QOoHIamaprHyKe (BXK. ToUKa 5.2).

q)OHI[aHapI/IHyKC TpSI6Ba Ja C€ Mnpujiara ¢ BHUMaHUEC MIPH MAIlMEHTU B HalTp€AHAaJIa Bb3pacT (B)K. TOYKa
4.2).

Hucko menecno mezno

. Ipogunaxmuxa na eenosna mpomboemodonus - [launentute ¢ TenecHo Terno <50 kg ca ¢
NOBUIICH PUCK OT KbpBeHe. EnuMuHupaneTo Ha poHIanapuHyKC HaMalsiBa ¢ HaMaJsIBaHEe Ha
tersioro. PoHmanapuHyKce TpsiOBa Ja ce Mpriara ¢ MOBUIICHO BHUMAaHKE MPH TE3U MAIMEHTH
(Bk. Touka 4.2).

J Jleuenue na nogvpxnocmua enosna mpomboza — Hima KIMHUYIHU TaHHY 32 IPUIOXKCHUETO Ha
(hoHIanmaprHyKC NpH JICYSHHE Ha TOBBPXHOCTHA BEHO3HA TPOMOO03a IIPH MALEHTH C TeJIECHO
Terio mo-Hucko ot 50 kg. 3aToBa mpu Ta3m rpyma nmanueHTH GoHAAIapuHYKC HE ce IPETophiBa
3a JIeYeHUe Ha MOBbPXHOCTHA BEHO3HA TpoMOo3a (BXK. ToUKa 4.2).



bvbpeuno ygpesicoane

. Ipoghuraxmuxa na eenozna mpomboembonus - VIsBectHo e, 4e GOHIAapuHYKC Ce EKCKPETHUpa
riaBHO npe3 Ob0penute. [lanueHTHTe ¢ KPpeaTHHUHOB KIUpBHHC <50 ml/min ca ¢ MOBHILIEH PUCK
OT KbpBEHE U BEHO3HA TpoMOoeMOoIus, U TPsIOBA Ja ce JICKYBaT C TIOBUIIEHO BHUMaHHE (BXK.
touku 4.2, 4.3 u 5.2). Vima orpannyeHn KIIMHUYHY JIaHHU 32 TAllUeHTU C KPEaTHHUHOB
KIUPBHC, MO-Mabk oT 30 ml/min.

. Jleuenue na nogvpxnocmua éenosna mpomboosa — Gonnanapunykc He TpsiOBa 1a ce mpuiara
MIPH MAIUEHTH C KpeaTHHUHOB KIMpBHHC<20 ml/min (Bx. Touka 4.3). [Ipu namuenTu ¢
KPEaTHHUHOB KJIHUPBHC B rpanunure ot 20 1o 50 ml/min, no3ara tps6Ba na ce Hamainu 1o 1,5
mg BEeHBK JHEBHO (BXK. ToukH 4.2 u 5.2). be3zomacHoctra 1 eprkacHoCTTa Ha /1032 OT 1,5 mg
HE Ca MPOyYBaHHU.

Tearcko ueproOpobHo yepexcoare

. Tpogpunaxmuxa na eenosna mpomboembonus - He e HeoOxouMa poMsHa Ha J103aTa Ha
(donmanapuHykc. Brrpekn ToBa, KbM MPHIIOKeHNE HAa (OHAATIAPHHYKC TPsIOBa 1a Ce MPHUCTHIN
C MOBHILEHO BHUMAaHKE TIOPaJd MOBUIICHUS PUCK OT KbPBEHE MOpaau JUIca Ha (JaKTOpH Ha
KPBBOCHCUPBAHETO MPHU MAIMEHTHU C TEXKKO YSPHOAPOOHO yBpekaaHe (BK. ToUka 4.2).

J Jleuenue na nogvpxnocmua enosia mpombosa — Hima KIMHUYIHN TaHHY 32 IPUI0KEHHE HA
(hoHIanapUHyKC IIpU JIeUeHHE Ha IOBBPXHOCTHA BEHO3HA TpoMO03a [IPU NALIMEHTHU C TEXKKa
CTEICH Ha YepHOAPOOHO yBpexkaaHe. 3aToBa P Ta3M rpymna NanueHTH (HOHIATAPHHYKC HE ce
IpenopbyBa 3a JIeYeHHe Ha MOBbPXHOCTHA BEHO3HA TpoMOo3a (BXK. ToUKa 4.2).

Tayuenmu ¢ xenapun unoyyupana mpomooyumonerusi (HIT)

donnanapuHyKc TpsiOBa 1a ce U3I0I3Ba ¢ IOBUILIEHO BHUMaHKe IPY MalueHTy ¢ aHaMHe3a 3a HIT.
EduracHocTTa 1 6e3omacHoCcTTa Ha (POHAAAPUHYKC HE ca MPOyYBaHU O(DUIIMATHO MPH MAIIUEHTH C
HIT tun 1. ®onpanapuHyKc He ce CBbpP3Ba ¢ TpoMOOIMTEH (hakTop 4 1 OOMKHOBEHO HE pearupa
KPBCTOCAHO ChC CEPYM OT MAIMEHTH ¢ XenapuH uHaynupana rpomoonuronenus (HIT) tum I1. Bee
MaK PAAKO ca MoJy4yaBaHU CIIOHTaHHU choOmmeHus 3a HIT npu nanueHTH, JieKyBaHu C
(hoHmanapuHyKc.

Anepaus kvm 1amexc

[Ipenmnasurenst Ha Uriara Ha NPEeIBAPUTEITHO HATbJIHEHATA CIPUHIIOBKA ChIbpKa CyXa HaTypajaHa
JaTeKCOBa I'yMa, KOATO MOXKE Ja MIPEeIN3BHKa aJIEepIHUHU PEaKLUU IIPU X0pa, UYyBCTBUTEIHH KbM
JIATEKC.

4.5 BzaumopeiicTBHe ¢ IPYru JIeKAPCTBEHU NMPOIYKTH U APyru opmu Ha B3auMoelicTBue

PuCKBT OT KbpBEHE Ce MOBUIIABA NIPU €AHOBPEMEHHO NPUIIOKEHHE HA (QOHIANAPUHYKC ChC CPECTBA,
KOHUTO MOTaT Jja IOTEHIIUPAT PUCKA OT pa3BUTHE Ha KPbBOU3IUBH (BXK. Touka 4.4).

[lepopannute aHTUKOArYJIaHTH (BapdapuH), aHTHArperaHTUTe (aleTUIICATULIIOBA KUCEIINHA),
HCIIBC (nmnpokcukam) 1 AUTOKCHH HE B3anMO/eiicTBaT Ha (papMaKOKHHETHIHO HUBO C
tdhonnanapunykc. /lo3ara Ha ponganmapunykc (10 mg) nmpu U3NMUTBaHUATA 32 B3aUMOJIEHCTBHS € Ouia
I0-BHCOKA OT Ta3H, KOSATO Ce MPENophYUBa 32 HACTOSIIUTE MToKazaHusI. DoHmamapuHyKCe He TOBIIHIBA
Huto INR akTHBHOCTTa Ha BapdapuH, HUTO BPEMETO Ha KbPBEHE MPH JEUEHUE C alleTUIICANIUIIIOBA
KHCEJIMHA WIHM IMPOKCUKAM, HUTO (papMaKOKMHETHKATa Ha TUTOKCHH B CTAllMOHAPHO CHCTOSHHUE.

Iocneosawyo nevenue ¢ Opye aHmuxoazyianm

[Ipu 3amouBaHe Ha JIeUCHUE C XEMAPUH WIIM HUCKOMOJIEKYJIHU XeTapUHU IThpBaTa MHXKEKITUS, CIIOpEeT
001I0TO MpaBwIIO, TPSIOBA Ja Ce MPUIIOKH EAMH JICH CJe]l TOCeIHATa HHXEKIUsS (POHJaapuHyKC.
[Tpu HEOOXOMMOCT OT IMOCIIEIBAIIIO JICUSHHE C aHTATOHUCT Ha BUTamMuH K, jJeueHneTo ¢
(honmanapuHyKc TpsAOBa J1a Ce MPOIBIDKH JI0 JOCTUTAHE Ha OTpeselieHUuTe cTolHOoCTH Ha INR.



4.6 @epTHauTeT, GPEMEHHOCT U KbPMEHE

Bpemennoct

Hsma nocrarpuHo JaHHM 3a yrnioTpebaTa Ha GOoHIAmapruHyKC TpH OpEMEHHH KCHU.
ExcrniepuMeHTamHUTE POYYBAHUA IPU )KUBOTHH €A HEJOCTATHYHH 10 OTHOLLIEHHE HA BIUSHUETO
BBPXY OpeMEHHOCTTa, eMOPHOHATHOTO/(heTaHO pa3BUTHE, PAXKJAHETO U IOCTHATAIHOTO Pa3BUTHE
Mopajy orpaHnyeHaTa excrosuius. GoHnanapuHyKc He TpsiOBa a ce U3I0JI3Ba MPH OPEMEHHU KEHU
OCBEH B ClIy4ail Ha KaTerOpHYHa HEOOXOJUMOCT.

Kbpmene

doHgamapuHyKC ce eKCKpeTHpa B KbpMaTa Ha IUTbXO0BE, HO HE € M3BECTHO Jalli Ce EKCKPETHpa B
YoBelIKkaTa KbpMa. KbpMeHeTO He ce mpenopbyBa 10 BpeMe Ha jedeHue ¢ GoHganapuHykc. Benpeku
TOBa, IIepOpaHaTa pe30pOLHs IPU AeLa € MaJIKO BEPOSATHA.

DepTunuTeT
Hsma nannu 3a eexra Ha poHmanapuHyKCe BbpXY (epTrimTera npu xopa. M3nureanusra npu
KUBOTHHU HE MOKa3BaT e(PeKT BbPXY QepTUINTETA.

4.7 EdexkTn BbpXy cioco0HOCTTa 32 mopupaHe U padoTa ¢ MAIIMHHU
Hsma npoyuBanus 3a eheKTHTE BBPXY CIIOCOOHOCTTA 32 mogHpane u padoTa ¢ MaIINHH.
4.8 HexeqaHu JeKaPCTBEHU PeAKIUH

Haii-uecTure cepro3Hu HEXKENaHN PeaKIny, ChoOIaBaHy Mpu GoHAAMAPHUHYKC Ca YCIOKHEHNUS,
CBBP3aHU C KbPBEHE (C Pa3IMYHO MECTOIOJIOKEHHUE, BKIIFOYUTEITHO U PEIKU CIIydau Ha BhTPEeUYEperHo/
BBTPEMO3BYHO M PETPONEPUTOHEATHO KbpBEHe) U aHemust. DoHIanapuHyKce TpsiOBa Ja ce mpuiara ¢
TTOBHUIIIEHO BHUMAaHUE MPH MAaMEeHTH, KOUTO UMAT MOBHUIIIEH PUCK OT KbpBEHE (BXK. Touka 4.4).

BesonacHocTTa Ha poHIATAPUHYKC € OlLICHSIBAHA MPH:

- 3 595 nauueHTH, MOAJIOKEHH Ha TOJIIMa OPTOIEANYHA ONlepalus Ha JOJTHUTE KpaltHULIN U
JeKyBaHHu 3a nepuon 10 9 mau (Arixtra 1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 327 nanueHTH, oniepupaHy 3a ppakTypa Ha OelpeHaTa KOCT, JICKYBaHH 3a 3 CSIMUIIH CJIe]
HavanHa npodunakTuka 3a 1 cenmuna (Arixtra 1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 1 407 manueHTH, MOAJIOKEHHN HA KOpEMHA Omepalus, JIEKyBaHH 3a eproy 10 9 nuu (Arixtra
1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 425 manueHTH ¢ pUCK OT Pa3BUTHE HA TPOMOOEMOOIMYHH YCI0KHEHHS, JIEKyBaHHU 3a IEPUOJ 10
14 mam (Arixtra 1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 10 057 nanuentu, noxyvasany Jedenue 3a UA unu NSTEMI ACS (2,5 mg/0,5 ml)

- 6 036 manuenTH, nomyyasamm jgedeHue 3a STEMI ACS (Arixtra 2,5 mg/0,5 ml)

- 2 517 nauueHTH, JE€KyBaHU 32 BEHO3HA TPOMOOeMOOoIHsl ¢ (POHIANAPUHYKC 32 CPEIHO 7 JIHU
(Arixtra 5 mg/0,4 ml, Arixtra 7,5 mg/0,6 ml u Arixtra 10 mg/0,8 ml).

Te3u HexenaHu peakuuu TpsIOBa 1a Ce PA3IIEKAAT B XUPYPTUUHHUS UITH MEAUIIMHCKA KOHTEKCT Ha
mokaszauusaTa. [IpoduabT Ha HEKETAaHUTE CHOUTHS, ChOOIIIEHH B IPOTpamMara 3a OCThP KOPOHAPEH
CHHJIPOM, € B CbOTBETCTBHE C HEXKEITaHUTE JIEKAPCTBEHHN PEAKLIMH, yCTAHOBEHH MPU NPO(UITaKTHKA Ha
BEHO3HA TPOMOOEMOOITHSL.

Hesxxenanute peakiuu ca n30pOCHHU 110 CHCTEMO-OpTaHeH Kiiac U yecToTa. UecTOTUTE ce OmpenesisiT
Karto: MHOTO Yectd (> 1/10), yectu (> 1/100, < 1/10), mewectr (> 1/1 000, < 1/100), penxu
(= 1/10 000, < 1/1 000), mHOTO peaxu (< 1/10 000).



CucreMo-opranes YecTH HeYecTH peaxku
KJIac (=1/100 no < 1/10) (=1/1 000 10 <1/100) | (=1/10 000 xo < 1/1 000)
MedDRA
Hugpexyuu u HMH(EKIUS Ha TIOCTONEPATUBHU
uHpecmayuu paHu
Hapywenus na aHeMus, TPOMOOLIUTONICHUS, PETPONEPUTOHEANTHO KEPBEHE ,
Kpvema u MOCTONEPATUBEH TPOMOOLIUTEMHUS, 4epHOAPOOHO,
aumgpuama cucmema | KpbBOU3JIHB, YTEPO- TPOMOOLIUTHU BBTPEUEPEITHO/BBTPEMO3BHHO
BarMHAJICH aHOMaJINH, HApYLIEHUs | KbpBEHE"
KPBBOM3IIHB", Ha KPbBOCHCHPBAHETO

XEMOIITH32, XEMATYpHS,
XEMAaTOM, KbPBEHE OT
BEHIIUTE, MypIypa,
EIUCTaKCHC,
CTOMAIITHO-YPEBHO
KBpBEHE, XeMapTpo3a”,
KPBBOM3IIME B OKOTO
00pa3yBaHe Ha CHHUHU

Hapywenus na
UMYHHaAmMa cucmema

ajiepruyHa peaKius
(BKJIFOYHMTEITHO MHOTO PEIKH
CIIydau Ha aHTHOC/IEM,
aHaUIaKTOMHA/aHA
(bUIaKTHYHA PEaKIHs)

Hapywenus na
Memaboauzma u
Xpanenemo

XUIIOKAITHEMHSI, TIOBUIIICH
l*
HeOentbueH a3ot (Npn)

Hapywenus na riaBoboue 0E3MOKONUCTBO, 00BPKAHOCT,

HepsHama cucmema 3amaiiBaHe, ChHIINBOCT,
CBETOBBPTEXK

Cv0o8u Hapyuienust XUIOTOHUS

Pecnupamopnu, 3a1yXx Kauumia

2PBOHU U

MeOUACMUHATIHU

HapyweHus

Cmomawino-upegnu raJieHe, oBpblIaHe KOpeMHa 00JIKa, TUCIIETICHS,

HapyweHus racTpUT, 3aleK, AUapusi

Xenamoobunuapnu OTKJIOHEHHUS B OunupyOrHeMus

HapyweHus pe3yiTaTure oT

(GYHKIMOHATTHA
U3CJIeABAHUS Ha
YyepHus 1poo,
[IOBHIIIaBaHE HA
CTOMHOCTHTE Ha
4epHOIPOOHUTE
EH3UMHU

Hapywenusa na
Kodcama u
N0OKOJICHAMA
TbKAH

epUTEeMAaTO3eH 0OPHB,
CBpOEK

Obwu HapyweHus u
HapyuieHus Ha
MACMOMO HA
npunodcenue

OTOK, iepudepeH
OTOK, OOJIKa,
MOBHILICHA
TeMIepaTypa, IpbIHa
00JKa, CeKpeLus OT
paHata

peakIys Ha MACTOTO Ha
UHXXEKTHpaHe, 00JIKa B Kpakarta,
yMopa, 3auepBsBaHe, CHHKOII,

ropeuy BbJIHH, TCHUTAJICH OTOK

@ Npn osnauasa nebenmvuen azom, m.e. ypes,

NUKOYHA KUCENUHA, AMUHOKUCETUHY U W H.
* HJIP, v3nuxnanu npu no-gucoxu 0ozu 5 mg/0,4 mi, 7,5 mg/0,6 ml u 10 mg/0,8 ml.




ChbobliaBane Ha MOI03UPAHU HEXKETaHH PEaKIn

Cpo0111aBaHeTo Ha TIOI03UPAHH HEXKENIAH! PeaKIMK Clie]] pa3pelliaBaHe 3a yrnorpeda Ha JIeKapCTBeHHS
MPOAYKT € BayKHO. TOBA MO3BOJISBA JIa [IPO/IBJIKK HAOIFOJCHHETO HA ChOTHOLIEHHUETO IT0JI3a/PHCK 32
JICKAPCTBEHUA TPOAYKT. Ot MEOUIOUHCKHUTC CIICHUAJINCTHU CC N3UCKBA Ja C'bO6H.[aBaT BCsiKa
MOI03UPAHA HeXKeTaHa PeaKiys uype3 HAIMOHAIIHA CHCTEMA 3a ChoOIaBaHe, MOCOYCHA B

IIpunoxenue V.

4.9 Ilpemo3upane

DoHmanapuHyKC B 103U MO-BUCOKHU OT MPETIOPHYAHUTE MOKE J1a IOBEJE JI0 MOBHUILEH PHCK OT
KbpBeHe. Hsima mo3Hat aHTUIOT Ha QOoHJamapHHyKC.

[Ipu npeno3upane, yciI0)XKHEHO C KbPBEHE, JIEUCHUETO TPsOBa 1a ce MPEeKbCHE U Jia ce MOThPCU
IbpBUYHATA pu4KHa. TpsAOBa ga ce 0OMUCITH 3alI0YBaHE Ha MOJIXOAAIIO JICUeHHE KaTO XUPyprudHa
XeMocCTa3a, KpbBOIIPEIUBaHe, IpeJIuBaHe Ha MpsIiCHA MJ1a3Ma, IiazmMadepesa.

5. DPAPMAKOJIOT'NYHHU CBOUCTBA

5.1 ®apmakoguHAMHYHH CBOWCTBA

dapmakoTepaneBTHYHA IPya: aHTUTPOMOOTHYHH CPEICTBA.
ATC kox: BOIAXO05

Dapmaxoounamuynu epexmu

doHganapuHyKC € CHHTETUYCH U CEICKTHBEH HHXUOUTOP Ha akTHBUpaH (dakTtop X (Xa).
AHTUTPOMOOTHYHATA AKTHBHOCT Ha ()OHMATIAPHHYKC € Pe3yiITaT OT MEAUUPAHOTO OT aHTHTpoMOuH 111
(ATII) cenextuBHO MHXKHOMpaHe Ha (akTop Xa. Upes cenektuBHO cBbp3Bane ¢ ATIIL,
¢onmanmapuHykc orernupa (okomo 300 mpTH) ecTecTBeHaTa HeyTpanu3anus Ha (aktop Xa ot ATIIL.
Heytpanms3upanero Ha ¢daxTop Xa npeKkbcBa KoaryJIalMoHHATA KacKaa M HHXHOHpa KaKTo
o0pa3yBaHeTO Ha TPOMOHH, Taka U pa3BUTHETO Ha TpoMO. DoHIanmapuHyKC He HHAKTUBHPA TPOMOUHA
(axtuBupan Qakrop 1) u He oka3Ba eeKT BHPXY TPOMOOITUTHTE.

B no3a ot 2,5 mg ponganapuHyKc He MOBIUSABA PYTUHHUTE KOaryjJalllOHHU TECTOBE KaTo
aKTUBHUPAHO MapLuaiHo TpoMmOoIuiacTuHOBO Bpeme (aPTT), akTuBHpaHO BpeMe Ha KPbBOCHhCUPBAHE
(ACT) nnu rra3sMeHnTe TecToBe 3a MpoTpoMOnHOBO BpeMe (PT)/MexmyHapoiHO cTaHAapTH3UPAHO
cpotHommenne (INR), kakTo 1 Bpeme Ha KbpBeHe U (pUOPHHOIMTHYIHA aKTUBHOCT. Bee mak ca
MOJTy4aBaHHU PEIKM CIIOHTaHHH CHhOOLICHNUS 3a yabikaBaHe Ha aPTT.

DoHmanapuHyKc OOMKHOBEHO HE pearupa KpbCTOCaHO ChC CEPYM OT MALUEHTH C XENapuH
naaynupana tpombonuronenus (HIT). Bee mak psinko ca noiydaBaHu ClIOHTaHHH choOmmieHus 3a HIT

MIpH NALKEHTH, JIEKYBaHU ¢ (POHIAIAPUHYKC.

Knunuunu uznumeanus

IpoduiiakTuka HA BEHO3HA TPOMO0eMOOTUS MPU NANMEHTH, MOAJI0KEHU HA TOJIEMH
OpTONEAMYHH ONEePALUH HA JOJHHUTE KPAHHHUIY, JIEKYBAHH 32 ePHOA 10 9 THH

Knuauynata nporpama 3a GpoHzanapruHyKe € Cb3/1aieHa, 3a J1a IIOKaXe e(PUKaCHOCTTa Ha
(oHIanmapuHyKc 3a Ipeana3BaHe OT BEHO3HA TPOMOOEMOOJIHS, T.€. MPOKCUMATHA U TUCTAHA JIBIOOKA
BEHO3Ha TpoM0O03a 1 OenoapodeH TpoMO0eMOOIU3bM NPH NALMEHTH, TOAJIOKEHH Ha TOJIEMH
OPTONETUYHU OTIEPAIIMH Ha JIONHUTE KpalHUIIM, KaTo (hpakTypa Ha OeapeHara KOCT, TOJIEMH
olepalyy Ha KOJISHOTO WIJIM OIIEPalliy 3a CMsAHA Ha Ta3o0eqpeHara craBa. B KOHTponupaHu KIMHUYHUA
nm3nutBanus ¢aza Il u 111 ca Bkmovyenn noseue ot 8 000 manuenTn (ppakrypa Ha OeapeHaTa KOCT —

1 711, cmsHa Ha Ta300eapeHaTa craBa — 5 829, roysiMa onepanus Ha KoJsiHOTo — 1 367).
®donpanapuHykc 2,5 mg BeIHBX THEBHO, IPUIIOKEH 6 — § yaca moCTONEepaTUBHO, € CPaBHEH C



eHokcarapuH 40 mg BeIHBK THEBHO, MIPUIOXKEH 12 yaca npenu onepanusta, wind 30 mg 1Ba MbTH
JTHEBHO, 3anoyHat 12-24 gaca ciex omnepanusTa.

[Tpu 006001IeH aHATN3 HA TE3W U3MUTBAHUS MIPEIIOPHUBAHHUAT PEXKUM Ha J03UpaHe Ha (PoHIATapUHYKC
CIPSAIMO €HOKCalapHH € CBbP3aH ChC 3HAYUTENHO NoHMKaBaHe (54% [95% CI, 44 %; 63%]) yectorara
Ha BEHO3HA TPOMOOeMOOoHs, OlleHsIBaHa 10 1 1-Tus AeH cie]| onepanusiTa, He3aBUCUMO OT THTIA Ha
oneparusrta. [lo-ronsimMara 4acT OT KpalHUTE ChOUTHS Ca JUATHOCTUIIMPAHU YPEe3 MPEIBAPUTEITHO
HacpodeHa BeHorpadus u ca OWIIM TTIaBHO JUCTalHA JbJI00OKA BEHO3HA TPOMOO03a, KaTo CIy4yauTe Ha
MPOKCUMAJIHA JIbJIOOKA BEHO3HA TPOMOO3a ChIIIO Ca HaMaedl 3HaunuTeNIHO. YecToraTa Ha
CUMITOMAaTHYHATa BEHO3HA TPOMOOEMOOITHSI, BKITFOUUTEITHO Ha OEI0APOOHMS TPOMOOEMOOIN3bM,
MEX]y OTACTHHUTE TEPaNeBTUYHU TPYIH HE € OMjla 3HAYUTEITHO pa3InyHa.

[Ipu n3nuTBanus cupsaMo eHokcanaput 40 mg BeAHBX JHEBHO, NPUIIOXKeH 12 yaca npean
orepanusiTa, CEpHO3HO KbpBEHE € HaOM0aaBaHo NpH 2,8% OT MALlUEHTUTE Ha JICUCHHE C
IpenopbyBaHara 03a (GoHIanapuHyKc, B cpaBHEHHE ¢ 2,6% IpU NalEeHTUTE Ha JIeYSHUe ¢
€HOKCaIlapHH.

IIpopunakTnka Ha BeHO3HA TPOMOOeMO0JIMsI IPU NALMEHTH, 0JI0KEeHH HA oNlepalus pH
¢paxrypa Ha OepeHATA KOCT, JIEKYBAaHH 32 MePHOA 10 24 THHU cje]l HA4YaIHA MPOPUIAKTHKA OT
1 cexMuna

B enHo pannoMu3upaHo, ABOWHO-CIIANO KITMHAYHO U3MUTBaHE 737 MalMeHTH ca JIEKYBaHH C
¢doHmamapuHykc 2,5 mg BeIHBK THEBHO 3a 7 +/- 1 AHU cien onepaliys npu Gppaktypa Ha GexpeHara
KOCT. B xpas Ha To3u nieproz 656 nanueHTH ca paHIOMHU3MPaHU Ja Nody4aBaT GpoHIanapuHykKce 2,5
mg BEJHBK JIHEBHO WJIH I1arie00 3a JOMbIHUTENCH niepuo oT 21 +/- 2 nuu. doHpanapuHyKe € T0Bel
JI0 3HAUUTEIIHO HaMaJIsiBaHe Ha oOLus Opoi cilyyan Ha BEHO3Ha TpoMOOeMOOIIUS B CPaBHEHHE C
mane6o [cpoTBeTHO 3 maruentu (1,4%) cnpsmo 77 naruentu (35%)]. [o-ronsima gact (70/80) ot
JOKJIaIBaHUTE CIydad Ha BEHO3HA TPOMOOEMOOIHA ca OTKPUTH Ype3 BeHOrpadusi aCHMITOMHU
Cllydau Ha JIbJI00KAa BeHO3Ha TpoMOo03a. DoHgamaprHyKC € JIOBEN U 10 3HAYUTEITHO HaMallsiBaHe Ha
CllydanTe Ha KIMHUYHO MPOsIBEHa BEHO3HAa TpoMOoeMOous (IbJ100Ka BEHO3HA TPOMOOEMOOIINS H/WiH
6enoapoden TpomboeMb0n3bM) [choTBeTHO 1 (0,3%) cripsimo 9 (2,7%) ManMeHTH |, BKIFOUUTEITHO |
nBa (atamHu cirydas Ha 6e10apoOeH TpoMO0eMOOIU3bM, JOKIaBAHU B rpynarTa Ha 1miamneo.
Cepro3HO KbpPBEHE Ha ONEPATUBHOTO MCTO U 03 (aTaaHy MOCIeAULH € HaOl0JaBaHo MpU

8 manmentu (2,4%), iexyBanu ¢ poHgamapuHykc 2,5 mg, B cpaBHeHHe ¢ 2 (0,6%), IeKyBaHU ¢
iareoo.

IMpopuaakTuka Ha BeHO3HA TPOMO0eMO0JIHsl PU MALMEHTH, OJJI0KEHN HA KOPEMHA onepauus
U C TIpenieHeH BUCOK PHCK 32 TPOMO0eMOOJINYHH YCJI0KHEHH, KATO MAIMEHTH € ONepanuu 3a
KapLUHOM B KOpeMHaTa o0.j1acT

B enHo ABOMHO CIAMO KIMHUYHO U3NUTBaHE 2 927 MalMeHTy ca paHIOMHU3UPaHU Ja MoIy4yaBaT
(dhonnmanapunykc 2,5mg BeqHbxk AHeBHO wiu nairenapus 5 000 U BegHbK THEBHO ¢ eHA
npegonepatuBHa uHxkekuus ot 2 500 U u ¢ 2 500 IU nppBa nocronepaTviBHa MHXKEKIHS 3a 712 THU.
OCHOBHHUTE OTIEPaTUBHU MecTa ca OWIIM KOJIOH/PEKTYM, CTOMax, YepeH AP00, XOICIUCTEKTOMUS I
Japyru ownnapuu npobaemu. lllecTaeceT u JEBET NMPOLIEHTA OT MAIMEHTUTE Ca OWJIM MOJIOKESHH Ha
oreparys 3a KapIuHOM. B U3MUTBaHETO HE ca BKIIOYEHHU MAIMEHTH C YPOTCHUTAIHY (Pa3IndHU OT
OBOpPEYHU) WM TUHEKOJIOTUYHH OTIepalliy, KAKTO W MAIMEHTH C JIAapOCKOIICKH B ChJIOBU OTIEPAITHH.

B ToBa m3nmTBaHe 0OMmMUAT OpOit Ha ciTydan Ha BeHO3HA TpoMmboemOomus e 6w 4,6% (47/1 027) ¢
¢donnganapunykc, cpsamo 6,1%: (62/1 021) ¢ qanTenapuH: HaMaJCHHETO HA OTHOCUTEITHHS PHCK
[95%CI] = -25,8% [-49,7%, 9,5%]. PaznukaTa B o01miaTa 4ecToTa Ha BEHO3HA TPOMOOEMOOIHS MEXKITY
IpyNUTE HA JICYESHHE, KOATO He € OWla CTaTHCTUYECKU 3HAYMMa, C€ JIbJDKH TJIABHO Ha HAMaJICHUE Ha
CllyyauTe Ha aCUMIITOMHA JUCTallHa IbJI00Ka BeHO3HA TpoMOo03a. bposT Ha ciydau ¢ KITMHUYHO
MpOsiBeHA IBJIOOKA BEHO3HA TPOMOO03a € OWII CXOJIeH B rpynuTe Ha JiedeHue: 6 nanueHtu (0,4%) B
rpynata Ha GoHzanapunykc crpsamo S nanuents (0,3%) B rpynata Ha nantenapus. B romsimara
MOJrpyIa Ha IMalMeHTH ¢ onepaius 3a KapuuHoM (69% OT BCHUKH ITAIIUEHTH), HUBaTa Ha BEHO3HA
TpomboemOonus ca 6unm 4,7% B TpynaTa Ha JedeHue ¢ GoHanapuHykc cupsamo 7,7% B rpynara Ha
JanTenapuH.
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Cepro3HO KbpBeHE € HabIoAaBaHo npu 3,4% OT maleHTuTe B rpynara Ha (GoHAAapuHyKC U IIpU
2,4% oT malMeHTUTe B rpynara Ha JaJITeIapHH.

IpoduiiakTuka HA BEHO3HA TPOMO0EMOOIUS MPU HEXUPYPIUYHHU NAIMEHTH, KOUTO €a ¢
NOBMIIIEH PUCK OT Pa3BUTHEe HA TPOMO0eMOOJIMYHHU YCJI0KHEHUS IIOPaIy HaMaJleHa
NOJBUKHOCT 110 BpeMe Ha 0CTPO 3a00JIs1BaHe

B enHo panmoMu3npaHo IBOWHO CIIANO KIUHUYHO M3NHUTBaHe 839 manueHTy ca JIeKyBaHU C
(dhonmanapunykc 2,5 mg BEJHBXK JTHEBHO WM ¢ Tuianebo 3a 6 1o 14 nuu. B ToBa m3nuTBaHe ca
BKITIOYEHH MAaIEHTH C OCTPH 3a00JIsIBaHUs, Ha BB3pacT > 60 roJMHu, 32 KOUTO C€ M3UCKBA MIOYHBKA
Ha JIeTJI0 3a Hail-MaJIko 4 THU U KOUTO ca XOCHHUTAIN3UPAHU 32 KOHIE€CTHBHA ChpJeyHa
HepocraTbyHocT Kiac HI/IV mo NYHA u/unu octpo pecniupaTopHO 3a00isiBaHEe W/HIH OCTpPa
WHOEKIHS WK BB3MaIUTENHO 3a0omsaBaHe. DoHIanapuHyKC € HaMaJIiil 3HAYUTEIHO o0mmus Opoi Ha
cllyyad Ha BEHO3Ha TpoMOoeMOoius B cpaBHEHHME C I11a1e6o [cboTBeTHO 18 manuenTu (5,6%) crpsMo
34 nanmentu (10,5%)]. Tlo-ronsim Opoit OT ciay4yanTte ca OWIM HA ACUMITTOMHA JMCTaIHA BEHO3HA
TpoMOo03a. PoHIANAPHHYKC € HaMaIMjl 3HAUUTEJIHO U CIly4auTe Ha ChIbTCTBAL] (haTaneH 6enoapooeH
TpomMboeMbom3bM [choTBeTHO () marmenTH (0,0%) cipsmo 5 (1,2%)]. Cepro3HO KBpBEHE €
HabmronaBaHo npH 1 manueHT ot Beska rpyna (0,2%).

JleyeHHe HAa MAIMEHTH € OCTPA CHMITOMATHYHA CIIOHTAHHA MOBbPXHOCTHA BEHO3HA TPOMOO3a,
0e3 chIIbTCTBAIIA THJI00KA BEHO3HA TPOMO03a

Enno pangomusupano, aBoitHo-cisano kinHuuHo usnureade (CALISTO) skmrousa 3002 nanuentu ¢
0CTpa CUMITOMATHYHA H30JIMpaHa CIIOHTAHHA OBBPXHOCTHA BEHO3HA TPOMO03a Ha JOTHUTE
KpalHMIY, C JbIKMHA Hal-MalKo 5 cm, MOTBBbPAEHA Upe3 KoMIpecnoHHa exorpadus. He ca
BKJIIOUBAHU MAIMEHTH, KOUTO ca MMAJIH ChIIBTCTBAINA IbI00KA BEHO3HA TPOMOO03a MM TOBBPXHOCTHA
BEHO3Ha TpOMO03a, Ha pa3CTOsHKE 10 3 ¢cm OT MICTOTO Ha CheIMHSABAHE Ha BEHA ca(eHa C BeHa
(emopanmc. V3KII0YBaHH ca MAIUEHTH, KOUTO ca HMAJTH TEXKO YePHOAPOOHO YBPEXKIaHE, TEKKO
0B0peuyHo yBpexaaHe (KpeaTHHHHOB KiaupbHC< 30 ml/min ), Hucko tenecHo terino (<50 kg),
3JI0KQUECTBCH TYMOD B aKTHBEH CTa i, CHMIITOMAaTHYHA OeI01po0Ha eMOOIIHS MIIH CKOPOIICH
cllydyail Ha IbJI00Ka BEHO3Ha TpoMO03a/0enoapodHa eMOonus (<6 Mecela) Wik MOBbPXHOCTHA
BeHO3Ha TpoM003a (<90 1HH), MK TOBBPXHOCTHA BEHO3HA TPOMO03a, CBBP3aHa ChC CKIIEPOTEPAITHS
WM KaTO YCJIOXKHEHHE NIPH BEHO3EH JOCTHII, MM aKO MAIEHTUTE Ca UMAIN BHCOK PUCK OT KbPBEHE.

[NarenTHTe Ca paHJIOMH3HPAHU Jia TOJTydaBar 2,5 mg (oHAaNapuHyKC BEIHBK JHEBHO HIIH IUTaleoo,
B MPOJBIDKEHNE Ha 45 THH, B AOMBIIHEHUE HA €IACTHYHU Y0OPaIlv, aHAJITETHYHU U/UITN JIOKATTHHA
HCTIBC. IlpocnensiBanero e no Jlen 77. M3cnenBanara nomynamus e 64% xeHu, ¢ MeuaHa Ha
BB3pacTTa 58 roaunu, 4,4% ca UMaad KpeaTHHUHOB KIUpBHC < 50 ml/min.

[TepBUYHMAT pe3ynTaT 3a epUKaCHOCT, ChUETAHHE OT CUMIITOMAaTHIHA OeIoapoOHa eMOomus,
CUMNTOMAaTHYHA JIhI0O0KA BEHO3HA TpOMO03a, pa3uIpsBaHe HA CHMIITOMAaTUYHA TOBbPXHOCTHA
BEHO3HA TPoMO03a, PEIUIMB Ha CHMIITOMAaTHYHATA IIOBFPXHOCTHA BEHO3HA TPOMO03a HIIK CMBPT 10
Jen 47, e 3HAUUTEIHO MOHIKEH OT 5,9% npu manueHTute Ha mianedo 1o 0,9% npu nanueHTure,
noiy4asaiu 2,5 mg ¢poHaanapuHykc (OTHOCUTENTHO HaMansBaHe Ha pucka: 85,2%; 95% Cl, 73,7% no
91,7% [p <0,001]). YecToTara Ha Bcekr TpoMOOEMOOINYEH KOMIIOHEHT Ha IIbPBUYHUS PE3YITAT €
CBHIIIO 3HAYUTEITHO MMOHIKEHA MPH MallMEeHTH Ha (OHJATIAPUHYKC, KAKTO CIIe[BA: CHMIITOMATUYHA
6enoapodna embomust [0 (0%) cipsmo 5 (0,3%) (p = 0,031)], cuMnToMaTHYHA ABIOOKA BEHO3HA
tpombo3a [3 (0,2%) cipsmo 18 (1,2%); oTHOCUTENHO HamansiBaHe Ha prcka 83,4% (p <0,001)],
pasmmpsiBaHe HA CHMIITOMAaTHYHATA TOBBPXHOCTHA BeHO3Ha TpoMmOo3a [4 (0,3%) cripsimo 51 (3,4%);
OTHOCHUTEIIHO HaMallsiBaHe Ha pucka 92,2% (p <0,001)], peunauB Ha CHMITOMAaTHYHATA
MMOBBPXHOCTHA BeHO3Ha TpoMbo3a [5 (0,3%) cripsimo 24 (1,6%); oTHOCHTENHO HaMassiBaHE Ha PUCKa
79,2% (p <0,001)].

CrenenTa Ha CMBPTHOCT € HUCKA U IOJJ00HA MEXy [IBETe I'pyIu Ha JieueHue, ¢ 2 (0,1%) cMbpTHU
cityyasi B rpynata Ha ponnanapunykc kM 1 (0,1%) cmbpTeH cinydail B rpynara Ha mianeoo.

Edukacnoctra ce 3ama3Ba 10 [leH 77 v € KOHCUCTCHTHA BbB BCUUKH MTPEIBAPUTEIHO ONPEICICHU

noArpynuv, BKIIFOUUTEIHO ITPU MAIMUCHTH C BAPUKO3HU BEHHU U IIPU MAIITUCHTHU C TIOBBPXHOCTHA BEHO3HA
TpOM603a, JIOKaJIM3UpaHa 1o KOJIAHOTO.
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ITo Bpeme Ha nedeHunero e HaOmoaBaHo 3HaYNTENHO KbpBeHe mpu 1 (0,1%) manueHT Ha
¢onnanapunyke u npu 1 (0,1%) nanuent Ha ninane6o. KiIMHMYHO 3HaUMMK HETEXKKH KPBbBOU3JIUBY ca
HabmronaBanu nipu 5 (0,3%) ot nanueHTuTe Ha poHmanapurykc u npu 8 (0,5%) oT manueHTuTe Ha
iareoo.

5.2 ®apmakoKkWHETHYHM CBOMCTBA

Abcopoyus

Crnen noJkoxHO npuiiaraHe GpoHaanapuHykce ce abcopoupa u3Isuio u 6bp30 (adCoMOTHA
ononammunoct 100%). Cien mpritaraie Ha ejHa ITOIKOKHA HHXKEKITHS (hOHIAmapuHyKe 2,5 mg Ha
MJIaJIM ¥ 3/IpaBH JIMIA TMKOBATa Tia3MeHa KoHieHTpanus (cpefana Cmax = 0,34 mg/l) ce moctura 3a 2
yaca ciiell IpuIokeHueTo. [1na3sMennTe KOHIeHTpaluy Ha 0J0BHUHATa OT CTOWHOCTUTE 3a CpeHa
Crnax €€ 1OCTHTAT 3a 25 MUHYTH CJIe[] IPUJIaraHe Ha J103aTa.

[Tpw 31paBy numa B HanpetHaIa Bh3pacT (papMaKOKHHETHYHATE apaMeTpH Ha (hOHIAapuHyKC ca
JVHEIHU B TPAaHULMTE OT 2 10 8 mg, NPUII0KEHU NMOAK0KHO. Ces; IPUI0KEHUE BEAHBXK JHEBHO

CTallMOHApHUTE IJIa3MeHH HUBa ce nocturar cien 3 win 4 nau ¢ 1,3 metr noBumenne Ha Cmax U
AUC.

Ouenennre cpenan (CV%) GpapMakOKHHETHYHH ITApaMEeTPH Ha (POHIAMAPUHYKC B CTAI[HOHAPHO
CBCTOSIHUE MIPH MAIMEHTH, TOAJIOKEHN Ha OIepawys 3a CMsiHa Ha Tazo0eIpeHara cTaBa, mpueMallu
(dhonmanapuHykc 2,5 mg BeAHBXK THEBHO, €a: Cmax (mg/1) — 0,39 (31%), Tmax (h) — 2,8 (18%) u

Chin (mg/1) -0,14 (56%). IIpn nanuenTn ¢ Gppaktypa Ha OeapeHaTa KOCT, CBbp3aHa ¢ HalpeaHanara uM
BB3pAacCT, IUIa3MEHUTE KOHIIEHTPANNY Ha (POHAAMapHUHYKC B CTAIIMOHAPHO ChCTOSTHUE ca: Cmax (Mg/1) —
0,50 (32%), Cmin (mg/1) — 0,19 (58%).

Pasnpeodenenue

OO6embT Ha pasnpeneneHne Ha GoHgamapuHykc e orpanudeH (7-11 nutpa). In vitro, ponnanapuaykc
Ce CBBP3Ba CIEIM(UIHO U B TOJIsIMa CTEIICH C OeIThKa aHTUTPOMOMH, KaTo CBEP3BAHETO € 3aBUCHMO
OT J103aTa ¥ IIa3MeHaTa koHueHTpanus (98,6% no 97,0% B rpanunute Ha KOHLIEHTpauuu ot 0,5 1o
2 mg/l). ®onpanapuHyKC He Ce CBbP3Ba 3HAUUTEIHO C APYT'H IUIa3MEHH IPOTEUHH, BKIIOUUTEIHO U C
tpoMbormTeH dakrop 4 (PF4).

Toii kKaTo PoHIANAPHHYKC HE CE€ CBBbP3BA 3HAYMTENIHO C APYTH IUIA3MEHH IPOTEUHH, OCBEH C
ATIII, He ce ouakBaT B3aUMOAEHCTBUS C APYTH JIEKapCTBEHH NPOIYyKTH Ha 0a3aTa Ha U3MECTBAHE OT
MecTaTa Ha CBbP3BaHe C IJIa3MEHUTE IPOTEUHH.

buompancgopmayua
Brnpeku ue HAMa LAJIOCTHA OLIEHKA, HAMA JaHHU 32 MeTaboIu3upaHe Ha (OHIANapUHyKC U 110-
CIeLMalIHO HsMa JaHHH 32 00pa3yBaHe Ha aKTUBHU META0OJIUTH.

®donpanapunykc He uaxudupa in vitro CYP450s (CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2D6,
CYP2E1 unu CYP3A4). [Topanu Ta3u npuurHa He ce 04akBa (GOHJaNapuHYKC J1a B3aUMOJIEHCTBA C
JPYTH JEKapCTBEHH MPOIYKTH in vivo upe3 naxuoupane Ha CYP-meannpanus Metabonn3bm.

Enumunupane

EnuMuHaIMOHHHAT IOTYKUBOT (t1,) € 0KoJIo 17 yaca mpu 31paBu, MJIaIy JUIa U okoJio 21 yaca npu
3][paBU JIMILla B HarpegHaa Bp3pacT. PoHaanapuHyke ce ekckperupa B 64-77 % ot 6p0pennTe nox
(opMaTa Ha HEIPOMCHEHO BEIIECTBO.
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Cneyuguynu 2pynu nayuenmu

THeouampuuna nonynayus - DoHganapuHyKc He € U3MUTBAH IIPU Ta3M MOIMyJalus 3a NPo(UIaKTHKA
Ha BEHO3Ha TPOMOeMOOJIHs WiH 3a JICUCHHE Ha TIOBBPXHOCTHA BEHO3HA TPOMOO03a.

Iayuenmu ¢ nanpeonana eb3pacm - bropeuHara QyHKIMI MOXKe la Hamajlee ¢ Bb3pacTTa U, Iopaau
Ta3u MPUYMHA, KaMalUTeThT 32 eMMMUHUpaHe Ha (OHTATAPHHYKC MOJKE J1a € HaMaJIeH MPH MallueHTH
B HampenHana Bb3pact. [Ipu nauueHTy >75 roauHu, MOAJI0KEHH Ha OPTONEAMYHA OTIepaLlus,
OYaKBAHUSAT IUIa3MEH KIUpBHC € 1,2 10 1,4 mbTH MO-HUCHK OT TO3U IPU NAIMEHTUTE Ha Bb3pacT <65
TOJMHHU.

bvopeuno ygpescoane - B cpaBHEHHE ¢ MAlMEHTHTE C HOpMaiiHa ObOpedHa QyHKIHS (KpeaTHHUHOB
ximpbHC > 80 ml/min), mnazmeHusT KIMpbHHC € ¢ 1,2 10 1,4 mbTH MO-HUCHK MPU MAUEHTHUTE C JIEKO
0B0peuHO yBpexaaHe (KpeaTHHUHOB KiaupbhHC 50 10 80 ml/min) u cpeaHo 2 mbTH MO-HUCHK MPU
TAIUEHTH ¢ YMepeHo 0b0pedHo yBpexaaHe (kpeatnHrHOB KiupbHC 30 10 50 ml/min). [Ipu Texko
OBOpeYHO yBpexaAaHe (KpeaTHHHHOB KIUpBhHC < 30 ml/min), mia3sMeHUST KIUPBHHC € MPUOITU3UTEITHO
5 IBTH HO-HUCBHK B CPAaBHEHHE C TO3U MPH HOpMaiHa 0b0peuHa ¢pyHKims. CBbp3aHHUTE C TOBA
CTOMHOCTH Ha eJIMMHUHAIIOHEH MOTYKUBOT ca 29 yaca IpH MaIleHTH C YMEpeHo U 72 yaca IpH
MAIUEHTH C TEKKO OBOPEUHO YBPEKIAHE.

Ilon - He ca HaOmoaBaHy pa3iinyns BbB BPB3Ka C MOJIa Clie]l KOPHTHPaHe Ha [03aTa CIPIMO
TENECHOTO TETJIO.

Paca - ®apMakOKMHETUYHY pa3nn4Hs OPaIH pacoBa MPUHAAIEKHOCT HE ca MPOYYBaAHH
MIPOCHEKTUBHO. BBIIpekn ToBa, H3MUTBaHMS, TPOBEACHH IIPHU 3/IPaBH JIHIA OT a3HaTCKU IIPOU3X0]
(SIOHILIN), HE ca MOKa3alli pa3iuieH papMaKOKHHETHYCH NPO(HI B CPaBHEHHE ChC 3/IPABH JIULA OT
KaBKa3Kku npousxoi. [lono6Ho Ha TOBa, HE ca HAOI0AaBaHU PA3IUYUs B IIa3MEHHUS KIIUPHHC MEXKIY
appoaMeprKaHIIM U JTUIA OT KaBKa3KU MPOU3XO]], MOJUIOKEHH Ha OPTONEIUYHA OTIepaIlys.

Tenecno meeno - [lna3MeHHAT KIMPBHHC HA (POHIATTAPHHYKC C€ TIOBHUINABA C TEIECHOTO Terio (9%
noBuinenue Ha 10 kg).

Yeprodpobro yspescoare - Criell TOIKOKHO MpHIaraHe Ha eJHOKpaTHa 71032 (QOHIAapHHYKC IPH
WHVBHUIY C YMEPEHO IO TexecT YepHoapoOHo yBpexnane (Child-Pugh kareropus B), oomuTe (T.€.
Ha CBBP3aHus U Ha HeCBbP3aHUA) Crax U AUC ca ce MOHWKMIN ChOTBETHO ¢ 22% u 39% B cpaBHEHUe
C MHAMBUIM C HOpMaJIHa YepHOoApoOHa (yHKuus. [IoHmKeHUTe T1a3MeHH KOHLIEHTPaly Ha
(hoHIanapuHyKc Ipu MHAUBUIM C YEPHOIPOOHO YBPEXIaHE Ce AbKAT Ha HaMaJIeHO CBbP3BaHe C
ATIII, xoeto e cieacTBHE OT MOHIKEHUTE M1asMenn KoHneHTpauu Ha ATIIL; ToBa Boau 1o
noBuuIeH ObOpeueH KIMpbHC Ha poHaanapuHykce. CieaoBaTenHo, MPY NALMEHTH C JEKO 10 YMEPEHO
TEXXKO YepHOIPOOHO YBpEXKAaHe HE CE OYaKBa KOHIIEHTPAILlMUTE Ha HECBbP3aHUs (PoHIAapUHYKC J1a
ObIaT IPOMEHEHH U 0 Ta3H MPUYMHA, OCHOBABalKHU ce Ha (papMaKOKMHETHKATa, HE € HE0O0X0AUMO
KOpUTHpaHe Ha J103aTa.

@dapMaKOKHHETHKATa Ha (POHAANAPUHYKC HE € IPOYyYBaHa MPU MAIEHTU C TEXKO YepHOAPOOHO
yBpexJaHe (Bx. Touku 4.2 u 4.4).

5.3 TlpeakIuHUYHU JaAHHH 32 0€30IACHOCT
[IpenxnuHNYHUTE NaHHU He [ToKa3BaT 0cOOEH PHUCK 3a XOpaTa Ha 0a3a Ha KOHBEHLIMOHAIHUTE
Q)apMaKOJ'IOI‘I/I‘IHI/I HU3IHUTBAHUA 3a 6e3OHaCHOCT, TOKCUYHOCT ITPU MHOT'OKPATHO IIPUJIOKCHUE U

T€HOTOKCUYHOCT. M3NUTBaHMsATa Y KUBOTHHU Ca HEAOCTATHYHHU 32 ONPEACIITHE Ha TOKCUYHUTE
e(eKTH BbPXY PENPOIYKTUBHOCTTA MIOPAIH OTPaHUYEHATA CKCIIO3HUIINS.
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6. DAPMAILEBTUYHU JAHHU
6.1 Chnuchbk HA MOMOIIHHUTE BEIeCTBa
Hatpues xnopua

Boga 3a nHxexu

XI10poBOAOPOIHA KHCEINHA

HatpueB xuapoxcun

6.2 HecpBMecTHMOCTH

[Ipu nunca Ha MpoyYBaHuUs 32 HECHBBMECTHMOCTH, TO3H JIEKAPCTBEH MPOAYKT HE TPsiOBa /1a ce CMecBa C
JIpYTH JIEKapCTBEHHU NMPOLYKTH.

6.3 Cpok Ha rogHoct

3 rOguHN.

6.4 CroenuajaHu yc10BHA Ha CbXpaHeHHUe
[Ha ce cexpanssa mox 25°C. [la He ce 3ampassiBa.
6.5 Buawu chabpikaHue HA OMAKOBKATa

Crorien pesepsoap (1 ml) ot crekio tum I, rpagyupan ¢ 27 pazgenenus X 12,7 mm urna ¢ 6yrano ot
OpOMOOYTHIIOB HJIH XJIOPOOYTHIIOB €1aCTOMED.

Arixtra ce mmpeayiara B OIakoBku ot 2, 7, 10 u 20 nmpeaBapuTeIHO HAITBIHEHH CIIPHHIIOBKH. MMa 1Ba
BU/Ia CIPUHIIOBKH:

. CIIPHHIIOBKA C JKBJITO OyTaa0 ¥ aBTOMaTHYHA CHCTEMA 33 6€30MacHOCT

. CIIPUHIIOBKA C XKBJITO OyTallo U pbuHa cUcTeMa 3a 6E€30I1aCHOCT.

He Bcuuky BuioBe OMAKOBKU MOraT Jia ObAaT IIyCHATH B MpoAaxoa.

6.6 CrhenuanaHu npeana3Hu MepKHU NP U3XBBPJIsiHe U padoTa
[ToakoxHaTa MHXKEKIHSI Ce TpuJara 1o ChIUS HAYMH, KaKTO C KJIACHYeCcKaTa CIPHUHIIOBKA.

[apenTepanHusaT pa3TBop TpsOBa Jia ce Iperje/a 3a HATMINETO Ha YaCTHIU HITH MOMBTHSBaHE MTPEIH
TIPHJIOKEHUE.

VkazaHus 3a CaMOCTOSTEITHO TIPUJIOKCHUE Ca BKIIFOYCHU B JINCTOBKATA 3a IMallUCHTA.

Cucremara 3a 3aIMTa Ha UTTIaTa Ha Arixtra IpeABapUTEHO HAITBIHEHH CIIPUHIIOBKH € Ch3/1aJIeHa ChC
cucTeMa 3a 0e30IacHOCT 3a Mpe/na3BaHe OT YOOXKIaHe C UIJIaTa Cliel] MHKEKTHPaHe.

Hewsnon3BaHuAT NeKapCTBEH NPOIYKT WM OTIIAJbYHUTE MaTepHaN OT HETO TPAOBA Ja C€ U3XBBPIIAT
B CHOTBETCTBUE C MECTHUTE U3UCKBaHUS.

7. INPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Viatris Healthcare Limited
Damastown Industrial Park,
Mulhuddart

Dublin 15,

DUBLIN

Upnannug
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8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/02/206/005-008
EU/1/02/206/024
EU/1/02/206/025
EU/1/02/206/026

9. JTATA HA ITbPBO PA3PEIIIABAHE/IIOJHOBSIBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

[ara Ha mbpBo pazpemanane: 21 mapt 2002

Jara na nocnenHo noxHosiBane: 20 anpuin 2007

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

IMonpoOHa nudopMarys 32 TO3M JIEKapCTBEH NPOIYKT € MpeocTaBeHa Ha yeOcaiita Ha EBpomnelickaTa
areHIys Mo JiekapcTara http://www.ema.europa.cu
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1. HUME HA JIEKAPCTBEHUSA ITIPOAYKT

Arixtra 2,5 mg/0,5 ml HHXEeKIIMOHEH pa3TBOp, IPEBAPUTEIHO HAITBIHEHA CIIPUHIIOBKA.

2.  KAYECTBEH U KOJIMYECTBEH CBbCTAB

Bcesika npeapuTento HanmbiiHeHa cripuHioBka (0,5 ml) ceabpka 2,5 mg GonaanapuHykc HaTpUi
(fondaparinux sodium).

[TomorrHO (1) BemecTBO(2) ¢ M3BecTHO AericTBre: Chabpxa mo-manko ot 1 mmol Hatpuit (23 mg) Ha
J103a ¥ 3aTOBA HA MPAKTUKA HE ChIbpKa HATPUH.

3a ObJIHUA CIIMCHK Ha IIOMOIIHUTE BEIIECTBA BHIKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

WHxeKImoHeH pa3TBop.
Pa3TBOpBT € mpo3payHa 1 OE31BETHA TEUHOCT.

4. K/MHUYHU JAHHU
4.1 TepaneBTHUYHHU MOKA3AHMS

[IpodunakTuka Ha BEHO3HA TPOMOOEMOOIHUS TIPHU BB3PACTHHU, MOATI0KEHH HA TOJIEMH OPTOIEIUYHI
OIepalluy Ha JOJHUTE KpaiHUIN KaTo GpaKkTypu Ha OeJpeHaTa KOCT, TeKKH ONepalliy Ha KOJISTHOTO
WK OTIepalliy 3a CMsSHA Ha Ta300eqpeHara crasa.

[IpodunakTrka Ha BEHO3HA TPOMOOEMOOIHUS MIPH BB3PACTHHU, MOIJI0KEHH HA KOPEMHA ONlepalys, pH
KOHTO € yCTAHOBEH BHUCOK PUCK OT pa3BUTHE Ha TPOMOOEMOOIMYHN YCIOKHEHHS KaToO HalUCHTH C
IIPEJCTOsIIIAa KOPEMHA OIlepalus 110 IOBOJ KaplMHOM (BXK. Touka 5.1).

[IpodunakTuka Ha BEHO3HA TPOMOOEeMOOIIUS ITPU BB3PACTHU HEXUPYPTUUHU MALUEHTH C OIIpeeieH
BHCOK PHCK 32 pa3BUTHE Ha BEHO3HA TPOMOOEeMOOIHS, KOUTO ca MMOOMIN3UPAHU TOPAaAN OCTPO
3a00J1sIBaHe KaTo ChpJeyHa HEAOCTaThYHOCT U/UIIM OCTPU PECIIMPATOPHU 3a00JsIBaHUs, U/UIH OCTPU
MH(EKITNH WA BB3MAINTEIHO 3a00JsIBaHe.

JleueHne Ha HeCcTaOMITHA CTCHOKAPIHS WIN MHOKap/ieH nHpapkT Oe3 exeBarus Ha ST-cermeHTa
(UA/NSTEMI) nipu BB3pacTHH, IPU KOUTO HE € TIoKa3aHo crenrHo (< 120 min) HHBa3UBHO JICUEHHE
(mepkyTanHa KOpoHapHa HHTEpPBEHIHA) (BX. ToUku 4.4 u 5.1).

Jleuenue nHa muokapjen napapkr ¢ eneauus Ha ST-cermenrta (STEMI) npu BB3pacTHU, KOUTO ca
JIEKYBaHU C TPOMOOJIMTHUIIM WIIK KOUTO ITHPBOHAYAIHO HE Ca MOJIyYHITH YT BUJ penepdy3noHHA

Tepamnusl.

JledueHue Ha BB3pacTHU C OCTPa CUMITOMATHYHA CIIOHTAHHA TOBLPXHOCTHA BEHO3HA TPOMO03a Ha
JIOJTHUTE KpaiiHUIH, 6€3 ChITbTCTBRAIIA IBJIOOKA BeHO3HA TpoMOo3a (BXK. Touku 4.2 u 5.1).
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4.2 Jlo3upoBKa M HAYMH HA MPHJIOKEHHE

EO3I/I[20BK3

THayuenmu, noon0duceHU HA 2071eMU OPMONEOUYHU UTU KOPEMHU Onepayuu
[IpenopbuBanara no3a poHAaNApUHYKC € 2,5 mg BeAHBX AHEBHO, IPUIIOKEHA TIOCTONEPATUBHO Ype3
MIOJIKO’KHO MHXKEKTHPaHe.

Hauannara no3a Tpﬂ6Ba Ja C€ MPUIIOKHU 6 yaca ciep Kpas Ha one€panusiaTa Mpu yCTaHOBCHO HAJIMYUC
Ha XeMocTasa.

Jleuenneto TpsiOBa 1a OBJIE MPOIBIDKEHO 0 HAMAIIBAHE HAa PUCKA OT Pa3BHUTHE HA BEHO3HA
TpoMOOEeMOO0IHs, KATO TOBa OOMKHOBEHO € Haii-MaJIKo 5 10 9 THHM clies onepanusTa, Korato
MalMEeHTHT IpeMHUHaBa Ha aMOynaTopHO HabmoaeHue. ONUTHT OKA3Ba, Y€ NPH MalUEeHTH
MOJJTO’KEHH Ha oTepauus npH GpakTypa Ha OepeHara KOCT, pUCKBT OT Pa3BUTHE HA BEHO3HA
TpoMOoeMO0IIKs IPOAbIDKABa J1a ChILECTBYBA U ClleA 9 HU OT Kpas Ha onepauusra. [Ipu te3u
MAIMEHTH TPAOBA J]a ce MMa MPEIBU/I IPUIOKEHHETO Ha MPOABIDKUTEIHA TPO(UITaKTHKA C
(hoHmanapuHyKc 3a MAKCUMAaITHO 24 TOMBIHUTEIHH THU (BXK. TO4Ka 5.1).

Hexupypeuunu nayuenmu ¢ 8ucox puck 3a pasgumue Ha mpomooemooIuuHy yCiodxicHenus na 6azama
Ha OYeHKa Ha UHOUBUOYATHUSL PUCK

[IpenoppuBanara n03a GoHAAMApUHYKC € 2,5 mg BEAHBXK JHEBHO, MPHIIOKEHa 1011 (hopMarta Ha
MOJKOKHA UHOKeKIusl. KIIMHUYHO npoyyeHa NpH MaleHTH € IPOIbDKUTEIHOCT Ha JICYCHUETO OT 6
1o 14 mam (Bx. Touka 5.1).

Jleuenue na necmabunna cmenoxapous/muokapoet ungapkm oes eneeayus na ST-ceecmenma
(UA/NSTEMI)

[penopbuBanaTa 103a HOHIAMAPUHYKC € 2,5 mg BeIHBXK AHCBHO, IIPHIIOKEHA 0 (popMara Ha
MIOJIKOXKHA WHbKeKnus. JledeHneTo TpsaOBa aa 3armoyHe KOJIKOTO € BE3MOXKHO MO-CKOPO CIIE]T IIOCTaBsIHE
Ha TMarHo3ata U J1a IpoJbJKU Hal-MHOTO JI0 8 JIHU WJIH [0 M3IMCBAHETO OT OOJIHUIIA, aKO TO
HACTBIIH MO-PaHO.

AKoO Ha naiyeHnTa My IpeJCcToM NepKyTaHHa kopoHapHa uarepsenuus (PCI), no Bpeme Ha
MIPOBEXKIAHETO i TPAOBa J]a ce MPIIIOKK HePPAKIIMOHUPAH XEMIApUH ChITIACHO CTaHIapTHATA
MPAaKTUKA, KATO C€ UMa MPEIBU/I NOTEHIUAIHHUAT PUCK 32 MAllMeHTa OT KbPBEHE, BKIIOYUTEIIHO
BpPEMETO OT IOCIIeAHaTa 103a (poHAanapuHyKe (BXK. Touka 4.4). BpeMeTo Ha HOBTOPHOTO 3all0uBaHe
Ha MOJAKOXXHOTO MPUJIOKEeHHE Ha (poHIamaprHyKC cie] CBaJISIHETO Ha KaTeThpa TpsOBa aa ce
OCHOBaBa Ha KJIMHWYHA TipetieHka. B ocnoBHOTO UA/NSTEMI KIMHHYHO TTpOyUYBaHe, JISYEHUETO C
(oHmaTapHHYKC € 3aII0YBaJI0 OTHOBO HE ITO-PaHO OT 2 Jaca CJIe]l CBAISTHETO Ha KaTeThpa.

Jleuenue na muoxapoen ungpapxkm c enesayusi ha ST-ceemenma (STEMI)

[penopbuBanaTa 103a GOHIANAPUHYKC € 2,5 mg BeOHBK AHEBHO. [IbpBata 103a GpoHIanapuHyKc ce
IpUJIara THTPaBeHO3HO, a CICABALINTE JO3H Ce MpUIIaraT 4pe3 MOAKOKHA HHKeKIus. JledeHneTo
TpaOBa Ja 3aII0YHE KOJIKOTO € Bh3MOXKHO IO-CKOPO CJIe] MOCTaBsiHE Ha JarHo3aTa U J1a MPOIbIKA
Haii-MHOT0 10 8 JHU WK O U3MUCBAHETO OT OOJHUIIA, aKO TO HACTBIIU ITO-PAHO.

AKoO Ha ManyeHTa My MPeJCTON HeITbPBUYHA MepKyTaHHA KOPOHApHA UHTEPBEHIINS, 10 BpeMe Ha
MIPOBEXKIAAHETO i TPAOBa J]a ce MPIIIOKK HePPAKIIMOHUPAH XETapUH ChITIACHO CTaHIapTHATA
MpaKTHUKa, KaTO C€ UMa MPEABU/I MOTCHIMATHUIT PUCK 3a MAIIMEeHTa OT KbPBEHE, BKIFOUUTEITHO
BpEMETO OT NocjenHaTa f1o3a Goxaamnapuayke (Bx. Touka 4.4). Bpemero Ha TOBTOPHOTO 3arl0uBaHe
Ha MMOJKOXXHOTO MPUJIOKEHUE Ha (oHIAapHHYKC CJIe]] CBAJISIHETO Ha KaTeThpa TpsOBa ja ce
OCHOBaBa Ha KIMHUYHA MpeneHka. B ocHoBHoTo STEMI KMHUYHO NpoyyYBaHe, JEUEHUETO C
(hoHIamapruHyKC € 3amovBaio OTHOBO HE MO-PaHo OT 3 Jaca ciie]] CBaISTHETO Ha KaTeThpa.

. Tayuenmu, na koumo npedcmou onepayus 3a NOCMagsHe Ha OANUNAC HA KOPOHAPHUMe
apmepuu (CABG)
[pu marmenTy ¢ MuokapaeH HHGapKT ¢ exeBanus Ha ST-cerMeHTa WM HecTaOUITHA
CTEHOKapaus/MHOKapieH HHMapKT Oe3 eneBanyus Ha ST-cerMeHTa, Ha KOUTO MPEACTOH
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omeparys 3a rocrabsiue Ha Oaiinac Ha kopoHapHuTte aptepun (CABG), o Br3MOXKHOCT
(dhoHamapuHyKC He TpsIiOBa Jla ce MpHIIara B MPOIbDKEHHE Ha 24 yaca Ipen OnepanusTa u
IPUIOKEHHETO My MOXKeE Jja 3all0YHE OTHOBO 48 yaca cje]] onepanusra.

Jleuenue na nogbpxXHOCMHA 8€HO3HA MPOMOO3A

[IpenoppuBanara f03a hoHAaapUHYKC € 2,5 mg BEAHBXK THEBHO, IPUIOKEHA Ype3 MOIKOKHA
unxekus. [laiuenTure, MOAXOAAIIM 3a JieueHue ¢ 2,5 mg poHganapuHykc TpsOBa 1a UMaT OCTpa
CUMNTOMAaTHYHA M30JUPaHa CIIOHTAHHA TOBBPXHOCTHA BEHO3HA TPOMOO3a Ha JIOJIHUTE KPAWHUIH, C
JUBJIKMHA TOHE 5 ¢cm, KOSATO € JOKyMEHTHUpaHa Ype3 eXorpa)CKo U3CIeBaHE WK JPyrd 00CKTUBHU
Metonu. JleueHneTo TpsOBa ja 3armovHe Bh3MOKHO Hal-CKOPO CJie]l IOCTaBsHE HA JarHo3ara u cliel
M3KITIOYBAHE Ha CHITBTCTBAINA JBI00KA BEHO3HA TPOMOO03a MM Ha TIOBBPXHOCTHA BEHO3HA TPOMO03a,
B PAaMKHUTE Ha 3 cm OT MSCTOTO Ha Che/IMHSBAaHE HAa BeHa cadeHa ¢ BeHa pemopanuc. JleueHuero
TpsiOBa Ja MpoAbJkK Hal-Manko 30 THU 1 0 MaKCUMyM 45 JHH MPH MAUEeHTH ¢ BUCOK PUCK OT
TpoMOOEMOOINYHHN YCIoXHEHHs (BXK. Toukd 4.4 1 5.1). Ha nauuenTuTe Moxe 1a ObJie MpernopbuaHo
caMH J1a CH WHXXEKTHPAT JIEKAPCTBEHOTO CPEJCTBO, KOTATO CE MPEIEHH, Y€ TE JKEJasT U ca CIIOCOOHH
Jia TO HarpasAT. Jlekapure TpsOBa 1a MPETOCTABAT ICHU HHCTPYKIIMH 32 CAMOCTOSITEITHO
WHXEKTHPAHE.

. Tayuenmu c npedcmosiya onepayus uiu opyau UH8A3UGHU NPoYeoypu
Korato e Bp3M0OXHO, (oHIanapuHyKC, He TpsiOBa 1a ce npuiara 24 yaca npeau onepanusra Ha
MAIMEHTH C MOBBPXHOCTHA BEHO3HA TPOMO03a, Ha KOUTO MPEICTOMN OTepans Wik JPyTH
WHBa3MBHHU Npoueaypu. Jleuennero ¢ GpoHIamapuHyKc Moe J1a ce Bb30OHOBH HE IO-PaHo oT 6
yaca clie[l OllepalysTa, cjie]] IOCTUraHe Ha XeMOCTa3a.

Cneuud)ulmu cpynu nayuermu

Tlpogpuraxmuka nHa eeHo3na mpomboembonus cied onepayus

[Ipu nanueHTy ¢ omepanuy BpeMeTo 3a MPUIIOKEHNE Ha ITbpBaTa HHXKEKIUs (POHAaapuHyKC TpsOBa
Jla ce CIa3u CTPUKTHO, aKO MAallMEHTUTE ca Ha BB3PacT >75 roJUHU W/HJIH ¢ TenecHo Terno <50 kg,
KaKTO ¥ IIPH MAUEeHTH ¢ OBOPEYHO YBpEKAaHE U KPEAaTHHUHOB KIMPEHHC B rpaHuIuTe oT 20 10

50 ml/min.

[TepBara nmwkexnns GoHgamapuHyKe TpsiOBa qa Obe IPHIOKEHA HE TT0-PaHo OT 6 Jyaca ciien Kpast Ha
onepanusTa. IHxekuusaTa He TpsOBa 1a ce IpaBH, PHU MOJI0KEHHE Y€ HE € YCTaHOBEHO HATMYUETO Ha
xeMmocrasa (BxX. Touka 4.4).

bvopeuno ysepesicoane

J IIpogpunaxmuxa na éenosna mpomboemborus - oHmanmapuHyKC He TpIOBa Aa ce Ipuiara Ipu
MAIMEeHTH C KPpeaTUHUHOB KIUpBHHC <20 ml/min (Bk. Touka 4.3). [Ipy nanueHT! ¢ KpeaTHHHHOB
KiupbHC B rpanunute oT 20 1o 50 ml/min, no3ara TpsoBa na ce Hamanm 10 1,5 mg BenHBK
JTHEBHO (BK. ToukH 4.4 1 5.2). He e HeoOXxouMo HamMamsiBaHe Ha J|03aTa MPU MAlMeHTH C JIeKa
cTeneH Ha OBOpEevHO yBpekaaHe (KpeaTHHWHOB KIMPBHC >50 ml/min).

. Jleuenue na necmabuina cmenoxapous/muoxkapoet ungaprkm oes eneeayus na ST-ceamenma u
Mmuokapoen ungapkm c¢ eneeayus Ha ST-ceemenma - PoHmamapuHyKC He TPsOBa J1a ce mpuara
NPY MALUEeHTH ¢ KPEeaTHHUHOB KIHpbHC < 20 ml/min (k. Touka 4.3). He e HeoOxoanmo
HaMaJlsIBaHE Ha [103aTa IPH MALUCHTH C KPEATHHUHOB KIHPBHC > 20 ml/min.

. Jleuenue Ha nosvpxHocmua eeHosHa mpombosza - oHpanapuHyKC He TpsAOBa Aa ce mpuiara
MIPH MAIUEHTH C KpeaTHHUHOB KIupBhHC <20 ml/min (Bxk. Touka 4.3). Ilpn nanuenTu c
KPEaTHUHUHOB KIUPBHC B rpanunmte oT 20 1o 50 ml/min, no3ara Tpsabsa na ce Hamanu a0 1,5
mg BeHBK JHEBHO (BXK. ToukH 4.4 u 5.2). He e HeoOXx0o1MMo HaMaisiBaHe Ha J103aTa MPH
MAIAEHTH C JIeKa CTeleH Ha ObOPeYHO YBpekaaHe (KpeaTHHHHOB KIUpBhHC> 50 ml/min).
BesonacHoctTa n eukacHocTTa Ha 1,5 mg He ca mpoy4BaHu (BXK. Touka 4.4.)
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Yepnoopobuo yspescoane

Ipoghuraxmuxa na eenosna mpomboemboonus u nevenue na UA/NSTEMI u STEMI - He e
HE00XOIUMO KOPUTHpaHEe Ha 103aTa IPH MALUSHTH C JICKO MM YMEPEHO TEXKKO YepHOAPOOHO
yBpexaane. [Ipu marueHTy ¢ TeKKO YepHOIPOOHO yBpeXJaHe (poHaanapuHyKe TpsOBa ja ce
npuiiara ¢ MOBUIIEHO BHUMAHKE, Thil KaTO Ta3W IPyIa MAEHTH He € IpoyYBaHa (BXK. TOUKU
44u5.2).

Jleuenue na nosvpxnocmua eeHosna mpombosa - be3onacHocTTa U ePUKACHOCTTA Ha
(hoHIamapuHyKC MPHU MAMEHTH C TEKKA CTEIICH Ha YepHOAPOOHO YBPEkKAaHe HEe ca MPOYYBaHH,
3aroBa (OHIAAMAPUHYKC HE Ce MPENophyBa 3a MPUIOKEHHE MTPH Ta3H IPyIa MAIUeHTH (BXK.
Touka 4.4).

Tleouampuuna nonynayus - He ce npenoppsuBa ynorpedara Ha (poHIanapuHyKC npu aena mox 17
TOJIMHU TTOPaJIX JIMTICA Ha JAHHU 32 0e30MacHOCT M e()UKACHOCT.

Hucko menecro meeno

ITlpoguraxmuxa na eenozna mpomboembonus u revenue na UA/NSTEMI u STEMI — Iatuentn
¢ TenecHo Tero <50 kg ca ¢ moBuIlleH pUCK OT KbpBeHe. EnnMuHnpaneTo Ha (GOHAAMapuHyKe
HaMaJsBa ¢ HaMaJsiBaHe Ha TernoTo. PoHmamapuHyKe TpsOBa 1a ce mpujiara ¢ MOBHUIICHO
BHUMAaHHE IIPH Ta3H IPyIia MalUeHTH (BXK. Touka 4.4).

Jleuenue na nogvbpxnocmua eenosna mpomoosa - bezonacHoctra 1 ehKacHOCTTa Ha
(hoHmamapUHyKC NpU MAIEHTHU C TeJIECHO Terno mno-Hucko ot 50 kg He ca mpoydBaHH, 3aTOBA
(hoHmaTapuHyKC HE ce MPENophuBa 3a IPIIOKEHHE IIPH Ta3! TPyTIa MAIMEHTH (BX. Touka 4.4).

Hauux Ha npuiioxeHue

ITookooicHo npunodicenue

doHmanapruHyKC ce Ipuiiara upes Jba00Ka MoJK0oKHA HHXKEKLUS, JOKaTO NalUeHThT € B
JIETHAJIO MOJIO’KEHNe. MecTaTa Ha IPIIOKEHNE B KOPEMHATa CTeHa TPsiOBa 1a ce CMEHAT
MIOCTOSIHHO MEXY JISIBO U JIICHO aHTEPOJIaTepaIHoO U JIABO U AACHO MOCTIATEepaiHo. 3a 1a ce
n30erHe 3ary6a Ha JeKapcTBEH MPOJYKT, KOraTo C€ U3I0JI3Ba IPEeIBAPUTENIHO HallbJIHEHATa
CIPUHIIOBKA, IPEIN HHXXEKTUpaHe He TpsiOBa J1a ce 0CBOOOXK/IaBa BB3IYIIHOTO MEXYpU€e OT
cnpuHIoBKaTa. LsnaTa uria Tpsa6sa ga Obae 3a0uTa NeprneHAnKyISIpHO B KOJKHA I'bHKA,
3axBaHaTa C ITayela 1 MoKa3alena; KokKHaTa I'bHKA TPSI0Ba 1a ce MPUIABpPXKA 10 BpeMe Ha
HWH)XEKTHUPAHETO.

Humpasenosno npunosicenue (novpea 003a camo npu nayueHmy ¢ MUOKApOeH UH@PApKm ¢
enesayus Ha ST-ceemenma)

HHTpaBeHO3HOTO NPUIIOKEHHE TPSAOBA J1a Ce OCBHIECTBH NPE3 ChIICCTBYBAIA HHTPABEHO3HA
KaHIOJIa, TUPEKTHO WJIM KaTO CE€ M3M0J13Ba MUHKCAK ¢ Marbk 00eM (25 uinu 50 ml) 0,9%
¢u3noIorHYeH pa3TBoOp. 3a Ja ce n3berHe 3aryoa Ha JEKapCTBEH MPOJYKT, KOraTo Ce U3I0J3Ba
MIpeBAPUTEIHO HAITbJIHEHA CIIPUHIIOBKA, HE N30yTBaliTe BB3AYIIHOTO MEXyp4e OT
CIPUHIIOBKATA Mpeu uHkekTrpane. Cliell HHXEKTUPAHETO cucTeMara TpsoBa Ja ce MpoMue
nobpe ¢ (GU3HOTIOTHYEH Pa3TBOP, 3a Jia C€ OCHT'YPH NMPHIIOKEHHE Ha [SUI0TO KOJIUYECTBO OT
JICKApCTBEHUS MPOJYKT. AKO JISKAPCTBOTO CE MpUiIara 4ype3 MUHUCAK, HH)Y3uaTa TpsOBa J1a
MPOBIDKH | 10 2 MUHYTH.

3a JAOIIBJIHUTCIIHU YKa3aHHUA 3a yrIOTpe6a 1 U3XBBPJISTHE BUXKTC TOUKA 6.6.

4.3

IIporuBonmoka3zanus

CBPBXUYYBCTBHTEIHOCT KbM aKTHBHOTO BEILIECTBO MJIH HAKOE OT IIOMOIIHHUTE BEIIECTBa,
n30poeHu B Touka 6.1

aKTUBHO KJIIMHUYHO 3HAYMMO KbPBCHE

ocThp OaKTepHalleH eHIOKaAPANT

TEXKO OBOPEYHO yBpeXknaHe, NeGUHIPAaHO OT KPEaTHHHHOB KIUpBHC < 20 ml/min.
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4.4 CneuuajHu mpeaynpe:KaeHus] U CIeNUATHU NPeINa3ZHl MEPKH NMpH ynorpeda
dongamapuHyKc He TpsOBa a ce MpHIara HHTPaMyCKYITHO.

Kpwveousnusu

donpanapuHyKc TpsiOBa a ce npuiara ¢ BHUMaHue IpH MalUeHTH, IPY KOUTO UMa ITOBUILEH PUCK OT
pa3BUTHE HAa KPHBOM3IIUB, KATO MAIIMEHTH C BPOJCHH WU MPUIO0OUTH HAPYLICHUS Ha
KPBBOCHCHPBAHETO, (Hamp. 6poii Ha TpoMGomuTHTe <50 000/Mmm?), aKTHBHO YJIIEPO3HO CTOMALIHO-
YpeBHO 3a00JIIBaHE U CKOPOILEH BhTpeUepereH KPbBOU3IMB, KAKTO M CKOPO CJIe]] MO3bYHA,
rpbOHAYHOMO3bYHA WIIM OYHA ONepalys U MPpH ceuru(UUHH IPyNy NalUeHTH, KaKTO € IOCOYEHO I0-
J01y.

. Tlpu npoghunaxmuxa na eenozna mpomboemboaus - He TpsiOBa 1a ce mpuiarat cpeicTBa, KOUTO
TIOBHIIIABAT PUCKA OT Pa3BUTHE HA KPHBOW3JIHMB EIHOBPEMEHHO ¢ (poHAanapuHyKc. TakuBa
CpeJICTBa BKIIOUBAT Ae3upyauH, pudpunonutuiy, GP IIb/Illa penentopau aHTaroHucTH,
XeIapyH, XeIMapHHOUIM WM HUCKOMOJIEKYJIHU xermapuHu. [Ipu HeoOxoauMocT TpsiOBa jia ce
npuiiara eIHOBPEMEHHO JICUCHUE C aHTATOHKUCT Ha BUTaMuH K ciopen nHpopManusra,
IpUIIOXKeHa B TouKa 4.5. Jlpyru aHTHarperaHTHY JISKapCTBEHU MPOIYKTH (ALeTUIICATHIIIIOBA
KUCEITMHA, TUIHUPUAAMOJ, CYI(PHUHINPA30H, TUKIONUINH WK Kionuaorpen), kakro u HCIIBC
TpsiOBa J1a ce ImpuiiaraT ¢ IOBUIIEHO BHUMaHue. IIpu He00X0AUMOCT OT €AHOBPEMEHHO
NPUIOKEHNE € HE0OXOIUMO CTPOTO HAOIIOICHHE.

. Ilpu neuenue na nHecmabuina cmenoxapousi/muokapoen ungapxm oes enesayus na ST-
ceamenma u muokapoen ungapkm c eresayus na ST-ceemenma - GoHgamapuHYyKC TPSOBA 11a ce
npuiiara ¢ MOBUIICHO BHUMAHKE IIPH NALUCHTH, KOUTO ca JEKYBaHU EAHOBPEMEHHO C APYTU
JIeKapcTBa, KOWTO IMOBUIIABAT pHcKa OT KpbBou3nuB (kato GPIIb/Illa naxuburopu n
TPOMOOIUTHIIN).

Hpu JleYerue Ha NO6bPXHOCMHA 6EHO3HA mp0M603a — (DOHI[aHapI/IHyKC Tpﬂ6Ba Jla Cce mpujiara ¢
BHHUMAHHWE NIPpU MMallUEHTHU, KOUTO Ca JICKYBaHU €AHOBPEMCHHO C APYTU JICKAPCTBEHU MTPOAYKTHU,
TIOBHUIIABAIX PUCKAa OT KPbBOU3JINBU.

Ilepxymanna KOpOHAPHA UHMEPEEHYUS U PUCK O MPOMOO3A HA HACOUYSAWUS KAMEMbD

[Ipu naunenTy ¢ MuoKapaeH uHapkT ¢ eneBanust Ha ST-cerMeHTa, Ha KOUTO MPECTON IbPBUYHA
NepKyTaHHa KOPOHapHa MHTEPBEHIIN, HE C€ MPENOopbUBa NPUIOKEHNETO Ha (OHAANAPUHYKC IIPEan U
10 BpeMe Ha MepKyTaHHaTa KOpoHapHa HHTepBeHIHs. ChII0 Taka Py MaUEeHTH ¢ HecTaOnITHa
CTEHOKapAusA/MHUOKapieH nHGpapKT Oe3 eneBauusa Ha ST-cerMeHTa ¢ AKUBOTO3acTpalllaBallli
CHCTOSTHUSI, IIPH KOWTO CE€ Hajlara CIeIlHa PeBacKyJIapu3alis, He ce IPEenopbyBa MPHUIIOKEHNETO Ha
(oHIanapuHyKc Npeau U 10 BpeMe Ha NepKyTaHHa KOPOHAapHa MHTEpBEHIHA. ToBa ca MalueHTH ¢
pedpakTopHa WM PEKypPEeHTHa CTEHOKapAUs, CBbp3aHa ¢ JUHaMU4YHO ST OTKIIOHEHHE, ChpJeuHa
HEJIOCTATHYHOCT, )KHBOTO3aCTPAIIABAIH APUTMHHU WM XeMOJIWHAMUYHA HECTAOWITHOCT.

[Ipu nanueHTH ¢ HecTaOMIIHA CTEHOKAPAUS/MUOKapIeH HHPApKT Oe3 eneanus Ha ST-cermenTa u
MalMeHTH ¢ MUOKapAeH HH(DapKT ¢ eneBauus Ha ST-cerMeHTa, Ha KOUTO IPEICTON HEbPBUYHA
NepKyTaHHa KOPOHapHa MHTEPBEHLIN, IPUIOKEHUETO Ha (POHIAapUHYKC KaTo €AMHCTBEH
AHTUKOATYJIaHT 110 BpEMe Ha MepKyTaHHATa KOPOHApHA HHTEPBEHIIMS HE Ce MPernopbyBa Mopaan
MOBUIIEH PUCK OT 00pa3yBaHe Ha TPOMO BbB BOAELIMS KaTeThp (BXK. KIMHUYHHA U3MUTBAHUS B TOUKA
5.1). ToBa Hanara M3IOJI3BAHETO HA AOIIBIHUTENHA Tepanus ¢ He(hPaKIMOHUPAH XEHapHH MO BpeMe
Ha HEI'bPBUYHA NIEPKyTaHHA KOPOHApHA MHTEPBEHIMS CHIIACHO CTaHAAPTHATA MPAKTHKA (BXK.
JIO3UPOBKA B TOUKa 4.2).

THayuenmu c No8bPXHOCMHA 8eHO3HA MPOMOO3A

Ipenw 3amo4Bane Ha JedeHue ¢ (GOHAATAPUHYKC TPsIOBa 1a OBb/Ie MOTBBPICHO HAMIHETO Ha
MOBBPXHOCTHA BEHO3Ha TpoMOO3a Ha TI0BeYe OT 3 cm OT MICTOTO Ha CheIMHsIBaHE Ha BeHA capeHa ¢
BeHa (peMopaimc u TpsidBa 1a Obe U3KITIOUCHA CHITFTCTRAIIA ABJIOOKA BEHO3HA TPOMO03a Upes3
KOMIIPECHOHHA exXorpadus Wi 00eKTHBHE MeToxu. HsMa 1aHHM OTHOCHO NpHIIaraHeTo Ha
(doHganmapuHyKc 2,5 mg Npy MalieHTH ¢ OBbPXHOCTHA BEHO3HA TpoM003a ChC CHITBTCTBAIIA
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Ib100Ka BEHO3HA TpoMO03a MU ¢ IOBBPXHOCTHA BEHO3HA TpoMO03a, Ha He IIoBeYe OT 3 ¢cm OT
MSICTOTO Ha CheJMHsABaHEe Ha BeHa cadeHa ¢ BeHa pemopanuc (Bx. Touku 4.2 u 5.1).

BezonacHoctTa M epukacHOCTTa Ha OHAAAPUHYKC 2,5 Mg HE € MPOyUYeHa TP CICTHUTE TPYIIH:
MAlMEHTH ¢ MOBBPXHOCTHA BEHO3HA TPOMOO03a clie]l CKIIEpOTepanus Uik KaTo yCI0KHEHHE IpU
BEHO3EH JI0CThII, NAllMEHTH C aHaMHe3a 3a IOBbPXHOCTHA BEHO3HA TPOoM0O03a B paMKHUTE Ha
nmocjeHuTe 3 Mecela, TAlMeHTH ¢ aHaMHe3a 32 BEHO3Ha TpOMO0eMOOITHS B PAMKHTE Ha MOCIEIHUTE
6 Mecena, WK MAIUEHTH ChC 3JI0KAY€CTBEHU TYMOPH B aKTHBEH cTaaui (BK. Touku 4.2 u 5.1).

Cnunanna /Enudypanna anecmesus

[Ipu nanmeHTH, MOI0KEHHU HA TOJIsIMa OPTONIEIUYHA OTIepals, He MOXKE Jia Ce U3KIFOUN Pa3BUTHETO
HAa eMUAyPATHU WM CIIMHAIHU X€MaTOMHU, KOUTO MOTaT Jia IOBEJAT A0 IBJITOCPOYHA WM TpaiHa
napaimsa, Py eTHOBPEMEHHOTO MPUIIOKCHUE Ha (POHNATapUHYKC U CITMHAIHA/CITH Ty paTHa
aHecTe3us WK JyMOallHa MyHKIHKA. PUCKBT OT pa3BUTHE HA TE€3U PEAKH HEXENaHU PEaKIuu MOXKe J1a
€ IO-BHCOK MPH ITOCTOIEPATHBHO HPIJIOKEHIE Ha BETPEIIHH SITHTyPATHA KaTETPH MITH
€IHOBPEMEHHO MPUIIOKEHHE C IPYTH JICKAPCTBEHHU MPOYKTH, MOBIHIBALIA XEMOCTAa3aTa.

Tayuenmu 6 nanpeonana evspacm

[NanmenTHTE B HaNpeAHANA BB3PACT Ca C TIOBUILEH PUCK OT KbpBeHe. Tl kaTo ObOpeuHaTa QpyHKIHs
0OMKHOBEHO HaMaJlsBa C Bb3pacTTa, IPH NMAaIEeHTUTE B HAIIpeAHaIa Bb3pacT MOXKe Jja ce HaOJoaaBa
HaMaJIeHO eJIMMUHIPaHEe U MOBUIICHA SKCIIO3UIHS Ha QOoHIamaprHyKe (BXK. TOUKa 5.2).
donpanapuHykc TpsOBa 1a ce mpuiiara ¢ BHUMaHue pH NMAlMeHTH B HarpeaHaaa Bb3pacT (BXK. TOUKa
4.2).

Hucxo menecho meano

. Ilpoguraxmuxa na eenozna mpomboembonus u revenue na UA/NSTEMI u STEMI -
IaruenTure ¢ TemecHo Terao <50 kg ca ¢ MoBHIIIEH PUCK OT KbpBeHe. EMuMHUHUpaHeTo Ha
(doHmanaprHyKC HaMassiBa C HaMallsiBaHe Ha TernoTo. DoHgamapruHyKe TPsOBa qa ce mprara ¢
MOBUIICHO BHUMAHUE MPH TE3H NMAMEHTH (BX. Touka 4.2).

. Jleyenue na nogvpxnocmua eHosna mpomboza — Hima KIIMHUYIHN TAaHHY 32 TIPUIOKCHAETO Ha
(hoHIanmaprHyKC NpH JICYSHHE Ha TOBBPXHOCTHA BEHO3HA TPOMOO03a IPH MALEHTH C TEJIECHO
Terio nmo-Hucko ot 50 kg. 3aToBa mpu Ta3u rpyma nanueHTH GoHAAIapuHYKC HE ce IIPErophiBa
3a JIeYeHUe Ha MOBBbPXHOCTHA BEHO3HA TpoMOo3a (BXK. ToUKa 4.2).

bvopeuno yepeocoane
HW3BecTtHO e, ye hoHAanapuHyKC ce eKCKpeTHpa IMIaBHO mpe3 Ob0penuTe.

. ITlpoguraxmuxa na eenozna mpomboembonus - [lanmeHTn ¢ KpeaTMHUHOB KIUpbHC <50 ml/min
ca C MOBHINIEH PUCK OT KbPBEHE W BEHO3HA TPOMOOEMOOIIHsI, U TPsIOBa /1a ce JIEKyBaT C
MOBHIIIEHO BHUMaHUe (BX. Touku 4.2, 4.3 u 5.2). Fima orpannyeHy KIMHUYHU JaHHU 32
MAIMEHTH C KPEATUHUHOB KIUPBHHC, MO-Maxbk oT 30 ml/min.

. Jleuenue na necmabunna cmenoxkapous/muoxapoen ungapkm 6e3 enesayus na ST-cecmenma u
Mmuokapoen ungapkm c eneeayus na ST-ceemenma - Vima orpaHUueHN KIIMHUYHU JaHHH 32
MPUWIOKEHUETO Ha (poHIamapuHyKC 2,5 mg BEAHBXK JHEBHO NPH MAIUCHTH ¢ KPEATHHUHOB
kiupbHC Mexay 20 u 30 ml/min 3a nevyeHre Ha HecTaOWIIHA CTEHOKAPAUS/MUOKapIeH HHPapKT
0e3 eneBarust Ha ST-cermMeHTa u MuOKapaeH HHMApKT ¢ eneBarus Ha ST-cermenra. [1o Tasn

NpUYHHA JIEKapAT TPSOBa J1a ONPEIeNHN AaIM T0I3aTa OT JICYSHHETO NPEeBUIlaBa prucka (Bx.
touku 4.2 1 4.3).

. Jleuenue Ha nosvpxHocmua eeHosna mpomboza — DoHnanapuHykc He TpsOBa 1a ce mpuiara
MY MAIUEHTH C KpeaTHHUHOB KIupBhHC<20 ml/min (Bx. Touka 4.3). [Ipu nanuentu ¢
KPEaTHHHHOB KIUPBHC B rpanunmte oT 20 1o 50 ml/min, no3ara tpsabdsa na ce Hamanu a0 1,5
mg BeHBK JHEBHO (BXK. ToukH 4.2 u 5.2). bezomacHoctra u epukacHoctTa Ha 1,5 mg He ca
NPOYYBaHU.
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Tesicko uepHodpobHO y8pesicoane

. Ipoghuraxmuxa na eenosna mpomboemboonus u nevenue na UA/NSTEMI u STEMI - He e
HeoOXoIuMa MPOMsIHA Ha J03aTa Ha (oHIanapuHyKc. BbIpeku ToBa, KbM MPUIIOKEHHE Ha
(hoHamapuHyKC TpsOBa Jia ce MPHUCTHIN C MOBHIIEHO BHUMAHUE MTOPAJIN TIOBUILICHHUS PUCK OT
KbpPBEHE IOPAIH JIUICa Ha (PAKTOPH Ha KPBBOCHCHPBAHETO MPU MAIIMEHTH C TEXKKO
YEpHOAPOOHO yBpexaaHe (BXK. Touka 4.2).

. Jleuenue na nogvbpxnocmua 6enosna mpomboza — HiMa KIMHUYHU TAaHHY 33 IPUIOKEHHE Ha
(oHmaTapUHYKC IIPH JICYCHHE Ha TOBBPXHOCTHA BEHO3HA TPOMOO03a IIPH MAIIMEHTH C TEXKKa
CTEICH Ha YepHOAPOOHO YBpexkaaHe. 3aTOBa MPHU Ta3u rpyma NalUueHTH HOHIATAPUHYKC HE ce
MpeTophYBa 3a JIeUeHNE Ha MOBBPXHOCTHA BEHO3HA TPOMOO03a (BXK. Touka 4.2).

Tayuenmu ¢ xenapun unoyyupana mpomooyumonerusi (HIT)

donnamapuHyKc TpsOBa Ja ce U3MOJI3Ba C OBUIICHO BHUMaHNE [P NMAIMEHTH ¢ anaMmHe3a 3a HIT.
EduxacHoctTa 1 6e3omacHocTTa Ha (DOHIANAPUHYKC HE Ca MPOYYBaHH O(PHUIIUATHO IPH MAESHTH C
HIT tun II. ®onnamapuHyKkc He ce CBBP3Ba ¢ TPOMOOIUTEH (akTop 4 1 OONKHOBEHO HE pearmnpa
KPBCTOCAHO ChC CEPyM OT MAIMEHTH ¢ XenapuH HHaynupana tpomoouutonenus (HIT) Tum 11. Bee
IIaK PAAKO ca MOJy4YaBaHU CIIOHTaHHU cboOiieHus 3a HIT npu nanueHTy, JieKyBaHu C
(oHmanmapuHyKc.

Anepaus KoM n1amexc

[Ipenmasurensar Ha UrinaTa Ha MPeIBapUTETHO HAITBJIHEHATa CIIPUHIIOBKA MOXeE Ja ChIbpiKa CyXa
HaTypajiHa JIATEeKCOBa I'yMa, KOSTO MOXe Ja IIPEeIH3BHKa aJepriHIHH Peaknuy IpH Xopa,
YyBCTBHUTEIHU KbM JIATEKC.

4.5 BzaumopeiicTBHe ¢ IPYru JIeKAPCTBEHU NMPOIYKTH U Apyru popmu Ha B3auMo/elicTBUe

PuckbT OT KbpBEHE CE NMOBHILIABA IIPU €IHOBPEMEHHO NPUIIOKEHHE Ha (POHIANAPUHYKC ChC CPE/ICTBA,
KOUTO MOTAT Jia MOTEHIIMPAT PUCKA OT Pa3BUTHE Ha KPbBOM3IUBH (BK. TOUKa 4.4).

[epopanaure aHTHKOArYIAHTH (BaphapwH), aHTHATPETAHTHUTE (ALETHICATHINIOBA KUCEINHA),
HCTIBC (nnpokcukam) v IUTOKCHH HE B3aUMOJICHCTBAT HA (hapMaKOKUHETHYHO HUBO C
¢donmanapunykc. Jlo3ara Ha Gponmanapurykce (10 mg) mpn U3MUTBAHKUATA 32 B3aHMOACHCTBHS € OMia
II0-BUCOKA OT Ta3H, KOATO CE IPENOopbUBa 3a HacTOALIUTE NoKazaHud. DoHjanapuHyKc He OBIUsABA
Huto INR akTHBHOCTTa Ha Bap(hapHH, HUTO BPEMETO HA KbPBEHE MPH JIEUEHHE C aLeTHICAIULINIOBA
KHCEJIMHA WX MPOKCHKaM, HATO (papMaKOKMHETHKATa Ha IUTOKCHH B CTAI[IOHAPHO CHCTOSHUE.

Ilocneosawyo nevenue ¢ Opye aHmuKoazyiaum

[Ipu 3amo4BaHe Ha JieYeHHE C XEMAPUH WIIM HUICKOMOJICKYJTHH XEIapUHH IIbPBaTa WHIKEKIINS, CTIOPET
00II0TO TTpaBwIIO, TPSIOBA /1A CE MPUIIOKH EAWH JIeH CJie]l TIoceIHaTa HHXEKIUsS (POHJarmapuHyKc.
[Tpu HEOOXOMMOCT OT IMOCIIEIBAIIIO JICUSHHE C aHTATOHUCT Ha BUTamuH K, JeueHneTo ¢
(honmanapuHyKc TpsOBa J1a ce MPOIBIDKH JI0 JOCTUTaHE Ha OmpezeNieHuTe cToiHocTr Ha INR.

4.6 @epTHanTeT, OPEMEHHOCT U KbPMEHe

Bpemennoct

Hsama noctarbuHo gaHHM 3a ynoTpebaTa Ha GoHIAmapuHyKC IpU OpEMEHHH KEHU.
ExcriepuMeHTaIHUTE NPOYYBaHUS [IPU KUBOTHU Ca HEJOCTAThYHU 10 OTHOUIEHUE Ha BIUSHUETO
BBPXY OpeMeHHOCTTa, eMOPHOHATHOTO/(heTaHO pa3BUTHE, PAXKJAHETO U MOCTHATAIHOTO Pa3BUTHE
mopajiy orpaHnYeHaTa ekcro3uius. GoHmanapruHyKc He TpsiOBa Jia ce U3I0JI3Ba MPH OPEMECHHU KEHU
OCBEH B ClIy4aii Ha KaTerOpHYHa HEOOXOJUMOCT.

Kvpmene

@DoHJanapuHyKC ce eKCKpETUpa B KbpMaTa Ha IUTbXOBE, HO HE € U3BECTHO Jalli CE EKCKPETUPA B
goBemKara KbpMa. KppMeHeTo He ce mpernophuBa 10 BpeMe Ha JiedeHue ¢ GoHaanapuayke. Benpexn
TOBA, IEpOpaNHaTa pe30pOouus Ipu Jela € MaJIKo BEPOSTHA.
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DepTunuTeT
Hswma nannm 3a eexra Ha GpoHmanapuHyKce BbpXy (QepruimTera npu xopa. M3nureaHusra npu
KUBOTHHU HE MOKa3BaT €(PEeKT BbPXY QPepTUINTETA.

4.7 EdekTn BbpXy cioco0HOCTTA 32 mO(pupaHe U padoTa ¢ MAIIMHHU
Hswma mpoyuBanus 3a eekTute BbpXy criocOOHOCTTA 3a modupane u padoTa ¢ MaIlllHU.
4.8 HexeqaHu JeKapCTBEHN Peakuu

Haii-yectute cepro3HU HeXeIaH! peakiiy, ChOOIIaBaH! PH (POHIATAPUHYKC Ca YCIOXKHEHHS,
CBBP3aHH C KbPBEHE (C Pa3IMYHO MECTOIOJIOKEHNE, BKIIFOYUTEIIHO U PENIKU CIIyYad Ha BTpEUepernHo/
BBTPEMO3BYHO U PETPONIEPUTOHEATTHO KbpBeHEe) U aHeMus1. PoHpanapuHyke TpsOBa aa ce mpujara ¢
MMOBHIICHO BHUMAaHUE MPH MAIlMEHTH, KOUTO UMAT IMMOBHUILIEH PUCK OT KbpBeHE (BXK. Touka 4.4).

BezonacHoctTa Ha poHIAMAapUHYKC € OLEHSIBaHA MPH:

- 3 595 nauueHTH, NOAJI0KEHH Ha rojisiMa OpTOIeIMYHa Ollepalys Ha JOJIHUTE KpaWHULIU U
JeKyBaHH 3a iepuoA 10 9 auu (Arixtra 1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 327 manumeHTH, orieprpaHu 3a GppakTypa Ha OepeHara KOocT, IeKyBaHU 3a 3 CEAMMIIN CIIe]
HavayHa npo¢wiaktuka 3a 1 ceamuna (Arixtra 1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 1 407 manueHTH, MOAJIOKEHHN HA KOPEMHA OMepalus, JIEKyBaHH 3a nepro 10 9 nuu (Arixtra
1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 425 manMeHTH ¢ PUCK OT Pa3BHTHE HA TPOMOOEMOOIMYHH yCI0KHEHHS, JISKYBaHHU 32 MEPHOJL 10
14 naum (Arixtra 1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 10 057 manuenTy, noxy4asamy JieueHue 3a UA wim NSTEMI ACS (2,5 mg/0,5 ml)

- 6 036 manuenTH, nomyyasarnm jeueHue 328 STEMI ACS (Arixtra 2,5 mg/0,5 ml)

- 2 517 manmeHTH, IeKyBaHH 32 BEHO3HA TPOMOoeMOouns ¢ poHganapruHyKC 3a CPEIHO 7 THU
(Arixtra 5 mg/0,4 ml, Arixtra 7,5 mg/0,6 ml u Arixtra 10 mg/0,8 ml).

Te3u HexxenaHu peakuuu TpsOBa 1a ce HHTEPIPETUPAT B XUPYPTUUHHSI MIIM METUIIMHCKH KOHTEKCT Ha
nokazanusATa. [IpopuiIsT Ha HEXEMaHUTE CHOUTHS, CHOOIIEHH B IIPOTrpaMara 3a OCThP KOPOHAPEH
CHHJIPOM, € B ChOTBETCTBHE C HEXKEITAHUTE JICKAPCTBEHH PEAKIIMH, YCTAHOBESHH NPU NMPO(UITAKTHKA Ha
BEHO3HA TPOMOOEMOOITHSI.

Hexemanure pcakuuu ca I/I36p06HI/I 10 CUCTEMO-OPraHCH KjlaC U 4Y€CTOTaA. YecroTure ce OnpeaeIAT

Karo: MHOTO YectH (> 1/10), yectu (> 1/100, < 1/10), mewectr (> 1/1 000, < 1/100), peaxu
(>1/10 000, < 1/1 000), muoro pexaku (< 1/10 000).
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CucreMo-opraHeH | 4ecTu HeYecTH peaxku
KJIac (>1/100 no < 1/10) (=1/1 000 10 <1/100) | (=1/10 000 no < 1/1 000)
MedDRA
Hugpexyuu u HMH(EKIUS Ha TIOCTONEPATUBHU
uHpecmayuu paHu
Hapywenus na aHeMus, TPOMOOLIUTONICHUS, PETPONEPUTOHEANTHO KEPBEHE ,
Kpvema u MIOCTOIIEPATHBEH TPOMOOLIUTEMHUS, 4epHOAPOOHO,
aum@puama cucmema | KpbBOU3INB, YTEPO- TPOMOOLIUTHU BBTPEUEPEITHO/BBTPEMO3BHHO
BaruHaueH aHOMaJINH, HApYLIEHUs | KbpBEHE"
KPBBOM3JIHE, Ha KPbBOCHCHPBAHETO

XEMOIITH32, XEMATYpHS,
XEMaTOM, KbPBEHE OT
BEHIIUTE, TypITypa,
EIUCTAKCHC,
CTOMAILTHO-YPEBHO
KBpBEHE, XeMapTpo3a
KPBBOM3IIMB B OKOTO
00pa3yBaHe HA CUHMHU

Hapywenus na
UMYHHaAmMa cucmema

ajlepruyHa peaKius
(BKJIFOYHMTEITHO MHOTO PEIKH
CIlydau Ha aHTHOCIEM,
aHaUIaKTOMHA/aHA
(GUIAKTHYHA peaKIys)

Hapywenus na
Memaboauzma u
Xpanenemo

XUIIOKAITHEMUS], TIOBUIIIABCH
l*
HeOentbueH a3ot (Npn)

Hapywenus na riaBoboue 0E3MOKONUCTBO, 00BPKAHOCT,

HepsHama cucmema 3amaiiBaHe, ChHIINBOCT,
CBETOBBPTEXK

Cv0o8u Hapyuienust XUIOTOHUS

Pecnupamopnu, 3a1yXx Kauumia

2PBLOHU U

MeOUACMUHATIHU

HapyweHus

Cmomawino-upegnu raJicHe, oBpblIaHe KOpeMHa 00JIKa, TUCIIETICHS,

HapyweHus racTpUT, 3aleK, AUapusi

Xenamoobunuapnu OTKJIOHEHHUS B OunupyOrHeMus

HapyweHus pe3yiTaTure oT

(GYHKIMOHATTHA
U3CJIeABAHUS Ha
YyepHus 1poo,
[IOBHIIIaBaHE HA
CTOMHOCTHTE Ha
4epHOIPOOHUTE
EH3UMHU

Hapywenusa na
Kodcama u
N0OKOJICHAMA
TbKAH

epUTEeMaTO3eH 0OPHB,
CBpOEK

Obwu HapyweHus u
HapyuieHus Ha
MACMOMO HA
npunodcenue

OTOK, iepudepeH
OTOK, OOJIKa,
MOBHILICHA
TeMIepaTypa, IpbIHa
00JKa, CeKpeLus OT
paHata

peakIys Ha MACTOTO Ha
UHXXEKTHpaHe, 00JIKa B Kpakarta,
yMopa, 3auepBsBaHe, CHHKOII,

ropeuy BbJIHH, TCHUTAJICH OTOK

@ Npn osnauasa nebenmvuen azom, m.e. ypes,

NUKOYHA KUCENUHA, AMUHOKUCETUHY U W H.
* HJIP, v3nuxnanu npu no-gucoxu 0ozu 5 mg/0,4 mi, 7,5 mg/0,6 ml u 10 mg/0,8 ml.
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Arixtra 2,5 mg/0,5 ml

KbpBeHeTo € Omito 4ecTo cho0IIaBaHo ChOUTHE MTPH NAMEHTH C HeCTa0HITHA
CTEHOKapAusA/MUOKapeH HHapKT Oe3 eneBauusa Ha ST-cermMeHTa 1 MHOKapieH HH(APKT C eseBalys
Ha ST-cermenTa. UectoTaTa Ha YCTaHOBEH TOMISIM KPBBOM3NHUB € Onna 2,1% (pormanapuHyKc) cripsaMo
4,1% (enokcanapu) 1o u BkmouyntenHo [en 9 B UA/NSTEMI knuan4Ho n3nutBane ot ¢asa 11, a
YecToTaTa Ha YCTAaHOBEH TeXbK KpbBOU3JIUB ¢ Moguduuupanu TIMI kpurepuu e 6una 1,1%
(ponmanapunykc) cupsimo 1,4% (koHTpoJa [HeppaKMOHUPaH XenapuH/mianedo]) Ao u
BxirountenHo Jen 9 ppB Pa3za 111 STEMI kIMHUYHO M3MIUTBAHE.

Haii-uecto noknaaBanurte Hexxenanu chOutust B UA/NSTEMI knmauvHoTO M3nuTBaHe oT (asa 111
(moxnazsBaHu MpH Haii-manko 1% oT manuMeHTUTe Ha poHAanapuHyKc) ca Omin rimaBodonue, rpbIHa
00JIKa ¥ IPECHPIHO MBXKICHE.

B knanvHO m3nuTBane ot ¢asa 1l mpu nanueHTn ¢ MuokapaeH uHpapKT ¢ enepauus Ha ST-cermeHnTa
Hall-uecTuTe NOK/IaJBaHU HeXeJlaHU CbOMTHUS, KOUTO He ca OUIIM CBBbP3aHH C KbpBEHE (OKJIaABaHU
mpu Haii-Manko 1% oT nanueHTHuTe Ha POHAAAPUHYKC) ca OUIIM MPEICHPAHO MBKACHE, TUPEKCHS,
rpbaHa 00JKa, r1aBo0oIKe, KaMepHa TaXUKapAus, IOBPBIIAHE U XUIIOTOHMUS.

CrobuiaBaHe Ha OJI03UPAHU HEXEJaHW PEaKIUH

Crob1aBaHeTo Ha IOJO3UPAaHU HEeXeJIaHU PeaklMy Cllel pa3pellaBaHe 3a ynorpeda Ha JeKapCTBEHUS
MPOAYKT € BakHO. ToBa MO3BOISIBA A3 MPOIBIKH HAOIIOJEHHETO Ha CHOTHOILICHUETO TI0JI3a/PHCK 32
JeKapcTBEeHUs NMPOAYKT. OT MEAUIIMHCKUTE CIIELIMATIMCTH C€ U3MCKBa a ChOOIaBaT BCAKa
MI0JI03MpaHa He)KeNNaHa Peaklys uype3 HAIlMOHAIHA CHCTEMA 3a ChOOIIaBaHe, IOCOYCHA B

[punoxenue V.

4.9 IIpeno3upane

doHmanapuHyKC B JO3M MO-BUCOKH OT MPENOPBbYAHUTE MOXKE J]a JOBEAE A0 MOBHUILIEH PUCK OT
KbpBeHe. Hsama mo3nat aHTuaoT Ha hoHaamapuHyKcC.

[Ipu npeno3upane, yciI0)XKHEHO C KbPBEHE, JICUSHUETO TPsIOBa /1a ce MPEKbCHE U Ja Ce MOThPCU

IbpBUYHATA IpU4KHA. TpsOBa 1a ce 0OMUCIH 3aIT0OYBaHE Ha MOJXO/IAIIO JICUSHHE KaTO XUPYyprudHa
XeMOCTa3a, KpbBOIpPEIMBaHe, IpeJIMBaHe Ha MpsICHA MJIa3Ma, IiazMadepesa.

5. ®APMAKOJIOTUYHU CBOUCTBA
5.1 ®apmakoaMHAMUYHHU CBOHCTBA

dapMakoTepaneBTHYHA IPyIa: aHTUTPOMOOTHIHHU CPEZCTBA.
ATC xox: BO1AXO05

DapmaxoouHamuyHy eexmu

doHmanapuHyKC € CHHTETHYEH U CEIeKTUBEH HHXUOUTOP Ha akTHBUpPaH (akTop X (Xa).
AHTUTPOMOOTHYHATA AKTHBHOCT Ha ()OHAATIAPUHYKC € Pe3yiITaT OT MEAUUPAHOTO OT aHTHTpoMOuH 111
(ATIII) cenexTBHO MHXMOUpaHe Ha pakTop Xa. Upes cemexktuBHO cBBp3BaHe ¢ ATIII,
¢donnanapunykc noreHuupa (oxkono 300 mbTH) ecTecTBeHaTa HeyTpanu3auus Ha paxrop Xa ot ATIIL
Heyrpanusupanero Ha ¢akTop Xa NpeKbcBa KoaryJallioHHaTa Kackaja i HHXHOHpa KaKTo
o0Opa3yBaHeTo Ha TPOMOWH, Taka U pa3BUTHETO Ha TpoMmO. DoHganapuHyKC HE HHAKTHBHPa TPOMOUHA
(axTuBupan ¢akrop 1) u He oka3Ba epeKT BEPXy TPOMOOIIUTHUTE.

B no3a ot 2,5 mg honganapuHyKc He MOBIUSABA PYTHHHUTE KOAaryjJalllOHHU TECTOBE KaTo
AKTUBHPAHO MaplIuaIHO TpoMOoIutacTHHOBO BpeMme (aPTT), akTuBHpaHO BpeMe Ha KPBBOCHhCHUPBaHE
(ACT) unu rma3MeHnTe TecToBe 3a mpoTpoMOMHOBO BpeMe (PT)/MextyHapoiHO cTaHAapTH3UPAHO
cpoTHoIeHue (INR), kakTo U Bpeme Ha KbpBeHe U (UOPHUHOIUTHYHA aKTUBHOCT. Bee nak ca
MOJTy4YaBaHU PEIKH CIIOHTaHHH ChOOLICHNUS 3a yabkaBaHe Ha aPTT.
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DonganapuHyKc 0OMKHOBEHO HE pearupa KpbCTOCAHO ChC CEPYM OT MALMEHTH C XENapuH
HHIyIIpaHa TpoMoOormToneHus. Bee mak psko ca moirydaBaHu CrioHTaHHH choOmenns 3a HIT mpn
MaLUEHTH, JIEKYBaHHU C (JOHAANapUHYKC.

Knunuyunu uznumeanus

[popunakTuka Ha BeHO3HA TPOMO0EeMOOJIMsI IPU NAIUEHTH, OJI0KEHH HA TOJIeMU
OpTONEAMYHHU ONePalUy HA J0JHHUTEe KPAaHHHUIY, JIEKYBAHM 32 ePHOA 10 9 IHH

Knuanynata nporpama 3a GpoHIanapuHyKc € Cb31a/ieHa, 3a J1a ITOKaXe ePUKACHOCTTA Ha
(doHIanapuHyKc 3a Ipeana3BaHe 0T BEHO3HA TPOMO0eMO0IIHs, T.€. MPOKCUMAaJIHA U JUCTAIHA IBJIOOKA
BEHO3HA TpoM003a 1 6enopodeH TPoMOOEeMOOIN3bM MPH MAIIMEHTH, TIOAJI0KCHH Ha TOJIEMH
OPTONETUYHY OTIEPALMH Ha JOJHUTE KpalHHIIH, KaTo (hpakTypa Ha OeapeHaTa KOCT, TOJIEMH
olepalyy Ha KOJISHOTO WM OIlE€palliy 3a CMsHA Ha Ta3o0eqpeHara craBa. B KOHTponupaHu KIMHUYHU
u3nutBanus ¢asza I u 111 ca Bkmodyenu noseue ot 8 000 maruentu (ppakrypa Ha OeapeHaTa KOCT —

1 711, cmsHa Ha Taz00enpeHaTa craBa — 5 829, ronsima omnepanus Ha KoJastHoTo — 1367).
donanapuHyKc 2,5 mg BeJJHBX JHEBHO, IIPUIIOKEH 6 — § uaca IIOCTOIEPATUBHO, € CPABHEH C
eHokcanapuH 40 mg BeIHBX THEBHO, MPUJIOKeH 12 yaca npeau onepanusara, win 30 mg 1Ba mbTU
JTHEBHO, 3anouHar 12-24 gaca cies onepanusTa.

[Tpu 06001IeH aHATTH3 HA TE3HW U3MUTBAHUS NMPEMOPHUBAHUAT PEKUM Ha JT03UpaHe Ha (POHIATaAPHUHYKC
CIpPSIMO €HOKCANapyH € CBbP3aH ChC 3HAYUTETHO NoHMmKaBaHe (54% [95% CI, 44 %; 63%]) uectorarta
Ha BEeHO3Ha TpoMOoeMOoITHs, OlleHsABaHa 10 11-THsl JeH clie/ OnepaIisITa, HEe3aBUCHMO OT THITA Ha
omnepanusta. [lo-roisMara 4act OT KpaifHUTe ChOUTHS ca TUarHOCTHLIUPAHH Ype3 TMPEABAPUTEIHO
HacpoveHa BeHorpadus u ca OWIM TJIaBHO JUCTAIHA JBJI0O0OKA BEHO3HA TPOMOO03a, KaTo CIy4YauTe Ha
MPOKCHUMAJIHA ABJIOOKA BEeHO3HA TPOMOO03a ChINO Ca HaMalleld 3HAYUTENHO. YecToTara Ha
CHUMIITTOMaTHYHATa BEHO3HA TPOMOOEMOOIINS, BKIIIOYUTEIIHO Ha OenoagpoOHus TpoMO0eMOOIn3bM,
MEKIy OTACTHUTE TEPANCBTUYHU TPYIIH HE € OMila 3HAUNTEITHO pasinyHa.

[Ipu u3nutBanus cupsaMo eHokcanapuH 40 mg BeIHBX JHEBHO, MPMIIOKEH 12 yaca npeau
oliepanusTa, CepHO3HO KbpBEHE € HabIrogaBaHo pu 2,8% OT ManMeHTHTE Ha JEeUEeHHE C
mpernopbyBaHara 03a GOHIaNapuHyKc, B CpaBHEHHE ¢ 2,6% MpU MaHEHTUTE Ha JICUYCHHUE C
€HOKCalapHH.

IMpopuniakTuka Ha BeHO3HA TPOMO0eMO0JIHUsl PU MALMEHTH, OJJI0OKEH! HA onlepanus NpH
(¢paxTypa Ha GeapeHara KoCT, JeKyBaHH 32 epuoj 10 24 THU cJie] HAYATHA NPOPUIAKTHKA OT
1 ceamuna

B enHO paHIOMH3NpaHO, IBOMHO-CIIAIIO KIMHUYHO H3TUTBAHE 737 MalMeHTH ca JEKyBaHH C
(oHmanmapuHyKe 2,5 mg BeIHBX THEBHO 3a 7 +/- 1 MHHU cieq onepanys npu ¢ppakTypa Ha OepeHaTa
KocT. B kpast Ha To3u niepro 656 ManueHTy ca paHJA0MHU3UPaHU Ja MoNydaBaT oHIanmapuHyKc 2,5
mg BeIHBXK THEBHO MM IUTae0o 3a JOIbIHUTENEH nepuos oT 21 +/- 2 nuu. doHganapuHykc e 10Bel
JI0 3HAYUTEIHO HAMaIsIBaHe Ha 00K Opoii Ciiy4au Ha BEHO3HA TPOMOOEMOOITHsI B CPABHEHUE C
mane6o [cpoTBeTHO 3 manuenty (1,4%) cnpsmo 77 maruentu (35%)]. Ilo-romsma gact (70/80) ot
JOKJIaIBAaHUTE CIy4ad Ha BEHO3HA TPOMOOEMOOJIHS ca OTKPUTH Ype3 BeHOrpadusi aCHMITOMHA
Clly4au Ha IbpJI00Ka BeHO3HA TpomO03a. DoHIanapuHyKC € JOBE U A0 3HAYUTEITHO HaMaIlsIBaHEe Ha
CllydanTe Ha KJIMHUYHO MPOsIBEHa BEHO3HA TPOMO0eMOoIHs (IbJI00Ka BEHO3HA TPOMOOEMOOIINS H/iTH
6enoapoden Tpomboemb0n3bM) [choTBeTHO 1 (0,3%) cripsimo 9 (2,7%) mauneHTH |, BKIFOUUTEITHO |
IBa (haTayHU cirydas Ha O6enoapo0eH TpoMO0eMO0IN3BM, TOKIIaBaHHU B TpylaTa Ha mamneo.
CepHo3HO KbPBEHE, Ha OMIEPATUBHOTO MSCTO U 0e3 (paTaiHu mocneuIy ¢ HabJIoJaBaHO MmpH 8
nanueHTu (2,4%), 1exyBanu ¢ GpoHpanapuaykc 2,5 mg, B cpaBHenue ¢ 2 (0,6%), ekyBaHu ¢ mianeoo.

IMpopuiakTuka Ha BeHO3HA TPOMO0eMO0JIHsl PHU MALMEHTH, IOJJI0KEHN HA KOPEMHA onepauus
U ¢ IIperieHeH BUCOK PUCK 32 TPOMO0eMOOJINYHY YCJI0KHEHH, KATO MAIMEHTH € oNepanuu 3a
KAPIHUHOM B KOpeMHAaTa 00J1acT

B eaHOo JBONHO CIIANO KJIMHUYHO M3NUTBaHe 2 927 MalMeHTH ca paHIOMU3UPaHH Jia 110JIy4yaBat
(dhonnmanapunykc 2,5mg BeHbK aAHeBHO wiu nainrenapun 5 000 U BeHbK THEBHO ¢ eHA
npegonepatuBHa uHxkekuus ot 2 500 U u ¢ 2 500 IU nppBa nocronepaTiBHa MHXKEKIHS 32 712 THU.
OCHOBHHTE OIEPaTHBHU MecTa ca OMIM KOJOH/PEKTYM, CTOMAX, YePeH APOO, XOIEIUCTEKTOMUS MITH
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Apyru GI/IJ'II/IapHI/I HpO6J’IeMI/I. Illectnecer u aeBeT MIpOLCHTA OT MALIUCHTUTE Ca oummn IMOJJIOKCHH Ha
onepanuns 3a KapIuHOM. B u3nuTBaHeTO HE Ca BKIIOYECHU MMAIUCHTH C YPOTCHUTAITHHA (paSJII/I‘IHI/I oT
6'[;6pe‘IHI/I) WJIM TUHCKOJIOTUYHH OIl€palvi, KaKTO U IMMAMUCHTH C JIAIIAPOCKOIICKU U CbJOBU OII€paliuu.

B ToBa m3nutBane oOmuAT Opoii Ha ciaydyan Ha BeHO3HA TpoMboemOomus e omi 4,6% (47/1 027) ¢
¢dbonnanapunykc, cpsamo 6,1%: (62/1 021) ¢ nantenapuH: HaMaJ€HUETO HA OTHOCUTETHUS PUCK
[95%CI] =-25,8% [-49,7%, 9,5%]. PaznukaTa B o011aTa 4eCTOTa Ha BEHO3HA TPOMOOEMOOIIHS MEXKITY
IpynuTe Ha JIeueHHe, KOATO He € Ouia CTaTUCTUYECKH 3HaYMMa, C€ JBJDKH IJIaBHO Ha HaMaJleHUe Ha
CllydanTe Ha aCHMIITOMHA JMCTallHa JHJI00Ka BeHO3HA TpoMO03a. BposT Ha ciydau ¢ KITMHUYHO
MposiBeHa ABJIOOKA BEHO3HA TPOMOO03a € OWJI CXO/IeH B rpynuTe Ha jeueHue: 6 nauuentu (0,4%) B
rpynara Ha poHmganapuHykc crpsMo 5 naruenTH (0,3%) B rpynara Ha ganrenapuH. B romsmara
MOJrpyIia Ha MAallUeHTH ¢ OTepalus 3a KapuuHoM (69% OT BCHYKH MAIIMEHTH), HUBaTa HA BEHO3HA
TpomMOoembonus ca 6unu 4,7% B rpynata Ha jedeHue ¢ poHIanapuHykc cupsamo 7,7% B rpynara Ha
JanTenapyH.

Cepno3zHo KbpBeHe € HabIrogaBaHo 1pu 3,4% OT MaMeHTHTE B TpyMaTa Ha ()OHNAMAPHHYKC U TIPH
2,4% oT manyeHTuTe B rpynaTa Ha JAajTelapyH.

[popunakTuka Ha BeHO3HA TPOMO0eMOOJIMsI IPU HEXUPYPIrUYHH MALUEHTH, KOUTO ca ¢
NMOBMIIIEH PUCK OT Pa3BUTHE HA TPOMO0eMOOJIMYHHU YCJI0KHEHNS MIOPATH HaMaJleHa
NMOJBUKHOCT 10 BpeMe Ha 0CTPo 3a00JisiBaHe

B eaHO paHIOMHU3UPAHO ABOMHO CISANO KIMHUYHO M3MUTBaHE 839 MallMeHTH ca JIEKyBaHH C
(dhonmanapuHykc 2,5 mg BeJHBXK JTHEBHO WJIH ¢ Tuianebo 3a 6 1o 14 guu. B ToBa m3nuTBaHe ca
BKITIOYEHH MAHEHTH C OCTPH 3a00JIsIBaHUs, Ha BB3pacT > 60 roJMHu, 32 KOUTO C€ U3UCKBA MIOYHBKA
Ha JIeTJI0 32 Haii-MaJIKoO 4 THU U KOWTO ca XOCIHUTAIN3UPAHH 32 KOHIECTUBHA ChpJIcuHa
HepoctaTbyHoCT Kiac HI/IV mo NYHA w/unu octpo pecnupaTopHO 3a00IsIBaHe W/WIH OCTpPa
HHOEKIMS WK BB3MATUTENHO 3a00saBane. DoHIAMapUHYKC € HaMaJIiiI 3HAYMTEITHO OOIIHs Opoii Ha
cllydau Ha BEHO3HA TPoMOOeMOOIUs B CpaBHEHHE C I1anebo [cboTBeTHO 18 marnmenTu (5,6%) cripsMo
34 nanuentu (10,5%)]. Tlo-rosisim Opoit OT ciay4yanTte ca OWIM HA ACUMITTOMHA JAMCTaIHA BEHO3HA
TpoMmOo3a. DoHIATTAPHHYKC € HAMaJIHJI 3HAYUTEITHO U CIyYauTe Ha ChITbTCTBAN] (haTasieH OenoapooeH
TpoMboeMbou3bM [choTBeTHO 0 maruentu (0,0%) cnpsimo 5 (1,2%)]. Cepro3Ho KbpBeHE €
HabmronaBaHo npu 1 manueHT ot Beska rpyna (0,2%).

JleueHne HA HECTAOMJIHA CTEHOKAPANSA WIN MUOKapAeH uHGapkT 0e3 eneBanusa Ha ST-cermeHTa
(UA/NSTEMI)

OASIS 5 e nBoitHO-CIIsAI0, paHIOMH3UPAHO He-MH()EPUOPHO U3MUTBAHE ¢ (hoHAaNapuHyKC 2,5 mg,
IIpujIarad NOJKOXHO BEIHBXK THEBHO CIIPAMO eHokcanapuH 1mg/kg, npunarad moJkoxKHo ABa IbTU
nHeBHO mpu npubmm3uTenHo 20 000 manueHTH ¢ HecTaOWTHA CTEHOKap s/ MUOKapaeH HHDapKT 0e3
eneBalug Ha ST-cerMeHTa. BCHMUKM MalMeHTH ca MOJIyYrId CTaHAApTHO JIEYSHUE 3a HecTaOuIHa
CTeHOKapAusA/MHUOKapIeH uHapKT Oe3 eneBauus Ha ST-cermenTa, kato 34% OT nanueHTHTe ca OUIK
MOJVIO’KEHH Ha MepKyTaHHa KOpOHapHa MHTepBEeHIMs U Ha 9% e Omi1 mocTtaBeH Oaiinac Ha
KOpoHapHUTe apTepun. CpefHaTa NpoIb/DKUTEIHOCT Ha JIeYeHHETo € Ouna 5,5 AHU B rpynara Ha
(doHganmapuHyKc U 5,2 THU B TpynaTa Ha eHOKcanapuH. AKO € H3BbpILEHa epKyTaHHa KOPOHApHA
WHTEPBEHLMS, Ha MAIeHTUTE HHTPABEHO3HO € IpuIara uin (poHJanapuHykc (MalueHTy Ha
(hoHIanapuHyKc) WK KOPUTHPAH CIIOPE TETI0TO HepaKIIMOHUPaH XenapuH (TTallMeHTH Ha
€HOKCAIapyH) KaTo JOMBIHUTENHA TePaIusl, B 3aBUCHMOCT OT BPEMETO Ha MOCIIEAHATA, IPHIIOKEHA
MTOJTKOKHO /1032, U IaHupanoto npuioxenue Ha GP IIb/I11a uaxuburop. Cpeanarta Bp3pacT Ha
naiueHTuTe ¢ Ouna 67 rogunu u okoso 60% ca ouu Haii-manko Ha 65 roguiiHa Bb3pact. OKoIo
40% u cpoTBeTHO 17% OT MAIMEHTUTE Cca MM JIEKO (KpeaTHHHHOB KIupBHC >50 1o <80 ml/min)
W yMEpEeHO (KpeaTHHHHOB KIHpBHC >30 1o <50 ml/min) 6s0pedno yBpexnane.

Ompenenenara bpBUYHA KpaifHa Touka € Omia KOMOMHANNS OT CMBPT, MHOKap/ieH HHDAPKT U
pedpakTopHa HCXeMHUs B paMKHUTE Ha 9 THU OT paHAOMHU3aLusATa. B rpymara nanuenT Ha
¢donnanapunykce, 5,8% ca nperbpnenu cpouTHe 10 [leH 9 B cpaBHeHue ¢ 5,7% Npu MalueHTuTe,
JIEKyBaHU ¢ eHOKcanapuH (choTHouienue Ha pucka 1,01; 95% CI; 0,90; 1,13; ennocTpaHHa He-
uHpepuropna p croitroct = 0,003).
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Jo Hen 30 yectoTraTta Ha CMBPTHOCT 110 BCUYKHU MPUYHHU € HaMaJsiia 3Ha4uTeIHo oT 3,5% 3a
eHOKcarapuH 10 2,9% 3a ponmanapunykc (cpoTHOmeHHe Ha prucka 0,83; 95% CI; 0,71; 0,97, p=0,02).
EdexThT BEpXyY YecToTaTa Ha MUOKapIeH HHPAPKT U pepakTopHa HCXEMUS HE ¢ O CTATHCTHUCCKH
pas3NHMYICH MEXIy TPyNUTE Ha JIeueHne ¢ poHJanapuHyKC 1 €HOKCallapuH.

B Jlen 9 yecTtoTara Ha royiiMO KbpBeHe IIpU (OHAANApUHYKC U eHoKcanapul e ouna 2,1% u
cboTBeTHO 4,1% (choTHOIIEHUE Ha pucka 0,52; 95% CI; 0,44; 0,61; p<0,001).

JannuTe 3a €pUKACHOCT U PE3yNTATUTE 32 TOJISIM KPBBOU3IIHB ca OWIM CXOTHH MPU MALUEHTUTE OT
MPEABAPUTEIHO OIIPEACICHUTE MOATPYITH, KaTO MALUSHTH B CTapYeCcKa Bb3PacT, MAIUSHTH C
OBOpEYHO YBpEXKIaHE, BUJ ChITHTCTBAIIM TPOMOOIIUTHN aHTHATPETAHTH (ACTIMPUH, THCHOTHPHITHA
i naxubutopu Ha GP 1Ib/111a).

B noarpynara nanuenTy, JeKyBaHH ¢ (POHAANAPUHYKC HIIH €HOKCANaphH, KOUTO ca MPEThpIeTn
NepKyTaHHa KOpOHapHa UHTepBeHIN, 8,8% 1 choTBETHO 8,2% OT MalMEeHTUTE ca MOIYYHIH
CMBPT/MUOKapieH HHpapKT/pedpakTopHa HCXEMUsI B PAMKUTE Ha 9 IHU OT PaHIOMH3AINATA
(croTHOIIEHME Ha pucka 1,08, 95% CI, 0,92;1,27). B Ta3u noarpyna, yecrorara Ha rojisiM KpbBOU3ITHB
npu ¢poHaanapuHykc U eHoxcanaput B JleH 9 e 6una 2,2% u cpotBeTHO 5,0% (CHOTHOLIEHUE Ha
pucka 0,43, 95% CI, 0,33;0,57). [1pu narneHTy! MOJI0KEHU Ha MEPKyTaHHA KOPOHAPHA WHTEPBEHIUS,
YyecToTaTa Ha pa3BUTHE HAa TPOMOU BbB BoAelus kaTeTsp € 6una 1.0% crpsmo 0.3% choTBETHO Ipu
MAIMEeHTH Ha (POHIATAPUHYKC CIIPSIMO MAIIMEHTH Ha CHOKCANlapyH.

Jleuenue Ha HecTaduaHa creHokapaus (UA) niau muokapaen unapkr 0e3 ejeBamust Ha ST-
cermenTta (NSTEMI) npu nanueHTH, NpeThpne/u NepPKyTAHHA KOPOHAPHA HHTEPBEHINS,
CHI'TCTBAHA OT JON'BJHHUTEIHO JiedeHUe C HUCKO(PPAKIMOHUPAHYU XelApHHU.

B npoyusane nipu 3235 Bucoko-puckoBu UA/NSTEMI nanuenTu, ruianupanu 3a anruorpadus u
nexyBanu ¢ Gpornanapuaykc otkputo (OASIS 8/FUTURA), 2026 marueHTH ¢ TIOKa3aHus 32
MepKyTaHHa KOPOHApHA MHTEPBEHIH Ca PaHIOMU3UPAHU Jia OJy4YaBatT eIuH OT JBa JBOXHO-CIIETN
pexnMa Ha Jo3UpaHe Ha JOIIBIHNUTETHA Tepanns ¢ HICKO(PaKIIMOHNpaH XenapiH. Benakn BiioueHn
MAIMEHTH ca MOMy4Yrin (GoHJamaprHyKC 2.5 mg MOJKOKHO BEIHBK THEBHO JI0 8 THU WU JI0
H3IUCBaHe OT OoJHMLATA. PaHIOMU3MpaHNUTE TAlMEHTH ca I0JIy4aBallid WiM ,,HUCKa 103a”
Hedpaxnuonupan xermaput (50 U/kg HezaBucHMO 0T miaHupanoTto nprtoxenue Ha GPIIb/Ia;
He3aBucuMO oT croiiHocTuTe Ha ACT) i “crangaprHa 103a” HepakunoHupaH xenaput (0e3
npunoxkenue Ha GPIIb/I1a: 85 U/kg, B 3aBucumoct ot ACT; uiaHupaHo NpuiIoKeHue Ha
GPIIb/IIa: 60 U/kg, B 3aBucumoct ot ACT) HermocpeACTBEHO MPean 3all0uBaHe Ha MEPKyTaHHATa
KOPOHapHa UHTEPBEHIIHS.

UzxoaHuTe XapakTepUCTUKU U MPOIBIDKUTEIHOCTTA Ha JIEYEHUETO ¢ (POHIanapuHyKce ca Ouiu
CpaBHMMH B JIBETE I'PYIIN Ha JIeUeHUEe ¢ HehpaKIMOHUpaH XenapuH. IIpy nanuenTure,
PaHIOMU3UPAHU Ha ,,CTaHJApTHA 7032 HehPaKIMOHUPAH XeNapuH™ WU Ha ,,HUCKA J103a

He(paKIMOHUPAH XeMapuH~ cpeHaTa n03a He(hpakIMOHNpaH XernapuH e omina ceotBeTHO 85 U/kg n
50 U/kg.

[IppBUYHATA KpaiiHa TOUYKa € OMiia ChUeTaHNE OT 3HAYUTEITHO WIIM HE3HAYHUTEITHO KbPBEHE WIIH
CEpHO3HH YCIIO)KHEHHUS Ha MSICTOTO Ha CHJOB JIOCTBII, IPe3 IIePHOAa OKOJIO MEpKyTaHHATa KOPOHApHA
MHTEPBEHIHS (OMPE/IENICH KaTO BPEMETO OT paHJOMH3HpaHeTo 10 48 gaca cien nepKyTaHHaTa
KOpOHAapHA UHTEPBEHIIHS).
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VHmuaesTn Odds Ratio' p-

Pesynrarn Hucka nosa CrangapTHa 1032 (95%CI) CTOMHOCT
HeppaKIMOHUPAHU | He(DPAKIUOHHPAHU
XeTapuHu XeTapuHU
N =1024 N =1002

IIppBUuHa KpaiiHa Touka
HE3HAYUTETHO WM 3HAYUTEITHO 4.7% 5.8% 0.80 (0.54, 1.19) 0.267
KBbPBEHE IPe3 MepHoia OKOJIO
MepKyTaHHATa KOpOHapHa
UHTEpBEHIMS (OTpe/IeNieH KaTo
BPEMETO OT PAHJAOMH3HPAHETO
1o 48 "aca cieq MHTepBEHITHUTA)
WM CEPUO3HH YCIIOKHEHHUS OT
CTpaHa Ha MSICTOTO Ha ChJIOB
JIOCTBII

Bropuuna kpaitna Touka
3HaYUTEIIHO KbPBEHE B IIEPHOJIA 1.4% 1.2% 1.14 (0.53, 2.49) 0.734
OKOJIO TIepKyTaHHATa KOPOHAPHA
HUHTEPBEHIINS

HesnauurenHo kbpBeHeE B 0.7% 1.7% 0.40 (0.16, 0.97) 0.042
mepro/Ia OKOJIO MePKyTaHHATA
KOpOHapHa HHTEPBEHITHS

Cepro3HH YCIIOKHEHHUS OT 3.2% 4.3% 0.74 (0.47, 1.18) 0.207
CTpaHa Ha MSICTOTO Ha CHIOB

JOCTBII

3Ha4YNTETHO KbPBEHE B IIEPUOJIA 5.8% 3.9% 1.51 (1.0, 2.28) 0.051

OKOJIO TIepKyTaHHaTa KOPOHApHA
HMHTEPBEHIUS WU cMbpT, MU
wii PTC nHa gen 30

Cwvbpt, MU mim PTC nHa nen 30 4.5% 2.9% 1.58 (0.98, 2.53) 0.059

1: Odds ratio: Low Dose/Standard Dose
3abenexka: MU — muokapzeH undapkr. PTC — peBackynapu3anusi Ha TApreTHUS ChJT

Wunnpenture Ha 0O6pasyBaHe Ha TPoMO B KaTeThpa ca Ommu cpoTBeTHO 0.1% (1/1002) 1 0.5%
(5/1024) npu nanueHTUTE, PaHIOMU3UPAHH HA ,,CTAHJAPTHA J103a” U ,,HUCKA J103a” HEePpaKIUOHUPAH
XelapuH 110 BpeMe Ha NepKyTaHHaTa KOPOHapHA MHTEPBEHLINS

[pu uetnpu (0.3%) HEpaHIOMU3UPAHH MALIMEHTH ce € 00pa3yBal TPOMO B AUATHOCTHYHHS KaTEThP
10 BpeMe Ha KopoHapHa anruorpadus. [Ipu asanaznecer (0.37%) BKIIOUSHH NALIUEHTH ce € 00pa3yBall
TpoMO Ha apTepuaiHaTa CTeHa, KaTo IIpH 7 OT TAX € ChOOIIEHO, Y& TPOMOBT € OWII o BpeMe Ha
a"ruorpadus, a mpu 5 - Mo BpeMe Ha NepKyTaHHa KOPOHApPHA HHTEPBEHIINS.

Jleuenune Ha MUOKapaAeH UH(PapKT c¢ ejeBauus Ha ST-cermenta (STEMI)

OASIS 6 e 1BOWHO-CIIATIO, pAaHIOMU3UPAHO U3MTUTBAHE, OIICHABAIIO 0E30MaCHOCTTA U €PUKACHOCTTA
Ha QoHIanapuHyKC 2,5 mg BeAHBX AHEBHO CIPsAMO oOnyaifHa Tepanus (tuianedo (47%) wmu
Hedpakionupan xenaput (53%)) npu npudnuzutenso 12 000 nanueHTH ¢ MUOKapAeH HH(APKT C
eneBarusg Ha ST-cerMeHTa. BCHUKM MalMeHTH ca MoJTyYuid CTaHIAPTHO JICYCHUE 32 MUOKapIeH
uHOpapKT ¢ eneBanyg Ha ST-cerMeHTa, BKIIOYUTEIHO IbPBUYHA IEPKyTaHHAa KOPOHApHA MHTEPBEHLINS
(31%), TpombomuTHIy (45%) wim murca Ha penepdysus (24%). OT nanueHTuTe, JISKyBaHH C
TpoMOonuTHK, 84% ca nexyBaHu ¢ HeUOPUHOBO crielU(UUHO CPEACTBO (TIABHO CTPENTOKMHA3A).
CpenHara npoIbIDKUTETHOCT Ha JiedeHue ¢ (poHpanapuayke e omma 6,2 nau. CpeaHara Bb3pacT Ha
nanueHTuTe € 6una 61 roquan U npudimnTenHo 40% ca Ouim Hali-ManKo Ha 65 TOIUIIHA BB3PACT.
[Mpubnuzutenno 40% u croTBeTHO 14% OT MALMEHTUTE ca UMAJIHU JIEKO (KpeaTUHUHOB KIUPBHC =50
10 <80 ml/min) nnm ymepeHo (kpeaTHHHHOB KIHpBHC >30 1o <50 ml/min) 60pedno yBpexkIaHe.

Omnpenenenara NbpBUYHA KpaiiHa TOUKa € OMjia KOMOMHAIMA OT CMBPT U IOBTOPEH MUOKApJIeH
uHOapkT B pamMkute Ha 30 THH OT paHAOMH3aLUATa. YecToTaTa Ha CMBPT/TIOBTOPEH MHOKApACH
uHdapkt B [en 30 3Haunrenno e Hamansia ot 11,1% 3a koutponHaTa rpymna 110 9,7% B rpymnara Ha
¢dornanapunykc (croTHOMEHUE Ha pucka 0,86; 95% CI; 0,77; 0,96; p = 0,008). B npeasapurenHo
oIpeieNIeHUTe MOATPYIIH, B KOUTO (POHIAapHHYKC € CpaBHsABA C Manedo (T.e. MalUueHTH, JeKyBaHH
¢ pubpun-Hectienndaan Tty (77,3), murca Ha penepdysust (22%), cerupuaHn
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¢ubpunonutuy (0,3%), mbpBUYHA IepKyTaHHA KopoHapHa uHTepBeHuus (0,4%)), yecroraTa Ha
CMBPT/TIOBTOpEeH MHUOKap/eH HHpapkT B Jlen 30 e Hamarsuia 3HagnTesHO oT 14,0% npu mare6o 110
11,3% (cvotHOmenue Ha pucka 0,80; 95% CI, 0,69; 0,93, p = 0,003). B npenBaputenHo
OIpe/IeNICHUTE MOATPYIH, B KOUTO (POHIATAPHHYKC Ce CpaBHSABA C HE()PAKIIMOHUPAH XeIapHH
(manueHTH, JeKyBaHM ¢ TbPBUYHA IIEPKyTaHHA KOpoHapHa uHTepBeHuus (58,5%), hbubpun-
cneuudnuny autuiy (13%), pubpun-necnernuduyunn autuny (2,6%) u nunca Ha penepdys3us
(25,9%)), edexTure Ha poHAATIAPUHYKC M HEPPAKIUOHUPAHHS XeTIApUH BHPXY CMBPT/IIOBTOPEH
MuokapzeH uHoapkt B Jlen 30 He ca OMIM CTATUCTUYECKU Pa3IMYHU: CHOTBETHO 8,3% cupsamo 8,7%
(cvrotHOMEHUe Ha pucka 0,94; 95% CI, 0,79; 1,11 p = 0,460). Bce mak B Te3u MOATPYIH, IPH
MoJArpynara HalMeHTH, ¢ IOKa3aHUe U MOAJI0KEH! Ha TPOoMOOIIN3a TN OcTaBeHH Oe3 penepdy3ust
(T.e. MAIIMEHTH, KOUTO HE ca MOJUIOKEHH Ha MbPBUYHA TIEPKyTaHHA KOPOHAPHA HHTEPBEHIINSA),
YyecToTaTa Ha CMBPT/MIOBTOpeH MuokapaeH nHpapkt B JleH 30 e Hamansuia 3HauuTenHO oT 14,3% Ha
Hedpakuuonupan xenaput 10 11,5% c ponnanapunykc (cboTHomeHHe Ha pucka 0,79; 95% CI, 0,64;
0,98 p=0,03).

YecToTaTa Ha CMBPTHOCT 110 Bcuuky puduHU B [len 30 e Hamasa cbIo Taka 3HaYUTeNHO oT 8,9%
3a KOHTpoJIHATa rpymna 1o 7,8% B rpymnata Ha GoHganapuHykc (cboTHOLIEeHUe Ha pucka 0,87; 95% CI;
0,77; 0,98; p = 0,02). PaznukaTa B cMBpTHOCTTA € OMJIa CTATUCTUYECKH 3HAYMMa B MOATPYNH 1
(cpaBHsBaHU ¢ TIa1e00), HO HE U B MOATPYNH 2 (CpaBHABAaHU ¢ HEPpPaKIIMOHUPAH XEMapuH).
[IpenumMcTBOTO B rpynara Ha (pOHIaNapUHyKC O OTHOUIEHHE HAa CMBPTHOCTTA CE€ € 3ara3uilo 10 Kpas
Ha npocieassaseTo B [len 180.

[Ipu nauueHTH, KOUTO ca OUIM PEeBACKyJIapU3UPaHH ¢ TPOMOOIUTHK, (POHIANAPUHYKC € HaMaJIUII
3HAYHUTEIHO YeCTOTaTa Ha CMBPT/MIOBTOpeH MuokapaeH unpapkt B Jen 30 ot 13,6% 3a koHTposHATa
rpyna Ha 10,9% (cproTHOmEHNE Ha pucka 0,79; 95% CI; 0,68; 0,93; p = 0,003). Ilpu nanuenTu, npu
KOHUTO ITbPBOHAYAIIHO HE € OMIla MpoBeAeHa pernepdysus, yecToTaTa Ha CMbPT/TIOBTOPEH MHOKapCH
uHbpapkT B [len 30 e Hamasa 3HaunTeNHO OT 15% 3a KoHTponHaTa rpymna 1o 12,1% 3a rpynara Ha
¢dornanapunykc (croTHOMEHNE Ha pucka 0,79; 95% CI; 0,65; 0,97; p = 0,023). [Ipu nauuenTw,
JIeKyBaHHM C ITbPBUYHA NIEpPKyTaHHA KOPOHAPHA HHTEPBEHIIMSA, Y€CTOTaTa Ha CMBPT/IOBTOPEH
MuokapneH uHpapkt B Jlen 30 He e Ouila CTaTUCTHYECKH Pa3iiudHa MEXy ABere rpymnu [6,0% B
rpynata Ha GoHIanapuHykc crpsamo 4,8% B KOHTpOJIHATa IpyIa; ChOTHOLIEHUE Ha pucka 1,26; 95%
CI, 0,96; 1,66].

Ho Hen 9 1,1% ot nanuenTure, aeKkyBaHu ¢ poxaanapuaykc 1 1,4% oT nmaieHTuTe OT KOHTPOJIHATa
rpymna ca HOJIy4HIH TeXbK KpbBOU3IUB. IIpy nanuenTuTe Ha TPOMOOIUTHYHA TEpaIysl, TEXbK
KPBBOHU3NUB € HacThIMI pH 1,3% OT manmeHTute, npuemMany GoHganapuaykc u npu 2,0% ot
KkoHTposute. [Ipu nanueHTyu, npu KOUTO HE € U3BbPIIEeHa IbPBOHAYAIHA penepdy3us, 4ecToTaTa Ha
TEKBK KPBBOM3NHUB € O6una 1,2% 3a Gpornanapunrykc cupsmo 1,5% 3a xortposnure. [Ipu mannenTy,
MOJVI0’KEHH Ha IIbPBUYHA IIEPKYTaHHA KOPOHApHA UHTEPBEHLIUS, YECTOTAaTa Ha TeXXbK KPbBOU3IIHB €
6una 1,0% 3a ponnanapunykc u 0,4% 3a KOHTPOJIUTE.

[Ipu nauueHTy ¢ nNepKyTaHHa KOPOHApHA HHTEPBEHIM, YECTOTaTa Ha Pa3BUTHE HA TPOMOU BHB
Boiemus KaTeTsp e omna 1.2% crpamo 0%, CbOTBETHO NPH MalleHTH Ha (POHAATAPHUHYKC CIIPSIMO
KOHTpOJIHATAa rpyma.

JannuTe 3a €pUKACHOCT U PE3yNTaTUTE MO OTHOIIEHNE Ha TeXKBK KPHBOU3IUB ca OMIIHM MOJOOHH B
MIPEIBAPUTEITHO ONPEICIICHUTE OATPYIIH, KaTO IMAIUSHTH B CTApYECKa Bb3PacT, MMAIUCHTH C
OBOpEeUHO yBpEXKAaHe, BUJ ChITBTCTBAIIM HHXUOUTOPH Ha arperamnusira Ha TpOMOOIHUTUTE (aCITUpUH,
THEHOIHPHIIHH).

JleyeHue HA MAIIHEHTH € OCTPA CAMNTOMATHYHA CIIOHTAHHA MOBBLPXHOCTHA BEHO3HA TPOMO03a,
0e3 chbIIbTCTBAIA ABJI0O0KA BeHO3HA TPOMOo03a

Enno pangomusupano, nBoitHo cisno kinHndHo u3nutBane (CALISTO) Bxmrousa 3002 nanueHTu ¢
OCTpa CHMIITOMaTHYHA U30JIMpaHa CIIOHTaHHA TOBbPXHOCTHA BEHO3HA TPOMO03a Ha JOJTHHUTE
KpalfHuIH, C IBJDKWHA HAall-MaJIko 5 cm, MOTBBbPJICHA Ype3 KoMIIpecuoHHa exorpadus. He ca
BKJIFOYBAHU TAIIMEHTH, KOUTO Ca MMAaJM ChIIBTCTBAIIA JIBIOOKA BEHO3HA TPOMO03a HITH IIOBBPXHOCTHA
BEHO3HA TPOM003a, Ha pa3CTOsSHKE 10 3 cm OT MSACTOTO Ha CheJJMHsBaHE HA BeHa capeHa ¢ BeHa
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(demopac. V3KII0YBaHH ca MAUeHTH, KOUTO ca HMAJIH TEXKKO YSPHOAPOOHO YBPEKIaHE, TEKKO
O0BOpedHo yBpexaaHe (KpeaTHHHHOB KIUpbhHC< 30 ml/min ), HUCKO TenecHo Terio (<50 kg),
3JI0KQUECTBEH TYMOD B aKTHBEH CTa i, CHMIITOMAaTHYHA Oe01po0Ha eMOOITHS WITH CKOPOIICH
cllydail Ha TbJI00Ka BEHO3HA TpoMO03a/ 6enoapooHa emOomust (<6 Mecela) Wik IOBbPXHOCTHA
BeHO3Ha TpoM003a (<90 nHM), WU TOBBPXHOCTHA BEHO3HA TPOMO03a, CBBP3aHa ChC CKICPOTEPAITHS
WM KaTO YCIIOXKHEHHE TTPH BEHO3EH IOCTHII, MITH aKO TAIEHTHUTE ca UMaJId BHCOK PUCK OT KbpPBCHE.

[ManuenTuTe ca paHIOMHU3UPAHU J1a IOy4yaBaT 2,5 mg GhoHIanapuHyKC BEIHBXK JHEBHO HIH TLIAIE0o0,
B MPOJBJDKCHUE Ha 45 THH, B JOMBJIIHEHUE HA €JIACTUYHU Y0OPAIli, AaHAJITCTUYHU U/UITH JIOKATTHHA
HCIIBC. IlpocaensBaneto e 1o [den 77. V3cnenpanara nomynauus € 64% sxeHu, ¢ MeAraHa Ha
BB3pacTTa 58 roannw, 4,4% ca UManu KpeaTHHUHOB KIMPBHC< 50 ml/min.

[IppBUYHUAT pe3ynTaT 3a eUKACHOCT, ChUeTaHHe OT CUMIITOMAaTH4Ha 0estoipodHa eMbonus,
CHUMIITOMaTHYHA ABI0OKA BEHO3HA TPOMOO03a, pa3IIUpsiBaHE HA CHMIITOMAaTHYHA TIOBbPXHOCTHA
BEHO3Ha TPOMO03a, pelUIUB Ha CHMIITOMATHYHATA IOBbPXHOCTHA BEHO3HA TpOMOO03a WIIM CMBPT 10
Hen 47, e 3HAUNTEIHO MOHIKEH OT 5,9% npu manueHTuTe Ha mianedo 1o 0,9% npu nanuenTure,
noiy4asaiu 2,5 mg ¢poHaanapuHykc (OTHOCUTENTHO HaMansBaHe Ha pucka: 85,2%; 95% Cl, 73,7% no
91,7% [p <0,001]). YecToTara Ha BCEKH TpPOMOOEMOOINYEH KOMIIOHEHT Ha I'bPBUYHUS PE3YJITAT €
CBHIIO 3HAYUTETHO IMOHKEHA NIPH MAIlMeHTH Ha (QOHIAMapHHYKC, KAaKTO CJIEABA: CHMIITOMATHYHA
6emonpodna emoomnust [0 (0%) cpsimo 5 (0,3%) (p = 0,031)], cumnTomaTnuHa AI00Ka BEHO3HA
tpom6bo3a [3 (0,2%) cipsimo 18 (1,2%); oTHOCUTENTHO HamalnsiBaHe Ha prcka 83,4% (p <0,001)],
pasimupsaBaHe Ha CUMIITOMaTUYHATa MOBBPXHOCTHA BeHO3Ha Tpombo3a [4 (0,3%) cipsamo 51 (3,4%);
OTHOCHUTEJIHO HaMaJIsiBaHe Ha pucka 92,2% (p <0,001)], peunaus Ha cHUMOTOMAaTHYHATA
MMOBBPXHOCTHA BeHO3Ha TpomObo3a [5 (0,3%) cipsimo 24 (1,6%); OTHOCHTEIHO HaMallsiBaHE Ha PHCKa
79,2% (p <0,001)].

CreneHTa Ha CMBPTHOCT € HUCKA M NI0JOOHA MeXAy J1BeTe rpymnu jedeHue, ¢ 2 (0,1%) cMbpTHH
ciydas B rpymnara Ha ponganapunykc ksM 1 (0,1%) cMBpTeH cirydaif B rpymnara Ha mare6o.

EduxacHoctTa ce 3ama3Ba 10 [leH 77 v € KOHCHCTEHTHA BbB BCHUKH MPEIBAPUTEITHO ONPEACICHN
noArpynu, BKIIFOUXUTEIHO ITPU NAMUCHTH C BAPUKO3HU BEHHU U ITPU MAIIUCHTH C TIOBBPXHOCTHA BEHO3HA
TpoMO03a, JIOKaJIM3upaHa 1oJ KOJISHOTO.

[To Bpeme Ha eyeHneTo e HaOmogaBaHo 3HaYuTeNnHO KbpBeHe npu 1 (0,1%) nmanuent Ha
¢onnanapunyke u npu 1 (0,1%) nanuent Ha ninane6o. KilmHMYHO 3HaUMMM HETEXKKH KPBHBOU3JIUBY ca
HabmronaBanu npu 5 (0,3%) ot nauneHTute Ha GpoHpanapurykc u npu 8 (0,5%) ot nauneHTUTE HA
wiaeoo.

5.2 ®apmakOKMHETHYHH CBOMCTBA

Abcopbyus

Crnen mokoXxHO npuiiarae GpoHaanapruaykce ce abcopoupa m3IsuIo u 06p30 (adCoMoTHA
ouonammunoct 100%). Cnen npuiarase Ha eJHa OJKOXKHA HHXKEKIHs GOHJAmapuHyKC 2,5 mg Ha
MJIaJId ¥ 3/IpaBU JIMIA TMKOBATa T1a3MeHa KoHneHTpanus (cpeana Cmax = 0,34 mg/l) ce noctura 3a 2
Yaca clie]l IpUIOKeHHeTo. [Ima3MeHnTe KOHIIEHTpalluy Ha TIOJIOBUHATA OT CTOWHOCTHTE 32 CpeHa
Chnax C€ 1OCTHTAT 3a 25 MUHYTH CJIe]] IPUJIaraHe Ha J103aTa.

[Ipu 31paBu nuna B HanpeaHaNIa Bh3pacT (PapMaKOKHMHETUYHUTE TapaMeTpy Ha poHanapuHyKe ca
JUHEWHU B TPAHHIIATE OT 2 710 8 Mg, NIPUIOKEHH MOIKOXHO. Clie]] ITOAKOKHO MPHIIOKEHUE BETHBK
JTHEBHO CTallMOHAPHUTE IJIa3MEeHH HUBA ce nocturar cien 3 wim 4 nuu ¢ 1,3 mptr noumerne Ha Cmax
u AUC.

Ouenenure cpernau (CV%) GpapMakOKHHETHYHH ITAPaMETPH Ha (POHIAMAPUHYKC B CTAI[HOHAPHO
CHCTOSIHUE TIPH MAIMEHTH, OAI0KEHN Ha OIepalis 3a CMsHa Ha Tazo0eipeHara cTaBa, MprueMaIu
(dhonmanapunykc 2,5 mg BeAHBK JTHEBHO, €a: Cmax (Mg/1) — 0,39 (31%), Tmax (h) — 2,8 (18%) u

Chin (mg/1) -0,14 (56%). IIpn nanuenTu ¢ Gppaktypa Ha OeapeHaTa KOCT, CBbp3aHa ¢ HalpeaHaaaTa uM
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BB3pAacCT, IUIa3MEHUTE KOHIIEHTPAUY Ha POHAAMapUHYKC B PABHOBECHO ChCTOSTHUE ca: Cmax (Mg/1) —
0,50 (32%), Cmin (mg/1) — 0,19 (58%).

Pasnpeodenenue

O6embT Ha pa3npeseneHue Ha GoHaanapuaykc e orpanuuet (7-11 murpa). In vitro, honnanapunykc
ce CBbP3Ba CIelU(UUHO U B TOJIIMa CTEIEH C OeNThKa aHTUTPOMOUH, KaTO CBEP3BAHETO € 3aBUCUMO
OT J103aTa ¥ IJIa3MeHaTa kKoHueHTpauus (98,6% no 97,0% B rpanunute Ha KOHLIEHTpauuu ot 0,5 1o
2 mg/l). ®onpanapuHyKC He ce CBbP3Ba 3HAUUTEIHO C APYTH IUIa3MEHH IPOTEUHH, BKIIOUUTETIHO U C
TpombouuteH dakrtop 4 (PF4).

Twii kaTo PoHIATAPHHYKC HE Ce CBBP3Ba 3HAYMTEIHO C IPYTH TUIA3MEHH IPOTEHHH, OCBEH C
ATIIL, He ce ouakBaT B3aMMOJIEHCTBUS C APYTH JEKAPCTBEHH MPOAYKTH Ha 0a3aTa Ha U3MECTBAaHE OT
MecCTaTa Ha CBbP3BaHe C IJIa3MEHUTE IPOTEHUHH.

buompancgopmayus
Brnpeku ue HAMa [AJI0CTHA OLICHKA, HAMA JaHHU 32 METa0OIH3UpaHe Ha (POHIANAPUHYKC U T10-
CIeLMalIHO HsMa JaHHH 32 00pa3yBaHe Ha aKTUBHU META0OJIUTH.

®donpanapunykc He uaxudupa in vitro CYP450s (CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2D6,
CYP2E1 unu CYP3A4). ITopanu Ta3u npuunHa He ce 04akBa (GOHJaNapuHYKC J1a B3aUMO/IEHCTBa ¢
JPYTH JIEKApCTBEHU MPOJYKTH in vivo upe3 naxuOupane Ha CYP-menunpanus MeTabom3bMm.

Enumunupane

EnuMuHaIMOHHHAT IOTYKUBOT (t1,) € 0KoJIo 17 yaca mpu 31paBu, MJIaIy JULa U okoJio 21 yaca npu
3][paBU JIMLla B HarpegHaia Bp3pacT. PoHaanapuHykc ce ekckperupa B 64-77 % ot 6p0pennTe 1noj
(dopmara Ha HEIPOMEHEHO BEIIECTBO.

Cneuud)ulmu cpynu nayuesmu

Ileouampuuna nonynayus - PoHganapuHyKC HE € U3MUTBAH IIPH Ta3H1 IOy 32 IPOPHIaKTHKA
Ha BEHO3Ha TPOMOEeMOOHsI WK 3a JieueHHe Ha MOBBPXHOCTHA BEHO3HA TpOoMO03a Wl OCTHP
KOpOHApEeH CHHAPOM.

Hayuenmu 6 nanpeonana évspacm - brOpeuHara GyHKIUSI MOXKE J1a HaMallee ¢ Bb3pacTTa U, Iopaau
Ta3y NPUYMHA, KaalUTeThT 3a eIMMHUHUpPaHe Ha (poHIaapHHyKC MOJXKE J1a € HaMaJIeH IpH NaleHTH
B HampeHana Bb3pact. [Ipu nauueHTy >75 roauHu, MOAJI0KEHH Ha OPTONEANYHA OTIepaLlus,
OYaKBaHHUAT IJIa3MeH KIUPBHC € 1,2 10 1,4 IbTH 0-HUCHK OT TO3U NIPH NALIMEHTUTE Ha Bb3pacT <65
TOJIMHH.

bvopeuno yepesicoane - B cpaBHeHHE ¢ IAIIMEHTUTE ¢ HOpMaTHa Ob0peyHa QpyHKIuS (KpeaTHHHHOB
kiupbHC > 80 ml/min), mnazMeHUST KIUpBHC € ¢ 1,2 10 1,4 IbTH MO-HUCHK MPU MAUEHTUTE C JIEKO
060peyHo yBpexnaHe (KpeaTHHHHOB KiaupbhHC 50 1o 80 ml/min) u cpeaHo 2 mbTH MO-HUCHK TIPU
MAIMeHTH ¢ yMepeHo Ob0peuHo yBpexaaHe (kpeaTHHHHOB KiIupbHC 30 10 50 ml/min). [Ipu Texko
0B0peyHo yBpexaHe (KpeaTHHHHOB KiIpbhHC < 30 ml/min), muia3MeHUAT KIUPBHHC € TPUOIU3UTETHO
5 'BTH MO-HUCHK B CPAaBHEHUE C TO3H NPU HOpMalTHa ObOpeuHa QyHKIus. CBbp3aHUTE C TOBA
CTOMHOCTH Ha €TMMHHALMOHEH MOJTY>KUBOT ca 29 yaca Npu MalueHTH ¢ yMEpeHo U 72 yaca Npu
MAIMEHTH C TEXKO OBOPEUHO YBpEKIaHE.

Ilon - He ca HaGJ’I}O,Z[aBaHI/I pas3n4iusa BbB BPb3Ka C I10JIa CJICA KOPUTHUPAHE Ha 103aTa CIIpsIMO
TCJICCHOTO TCTJIO.

Paca - ®apMakOKMHETHYHHU Pa3Indys TOPaIy pacoBa MPHUHAMIEKHOCT HE ca IPOYyYBAHU
IIPOCIIEKTUBHO. BBIIpekH TOBa, M3NIUTBAHUSA, IPOBEAEHH IIPH 34PaBU JIULA OT a3MaTCKU IIPOU3XO0J
(AmOHIM), HE ca MOKa3allk pa3audeH (papMaKOKHHETHUEH NPO(UIT B CPaBHEHHE ChC 3ApaBH JIMLA OT
KaBKa3ku nmpomusxon. [Tono6Ho Ha TOBa, HEe ca HAOMIOAABAHU PA3IUYUS B IITa3MEHHS KIIUPBHC MEXTY
a(poaMepUKaHIU U JIUNA OT KaBKA3KU IIPOU3XO/, MOUI0KEHU Ha OPTOIEANTHA OTEpaIys.
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Tenecno meeno - [InazMeHUAT KIUPBHHC Ha POHJATAPHUHYKC CE OBHUIIABA C TEIECHOTO Terio (9%
nosumieHue Ha 10 kg).

Yeprodpobro yspescoane - Criell TOIKOKHO MpHIaraHe Ha eJHOKpaTHA 71032 (OoHIAapHHyKC IpH
WHIVBHUIY C YMEPEHO 10 TexecT YyepHoapooHo yBpexnane (Child-Pugh kareropus B), obmuTe (T.€.
Ha CBBP3aHuA U Ha HeCBBP3aHUA) Crax U AUC ca ce MOHWKMIN ChOTBETHO ¢ 22% u 39% B cpaBHEHUe
C MHAMBUJM C HOpMaJIHAa YepHOApoOHa (yHKuus. [IoHMKEeHUTe TIa3MeHH KOHLIEHTPALUU Ha
(doHIanapuHyKc NIpU MHAUBUIM C YEPHOIPOOHO yBpEXKIaHE Ce AbDKAT Ha HAaMaJIeHO CBbP3BaHe C
ATIII, koeTo e crneACTBUE OT MOHMKEHUTE Ia3MeHn KoHreHTpanuu Ha ATII; ToBa Boau 110
noBuuIeH ObOpeueH KIMpbHC Ha poHaanapuHykce. CieaoBaTenHo, MPU NaLMEHTH C JEKO 10 YMEPEHO
TEKKO YepPHOAPOOHO yBpEXIaHEe HE ce 0UYaKBa KOHIICHTPAIIMNTE Ha HECBBP3aHUs (GOHAapHHYKC 1a
ObJaT IPOMEHEHH | IO Ta3H MPUYHHA, OCHOBABalKHU ce Ha (papMaKOKMHETHKATa, HE € HEOOX0AUMO
KOpUTHpaHe Ha J103aTa.

@®apMaKOKHHETHKATa Ha (POHAANAPHHYKC HE € IPOyYBaHa MPU MalHEHTU C TEKKO YEPHOAPOOHO
yBpexJaHe (Bx. Touku 4.2 u 4.4).

5.3 TlpeakIuHUYHYU JaHHH 32 0€30MACHOCT

[IpenkIMHUYHNTE TaHHU HE TIOKa3BaT 0coOeH PUCK 3a Xopara Ha 0a3a Ha KOHBEHI[MOHAITHUTE
(hapMaKoOJIOTHYHH U3MUTBAHUS 32 O€30MACHOCT, TOKCHYHOCT MTPU MHOTOKPATHO MPHIIOKECHUE H
T€HOTOKCHUYHOCT. V3MuTBaHUATA MIPH )KUBOTHU Ca HEJOCTATHYHU 32 ONpEe/ITHE Ha TOKCUYHUTE
e(eKTH BbpPXY PENPOIYKTHBHOCTTA MOPAAH OTpaHUYeHATa EKCITO3UIIHSL.

6. DOAPMAIIEBTUYHU JTAHHU

6.1 Chnucbk HAa NOMOIIHHUTE BeElleCTBa

Hatpues xmopug

Bona 3a nmxexkun

X10poBOAOPOIHA KHCEINHA

Hatpues xunpokcun

6.2 HecnbBMecTHMOCTH

ITpu numnca Ha Npoy4YBaHUs 32 HECHbBMECTUMOCTH, TO3H JIEKAPCTBEH MIPOAYKT HE TPsiOBa Ja Ce CMEeCBa C
JIpYTH JIEKapCTBEHH NIPOLYKTH.

6.3 Cpok Ha rogHoct
3 roIMHH.
Axo onnanapuHykc HaTpuii ce 1o6aBu kbM MuHHUCAK ¢ 0,9% (u3HOIOrHYeH pa3TBOp € Haii-1o0pe

WH(QY3HATA J]a ce HAalpaBU He3a0aBHO, HO Pa3TBOPHT MOXKeE Ja ObJIC ChbXpaHIBaH NPHU CTaiiHa
Temneparypa 1o 24 yaca.
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6.4 CrhenuajaHu ycJa0BHA HA CbXpaHeHHe
Ha ce cexpanssa mox 25°C. Jla He ce 3ampassiBa.
6.5 Buau chabp:KaHUe HA ONIAKOBKATA

CrokiieH pesepBoap (1 ml) ot crbkito T I, rpagyupan ¢ 27 pazaenenus X 12,7 mm uria ¢ Oytano ot
OpOMOOYTHIIOB WK XJIOPOOYTHUIIOB €J1aCTOMED.

Arixtra ce npenanara B onakoBku ot 2, 7, 10 u 20 npeaBapuTeIHO HATBIIHEHH CIIPUHIIOBKH. MMa nBa
BH/JIA CTIPUHIIOBKH:

. CIIPUHIIOBKA ChC CUHBO OYTaJIO M aBTOMATUYHA CUCTEMA 332 OE30MaCHOCT

. CIPUHIIOBKA ChC CUHBO OYTall0 U pPhYHA CUCTEMa 3a OE30IMacHOCT.

He Bcuuky BHIOBE ONAKOBKH MOTAT Jia O'BJIAT MyCHATH B TIPOJIaXK0a.

6.6 CnenuajHu npeJna3sHU MepKH IPH U3XBBbPJIsiHe U padoTa

[MoaxoskHAaTa HHXKEKIHS Ce TIpHiIara o CBIMUS HaYHMH, KaKTO C KIIaCHYecKaTa CIPHHIIOBKA.
VHTpaBEeHO3HOTO NMPUIIOKEHUE TPSAOBA JIa Ce OCBIIECTBH MPE3 CHIECTBYBAIa HHTPABEHO3HA KAaHIOTA
WIN AUPEKTHO, MK KaTo C€ U3IM0JI3Ba MUHHUCAK ¢ Malbk 06eM (25 umu 50 ml) 0,9% ¢usunonornuen
pasTBop.

ITapenTepanHusAT pa3TBOp TPsAOBA Ja ce Mperieaa 3a HATMYKETO Ha YaCTHLU MM TIOMBTHSABAHE NPEan
MIPYIIOKEHHE.

Vkazanus 3a Ipujiaraie OT nafngueHTa 4Ype3 NOAKOXKXHO MHIKCKTHPAHE Ca BKIIIOYCHHU B JIMCTOBKATA 3a
nalmueHTa.

Cucremara 3a 3aIIUTa Ha UTTaTa Ha Arixtra NpeABapUTENHO HAITBIHEHH CIPUHIIOBKH € Ch31aZieHa ChC
cucreMa 3a 6€30IacHOCT 3a Mpe/ra3Bane OT YOOKJaHe C Uriara ciiel HHKEKTHpaHe.

Hewusnon3sanusr JICKapCTBCH MPOAYKT WIN OTHNAABYHUTE MaTCpUAJIN OT HETO Tp$[6Ba Ja C€ U3XBBPJIIAT
B CBOTBECTCTBUEC C MCCTHUTC N3HUCKBAHUA.

7. IMPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Viatris Healthcare Limited
Damastown Industrial Park,
Mulhuddart

Dublin 15,

DUBLIN

Wpnannnsa

8. HOMEP(A) HA PASPEHIEHUETO 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 PA3BPEINABAHE/IIOJTHOBSIBAHE HA PAZPEIIEHUETO 3A
YIHOTPEBA

[ara na mepBo pazpemasane: 21 mapt 2002
Hata Ha nocneano noanossiBane: 20 anpui 2007

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

IMonpo6Ha nudOpMarKs 32 TO3H JEKapCTBEH MPOAYKT € MpenocTaBeHa Ha yed calita Ha EBponeiickara
areHIysl Mo JiekapcTara http://www.ema.europa.cu
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1. HWME HA JIEKAPCTBEHUA NTPOAYKT

Arixtra 5 mg/0,4 ml nHXEKIOHEH pa3TBOP, NPEABAPUTEITHO HAITBIHEHA CTIPUHIIOBKA.

2.  KAYECTBEH U KOJIMYECTBEH CBbCTAB

Bcsika mpeBapuTeNHO HallbJIHEHA CIPHHIIOBKA ChABPKA 5 mg HOHAAIAPUHYKC HATPHIA
(fondaparinux sodium) B 0,4 ml pa3TBOp 32 HHKEKLHWU.

[MomomrHO (1) BemecTBO(2) ¢ M3BecTHO AericTBre: Chabpxa mo-manko ot 1 mmol Hatpuit (23 mg) Ha
J103a U 3aTOBA HA MPAKTUKA HE ChIbpKa HATPHH.

3a IIBJIHUS CIIMCHK Ha IIOMOIIHUTE BEIIECTBA BIDKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

HnxeKImoHeH pa3TBop.
Pa3TBOpBT € mpo3payHa u 6e31BETHA 0 OJIEA0 )KBITA TETHOCT.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHUYHHU MOKAZAHMSI

JleueHne Ha BB3PACTHU C OCTpa ABJIOOKA BEHO3HA TPOMOO03a U JIeYeHUE Ha OCTBP OenoapobeH
eMOOIT3bM, C U3KITIOUCHUE HAa XeMOJIWMHAMUYHO HECTAOITHH NAIIMEHTH WU MMAIlUCHTH, TIPU KOUTO €
HeoOXxoIuMa TpoMOoH3a Win 6enoapoOdHa eMOOIEKTOMHSI.

4.2 Jlo3upoBKa M HAYMH HA NPHJIOKEHHE

Jlo3upoBka

[IpenoppuBanara 03a hoHIanapuHykc € 7,5 mg (ManueHTy ¢ TesecHo Terio > 50, < 100 kg) Beanbxk
JHEBHO 4pe3 MOAKOXKHA MHXKEKIMA. 3a MaleHTH ¢ TeaecHo Terno < 50 kg, npenopruBaHaTa 103a € 5
mg. 3a marueHTH ¢ TenecHo Tero > 100 kg, mpenopruBanaTa no03a € 10 mg.

JleuenueTo TpsOBa 1a NPOIBIDKU Hall-MaJIKO 5 JHU M IO YCTAaHOBSIBaHE Ha aJleKBaTHA IIepopasiHa
aHTUKOAryJjanus (MeXIyHapOIHO HOPMAIU3UPAHO ChOTHOIIEHHE 2 A0 3). ChIIBTCTBAIIO MEPOPATHO
aHTUKOAryJaHTHO JIeYeHHe TpsAOBa Jja 3all0YHe Bb3MOXHO Hali-paHO U OOMKHOBEHO B paMKHTE Ha

72 gaca. CpeaHaTa MPOABIDKUTEITHOCT Ha IPUIIOKEHHE B KIIMHUYHUTE U3MUTBaHU € Ouna 7 THU 1
KIMHUYHUAT OIUT OT JIeueHHe 3a noBeye oT 10 JHM e orpaHuyeH.

Cneuud)ulmu cpynu nayuenmu

Tayuenmu 6 nanpeonana ev3pacm - He e Heobxonumo Kopurupase Ha jgo3ata. [Ipu narueHTn Ha
BB3pacT 275 roauHy, GOHANAPUHYKC TPsAOBA Aa ce Mpujlara ¢ BHUMaHKe, Thil KaTo ObOpeyHaTa
(dhyHKIMS HaMasiBa ¢ Bb3pacTTa (BxK. Touka 4.4).

bvopeuno yepesxcoane - PonpanapuHyKce TpsOBa Aa ce puilara ¢ BHUMaHUe IpY MalUeHTH ¢
yMepeHo ObOpevHO yBpexkIaHe (BxK. Touka 4.4).

HsMa orut B moArpymnara maueHTH ¢ eOHogpemenHo BUCOKO TenecHo Terno (>100 kg) u ymepeno
O0BOpedHo yBpexaane (kpeaTuHHHOB KiupbHC 30-50 ml/min). B Ta3u noarpyna, ciex npuiarane Ha
IbpPBOHAYATHA 71032 OT 10 mg THEBHO, MOXeE Ja ce OOMUCIIHM HaMallsIBaHe Ha JHEBHATA 71032 110 7,5
mg, OCHOBaBalKH ce Ha (PapMaKOKHHETUYHO MoJlenupaHe (BxK. Touka 4.4).
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donmanapuHyKC He TpsAOBa Ja ce Mpujara Mpy MalueHTH C TeXKO ObOPEYHO YBpEKIaHe
(xpeatrHUHOB KIMPBHHC < 30 ml/min) (Bx. Touka 4.3).

Yeprnoopobro yspedcoare - He e He0OX0MMO KOPUTHPAHE HA J103aTa IPHU MAIUSHTH C JICKO HIIH
YMEpPEHO TEKKO YepHOAPOOHO yBpexknane. [Ipu maueHT ¢ TeXKKO Y4epHOIPOOHO YBpEKIaHE
(doHmanmaprHyKc TpIOBa Ja ce Mpriiara ¢ BHUMaHKe, ThH KaTo Ta3u rpyIia MalueHTH He € MpoydIBaHa
(BX. Touku 4.4 5.2).

Tleouampuuna nonynayus - He ce npenopwsuBa ynorpedarta Ha (oHIanapuHyKc npu aena moj 17
TOJIMHU MOPAJN OTPAaHMYCHUTE JAHHH 3a 6€30MacHOCT U e(hUKACHOCT (BK. Touku 5.1 1 5.2).

Hauun Ha npunoxenue

doHpamapuHyKc ce mpuiara 4pe3 IbI00Ka IMOAKOKHA HHKEKITUS, TOKATO MaleHTHT € B JIETHAJIO
rnoJiockeHue. Mecrara Ha PUIIOKEHUE B KOpEMHATa CTEeHA TPSIOBA Jla C& CMEHSIT MOCTOSTHHO MEXTY
JISIBO M JSICHO aHTEPOJIaTepalTHO U JIIBO U JIICHO MOCTIaTepaiHo. 3a Ja ce u30erHe 3aryda Ha
JIEKapCTBEH MPOAYKT, KOTATO CE€ M3M0JI3Ba NPEABAPUTEIIHO HATBIHEHA CIIPUHIIOBKA, TIPEIN
WHXEKTHpaHe He TPpsOBa Ja ce 0CBOO0XK1aBa Bh3AYIITHOTO MEXypUe OT CIpuHIIOBKarta. [[suiara urna
TpsiOBa fa Ob/ie 3a0KMTa MEPIIEHANKYJIISIPHO B KOYKHA I'bHKA, 3aXBaHAaTa C Tallela ¥ MoKazasiena;
KOXKHaTa I'bHKA TPsIOBa Ja ce MPUAbPIKa M0 BPEME Ha UHIKEKTUPAHETO.

3a TOMBIHHUTENHN YKa3aHUs 33 YIOTpeda 1 M3XBBPIISTHE BIXKTE ToUKa 6.6.
4.3 IlpoTuBONOKA3aHUS

- CBPBXYYBCTBHTEITHOCT KbM aKTUBHOTO BEIIECCTBO MIIH HAKOE OT IOMOIIHHUTE BEIIECTRA,
n30poeHu B Touka 6.1

- AKTHBHO KIIMHUYHO 3HAYMMO KbpPBECHE

- OCTBp OaKTepraneH eHAOKAPAUT

- TeXK0o OBOpeyHo yBpexnaHe (KpeaTHHUHOB KIHpBHC < 30 ml/min).

4.4 CpoeuuajHu Npeaynpe:KaeHUs U ClelHAJHH NpeANna3Hu MEPKH NpH ynorpeda

donnanapuHyKc € MpeAHa3sHadeH caMo 3a IOAKOKHO Npriiokenue. Jla He ce mpumara
HUHTPaMYCKYJIHO.

OnuThT OT JieyeHue ¢ GOHJANAPUHYKC Ha XeMOANHAMHYHO HECTaOMIHY NAl[EHTH € OTpaHUYeH, KaTo
HSIMa OITUT IIPU NMAlUEeHTH, IPH KOUTO € He0OX0ANMa TpoMOO0IIH3a, eMOOJIEKTOMHS, UIIH TI0OCTaBsSHE Ha
(GUITHp BHB BeHA KaBa.

Kpveousnueu

®donpanapuHyKkc TpsOBa 1a ce npuiiara ¢ BAMMaHue NpH MalUeHTH, IPX KOUTO UMa MTOBHUILEH PUCK OT
pa3BUTHE HAa KPHBOM3IIUB, KaTO MALIMEHTH C BPOJCHH WU NPUIOOUTH HapyLIEHUS Ha
KPBBOCHCUPBAHETO (HAmp. 6poii Ha TpomGormTHTe <50 000/Mm?), AKTHBHO YIIIEPO3HO CTOMAIIHO-
YpeBHO 3a00JI1BaHe U CKOPOILIEH BhTpeuepeneH KPbBOU3IUB, KAaKTO U CKOPO CleJ MO3bYHA,
rphOHAYHOMO3BYHA WIIM OYHA OTIepallHs U NMPY CHeNU(UIHY IPYIH TAUSHTH, KAKTO € TIOCOYCHO IT0-
J0JTy.

Kakro mpu apyrurte aHTHKOAryJlIaHTH, (OHAaNapuHyKC TpsiOBa Ja ce mpuiara ¢ BHUMaHHe IPU
MalMeHTH, KOUTO CKOPO ca MPeThpIey onepauus (<3 THU) U caMO cliell KaTo € U3BbpIIeHa
XUPYpPrHUYHA XEMOCTas3a.

Cpenctea, KOUTO TIOBUINIABAT PHCKA OT pa3BUTHE Ha KPHBOM3IIUB HE TPsAOBA Ja ce Mmpujiarart
€IHOBpEMEHHO ¢ (poHmanapuHykc. TakuBa cpefcTBa BKIIOYBAT Ae3UpyauH, GudpuHoautuy, GP
[Ib/Illa penlenTOpHYU aHTAarOHUCTH, XEMAPHH, XEMAPUHOWIN MITM HUICKOMOJIEKYJIHN XerapuHu. [1o
BpeMe Ha JICYCHHE Ha IhJI0OOKa BeHO3Ha TpomOo3a TpsAOBa Ja ce mpujiara eJHOBPEMEHHO JICUCHHE C
aHTaroHuct Ha Butamut K cnopen nndopmanusata, npuioxxena B Touka 4.5. JIpyru aHTuarperanTHU
JIEKaApCTBEHU MPOJYKTH (AIECTUICATUIIIIOBA KHCEITMHA, TUITHPUIAMO, CYI(PpUHINPA30H, THKIOIHIUH
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nnu knonugorpen), kakro 1 HCIIBC tpsi6Ba na ce npunarar ¢ noBuuieHo BHumanue. [lpu
HEOOXOAMMOCT OT €AHOBPEMEHHO IPIJIOKEHHE € HEOOXOIMMO CTPOTO HaOIIOeHHE.

Cnunanna /Enudypanna anecmesus

B cnydait Ha XUpYprUYHA MAaHUIYJALMHU [IPY MTAUEHTH, pUeMaIld GoHIanaprHHyKC I0-CKOPO 3a
JICYCHUE Ha BEHO3HA TPOMOO03a, OTKOJIKOTO 32 MPOQHIIaKTHKA, HE TPIOBa J1a ce H3MO0I3Ba
CTIMHAJIHA/eTUAypaHa aHEeCTE3HS.

Hayuenmu 6 Hanpeonana ev3pacm

[NanmenTuTe B HanpeAHaNa Bb3PACT ca ¢ MOBUILEH PUCK OT KbpBeHe. Thii kaTo ObOpeuHaTa QpyHKIHs
OOMKHOBEHO HaMaJIsiBa C Bb3pacTTa, IIPH MAIlEHTUTE B HANPEHAIA BB3PACT MOXeE J]a ce Ha0Io1aBa
HaMaJIeHO eJIMMUHIpaHe U MOBHILIEHA eKCIIO3UIHA Ha GoHIamapuHykKce (Bxk. Touka 5.2). Ciryuanrte Ha
KbpBEHE MPH MalMeHTH Ha BB3pacT <65 roaunu, 65-75 roguHu U >75 TOAWHU, TPUEMAIN
MperopbyYBaHaTa J103a 3a JIeYeHUe Ha IbJI00KA BEHO3HA TpoMOo03a Win 0enoipodeH eMOOIn3bM ca
6w ceotBeTHO 3,0 %, 4,5 % 1 6,5 %. ChOTBETHUTE YECTOTH IPH MALMEHTH, TPHEMaIH
MpernopbyYBaHaTa J103a EHOKCAIIAPHH 32 JICYEHHE Ha JIhII00Ka BeHO3HA TpoMOo3a ca omu 2,5%, 3,6% u
8,3%, mokaro ciy4auTe Npu IMalUeHTH, IPUeMaIy IpernopbyBaHaTa 1032 HepaKIMOHUPaH XernapuH
3a JledeHue Ha 0enoapoOeH eMO0Iu3bM ca OUIM CHOTBETHO 5,5%, 6,6% u 7,4%. ®onpanapuHyKc
TpaOBa Ja ce mpuiiara ¢ BHUMaHUe MIPU NAlMeHTH B HallpeAHaNa Bb3pacT (BkK. Touka 4.2).

Hucko menecno meano
KJIMHUYHHAT OMUT € OTpaHUYCH MPH MAKEeHTH ¢ TedaecHo Terio <50 kg. donnanapunyke TpsOBa na
ce MpuJiara ¢ BHUMaHKe B THEBHA /1032 OT 5 mg MpH Ta3u rpyna nanueHTH (Bx. Touku 4.2 u 5.2).

bvopeuno yepesicoane

PuckbT OT KbpBEHE Ce yBENMYaBa C yBelHuaBaHe Ha ObOPEYHOTO yBpexkaaHe. M3BecTHO e, ye
(boHmanmapuHyKC ce eKCKpeTHpa IIaBHO upe3 OboOpenure. CiiyyanTte Ha KbPBEHE MPH MAI[HEHTH,
MpHEMaIIH TPEeophUBaHaTa J103a 3a JICYUSHUE Ha JIBII00KA BEHO3HA TpoMO03a U OenoipodeH
eMOONM3bM C HOpMallHa ObOpedHa PYHKIHSL, JIEKO OBOPEYHO YBpEXKIaHe, yMEPEHO OBOpeuHO
YBpeXJIaHe U TeKKO OBOpeuHo yBpexkaaHe ca 6w chotBeTHO 3,0 % (34/1 132), 4,4 % (32/733),
6,6% (21/318) u 14,5 % (8/55). CnydanTe npu maumeHTH, MpUEeMAaIllH MPEenopbYBaHaTa 1032
€HOKCaIlapyH 3a JieueHHe Ha AbJI00Ka BeHO3Ha TpoM0o03a ca Omnn chotBeTHO 2,3% (13/559), 4,6%
(17/368), 9,7% (14/145) u 11,1% (2/18), a npu nanueHTH, NpUeMalli IpenopbyBaHaTa J03a
HepaKIMOHUPaH XelapyH 3a JedeHne Ha 6e10apo0eH eMOOIn3bM ca OMIIH ChOTBETHO 6,9%
(36/523), 3,1% (11/352), 11,1% (18/162) u 10,7% (3/28).

dongamapuHyKC € MPOTUBONOKA3aH IPH TEKKO OBOpEUHO yBpexkaaHe (KpeaTHHHHOB KIUPHHC
<30ml/min) n Tpsi6Ba 1a ce mpuiIara ¢ BHUMaHHE IIPH NAIlMEHTH C YMEPEHO TEXKO OBOPEIHO
yBpexaane (kpearnHuHOB KiupbHC 30-50 ml/min). [IpoabimkuTeIHOCTTA HA JiedeHHEe He TPsOBa 1a
TIpEeBUINIABA OIIEHEHATa [0 BpeMe Ha KIIMHUYHO Mpoy4uBaHe (cpeano 7 auu) (BX. Touku 4.2, 4.3 u 5.2).

HsMa orut B moArpymnara manueHTH ¢ €JHOBPEMEHHO BHCOKO TesecHo Teruio (>100 kg) u ymepeno
TeXKO ObOpeyHo yBpexnaHe (KpeaTHHUHOB KiupbHC 30-50 ml/min). ®onganapuHykce TpsiOBa aa ce
Ipuiiara ¢ BHUMaHUe py Te3un nanuenty. Clien npruiaraie Ha mbpBOHaYaiHa 1o3a oT 10 mg THeBHoO,
MOJKe Jla ce OOMHUCIIM HaMaJIsIBaHe Ha THEBHATA J103a J0 7,5 mg, OCHOBaBaiiku ce Ha
(hapMaKOKHHETHYHO MOAEIHpaHe (BXK. Touka 4.2).

Teoicko uepnodpobHO yepedicoane

[Mpuoxenuero Ha poHIATapUHYKC TPSOBa 1a ce 0OMICIN BHUMATEIHO, THI KaTo IPH HallUCHTH C
TEIKKO YEPHOAPOOHO YBPEXKIAHE MMa MTOBHUIIICH PUCK OT KbPBEHE [TOPaIM JInIica Ha GpakTtopu Ha
KPBBOCHCUPBAHETO (BXK. TOUKa 4.2).

Tayuenmu c xenapun unoyyupana mpomooyumonenusi (HIT)

donnanapuHyKc TpsiOBa 1a ce U3I0I3Ba ¢ IOBUIIEHO BHUMaHKe IPY MalueHTy ¢ anaMmHe3a 3a HIT.
EduxacHoctTa 1 6e3omacHocTTa Ha (DOHIAMAPUHYKC HE Ca MPOYYBaHH O(PHUIIUATHO IPH MAESHTH C
HIT tun 1. ®onpanapuHyKc He ce CBbpP3Ba ¢ TpOMOOIMTEH (hakTop 4 1 OOMKHOBEHO HE pearupa
KPBCTOCAHO ChC CEPYM OT MAIMEHTH ¢ XenapuH uHaynupana rpomoouutonenus (HIT) tum I1. Bee
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MaK PAAKO ca I0Jy4aBaHH CIIOHTaHHH choOmenns 3a HIT mpu naruenTy, ieKyBaHH ¢
(oHmanmapuHyKc.

Anepaus KoM n1amexc

[peanasurtensaT Ha UINIaTa Ha IPEIBAPUTEIHO HAITBIHEHATA CIPUHIIOBKA ChIbPKa CyXa HaTypaliHa
JAaTEeKCOBA TyMa, KOSITO MOXKE J1a IIPeAN3BUKA AIIEPTUYHHU PEaKIHH IIPH X0pa ¢ MTOBUIIICHA
YyBCTBHUTEIHOCT KbM JIATEKC.

4.5 BzaumopeiicTBHe ¢ IPYIH JIeKapCTBEHHU NMPOAYKTH U Apyru popmMu Ha B3auMoelcTBHe

PucKBT OT KBpBEHE Ce MTOBHIIABA IPH €AHOBPEMEHHO IPIJIOKEHHUE Ha (POHIANAPUHYKC ChC CPEICTRA,
KOHMTO MOTAT Jia TOTEHINPAT PUCKa OT Pa3BUTUC HA KPbBOU3IMBH (BX. Touka 4.4).

B knrHWYHM npoy4uBaHus ¢ POHAANAPUHYKC, IEPOPATHU aHTHKOATryIaHTH (BaphapuH) He
B3aUMOJICHCTBAT Ha (papMaKOKWHETHYHO HUBO C (POHAATIAPHHYKC; IIPH IPHIOKEHHE Ha 1032 oT 10 mg
B U3MHUTBAHUS 33 B3aUMOJICHCTBHE, ()OHTAIAPUHYKC HE MOBJHSIBA AHTUKOATyJIAIIMOHHATA aKTHBHOCT
(INR) Ha BapdapuH.

TpomOouTHUTE HHXUOUTOPH (aneTuncanuumioBa kucenuHa), HCIIBC (mupokcrukam) U TMTOKCHH He
B3aUMOJICHCTBAT Ha (papMaKOKWHETHYHO HUBO C (pOHAANapuHyKc. B m3nmTBaHus 3a B3auMoieiicTBIe,
(hoHanapuHyKc, IpUIIOKeH B 103a 10 mg, He MOBIUSABA BPEMETO Ha KbPBEHE MPH JICUCHHUE C
AIIETHJICANHUIIIIIOBA KUCEINHA UITH MUPOKCHUKAaM, HUTO (hapMaKOKMHETHKATa Ha IUTOKCUH B
CTaI[MOHAPHO CHCTOSHUE.

4.6 ®epTHauTeT, GPEMEHHOCT U KbPMEHE

Bpemennoct

Hsma HaNMYHY KIMHIYHY JaHHU 32 MPUIOKEHHE MO BpeMe Ha OpeMeHHOCT. EkcriepuMeHTanHuTe
MIPOYYBAHUS P KUBOTHH Ca HEJOCTATHYHM IO OTHOIICHUE Ha BIMSIHUETO BBPXY OpPEMEHHOCTTA,
eMOPHOHATHOTO/(PETATHO Pa3BUTHE, PAXKIAHETO U MOCTHATATIHOTO PAa3BUTHE ITOPAIH OTrpaHNICHATA
excriozunust. @oHIanapuHyKC He TpsiOBa J1a ce U3M0J3Ba MpH OPEMEHHH KEHU OCBEH B CITydail Ha
KaTeropuyHa He0OXOIUMOCT.

Kbpmene

DoHanapuHyKC ce eKCKpeTHpa B KbpMaTa Ha IITbX0BE, HO HE € U3BECTHO JaJiM C€ eKCKPETHpa B
yoBelKaTa KbpMa. KbpMeHeTo He ce mpenopbyBa 110 BpeMe Ha jedyeHue ¢ (oHaanapuHykc. Boenpeku
TOBa, IIepOpajHaTa pe30pOLHs IPU eLa € MaJIKO BEPOsITHA.

DepTUnuTeT

Hsma nannu 3a eexra Ha poHAanapuHYKC BEPXY (hepTHIIMTETa P Xopa. M3nuTBanusTa pu
KUBOTHHU HE MOKa3BaT e(PeKT BbpXY QepTUINTETA.

4.7 EdexkTn BbpXy cioco0HOCTTa 32 mopupaHe U padoTa ¢ MAIIMHHU

Hsma npoyuBanus 3a eheKTHTE BBPXY CIIOCOOHOCTTA 32 mogHpane u padoTa ¢ MaIINHH.
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4.8 Hexenanu JeKapcTBEHH PeaKINU

Haii-yecTure cepro3Hu HexXelaHu peakluy, Cho0IaBaHy Ipy POHAATAPUHYKC Ca YCIOKHEHUS,
CBBP3aHH C KbpBEHE (C Pa3NNIHO MECTOIIONIOKEHHE, BKIIIOUUTEIHO M PEAKH CIyIad Ha BTPEUEePEITHO/
BBTPEMO3BYHO U PETPONEPUTOHEATHO KbpBeHe). DoHganapuHyke TpaOBa Ja ce mpujara ¢ HOBUIIEHO
BHUMaHUE MpU NAllUEHTH, KOUTO UMAT IMOBUILEH PUCK OT KbpBeHE (BXK. Touka 4.4).

BesonacHocTTa Ha poHIAMApUHYKC € OLEHSIBAaHA MPH:

- 3 595 nmauueHTH, MOAJIOKEHH Ha TOJIIMa OPTOIIEANYHA ONlepalus Ha JOJTHUTE KpaltHULIN U
NeKyBaHHu 3a nepuon 10 9 quu (Arixtra 1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 327 nanueHTH, onepupaHy 3a ppakTypa Ha OelpeHaTa KOCT, JISKYBaHH 3a 3 CEIMUIIH CJIe]
HavaiHa npo¢miaktuka 3a 1 ceamuna (Arixtra 1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 1 407 manueHTH, MOAJIOKEHHN HA KOpEMHa Omepalus, JIEKyBaHH 3a nmepuoy 10 9 nuu (Arixtra
1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 425 manMeHTH ¢ pUCK OT Pa3BUTHE HA TPOMOOEMOOIMYHH YCI0KHEHHS, JIEKyBaHHU 3a IEPUOJL 10
14 mam (Arixtra 1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 10 057 nanuentu, nonyvasany Jedenue 3a UA umu NSTEMI ACS (2,5 mg/0,5 ml)

- 6 036 manuenTH, nomyyasamm jgedeHue 3a STEMI ACS (Arixtra 2,5 mg/0,5 ml)

- 2 517 nanueHTH, JIEKyBaHHU 32 BEHO3HA TpoMOoeMOous ¢ (OHIAaNapuHyKC 3a CpeIHO 7 THU
(Arixtra 5 mg/0,4 ml, Arixtra 7,5 mg/0,6 ml u Arixtra 10 mg/0,8 ml).

Tesu HexenaHu peakuuu TPsAOBa a ce Pa3TIISKAAT B XUPYPTUUHHS I MEIUIUHCKA KOHTEKCT Ha
nokazanuaTa. [IpopuasT Ha HEXKeTaHUTe CHOUTHS, CHOOIICHH B IPOTrpamMara 3a OCThP KOPOHapeH
CHHJIPOM, € B CbOTBETCTBHE C HEXKEITaHUTE JIEKAPCTBEHHN PEAKLIMH, yCTAHOBEHH MPU NPO(UITaKTHKA Ha
BEHO3HA TPOMOOEMOOITHSI.

Hesxenanute peakuuu ca H30POEHH 10 CHCTEMO-OPraHeH Kilac M yecTtora. YecToTHuTe ce ONnpenaessrT
Kato: MHOTO YectH (> 1/10), yectu (> 1/100, < 1/10), mewectr (> 1/1 000, < 1/100), penxu
(= 1/10 000, < 1/1 000), muoro peaku (< 1/10 000).

CHcTeMO-OpraHeH | 4ecTH HeYecTH penxu
KJac (>1/100 5o < 1/10) (=1/1 000 5o <1/100) | (=1/10 000 no < 1/1 000)
MedDRA
Hngperxyuu u UHQEKIMS HA TIOCTOIICPATHBHH
unpecmayuu paHu
Hapywenus na AHEMWUSI, TPOMOOIUTOCHHS, PETPOIEPUTOHEATHO KBPBEHE ",
Kpbema u [OCTONEePATUBEH TPOMOOIUTEMHUSI, YepHOAPOGHO,
JquM@Hama cucmema | KpbBOU3IUB, yTEPO- TPOMOOLIUTHH BBTPEUCPEITHO/BBTPEMO3IBIHO
BardHAJICH AHOMAJIVH, HAPYIIEHHUS | KbPBEHE
KPBBOM3IIHE, Ha KPbBOCHCHPBAHETO

XEMOIITH3a, XeMaTypus,
XEMaTOM, KbPBEHE OT
BEHIIUTE, ypIypa,
ETHICTAKCHUC,
CTOMAIIHO-YPEBHO
KbpBEHE, XeMapTpo3a’,
KPBBOU3JIHB B OKOTO
00pa3yBaHe Ha CUHUHU

Hapywenus na aJepruvHa peaxmus

UMyHHamMa cucmema (BKITIOUUTEITHO MHOTO PEIKU
CJIy4au Ha aHTHOEEM,
aHa(WIaKTOHTHA/aHA
(huitakTHYHA peakIus)

Hapywenus na XHUIOKATUEMUs], TIOBUIIABEH

Mmemabonuzma u nebenThueH asor (Npn)'*

Xpanernemo

Hapywenus na riaBoOome 0e31MoKOHCTBO, 00BPKAHOCT,

HepeHama cucmema 3amMaliBaHe, CHHJIMBOCT,
CBETOBBPTEK

Cv0osu HapywieHus XUTOTOHHSI

40



CucreMo-0praseH | 4ecru HEYeCcTH peaku

KJ1ac (=1/100 no < 1/10) (=1/1000 50 <1/100) | (=1/10 000 10 < 1/1 000)
MedDRA
Pecnupamopnu, 3ayX Kaluiuna
2PYOHU U
MeOUACMUHATHU
Hapyuwienus
Cmomawmno-upesHu raJicHe, MOBpbIIaHe KOpeMHa 00JIKa, TUCIIETICHs,
HapyuleHus TaCTPHT, 3aIIeK, THAPHS
Xenamobunuapnu OTKJIOHEHUS B OunpyOHHEMHUS
HapyuleHus pe3ynTaTuTe OT

(yHKIHOHATHH

H3CICIBaHUS Ha
YepHUs Apoo,

[IOBHUIIIABAaHE HA
CTOMHOCTUTE Ha

YepHOAPOOHHUTE
CH3UMUI
Hapywenusa na epuTeMaTo3eH o0puB,
Koorcama u chpOex
NnOOKOJICHAMA
MbKAH
Obwu napywenus u OTOK, nepudepen peakiys Ha MACTOTO Ha
HapywieHus Ha OTOK, 00JIKa, HH)XEKTUpaHe, 00Ika B Kpakara,
MACMOMO HA HOBHILCHA yMOpa, 3a4epBsiBaHe, CHHKOIL,
npunodicerue TeMIIeparypa, TpbJHA | TOPELIH BBJIHU, TCHUTAICH OTOK
60JIKa, CEKpeLusi OT
paHara

@ Npn o3nauasa nebenmvuen azom, m.e. ypes, NUKOYHA KUCENUHA, AMUHOKUCETUHI U M.H.
* HJIP, v3uuxnanu npu no-eucoxu 0ozu 5 mg/0,4 ml, 7,5 mg/0,6 ml u 10 mg/0,8 ml.

[enmarpuyHa nomynamys

BezonacHocTtTa Ha hoHmamapuHyKC pU NeIUaTpUYHM NAlMEHTH He € ycTaHoBeHa. B oTBopeHo,
PETPOCIEKTUBHO, HEPAHJOMU3UPAHO, €JHOLEHTPOBO KJIMHUYHO [IPOYYBAHE C €AHO PaMo NpU

366 nequaTpUYHM NALMEHTH C BEHO3HA TpOMOOeMOOmus, IeKyBaHU ¢ (poHIATapUHYKC, TPOPUIBT Ha
6€e301acHOCT €, KaKTO CJIe/IBa:

CHOUTHS C TOJISIMO KbpBEeHE chriacHo omnpenenenueto Ha ISTH (n = 7; 1,9%): npu 1 nauuent (0,3%)
ce HabJI0/1aBa KIIMHUYHO SIBHO KbpBeHe, pH 3 manuentH (0,8%) ce HaOmoaaBa roiasiMo KbpBeHe, a
npu 3 manmenTH (0,8%) — roJsiMO KbpBEHE, H3UCKBAIIO XUPYPrUdHa HHTEepBeHnnsI. CrOuTHSTA C
rOJISIMO KbPBEHE BOJAT A0 NMPEKbCBaHE Ha JIeUSHUETO ¢ (hoHIanapuHyKC py 4 NalueHT! |
IpeKpaTsiBaHe Ha (POHAATAPHHYKC IIPH 3 ITaI[UeHTH.

OcgeH ToBa npu § nanueHTH (2,2%) ce HaOM0gaBa OTKPUTO KbPBEHE, 32 KOETO € MPUIIOKEH KPbBEH
MIPOAYKT, U KOETO HE MOXeE Ja C€ IIPUIIUILE TUPEKTHO Ha OCHOBHOTO 3a00JsIBaHE Ha MALMEHTa, a U
4 nanuentu (1,1%) uma KbpBeHe, U3UCKBALIO MEJULIMHCKA WIM XUPYPriuuHa UHTepBeHIus. Beuukure
TE3U ChOUTHS HaJlaraT NpeKbCBaHe WK NPeKpaTsBaHe Ha JIEYSHUETO ¢ (poHIAmapHHYyKC ¢
M3KITIOYCHUE Ha | TaIeHT, 3a KOTOTO AeHCTBHETO, IPEAIIPUETO M0 OTHOMICHUE Ha (hOHIATAPHHYKC,
HE € ChOOIICHO.

Honbaaurenso apyru 65 namuenty (17,8%) cpobuiaBar 3a cbOUTHE C IPYTO OTKPUTO KbPBEHE WIIN
MEHCTPYAJTHO KbPBEHE, BOIEIIIO 710 MEANUIIMHCKA KOHCYIITAlNs W/HIIH HHTBEPBEHIIU.

HabnronaBanu ca cieHHTE HEXKETIAaHW CHOUTHS, KOUTO MPECTaBISIBAT ClielalieH narepec (n = 189;
51,6%): anemus (27%), tpomboumtonenus (18%), anepruunu peakuuu (1%) u xunoxanuemus (14%).

Cpo011aBane Ha MOA03UPAHM HEXKETAHH PEAKIIMHI

Cro01aBaHeTo Ha MOO3MPAHN HEXKEJaH! PEakIiK CIIe paspellaBaHe 3a ynorpeda Ha JeKapCTBEHHUS
MPOJYKT € BaxHO. TOBa MO3BOJISIBA J]a MPOIBIKU HAOIOICHUETO HA ChOTHOIIICHUETO T0J13a/PHCK 3a
JeKapCTBEHUS MPOAYKT. OT MEAUIIMHCKHUTE CIICIIMATIMCTH CE U3MCKBA J1a ChOOIIIaBaT BCsKa
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110/I03MpaHa HeXKeJlaHa PeaKiivsl upe3 HallMOHaJHa CHCTeMa 3a ChoOIIaBaHe, II0COYeHa B
IIpunoxenue V.

4.9 Ilpeno3upane

DoHJanapuHyKC B JO3H MT0-BUCOKH OT MPEMOPBYAHUTE MOXKE J]a TOBENE A0 MOBHIIEH PUCK OT
KbpBeHe. Hsama mo3nat aHTHAOT Ha QOoHJamapuHyKC.

[Ipu npeno3upane, yciI0)kKHEHO C KbPBEHE, JICUSHUETO TPsIOBa /1a ce MPEKbCHE U Ja Ce MOThPCU
I'bpBUYHATA NpuuKHa. TpsAOBa Aa ce 0OMHUCIH 3aII0YBaHe Ha MOJIXOAAIIO JIeueHHE KaTO XUPyprudHa
XEMOCTa3a, KPbBOIIPEINBaHe, IIPEIMBaHe Ha NIPSCHA TTa3Ma, InasMadepesa.

5. ®APMAKOJIOTMYHU CBOMCTBA

5.1 ®apmakoguHAMHYHM CBOMCTBA

dapmakoTepaneBTUYHA IPyMa: aHTUTPOMOOTHYHH CPECTBA.
ATC xox: BOIAX05

Dapmarkoounamuynu ed)ekmu

@DoHanapuHyKC € CHHTETHYEH U CEJIEeKTUBEH HHXUOUTOP Ha akTUBUpaH ¢axTop X (Xa).
AHTHTPOMOOTHYHATA AKTUBHOCT Ha (POHIAIAPHHYKC € Pe3yNTaT OT MEAUHPAHOTO OT aHTUTpoMOuH 111
(arTUTPOMOMH) CeNeKTUBHO MHXHOMpaHe Ha GakTop Xa. Upe3 celeKTHBHO CBbP3BaHE C
aHTUTPOMOUH, (poHAANAPUHYKC TToTeHIupa (0kojo 300 TbTH) ecTeCTBEHATa HeyTpalInu3alys Ha
¢akTop Xa ot anTuTpoMOUH. HeyTpanusupanero Ha daxTop Xa NpekbCBa KoaryjJaldoOHHATa Kackaaa
1 MHXUOMpA KaKTo 00pa3yBaHETO HA TPOMOHH, Taka ¥ pa3BUTHETO Ha TpoMO. DoHgamapuHyKC He
WHaKTHBUpA TpoMOUHa (akTuBUpaH (akrop 1) u He oka3Ba epeKT BEPXy TPOMOOIUTHUTE.

[Ipu npuioxeHne B TepareBTHYHH 1034 (POHAANAPUHYKC HE TIOBJIHMABA B KIIMHUYHO 3HAUYMMa CTETIeH
PYTHUHHHUTE KOAaryJallMOHHU TeCTOBE KaTO aKTUBUPAHO MaplLManHo TpoMOomiaacTuHoBo Bpeme (aPTT),
aKTUBHPAHO Bpeme Ha KpbBochbcupBaHe (ACT) wimy mia3MeHuTe TeCTOBE 3a MPOTPOMOMHOBO BpeMe
(PT)/Mexnynaponno cranaaptusupano crotHomenue (INR), kakTo u BpeMe Ha KbpBEHE U
(uOpHHOIUTHYHA aKTUBHOCT. Bee nak ca mosnydaBaHu pelKy CIIOHTAHHU ChOOILEHHS 32 yIbJDKaBaHe
Ha aPTT. B mo-BUCOKH 1034, MOTaT Jja HACTHIAT yMepeHH npomeHu B aPTT. Ilpu npunoxenue Ha
Jo3u oT 10 mg B U3NUTBaHUSA 3a B3aUMO/eiicTBHE, (POHIANAPUHYKC HE MOBJIMSABA 3HAYUTEIHO
aHTHKoaryjanuonHara aktuBHOCT (INR) Ha BapdapuH.

@DoHmanapuHyKc OOMKHOBEHO HE pearupa KpbCTOCAaHO ChC CEPYM OT MAILMEHTH C XEeHapuH
HWHAyLHpaHa TpoMOonuToneHus. Bee mak psako ca moiay4yaBaHu clioHTaHHM choOmmeHus 3a HIT npu

MALMEHTH, JIEKyBaHU ¢ (POHJaNapuHyKC.

Knunuynu uznumeanus

KnuangnaTa nmporpama 3a GpoHIanapruHyKC MpH JeYeHUE Ha BeHO3Ha TpoMOoeMOouus € Ch3/1aeHa, 3a
Jla ToKake e(hukacHOCTTa Ha (pOHAaNMapuHYKC 3a JieueHHe Ha Jb100Ka BEHO3HA TPOMOO03a 1
6enoapoden emOonu3bM. B KOHTponupanu knnHUYHY m3nutBaHus ¢a3za 11 u Il ca Brirouenn Haj

4 874 nauueHTH.

Jleuenue na 0v160Ka 6eHo3Ha Mpomb0o3a

B exHO paHIOMU3UPAHO, TBOWHO-CIISATIO KJIMHUYHO W3MUTBAHE MPH MAIIMEHTH C MMOTBHPJICHA UATHO3a
oCTpa CUMIITOMaTH4HA AbJI00Ka BEHO3HA TPOoM0O03a, hoHmanapuHykc 5 mg (tenecHo rerno < 50 kg),
7,5 mg (tenecHo Terno > 50 kg, < 100 kg) mnu 10 mg (TenecHo Terno >100 kg), npunarad moaKox Ho,
BEJIHBXK JHEBHO € CpaBHEHa ¢ eHOKcanapuH Hatpuil 1 mg/kg, npuiiarad noiko>xHo, Ba IIbTH JHEBHO.
JlexyBanu ca o610 2 192 nainuenTy; 3a ABeTe Py MAMEHTUTE ca JICKYBaH! 332 Hall-MaJIKo 5 THU U
10 26 nuu (cpenHo 7 auu). M nBeTe rpyInu Ha JieueHHue ca IIpueMalld aHTaroHuCT Ha ButaMuH K, karo
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JICUCHUETO C HETO € 3aM0YBalio B paMKUTE Ha 72 Yaca ciie/l MPUI0KEHUETO Ha ITbPBOTO M3IUTBAHO
JIEKapCTBO | € MpoAbIKaBaio 3a 90 + 7 nHU ¢ perynspHa MpoMsHa Ha o3uTe 3a mocturane Ha INR ot
2-3. [TbpBUYHaTa KpaliHa TOYKa 3a e(hUKACHOCT ¢ OHIIa ChUETaHUE OT MOTBHPJICHA CUMIITOMATHYHA
penuanBrpania HedararHa BEHO3HA TpoMOoeMOoIus 1 (aTaiHa BEeHO3HA TPOMOOeMOous,
JOKJIaIBaHK JI0 JieH 97. Y CTaHOBEHO €, ue JIeueHHeTo ¢ (GOoHIAmapruHYKC € C HE TO-MajiKa e(hUKaCHOCT
OT JICYEHHETO C EHOKCArapuH (Y€CTOTHTE Ha BEHO3HA TpoMOoeMOoiust ca Omim chOTBETHO 3,9% n
4,1%).

CepHo3HO KbpBEHE 10 BpeMe Ha HAYaJIHUs TIEPUO]T Ha JieueHue ¢ HaOmogaBano mpu 1,1% ot
ManueHTuTe Ha poHaanapuHykce B cpaBHeHue ¢ 1,2% oT maleHTuTe Ha eHOKCAIMapyH.

Jleuenue na 6enoopoben embonuzvM

IIpu nauueHTy ¢ OCThP CUMITOMATHYEH 0€10APOOEH eMOOIU3bM € IIPOBEIEHO PaHIOMU3UPAHO,
OTBOPEHO KJIIMHMYHO M3NHTBaHe. J{narno3ara € moTBbpAEHa ype3 OOEKTHBHU METOIH Ha H3CIIeIBaHEe
(xommoThpHA TOMOrpadus Ha 051 Jpod, 6enoapodbHa anrnorpadus i cnmpanHo KT ckenupane).
W3kmmroueny ca manueHTuTe, Mpu KOUTO ca Ol HeoOXOUMH TPOMOOITH3a, €eMOOJIEKTOMHUS NITH
¢buTHp Ha vena cava. PanaoMU3MpaHKUTE MAMEHTH OM MOTJIO Ja ca JISKYBaHH MIPEIBAPUTEITHO C
HedpaKLMOHUpaH XelapuH, 110 BpeMe Ha CKpUHUHIoBaTa (pa3a, HO MallMeHTHUTe, JISKYBaHH 3a [10BeYe
0T 24 yaca c TepaneBTUYHA /1032 aHTHKOATYJIAHT WK C HEKOHTPOJIMpaHa XUIIEPTOHUS, ca OMITH
n3kmoueHu. @onnanapunykc 5 mg (tenecHo terno < 50 kg), 7,5 mg (tenecHo Termo > 50 kg,

<100 kg) wim 10 mg (TenecHo Terno >100 kg), npunarad moAKoXHO, BEAHBXK THEBHO € CPaBHEHA C
HedpaKIHOHUPaH XeTapuH, IpHiIaral KaTo HHTpaBeHo3Ha OomycHa umkekiws (5 000 IU), mocinensan
OT NPOIBIDKUTENHA HHTPABEHO3Ha HH(Y3HUs, IPUTOJIeHA 3a MoAabpKaHe Ha 1,5-2,5 nbTH
KoHTpoJHuTe cToifHocTH Ha aPTT. JlexkyBanu ca o6mo 2 184 nauueHTy; 3a 1BeTe IPYyIU MalUSHTUTE
ca JIKyBaHH 3a Hali-MaJko 5 q1HH U 110 22 nHu (cpeaHo 7 nuu). U aBeTe rpynu Ha Je4eHue ca
MpUeMaly aHTarOHUCT Ha BUTaMUH K, KaTo JeYeHNneTo ¢ Hero € 3amo4Bajio B paMKHUTe Ha 72 yaca
CJIe/I MBPBOTO MPUJIOKEHUE HA U3MTUTBAHOTO JICKAPCTBO U € MPOIbibKaBaiio 3a 90 + 7 qHH ¢ peryispHa
MpoMsiHa Ha Jo3ute 3a mocturane Ha INR ot 2-3. [TspBuuHaTa KpaiiHa Touka 3a e(UKacHOCT e Ouna
ChUYeTaHNe OT NOTBBP/ICHA CHMIITOMAaTHYHA PEUANBUpAlIa HedaTalHa BEHO3HA TPOMOOEMOOIUS 1
(aTanHa BEeHO3HA TPOMOOEMOOIIHS, TOKJIAABAHU J10 eH 97. YCTaHOBEHO €, 4e JICYEHUETO C
(oHIanapuHyKc € ¢ He [0-MaJika e(pUKacHOCT OT JIEYEHUETO ¢ HepaKIMOHUPaH XelapuH (4ecToTara
Ha pa3BUTHE Ha BEHO3HA eMOOJHs € Ouiia choTBeTHO 3,8% 1 5,0%).

Cepro3HO KbpBEHE TI0 BpeMe Ha HaYallHHS NIEPUOJ] Ha JieueHue € HabmrogaBaHo npu 1,3% ot
ManueHTUTe Ha GoHAanapuHyKe B cpaBHeHue ¢ 1,1% oT nauneHTuTe Ha He(PaKLMOHUPAH XEMapHH.

Jleuenue na eenozna mpomboemboaUs npu NeQUampUiHY NAyUeHmu
BezonacHoctTa n epukacHoCTTa HA (POHIANAPUHYKC PU MEAUATPUYHU TALMEHTH HE Ca yCTAaHOBEHH B
MIPOCIIEKTUBHY PaHIOMHU3UPAHH KIMHUYHU POYyYBaHHA (BXK. TOUKa 4.2).

B oTBOpeHO, peTpOCeKTHBHO, HEPAHJOMU3UPAHO, CTHOIICHTPOBO KIMHUYHO MPOYYBAHE C €HO PaMo
366 nenquaTpUYHM NAMEHTH Ca JEKyBaHH MOocien0BaTeNHo ¢ hoHgamapuHykc. OT Te3u 366 manueHTu
313 nauuenTu ¢ AUarHo3a BeHO3Ha TpoMOoeMOoIIus ca BKIIOUEHHU B TpylaTa 3a aHaJlu3 Ha
e(pUKacHOCTTa, OT KOUTO 221 MalueHT! cho0IIaBar 3a ynorpeda Ha GpoHIanapuHykc 3a > 14 nHu

U IpYTH aHTUKOAryJIaHTH 32 < 33% OT Is5I0CcTHATA IPOIBIKUTETTHOCT Ha JICUSHUETO C
¢donmanapuaykc. Hali-uecTusT Bu BeHO3HA TPOMO0EeMOOIHsI € TpoMO03a, CBBP3aHa C M3MI0JI3BAHETO
Ha kareTbp (N = 179; 48,9%); 86 mauuentu ca ¢ Tpom003a Ha TOJTHUTE KpaHHUIH, 22 TTALUEHTH ca C
TpoM003a Ha 1lepedpaTHUTE CHHYCH, a 9 TallMeHTH ca ¢ 6enoapooHa emoonus. [1pu nanuenTuTe e
3amoyHaro jJeuenue ¢ pongamapunykc 0,1 mg/kg BemHBK THEBHO, KaTO JO3UTE Ca 3aKPBIJICHH JI0
Hall-0nm3KkaTa J103a, KOATO AOCTaBs €1Ha OT IIPEBapUTEIHO HAIIbJIHEHUTE CIPUHLIOBKH (2,5 mg, 5 mg
i 7,5 mg) npu nanuenTH ¢ terno Hax 20 kg. [Ipu marmentnte ¢ terno 10 — 20 kg npuioxeHueTo e
BB3 OCHOBA Ha TEJIECHOTO TErjio 0e3 Aa ce 3aKpbIIIsABa 10 Hail-Om3KaTa 103a, KOATO JOCTaBs €1Ha OT
IIpeJBapUTEIHO HalbJIHEHUTE CIPUHLIOBKY. HuBarta Ha ¢oHanapuHyKce ca Ipocieie ! Cilel] BTopaTa
WM TpeTaTa J103a A0 TOCTUTAaHEeTO Ha TepaneBTHYHH HuBa. Ciie] ToBa HUBaTa Ha (POHAAMIAPUHYKC ca
IIpoCiieIIBaHy IbPBOHAYAIHO CEIMUYHO U CJIe/l TOBA Ha BCekH 1 — 3 mecera B aMOyJIaTOpHH yCIIOBUS.
[IpaBeHu ca KOPEKIMHU Ha A03aTa 3a TIOCTUT'aHE HAa TTMKOBA KOHIEHTPALUs Ha (OHAaapUHYKC B
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KpbBTa B paMKHUTE Ha TepaleBTUUHUS LieseBu auanas3oH ot 0,5 — 1,0 mg/l. Makcumannara 103a He

TpsI0Ba J1a MpeBumIaBa 7,5 mg/nex.

[TanuenTuTe noyryyaBaT IbpBOHAYAIHA 103a ¢ MeauaHa npuonusurenHo 0,1 mg/kg TenecHo rerio,
KOETO MpeJICTaBIsIBa MeIMaHa Ha jjo3ara 1,37 mg B rpymarta ¢ terino < 20 kg, 2,5 mg B rpynara c
terso ot 20 1o <40 kg, 5 mg B rpynata ¢ terno ot 40 go < 60 kg u 7,5 mg B rpynara ¢ Terio > 60 kg.
B®3 ocHOBa Ha CTOMHOCTUTE HA MeJMaHaTa TepalleBTUYHUTE HUBA CE ITOCTUTAT 3a IPUOIU3UTEIHO

3 IHU B paMKUTE Ha BCUUKU Bb3PacTOBU IpynH (BxkK. Touka 5.2). B npoyuBaHeTo MeauaHa Ha
MPOBIDKUTEIHOCTTA Ha JiedeHneTo ¢ ponmanapunykc e 85,0 qau (auanaszoH ot 1 g0 3 768 nHu).

[IppBuYHATa euKacHOCT € Oa3upaHa Ha H3MEPBAHE Ha JIeNia Ha MeIUaTPUIHHUTE MALMEHTH C IIbJIHA
TpoMOonm3a 1o 3 mecena (+ 15 qau). OOomeHuTe pe3yaTaTv MpH IIbJIHA TPOMOOIIM3a B X0a Ha
OCHOBHATa BEHO3HA TPOMOOEMOOIHS ITPU TTALIMEHTH Ha Mecel] 3 ca IPEeICTABeHH 110 TPYIH Bb3 OCHOBA
Ha BB3PAcTTa U TerNIoTo B Tabiuua 1 u 2.

Taboauua 1. O00011eHN pe3yJTATH IPU IBJIHA TPOMOOJIM3a B X012 HA OCHOBHATA BEHO3HA
TpoMOoemMObo.1us 10 Mecel 3 110 Bb3pacToBa rpyna

TpoM6OH, n (%)

< 2 roaguHu >2no >6n0 >12 no
(N =30) < 6 rogTMHU <12 roaunu <18 roaqunu
n (%) (N =061) (N=172) (N =150)
IapameTsp n (%) n (%) n (%)
[IpmHA TpoMOoOTH3a Ha Hal- 14 (46,7) 26 (42,6) 38 (52,8) 65 (43,3)
MaJIKO euH TpoMO, n (%)
[TemHA TpOMOOIM3a HA BCHYKH 14 (46,7) 25 (41,0) 37 (51,4) 64 (42,7)

Ta6anua 2. O6001eHH pe3yJITaATH NPH bJHA TPOMO0JIM3a B X012 HA OCHOBHATA BEHO3HA
TpoMOGoeM00JHs 10 Mecell 3 1o rpyna no TerJaoTo

TpomMbH, n (%)

<20 kg 20 10 <40 kg | 40 1o <60 kg >60 kg
N=91) (N=178) (N=170) N=73)
IMapameTrsp n (%) n (%) n (%) n (%)
[TpnHa TpOMOOIIM3A HA HAl- 42 (46,2) 42 (53,8) 30 (42,9) 28 (38,4)
MaJIKO eiiH TpoMO, n (%)
[TbnHA TpOMOOIIH3a HA BCUYKH 41 (45,1) 42 (53,8) 29 (41,4) 27 (37,0)

5.2 ®apmakoKMHEeTHYHH CBOHMCTBA

dapmakoknHeTHKaTa Ha (POHIATIAPHHYKC HATPUIl C€ YCTaHOBSIBA OT INIA3MEHHUTE KOHIICHTPAIIH Ha
(oHIanapuHyKc, U3MEPEHU Upe3 aHTU-(pakTop Xa akTuBHOCT. CamMo oHAanapuHyKC MOXe Ja ce
M3II0JI3BA 32 KannOpHUpaHe Ha aHTH-Xa aHaIu3a (MEeXKIyHApOAHUTE CTAHIAPTH 3a XEHapHH WIN
LMWH He ca moaxozsiy 3a ToBa NpHIoKeHue). B pesynrtar koHueHTpauusaTa Ha poHIaIapuHYKC ce

u3passiBa B MUIUTpaMu (mg).

Abcopoyus

Cren moako>kHO Mpuiiarane poHaanapuHyke ce abcopoupa u3Isuio u 6pp30 (abcooTHA
6uonamuunoct 100%). Cnen npuiiaraHe Ha eJHa HOJKOXKHA MHXKEKIMs (GOoHIanapuHykc 2,5 mg Ha
MJIaJI Y 3/IpaBH JIMIA IAKOBATa I1a3MeHa KoHIeHTpanus (cpeqHa Cmax = 0,34 mg/l) ce mocrura 3a 2
Yaca ciesl npriokeHneTo. [lnazMeHnTe KOHIEHTPAIMK Ha TI0JIOBUHATA OT CTOWHOCTUTE 32 CpeAHa
Cmax C€ JOCTUTAT 3a 25 MUHYTH CJIe[I IPHJIaraHe Ha J03aTa.

[Ipu 31paBu nuna B HaINIpeHaNa Bh3pacT (JapMaKOKHHETUYHHUTE TTapaMeTpy Ha (poHAarnapruHyKc ca
JMHEWHU B TPAHULIUTE OT 2 70 8 mg, NPUIIOKEHN MOAK0KHO. Clies] MPUII0KEHUE BEIHBXK JTHEBHO
CTallMOHAPHHUTE IJIa3MEHU HUBA ce gocturat cief 3 uinu 4 quu ¢ 1,3 mbtu noBumieHue Ha Cpax U

AUC.
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Ouenenure cpenuu (CV%) papMakOKMHETHYHY TapaMeTpH Ha (DOHIIAIAPUHYKC B CTALIMOHAPHO
CBCTOSIHUE MIPU TALIMEHTH, ITOJUIOKEHH Ha OTIepalys 3a CMsHa Ha Ta300epeHara crtaBa, IpueManin
(dhonmanapuHykc 2,5 mg BeAHBXK THEBHO, €a: Cmax (mg/1) — 0,39 (31%), Tmax (h) — 2,8 (18%) u

Chin (mg/1) -0,14 (56%). IIpu narmenTn ¢ GppakTypa Ha OeqpeHaTa KOCT, CBbp3aHa ¢ Halpe HauaTa uM
BB3pACT, IUTA3MEHUTE KOHIIEHTPAUUK Ha (POHAATIAPUHYKC B CTALOHAPHO CHCTOSHUE ca: Cmax (mg/1) —
0,50 (32%), Ciin (mg/1) — 0,19 (58%).

[Ipu neyenue Ha 1BIOOKA BEHO3HA TpoMO03a U 0estoipobeH eMOOIU3bM MallUeHTUTe, IPHeMalln
¢donnanapunykc 5 mg (tenecHo terao <50 kg), 7,5 mg (tenecHo terno 50-100 kg BKIFOUUTETHO) U
10 mg (renecHo terno >100 kg) BequbK AHEBHO, JO3UTE, IPOMEHEHU B 3aBUCUMOCT OT TETJIOTO
TTOKAa3BaT CXO/IHA EKCIO3UIIMSI BbB BCHUKHM KaTeropuu TenecHo Terio. Cpegaure (CV%)
(hapMaKOKMHETHYHH NTapaMETPH B CTAl[HOHAPHO ChCTOSHUE, ONpeeieHn 3a poHIaTapuHYKC IPH
MAlMEHTH ¢ IbJIO0KA BEHO3Ha TpoM003a, IpueMaiiy GoHAAapuHyKC 10 IPEII0KEHUs J030B PEXXUM
BEJHBK JHEBHO €A Cmax (Mg/1) — 1,41 (23 %), Tmax (h) — 2,4 (8%) 1 Crmin (mg/1) -0,52 (45 %).
Ceop3anute 5 u 95 nponenra ca cboTBeTHO 0,97 11 1,92 332 Chax (mg/1) 1 0,24 11 0,95 3a Cpnin (mg/1).

Pasnpeoenenue

O6embT Ha pa3npesenenue Ha GoHmanapuaykc e orpanuuet (7-11 murpa). In vitro, ponmanapunykc
CE CBBP3Ba CHEIU(PHUUHO U B TOJISIMA CTEICH ¢ OEIThKa aHTUTPOMOWH, KATO CBBP3BAHETO € 3aBUCUMO
OT Jl03aTa ¥ 1a3MeHara koneHTparst (98,6% mo 97,0% B rpanunure Ha KoHIEeHTpanuu ot 0,5 1o
2 mg/l). ®oHmanapuHyKC He ce CBbP3Ba 3HAUYUTEIHO C APYTH IUTa3MEHH MTPOTEUHH, BKIFOUUTEIHO H C
tpoMbOouuteH dakrop 4 (PF4).

Toii kaTo QoHIATAPHHYKC HE CE€ CBBbP3BA 3HAYMTEIHO C APYTH IUIA3MEHH POTEHHH, OCBEH C
aHTUTPOMOMH, HE C€ OYaKBaT B3aUMOJEICTBUSA C APYTH JEKapCTBEHHU IPOAYKTH Ha 0a3aTa Ha
HU3MECTBAHE OT MECTaTa Ha CBbP3BaHE C IUIA3MEHUTE IIPOTEUHHU.

Buompancgopmayus
Bwnpexu ue HAMa ISUIOCTHA OLEHKA, HAMA JaHHH 33 METaboIu3upaHe Ha (POHIAMapHHYKC U HO-
CIELMaJIHO HAMa JaHHU 3a 00pa3yBaHEe HAa aKTUBHU META0OJIUTH.

®onpamapunykc He naxuowupa in vitro CYP450s (CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2D6,
CYP2E1 wim CYP3A4). [Topanyu Ta3u npuuuHa He ce 04akBa (POHAAMAPUHYKC Ja B3aUMOJCHCTBA C
JpyTH JeKapCTBEHU NMPOAYKTH in vivo upe3 uuxudupane Ha CYP-menuupanus MeTaboIn3bM.

Enumunupane

EmuMuHaIMOHHUAT 0Ty KHUBOT (1) € OKoJIo 17 "aca IpH 31paBH, MJIaJIH JIUIA U oKouo 21 yaca mpu
3[[paBH JIMIla B HarpeHaa Bp3pact. @oHmanapuHyke ce ekckperupa B 64-77 % ot 6b0penute mos
(dbopMaTa Ha HEIPOMEHEHO BELIECTBO.

Cneuud)ulmu cpynu nayuermu

Ieouampuunu nayuenmu — apMakOKUHETHIHUTE ITAPAMETPU HA (POHIANAPUHYKC, IPUIAraH BeIHBX
JHEBHO MOJKOKHO, U3MEPEHH KaTo aHTH-(aKTOp Xa aKTUBHOCT, Ca 0XapaKTepU3UpPaHH B
npoyuBaneTo FDPX-1JS-7001, perpocnieKTuBHO Ipoy4BaHe MIpU NeAUaTPUUHU NalueHTH. [Ipu
npubnu3uTenHo 60% oT mauueHTUTe He € HeoOXOoAMMa KOPEKIKs Ha J03aTa 3a JOCTUTaHe Ha
TepareBTHYHA KOHICHTpaIys Ha GpoHmanapuHykc B kKpbBTa (0,5 — 1,0 mg/l) B Xo1a Ha TIXHOTO
neuenue; npu nouru 20% e HeoOxoMMa elHa KOpeKIus Ha no3ata, npu 11% ca HeoOxoaumu J1Be
KOpeKLuH Ha Jto3ata u npu 10% ca HeoOXoauMM IoBeYe OT ABE KOPEKIMH Ha Jj03aTa B X0/a Ha
JICYCHUETO 3a TIOCTUTaHE Ha TePAIeBTHYHUTE KOHIIEHTPAUU Ha PoHanapuHyKe (Bxk. Tabnumna 3).
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Tab6anua 3. IpuioskeHnn KOpeKIuN HA 103aTa no Bpeme Ha npoyuBane FDPX-1JS-7001

HuBo Ha aHTH-Xa aKTHBHOCT, 6a3UPaHO HA Kopexkuus Ha nozara
donpanapunykce (mg/l)

<0,3 [ToumiaBane Ha mo3ata ¢ 0,03 mg/kg
0,3-0,49 [ToBumaBane Ha no3ata ¢ 0,01 mg/kg
0,5-1 bes mpomsina

1,01 - 1,2 [Tonmxkasane Ha no3ara ¢ 0,01 mg/kg
>1,2 [Tonmxkaane Ha no3ara ¢ 0,03 mg/kg

dapmakoknHEeTHKAaTa HA (POHIATIAPHHYKC, IPHIAraH BEIHBK JTHEBHO TTOAKOKHO, U3MEpeHa KaTo
aHTH-Xa aKTUBHOCT, € OXapakTepu3upaHa npu 24 nearaTpuyHH MalMeHTH ¢ BEHO3HA
TpoMboeMOomst. Paspaboren e nenuarpuueH nonyianunoHed @K monen upe3 komOunupane nHa @K
JAHHM TIPH MTEANAaTPUYHU TaMEeHTH ¢ JaHHU NpH Bh3pacTHH. [lomymnammonnusat ®K mozen
npenBkaa, Y€ Cuaxss U Cpings, HIOCTUTHATH NIPH IEIUATPUYHH NALIMEHTH, ca IPUOIM3UTENHO PaBHU Ha
Conaxss U Chinss , TOCTUTHATH TIPH BB3PAacTHH, KOETO MIPEAINOJIara, ye cXxeMaTa Ha Ipujiarate

0,1 mg/kg/nen e nogxonsama. OcBeH TOBa HaOMIOJaBaHUTE JaHHU MIPH NeIUATPUYHH NAllUEHTH
[IONaaaT B paMkuTe Ha 95% MpOrHo3eH HHTEpBaJ Ha JaHHUTE IIPU Bb3PACTHHU, KOETO IIPEI0CTaBs
JOITBITHUTEITHO JJAHHU B MOJIKpenia Ha ToBa, 4e 0,1 mg/kg/neH e moaxonsima 103a npyu neIuaTpuaHu
MAIUEHTH.

THayuenmu 6 nanpednana évspacm - brOpeunara GyHKIUSA MOXKeE J1a HamMallee ¢ Bb3pacTTa U Iopaau
Ta3y NPUYMHA, KaalUTeThT 3a eIMMHUHUpPaHe Ha (poHIaapHHyKC MOJKE J1a € HaMaJIeH IpH NaleHTH
B HampeHasa Bb3pacT. [lpu nanuenTy >75 ronnHu, MoA0KEHH Ha OPTOIIEANYHA ONepanus U
rpueMany GoHAanapuHykce 2,5 mg BeIHBXK JHEBHO, OYaKBAHUAT IJIa3MeH KIMPBHC € Oun 1,2 1o 1,4
IIBTH TIO-HUCHK OT TO3H MPH MalueHTH <65 roaunu. [Toqo0Ha 3aKOHOMEPHOCT € HaOIIIoAaBaHa MpH
JICYCHUE Ha MAIUEHTH C IbI00KA BEHO3HA TpoMO03a 1 OenoapoOHa emOousl.

bvopeuno yepescoane - B cpaBHEHHE ¢ MAlMEHTHTE C HOpMaiiHa ObOpedHa QpyHKIHS (KpeaTHHUHOB
xkimpbHC > 80 ml/min), MoAsI0KEHN Ha OPTOTIEAMYHA OTlepanus U npueMay GoHganapuHykc 2,5 mg
BEIHBX JHEBHO, IJIA3MEHUAT KIMPBHHC € ¢ 1,2 10 1,4 mbTH MO-HUCHK MPHU MAMEHTHUTE C JIEKO
0b0peuyHo yBpexaaHe (KpeaTHHHHOB KiaupbHC 50 1o 80 ml/min) u cpeaHo 2 WbTH MO-HUCHK TPU
MAMEeHTH ¢ yMepeHo 0p0pedHo yBpexxaaHe (kpeaTHHHHOB KIHpBHC 30 10 50 ml/min). [Ipn Texko
O0B0OpeyHO yBpexaHe (KpeaTHHHHOB KiIpBhHC < 30 ml/min), muia3sMeHUAT KIUPBHHC € TPUOITU3UTETHO
5 I'bTHU NO-HUCHK B CPAaBHEHHUE C TO3U IpU HOpMasiHa O0b0peuHa GyHKims. CBbp3aHUTE C TOBA
CTOMHOCTH Ha €TMMHHALIMOHEH MOJY>KMBOT ca 29 yaca Npu MalueHTH ¢ yMEpeHo U 72 yaca Npu
MAIMEHTH ¢ TeXKOo ObOpeuHo yBpexkaane. [TonoOHa 3akoHOMEpPHOCT € Ha0Jt0JaBaHa pH JeYeHne Ha
MAIMEHTH C IBI0OOKA BEHO3HA TpoMbo03a u OenoipoOoHa eMOOIHS.

Tenecno meano - Ilna3meHusT KIMPHHC Ha (POHAAAPHHYKC CE MOBUIIIABA C TeJecHOTO Terio (9%
noBuineHue Ha 10 kg).

Ilon - He ca HaOmoaBaHy pa3iinyns BbB BPB3Ka C MOJIa ClIe]l KOPHTHPaHe Ha [03aTa CIPIMO
TENIECHOTO TETJIO.

Paca - apMakOKMHETUYHU Pa3InYMs IOPAIU pacoBa MIPUHAUIEKHOCT HE Ca MPOYIBAHU
MIPOCIEKTUBHO. BBIIPEKH TOBa, N3NUTBAHMUS, IPOBEICHH MPH 3APABHU JIMLA OT a3UATCKH POU3XOJ
(sIoHIN), HE ca MOoKa3alli pa3inieH papMaKOKHHETHYCH NPOQHI B CPAaBHEHHE ChC 3/IPABH JIUIA OT
KaBKa3Kky npousxo. ITonoOHo Ha TOBa, He ca HAOIIOaBaHU PA3IMUUs B IUIa3MEHUs KIIMPBHC MEXKIY
appoaMeprKaHIIM U JTUIA OT KaBKa3KK IPOU3XO]], MOJUIOKEHH Ha OPTONEIUYHA OTIepaIIts.

Yeproopodno yepescoane - Ciell IOAKOKHO NpUIIaraHe Ha eAHOKpaTHA 1032 (OHAAapUHYKC IPU
WH/IUBUJN C YMEPEHO M0 TexeCT 4epHoApoOHOo yBpexnane (Child-Pugh kareropus B), obmure (T.e.
Ha CBBP3aHus U Ha HecBbP3aHUA) Crax U AUC ca ce MOHMKUIN ChOTBETHO ¢ 22% u 39% B cpaBHeHHE
C MHAMBHUJIM C HOpMaJTHA YepHOApoOHa (yHKIus. [[oHMKEeHUTE TUIa3MeHH KOHIICHTPAIIUK Ha
(doHIanapuHyKc NpU UHAUBUIM C YEPHOIPOOHO YBpEXKIaHE Ce AbDKAT HAa HAMaJIeHO CBbP3BaHe C
ATIII, xoeTo e crieACTBHE OT MOHIKEHUTE T1a3Menn KoHeHTparuu Ha ATIIL; ToBa Boau 110
noBuIIeH ObOpeueH KIMpbHC Ha (poHAanapuHykce. ClegoBaTeIHO, MPU NALMEHTH C JIEKO 10 YMEPEHO
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TEKKO 4EPHOAPOOHO YBpEXkKAHE HE CE€ 0UaKBa KOHLEHTPAIIMUTE Ha HECBBP3aHUs (POHAANapHHYKC 1a
OBaT MPOMEHEHH U T10 Ta3W NPUIHMHA, OCHOBABAIKH ce Ha ()apMaKOKMHETHKATa, HE € HEOOXOJUMO
KODHUTHPAHE Ha J03aTa.

dapmakokuHeTHKaTa Ha (OHAANAPHHYKC HE € IPOYYBaHA MPU MAIHEHTH C TEKKO YSPHOAPOOHO
yBpexaane (Bxk. Touku 4.2 u 4.4).

5.3 IIpeakJVMHWYHU JAHHH 32 0€30MACHOCT

[IpenkIMHUYHUTE TaHHU HE TIOKa3BaT 0COOEH PUCK 3a Xopara Ha 0a3a Ha KOHBEHI[MOHAITHHUTE
(i)apMaKOJ'IOI‘I/I‘lHI/I HN3IIUTBAHUA 34 6C3OHaCHOCT U I'CHOTOKCHYHOCT. HpquBaHI/IHTa 3a MHOFOKpaTHO
MPUJIOKEHUE U PEIPOTYKTUBHA TOKCUYHOCT HE TIOKa3BaT OCOOCH PUCK, HO HE MPEJICTaBAT
3aJI0BOJIUTEITHH JIAHHU 3a npoduia Ha 6e30MacHOCT OPaJX OTPAHUYEHATA EKCIIO3HIIHS TTPH KUBOTHH.
6. DOAPMAIEBTUYHU JTAHHU

6.1 Chnucbk HA NOMOIIHHUTE BEIeCTBa

Hatpues xnopun

Bopa 3a nmxkeknnn

XJ0pOBOAOPOIHA KHCEITNHA

Hatpues xunpoxcun

6.2 HecnbBMecTHMOCTH

IMpu numnca Ha Npoy4YBaHUs 32 HECHbBMECTUMOCTH, TO3H JIEKAPCTBEH MIPOAYKT HE TPsiOBa Ja ce CMEeCBa C
JIpYTH JIEKapCTBEHH NPOLYKTH.

6.3 Cpoxk Ha rogHoct

3 roMHH.

6.4 CrneunuaJiHu YCJOBHS HA CbXpaHeHHe
Ha ce cpxpansBa nox 25°C. Jla He ce 3ampa3siBa.
6.5 Buau cpabpixaHue Ha ONIAKOBKAaTa

Crorien pesepsoap (1 ml) ot crekio tum I, rpagyupan ¢ 27 pazgenenus x 12,7 mm urna ¢ 6yrano ot
XJIOPOOYTHUIIOB eJIacToOMep.

Arixtra 5 mg/0,4 ml ce npenara B onakoBku ot 2, 7, 10 u 20 npeaBapUTeIHO HAITBIHEHH
CIPHUHIIOBKY. IMa Ba BU/a CIPUHIIOBKH:

. CIIPHHIIOBKA C OPAaHKeBO OyTajo M aBTOMaTHYHA CHCTEMa 3a 0€30I1acHOCT

. CHPHUHIIOBKA C OPaHXeBO OyTaio U phYHA CHCTEMa 3a 0€30I1aCHOCT.

He Bcruky BUOBE OAKOBKU MOTaT a ObAAaT IMyCHATH B IpoAaxoa.

6.6 CrnenuaJHu NpeANa3Hu MePKH NP U3XBbPJIsIHE U padoTa

HOIIKO)KHaTa WHXXCEKIW CE Ipujiara 1o Cbiyvs HA4YWH, KaKTO C KJIaCHY€CKaTa CIIPUHIIOBKA.

[apenTepanHusaT pa3TBop TpsOBa J1a ce Iperie/a 3a HATMIMETO Ha YaCTHIU WM MOMBTHSBaHE MTPEIH
TIPHIIOKEHUE.

Vka3aHus 3a caMOCTOSTEIHO MNPUIIOKEHUE Ca BKIIFOUCHHU B JIMCTOBKATA 3a MMAallMCHTA.

47



Arixtra MNpeaABapUTCIIHO HAITBJIHCHU CIIPUHIOBKHU Ca Ch3AaICHNU CbC CUCTEMA 3a 0e30MmacHOCT Ha
uriiara 3a nmpearna3dBaHe OT y60)KI[aHe OT urjara CJIca NHKCKTHUPAHE.

Hewusnonzsanusar JICKAPCTBEH MPOAYKT UK OTIIAABYHUTE MaTEPUAIIN OT HETO TpH6Ba [a C€ U3XBBPJIAT
B CbOTBCTCTBHUEC C MCCTHUTC N3UCKBaHU.
To3u JICKAPCTBCH MPOAYKT € CaMO 3a €JHOKPATHO IIPHUIIOKCHUC.

7. HNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Viatris Healthcare Limited
Damastown Industrial Park,
Mulhuddart

Dublin 15,

DUBLIN

Wpnannnsa

8. HOMEP(A) HA PASPEHIEHUETO 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 PABPEIIABAHE/IIO/THOBSIBAHE HA PASPEIIEHUETO 3A
YIHOTPEBA

[ara na mepBo pazpemasane: 21 mapt 2002

Hata na mocnexano nmoanossiBane: 20 ampui 2007

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

[MompoOHa uHpopMaIKs 3a TO3M JEKaPCTBEH MPOYKT € Mpe0CcTaBeHa Ha yeb caiita Ha EBpormeiickata
areHmus 1o JiekapcTBara http://www.ema.europa.eu
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1. HWME HA JIEKAPCTBEHUA NTPOAYKT

Arixtra 7,5 mg/0,6 ml HHXEKIIMOHEH pa3TBOp, IPEBAPUTEIHO HAITBIHEHA CIIPUHIIOBKA.

2.  KAYECTBEH U KOJIMYECTBEH CBbCTAB

Bcsika mpeaBapuTeHO HaITbIIHEHA CIIPHHIIOBKA ChIbpKa 7,5 mg GOoHAanapuHyKC HATPHUi
(fondaparinux sodium) B 0,6 ml pa3TBOp 32 HHKEKLHUU.

[TomorrHO (1) BemecTBO(2) ¢ M3BecTHO AericTBre: Chabpxa mo-manko ot 1 mmol Hatpuit (23 mg) Ha
J103a ¥ 3aTOBA HA MPAKTUKA HE ChIbpKa HATPHH.

3a IIBJIHUS CIIMCHK Ha IIOMOIIHUTE BEIIECTBA BIDKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

HnxeKImoHeH pa3TBop.
Pa3TBOpBT € mpo3payHa u 6e31BETHA 0 OJIEA0 )KBITA TETHOCT.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHUYHHU MOKAZAHMSI

JleueHne Ha BB3PACTHU C OCTpa ABJIOOKA BEHO3HA TPOMOO03a U JIeYeHUE Ha OCTBP OenoapobeH
eMOOIT3bM, C U3KITIOUCHUE HAa XeMOJIWMHAMUYHO HECTAOITHH NAIIMEHTH WU MMAIlUCHTH, TIPU KOUTO €
HeoOXxoIuMa TpoMOoH3a Win 6enoapoOdHa eMOOIEKTOMHSI.

4.2 Jlo3upoBKa M HAYMH HA NPHJIOKEHHE

Jlo3upoBka

[IpenoppuBanara 03a hoHIanmapuHykc € 7,5 mg (ManueHTy ¢ TesiecHo Terio > 50, < 100 kg) Beanbxk
JHEBHO 4pe3 MOAKOXKHA MHKEKIMA. 3a MaleHTH ¢ TeaecHo Terno < 50 kg, npenopruBaHaTa 103a € 5
mg. 3a marueHTH ¢ TenecHo Tero > 100 kg, mpenopruBanaTa no3a € 10 mg.

JleuenueTo TpsOBa 1a NPOIBIDKU Hall-MaJIKO 5 JHU M IO YCTAaHOBsIBaHE Ha aJleKBaTHA IIepopasiHa
aHTUKOAryJjanus (MeXIyHapOIHO HOPMAIU3UPAHO ChOTHOIIEHHE 2 A0 3). ChIIBTCTBAIIO MEPOPATHO
aHTUKOAryJaHTHO JIeYeHHe TpsAOBa Jja 3alI0YHE Bb3MOXHO Hali-paHO U OOMKHOBEHO B paMKHTE Ha 72
yaca. CpeiHaTa IPOIBIDKUTEIHOCT Ha IPUIIOKEHNE B KIMHUYHHUTE U3MUTBAHUSA € Ouiia 7 THU U
KIIMHUYHUAT OIUT OT JIeueHHe 3a noBeyde oT 10 JHU e orpaHuyeH.

Cneuud)ulmu cpynu nayuenmu

Tayuenmu 6 nanpeonana ev3pacm - He e Heobxonumo Kopurupase Ha jgo3ata. [Ipu narueHTn Ha
BB3pacT 275 roauHy, GOHANAPUHYKC TPsAOBA Aa ce Mpujlara ¢ BHUMaHKe, Thil KaTo ObOpeyHaTa
(hyHKIMS HaMasiBa ¢ Bb3pacTTa (BxK. Touka 4.4).

bvopeuno yepesxcoane - PonpanapuHyKce TpsOBa Aa ce puilara ¢ BHUMaHUe IpY MalUeHTH ¢
yMepeHo ObOpevHO yBpexkIaHe (BxK. Touka 4.4).

HsMa orut B moArpymnara maueHTH ¢ eOHogpemenHo BUCOKO TenecHo Terno (>100 kg) u ymepeno
O0BOpedHo yBpexaane (kpeaTuHHHOB KiupbHC 30-50 ml/min). B Ta3u noarpyna, ciex npuiarane Ha
IbpPBOHAYATHA 71032 OT 10 mg THEBHO, MOXeE Ja ce OOMUCIIHM HaMallsIBaHe Ha JHEBHATA 71032 110 7,5
mg, OCHOBaBalKH ce Ha (PapMaKOKHHETUYHO MoJlenupaHe (BxK. Touka 4.4).
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donmanapuHyKC He TpsAOBa Ja ce Mpujara Mpy MalueHTH C TeXKO ObOPEYHO YBpEKIaHe
(xpeatrHUHOB KIMPBHHC < 30 ml/min) (Bx. Touka 4.3).

Yeprnoopobro yspedcoare - He e He0OX0MMO KOPUTHPAHE HA J103aTa IPHU MAIUSHTH C JICKO HIIH
YMEpPEHO TEKKO YepHOAPOOHO yBpexknane. [Ipu maueHT ¢ TeXKKO Y4epHOIPOOHO YBpEKIaHE
(doHmanmaprHyKc TpIOBa Ja ce Mpriiara ¢ BHUMaHKe, ThH KaTo Ta3u rpyIia MalueHTH He € MpoydIBaHa
(BX. Touku 4.4 5.2).

Tleouampuuna nonynayus - He ce npenopwsuBa ynorpedarta Ha (oHIanapuHyKc npu aena moj 17
TOJIMHU MOPAJN OTPAaHMYCHUTE JAHHH 3a 6€30MacHOCT U e(hUKACHOCT (BK. Touku 5.1 1 5.2).

Hauun Ha npunoxenue

doHpamapuHyKc ce mpuiara 4pe3 IbI00Ka IMOAKOKHA HHKEKITUS, TOKATO MaleHTHT € B JIETHAJIO
rnoJiockeHue. Mecrara Ha PUIIOKEHUE B KOpEMHATa CTEeHA TPSIOBA Jla C& CMEHSIT MOCTOSTHHO MEXTY
JISIBO M JSICHO aHTEPOJIaTepalTHO U JIIBO U JIICHO MOCTIaTepaiHo. 3a Ja ce u30erHe 3aryda Ha
JIEKapCTBEH MPOAYKT, KOTATO CE€ M3M0JI3Ba NPEABAPUTEIIHO HATBIHEHA CIIPUHIIOBKA, TIPEIN
WHXEKTHpaHe He TPpsOBa Ja ce 0CBOO0XK1aBa Bh3AYIITHOTO MEXypUe OT CIpuHIIOBKarta. [[suiara urna
TpsiOBa fa Ob/ie 3a0KMTa MEPIIEHANKYJIISIPHO B KOYKHA I'bHKA, 3aXBaHAaTa C Tallela ¥ MoKazasiena;
KOXKHaTa I'bHKA TPsIOBa Ja ce MPUAbPIKa M0 BPEME Ha UHIKEKTUPAHETO.

3a TOMBIHHUTENHN YKa3aHUs 33 YIOTpeda 1 M3XBBPIISTHE BIXKTE ToUKa 6.6.
4.3 IlpoTuBONOKA3aHUS

- CBPBXYYBCTBHTEITHOCT KbM aKTUBHOTO BEIIECTBO MM HAKOE OT IIOMOIIHHUTE BEIIECTRA,
n30poeHu B Touka 6.1

- AKTHBHO KIIMHUYHO 3HAYMMO KbpPBECHE

- OCTBp OaKTepraneH eHAOKAPAUT

- TeXK0o OBOpeyHo yBpexnaHe (KpeaTHHHHOB KIHPBHC < 30 ml/min).

4.4 CpoeuuajHu Npeaynpe:KIeHUs U ClelHAJHH NpeAna3Hu MePKH NpH ynorpeda

donnanapuHyKc € MpeaHa3HadeH caMo 3a IOAKOXKHO NpriIokeHue. Jla He ce mpumara
HUHTPaMYCKYJIHO.

OmuThT OT JieyeHue ¢ PoHJANAPUHYKC Ha XeMOANHAMHYHO HECTaOMIHY NAl[EHTH € OTpaHUYeH, KaTo
HSIMa OITUT IIPU NMAlUEeHTH, IPH KOUTO € He0OX0ANMa TpoMOO0IIH3a, eMOOJIEKTOMHS, UIIH TI0OCTaBsSHE Ha
(GUITHp BHB BeHA KaBa.

Kpveousnueu

®donpanapuHyKkc TpsOBa 1a ce npuiiara ¢ BAMMaHue NpH MalUeHTH, IPX KOUTO UMa MTOBHUILEH PUCK OT
pa3BUTHE HAa KPHBOM3IIUB, KaTO MALIMEHTH C BPOJCHH WU NPUIOOUTH HapyLIEHUS Ha
KPBBOCHCUPBAHETO (HAmp. 6poii Ha TpomGormTHTe <50 000/Mm?), AKTHBHO YIIIEPO3HO CTOMAIIHO-
YpeBHO 3a00JI1BaHe U CKOPOILIEH BhTpeuepeneH KPbBOU3IUB, KAaKTO U CKOPO CleJ MO3bYHA,
rphOHAYHOMO3BYHA WIIM OYHA OTIepallHs U NMPY CHeNU(UIHY IPYIH TAUSHTH, KAKTO € TIOCOYCHO IT0-
J0JTy.

Kakro mpu apyrurte aHTHKOAryJlIaHTH, (OHAaNapuHyKC TpsiOBa Ja ce mpuiara ¢ BHUMaHHe IPU
MalMeHTH, KOUTO CKOPO ca MPeThpIey onepauus (<3 THU) U caMO cliell KaTo € U3BbpIIeHa
XUPYpPrHUYHA XEMOCTas3a.

Cpenctea, KOUTO TIOBUINIABAT PHCKA OT pa3BUTHE Ha KPHBOM3IIUB HE TPsAOBA Ja ce Mmpujiarart
€IHOBpEMEHHO ¢ (poHmanapuHykc. TakuBa cpefcTBa BKIIOYBAT Ae3UpyauH, GudpuHoautuy, GP
IIb/IIIa peenTopHy aHTarOHUCTHU, XEMAPHUH, XEIAPUHOUIN UM HUICKOMOJIEKYJIHU XeIIapHHU.

[To Bpeme Ha yeueHUe Ha IBIOOKA BEHO3HA TpoMO03a TpsIOBa Ja ce Mmpujiara eJHOBPEMEHHO JICUEHHUE C
aHTaroHuct Ha Butamut K cnopen nndopmanusata, npuioxxena B Touka 4.5. JIpyru aHTuarperanTHU
JIEKaApCTBEHU MPOJYKTH (AIECTUICATUIIIIOBA KHCEITMHA, TUITHPUIAMO, CYI(PpUHINPA30H, THKIOIHIUH
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nnu knonugorpen), kakro 1 HCIIBC tpsi6Ba na ce npunarar ¢ noBuuieHo BHumanue. [lpu
HEOOXOAMMOCT OT €AHOBPEMEHHO IPIJIOKEHHE € HEOOXOIMMO CTPOTO HaOIIOeHHE.

Cnunanna /Enudypanna anecmesus

B cnydait Ha XUpYprUYHA MAaHUIYJALMHU [IPY MTAUEHTH, pUeMaIld GoHIanaprHHyKC I0-CKOPO 3a
JICYCHUE Ha BEHO3HA TPOMOO03a, OTKOJIKOTO 32 MPOQHIIaKTHKA, HE TPIOBa J1a ce H3MO0I3Ba
CTIMHAJIHA/eTUAypaHa aHEeCTE3HS.

Hayuenmu 6 Hanpeonana ev3pacm

[NanmenTuTe B HanpeAHaNa BH3PAcCT ca ¢ IMOBUILEH PUCK OT KbpBeHe. Thii kaTo ObOpeuHara QpyHKIHs
OOMKHOBEHO HaMaJIsIBa C Bh3PACTTa, IIPH MAIlEHTUTE B HANPEHAIA BB3PACT MOXeE J]a ce Ha0Io1aBa
HaMaJleHO eJIMMUHIpaHe U MOBHILIEHA eKCIIO3UIHA Ha GoHIamapuHyKce (Bxk. Touka 5.2). Ciryuanrte Ha
KbpBEHE MpH MalMeHTH Ha Bb3pacT <65 roannu, 65-75 roguHu U >75 TOAWHU, pUEMaIn
MperopbyYBaHaTa J103a 3a JIeYeHUe Ha IbJI00KA BEHO3HA TpoMOo03a Win 0enoipodeH eMOOIn3bM ca
6w ceotBeTHO 3,0 %, 4,5 % 1 6,5 %. ChOTBETHUTE YECTOTH IPH MALMEHTH, TPHEMaIH
MpernopbyYBaHaTa J103a EHOKCAIIAPHH 32 JICYEHHE Ha JIhII00Ka BeHO3HA TpoMOo3a ca omu 2,5%, 3,6% u
8,3%, mokaro ciy4auTe Npu IMalUeHTH, IPUeMaIy IpernopbyBaHaTa 1032 HepaKIMOHUPaH XernapuH
3a JledeHue Ha 0enoapoOeH eMO0Iu3bM ca OUIM CHOTBETHO 5,5%, 6,6% u 7,4%. ®onpanapuHyKc
TpaOBa Ja ce mpuiiara ¢ BHUMaHUe MPU NAlMeHTH B HallpeAHaa Bb3pacT (BkK. Touka 4.2).

Hucko menecno meano
KJIMHUYHHAT OMUT € OTpaHUYCH MPH MAKEHTH ¢ TedaecHo Terio <50 kg. donnanapunyke TpsoBa na
ce MpuJiara ¢ BHUMaHKe B THEBHA /1032 OT 5 mg MpH Ta3u rpyna nanueHTH (Bx. Touku 4.2 u 5.2).

bvopeuno yepesicoane

PuckbT OT KbpBEHE Ce yBENMYaBa C yBelHuaBaHe Ha ObOPEYHOTO yBpexkaaHe. M3BecTHO e, ye
(boHmanmapuHyKC ce eKCKpeTHpa IIaBHO upe3 OboOpenure. CiiyyanTte Ha KbPBEHE MPH MAI[HEHTH,
MpHEMaIIH TPEeophUBaHaTa J103a 3a JICYUSHUE Ha JIBII00KA BEHO3HA TpoMO03a U OenoipodeH
eMOONM3bM C HOpMallHa ObOpedHa PYHKIHSL, JIEKO OBOPEYHO YBpEXKIaHe, yMEPEHO OBOpeuHO
YBpeXJIaHe U TeKKO OBOpeuHo yBpexkaaHe ca 6w chotBeTHO 3,0 % (34/1 132), 4,4 % (32/733),
6,6% (21/318) u 14,5 % (8/55). CnydanTe npu maumeHTH, MpUEeMAaIllH MPEenopbYBaHaTa 1032
€HOKCaIlapyH 3a JieueHHe Ha AbJI00Ka BeHO3Ha TpoM0o03a ca Omnn chotBeTHO 2,3% (13/559), 4,6%
(17/368), 9,7% (14/145) u 11,1% (2/18), a npu nanueHTH, NpUeMalli IpenopbyBaHaTa J03a
HepaKIMOHUPaH XelapyH 3a JedeHne Ha 6e10apo0eH eMOOIn3bM ca OMIIH ChOTBETHO 6,9%
(36/523), 3,1% (11/352), 11,1% (18/162) u 10,7% (3/28).

dongamapuHyKC € MPOTUBONOKA3aH IPH TEKKO OBOpEUHO yBpexkaaHe (KpeaTHHHHOB KIUPHHC

<30 ml/min) u Tps6Ba 1a ce mpwiIara ¢ BHUMaHNE IIPHU MAIIUEHTH ¢ YMEPEHO TEXKKO OBOpedHo
yBpexaane (kpearnHuHOB KiupbHC 30-50 ml/min). [IpoabiokuTeIHOCTTA HA JIedeHHEe He TPsOBa 1a
MIPEeBUINABA OIIEHEHATa [0 BpeMe Ha KIIMHUYHO Mpoy4uBaHe (cpeano 7 auu) (BX. Touku 4.2, 4.3 u 5.2).

Hsma orut B moArpymnara manueHTH ¢ €JHOBPEMEHHO BHCOKO TesecHo Teruio (>100 kg) u ymepeno
TeXKO ObOpeyHo yBpexnaHe (KpeaTHHUHOB KiupbHC 30-50 ml/min). ®onganapuHyke TpsiOBa aa ce
Ipuiiara ¢ BHUMaHUe Opy Te3u nanuent. Clien npuiaraie Ha mbpBOHaYaiHa no3a oT 10 mg THeBHoO,
MOJKe Jla ce OOMHUCIIM HaMaJIsIBaHe Ha THeBHATA J103a J0 7,5 mg, OCHOBaBaiiku ce Ha
(hapMaKOKHHETHYHO MOJAETIHpaHe (BXK. Touka 4.2).

Teoicko uepnodpobHo yepesicoane

[Mpuoxxenuero Ha poHIAaPUHYKC TPSOBa 1a ce 0OMICIN BHUMATEITHO, THI KaTO IPH HalUCHTH C
TEKKO YEPHOAPOOHO yBPEXKIAaHE MMa MTOBHUIIICH PUCK OT KbPBEHE [TOPaIM JInIca Ha GpakTopu Ha
KPBBOCHCUPBAHETO (BXK. TOUKa 4.2).

Tayuenmu c xenapun unoyyupana mpomooyumonenusi (HIT)

donnanapuHyKc TpsiOBa 1a ce U3I0I3Ba ¢ IOBUIIEHO BHUMaHKe IPY MalueHTy ¢ anaMmHe3a 3a HIT.
EduxacHoctTa 1 6e3omacHocTTa Ha (DOHIAMAPUHYKC HE Ca MPOYYBaHH O(PHUIIUATHO IPH MAESHTH C
HIT tun 1. ®onpanapuHyKc He ce CBbpP3Ba ¢ TpOMOOIMTEH (hakTop 4 1 OOMKHOBEHO HE pearupa
KPBCTOCAHO ChC CEPYM OT MAIMEHTH ¢ XenapuH uHaynupana rpomoouutonenus (HIT) tum I1. Bee
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aK PsIIKO ca MOJTydaBaHH CIIOHTaHHH choOmmenwus 3a HIT mpu manuenTy, nekyBaHu ¢
(doHamapuHyKc..

Anepaus KoM n1amexc

[peanasurtensaT Ha UINIaTa Ha IPEIBAPUTEIHO HAITBIHEHATA CIPUHIIOBKA ChIbPKa CyXa HaTypaliHa
JATEeKCOBA TyMa, KOSITO MOXKE J1a IIPeAN3BUKA AIEPTHIHHU PEaKIHH IIPH X0pa, TyBCTBUTEITHH KbM
JaTexc.

4.5 BzaumopeiicTBHe ¢ IPYIH JIeKapCTBEHHU NMPOAYKTH U Apyru (popmu Ha B3auMoelicTBHe

PuCKBT OT KbpBEHE ce MTOBHIIABA IPH €AHOBPEMEHHO IPIJIOXKEHHUE Ha (POHIANAPHUHYKC ChC CPECTRA,
KOHMTO MOTAT J]a TOTEHINPAT PUCKa OT Pa3BUTUC HA KPbBOU3IMBH (BX. Touka 4.4).

B knuHUYHY npoy4uBaHus ¢ POHAANAPUHYKC, IEPOPATHN aHTHKOATryJIaHTH (BaphapuH) He
B3aUMOJICHCTBAT Ha (papMaKOKWHETHYHO HUBO C (POHAATIAPHHYKC; IIPH IPHIOKEHHE Ha 1032 oT 10 mg
B U3MHUTBaHUS 33 B3aUMOJICHCTBHUE, ()OHIAIAPUHYKC HE MOBIHIBA aHTUKOATYJIAIIMOHHATA aKTHBHOCT
(INR) Ha BapdapuH.

TpomOonuTHUTE MHXUOUTOPH (aneTuncanuumioBa kucenuHa), HCIIBC (mupokcrukam) U TMTOKCHH He
B3aUMOJICHCTBAT HA (papMaKOKWHETHYHO HUBO C (pOHIAmapuHyKc. B m3nmTBaHus 3a B3auMoieiicTIe,
(oHanapuHyKc, IPUIIOKeH B 103a 10 mg, He MOBIUSABA BPEMETO Ha KbPBEHE MPH JICUCHHUE C
AIETHJICANHUIIMIIOBA KUCEINHA UITH MUPOKCHKAaM, HUTO (hapMaKOKUHETHKATa Ha IUTOKCUH B
CTaI[MOHAPHO CHCTOSHUE.

4.6 @epTHauTET, )PEMEHHOCT U KbPMEHE

Bpemennoct

Hsma HaNW4HY KIMHIYHY JAaHHY 32 MPUIOKEHHUE 10 BpeMe Ha OpeMeHHOCT. EkcriepuMeHTanHuTe
MIPOYYBAHUS TP KUBOTHH Ca HEJOCTATHYHM IO OTHOIICHUE Ha BIMSIHUETO BBPXY OpPEMEHHOCTTA,
eMOPHOHATHOTO/(PETATHO Pa3BUTHE, PAXKIAHETO U MOCTHATATIHOTO PAa3BUTHE ITOPAIH OTrpaHUICHATA
excriozunust. GoHIanapuHyKC He TpsiOBa /1a ce U3M0J3Ba MpH OPEMEHHH KEHU OCBEH B CITydail Ha
KaTeropuyHa He0OXOAUMOCT.

Kbpmene

DoHanapuHyKC ce eKCKpeTHpa B KbpMaTa Ha IIITbX0BE, HO HE € U3BECTHO JaJik C€ eKCKPETHPa B
yoBelkaTa KbpMa. KbpMeHeTo He ce mpenopbyBa 10 BpeMe Ha jJedyeHue ¢ GoHaanapuHyke. Benpeku
TOBa, IIepOpajHaTa pe30pOLHs IPU Aela € MaJIKO BEPOsITHA.

OepTunuTeT

Hsma nannu 3a eexra Ha poHAAIapUHYKC BbPXY (hepTUiIUTETa pH Xopa. M3nuTBanusTa npu
KUBOTHHU HE MOKa3BaT e(PeKT BbpXY QepTUINTETA.

4.7 EdexkTn BbpXy cioco0HOCTTa 32 opupaHe U padoTa ¢ MAIUIMHHU

Hsma npoyuBanus 3a eheKTHTE BBPXY CIIOCOOHOCTTA 32 mogHpane U padoTa ¢ MaIIHHH.

52



4.8 HexenaHu JeKapCTBEHH PeaAKIIUH

Haii-yecTure cepro3Hu HexXelaHu peakluy, Cho0IaBaHy Ipu (POHAATAPUHYKC Ca YCIOXKHEHHUS,
CBBP3aHH C KbPBEHE (C Pa3IMYHO MECTOIOJIOKEHNE, BKIFOYUTEITHO U PEJIKU CITyYa Ha BhTPEYepernHo/
BBTPEMO3BYHO U PETPONEPUTOHEATHO KbpBeHe). DoHganapuHyKe TpaOBa Ja ce mpujara ¢ HOBUIIEHO
BHUMAaHUE NpU NALUEHTH, KOUTO UMAT IMOBUILEH PUCK OT KbpBEHE (BXK. Touka 4.4).

BezonacHocTTa Ha poHIAMApUHYKC € OLEHSIBAaHA MPH:

- 3 595 nauneHTH, MOAJIOKEHH Ha TOJIIMa OPTOIIEANYHA ONlepalus Ha JOJTHUTE KpaltHULIN U
NeKyBaHHu 3a nepuon 10 9 quu (Arixtra 1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 327 nanueHTH, onepupaHy 3a ppakTypa Ha OelpeHaTa KOCT, JICKYBaHH 3a 3 CeIMUIIH CJIe]
HauyaiHa npo¢uiaktuka 3a 1 ceamuna (Arixtra 1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 1 407 mauueHTH, MOAJIOKEHHN HA KOpEMHa OmepaIus, JIEKyBaHH 3a nmeproy 10 9 nuu (Arixtra
1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 425 manMeHTH ¢ pUCK OT Pa3BUTHE HA TPOMOOEMOOIMYHH YCI0KHEHHS, JIEKyBaHHU 3a IEPUOJL 10
14 mam (Arixtra 1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 10 057 nanuentu, noxyvasany Jedenue 3a UA umu NSTEMI ACS (2,5 mg/0,5 ml)

- 6 036 manuenTH, nomydasamm jgedeHne 3a STEMI ACS (Arixtra 2,5 mg/0,5 ml)

- 2 517 nanueHTH, JIEKyBaHU 32 BEHO3HA TpoMOoeMOous ¢ (OHIAaNapuHyKC 3a CPEIHO 7 THU
(Arixtra 5 mg/0,4 ml, Arixtra 7,5 mg/0,6 ml u Arixtra 10 mg/0,8 ml).

Te3u HexxenaHu peakuuu TPsOBa 1a ce HHTEPIPETHPAT B XUPYPTUUHHS I METUIUHCKA KOHTEKCT Ha
nokazaHuATa. [IpopusT Ha HEXeTaHUTe CHOUTHS, CHOOIICHH B IPOTrpamMara 3a OCThP KOPOHapeH
CHHJPOM, € B CbOTBETCTBHE C HEKEITAHUTE JIEKAPCTBEHHN PEAKLIMH, yCTAHOBEHH MPU NPO(UITaKTHKA Ha
BEHO3HA TPOMOOEMOOITHSI.

Hesxenanute peakuuu ca H30POEHH 10 CHCTEMO-OPraHeH Kilac M uecTtora. YecToTHuTe ce ONpenessT
Karo: MHOTO yectH (> 1/10), yectu (> 1/100, < 1/10), mewectr (> 1/1 000, < 1/100), penxu
(= 1/10 000, < 1/1 000), muoro peaku (< 1/10 000).

CHcTeMO-OpraHeH | 4ecTH HeYecTH penxu
KJac (>1/100 5o < 1/10) (=1/1 000 5o <1/100) | (=1/10 000 no < 1/1 000)
MedDRA
Hngperxyuu u UHQEKIMS HA TIOCTOIICPATHBHH
unpecmayuu paHu
Hapywenus na AHEMWUSI, TPOMOOIUTOICHHS, PETPOIEPUTOHEATHO KBPBEHE ",
Kpbema u [OCTONEePATUBEH TPOMOOIUTEMHUSI, YepHOAPOGHO,
JquM@Hama cucmema | KpbBOU3IUB, yTEPO- TPOMOOLIUTHH BBTPEUCPEITHO/BBTPEMO3IBIHO
BardHAJICH AHOMAJIVIU, HAPYIIEHHUS | KbPBEHE
KPBBOM3IIHE, Ha KPbBOCHCHPBAHETO

XEMOIITH3a, XeMaTypus,
XEMaTOM, KbPBEHE OT
BEHIIUTE, ypIypa,
ETHICTAKCHUC,
CTOMAIIHO-YPEBHO
KbpBEHE, XeMapTpo3a’,
KPBBOU3JIHB B OKOTO
00pa3yBaHe Ha CUHUHU

Hapywenus na aJepruvHa peaxmus

UMyHHamMa cucmema (BKITIOUUTEITHO MHOTO PEIKU
CJIy4au Ha aHTHOEEM,
aHa(WIaKTOHTHA/aHA
(huitakTHYHA peakIus)

Hapywenus na XHUIOKATUEMUs], TIOBUIIABEH

Mmemabonuzma u nebenThueH asor (Npn)'*

Xpanernemo

Hapywenus na riaBoOome 0e31MoKOHCTBO, 00BPKAHOCT,

HepeHama cucmema 3amMaliBaHe, CHHJIMBOCT,
CBETOBBPTEK

Cv0osu HapywieHus XUTOTOHHSI
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(yHKIHOHATHH
H3CIIeIBaHUS Ha
YepHUs Apoo,
MOBUINIABaHE Ha
CTOMHOCTUTE Ha
YepHOAPOOHHUTE
SH3UMU

CucreMo-opraneH YecTH HeYyecTH peaku

KJ1ac (=1/100 no < 1/10) (=1/1000 50 <1/100) | (=1/10 000 10 < 1/1 000)
MedDRA

Pecnupamopnu, 3ayX Kaluiuna

2PYOHU U

MeOUACMUHATHU

Hapyuwienus

Cmomawmno-upesHu raJicHe, MOBpbIIaHe KOpeMHa 00JIKa, TUCIIETICHs,
HapyuleHus TaCTPHT, 3aIIeK, THAPHS
Xenamobunuapnu OTKJIOHEHUS B OunpyOHHEMHUS
HapyuleHus pe3ynTaTuTe OT

Hapywenus na
KodHcama u
NnOOKOJICHAMA
TbKAH

epUTEMAaTO3¢H 00pHB,
chpOex

Obwu HapyweHus u
HapywieHus Ha
MACMOMO HA
npunodicerue

OTOK, nepudepen
OTOK, OOJIKa,
TOBHIIEHA
TeMIeparypa, TpbIHa
0o1Ka, CeKperus oT
paHaTa

peakuus Ha MsICTOTO Ha
MHXXEKTHpaHe, 00JKa B KpakaTta,
yMopa, 3a4epBsBaHe, CHHKOII,

TOpELIH BBJIHHU, TCHATAIEH OTOK

@ Npn osnauasa nebenmouen azom, m.e. ypes,

HC}II/I&TDI/I‘-IH& TIOITyJIaust

NUKOUHA KUCETUHA, AMUHOKUCETUHU U M. H.
* HJIP, ev3uuxnanu npu no-eucoxu 0ozu 5 mg/0,4 ml, 7,5 mg/0,6 ml u 10 mg/0,8 ml.

BezonacHocTTa Ha hoHmamapuHyKC pU NeIUaTpUYHM NAlMEHTH He € yCTaHoBeHa. B oTBopeHo,
PETPOCIICKTHBHO, HEPAHIOMHU3NPAHO, EAHOIEHTPOBO KIMHIYHO NMPOYYBAHE C €AHO PAMO NpH

366 nequaTpUYHM NALMEHTH C BEHO3HA TpOMOOeMOOmus, JIeKyBaHH ¢ (poHIATapUHYKC, TPOPHIBT Ha
0e301acHOCT €, KaKTO CJIe/Ba:
CchOUTHE C TOSIMO KbpBEHE chriiacHo onpeaenenueto Ha ISTH (n = 7; 1,9%): npu 1 manuent (0,3%)
ce HabJI0/1aBa KIIMHUYHO SIBHO KbpBeHe, pH 3 manuentH (0,8%) ce HaOmoaaBa roiasiMo KbpBeHe, a
npu 3 manmenTH (0,8%) — TosIMo KbpBEHE, H3NCKBAIIO XHUPYPIUIHA HHTepBeHIMs. CHONTHATA HA
rOJISIMO KbPBEHE BOZAT A0 MPEKbCBaHE Ha JIeUeHUETO ¢ (poHIanapuHyKC py 4 NauueHTy 1
IpeKpaTsiBaHe Ha (POHAATAPHHYKC IIPH 3 IaI[UeHTH.
OcseH ToBa npu § nanueHTH (2,2%) ce HaOMoaaBa OTKPUTO KbPBEHE, 32 KOETO € MPUIIOKEH KPbBEH

MIPOAYKT, U KOETO HE MOXeE Ja C€ IIPUIIUILE JUPEKTHO Ha OCHOBHOTO 3a00JsIBaHE Ha MALMEHTa, a IpU
4 nanuentu (1,1%) uma KbpBeHe, U3UCKBALIO MEJULIMHCKA WIM XUPYPriuuHa UHTepBeHIus. Beuukure
TE3U ChOUTHS HaJlaraT NpeKbCBaHe WK NPeKpaTsBaHe Ha JIEYSHUETO ¢ (poHIAmapHHYyKC ¢
M3KITIOYCHUE Ha | TaIeHT, 3a KOTOTO AeHCTBHETO, IPEAIIPUETO M0 OTHOMICHUE Ha (hOHIATAPHHYKC,
HE € ChOOIICHO.

Jonbaaurenso apyru 65 namuentu (17,8%) cpobiiaBar 3a Ipyro OTKPUTO KbPBEHE MU
MEHCTPYAJTHO KBbPBEHE, BOIEIIIO 10 MEANIIMHCKA KOHCYIITAlNS W/HIIH HHTBEPBEHIU.

HabnronaBanu ca cieHHTE HEXXETaHW CHOUTHS, KOUTO MPECTaBISIBAT ClielualieH nHatepec (n = 189;
51,6%): anemus (27%), Tpomboumtonenus (18%), anepruunu peakuuu (1%) u xunoxanuemus (14%).

Cpo011aBane Ha MOA03UPAHM HEXKENAHN PEAKIIMHI

Cro01aBaHeTo Ha MOO3MPAHN HEXKEJaH! PEakIiK CIIe paspellaBaHe 3a ynorpeda Ha JeKapCTBEHHUS
MPOJYKT € BaxHO. TOBa MO3BOJISIBA J]a MPOIBIKU HAOIOICHUETO HA ChOTHOIIICHUETO T0J13a/PHCK 3a
JeKapCTBEHUS MPOAYKT. OT MEAUIIMHCKHUTE CIICIIMATMCTH CE U3MCKBA J1a ChOOIIIaBaT BCsKA
MOJT03MPaHa HeXellaHa Peakius Yype3 HAlMOHAIHA CHCTeMa 3a ChOOIaBaHe, IOCOYCHA B

[punoxenue V.
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4.9 Ilpeno3upane

DoHanapuHyKC B I03H MO-BUCOKHU OT MPETIOPHYAHUTE MOKE JIa IOBEJIE JI0 TIOBUILIEH PHCK OT
KbpBeHe. Hsama mo3nat aHTuaoT Ha GoHJamapuHyKcC.

[Ipu npeno3upane, yci0)KHEHO C KbPBEHE, JICUSHUETO TPsIOBa /1a ce MPEKbCHE U Ja Ce MOThPCU

ObpBUYHATA NPpHUYIKWHA. TpH6Ba Ja ce 00OMUCIIY 3aloYBaHe Ha MOAXO IO JICUCHNUE KAaTO XUPYpruiHa
XeMOocCTas3a, KpbBOIIPEIIMBAHE, IPCIMBAHE HA IIPsICHA I1Jia3Ma, nna3Maq)epe3a.

5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 ®apmakoguHAMHYHM CBONCTBA

dapMakoTepaneBTHYHA IPyIa: aHTUTPOMOOTHYHHU CPEZCTBA.
ATC xox: BO1AXO05

DapmaxoouHamuyny ehexmu

donnanapuHyKC € CHHTCTHYCH U CEJICKTHBEH MHXUOUTOP Ha akTHBUpaH (pakTop X (Xa).
AHTUTPOMOOTHYHATA AKTUBHOCT Ha (POHIAIAPHHYKC € Pe3yNTaT OT MEAUMPAHOTO OT aHTUTpoMOuH 111
(arTUTPOMOMH) CeneKTUBHO MHXMOMpane Ha QakTop Xa. Upe3 celeKTHBHO CBbP3BaHE C
aHTUTPOMOUH, (oHAANApUHYKC TToTeHIupa (0koJo 300 TbTH) ecTeCTBeHATa HeyTpalInu3alus Ha
¢akTop Xa oT anTUTpOoMOUH. HeyTpanusupanero Ha daxTop Xa MpekbcBa KoaryjJalloHHATa Kackaaa
Y MHXHOUpa KakTo 00pa3yBaHETO Ha TPOMOHH, Taka U Pa3BUTHETO Ha TpoMO. DoHmanapuHyKC He
WHAKTUBUpa TpoMOuHA (akTuBUpaH ¢daktop I1) u He oka3Ba ePeKT BbPXY TPOMOOIIMTHUTE.

[Ipu npuoxeHne B TepaneBTHYHH 1034 (POHAANAPUHYKC HE TIOBJIHABA B KIIMHUYHO 3HAUYMMa CTETIeH
PYTHHHHTE KOATyJIAIIMOHHH TECTOBE KATO aKTHBHPAHO MAPIIHATHO TpoMOomIacTHHOBO BpeMe (aPTT),
aKTUBHPAHO BpeMe Ha KpbBochbcupBaHe (ACT) uiu mia3MeHuTe TecToBe 3a MPOTPOMOMHOBO BpeMe
(PT)/Mexnynaponno cranaaptusupano crotHomenue (INR), kakTo u Bpeme Ha KbpBEHE U
($uOpUHONINTHYHA aKTUBHOCT. Bee mak ca momyyaBaHU peaKH CIIOHTAaHHH CHOOIICHMS 3a yIbKaBaHe
Ha aPTT. B mo-BUCOKH 1034, MOTaT Ja HACTHIAT yMepeHu npomeHu B aPTT. Ilpu npunoxenue Ha
Jo3u oT 10 mg B U3NUTBaHUSA 3a B3aUMOeIcTBHE, (POHIANAPUHYKC HE MOBJIMSABA 3HAYUTEIHO
aHTHKoarynanuroHHara aktuBHOCT (INR) Ha BapdapuH.

donmanapuHyKc OOMKHOBEHO HE pearupa KPbCTOCAHO ChC CEPYM OT MAIUCHTH C XCapuH
HMHAyLHpaHa TpoMOonuToneHus. Bee mak psaxo ca moigy4yaBaHu clioHTaHHU choOmmenus 3a HIT npu

MAlMEHTH, JIEKyBaHU ¢ (POHJaNapuHyKcC.

Knunuunu usnumeanus

Knuanynata nporpama 3a GpoHzanapuHyKc NpH JeYeHne Ha BeHO3Ha TpoMOoeMOous e Ch3AaJieHa, 3a
Jla TIOKake e(pMKacHOCTTa Ha (hOHAAIIAPUHYKC 3a JICICHHE Ha IBHJI00Ka BEHO3HA TPoMO03a U
Oenoapoden emOonu3bM. B KOHTponupanu kuHUYHY m3nutBaHus ¢a3za 11 u Il ca Brirouenn Ha

4 874 nauueHTH.

Jleuenue na ovnooxa 6enosna mpomoosa

B exHO paHIOMU3UPAHO, TBOWHO-CIIATIO KJIMHUYHO W3MUTBAHE MPH MAIIMEHTH C MMOTBHPJICHA JUATHO3a
0CTpa CUMIITOMaTH4HA AbJI00Ka BEHO3HA TpoM0O03a, hoHmanapunykc 5 mg (tenecHo rerno < 50 kg),
7,5 mg (tenecHo Termo = 50 kg, < 100 kg) mnum 10 mg (TenecHo Terno >100 kg), mpunarad moakoxHo,
BEJIHBXK JTHEBHO € CpaBHEHA ¢ eHOKcarmapuH Hatpuid 1 mg/kg, mpuiiarad moako>xHo, JBa ITbTH JTHEBHO.
JlexyBanu ca o610 2 192 naruenTy; 3a ABeTe Py MAMEHTUTE ca JCKYBaHU 332 Hal-MaJIKo 5 THU U
10 26 nuu (cpenHo 7 auu). M nBeTe rpymnu Ha JieueHHue ca IpueMalld aHTaroHUuCT Ha BUuTaMuH K, kato
JICYEHUETO C HETO € 3aI04BajI0 B paMKHUTE Ha 72 yaca clie/l IPUII0KEHHETO Ha IbPBOTO U3MUTBAHO
JIEKapCTBO U € MpoabiKaBaio 3a 90 + 7 aHU ¢ perysspHa IpoMsHa Ha Ao3uTe 3a nocturane Ha INR ot
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2-3. IIbpBuyHaTa KpaiHa ToYKa 32 epUKACHOCT € OHJIa ChUYeTaHUe OT MOTBBPICHA CUMITOMATHYHA
peumarBHpana HedaraiHa BeHO3Ha TpoMOoeMOons 1 haTaiHa BEHO3HA TPOMOOEMOOIIHS,
IOKJIaJBaHU 0 JeH 97. YCTaHOBEHO €, 4e JIeUCHUETO ¢ (hOHIAMAPHHYKC € C He I0-MaKa eUKacHOCT
OT JICYCHUETO C EHOKCANapuH (YeCTOTHTE Ha BEHO3HA TpoMOoeMOomHs ca 6unn choTBEeTHO 3,9% 1
4,1%).

CepHo3HO KbpPBEHE 110 BpeMe Ha HAYaJIHUs TIEPUOJT Ha JieueHue € HaOmoqaBano pu 1,1% ot
ManueHTuTe Ha (poHaanapuHykce B cpaBHeHue ¢ 1,2% oT malieHTuTe Ha EHOKCAINapyH.

Jleuenue na 6enoopoben emoonuzvM

[Ipu nanmeHTH ¢ OCThP CHMITOMATHYCH OEIOAPOOCH eMOOIH3bM € MTPOBEICHO PaHJIOMH3HPAHO,
OTBOPEHO KJIIMHUYHO M3NHTBaHe. J[narno3ara € moTBbpAEHa ype3 OOEKTUBHU METOIH Ha H3CIIeIBaHEe
(xommoThpHA TOMOrpadus Ha 051 Jpod, 6enoapodHa anrnorpadus i cnimpanHo KT ckenupane).
Uzkimovenu ca maiMeHTuTe, Ipu KOUTO ca Omin HeoOXoAUMHU TPOMOO0IIN3a, eMOOJIIEKTOMUS HITH
¢buITHp Ha vena cava. PaHaoMU3MpaHUTE NMAEHTH OM MOIJIO Ja ca JISKYBaHH IIPEeIBapUTEIIHO C
HeppaKIMOHUPAH XeMapHH, 10 BpeMe Ha CKpHHUHTOBaTa (pasza, HO MallMeHTHTE, JICKYBaHH 32 MTOBEYE
0T 24 yaca c TepaleBTUYHA /1032 aHTUKOATyJaHT WX C HEKOHTPOJIUpaHa XUIIEPTOHUS, ca OMITH
n3kmoueHu. @onnanapunykc 5 mg (tenecHo terio < 50 kg), 7,5 mg (tenecHo Termo > 50 kg,

<100 kg) mim 10 mg (TenecHo Terno >100 kg), npunarad moaKoXHO, BEAHBXK THEBHO € CpaBHEHA C
HepaKIMOHUPaH XeMapyH, IpUjlarad KaTo HHTpaBeHo3Ha O6oirycHa nrxeknus (5 000 IU), mocnenBan
OT NPOABIDKUTENIHA HHTPABEHO3Ha HH(Y3HUs, IPUTOJIeHa 3a MoAAbpKaHe Ha 1,5-2,5 nbTH
KoHTposHHTE cToiHOCTH Ha aPTT. JlekyBanu ca o6mo 2 184 marnmeHTy; 3a ABETE TPYIH MAI[UEHTHUTE
ca JISKyBaHH 3a Hal-Maiko 5 auu u 10 22 quu (cpenHo 7 muu). Y nBere rpymu Ha JedeHue ca
IIpUeMalIyl aHTarOHUCT Ha BUTaMMH K, KaTo Je4eHneTo ¢ Hero € 3amo4Bajio B paMKHUTe Ha 72 yaca
CJIe]] TbPBOTO NMPHJIOKEHNE HA N3MUTBAHOTO JIEKAPCTBO U € MPoAbbkaBaio 3a 90 + 7 aHu ¢ peryispHa
MpoMsiHa Ha fo3ute 3a nocturane Ha INR ot 2-3. [IspBuuHaTa KpaiiHa Touka 3a e(UKacHOCT € Ouna
ChUYeTaHNe OT NOTBBP/ICHA CHMIITOMATHYHA PEUANBUpAIIa HedaTalHa BEHO3HA TPOMOOEMOOIUS 1
(aTanHa BeHO3HA TPOMOOEMOOIHS, TOKJIAABAHU 10 eH 97. YCTaHOBEHO €, 4e JICYEHHETO C
(doHIamapuHyKC € ¢ He Mo-Malika e(UKacCHOCT OT JICYCHHUETO ¢ HepaKIMOHUPaH XerapuH (4ecToTara
Ha pa3BUTHE Ha BEHO3HA eMOouus e Ouia chorBeTHO 3,8% u 5,0%).

Cepro3HO KbpBEHE TI0 BpeMe Ha HaYallHHS IEPUOJ] Ha JieueHue € HabmroaaBaHo pu 1,3% ot
nanueHTuTe Ha poHaanapuHykce B cpaBHeHue ¢ 1,1% oT nauueHTuTe Ha He(PaKLMOHUPAH XEIapHH.

Jleuenue Ha eeHo3Ha mpomboembonua npu NeOUampuyHy NAYueHmu
BezonacHocTTa M eprukacHoCTTa Ha (POHIANAPUHYKC IPU NEAUATPUIHHU TALUEHTH HE Ca yCTaHOBEHU B
MIPOCIIEKTUBHY PaHIOMHU3UPAHH KJIMHUYHU POYyUYBaHHA (BX. TOUKa 4.2).

B oTBOpeHO, peTpoCneKTHBHO, HEPAaHAOMU3UPAHO, €AHOLEHTPOBO KIMHUYHO MIPOYUYBAHE C €AHO PaMoO
366 nequaTpUYHU MAIMEHTH ca JEKYBaHU Nocie1oBaTeNHo ¢ ¢poHganapuHykc. OT Te3u 366 nanueHT:
313 nmanueHTH ¢ JUarHo3a BEHO3HA TPOMOOeMOOITHS ca BKIIFOUCHHU B TPyIaTa 3a aHallu3 Ha
e(pHUKacHOCTTa, OT KOUTO 221 MalueHT! cho0IIaBar 3a ynorpeda Ha GpoHIanapuHykc 3a > 14 nHu

U IpYTH aHTUKOAryJIaHTH 3a < 33% OT Is10CTHATA IPOIBIDKUTETIHOCT Ha JICUCHUETO C
¢donnanapunykc. Hali-uecTusaT BuJ BEHO3HA TpoMOOeMOO0IUs € TpoMOO03a, CBhp3aHa C U3MOI3BAaHETO
Ha kareTbp (N = 179; 48,9%); 86 nmauuentu ca ¢ Tpom003a Ha TOJTHUTE KpalHULM, 22 TALMEHTH ca C
TpomO03a Ha HepedpalHUTe CHHYCH, a 9 manueHTH ca ¢ 6enonpodHa emOomus. [Ipu manueHTure e
3amoyHaro jJeuenue ¢ pongamapunykc 0,1 mg/kg BenHbK THEBHO, KaTO JO3UTE Ca 3aKPBIJICHH JI0
Hall-0nm3KkaTa J103a, KOATO AOCTaBs €1Ha OT IIPEBapUTEIHO HAIIbJIHEHUTE CIPUHLIOBKH (2,5 mg, 5 mg
i 7,5 mg) npu nanuenTH ¢ terno Hax 20 kg. [Ipu marmentnte ¢ termno 10 — 20 kg npuioxeHueTo e
BB3 OCHOBA Ha TEJIECHOTO TerJio 0e3 Aa ce 3aKpbIVIABa 10 Hail-0yn3KaTa 103a, KOATO JOCTaBs €1Ha OT
MpeIBAPUTEITHO HAITBIIHEHUTE CIIPUHIIOBKU. HuBarta Ha (hoHIanmapruHyKce ca MpocieiIeH: Ciie]] BTopaTa
WK TpeTaTa J103a A0 JOCTUTaHEeTO Ha TepaneBTHYHM HuBa. Ciel ToBa HUBaTa Ha ()OHAAMAPUHYKC ca
IIpOCIieIIBaHy IbPBOHAYAIHO CEIMUYHO U CJIe/l TOBA Ha BCeKH 1 — 3 Mecera B aMOyJIaTOpHH yCIIOBUS.
[IpaBeHu ca KOPEKIMHU HA A03aTa 3a TIOCTUT'aHE HAa TMKOBA KOHIEHTPALUs Ha (OHAaNapuHYKC B
KpbBTa B paMKHUTE Ha TepaleBTUUHUS LieseBu auanas3oH ot 0,5 — 1,0 mg/l. Makcumannara 1o3a He
TpsOBa Ja MpeBuIIaBa 7,5 mg/aeH.
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[ManmenTHTe MOMyYaBaT IbpPBOHAYAHA 1032 ¢ Meanana npuommsurento 0,1 mg/kg TenecHo Terio,
KOETO MpeJICTaBIsIBa MeIMaHa Ha jjo3ara 1,37 mg B rpymnarta ¢ terio < 20 kg, 2,5 mg B rpynara ¢
teryio ot 20 no < 40 kg, 5 mg B rpynara c terno ot 40 1o < 60 kg u 7,5 mg B rpymara c terio > 60 kg.
B®3 ocHOBa Ha CTOWHOCTHTE Ha MEJMaHATa TEPAIIEBTUYHUTE HIBA CE MMOCTUTAT 32 MPUOITUIUTEITHO

3 IHU B paMKHTE Ha BCHYKU BH3PACTOBHU Ipynu (BXK. Touka 5.2). B npoyuBaneTo MenuaHa Ha
TIPOBIDKUTEITHOCTTA Ha JIedeHneTo ¢ pormanapunykc e 85,0 qau (auamnaszoH ot 1 g0 3 768 nHu).

[IbpBUYHaTa edukacHOCT € Oa3upaHa Ha U3MEpPBaHe Ha JleJla Ha eJUaTpUYHNUTE MAllUeHTH ¢ ITbJIHA
Tpombonu3a 1o 3 mecena (+ 15 aan). OOomeHUTe pe3yaTaTH Py IbJIHA TPOMOOJIM3a B X01a Ha
OCHOBHATa BEHO3HA TPOMOOEeMOOIHs IPU MALMEHTH Ha Mecel] 3 ca IPEeACTABeHH 110 IPYIH Bb3 OCHOBA
Ha BB3pacTTa U Teryoro B Tabmmna 1 u 2.

Ta6anua 1. O6001eHu pe3yJTaTi NPH MbJAHA TPOMOO0JIN3a B X012 HA OCHOBHATA BEHO3HA
TpoMOGoeM00Hs 10 Mecell 3 0 Bb3PacToBa rpyna

Tpom6bu, n (%)

< 2 roaguHu >2no >6n0 >12 no
(N=30) < 6 roAMHH <12 roauHn <18 roaqunu
n (%) (N=61) N=72) (N =150)
I[Mapamersp n (%) n (%) n (%)
[TbnHa TpOoMOOINIM3a HA HAM- 14 (46,7) 26 (42,6) 38 (52,8) 65 (43,3)
MaJIKO efrH TpoMO, n (%)
[IpmHA TpOoMOOI3a HA BCHUKH 14 (46,7) 25 (41,0) 37 (51,4) 64 (42,7)

Taboauua 2. O00011eHM Pe3yJTATH IPU IBJIHA TPOMOOJIM3a B X012 HA OCHOBHATA BEHO3HA
TpoMOGoemM00JHs 10 Mecell 3 10 rpyna no TerJaoTo

Tpom6bH, n (%)

<20 kg 20 10 <40 kg | 40 1o <60 kg >60 kg
N=091) (N=178) (N=170) N=173)
IIapameTsp n (%) n (%) n (%) n (%)
[TenHa TpOMOOIIM3A HA HAl- 42 (46,2) 42 (53,8) 30 (42,9) 28 (38,4)
MaJIKO euH TpoMO, n (%)
[TbnHA TpOMOONIH3a HA BCUYKH 41 (45,1) 42 (53,8) 29 (41,4) 27 (37,0)

5.2 ®apmakokMHETHYHM CBOMCTBA

@dapMaKOKHHETHKATa Ha (POHAANAPUHYKC HATPHUil Ce yCTaHOBSBA OT INIa3MEHHUTE KOHLIEHTPAIUU Ha
(oHmanmapuHyKc, N3MEpeHH Upe3 aHThu-(pakTop Xa akruBHOCT. CaMo (pOHTAMAPHHYKC MOXKE /1a ce
M3M0JI3BA 32 KaTHOpHUpaHe Ha aHTU-Xa aHaIu3a (MEXXIYHAPOIHUTE CTAHAAPTH 32 XCTAPUH MIH
LMWH He ca momxosmiy 3a ToBa MPHIOKEHUE). B pe3ynTar koHIeHTpanusaTa Ha GOHJATapHHyKC ce

W3passaBa B MUIIUTPaMu (Ng).

Abcopbyus

Crnen noJkoxHO Npuiiarane GpoHaanapuHykce ce abcopoupa u3Isuio u 0bp30 (abCcoMroTHA
6uonamuunoct 100%). Cnen npuiiarase Ha eJHa NOJKOXHA MHXKEKIMs oHJanapuHykc 2,5 mg Ha
MJIaJId ¥ 3/IpaBU JIMIA TMKOBATA T1a3MeHa KoHneHTpanus (cpeana Cmax = 0,34 mg/l) ce noctura 3a 2
yaca ciiell IpuIokeHueTo. [1na3sMennTe KOHIeHTpaluy Ha 0J0BHUHATa OT CTOHHOCTHUTE 3a CpeHa
Chnax C€ OCTHTAT 3a 25 MUHYTH CJIe[] IPUJIaraHe Ha J1o3aTa.

[pu 31paBu nua B HanpeHaIa Bb3pacT GapMakOKUHETHYHUTE TapaMeTpy Ha (OHIanapuHyKe ca
JUHEWHU B TPAHHIIUTE OT 2 70 8 Mg, NPUIOKEHU NOK0XKHO. Clie ] MPUII0KEHUE BEIHBXK JTHEBHO
CTallMOHAPHUTE MJIa3MEHH HHUBA ce nocturar cien 3 win 4 nuu ¢ 1,3 ety noBumenne Ha Cmax 1

AUC.

Ouenennre cpernan (CV%) GpapMakOKWHETHYHH ITApaMEeTpH Ha (OHIAAPUHYKC B CTAI[HOHAPHO
CBCTOSIHUE MIPH MAIMEHTH, TOAJIOKEHN Ha ONepawus 3a CMsiHa Ha Tazo0epeHara cTaBa, mpueMaIlu
¢doHnanapuHykc 2,5 mg BEIHBK THEBHO, €. Cmax (Mg/1) — 0,39 (31%), Tmax (h) — 2,8 (18%) u

Chin (mg/1) -0,14 (56%). I1pu narmentu ¢ Gppakrypa Ha OeapeHaTa KOCT, CBbp3aHa ¢ HarlpeaHanaTa uM
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BB3pAacCT, IUIA3MEHUTE KOHIIEHTPANU Ha (POHAAMapUHYKC B CTAIIMOHAPHO ChCTOSHUE ca: Cmax (Mg/1) —
0,50 (32%), Cmin (mg/1) — 0,19 (58%).

[Ipu eyenue Ha TBIOOKA BEHO3HA TpoMO03a 1 0estoIpoOeH eMOOIH3bM MAIUSHTUTE, IIPHEMAaIIN
(dhonnanapunykc 5 mg (tenecuo rerno <50 kg), 7,5 mg (renecuo rerno 50-100 kg BxirounTenHo) u
10 mg (renecuo terno >100 kg) BeqHbK AHEBHO, JO3UTE, IPOMEHEHU B 3aBUCUMOCT OT TETJIOTO
MOKAa3BaT CXOJ/IHA EKCIIO3UIIMSI BbB BCUYKHU KaTeropuu TenecHo Terio. Cpeqaure (CV%)
(apMaKOKMHETUYHH [TapaMETPH B CTAIIMOHAPHO CHCTOSHKE, ONPECICHH 32 (POHIAMAPUHYKC IIPU
MAIMEHTH C IBJI00KA BEHO3HA TpoM003a, TprueMaiiy (GoHAAMaApUHYKC 1O TIPEATI0KEHUS JO30B PEXUM
BEJIHBK AHEBHO €A Cmax (Mg/1) — 1,41 (23 %), Tmax (h) — 2,4 (8%) 1 Cumin (mg/1) -0,52 (45 %).
Cebp3anute 5 1 95 npouenTa ca cboTBETHO 0,97 1 1,92 32 Crax (mg/1) 11 0,24 1 0,95 3a Cpin (mg/1).

Pasnpeodenenue

OO6embT Ha pasnpeneneHne Ha GoHgamapuHykc e orpanudeH (7-11 nutpa). In vitro, ponnanapuaykc
ce CBBpP3Ba CIEIM(UIHO U B roJIsIMa CTEIICH ¢ OeIThKa aHTUTPOMOUH, KaTo CBEP3BAHETO € 3aBUCHMO
OT J03aTa ¥ 1m1azMeHara konueHTpamyst (98,6% mo 97,0% B rpanunure Ha KoHIEHTpanuu ot 0,5 1o
2 mg/l). donmanapuHyKc He ce CBbP3Ba 3HAUYUTEIHO C APYTH IUIa3MEHH IIPOTSHHH, BKIIFOUUTEIHO U C
TpoMOonuTeH akrop 4 (PF4).

Toii kKaTo PoHIANAPHHYKC HE CE€ CBBbP3BA 3HAYMTENHO C APYIH IUIA3MEHH IPOTEUHH, OCBEH C
AHTUTPOMOMH, HE CE 0YAKBAT B3aMMOJICHCTBUS C JAPYTH JCKAPCTBEHU MPOAYKTH Ha Oa3aTa Ha
HM3MECTBaHE OT MecTaTa Ha CBbP3BaHE C IUIa3MEHNUTE IPOTEHHHU.

buompancpopmayus
Borpeku ue HAMa ISUIOCTHA OIEHKa, HAMa JaHHH 3a MeTabosn3upane Ha (GOHIAmapruHyKC U MO~
CTEHATHO HSIMA JaHHH 32 00pa3yBaHe Ha aKTUBHHU META0ONTH.

donnanapunykc He uaxubupa in vitro CYP450s (CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2D6,
CYP2E1 wnu CYP3A4). [lopanu Ta3u npuuuHa He ce o4akBa (POHAAMAPUHYKC Ja B3aUMOAEHCTBA C
JPYTH JEKapCTBEHH MPOIYKTH in vivo upe3 naxuoupane Ha CYP-meannpanns Metabonn3bm.

Enumunupane

EnuMuHaNMOHHUAT NOTYKUBOT (ty;) € okoso 17 yaca npu 3apaBy, MiIaJy LA U okoso 21 yaca npu
3IIpaBU JIMIla B HarpegHaia Bp3pacT. PoHmanapuHyke ce ekckperupa B 64-77 % ot 6p0peunte noj
(opmaTta Ha HEIPOMEHEHO BEILECTBO.

Cneyuguynu 2pynu nayuenmu

Tleouampuunu nayuenmu — @apMakOKMHETHYHUTE MapaMeTpy Ha (OHIAIAPUHYKC, IPUIIATaH BEIHBK
JTHEBHO TIOJIKO’KHO, N3MEPEHH KaTo aHTH-(aKTOp Xa aKTUBHOCT, Ca OXapaKTepU3UpPaHHU B
npoyuBaneTro FDPX-1JS-7001, peTpocneKTUBHO NMpOyYBaHe MpH MeIUaTPUUHU NauueHTu. [1pu
npubam3uTenHo 60% OT ManueHTruTe He € Heo0X0AMMa KOPEKIIMs Ha J103aTa 3a JOCTUTaHe Ha
TepaleBTUYHA KOHILIEHTpauus Ha poHmanapuHyke B kpbBTa (0,5 — 1,0 mg/l) B Xoma Ha TAXHOTO
neuenue; npu nouru 20% e HeoOxoauMa ellHa KopeKIus Ha qo3ara, npu 11% ca HeoOxoaumu J1Be
KOpEKIIMH Ha nto3ara u ipu 10% ca HeoOX0oIuMHU MoBeYe OT JIBe KOPEKIMH Ha JI03aTa B X0/1a Ha
JICUEHUETO 3a TIOCTUTAaHE HA TEPANEBTUYHUTE KOHIIEHTPALUHU Ha (hoHmanapuHykc (Bxk. Tabnuma 3).

Tab6samnua 3. IlpuioskeHn KOpeKIUM Ha 103aTa 1o Bpeme Ha npoyusadHe FDPX-1JS-7001

Hugo na anTu-Xa akTHBHOCT, 6a3UPaHO HA Kopexuus Ha no3ara
(onganapunykc (mg/l)

<0,3 [Tosumaane Ha no3ata ¢ 0,03 mg/kg
0,3-0,49 [opumaBane Ha go3ara ¢ 0,01 mg/kg
0,5-1 be3 mpomsina

1,01-1,2 [lonmxkaBaHe Ha no3ara ¢ 0,01 mg/kg
>1,2 [Tonmkaane Ha no3ara ¢ 0,03 mg/kg
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dapmakoKHHETHKaTa Ha (poHIanapuHYyKC, IPUIarad BeAHBK JHEBHO IOAKOXKHO, U3MEPEHa KaTo
aHTH-Xa aKTUBHOCT, € OXapakTepu3npana npu 24 nearaTpuyHy MalUEHTH ¢ BEHO3HA
TpoMOoeMOomst. Paspaboren e nenuarpuueH nomyianunoHed OK monen upe3 komOunupane nHa @K
JAHHM MIPH MTEANAaTPUYHU TTaMEeHTH ¢ JaHHU NpH Bh3pacTHH. [lomymnammonnusat ®K mozen
npeaBkaa, Y€ Chuaxss U Cpings, HIOCTUTHATH NIPH NIEIUATPUYHH NALIMEHTH, ca IPUOIM3UTENIHO PaBHU Ha
Conaxss U Chinss , TOCTUTHATH TIIPH BB3PAacTHH, KOETO MIPEAINOJIara, ye cXxeMaTa Ha Ipujiarate

0,1 mg/kg/nen e noaxonsma. OCBeH TOBa HAOMIOJaBaHUTE JaHHU MPH NeIUATPUYHH MAllUEHTH
MOMaaaT B paMKuTe Ha 95% MpOrHO3eH HHTEPBaJ HA JaHHUTE MIPU BB3PACTHHU, KOETO IPEIOCTaBs
JOITBITHUTENHO JAHHU B MOJKpera Ha ToBa, ye 0,1 mg/kg/neH e noaxonsma 103a Npyu neIuaTpuyHu
MalHUEHTH.

Hayuenmu 6 Hanpednana évspacm - brOpeunara GyHKIUSA MOXKE J1a HaMallee ¢ Bb3pacTTa U opaau
Ta3u NpUYMHA, KAIAUTETHT 33 SMMMUHApaHe Ha (POHIATIAPHHYKC MOJKE 1a € HaMaJleH IPH MalueHTH
B HampegHana b3pact. [Ipu nauueHTn >75 roauHHU, MOAJI0KEHH Ha OPTONECANMYHA OTIEpalis 1
rpueManty poHAamapruHyKce 2,5 mg BeIHHK JHEBHO, OYaKBAHUAT IJIa3MeH KIMpbBHC € Oun 1,2 1o 1,4
IIBTH TIO-HUCHK OT TO3M MU MaueHTH <65 roaunu. [ToqoOHa 3aKOHOMEPHOCT € HaOIIf0aBaHa MpH
JIeYEeHUE Ha MAIMEeHTH C JIbII00Ka BeHO3HA TpoMOo03a 1 OenoapooHa eMOousl.

bvopeuno yepescoane - B cpaBHEeHHE ¢ MAlMEHTHTE C HOpMaiiHa ObOpedHa QpyHKIHS (KpeaTHHUHOB
KkmpbHC > 80 ml/min), MoAsI0’KEHN Ha OPTOTIEAMYHA OTlepanus ¥ npueMay GoHganapuHykc 2,5 mg
BEIHBX JHEBHO, IJIA3MEHUAT KIMPBHHC € ¢ 1,2 10 1,4 mbTH MO-HUCHK MPHU MAMEHTHUTE C JIEKO
0b0peuHo yBpexaaHe (KpeaTHHHHOB KiaupbHC 50 1o 80 ml/min) u cpeaHo 2 WbTH MO-HUCHK TIPU
TAIUEHTH ¢ YMepeHo 0b0pedHo yBpexaaHe (kpeatnHrHOB KiupbHC 30 10 50 ml/min). [Tpu Texko
O0BOpedHo yBpexaaHe (KpeaTHHHHOB KIUpBhHC < 30 ml/min), ma3sMeHUT KIUPBHC € MPUOTU3UTEITHO
5 I'bTHU NO-HUCHK B CPAaBHEHHUE C TO3U IpU HOpMasiHa O0b0peuHa QyHKIus. CBbp3aHUTE C TOBA
CTOMHOCTH Ha €TMMHHALMOHEH MOJY>KMBOT ca 29 yaca Npu MalueHTH ¢ yMEpeHo U 72 yaca Mpu
MAIMEHTH ¢ TeXKOo 0bOpeuHo yBpexkaane. [TonoOHa 3akoHOMEpPHOCT € HabJt0JaBaHa pH JeYeHHe Ha
MAIMEHTH C IbJI0O0KA BEHO3HA TpoMbo3a u OenopoOoHa eMOOIHS.

Tenecno meeno - [lna3MeHHAT KIMPBHHC HA (POHIATTAPHHYKC CE€ TIOBUINABA C TEIECHOTO Terio (9%
noBuineHue Ha 10 kg).

Ilon - He ca HaOmofaBaHy pa3iinyns BbB BPB3Ka C MOJIa ClIe]l KOPHTHPaHe Ha [03aTa CIPIMO
TENIECHOTO TETJIO.

Paca - ®apMaKOKMHETUYHY pa3Nnu4us IOPaad pacoBa MPUHAAIEKHOCT HE ca IPOYUBaHH
MIPOCIIEKTUBHO. BBIIpeku ToBa, M3NUTBAHUS, IPOBEAEHH IIPU 3[PaBU JIMLA OT a3HATCKU IPOU3XO]
(sIOHIN), HE ca MOoKa3alli pa3inicH papMaKOKHHETHYCH NPOQHI B CPABHEHHE ChC 3/IPABH JIUIA OT
KaBKa3KkH mpousxo. [TonoOHo Ha TOBa, He ca HaOIIOAaBaHU PA3IMYMS B IUIa3MEHHs! KIMPBHC MEXKIY
adpoaMeprKaHIY U JUIA OT KaBKa3KU IPOU3X0/], IOUI0KEHHU Ha OPTONEIMYHA Olepalys.

Yeproopodno yepesxcoane - Ciell HIOAKOKHO NpUIIaraHe Ha eAHOKpaTHA 103a GOHAAIapUHYKC IIPH
WH/IUBUM C YMEPEHO M0 TexecT 4epHoApoOHOo yBpexnane (Child-Pugh kareropus B), odmure (T.e.
Ha CBBp3aHus U Ha HecBbP3aHUA) Crax U AUC ca ce MOHMKUIN ChOTBETHO ¢ 22% u 39% B cpaBHeHUE
C MHAMBHUJIM ¢ HOpMaJTHA YepHOApoOHa (yHKIus. [[oHMKEeHUTE TIa3MEHH KOHIICHTPAIIUK Ha
(dhoHanapuHyKc NPy MHIUBHIM C YEPHOIPOOHO YBPEXKIaHE CE AbDKAT HA HAMaJIeHO CBBP3BaHe C
ATIII, xoeto e cieacTBHE OT MOHIKEHUTE M1asMenn KoHneHTparuu Ha ATIIL; ToBa Bogu 1o
noBuIIeH ObOpeueH KIMpBHC Ha poHAanapuHykc. CleaoBaTeIHO, MPU NALMEHTH C JEKO 10 YMEPEHO
TEXXKO YepHOIPOOHO YBpEKAaHe HE Ce OYaKBa KOHIIEHTPAIlMUTE Ha HECBbP3aHUs (PoHIaapHHYKC J1a
ObJaT IPOMEHEHH U 10 Ta3M MPUYHHA, OCHOBABalKM ce Ha (papMaKOKMHETUKATA, HE € HE0OX0AUMO
KOpUTHpaHe Ha J103aTa.

dapmakoknHeTHKaTa Ha (OHAANAPHHYKC HE € IPOYYBAHA MPH MAIMEHTH C TEKKO YePHOAPOOHO
yBpexaane (Bxk. Touku 4.2 u 4.4).

5.3 IIpeakJVMHWYHHU JAHHH 32 0€30MACHOCT
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[IpenkIMHUYHNTE TaHHU HE TIOKa3BaT 0coOeH PUCK 3a Xopara Ha 0a3a Ha KOHBEHI[MOHAITHUTE
(hapMaKOIOTHYHH U3MUTBAHUS 32 0E30MaCHOCT M TEHOTOKCHYHOCT. [IpoyuBaHusiTa 32 MHOTOKPATHO
TIPIJIO’KEHUE U PETIPOTYKTHBHA TOKCUYHOCT HE TIOKAa3BaT OCOOEH PUCK, HO HE MPEJICTaBSIT
3aJI0BOJIMTEITHH JaHHU 32 IPpoduiIa Ha 6€30MaCHOCT TIOPAIN OrpaHUYCHATa SKCIIO3HUIINS TIPH KUBOTHH.
6. DODAPMAIIEBTUYHU JTAHHU

6.1 ChnucbKk HAa IOMOIIHHUTE BellleCTBa

Hatpues xmopug

Bona 3a nmxexkun

X10poBOAOPOIHA KHCEINHA

Harpues xuapokcun

6.2 HecbBMecTHMOCTH

[Ipu nunca Ha Mpoy4yBaHUs 32 HECHbBMECTUMOCTH, TO3M JIEKAapCTBEH NIPOAYKT HE TPsiOBa /1a ce CMecBa C
JpYTH JIEKapCTBEHH IIPOLYKTH.

6.3 Cpoxk Ha rogHoct

3 roIMHH.

6.4 CrhenuajaHu ycja0BHA Ha CbXpPaHeHHe
Ha ce cpxpansBa nox 25°C. Jla He ce 3ampa3siBa.
6.5 Bwuau cpabpxaHue Ha ONMIAKOBKAaTa

CrokiieH pesepBoap (1 ml) ot crbkito T I, rpagyupan ¢ 27 pazaenenus X 12,7 mm uria ¢ Oytano ot
XJIOpOOYTHIIOB eJacToMep.

Arixtra 7,5 mg/0,6 ml ce npejyiara B onakoBku ot 2, 7, 10 u 20 npeaBapuTeHO HATBIHEHU
CIpUHLIOBKYU. VIMa 1Ba BUJja COPUHIIOBKU:

. CIIPHHIIOBKA C YEPBEHO OyTATO U aBTOMAaTHYHA CHCTEMA 33 0€30I1aCHOCT

. CIPUHIIOBKA C YePBEHO OYyTaJI0 U pbUHA cCUCTEMA 3a OE30I1aCHOCT.

He Bcruky BUZIOBE ONTAKOBKH MOTAT Jia OBJIaT MyCHATH B TIPOJIAK0a.

6.6 CnenuajaHu mpeana3zHu MepPKHU NP U3XBBPJIsIHE U padoTa

TloagkoxHaTa MHKEKIIHS Ce mnmpuiara o Cblus Ha4MH, KaKTO C KJIaCH4Y€CKaTa CIIPUHIIOBKA.

HapeHTepaJ'IHI/ISIT pPa3TBOp Tpﬂ6Ba Ja Ce Mnperjcaa 3a HAJINYUETO Ha YaCTUIU WA IOMBTHSABAHE MPEAN
TIPUIIOKCHUC.

Vka3aHus 3a CaMOCTOSTEIHO MPUIIOKEHUE Ca BKIIFOUCHHU B JIMCTOBKATA 3a MMAallMCHTA.

Arixtra MMpeABapUTCIIHO HAIIBJIHEHU CIIPUHIIOBKHU Ca Ch3AaAC€HU CHC CUCTEMA 3a 0e30MmacHOCT Ha
uriiara 3a nmpearna3dBaHe OT y60)KI[aHe OT urjara CJIca NHKCKTHUPAHE.

Hewuznonzsanusr JICKAPCTBCH MPOAYKT WJIH OTHHAABYHUTE MAaTCpHUAJIN OT HETO Tp$I6Ba Ja CC UBXBBPJIIAT

B CbOTBETCTBUEC C MCCTHUTC N3HUCKBAHUA.
To3u JICKAPCTBCH MPOAYKT € CaMO 3a €JHOKPATHO IIPUIIOKECHUC.
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7. IPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Viatris Healthcare Limited
Damastown Industrial Park,
Mulhuddart

Dublin 15,

DUBLIN

Upnannus

8. HOMEP(A) HA PASPEHIEHUETO 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 PA3PEINABAHE/IIOJJTHOBSABAHE HA PAZPEINEHUETO 3A
YIIOTPEBA

Hata Ha mbpBo pa3pewmaBane: 21 mapt 2002
Jara na nocnenHo noxHosiBane: 20 anmpuin 2007

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

[MonmpoOHa nHpopMaIs 3a TO3M JEKAPCTBEH MPOAYKT € MpeAocTaBeHa Ha yeO caiita Ha EBponeiickara
areHIus 1o JiekapcTBara http:/www.ema.europa.eu
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1. HWME HA JIEKAPCTBEHUA NTPOAYKT

Arixtra 10 mg/0,8 ml nH>XeKIIMOHEH Pa3TBOP, MIPEIBAPUTETHO HAITHJIHEHA CIIPUHIIOBKA.

2.  KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcsika mpeaBapuTeHO HalIbIIHEHA CIIPHHIOBKA Chabpka 10 mg GpoHmanapuHyKc HaTpUil
(fondaparinux sodium) B 0,8 ml pa3TBOp 32 HHKEKLHWU.

[TomotrHO (1) BemecTBO(a) ¢ M3BecTHO AericTBre: Chabpxa mo-manko ot 1 mmol Hatpuit (23 mg) Ha
J103a U 3aTOBA HA MPAKTUKA HE ChIbpPKa HATPHH.

3a IIBJIHUS CIIMCHK Ha IIOMOIIHUTE BEIIECTBA BIDKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

HnxeKImoHeH pa3TBop.
Pa3TBOpBT € mpo3payHa u 6e31BETHA 0 OJIEA0 )KBITA TETHOCT.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHUYHHU MOKAZAHMSI

JleueHne Ha BB3PACTHU C OCTpa ABJIOOKA BEHO3HA TPOMOO03a U JIeYeHUE Ha OCTBP OenoapobeH
eMOOIT3bM, C U3KITIOUCHUE HAa XeMOJIWMHAMUYHO HECTAOITHH NAIIMEHTH WU MMAIlUCHTH, TIPU KOUTO €
HeoOXxoIuMa TpoMOoH3a Win 6enoapoOdHa eMOOIEKTOMHSI.

4.2 Jlo3upoBKa M HAYMH HA NPHJIOKEHHE

Jlo3upoBka

[IpenoppuBanara 03a hoHIanmapuHykc € 7,5 mg (ManueHTy ¢ TesiecHo Terio > 50, < 100 kg) Beanbxk
JHEBHO 4pe3 MOAKOXKHA MHXKEKIMA. 3a MaleHTH ¢ TeaecHo Terno < 50 kg, npenopruBaHaTa 103a € 5
mg. 3a marmeHTH ¢ TenecHo Tero > 100 kg, npenopruBanaTa no3a € 10 mg.

JleuenueTo TpsOBa 1a NPOIBIDKU Hall-MaJIKO 5 JHU M IO YCTaHOBSIBaHE Ha aJleKBaTHA IIepopasiHa
aHTUKOAryJjanus (MeXIyHapOIHO HOPMAIU3UPAHO ChOTHOIIEHHE 2 A0 3). ChIIBTCTBAIIO MEPOPATHO
aHTUKOAryJaHTHO JIeYeHHe TpsAOBa Jja 3alI0YHE Bb3MOXHO Hali-paHO U OOMKHOBEHO B paMKHTE Ha 72
yaca. CpeiHaTa IPOIBIDKUTEIHOCT Ha IPUIIOKEHNE B KIMHUYHHUTE U3MUTBAHUSA € Ouiia 7 THU U
KIIMHUYHUAT OIUT OT JIeueHHe 3a noBeyde oT 10 JHU e orpaHuyeH.

Cneuud)ulmu cpynu nayuenmu

Tayuenmu 6 nanpeonana ev3pacm - He e Heobxonumo Kopurupase Ha jgo3ata. [Ipu narueHTn Ha
BB3pacT 275 roauHy, GOHANAPUHYKC TPsAOBA Aa ce Mpujlara ¢ BHUMaHKe, Thil KaTo ObOpeyHaTa
(hyHKIMS HaMasiBa ¢ Bb3pacTTa (BxK. Touka 4.4).

bvopeuno yepesxcoane - PonpanapuHyKce TpsOBa Aa ce puilara ¢ BHUMaHUe IpY MalUeHTH ¢
yMepeHo ObOpevHO yBpexkIaHe (BxK. Touka 4.4).

HsMa orut B moArpymnara maueHTH ¢ eOHogpemenHo BUCOKO TenecHo Terno (>100 kg) u ymepeno
O0BOpedHo yBpexaane (kpeaTuHHHOB KiupbHC 30-50 ml/min). B Ta3u noarpyna, ciex npuiarane Ha
IbpPBOHAYATHA 71032 OT 10 mg THEBHO, MOXeE Ja ce OOMUCIIHM HaMallsIBaHe Ha JHEBHATA 71032 110 7,5
mg, OCHOBaBalKH ce Ha (PapMaKOKHHETUYHO MoJlenupaHe (BxK. Touka 4.4).
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donmanapuHyKC He TpsAOBa Ja ce Mpujara Mpy MalueHTH C TeXKO ObOPEYHO YBpEKIaHe
(xpeatrHUHOB KIMPBHHC < 30 ml/min) (Bx. Touka 4.3).

Yeprnoopobro yspedcoare - He e He0OX0MMO KOPUTHPAHE HA J103aTa IPHU MAIUSHTH C JICKO HIIH
YMEpPEHO TEKKO YepHOAPOOHO yBpexknane. [Ipu maueHT ¢ TeXKKO Y4epHOIPOOHO YBpEKIaHE
(doHmanmaprHyKc TpIOBa Ja ce Mpriiara ¢ BHUMaHKe, ThH KaTo Ta3u rpyIia MalueHTH He € MpoydIBaHa
(BX. Touku 4.4 5.2).

Tleouampuuna nonynayus - He ce npenopwsuBa ynorpedarta Ha (oHIanapuHyKc npu aena moj 17
TOJIMHU TOPAJN OTPAaHMYCHUTE JTAHHHU 3a 6€30MacHOCT U epruKkacHOCT(BXK. TOUKH 5.1 u 5.2).

Hauun Ha npunoxenue

doHgamapuHyKc ce Tpuiara upe3 IbI00Ka MOAKOKHA HHXKEKITUS, IOKATO MAIMEHTHT € B JIETHAIIO
rnoJiockeHue. Mecrara Ha PUIIOKEHUE B KOpEMHATa CTeHA TPSOBA J1a C& CMEHSIT MOCTOSTHHO MEXTY
JISIBO M JSICHO aHTEPOJIaTepalTHO U JIIBO U JIICHO MOCTIaTepaiHo. 3a Ja ce u30erHe 3aryda Ha
JIEKapCTBEH MPOAYKT, KOTATO CE€ M3M0JI3Ba NPEABAPUTEIIHO HAITBIHEHA CIIPUHIIOBKA, TIPEIN
WHXEKTUpaHe He TPpsiOBa Ja ce 0CBOO0K1aBa Bh3AYIITHOTO MEXypUe OT CIpUHIIOBKarta. [[suara urna
TpsiOBa fa Ob/ie 3a0KMTa MEPIIEHANKYJIISIPHO B KOYKHA I'bHKA, 3aXBaHAaTa C Tallela ¥ MoKazasiena;
KOXKHaTa I'bHKA TPsIOBa Ja ce MPUAbPIKa M0 BPEME Ha UHIKEKTUPAHETO.

3a TOMBIHHUTENHN YKa3aHUs 33 YIOTpeda 1 M3XBBPIISTHE BIXKTE ToUKa 6.6.
4.3 IlpoTuBONOKA3aHUS

- CBPBXYYBCTBHTEITHOCT KbM aKTUBHOTO BEIIECTBO MM HAKOE OT IIOMOIIHHUTE BEIIECTRA,
n30poeHu B Touka 6.1

- AKTHBHO KIIMHUYHO 3HAYMMO KbpPBECHE

- OCTBp OaKTepraneH eHAOKAPAUT

- TeXK0o OBOpeyHo yBpexnaHe (KpeaTHHHHOB KIHPBHC < 30 ml/min).

4.4 CpoeuuajHu Npeaynpe:KIeHUs U ClelHAJHH NpeAna3Hu MePKH NpH ynorpeda

donnanapuHyKc € MpeaHa3HadeH caMo 3a IOAKOXKHO NpriIokeHue. Jla He ce mpumara
HUHTPaMYCKYJIHO.

OmuThT OT JieyeHue ¢ PoHJANAPUHYKC Ha XeMOANHAMHYHO HECTaOMIHY NAl[EHTH € OTpaHUYeH, KaTo
HSIMa OITUT IIPU NMAlUEeHTH, IPH KOUTO € He0OX0ANMa TpoMOO0IIH3a, eMOOJIEKTOMHS, UIIH TI0OCTaBsSHE Ha
(GUITHp BHB BeHA KaBa.

Kpveousnueu

®donpanapuHyKkc TpsOBa 1a ce npuiiara ¢ BAMMaHue NpH MalUeHTH, IPX KOUTO UMa MTOBHUILEH PUCK OT
pa3BUTHE HAa KPHBOM3IIUB, KaTO MALIMEHTH C BPOJCHH WU NPUIOOUTH HapyLIEHUS Ha
KPBBOCHCUPBAHETO (HAmp. 6poii Ha TpomGormTHTe <50 000/Mm?), AKTHBHO YIIIEPO3HO CTOMAIIHO-
YpeBHO 3a00JI1BaHe U CKOPOILIEH BhTpeuepeneH KPbBOU3IUB, KAaKTO U CKOPO CleJ MO3bYHA,
rphOHAYHOMO3BYHA WIIM OYHA OTIepallHs U NMPY CHeNU(UIHY IPYIH TAUSHTH, KAKTO € TIOCOYCHO IT0-
J0JTy.

Kakro mpu apyrurte aHTHKOAryJlIaHTH, (OHAaNapuHyKC TpsiOBa Ja ce mpuiara ¢ BHUMaHHe IPU
MalMeHTH, KOUTO CKOPO ca MPeThpIey onepauus (<3 THU) U caMO cliell KaTo € U3BbpIIeHa
XUPYpPrHUYHA XEMOCTas3a.

Cpenctea, KOUTO TIOBUINIABAT PHCKA OT pa3BUTHE Ha KPHBOM3IIUB HE TPsAOBA Ja ce Mmpujiarart
€IHOBpEMEHHO ¢ (poHmanapuHykc. TakuBa cpefcTBa BKIIOYBAT Ae3UpyauH, GudpuHoautuy, GP
[Ib/Illa penlenTOpHYU aHTAarOHUCTH, XEMAPHH, XEMAPUHOWIN MITM HUICKOMOJIEKYJIHN XerapuHu. [1o
BpeMe Ha JICYCHHE Ha IhJI0OOKa BeHO3Ha TpomOo3a TpsAOBa Ja ce mpujiara eJHOBPEMEHHO JICUCHHE C
aHTaroHuct Ha Butamut K cnopen nndopmanusata, npuioxxena B Touka 4.5. JIpyru aHTuarperanTHU
JIEKaApCTBEHU MPOJYKTH (AIECTUICATUIIIIOBA KHCEITMHA, TUITHPUIAMO, CYI(PpUHINPA30H, THKIOIHIUH
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nnu knonugorpen), kakro 1 HCIIBC tpsi6Ba na ce npunarar ¢ noBuuieHo BHumanue. [lpu
HEOOXOAMMOCT OT €AHOBPEMEHHO IPIJIOKEHHE € HEOOXOIMMO CTPOTO HaOIIOeHHE.

Cnunanna /Enudypanna anecmesus

B cnydait Ha XUpYprUYHA MAaHUIYJALMHU [IPY MTAUEHTH, pUeMaIld GoHIanaprHHyKC I0-CKOPO 3a
JICYCHUE Ha BEHO3HA TPOMOO03a, OTKOJIKOTO 32 MPOQHIIaKTHKA, HE TPIOBa J1a ce H3MO0I3Ba
CTIMHAJIHA/eTUAypaHa aHEeCTE3HS.

Hayuenmu 6 Hanpeonana ev3pacm

[NanmenTuTe B HanpeAHaNa BH3PAcCT ca ¢ IMOBUILEH PUCK OT KbpBeHe. Thii kaTo ObOpeuHara QpyHKIHs
OOMKHOBEHO HaMaJIsIBa C Bh3PACTTa, IIPH MAIlEHTUTE B HANPEHAIA BB3PACT MOXeE J]a ce Ha0Io1aBa
HaMaJleHO eJIMMUHIpaHe U MOBHILIEHA eKCIIO3UIHA Ha GoHIamapuHyKce (Bxk. Touka 5.2). Ciryuanrte Ha
KbpBEHE MpH MalMeHTH Ha Bb3pacT <65 roannu, 65-75 roguHu U >75 TOAWHU, pUEMaIn
MperopbyYBaHaTa J103a 3a JIeYeHUe Ha IbJI00KA BEHO3HA TpoMOo03a Win 0enoipodeH eMOOIn3bM ca
6w ceotBeTHO 3,0 %, 4,5 % 1 6,5 %. ChOTBETHUTE YECTOTH IPH MALMEHTH, TPHEMaIH
MpernopbyYBaHaTa J103a EHOKCAIIAPHH 32 JICYEHHE Ha JIhII00Ka BeHO3HA TpoMOo3a ca omu 2,5%, 3,6% u
8,3%, mokaro ciy4auTe Npu IMalUeHTH, IPUeMaIy IpernopbyBaHaTa 1032 HepaKIMOHUPaH XernapuH
3a JledeHue Ha 0enoapoOeH eMO0Iu3bM ca OUIM CHOTBETHO 5,5%, 6,6% u 7,4%. @oHpanapuHyKc
TpgOBa Ja ce mpuiiara ¢ BHUMaHUe MIPU NalMeHTH B HallpeAHaa Bb3pacT (BXK. Touka 4.2).

Hucko meaecno meano
KJIMHUYHHAT ONMUT € OTpaHUYCH MPH MAKeHTH ¢ TeaecHo Terio <50 kg. donnanapunykc TpsOBa na
ce MmpuJiara ¢ BHUMaHKe B THEBHA /1032 OT 5 mg MpH Ta3M rpyna nanueHTH (Bx. Touku 4.2 u 5.2).

bvopeuno yepesicoane

PuckbT OT KbpBEHE CE yBENMYaBa C yBelHuaBaHe Ha ObOPEYHOTO yBpexkaaHe. M3BecTHO e, ye
(boHmanmapuHyKC ce eKCKpeTHpa IIaBHO upe3 OboOpenure. CiiyyanTte Ha KbPBEHE MPH MAI[HEHTH,
MpHEMaIIH TPEeophUBaHaTa J103a 3a JICYUSHUE Ha JIBII00KA BEHO3HA TpoMO03a U OenoipodeH
eMOONM3bM C HOpMallHa ObOpedHa PYHKIHSL, JIEKO OBOPEYHO YBpEXKIaHe, yMEPEHO OBOpeuHO
YBpeXJIaHe U TeKKO OBOpeuHo yBpexkaaHe ca 6w chotBeTHO 3,0 % (34/1 132), 4,4 % (32/733),
6,6% (21/318) u 14,5 % (8/55). CnydanTe npu maumeHTH, MpUEeMAaIllH MPEenopbYBaHaTa 1032
€HOKCaIlapyH 3a JieueHHe Ha AbJI00Ka BeHO3Ha TpoM0o03a ca Omnn chotBeTHO 2,3% (13/559), 4,6%
(17/368), 9,7% (14/145) u 11,1% (2/18), a npu nanueHTH, NpUeMalli IpenopbyBaHaTa J03a
HepaKIMOHUPaH XelapyH 3a JedeHne Ha 6e10apo0eH eMOOIn3bM ca OMIIH ChOTBETHO 6,9%
(36/523), 3,1% (11/352), 11,1% (18/162) u 10,7% (3/28).

dongamapuHyKC € MPOTUBONOKA3aH IPH TEKKO OBOpEUHO yBpexkaaHe (KpeaTHHHHOB KIUPHHC

<30 ml/min) u Tps6Ba 1a ce mpwiIara ¢ BHUMaHNE IIPHU MAIIUEHTH ¢ YMEPEHO TEXKKO OBOpedHo
yBpexaane (kpearnHuHOB KiupbHC 30-50 ml/min). [IpoabiokuTeIHOCTTA HA JIedeHHEe He TPsOBa 1a
MIPEeBUINABA OIIEHEHATa [0 BpeMe Ha KIIMHUYHO Mpoy4uBaHe (cpeano 7 auu) (BX. Touku 4.2, 4.3 u 5.2).

Hsma orut B moArpymnara manueHTH ¢ €JHOBPEMEHHO BHCOKO TesecHo Teruio (>100 kg) u ymepeno
TeXKO ObOpeyHo yBpexnaHe (KpeaTHHUHOB KiupbHC 30-50 ml/min). ®onganapuHyke TpsiOBa aa ce
Ipuiiara ¢ BHUMaHUe py Te3un nanuenty. Clien npruiaraie Ha mbpBOHaYaiHa 1o3a oT 10 mg THeBHoO,
MOJKe Jla ce OOMHUCIIM HaMaJIsIBaHe Ha THEBHATA J103a J0 7,5 mg, OCHOBaBaiiku ce Ha
(hapMaKOKHHETHYHO MOAEIHpaHe (BXK. Touka 4.2).

Teoicko uepnodpobHO yepedicoane

[Mpuoxenuero Ha poHIATapUHYKC TPSOBa 1a ce 0OMICIN BHUMATEIHO, THI KaTo IPH HallUCHTH C
TEIKKO YEPHOAPOOHO YBPEXKIAHE MMa MTOBHUIIICH PUCK OT KbPBEHE [TOPaIM JInIica Ha GpakTtopu Ha
KPBBOCHCUPBAHETO (BXK. TOUKa 4.2).

Tayuenmu c xenapun unoyyupana mpomooyumonenusi (HIT)

donnanapuHyKc TpsiOBa 1a ce U3I0I3Ba ¢ IOBUIIEHO BHUMaHKe IPY MalueHTy ¢ anaMmHe3a 3a HIT.
EduxacHoctTa 1 6e3omacHocTTa Ha (DOHIAMAPUHYKC HE Ca MPOYYBaHH O(PHUIIUATHO IPH MAESHTH C
HIT tun 1. ®onpanapuHyKc He ce CBbpP3Ba ¢ TpOMOOIMTEH (hakTop 4 1 OOMKHOBEHO HE pearupa
KPBCTOCAHO ChC CEPYM OT MAIMEHTH ¢ XenapuH uHaynupana rpomoouutonenus (HIT) tum I1. Bee
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MaK PAAKO ca I0Jy4aBaHH CIIOHTaHHH choOmenns 3a HIT mpu naruenTy, ieKyBaHH ¢
(oHmanmapuHyKc.

Anepaus KoM n1amexc

[peanasurtensaT Ha UINIaTa Ha IPEIBAPUTEIHO HAITBIHEHATA CIPUHIIOBKA ChIbPKa CyXa HaTypaliHa
JATEeKCOBA TyMa, KOSITO MOXKE J1a IIPeAN3BUKA AIEPTHIHHU PEaKIHH IIPH X0pa, TyBCTBUTEITHH KbM
JaTexc.

4.5 BzaumopeiicTBHe ¢ IPYIH JIeKapCTBEHHU NMPOAYKTH U Apyru (popmu Ha B3auMoelicTBHe

PuCKBT OT KBpBEHE ce MTOBHIIABA IPH SAHOBPEMEHHO IPIJIOKEHHUE Ha (POHIANAPHUHYKC ChC CPECTRA,
KOHMTO MOTAT Jia TOTEHINPAT PUCKA OT PAa3BUTUC HA KPbBOU3IMBH (BX. Touka 4.4).

B knuHWYHM npoy4uBaHus ¢ GOHAANAPUHYKC, IEPOPATHU aHTUKOATryJIaHTH (BaphapuH) He
B3aUMOJICHCTBAT Ha (papMaKOKWHETHYHO HUBO C (POHAATIAPHHYKC; IIPH IPHIOKEHHE Ha 1032 oT 10 mg
B U3MHUTBAHUS 32 B3aUMOJICHCTBHE, ()OHIAIAPUHYKC HE MOBJIHIBA AHTUKOATyJIAIIMOHHATA aKTHBHOCT
(INR) Ha BapdapuH.

TpomOonuTHUTE MHXUOUTOPH (aneTuncanuumioBa kucenuHa), HCIIBC (mupokcrukam) U TMTOKCHH He
B3aUMOJICHCTBAT HA (papMaKOKWHETHYHO HUBO C (pOHIAmapuHyKc. B m3nmTBaHus 3a B3auMoieiicTIe,
(hoHanapuHyKc, IpUIIOKeH B 103a 10 mg, He MOBIUSABA BPEMETO Ha KbPBEHE MPH JICUCHHUE C
AIIETHJICANHUIIMIIOBA KUCEIMHA UITH MUPOKCUKAaM, HUTO (hapMaKOKUHETHKATa Ha IUTOKCUH B
CTaI[MOHAPHO CHCTOSHUE.

4.6 ®epTHauTeT, )PEMEHHOCT U KbPMEHE

Bpemennoct

Hsma HaNW4HY KIMHIYHY JAaHHY 32 MPUIOKEHHUE 10 BpeMe Ha OpeMeHHOCT. EkcriepuMeHTanHuTe
MIPOYYBAHUS TP KUBOTHH Ca HEJOCTATHYHM IO OTHOIICHUE Ha BIMSIHUETO BBPXY OpPEMEHHOCTTA,
eMOPHOHATHOTO/(PETATHO Pa3BUTHE, PAXKIAHETO U MOCTHATATIHOTO PAa3BUTHE ITOPAIH OTrpaHUICHATA
excriozunust. GoHIanapuHyKC He TpsiOBa /1a ce U3M0J3Ba MpH OPEMEHHH KEHU OCBEH B CITydail Ha
KaTeropuyHa He0OXOAUMOCT.

Kbpmene

DoHanapuHyKC ce eKCKpeTHpa B KbpMaTa Ha IIITbX0BE, HO HE € U3BECTHO JaJik C€ eKCKPETHPa B
yoBelKaTa KbpMa. KbpMeHeTo He ce mpenopbyBa 110 BpeMe Ha jedeHue ¢ GoHaanapuHyke. Boenpeku
TOBa, IIepOpaIHaTa pe30pOLHs IPU Aela € MaJIKO BEPOsITHA.

DepTunuTeT

Hswma nannu 3a eexra Ha poHAanapUHYKC BEPXY (hepTHIIMTETa IpH Xopa. M3nuTBanusATa pu
KMUBOTHHU HE MOKa3BaT ePeKT BbpXY QepTUINTETA.

4.7 EdexkTn BbpXy cioco0HOCTTa 32 opupaHe U padoTa ¢ MAIUMHHU

Hsma npoyuBanus 3a eheKTHTE BBPXY CIIOCOOHOCTTA 32 mogHpane u padoTa ¢ MaIINHH.
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4.8 HexenaHu JeKapCTBEHH PeaAKIIUH

Haii-yecTure cepro3Hu HexXelaHu peakluy, Cho0IaBaHy Ipu (POHAATAPUHYKC Ca YCIOXKHEHHUS,
CBBP3aHH C KbPBEHE (C Pa3IMYHO MECTOIOJIOKEHNE, BKIFOYUTEITHO U PEJIKU CITyYa Ha BhTPEYepernHo/
BBTPEMO3BYHO U PETPONEPUTOHEATHO KbpBeHe). DoHganapuHyKe TpaOBa Ja ce mpujara ¢ HOBUIIEHO
BHUMaHUE MpU NALMEHTH, KOUTO UMAT IMOBUILEH PUCK OT KbpBeHE (BXK. Touka 4.4).

BezonacHocTTa Ha poHIAMapUHYKC € OLEHSIBaHA MPH:

- 3 595 nauneHTH, MOAJIOKEHH Ha TOJIIMa OPTOIIEANYHA ONlepalus Ha JOJTHUTE KpaltHULIN U
NeKyBaHHu 3a nepuon 10 9 quu (Arixtra 1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 327 nanueHTH, onepupaHy 3a ppakTypa Ha OelpeHaTa KOCT, JICKYBaHH 3a 3 CeIMUIIH CJIe]
HauyaiHa npo¢uiaktuka 3a 1 ceamuna (Arixtra 1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 1 407 mauueHTH, MOAJIOKEHHN HA KOpEMHa OmepaIus, JIEKyBaHH 3a nmeproy 10 9 nuu (Arixtra
1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 425 manMeHTH ¢ pUCK OT Pa3BUTHE HA TPOMOOEMOOIMYHH YCI0KHEHHS, JIEKyBaHHU 3a IEPUOJL 10
14 mam (Arixtra 1,5 mg/0,3 ml u Arixtra 2,5 mg/0,5 ml)

- 10 057 nanuentu, noxyvasany Jedenue 3a UA umu NSTEMI ACS (2,5 mg/0,5 ml)

- 6 036 manuenTH, nomydasamm jgedeHne 3a STEMI ACS (Arixtra 2,5 mg/0,5 ml)

- 2 517 nanueHTH, JIEKyBaHU 32 BEHO3HA TpoMOoeMOous ¢ (OHIAaNapuHyKC 3a CPEIHO 7 THU
(Arixtra 5 mg/0,4 ml, Arixtra 7,5 mg/0,6 ml u Arixtra 10 mg/0,8 ml).

Te3u HexenaHu peakuuu TPsOBa 1a ce MHTEPIPETHPAT B XUPYPTUUHHS I METUIUHCKA KOHTEKCT Ha
nokazaHuATa. [IpodusT Ha HEKETaHUTE CHOUTHS, CHOOIICHH B IPOTrpamMara 3a OCThpP KOPOHapeH
CHHJIPOM, € B CbOTBETCTBHE C HEKEIaHUTE JIEKAPCTBEHHN PEAKLIMH, yCTAHOBEHH NPU NPO(UITaKTHKA Ha
BEHO3HA TPOMOOEMOOITHSI.

Hesxenanute peakuuu ca H30POEHH 10 CHCTEMO-OPraHeH Kilac M yecTora. YecToTHTE ce ONpenessT
Kato: MHOTO Yectd (> 1/10), yectu (> 1/100, < 1/10), mewectr (> 1/1 000, < 1/100), penxu
(= 1/10 000, < 1/1 000), muoro peaku (< 1/10 000).

CHCTeMO-OpraHeH yeCcTH HeYeCTH peaxku

XEMOIITH3a, XeMaTypus,
XeMaToM, KbPBEHE OT
BEHIIUTE, yPIypa,
ETHICTAKCHUC,
CTOMAIIHO-YPEBHO
KbpBEHE, XeMapTpo3a’,
KPBBOU3JIHB B OKOTO
00pa3yBaHe Ha CHHUHU

KJac (=1/100,<1/10) (=1/1 000, <1/100) (>1/10 000, < 1/1 000)
MedDRA
Hngperxyuu u UHPEKIHS Ha OCTONEPAaTHBHH
unpecmayuu paHu
Hapywenus na AHEMWUSI, TPOMOOLUTOTICHUS, PETPONIEPUTOHEATHO KBPBEHE”,
Kpbema u MOCTONEePATUBEH TpOMOOIHUTEMHS, 4epHOAPOGHO,
quM@pHama cucmema | KpbBOU3IUB, yTEPO- TPOMOOLIUTHU BBTPEUCPEITHO/BHTPEMO3IBYHO
BardHaJICH aHOMAJIMH, HAPYIIEHUs | KbPBEHE
KPBBOM3IIHE, Ha KPbBOCHCHPBAHETO

Hapywenus na
UMYHHamMa cucmema

ajiepruyHa peaKifus
(BKJIFOYHMTEITHO MHOTO PEIKH
CITydau Ha aHTHOCIEM,
aHaWIAKTOMTHA/aHA
(bUIaKTHYHA PeaKIys)

Hapywenusa na
memaboausma u
Xparenemo

XHITOKAJIEMUs], IOBUILIABEH
l*
HeOenTbueH a3ot (Npn)

Hapywenus na
HepsHama cucmema

riraBobosme

0e3MOKONCTBO, 00BPKAHOCT,
3aMaiBaHe, ChHIUBOCT,
CBETOBBPTEK
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CucTeMO-0praHeH | 4ecTd HeYecTH peaxu

KJIac (=1/100, < 1/10) (=1/1 000, < 1/100) (=1/10 000, < 1/1 000)
MedDRA
Cv008u Hapyuwenus XUIOTOHUS
Pecnupamopnu, 3a1yXx Kaluiyma
2pbOHU U
MeOUACMUHATHU
Hapyuwienus
Cmomawmno-upesHu rajieHe, MOBPBIAHE KOopeMHa 00JIKa, TUCIIETICHS,
HapyuleHus TaCTPHT, 3aIIeK, JHAPHSI
Xenamobunuaphu OTKJIOHCHHS B OHITHPYOHHEMHUS
HapyuleHus pe3ynaTaTuTe OT

(GYHKIMOHATHA

H3CJIeIBaHUS Ha
4epHUs Ipo0,

[MOBHILIABAaHE HA
CTOMHOCTUTE HA

YepHOAPOOHUTE
CH3UMH
Hapywenus na epUTEMAaTO3eH 00pHB,
Koorcama u chpOex
NOOKOMCHAMA
MbKAH
Obwu napywenus u OTOK, TIepudepeH peakIys Ha MACTOTO Ha
HapyuwieHus Ha OTOK, 00JIKa, HHKEKTHpaHe, 00JIKa B Kpakarta,
MACMOmMO HA MOBHUIIEHA yMopa, 3auepBsiBaHe, CHHKOII,
npunodicenue TeMIleparypa, FpbJJHa | TOPEUIH BBJIHHU, TEHUTAIEH OTOK
0oJTKa, CeKpeLHs OT
paHara

) Npn osnauasa nebenmvuen azom, m.e. ypes, NUKOYHA KUCENUHA, AMUHOKUCETUHU U M. H.
* HJIP, ev3uuxnanu npu no-eucoxu 0ozu 5 mg/0,4 ml, 7,5 mg/0,6 ml u 10 mg/0,8 ml.

[NenmarpuaHa nonynamys

BezonacHocTtTa Ha hoHmamapuHyKC Mpy NeIUaTpUYHM NAlMEHTH He € yCTaHoBeHa. B oTBopeHo,
PETPOCIICKTHBHO, HEPAHIOMHU3HPAHO, EAHOICHTPOBO KIMHIYHO NMPOYIBAHE C €AHO PAMO MpH

366 nequaTpUYHM NALMEHTH C BEHO3HA TpOMOOeMOOmus, JIeKyBaHH ¢ (poHIATapUHYKC, TPOPHIBT Ha
0e301acHOCT €, KaKTO CJIe/IBa:

CHOUTHS C TOJSIMO KbpBeHE chriacHo omnpenenenuero Ha ISTH (n = 7; 1,9%): npu 1 nauuent (0,3%) e
Ha0JI01aBaHO KIMHUYHO SBHO KbpBeHe, pu 3 nanuentH (0,8%) e HabIro1aBaHo rojsiMo KbpBEHE, a
npu 3 manmenTH (0,8%) — roJsiMo KbpBEHE, H3UCKBAIO XUPYprUdIHa HHTEpBeHnNsI. CrOuTHSTA C
rOJISIMO KbPBEHE BOJAT A0 MPEKbCBaHE Ha JIeUeHUETO ¢ (hoHIanapuHyKC py 4 NauueHTy 1
IIpeKpaTsaBaHe Ha (OHAANApUHYKC P 3 MALMEeHTH.

OcseH ToBa npu § nanueHTH (2,2%) ce HaOM0gaBa OTKPUTO KbPBEHE, 32 KOETO € MPUIIOKEH KPbBEH
MIPOAYKT, U KOGTO HE MOXKeE Ja Ce MPHUITUILIE TUPEKTHO Ha OCHOBHOTO 3a00JsIBaHE HA MALMEHTa, a IPU
4 nanuentu (1,1%) uma kbpBeHe, U3UCKBALIO MEJULIMHCKA WIM XUPYPriuuHa UHTepBEeHIs. Beuukure
TE3U ChOUTHS HaJlaraT NpeKbCBaHe WK IPEeKpaTsBaHe Ha JIEYSHUETO ¢ (pOHIAmapHHYyKC ¢
M3KITIOYCHUE Ha | TaIeHT, 3a KOMTO AeiiCTBHETO, MIPEAIIPUETO M0 OTHOMICHHE Ha ()OHIATIAPUHYKC, HE
€ choOImeHo.

Honbaaurenso apyru 65 nanuentu (17,8%) cpobiiaBar 3a Ipyro OTKPUTO KbPBEHE MU
MEHCTPYAJTHO KbPBEHE, BOIEIIO JI0 MEANIIMHCKA KOHCYIITAlNs W/HIIH HHTBEPBEHIU.

HabnronaBanu ca cieHHTE HEXXETIAaHW CHOUTHS, KOUTO MPECTaBISIBAT ClielialieH narepec (n = 189;
51,6%): anemus (27%), Tpomboumtonenus (18%), anepruunu peakuuu (1%) u xunoxanuemus (14%).
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ChbobliaBane Ha MOI03UPAHU HEXKETaHH PEaKIn

Cpo0111aBaHeTo Ha TIOI03UPAHH HEXKENIAH! PeaKIMK Clie]] pa3pelliaBaHe 3a yrnorpeda Ha JIeKapCTBeHHS
MPOAYKT € BayKHO. TOBA MO3BOJISBA JIa [IPO/IBJIKK HAOIFOJCHHETO HA ChOTHOLIEHHUETO IT0JI3a/PHCK 32
JICKAPCTBEHUA TPOAYKT. Ot MEOUIOUHCKHUTC CIICHUAIINCTHU CC N3UCKBA Ja C'bO6H.[aBaT BCsiKa
MOI03UPAHa HeXKeTaHa Peakiys Ype3 HAllMOHAIIHA CHCTEMa 3a ChoOIaBaHe, MOCOYCHA B

IIpunoxenue V.

4.9 Ilpemo3upane

DoHmanapuHyKC B 103U MO-BUCOKHU OT MPETIOPHYAHUTE MOKE J1a IOBEJE JI0 MOBHUILEH PHCK OT
KbpBeHe. Hsima mo3Hat aHTUIOT Ha QOoHJamapHHyKC.

[Ipu npeno3upane, yciI0)XKHEHO C KbPBEHE, JIEUCHUETO TPsOBa 1a ce MPEeKbCHE U Jia ce MOThPCU
IbpBUYHATA NpuiKHa. TpsAOBa Aa ce 0OMUCITH 3aII0YBaHe Ha MOIXOAAMIO JICUeHHE KaTO XUPyprudHa
XeMocTa3a, KpbBOIIPEIUBaHe, IpeJIuBaHe Ha MpsiCHA MJIa3Ma, IiasmMadepesa.

5. DPAPMAKOJIOT'NYHHU CBOUCTBA

5.1 ®apmakoguHAMHYHH CBOWCTBA

dapmakoTepaneBTHYHA IPya: aHTUTPOMOOTHYHH CPEICTBA.
ATC kox: BOIAXO05

Dapmaxoounamuynu epexmu

DoHmanapuHyKC € CHHTETHYEH U CEJIeKTUBEH HHXUOUTOP Ha akTUBUpaH ¢axTop X (Xa).
AHTUTPOMOOTHYHATA AKTHBHOCT Ha ()OHMATIAPHHYKC € Pe3yiITaT OT MEAUUPAHOTO OT aHTHTpoMOuH 111
(aHTUTPOMOMH) celeKTUBHO MHXHOUpaHe Ha (akTop Xa. Upe3 ceaeKTUBHO CBbpP3BaHe ¢
aHTUTPOMOMH, poHTamapuHyKc noTeHnupa (oxono 300 IbTH) ecTeCTBEHATa HEYTPATH3AIHs Ha
¢daktop Xa ot anTHTpOoMOUH. HeyTpanusupanero Ha ¢akTop Xa MpekbcBa KoaryJallOHHATA KacKaaa
1 MHXMOHUpa KakTo 00pa3yBaHETO Ha TPOMOMH, Taka U Pa3BUTUETO HAa TpoMO. DoHIaapuHYKC He
WHAKTHBUpPA TpoMOUHA (akTuBUpaH (akrop 1) n He oka3Ba eeKT BHPXY TPOMOOIUTHTE.

[Ipu npuiosxeHue B TepaneBTUYHY 1031 (HOHAANApPUHYKC HE IOBJIMABA B KIIMHUYHO 3HAUYUMa CTENeH
PYTHHHHUTE KOAryJallMOHHU TeCTOBE KaTO aKTUBUPAHO MapLHaiHo TpoMOomiacTuHoBo Bpeme (aPTT),
aKTHBHMpPaHO BpeMe Ha kKpbBochcupBaHe (ACT) uinu niaa3sMeHuTe TeCTOBE 3a IPOTPOMONHOBO BpeMe
(PT)/MexnynapoaHo cranaapTusupano chotHomreHue (INR), kakto u BpeMe Ha KbpPBEHE U
(uOpHHOMTUTHYHA aKTUBHOCT. Bee mak ca monmyyaBaHu peKd CIOHTAaHHU ChOOIIEHHS 32 yIbJDKaBaHe
Ha aPTT. B mo-BUCOKH 103H, MOTaT Ja HACTBIAT yMepeHHu npomMeHu B aPTT. Ilpu npunoxenue Ha
no3u oT 10 mg B U3NUTBaHUSA 32 B3aUMOAEHCTBYE, (DOHIAAPUHYKC HE MOBJIMSABA 3HAYUTEIHO
aHTHKOoaryJjannoHHara aktuBHOCT (INR) Ha BapdapuH.

donganapuHyKc 0OMKHOBEHO HE pearupa KpbCTOCAHO ChC CEPYM OT MAIUEHTH C XeNapuH
HHIyIIpaHa TpoMoOormToneHus. Bee mak psako ca moirydaBanu CrioHTaHHH choOmenns 3a HIT mpn

MAIMEHTH, JIEKyBaHU ¢ (HOHJAMapuHyKC.

Knunuynu usnumeanus

Knmamanara nporpaMa 3a (GoHAAIApUHYKC IIPH JICYCHNE HAa BEHO3HA TPOMOOEMOOIHS € Ch3/1a/IeHa, 3a
Jia ToKake e(hMKacCHOCTTa Ha (hOHAANApHHYKC 3a Je4eHHE Ha IbJI00Ka BEHO3HA TpoMOo03a U
6enonpoben emMOonmm3bpM. B koHTponmMpany kuHuaHY m3nuTBaHus ¢asa I u 111 ca BkiroueHn Hax

4 874 narueHTy.
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Jleuenue na ovnooxa 6eHosna mpomoosa

B exHO paHIOMU3UPAHO, TBOWHO-CIIATIO KJIMHUYHO W3MTUTBAHE MPH MAIIMEHTH C MMOTBHPJICHA JUATHO3a
oCTpa CHMIITOMaTH4Ha JbJI00Ka BEeHO3HAa TpoM0O03a, hoHmanapunykc 5 mg (tenecHo rerno < 50 kg),
7,5 mg (tenecHo Termo = 50 kg, < 100 kg) mnmum 10 mg (TenecHo Terno >100 kg), npunarad moaKoxHo,
BEJHBXK JHEBHO € CpaBHEHA ¢ eHOKcamapuH Hatpuid 1 mg/kg, mpuiiaran moako>xHo, 1Ba ITbTH JTHEBHO.
JlexyBanu ca o610 2 192 nanuenTy; 3a ABeTe Py NAIMEHTUTE ca JIEKYBaHU 33 HAl-MaJKo 5 IHU U
10 26 nau (cpenHo 7 auu). U nBeTe rpynu Ha JieueHUE ca MpUeMalld aHTaroHUCT Ha BUuTamMuH K, kato
JICYEHHETO C HETO € 3aIl04BajI0 B paMKHUTE Ha 72 yaca clie/l IPUII0KEHHETO Ha IbPBOTO U3MUTBAHO
JIEKapCTBO | € MpoAbIKaBaio 3a 90 + 7 nHU ¢ perynspHa MpoMsHa Ha To3uTe 3a mocturane Ha INR ot
2-3. [TppBuuHaTa KpaliHa ToUYKa 3a e()UKACHOCT € OHJia ChUeTaHNe OT MOTBBPICHAa CHMIITOMAaTHYHA
peumanBHpaina HedaraaHa BEHO3HA TpoMOoeMOomust 1 (patanHa BeHO3HA TPOMOOEMOOIIHs,
JIOKJIaJIBaHH JI0 JieH 97. Y CTaHOBEHO €, ue JieueHHeTo ¢ POoHIAapHHYKC € C He TI0-MaKa e(h)UKaCHOCT
OT JICYEHHETO C eHOKCaNapHH (YeCTOTUTE Ha BEHO3HA TpoMOoeMOomus ca Omiu chOoTBETHO 3,9% 1
4,1%).

CepHo3HO KbpBEHE MO BpEME Ha HaUallHUsI EPHOJ Ha JieueHue e HabmrogaaHo npu 1,1% ot
ManueHTHTe Ha (oHIamapuHyKe B cpaBHEHNUE ¢ 1,2% OT marueHTnTe Ha CHOKCAapyH.

Jleuenue Ha 6en0dpoben embonuzvm

[Ipu naumeHTy ¢ OCThP CUMITOMATHYEH 0e10APOOEH eMOOIU3bM € MTPOBEIEHO PaHAOMHU3UPAHO,
OTBOPEHO KJIMHUYHO U3NMUTBaHe. Jlnarnos3ara e HOTBbpAEHA upe3 00EKTUBHU METOIU Ha U3CIIeIBaHe
(xoMmtoTBpHA TOMOTpadust Ha 051 P00, 6enoapodHa aHrnorpadus win ciimpainHo KT ckeHupane).
Wzkmiovenu ca maiMeHTuTe, Ipu KOUTOo ca Ouny HeoOXoAuMHU TpoMOoIIn3a, eMOOJIEKTOMUS UITH
¢buThp Ha vena cava. PaHAOMU3MpaHHUTE MAIEHTH OM MOTJIO Ja ca JISKYBaHU MPEIBAPUTEITHO C
HepaKIMOHUPaAH XelapuH, 110 BpeMe Ha CKpUHUHroBaTa (pasza, HO MalMeHTUTe, JISKyBaHH 3a [T0BEYe
oT 24 yaca c TepaneBTUYHA /1032 aHTHKOATYJAHT WM ¢ HEKOHTPOJIMpaHa XUTICPTOHUS , ca OMIIH
n3kmoveHu. Gonpanapunyke 5 mg (tenecHo terio < 50 kg), 7,5 mg (tenecHo Terio > 50 kg,

<100 kg) mmu 10 mg (Tenecno Terio >100 kg), npunarana NOAKOXKHO, BEAHBX JHEBHO € CPaBHEHA C
He(paKIMOHUPAH XETapyH, IpUJIaral KaTo HHTpaBeHo3Ha OonycHa umkeknus (5000 1U), mocneasan
OT TIPOJIBIDKUTEITHA HHTPABEHO3HA MH(Y3Hs, IPUTOJICHA 32 MOIbpKaHe Ha 1,5-2,5 mbTH
koHTposHuTe ctoitHocTH Ha aPTT. JlekyBanu ca o6mio 2 184 nmanuenTH; 3a 1BeTe TPYIU MAllUEHTUTE
ca JIeKyBaHH 3a Hal-MaJIko 5 aHM U 10 22 nuu (cpenHo 7 nuu). U aBete rpynu Ha JIeUeHHE ca
IpUeMali aHTarOHUCT Ha BUTaMMH K, KaTo JeYeHneTo ¢ Hero € 3amo4Bajio B paMKHUTe Ha 72 yaca
cJiel IbPBOTO MIPUIIOKEHUE Ha U3MIUTBAHOTO JIEKAPCTBO U € NpogbibKaBaio 3a 90 + 7 qHuU ¢ peryispHa
mpoMsiHa Ha fo03uTe 3a nocturane Ha INR ot 2-3. [TppBryHaTa kpaifHa TOUKa 3a €(PUKACHOCT € Ouiia
chbyeTaHHe OT OTBbP/ACHA CUMIITOMAaTHYHA PeLUANBUpalla HedaTalHa BEHO3HAa TpOMOoeMOOoIus 1
(haTanHa BeHO3HA TpOMOOEMOOIHS, TOKJIAABAHU J10 1eH 97. YCTaHOBEHO €, 4e JICYEHUETO C
(doHIanapuHyKc € ¢ He Mo-Majka e(UKacHOCT OT JIEYEHUETO ¢ HepaKIIMOHUPaH XerapuH (4ecToTara
Ha pa3BUTHE Ha BEHO3HA emOounus e Onia chorBeTHO 3,8% 1 5,0%).

Cepro3HO KbpBEHE IO BpeMe Ha HayaJlHUA epHOJ] Ha JieueHue € HabmoaaBaHo npu 1,3% ot
ManueHTuTe Ha GoHmanapuHyKe B cpaBHeHHE ¢ 1,1% oT marueHTnTe Ha HE(PAKIIOHNPAH XCTIapHH.

Jleuenue nHa eenozna mpomboemboaUs Npu NeQUaAmpUyHY NAYUEeHMU
BezonacHoctTa 1 epukacHOCTTa Ha (POHIANIAPUHYKC NP MEUATPUYHHU TALIMEHTH HE Ca yCTAHOBEHH B
TIPOCIIEKTUBHYU PaHAOMU3MPAHH KIIMHUYHU MPOYYBaHHs (BXK. Touka 4.2).

B oTBOpEHO, peTpOCHIEKTUBHO, HEPAHJOMU3UPAHO, €THOLEHTPOBO KJIMHUYHO IIPOYUYBAHE C €HO paMo
366 meanaTpUYHH MANHUCHTH ca JEeKyBaHH MOCIIeN0BaTeNHO ¢ Gorganapuaykc. Ot Te3u 366 marueHTn
313 nauueHTH ¢ AMarHo3a BEHO3Ha TpoMOOoeMOoIus ca BKIIOUYEHHU B Tpylara 3a aHaJlu3 Ha
eukacHOCTTa, OT KoUTO 221 manueHTH choOMIaBaT 3a yrnoTpeda Ha poHganapuHyKc 3a > 14 nau

Y APYTH aHTUKOATyJIaHTH 32 < 33% OT 1su10cTHATA MPOIBIIKUTETHOCT Ha JIEUEHUETO C
¢donnanapunykc. Hali-uecTusaT BuJ BeHO3Ha TpoMOoeMO0us € TpoM003a, CBhp3aHa C U3MOI3BAaHETO
Ha kareTbp (N = 179; 48,9%); 86 nmanuenTn ca ¢ TpoM003a Ha IOTHUTE KpaHHUIH, 22 TIAIMSHTH ca C
TpomO03a Ha LepedpaIHUTe CUHYCH, a 9 manueHTH ca ¢ 6enoxpodbHa emOonus. [Ipu nanueHTure e
3aroyHaro jeueHue ¢ ponganapunykc 0,1 mg/kg BenHbK THEBHO, KaTO JO3UTE Ca 3aKPBIJIEHH J10
Hal-0JM3KaTa J103a, KOATO JIOCTaBs €HA OT MPEIBAPUTEIHO HATBITHEHUTE CIIPUHIIOBKH (2,5 mg, 5 mg

69



i 7,5 mg) npu nmanuentu ¢ Terno Hax 20 kg. [Ipu manmenture ¢ terno 10 — 20 kg nmpunosxenuero e
BB3 OCHOBA Ha TEJIECHOTO TETJIO O3 /1a ce 3aKphITIABa 10 Hal-OnM3KaTa 103a, KOATO IOCTABs €HA OT
IIpeJBapUTEIHO Ha'bJIHEHUTE CIPUHLIOBKY. HuBarta Ha ¢oHanapuHyKce ca MpocieieHH Cilell BTopaTa
WM TPETaTa J103a J0 TOCTUTAHEeTO Ha TepaneBTHYHH HiBa. CIie]] ToBa HIBaTa Ha (POHAAMAPHUHYKC ca
MpoCieIIBaHy IbPBOHAYAIHO CEMUYHO U CJIe/l TOBA Ha BCeKH 1 — 3 Mecera B aMOyJIaTOpHH yCIOBUSI.
[IpaBeHu ca KOpeKLMHU Ha 103aTa 3a IIOCTUI'AHE HA IIMKOBA KOHIEHTPALUs Ha (OHAAaIapUHYKC B
KpBBTa B paMKHUTE Ha TepalleBTUUHU LeneBy nuamna3oH oT 0,5 — 1,0 mg/l. Makcumannara 103a He
TpsiOBa Ja npeBuInasa 7,5 mg/nex.

[NanuenTuTe mosryyaBaT MbpBOHAYANHA 103a ¢ MeauaHa npuonusutenHo 0,1 mg/kg TenecHo rermno,
KOETO MpeJICTaBIsIBa MeIMaHa Ha jjo3ara 1,37 mg B rpymarta ¢ terino < 20 kg, 2,5 mg B rpynara c
terso ot 20 1o <40 kg, 5 mg B rpynata ¢ terno ot 40 go < 60 kg u 7,5 mg B rpynara ¢ Terio > 60 kg.
B®3 ocHOBa Ha CTOMHOCTUTE HA MeJMaHaTa TepalleBTUYHUTE HUBA CE ITOCTUTAT 3a IPUOIU3UTEIHO

3 IHM B paMKHUTE Ha BCUYKH BB3PACTOBH rpynH (BXK. Touka 5.2). B mpoyuBaHneTo MmeamnaHa Ha
TIPOBIDKUTEIHOCTTA Ha JIedeHneTo ¢ ¢ponmanapuHykc € 85,0 qau (auanaszoH ot 1 g0 3 768 nHu).

[IppBu4HATa euKacHOCT € Oa3upaHa Ha H3MEPBAHE Ha JIeNia Ha MIeIUaTPUIHHUTE MALMEHTH C IIbJIHA
TpoMOomm3a 1o 3 mecena (+ 15 gau). OOomeHuTe pe3yaTaTv MpH IIbJIHA TpOMOOIIH3a B X0a Ha
OCHOBHATa BEHO3HA TPOMOOEMOOIHS ITPH TALIMEHTH Ha Mecel] 3 ca IPEeICTABeHH 110 TPYIH Bb3 OCHOBA
Ha Bb3pacTTa U Terjaoro B Tabnuna 1 u 2.

Taboauua 1. O00011eH pe3yJTATH IPU IBJIHA TPOMOOJIM3a B X012 HA OCHOBHATA BEHO3HA
TpoMOGoemMO0JHs 10 Mecell 3 0 Bb3pacToBa rpyna

< 2 roJuHu >2 10 >6 10 >12 o
(N =30) < 6 rogMHU <12 roaunu <18 roaqunu
n (%) (N=61) (N=172) (N =150)

IMapamersp n (%) n (%) n (%)
[TbnHa TpOMOOIIM3a HA HAM- 14 (46,7) 26 (42,6) 38 (52,8) 65 (43,3)
MaJIKO eiH TpoMO, n (%)
[TemHA TpOMOOIM3a HA BCHYKH 14 (46,7) 25 (41,0) 37 (51,4) 64 (42,7)
Tpom6bu, n (%)

Tabauua 2. O00011eHN Pe3yJTATH NIPU MBJIHA TPOMOOJIM3a B X012 HA OCHOBHATA BEHO3HA
TpoMOGoeM00JHs 10 Mecel 3 1o rpyna no TerJaoTo

<20 kg 20 10 <40 kg | 40 1o <60 kg >60 kg
(N=91) (N=178) (N=170) (N=173)
IMapamersp n (%) n (%) n (%) n (%)
[TbnHa TpOMOOIIM3a HA HAM- 42 (46,2) 42 (53,8) 30 (42,9) 28 (38,4)
MaJIKO efrH TpoMO, n (%)
[TbnHA TpOMOOIIH3a HA BCUYKH 41 (45,1) 42 (53,8) 29 (41,4) 27 (37,0)
Tpom6bu, n (%)

5.2 ®apmakokMHeTHYHH CBOHMCTBA

dapmakokuHeTHKaTa Ha (poHIAIapUHYKC HATPUil ce YCTaHOBSIBA OT INIA3MEHUTE KOHIIEHTPALIMK Ha
(oHIanapuHyKc, U3MEPEHHU Upe3 aHTU-(pakTop Xa akTuBHOCT. CamMo GoHAanapuHyKC MOXe Ja ce
M3II0JI3BA 32 KamuOpHUpaHe Ha aHTH-Xa aHaIu3a (MEeXKIyHapOAHUTE CTAHIAPTH 3a XEapHH WIN
LMWH He ca noaxofsiy 3a ToBa NpHIoKeHue). B pe3ynrtar koHLueHTpauusaTa Ha poHAaIapuHYKC ce

u3passiBa B MUIUTpaMu (mg).

Abcopbyus

Cren moakoXkHO Mpuiiarane poHaanapuHykce ce abcopoupa u3Isio u 6pp30 (abCoMoTHA
6uonamuunoct 100%). Cnen npuiiarase Ha eJHa NOJKOXKHA MHXKEKIMs GoHJanapuHykKc 2,5 mg Ha
MJIAJIM W 3/IpaBH JIMIA IAKOBATa Iia3MeHa KoHueHTpanus (cpeqHa Cmax = 0,34 mg/l) ce mocrura 3a 2
Yaca ciesl nIpriokeHneTo. [lnazMeHnTe KOHIEHTPAIMK Ha TI0JIOBUHATA OT CTOWHOCTUTE 32 CpeAHa
Crax C€ TOCTHTAT 32 25 MUHYTH CJIe[] IPUJIaraHe Ha /103aTa.
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[pwu 31paBu nuia B HaNpeHAIa Bb3pacT papMakOKUHETUUHUTE NTapaMeTpy Ha (JOHIamapHHyKC ca
JTUHEHHH B TPAHUIUTE OT 2 10 8§ mg, MPUIIOKEHHU MOAK0KHO. Cie]] MPUI0KEHUE BEJIHBXK JTHEBHO
CTallMOHApHUTE IJIa3MEeHH HUBa ce jpocturar cien 3 win 4 nau ¢ 1,3 ety noBuimenne Ha Cmax ¥
AUC.

Ounenenure cpenuu (CV%) papMakOKMHETHYHY TapaMeTpy Ha (DOHAapUHYKC B CTALIMOHAPHO
CBCTOSIHUE MTPU MALMEHTH, MTOJUIOKEHH Ha OTlepalnys 3a CMsHa Ha Tazo0eApeHara crTaBa, IpueMamin
¢donganapuHykc 2,5 mg BeIHBK THEBHO, €a: Cpax (Mg/1) — 0,39 (31%), Tmax (h) — 2,8 (18%) n

Chin (mg/1) -0,14 (56%). IIpn nanuenTu ¢ Gppaktypa Ha OegpeHara KOCT, CBbp3aHa ¢ HalpeaHanara uM
BB3pACT, [UTA3MEHUTE KOHIIEHTPAUUK Ha (POHAATIAPUHYKC B CTALOHAPHO ChCTOSHUE ca: Cmax (mg/1) —
0,50 (32%), Crmin (mg/1) — 0,19 (58%).

[pu neyenne Ha ABIOOKA BeHO3HA TPOMOO03a U OeT0ApoOeH eMOOIH3BM NalUeHTHTE, TPHEMAIIH
¢donnanapunykc 5 mg (tenecHo terao <50 kg), 7,5 mg (tenecHo terno 50-100 kg BKIFOUUTENTHO) U
10 mg (renecuo termo >100 kg) BeqHbK AHEBHO, JO3UTE, IPOMEHEHH B 3aBUCUMOCT OT TETJIOTO
TTOKAa3BaT CXO/IHA €KCIO3MIIMSI BbB BCHUKH KaTeropuu TenecHo Terio. Cpegaure (CV%)
(apMaKOKMHETUYHH MapaMETPH B CTAIIMOHAPHO CHCTOSIHKE, ONPEICICHH 32 (POHIAMAPUHYKC IIPU
MAMEeHTH ¢ TBI00Ka BEHO3HA TpoMO03a, mprueMarty (OHAAIapHHYKC 110 MPEII0KCHHUS T030B PEKUM
BEJHBK JHEBHO €A Cmax (Mg/1) — 1,41 (23 %), Tmax (h) — 2,4 (8%) 1 Crmin (mg/1) -0,52 (45 %).
Ceop3anute 5 u 95 nponenra ca cboTBeTHO 0,97 11 1,92 33 Chax (mg/1) 1 0,24 11 0,95 3a Cpin (mg/1).

Pasnpeoenenue

O6embT Ha pasnpesenenue Ha GoHmanapuaykc e orpanuyet (7-11 murpa). In vitro, ponmanapunykc
ce CBbp3Ba CIEeUU(UYHO U B TOJIMA CTENECH C OeNThKa aHTUTPOMOUH, KaTO CBHP3BAHETO € 3aBHCUMO
OT Jl03aTa ¥ 1a3MeHara konueHrparst (98,6% mo 97,0% B rpanunure Ha KoHIeHTpanuu ot 0,5 1o
2 mg/l). ®onpanapuHyKC He ce CBbP3Ba 3HAUUTEIHO C APYTH IUIa3MEHH IPOTEUHH, BKIFOUUTEIHO U C
TpoMbouuteH dakrop 4 (PF4).

Toii kaTo QoHIATAPHHYKC HE CE€ CBBbP3BA 3HAYMTEIHO C APYTH IUIA3MEHH POTEHHH, OCBEH C
AHTUTPOMOMH, HE CE 0YAKBAT B3aMMOJICHCTBUS C JAPYTH JCKAPCTBEHU MPOAYKTH Ha Oa3aTa Ha
HU3MECTBAHE OT MECTaTa Ha CBbP3BaHE C IUIA3MEHUTE IIPOTEUHHU.

Buompancgopmayus
Brnpeku ue HAMa UAJIOCTHA OLIEHKA, HAMA JaHHU 32 MeTa0oIM3UpaHe Ha (OHIANAPUHYKC U T10-
CIeLMaJIHO HAMa JaHHM 32 00pa3yBaHe Ha aKTUBHU META0OJIUTH.

®onpamapunykc He naxuowupa in vitro CYP450s (CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2D6,
CYP2E1 wim CYP3A4). [lopanu Ta3u npuuuHa He ce 04akBa (POHAAMAPUHYKC Ja B3aUMOJCHCTBA C
JpyTH JEeKapCTBEHU NMPOAYKTH in vivo upe3 uuxudupane Ha CYP-menuupanus MeTaboIu3bM.

Enumunupane

EnuMUHAIMOHHUAT IOJYKUBOT (t1,) € 0KoJI0 17 yaca npu 31paBu, MJIay JULa ¥ okojo 21 yaca npu
3[IpaBU JIMIla B HarpeaHaia Bp3pacT. PoHaanapuHykc ce ekckperupa B 64-77 % ot 6p0pennte mox
(opmarta Ha HEIPOMEHEHO BEILECTBO.

Cneuud)ulmu cpynu nayuesmu

Teouampuunu nayuenmu — ®apMaKOKMHETUUHUTE MTapaMeTpy Ha (OHIANAPUHYKC, IPUIIATAH BEIHBK
JTHEBHO TIOJIKOXKHO, N3MEPEHH KaTo aHTU-(aKTOp Xa aKTUBHOCT, Ca OXapaKTepU3NpPaHHU B
npoyuBaneTo FDPX-1JS-7001, perpocnieKTUBHO IpOoy4BaHe NIpU NeAUaTpUYHU NalueHTH. [Ipu
npuban3uTenHo 60% OT ManueHTuTe He € Heo0X0AMMa KOPEKIIMs Ha J103aTa 3a JOCTUTaHe Ha
TepareBTHYHA KOHICHTpaIys Ha GpoHmanapuaykc B KpbBTa (0,5 — 1,0 mg/l) B Xxoa Ha TIXHOTO
neuenue; npu nouru 20% e HeoOxoauMa ellHa KopeKIus Ha qo3ara, npu 11% ca HeoOxoaumu J1Be
KOpeKIuu Ha jo3ata u mpu 10% ca HeoOXoauMu TIoBeYe OT /1B KOPEKIIMK Ha J103aTa B X07a Ha
JICUEHUETO 3a TIOCTUTAaHE HA TEPANEBTUYHNUTE KOHIIEHTPAUHU Ha (hoHmanapuHykc (Bxk. Tabnuma 3).
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Tab6anua 3. IpuioskeHnn KOpeKIuN HA 103aTa no Bpeme Ha npoyuBane FDPX-1JS-7001

HuBo Ha aHTH-Xa aKTHBHOCT, 6a3UPaHO HA Kopexkuus Ha nozara
donpanapunykce (mg/l)

<0,3 [ToumiaBane Ha mo3ata ¢ 0,03 mg/kg
0,3-0,49 [ToBumaBane Ha no3ata ¢ 0,01 mg/kg
0,5-1 bes mpomsina

1,01 - 1,2 [Tonmxkasane Ha no3ara ¢ 0,01 mg/kg
>1,2 [Tonmxkaane Ha no3ara ¢ 0,03 mg/kg

dapmakoknHEeTHKAaTa HA (POHIATIAPHHYKC, IPHIAraH BEIHBK JTHEBHO TTOAKOKHO, U3MEpeHa KaTo
aHTH-Xa aKTUBHOCT, € OXapakTepu3upaHa npu 24 nearaTpuyHH MalMeHTH ¢ BEHO3HA
TpoMboeMOomst. Paspaboren e nenuarpuueH nonyianunoHed @K monen upe3 komOunupane nHa @K
JAHHM TIPH MTEANAaTPUYHU TaMEeHTH ¢ JaHHU NpH Bh3pacTHH. [lomymnammonnusat ®K mozen
npenBkaa, Y€ Cuaxss U Cpings, HIOCTUTHATH NIPH IEIUATPUYHH NALIMEHTH, ca IPUOIM3UTENHO PaBHU Ha
Conaxss U Chinss , TOCTUTHATH TIPH BB3PAacTHH, KOETO MIPEAINOJIara, ye cXxeMaTa Ha Ipujiarate

0,1 mg/kg/nen e nogxonsama. OcBeH TOBa HaOMIOJaBaHUTE JaHHU MIPH NeIUATPUYHH NAllUEHTH
[IONaaaT B paMkuTe Ha 95% MpOrHo3eH HHTEpBaJ Ha JaHHUTE IIPU Bb3PACTHHU, KOETO IIPEI0CTaBs
JOITBITHUTEITHO JJAHHU B MOJIKpenia Ha ToBa, 4e 0,1 mg/kg/neH e moaxonsima 103a npyu neIuaTpuaHu
MAIUEHTH.

THayuenmu 6 nanpednana évspacm - brOpeunara GyHKIUSA MOXKeE J1a HamMallee ¢ Bb3pacTTa U Iopaau
Ta3y NPUYMHA, KaalUTeThT 3a eIMMHUHUpPaHe Ha (poHIaapHHyKC MOJKE J1a € HaMaJIeH IpH NaleHTH
B HampeHasa Bb3pacT. [lpu nanuenTy >75 ronnHu, MoA0KEHH Ha OPTOIIEANYHA ONepanus U
rpueMany GoHAanapuHykce 2,5 mg BeIHBXK JHEBHO, OYaKBAHUAT IJIa3MeH KIMPBHC € Oun 1,2 1o 1,4
IIBTH TIO-HUCHK OT TO3H MPH MalueHTH <65 roaunu. [Toqo0Ha 3aKOHOMEPHOCT € HaOIIIoAaBaHa MpH
JICYCHUE Ha MAIUEHTH C IbI00KA BEHO3HA TpoMO03a 1 OenoapoOHa emOousl.

bvopeuno yepescoane - B cpaBHEHHE ¢ MAlMEHTHTE C HOpMaiiHa ObOpedHa QpyHKIHS (KpeaTHHUHOB
xkimpbHC > 80 ml/min), MoAsI0KEHN Ha OPTOTIEAMYHA OTlepanus U npueMay GoHganapuHykc 2,5 mg
BEIHBX JHEBHO, IJIA3MEHUAT KIMPBHHC € ¢ 1,2 10 1,4 mbTH MO-HUCHK MPHU MAMEHTHUTE C JIEKO
0b0peuyHo yBpexaaHe (KpeaTHHHHOB KiaupbHC 50 1o 80 ml/min) u cpeaHo 2 WbTH MO-HUCHK TPU
MAMEeHTH ¢ yMepeHo 0p0pedHo yBpexxaaHe (kpeaTHHHHOB KIHpBHC 30 10 50 ml/min). [Ipn Texko
O0B0OpeyHO yBpexaHe (KpeaTHHHHOB KiIpBhHC < 30 ml/min), muia3sMeHUAT KIUPBHHC € TPUOITU3UTETHO
5 I'bTHU NO-HUCHK B CPAaBHEHHUE C TO3U IpU HOpMasiHa O0b0peuHa GyHKims. CBbp3aHUTE C TOBA
CTOMHOCTH Ha €TMMHHALIMOHEH MOJY>KMBOT ca 29 yaca Npu MalueHTH ¢ yMEpeHo U 72 yaca Npu
MAIMEHTH ¢ TeXKOo ObOpeuHo yBpexkaane. [TonoOHa 3akoHOMEpPHOCT € Ha0Jt0JaBaHa pH JeYeHne Ha
MAIMEHTH C IBI0OOKA BEHO3HA TpoMbo03a u OenoipoOoHa eMOOIHS.

Tenecro meano - Ilna3meHusT KIMPHHC Ha (POHAAMAPHHYKC CE IMOBUIIIaBa ¢ TeJecHOTO Terio (9%
noBuineHue Ha 10 kg).

Ilon - He ca HaOmofaBaHy pa3iinyns BbB BPB3Ka C MOJIa ClIe]l KOPHTHPaHe Ha [03aTa CIPIMO
TENECHOTO TETJIO.

Paca - apMakoKMHETUYHM pa3InYMs IOPAIU pacoBa MIPUHAUIEKHOCT HE Ca MPOYIBAHU
MIPOCIEKTUBHO. BBIIPEKH TOBa, N3NUTBAHUSA, IPOBEICHH NPH 3APABHU JINLA OT a3UATCKH MPOU3XOJ
(sITOHIN), HE ca MOKa3alli pa3inicH papMaKOKHHETHYCH NPOQHI B CPABHEHHE ChC 3/IPABH JIUIA OT
KaBKa3Ky npousxo. ITonoOHo Ha ToBa, He ca HAaOIIOaBaHU PA3IMUUs B IUIa3MEHUs KIMPBHC MEXKIY
appoaMeprKaHIIM U JTUIA OT KaBKa3KU MPOU3XO]], MOJUIOKEHH Ha OPTONEIUYHA OTIepaIlts.

Yeproopodno yepescoane - Ciell HIOAKOKHO NpUIIaraHe Ha eAHOKpaTHA 1032 (POHAAapUHYKC IPU
WH/IMBUIN C YMEPEHO M0 TeXeCT YepHoApoOHOo yBpexnane (Child-Pugh kareropus B), obmure (T.e.
Ha CBBP3aHus U Ha HecBbP3aHUA) Crax U AUC ca ce MOHMKUIN ChOTBETHO ¢ 22% u 39% B cpaBHeHHE
C MHAMBHUJIM C HOpMaJTHA YepHOApoOHa (yHKIus. [[oHMKEeHUTE TUIa3MeHH KOHIICHTPAIIUK Ha
(doHIanapuHyKc NpU UHAUBUIM C YEPHOIPOOHO YBpEXKIaHE Ce AbDKAT HAa HAMaJIeHO CBbP3BaHe C
ATIII, xoeTo e crieACTBHE OT MOHIKEHUTE T1a3Menn KoHeHTparuu Ha ATIIL; ToBa Boau 110
noBuIIeH ObOpeueH KIMpbHC Ha (poHAanapuHykce. ClegoBaTeIHO, MPU NALMEHTH C JIEKO 10 YMEPEHO
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TEKKO 4EPHOAPOOHO YBpEXkKAHE HE CE€ 0UaKBa KOHLEHTPAIIMUTE Ha HECBBP3aHUs (POHAANapHHYKC 1a
OBaT MPOMEHEHH U T10 Ta3W NPUIHMHA, OCHOBABAIKH ce Ha ()apMaKOKMHETHKATa, HE € HEOOXOJUMO
KODHUTHPAHE Ha J03aTa.

dapmakokuHeTHKaTa Ha (OHAANAPHHYKC HE € IPOYYBaHA MPU MAIHEHTH C TEKKO YSPHOAPOOHO
yBpexaane (Bxk. Touku 4.2 u 4.4).

5.3 IIpeakJVMHWYHU JAHHH 32 0€30MACHOCT

[IpenkIMHUYHUTE TaHHU HE TIOKa3BaT 0COOEH PUCK 3a Xopara Ha 0a3a Ha KOHBEHI[MOHAITHHUTE
(i)apMaKOJ'IOI‘I/I‘lHI/I HN3IIUTBAHUA 34 6C3OHaCHOCT U I'CHOTOKCHYHOCT. HpquBaHI/IHTa 3a MHOFOKpaTHO
MPUJIOKEHUE U PEIPOTYKTUBHA TOKCUYHOCT HE TIOKa3BaT OCOOCH PUCK, HO HE MPEJICTaBAT
3aJI0BOJIUTEITHH JIAHHU 3a npoduia Ha 6e30MacHOCT OPaJX OTPAHUYEHATA EKCIIO3HIIHS TTPH KUBOTHH.
6. DOAPMAIEBTUYHU JTAHHU

6.1 Chnucbk HA NOMOIIHHUTE BEIeCTBa

Hatpues xnopun

Bopa 3a nmxkeknnn

XJ0pOBOAOPOIHA KHCEITNHA

Hatpues xunpoxcun

6.2 HecnbBMecTHMOCTH

IMpu numnca Ha Npoy4YBaHUS 32 HECHbBMECTUMOCTH, TO3H JIEKAPCTBEH MIPOLYKT HE TPsiOBa Ja ce CMEeCBa C
JIpYTH JIEKapCTBEHH NIPOLYKTH.

6.3 Cpoxk Ha rogHoct

3 roOIMHH.

6.4 CrneunuaJiHu yCJOBHS HA CbXpaHeHHe
Ha ce cexpansBa nox 25°C. Jla He ce 3ampa3siBa.
6.5 Buau cpabpixaHue Ha ONIAKOBKAaTa

Crorien pesepsoap (1 ml) ot crekio tum I, rpagyupan ¢ 27 pazgenenus x 12,7 mm urna ¢ 6yrano ot
XJIOPOOYTHUIIOB eJIacToOMep.

Arixtra 10 mg/0,8 ml ce npeanara B onmakoBku oT 2, 7, 10 u 20 npeaBapUTEIHO HATBIHEHU
CHIPHUHIIOBKY. IMa Ba BUa CIPUHIIOBKH:

. CIIPHHIIOBKA C JIMJIABO OYTajlo M aBTOMAaTHYHA CHCTEMa 3a O€3011acHOCT
. CHPUHIIOBKA C JIJIaBO OyTaJo U pbhUHA cUCTEMA 3a Oe30MacHOCT

He Bcruky BuoBe OMaKOBKU MOTaT Ja ObAAaT ITyCHATH B IpoAaxoa.
6.6 CnenuajHu NpeJna3sHU MePKH IIPH U3XBbPJIsiHe U padoTa
INoxkoxHAaTa HHXKEKIHS Ce IIPUJIara 1o ChINU HAYMH, KaKTO ¢ KJIaCHYecKaTa CIIPHHIIOBKA.

ITapenTepanHusaT pa3TBOpP TPsAOBA [a ce Mperieaa 3a HATMYMETO Ha YaCTHLU MM TIOMBTHSABAaHE MPEx
MIPYIIOKEHHE.

Vka3aHus 3a caMOCTOSTEIHO MMPUJIIOKCHHUE Ca BKIIFOUCHH B JIMCTOBKATA 3a IMAallUCHTA.
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Arixtra IpeABapUTEIHO HATBIHEHH CIIPUHIIOBKY Ca Ch3/Ia/IeHU ChC CHCTEMa 3a 0€30I1acHOCT Ha
urjara 3a npejnasBaHe OT yOoXkIaHe OT UrjaTa clie/l HHKEKTHpaHe.

Heusnon3sanusr JICKapCTBCH MPOAYKT WIN OTHNAABYHUTE MaTCpUAJIN OT HETO Tp?[6Ba Ja C€ U3XBBPJIAT
B CbOTBCTCTBHUEC C MCCTHUTC U3UCKBAHUA.
To3u JICKapCTBEH MPOAYKT € CaMO 3a €THOKPATHO IIPUITIOKEHUE.

7. IMPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Viatris Healthcare Limited
Damastown Industrial Park,
Mulhuddart

Dublin 15,

DUBLIN

Upnannus

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

EU/1/02/206/032
EU/1/02/206/035

9. JATA HA ITbPBO PA3PEITIABAHE/TIOJHOBSIBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

[ara Ha mepBo pazpemanane: 21 mapt 2002
[Jara na nocnenHo noxHosiBane: 20 anpuin 2007

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

IMonpo6Ha nudopMarys 32 TO3H JIEKapCTBEH MPOIYKT € IpeocTaBeHa Ha yel calita Ha EBponeiickara
areHIysl Mo JiekapcTara http://www.ema.europa.cu
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MMPUJIOKEHHUE I1

MMPOU3BOAUTEJI(M), OTTOBOPEH(HMN) 3A
OCBOBOXJABAHE HA ITAPTUIHN

YCJOBUA WJIN OT'PAHUYEHUA 3A JOCTABKA U
YIHOTPEBA

APYI' YCJIOBUS N NBUCKBAHUS HA PASPEIIEHUETO
3A YIIOTPEBA

YCJ0OBUSA NI OTPAHUYEHMUA 3A BE3OITACHA "
E®PEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUA ITPOAYKT
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A. NPOMU3BOAUTEJI(M), OTTOBOPEH (HHN) 3A OCBOBOXJABAHE HA ITAPTHUIN

HMe u agpec HA TPOM3BOINUTENIS, OTTOBOPEH 332 OCBOOOXKIaBAHE HA MAPTUANTE

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

F-76960 Notre Dame de Bondeville
OpaHuus

Viatris Germany GmbH

Zweigniederlassung Bad Homburg v. d. Hohe,
Benzstrasse 1

61352 Bad Homburg v. d. Hohe

I'epmanus

[ledaTHaTa MUCTOBKA HA JICKAPCTBEHHUS IPOIYKT TPSAOBA Jia ChIbpKa HMETO | ajipeca Ha
TIPOU3BOIUTENS, OTTOBOPEH 32 OCBOOOXK/JaBAaHETO HA ChOTBETHATA MAPTH/IA.

b. YCJOBUs NJIM OTPAHUYEHUSA 3A JOCTABKA U YIIOTPEBA

.HCKapCTBCHI/IHT OPOAYKT C€ OTITYCKa ITO JICKapCKO MpEANCaHUuEC.

B. JAPYI'N YCJIIOBHUSA U N3BNCKBAHMUSI HA PASPEILIEHHUETO 3A YIIOTPEBA
. IMeproauyHmn aKTyaJTU3UPAHU JOKJIAIM 32 0€30MACHOCT

[IpurexaTensaT Ha pa3pelIeHUeTo 3a ynorpebda TpsiOBa J1a moiaBa MepHOJANYHHU aKTyaTU3UpaHH
JOKJTaau 3a O30IIacHOCT 3a TO3U MPOIYKT CHITTACHO M3UCKBAHUITA, TOCOYECHH B CITHCHKA C
pedepentnute natu Ha EBponeiickust cbio3 (EURD cnuchk), npenBuaex B wi. 1078, an. 7 ot
Hupekrusa 2001/83/EO u myOnuKyBaH Ha €BPOTIEHCKUS yeOIopTai 3a JeKapcTaa.

. YCJOBUs NJIIX OT'PAHUYEHUS 3A BE3OITIACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS ITIPOAYKT

. IInan 3a ynpaBienue Ha pucka (ITYP)

ITPY TpsibBa na U3BBPLIBA U3LCKBAaHUTE NEHHOCTHU U €CTBHSA, CBBP3aHU C IPOCIE/ISBaHE Ha
JeKapcTBeHaTa 6€30IacHOCT, ocoueHu B ogodpenus ITYP, npencrasen B Moy 1.8.2 Ha
Pa3zpemenuero 3a ynorpe0a, KakTo U IPH BCUYKHU CIIEABAIM ChITIACYBaHH aKTyanu3anuu Ha [TYP.

Axryanusupan [TYP Tps6Ba na ce moaasa:

. 10 uckaHe Ha EBporneiickara areHuus 110 JeKapcTBara;

. BHHATH, KOTaTO C€ U3MEHS CHCTEMaTa 3a yIpaBJIeHHE Ha PUCKa, 0COOEHO B pe3yJITaT Ha
NoJly4aBaHe Ha HOBa HH(OPMALs, KOSTO MOXKE J1a I0BeJe 10 3HAaUMMH TPOMEHH B
CHOTHOILEHUETO I0JI3a/PUCK, WK CIIe] JOCTUTaHe Ha BayKeH eTarl (BbB Bpb3Ka C POCesIBaHe
Ha JIeKapCTBEeHATa 0€30MaCHOCT WM CBEXJaHEe Ha PUCKa 10 MUHIMYM).

Axo nogaBaneto Ha [TAJIb u akryanusupaneto Ha [IYP cpBmagaT, Te Moxe na ce momagaT
€IHOBPEMEHHO.
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NPUJIOKEHMUE III

JAHHH BBbPXY OITIAKOBKATA U JINCTOBKA
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A. JAHHH BBPXY OIIAKOBKATA
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JAHHH, KOUTO TPSABBA JIA CbABbPXA BTOPUYHATA OITAKOBKA

BTOPUYHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Arixtra 1,5 mg/0,3 ml nHXeKIIMOHEH pa3TBOP
DoHanapuHyKc HaTpUn

2. OBSIBSABAHE HA AKTUBHOTO/UMTE BEHLIECTBO/A

Enna npensaputenHo HambiiHeHa cripuHIioBka (0,3 ml) ceaspika 1,5 mg poHganapuHyke HATPHIA.

3. CIIUCBK HA HIOMOINHUTE BEINECTBA

CLm)pxca CBhIIO: HATPUEB XJIOPH I, BOJA 3a MHKCKIUH, XJTIOPOBOAOPOAHA KUCEIMNHA, HATPHUCB
XUAPOKCHUA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

WmKeKInoHeH pa3TBop, 2 MPEABAPUTEIHO HATBIHEHH CIPUHIIOBKH C aBTOMATHYHA CHCTEMa 32
0e30MmacHOCT

HmxeknnoHeH pa3TBop, 7 MPEABAPUTEIIHO HATBIHEHH CIIPUHIIOBKY ¢ aBTOMATUYHA CHCTEMa 32
0e30IacHOCT

HmxekinoneH pa3TBop, 10 mpeaBapUTEIHO HATBIHEHH CIPUHIIOBKU C aBTOMAaTHYHA CHCTEMa 32
0e30macHOCT

HmxekinoneH pa3TBop, 20 MpeBapUTEIHO HATBIHEHH CIPUHIIOBKU C ABTOMAaTHYHA CHCTEMa 32
0e30macHOCT

HmxekinoHeH pa3TBop, 2 TMPEeABAPUTEIIHO HAITBIHECHH CIIPUHIIOBKH C PhYHA CHCTEMa 3a 6€30MacHOCT
WmxeknnoHeH pa3TBop, 10 mpeaBapuTeTHO HAITBIHCHN CIPUHIIOBKA C PhYHA CHCTEMA 38
0e30ImacHOCT

WmxeknnoneH pa3TBop, 20 mpeaBapuTeTHO HAITBIHCHH CIPUHIIOBKA C PhYHA CHCTEMA 38
0e30IacHOCT

5. HAYYH HA ITPUJIATAHE U ITBbT/MIIA HA BbBE/KJJAHE

TloakoxHO IMIPUIIOKCHNE

[Ipenu ynotpeba npoyereTe IUCTOBKATA.

6. CIIEIMAJIHO NPEAYHPEXJIEHUE, YE JIEKAPCTBEHUSAT INTPOAYKT TPSIGBA
JA CE CBXPAHABA HA MSCTO JAJIEYE OT IIOTJIEJJA 1 TOCEI'A HA IEITA

I[a C€ ChXpaHsBa Ha MsCTO, HEAOCTHITHO 3a JCA.
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‘ 7. JAPYTU CHHEINMAJIHU ITPEAYIPEXKAEHUSA, AKO E HEOBXOJUMO

[Ipenma3urenar Ha WIVIaTa Ha CIPUHIIOBKATA ChIbpIKa JIaTeKC. Moske 1a IPUYMHY TEXXKH aJIEPTUYHA
peakuuu.

‘ 8. JATA HA T3TUYAHE HA CPOKA HA I'OJJHOCT

T'onen no:

‘ 9. CIHELUAJIHA YCJIOBUSI HA CbXPAHEHHUE

[a ce cexpanssa mox 25°C. [la He ce 3ampassiBa.

10. CIIEIMAJIHU INPEAITAZHU MEPKU ITPU U3XBBPJIIAAHE HA HEN3IIOJI3BBAHA
YACT OT JJEKAPCTBEHUTE ITPOAYKTHU NN OTIHAABYHU MATEPHUAJIN OT
THAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJPEC HA ITIPUTEKATEJISA HA PASPEIIEHHUETO 3A YIIOTPEBA

Viatris Healthcare Limited
Damastown Industrial Park,
Mulhuddart

Dublin 15,

DUBLIN

Upnannus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/02/206/005 - 2 nmpenBapuTeIHO HAITBIHEHN CIPUHIIOBKU C aBTOMATHYHA CHCTEMA 3a
Oe3omacHOCT

EU/1/02/206/006 - 7 mpeBapUTEIHO HATBJIHEHH CIIPUHIIOBKU C aBTOMAaTHYHA CHCTEMA 32
Oe3omacHOCT

EU/1/02/206/007 - 10 mpenBapuTeTHO HAIIBJIHEHN CIPHUHIIOBKH C aBTOMAaTHYHA CUCTEMA 3a
6e3omacHoCT

EU/1/02/206/008 - 20 mpenBapuTeTHO HAITBJIHEHN CIPHUHIIOBKH ¢ aBTOMAaTHYHA CUCTEMA 32
6e3omacHoCT

EU/1/02/206/024 - 2 nmpeaBapUTEIHO HAITBIHEHU CIIPHHIIOBKH C PhYHA CHCTeMa 3a 0€30IacHOCT
EU/1/02/206/025 - 10 mpeaBapUTEeIHO HAITBJIHEHHN CIPHHIIOBKA C PhUHA CHCTEMA 33 0€30MaCHOCT
EU/1/02/206/026 - 20 npeBapuTeIHO HAIIBJIHEHN CIIPUHILIOBKH C phYHA CUCTEMA 32 0€30MaCHOCT

13. TMAPTHUJIEH HOMEP

[TapTunen Ne
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14. HAYMH HA OTITYCKAHE

JlexkapcTBEHHAT HPOAYKT C€ OTIYCKa I10 JISKAPCKO MPEAIIICAHHUE.

‘ 15. YKA3AHWA 3A YIIOTPEBA

‘ 16. MH®OPMAIIAA HA BPAMJIOBA A3BBYKA

arixtra 1,5 mg

‘ 17. YHUKAJIEH HIJEHTH®UKATOP — IBYU3MEPEH BAPKO/{

JBym3MepeH 0apKox ¢ BKIIOYCH YHUKAIEH HACHTH(HKATOD

‘ 18. YHUKAJIEH UWAEHTHO®UKATOP — JJIAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MHUHHUMYM JAHHH, KOUTO TPSBBA JIA CBABPXAT MAJIKUTE EJUHUYHN
I'bPBUYHU OITAKOBKH

NPEIABAPUTEJIHO HAITBJIHEHA CITPUHIIOBKA

‘ 1. NME HA JJEKAPCTBEHUA INPOAYK U IBT/MIINA HA BBbBEXKJIAHE

Arixtra 1,5 mg/0,3 ml nmxexus
¢donnanapunykc Na

TloakoxHO IMIPUIIOKCHNE

‘ 2. HAYMH HA ITPUJIATAHE

‘ 3. JATA HA T3TNYAHE HA CPOKA HA 'OJJHOCT

T'onen no:

4. MHAPTUAEH HOMEP

ITapTunen Ne

5. CbABPKAHUE KATO MACA, OBEM WJIH EJJTUHUINA

82



JAHHH, KOUTO TPSABBA JIA CbABbPXA BTOPUYHATA OITAKOBKA

BTOPUYHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Arixtra 2,5 mg/0,5 ml HH)XEeKIIMOHEH pa3TBOP
DoHanapuHyKc HaTpUn

2. OBSIBSABAHE HA AKTUBHOTO/UMTE BEHLIECTBO/A

Enna npensaputenHo HambiiHeHA cripuHIioBKa (0,5 ml) ceabppika 2,5 mg hoHIanapuHyKC HATPHIA.

3. CIIUCBK HA HIOMOINHUTE BEINECTBA

CLm)pxca CBhIIO: HATPUEB XJIOPH I, BOJA 3a MHKCKIUH, XJIOPOBOAOPOAHA KUCEIMNHA, HATPHUCB
XUAPOKCHUA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

WmKeKInoHeH pa3TBop, 2 MPEABAPUTEIHO HATBIHEHH CIPUHIIOBKH C aBTOMATHYHA CHCTEMa 32
0e30MmacHOCT

HmxeknnoHeH pa3TBop, 7 MPEABAPUTEIIHO HATBIHEHH CIIPUHIIOBKY ¢ aBTOMATUYHA CHCTEMa 32
0e30IacHOCT

HmxekinoneH pa3TBop, 10 mpeaBapUTEIHO HATBIHEHH CIPUHIIOBKU C aBTOMAaTHYHA CHCTEMa 32
0e30macHOCT

HmxekinoneH pa3TBop, 20 MpeBapUTEIHO HATBIHEHH CIPUHIIOBKU C ABTOMAaTHYHA CHCTEMa 32
0e30macHOCT

HmxekinoHeH pa3TBop, 2 TMPEeABAPUTEIIHO HAITBIHECHH CIIPUHIIOBKH C PhYHA CHCTEMa 3a 6€30MacHOCT
WmxeknnoHeH pa3TBop, 10 mpeaBapuTeTHO HAITBIHCHN CIPUHIIOBKA C PhYHA CHCTEMA 38
0e30ImacHOCT

WmxeknnoneH pa3TBop, 20 mpeaBapuTeTHO HAITBIHCHH CIPUHIIOBKA C PhYHA CHCTEMA 38
0e30IacHOCT

5. HAYYH HA ITPUJIATAHE U ITBbT/MIIA HA BbBE/KJJAHE

TloakoxxHO wIn HWHTPABCHO3HO MMPUJIIOKCHUE

[Ipenu ynotpeba npoyereTe IUCTOBKATA.

6. CIIEIMAJIHO NPEAYHPEXJIEHUE, YE JIEKAPCTBEHUSAT INTPOAYKT TPSIGBA
JA CE CBXPAHABA HA MSCTO JAJIEYE OT IIOTJIEJJA 1 TOCEI'A HA IEITA

I[a C€ ChXpaHsBa Ha MsCTO, HEAOCTBITHO 3a JICTA.
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‘ 7. JAPYTU CHHEINMAJIHU ITPEAYIPEXKAEHUSA, AKO E HEOBXOJUMO

[Ipenma3urenar Ha WIVIaTa Ha CIPUHIIOBKATA ChIbpIKa JIaTeKC. Moske 1a IPUYMHY TEXXKH aJIEPTUYHA
peakuuu.

‘ 8. JATA HA T3TUYAHE HA CPOKA HA I'OJJHOCT

T'onen no:

‘ 9. CIHELNUAJIHA YCJIOBUSI HA CbXPAHEHHUE

[a ce cexpanssa mox 25°C. [la He ce 3ampassiBa.

10. CIIEIMAJIHU INPEAITAZHU MEPKU ITPU U3XBBPJIIAAHE HA HEN3IIOJI3BBAHA
YACT OT JJEKAPCTBEHUTE ITPOAYKTHU NN OTIHAABYHU MATEPHUAJIN OT
THAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJPEC HA ITIPUTEKATEJISA HA PASPEIIEHHUETO 3A YIIOTPEBA

Viatris Healthcare Limited
Damastown Industrial Park,
Mulhuddart

Dublin 15,

DUBLIN

Upnannus

12. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

EU/1/02/206/001 - 2 nmpenBapuTeIHO HAITBIHEHN CIPUHIIOBKU C aBTOMATUYHA CUCTEMA 3a
Oe3omacHOCT

EU/1/02/206/002 - 7 mpeBapUTEITHO HATBJIHEHH CIIPUHIIOBKU C aBTOMATHYHA CHCTEMA 32
Oe3omacHOCT

EU/1/02/206/003 - 10 npenBapuTeTHO HAIIBJIHEHN CIPHUHILIOBKH C aBTOMAaTHYHA CUCTEMA 3a
6e3omacHoCT

EU/1/02/206/004 - 20 npenBapuTeTHO HAITBJIHEHN CIIPHUHIIOBKH C aBTOMAaTHYHA CUCTEMA 32
6e3omacHoCT

EU/1/02/206/021 - 2 nmpeaBapUTEIHO HAITBIHEHU CIIPHHIIOBKH C PhYHA CHCTEMa 3a 0€30IacHOCT
EU/1/02/206/022 - 10 npeaBapUTEIHO HAITBJIHEHHN CIPHHIIOBKA C PhUHA CHCTEMA 33 0€30MacCHOCT
EU/1/02/206/023 - 20 npenBapuTeIHO HAIIBJIHEHN CIIPUHILIOBKH C phYHA CUCTEMA 32 0e30MacHOCT

13. TMAPTHUJIEH HOMEP

[TapTunen Ne
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14. HAYMH HA OTITYCKAHE

JlexkapcTBEHHAT HPOAYKT C€ OTIYCKa I10 JISKAPCKO MPEAIIICAHHUE.

‘ 15. YKA3AHWA 3A YIIOTPEBA

‘ 16. MH®OPMAIIAA HA BPAMJIOBA A3BBYKA

arixtra 2,5 mg

‘ 17. YHUKAJIEH HIJEHTH®UKATOP — IBYU3MEPEH BAPKO/{

JBym3MepeH 0apKox ¢ BKIIOYCH YHUKAIEH HACHTH(HKATOD

‘ 18. YHUKAJIEH UWAEHTHO®UKATOP — JJIAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MHUHHUMYM JAHHH, KOUTO TPSBBA JIA CBABPXAT MAJIKUTE EJUHUYHN
I'bPBUYHU OITAKOBKH

NPEIABAPUTEJIHO HAITBJIHEHA CITPUHIIOBKA

‘ 1. NME HA JJEKAPCTBEHUA INPOAYK U IBT/MIINA HA BBbBEXKJIAHE

Arixtra 2,5 mg/0,5 ml urxexus
¢donnanapunykc Na

[TonxosxHO / IHTpaBEHO3HO MPUIIOKEHHE

‘ 2. HAYMH HA ITPUJIATAHE

‘ 3. JATA HA T3TNYAHE HA CPOKA HA 'OJJHOCT

T'onen no:

4. MHAPTUAEH HOMEP

ITapTunen Ne

5. CbABPKAHUE KATO MACA, OBEM WJIH EJJTUHUINA
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JAHHH, KOUTO TPSABBA JIA CbABbPXA BTOPUYHATA OITAKOBKA

BTOPUYHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Arixtra 5 mg/0,4 ml HHXXEKIIMOHEH Pa3TBOP
DoHanapuHyKc HaTpUn

2. OBSIBSABAHE HA AKTUBHOTO/UMTE BEHIECTBO/A

Enna npensaputenHo HambiiHeHa cripuHIoBKa (0,4 ml) cpabpika 5 mg hoHAaapUHYKC HATPHA.

3. CIIUCBHK HA HIOMOIINHUTE BEINECTBA

CLm)pxca CBhIIO: HATPUEB XJIOPH I, BOJA 3a MHKCKIUH, XJTIOPOBOAOPOAHA KUCEIMNHA, HATPHUCB
XUAPOKCHUA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

WmKeKInoHeH pa3TBop, 2 MPEABAPUTEIHO HATBIHEHH CIPUHIIOBKH C aBTOMATHYHA CHCTEMa 32
0e30MmacHOCT

HmxeknnoHeH pa3TBop, 7 MPEeIBapUTEIIHO HATBIHEHH CIIPUHIIOBKY C aBTOMATUYHA CHCTEMa 32
0e30IacHOCT

HmxekinoneH pa3TBop, 10 mpeaBapUTEIHO HATBIHEHH CIPUHIIOBKU C aBTOMAaTHYHA CHCTEMa 32
0e30macHOCT

HmxekinoneH pa3TBop, 20 MpeBapUTEIHO HATBIHEHH CIPUHIIOBKU C ABTOMAaTHYHA CHCTEMa 32
0e30macHOCT

HmxekinoHeH pa3TBop, 2 TMPEeABAPUTEIIHO HAITBIHECHH CIIPUHIIOBKH C PhYHA CHCTEMa 3a 6€30MacHOCT
WmxeknnoHeH pa3TBop, 10 mpeaBapuTeTHO HAITBIHCHN CIPUHIIOBKA C PhYHA CHCTEMA 38
0e30ImacHOCT

WmxeknnoneH pa3TBop, 20 mpeaBapuTeTHO HAITBIHCHH CIPUHIIOBKH C PhYHA CHCTEMA 38
0e30IacHOCT

5. HAYYH HA ITPUJIATAHE U ITBbT/MIIA HA BbBE/KJJAHE

TloakoxHO IMIPUIIOKCHNE

[Ipenu ynotpeba npoyereTe IUCTOBKATA.

6. CIIEIMAJIHO NPEAYHPEXJIEHUE, YE JIEKAPCTBEHUSAT INTPOAYKT TPSIGBA
JA CE CBXPAHABA HA MSCTO JAJIEYE OT IIOTJIEJA 1 TOCEI'A HA IEITA

I[a C€ ChXpaHsBa Ha MsCTO, HEAOCTBITHO 3a JICTA.
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‘ 7. JAPYTU CHHEINMAJIHU ITPEAYIPEXKAEHUSA, AKO E HEOBXOJUMO

Tenecno terno mox 50 kg

IMpenmasurenstT Ha UTJIaTa HA CIIPUHIIOBKATA ChIbpKa JaTekc. MojKe 1a IPUYMHH TEXKKU alepruuHu
peaKIuH.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:

‘ 9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE

Ha ce cexpanssa mox 25°C. [la He ce 3ampassiBa.

10. CIIEIMAJIHU ITPEAITAZHU MEPKU ITPU U3XBBPJIIAAHE HA HEN3IIOJI3BBAHA
YACT OT JJEKAPCTBEHUTE INPOAYKTHU NN OTIHAABYHU MATEPHUAJIN OT
TAX, AKO CE N3UCKBAT TAKUBA

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

Viatris Healthcare Limited
Damastown Industrial Park,
Mulhuddart

Dublin 15,

DUBLIN

Upnannus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/02/206/009 - 2 nmpenBapUTeIHO HAITBIHEHN CIPUHIIOBKU C aBTOMATHYHA CUCTEMA 3a
6e3omacHOCT

EU/1/02/206/010 - 7 mpeaBapUTEIHO HATBJIHEHU CIPUHIIOBKY C aBTOMaTHUYHA CHCTEMa 32
6e3omacHoCT

EU/1/02/206/011 - 10 mpenBapuTeTHO HAITBJIHEHN CIIPHUHIIOBKH C aBTOMATHYHA CUCTEMA 32
6e3omacHoCT

EU/1/02/206/018 - 20 mpenBapuTeTHO HAITBJIHEHN CIIPHHIIOBKH C aBTOMATHYHA CUCTEMA 32
0e3omacHoCT

EU/1/02/206/027 - 2 npeaBapUTEIHO HAIIBIHEHU CIIPUHIIOBKU C PhYHA CHCTeMa 3a 6€30IacHOCT
EU/1/02/206/028 - 10 mpenBapUTeIHO HATBJIHEHN CIIPHHIIOBKH C phYHA CHCTEMA 32 6€30MacHOCT
EU/1/02/206/033 - 20 mpenBapuUTeTHO HAITBJIHEHN CIIPHHIIOBKH C PhYHA CUCTEMA 32 0€30MaCHOCT

13. MHAPTHUJAEH HOMEP

ITapTunen Ne
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14. HAYMH HA OTITYCKAHE

JlexkapcTBEHHAT HPOAYKT C€ OTIYCKa I10 JISKAPCKO MPEAIIICAHHUE.

‘ 15. YKA3AHWA 3A YIIOTPEBA

‘ 16. MH®OPMAIIAA HA BPAMJIOBA A3BBYKA

arixtra 5 mg

‘ 17. YHUKAJIEH HIJEHTH®UKATOP — IBYU3MEPEH BAPKO/{

JBym3MepeH 0apKox ¢ BKIIOYCH YHUKAIECH HACHTH(HKATOD

‘ 18. YHUKAJIEH UWAEHTHO®UKATOP — JJIAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MHUHHUMYM JAHHH, KOUTO TPSBBA JIA CBABPXAT MAJIKUTE EJUHUYHN
I'bPBUYHU OITAKOBKH

NPEIABAPUTEJIHO HAITBJIHEHA CITPUHIIOBKA

‘ 1. NME HA JJEKAPCTBEHUA INPOAYK U IBT/MIINA HA BBBEKJIAHE

Arixtra 5 mg/0,4 ml nHxexnus
¢donnanapunykc Na

TloakoxHO IMMPUIIOKCHNE

‘ 2. HAYMH HA ITPUJIATAHE

‘ 3. JATA HA T3TNYAHE HA CPOKA HA 'OJJHOCT

T'onen no:

4. MHAPTUAEH HOMEP

ITapTunen Ne

5. CbABPKAHUE KATO MACA, OBEM WJIH EJJTUHUINA

90



JAHHH, KOUTO TPSABBA JIA CbABbPXA BTOPUYHATA OITAKOBKA

BTOPUYHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Arixtra 7,5 mg/0,6 ml HH)XEKIIMOHEH Pa3TBOP
DoHanapuHyKc HaTpUn

2. OBSIBSABAHE HA AKTUBHOTO/UMTE BEHLIECTBO/A

Enna npensaputenHo HambiiHeHA cripuHIioBKa (0,6 ml) ceabspka 7,5 mg hoHIanapuHyKC HATPHA.

3. CIIUCBK HA HIOMOINHUTE BEINECTBA

CLm)pxca CBhIIO: HATPUEB XJIOPH I, BOJA 3a MHKCKIUH, XJTIOPOBOAOPOAHA KUCEIMNHA, HATPHUCB
XUAPOKCHUA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

WmKeKInoHeH pa3TBop, 2 MPEABAPUTEIHO HATBIHEHH CIPUHIIOBKH C aBTOMATHYHA CHCTEMa 32
0e30MmacHOCT

HmxeknnoHeH pa3TBop, 7 MPEeIBapUTEIIHO HATBIHEHH CIIPUHIIOBKY C aBTOMATUYHA CHCTEMa 32
0e30IacHOCT

HmxekinoneH pa3TBop, 10 mpeaBapUTEIHO HATBIHEHH CIPUHIIOBKU C aBTOMAaTHYHA CHCTEMa 32
0e30macHOCT

HmxekinoneH pa3TBop, 20 MpeBapUTEIHO HATBIHEHH CIPUHIIOBKU C ABTOMAaTHYHA CHCTEMa 32
0e30macHOCT

HmxekinoHeH pa3TBop, 2 TMPEeABAPUTEIIHO HAITBIHECHH CIIPUHIIOBKH C PhYHA CHCTEMa 3a 6€30MacHOCT
WmxeknnoneH pa3TBop, 10 mpeaBapuTeHO HAITBIHCHH CIPUHIIOBKH C PhYHA CHCTEMA 38
0e30ImacHOCT

WmxeknnoneH pa3TBop, 20 mpeaBapuTeTHO HAITBIHCHH CIPUHIIOBKA C PhYHA CHCTEMA 38
0e30IacHOCT

5. HAYYH HA ITPUJIATAHE U ITBbT/MIIA HA BbBE/KJJAHE

TloakoxHO IMIPUIIOKCHNE

[Ipenu ynotpeba npoyereTe IUCTOBKATA.

6. CIIEIMAJIHO NPEAYHPEXJIEHUE, UE JIEKAPCTBEHUSAT INPOAYKT TPSIBBA
JA CE CBXPAHABA HA MSCTO JAJIEYE OT IIOTJIEJJA 1 TOCEI'A HA IEITA

I[a C€ ChXpaHsBa Ha MsCTO, HEAOCTBITHO 3a JICTA.
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‘ 7. JAPYTU CHHEINMAJIHU ITPEAYIPEXKAEHUSA, AKO E HEOBXOJUMO

Tenecno termo 50-100 kg

IMpenmasurenst Ha UIJaTa HA CIPUHIIOBKATA ChIbPKa JaTekc. MoKe 1a IPUYMHH TEXKKU alepruuHu
peaKiuH.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:

‘ 9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE

Ha ce cexpanssa mox 25°C. [la He ce 3ampassiBa.

10. CIIEIMAJIHU ITPEAITAZHU MEPKU ITPU U3XBBPJIIAAHE HA HEN3IIOJI3BBAHA
YACT OT JJEKAPCTBEHUTE INPOAYKTHU NN OTIHAABYHU MATEPHUAJIN OT
TAX, AKO CE N3UCKBAT TAKUBA

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

Viatris Healthcare Limited
Damastown Industrial Park,
Mulhuddart

Dublin 15,

DUBLIN

Upnannus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/02/206/012 - 2 nmpenBapUTEIHO HAITBIHEHN CIPUHIIOBKU C aBTOMATHYHA CHCTEMA 3a
6e3omacHoCT

EU/1/02/206/013 - 7 mpeaBapUTEIHO HATBJIHEHU CIPUHIIOBKU C aBTOMaTHYHA CHCTEMa 32
6e3omacHoCT

EU/1/02/206/014 - 10 mpenBapuTeTHO HAITBJIHEHN CIIPHUHILIOBKH C aBTOMAaTHYHA CUCTEMA 32
6e3omacHOCT

EU/1/02/206/019 - 20 npenBapuTeTHO HAITBJIHEHN CIPHUHIIOBKH ¢ aBTOMAaTHYHA CUCTEMA 32
0e30macHoCT

EU/1/02/206/029 - 2 npeaBapUTeIHO HA'BIHEHU CIIPUHIIOBKU C PbYHA CHCTeMa 3a 6€30IacHOCT
EU/1/02/206/030 - 10 mpenBapUTeIHO HATBJIHECHH CIIPHHIIOBKH C phYHA CHCTEMA 32 0€30MacHOCT
EU/1/02/206/034 - 20 mpenBapuUTeTHO HAITBJIHEHN CIIPHHIIOBKH C PhYHA CUCTEMA 32 0€30MaCHOCT

13. MHAPTHUJAEH HOMEP

ITapTunen Ne
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14. HAYMH HA OTITYCKAHE

JlexkapcTBEHHAT HPOAYKT C€ OTIYCKa I10 JISKAPCKO MPEAIIICAHHUE.

‘ 15. YKA3AHWA 3A YIIOTPEBA

‘ 16. MH®OPMAIIAA HA BPAMJIOBA A3BBYKA

arixtra 7,5 mg

‘ 17. YHUKAJIEH HIJEHTH®UKATOP — IBYU3MEPEH BAPKO/{

JBym3MepeH 0apKox ¢ BKIIOYCH YHUKAIEH HACHTH(HKATOD

‘ 18. YHUKAJIEH UWAEHTHO®UKATOP — JJIAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MHUHHUMYM JAHHH, KOUTO TPSBBA JIA CBABPXAT MAJIKUTE EJUHUYHN
I'bPBUYHU OITAKOBKH

NPEIABAPUTEJIHO HAITBJIHEHA CITPUHIIOBKA

‘ 1. NME HA JJEKAPCTBEHUA INPOAYK U IBT/MIINA HA BBbBEXKJIAHE

Arixtra 7,5 mg/0,6 ml nrxexus
¢donnanapunykc Na

TloakoxHO IMIPUIIOKCHNE

‘ 2. HAYUH HA ITPNJIATAHE

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA IT'OJHOCT

T'onen no:

4. HNAPTUJAEH HOMEP

ITaptunen Ne

S. CBABbPKAHUE KATO MACA, OBEM WJIHN EJUHUIIN
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JAHHH, KOUTO TPSABBA JIA CbABbPXA BTOPUYHATA OITAKOBKA

BTOPUYHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Arixtra 10 mg/0,8 ml HHXEKIIMOHEH Pa3TBOP
DoHanapuHyKc HaTpUn

2. OBSIBSABAHE HA AKTUBHOTO/UMTE BEHIECTBO/A

Enna npensaputenno HambiiHeHa cripuHIOBKa (0,8 ml) chabpxka 10 mg hoHmanapuHyKc HATPH.

3. CIIUCBK HA HIOMOINHUTE BEINECTBA

CLm)pxca CBhIIO: HATPUEB XJIOPH I, BOJA 3a MHKCKIUH, XJIOPOBOAOPOAHA KUCEIMNHA, HATPHUCB
XUAPOKCHUA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

WmKeKInoHeH pa3TBop, 2 MPEABAPUTEIHO HATBIHEHH CIPUHIIOBKH C aBTOMATHYHA CHCTEMa 32
0e30MmacHOCT

HmxeknnoHeH pa3TBop, 7 MPEABAPUTEIIHO HATBIHEHH CIIPUHIIOBKY ¢ aBTOMATUYHA CHCTEMa 32
0e30IacHOCT

HmxekinoneH pa3TBop, 10 mpeaBapUTEIHO HATBIHEHH CIPUHIIOBKU C aBTOMAaTHYHA CHCTEMa 32
0e30macHOCT

HmxekinoneH pa3TBop, 20 MpeBapUTEIHO HATBIHEHH CIPUHIIOBKU C ABTOMAaTHYHA CHCTEMa 32
0e30macHOCT

HmxekinoHeH pa3TBop, 2 TMPEeABAPUTEIIHO HAITBIHECHH CIIPUHIIOBKH C PhYHA CHCTEMa 3a 6€30MacHOCT
WmxeknnoHeH pa3TBop, 10 mpeaBapuTeTHO HAITBIHCHN CIPUHIIOBKA C PhYHA CHCTEMA 38
0e30ImacHOCT

WmxeknnoneH pa3TBop, 20 mpeaBapuTeTHO HAITBIHCHH CIPUHIIOBKA C PhYHA CHCTEMA 38
0e30IacHOCT

5. HAYYH HA ITPUJIATAHE U ITBbT/MIIA HA BbBE/KJJAHE

TloakoxHO IMIPUIIOKCHNE

[Ipenu ynotpeba npoyereTe IUCTOBKATA.

6. CIIEIMAJIHO NPEAYHPEXJIEHUE, YE JIEKAPCTBEHUSAT INTPOAYKT TPSIGBA
JA CE CBXPAHABA HA MSCTO JAJIEYE OT IIOTJIEJJA 1 TOCEI'A HA IEITA

I[a C€ ChXpaHsBa Ha MsCTO, HEAOCTBITHO 3a JICTA.
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‘ 7. JAPYTU CHHEINMAJIHU ITPEAYIPEXKAEHUSA, AKO E HEOBXOJUMO

Tenecno terno Hax 100 kg

IMpenmasurenstT Ha UTJIaTa HA CIIPUHIIOBKATA ChIbpKa JaTekc. MojKe 1a IPUYMHH TEXKKU alepruuHu
peaKIuH.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:

‘ 9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE

Ha ce cexpanssa mox 25°C. [la He ce 3ampassiBa.

10. CIIEIMAJIHU ITPEAITAZHU MEPKU ITPU U3XBBPJIIAAHE HA HEN3IIOJI3BBAHA
YACT OT JJEKAPCTBEHUTE INPOAYKTHU NN OTIHAABYHU MATEPHUAJIN OT
TAX, AKO CE N3UCKBAT TAKUBA

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

Viatris Healthcare Limited
Damastown Industrial Park,
Mulhuddart

Dublin 15,

DUBLIN

Upnannus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/02/206/015 - 2 npenBapuTeIHO HAITBIHEHN CIPUHIIOBKY C aBTOMATUYHA CHCTEMA 3a
Oe3omacHOCT

EU/1/02/206/016 - 7 mpeaBapUTEIHO HATBJIHEHU CIPUHIIOBKU C aBTOMaTHYHA CHCTEMa 32
6e3omacHoCT

EU/1/02/206/017 - 10 mpenBapuTeTHO HAITBJIHEHN CIIPHUHIIOBKH C aBTOMAaTHYHA CUCTEMA 32
6e3omacHOCT

EU/1/02/206/020 - 20 mpenBapuTeTHO HAITBJIHEHN CIIPUHIIOBKH C aBTOMAaTHYHA CUCTEMA 32
0e30macHoCT

EU/1/02/206/031 - 2 npeaBapUTEIHO HAIBJIHEHHU CIIPUHIIOBKU C PhYHA CHCTeMa 3a 6€30IacHOCT
EU/1/02/206/032 - 10 mpenBapUTeIHO HATBJIHECHN CIIPHHIIOBKH C phYHA CHCTEMA 32 6€30MacHOCT
EU/1/02/206/035 - 20 mpenBapuUTeTHO HAITBJIHEHN CIIPHHIIOBKH C PhYHA CUCTEMA 32 0€30MacHOCT

13. MHAPTHUJAEH HOMEP

ITapTunen Ne
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14. HAYMH HA OTITYCKAHE

JlexkapcTBEHHAT HPOAYKT C€ OTIYCKa I10 JISKAPCKO MPEAIIICAHHUE.

‘ 15. YKA3AHWA 3A YIIOTPEBA

‘ 16. MH®OPMAIIAA HA BPAMJIOBA A3BBYKA

arixtra 10 mg

‘ 17. YHUKAJIEH HIJEHTH®UKATOP — IBYU3MEPEH BAPKO/{

JBym3MepeH 0apKox ¢ BKIIOYCH YHUKAIECH HACHTH(HKATOD

‘ 18. YHUKAJIEH UWAEHTHO®UKATOP — JJIAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MHUHHUMYM JAHHH, KOUTO TPSBBA JIA CBABPXAT MAJIKUTE EJUHUYHN
I'bPBUYHU OITAKOBKH

NPEIABAPUTEJIHO HAITBJIHEHA CITPUHIIOBKA

‘ 1. NME HA JJEKAPCTBEHUA INPOAYK U IBT/MIINA HA BBBEKJIAHE

Arixtra 10 mg/0,8 ml nmxeknus
¢donnanapunykc Na

TloakoxHO IMMPUIIOKCHNEC

‘ 2. HAYMH HA ITPUJIATAHE

‘ 3. JATA HA T3TNYAHE HA CPOKA HA 'OJJHOCT

T'onen no:

4. MHAPTUAEH HOMEP

ITapTunen Ne

5. CbABPKAHUE KATO MACA, OBEM WJIH EJJTUHUINA
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b. JUCTOBKA
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JlucroBka: uH(opManus 3a NOTpPedUTEN
Arixtra 1,5 mg/0,3 ml uH:KeKIMOHEH Pa3TBOP
tdhonnanapunykc Harpuit (fondaparinux sodium)

IIpoyeTeTe BHUMATEIHO LSIJIATA JUCTOBKA NPeIH 12 3al04HeTe /1a NpHeMaTe TOBa JIeKapCTBO,
Thil KaTO TS ChAbPsKa Ba:kHa 32 Bac nndgopmanus.

L4 3amaseTe Ta3u JIUCTOBKAa. MoKe Jia ce HaJoXH Aa s IMPOYETETE OTHOBO.
L4 AX0 uMaTe HIKaKBH JON'bIHUTCIHU BBIIPOCH, nonuranTe Bamms JICKap Uin @apMaueBT.
o ToBa JICKApPCTBO € NPEANNCAHO €AMHCTBECHO U JIMYHO Ha Bac. He ro HpeOTCTLHBaﬁTe Ha Ipyru

xopa. To MOke J1a UM HaBpe/, HE3aBUCUMO Y€ MPU3HAIMTE HA TIXHOTO 3a00JIIBaHE Ca CHIIUTE
kato Bamure.

. AKO ToIyuYHnTe HIKAKBU HEXEJIaHU JIEKAPCTBEHH PEAKIINH, yBeroMere Bamwst nexap nim
(hapmarieBt. ToBa BKITIOYBA M BCUYKH BH3MOXKHU HEKEJIAHU PEaKIIMU, HEONMCAHU B Ta3u
JIMCTOBKA. BrkTe Touka 4.

KakBo cbabp:ka Ta3u JINCTOBKA:

. Kakgo npenacraBiasiBa Arixtra v 3a KakBO ce U3M0JI3BA

. KakBo Tps0Ba 1a 3Haere, npeau 1a npuemMere Arixtra

Kak na npuemare Arixtra

Bb3MOKHM HeKeIaHU PeaKiuu

Kak na coxpansiBate Arixtra

ChbabpikaHMe HA OIAKOBKATA U JONbJIHUTEIHA HH(popManust

AN AW -

1. KakBo npencraBiasiBa Arixtra u 3a KaKBO ce H3M0J13Ba

Arixtra e JiekapcTBO, KOETO IIOMAara 3a npeiana3BpaHe 0T o0pa3yBaHe Ha KPbBHH ChCHPeNH B
KPbBOHOCHHTE CHAOBE (AaHMUMPOMOOMUYHO CPEOCMEBO).

Arixtra chIbpKa CHHTETUYHO BELIECTBO, HAPEUCHO (poHmanapuHykc Hatpuil. To npeun Ha
JeHCTBHETO Ha KPBBOCHhCUpBAIIH (pakTop Xa (“mecer-A”) B KpbBTA U [0 TO3H HAYUH IpEIa3Ba OT
o0OpasyBaHe Ha HEXENaHU KPbBHU ChCUPELH (mpom603a) B KPHbBOHOCHUTE ChIIOBE.

Arixtra ce u3moJji3Ba 3a:

. npe/na3BaHe oT o0pa3yBaHe Ha KPbBHU ChCUPELIM B KPHbBOHOCHUTE ChJIOBE HA KpaKaTa WiIH
OenmuTe TPOOOBE Cile]] OPTONIENUIHH OTIepaIiK (KaTo ONepaii Ha OeIPOTO WIIH KOJISTHOTO) HITH
cjen KOpEMHHU OTepaluu

L4 npeamna3BaHe OT 06pa3yBaHe Ha KPbBHU CHCHUPELH IO BPEME HAa UJIM KPAaTKO BpEME CJIEA IIEPUOI
Ha OrpaHNYaBaHC Ha IMMOJABUXHOCTTA IMOpagu OCTpO 3a00J1sBaHe.
° JICUCHUE Ha KPBBHU CbCUPELU B KPBBOHOCHHUTE CHA0BE, PA3I0JI0KEHU 011130 0 MMOBBPXHOCTTA

Ha KO’KaTa Ha KpakaTa (HO8bPXHOCMHA 6eHO3HA MPoMb03a).

2. Kaxso Tps0Ba 1a 3Haere, npeau a npuemMere Arixtra

He npuemaiite Arixtra:

J aKo cTe aJeprudHu KbM (OHIAMAPUHYKC HATPHUH WM KBM HAKOS OT OCTaHAJIHNTE ChCTABKU Ha
TOBA JIEKapCcTBO (M30pOEHU B TOUKA ).

. aKo0 UMaTe 00MJIHO KbpBeHe

. aKo uMaTe DaKkTepuaJHA HH(PEKIUS HA CHbPLETO

aK0 MMaTe MHOTI'0 Te:KKO 3a00/isiBaHe Ha ObOpenuTe
— Kaskere na Bamust jexap ako MUCIIHTE, Y€ HIKOE OT TE€3W ChCTOSHUS ce OTHAcs 3a Bac. Ako e
Taka, He TPsOBa Ja mptarate Arixtra.
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OO0bpHeTe crIenMaJHO BHUMAHUE NPH JIedeHHueTo ¢ Arixtra:

I'oBoperte ¢ Bammst stekap win apMarieBT, Ipean 1a U3oI3BaTe Arixtra:

. KO0 cTe MMAJIM YCJIOKHEHUs 110 BpeMe Ha JieYeHHe ¢ XeNapuH WU JeKapcTBa, N0J00HU Ha
XenapuH, KOMTO BOJSIT 10 MOHMKABaHe HA OPOsi HA TPOMOOUUTHTE (XeMAPUH-UHAYIMPaHa
TPOMOOLMTONEHHS)

. AKO CTe ¢ NOBMILIEH PUCK OT HEKOHTPOJUPAHO KbPBeHe (Kpb8ousaus), BKIIOYBAILO:

. si3Ba HA cTOMaxa

° HApPYUIEHHUsI HA KPbBOChCUPBAHETO

. CKOPOLIHO KbpPBeHe B MO3bKa (6vmpeuepento KbpeeHe)

. CKOPOLIHA onepanusi Ha MO3bKa, TPHOHAYHHUS CTHJIO HIIH OYUTE

aKo cTpajaTe OT TeKKO 3200/1s1BaHe HA YePHHUA P00

aKo cTpajaarte oT 3a00J1s1BaHe HA 0bOpenuTe

aKO0 CTe HA BB3PAacT 75 WM NoBeYe rOAMHH

aKo TexkuTe Mo-MaJjako ot 50 kg.

— Kasere Ha Bamus jexap, ako HIKOe OT T€3U ChCTOSTHUS ce oTHacs 3a Bac.

Jlena u roHomIM
Arixtra He € U3MKUTBaHA MPHU Jela U IHOIIY oA 17 roIuHu.

JApyru nexkapcrBa u Arixtra

Wndopmupaiite Bamus nekap ninu dapmanesT, ako IpueMaTe, HaCKOpo CTe MpUeMalll WK €
BB3MOJKHO J1a IpUEeMeTe APYTH JiekapcTBa. ToBa BKIIOYBA U JISKApCTBAaTa, KOUTO CTE CU KyNuiu 6e3
peuenTa. Hiaxou oT fpyrute jgekapcTBa MOraT Jia MOBJIUAAT HauWHA Ha JieiicTBUe Ha Arixtra Wiu
Arixtra J1a UM IOBIIHSIE.

BpeMeHHOCT 1 KbpMeHe

Arixtra He Tps0Ba J1a ce mpeanucBa Ha OpEMEHHH JKEeHH, OCBEH ako € oco0eHo HeoOxoanmo. 1o Bpeme
Ha JieueHue ¢ Arixtra He ce IpernopbuBa KbpMeHe. AKO cTe OpeMeHHa WM KbpPMUTe, CMATaTe, 4e
MOJe Jla cTe OpeMeHHa M IUTaHupaTe OpEMEHHOCT, MOChBETBalTe ce ¢ Bamus nexap i
(apmarieBT npeau ynorpebdara Ha TOBa JIEKApCTBO.

Arixtra cpabp:Ka HATPUIA

To3u nexapcTBeH NPOAYKT ChIbpKa MMO-MaJKO OT 23 mg HaTpuil Ha 71033 U 3aTOBA HAa MPAKTHUKA HE

ChIbpPrKa HATPUM.

CnpuHuoBKara ¢ Arixtra cbIbpiKa JaTeKc

HpennamTenﬂT Ha urjiaTa Ha CIIPUHIIOBKATa CbAbpiKa JIATEKC, KOUTO € BE3MOXKHO aa TpuInuHAu

QJIEPTUYHH PEaKLUH TP X0Pa, YyBCTBUTEIHU KbM JIaTEKC.

=> VBenomere Bauusi jiekap, ako cTe aJepruiHi KbM JaTeKC, IPE/IH JIa 3alI0YHETE JICUSHHE C
Arixtra.

3. Kak na npuemare Arixtra

Bunaru npuemaiite ToBa JIeKapCTBO TOYHO KakTO Bu e ka3an Bammsr nekap nin ¢papmaneBt. AKo He
CT€ CUTYPHHU B HElIo, nonuTaiite Bamms gexap nim ¢papmanesT.

IMpenopbunTenHaTa 103a e 2,5 mg BeIHbK JHEBHO, IPUJIOKEHA Ype3 HHIKEKTHPaHe
NPUOIU3UTETHO 110 €IHO U ChII0 BpeMe BCEKH JIeH.

Ako cTpazgare ot 3abossiBaHe Ha ObOpenuTe, 103aTa MoKe /1a ObJie HaMaseHa a0 1,5 mg BeqHbK
JIHEBHO.
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Kak ce npuiara Arixtra

. Arixtra ce mpriara upe3 HHXXEKTHPaHe IToJ] KoxKaTa (H00K0JCHO), B KOKHA TBHKA B JIOJTHATA
HOJIOBHHA HAa KOpeMHara 001acT. CIPUHIIOBKUTE ca MPEIBAPUTEIIHO HAITBJIHEHHU C TOYHATA
J103a, OT KOSATO ce HyXaaere. MiMa pa3nuyHu CIPUHLIOBKY 32 1031 oT 2,5 mg u 1,5 mg. 3a
yKa3aHus 3a ynoTpeda cThIIKa M0 CTHIKA MOJISI BIZKTE OT Ipyrara cTpaHa.

. He nnxexTupaiite Arixtra B MyCKyI.

Kouaxo apiaro TpsioBa ga ce mpuiara Arixtra
TpsbBa 1a mpoABIKATE JIEYEHNETO ¢ Arixtra TOJIIKOBa ABJT0, KOJIKOTO Bu e kazan Bammwusr nekap, Tl
Karo Arixtra mpeJna3Ba OT pa3BUTHETO Ha CEPUO3HO CHCTOSHUE.

AKO MH)KEKTHpaTe TBbp/Ae MHOIO Arixtra
OOmbpHeTe ce kbM Bamms jgexap uian ¢papManeBT 3a CbBET, KOJKOTO € Bb3MOXKHO [T0-0bp30 HOpaau

TIOBUIICHUS PUCK OT KbPBEHE.

AKo0 cTe NIPOIyCHAJIM 1a NPWIOKUTE Arixtra

. IIpuiioxkere 103aTa BeHAra cjea Kato cu cnomuuTe. He nH:kekTHpaiiTe 1BOIiHA 1032, 32
Ja KOMIIEHCHpaTe MPOINyCHATATA.

. AKO He cTe CHTYPHH KaKBO /1a HATIPaBUTe, OChBeTBaliTe ce ¢ Bammus nexap niu
(apmanesT.

He cnupaiite 1a npuiarare Arixtra 6e3 cbBer

AKO MpeKbCHeTe JIeYeHHeTo npeau Bamusar nexap aa Bu e kazain, cTe U3J105)KeHH Ha PUCK OT
oOpasyBaHe Ha KPBBHHU ChCHPEIIHM BbB BeHa Ha Kpaka i Oenus 1pod. OdbpHeTe ce kKbM Bamust
Jekap win ¢gapManeBT peau Aa NPpeKbCHeTe Je4eHUEeTO.

AKO UMaTe HIKaKBYU JIOII'BJIHUTEIHU BBIIPOCH, CBBP3aHHU C yIOTpebaTa Ha TOBaA JEKapCTBO, OMUTANTE
Bamus nexap unu apmanesr.
4. Bb3MokHN HexKeTaHU peaKkuuu

Kakro Bcuuku JICKAapCTBa, TOBA JICKAPCTBO MOXKE Ja NPCAN3BHUKA HEXKECJIAHNU pCaKIIuH, BBIIPEKH Y€ HE
BCCKH I' I10JTyYaBa.

ChbcTosiHNA, 32 KOUTO TPAOBA 1a ciaeauTe
Texku anepruunn peakuuu (anapuinakcus): Te ca MHOTO peaku npu xopara (1o 1 Ha 10 000),
npuemany Arixtra. IlpuzHanuTe BKIIOYBAT:

. MOJyBaHe, IOHSKOTa Ha JIUIETO WK ycTaTta (aHeuoedem), BOJCIIO A0 3aTPYIHEHO MperiabliaHe
WITH JIUIITaHe
. KOJIaIIC.

=  He3a0aBHo ce 00bpHeTE KbM JeKap, ako MOoIydnuTe Te3u cumnromMu. Cripere npueMa Ha
Arixtra.

YecTH HeKeJAHM PeaKIMU

Te morat na 3acernar nosede ot 1 Ha 100 xymmu, nexyBanu ¢ Arixtra.

. KbpBeHe (HalpuMep OT MACTOTO Ha ONepanusTa, OT ChIECTBYBAIlla CTOMAIIIHA s13Ba, OT HOCA,
OT BEHIIUTE), KPbB B YPUHATA, U3KAIIISHE HA KPbB, KPbBOU3IMB B OKOTO, KbPBEHE B CTABHUTE
IPOCTPAHCTBA, BRTPEIIHO KbPBCHE B MaTKAaTa)

. JIOKAJIM3UPAHO chbOMpPaHe HA KPBB (B KOHTO U Ja € OpraH/ThKaH Ha TSJIOTO)
J aHemus (HamaJsiBaHe Ha Opos Ha YEPBEHUTE KPBHBHU KIIETKH)
o MosiBa HA CHHUHH.
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HeuecTn HexXeTaHHM peakuuu

Te morar ga 3acernar a0 1 ma 100 qymm, JekyBaHu ¢ Arixtra.

nojtyBaHe (0mox)

raJicHe WIN ITOBPBIIaHE

riraBobonme

Oonka

rpbaHa OoJKa

3a7yX

00pHB WK CHpPOEXK MO KoXKaTa

CEeKpenus OT OllepallioOHHATa paHa

MOBHUIIICHA TEMIIepaTypa

HaMaJlsIBaHE WM YBEIIMYaBaHEe Ha Oposi Ha TPOMOOLUTUTE (KPBBHH KICTKH, HEOOXOJMMH 32
KPBBOCHCHPBAHETO)

. MOBHUIIIaBaHE HA HAKOW XMMUYHHU BeIecTBa (eH3umu), 00pasyBaHH OT YEPHHUS APOO.

Peaxn HexenaHu peaku Ul

Te morar ga 3acernar a0 1 Ha Bcexu 1 000 xymu, iekyBaHu ¢ Arixtra.
anepruyHa peaxius (BKIIOYUTEITHO ChpOeXK, oIyBaHe, OOPHB)
BBTPEIICH KPHBOUIINB B MO3bKa, YEPHHUS APOO MM Kopema
0e3MOKOICTBO WM 0OBPKAHOCT

NpUNaxblUy WK CBETOBBPTEX, HUICKO KPHBHO HaIATaHEe
CHHJINBOCT HJTH yMOpa

3ayepBsABaHE Ha JIMLIETO

Kallina

0O0JIKM B KpaKaTa MJIM KOpeMHa OoJka

JUapysl WK 3aTIeK

JIOUIO XPaHOCMUJIAHE

0oJka ¥ TTofyBaHe Ha MSICTOTO HA MH)KEKTHPAHe

WH(EKIHs Ha paHa

MOBHIIIABaHE HA OMIIMPYOHHA (BEIIECTBO, MPOU3BEKIAHO OT YEPHHUSI JPOO) B KPHBTA
MOBHUIIABaHE HAa KOJMYECTBOTO HA HEOCNTHUEH a30T B KPHBTA
HaMaJsIBaHE Ha Kalus B KPbBTA

0oJka B TOpHATa 4acT Ha KOpeMa MJIM KUCEJIMHY B CTOMaxa.

Cho0maBaHe HA HeXKeJIAHU PeaKInu

AKO TIOJTyYHTe HSKaKBH HEXeJIaHU JIEKAPCTBEHH PEaKIny, yBeroMmere Bamms nexap nin hapmareBT.
ToBa BKJIFOUBA BCUYKH Bh3MOXKHH HEOIMCAHU B Ta3U JIMCTOBKA HEXKEIAHU peakinu. MoxeTe ChIo Ja
CHOOIIMTE HEeXKENIAHU PEeaKIMy JUPEKTHO Ype3 HAIlMOHAIHATA CHCTEMa 32 ChOoOIIaBaHe, I0COYeHa B
[punoxenue V. Karo chobmiaBare HexXeIaHN PEakiiy, MOKETe Jia JJaJIeTe CBOSI PUHOC 3a
MoJIy4aBaHe Ha MmoBede uH(opMaIlysi OTHOCHO O€30MacHOCTTa Ha TOBA JISKAPCTBO.

5. Kak 1a chxpansiBate Arixtra

. Ja ce cpxpaHsiBa Ha MsICTO, HEIOCTBITHO 32 JeIa.

. Ha ce cexpansiBa mox 25°C. [la He ce 3ampassiBa.

° He e HeoOxoaumMo Arixtra ja ce ChbXpaHsBa B XJIJIUTHHUK.

He u3nos3BaiiTe ToBa JIEKapCcTBO:

o clie]] CpOKa Ha TOJTHOCT, 0TOEIA3aH BbPXY €THKEeTa U KAPTOHEHATa OIaKOBKa

) aKo 3a0eNexXuTe HATNYMETO HA HIKAKBU YaCTHIIM B PA3TBOPA MJIM MPOMSHA HA [[BETA Ha
pasTBopa

. aKo 3a0eNeKuTe, Ye CIIPUHIIOBKATA € CUYIICHA

o aKo CTe OTBOPHJIM CHPHHIIOBKA U HE s H3MOJI3BATE BEHArA.
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H3xBbpiisiHe HA CIPUHIOBKUTE:

He u3xBbpiisiiTe TeKapcTBaTa WM CIPUHIIOBKUTE B KaHAJIHM3ALUATA WK B KOHTEWHEpa 3a TOMAITHU
otnaxbuu. [Tonuraiite Bamus gapmaneBT Kak ja U3XBBPILATE JeKapcTBaTa, KOUTO Bede He
n3nomBate. ToBa e CIIOMOTHE 32 OIa3BaHe Ha OKOJIHATA CPeAa.

6. Cbzmpma}me Ha OIIaKOBKaTa M A10II'bJIHUTE/IHA l/lH(l)OpMalIl/Ifl

KakBo cbabp:ka Arixtra
. AKTHBHOTO BeniecTBo € 1,5 mg ¢ponnanapunykc Hatpuii B 0,3 ml pa3TBop 32 HHKEKIHH

. Jpyrute cbCTaBKH ca HATPUEB XJIOPHU, BOJA 32 MHXKEKIIMH U XJIOPOBOJAOPOIHA KUCEIINHA W/UITN
HaTpPHEB XUIAPOKCH] 3a Kopurupane Ha pH (Bmwxre Touka 2).

Arixtra He ChABPKA KUBOTHHCKHU MPOIYKTH.

Kak u3ruexna Arixtra 1 KakBo ChAbPKa OMAKOBKATA

Arixtra e npo3paueH 1 0e3LBeTeH HHKEKIMOHEH pa3TBOp. T4 ce mpeasara B IpeABapUTEIHO
HaITBJIHEHA CIIPUHIIOBKA 32 €THOKpaTHA YIoTpeda, cHab/IeHa ChC CHCTeMa 3a 0€30MacHOCT 32
rpenasBane ot yOok/aHe ¢ uriara ciej ynorpebda. Arixtra ce mpejuiara B onakoBku ot 2, 7, 10 u 20
MPEIBAPUTEITHO HAITBITHEHHU CIIPUHIIOBKH (HE BCHYKH BHJIOBE OMTAKOBKH MOTAT Ja ObJAT ITyCHATH B
mpoaaxoa).

IIpuTe:xaTes Ha pa3pelleHHETO 32 yNOTPeGa U MPOU3BOAUTE

IIpuTexaTes HA pa3pelIeHNETO 32 yNoTpedAa:
Viatris Healthcare Limited, Damastown Industrial Park, Mulhuddart, Dublin 15, DUBLIN, Upnanaus

IIpounssoauTen:
Aspen Notre Dame de Bondeville, 1 rue de I'Abbaye, F-76960 Notre Dame de Bondeville, ®panrusi.

Viatris Germany GmbH, Zweigniederlassung Bad Homburg v. d. Hohe, Benzstrasse 1,
61352 Bad Homburg v. d. Hohe, I'epmanns

3a nombiHUTEHA HHGOPMALHS OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHHS
MPeICTaBUTEN Ha MPUTEXATEIIs Ha Pa3peleHreTo 3a ynorpeda:

Belgi¢/Belgique/Belgien Lietuva

Viatris Viatris UAB

Tél/Tel: + 32 (0)2 658 61 00 Tel: +370 5 205 1288

Bbarapus Luxembourg/Luxemburg

Buarpuc EOO/ Viatris

Temn.: +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 1465 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 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
EArada Osterreich

Viatris Hellas Ltd Viatris Austria GmbH
TnA: +30 2100 100 002 Tel: +43 1 86390
Espaiia Polska

Viatris Pharmaceuticals, S.L. Viatris Healthcare Sp. z o0.0.
Tel: +34 900 102 712 Tel.: + 48 22 546 64 00
France Portugal

Viatris Santé Viatris Healthcare, Lda.
Tél: +33 437257500 Tel: + 3512141272 00
Hrvatska Roménia

Viatris Hrvatska d.o.o. BGP Products SRL

Tel: +385 1 23 50 599 Tel: +40 372 579 000
Ireland Slovenija

Viatris Limited Viatris d.o.o.

Tel: +353 1 8711600 Tel: +386 123 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

CPO Pharmaceuticals Limited Viatris AB

TnA: +357 22863100 Tel: + 46 (0)8 630 19 00
Latvija

Viatris SIA

Tel: +371 676 055 80
Jara Ha mocieqHo npepasrie;kaade Ha guctopkata {MM /I'TTT?}
JApyru nu3rouHunu Ha nHopmanus

[onmpoOHa nHpOpMaIUs 32 TOBA JISKAPCTBO € MpelocTaBeHa Ha yeOcaliTa Ha EBponeiickaTa areHIus
T0 JIeKapcTBara http://www.ema.europa.eu
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Bugose ob6e3onacenn CIPUHIOBKH

Nma nBa Buja 00e30maceHy CIIPUHIIOBKY, U3MOJI3BaHU 3a Arixtra, MpeJHa3Ha4eHu Jia Bu 3amutaT ot
yOOKIaHe ¢ Urjara ciell MHKeKTHpaHe. EAMHUAT BU CIPUHIIOBKY HMAaT ABTOMATHYHA CHCTEMA 32
0€30IacHOCT Ha UIJIaTa, a IPYTUAT BHJ MMAT pbYHA cHcTeMa 3a 0€30IIaCHOCT Ha MIJIaTa.

YacTn HA CIPUHIOBKHUTE:
IIpennasuren Ha uriara
Byrano

MsicTo 3a XBalaHe
O0e3omacuTelneH MIHHABD

®eoe

®urypa 1. CipyHIIOBKa ¢ ABTOMATHYHA CHCTeMa 32 0€30MacHOCT Ha UIJlaTa

CHpI/IHL[OBKa C ppYHa CuCTEMa 3a 0e30MmacHOCT Ha UIiaTa

®urypa 2. CipyHIIOBKA C pbYHa CUCTEMA 32 ®urypa 3. CipuHIIOBKA C pb4YHa CHCTEMA 3a

0€30I1acHOCT Ha Uriara 0e30IacHOCT Ha WTIJIaTa, TOKa3Bamla
U3IBPIBAHETO Ha 00€30MACUTEHUS IUIHHABD
Bepxy urnata CJIEJl YIIOTPEBA

S e

YKA3AHUSA 3A YIIOTPEBA HA ARIXTRA CTBIIKA 11O CTBIIKA

Yka3zanus 3a ynorpeda
Te3u yka3aHus ca 3a iBaTa BUJa CIPUHIIOBKY (C aBTOMAaTU4HA U PhYHA CUCTEMA 3a 0€3011aCHOCT).
Koraro yxa3zanusTa 3a 1aieHa CIIPUHIIOBKA Ca PA3INYHH, TOBA € IOCOUYCHO SICHO.

1. H3zmuiite pbuete cu 1o0pe cbe calyH U BOJa U T MOJICYLIETE C KbpIIa.
2. M3Bajere cipMHIOBKATA OT KAPTOHEHATA KYTHSI U MpoOBepeTe 1aJIu:
. CPOKBT Ha TOAHOCT HE € U3TEKBII

. Pa3TBOPBT € Npo3paueH U Oe3LBETEH, U HE ChABPKa YaCTULIH

L]

CIIPUHIIOBKATa HE € OTBapsAHA UJIN IIOBPEJCHA
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3. CenHeTe WM JierHeTe B yA00HA MO3H M.

U3zbepete MsCTO B IOJTHATA YAaCT HA KOpEMa, Ha pa3CTOSHUE
Hali-mManko 5 cm ot mena (purypa A).

CMmeHsiiiTe JIBaTa M IACHATA CTPAHA Ha JIOJHATA KOpEMHA
001acT MpH BCsAKA MHXKeKIHs. ToBa 1e TOMOTHE 3a
HaMaJsiBaHe Ha YYBCTBOTO Ha JUCKOM(OPT HA MACTOTO Ha
WHXCKTHPAHE.

AKO He ¢ Bb3MOYKHO HHXEKTHPAHE B JIOJHATA YacT Ha Kopema,
o0BpHETE ce KbM Bamus jiekap uiu MeIUIIMHCKA CecTpa 3a
CBBET.

'KAJ;\?‘I
/” ‘ “}l
(\'@ LY
"\ ““\ |
Durypa A

4. IToyucrere MACTOTO HA MHKEKTHPaHe ¢ TAMIIOH, HAIIOEH ChC CIUPT.

5. OrcTpaHeTe npeanasuTeJisi Ha UIJIATA, KaTO IIBPBO IO
3apppruTe (Purypa B1) u mocse ro u3rbpnare B npapa JIHHUSL
OT TSJIOTO Ha crpuHIoBKara (purypa B2).

M3xBbpiieTe npeanasuress Ha Urjara.

Baxkno

° He noxocBaiiTe urjara u He MO3BOJIIBANTE T4 1a € B
KOHTAKT C KaKBaTO U J1a € MOBBPXHOCT MpeAn
WHXEKTHPaHE.

Hannuwnero Ha Manky Bb3AYIIHH MEXyPUYETA B
CnpuHIIOBKaTa ¢ HopmaiiHO. He ce onuTBaiite 1a
npeMaxHeTe Te3d MeXypueTa Nnpeau Aa cTe
HATIPABUJIM WHKEKIUSTA - KO HAIIPABUTE TOBA MOXKE
Jla 3aryOuTe 4acT OT JIEKapCTBOTO.

6. Jlexo npuTHCHETE MOYNCTEHATA KOKA, 32 /Ia ce
o0pa3yBa KOKHA I'bHKA. 33J]pbKTe T'bHKATa MEXK/Y Majena u
MoKa3zajena o BpemMe Ha uHkektupanero (¢purypa B).

7. ApbKTE CIPUHLIOBKATA 3IpaB0 HA MACTOTO 32
XBalllaHe.

3abwuiiTe ngnara IbJDKMHA HA UIVIaTa 0] IIpaB bI'bl B
Ko)kHaTa TpHKA (urypa I).
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8. Unxextupaiite HAJOTO chabp:kanue Ha
CIPHUHIIOBKATA Ype3 HATHCKAHE Ha 0yTaI0TO A0 Kpaii

(burypa JI).

Cnpm{uomca ¢ aBTOMAaTH4YHA CUCTEMA

9. OTnycHeTe OyTaJIOTO U UTJIaTa [IE CE€ OTAPHITHE
ABTOMATUYHO OT KOXKaTa U IIe ce npudepe B
o0e30nacuTenHus HUIMHIBD, KBAETO I ce OJIOKUpa TpaiHO

(¢urypa E).

Cnpm{uomca C Pb4Ha CUCTEeMa

9. Cien MHXEKTUPaHe 3aJpBKTe CIPUHIIOBKATA C elHAa PBKa, KaTo sl XBaHETE 3a
00e30MmacuTeNHus UHIMHABP, U3N0I3BalTe IpyraTa pbKa 3a 1a IbPXKHUTE Ha MSICTOTO 32
XBalllaHe ¥ CWJIHO U3AbpHaiiTe Ha3al. Toa ocBoOOkAaBa UUIMHAbpa. Ilb3raiite
OWIMHIBPA HarOpe 10 TSIIOTO Ha CIPUHIIOBKATA JOKATO TOM ce OJOKUpa B IMOJIOKESHHE
BBPXY Uriata. ToBa e nokazaHo Ha @urypa 3 B Ha4aJIOTO Ha T€3M yKa3aHUS.

He u3xBbpJIfiiTe H3M0/13BAHATA CIPUHLIOBKA B KOHTEeHepa 32 IOMalllHM OTHAAbUM. VI3xBBpIETe
s KakTo Bammsar nekap i ¢apmaneBT Bu e HHCTpyKTHpaI.
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JlucroBka: uH(opManus 3a NOTpPedUTEN
Arixtra 2,5 mg/0,5 ml uH:KxeKIMOHEH pa3TBOP
tdhonnanapunykc Harpuit (fondaparinux sodium)

IIpoyeTeTe BHUMATEIHO LSIJIATA JUCTOBKA NPeIH 12 3al04HeTe /1a NpHeMaTe TOBa JIeKapCTBO,
Thil KaTO TS ChAbPsKa Ba:kHa 32 Bac nndgopmanus.

L4 3amaseTe Ta3u JIUCTOBKA. MoKe Jia ce HaJloXH aa s IMPOYETETE OTHOBO.
L4 AKXO uMaTe HIKAaKBH JON'BIHUTCIHU BBIIPOCH, nonuranTe Bamms JICKap Uin @apMaueBT.
o ToBa JICKApPCTBO € NPEANNCAHO €AMHCTBECHO U JIMYHO Ha Bac. He ro HpeOTCTLHBaﬁTe Ha Ipyru

Xopa. To moxe Ja UM HaBp€Iu, HE3aBUCUMO OT TOBA, Y€ IPU3HAUTE HA TAXHOTO 3a0o0JsIBaHe ca
CBhIIUTEC KAaTO Bammwre.

o Axo TIOJIYyYUTE HAKAKBU HECKCJIAHU JICKAPCTBCHU PECAKIINU, YBEIOMETC Bamms JICKap Win
(1)apMaLlCBT. ToBa BKJII0YBa M BCUYKH Bb3MOXKHHU HEXKEJIaHU pCaKnru, HEOIMMCAHU B Ta3n
JINCTOBKA. BrkTe Touka 4.

KakBo cbabp:ka Ta3u JINCTOBKA:

. Kakgo npencraBiasiBa Arixtra v 3a KakBO ce U3M0JI3BA

. KakBo Tpsa0Ba 1a 3Haere, npeau 1a npuemMere Arixtra

Kak na npuemare Arixtra

Bb3MOKHM HeXKeTaHU peaKiun

Kak na coxpansiBate Arixtra

CbabpikaHMe HA OAKOBKATA U JONbJIHUTEIHA HH(popManust

AN B W -

1. KakBo npencraBiasiBa Arixtra u 3a KaKBO ce H3M0J13Ba

Arixtra e JiekapcTBO, KOETO IIOMAara 3a npeana3paHe 0T o0pa3yBaHe Ha KPbBHH ChCHPeNH B
KPbBOHOCHHTE CHAOBE (AHMUMPOMOOMUYHO CPEOCMEBO).

Arixtra chbIbpKa CHHTETUYHO BELIECTBO, HAPEUCHO (poHmanapuHykc Hatpuii. To npeun Ha
IelCTBHETO Ha KPBBOChCUpBAIIHs pakTop Xa (“meceT-A”) B KpBBTA U IT0 TO3H HAYUH IpeIIa3Ba OT
o0Opa3yBaHe Ha HEXENaHU KPbBHU ChCUpELH (mpom603a) B KPHbBOHOCHUTE ChIIOBE.

Arixtra ce u3moJji3Ba 3a:

. npe/na3BaHe oT 00pa3yBaHe Ha KPbBHU ChCUPELIM B KPHBOHOCHUTE ChJIOBE HA KpaKaTa WIH
OenuTe PoOOBE Cile] OPTONIENUIHH OTIepaIiK (KaTo oNeparii Ha OeIPOTO WIH KOJISTHOTO),
WIH CJIE] KOPEMHH OIlepariu

. npeznasBaHe oT oOpa3yBaHe Ha KPBBHU ChbCUPELH 110 BPEMe Ha WIIM KPAaTKO BpeMe clie]l IePHO
Ha OrpaHMYaBaHe Ha ITOJBIDKHOCTTA TIOPAIN OCTPO 3a00JIIBaHE

. JieYeHHEe Ha HAKOU BUIIOBE Chp/ACYeH MH(DAPKT U TeXKKa CTeHOKapAus (0oJKka, MpUYHHEHA OT
CTECHSIBAaHE Ha apTEePUUTE B CHPIIETO).

. JIeYeHHE Ha KPbBHU ChCHPEIN B KPbBOHOCHUTE CHJIOBE, PA3IOJI0KEHH OJIN30 JIO IOBBPXHOCTTA

Ha KO’KaTa Ha KpakaTa (HO8bPXHOCMHA 6eHO3HA MPoMb03a).

2. Kakgo Tpn06Ba 1a 3HaeTe, npeau Aa npuemere Arixtra

He npuemaiite Arixtra:

. aKO0 CTe aJlepru4Hu KbM (HOHJAMAPHHYKC HATPUIA WIIK KbM HSIKOS OT OCTAHAINTE ChCTABKU Ha
TOBA JIEKapCTBO (M30POEHH B TOYKA 6).

o aK0 UMaTe 00UJIHO KbpPBeHe

. aKo uMaTe DaKkTepuaJHA HHPEKIUS HA CHbPUETO

aK0 UMaTe MHOTI'0 TE€:KKO 3200/15iBaHe HA ObOpenuTe
— Kaxere Ha Bamus Jiekap ako MuUCIIMTe, 9€ HIKOE OT Te3U ChCTOSAHUS ce OTHacs 3a Bac. Ako e
Taka, He TpsIOBa J1a mpuiaraTe Arixtra.
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OO0bpHeTe crIenMaJHO BHUMAHUE NPH JIedeHHueTo ¢ Arixtra:

I'oBoperte ¢ Bammst stekap win apMarieBT, Ipean 1a U3oI3BaTe Arixtra:

. KO0 cTe MMAJIM YCJIOKHEHUs 110 BpeMe Ha JieYeHHe ¢ XeMapuH W JeKapcTBa, N0J00HU Ha
XenapuH, KOMTO BOJSIT 10 MOHMKABaHe HA OPOsi HA TPOMOOUUTHTE (XeMAPUH-UHAYIMPaHa
TPOMOOLMTONEHHS)

. AKO CTe ¢ NOBMILIEH PUCK OT HEKOHTPOJUPAHO KbPBeHe (KpbEou3iue), BKIIOYBAILO:

. si3Ba HA cTOMaxa

. HApPYUIEHUsI HA KPbBOChCUPBAHETO

. CKOPOLIHO KbpPBeHe B MO3bKa (6bmpeuepento KbpeeHe)

. CKOPOLIHA onepanusi Ha MO3bKa, TPHOHAYHHUS CTHIIO HIIH OYUTE

aKo cTpajaTe OT TeKKO 3200/1siBaHe HA YePHHUA P00

aKo cTpajaarte oT 3a00J1s1BaHe HA O0bOpenuTe

aKO0 CTe HA BB3PAacT 75 WM oBeYe roAMHH

aKo TexkuTe Mo-MaJjako ot 50 kg.

— Kasere Ha Bamus jexap, ako HIKOe OT Te€3U ChCTOSTHUS ce OTHacs 3a Bac.

Jlena u roHomIM
Arixtra He € U3NKUTBaHA MPH Jela U IOHOIIM Ha Bh3PacT moj 17 roJuHu.

JApyru nexapcrBa u Arixtra

Wndopmupaiite Bamus nekap ninu dapmaneBT, ako IpueMaTe, HaCKOpo CTe NpUeMalll WK €
BB3MOJKHO J1a pUEeMeTe APYTH JekapcTa. ToBa BKIIOYBA U JIEKApCTBAaTa, KOUTO CTE CU KyNuiIu 0e3
peuenTa. Hiaxou oT Ipyrute jgekapcTBa MOraT Ja MOBJIUAAT HaUWHA Ha JieiicTBUe Ha Arixtra Win
Arixtra J1a UM IIOBJIHSIE.

BpeMeHHOCT 1 KbpMeHe

Arixtra He TpsOBa J1a ce mpeanucBa Ha OpEMEHHH JKEeHH, OCBEH ako € oco0eHo HeoOxoaumo. 1o Bpeme
Ha JieueHue ¢ Arixtra He ce IpernopbuBa KbpMeHe. AKO cTe OpeMeHHa WM KbpPMUTe, CMATaTe, 4e
MOJe Jla cTe OpeMeHHa M IUTaHUpaTe OpEMEHHOCT, MOChBETBalTe ce ¢ Bamus nexap i
(apmareBT npeau ynorpebdara Ha TOBa JIEKApCTBO.

Arixtra cpabp:Ka HATPUIA

To3u nexapcTBeH NPOAYKT ChIbpKa IMO-MaJKo OT 23 mg HaTpuil Ha 71033 U 3aTOBA HAa MPAKTHUKA HE

ChIbpPrKa HATPUM.

CnpuHnoBkara c Arixtra Moske Ja CbAbpaKa JaTeKc

IIpenmnasurenar Ha uryiaTa Ha CIIPUHIIOBKATa MOXKE J1a ChAbpiKa JIATEKC, KOUTO € Bb3MOXKHO J1a

MPUYUHY aJIeprUYHU PEaKIUy MIPU XOpa, UYyBCTBUTEIHU KbM JaTeKC.

= VYBenomere Baumst jiekap, ako cTe aJlepriiHy KbM JIATEKC, IPEIH A 3alI0YHETEe JICUCHUE C
Arixtra.

3. Kak na npuemare Arixtra

Bunaru npuemaiite ToBa JIeKapCcTBO TOYHO KakTo Bu e ka3an Bammsr nekap niu ¢papmaneBt. AKo He
CT€ CUTYPHHU B HElIo, nonuTaiite Bamms nexap nim ¢papmarenT.

IMpenopbunTenHaTa 103a e 2,5 mg BeIHbK THEBHO, IPUJIOKEHA Ype3 HHIKEKTHPaHe
NPUOIU3UTETHO N0 €IHO U ChII0 BpeMe BCEKH JIeH.

Ako cTpazaare ot 3abossiBaHe Ha ObOpenuTe, 103aTa MoKe /1a ObJie HaManeHa a0 1,5 mg BeqHbK
JIHEBHO.
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Kak ce npuiara Arixtra

. Arixtra ce mpriara upe3 HHXXEKTHPaHe IToJ] KoxKaTa (H00K0JCHO), B KOKHA TBHKA B JIOJTHATA
NOJIOBMHA Ha KopeMHarta obsact. CHpUHIIOBKUTE ca MPEABAPUTEIHO HAITBJIHEHU C TOYHATA
J103a, OT KOSATO ce HyXaaere. MiMa pa3nuyHu CIPUHLIOBKY 32 1031 oT 2,5 mg u 1,5 mg. 3a
yKa3aHus 32 yHoTpeda CTBIIKA 0 CTHIKA MOJISA BUKTE OT APyrara crpasa. 3a JedeHue Ha
HSIKOU BUJIOBE ChpAEUYECH HH(APKT, MEIUIIMHCKHU CIIELHAIUCT MOXKe Aa By npuioxu nppBara
J103a BbB BeHA (UHMPABEHO3HO).

o He unxextupaiite Arixtra B MyCKyl.

Kouaxko apiaro TpsioBa ga ce mpuiara Arixtra
TpsbBa 1a MpOABIDKUTE JIEYEHHUETO ¢ Arixtra TOJIKOBa ABJT0, KOJIKOTO Bu e kazan Bamwusr nekap, Tl
Karo Arixtra mpeJna3Ba OT pa3BUTHETO HA CEPUO3HO ChCTOSHUE.

AKO0 MH:KeKTHpaTe TBbp/e MHOI0 Arixtra
OOmbpHeTe ce kbM Bammst nekap win (hapManeBT 3a ChBET, KOJIKOTO € Bb3MOXHO 1M0-0bp30, TOpaan

TIOBUIICHUS PUCK OT KbPBEHE.

AKO cTe MPOMYCHAJM 12 MPUJIOKUTe Arixtra

. IIpunoskere no3ara BegHara ciaej Kato cu cnomHure. He mHkekTHpaiiTe 1BOMHA 1032, 32
Ja KOMIIeHCHPAaTe NMPOoMycHATAaTAa.

. AKO He cTe CUTYPHHU KaKBO [1a HAIIpaBUTe, MOChBeTBaiiTe ce ¢ Bammus jexkap nim
¢dapmanesnT.

He cnupaiite 1a npuiiarare Arixtra 0e3 cbBer

AKO npeKkbcHeTe JeueHueTo npeau Bamust nekap n1a Bu e kazain, cre n3nokeHu Ha PUCK OT
o0Opa3yBaHe Ha KPbBHHU ChCUPELIM BbB BeHa Ha Kpaka i Oenus 1po6. OobpHeTe ce kKbM Bamust
Jekap win ¢papManeBT Npeiu Aa PpeKbCHeTe Je4eHUeTo.

AKO UMaTe HIKaKBYU JIOII'BJIHUTEIHU BBIIPOCH, CBBP3aHU C yIOTpebaTa Ha TOBA JEKApPCTBO, OMUTANTE
Bamust nexap unu apmarnesr.
4. Bb3MOKHN HeKeNaHU peaKun

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Ja NPCAN3BHKA HEXKEJIAaHU pCaKIIUN, BBIIPEKU Y€ HE
BCCKH I' TTOJIyJaBa.

CbceTosinms, 32 KOUTO TPsiOBa /1a ciaenauTe
Texku aepruunn peakuuu (anapuiakcus): Te ca MHOTO peaku nipu xopara (1o 1 Ha 10 000),
npuemany Arixtra. IlpuzHanuTe BKIIOYBAT:

° MOoAyBaHE, MOHAKOTa Ha JIMIIETO WUJIK yCTaTa (aﬁeuoede/w), BOJZCIIO OO0 3aTPYAHCHO IMPETIIBIIAHE
WM JUIIaHe
o KoOJ1aIicC.

=  He3afaBHo ce 06bpHeTE KbM JIeKap, aKO NOJIy4uTe Te3u cumntomu. Cnpere npuema Ha
Arixtra.

YecTHn HexKeJIAHU peaKkuu

Te morar na 3acernar nopede ot 1 Ha 100 xymm, nexyBanu ¢ Arixtra.

. KbpBeHe (HanpuMep OT MACTOTO Ha OMepalusiTa, OT ChIIECTBYBAIlla CTOMAIIIHA 5I3Ba, OT HOCA,
OT BEHIIUTE, KPbB B YPHHATA, U3KAIIUIIHE Ha KPbB, KPbBOU3JIHMB B OKOTO, KbPBCHE B CTABHHUTE
MPOCTPAHCTBA, BBTPEIIHO KbPBCHE B MAaTKATA)

. JIOKAJIM3UPAHO ChOMpPaHe HA KPBB (B KOUTO U Ja € OpraH/ThKaH Ha TSIIOTO)

. aHemus (HamaJsiBaHe Ha OPOs HA YEPBEHUTE KPHBHU KIIETKH)

. MosiBa HA CHHUHM.
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HeuecTn HexXeTaHHM peakuuu

Te morar ga 3acernar a0 1 ma 100 qymm, JekyBanu ¢ Arixtra.

nojtyBaHe (0mox)

raJcHe WIN MOBPBIIAaHE

riaBobonme

Oonka

rpbaHa OoJKa

3a7yX

00pHB WK ChpOEXK MO KoXKaTa

CEeKpenus OT OllepanMoHHa paHa

TIOBHUIIICHA TeMIIeparypa

HaMaJlsIBaHE WM YBEJIMYaBaHEe Ha Oposi Ha TPOMOOIUTUTE (KPBBHH KICTKH, HEOOXOJMMH 32
KPBBOCHCHPBAHETO)

. MOBHUIIIaBaHE HA HAKOW XMMUYHHU BeIecTBa (eH3umu), 00pasyBaHH OT YEPHHUS APOO.

Peaxn HexenaHu peaku Ul

Te morar ga 3acernar a0 1 Ha Bcexu 1 000 xymu, iekyBaHu ¢ Arixtra.
anepruyHa peaxius (BKIIOUYUTEIHO ChpOeXK, oIyBaHe, OOpHB)
BBTPEIICH KPHBOUIIINB B MO3bKa, YEPHHUS APOO MM Kopema
0e3MOKOICTBO WM 0OBPKAHOCT

NpUNaxblUy WK CBETOBBPTEX, HUICKO KPHBHO HaIATaHEe
CHHJINBOCT HJTH yMOpa

3ayepBsBaHE Ha JIMLIETO

KallI1na

0OJIKM B KpaKaTa MM KOpeMHa 0oJka

JUapysl WK 3aTIeK

JIOUIO XPaHOCMUJIAHE

0oJka ¥ TTofyBaHe Ha MSICTOTO HA MHDKEKTHPAHE

WH(EKIHs Ha paHa

MOBHIIIABaHE HA OMIIMPYyOHHA (BEIIECTBO, MPOU3BEKIAHO OT YEPHHUS POO) B KPHBTA
MOBHUIIABaHE HAa KOJMYECTBOTO HA HEOCNTHUEH a30T B KPHBTA
HaMaJsIBaHE Ha Kalus B KPbBTA

0oJka B TOpHATa 4acT Ha KOpeMa MJIM KUCEJIMHY B CTOMaxa.

Cho0maBaHe HA HeXKeJIAHU PeaKInu

AKO TIOJTyYHTe HSKaKBH HEXeJIaHU JIEKAPCTBEHH PEaKIny, yBeroMmere Bamms nexap nin hapmareBT.
ToBa BKJIFOUBA BCUYKH Bh3MOXKHH HEOIMCAHU B Ta3U JIMCTOBKA HEXKEIAHU peakinu. MoxeTe ChIo Ja
CHOOIIMTE HEeXKENIAHU PEeaKIMy JUPEKTHO Ype3 HAIlMOHAIHATA CHCTEMa 32 ChOoOIIaBaHe, I0COYeHa B
[punoxenue V. Karo chobmiaBare HexXeIaHN PEakiiy, MOKETe Jia JJaJIeTe CBOSI PUHOC 3a
MoJIy4aBaHe Ha MmoBede uH(opMaIlysi OTHOCHO O€30MacHOCTTa Ha TOBA JISKAPCTBO.

5. Kak 1a chxpansiBate Arixtra

. [a ce cpxpaHsiBa Ha MsICTO, HEOCTHITHO 3a Aena

. Ha ce cexpansiBa mox 25°C. [la He ce 3ampaszsiBa

° He e HeoOxoauMo Arixtra ga ce chbXpaHsBa B XJIQJIUITHHUK.

He u3nos3BaiiTe ToBa JIEeKapCcTBO:

o Clie]] CpOKa Ha TOJJHOCT, 0TOEIA3aH BbPXY €THKEeTa U KaPTOHEHATa OIaKOBKa

) aKo 3a0eNexXuTe HATNYMETO HA HIKAKBU YaCTHIIM B PA3TBOPA MJIM MPOMSHA HA [[BETA Ha
pasTBopa

. aKo 3a0eNeKuTe, Ye CIIPUHIIOBKATA € CUyIIeHA

o aKO CTC OTBOPHJIN CIIPUHIIOBKA U HE s U3IIOJI3BATC BEAHAra.
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H3xBbpiisiHe HA CIPUHIOBKUTE:

He u3xBbpIisiiTe TeKapcTBaTa WM CIPUHIIOBKUTE B KaHAJHM3AIUATA WK B KOHTEHHEpa 3a TOMAITHU
otnaxbuu. [Tonuraiite Bamus gapmaneBT Kak ja H3XBBPILATE JeKapcTBaTa, KOUTO Bede He
n3nomBate. ToBa e CIIOMOTHE 3a OIa3BaHe Ha OKOJIHATA CPeAa.

6. CL)n)pmaHne Ha OIIaKOBKaTa M 10II'bJIHUTE/IHA l/lH(l)OpMalIl/lfl

KakBo cbabp:ka Arixtra
. AKTHBHOTO BelIeCcTBO € 2,5 mg ¢ponnanapunykc Hatpuii B 0,5 ml pa3TBop 32 HHKEKINH

. Jpyrute cbCTaBKH ca HaTPUEB XJIOPHUJ, BOJA 32 MHKEKIMU U XJIOPOBOJOPOIHA KUCEINHA W/UITH
HaTpHUEB XUIPOKCH] 3a Kopurupane Ha pH (BrxTe Touka 2).

Arixtra He ChABPKA KUBOTHHCKHU MPOIYKTH.

Kak u3ranexaa Arixtra 1 KakBo ChAbpPKa OMAKOBKATA

Arixtra e npo3paueH 1 0e3LBEeTeH HHKEKIIMOHEH pa3TBOp. T4 ce mpeasara B IpeABapUTEIHO
HaITBJIHEHA CIIPUHIIOBKA 32 €THOKpaTHA yIoTpeda, cHab/IeHa ChC CHCTeMa 3a 0€30MacHOCT 3a
rpeanasBane ot yOok/aHe ¢ uriara ciej ynorpeba. Arixtra ce mpejuiara B onakoBku ot 2, 7, 10 u 20
MPEIBAPUTEITHO HAITBITHEHHU CIIPUHIIOBKH (HE BCHYKH BHJIOBE OMAKOBKH MOTAT Ja ObJAT ITyCHATH B
mpoaaxoa).

ITpuTe:xaTes Ha pa3pelleHHETO 32 YNOTPeGa U MPOU3BOAUTE

IIpuTexaTes HA pa3pellIeHNETO 32 yNoTpedAa:
Viatris Healthcare Limited, Damastown Industrial Park, Mulhuddart, Dublin 15, DUBLIN, Upnanaus

IIpounsBoauTen:
Aspen Notre Dame de Bondeville, 1 rue de I'Abbaye, F-76960 Notre Dame de Bondeville, ®pantusi.

Viatris Germany GmbH, Zweigniederlassung Bad Homburg v. d. Hohe, Benzstrasse 1,
61352 Bad Homburg v. d. Hohe, I'epmanns

3a nombiHUTEHA HHGOPMALHS OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHHS
MPeICTaBUTEN Ha MPUTEXATEIIsl Ha Pa3pelleHreTo 3a ynorpeda:

Belgi¢/Belgique/Belgien Lietuva

Viatris Viatris UAB

Tél/Tel: + 32 (0)2 658 61 00 Tel: +370 5 205 1288

Bbarapus Luxembourg/Luxemburg

Buarpuc EOO/ Viatris

Temn.: +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 1465 2100

Danmark Malta

Viatris ApS V.J. Salomone Pharma Ltd

TIf: +4528 11 69 32 Tel: +356 2122 01 74
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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
EArada Osterreich

Viatris Hellas Ltd Viatris Austria GmbH
TnA: +30 2100 100 002 Tel: +43 1 86390
Espaiia Polska

Viatris Pharmaceuticals, S.L. Viatris Healthcare Sp. z o0.0.
Tel: +34 900 102 712 Tel.: + 48 22 546 64 00
France Portugal

Viatris Santé Viatris Healthcare, Lda.
Tél: +33 437257500 Tel: + 3512141272 00
Hrvatska Roménia

Viatris Hrvatska d.o.o. BGP Products SRL

Tel: +385 1 23 50 599 Tel: +40 372 579 000
Ireland Slovenija

Viatris Limited Viatris d.o.o.

Tel: +353 1 8711600 Tel: +386 123 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

CPO Pharmaceuticals Limited Viatris AB

TnA: +357 22863100 Tel: + 46 (0)8 630 19 00
Latvija

Viatris SIA

Tel: +371 676 055 80
Jara Ha mocieqHo npepasrie;kaade Ha guctopkata {MM /I'TTT?}
JApyru nu3rouHunu Ha nHopmanus

[onmpoOHa nHpOpMaIUs 32 TOBA JISKAPCTBO € MpelocTaBeHa Ha yeOcaliTa Ha EBponeiickaTa areHIus
T0 JIeKapcTBara http://www.ema.europa.eu
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Bungose ob6e3onacenn CIPUHIOBKH

Nma nBa Buja 00e30maceHy CIIPUHIIOBKY, U3MOJI3BaHM 3a Arixtra, MpeJHa3Ha4eHu Jia Bu 3amuTaT ot
yOOKIaHe ¢ Urjara ciell MHKeKTHpaHe. EAMHUAT BU CIPUHIIOBKY HMAaT ABTOMATHYHA CHCTEMA 32
0€30IacHOCT Ha UIJIaTa, a IPYTUAT BHJ MMAT PbYHA cHCcTeMa 3a 0€30IIaCHOCT Ha MIJIaTa.

YacTn HA CIPUHIOBKHUTE:

) [Ipennasuren Ha uriara

©®  Byrano

® MsicTo 3a XBalaHe

@ O6e3omnacuTesied HUITHHIBD

®urypa 1. CipuHIIOBKa ¢ ABTOMATHYHA CHCTeMa 3a 0€30MacHOCT Ha UrJiaTa

©)

CHpI/IHHOBKa C Pb4Ha CUCTEMaA 3a 0e30IaCHOCT Ha UIJIaTa

®urypa 2. CnprHIIOBKa C pbYHA CHCTEMA 32 ®urypa 3. CipuHIIOBKa C pPbYHA CUCTEMA 32

0e301acHOCT Ha UriiaTa 0e30MacHOCT Ha UIIaTa, MoKa3Bala
U3IBPIBAHETO Ha 00€30aCUTENHUS LIUINHABD
Bepxy urnata CJIE YIIOTPEBA

o e

YKA3AHUA 3A YIIOTPEBA HA ARIXTRA CTBIIKA 11O CTBIIKA

Yka3zanus 3a ynorpeda
Te3u yka3aHus ca 3a iBaTa BUJa CIPUHIIOBKU (C aBTOMAaTU4HA U PhYHA CUCTEMA 3a 0€3011aCHOCT).
Koraro ykazaHusta 3a 1aJieHa CIIPHHIIOBKA Ca Pa3JINYHHU, TOBA € IIOCOYEHO SICHO.

1. H3muiiTe pbueTe cu 100pe ChC CallyH U BOJA U T MOJACYLIETE C KbpIIa.
2. H3BajneTe cIPHHIOBKATA OT KAPTOHEHATAa KYTHSI M IIpoBepeTe AaJIn:
. CPOKBT Ha TOAHOCT HE € U3TEKBJI

. Pa3TBOPBT € Npo3padeH U Oe3LBETEH, U HE ChABPKa YaCTULIH

L]

CIIPUHIIOBKATa HE € OTBapsAHA UJIN IIOBPEJACHA
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3. CenHeTe WM JIerHeTe B YA00HA MO3HIUSI.

U3zbepete MsCTO B IOJTHATA YAaCT HA KOpEMa, Ha pa3CTOSHUE
Hali-mManko 5 cm ot mena (purypa A).

CMmeHsiiiTe JIBaTa M IACHATA CTPAHA Ha JIOJHATA KOpEMHA
001acT MpH BCsAKA MHXKeKIHs. ToBa 1e TOMOTHE 3a
HaMaJsiBaHe YyBCTBOTO Ha JUCKOM(OPT Ha MICTOTO Ha
WHXCKTHPAHE.

AKO He ¢ Bb3MOXXHO HHXEKTHPaHE B JJOJHATA YacT Ha Kopema,
oOBpHETE ce KbM Barus jiekap uiu MeIUIIMHCKA CecTpa 3a
CBBET.

T
I f
Iy
[ WA
Ui QEJ
"\ ““\ !
Qurypa A

4. IToyucrere MACTOTO HA MHIKEKTHPaHe ¢ TAMIIOH, HAIIOEH ChC CIUPT.

5. OrcTpaHeTe npeanasuTeJisi Ha UIJIATA, KaTO IIBPBO IO
3apppruTe (Purypa B1) u mocie ro u3rbpnare B npapa JIHHUSL
OT TSJIOTO Ha crpuHIoBKara (purypa B2).

M3xBbpJiieTe npeanasuress Ha Urjara.

Baxkuo

° He noxocBaiiTe urjara u He MO3BOJIIBANTE T4 1A € B
KOHTAKT C KaKBaTO U JIa € MOBbPXHOCT MpeAn
WHXEKTHPaHE.

U Hannuwnero Ha Manky BB3AYIIHH MEXyPUYETA B

CIpUHLIOBKaTa € HopMmanHo. He ce onuTBaiite 1a
npeMaxHeTe Te3M MexXypuyeTa OT CIPHHLIOBKAaTA
Npe/u A2 cTe HANPABMJIM HHKEKIHUATA - aKO
HalpaBHUTE TOBA MOJKE J1a 3ary0uTe 4acT oT
JIEKapCTBOTO.

6. Jlexo npuTHCHETE MOYNCTEHATA KOKA, 32 /Ia ce
o0pa3yBa KOKHA I'bHKA. 33J]pBKTe TbHKATa MEXK/Y Majena u
MoKa3sajena o BpeMe Ha uHxkekrtupanero (¢purypa B).

7. ApbxKTe CIPUHLIOBKATA 3IPaB0 HA MSACTOTO 32
XBallaHe.

3a0uiiTe 1sIaTa JbJKIUHA HA UIJIaTa MO TIPaB bI'bl B
KoxHarta rpHKa (Qurypa I).
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8. Unxextupaiite HAJOTO chabp:kanue Ha
CIPHUHIIOBKATA Ype3 HATHCKAHE Ha 0yTaI0TO A0 Kpaii

(burypa JI).

Cnpm{uomca ¢ aBTOMAaTH4YHA CUCTEMA

9. OTnycHeTe 0yTaJIOTO U UTJIATa IIE CE OTAPHITHE
ABTOMATUYHO OT KOXKaTa U IIe ce npuodepe B
o0e30macuTenHus HUIMHIBD, KBAETO I ce OJIOKUpa TpaiHO

(¢urypa E).

Cnpm{uomca C Pb4Ha CUCTEeMa

9. Cien MHXEKTUPaHe 3aJpBKTe CIPUHIIOBKATA C elHAa PBKa, KaTo sl XBaHETE 3a
00e30MmacuTeNHus UHIMHABP, U3N0I3BalTe IpyraTa pbKa 3a 1a IbPXKHUTE Ha MSICTOTO 32
XBalllaHe ¥ CWJIHO U3AbpHaiiTe Ha3al. Toa ocBoOOkAaBa UUIMHAbpa. Ilb3raiite
OWIMHIBPA HarOpe 10 TSIIOTO Ha CIPUHIIOBKATA JOKATO TOM ce OJOKUpa B IMOJIOKESHHE
BBPXY Uriata. ToBa e nokazaHo Ha @urypa 3 B Ha4aJIOTO Ha T€3M yKa3aHUS.

He u3xBbpJIfiiTe N3M0/13BAHATA CIPUHLIOBKA B KOHTeHepa 3a IOMalllHM OTHAaAbUM. V3xBBpIeTe
s KakTo Bammsar nekap i ¢apmaneBT Bu e HHCTpyKTHpAI.
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JIncroBka: undopmanus 3a noTpeduTEs1
Arixtra 5 mg/0,4 ml uH:KeKIMOHEH pPa3TBoOP
Arixtra 7,5 mg/0,6 ml uH:KeKIIMOHEH Pa3TBOP
Arixtra 10 mg/0,8 ml nH:keKIHOHEH Pa3TBOP
(dhonnanapunykc Harpuii (fondaparinux sodium)

IIpoyeTeTe BHUMATEIHO USAJIATA JUCTOBKA NPeIy Aa 3aN09HeTe 1a NpUeMaTe TOBA JeKapCcTBO,
Thil KaTO T ChAbPsKa Ba:kHa 32 Bac nndgopmanus.

o 3amaseTe Ta3u JIUCTOBKAa. Moe Ja ce HaJoXH aa s IMPOYETETE OTHOBO.
o AXoO uMaTe HIKAaKBHU JON'bIHUTCIHU BBIIPOCH, nonuTaiTe Bamms JICKap Uin @apMaueBT.
o ToBa JICKApPCTBO € NPEANNCAHO €AMHCTBECHO W JIMYHO Ha Bac. He ro HpeOTCTLHBaﬁTe Ha Ipyru

xopa. To MOke J1a UM HaBpeM, HE3aBUCUMO Y€ MPU3HAIMTE HA TIXHOTO 3a00JIIBaHE Ca CHIIHUTE
kaTo Bamure.

. AKO TIONTyYHuTe HIKAKBU HEXEJIaHU JIEKAPCTBEHH PEaKINH, yBeroMere Bamust nexap niu
(hapmarieBt. ToBa BKITIOYBA M BCUYKH BH3MOXKHU HEIKEJIAHU PEAKIIMU, HEONMCAHU B Ta3u
JINCTOBKA. Brkte Touka 4.

KakBo cbabpika Ta3H JNCTOBKA:

. Kaxso npeacrasisBa Arixtra u 3a KakBo ce U3M0/13Ba

. Kakgo TpsadBa 1a 3HaeTe, npeau Aa npuemMere Arixtra

Kak na npuemare Arixtra

Bb3MO0kHHN HeKeJIaHU peaKl Ui

Kak na coxpansiBare Arixtra

Chabp:kaHue HA ONAKOBKATA U IONMbJIHUTETHA HHOpManus

AN B W -

1. Kaxso npeacrasisBa Arixtra u 3a KakBo ce U310/13Ba

Arixtra e JiekapcTBO, KOETO JIEKYBa UJIU MIOMara 3a npeana3paHe oT 06pa3yBaHe Ha KPbBHHU
ChCHpeId B KPbBOHOCHUTE ChI0BE (AHMUMPOMOOMUUHO CPEOCMEBO).

Arixtra cbIbp)kKa CHHTETUYHO BELIECTBO, HapeueHo (poHmanapuHykc HaTpuil. To mpeuun Ha
JieiicTBHETO Ha KpbBoCchcupBaius pakrop Xa (“mecer-A”) B KpbBTa H 110 TO3W HAYWH MPEATNA3Ba OT
o0Opa3yBaHe Ha HEXXEeJNaHU KPbBHU ChCUpELH (mpom603a) B KPbBOHOCHUTE ChIIOBE.

Arixtra ce U3MmoJ13Ba 3a JieueHHe Ha Bb3PACTHH ¢ KPbBHH ChbCHPellH B KPbBOHOCHHUTE ChAOBE HA
KpakaTta (0v160Ka 6eno3Ha mpom6o3a) n/uim deaure qpodoBe (0er0dpoben embonuzoM).

2. Kakgo TpsnoBa 1a 3HaeTe, mpeau Aa npuemMere Arixtra

He npuemaiite Arixtra:

J aKo CcTe ajlepru4Hu KbM (POHJANApUHYKC HATPUM WK KbM HSAKOS OT OCTaHAIUTE ChCTaBKU Ha
TOBA JICKAPCTBO (M30POEHH B TOYKA 6).

o aK0 UMaTe 00UJIHO KbpPBeHe

. aKo uMaTe 0aKkTepHaJHA HH(pEKIHU HA CbPLETO

. aKo MMaTe Te;KK0 3a00JisiBaHe Ha ObOpeuuTe

— Ka:kere Ha Bamus jekap ako MHUCIHTE, Ye HIKOE OT T€3H ChCTOSHUS ce OTHacs 3a Bac. Ako e
Taka, He TpsIOBa J1a mpuiaraTe Arixtra.
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OO0bpHeTe crIenMaJHO BHUMAHUE NPH JIedeHHueTo ¢ Arixtra:

I'oBoperte ¢ Bammst stexap win apMarieBT, Ipear 1a U3oI3BaTe Arixtra:

. KO0 cTe MMAJIM YCJIOKHEHUs 110 BpeMe Ha JieYeHHe ¢ XelapuH W JeKapcTBa, N0J00HU Ha
XenapuH, KOMTO BOSIT 10 MOHMKABaHe HA OPOsi HA TPOMOOUUTHTE (XeMAPUH-MHAYIMPaHa
TPOMOOLMTONEHHS)

. AKO CcTe ¢ NOBMILIEH PUCK OT HEKOHTPOJUPAHO KbpPBeHe (Kpbeousaus), BKIIOYBAILO:

. S3Ba HA CTOMAXa

. HApPYUIEHHUs] HA KPbBOChCUPBAHETO

. CKOPOLIHO KbpPBeHe B MO3bKa (6bmpeuepento KbpeeHe)

[ CKOpOLIHA onepanusi Ha MO3bKa, TPHOHAYHHUS CTHJIO HIIH OYUTE

. aKo cTpajaTe 0T Te:KKO 3a00/19BaHe HA YePHUSI 1PO0
aKo cTpajaarte oT 3a00J1s1BaHe HA 0bOpenuTe

. aKo0 CTe HA BB3PACT 75 WM NoBeYe roAHHU.

— Kaskere Ha Bamus sekap, ako HAKOE OT T€3U CbCTOSIHUSA ce OTHAcs 3a Bac.

Jeua u roHo1IH
Arixtra He e U3NUTBaHA MPH JAela U I0HOIIX Ha BB3pacT nox 17 roauHu.

Jpyru jekapcTBa u Arixtra

WNudopmupaiite Bamust nexap wiu papmaiieBr, ako npruemare, HaCKOpo CTe MpHUeMay Uil €
BB3MOJKHO JIa IIPUEMETE JPYTH JiekapcTBa. ToBa BKIIOYBA U JICKAPCTBATa, KOUTO CTE CU KyNWIH 0e3
peuenta. Hsakou oT npyrure JiekapcTBa MOTaT Ja MOBJIUSAT HAUMHA HA JeCTBUE Ha Arixtra win
Arixtra 1a UM IIOBJIHSE.

BpeMeHHOCT 1 KbpMeHe

Arixtra He TpsiOBa J1a ce MpeanucBa Ha OPEMEHHH JKeHH, OCBEH ako € ocobeHo HeoOxoanmo. 1o Bpeme
Ha JieueHue ¢ Arixtra He ce IpernopbuBa KbpMeHe. AKO cTe OpeMeHHa WM KbpPMUTe, cMATaTe, ye
MOXe J1a cTe OpeMeHHa WM TUIaHupaTe OpeMeHHOCT, TOChBETBalTe ce ¢ Barmms nexap
(apmareBT npeau ynorpedara Ha TOBA JIEKAPCTBO.

Arixtra cpabpika HATPUH
To3u nexapcTBEH NPOAYKT ChIbpKa [TO-MaJIKO OT 23 mg HaTpuil Ha 71032 U 3aTOBA HA MPAKTUKA HE
ChIbPKa HATPHUM.

CnpuHnoBkaTa ¢ Arixtra chaIbp:Ka jJaTexc

[penmasurensT Ha UITaTa Ha CIPHHIIOBKATa CHIBPIKA JIATEKC, KOWTO € BE3MOXKHO Jja IPHYHHN

AJICPTUIHU PEAKOUH IIPU XO0pa, YYBCTBUTECIIHU KbM JIATEKC.

=> VeBenomere Bamus jsekap, ako cTe alepruvHU KbM JIaTEKC, IPEIH J1a 3alI0YHETE JICUCHHUE C
Arixtra.

3. Kak na npuemare Arixtra

Bunaru npuemaiite ToBa JIeKapCTBO TOYHO KakTo Bu e kazan Bamusr nekap nin ¢papmaneBt. AKO He
CT€ CUTYPHH B Hello, monuTaite Bamms nexap nim ¢papmarenT.

TesiecHO TerJio OOuuaiina 103a

ITox 50 kg 5 mg BEAHBX THEBHO

Mexay 50 kg m 100 kg | 7,5 mg BeqHBXK JTHEBHO

Han 100 kg 10 mg BenHbK qHEBHO. Ta3u mo3a Moxe na Obae HamalieHa 10 7,5 mg
BEJHBX JHEBHO aKO UMare yMepeHo Ob0peuHo 3aboisBaHe.

TpﬂGBa Ja IIpaBUTC MHXCKOHUATA HpI/I6J'II/I3PITeJ'IHO 10 €1HO U ChII0 BPEME BCCKH JICH.
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Kak ce npuiara Arixtra

. Arixtra ce mpriara upe3 HHXEKTHPaHe IToJ] KoXkaTa (100K0JcHO) B KOKHA I'bHKA B IOTHATA
MOJIOBMHA Ha KopeMHarta obsactT. CHpUHLIOBKUTE ca MPEABAPUTETIHO HATBJIHEHHU C TOYHATA
J103a, OT KOSATO ce HyXaaere. MiMa pa3nuyan COPHUHIIOBKY 3a 1034 OT 5 mg, 7,5 mg u 10 mg. 3a
yKa3aHMs 32 yHoTpeda cTBhIIKA 0 CTHIKA MOJISA BUKTE OT APyrara cTpaHa.

. He nnxexTupaiite Arixtra B MyCKyI.

Kouaxo apiaro TpsioBa ga ce mpuiara Arixtra
TpsbBa 1a mpoABIKATE JIEYEHNETO ¢ Arixtra TOJIIKOBa ABJT0, KOJIKOTO Bu e kazan Bammwusr nekap, Tl
Karo Arixtra mpeJna3Ba OT pa3BUTHETO Ha CEPUO3HO CHCTOSHUE.

AKO MH)KEKTHpaTe TBbp/Ae MHOIO Arixtra
OOmbpHeTe ce kbM Bamms nexap uiu hapManeBT 3a ChBET, KOJIKOTO € Bb3MOXHO 10-0bp30, Opaau

TIOBUIICHUS PUCK OT KbPBEHE.

AKo0 cTe IPOIYCHAJIM 1a NPWIOKUTE Arixtra

. IIpuiioxkere 103aTa BegHara cjea kato cu cnomuutTe. He nH:kekTHpaiiTe 1BOIiHA 1032, 32
Ja KOMIIEHCHpaTe MPOINyCHATATA.

. AKO He cTe CHTYPHH KaKBO /1a HATIPaBUTe, OChBeTBaliTe ce ¢ Bammus nexkap niau
(apmanesT.

He cnupaiite 1a npuiarare Arixtra 6e3 cbBer

AKO MpeKkbcHeTe JieueHHeTo npeau BamusaT nexap na Bu e ka3an, KppBHUTE ChbCHUPELM MOXKeE Jia HEe
OB/IaT JIeKyBaHH MPABIIIHO U MOJKE J1a CTE M3JI0’KEHH Ha PUCK OT 00pa3yBaHe Ha HOBH KPBBHU
ChCUpEL BbB BeHA Ha Kpaka win 6enus apod. O0bpHeTe ce kbM Bammus jexap wiu ¢papmaneBT
npeaM Aa NpeKbCHeTe JeYeHUueTo.

AKO UMare HSKaKBH JIOTBJIHUTEIHHA BBIIPOCH, CBHP3aHHM C YyIOTpedara Ha TOBa JIEKAPCTBO, MOMUTANTE
Bamms nekap win apmarieBT.
4. Bn3MoxkHN HeKeNaHU peakun

Kakro Bcuuku JIEKapCTBa, TOBa JIEKAPCTBO MOXKE Ja NPCAU3BHUKA HEXKEJIAaHU p€aKIIUN, BBIIPEKU Y€ HE
BCCKH I' I1OJIyYaBa.

CbeTOsIHNA, 32 KOUTO TPSAOBA /1a cieauTe
Texkn anepruunu peakunu (anaduiaakcust): Te ca MHOTO penku rpu xopata (1o 1 Ha 10 000),
npuemaniy Arixtra. [IpusHaiuTe BKIIOUBAT:

. MoJTyBaHe, MOHSKOTa Ha JINLIETO WIH ycTaTta (aHeuoedem), BOACUIO A0 3aTPYAHEHO MpErabliaHe
WU JUIIAHE

. KoJIaIC.

> He3a0aBHo ce 00bpHETE KBM JIEKaP, aKO MMOy4nTe Te3u cuMnToMu. Ciipere mpuemMa Ha

Arixtra.

YecTH HexKeTaAHU PeaKIUH

Te morar ga 3acerHar noseye ot 1 Ha 100 gymm, iekyBaHu ¢ Arixtra.

. KbpBeHe (HalpuMep OT MACTOTO Ha ONEpaLusTa, OT ChIIECTBYBAallla CTOMAIIIHA 53Ba, OT HOCA,
BEHIUTE, KPBbB B YPHHATA, U3KAIIJISTHE HA KPHB, KPHBOU3INB B OKOTO, KbPBEHE B CTABHHUTE
NIPOCTPAHCTBA, BBTPELIHO KbPBEHE B MAaTKaTa)

. JIOKAJHU3UPAHO cChOMpPaHe HA KPBB (B KOMTO U J1a € OpraH/ThKaH Ha TSJIOTO)
. aHeMus (IIOHW)KaBaHE Ha OPOsl HA UEPBEHUTE KPbBHU KIIETKH)
. NO0sIBA HA CHHUHU.
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HeuecTu HexXe1aHHM peakuuu
Te morar ga 3acernar a0 1 ma 100 qymm, JekyBaHu ¢ Arixtra.

nojtyBaHe (0mox)

ri1aBoOome

Ooika

rpbaHa 0oJka

3amyx

00pHB WK CHPOEK MO KOXKATa

CBJI3CHE OT MSICTOTO HA XHPYPrHYHATA paHa

MOBUIIICHA TEMITepaTypa

raJieHe WId MOBPhILaHe

NOHIKABaHe WK [OBUILIABaHE HA OpOsi Ha TPOMOOIUTUTE (KPHBHH KIETKH, HEOOXOJHMHU 32
CHCHPBAHETO Ha KPHBTA)

MOBHUIIIaBaHE HA HAKOW XMMHUYHHU BEIECTBa (eH3uMmu), IPOU3BEKIAHN OT YEPHUS P00

Peaxu Hexe1aHu peaku Ul
Te morar ga 3acernar a0 1 na Bcexu 1 000 xyuu, iekyBaHu ¢ Arixtra.

anepruyHa peaxius (BKIIOUYUTEIHO ChpOeXK, o IyBaHe, OOPHB)
BBTPEIICH KPHBOU3IINB B MO3bKa, YEPHHUS IPOO MM KOpema
TPEBOXKHOCT MM OOBPKAHOCT

NpUIaJaHe WU CBETOBBPTEK, HUICKO KPBBHO HAJSTaHEe
CHHJIMBOCT WJIK yMOpa

3a4yepBsBaHEe

KallTAIa

00JIKa U MOIyBaHE HAa MSCTOTO HA HHKCKTUPAHE

MH(EKIXs Ha paHaTa

NOBHUIIABaHE HAa KOJMYECTBOTO HA HEOENTHYHHUS a30T B KPBBTA
0oJka B KpakaTa MIH KOpeMHa 0oJka

JIOUIO XPaHOCMUJIAHE

JMapUsl WK 3areK

MOBHIIIaBaHe HA OMIMpyOrHa (BEIECTBO, MPOM3BEKAAHO OT YEPHUS JIPO0) B KPHBTA
MOHW)KaBaHe Ha KaJiisl B KPbBTa

0oJika B TOpHATa YacT HA KOpeMa HJIM KUCEIUHH B CTOMAaxa.

Cho0maBaHe Ha HeXKeJIAHU PeaKInu

AKO TIONTyuHnTe HSKaKBU HEXEJIaH! JIKAPCTBEHH PEaKIliy, yBenromere Bamus nekap uian papmarieBT.
ToBa BKIIFOUBA BCUUKH Bh3MOXKHH HEONMCAHU B Ta3U JIMCTOBKA HEXKENAHU peakinu. MoxeTe ChIo Ja
CHOOIIMTE HEeXKENIAHU PEeaKIMy JUPEKTHO Ype3 HAIlMOHAIHATA CHCTEMa 32 ChOoOIIaBaHe, I0COYeHa B
[punoxenune V. Karo chobmiaBare HeXXeIaHN pPEakiiy, MOXKETe Jia JaJleTe CBOSI IPUHOC 3a
MoJIy4aBaHe Ha MmoBede uH(opMaIlysi OTHOCHO O€30MacHOCTTa Ha TOBA JISKAPCTBO.

5.

Kak 1a chxpansiBate Arixtra

[a ce cpxpaHsiBa Ha MsICTO, HEOCTHITHO 3a Aena
Ha ce cexpansiBa mox 25°C. [la He ce 3ampaszsiBa
He e HeoOxoauMo Arixtra ga ce chbXpaHsBa B XJIQJIUTHHUK.

He u3nos3BaiiTe ToBa JIEeKapCcTBO:

Clie]] CpOKa Ha TOJJHOCT, 0TOEIA3aH BbPXY €THKEeTa U KaPTOHEHATa OIaKOBKa

aKo 3a0eNexXuTe HATNYMETO HA HIKAKBU YaCTHIIM B PA3TBOPA MJIM MPOMSHA HA [[BETA Ha
pasTBopa

aKo 3a0eNeKuTe, Ye CIIPUHIIOBKATA € CUYIICHA

aKo CTe OTBOPHJIM CHPHHIIOBKA U HE s H3MOJI3BATE BEHArA.
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H3xBbpiisiHe HA CIPUHIOBKUTE:

He u3xBbpiisiiTe TeKapcTBaTa WM CIPUHIIOBKUTE B KaHAJIHM3ALUATA WK B KOHTEWHEpa 3a TOMAITHU
otnaxbuu. [Tonuraiite Bamus gapmaneBT Kak ja U3XBBPILATE JeKapcTBaTa, KOUTO Bede He
n3nomsBate. ToBa e CIIOMOTHE 32 OIa3BaHe Ha OKOJIHATA CPeAa.

6. Cbzmpma}me Ha OIIaKOBKaTa M A10II'bJIHUTE/IHA l/lH(l)OpMalIl/Ifl

KakBo cbabp:ka Arixtra
AKTHBHOTO BEILECTBO €:

. 5 mg ¢ponnanapunykc Hatpuii B 0,4 ml nHXEKIIOHEH pa3TBOp
. 7,5 mg ¢ponpanapunykc Hatpuii B 0,6 ml HHKEKIIMOHEH pa3TBOP
. 10 mg dponnanapunykc Hatpuii B 0,8 ml HHKEKIIMOHEH Pa3TBOP

Jpyrute cbCTaBKH ca HaTPUEB XJIOPHUJ, BOJA 32 MHXKEKIMU U XJIOPOBOJAOPOIHA KUCEINHA W/UITH
HaTpHUeB XUAPOKCH] 3a Kopurupane Ha pH (Buxre Touka 2).

Arixtra He ChABPKA KUBOTHHCKU MPOIYKTH.

Kak u3rinexna Arixtra u KakBo ChAbP:Ka ONAKOBKATA

Arixtra e npo3paueH u 0e3LBeTeH 10 0JIe0 XbJIT HHXKEKLUOHEH pa3TBop. T4 ce mpeaara B
MIpeJBAPUTETHO HATbJIHEHA CIIPUHIIOBKA, CHA0/IeHa ChC CHCTEMa 3a 0€30IMacHOCT 3a MpeANa3BaHe OT
yOokIIaHe ¢ uriaTa cien yrnorpeda. Arixtra ce mpeara B onakoBku ot 2, 7, 10 u 20 nmpensapureiaHo
HAITBbJIHEHU CIIPUHIIOBKY (HE BCHUYKHU BHJIOBE OMTAKOBKH MOTAT Ja ObJAT IyCHATH B MPoaax0a).

IMpuTexkaTen HA pa3pelIeHHETO 32 YIOTPeda U MPOU3BOANTEN

IIpuTexaTes HA pa3pellIeHNETO 32 yNOTpedAa:
Viatris Healthcare Limited, Damastown Industrial Park, Mulhuddart, Dublin 15, DUBLIN, Upnanaus

IIpoussonuresn:
Aspen Notre Dame de Bondeville, 1 rue de I'Abbaye, F-76960 Notre Dame de Bondeville, ®panriusi.

Viatris Germany GmbH, Zweigniederlassung Bad Homburg v. d. Hohe, Benzstrasse 1,
61352 Bad Homburg v. d. Hohe, ['epmanus

3a gonbaHHUTENHA HHPOPMALUS OTHOCHO TOBA JEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS
IIpeJCTaBUTEN Ha MPUTEXKATEIIS Ha Pa3peIeHUETO 3a yIoTpeda:

Belgié/Belgique/Belgien Lietuva

Viatris Viatris UAB

Tél/Tel: + 32 (0)2 658 61 00 Tel: +370 5 205 1288

Bbarapus Luxembourg/Luxemburg

Buarpuc 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 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
EArada Osterreich

Viatris Hellas Ltd Viatris Austria GmbH
TnA: +30 2100 100 002 Tel: +43 1 86390
Espaiia Polska

Viatris Pharmaceuticals, S.L. Viatris Healthcare Sp. z o0.0.
Tel: +34 900 102 712 Tel.: + 48 22 546 64 00
France Portugal

Viatris Santé Viatris Healthcare, Lda.
Tél: +33 437257500 Tel: + 3512141272 00
Hrvatska Roménia

Viatris Hrvatska d.o.o. BGP Products SRL

Tel: +385 1 23 50 599 Tel: +40 372 579 000
Ireland Slovenija

Viatris Limited Viatris d.o.o.

Tel: +353 1 8711600 Tel: +386 123 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

CPO Pharmaceuticals Limited Viatris AB

TnA: +357 22863100 Tel: + 46 (0)8 630 19 00
Latvija

Viatris SIA

Tel: +371 676 055 80
Jara Ha mocieqHo npepasrie;kaade Ha guctopkata {MM /I'TTT?}
JApyru nu3rouHunu Ha nHopmanus

[onmpoOHa nHpOpMaIUs 32 TOBA JISKAPCTBO € MpelocTaBeHa Ha yeOcaliTa Ha EBponeiickaTa areHIus
T0 JIeKapcTBara http://www.ema.europa.eu
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Buiose o0e30nmacenn COPUHIOBKH

Nwma nBa Buna oOe30maceHu CIPpUHIIOBKH, U3ITOJI3BaHU 3a Arixtra, peHa3HadeHu 1a Bu 3amuTsaT ot
yOOKIaHe ¢ Urjara ciell HHKeKTHpaHe. EQUHUAT BUI CIPUHIIOBKY HMaT aBTOMATHYHA CHCTEMA 32
0e30IacHOCT Ha WIJIaTa, a PYTUAT BUJ UMaT pbYHA cUcTeMa 3a 0€30MacHOCT Ha UTJIaTa.

YacTd Ha CIPUHIOBKHUTE:

®  Ilpenmasuten Ha Uriara

©®  Byrano

®  Misicro 3a XBalaxHe

@  OGe3omacuTeneH HUIHHIBD

(I)nrypa 1. CHpI/IH]_IOBKa C aBTOMAaTHYHA CHCTeMa 3a 0e30IacHOCT Ha WrjaTa

CHpI/IHLlOBKa C pp4Ha CUCTEMA 3a 0e30MacHOCT Ha Urjiata

®urypa 2. CnprHIIOBKa C pbYHA CHCTEMA 32 ®urypa 3. CipuHLIOBKa C pbYHA CHCTEMA 32

0€e30I1acHOCT Ha Uriara 0e30macHOCT Ha UIJara, okas3palia
W3IBPIBAHETO Ha 00C30MACUTEHUS HUIHHABD
Bepxy urnata CJIEJl YIIOTPEBA

i i

YKA3AHUA 3A YIIOTPEBA HA ARIXTRA CTBIIKA 110 CTBIIKA

Yka3zanus 3a ynorpeda
Tesu yka3zanus ca 3a ABaTa BUIa CIPUHIIOBKY (C aBTOMAaTHYHA M PhYHA CHCTEMa 3a OE30MacHOCT).
Koraro yxaszanusTa 3a 1ajieHa CIIpUHIIOBKA Ca PA3INIHH, TOBA € TOCOUYCHO SICHO.

1. H3muiiTe pbueTe cu A00pe Che CallyH U BOAA U I'M MOJICYLIETE ¢ KbpIIa.

2. H3Bajere cIPpMHIOBKATA OT KAPTOHEHATA KYyTHSA M IpoBepeTe AAJIuU:

. CPOKBT Ha FOHOCT HE € U3TEKbII

. PasTBOPBT € Ipo3padeH U Oe3LBeTeH A0 O1eI0 KBJIT, U He ChbPIKa YaCTHIU
[ )

CIIPUHIOBKATa HE € OTBapsiHa UJIN IMOBPEACHA
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3. CenHeTe WM JierHeTe B yA00HA MO3H M.

U3zbepete MsCTO B IOJTHATA YAaCT HA KOpEMa, Ha pa3CTOSHUE
Hali-mManko 5 cm ot mena (purypa A).

CMmeHsiiiTe JIBaTa M IACHATA CTPAHA Ha JIOJHATA KOpEMHA
001acT MpH BCsAKA MHXKeKIHs. ToBa 1e TOMOTHE 3a
HaMaJsiBaHe YyBCTBOTO Ha JUCKOM(OPT Ha MICTOTO Ha
WHXCKTHPAHE.

AKO He ¢ Bb3MOYKHO HHXEKTHPaHE B JJOJHATA YacT Ha Kopema,
o0BpHETE ce KbM Barus jiekap uiau MeIUIIMHCKA CecTpa 3a
CBBET.

'KAJ;\?‘I
/” ‘ “}l
(\'@ LY
"\ ““\ |
Qurypa A

4. IToyucrere MACTOTO HA MHIKEKTHPaHe ¢ TAMIIOH, HAIIOEH ChC CIUPT.

5. OrcTpaHeTe npeanasuTeJisi Ha MIJIATA, KaTO IIBPBO IO
3apppTuTe (Purypa b1) u mocie ro u3rbpnare B npaBa JIHHUSL
OT TSJIOTO Ha crpuHIoBKara (purypa b2).

M3xBbpiieTe npeanasuress Ha Urjara.

Baxkuo

° He noxocBaiiTe urjara u He MO3BOJISIBANTE TS 1A € B
KOHTAKT C KaKBaTO U Jia € MOBBPXHOCT MpeAn
WHXEKTHPaHE.

Hanwuwnero Ha Manky Bb3AYIIHA MEXYyPUYETA B
CHpuHIIOBKaTa ¢ HopmaiiHO. He ce onuTBaiite 1a
npeMaxHeTe Te3W MeXypueTa Nnpeiau aa cTe
HATIPABWJIM MHKEKIHUSTA - aKO HAIIPABUTE TOBA MOXKE
Jla 3aryOnTe 4acT OT JIEKApCTBOTO.

6. Jlexo mpuTHCHETE MOYNCTEHATA KOKA, 32 12 ce
o0pa3yBa Ko0:KHA I'bHKA. 33IpBKTe T'bPHKATa MEXKAY Majena u
MoKa3ajselna o BpeMe Ha HHKeKkTupanero (¢purypa B).

7. IpbiKTe CHPUHIIOBKATA 3IPABO HA MAICTOTO 32
XBalaHe.

3a0wuiiTe msIaTa IbJDKHHA HA UIIaTa MOJT TIPaB bI'bJ B
KoxHara reHKa (Gurypa I).
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8. Unxextupaiite HAJOTO chabp:kanue Ha
CIPHUHIIOBKATA Ype3 HATHCKAHE Ha 0yTaI0TO A0 Kpaii

(durypa JI).

Clel/IHIIOBKa ¢ aBTOMAaTHYHA CHCTEMA

9. OTnycHeTe 0yTaJI0TO U UTJIATAa 1€ C€ OTAPBITHE
ABTOMATHYHO OT KOJXKaTa M Ie ce nmpubepe B
00e30MacuTeHUS HJIHHIBD, KBACTO IIe ce OJOKHUpa TpaitHO

(¢purypa E).

®durypa E

CrnpuHIOBKA ¢ pPpbYHA CHCTEMA

9. Cnen uHXEKTUpaHe 3apBXKTE CIPUHIIOBKATA C €THA PbKa, KaTO A XBaHETE 3a
obe3omacuTenHus NUINHIBD, U3IMOJI3BANTE ApyraTa phKa 3a J1a IbPKUTE Ha MSICTOTO 3a
XBalllaHe ¥ CHITHO U3AbpIaiiTe Ha3al. Toa ocBoOOXAaBa IMIMHABpa. [Lrb3raiiTe
IWIMHIbPA Harope 1o TSUIOTO Ha CIIPUHIIOBKATA JIOKATO TOW ce OJIOKHpa B IMOJIOKEHUE
BBpXy Hriata. ToBa e moka3zaHo Ha durypa 3 B HAYaIOTO Ha TE3W yKa3aHUSI.

He n3xpbpifiiTe N3M0/13BaHATA CIPUHIOBKA B KOHTEHHEPa 3a IOMAalllHM OTHAaAbUM. V3xBBpIIETE
st KakTo Bammsat nexap wnu gpapmaneBT Bu e HHCTpYKTHpAIL.
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