HPUJIOKEHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMA TPOAYKT
Repatha 140 mg nmKeKIIMOHEH pa3TBOP B MPEIBAPUTEIHO HAITBJIHEHA CIIPUHIIOBKA

Repatha 140 mg WHXEKITMOHEH Pa3TBOP B MPEBAPUTEITHO HAIThIHECHA ITHCATKA
Repatha 420 mg uHXeKIMoHeH pa3TBOP B MATPOH

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Repatha 140 mg MHKXCKIWOHCH PAa3TBOP B IPCABAPUTCIIHO HAITBJIHCHA CITPUHIIOBKA

Bcesika mpeaBapuTeHO HaTbIIHEHA CIIPUHIIOBKA Chabpika 140 mg eBomokymab (evolocumab) B 1 ml
pasTBoD.

Repatha 140 mg MHKEKIIMOHEH Pa3TBOP B MPEABAPUTENHO HAITBJIHEHA ITMCAJIKA

Bcesika npenBapuTeniHo HabJIHEHA MUCANIKa Chabpka 140 mg eBosokymab (evolocumab) B 1 ml
pasTBOp.

Repatha 420 mg MHXXEKIIMOHEH pa3TBOP B [IATPOH

Bceku matpon cbappxa 420 mg eBonokymab (evolocumab) B 3,5 ml paztBop (120 mg/ml).

Repatha e yoBeniko MoHoKOHANHO aHTHTLIO [g(G2, Mpou3BeeHO B KIIETHYHA JIMHUSA OT SIHYHKK Ha
kuraiicku xamcrep (CHO) upes pexomOunantaa JJHK texnomorwus.

3a IBJIHUA CIIMCHK HA IIOMOIIHUTE BEIECTBA BIDKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
WmxexoneH pa3TBop (MHKEKINS)
WHxeKIMOoHEeH pa3TBOp (MHXKEKLHMS) B IPEABAPUTEIHO HambiIHeHa nucainka (SureClick)

WmxexoneH pa3TBop (MHKEKIUs) (aBTOMaTHYeH MUHHI03aTOP)

PaSTBOp'LT € 6I/ICT’Bp A0 onajiecuuparil, 6€3I_IBGT€H A0 XKXBJITCHUKAB HA IBAT U IPAKTUYCCKU HC
CbAbpiKa BUAUMHU YaCTUIIU.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHHU MOKA3AHUS

XUnepxoaecTepoIeMHs U CMECEHA AUCITUITHMACMUS

Repatha e nokaszan npu Bb3pacTHH C MbPBUYHA XUIIEPXOJIECTEPOIEMUS (XETEPO3UroTHa (haMuiiHa U

He(aMIIHa) WM CMeceHa JUCIHUITUIEMUs], KaKTO U TIPH MeJINATPUIHU MMAalMeHTH Ha Bb3pacT 10 u

MOBEYE TOJAMHU C XETEPO3UTOTHA (DaMIITHA XUITEPXOJIECTEPOTIEMHUs, KaTO JOIIBIIHEHUE KbM JINETAaTa!

o B KOMOMHAIIMS ChC CTATHUH WM CTATUH C IPYTH MOHIWKABAIIN JIUMTUANTE JICUSHHS MTPH
MAIMEeHTH, KOUTO HE MOTaT Jia IOCTUrHaT npuuenHure ctoiHoctd Ha LDL-C ¢ MmakcumanzaTa
MOHOCHMa /1032 CTaTHUH WJIH,

o CaMOCTOSITETTHO MJIM B KOMOMHALIUS C APYTH MOHMKABAILM JTUITUIUTE JICYSHUs [IPY TallMeHTH,
KOUTO UMAT HEMMOHOCHMOCT KbM CTaTHHH, WJI TPY KOUTO MPHIIOKEHUETO HA CTATHH €
MIPOTUBOIIOKA3aHO.



XOMO3UTOTHA d)aMI/IJIHa XHUIICPXOJICCTCPOJIEMUA

Repatha € IMOKa3aH IPH Bb3PACTHU U NIEAUATPUYIHHA MALUCHTU HA Bb3PacCT 10 u moBeue T'OAWHHU C
XOMO3HUI'OTHA q)aMI/IJ'IHa XUIICPXOJICCTCPOJIEMHUS B KOM6I/IHaHI/I$I C Apyru nmoHuxapauy JUIMUAUTC
JICYCHUSI.

YcraHoBeHa aTepOCKISPOTUYHA ChPACYHOCHA0BA OOIECT

Repatha e mokazan npu Bp3pacTHH C YCTaHOBEHA aT€pPOCKIEPOTHYHA ChPACYHOCHI0BA O0IECT
(MuoKapaeH UH(apKT, HHCYAT WK NepudepHa apTepualiHa 00JecT) 3a HaMansBaHe Ha
CBHpPACYHOCHIOBHUS PUCK Upe3 oHKaBaHe Ha HuBata Ha LDL-C, kato JombiIHeHne KbM
KOPHUTHUPAHETO Ha IPYTH PUCKOBH (DaKTOPH:

° B KOMOWMHAIIMS C MAaKCHMaTHAaTa TIOHOCHMAa 1033 CTAaTHH ChC WK 0e3 APYTH MOHIKABAIIH
JIAIUINATE JIEYEHHUS], WIH

° CaMOCTOSITETTHO WJIA B KOMOWHAITUS C IPYTH MOHIKABAIIH JITTUANTE JICUSHHS TIPH MAI[UeHTH,
KOUTO UMaT HEMTOHOCUMOCT KbM CTaTHHH, WM TIPU KOUTO yIoTpedaTa Ha CTATUHU €
MIPOTHUBOIIOKA3aHa.

3a pe3ynTaTUTe OT IPOYYBAHETO OTHOCHO epekTrTe Bhpxy LDL-C, ChbpJeuHOCHIOBUTE CHOUTHS U
W3NUTBAHUTE MOIYJIALNH, BUKTE Touka 5.1.

4.2 I[O?.I/I[)OBK%I U HAYUH HA NMPUIOKEHUE

IIpenu 3amouyBaHe Ha JEYEHUE C €BOJIOKYMa0, TpA0Ba Ja ce U3KJII0YaT BTOPUYHM IPUYNHH 32
XHIIEPIAUMUACMHUS UM CMECEeHa TUCTUMUACMUs (Hamp. HehPOTHICH CHHAPOM, XUTTIOTHPEOUIUZBM).

ﬂosnpomca

ITvpsuuna xunepxonecmeponremust u cMeceHa OUCTURUOEMUSL (KIIOUUMETHO Xemepo3UeomHa
Gamunna xunepxonecmeponemus)

Bwspacmuu u neouampuunu nayuenmu (na v3pacm 10 u noseue 200unu)
[IpenopwruntenHara g03a eBojiokyMabd ¢ 140 mg Ha Bceku aBe ceamuiy win 420 mg BeAHBK
MECEYHO; IBETE JI03U Ca KIMHUYHO CKBUBAJICHTHH.

Xomozucomua hamunna xunepxoiecmepoiemusi NPuU 8b3PACMHU U NEOUAMPUYHU NAYUESHMU HA
evspacm 10 u nogeue 200uHu

[IpenoppunrtennaTa HadyanHa 103a € 420 mg Beaubx MeceuHo. Cnen 12 cenMuLM Ha JI€UYeHUeE,
YeCcToTaTa Ha IIpreMa MOXe /1a ce TuTpupa a0 420 mg BeAHBK Ha BCEKH 2 CEAMMUIIH, aKO HE CE
MOCTUTHE KIIMHUYHO 3Ha4UM OTroBop. [lanuenture Ha adepesa Moxe Jia 3anoyHar jgeueHue ¢ 420 mg
Ha BCEKH JIBE CEIMUIIY, B ChOTBETCTBHUE C TAXHATA CXeMa Ha adepesa.

Yemanosena amepocknepomuuna copoeunocv0oea bonrecm npu 6b3pacmHu
[Ipenopbunrennata n103a eBojokymad e 140 mg Ha Bceku ABe cenMuin wim 420 mg BEAHBK

MECCYHO, ABCTC 031 Ca KIIMHNYHO CKBUBAJICHTHH.

CHGL[I/IaJ'IHI/I nonyjaanuu

Tayuenmu 6 cmapuecka 8v3pacm (8v3pacm > 65 200unu)
He e HeoOxomMMo KopHUTHpaHe Ha J103aTa MPH MallMeHTH B CTapuecka Bh3pacT.

Tayuenmu c 6v0peuno ygpedcoane
He e HeoO6xonnmo KopurupaHe Ha 103aTa IpH MaUeHTH ¢ ObOPEYHO yBpexaaHe (BXK. Touka 5.2).

Tlayuenmu ¢ yeproOpobHO yepesicoane
He e HeoOXxoauMo KOpHrHpaHe Ha 103aTa MPH MAMEeHTH C JIEKO YepHOAPOOHO YBPEXKIaHE, BIKTE
TouKa 4.4 3a MaUEHTH C YMEPEHO U TEXKKO YEePHOIPOOHO YBpEKAAHE.



Ileduampuuna nonyrayus

bezonacHocTTa 1 edukacHocTTa Ha Repatha He ca ycTaHOBEHUM TpY NeIUATPUYHY MAITUCHTH C
xeTepo3uroTHa (ammina xurepxoiecteponemus (HeFH) umu xomo3urorna gamunHa
xunepxonecreponemus (HoFH) ra Bp3pact mox 10 roauau, wimu npu neIuaTpUIHA TAIEHTH C IPYTH
BUJIOBE XHUIIEPIIHITAICMUSL.

Hauun Ha npuitoxxeHue

HOI[KO)KHO MMPUITIOKCHUC.

EBomoxymab e 3a moakoKHO HHKEKTHpaHe B 00J1acTTa Ha KopeMa, OepoTo MM TOpHATa YacT Ha
pbkaTa. MecTara Ha MHXEKTHpaHe TPSAOBa J]a ce CMCHST U MHXKEKIIMUTE HE TPSIOBa J1a Ce MOCTABST B
MecTa, KbJETO KoKaTa € OoJie3HeHa, HACHHEHa, 3auepBeHa WK TBHPA.

EBosokymab He TpsiOBa na ce mpuiara HHTPaBeHO3HO WM HHTPaMYyCKYJIHO.

Repatha 140 mg unsicexyuonen pasmeop 8 npeosapumenio HanbiHena CHPUHYO8KA

Hozara ot 140 mg TpsiOBa Aa ce JOCTaBH KaTO ce U3IOI3BA €HAa MIPEIBAPUTETHO HAIThJTHEHA
CIIPUHLIOBKA.

Hozara ot 420 mg Tps0Ba 1a ce JOCTaBU KaTo ce M3MOJI3BAT TPH MPEABAPUTEITHO HAITBITHEHN
CHPUHIIOBKY, IPUIIOKEHH IIOCIIEIOBATEIHO B paMKuTe Ha 30 MUHYTH.

Repatha 140 mg unoicexyuonen pasmeop 6 npeosapumento HanviHeHa NUCAIKA

Ho3zara ot 140 mg TpsiOBa fa ce JOCTaBH KaTO Cce MU3IONI3BA €HA MIPEIBAPUTETHO HAIThJTHEHA MTHCAIIKA.
Ho3zara ot 420 mg TpsiOBa Aa ce TOCTaBH KAaTO e MU3IMOI3BAT TPU NPEIBAPUTEIHO HAITBIHEHHU HCAJIKH,
MIPWIOKEHU MOCTIEA0BATEITHO B paMKuTe Ha 30 MUHYTH.

Repatha 420 mg unsicexyuonen pasmeop 6 Nampou

Jo3ara ot 420 mg TpsiOBa Ja ce TOCTaBH KAaTO CE U3I0JI3Ba EMH MTaTPOH C AaBTOMATHYCH
MUHHU103aTOP.

Repatha e npeanazHaueH 3a caMOCTOSTEIHO MPUIOKEHUE OT MALMEHTA CIIE]] [TOIXOAAI0 00yYeHHeE.
[TpunoxxeHueTo Ha €BONIOKyMa0 MOYKE J1a Ce U3BBPIIN U OT JIUIE, KOETO € 00yUYeHO Ja Mpuiiara
POIYKTA.

Cawmo 3a emHOKpaTHA yroTpeoa.

4.3 IIporuBomoOKa3zaHUA

CBp’bX‘-IyBCTBI/ITeJ'IHOCT KbM aKTHBHOTO BCUICCTBO HMJIM KBbM HAKOC OT IIOMOIUIHHUTE BCIIICCTBA,
n30poeHu B Touka 6.1.

4.4 Chnenuananu npeaynpesaeHus: U NpeAnasHyl MepKH NpU ynoTpeda

IIpocnenumoct

3a 1a ce moI00pH MPOCIEAUMOCTTA HA OUOJIOTMYHUTE JICKAPCTBEHU MPOJIYKTH, UMETO U TTAPTUIHUST
HOMEDp Ha MPHUJIOKEHHUS MPOAYKT TPsiOBa SICHO Jia Ce 3alncBarT.

YepHoapoOHO YBpeKIaHe

[Ipu manmeHTH ¢ yMepeHo YepHOAPOOHO YBpEkKAaHe ce HaOr01aBa HaMallsiBaHe Ha o0Iara
EKCITO3HUIMS Ha €BOJIOKYMa0, KOETO MOJXKE J1a JIOBE/IE 10 HaMasieH e)eKT BbpXY IOHMWKABAHETO Ha
LDL-C. 3aroBa MOXe 11a € He0OOXOIMMO BHUMATEIHO HAOJIIOIEHUE HA TE3U MMALIUEHTH.



[ManuenTn ¢ Texko yepHoApoOHO yBpexkaane (Child-Pugh kiac C) He ca npoyuBanu (B. Touka 5.2).
EBosiokymab TpsibBa Jia ce M3MoJi3Ba ¢ MOBUIICHO BHUMAHHE TIPH MAIMEHTH C TEXXKO YePHOAPOOHO
YBpEKIaHE.

CyX eCTECTBEH KayUyK

Repatha 140 mg unsicexyuonen pasmeop 8 npedsapumenno HanvIHeHda CHPUHYO8KA
Kamaukara Ha urnaTta Ha CThKJIEHAaTa MIPEIBAPUTEITHO HAITBIHEHA CIIPUHIIOBKA € HalpaBeHa OT CyX
€CTEeCTBEH Kay4dyK (IIPOU3BOJHO HA JIATEKC), KOUTO MOXeE J1a MPUIMHN TSKKH ATePTUIHH PEaKITIH.

C’I)H’LD)K&HI/IG Ha HaTpUu

To3u nekapcTBeH MPOAYKT ChABPXKA Mo-Maiko oT 1 mmol Hatpwmii (23 mg) Ha 103a, T.€. MOXKE Ja ce
KaXke, 4e IMPaKTHYECKH HE ChIbpiKa HATPHH.

4.5 BsaumopeiicTBHe C IPYrd JeKAPCTBEHHU NPOAYKTH U APYru (popMH HA B3auMojaelicTBUE
He ca u3BbpuiBanu npoy4BaHus 3a B3aUMOJCHCTBUATA.

DapMaKOKHHETUYHOTO B3aMMOJICHCTBHE MEX/Iy CTATUHH U €BOJIOKYMal € OL[EHEHO B KIIMHUYHUTE
n3nuTBanus. [Ipu nanueHTH, KOUTO MpUeMaT eJHOBPEMEHHO CTaTHHH € HabJojaBaHo
npubauzuTenHo 20% NoBUIIEHUE Ha KIMPBhHCA Ha €BOJIOKyMal. To31 NOBUILIEH KIMPBHC OTYACTH €
MeJUMpaH OT CTATUHUTE Ype3 NOBUIIaBaHEe Ha KOHIIEHTPALUATa Ha MPOIIPOTEHH KOHBEpTa3a
cyorunmsun/kekcrud tun 9 (PCSKY), koeTo He noBuIsiBa HeOMaronpusTHO GpapMakoANHAMUYHHS
edexT Ha eBoIOKyMab BbpXy aunuaure. He e HeoOXoquMo Kopurupane Ha o03aTa Ha CTaTHHA, KOTaTo

Ce M3M0I3Ba B KOMOMHAITUS C €BOJIOKyMao.

He ca npoBexnanu npoy4sanus 3a (papMakKOKUHETHYHH U (papMaKoJUHAMHUYHHI B3aUMOJICHCTBUS
MEXIY €BOJIOKYyMal U JIMIUJONIOHNKABAIIN JIEKAPCTBEHH POIYKTH, OCBEH CTATUHH U €3€TUMHO.

4.6 @epTHIANTET, OPEMEHHOCT U KbpMeHe
BpemenHoct
Jluncear wim nMa OrpaHUYEHU JTaHHU OT yrioTpedara Ha Repatha mpu OpemeHHM xeHmH.

[MpoyuBaHusTa IPY )KUBOTHH HE TTOKA3BaT MPEKH WM HEMIPEKH BPEHU €EKTH, CBbP3aHH C
PENpPOAYKTUBHA TOKCUYHOCT (BXK. TOUKa 5.3).

Repatha He TpsiOBa 1a ce u3MoJ3Ba MO BpeMe Ha OPEMEHHOCT, OCBEH aKO KJIMHMUYHOTO ChCTOSHUE HA
YKeHATa M3MCKBA JICYCHHUE C EBOJIOKYMa0.

Kopmene

He e u3BecTHO manu eBosokymMal ce eKCKpeTupa B KbpMara.

He moke a ce M3KJIF0UM PUCK 32 HOBOPO/ICHUTE/KbpMayueTaTa.

TpsiOBa 1a ce B3eMe pelIeHre Al J1a Ce MPEYCTAaHOBU KbPMEHETO WIIH Ja Ce TPEyCTaHOBU/HE Ce

MpUIOKHU TepanusTa ¢ Repatha, kato ce B3eMar npeBu I 110J13aTa OT KbPMEHETO 3a JIETETO U Moji3aTa
OT TepamusTa 3a )KeHaTa.

DepTUnuTer

Hsima nannu 3a ebexra Ha eBOIOKyMad BepXY (epTuiureTa rnpu xopa. [IpoyuBanusTa nmpu >KUBOTHU
HE MMOKa3BaT eeKTH BbPXY KpalHUTE TOUKHU 32 PEepTIINTETAa IPU MHOTO MO-BUCOKU HHMBA Ha



€KCTIO3MITH [TUTONT 1ToX KprBata ,,koHmeHTparusa-speme (AUC)], OTKOJIKOTO IpH TAIUCHTH,
MOJTy4JaBaIiy eBoIokymad B 1o3a 420 mg BEAHBX MECEYHO (BXK. TOUKa 5.3).

4.7 EdexTn BbpXy crniocod0HOCTTA 32 orpaHe U padoTa ¢ MAIINHA

Repatha He moBnmsiBa wiIM IOBNIHSIBA TIPEHEOPESIKMMO CIIOCOOHOCTTA 3a Modupane U padboTa ¢

MalIruHH.

4.8 Hexeqanu jJeKapcTBeHH peakuuu

O0600menue Ha npoduiia Ha 6€30IaCHOCT

Haii-yecto cpobuiaBaHnTe HEsKENIAHU PEAKLIUU NP MPEHOPHUYUTEIHUTE A03HU ca Ha30(apuHTUT
(7,4%), nadexnusa Ha TOpHUTE AUXaTenHu mbThia (4,6%), 6omka B repda (4,4%), aptpanrus (3,9%),
rputt (3,2%) ¥ peakiuu Ha MSICTOTO Ha HHXKeKkTupane (2,2%). [Ilpopmrst Ha 6e30macHOCT pH
HOMYJIAIHUATA C XOMO3UTOTHA (haMIITHA XHIIEPXOJIECTEPOJIEMHS € B ChOTBETCTBHE C TO3H IPU
MOITyJIAIMATA C TBPBUYHA XHIIEPXOJIECTEPOIEMHUS K CMECEHA TUCITUITHICMUSI.

TabauyeH CIUCHK HA HEXKEIAHUTE pCaKnnu

Hexenanure peakiuu, cb0OIIEHN B OCHOBHUTE KOHTPOJIMPAHU KIIMHUYHYU U3MUTBAHUS M CIOHTAHHU
CHOOIIEHNUs ca N30POEHH 10 CHCTEMO-OPTaHeH KJlac W 4ecToTa B Tabiuma 1 mo-momy, ¢ moMoInra Ha
cleHaTa KOHBEHIUS: MHOTO uecTH (> 1/10), uectu (> 1/100 no < 1/10), neyectu (= 1/1 000 no

< 1/100), penxu (> 1/10 000 go < 1/1 000) u muoro pexnku (< 1/10 000).

Ta6auna 1. Hexxenanu peakuun

CI/ICTeMO-OpFaHeH KJ1acC Imo
MedDRA (SOC)

Hexesnanu peakuuu

Kareropus 4ecrora

WNudexunn n nadectanum ['pun Uectn
Hazodapunrut UecTtn
Wudexuus Ha TOPHUTE Yectu
JIUXATEeJTHHU TbTUINA
Hapymenus Ha umyHHata cuctema | CBpBXUYBCTBHTEIHOCT Yectu
O6puB Yectu
Yprukapus Heuectu
HapymieHust Ha HepBHaTa CHCTEMA I'maBoGonue Yectn
CromamHo-4peBHU HApYIICHUS I'amene UecTtn
Hapymienus Ha koxata u AHrnoenem Penxu
MOJIKOKHATA ThKaH
Hapymenus na Bonka B repba Yectu
MYCKYJIHO-CKE€JIETHaTa CUCTEMA U ApTtpanrus Yectn
CheIMHUTETHATA ThKaH Muairus Yectu
OO0y HapymieHus 1 eeKTH Ha Peakuuu Ha MACTOTO Ha Yectu
MSICTOTO Ha TIPUJIOKEHHE MHKEeKTHpaHe!
['punonogo6HO 3a001s1BaHe Heuectn

! Buskre paszen ,,Onucanye Ha M30paHU HEXKENAHH Peakium’.

[IpodmrbT Ha Ge3omacHOCT € B choTBeTCTBHE MpH yuactHHIUTe ¢ LDL-C < 25 mg/dl (0,65 mmol/1)
i < 40 mg/dl (1,03 mmol/l) cien U3X0AHOTO HUBO B CPAaBHEHUE C YYACTHHUIIUTE C TIO-BUCOK

LDL-C (> 40 mg/dl [1,03 mmol/l]) cnex n3xoaHoTo HUBO, Kato meauaHara (Q1, Q3) Ha
excniozunusTa Ha Repatha e 84,2 (78,1, 89,8) Mecena npu y4acTHUIM, KOUTO MPOJIBIDKABAT MpHeMa Ha
Repatha, u 59,8 (52,8, 60,3) Mecelia npy y4aCTHHIIM, IIPUEMAIIU TUIA1e00, KOUTO ca MPEMUHAIIN KbM
Repatha B OTKpUTOTO NpOgBIKEHHE HA IIPOYUBAHETO.




Onrcanve Ha N30paHN HEXKETAHU PEaKITHH
Peaxyuu na msacmomo na unsxcexmupare
Haii-gecTute peakiuu Ha MSICTOTO Ha MHXKEKTUPAHE ca MOCHHSBAaHE, CPUTEM, KPHBOU3IIUB, 00JIKA Ha

MSCTOTO Ha MHXKXCKTHUPAHE U OTOK.

IlequaTpuyHa momyaamus

be3onacHocTTa M ehpukacHocTTa Ha Repatha ca ycraHOBeHM Ipy eAUaTpUYHU HALMEHTH C
XEeTEepPO3UTOTHA 1 XOMO3HIOTHA (haMITHA XHIlepxonecTepoiaeMus. [IpoBeeHo e KIMHUYHO MPOyYBaHe
3a olleHKa Ha epekTute Ha Repatha mpu 158 nenuarpuyHu nauueHTH Ha BB3pact oT > 10 1o

< 18 ronunu ¢ XeTepo3uroTHa GpamMuiHa xunepxonecreposemus. He ca naeHTnduunpanu HoBu
OIIaCeHHsI OTHOCHO 0€30IacHOCTTA U JJAHHUTE 3a 0€30M1aCHOCTTA B Ta3H MeJUaTpUYHa MOMyIalys ca B
CBHOTBETCTBHE C M3BECTHHS MPOQHI Ha 6€30IaCHOCT Ha MPOAYKTA MPH Bb3PACTHH C XETEPO3UTOTHA
dbamunHa XunepxosecreponemMus. J{Bagecer U MECT NeANATPUYHH MAMEHTH C XOMO3UTOTHA (haMUIIHa
XHUIIEPXOJIeCTEPOIeMHUs ca JeKyBaHH ¢ Repatha B KIIMHUYHM NpOy4BaHusl, IPOBEAEHH NIPY MALUEHTH
Ha BB3pacT oT > 10 1o < 18 roguan. He e HabnronaBaHa pasnuka B 0€30MacCHOCTTa MEXKITY
NeANaTPUYHH U Bb3PACTHU MALMEHTH C XOMO3UTOTHA (haMHUITHA XUIIEPXOJIECTEPOIIEMHUSL.

Ilonynanus B cTapyecka Bb3pacT

Ot 060 18 546 manmeHTH, JTIEKYBaHU C €BOJIOKyMal B ABOWHOCIENH KIMHUYHU TPOYIBAHHS,

7 656 (41,3%) ca Ha BB3pact > 65 roaunu, a 1 500 (8,1%) ca Ha BB3pacT > 75 ronunu. He ca
HaOJr0IaBaHH PA3NIMKH B 0€30MACHOCTTA WM €PUKACHOCTTA MEKAY TE€3U MAllMEHTH U TIO-MIIAJAH
MalUEHTH.

HNmMyHOreHHoCT

ITpu xnuauanuTe npoyusanus, 0,3% ot nauuentute (48 ot 17 992 manuenTtn), JiIeKyBaHu C
Hali-MaJIKoO €1Ha /1032 €BOJIOKyMal, ca OMIIM MOJIOXKUTENIHY 32 T0sIBa Ha CBBP3BAIN aHTHTENA.
[TanmenTHTe, YUITO CEpyM € OWJI TIOJIOKUTENICH 3a CBBP3BAIM AHTUTEINA, Ca U3CJICIBAaHU
JOITBJIHUTEIHO 33 HEYTPAIU3UPALIH AaHTUTENA, KATO HUTO €HH OT MalMeHTUTE HE € Jal MOJIOKHUTEICH
pes3yaTaT 3a HeyTpalu3upaly anTurena. Hanmunero Ha CBbp3BaIM aHTUTENIA CPELLY €BOJIOKYMal He
NOBJHsIBAa (PapMaKOKHHETHYHUS PO, KITUHHYHHS OTTOBOP HIIM 0€30MaCHOCTTA Ha €BOJIOKYMaO.

[TosiBaTa Ha aHTUTEINA CPEIy €BOJIOKYMad He € OTKPHUTA B KIMHHYHU U3IHUTBAHUS MIPU METHATPHIHN
NalMeHTH, JiekyBaHu ¢ Repatha.

Crpo011aBaHe Ha HOA0O3UPAHU HEXKEJIAHN PEAKIINHU

CphoO11aBaHeTo Ha MOI03UPAaHH HEXKETAH! PEaKIUK CJIe]] pa3pelaBaHe 3a yrnoTpeoda Ha JIeKapCTBEHUsI
NPOAYKT € BaxkHO. TOBa MO3BOJISBA 1a TIPOIBIDKH HAOIOICHUETO Ha ChOTHOIICHUETO TI0JI3a/PUCK 3a
JICKapCTBEHUS MPOAYKT. OT MEIUIMHCKUTE CIICIUATHCTH CE U3UCKBA J]a ChOOIIABAT BCSIKA
M0JI03MPaHa HeXellaHa Peakius Yype3 HallMOHAIHA CHCTEMa 32 ChOOIaBaHe, TIOCOYCHA B

IIpunoxxenue V.

4.9 Ilpeno3upane

He ca naOmronaBany HexkellaHU PeakLUH TP IPOYUBaHUs BEPXY )KUBOTHH, IIPH EKCIIO3ULMH 0
300 mpTH MO-BUCOKHU OT TE3U MPH MAIMEHTH, JEKyBaHU C €BOJIOKyMab B 7032 420 mg BeTHBK
MECEUHO.

Hsma cnenuduyno neuenue 3a npeno3upane Ha eBojokyma0. B ciydail Ha npeno3upane, IalueHTbT
TpsiOBa Jja Ob/Ie IEKyBaH CUMIITOMATHYHO U J1a Ce TMPEANpreMaT MO AbPKaIld MEPKH, ChIIIaCHO
M3MCKBAHUATA.


http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

5. ®APMAKOJIOTUYHHA CBOMCTBA
5.1 ®apmakoguHAMUYHH CBONCTBA

dapmakoTepaneBTHIHA TPyTIa: CPEACTBA, IIOHKABAIIM CEPYMHHUTE JIUIH/H, IPYTH CPEACTBA,
normkasamu cepymaute junuan. ATC xox: C10AX13

MexaHn3bM Ha IEHCTBUE

EBosnokymab ce cebp3Ba cenektuBHO ¢ PCSK9 u npenoTBpartsaBa CBbp3BaHETO HA HUPKYIHPALIHS
PCSKO9 ¢ penenropa 3a aumnonpoTenHu ¢ Hucka mbTHOCT (LDLR) BBpXy MOBBPXHOCTTA Ha
YepPHOAPOOHUTE KJICTKH, KaTO 10 TO3M HAYMH MpeaoTBpatsaBa Mmeauupanoto oT PCSK9 pasrpaxnane
Ha LDLR. IloBumaBanero Ha HuBata Ha LDLR B wepHus Apo6 BoaM 10 CBBp3aHO HAMaJsIBaHE Ha
cepymuust LDL - xonectepon (LDL-C).

dapmakoguHAMUYHA €(DEKTH

B ximHWYHATE M3NUTBaHKA, €BOIOKYMa0 HamaisiBa HecBbp3anus PCSK9, LDL-C, TC, ApoB,
He-HDL-C, TC/HDL-C, ApoB/ApoAl, VLDL-C, TG u Lp(a), n noBumasa HDL-C u ApoAl mpu
IIAIIUCHTHU C H’prI/IHHa XI/IHerOHCCTepOHeMI/IH U CMECCHA NUCIIUIINACMMUSL.

EnHOKpaTHOTO MOIKOKHO MPHUITOKEeHNE Ha eBoIoKyMad 140 mg wmm 420 mg Boau 10 MakCcUMaltHa
cymnpecus Ha nupKyiupamus Hecbp3ad PCSKY cnen 4 yaca, nocneasano ot HamansBane Ha LDL-C,
JIOCTHUTAIIO CPEACH HAIUP HA OTTOBOpa ChOTBETHO OT 14 u 21 muu. [IpomeHuTe B HECBBP3aHUS
PCSK9 u cepymHHTE TATIONMPOTENHU ca 00paTHMHU IIPY NIPEYyCTAHOBSBAHE HA MPHUIOKEHUETO Ha
eBosiokymad. He ce HabmronaBa yBennuaBare Ha HecBbp3aHus PCSK9 nin LDL-C Hag u3X0aHOTO
HHUBO 110 BpeMe Ha OYHCTBAHETO Ha €BOJIOKYMald, KOETO IMOKa3Ba, Ye HE Ce MOSBIBAT KOMIIEHCATOPHH
MeXaHH3MH 3a yBenndyaBaHne Ha oOpaszyBaneto Ha PCSK9 u LDL-C no BpeMe Ha JIe4eHHUETO.

CxeMu ¢ TOJAKOKHO npuiiokeHre Ha 140 mg Ha Bceku ABe cenmunn u 420 mg BeTHBX MECEUHO ca
PaBHOCTOMHHU MO OTHOIIIEHUE Ha cpeaHOoTOo noHmkaBaHe Ha LDL-C (cpenHa cToifHOCT Ha

ceamun 10 u 12), 1 BoAAT ChOTBETHO A0 -72% 1 -57% OT U3XOAHOTO HUBO B CPaBHEHUE C IIIaIe0o.
JledenueTo ¢ eBoiokymMabd Boau A0 1o/1o0HO moHmkaBaHe Ha LDL-C, xorato ce u3nomn3sa
CaMOCTOSITEITHO WJIM B KOMOMHAITUS C IPYTU TEPAIHH 32 TIOHMKABAHE HA JIITHIUTE.

Kinanana e(bHKaCHOCT OpHU ObPBUYHA XHUIICPXOJCCTCPOJICMUA U CMCCEHA NHUCIUITUICMUSA

HamansBane Ha LDL-C npubnusurenHo ¢ 55% g0 75% ce moctura ¢ eBoJI0OKyMad ole Ha

1-Ta cenMuIia ¥ ce TOJABPIKA B X012 Ha IBJIITOCPOYHO JIedYeHHe. MaKkcuMaseH OTTOBOP KaTo IISUI0 ce
mocTura B pamkute Ha 1 10 2 ceamuity ciep npuioxenue Ha 140 mg Ha Bceku 2 ceqmuiy U 420 mg
BeJIHBXK MecedHo. EBoIOkyMal e e)eKTHBEH MpH BCUYKK HOATPYIH B CpaBHEHHUE ¢ TIAe0o 1
e3eTuMu0, 06e3 Ja ca HabJ01aBaH! CHILECTBEHH Pa3Inirs MEXKAY MOATPYNUTE KaTo Bb3PacT, paca,
TI0J1, PETHOH, MHJIEKC Ha TeJecHa Maca, puck criopes Hannonannara oOyunTenHa nporpama 3a
X0JIecTepoia, TIOTIOHOITYIIIEHE B MOMEHTA, H3XOJHH PUCKOBH (HaKTOPH 32 KOpOHApHa OoJiecT Ha
cepuero (MBC), pamunna anamHesa 3a npexiaespemenna MIBC, craryc Ha rimoko3eH TojepaHc (T.e.
3apaxeH JuadeT T 2, MeTaboJIMTeH CHHAPOM WJIM HUTO €IHO OT ABETE), XUIIEPTOHHS, /1032 Ha
CTaTWHA ¥ MHTEH3UTET, HecBbp3aH m3xoAaeH PCSK9, mzxomuu croitroctr Ha LDL-C n m3xogHu
croitHocTr Ha Tpurnunepuaute (TG).

IIpu 80-85% OT BCHYKYM MAITUEHTH C MEPBUYHA XUIIEPXOJIECTEPOIIEMHUS, JICKyBAaHHU C KOSTO U Ja € 71034,
eBoJIOKyMab 1nokassa > 50% cpenno Hamanenue Ha LDL-C Ha cenmuitu 10 u 12. o 99% ot
MAIUCHTHUTE, JIEKyBaHH C KOSITO U JIa € OT BETe /103U Ha eBosokymad nocturat LDL-C < 2,6 mmol/l,
u 10 95% nocturat cpenna croiiHoct Ha LDL-C < 1,8 mmol/l va ceamunm 10 u 12.



KomOuHanus ¢bC CTaTUH W CTATHH C APYTH IMOHMKABAIIY JIMIUAUTE JICUCHHS

LAPLACE-2 e Mexx1yHapOAHO, MHOTOLIEHTPOBO, IBOMHOCIISIIO, PAHIOMU3UPAHO, 12-CeqMUIHO
npoyuBaHe npu 1 896 manueHTy ¢ IbPBUYHA XUIEPXOJIECTEPOIEMUS WM CMECEHA JUCIUIIUIEMUS,
KOHUTO Ca paHJIOMHU3MPaHH /Ia TTOydaBaT €BOJIOKyMad B KOMOHMHAIINS ChC CTATUHU (PO3yBacTaTHH,
CHMBACTATHH WX aTopBacTaTiH). EBoOKyMab e cpaBHAM c miarne6o 3a rpynuTe Ha po3yBacTaTHH |
CUMBACTAaTHH U CPABHUM C TUTANe00 U €3eTUMUO 3a rpynaTa Ha aTOpPBaCTATHH.

Repatha 3raunTenno Hamaxsasa LDL-C oT H3X0QHOTO HABO J0 CpeaHa cTOHHOCT Ha ceamuIy 10 u 12
B CpaBHEHHE ¢ Tuiane0o 3a rpynuTe Ha po3yBacTaTWH U CUMBACTaTHH M B CpaBHEHUE ¢ TIae0o u
e3eTumud 3a rpynara Ha aropBactatuH (p < 0,001). Repatha 3naunrtenno namanssa TC, ApoB,
ne-HDL-C, TC/HDL-C, ApoB/ApoAl, VLDL-C, TG u Lp(a) n nopumasa HDL-C oT u3X0IHOTO
HUBO /IO cpeHa CTOWHOCT Ha ceamuid 10 1 12 B cpaBHeHue ¢ Tanebo 3a rpynuTe Ha po3yBacTaTUH
u cumBactatu (p < 0,05) u 3HaunTenHo HamamsiBa TC, ApoB, ne-HDL-C, TC/HDL-C, ApoB/ApoAl
u Lp(a) B cpaBHeHue ¢ manebo u e3eTuMuO 3a TpymnaTa Ha atopBactatud (p < 0,001) (Bx.

Tabnumm 2 u 3).

RUTHERFORD-2 e mexxyHapoaHO, MHOTOIIEHTPOBO, TBOWHOCIIATIO, PAHIOMH3UPAHO, TUIanedbo
KOHTPOJIMPAHO, 12-ceIMUYIHO TIpoyYBaHe NMpH 329 manueHTH ¢ XeTepO3UroTHA (haMrTHa
XHIIEPXOJIECTEPOIeMUs Ha TIOHIKABAIIW TUIHANTE JieueHust. Repatha sHaunmo Hamansisa LDL-C ot
M3XO0JTHOTO HUBO JIO Cpe/iHa CTOMHOCT Ha ceamuiu 10 u 12 B cpaBHeHue ¢ miamebo (p < 0,001).
Repatha 3raunmo namanssa TC, ApoB, ve-HDL-C, TC/HDL-C, ApoB/ApoAl, VLDL-C, TG u Lp(a)
u oBuiiaa HDL-C u ApoA1l oT U3X0IHOTO HHUBO JO CpeaHa cToiHOoCT Ha cenmurm 10 u 12, B
cpaBHenue ¢ miarebo (p < 0,05) (Bx. Tabnumna 2).

Ta6auuna 2. EpexTH 0T JJeUeHneTo ¢ €B0JI0OKYMAa0d B CpaBHEHHE C IIaNe00 MPH NAIUEHTH ¢
MbPBUYHA XUIIEPXo0JiecTepoJieMus U cMeceHa TUCIMIUAEMHA — CPeHA MPOLEHTHA MPOMSHA OT
HM3XO0/IHOTO HUBO 10 cpeaHa cToifHocT Ha ceavuum 10 u 12 (%, 95% CI)

IIpoyuBane | Cxema |LDL-C|( He- | ApoB| TC |Lp(a) | VL- [HDL-| TG [Apo-|CbotHo-|CHOTHO-
Ha (%) |HDL-C| (%) (%) (%) | DL-C| C (%) | Al | menue | meHue
npujiara (%) (%) | (%) (%) TC/ ApoB/
He HDL-C | ApoAl
% %
LA%QDC)EQ 142\%‘3 725 | 605 | -56° | -415 | 305 | -18% | 65 | -175 | 35 | -45° | -56°
(koM GHrmpas1 (NQ: 535 | (7569 |(63,-58) |58, -53)| (43, -39)|(:35,-29)| (23, -14) | (4.8) |(22,-13)] (15) | (47, 42) | (59,-53)
rpynu
posysacrarun, | 420M& | go5 | 605 | 565 | 405 | 275 | 205 | 85 | 235 | 55 | 465 | -589
CHMBACTATHH H QM | (73, 65)| (-63, -57)| (=58, -53)| (42, -37)| (31, -29)| (-28. -17) | (6. 10y |28, 17| 3.7) | (48, 43) | (=60, -55)
ATOPBACTATHH) (N =562)
142&? -61° -56° -495 -426 -316 -226 8o -226 7? -47° -53
RUTHER- (NQ= 110) (-67,-55)| (-61, -51)| (-54, -44)| (-46, -38)|(-38, -24)| (-29, -16)| (4, 12) |(-29, -15)]| (3, 12) | (-51,-42) | (-58, -48)
FORD-2 420 m
(HeFH) M £ 1 -66° -60° -558 | -445 | 31° | -16° 9% | -17° 5@ -49° -56°
Q (-72,-61) | (-65, -55)|(-60, -50)| (-48, -40)|(-38, -24)| (-23,-8) | (5, 14) | (-24,-9) | (1,9) | (-54,-44) | (-61,-50)

(N=110)

Jlerenna: Q2W = BenHbx Ha Beeku 2 cenmuun, QM = BenHbxk MeceyHo, HMD = ITspBruyHa
XHIepxoiiectepoieMus 1 cMeceHa quciaununemus, HeFH = Xereposurotna dgamuiiia xunepxosecrepoiaeMus,
2 p croitnoct < 0,05 npu cpaBHeHue ¢ wiane6o, ° p croinoct < 0,001 npu cpasHeHue ¢ MIaNEGo.

TlanpeHTH ¢ HEMMOHOCUMOCT KbM CTaTUHM

GAUSS-2 e MexIyHapoIHO, MHOTOIICHTPOBO, ABOWHOCIIATIO, PAaHIOMU3HPAHO, KOHTPOJIHUPAHO C
ezetuMu6 12-ceqmuyno npoyuBate npu 307 manueHTH, KOUTO €A ¢ HEIOHOCHMOCT KbM CTaTUH MJIH C
HEIMOHOCUMOCT KbM e(eKTHBHA 1032 cTaThH. Repatha 3Haunmo namanssa LDL-C, B cpaBHEeHHE C
ezetmud (p < 0,001). Repatha 3naunrtenno Hamansea TC, ApoB, ne-HDL-C, TC/HDL-C,
ApoB/ApoAl u Lp(a), oT U3X0AHOTO HKUBO [0 CpeaHa cToiHoCT Ha ceqmuuy 10 u 12, B cpaBHeHue ¢
ezetumud (p < 0,001) (Bk. Tabnuna 3).




Jleuenue 0e3 cTaTuH

MENDEL-2 e MexayHapoIHO, MHOTOLIEHTPOBO, JBOMHOCISIO, PAaHAOMU3UPAHO, KOHTPOJIUPAHO C
riane6o u esetumMud 12-ceamuuno mpoyuBane Ha Repatha npu 614 manueHTy ¢ mbpBUYHA
XUTIEPXOJIECTEPOSIEMHUS U cMeceHa auciuuaeMust. Repatha 3aaunmo namanssa LDL-C oT U3X0aHOTO
HUBO J0 cpemHa croitHocT Ha ceamury 10 u 12, B cpaBHeHHe ¢ iane6o u ezetumud (p < 0,001).
Repatha 3naunmo Hamanssa TC, ApoB, ne-HDL-C, TC/HDL-C, ApoB/ApoAl u Lp(a), oT u3xomHoro
HUBO JI0 cpemHa cToitHocT Ha cenmunm 10 u 12, B cpaBHeHHE ¢ maredo u ezetuMud (p < 0,001) (Bxk.

Tabnuma 3).

Taéanna 3. EdpexTn 0T TedeHHeTo ¢ eBOJOKYMa0d B CpPABHEHHE C €3eTHMHO NP MAIHEHTH ¢
I'bPBMYHA XHMIIePX0JIecTepoJIeMHsi M cMeceHa AMCIMIUAeMUsl — CPeHA NPOLEeHTHA MPOMSHA OT
HM3X0/HOTO HUBO 0 CpeaHa cToifHOoCT Ha ceavuum 10 u 12 (%, 95% CI)

IMpoyuBane | Cxema (LDL-C| He- [ ApoB | TC | Lp(a) |[VLD-|HD-| TG |[Apo-|ChoTHO-|CBHOTHO-
Ha (%) [HDL-C| (%) (%) (%) | L-C |L-C| (%) | Al | mieHue | meHHe
npuiara- (%) (%) | (%) (%)| TC/ ApoB/
He HDL-C | ApoAl
% %
LAPLACE-2 lég\’};g 430 | 34 | 34r | 23 | 300 | a1 | 7| o2 | | o2 | 38
(HMD) (N=219) (-50, -37)] (-39, -30)|(-38, -30)[(-26, -19)|(-35, -25)| (-7,5) |4, 10)] (-9,5) | (4,9)] (-30,-23) | (-42,-34)
(KOMOMHHMpaHH 420 mg
rpymu atopeac- 460 | 39% | 400 | 250 | 33| 7 | 8| -8 | 72| -30° 42
TaTHH) (N(gl\2/[20) (-51, -40)| (-43, -34)|(-44, -36)[(-29, -22) | (-41, -26)| (-20, 6) |(5, 12)|(-21, 5) |(2, 11)] (-34,-26) | (-47,-38)
lé%\r;;g 380 | 326 | 320 | 245 | 245 | 2 | 5| 3 | 52| 278 -350
GAUSS-2 N= 103 (-44, -33) |36, 27) |37, 21 [ (28, -20)| (31, -17)| -10, 7y |1, 10)| =11, 6) | (2, 9) | (-32, -23) | (-40, -30)
(HEeIIOHOCHMOCT 420 mg
KbM CTaTHHH) 396 | 356 | 355 | 265 | 255 | 4 | 6 | 6 | 3 | -30° -36°
(N(zl\l/{n) (-44, -35)](-39, -31) | (-40, -30) | (-30, -23)| (-34, -17)| -13, 6) | (1, 10)|(-17, H) | -1, 7| (-35,-25) | (-42, -31)
lé%\%g 400 | -36° | 345 | 256 | 226 | -7 | 6| 9 | 3| 298 -350
MENDEL-2 | 53, (-44, -37)[ (-39, -32)|(-37, -30) [ (-28, -22)[ (29, -16)| (-14, 1) | (3, 9) |-16, -1)] (0, 6) | (-32, -26) | (-39, -31)
(J1leyenue npu
mncana cramam) | 420ME | g16 | 350 | 356 | 56 | 200 [ cto | 4 | o | 4| 285 | 370
(N(zl\l/ISS) (44, 37| (38, -33)[ (38, -31) (28, -23) [ (27, -13)|-19, -D)| (1, 7 [ <18, 0) | (1, 7) | (31, -24) | (41, -32)

Jlerenpa: Q2W = BenHbx Ha Bceku 2 cenMuun, QM = BenHbx MmeceuHo, HMD = ITspBruuHa
XHUIIEPXO0JIECTEPOIIEMHUS] ¥ CMECEeHa JUCIHIHIIeMHs, * p-cToitHocT < 0,05 mpu cpaBHEHHE C €3eTUMHO,
% p-croitroct < 0,001 mpH cpaBHEHHE C €3eTHMUO, ® HOMUHAIHA p-cTolHOCT < 0,001 U CpaBHEHHE C €3€TUMHO.

Z[’LJ'IFOCDOLIHa Cd)I/IKaCHOCT OpHU OTbPBUYHA XHUIICPXOJCCTCPOJICMUA U CMECCHA NTHUCITUITUACMUA

DESCARTES e mMexayHapoHO, MHOTOIICHTPOBO, IBOMHOCIIAIO, PaHIOMH3UPAHO, TUIAe00
KOHTPOJINPAHO 52-ceAMHUYHO TTpoyuBane npu 901 maruenTy ¢ XunepannuaeMusi, KOUTO ca
MOJTy4aBajy CaMo JIMeTa, aTOPBAcTATHH WIIM KOMOMHAIIMS OT aTOpBacTaTUH U e3eTuMu0. Repatha
420 mg BenHBX MecedHo 3HagnMo HamalsiBa LDL-C oT u3X01HOTO HUBO JI0 CeIMHIIA 52 B CpAaBHEHHE
¢ rutarie6o (p < 0,001). Edextute OT TedeHneTo ce 3ama3BaT B MPOIBIDKEHNE HA | TOAMHA, KaKTo ce

BIKIa oT HaMansiBaHeTo Ha LDL-C na ceaqmuna 12 no cenmuna 52. Hamanasanero Ha LDL-C ot

M3XO0AHOTO HUBO JI0 CEAMHILIA 52 B CpaBHEHHUE C TUIANe00 € HaIMLE TPH OCHOBHUTE MOHM)KABaIIN
JUMHUINTE JICYSHNS, ONTUMH3UpaHu 1o otHomeHne Ha LDL-C 1 chpIedHOoCHI0BUS PUCK.

Repatha 3naunmo Hamanssa TC, ApoB, ne-HDL-C, TC/HDL-C, ApoB/ApoAl, VLDL-C, TG u
Lp(a), m moBumasa HDL-C u ApoA1 na cenmuira 52 B cpaBHeHue ¢ mwianedo (p < 0,001) (Bx.

Tabnuia 4).
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Taéauua 4. EpexTH 0T JiIe4eHHETO ¢ €B0JIOKYMa0 B CpaBHEHHE C IUIANe00 MPH NAIHEHTH ¢
NbPBUYHA XHIIEPXO0JECTEPOJIEMHUA H CMECCHA TUCIUIIUACMUSA — CPE€IHA MPOLCHTHA MIPOMAHA 0T
M3XO0IHOTO HUBO 10 ceamuua 52 (%, 95% CI)

IIpoyuBa- | Cxema Ha [LDL-C| He- | ApoB| TC | Lp(a) [VLDL-|HD-| TG |Apo-|CboTHO-|CBHOTHO-
He npuaara- | (%) [HDL-C| (%) | (%) (%) C L-C| (%) | Al | meHue | meHue

He (%) (%) | (%) (%) | TC/ | ApoB/
HDL-C | ApoAl

% %

DES- 4201\‘/[ng 595 | 506 | -445 | 336 | 226 | 295 | 56 | -126 | 32 | 376 465
CARTES (NQ= 599) (-64, -55) |(-54, -46) |(-48, -41)|(-36, -31)| (-26, -19)| (-40, -18) | (3, 8) |(-17, -6)| (1, 5) | (-40, -34) | (-50, -43)

Jlerenna: QM = BeHBK MECEYHO, * HOMUHAIHA p cToifHocT < 0,001 mpu cpaBHeHHe ¢ mane6o, °
p-croitaoct < 0,001 mpu cpaBHEeHHE C TLTaIE00.

OSLER u OSLER-2 ca aBe paHI0OMU3UpaHU, KOHTPOJIUPAHHU, OTBOPEHH PA3IINPEHH MPOYUYBAHHUS 3a
OIIEHKA Ha ABITOCpOYHaTa Oe30macHoCT U eukacHOCT Ha Repatha nmpu manmenTu, kouto ca
3aBBPIIIHN JICYEHUETO B ,,0CHOBHOTO”’ MPOyYBaHEe. BB BCAKO pa3mIMpPeHO MPOYyYBaHE, AIIMEHTHUTE ca
panmomusupanu 2:1 na noiay4asatr Repatha ruroc ctanmapTHo JieueHue (rpymna Ha €BOJIOKYMal) WitH
CTaH/IapPTHO JIEYCHNE CAaMOCTOSATENHO (KOHTPOJIHA TPYTIa) 32 MbpBaTa TOANMHA Ha H3MUTBaHETO. B kpas
Ha mepBaTa roguHa (52-pa cenmura npu OSLER u 48-ma ceamuna npu OSLER-2), marnuentuTe ca
Ouny BKITIOYeHU Ha Repatha B menus nepuo, B KOWTO BCHYKY MALMEHTH ca NIOTy4aBald OTKPHUTO
Repatha 3a omie 4 roguan (OSLER) unu 2 roguau (OSLER-2).

O6mo 1 324 nauumentu ca BriaroueHr B OSLER. Repatha 420 mg BeaHBK MEceUHO 3HAYMMO HamalsBa
LDL-C ot u3Xx0AHOTO HUBO 110 cenMuiia 12 u ceamuria 52, B CpaBHEHHE ¢ KOHTpoJa (HOMUHATHA

p <0,001). Edbextrre OT IedeHnETO Ce 3ama3Bat B MPOIbIDKEHHE HA 272 CeAMMUIIN, KaKTO C€ BIKIA OT
HaMassiBaneTo Ha LDL-C ot cenmuna 12 B 0CHOBHOTO Npoy4uBaHe 10 ceaMuua 260 B OTBOPEHOTO
pasmupeno npoyuBane. Q6o 3 681 maruentu ca prmodeHu B OSLER-2. Repatha 3naunmo
namansisa LDL-C ot u3xoaHoTO HUBO 70 ceamuiia 12 u ceamuiia 48, B cpaBHEHHE C KOHTPOJIA
(momunuanHa p < 0,001). Edextute oT 1eueHUETO ce 3ama3Bar, KakTo ce BIK/Ia OT HaMaJIIBaHETO Ha
LDL-C ot ceamuna 12 go cenmunia 104 B oTBOpeHOTO pasiiupeHo mpoyuBane. Repatha sHaunmo
namaisiea TC, ApoB, ne-HDL-C, TC/HDL-C, ApoB/ApoAl, VLDL-C, TG u Lp(a), u nopuiasa
HDL-C u ApoAl ot usxogHoto HuBO 1o cenmuna 52 B OSLER u 1o cenmuna 48 B OSLER-2, B
cpaBHeHHE ¢ KOHTpoja (HomuHanHa p < 0,001). LDL-C u apyrure nunuaHu NoKa3aTelly ce BpbILaT
KbM U3XOJIHUTE CTOWHOCTH B paMKHTE Ha 12 ceMMIIM Clie]] MpeKpaTsBaHe Ha Repatha B Hayanoro Ha
OSLER wmim OSLER-2 6e3 nannu 3a pedayHn edekr.

TAUSSIG e MHOTOIIEHTPOBO, OTBOPEHO, S-TOAMIITHO PA3IIMPEHO MPOYIBAHE 32 OIICHKA Ha
JBIITOCpOYHATa Oe30macHocT U epukacHoCT Ha Repatha kato qonmbiiHEHHE KBM IPYTH TIOHMKABAIIU
JUNUANTE JICUECHUS IPY HAaLUEeHTH ¢ TexKKa GpamminHa xunepxonecreponemus (FH), Bimtounrento
XOMO3HTroTHA (hamuitHa xurepxonectepoiemus. Q0o 194 nanueHTH ¢ TexXKa pamMuiIHa
xunepxonecreponemus (He-HoFH) u 106 narnpienTHn ¢ XOMO3UTOTHA (PaMHITHA XUIIEPXOIECTEPOIEMUS
ca sirodeHd B TAUSSIG. Benuky nanueHTH B IpOy4BaHETO ca OWIIK JIEKYBaHU ITbPBOHAYAIHO C
Repatha 420 mg BenHBK MecedHo, C U3KIIOUEHUE Ha Te3H, TOJyYyaBally JUIuAHa adepesa npu
BKJTFOYBAHETO, KOUTO ca 3amouHam ¢ Repatha 420 mg Benabxk Ha Bcekn 2 cenMuin. YectoTaTa Ha
npuiIarase NpH NanueHTH, KOUTOo He ca Ha adepe3a MoKe Jia ce TUTpupa A0 420 mg BeIHBK Ha BCEKU
2 cepmuiy Bb3 ocHoBa Ha LDL-C otroBopa u HuBara Ha PCSKO. Ilponbmkurtennara ynorpeda Ha
Repatha moka3Ba TpaeH eeKT OT JICUSHUETO, KAKTO ce BIKaa oT HamasBaHeTo Ha LDL-C npu
MAIMeHTH C TexKa damuiiHa xunepxodecrepoiemus (ne-HoFH) (Bx. Tabmuua 5).

[Ipomenute B apyrurte tunmaau nokazarenu (TC, ApoB, ne-HDL-C, TC/HDL-C, u ApoB/ApoAl)

ChII0 TIOKa3BaT TpaeH ePeKT OT MPOIBIDKUTEITHOTO NpHIIoKeHHe Ha Repatha npu manuenTy ¢ Texka
¢damunna xunepxonecreponemus (He-HoFH).
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Tadanna S. EdexT Ha eBonokymad Bbpxy LDL-C npu nmanmeHTH ¢ Te:kka pamuina
xunepxoJiecreposiemus (He-HoFH) - cpexna nmpounenTHa npomMsina ot n3xognoro HuBo 10 OLE
ceqmuua 216 (u cebp3an 95% CI)

Monynanus OLE OLE OLE OLE OLE ceOB:.‘HE a ceOMI;lE a ceol\:-lllE a
nanuenTH |ceavuna 12| ceamuna 24 |ceqvuna 36| ceqvuna 48| cexmuna 96 11144“ 2119211 1121611
™) (m=191) | m=191) | (n=187) | (n=187) | (n=180) (n=180) | (n = 147)| (0 =96)
Texka FH
(ne-HoFH) | % -54,1 -54,7 -56,9 533 535 | 483 | -47.2
(N=194) | (-574,-524) | (-57.0,-513) | (-57:4,-52,0) | (-59,7,-54,1) | (-56.9,-49,7) |(-56,7,-50,2)((-52.9, -43,7)((-52.8, -41,5)

Jlerenna: OLE = oTtkpuTo pasmupeHo npoyusane, N (n) = bpoii Ha onenenute namueHTH (N) U MAIIUEHTH C
HabmromaBanu croiiHocT! Ha LDL-C 1o Bpeme Ha crienindudHa IIIaHUpaHa BU3UTa (n) npu Habopa 3a
OKOHYATEITHUS aHAJIM3 Ha TeXKa GamrmiHa xunepxonecreponemus (He-HoFH).

JleueHne Ha XeTepo3UroTHA (haMWIHA XUIIEPXOJIECTEPOIEMHS IIPH IIE€AUATPUYHH TALNEHTH

HAUSER-RCT e pangoMu3upaHo, MHOTOIICHTPOBO, IIAIe00-KOHTPOJIUPAHO, TBOMHOCIIAIIO, C
napajesHu Tpymnu, 24-ceAMUYHO U3MUTBaHe NMpH 158 nenuaTpuyHu MaueHTy Ha Bb3pacT oT 10 1o

< 18 ronuHM ¢ XeTepo3uroTHa GpaMuiIHa Xunepxouecrepouemus. M3uckBa ce mauueHTuTe a ca Ha
AueTa C HUCKO CbAbPKAaHUEC HAa MA3HUHU U Tp}I6Ba Aa ca 1ojry4aBaJii ONITUMHU3HWPaHa OCHOBHA TCpaIius
3a TIOHIDKaBaHe Ha JMMUANTE (CTATUHH B ONITHMANHA J103a, 6e3 a € He0OX0ANMO TUTPHUPAHE C
MOBHIIIABaHE HA 7j03aTa). BKIIFOUeHNTE MalMeHTH ca paHA0OMU3UPaHU B ChOTHOIIeHKE 2:1 a
MoNTy4JaBaT 24 ceMUIH MOIKOKHO BeIHBX MecedHo 420 mg Repatha nnn mmane6o.

[TepBryHaTa KpaifHa Touka 3a e(pUKacCHOCT B TOBA M3MHUTBAHE € MPOLCHTHATA IPOMSHA OT H3XOJIHOTO
HUBO 10 ceamuma 24 Ha LDL-C. Paznukara mexay Repatha u mmane6o B cpeqHara mporeHTHa
npomsiHa Ha LDL-C ot u3xognoto HUBO 110 cenmuiia 24 e 38% (95% CI: 45%, 31%; p < 0,0001).
[TonmxeHneTo Mo METO A Ha Hali-MaJIKUTe KBaapaTH (ctangaptHa rpemka, SE) (p < 0,0001) rva
LDL-C ot n3xoanoTo HUBO Ha ceamuua 24 e 44% (2%) B rpynata Ha Repatha u 6% (3%) B rpynara
Ha miane6o. Cpennure abconrotau croitHoctd Ha LDL-C Ha cemuna 24 ca 104 mg/dl B rpymnara Ha
Repatha u 172 mg/dl B rpynara Ha mnane6o. [Tonmxkenusra Ha LDL-C ce HaOmo1aBaT npy nmbppara
OLICHKA CIIeJl U3XOHOTO HMBO BB BpeMeBaTa TOUYKa Ha ceaMuIa 12 1 ce moappxar B Xo/1a Ha

HU3IIHUTBAHECTO.

BropuuHnata kpaifHa TOYKa B TOBa M3IIMTBAHE € CPE/IHATA ITPOIIEHTHA IMTPOMSHA OT H3XOJHOTO HUBO JI0
ceaqmuuu 22 u 24 va LDL-C, kato ceamuna 22 oTpa3sBa MUKOBOTO, a ceaMuua 24 — Hali-HUCKOTO
HUBO Ha MHTEPBaJIa Ha TOAKOXKHO MTPHUJIaraHe Ha J103aTa BEAHBX MECEYHO, U MPEI0CTaBs HHPOPMAIUS
3a OCpeHeHUs 10 BpeMeTo epekT Ha TepanusTa ¢ Repatha B pamkuTe Ha 1€ HHTEPBaAJ Ha
nmpuiarane Ha qo3ara. CpeHaTa TepareBTHYHA Pa3iivKa M0 METOo/1a Ha Hall MaJTKUTe KBAAPATH MEXITY
Repatha u mane6o B cpenna nporentHa npomsiHa Ha LDL-C oT U3X0AHOTO HUBO JI0 CPEIHOTO HA
ceamuna 22 u ceamuna 24 e 42% (95% CI: 48%, 36%; p < 0,0001). 3a nonbIHATENHN pe3yATaTH

BIDKTE TaOIHIa

6.

Ta6auua 6. Edpextu oT 1eyennero ¢ Repatha B cpaBHeHue ¢ niianedo Npu neAuaTpUIHU
NMalMeHTH ¢ XeTepPo3UroTHa hpaMUIIHA XUTIePXoJiecTepoJieMus — CPeiHA MPOLEHTHA MPOMSHA OT
HM3XO0HOTO HUBO 10 ceamuua 24 (%, 95% CI)

CooTHomenue | CboTHONIEHHE
Tpoyupane Cxema Ha LDL-C He-HDL-C ApoB TC/ ApoB/
npujiarafHe (%) (%) (%) HDL-C ApoAl
(%) (%)
HAUSER-RCT
(nepuatpuunu | 420 mg QM -38.3 -35,0 -32,5 -30,3 -36,4
MAlMEHTH C (N=104) | (-45,5,-31,1) | (-41,8, -28,3) |(-38,8, -26,1)| (-36,4, -24,2) (-43,0, -29,8)
HeFH)
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QM = meceuHo (noaxoxHO); CI = noseputenen untepsai; LDL-C = xonectepon B IMNONPOTEUHU C HUCKA
wrbTHOCT; HDL-C = X0necTepos B IUMONPOTEUHH C BUCOKA IIBTHOCT; ApoB = anonunomnporeus B;
ApoAl = anomunonpotenH Al, TC = o611 xonecrepon

Bcuuxu xopurupanu p-croitHoctu < 0,0001

N = Opoii manueHTH, paHJ0MHU3UPaHH U C IPUJIOKEHUE Ha 71032 B HaOOpa 3a ITbJICH aHaJIN3.

HAUSER-OLE e oTkputo, MHOTOLIEHTPOBO, 80-ceIMUYHO M3MUTBaHE ¢ €AHO paMo Ha Repatha mpu
150 meguaTpyuyHu manueHTH Ha BB3pacT ot 10 mo 17 ronuan ¢ HeFH, mpemunamm or HAUSER-RCT,
u BKitouBa 13 de novo nennarpuanm nmanuentu ¢ HoFH. ITanwentrute TpsaOBa 1a ca Ha AreTa ¢ HUCKO
ChABPKAHUE Ha Ma3HUHU U Jia [T0JTy4aBaT OCHOBHA Teparus 3a IOHWKaBaHe Ha Tunuaute. Bermuku
nanuentu ¢ HeFH B mpoyuBaneTo nonmyuasat 420 mg Repatha mokoxHO BeIHBX MECEYHO (MeraHa
Ha TIPOIBJDKATETHOCT Ha excrosumusaTa: 18,4 mecena). Cpexgaute (SE) mpolieHTHH IpOMEHHU Ha
u3uncnenus: LDL-C ot uzxoanoto HuBO ca: -44,4% (1,7%) Ha ceamuna 12, -41,0% (2,1%) Ha
ceamuna 48 u -35,2% (2,5%) na cenmuna 80.

Cpennara (SE) nporieHTHa MPOMSHA OT U3XOJHOTO HUBO 110 ceamuna 80 mpu APYTUTE KpaiHU TOUKH
3a munuy ca: -32,1% (2,3%) ve-HDL-C, -25,1% (2,3%) ApoB, -28,5% (2,0%) choTHOImEHME
TC/HDL-C, -30,3% (2,2%) chotHomenue ApoB/ApoAl u -24,9% (1,9%) TC.

Jleuenune Ha XOMO3UTroTHA haMIIHA XUIEPXOIECTEPOIEMUS

TESLA e MexIyHapoHO, MHOTOIIEHTPOBO, IBOMHOCIISINO, PaHIOMU3UPAHO, IIAe00 KOHTPOJIUPAHO
12-cenMu9HO TIpoy4BaHe MpH 49 MaIMeHTH ¢ XOMO3UTOTHA (paMITHA XUTIEPX0JIecTepoIeMus Ha
BB3pacT oT 12 10 65 rogunu. Repatha 420 mg BemHBK MECEUHO, KaTO JOMBIHEHUE KbM IPYTH
IIOHMKaBallly JIUIITUAUTE JICUCHUA (Hanp. CTaTUHH, CCKBCCTPAHTH HaA KIIBYHUTE KI/ICGJ'II/IHI/I), 3Ha4YUMO
HamamsiBa LDL-C u ApoB Ha ceqmutia 12 B cpaBHeHue ¢ miane6o (p < 0,001) (Bx. Tabmuma 7).
[Tpomenute B apyrute nmununau nokazarenu (TC, ae-HDL-C, TC/HDL-C, u ApoB/ApoAl) cbio ca
JEMOHCTPAaTUBHH 32 JIe4UeOHHs ePeKT OT MpuiIokeHneTo Ha Repatha npu nauueHTH ¢ XOMO3UrOoTHA
(haMuUITHA XUTIEPXOJIECTEPOTICMUSL.

Ta6anuna 7. EpexTH 0T JedeHHeTOo ¢ eBOJOKYMa0d B CpaBHEHMe C MJIanedo NMpyu NalueHT ¢
XOMO3UToTHA (haMUJIHA XHIIEPX0JIecTepoJieMusl — CPeIHA MPOLEHTHA MPOMSAHA OT U3XOAHOTO
HHUBO 10 ceamuua 12 (%, 95% CI)

IIpoyuBa-| Cxema |LDL-C[He-HDL-| ApoB | TC | Lp(a) |VLDL-(HDL-[ TG [ChoTHO-|CBHOTHO-
He Ha (%) C (%) (%) (%) C C (%) | meHue | meHue
npujiara (%) (%) | (%) TC/ ApoB/
He HDL-C | ApoAl

% %

420 mg 6 a 6 a a a

TESLA -32 -30 -23 -27 -12 -44 -0,1 | 0,3 -26 -28
(HoFH) (NC{I\QIQ (-45,-19)| (-42,-18) |(-35, -11)|(-38,-16)| (-25,2) |(-128,40)| (-9,9) |(-15, 16)| (-38,-14) | (-39, -17)

Jlerenna: HoFH = xomo3urotHa ¢amuiaa xunepxonectepoiiemusi, QM = BeIHbX MECEYHO, * HOMUHAITHA
p croitnoct < 0,001 npu cpaBHeHue ¢ miane6o, ° p croitnoct < 0,001 npu cpaBHEHHE ¢ IIALEGO.

JIparocpoyHa ehUKacCHOCT IIPU XOMO3UTIOTHA (haMIJIHA XHUIIEPXOJIECTEPOJIEMHUS

B TAUSSIG, aparocpounara ynorpeba Ha Repatha mokassa TpaeH eeKT OT JICYEHHUETO, KaKTO Ce
B2 oT HamansBaneTo Ha LDL-C ¢ mpubnusurenno 20% mo 30% npu nanyieHTH ¢ XOMO3UTOTHA
(haMuIIHa XUIIEPXOJIECTEPOIEMIsI, KOUTO He ca Ha adepesa u ¢ npudimzurenHo 10% mo 30% npu
MAIMeHTH C XOMO3UIOTHA aMIJIHA XUIIepXojiecTepoieMus Ha adepesa (Bx. Tabnuma 8). [Ipomenure
B apyrute nunuaau nokaszarenu (TC, ApoB, ne-HDL-C, TC/HDL-C, u ApoB/ApoAl) cbuio
JIEMOHCTPHpPAT TPacH e()eKT OT MPOABIDKUTEIIHOTO NpuiiokeHne Ha Repatha mpu naruenTu ¢
XOoMo3uroTHa (pammiTHa xunepxonecreponemus. Hamanssaneto Ha LDL-C u mpomeHuTe B Jpyrure
JUTHIHU TIOKa3aTelu MpHu 14 ManueHTy B I0OHOIMIECKa Bbh3pacT (Ha Bb3pact > 12 1o < 18 rogunm) ¢
XOMO3UTOTHA (paMHITHA XUIIEPXOJIECTEPOIEMHUS Ca CPABHUMH C T€3U MPU 00IIAaTa IMOMyJIaus
MAIMEHTH C XOMO3UIOTHA (PaMHJIHA XUIIEPXO0JIECTEPOICMUSL.
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Tadoauua 8. Edekr Ha eBosiokymMad BbpXy LDL-C npu nanueHTH ¢ XOMO3UroTHa pamMuiHa
XHUIIEPX0JIeCTePOJIeMHus] - CPeIHA MPOLIEHTHA MPOMSIHA 0T U3X0AHOTO HUBO A0 OLE cenmuma 216
(1 cBBbp3an 95% CI)

T E— OLE OLE OLE OLE OLE OLE OLE OLE
a HZHT: N) ceIMHUIA |CeIMHIIA |CeIMUNA |CeIMMIIA |CEeAMHIIA |CeIMHIIA |CeIMHIIA |CeAMHUIA
! 12 24 36 48 96 144 192 216
HoFH -21,2 -21,4 -27,0 -24.8 -25,0 -27,7 27,4 -24,0
N- 106 (-26,0, -16,3) |(-27.8, -15,0)|(-32,1, -21,9)[(-31,4, -18,3)|(-31,2, -18,8)|(-34.9, -20,5)((-36,9, -17,8)|(-34,0, -14,0)
( ) (=104) | (1=99) | =94 | 1=93) | 1=82) | =79) | =74 | (n=68)
-22,7 -25,8 -30,5 -27,6 -23.5 -27,1 -30,1 -23.4
Bes adepesa
N7 (-28,1, -17,2) |(-33,1, -18,5)|(-36,4, -24,7)[(-35.8, -19,4)|(-31,0, -16,0)|(-35.9, -18,3)((-37.9, -22,2)((-32,5, -14,2)
( ) (n=70) (n=69) (n=65) (n = 64) (n=62) m=60) | (@=55 | (m=50)
-18,1 -11,2 -19,1 -18,7 -29,7 -29,6 -19,6 -25,9
Adepesa
N34 (-28,1,-8,1) | (24,0, 1,7) | (-28,9,-9,3) | (-29.5, -7,9) |(-40,6, -18,8)[(-42,1, -17,1)[ (-51,2, 12,1) | (-56,4, 4,6)
( ) (n=34) (n=30) (n=29) (n=29) (n=20) (n=19) n=19) (n=18)

Jlerenna: OLE = oTtkpuTo pasmupeHo npoyusane. N (n) = Bpoii Ha onenenuTe nanueHTH (N) U MAITUCHTH C
HaOronaBanu croiiHoctu Ha LDL o Bpeme Ha cnienuguyHa miaHupana Bu3uTa (n) mpu Habopa 3a
OKOHuaTesHusA aHanu3 Ha HoFH.

HAUSER-OLE e oTKpuT0, MHOTOLEHTPOBO, 80-CEAMUYHO U3MUTBAHE C €AHO PaMo Ipu 12 yyacTHUIM
¢ HofH 3a onenka Ha Ge3omacHoCTTa, MOHOCUMOCTTA U ehukacHOCTTa Ha Repatha 3a moHmkaBane Ha
LDL-C npu nepuaTpuuHU MAMEHTH Ha Bb3pacT oT > 10 1o < 18 roguan ¢ XOMO3UroTHa (hamuiiHa
xurnepxoiecreponemus. [lanmenture TpsAOBa 1a ca Ha [UeTa C HUCKO ChIbP)KaHHE HAa Ma3HUHU U 4
MOJIy4aBaT OCHOBHA Tepanys 3a MOHIKAaBaHe Ha JIUNUANWTE. BCHUKM manyueHTy B IpOyyYBaHETO
nony4asat 420 mg Repatha noakoxHo Beqabxk MeceuHo. Meauanara (Q1, Q3) va LDL-C Ha
n3xoHOTO HUBO € 398 (343, 475) mg/dl. Meauanara (Q1, Q3) Ha npouenTHara npomsina vHa LDL-C
oT u3xotHOoTO HKUBO 110 ceamuia 80 e 14% (-41, 4). [loamxkenne Ha LDL-C ce HabmonaBat npu
IbpBaTa OlICHKa Ha ceamuIia 12 u ce mojrbpka B X0/1a Ha u3nuTBaneTo, Mmeauanara (Q1, Q3) na
MOHKEHETO Bapupa Mexay 12% (-3, 32) u 15% (-4, 39). 3a tonbIHUTETHHN PE3yATaTH BUKTE
Tabimma 9.

Ta6anua 9. EdpexTH 0T JedeHneTo ¢ eBOJOKYMa0d B CpaBHEHHe C MJIanedo Mpu NalueHTH ¢
XOMO3MI'OTHA (paMWJIHA XuInepxoJecTepoiemusi — meauana (Q1, Q3) Ha npoueHTHATA NPOMSIHA
OT U3XO0JHOTO HUBO 10 ceamuna 80

CovorHomeHnne | CbOTHOIIEHHUE
Mpovasane CxeMma Ha LDL-C He-HDL-C ApoB TC/ ApoB/
poy npujiaraHe (%) (%) (%) HDL-C ApoAl
() (%)
HAUSER-OLE 19,1
(memmatpuaan | 420 mg QM -14,3 -13 (_33’3' -3,7 -3
MAI[HECHTH C (N=12) (-40,6; 3,5) (-40,7; 2,7) 11 é)’ (-41,6; 7,6) (-35,7;9,3)
HoFH) ’

QM = meceuno (moakoxHO); LDL-C = xosecTepo B IMIIONPOTENHH ¢ HUCKA TIBTHOCT; HDL-C = xomectepon
B JIMTIONIPOTEMHH C BUCOKA IIIBTHOCT; ApoB = anonmnonporenH B; ApoAl = anonunonporend Al, TC = o6y

XOJECTEPOI

N= 6p01>i MafgueHTH, paHAOMU3UPAHU U C IPUIIOKCHUEC HA 1034 B Ha60pa 3a MCK/IMHCH aHaJInu3.

Ed)eKT BBPXY TCXKCCTTA HA aTCPOCKICPOTHYHATA Oomect

Edexrute Ha Repatha 420 mg BeIHBX MECEYHO BBPXY TEKECTTA HA aTEPOCKIICPOTHYHATA 0OJIECT,
U3MepeHa upe3 MHTPABaCKyJIapHO yATPa3ByKoBO u3cieaBane (intravascular ultrasound, IVUS), ca
OIICHEHU B 78-CEIMUYHO JBOWHOCIIATIO, PAHIOMHU3HPAHO, TLIAIE00-KOHTPOINPAHO IPOYUYBAHE MTPU
968 marueHTH ¢ HCXeMUIHa 00JIeCT Ha ChPIIETO HAa CTA0MITHA OCHOBHA WJIM ONTHUMAJTHA TEPATTHS ChC
craTvH. Repatha HamassiBa KakTo MPOLICHTHHUS 00eM Ha atepoma (percent atheroma volume, PAV;
1,01% [95% CI1 0,64, 1,38], p < 0,0001), Taka u obmmus ob6em Ha atepoma (total atheroma volume,
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TAV; 4,89 mm? [95% CI 2,53, 7,25], p < 0,0001), B cpaBHeHue ¢ miane6o. Perpecus Ha
aTepockieposara, n3mepena upe3 PAV, e nabmogasana mpu 64,3% (95% CI 59,6, 68,7) n 47,3%
(95% CI1 42,6, 52,0) ot mareHTUTE, KOUTO Ca MOJIy4aBaau ChOTBeTHO Repatha mim mmane6o. Korato
ce u3mepna upe3 TAV, perpecus Ha arepockiepo3ata ¢ HabmogaBana ipu 61,5% (95% CI 56,7, 66,0)
1 48,9% (95% CI 44,2, 53,7) oT manueHTuTe, KOUTO ca MoJydaBain choTBeTHO Repatha mnm mmame6o.
[IpoydBaneTo He M3CiIeaBa Bph3KaTa MEXITy perpecuara Ha aTepocKiepo3aTa v ChbpAeYHOCHIOBUTE
CHOUTHSL.

Edext Bepxy Mopdoiorusara Ha KOpOHapHATa aTEPOCKIEPOTHYHA IIIaKa

Edexrure Ha Repatha 420 mg BegHBX MECEYHO BHPXY KOPOHAPHUTE aTEPOCKICPOTUYHH IIJIAKH
CIIOpe M3CTIeIBAHETO Upe3 ONTHYHA KoxepeHTHa ToMorpadmus (optical coherence tomography, OCT)
ca OLICHEHH B 52-CeIMUYHO JBOWHOCIIAIO, PAaHAOMHU3HPAHO, TUIAale00-KOHTPOIUPAaHO MPOYUBAHE,
BKJIIOYBAIIO Bb3PACTHHU MAIIMEHTH, KOUTO ca 3al0YyHalId MaKCUMAalTHO TIOHOCHMa TEeparus CbC CTATHHU
B PaMKHUTE Ha 7 JHHU OT OCTHP KOPOHApEH CHHIpOM Oe3 eneBarust Ha ST-cermenTa (non-ST-segment
elevation acute coronary syndrome, NSTEACS). 3a mppBrdHaTa KpaifHa TOUKa Ha aOCOIIOTHA
NpoMsiHa B MUHUMaJHaTa febennna Ha puopo3uust cioii (fibrous cap thickness, FCT) B choTBeTcTBAI
CErMEHT Ha apTepusATa OT U3XOJHOTO HUBO CPEHATA CTOMHOCT M0 METO/1a Ha HAl-MalIKUTe KBaJpaTH
(LS) (95% CI) ce moBummaBa ot u3xomHoTo HUBO ¢ 42,7 um (32.,4; 53,1) B rpymara ¢ Repatha u c

21,5 um (10,9; 32,1) B rpynara c riane6o, KoeTo npeAcTaBisiBa AonbiHuTenHn 21,2 um (4,7; 37,7) B
cpaBHenue ¢ miarebo (p = 0,015; 38% pasnuka (p = 0,041)). CroOLICHUTE BTOPUYHN HAXOIKH
MOKAa3BaT Pa3NHKK B JICICHUETO, BKIFOYUTEITHO poMsiHa B cpeanara MuauManna FCT (mosuineHue ot
32,5 um (12,7; 52,4); p = 0,016) u abcomoTHaTa TPOMSHA B MAKCUMAITHOTO JIUIUAHO o (-26°
(-49,6; -2,4); p=0,041).

HamansBane Ha CbpIEYHOCHAOBHS PUCK IPU BH3PACTHH C YCTAHOBEHA aTEPOCKIEPOTHYHA
CBhPACYHOCHI0BA 00JIECT

IIpoyuBaneto Ha Repatha 3a ouenka Ha u3xonure (FOURIER) e pangoMusupano, 1BOHHOCIISIIO
MpOy4YBaHe ChC CHOMTHS KaTo KpaHU TOYKH MpH 27 564 manueHTH Ha Bb3pacT Mexay 40 u

86 roaunHu (cpeaHa B3pact 62,5 TOAMHN), C YCTAHOBEHA aTEPOCKIEPOTUYHA ChPJICYHOCHI0BA 0OJIECT;
81% ca umanu npeamecTsaio cbOuTHe Ha MUOKapaeH nHdapkt (MU), 19% ca umanu
npeamecTBaio croutie Ha nHEyNT U 13% ca umanu nepudepna aprepuansa 6onect. Hag 99% ot
MAI[MEHTHUTE ca HA YMEPEHO KbM BUCOKOMHTEH3MBHA CTATHHOBA TEPAIIKS U TIOHE €THO APYTO
JIEKapCTBO 32 ChPACYHOCHI0BA O0JIECT, KATO HAIIPUMEP aHTUTPOMOOIIUTHHU CPeNICTBa, OeTa-0JIoKepH,
MHXUOUTOPH Ha aHTMOTEH3MH-KOHBepTUpawys eH3uM (ACE) uim aHrnoTeH3uH-peLenTOpHI
ostoxepu; Meauanara (Q1, Q3) Ha croiiHoctra Ha LDL-C Ha u3xoxno HuBo € 2,4 mmol/l (2,1; 2,8).
AOCONIOTHUST CHP/ICYHOCHIO0B PUCK € OaaHCUpaH MEX/y TpYIUTe Ha JeueHne. B JonbiIHeHne KbM
MHJIEKCHOTO CbOMTHE, BCHYKH NAllMEHTH Ca MMaJi Hali-MaJIKO 1 TOJISIM MIIH 2 MAJIKU ChPJI€YHOCHA0BH
puckoBH dakropu; 80% ca umanu xunepronus, 36% ca nmanu 3axapeH auadet u 28% ca exeIHEBHU
nymauw. [Tarmenture ca pangomusupanu 1:1 ga mosnydasat win Repatha (140 mg Ha Bceku

naBe ceamMuiu win 420 mg BeHBX MECEYHO), WM ChOTBETHO IU1ale00; cpeaHaTa NpoabIKUTETHOCT
Ha MpociieAsiBaHe Ha MAallMEHTHUTE € 26 Mecela.

Hab6nronaBano e 3nauntenno HamaneHue Ha LDL-C B xona Ha mpoy4BaHeTo, KaTo ca MOCTUTHATH
rpanuiy ¢ Meauana ot 0,8 1o 0,9 mmol/l mpu Besika onenka; 25% OT NalMEeHTUTe ca MOCTUTHAIH
kouueHrpaiusa Ha LDL-C no-manka ot 0,5 mmol/l. Berpeku noCTUrHaTUTE MHOTO HUCKH HUBA Ha
LDL-C, He ca HaOmojaBaH HOBH MPoOieMu ¢ Oe3omacHocTTa (BXk. Touka 4.8). UectoTure Ha
HOBOITOSIBIJI C€ TMA0ET U KOTHUTHBHH CHOUTHUS Ca CPAaBHIUMHU MEX]Ty IMallMEHTHTE, KOUTO Ca
nocturaanu aHuBa Ha LDL-C < 0,65 mmol/l u te3u ¢ mo-Brcoku HuBa Ha LDL-C.

Repatha 3HaunMo HamansBa prcKa OT ChbPAEYHOCHA0BH CHOUTHSA, ONPEAeIICH KaTO ChCTaBHATA KpaiiHa
TOYKa OT BPEMETO JI0 ITbPBa M0sBA Ha ChPIEYHOCHA0BA CMBPT, MHOKapAeH HHPAPKT, HHCYIIT,
KOpOHapHA PeBaCKyIapu3alisl UM XOCTIUTAIN3AINS TOPaAd HECTAOMITHA CTEHOKapAns (BXK.

tabnuma 10); kpueute Ha Kaplan-Meier 3a mppBHYHATA 1 OCHOBHUTE BTOPUYHH ChCTABHU KPAHU
TOYKH, pa3/eieHy Ha Ipulnu3uTenHo 5 Mecena (Bx. ¢purypa 1 3a tpurogumnara Kaplan-Meier kpua
3a MACE). OTHOCHTETHHAT pUCK Ha CheTaBHATa KpaitHa Touka MACE (chpaedHOCHI0OBa CMBPT,
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MUOKapJieH HHPAPKT WK UHCYINT) € HamaieH 3HauuMo ¢ 20%. EQekTsT oT JeueHneTo e

MIOCJIE0BATENCH BbB BCHUKH MTOAIPYIN (BKIFOUUTEIIHO Bb3pacT, THUIl Ha 3a00JIIBaHETO, U3XO0AEH
LDL-C, n3xoaeH MHTEH3UTET Ha CTATHHOBATA Teparnus, yIoTpeda Ha e3eTUMUO 1 11abeT) U ce ABIIKH
Ha HaMaJlsiBaHE Ha pHCKa OT MHOKapJeH HH(APKT, MHCYJIT U KOpOHAPHA peBacKyilapu3anus. He e
HaOJroaBaHa 3HaYMMa pas3liuka BbPXY ChbpACYHOCHIOBATA WK O0IATa CMBPTHOCT, HO IIPOYYBAHETO
HE € C TU3aiiH, KOWTO 1aBa Bb3MOXKHOCT 32 OTKPHBAHE Ha TaKaBa pa3uKa.

Ta6auua 10. EdexT Ha eB0JIOKYMa0 BbPXY 3HAYUMHTE CHPAECYHOCHAOBH CHOUTHS

CTEHOKapaus"

Iinauedo EBookymad | Koedunuent na
(N =13 780) (N=13784) pucK®
n (%) n (%) (95% CI) P croiinoct®
MACE+ (chcTaBHa KpaiiHa TOYKa OT 1563 (11,34) 1344 (9,75) | 0,85(0,79, 0,92) <0,0001
MACE, kopoHapHa peBacKyJIapHu3alus,
WA XOCTIMTANTN3AIIS TOpaIn
HeCcTaOWITHA CTCHOKAP IV )
MACE (cbcTaBHA KpaiiHa Touka ot CV 1013 (7,35) 816 (5,92) 0,80 (0,73, 0,88) <0,0001
cMBpT, MU, miti HHCYIT)
CbpaeuyHOCHI0BAa CMBPT 240 (1,74) 251 (1,82) 1,05 (0,88, 1,25) 0,62
001112 CMBPTHOCT 426 (3,09) 444 (3,22) 1,04 (0,91, 1,19) 0,54
MuoxkapaeH HHpapKT (¢ 639 (4,64) 468 (3,40) 0,73 (0,65, 0,82) <0,0001®
NeTaeH/HeNeTaleH H3X0/)
WHcynr (¢ aeTaneH/HeneTaneH u3Xom)" 262 (1,90) 207 (1,50) 0,79 (0,66, 0,95) 0,0101°
Koponapna peBackynapuszaius 965 (7,00) 759 (5,51) 0,78 (0,71, 0,86) <0,0001®
XocnUTaIn3anus Mopaau HeCTaOITHA 239 (1,7) 236 (1,7) 0,99 (0,82, 1,18) 0,89

* basupan Ha Mozen Ha Cox, cTpaTu(HUIUpaH Mo CTpaTH(GHUKAMOHHN (PaKTOPH Ha paHIOMHU3aNNs, ChOpaHH dpe3
WHTEpaKTHBHA cucTeMa 3a riacoB otroBop (IVRS).
6 2-ctpanen log-rank TecT, cTpaTHQUIUPaH 10 cTPATU(GUKAIMOHHN (PaKTOPU HA PAHAOMHU3ALN, ChOPaHH upe3

IVRS.
® HomuHajgHa 3HQYUMOCT.

"EdeKkThT OT JIeYeHHUEeTO Ha MHCYJIT CE ABJDKH Ha HAMaJIsIBaHE Ha PUCKA OT UCXEMHUYEH WHCYIIT; HAMA e(eKT
BBPXY XEMOparn4eH WM HeONpPeAEIeH HHCYIT.
" OueHKaTa Ha BPEMETO 10 XOCHUTAIM3aNXs Opaai HeCTaOMIIHA CTEHOKapAus € U3BbpIIeHa ad-hoc.

®urypa 1. Bpeme 1o MACE cn0uTHe (cbcTaBHaA KpaiiHa Touka ot CV ecmbpT, MU, 1R

uHCyaT); 3-roqumHa Kaplan-Meier

" Koedpuument Ha puck, 0,80 (95 % Cl, 0,73, 0,88) 9.9
104 P <0,0001 Tnaue6o
9 -
£ 87
©
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FOURIER-OLE (mpoyuBane 1 u mpoy4Bane 2) ce ChCTOHM OT JIB€ OTKPHUTH, MHOTOIICHTPOBH
NPOJBIDKCHHUS Ha TIPOYYBaHE C €IHO PaMo 3a OLEHKA Ha IBITOCPOYHATa 0€30MacHOCT, HOHOCUMOCT U
edpukacHoct Ha Repatha nmpu manueHTH ¢ ycTaHOBEHO CHPACYHOCHI0BO 3200 IsIBaHe, KOUTO ca
3appprmy npoyuBaneTo FOURIER. Bxitouennrte nanuent nmomy4aBat Repatha 140 mg Ha Bcekn
2 ceqmunn win 420 mg BeIHBK MECEUHO 3a MPUOIM3UTETHO 5 TOMUHH U IPOABIKaBaT OCHOBHATA
Tepanus ChC CTaTHHH ¢ yMepeHa (22,2%) uinu Bucoka uHTeH3uBHOCT (74,8%). Ot 5 031 nanueHTy,
KOHUTO TIONTy4daBaT Hal-Malko enHa no3a Repatha B mpoyusane 1, 2 499 mannenTn momrygaBat Repatha
u 2 532 manmenTn nomydasat miaredo B mpoyuanero FOURIER. Ot 1 599 mannenTH, kKouto
MoJy4aBaT Hali-Majko enHa qo3a Repatha B mpoyusane 2, 854 nauuentu nomydasat Repatha u

745 nauuenTn noiy4asat miane6o B mpoyusaneto FOURIER. Ipu 3aBbpiiBane Ha npoyuBaHe 1 u
Mpoy4YBaHe 2 MaIMeHTUTe, paHIOMHU3UPaHH J1a ody4daBat Repatha B mpoyuBanetro FOURIER, nmat
1o 8,4 ronunu (Mequana 85,4 mecena) u 8,0 roguHu o011a ekcro3uius Ha Repatha (Mmennana

80,2 mecena), a MAIUSHTUTE, PaHJIOMHU3UPaHU J1a IOAy4aBar Iiane0o, UMaT ChOTBETHO JI0

5,25 ronuan (Meauana 60,0 mecena) u 4,9 ronuau o01a excmo3uiis Ha Repatha (Menuana

55,1 mecemna).

B nmpoyusane 1 u 2 komO6unupano 72,4% (n =4 802) oT nauMeHTUTE MOCTUTAT Hall-HUCKUS CIIe]
n3xoaHoTo HUBO LDL-C < 25 mg/dl (0,65 mmol/l), 87,0% (n =5 765) oT manueHTHTE MOCTUTAT
LDL-C <40 mg/dl (1,03 mmol/l) u 11,9% (n = 792) ot nauuenture ca c LDL-C > 40 mg/dl cnen
u3xoH0TO HUBO (1,03 mmol/l). Ot nanueHTUuTe, KOUTO CJIC] H3XOAHOTO HUBO MTOCTUTAT HUCHK
LDL-C (< 25 mg/dl nnmu < 40 mg/dl), obmara gecToTa Ha MAIMEHTUTE C BH3HUKBAIIM 110 BpeMe Ha
neueHuneTo Hexxenanu cpoutns e 80,0% npu manuenture, kouto nocturat LDL-C <25 mg/dl, n
82,7% npu naumenTute, kouto nocrurat LDL-C < 40 mg/dl, B cpaBaenue ¢ 85,0% npu nauueHTUTe C
LDL-C > 40 mg/dl. Obmara yecToTa Ha MAMEHTUTE C Bb3HUKBAILY [10 BpEME Ha JICYCHUETO
CepHO3HU Hexenanu ceoutns e 37,7% npu nammentu, kouto nmocturat LDL-C <25 mg/dl, u 40,0%
npu nauuentute, kouto nocturat LDL-C <40 mg/dl, B cpaBHenue ¢ 41,5% npu manueHTuTe ¢
LDL-C > 40 mg/dl.

CpeHUST NpOIeHT HaMalleHre OT U3X0qHOTo HHBO Ha LDL-C e crabuiieH npe3 neprojaa Ha
npoyuBaneto OLE u Bapupa ot 53,4% 1m0 59,1% 3a npoyusane 1 u ot 62,5% 1m0 67,2% 3a mpoyuBaHe
2 HE3aBUCHMO OT IpyllaTa Ha JIeYeHHE IIPH IbPBOHAYATHOTO PaHIOMHU3UPAHE HA MallUeHTa B
npoyuBaHeTo FOURIER. ToBa u3rinexzaa BoJu A0 YUCICHO MO-MajKa YeCTOTa Ha YYACTHUIUTE C
OIICHEHHUTE MPOYYBATEIHH ChPJEUHOCHIOBH KpailHM TOYKH, CbCTaBEHHU OT ChPACYHOCHI0BA CMBPT,
MH(apPKT Ha MUOKapJa WK UHCYJT, IPU MalMeHTUTe, KOUTo noixydaBaT Repatha B aBere mpoyuBaHus
FOURIER u FOURIER-OLE B cpaBHeHHE ¢ HalME€HTUTE, KOUTO MOJIy4aBaT Ijianedo B MPOyYBaHETO
FOURIER u Repatha B mpoyusanusita FOURIER-OLE.

Kato 10 B TC3U MPOYYBAHUA HE Ca YCTAHOBCHHW HOBU HAXOJKH, CBbP3aHU C 0e30IMacHOCTTA.

Edexrt Bepxy LDL-C no BpeMe Ha ocTpara dasa npu ocTsp KopoHapeH cunipoM (OKC)

EVOPACS e npoBexxgaHo B e1Ha Abp:KaBa, MHOTOLICHTPOBO, IBOMHOCIIAIO, PAHJOMHU3UPAHO,
m1are60-KOHTPOIMPaHo, 8-ceAMUIHO TipoyuBane npu 308 mammentn ¢ OKC, npu KOUTO JIEICHUETO C
€BOJIOKyMal € 3aroyHajo B 0oJHMIA B paMkuTe Ha 24 1o 72 yaca ot nosiBara Ha OKC.

AKO TIpeJTi CKpUHHHTA TIAIIMEHTUTE He ca TIPHEeMalld CTaTHH WK ca OMJIM Ha JICUeHHE ChC CTaTHH,
paszimdeH oT aropactaTiH 40 mg, CTAaTUHBT € CIIPSH U € 3aroyHaT aropBacTatuH 40 mg BeTHBXK
IHEBHO. Pannommzanusira e ctpaTuduuupaHa 1Mo UEHThP Ha MPOYYBAaHETO M HAJIMUME HA YCTAHOBEHO
JIeYeHNE ChC CTATHH B paMKUTE Ha > 4 ceMUIN TTPeay BKI0OUYBaHeTo. [loBeueTo oT yuacTHHIINTE
(241 [78%]) He ca Owin Ha YCTAaHOBEHO JICUEHHE ChC CTATHH 32 > 4 CEJIMUIH MTPEJI CKPHHUHTA 1
noBeueTo yuactHuim (235 [76%]) He ca mpuemManu CTaTWH Ha U3XOIHOTO HKUBO. Jlo ceqmuna 4,

281 (97%) y4yacTHHLIM MTOJTyyaBaT CTATUHH C BUCOK MHTeH3UTeT. [Ipunoxxenuero Ha EBonokymad
420 mg BenHBX MeceuHo 3HaunMo MmoHmkaBa LDL-C oT u3X0IHOTO HUBO J0 CEAMHIIA 8 B CpaBHEHUE
¢ rare6o (p < 0,001). Cpenroto (SD) monmkenne Ha nzuuciennsi LDL-C oT u3X01HO HIBO Ha
ceamuna 8 e 77,1% (15,8%) B rpynara ¢ eBonokymab u 35,4% (26,6%) B rpynaTa Ha mianedo che
CpelHa pasiKa 1o MeToaa Ha Haii-mankute kBajapatu (LS) (95% CI) ot 40,7% (36,2%, 45,2%).
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Wsxonuute croitHocTr Ha LDL-C ca 3,61 mmol/l (139,5 mg/dl) B rpymnara ¢ eBosiokyma0 u

3,42 mmol/l (132,2 mg/dl) B rpynara Ha rurane6o. Ilonmkasannara Ha LDL-C B ToBa mpoy4Bane ca B
CBHOTBETCTBHE C MPEIXOAHHU MPOYYBAHUS, IPH KOUTO €BOJIOKYMab € 100aBeH KbM yCTaHOBEHA TepaIyst
3a TIOHIJKaBaHe Ha JUMUANTE, KAaKTO € IeMOHCTpUpaHo oT HuBaTa Ha LDL-C 1o Bpeme Ha JIe4eHHEeTOo
Ha ceZMHIIa § B TOBa Mpoy4BaHe (0Tpa3siBamio eekTa B CTAIIMOHAPHO ChCTOSHHE HAa CTATUHH C BUCOK
WHTEH3UTET B JIBETE TEPalleBTHYHU paMeHa) oT choTBeTHO 0,79 mmol/l (30,5 mg/dl) u

2,06 mmol/l (79,7 mg/dl) B rpynute ¢ eBosioKkyMab IUTIIOC aTOpBACTATHH U IJ1anedo Mroc
aTOpBaCTaTHH.

EdexruTe Ha eBOIOKYMAa0 B Ta3H MOITYJIANS AIIMCHTH Ca B ChOTBETCTBUE C €EKTUTE, HAOIIOJaBaHH
B IIPEIXOHH MTPOYYBAHUS B MPOrpaMara 3a KIMHUYHO pa3pa00TBaHE Ha EBOJIOKYMad U HE ca
oTOeII3aHN HOBH CHOOPayKEHHSI OTHOCHO 0€30IacHOCTTA.

5.2 ®apmMakoKNHeTHYHH CBONCTBA

AOGcopOuust ¥ pasnpeneicHue

Crnen eqmaMYHa MoAKoXKHA 032 140 mg wu 420 mg eBoIoKyMab, MPHUIIOKEHA TIPH 3IPaBH
BB3PACTHU, METMAHHUTE TUKOBH CEPYMHHU KOHIIEHTPAIIMH C€ MTOJTydaBar 3a 3 70 4 JHH.
[IpunoxeHueTo Ha eAMHUYHA MOAKOXKHA 1032 140 mg Boau 10 cpenna ctoiHOCT (SD) Ha Crax

13,0 (10,4) pg/ml u cpenna croitroct (SD) Ha AUChs 96,5 (78,7) nenepg/ml. [lpunoxxenuero Ha
eIMHUYHA MTOAKOXHA 1032 420 mg Boau 110 cpenHa cToiHOCT (SD) Ha Ciax 46,0 (17,2) ug/ml u cpenna
croitHoCT (SD) Ha AUC .6 842 (333) nenepg/ml. Tpu noakoxxuu ao03u mo 140 mg ca
OMOCKBUBAJICHTHH Ha €IMHUYHA TIOJKOKHA 1032 420 mg. AOcooTHaTa OUOHATTMYHOCT CJIE
MOJIKOKHO TPUIIOKEHHE, OTpeieNieHa OT (papMaKOKHHETHIHUTE MoaenH € 72%.

Crnen eqHMYHA MHTPaBeHO3HA 1032 420 mg eBosiokyMal, cpenuust (SD) o0em Ha pasnpeneicHue B
cTalroHapHo ceeTosiHue € 3,3 (0,5) 1, koeTo npenosara 4e eBoJIOKyMad MMa OrpaHUICHO

pasnpeaciiCcHUC B TbKaAHUTC.

Buorpancdhopmarus

EBosI0KyMa0 ce ChCTOU caMO OT AMUHOKHCEIMHH U BBIVIEXUIPATH KATO €CTECTBEH UMYHOTTIO0YIIMH U
€ MaJIKO BEPOSsITHO JIa Ce SIMMHUHHpPA Ype3 YepHOAPOOeH MeTaboau3bM. HeroBusT MeTaboau3bpm u
SNIMMUHHPAHE CEe 0YaKBa Jia CIeBaT MbTUINATA HA KIIUPHHC HA UMYHOTJIOOYJTUHHUTE, BOJICIIHN JI0
pasrpakaaHe 10 MaJIKU TEeNTHIU U OTJACTHH aMUHOKHCEIIHHU.

EnumMunupane

EBosokymab nma edektuBeH noiayxuBoT ot 11 1o 17 mau.

[Ipu nanueHT! ¢ MbPBUYHA XUTIEPXOJIECTEPOIEMHSI MITH CMECEHA JAUCIUITUACMHUS, KOUTO MOIyYaBatT
BHCOKA J103a CTATHH, CHCTEMHATA SKCIIO3UIIHS Ha €BOJIOKYMa0 ¢ MaJKO MO-HUCKA, OTKOJIKOTO TPU
JIMIIa Ha HUCKa JI0 yMepeHa J103a ctatuH (choTHomeHneTo Ha AUC .y 0,74 [90% CI1 0,29; 1,9]).
VYBenuueHue Ha KITUphHCA ¢ MpuOIu3nTenHo 20% 0T4acTu ce MeIUIpa OT CTATHHH, KOUTO
yBenuuaBaT koHIleHTparusTa Ha PCSK9, koeTo He moBiusBa HEOIaronpusaTHO GhapMaKkoAnHAMUYHHS
e(ekT Ha eBOJIOKyMal BuPXy Junuaute. [lomynannoneH ¢papMakOKMHETHYCH aHAJIU3 HE ITOKa3Ba
S3HaAYUMU pPa3JIMKU B CCPYMHUTE KOHILICHTPAIIUN Ha eBOHOKyMa6 IIpHU MAIUEHTH C
XHUnepxosecteposieMus (HehaMIITHA XUITEPXOIECTEPOTICMUS WITH (HaMUITHA XUIIEPXOISCTEPOSICMHUS),
nmpueMamy €AHOBPEMEHHO CTaTUHU.

JInHelHOCT/HETUHEWHOCT

Crnen enmHMYHA UHTpaBeHO3HA 1032 420 mg, cpenHaTta ctoiHOCT (SD) Ha CHCTEMHUS KITUPHHC €

12 (2) ml/gac. B kMTuHHYHHA U3NUTBAHKSI C MHOTOKPATHO MOJIKOKHO MpUJjIarane 3a 12 cexMui, ca
HaOJTI0JaBaHU MTPOIIOPIIMOHAIHH HA J103aTa MOBUIICHUS B €KCIIO3UIIUATA TIPY CXEMU Ha MIpUJIaraHe Ha
140 mg u moBede. HaGronaBaHo € mpuOIN3UTETHO JBY-1I0 TPUKPATHO KyMYJIUPaHE MIPU HAH-HUCKUTE

18



cepyman KoHIEHTpAIUH (Cmin (SD) 7,21 (6,6)) cinen no3u 140 mg Ha BCEKH 2 CSAMUITH WA CIET 03U
420 mg, mprtokeHu BeIHBK MecedHO (Cmin (SD) 11,2 (10,8)), a Hali-HUCKUTE CEpyMHH
KOHIICHTPAI[MH JOCTUTAT CTAIIMOHAPHO ChCTOSTHUE 12 CeIMUIIN CIIE] IPUIIaraHeTo.

He ca nabnroaBanu 3aBUCHMH OT BPEMETO IPOMEHH B CEPYMHHUTE KOHIICHTPAIIMH 32 MIEPHOJT OT
124 ceqmurn.

Bbr0Opeuno yBpexaane

He e HE0OX01MMO KOpHUTUpaHe Ha [103aTa MPH MaIlUeHTH ¢ ObOpevHo yBpexkaaHe. Jlanau ot
KIIMHUYHUTE U3IUTBAHUS C €BOJIOKYMa0 HE YCTAaHOBSBAT Pa3JiMKa BbB (hapMaKOKHMHETHKATA Ha
€BOJIOKyMa0 TpY MAIMEHTH C JIEKO O yMepeHOo ObOPEeYHO yBpeKIaHe, B CPAaBHEHUE C IMAallMeHTH 0e3
OBOpEYHO yBpEKAAHE.

B ximmanYHO m3nuTBane npu 18 manueHTH ¢ HopManHa 6b0pedHa QyHKITNS (M3YUCIIeHa CKOPOCT Ha
rinoMepynna puiarpanus [eGFR] > 90 ml/min/1,73 m?, n = 6), Texxko 6u6peuno yspexaane (€GFR or
15 10 29 ml/min/1,73 m?, n = 6) win TepmMunaina 60peuna HegoctaTbunoct (ESRD), nonyuasaru
xemouanmsa (n = 6), eKCIo3UIUsATa Ha HECBhP3aHUS €BOJIOKYMa0, orieHeHa 9pe3 Crmax CIIET
€IHOKpaTHa MOJKOXHa 1032 oT 140 mg, e nonmwkeHa ¢ 30% mpu nauueHTUTe ¢ TEXKO OBOpEedHO
yBpexaane u ¢ 45% npu nanuenture ¢ ESRD, nonyuaBamu xemoauanusza. Excriozunusra, oneneHa
ype3 AUClas, € TOHIKEHA ¢ TPUOIM3UTETHO 24% TpU NAIMEHTUTE C TSKKO ObOPEYHO YBPEXKIAHE H C
npubnuzutenHo 45% npu nmanuentute ¢ ESRD, nomyyaBanm xemonnanusa. TOUHHAT MEXaHU3BM Ha
OK pa3nuku He € U3BECTEH; Pa3IMKUTE B TEJICCHOTO TETJI0 00aye He MOraT Jja OOSICHST Te3H Pa3IuKH.
[Tpu nHTEpIpeTalMsATa HA pe3yATaTUTE TPAOBA Ja ce B3eMaT MPEIBU/ HIKOH (GaKTOPH, BKIIOYUTEITHO
MaJIBK pa3Mep Ha U3BaJKaTa v royisiMa HHTEpUHIMBUAYaIHa BapradbuiHocT. PapmMakoJMHAMUKATa U
Oe3o0rmacHOCTTa Ha €BOJIOKyMal TpH MAIMEeHTH ¢ TeXKo 0b0peuHo yBpexaane 1 ESRD ca cxomau ¢
TE3U MPH MAIMEHTHTE C HOpMaHa ObOpedHa QyHKIHS U HAMa KIMHUYHO 3HAYUMH PA3IIUKH B
nonmkaBaneTo Ha LDL-C. ET1o 3a110 He ce Hanara KOpurupaHe Ha 103aTa IpH MaldeHTH C TEXKKO
0b0peuno yBpexxgane mnu ESRD, nmonyyaBanm xemonuanusa.

YepHoapoOHO VBpeXKIaHe

He e HeoOxoauMo KopUripaHe Ha Jo3aTa IIPH NAlMeHTH C JIEKO YEPHOAPOOHO yBpeXKIaHe
(Child-Pugh knac A). EmuHnYHM IOAKOXHHM 1034 €BosIokyMad 140 mg ca u3nuTBaHu NpY 8 MalyueHTH
C JIEKO YepHOAPOOHO yBpEXKIaHe, 8 MalMEeHTH C YMEPEHO YepHOAPOOHO YBpEXKAaHe U 8 31paBH JIHULIA.
Y CTaHOBEHO €, Ye eKCIO3ULUATA Ha eBoJIoKyMa0 e npubnusutenno 40-50% mo-HUCKa B CpaBHEHHE
che 3apaBu uHaUBUAM. O0aye, n3xonuute HuBa Ha PCSK9 u cTenenTa u BpeMeTo Ha HeyTpalin3alus
Ha PCSK9 ca cxoHu npy MalMeHTy ¢ JIeKO W YMEPEHO YepHOAPOOHO YBpEkKAaHe U 3ApaBH
nmobpoonmy. ToBa BoM 10 CXOTHO BpeMe U CTeTeH Ha abCcomroTHO noHmkenne Ha LDL-C.
EBosioKyMa0 He € U3MUTBaH MPH MAIUEHTH ¢ TEKKO YepHoApoOHO yBpexkaane (Child-Pugh kiac C)
(Bk. Touka 4.4).

TenecHo Terno

TenecHoTo Teryio € BaxkHa KoBapuarta npu nomynanuonHus OK aHamus, KosSTO OKa3Ba BIUSHUE BPXY
MUHUMAITHUTE KOHIIEHTPAIMK Ha €BOJIOKYMa0, Oe3 ja Bimsie BrpXy noHrwkaBaneTo Ha LDL-C. Criex
MHOTOKPATHO TOIKOKHO Tprutarane Ha 140 mg Ha BCeKH 2 CeMUITH, MUHUMATHUTE KOHIICHTPAITUH
Ha 12-ta cenmuna ca cbC 147% mnoBucoku u ¢che 70% MO-HUCKH IIPH MAIMEHTH C TEJIIECHO TETJI0,
CBOTBETHO 69 Kr u 93 KT, OT Te3u npu TUMIUYHUS NanueHT ¢ Terio 81 kr. [lo-manko BiusiHUE HA
TEJIECHOTO TETJIO Ce Ha0JII0JaBa P MHOT'OKPATHO IMOAKOYXKHO MTpHUJIaraHe Ha €BOJIOKyMal B /103a

420 mg mMeceqHo.

I[DVFI/I CricyaJIHy MOoNyJIalinn

INomynannoHeH GpapMakOKUHETHYEH aHaIu3 [10Ka3Ba, 4e He € He00X0AUMO KOPUTHUpPaHEe Ha J103aTa 3a
BB3PACT, paca win mnoj. @apMakoKHHETHKATa Ha €BOJIOKYMal ce MOBJIUABA OT TEJIECHOTO Terio, 0e3

19



Ja uMa 3abenexum edekt Brpxy noHmwkenueto Ha LDL-C. ETo 3a1110, He ce Hajlara KOpUurupaHe Ha
Jlo3aTa Bb3 OCHOBA Ha TEIECHOTO TETJIO.

dapmakokuHeTrKaTta Ha Repatha e onenena npu 103 neauaTpuyHu manueHTy Ha Bb3pacT ot > 10 1o
< 18 rogmaM ¢ xeTeposurotHa pammraa xunepxonecrepoiaemus (HAUSER-RCT). Cnen moakoxHO
npunoxxenue Ha 420 mg Repatha Benasx Meceuno cpennante (SD) Hail-HUCKH cepyMHU
KoHUeHTpamu ca 22,4 (14,7) ug/ml, 64,9 (34,4) pg/ml u 25,8 (19,2) ng/ml BbB BpeMeBUTE TOUKH Ha
CBOTBETHO ceamuIia 12, cemmuria 22 u ceamuiia 24. @apmakoknHeTHKaTa Ha Repatha e orienena mpu
12 meguaTpUYHU TAITUEHTH Ha BB3pacT oT > 10 1o < 18 roguHu ¢ XOMO3UTOTHA (haMUTHA
xunepxoiecreponemus (HAUSER-OLE). Cnen noakoxuo npunoxenne Ha 420 mg Repatha Beaabx
MeceyHo cpennute (SD) cepymun Haii-Hucku KoHueHTpanuu ca 20,3 (14,6) pg/ml u 17,6 (28,6) pg/ml
Ha ChOTBETHO ceamuuia 12 u ceamuna §0.

5.3 IIpeakJMHUYHU JAHHH 32 0€30MACHOCT

EBostokymab He e KaHIIepOTreHEeH IPH XaMCTePH, TIPH eKCIIO3UIIUH MHOTO TI0-BHCOKH, OTKOJIKOTO TIPH
MAIMCHTH, TIOJyYaBally eBojIokyMab B 103a 420 mg BeqHBK MeCeUHO. MyTareHHUST MOTCHIUAN Ha
€BOJIOKyMal He € OIIeHSBaH.

[Tpu xamMcTepH U ABATOONAIIATA MaKallk He € HaOJIr01aBaH ePeKT BbPXY (PEPTUIIUTETA HA MBKKHUTE U
JKEHCKHTE, TIPU EKCIIO3UIIMH MHOTO MO-BUCOKH, OTKOJIKOTO MPH MAIlUCHTH, MOJTy4YaBallld €BOJIOKyMal
B 71032 420 mg BEAHBK MECEUHO.

He ca nabmogasanu eektu BbpXy eMOpHOQETATHOTO WIH IOCTHATAIHOTO Pa3BUTHE (10
6-MeceyHa Bb3pacT) IPpH ABJITOONANIATH MaKaly, IPU eKCIO3UIINH, MHOTO TI0-BUCOKH OTKOJIKOTO MIPU
TIAI[MEeHTH, TIOIyYaBaIly eBoJoKyMad B 1o3a 420 mg BeTHBK MECEUHO.

C u3kiroueHne Ha HamajieH T-KIeThYHO 3aBUCUM aHTHTSUIIO OTTOBOP MPH IBJITOOTIAIIATH MaKallH,
WMYHH3HPAHH ¢ XeMOITMaHWH oT Muaata Megathura crenulata (keyhole limpet hemocyanin, KLH)
ciel 3-MeCceuHo JICUEeHUE ¢ eBOJIOKYMa0, He ca Ha0JII0IJaBaHU HEXeJIaH! eEeKTH IIpH XaMcTepH (10
3 Meceria) U JBITOOMAIIATH MaKaI| (10 6 Mecela), Mpu €KCIIO3UIIMA MHOTO TI0-BHCOKH OTKOJIKOTO
NIPY TAIMEHTH, MOJy4YaBaliy eBoJ0oKyMad B 103a 420 mg BeqHBK MeceuHo. B Te3u mpoyuBaHus ¢
HaOJIF0/1aBaH OYaKBaHUAT (hapMaKoIoruueH epekT Ha HamansaBaHe Ha cepyMHus LDL-C u 061
XOJIECTEPOJI, U € OUJI 00paTHM CJIe] CIIMPAHE Ha JICUCHUETO.

B koMOuWHaIMs ¢ po3yBacTaTHH B MPOBIDKEHHUE HA 3 Mecela, He ca HaOJII0JaBaH! HEeXelIaHH e)eKTH
MIPY JTBJITOOMAIIATH MAKaIM PH €KCIIO3UIMH, MHOTO TI0-BHCOKH OTKOJKOTO MPH TAIHEHTH,
MoJTyJaBaIiy eBoJiokymad B 103a 420 mg Beaubx Meceuno. Hamansisanero na cepymuaust LDL-C u
00111 XOJIECTEPOIT € MO-U3Pa3eHO B CPABHEHHE C HAOIIOaBAHOTO MPEIH TOBA MPH CAMOCTOATEITHO
NPUIOKEHUE HA €BOJIOKYMaO, 1 € OWIo oOpaTuMo clie/l CIUpaHe Ha JICYSHUETO.

6. DAPMAIIEBTUYHU JAHHHU
6.1 ChomucbK Ha NIOMOIIHHUTE BelIeCTBA
IIposnnn

Jlenena oneTHa KHCeTMHA

[omucop6at 80

Hatpues xunpokcun (3a kopexius Ha pH)
Bona 3a umkeknmun

6.2 HecbBMEeCTHMOCTH

[Tpu nunica Ha MpOyYBaHUs 32 HECHBMECTHMOCTH TO3H JICKAPCTBEH MPOJYKT He TPIOBa J]a ce CMecBa ¢
JPYTH JEKapCTBEHU MPOIYKTH.
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6.3 Cpok Ha roaHOCT

Repatha 140 mg MHKXCKIMOHCH PAa3TBOP B IPCABAPUTCIIHO HAITBJIHCHA CITPUHIIOBKA

3 roguH"

Repatha 140 mg MHKXCKIKMOHCH Pa3TBOP B IPCABAPUTCIIHO HAITBJIHCHA MMHUCAJIKA

3 roguH"

Repatha 420 mg MHKEKIIMOHEH Pa3TBOP B MATPOH

2 TOAUHU

AKO ce M3Ba/IM OT XJIQAWITHIKA, Repatha Moske ma ce chxpaHsiBa npu craifHa Temmeparypa (1o 25°C) B
OpUTHHAITHATA KAPTOHEHA OMAKOBKa M TPsAOBA Ja ce M3IMOJ3Ba B paMKHTe Ha | Mecell.

6.4 CroeuuaJjiH4 yCJI0BHUSI HA CbXPAHEHUE
Ha ce cexpanssa B xnagmwiHuk (2°C — 8°C). [la He ce 3ampa3ssipa.

Repatha 140 mg MHKEeKIIMOHEH Pa3TBOP B IPEABAPUTEIHO HAITBJIHEHA CIIPUHIIOBKA

I[a CC CbXpaHsBa B OpUTMHAIHATA KapTOHCHA OIIaKOBKa, 3a J1a C€ Npe€amna3n OT CBETJIMHA.

Repatha 140 mg MHKEKIIMOHEH Pa3TBOP B MIPEABAPUTEIHO HAITBJIHEHA ITMCAJIKA

I[a CC CbXpaHsBa B OpUTMHAIHATA KapTOHCHA OIIaKOBKaA, 3a J1a C€ Npe€amna3n OT CBETJIMHA.

Repatha 420 mg MHXXEKIIMOHEH Pa3TBOP B [IATPOH

[a ce cbxpaHsiBa B OpUrMHAIHATA ONIAKOBKA, 3a J1a C€ MPE/Ia3yu OT CBETJIMHA U BJara.
6.5 Buau chabp:kaHue HA OMAKOBKATA

Repatha 140 mg MHKEKIIMOHEH Pa3TBOP B IIPEABAPUTEIHO HAITBJIHEHA CIIPUHIIOBKA

Enun ml pa3teop B npeiBapUTEIIHO HAITbJIHEHA CIIPUHIIOBKA 33 €HOKpaTHA yrnoTpeda, n3padoTeHa ot
CTBKJIO THll I, ¢ urna ot HepbxAaema cromana 27 G.

KarmaykaTa Ha uriara Ha IpeABapUTEIIHO HAIIbJIHEHATa CIIPUHIIOBKA € HallpaBeHa OT CyX €CTeCTBEH
Kay4dyK (IpOM3BOAHO HA JIaTEKC, BXK. Touka 4.4).

OmnakoBKa ¢ €JIHa MpEABApUTCIIHO HAIIBJIHCHA CITPUHIIOBKA.

Repatha 140 mg MHKXCKIIMOHCH Pa3TBOP B IPCABAPUTCIIHO HAITBJIHCHA MMHUCATIKA

Enmna ml pa3tBop B mpeaBapuTeIIHO HATBJIHEHA TTUCANKA 33 €AHOKpaTHA yroTpebda, n3paboTeHa oT
CTBKJIO THll I, ¢ urna ot HepbxAaema cromana 27 G.

OmakoBKY C €1Ha, ABE, TPY IIPEIBAPUTETHO HATBLIHCHH MTHCATKH WU TPYTIOBH OTIAKOBKH,
chaABpKaIM 6 (3 OMaKOBKY € 2) MPEIBAPUTEITHO HAITBIHEHU THUCAIKH.

Repatha 420 mg MHXEKIIMOHEH Pa3TBOP B IATPOH

PastBop 3,5 ml B maTpoH 3a eAHOKpaTHA yroTpeda OT UUKJINYEH 01e()UHOB HOJIUMED C eJTacTOMEpHa
nperpaza u 0yTajno KaTo MaTepualy B KOHTAKT C NIPOAYKTa, U Karadka oT cMona. KbM npeasapurento
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HaITbJIHEHUs IaTPOH MMa MOHTHPAH KOMIIOHEHT - TE€JIeCKONUYEH BUHT. [IaTpOHBT € OIlakoBaH 3aelHO
C YCTPOMCTBO 3a NpujiokeHue. IIbTAT Ha TeYHOCTTa BBTPE B YCTPOKUCTBOTO 3a NPUIIOKEHHUE € OT
HEepBhKIaeMa CTOMaHa U TONIMBUHUIXJI0pU, Hechabpkaml DEHP, ¢ urna ot Hepbxknaema cromana
29 G. YcTpoiicTBOTO 3a MPUIIOKEHHE ChIbpiKa OaTepuu 0T CpeOBbPEH OKCUI-IIMHK U BKIIOYBA
JIETIEHKA OT MOJIMECTEPHA JICHTA C aKPUJIHO JICTIMJIIO 3a IPUKPENBAaHE. Y CTPOWCTBOTO 3a MPHIIOKEHUE €
IpeIHa3HAYEHO 3a YIoTpeba caMo C IPEJOCTaBEHUs CITI00CH MIPEABAPUTEIHO HATBJIHEH IaTPOH OT
3,5 ml.

OnakoBKa ¢ €IMH MaTPOH/aBTOMAaTHYEeH MUHHII03aTOP WITH TPYIIOBa onakoBka ¢ Tpu (3x1)
MaTpoHa/aBTOMaTHYHU MUHHUI03aTOPA.

He Bcuuky BUOBE ONaKOBKM MOTraT Aa ObAaT MMyCHATH Ha masapa.

6.6 CrnenuajaHu npeanasHu MepKHU NP U3XBHPJIsiHEe H padoTa

Pa3tBOpBT TpsiOBa 1a ce mpoBepu mpenu npuioxeHue. Pa3rBopbT He TpsAOBa Ja ce HHXXEKTUPA, aKo
ChABPKA BUJAMMHU YaCTHUIH, WM € MBTCH WU C IIPOMEHEH IBAT. 32 Ja ce u3berHe 00Jika B MACTOTO Ha
WH)XEKTUPaHE, JIEKAPCTBEHUAT MPOAYKT TPsIOBa 1a ce OCTaBH Ja JOCTUTHE CTaliHa TemIeparypa (10

25°C) npenu nmxektupane. TpsOBa na ce MHXKEKTHPA [AJI0TO ChAbPIKaHHUE.

Hewusnon3paHnusr JICKApPCTBCH NPOAYKT WIN OTHAABYHUTC MAaTCpUAJIU OT HETO Tpﬂ6Ba ha CC U3XBBPJIAT
B CBbOTBCTCTBUEC C MCCTHUTC U3HUCKBAHHA.

7. IMPUTEXATEJ HA PASPELHIEHHUETO 3A YIIOTPEBA
Amgen Europe B.V.

Minervum 7061

4817 ZK Breda

Hunepnannus

8. HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

Repatha 140 mg MHKEKIIMOHEH Pa3TBOP B IIPEABAPUTEIHO HAITBJIHEHA CIIPUHIIOBKA

EU/1/15/1016/001 — 1 mpeaBapuTeIHO HATBIHEHA CIIPUHIIOBKA

Repatha 140 mg MHKEKIIMOHEH Pa3TBOP B IPEABAPUTEIHO HAITBJIHEHA ITMCAJIKA

EU/1/15/1016/002 — 1 npenBapUTeIHO HAITbJITHEHA MTUCAJIKA
EU/1/15/1016/003 — 2 nmpeaBapuTeIHO HATBIHEHHU MHACAIIKA
EU/1/15/1016/004 — 3 nmpeaBapuTeIHO HATBIHEHHU MHUCAIIKA
EU/1/15/1016/005 — 6 (3x2) npenBapuTeIHO HATBIHEHN TTHCANKH (TPYIIOBA ONIAKOBKA)

Repatha 420 mg MHKEKIIMOHEH Pa3TBOP B IATPOH

EU/1/15/1016/006 — 1 maTpoH, onakoBaH ¢ aBTOMaTHU4YeH MHHUI03aTOD
EU/1/15/1016/007 — 3 (3x1) maTpoHa, OakoBaHU C aBTOMAaTHYHU MUHHJI03aTOPH (IPYIIOBa OIIAKOBKA)

22



9. JATA HA ITBPBO PABPEIIABAHE/IIOJTHOBSIBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

[ata Ha mppBO pazpewanane: 17 romu 2015 T.
JaTta Ha mocnexno mogHoBsiBane: 14 ampun 2020 1.

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

[ToapoOHa uHpopManus 3a TO3H JIEKapCTBEH MPOAYKT € MpeJocTaBeHa Ha yebcalita Ha EBpomnelickaTa
areHITUs 110 JIeKapcTBaTa http://www.ema.europa.eu.
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HPUJIOKEHUE I1

MPOU3BOJUTEJINA HA BUOJIOTMYHO AKTUBHOTO
BEILECTBO U IPOU3BOJUTEJINU, OTTOBOPHU 3A
OCBOBOJKJIABAHE HA APTUIN

YCJIOBUSA NJIN OTPAHUYEHMUSA 3A TOCTABKA "
YIHOTPEBA

APYI'U YCJIOBUA N UBUCKBAHUA HA
PASPEHIEHUETO 3A YIIOTPEBA

YCJOBUA NJIN OT'PAHUYEHNS 3A BE3OITACHA "

E®EKTUBHA YIIOTPEEA HA JIEKAPCTBEHMSI
MPOJIYKT
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A. NPOU3BOIUTEJIN HA BUOJIOT'MYHO AKTUBHOTO BEIIECTBO U
INPOU3BOAUTEJIN, OTTOBOPHHU 3A OCBOBOXKJIABAHE HA ITAPTU/IN

HMe u aipec Ha IPOU3BOAUTEINTE Ha OMOJIOTHYHO AKTUBHOTO BCIICCTBO

Amgen Manufacturing Limited LLC
Road 31 km 24.6

Juncos

Puerto Rico, 00777

CAL

Immunex Rhode Island Corporation
40 Technology Way

West Greenwich

Rhode Island, 02817

CAII]

HMMe u ajipec Ha IPOU3BOAUTENNTE, OTTOBOPHU 3a OCBOOOK/IaBaHE HA IMAPTHUIUTE

Amgen Europe B.V.
Minervum 7061
4817 ZK Breda
Hunepnannus

Amgen Technology (Ireland) Unlimited Company
Pottery Road

Dun Laoghaire

Co Dublin

Upnannus

Amgen NV

Telecomlaan 5-7

1831 Diegem

benrus

IlewaTHaTa TUCTOBKA HA JIEKAPCTBEHHS MPOAYKT TPSIOBa J1a ChIbPIKA HMETO U ajJpeca Ha
MIPOU3BOAMTEIIS,, OTTOBOPEH 32 OCBOOOKIABAHETO Ha CHOTBETHATA TAPTHUIA.

b. YCJIOBUS NN OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

.HeKapCTBCHI/IﬂT MPOAYKT C€ OTIIYCKA IO JICKAPCKO NPCAIINCaHUC.

B. JPYI' YCJIOBUSA U U3NCKBAHUSA HA PASPEHIEHUETO 3A YIIOTPEBA
. Ileprnognynu akTyaJu3upanm Jokjaaau 3a 6esonacHoct (ITAB)

M3uckpanusaTa 3a nonaBane Ha [IAJIb 3a To3u JJeKapCTBEH MPOAYKT ca IOCOUYEHH B CITUCHKA C
pedepentHute natu Ha EBponetickus cpro3 (EURD cnmcek), npeasuaen B wi. 1078, an. 7 ot

HupextuBa 2001/83/EO u BbB BCHYKH CJICABAIIY aKTyaIn3alluY, TyOJIMKYBaHU Ha
eBpOTICHCKHs yeOImopTan 3a JeKapCcTBa.
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I'. YCJIOBUs NN OI'PAHUYEHUS 3A BE3OIIACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUA ITPOAYKT

. ILnan 3a ynpasijenue Ha pucka (ITYP)

IIpurexarensar Ha pa3pemerunero 3a ynorpeda (IIPY) tpsoBa na n3BbpIiBa H3NCKBAHUTE
JEHHOCTH U ACHCTBUS, CBBP3aHHU C NIPOCIIECASIBAHE HA JIEKAPCTBEHATa 0€3011acHOCT, [IOCOYEHH B
onobpenus [TYP, npeacrasen B Moayn 1.8.2 Ha Paspemenuero 3a ynorpeba, KakTo ¥ BbB
BCHYKH CIIIBAIN OA00peHH akTyanu3amuu Ha [IYP.

Axrtyanusupan [IYP tps6Ba na ce mopasa:

. 1o uckaHe Ha EBponelickaTa areHIus 1o JeKkapcrnara;

. BHHATH, KOTAaTO ce M3MEHS CHCTEMAaTa 3a yIpaBJieHne Ha PIUCKa, 0COOEHO B Pe3yiTaT Ha
NoJy4yaBaHe Ha HOBa HH(OPMALHSs, KOSTO MOXKeE /1a I0BeJe 10 3HAYHMH MPOMEHH B
CHOTHOIIIEHUETO TTOJI3a/PUCK, WITH CIIe JOCTUTaHEe Ha BayKeH eTall (BbB BPH3Ka C MpOCieIsiBaHe
Ha JIeKapCTBEeHAaTa OE30MacHOCT WM CBEX/aHe Ha PUCKa 10 MUHUMYM).
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HPUJIOKEHHUE I11

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

KAPTOHEHA KYTHUS HA ITIPEABAPUTEJIHO HAITBJIHEHATA CITPUHITOBKA

1. NME HA JIEKAPCTBEHUSA TPOAYKT

Repatha 140 mg umxeKuroHeH pa3TBOP B MPEABAPUTEIIHO HAITBIHEHA CIPUHIIOBKA
€BOJIOKyMal

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bcesika mpeaBapuTeHO HaTbIIHEHA CIIPHHIIOBKA Chabpika 140 mg eBomokymad B 1 ml pastBop.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

[Iponwn, neneHa orneTHa KucennHa, monucopdar 80, HATPHEB XUAPOKCHI, BOJIA 33 HHXKEKIIHH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

MHxeKIIMOHEH pa3TBoOp
1 mpeaBapuTETHO HAITBITHEHA CITPHHIIOBKA

S. HAYUH HA ITPUJIOKEHUE U ITBT(MIIA) HA BBBEXKJIAHE

3a NOJKOKHO NPUIIOKEHHE.
[Ipenun ynorpeba npoyereTe JIMCTOBKATA.

6. CIIEHUAJIHO IPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT ITOTJIEJA U TOCET'A HA JIEITA

Ja ce cpxpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCIIA.

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

Coabpika naTekc, peay ynorpeda npoyerere JMCTOBKATA.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

TI'onen no:

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cbxpaHsBa B XJIaIMJIHUK.
[a He ce 3ampa3ssBa.
Jla ce cpxpaHsBa B OpUTHHAJIHATa KAPTOHEHA OIAKOBKA, 3a Ja CE MPE/Ia3n OT CBETIHHA.
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10. CIHENUAJIHU ITPEAIIASHU MEPKU ITPU U3XBBPJISSHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HUME U AJJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Amgen Europe B.V.
Minervum 7061
4817 ZK Breda
Hupnepnannus

12. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

EU/1/15/1016/001

13. HMAPTUIAEH HOMEP

IMaptunen Ne

| 14. HAYMH HA OTIIYCKAHE

| 15.  YKA3AHUS 3A YIIOTPEBA

‘ 16. MH®OPMAIIAA HA BPAIJIOBA A3BBYKA

Repatha 140 mg cripuHIIOBKa

‘ 17. YHHUKAJIEH WIEHTUHOUKATOP — IBYU3MEPEH BAPKO/JI

JByn3mepeH 0apKoj ¢ BKJIOYEH YHUKAJIEH HACHTU(DHUKATOD

‘ 18. YHUKAJIEH UWIEHTUHPUKATOP — JAHHHU 3A HETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP HA IIPEABAPUTEJIHO HAITBJIHEHATA CIIPUHIIOBKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Repatha 140 mg WHXEKIIMOHEH Pa3TBOP
€BOJIOKyMal

2. NME HA IIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Amgen Europe B.V.

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HAPTUJAEH HOMEP

Lot

|5.  JIPYIO
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
II'BPBUYHU OITAKOBKH

ETUKET HA ITIPEJABAPUTEJIHO HAITBJIHEHATA CIIPUHIIOBKA

1. HUME HA JEKAPCTBEHMUSI NPOJYKT U MbT(MILA) HA BbBEXKJIAHE

Repatha 140 mg nmxexius
€BOJIOKyMal
s.C.

‘ 2. HAYMH HA ITPUJIOKEHUE

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HHAPTUJAEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

1 ml

6. JIPYTO
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA IIPEABAPUTEJIHO HAITBJIHEHATA ITUCAJIKA

1. NME HA JIEKAPCTBEHUSA TPOAYKT

Repatha 140 mg uHXeKIrOHEH pa3TBOP B MPEABAPUTEIHO HAITIHEHA MUCAKa
€BOJIOKyMal

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bcesika mpeaBapuTeHO HaTbJIHEHA MUcaiKa chabpika 140 mg eBomokymad B 1 ml pa3rsop.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

[Iponwn, neneHa orneTHa KucennHa, monucopdar 80, HATPHEB XUAPOKCHI, BOJIA 33 HHXKEKIIHH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

MHxeKIIMOHEH pa3TBoOp

1 mpenBapuTeIHO HambiHeHa ucanka SureClick
2 mpenBapuTenHO HambJiHeHN mucanku SureClick
3 mpenBapuTenHO HanbiaHeHU nucanku SureClick

5. HAYUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEK/IAHE

3a NOJKOKHO NPUIIOKEHHUE.
IIpeau ynorpeba npodereTe JIMCTOBKATA.

6. CHELOUAJIHO NPEAYHPEXIEHUE, YE TEKAPCTBEHUAT TPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEITA

Ja ce cpxpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCIIA.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

TI'onen no:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ha ce cpxpaHsBa B XJIIMITHUK.
Jla He ce 3ampassiBa.
[a ce cpxpaHsiBa B OpUrMHaJIHAaTa KapTOHEHA OIMaKOBKa, 3a J1a c€ Mpe/ra3y OT CBETINHA.

10. CIHENUAJIHU ITPEAIIASHU MEPKU ITPU U3XBBPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HUME U AJJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Amgen Europe B.V.
Minervum 7061
4817 ZK Breda
Hunepnannus

12. HOMEP(A) HA PABPEIIEHHUETO 3A YIIOTPEBA

EU/1/15/1016/002
EU/1/15/1016/003
EU/1/15/1016/004

13. NAPTHUJIEH HOMEP

[Maptunen Ne

‘ 14. HAYMH HA OTIITYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMALIMS HA BPAIJIOBA A3BYKA

Repatha 140 mg nucanka

‘ 17. YHUKAJIEH WIEHTUO®PUKATOP — IBYU3MEPEH BAPKO/I

JByr3mepeH 0apKo/i C BKIIIOUEH YHUKAJICH UIACHTU()UKATOD

‘ 18. YHUKAJIEH WIEHTUOPUKATOP — JAHHHU 3A HETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUs HA TPYIIOBA OITAKOBKA (¢ ,,blue box”)

1. NME HA JIEKAPCTBEHUSA TPOAYKT

Repatha 140 mg uHXeKIrOHEH pa3TBOP B MPEABAPUTEIHO HAITIHEHA MUCAKa
€BOJIOKyMal

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bcesika mpeaBapuTeHO HaTbJIHEHA MUcaiKa chabpika 140 mg eBomokymad B 1 ml pa3rsop.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

[Iponwn, neneHa orneTHa KucennHa, monucopdar 80, HATPHEB XUAPOKCHI, BOJIA 33 HHXKEKIIHH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

MHxeKIIMOHEH pa3TBoOp
I'pymoBa omakoBka: 6 (3 0MakoBKH 110 2) MpeABapuTeTHO HambiIHeHH rucanku SureClick

S. HAYUH HA ITPUJIOKEHUE U ITBT(MIIA) HA BBBEXKJIAHE

3a IMMOAKOXXHO IIPUITIOKCHUC.

6. CHELOUAJIHO HPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT TPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEITA

Ja ce cpxpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCIIA.

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

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

I'omen no:

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

[a ce cpxpansBa B XJIaJHITHUK.
[a =He ce 3ampa3ssBa.
Jla ce cpxpaHsBa B OpUTMHAJIHATa KAPTOHEHA OIAKOBKA, 3a Ja CE MPE/Ia3n OT CBETIHHA.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBHPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Amgen Europe B.V.
Minervum 7061,
4817 ZK Breda,
Hupnepnannus

12.

HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/15/1016/005

13.

ITAPTUJAEH HOMEP

IMaptunen Ne

| 14.

HAYMH HA OTITYCKAHE

| 15.

YKA3AHMUA 3A YIIOTPEBA

| 16.

HWH®OPMAIIMS HA BPAMJIOBA A3BYKA

Repatha 140 mg nucanka

| 17.

YHUKAJIEH WAEHTH®UKATOP — IBYU3MEPEH BAPKO/J

JByn3mepeH 0apKoJi C BKIIIOUEH YHUKAJICH UIACHTU(DUKATOD

| 18.

YHUKAJIEH WAEHTU®UKATOP — JIAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

MEX/INHHA KAPTOHEHA KYTHUS HA T'PYIIOBA OITAKOBKA (0e3 ,,blue box”)

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Repatha 140 mg WHXEKIIMOHEH Pa3TBOP B IPEIBAPUTEIIHO HAITBIHEHA TTHCATKa
€BOJIOKyMal

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bcesika mpeaBapuTeHO HaTbJIHEHA MUcaika chabpika 140 mg eBookymad B 1 ml pa3tsop.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

[Iponwn, neneHa orneTHa KucennHa, monucopdar 80, HATpHEB XUAPOKCHI, BOJIA 33 HHXKEKIIHH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

MHxeKIMOoHEeH pa3TBop
2 npenBaputenHo HambiaHeHu nucanku SureClick. ChcTaBHa yacT OT TpynoBa OMAKOBKa, HE MOXKE Ja
ce mpojaBa OT/IEITHO.

5. HAYUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEK/IAHE

3a MOAKOXKHO MPUIIOKEHHE.
[Ipenn ynorpeba npoyereTe JIMCTOBKATA.

6. CHELOUAJIHO NPEAYHNPEXIEHUE, YE IEKAPCTBEHUAT TIPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEITA

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

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

TI'onen no:

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cbxpaHsBa B XJIaIMJIHUK.
[a He ce 3ampa3ssBa.
[a ce cpxpaHsiBa B OpUTHHAIHATA KAPTOHEHA OMAKOBKA, 3a Ja Ce MPEe/Ia3y OT CBETIHHA.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBHPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Amgen Europe B.V.
Minervum 7061
4817 ZK Breda
Hupnepnannus

12.

HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/15/1016/005

13.

ITAPTUJAEH HOMEP

IMaptunen Ne

| 14.

HAYMH HA OTITYCKAHE

| 15.

YKA3AHUSA 3A YIIOTPEBA

| 16.

HUH®OPMAIIMSA HA BPAJIOBA A3BYKA

Repatha 140 mg nucanka
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
II'BPBUYHU OITAKOBKH

ETUKET HA ITIPEJABAPUTEJIHO HAITBJIHEHATA ITNCAJIKA

1. HUME HA JEKAPCTBEHMUSI NPOJYKT U MbT(MILA) HA BbBEXKJIAHE

Repatha 140 mg nmxexius
€BOJIOKyMal
s.C.

‘ 2. HAYMH HA ITPUJIOKEHUE

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HHAPTUJAEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

1 ml

6. JIPYTO
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTUSI HA ABTOMATUYEH MUHUJIO3ATOP

1. NME HA JIEKAPCTBEHUSA TPOAYKT

Repatha 420 mg nmKeKIIMOHEH pa3TBOP B MaTPOH
€BOJIOKyMal

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bcexu matpon ceappxka 420 mg eBookymab B 3,5 ml pastBop (120 mg/ml).

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

[Iponwn, neneHa orneTHa KucennHa, monucopdar 80, HATPHEB XUAPOKCHI, BOJIA 33 HHXKEKIIHH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

MHxeKIIMOHEH pa3TBoOp
1 maTpoH ¥ aBTOMaTHYeH MUHUA03aTOP.

S. HAYUH HA ITPUJIOKEHUE U ITBT(MIIA) HA BBBEXKJIAHE

3a NOJKOKHO NPUIIOKEHHE.
[Ipenun ynorpeba npoyereTe JIMCTOBKATA.

6. CIIEHUAJIHO IPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEIIA

Ja ce cpxpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCIIA.

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

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA IT'OAHOCT

T'onen mo:

‘ 9. CIHHEHUAJIHU YCJIOBHUSI HA CbXPAHEHUE

Ha ce cbxpaHsiBa B XJIaJUIHUK.
Ja He ce 3ampassiBa.
[a ce cpxpaHsBa B OpUTHHAIHATa KapTOHEHA OMIAKOBKA, 3a J]a C€ MPe/na3y OT CBETJIMHA U Bjara.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBHPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Amgen Europe B.V.
Minervum 7061
4817 ZK Breda
Hupnepnannus

12.

HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/15/1016/006

13.

ITAPTUJAEH HOMEP

IMaptunen Ne

| 14.

HAYMH HA OTITYCKAHE

| 15.

YKA3AHMUA 3A YIIOTPEBA

| 16.

HWH®OPMAIIMS HA BPAMJIOBA A3BYKA

Repatha 420 mg naTpon

| 17.

YHUKAJIEH WAEHTH®UKATOP — IBYU3MEPEH BAPKO/J

JByn3mepeH 0apKoJi C BKIIIOUEH YHUKAJICH UIACHTU(DUKATOD

| 18.

YHUKAJIEH WAEHTU®UKATOP — JIAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BBHIIIHA KAPTOHEHA KYTHUS HA I'PYIIOBA OITAKOBKA (¢ ,,blue box”)

1. NME HA JIEKAPCTBEHUSA TPOAYKT

Repatha 420 mg nmKeKIIMOHEH pa3TBOP B MaTPOH
€BOJIOKyMal

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bcexu matpon ceappxka 420 mg eBookymab B 3,5 ml pastBop (120 mg/ml).

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

[Iponwn, neneHa orneTHa KucennHa, monucopdar 80, HATPHEB XUAPOKCHI, BOJIA 33 HHXKEKIIHH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

MHxeKIIMOHEH pa3TBoOp
I'pymoBa omakoBka: 3 (3 omakoBku ¢ 1) maTpoHa ¥ aBTOMAaTUYHA MUHHI03aTOPH.

S. HAYUH HA ITPUJIOKEHUE U ITBT(MIIA) HA BBBEXKJIAHE

3a NOJKOKHO NPUIIOKEHHE.
[Ipenun ynorpeba npoyereTe JIMCTOBKATA.

6. CIIEHUAJIHO IPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEIIA

Ja ce cpxpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCIIA.

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

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA IT'OAHOCT

T'onen mo:

‘ 9. CIHHEHUAJIHU YCJIOBHUSI HA CbXPAHEHUE

Ha ce cbxpaHsiBa B XJIaJUIHUK.
Ja He ce 3ampassiBa.
[a ce cpxpaHsiBa B OpUrHHAIHATA OTIAKOBKa, 33 J]a C€ Tpe/a3y OT CBETINHA U Bjara.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBHPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Amgen Europe B.V.
Minervum 7061
4817 ZK Breda
Hupnepnannus

12.

HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/15/1016/007

13.

ITAPTUJAEH HOMEP

IMaptunen Ne

| 14.

HAYMH HA OTITYCKAHE

| 15.

YKA3AHMUA 3A YIIOTPEBA

| 16.

HWH®OPMAIIMS HA BPAMJIOBA A3BYKA

Repatha 420 mg naTpon

| 17.

YHUKAJIEH WAEHTH®UKATOP — IBYU3MEPEH BAPKO/J

JByn3mepeH 0apKoJi C BKIIIOUEH YHUKAJICH UIACHTU(DUKATOD

| 18.

YHUKAJIEH WAEHTU®UKATOP — JIAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

MEX/INHHA KAPTOHEHA KYTHUS HA T'PYIIOBA OITAKOBKA (0e3 ,,blue box”)

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Repatha 420 mg nHXeKIoHeH pa3TBOP B MATPOH
€BOJIOKyMal

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bcexu matpon ceappxka 420 mg eBonokymab B 3,5 ml pastBop (120 mg/ml).

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

[Iponwn, neneHa orneTHa KucennHa, monucopdar 80, HATpHEB XUAPOKCHI, BOJIA 33 HHXKEKIIHH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

MHxeKIMOoHEeH pa3TBop
1 matpoH u aBTOMaTU4YeH MUHI103aTOP. ChCTaBHA YACT OT I'PYIIOBA OMAKOBKA, HE MOXE J1a Ce
MpojiaBa OTAETHO.

5. HAYUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEK/IAHE

3a MOAKOXKHO MPUIIOKEHHE.
[Ipenn ynorpeba npoyereTe JIMCTOBKATA.

6. CHELOUAJIHO NPEAYHNPEXIEHUE, YE IEKAPCTBEHUAT TIPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEITA

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

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

TI'onen no:

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cbxpaHsBa B XJIaIMJIHUK.
[a He ce 3ampa3ssBa.
[a ce cpxpaHsiBa B OpUTHHAIIHATA OTIAKOBKA, 3a J1a CE MPEATNasy OT CBETIIMHA U Blara.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBHPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Amgen Europe B.V.
Minervum 7061
4817 ZK Breda
Hupnepnannus

12.

HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/15/1016/007

13.

ITAPTUJAEH HOMEP

IMaptunen Ne

| 14.

HAYMH HA OTITYCKAHE

| 15.

YKA3AHUSA 3A YIIOTPEBA

| 16.

HUH®OPMAIIMSA HA BPAJIOBA A3BYKA

Repatha 420 mg naTpon

| 17.

YHUKAJIEH HIEHTH®UKATOP — IBYU3MEPEH BAPKO/|

JByu3mepeH 0apKoJi C BKIIIOUEH YHUKAJICH UIACHTU(DUKATOD

| 18.

YHUKAJIEH HAEHTU®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
II'BPBUYHU OITAKOBKH

ETUKET HA ITATPOHA

1. HUME HA JEKAPCTBEHMUSI NPOJYKT U MbT(MILA) HA BbBEXKJIAHE

Repatha 420 mg nmxexius
€BOJIOKyMal
s.C.

‘ 2. HAYMH HA ITPUJIOKEHUE

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HHAPTUJAEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

3,5ml

6. JIPYTO
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b. IUCTOBKA
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JlncroBka: undopmanus 3a norpeduTeNs

Repatha 140 mg nHkeKIMOHEH Pa3TBOP B MPeIBAPUTEHO HAITBJIHEHA CIPHHIIOBKA
eBoJIoKyMab (evolocumab)

IIpoyereTre BHUMATEIHO LAJIATa JHCTOBKA, IIPEIH 1A 3all0YHeTe A U3I0J13BaTe TOBA
JIEKapCTBO, Thil KaTO TS ChABP:KAa BaxkHa 3a Bac nundopmanus.

3amasere Ta3M JIMCTOBKA. MoOJe Ja ce HAJOXKH J1a 5 IPOYETeTe OTHOBO.

AX0 MMaTe HAKaKBH JONBIHUTEIIHN BBIIPOCH, oNHUTaliTe Bamms nekap, GpapmareBT mim
MeIULUHCKA CeCTpa.

ToBa nexapcTBO € mpeanrcaHo Ju4Ho Ha Bac. He ro npeoTcrhnBaiite Ha npyru xopa. To Moxe
Jla UM HaBpeH, He3aBUCHMO Y€ MPU3HALUTE Ha TAXHOTO 3a00JsBaHe ca ChIIUTE KaTo Bammre.
AKO TIOITyunTe HAKAaKBU HEXKEJaH! peakluy, yBeaomere Bammst gekap, hapManeBT uiu
MeIUIMHCKA cecTpa. ToBa BKIIIOUBA M BCUYKH B3MOXXHH HEKEJIAHHU PEAKLINHU, HEOMMCAHH B
Ta3M JINCTOBKA. BInkTe TOUKa 4.

[IpenynpexxaeHusITa 1 yKa3aHUATA B TO3H JOKYMEHT ca IPeIHa3HAYCHH 3a JIUIETO, TPUEMAIIIO
JIEKapCTBOTO. AKO CT€ pOAUTEN WX OOJIHOIIIEad, OTTOBAPSIL 3@ IPUIATAaHETO Ha JIEKApCTBOTO
Ha JIPYT YOBEK, KaTo JieTe, TpsAOBa Ja u3moi3BaTe HHMGopMaIusaTa Cho0pa3sHo TOBa.

Kakso CbABbPiKa Ta3u JIMCTOBKA

A

1.

Kakgo npencraensaBa Repatha u 3a kakBo ce nusmnon3sa
Kakgro TpsiOBa 1a 3Haere, npeau Aa usnonseare Repatha
Kak nma m3non3Bare Repatha

BB3MOXHU HEXETaHU peaKuu

Kak na cexpansiBare Repatha

ChabpkaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

Kaxkso npeacrasiassa Repatha u 3a kakBo ce u3noa3sa

Kakso npeancrasiasipa Repatha u kak geiictBa

Repatha € JICKapCTBO, KOCTO HaMaJIsiBa HUBATa Ha ,,J'IOI]_II/IH” XOJISCTCPOJ - BUJ Ma3dHUHA B KPBBTA.

Repatha cbbpika akKTHBHOTO BEIIECTBO €BOJIOKYMa0, MOHOKJIOHAIHO aHTUTSUIO (BUJ CIICIUATM3UPaH
MPOTEHH, KOMTO ce MPUKpEnBa KbM IPHUIIETHO BEIECTBO B opranu3ma). EBojokymal e npeaHasHaueH
Jia ce cBBp3Ba ¢ BemlecTBo, HapeueHo PCSK9, koeTo noBiusBa ciocoOHOCTTa Ha YepHUs 1pod aa
noema xosecrepona. Karo ce cebp3Ba n nonusa PCSK9, nexapcTBoTo yBennuaBa KOIMYECTBOTO Ha
XOJIecTepoiia, KOMTO HaBJIM3a B UepHUS Jpo0 M Taka HamallsiBa HUBOTO Ha XOJIECTEPOJia B KPhBTA.

3a kakBo ce u3noassa Repatha

Repatha C€ M3II0JI3Ba KaTO JOIIBJIHCHHUEC KbM Bamara JAUCTA 3a TIOHMKaBaHC Ha XO0JICCTEPOJIa, aKO CTEC:

BB3PACTEH C BUCOKO HIBO Ha XOJIECTEPOJI B KPHBTA (IIbPBUYHA XUTIEPXOJIECTEPOTIEMHUS

[xerepo3urorna pamunna u HepamminHa] nnn cMecena aucnunuaemus). [lpunara ce:

- 3a€/IHO ChC CTATHH, WM APYTO MOHMKABAIIO XOJIECTEPOIIa JIGKApCTBO, aKO MAaKCHMaJIHATa
71032 CTAaTUH He MOHIKaBa JOCTAThYHO HUBATA HAa XOJIECTEPOIIA.

- CaMOCTOSITETTHO MJIM €AHOBPEMEHHO C IPYyTH OHIKABAIHM X0JIecTepoJa JeKapcTBa,
KOTaTO CTaTHHUTE He JieiicTBaT 1o0pe, MiIH He Morart Ja ObJaT H3MOJI3BaHH.

nete Ha Bb3pacT 10 win moBeye roqMHM C BUCOKO HUBO HA XOJIECTEPOJIa B KPBbBTA IIOPAIH

3a0oJsIBaHe, KOETO ce cpela B ceMeiicTBoTo Bu (xeTepo3uroTHa gpaMuirHa

xunepxoiecreponemus wim HeFH). [punara ce caMocTosTeTHO WITH 3a€HO C APYTH

MOHM>)KABAIIX XOJIECTEPOJIA JICUCHHUS.
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o BB3PACTEH WIH JeTe Ha Bb3pacT 10 uiau moBede roAMHU C BUCOKO HMBO Ha XOJIECTEepOa B
KpBBTa MOpay 3a00JIsIBaHe, KOCTO CE Cpellla B CeMEeMCcTBOTO B (XxoMo3uroTHa (haMuiTHa
xunepxonecreponemus wim HoFH). [punara ce 3aeqHo ¢ Apyru MOHIKABAIIH X0JIecTepoia
JICUCHUSL.

o BB3PACTEH C BUCOKO HIBO Ha XOJIECTEPOI B KPHBTA M YCTAHOBEHA aTEPOCKICPOTHIHA
CBhPJCYHOCHI0BA 0oJecT (aKko cTe MManu HH(APKT, HHCYJIT WX IPO0JIeMH ¢ KPbBOHOCHUTE
cwaose). Ilpwmara ce:

- 3aeIHO ChC CTATHH, WM JPYTO IMOHIKABAII0 X0JIECTEPOIIa JIEKAPCTBO, aKO MaKCHMaTHATa
Jl03a CTaTUH HE TIOHMXKaBa JJOCTAThYHO HUBATa Ha XOJICCTEPOIIa;

- CaMOCTOSITETTHO WIIM 3a€HO C IPYTH MOHIKABAIIIN X0JIECTEPOIIa JIEKapCTBa, KOTaTo
CTaTHHHTE HE JecTBaT J0Ope MM He MOTaT J1a Ce M3II0NI3BaT.

Repatha ce u3non3sa npu manueHTH, KOUTO HE MOTaT J1a KOHTPOJIUPAT HUBATa Ha XOJIECTEPOIIa CaMo €
JMeTa, TIOHIKaBalia xouecrepoia. Bue Tps0Ba na criazBare Bamara nuera 3a moHmkaBaHe Ha
XO0JIeCTepoJIa, 10KaTo IpremMare ToBa JiekapcTBo. Repatha moxe 11a moMorse 3a mpeoTBpaTsIBaHE Ha
chpaedeH yaap (MH(apKT), MHCYAT U ONPEACICHHU ChPJCUHH IPOLIECIYyPH 3a Bb3CTAHOBSIBAHE HA
IPUTOKA Ha KPBB KBbM CBHPIIETO, HEOOXOJMMH ITOPAIH HATPYNBAaHE HA MACTHHU OTJIATraHUs B apTEPHUTE
(M3BECTHA CHINO KaTO aTEPOCKIEPOTHIHA CHPACYHOCHI0BA OOJIECT).

2. Kakso TpsadBa na 3Haere, npeau ga usnouassare Repatha

He uznoasBaiite Repatha, ako cte aneprudnu KbM €BOJIOKYMa0 WM KbM HSIKOS OT OCTaHAINTE
CHCTAaBKH Ha TOBA JIEKapCTBO (M30pOEHH B TOUKA 6).

Ipenynpesxaenust U NpeanasHu MePKH

I'oBopere ¢ Bamms nekap, hapmareBT wim MEAWIIMHCKA CECTPa, Tpenu aa usnoissare Repatha, ako
uMare YepHOIpoOHO 3a00IIsIBaHe.

Kanaukara Ha uryiaTa Ha CThKJIEHATa NPEIBAPUTENIHO HAITBJIHEHA CIIPUHIIOBKA € HAallpaBeHa OT CyX
€CTECTBEH Kay4dyK (MPOU3BOJHO Ha JIATEKC), KOMTO MOXe JIa MPUYMHHU TeKKH aIePTUYHH PEaKIIH.

3a fa ce moro0pu MPOCIETUMOCTTa Ha TOBA JIEKapCTBO, Bamust nexap win hapMarieBT TpsOBa 1a
3aruIle UIMETO U MAPTUIHUS HOMEpP Ha MPOJyKTa, Koiito Bu e naieH, BpB BaiaTa penentypHa
KHIKKA. Bue chIIo MoXeTe Ja 3anuiieTe Te3U JJaHHH, B CIy4ai ue Obere TOoNUTaH/a 3a Ta3u
uHpopMaIus B Obere.

Jeua v roHOImIM

VYnorpebara Ha Repatha e mpoy4ena npu nena Ha Bb3pacT 10 TOAWHY U TIO-TOJIEMH, JIEKYBaHH 3a
XETepO3UTOTHA MIIM XOMO3UTOTHA (DaMUITHA XUIIEPXOJIECTEPOIEMHUSI.

VYnotpebara Ha Repatha He e mpoyyena npu nena Ha Bb3pacT nox 10 rogunu.
Apyru aexapcrBa u Repatha

Tps6Ba na kaxere Ha Bamms nexap wim GapmaiesT, ako IpuemMare, HACKOPO CTe MPUeMalld WK €
BB3MOJXKHO J1a TIpUeMeTe IPYTH JIeKapCTBa.

BpemeHHOCT M KbpMeHe

AKO cTe OpeMeHHa WM KbpMUTE, CMATATE, Y€ MOJKE J1a CTe OpeMeHHa WK IUIaHupaTe OPeMEHHOCT,
MOCHBETBalTE ce ¢ Bamms iekap mim dapManeBT npean ynotpedara Ha TOBa JIEKAPCTRO.

Repatha He ¢ u3nuTBan npu Opemennu xeuu. He e n3BectHo nanu Repatha e HaBpeau Ha mioa.
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He e u3BecTHO manu Repatha ce oTkpuBa B KbpMaTa.

BaxHo ¢ 1a yBenomute Bamus nekap, ako KbpMUTE, WM IDIAHUPATE Ja KbpMuUTe. Bamusr nekap 1ie
Bu momorHe na permte 1aiu Jja CipeTe KbPMEHETO, WK Ja cripete mpueMa Ha Repatha karo ce uma
MIpEeABHU ITOJI3aTa OT KbpMEHETO 3a 0e0eTo u mosara oT Repatha 3a maiikara.

Ilodupane u padora ¢ MalIMHK

Repatha He moBnmsiBa, WK OBIIHASBA MPEHEOPEIKUMO CIIOCOOHOCTTA 3a ImodupaHe 1 padoTa ¢
MaIIIHHH.

Repatha cbabpska nHaTpuid

ToBa jekapcTBO ChABPKA MO-Mayko 0T 1 mmol Hatpuii (23 mg) Ha 1034, T.€. MOXKE Ja ce Kaxe, 4e
MPAKTHYECKU HE ChABPKA HATPHIA.

3. Kaxk n1a nznoassare Repatha

Bunaru n3nonsBaiite ToBa JekapcTBO TOUHO KakTo Bu e xazan BamusT nekap. AKo He CTe CUTYpHH B
Helllo, nonuTaiTe Bamus nexap.

[IpenopbpunTenHaTa 1032 3aBUCH OT OCHOBHOTO 3a00JIBaHe:!

o IIpY BB3PACTHU C IBPBUYHA XUIIEPXOJIECTEPOJICMHS U CMECEHA TUCIUIINICMHUS, 103aTa €
140 mg Ha Bceku aBe ceamuIy win 420 mg BETHBK MECEUHO.

o NpY Jiena Ha Bb3pacT 10 roJHU WU MO-TOJIEMH C XeTepO3UroTHa (haMuiTHa
xunepxonecreposieMus no3ata € uian 140 mg Ha Bceku ABe cenmuuy, Wik 420 mg BeIHbXK
MECEYHO.

o IpY BB3PACTHU WJIM Jena Ha Bb3pacT 10 ToIMHY WK TO-TOJIEMHU C XOMO3UTIOTHA (haMHITHA

XUIEepX0JIecTepoIeMus MpernopbUuTeIHaTa HauanHa g03a € 420 mg BeAHBxK MecedHo. Crex
12 cenmunn, BammsT ekap Moxke J1a pelu Aa yBeauuu no3ata A0 420 mg Ha BCeKU
JIBE CeIMUITM. AKO TIOJTy4daBare ChIo u adepesa, mpolreaypa, nogo0Ha Ha uain3ara, Ipu
KOSITO XOJIECTEPOIBT U IPYTM Ma3HUHU CE OTIEIIAT OT KphBTa, BalusT jiekap Moxe Ja peiiu jia
3armoyHeTe ¢ 103a 420 mg Ha BCEKHU JBE CEAMMIIN, 3a J1a ChBIagHe ¢ Bamiero ieueHue ¢
acdepesa.

. MIPH BB3PACTHH C YCTAaHOBEHA aTePOCKIEPOTHYHA ChPACYHOCHI0BA O0JIECT (aKO CTe UMAIIH
WH(APKT, HHCYJIT WU MPOOJIeMHU C KpPbBOHOCHHUTE ChAOBE), H03aTa ¢ 140 mg Ha Bceku
nBe ceaqmuiy win 420 mg BeTHBHX MECEUHO.

Repatha ce npuara kaTo MHKEKIHS TIO]] KOKaTa (TTOJIKOKHO).

Axo Bammar nekap e npeanucan no3a ot 420 mg, Bue TpsOBa 1a W3moa3Bare Tpy MpeaBapUTEIIHO
HaITbJIHEHU CIIPUHIOBKHU, 3aI[0TO BCAKA MPEIBAPUTEIHO HAIIBJIHEHA CIIPUHIIOBKA ChIBPKA CAMO

140 mg ot nexapcTBOTO. Ciem KaTo JOCTUTHAT CTAaifHA TeMITepaTypa, BCHIKH WHXKEKITHU TpsiOBa 11a ce
MIPHUIIOKAT 3a epuoA oT 30 MUHYTH.

Axo Bammar nekap peiy, ye Bue nnu rpmxemus ce 3a Bac Moxxe 1a mocraBaTe MHXEKIMUTE C
Repatha, Bue unu rpmkenius ce 3a Bac TpsOBa na 0b/ieTe 00y4eHHU Kak MPaBHITHO Jia IPUTOTBATE U J1a
nmwkektupate Repatha. He ce onutsaiite na nmxextupare Repatha, nokaro ne Bu e mokazaHo ot
Bamus nekap wim MeIUIMHCKA CecTpa Kak Jia ro HaIllpaBUTE.

Bmxre noapoOuuTe ,,YKa3anus 3a ynotpeda” B Kpas Ha Ta3W JIMCTOBKA 32 YKa3aHHA Kak Jia
ChbXpaHsBarte, IPUroTBsATe U npuinarate Bammre nmxekunu ¢ Repatha B nomamnu ycnoBust.

IIpenu na 3amounere Repatha, TpsiOBa fa cTe Ha AueTa 3a MOHWKaBaHE Ha XoJiecTeposia. TpsOBa ga
MPOIBIDKUTE Ta3H JIUETa 3a MOHIKABaHEe Ha X0JIeCcTepoa, JoKkaTo npuemare Repatha.
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Axo Barmusr jgekap e npeanucan Repatha 3aeqHo ¢ 1pyro HoHMXKaBAILO X0JIECTepoJIa JICKapCTBO,
cleaBaiiTe HErOBUTE YKa3aHUs 3a TOBA KaK J1a IpUeMaTe Te3M JIEKapCcTBa 3aeIHO. B To3M cityyaii,
MOJISI, POYETETE CHIO U YKAa3aHUATA 32 JO3UPAHE B TUCTOBKATa HA KOHKPETHOTO JIEKAPCTBO.

AKO cTe U3M0JI3BaJIM MT0OBeYe 0T HeoOxoauMara a03a Repatha
CebpikeTe ce He3abaBHO ¢ Bamms nekap win ¢apmanesT.
AKko cte npomycHaJu aa npuemere Repatha

Bsemere Repatha koiK0TO € BB3MOKHO HO-CKOPO ciie]l mpomycHarata qo3a. Cies ToBa ce CBbpIKETeE ¢
Bammis nekap, xoitTo 1me Bu xaxke Kora TpsiOBa Ja IIaHUpaTe ceaBalara 103a | Clia3BaiTe HOBHS
rpaduk TouHO KakTO Bu e ka3zan BamusT nekap.

4. Bb3MOKHY HelKeJIaHU peaKkluu

Kakro Bcuukn JIEKapCTBa, TOBA JICKAPCTBO MOXKE Jla MIPECAN3BUKA HEXKECIIAHU pE€AKIINU, BBIIPEKU Y€ HE
BCCKH T'U IIOJTy4aBa.

Yectn (Moxe aa 3acerHar g0 1 Ha 10 xymn)

. I'pun (Bucoka TeMIiepatypa, Bb3MaJIeHO I'bPJIO, XpeMa, KalllJIUIIA U BTPUCAHE)

. IIpocTyna, kKaTo Xxpema, Bb3NaJICHO I'bPJIO MK HH(EKIMS Ha CHHYCUTE (Ha30(hapuHIUT WU
WH(EKIUY Ha TOPHUTE ANXATEITHHU THTHUIIA)

lagene

Bonku B repOa

Bonku B craBuTe (apTpanrus)

MyckymHa 6orka

Peaknun Ha MACTOTO Ha HHXKEKTUPAHE, KaToO TIOCHHIBaHe, 3a4epBsiBaHe, KbpPBEHE, O0JIKa WK
MoTyBaHe

AnNeprudHu peakiuu, BKIFUYHUTEITHO 0OpUB

° I'maBoGoiue

Heuectu (Moxe na 3acernat mo 1 Ha 100 xymm)
. KomnpusHa Tpecka, YepBeHH CHPOSIIH IBIIKK 10 KOXKaTa (YpTUKApHS)
o I'punonogobHN cUMOITOMH

Penxm (Moxe na 3acernart g0 1 va 1 000 xymm)
. [ToxyBane Ha TUIETO, yCcTaTa, €3UKa WU T'HPJIOTO (AHTHOSIEM)

Cpol0maBaHe HA HesKeJIAHH PeaAKINU

Axo IMMOJIYYUTE HAKAKBH HEXKCIIAHU JICKAPCTBEHU PCAKINU, YBEIOMETC Bamms JICKap, Q)apMaueBT nIIn
MEAMIHMHCKA cecTpa. ToBa BKJIFOUBA BCHYKH Bb3MOXHH HEONHMCAHU B Ta3M JUCTOBKA HEXKETIaHU
peaxiui. MoskeTe ChIIo 1a ChOOIINTE HEXENAaH! pPeakilui TMPEKTHO Ype3 HallMOHATHATA CHCTeMa 3a
choOIaBane, mocoueHa B [Ipuinoxkenue V. Kato choOIaBare He)XEIaHN PeaKIMU, MOXKETE Ja JaIeTe
CBOS IPUHOC 3a MOJTyyaBaHe Ha oBe4e HH(POpMAaIHs OTHOCHO 0€30I1aCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansiBate Repatha

[a ce cpxpaHsBa Ha MSCTO, HEJJOCTHITHO 32 JIETa.

He u3non3Baiite ToBa 1eKapcTBO Cile]] CPOKA HA TOAHOCT, OTOEINA3aH BbPXY €THKETa U KapTOHEHaTa

omakoBka, cien ,,EXP“ u ,,'ogen no:”. CpoKbT Ha TOJHOCT OTTOBaps Ha MOCIECTHUS IEH OT
ITOCOYEHHUS MECEIL.
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Ja ce cexpanssa B xmaguiauK (2°C — 8°C). [la He ce 3ampassiBa.
[a ce cpxpaHsiBa B OpUTHHAIHATA KAPTOHEHA OMAKOBKA, 3a Ja Ce MPEe/a3y OT CBETIHHA.

Bamara npenBapuTeTHO HaITbJIHEHA CIIPUHIIOBKA MOXe J1a ObJie OCTaBeHa M3BHH XJIAMITHHKA, 32 J1a
JIOCTUTHE cTaitHa Temnepatypa (10 25°C) mpenu umxekTupane. ToBa 1me HarpaBy HHXEKTUPAHETO
no-ynoono. Crie M3BaXKJaHe OT XJIauiiHuKa, Repatha Moxke na ce chbxpaHsBa Ha cTaliHa
temneparypa (1o 25°C) B opurnHaIHaTa KapTOHEHA OTIAKOBKA ¥ TPsiOBa Jla ce M3IM0JI3Ba B PAMKHTE Ha
1 mecerr.

He n3non3Baiite ToBa JICKapCTBO, aKO 3366J’IG)KI/ITC, 4c € C IPOMCHCH IBAT WJIX CbAbpPiKa roJicMnu
6y‘IKI/I, JIFOCITH UJIM IBCTHHU YaCTHUIIH.

He H3XB’BpJ'I$II71T€ JICKapCTBAaTa B KaHAIM3aluATa Uin B KOHTCﬁHepa 3a JOMAalIHHU OTIIaaAbIN.

[ommmraiiTe Bamms dhapMarieBT Kak Ja U3XBBPIATE JIEKapCTBaTa, KOUTO Beye He u3mnoin3pare. Te3n
MEPKH I1I€ CIIOMOTHAT 3a OIla3BaHE Ha OKOJIHATa Cpelia.

6. Cb)n)pmalme Ha OnMaKOBKaTa M JO0II'bJHUTEC/IHA m{(l)opMaum[

Kakso cbabpaxa Repatha

- AKTHBHO BEIIIECTBO: €BOJIOKyMa0. Besika mpeiBapuTEIHO HAITBIHEHA CIIPUHIIOBKA ChAbPKa
140 mg eBonokymab B 1 ml pa3TBop.

- Jpyru cbcTaBKU: NPOJIMH, JIEACHA OLIETHA KHCeNnHa, oinucopoat 80, HaTpueB XUAPOKCUT,
BOJIA 32 HH)KEKLINH.

Kak H3TJICKIA Repatha U KaKBO CbADbPiKa OlIaKOBKaTa

Repatha e pa3tBop, KoiiTo € OUCTHp A0 onanecuupan, 6e31BETEH J0 KBJITCHUKAB U MPAKTHYCCKH HE
ChIBpKA BUANMH YaCTHUIIH.

Besika onakoBka ChAbpPiKa €JHA NPCABAPUTCIHO HAITbJIHCHA CIIPUHIOBKA 3a €AHOKPATHA yHOTpe6a.

IIpuTesxkaTes Ha pa3pelIeHHETO 32 YNOTpeda U MPOU3BOAUTEN
Amgen Europe B.V.

Minervum 7061

4817 ZK Breda

Hunepnannus

IIpuTe:kaTen HA pa3pelIeHHETO 32 ynoTpeda
Amgen Europe B.V.

Minervum 7061

4817 ZK Breda

Hunepnannus

ITpousBoanTen

Amgen Technology (Ireland) Unlimited Company
Pottery Road

Dun Laoghaire

Co Dublin

Wpnangus
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IIpousBoauTe
Amgen NV
Telecomlaan 5-7
1831 Diegem
Bbenrus

3a JONBIHUTENTHA HH(POPMAITUS OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHHS
NpEeJICTABUTEN Ha MPUTEKATEIS Ha Pa3pelieHHETo 3a yIoTpeoa:

Belgié/Belgique/Belgien
s.a. Amgen n.v.
Tel/Tél: +32 (0)2 7752711

Bbbuarapus
Ammxen bearapus EOOJ]
Tem.: +359 (0)2 424 7440

Ceska republika
Amgen s.r.0.
Tel: +420 221 773 500

Danmark
Amgen, filial af Amgen AB, Sverige
TIf: +45 39617500

Deutschland
AMGEN GmbH
Tel.: +49 89 1490960

Eesti
Amgen Switzerland AG Vilniaus filialas
Tel: +372 586 09553

E)Mada
Amgen EALGg @oppokevtikd E.TLE.
TnA.: +30 210 3447000

Espaiia
Amgen S.A.
Tel: +34 93 600 18 60

France
Amgen S.A.S.
Tél: +33 (0)9 69 363 363

Hrvatska
Amgen d.o.o.
Tel: +385 (0)1 562 57 20

Ireland
Amgen Ireland Limited
Tel: +353 1 8527400
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Lietuva
Amgen Switzerland AG Vilniaus filialas
Tel: +370 5 219 7474

Luxembourg/Luxemburg
s.a. Amgen
Belgique/Belgien

Tel/Tél: +32 (0)2 7752711

Magyarorszag
Amgen Kft.
Tel.: +36 1 35 44 700

Malta

Amgen B.V.

The Netherlands

Tel: +31 (0)76 5732500

Nederland
Amgen B.V.
Tel: +31 (0)76 5732500

Norge
Amgen AB
Tel: +47 23308000

Osterreich
Amgen GmbH
Tel: +43 (0)1 50 217

Polska
Amgen Biotechnologia Sp. z o.0.
Tel.: +48 22 581 3000

Portugal
Amgen Biofarmacéutica, Lda.
Tel: +351 21 422 06 06

Romania
Amgen Romania SRL
Tel: +4021 527 3000

Slovenija
AMGEN zdravila d.o.o.
Tel: +386 (0)1 585 1767



island Slovenska republika

Vistor hf. Amgen Slovakia s.r.0.

Simi: +354 535 7000 Tel: +421 2321 114 49

Italia Suomi/Finland

Amgen S.r.l. Amgen AB, sivuliike Suomessa/Amgen AB, filial
Tel: +39 02 6241121 i Finland

Puh/Tel: +358 (0)9 54900500

Kvnpog Sverige

C.A. Papaellinas Ltd Amgen AB

Tni.: +357 22741 741 Tel: +46 (0)8 6951100

Latvija United Kingdom (Northern Ireland)
Amgen Switzerland AG Rigas filiale Amgen Limited

Tel: +371 257 25888 Tel: +44 (0)1223 420305

JdaTa Ha mocj1eIHO mpepa3riexaaHe Ha JIUCTOBKATA
Apyru u3TouyHuIM HA HHPOpMaus

IMonpoOHa uH(popMaIus 3a TOBA JICKAPCTBO € MPEAOCTaBeHA Ha yeOcalita Ha EBponeiickaTa areHIus
1o JieKapcTBaTa http://www.ema.europa.eu.
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VYkazanus 3a ynorpeoa:
Repatha npeiBapuTeHO HaITbJIHEHA COPHHIIOBKA 3a €IHOKpaTHa ynorpeda
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Ba:xuo

IIpouerere Ta3u BaxkHa uHGopmaums, npeau Aa usnouassare Repatha npeaBapurenno
HAI'bJIHEHA CIPUHIIOBKA:

He 3ampa3sBaiite u He usnoin3paiite Repatha npeaBapuTenHo HablIHEHA CIIPUHIIOBKA, aKO ©
Omta 3amMpaseHa.

He u3non3satite Repatha mpeasapuTeHo HarbiIHEHA CIIPUHIIOBKA, aKO OITAKOBKATa ¢ OTBOpEHa
WJTU TIOBpEJICHA.

He mnon3Baiite Repatha mpenBaputenHo HaITbITHEHA CIIPUHIIOBKA, aKO € OMIIa N3ITyCHATa BBPXY
TBBP/Ia TOBBPXHOCT. YacT OT CIIPHHIIOBKATA MOXE J]a C€ CUYITH, IOPHU U J]a He MOXKETe J]a BUINTE
cuyneHoro. Mznonspaiite HoBa Repatha npensapurenHo HarbIHEHA CIIPUHIIOBKA.

He maxaiiTe cuBaTa kamauka Ha uriara ot Repatha npeaBapuTeHo HalrbJIHEHA CIIPHHIIOBKA,
JIOKAaTo He CTe TOTOBU JIa MH)KEKTHPATE.

Crtbnka 1: IloaroroBka

A

N3Bagere kapToHeHaTa onakoBKa ¢ Repatha npensapure/iHo HabJIHEHA CIPUHLIOBKA OT
XJaAUJIHUKA U u3yakaiite 30 MUHYTH.

N3uakaiite Hail-manko 30 MUHYTH, 32 1a MOKE MIPEABAPUTEIIHO HAITbIHEHATA CIIPUHIIOBKA B
KapTOHEHaTa OTaKOBKa Jla IOCTUTHE CTaliHa TeMIepaTypa npeau WHXEKTHpaHe.

ITpoBepete nanu umero Repatha e n3nucaHo BbpXy €THKeTa Ha ONIAKOBKATA.

He ce onutaaiite na 3aTomisite Repatha npeasapurenHo HalrbJIHEHA CIPUHIIOBKA C TIOMOIITA HA
M3TOYHHUK Ha TOIUIMHA KaTO Tropellia BoJia MM MHUKPOBBJIHOBA (DypHa.

He ocragsiite Repatha npeaBapuTenHo HaTbJIHEHA CIIPUHIIOBKA, U3JI0KEHA HA MPSKa CITbHYEBA
CBETJIMHA.

He paskinamaiite Repatha npenBapuTenHo HalbIHEHA CIIPUHIIOBKA.

b

Cn0epere BCHUYKH He00X0AMMH KOHCYMATHBH 32 Bamara nHKeKuus.

W3muiiTe cTapaTenHo pbLETE CU ChC CallyH U BOJA.

Bbpxy uncra, 100pe ocBeTeHa paboTHA MOBLPXHOCT, MOCTABETE:

Enna Repatha npenBaputenHo HaIrbJIHEHA CIIPUHIIOBKA B THE3JIOTO CH.
Tamnonu cbCc cupT.

[Tamy4eH TaMIIOH WM Mapis.

Jlelikomnacr.

Konrelinep 3a octpu oTnaabIu.

He s u3non3BaiiTe, ako CPOKBT Ha FOJHOCT, OTOCISA3aH BbPXY KapTOHEHATa onakoBka Ha Repatha
MPEBAPUTEITHO HATBIIHEHA CIIPUHIIOBKA, € U3TEKBII.
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B |HN36epere Bamiero MscTO Ha MH)KEKTUPAHe.

I'opHa yact Ha pbKaTa

’ Kopem

benpo

Moske 1a n3nmoJi3Bare:

e  benporo.

e Kopema, ¢ uskimoueHne Ha 00J1aCTTa B paguyc 5 cM (2 MHYA) OKOJIO IThIIA.

e  BoHIIHATa cTpaHa Ha ropHaTa 4acT Ha pbKaTa (caMo ako HAKOU Apyr Bu mocTaBsi HHKEKLIUUTE).

e  He usbupaiite 06macT, KbAETO KOXKaTa € OOJe3HeHa, HACHHEHA, 3a4epBeHa WM TBHP/IA.
N30srBaiiTe 1a MHXKEKTHpaTe B 00J1acTH ¢ Oee3u WIH CTPHH.

N3bupaiite pa3muaHO MCTO BCEKH ITBT, KOTATO CH MOCTABATE CAMH WHKEKIHATA. AKO
TpsiOBa J1a M3MOJI3BATE €HO U CHIIO MICTO HA MH)XEKTUPAHE, yBEPETE CE, Ue HE € CHIIOTO
MSCTO Ha Ta3U CTPaHa, KOATO MOCIEIHO CTE U3II0JI3BANIH.

r IMouncrere MACTOTO HA HHIKEKTHPAHE.

Ilouncrere MsaCTOTO Ha HWHKXCKTHUPAHE C TAMIIOH CBhC CITUPT. OcraBeTe koxaTa Bu Ja U3CBbXHE MIPCAN

JAa UHKCKTUPATEC.

° He nmoxocBaiiTe Ta3u 06JacT OT KOXKaTa OTHOBO IIPEIU TIOCTaBSHE Ha WHYKEKITHSTA.
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‘ H3Banerte NpeaABAPUTEIHO HAITbJIHCHATA CIIPUHIIOBKA OT THE30TO.

OOBpHETE THE3I0TO HatwucueTte neko

SN

3a 1a u3BaguTe:

OTtnenere xapTUsTa OT THE3/I0TO.
[TocraBere THE3IOTO BHPXY pHKaTa CH.

OOBpHETE THE30TO M HATHCHETE JICKO CpeaHaTa J4acT Ha rbpba Ha THE30TO, 3a 1a 0CBOOOANTE
CTIPUHIIOBKATA B JIJIAHTA CH.

AKO TIpeJIBapUTEITHO HAIThJIHEHATA CIIPUHIIOBKA HE CE U3BaXK/1a OT T'HE30TO, HATUCHETE JICKO
rbpOa Ha THE3IOTO.

He Bauraiite u He AbpHaiiTe MpeBApUTEIHO HATBIHEHATA CIPUHIIOBKA 32 OyTaIOTO WM
cUBaTa Kaladka Ha uriiara. ToBa MOXe Jja OBPEIU CIPUHIIOBKATA.

He MaxaliTe cuBaTa Kammayka Ha urjara oT NpeaABAPUTECIIHO HAITbJIHCHATA CIIPUHIOBKA, JOKATO
HE CTC IT'OTOBU J1a NHKCKTUPATC.

Bunaru xBamaiite peABapUTEIIHO HAITbJIHEHATA CIIPUHIIOBKA 3a TAJIOTO Ha CIPUHIIOBKATA.

IIpoBepeTe J1eKapCTBOTO H CHIPHHIIOBKATA.

Etnker nHa ITocTaBena
Tsamo Ha CIIPUHIIOBKATA C JlaTa  CHBA Karadyka
Byrano CIIPHUHIIOBKAaTA Ha CpOKa Ha TOJHOCT  Ha WTrjiaTa

; TWW“T NI Nkl

JlexapcTBO

o]

Bunaru xBamaiiTe npeiBapuTeIHO HATBJIHEHATA CIPUHIOBKA 32 THJIOTO.
IIposepere naam:

nUMETO Repatha € U3IMNCAHO BbPXY CTUKECTA HA NPCABAPUTCIIHO HAIIbJIHCHATA CIIPUHIIOBKA.

JICKApCTBOTO B TMPEIBAPUTEITHO HAITBJIHEHATA CITPUHIIOBKA ¢ OUCTPO M OE31BETHO, /10
01€10XKBITO.

He H3HOH3BaI>'ITe Hpe)lBapI/ITe_HHO HaIIbJIHCHATA CHpI/IHHOBKa, aKO HAKOA OT HeﬁHHTe qacTu
M3TIIEKIa CUyIIEHa WITH ITOBPEIEHA.

He usnon3Baiite npeBapUTEIIHO HAMBIHEHATA CIIPUHIIOBKA, AKO CHBATA KarmaJyka Ha UriiaTa
JIUTICBA, WJIH HE € 37paBo MPUKpPEIeHa.

He usmon3Baiite peIBapUTEIIHO HAITBIHEHATA CIIPUHIIOBKA, aKO JIEKAPCTBOTO € C TPOMEHEH IIBST
WM ChIbPKa OyUYKH, TFOCTH HITH [IBETHH YACTHIIH.

He u3nonspaiite MpeABAPUTCIIHO HAITBJIHCHATA CIIPUHIIOBKA, aKO CPOKBT HA 'OJHOCT Ha
NMpEABAPUTCIIHO HAITbJIHCHATA CITPUHIIOBKA € U3TCKBJI.
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Crobnka 2: Ilpurorsere ce

A BaumaTeqHO n3abpnaiTe CUBATA KANAYKA HA UIJIATA HANIPABO M JaJjieY OT T10To cu. He
OTCTpaHsABalTE cUBaTa Kamayka OT UIJlaTa 3a MoBe4e OT 5 MUHYTH. ToBa MOXE J1a MPUYUHU
M3CHhXBaHE Ha JIEKapCTBOTO.

1 2.

|
HopmainHo e 1a BuauTe Kamnka oT JEKapCTBOTO Bennara nmocraBere kanaukara B KOHTEHepa 3a
Ha Kpasd Ha urjarta. OCTpH OTIHaAbIIN.

° He 3aBbpTaiiTe 1 HE OrbBAiTE CMBATa Kalayka Ha uriiata. ToBa MOXKe J1a TIOBPEIU UIJiarta.
° He nocTapsiiiTe cMBaTa Kanadka Ha UrjiaTa 00paTHO BbPXY IPEIBAPUTEITHO HAIThIHEHATA
CIIPHHIIOBKA.

b |OrcTpaHeTe BL3AYIIHOTO MeXyp4e/MPOCTPAHCTBO.

Moske na 3a0enexuTe Bh3IyITHN MEXypUeTa/mpocTpancTBO B Repatha npeaBapuTenHo HamrbiHEHA
CIPUHIIOBKA.

AKo 3a0ejIe;KnTe Bb3AYIIHO MeXypue/IPOCTPAHCTBO:

[ APBIKTE CIIPUHIOBKATA C UTJlaTa Harope.

e  TIOYYKaiiTe JIeKO TSAIOTO Ha CIIPUHIIOBKATA C MIPBCTH, TOKATO BB3AYIIHOTO
MeXyp4e/IIPOCTPAHCTBO CE€ M3UTHE O BbPXa Ha CIIPUHLIOBKATA.

e  0aBHO U JIEKO HaTUCHETE OyTaJIOTO HArope, 3a Ja U3rOHUTE Bb3yXa OT IIPEABAPUTEIIHO
HaIThbJIHEHATa CIPUHIIOBKA. bbIeTe MHOTO BHUMATEIHH Ja He U30yTaTe U 4acT OT JIEKapCTBOTO.

° He nokocpaiiTe uriara Ha CIpUHIIOBKATA.
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B |[3AXBAHETE MsicTOoTO Ha HHKEKTHPaHe, 32 1a Ch3/aJeTe YCTOIYHBA MOBbPXHOCT.

3axBaHeTe KOXaTa 3/[paBo MEXy Majiela U MPBbCTUTE CH, 32 J1a Ch3/aJieTe IPOCTPAHCTBO C IIMPHHA
oKo0JI0 5 cM (2 mHYa).

BaxHo ¢ na ABPIKUTEC KOKaTa 3aXBaHaTa MPU UHKCKTUPAHETO.

Crbnka 3: MnxekTupaiite

A |dpbxre 3SAXBAHATATA ko:xHa reHKa. BkapaiiTe uriiata B Ko:karta noj broJ 45 1o
90 rpanyca.

e He nocrassiite npbcTa cu BHpXy OyTaloToO, IOKaTO BKapBaTe Urjara.

b |Karto uznouasBare 0aBen u nocrosHen Hatuck, HATUCHETE 6yranoro Hagoay nokpaii,
JAOKATO CIPHHIOBKATA C¢ H3MPA3HHU.

B |Korarto cre roroBu, OTCTPAHETE naneuna cu u BHUMATEIHO U3BaJleTe CIPUHIIOBKATA OT
KOKaTa.

° He nocrapsiiTe cuBaTa Kanayka Ha MIrjlaTa OTHOBO BBpPXY U3IOJ3BaHATA CIIPUHIIOBKA.
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Crbika 4: 3aBbpiuere

A |Beanara nmocraBeTe M3IO0J3BAaHATA CIPUHIIOBKA B KOHTEHHeP 32 OCTPH OTHAXbIH.

I'oBopeTte ¢ Bamust nekap 3a mpaBUIIHOTO U3XBBPISHE. BB3MOXKHO € J]a iMa MECTHU yKa3aHUS 3a
W3XBBPIISTHE.

° He n3non3BaiiTe NOBTOPHO M3M0JI3BaHATA CIPUHIIOBKA.
° He u3non3BaiiTe JIEKapCcTBOTO, KOETO € OCTAHAJIO B M3M0JI3BaHATa CIPUHIIOBKA.

e  He peuuknupaiiTe COpUHLIOBKAaTa WM KOHTEHHEPA 32 OCTPU OTHAABLH U HE TO U3XBBPIINUTE B
KOHTEHHepa 3a JOMAIIHU OTHaIbIIH.

CobxpaHsiBaiiTe U3N0I3BaHaTa CIPUHIIOBKA U KOHTEHHEpa 32 OCTPU OTHAABLU Ha MSCTO,
HEIOCTBIIHO 32 JeLa.

b OrsenaiiTe MACTOTO HA HHKEKTHPaHe.

AKO MMa KpbB, MPUTUCHETE MAMYYeH TAMIIOH WM MapJyisl BbPXY MSCTOTO HAa MHXKEKTHPaHE. AKO €
HEO0X0IUMO, ITOCTABETE JICHKOIIIACT.

. He pa3tpuBaiiTe MACTOTO Ha HHKEKTHPAHE.
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JlncroBka: undopmanus 3a norpeduTeNs

Repatha 140 mg uHkeKIMOHEeH Pa3TBOP B NPeABAPUTETHO HATBJIHEHA MU CAJIKA
eBoJiokymab (evolocumab )

IIpoyereTre BHUMATEIHO LAJIATa JHCTOBKA, IIPEIH 1A 3all0YHeTe A U3I0J13BaTe TOBA
JIEKapCTBO, Thil KaTO TS ChABP:KAa BaxkHa 3a Bac nundopmanus.

3amasere Ta3M JIMCTOBKA. MoOJe Ja ce HAJOXKH J1a 5 IPOYETeTe OTHOBO.

AX0 MMaTe HAKaKBH JONBIHUTEIIHN BBIIPOCH, oNHUTaliTe Bamms nekap, GpapmareBT mim
MeIULUHCKA CeCTpa.

ToBa nexapcTBO € mpeanrcaHo Ju4Ho Ha Bac. He ro npeoTcrhnBaiite Ha npyru xopa. To Moxe
Jla UM HaBpeH, He3aBUCHMO Y€ MPU3HALUTE Ha TAXHOTO 3a00JsBaHe ca ChIIUTE KaTo Bammre.
AKO TIOITyunTe HAKAaKBU HEXKEJaH! peakluy, yBeaomere Bammst gekap, hapManeBT uiu
MeIUIMHCKA cecTpa. ToBa BKIIIOUBA M BCUYKH B3MOXXHH HEKEJIAHHU PEAKLINHU, HEOMMCAHH B
Ta3M JINCTOBKA. BInkTe TOUKa 4.

[IpenynpexxaeHusITa 1 yKa3aHUATA B TO3H JOKYMEHT ca IPeIHa3HAYCHH 3a JIUIETO, TPUEMAIIIO
JIEKapCTBOTO. AKO CT€ pOAUTEN WX OOJIHOIIIEad, OTTOBAPSIL 3@ IPUIATAaHETO Ha JIEKApCTBOTO
Ha JIPYT YOBEK, KaTo JieTe, TpsAOBa Ja u3moi3BaTe HHMGopMaIusaTa Cho0pa3sHo TOBa.

Kakso CbABbPiKa Ta3u JIMCTOBKA

A

1.

Kakgo npencraensaBa Repatha u 3a kakBo ce nusmnon3sa
Kakgro TpsiOBa 1a 3Haere, npeau Aa usnonseare Repatha
Kak nma m3non3Bare Repatha

BB3MOXHU HEXETaHU peaKuu

Kak na cexpansiBare Repatha

ChabpkaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

Kaxkso npeacrasiassa Repatha u 3a kakBo ce u3noa3sa

Kakso npeancrasiasipa Repatha u kak geiictBa

Repatha € JICKapCTBO, KOCTO HaMaJIsiBa HUBATa Ha ,,J'IOI]_II/IH” XOJISCTCPOJ - BUJ Ma3dHUHA B KPBBTA.

Repatha cbbpika akKTHBHOTO BEIIECTBO €BOJIOKYMa0, MOHOKJIOHAIHO aHTUTSUIO (BUJ CIICIUATM3UPaH
MPOTEHH, KOMTO ce MPUKpEnBa KbM IPHUIIETHO BEIECTBO B opranu3ma). EBojokymal e npeaHasHaueH
Jia ce cBBp3Ba ¢ BemlecTBo, HapeueHo PCSK9, koeTo noBiusBa ciocoOHOCTTa Ha YepHUs 1pod aa
noema xosecrepona. Karo ce cebp3Ba n nonusa PCSK9, nexapcTBoTo yBennuaBa KOIMYECTBOTO Ha
XOJIecTepoiia, KOMTO HaBJIM3a B UepHUS Jpo0 M Taka HamallsiBa HUBOTO Ha XOJIECTEPOJia B KPhBTA.

3a kakBo ce u3noassa Repatha

Repatha C€ M3II0JI3Ba KaTO JOIIBJIHCHHUEC KbM Bamara JAUCTA 3a TIOHMKaBaHC Ha XO0JICCTEPOJIa, aKO CTEC:

BB3PACTEH C BUCOKO HIBO Ha XOJIECTEPOJI B KPHBTA (IIbPBUYHA XUTIEPXOJIECTEPOTIEMHUS

[xerepo3urorna pamunna u HepamminHa] nnn cMecena aucnunuaemus). [lpunara ce:

- 3a€/IHO ChC CTATHH, WM APYTO MOHMKABAIIO XOJIECTEPOIIa JIGKApCTBO, aKO MAaKCHMaJIHATa
71032 CTAaTUH He MOHIKaBa JOCTAThYHO HUBATA HAa XOJIECTEPOIIA.

- CaMOCTOSITETTHO MJIM €AHOBPEMEHHO C IPYyTH OHIKABAIHM X0JIecTepoJa JeKapcTBa,
KOTaTO CTaTHHUTE He JieiicTBaT 1o0pe, MiIH He Morart Ja ObJaT H3MOJI3BaHH.

nete Ha Bb3pacT 10 win moBeye roqMHM C BUCOKO HUBO HA XOJIECTEPOJIa B KPBbBTA IIOPAIH

3a0oJsIBaHe, KOETO ce cpela B ceMeiicTBoTo Bu (xeTepo3uroTHa gpaMuirHa

xunepxoiecreponemus wim HeFH). [punara ce caMocTosTeTHO WITH 3a€HO C APYTH

MOHM>)KABAIIX XOJIECTEPOJIA JICUCHHUS.
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o BB3PACTEH WIH JeTe Ha Bb3pacT 10 uiau moBede roAMHU C BUCOKO HMBO Ha XOJIECTEepOa B
KpBBTa MOpay 3a00JIsIBaHe, KOCTO CE Cpellla B CeMEeMCcTBOTO B (XxoMo3uroTHa (haMuiTHa
xunepxonecreponemus wim HoFH). [punara ce 3aeqHo ¢ Apyru MOHIKABAIIH X0JIecTepoia
JICUCHUSL.

o BB3PACTEH C BUCOKO HIBO Ha XOJIECTEPOI B KPHBTA M YCTAHOBEHA aTEPOCKICPOTHIHA
CBhPJCYHOCHI0BA 0oJecT (aKko cTe MManu HH(APKT, HHCYJIT WX IPO0JIeMH ¢ KPbBOHOCHUTE
cwaose). Ilpwmara ce:

- 3aeIHO ChC CTATHH, WM JPYTO IMOHIKABAII0 X0JIECTEPOIIa JIEKAPCTBO, aKO MaKCHMaTHATa
Jl03a CTaTUH HE TIOHMXKaBa JJOCTAThYHO HUBATa Ha XOJICCTEPOIIa;

- CaMOCTOSITETTHO WIIM 3a€HO C IPYTH MOHIKABAIIIN X0JIECTEPOIIa JIEKapCTBa, KOTaTo
CTaTHHHTE HE JecTBaT J0Ope MM He MOTaT J1a Ce M3II0NI3BaT.

Repatha ce u3non3sa npu manueHTH, KOUTO HE MOTaT J1a KOHTPOJIUPAT HUBATa Ha XOJIECTEPOIIa CaMo €
JMeTa, TIOHIKaBalia xouecrepoia. Bue Tps0Ba na criazBare Bamara nuera 3a moHmkaBaHe Ha
XO0JIeCTepoJIa, 10KaTo IpremMare ToBa JiekapcTBo. Repatha moxe 11a moMorse 3a mpeoTBpaTsIBaHE Ha
chpaedeH yaap (MH(apKT), MHCYAT U ONPEACICHHU ChPJCUHH IPOLIECIYyPH 3a Bb3CTAHOBSIBAHE HA
IPUTOKA Ha KPBB KBbM CBHPIIETO, HEOOXOJMMH ITOPAIH HATPYNBAaHE HA MACTHHU OTJIATraHUs B apTEPHUTE
(M3BECTHA CHINO KaTO aTEPOCKIEPOTHIHA CHPACYHOCHI0BA OOJIECT).

2. Kakso TpsadBa na 3Haere, npeau ga usnouassare Repatha

He uznoasBaiite Repatha, ako cte aneprudnu KbM €BOJIOKYMa0 WM KbM HSIKOS OT OCTaHAINTE
CHCTAaBKH Ha TOBA JIEKapCTBO (M30pOEHH B TOUKA 6).

Ipenynpesxaenust U NpeanasHu MePKH

I'oBopere ¢ Bamms nekap, hapmareBT wim MEAWIIMHCKA CECTPa, Tpenu aa usnoissare Repatha, ako
uMare YepHOIpoOHO 3a00IIsIBaHe.

3a aa ce mo00pU NPOCIEAUMOCTTa Ha TOBA JIEKapcTBO, BamusaT nexap unu papmaneBT TpsOBa na
3aMMIle UMETO U NMAPTUAHMS HOMEp Ha NPOAYKTa, KOWTO Bu € naneH, BpB Bamara peuentypHa
KHWKKa. Bue chIio MoxeTe J1a 3amuIieTe Te3u JaHHH, B CTy4ail ue ObJieTe MoMUTaH/a 3a Ta3u
nHpopMaIus B Obere.

Jeua v roHOImIM

VYnorpebara Ha Repatha e mpoydena npu neua Ha Bb3pacT 10 TOAWHYN WK TO-TOJIEMH, JIEKYBaHU 3a
XEeTEePO3UTOTHA WM XOMO3HIOTHA (haMIITHA XHIIEPXOJIECTEPOTICMHUSI.

VYnorpebara Ha Repatha He e npoyueHna npu zema Ha Bp3pacT nox 10 rogusy.
Apyru aekapcrBa u Repatha

TpsOBa na kaxxeTe Ha Bamms nekap win hapManeBT, ako MpHEeMaTe, HACKOPO CTE MPUEMaTH WK €
BB3MOJKHO J1a PUEMETE IPYTH JICKapPCTBa.

BpemeHHOCT M KbpMeHe

AKO cTe OpeMeHHa WM KbpMUTE, CMATATE, Y€ MOJKE J1a CTe OpeMeHHa WK IUIaHupaTe OPeMEHHOCT,
MOCHBETBalTE ce ¢ Bams iekap mim dapManeBT npean ynotpedara Ha TOBa JIEKAPCTRO.

Repatha He e nznurean npu OpemeHHu xeHn. He e m3BecTHO manu Repatha e HaBpenu Ha mofa.

He e uzBectHo nanu Repatha ce otkpuBa B kbpmara.
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BaxHo e na yBenomure Bamims nekap, ako KbpMUTe, WM IUTaHUpaTe J1a KbpMuTe. BammsT nekap e
Bu nomorHe jia permTe Jajim J1a CpeTe KbPMEHEeTo, WK Ja crpeTe npuema Ha Repatha karto ce nma
NpeaBH]I ONI3aTa OT KbpMEHeTo 3a 0ebeTo u monsara oT Repatha 3a maiikara.

Ilodupane u padoTa ¢ MAIIIHHH

Repatha He moBnusiBa, WM NOBIMSABA IPEHEOPEKUMO CIIOCOOHOCTTA 3a mopupaHe U paboTa ¢
MalIiHH.

Repatha ceabpaxa HaTpuid

ToBa nexapcTBO chABPKa MO-Manko ot 1 mmol Hatpmii (23 mg) Ha 103a, T.€. MOXKE Ja ce Kaxe, 4e
MPaKTUYECKU HE ChAbPKa HATPUHL.

3. Kaxk na uznoassare Repatha

Bunaru u3nosnsBaiiTe ToBa JeKapcTBO TOYHO KakTo Bu e ka3zan Bamust nekap. Ako He cTe CUTYpHU B
Hewlo, nmonuTaiite Bamus nekap.

[IpenopbpunTenHaTa 1032 3aBUCH OT OCHOBHOTO 3a00JIBaHe:!

° MIpH BB3PACTHH C IEPBUYHA XUIIEPXOJIECTEPOIEMUS U CMECEHA AUCIUMUIECMUS, 103aTa €
140 mg Ha Bceku aBe ceamuiy wid 420 mg BeJHBK MECEUHO.

. TIpH JeTia Ha Bb3pacT 10 roIuHU WITH ITO-TOJIEMH C XETePO3UTOTHA (haMIITHA
XunepxoiecrepoiaeMus go3ata € uiau 140 mg Ha Bceku aBe cenMuin, wik 420 mg BeIHBK
MECEYHO.

. NIpY BB3PACTHHU WJIM Jenia Ha Bb3pacT 10 TOMMHY WK TIO-TOJIEMHU C XOMO3UTOTHA (haMHITHA

XUIIEPXOJIECTEPOSIEMUS IPENOPBUUTENHATA HauallHa 1032 € 420 mg Beausx MeceuHo. Cren
12 cenmunin, BammsT nekap Moxke J1a pelu ga yBenuuu no3ata A0 420 mg Ha BCeKU
JIBE CeIMUIIM. AKO TIoJIy4yaBarte ChIlo u adepesa, mporeaypa, noJo0Ha Ha Juajin3ara, Ipu
KOSITO XOJIECTEPOIBT U IPYTH Ma3HUHU CE OTIEIAT OT KPphBTa, BammsaT nexkap Moxe Aa pemu a
3armoyvHeTe ¢ ;103a 420 mg Ha BCEKH JBE CEMMUIIN, 32 1a ChBNaHe ¢ BameTo euenne ¢
agepesa.

. TP BB3PACTHH C YCTAaHOBEHA aTePOCKIEPOTHYHA ChPACYHOCHI0BA O0JIECT (aKO CTe UMaIIH
WH(APKT, HHCYJIT WU MPOOJIeMHU C KpPbBOHOCHHUTE ChAOBE), 103aTa ¢ 140 mg Ha Bceku
nBe ceaMuuy win 420 mg BEIHBX MECEUHO.

Repatha ce npunara kato WHXEKIUS MO KoKaTa (TI0JIKOKHO).

Axo Bammsr nekap e npeanmcan no3a ot 420 mg, Bue TpsOBa 1a u3nonssare Tpy NpeBapUTEITHO
HAI'BJIHEHH MHCANKH, 3al[0TO BCSKa MPEABAPUTENHO HATbJIHEHA MHCcaNKa chabpka camo 140 mg ot
nekapcTBoTo. Clie/l KaTo JIOCTUTHAT CTaifHa TeMIiepaTypa, BCHIKH WHXKEKIIMHU TPsIOBa Jla ce IPUIIOKAT
3a neprof oT 30 MUHYTH.

Axo Bammsr nekap pemru, e Bue nim rpmxemus ce 3a Bac Moke 1a moctaBaTe MHKEKIIUUTE C
Repatha, Bue nnu rpmwxkemmus ce 3a Bac Tpsa0Ba na 0b1eTe 00y4eHH Kak MPaBUIIHO JIa IPUTOTBATE U J1a
nmwkektupate Repatha. He ce onutsaiite na nmxextupare Repatha, nokaro ne Bu e mokazaHo ot
Bamwis niekap uin MEIMLIMHCKA cecTpa Kak J1a TO HallpaBUTE.

Bwxre nogpoGHuTe ,,YKa3aHus 3a ynorpeda” B Kpas Ha Ta3u JUCTOBKA 33 yKa3aHUS Kak J1a
ChXpaHsBaTe, IPUTOTBATE U Mpuiiarate Bammre nmkeknnu ¢ Repatha B qomamian ycnosus. Ako
M3IIOJI3BATE MIPEIBAPUTEIHO HAITBIHEHA MICATKa, MOCTaBeTe NMPAaBWIHUA (KbJT) Kpail Ha
NMHUCAJIKATa BbPXY K0XKaTa NMpeIu HHKeKTHPaHe.

IIpenu na 3amounere Repatha, TpsiOBa fa cTe Ha AueTa 3a MOHWKaBaHE Ha XoJiecTeposia. TpsOBa ga
MPOIBIDKUTE Ta3H JIUETa 3a MOHIKABaHEe Ha X0JIeCcTepoa, JoKkaTo npuemare Repatha.
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Axo Barmusr jgekap e npeanucan Repatha 3aeqHo ¢ 1pyro HoHMXKaBAILO X0JIECTepoJIa JICKapCTBO,
cleaBaiiTe HErOBUTE YKa3aHUs 3a TOBA KaK J1a IpUeMaTe Te3M JIEKapCcTBa 3aeIHO. B To3M cityyaii,
MOJISI, POYETETE CHIO U YKAa3aHUATA 32 JO3UPAHE B TUCTOBKATa HA KOHKPETHOTO JIEKAPCTBO.

AKO cTe U3M0JI3BaJIM MT0OBeYe 0T HeoOxoauMara a03a Repatha
CebpikeTe ce He3abaBHO ¢ Bamms nekap win ¢apmanesT.
AKko cte npomycHaJu aa npuemere Repatha

Bsemere Repatha koiK0TO € BB3MOKHO HO-CKOPO ciie]l mpomycHarata qo3a. Cies ToBa ce CBbpIKETeE ¢
Bammis nekap, xoitTo 1me Bu xaxke Kora TpsiOBa Ja IIaHUpaTe ceaBalara 103a | Clia3BaiTe HOBHS
rpaduk TouHO KakTO Bu e ka3zan BamusT nekap.

4. Bb3MOKHY HelKeJIaHU peaKkluu

Kakro Bcuukn JIEKapCTBa, TOBA JICKAPCTBO MOXKE Jla MIPECAN3BUKA HEXKECIIAHU pE€AKIINU, BBIIPEKU Y€ HE
BCCKH T'U IIOJTy4aBa.

Yectn (Moxe aa 3acerHar g0 1 Ha 10 xymn)

. I'pun (Bucoka TeMIiepatypa, Bb3MaJIeHO I'bPJIO, XpeMa, KalllJIUIIA U BTPUCAHE)

. IIpocTyna, kKaTo Xxpema, Bb3NaJICHO I'bPJIO MK HH(EKIMS Ha CHHYCUTE (Ha30(hapuHIUT WU
WH(EKIUY Ha TOPHUTE ANXATEITHHU THTHUIIA)

lagene

Bonku B repOa

Bonku B craBuTe (apTpanrus)

MyckymHa 6orka

Peaknun Ha MACTOTO Ha HHXKEKTUPAHE, KaToO TIOCHHIBaHe, 3a4epBsiBaHe, KbpPBEHE, O0JIKa WK
MoTyBaHe

AnNeprudHu peakiuu, BKIFUYHUTEITHO 0OpUB

° I'maBoGoiue

Heuectu (Moxe na 3acernat mo 1 Ha 100 xymm)
. KomnpusHa Tpecka, YepBeHH CHPOSIIH IBIIKK 10 KOXKaTa (YpTUKApHS)
o I'punonogobHN cUMOITOMH

Penxm (Moxe na 3acernart g0 1 va 1 000 xymm)
. [ToxyBane Ha TUIETO, yCcTaTa, €3UKa WU T'HPJIOTO (AHTHOSIEM)

Cpol0maBaHe HA HesKeJIAHH PeaAKINU

Axo IMMOJIYYUTE HAKAKBH HEXKCIIAHU JICKAPCTBEHU PCAKINU, YBEIOMETC Bamms JICKap, Q)apMaueBT nin
MEAMIHMHCKA cecTpa. ToBa BKJIFOUBA BCHYKH Bb3MOXHH HEONHMCAHU B Ta3M JUCTOBKA HEXKETIaHU
peaxuuu. MoxeTe ChlIO J1a ChOOIUTE HEXKEJIAH! PEaKLUU JTUPEKTHO Ype3 HallMOHAJIHATa CUCTeMa 32

choOIaBane, mocoueHa B [Ipuinoxkenue V. Kato choOIaBare He)XEIaHN PeaKIMU, MOXKETE Ja JaIeTe
CBOS MMPUHOC 32 TIOJy4YaBaHe Ha MoBede HH(OPMAIUsl OTHOCHO 0€30T1aCHOCTTAa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansiBate Repatha
[la ce cpxpaHsBa Ha MSICTO, HEJIOCTBIIHO 32 JIeLa.
He u3non3Baiite ToBa 1eKapcTBO Cile]] CPOKA HA TOAHOCT, OTOEINA3aH BbPXY €THKETa U KapTOHEHaTa

omakoBka, cien ,,EXP“ u ,,'ogen no:”. CpoKbT Ha TOJHOCT OTTOBaps Ha MOCIECTHUS IEH OT
ITOCOYEHHUS MECEIL.
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Ja ce cexpanssa B xmaguiauK (2°C — 8°C). [la He ce 3ampassiBa.
[a ce cpxpaHsiBa B OpUTHHAIHATA KAPTOHEHA OMAKOBKA, 3a Ja Ce MPEe/a3y OT CBETIHHA.

Bamara npenBapuTeiHO HaITbJIHEHA MTHCATIKA MOXKeE Jla ObJie OCTaBeHa N3BBH XJIJIMITHUKA, 32 4
JIOCTUTHE cTaitHa Temnepatypa (10 25°C) mpenu umxekTupane. ToBa 1me HarpaBy HHXEKTUPAHETO
no-ynoono. Crie M3BaXKJaHe OT XJIauiiHuKa, Repatha Moxke na ce chbxpaHsBa Ha cTaliHa
temneparypa (1o 25°C) B opurnHaIHaTa KapTOHEHA OTIAKOBKA ¥ TPsiOBa Jla ce M3IM0JI3Ba B PAMKHTE Ha
1 mecerr.

He n3non3Baiite ToBa JICKapCTBO, aKO 3366J’IG)KI/ITC, 4c € C IPOMCHCH IBAT WJIX CbAbpPiKa roJicMnu
6y‘IKI/I, JIFOCITH UJIM IBCTHHU YaCTHUIIH.

He H3XB’BpJ'I$II71T€ JICKapCTBAaTa B KaHAIM3aluATa Uin B KOHTCﬁHepa 3a JOMAalIHHU OTIIaaAbIN.

[ommmraiiTe Bamms dhapMarieBT Kak Ja U3XBBPIATE JIEKapCTBaTa, KOUTO Beye He u3mnoin3pare. Te3n
MEPKH I1I€ CIIOMOTHAT 3a OIla3BaHE Ha OKOJIHATa Cpelia.

6. Cb)n)pmalme Ha OnMaKOBKaTa M JO0II'bJHUTEC/IHA m{(l)opMaum[

Kakso cbabpaxa Repatha

- AKTHBHOTO BEIIECTBO € €BOJIOKyMa0. Besika npeaBapuTeniHo HambiiHeHa nucainka SureClick
chabpika 140 mg eBosiokymad B 1 ml pastBop.

- JlpyruTe CbCTaBKU ca: MPOJIHH, Jie[icHa OlleTHA KUCeNnHa, onucopoaT 80, HATPUEB XUAPOKCHI,
BOJIA 32 MHIKCKIIHH.

Kak H3TJICKIA Repatha U KaKBO CbADbPiKa OlIaKOBKaTa

Repatha e pa3tBop, KoiiTo € OUCTHp A0 onanecuupan, 6e31BETEH J0 KBJITCHUKAB U MPAKTHYCCKH HE
ChIBpKA BUANMH YaCTHUIIH.

Bcesika onakoBka chIrbpiKa €Ha, IB€, TPH WM MIECT MpeBapuTenHo HamrbiiHenn nucanku SureClick 3a
€THOKpaTHa yroTpeoa.

IIpuTesxkaTes Ha pa3pelIeHHETO 32 YNOTpeda U MPOU3BOAUTEN
Amgen Europe B.V.

Minervum 7061

4817 ZK Breda

Hunepnannus

IMpuTtexaTen Ha pa3pelIeHNETO 32 yOTpeda
Amgen Europe B.V.

Minervum 7061

4817 ZK Breda

Hunepnannus

ITpousBoanTen

Amgen Technology (Ireland) Unlimited Company
Pottery Road

Dun Laoghaire

Co Dublin

Wpnangus
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IIpousBoauTe
Amgen NV
Telecomlaan 5-7
1831 Diegem
Bbenrus

3a JONBIHUTENTHA HH(POPMAITUS OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHHS
NpEeJICTABUTEN Ha MPUTEKATEIS Ha Pa3pelieHHETo 3a yIoTpeoa:

Belgié/Belgique/Belgien
s.a. Amgen n.v.
Tel/Tél: +32 (0)2 7752711

Bbbuarapus
Ammxen bearapus EOOJ]
Tem.: +359 (0)2 424 7440

Ceska republika
Amgen s.r.0.
Tel: +420 221 773 500

Danmark
Amgen, filial af Amgen AB, Sverige
TIf: +45 39617500

Deutschland
AMGEN GmbH
Tel.: +49 89 1490960

Eesti
Amgen Switzerland AG Vilniaus filialas
Tel: +372 586 09553

E)Mada
Amgen EALGg @oppokevtikd E.TLE.
TnA.: +30 210 3447000

Espaiia
Amgen S.A.
Tel: +34 93 600 18 60

France
Amgen S.A.S.
Tél: +33 (0)9 69 363 363

Hrvatska
Amgen d.o.o.
Tel: +385 (0)1 562 57 20

Ireland
Amgen Ireland Limited
Tel: +353 1 8527400
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Lietuva
Amgen Switzerland AG Vilniaus filialas
Tel: +370 5 219 7474

Luxembourg/Luxemburg
s.a. Amgen
Belgique/Belgien

Tel/Tél: +32 (0)2 7752711

Magyarorszag
Amgen Kft.
Tel.: +36 1 35 44 700

Malta

Amgen B.V.

The Netherlands

Tel: +31 (0)76 5732500

Nederland
Amgen B.V.
Tel: +31 (0)76 5732500

Norge
Amgen AB
Tel: +47 23308000

Osterreich
Amgen GmbH
Tel: +43 (0)1 50 217

Polska
Amgen Biotechnologia Sp. z o.0.
Tel.: +48 22 581 3000

Portugal
Amgen Biofarmacéutica, Lda.
Tel: +351 21 422 06 06

Romania
Amgen Romania SRL
Tel: +4021 527 3000

Slovenija
AMGEN zdravila d.o.o.
Tel: +386 (0)1 585 1767



island Slovenska republika

Vistor hf. Amgen Slovakia s.r.0.

Simi: +354 535 7000 Tel: +421 2321 114 49

Italia Suomi/Finland

Amgen S.r.l. Amgen AB, sivuliike Suomessa/Amgen AB, filial
Tel: +39 02 6241121 i Finland

Puh/Tel: +358 (0)9 54900500

Kvnpog Sverige

C.A. Papaellinas Ltd Amgen AB

Tni.: +357 22741 741 Tel: +46 (0)8 6951100

Latvija United Kingdom (Northern Ireland)
Amgen Switzerland AG Rigas filiale Amgen Limited

Tel: +371 257 25888 Tel: +44 (0)1223 420305

JlaTa Ha mocJIeHO Ipepasrjieaane Ha JUCTOBKATA.
JApyru u3rouyHuuu Ha nHpopManus

IMonpoOHa uH(popMaIus 3a TOBA JICKAPCTBO € MPEAOCTaBeHA Ha yeOcalita Ha EBponeiickaTa areHIus
1o JieKapcTBaTa http://www.ema.europa.eu.
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Ykazanwus 3a ynorpeoa:

Repatha npensaputento HampiaHena nucanka SureClick 3a eqHokpaTHa ynoTpeba

YKka3zareJ Ha 4acTHUTE

IIpenn ynorpe6a

CuB OyTOH 3a — |

CTapTHpaHe

Jara Ha ¥1/00
U3TUYAHE HA 0000000
CpOKa Ha
TOJIHOCT

IIpo3open

JlexapctBO

IloctaBena
OpaH>KeBa
KamayJka

Kbt
MPeANa3uTe
(urma BeTpE)

Caen ynorpeoda

¥1/00
0000000

JlaTta Ha
M3THYaHEe Ha
CpoKa Ha
TOAHOCT

JKbat npozopen
(3aBBpIIEHO
WHXXEKTHpaHe)

Kot
MpeIa3suTe
(urmna BeTpE)

CaalieHa
OpaHXeBa
Karayka

Baxno: Urnara e BbTpe B AKBJITHS NPeANAa3HTeNl.
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Ba:xuo

IIpouerere Ta3u Ba:xkHa uHopmaums, npeau jaa usnoJssare Repatha npeasapurenno
HANbJIHEHA MUCATKA:

° He 3ampassBaiite n He n3non3Baiite Repatha mpeasaputenHo HabJIHEHA TTHCAIKA, aKO € OmIa
3aMpaseHa.
o He maxaiite opanxeBara kanadka oT Repatha nmpenBapuTenHO HalbIHEHA TUCATIKA, IOKATO HE

CT€ I'OTOBH JIa MHXKCKTHUPATE.

. He uznonssaiite Repatha npenBaputenHo HambJIHEHA THCAKa, aKo € Oula U3IyCHATa BPXY
TBBpAa MoBBPXHOCT. YacT oT Repatha npenBaputenno HamrbIHEHa MUCAIKa MOXKE Jla C€ CUYIIH,
JIOPH U J1a HE MOXKETE J1a BUOUTE CUYTIEHOTO.

Crtbnka 1: Iloaroroska

A HN3Banere eqna Repatha npenBapure/HO HAMBJIHEHA IMCAJTKA OT ONIAKOBKATA.

1. BHuMaTenHo BAMTHETE MPEABAPUTEIHO HAITBIHEHATA MTHACANIKA B IIpaBa MMOCOKA OT KyTHUATA.

2. IlocTaBeTe opurHHaNHATa ONMAKOBKA C HEM3IOI3BAHUTE MIPEIBAPUTEIHO HATBIHEHN TUCATIKH
00paTHO B XJIaJIUITHUKA.

3. N3uakaiite Hail-manko 30 MUHYTH, 32 1a MOXKE MPEABAPUTEIHO HAMBbJIHEHATA NUCATIKA J1a
JIOCTUTHE CTaifHa TemrepaTypa Ipear HHKEKTHpaHe.

. He ce onuTBaliTe 1a 3aTOIUIATE IPEABAPUTEIHO HAITBIHEHATA NMHCAJIKA C TOMOILTA HA
M3TOYHMK Ha TOIUIMHA KaTO ropelia BojAa WM MUKPOBBIHOBA (GypHa.

. He ocTassiiTe mpeaBapUTEIHO HAITBIHEHATA MMHCANIKA, N3JI0KEHA Ha IpsAKa CIbHYEBA
CBETJIMHA.

. He pasknamaiite npeaBapUTEIHO HAITBIHEHATA IUCAJIKA.

. He maxaiite opaH)keBara Kanadka OT NIPEIBAPUTEITHO HATbIIHEHATA IHCATIKA BCE OIIIE.

b ‘l’[ponepeTe Repatha npeaBapuTe1HO HANTBJIHEHA MUCAJIKA.

XKbar npennazuren
(urna BeTpE)

[TocTaBeHa opaHkeBa Kanauka [Ipo3open JlexapcTBO
YBepere ce, 4e JIeKapPCTBOTO B IPO30pena e 0MCTPo U 0e31[BETHO 10 0/1e105KBJITO.
IIpoBepere cpoka Ha TOAHOCT.

o He uznon3aiite npeIBapUTEIHO HAIBJIHEHATA MTUCAJIKA, aKO JIEKAPCTBOTO € MBTHO WJIH C
ITPOMEHEH IBSIT, WX ChIIbpxkKa OyUYKH, JIFOCTIH WIA BUIAUMH YaCTHITH.

o He u3non3BaiitTe mpeIBapyuTETHO HATBLIHEHATA MTHCAJIKA, aKO HAKOS OT HEWHUTE YacTH
W3TIIeXKAA CUyTIeHa UITH TTIOBPEIeHA.

o He u3non3saiiTe, ako MpeABapUTETHO HATBJIHEHATA MHCAKa € Onia U3IycHara.

o He w3non3BaiiTe npenBapuTeTHO HAITBTHEHATA TICAIKa, aKO OpaH)KeBaTa Kanayvka JTUIICBA WK

HE € 3/IpaBO MPHUKpEIeHa.

° He u3nonspaiite IpeABAPUTCIIHO HAITBJIHCHATA MMHUCAJIKA, aKO CPOKBT HAa TOAHOCT € U3TCKbJI.

HpI/I BCHUYKH CJIy4dau, HM3MO0I3BaliTe HOBA MpEABApPUTECIIHO HAITbJIHCHA ITHUCAJIKA.
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B C1>6epeTe BCHYKH HEO0X0AUMHU KOHCYMAaTHBH 3a Bamara vHKeKIUsA.

M3muiiTe cTapaTenHo phLETE CU ChC CALYH U BOAA.
Bwpxy uncra, 106pe ocBeTeHa pabOTHA MOBBPXHOCT, TIOCTABETE:

o Hoga npexBapuTenHo HarbJIHEHA MHCANKA.
. TaMmnoHu cbC CIIUPT.

o [NamydeH TaMITOH WITH MapIIs.

. Jlelikomnacr.

. KownTeitnep 3a ocTpu oTnagbuy.

I'opHa vact Ha pbKaTa

- CromamrHa o6macT (kopem)

Benpo

HN3noa3BaiiTe caMo Te3n MecTa 3a HHKCKTHPAHE:

. Bbenporo.

. CromariiHa 00Jy1acT (KOpeM), ¢ U3KJII0UEHHE Ha 00J1acTTa B paauyc 5 ¢cM (2 WHYa) OKOJIO IbIIA.

. BrHmHata ctpaHa Ha TOpHaTa 4yacT Ha pbKarta (camo ako HAKO# npyr Bu mocrass
WHXEKIIHSITA).

Ilouncrere MsacToTo Ha HWHXCKTHUPAHE C TAMIIOH CbhC CIIUPT. OcraBeTe kokaTa Bu Ja U3CbXHE.
[ He HOKOCBaﬁTe Ta3u 00JIACT OT KOKAaTa OTHOBO npeau rnocCTaBsIHC HAa MHKCKIUATA.

o N30upaiite pa3Iu4HO MICTO BCEKH ITbT, KOraTO CH MOCTaBATE CaMU MHKEKIMATa. AKO TpsiOBa
Jla U3MO0J3BaTe €IHO U CHIO MACTO HAa MH)KEKTHUPAHE, YBEpETE Ce, Ye HE € CHIIIOTO MSCTO Ha
Ta3| CTPaHa, KOATO MOCIEIHO CTE U3IOJI3BAIIH.

o He umkektupaiite B 0061acTH, KbAETO KOKaTa € 00Je3HeHa, HACMHEHA, 3a4epBEeHa WITH TBBhP/Ia.
N36srBaiiTe 1a HHXKEKTUPATE B 00JIACTH C OETIE3U WU CTPHUH.
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Crbnka 2: Ilpurorsere ce

A I/I3I['bpl'laf/'lTC OpaHXCBAaTa Kalavyka HalpaBo, CaMO KOraTto CT€ roTOBU da MHKCKTUPATC. He
OTCTpaHHBaﬁTe OpaH)XEBaTa Kalla4yka 3a IoBC€UYC OT 5 MHUHYTH. Tora moxe na MMPpUINHA
HN3CHXBaHC Ha JICKAPCTBOTO.

OpamxeBa Kamayka

HOpMaJIHO € J1a BUAUTC KallKa OT JICKAPCTBOTO Ha Kpas Ha Urjiata UM XbJITHUA IIPEANIa3uTeII.

. He 3aBbpTaiite, He OrpBaiiTe U HE MbpAATE OpaH)KEeBaTa Kalayka.

o He nocrasstiiTe opaHkeBaTa Karadka o0paTHO BbPXY NPEABAPUTEIHO HATBIHEHATA
IUCAJIKA.

. He nocrasstiiTe IPBCTUTE CH BBPXY KBITUS IIPEANIAZUTEIL.

Baxxno: He maxaliTe opaH)XeBaTa Kanayka OT [IPEABapUTEIHO HAlbJIHEHATA MTKCAJIKa,
JIOKaTO HE CTE TOTOBU 3 UHXEKTHPATE.
AKO HEe MOXKEeTe J1a MH)KEKTHpPATe, CBBPIKETe ce ¢ Barmms MeIMIIMHCKH CIICITHAIHCT.
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b Cp3maiiTe yCTOWYNBA MTOBBPXHOCT Ha M30paHOTO MACTO 32 MHXKEKTUpaHe (0enpo, KOpeM HITH
BBHIITHATA CTPAaHA Ha TOpHATA YacT Ha pPhbKaTa), KATO M3MOJI3BATE MM METO/IA Ha OITbBAHE, UITH
TO3M Ha 3aXBalllaHe.

MeToa Ha OTLBaHE

&\
Nl nmp

OrmrpHeTe KoKaTa 3paBo KaTo JBIKUTE Tajiera U MPbCTUTE CH B MTPOTUBOIIOIOKHA TIOCOKA, 32 Ja
Ch3MIaJIeTe MPOCTPAHCTBO C MIUPUHA OKOJIO 5 cM (2 uH4A).

nJin
MeToa Ha 3axXBallaHe

3axBaHeTe KOXaTa 3/IpaBo MEXTy Majena U MPbhCTUTE CH, 3a 1a Ch3/aJIeTe MPOCTPAHCTBO C IIMPUHA
oKo0JI0 5 cM (2 uHYa).

Baxxno: Baxnxo ¢ Ja IBPXKUTEC KOXKaTa OIbHATa WM 3aXBaHaTa IPU MHKCKTUPAHETO.
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Crenka 3: UH:keKTHpAaiiTe

A IIponbpmkeTe na IbpKUTE OMbHATATa WM 3axXBaHaTa kKoxa. [Ipu nonoxenue, ue
OpaH)XEBaTa Kaladka € MaxHaTa, MOCTaBeTe KbJITUS PEANAa3uTEN BbpXY KOXkKaTa Cu
nont pr'eat 90 Tpamyca. Urnara e BbTpe B )KBIATHS IIPEIA3UTEL.

He nunatite cuBus OyTOH 3a CTapTUPaHE BCE OIIIE.

JKbit npeanazuren
(urma BBTpE)

b HaTtucHeTe CHITHO HaIOy TIPEABAPUTEIHO HAITBIHEHATA TIMCANIKA BBPXY KOXAarta, JOKATO TS
CIIpe J1a Ce IBHKHU.

Baxno: TpsiOBa qa HaTUCHETE HAJIONy JIOKpai, HO Jia He TUIaTe CUBUsS OyTOH 3a
cTapTUpaHe, JOKAaTO HE CTE TOTOBH J1a UH)KEKTHpPATE.

B  [Korato cTe roToBM J]a MH)XEKTUpaTe, HATHCHeTe cuBus OyTOH 3a craptupane. Llle uyere
HIpaKBaHe.

“mpaK”
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I' |TIpombinkaBaiiTe 1a HATHCKATE BHPXY Koxkata. Clie/l ToBa MOBAMTHETE Iajena cu, KaTto
MPOABIDKABATE J1a IBPKHUTE MPEIBAPUTEITHO HAITBITHEHATA MTUCAlIKa BhPXY KOXaTa cH. Barrata
WMHXEKIUSI MOXKE Jla OTHEME OKOJIO 15 cexyHu.

“mpaK”
15 cexynau

oy

Koraro naxeknmsra ¢
MOCTaBEHA, IPO30PEIBT OT
MPO3payueH CTaBa KbJIT.
Mosxe na gyyere BTOpo
IpaKBaHe.

3ABEJIEXKKA: Crien xato u3BaAnTe IPEIBAPUTEITHO HAITBIHEHATA MTACAIKA OT
KO)KaTa, urjara me ObJie MOKpUTa aBTOMaTHYHO.

Crtonka 4: 3aBbpiieTe

A I/ISXB'pr'leTe HU3II0JI3BAaHATA MPEABAPUTETHO HAITBJHCHA MMUCAJIKA U OPaHiKeBaTa KalladyKa
Ha mrJjarta.

W3xBBpiieTe U3nos3BaHara npeBapuTesIHO HAThITHEHA MMHCAJIKA U OPAH)KEBATa Karayka B KOHTCHHED
3a OCTPH OTHAbIIH.

T'oBopere ¢ Bamns sekap 3a mpaBUIIHOTO U3XBBPIISIHE. BB3MOXKHO € 1a IMa MECTHH YKa3aHMsI 3a
U3XBBPIISIHE.

C’BXpaHSIBaﬁTC IpeaABAPUTCIIHO HAITBJIHCHATA TMCAJIKA U KOHTCfIHepa 3a OCTpH OTHHAaABLU HA MACTO,
HCOOCTBITHO 3a ACa

[} He u3nospaiite MOBTOPHO MPCABAPUTCIIHO HAITBJIHCHATA ITHUCAJIKA.

[} He mocTaBsiiTe OTHOBO Kamaykara Ha MMPEABAPUTECIIHO HAITBJIHCHATA MU CAJIKa U
IMPBCTUTE CHU BBPXY XKBJIITHUA NPEAIIa3UTE.

[} He peHHKHHpaﬁTC NpEABAPUTCIIHO HAITBJIHCHATA MU CAJIKa U KOHTefIHepa 3a OCTpH
oTInaagbuu, 1 HE T'O H3XB’pr$IﬁTC B KOHTeﬁHepa 3a JOMAaIIHHU OTIIaaAbIIH.

b OraenaiiTe MACTOTO HA HHKEKTHPaHe.

Axo nma KPbB, IPUTUCHETC [TAMYYCH TaAMIIOH HUJIN MApJIsd BbPXY MACTOTO HAa MHXXCKTUPAHE. He
paBTpHBafITC MSACTOTO HAa MHKCKTUPAHEC. Axo e HCO6XO,Z[I/IMO, MOCTaBETE JICHKOILIACT.
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JlncroBka: undopmanus 3a norpeduTeNs

Repatha 420 mg uHkeKIMOHEeH Pa3TBOP B MATPOH
eBoJiokymab (evolocumab )

IIpoyereTre BHUMATEIHO LAJIATa JHCTOBKA, IIPEIH 1A 3all0YHeTe A U3I0J13BaTe TOBA
JIEKapCTBO, Thil KaTO TS ChABP:KAa BaxkHa 3a Bac nundopmanus.

3amasere Ta3M JIMCTOBKA. MoOJe Ja ce HAJOXKH J1a 5 IPOYETeTe OTHOBO.

AX0 MMaTe HAKaKBH JONBIHUTEIIHN BBIIPOCH, oNHUTaliTe Bamms nekap, GpapmareBT mim
MeIULUHCKA CeCTpa.

ToBa nexapcTBO € mpeanrcaHo Ju4Ho Ha Bac. He ro npeoTcrhnBaiite Ha npyru xopa. To Moxe
Jla UM HaBpeH, He3aBUCHMO Y€ MPU3HALUTE Ha TAXHOTO 3a00JsBaHe ca ChIIUTE KaTo Bammre.
AKO TIOITyunTe HAKAaKBU HEXKEJaH! peakluy, yBeaomere Bammst gekap, hapManeBT uiu
MeIUIMHCKA cecTpa. ToBa BKIIIOUBA M BCUYKH B3MOXXHH HEKEJIAHHU PEAKLINHU, HEOMMCAHH B
Ta3M JINCTOBKA. BInkTe TOUKa 4.

[IpenynpexxaeHusITa 1 yKa3aHUATA B TO3H JOKYMEHT ca IPeIHa3HAYCHH 3a JIUIETO, TPUEMAIIIO
JIEKapCTBOTO. AKO CT€ pOAUTEN WX OOJIHOIIIEad, OTTOBAPSIL 3@ IPUIATAaHETO Ha JIEKApCTBOTO
Ha JIPYT YOBEK, KaTo JieTe, TpsAOBa Ja u3moi3BaTe HHMGopMaIusaTa Cho0pa3sHo TOBa.

Kakso CbABbPiKa Ta3u JIMCTOBKA

A

1.

Kakgo npencraensaBa Repatha u 3a kakBo ce nusmnon3sa
Kakgro TpsiOBa 1a 3Haere, npeau Aa usnonseare Repatha
Kak nma m3non3Bare Repatha

BB3MOXHU HEXETaHU peaKuu

Kak na cexpansiBare Repatha

ChabpkaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

Kaxkso npeacrasiassa Repatha u 3a kakBo ce u3noa3sa

Kakso npeancrasiasipa Repatha u kak geiictBa

Repatha € JICKapCTBO, KOCTO HaMaJIsiBa HUBATa Ha ,,J'IOI]_II/IH” XOJISCTCPOJ - BUJ Ma3dHUHA B KPBBTA.

Repatha cbbpika akKTHBHOTO BEIIECTBO €BOJIOKYMa0, MOHOKJIOHAIHO aHTUTSUIO (BUJ CIICIUATM3UPaH
MPOTEHH, KOMTO ce MPUKpEnBa KbM IPHUIIETHO BEIECTBO B opranu3ma). EBojokymal e npeaHasHaueH
Jia ce cBBp3Ba ¢ BemlecTBo, HapeueHo PCSK9, koeTo noBiusBa ciocoOHOCTTa Ha YepHUs 1pod aa
noema xosecrepona. Karo ce cebp3Ba n nonusa PCSK9, nexapcTBoTo yBennuaBa KOIMYECTBOTO Ha
XOJIecTepoiia, KOMTO HaBJIM3a B UepHUS Jpo0 M Taka HamallsiBa HUBOTO Ha XOJIECTEPOJia B KPhBTA.

3a kakBo ce u3noassa Repatha

Repatha C€ M3II0JI3Ba KaTO JOIIBJIHCHHUEC KbM Bamara JAUCTA 3a TIOHMKaBaHC Ha XO0JICCTEPOJIa, aKO CTEC:

BB3PACTEH C BUCOKO HIBO Ha XOJIECTEPOJI B KPHBTA (IIbPBUYHA XUTIEPXOJIECTEPOTIEMHUS

[xerepo3urorna pamunna u HepamminHa] nnn cMecena aucnunuaemus). [lpunara ce:

- 3a€/IHO ChC CTATHH WM JPYTo MOHIKABAIIO XOJIECTepoIa JIEKapCcTBO, aK0 MAKCUMAaIHATA
71032 CTaTUH He MOHIKABA I0OCTATHYHO HUBATA HA XOJIECTEPOJIa;

- CaMOCTOSITETTHO MJIM €AHOBPEMEHHO C IPYyTH OHIKABAIHM X0JIecTepoJa JeKapcTBa,
KOTaTO CTaTHHUTE HE JIeHCcTBAT 100pe, MiIH He MOTaT Jia O'bJiaT U3IOI3BAHN;

nete Ha Bb3pacT 10 win moBeye roqMHM C BUCOKO HUBO HA XOJIECTEPOJIa B KPBbBTA IIOPAIH

3a0oJsIBaHe, KOETO ce cpela B ceMeiicTBoTo Bu (xeTepo3uroTHa gpaMuirHa

xunepxoiecreponemus wim HeFH). [punara ce caMocTosTeTHO WITH 3a€HO C APYTH

MOHM>)KABAIIX XOJIECTEPOJIA JICUCHHUS.
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o BB3PACTEH WIH JeTe Ha Bb3pacT 10 uiau moBede roAMHU C BUCOKO HMBO Ha XOJIECTEepOa B
KpBBTa MOpay 3a00JIsIBaHe, KOCTO CE Cpellla B CeMEeMCcTBOTO B (XxoMo3uroTHa (haMuiTHa
xunepxonecreponemus wim HoFH). [punara ce 3aeqHo ¢ Apyru MOHIKABAIIH X0JIecTepoia
JICUCHUSL.

o BB3PACTEH C BUCOKO HIBO Ha XOJIECTEPOI B KPHBTA M YCTAHOBEHA aTEPOCKICPOTHIHA
CBhPJCYHOCHI0BA 0oJecT (aKko cTe MManu HH(APKT, HHCYJIT WX IPO0JIeMH ¢ KPbBOHOCHUTE
cwaose). Ilpwmara ce:

- 3aeIHO ChC CTATHH, WM JPYTO IMOHIKABAII0 X0JIECTEPOIIa JIEKAPCTBO, aKO MaKCHMaTHATa
Jl03a CTaTUH HE TIOHMXKaBa JJOCTAThYHO HUBATa Ha XOJICCTEPOIIa;

- CaMOCTOSITETTHO WIIM 3a€HO C IPYTH MOHIKABAIIIN X0JIECTEPOIIa JIEKapCTBa, KOTaTo
CTaTHHHTE HE JecTBaT J0Ope MM He MOTaT J1a Ce M3II0NI3BaT.

Repatha ce u3non3sa npu manueHTH, KOUTO HE MOTaT J1a KOHTPOJIUPAT HUBATa Ha XOJIECTEPOIIa CaMo €
JMeTa, TIOHIKaBalia xouecrepoia. Bue Tps0Ba na criazBare Bamara nuera 3a moHmkaBaHe Ha
XO0JIeCTepoJIa, 10KaTo IpremMare ToBa JiekapcTBo. Repatha moxe 11a moMorse 3a mpeoTBpaTsIBaHE Ha
chpaedeH yaap (MH(apKT), MHCYAT U ONPEACICHHU ChPJCUHH IPOLIECIYyPH 3a Bb3CTAHOBSIBAHE HA
IPUTOKA Ha KPBB KBbM CBHPIIETO, HEOOXOJMMH ITOPAIH HATPYNBAaHE HA MACTHHU OTJIATraHUs B apTEPHUTE
(M3BECTHA CHINO KaTO aTEPOCKIEPOTHIHA CHPACYHOCHI0BA OOJIECT).

2. Kakso TpsadBa na 3Haere, npeau ga usnouassare Repatha

He uznoasBaiite Repatha, ako cte aneprudnu KbM €BOJIOKYMa0 WM KbM HSIKOS OT OCTaHAINTE
CHCTAaBKH Ha TOBA JIEKapCTBO (M30pOEHH B TOUKA 6).

Ipenynpesxaenust U NpeanasHu MePKH

I'oBopere ¢ Bamms nekap, hapmareBT wim MEAWIIMHCKA CECTPa, Tpenu aa usnoissare Repatha, ako
uMare YepHOIpoOHO 3a00IIsIBaHe.

3a aa ce mo00pU NPOCIEAUMOCTTa Ha TOBA JIEKapcTBO, BamusaT nexap unu papmaneBT TpsOBa na
3aMMIle UMETO U NMAPTUAHMS HOMEp Ha NPOAYKTa, KOWTO Bu € naneH, BpB Bamara peuentypHa
KHWKKa. Bue chIio MoxeTe J1a 3amuIieTe Te3u JaHHH, B CTy4ail ue ObJieTe MoMUTaH/a 3a Ta3u
nHpopMaIus B Obere.

Jeua v roHOImIM

VYnorpebara Ha Repatha e mpoydena npu neua Ha Bb3pacT 10 TOAWHYN WK TO-TOJIEMH, JIEKYBaHU 3a
XEeTEePO3UTOTHA WM XOMO3HIOTHA (haMIITHA XHIIEPXOJIECTEPOTICMHUSI.

VYnorpebara Ha Repatha He e npoyueHna npu zema Ha Bp3pacT nox 10 rogusy.
Apyru aekapcrBa u Repatha

TpsOBa na kaxxeTe Ha Bamms nekap win hapManeBT, ako MpHEeMaTe, HACKOPO CTE MPUEMaTH WK €
BB3MOJKHO J1a PUEMETE IPYTH JICKapPCTBa.

BpemeHHOCT M KbpMeHe

AKO cTe OpeMeHHa WM KbpMUTE, CMATATE, Y€ MOJKE J1a CTe OpeMeHHa WK IUIaHupaTe OPeMEHHOCT,
MOCHBETBalTE ce ¢ Bams iekap mim dapManeBT npean ynotpedara Ha TOBa JIEKAPCTRO.

Repatha He e nznurean npu OpemeHHu xeHn. He e m3BecTHO manu Repatha e HaBpenu Ha mofa.

He e uzBectHo nanu Repatha ce otkpuBa B kbpmara.
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BaxHo e na yBenomure Bamims nekap, ako KbpMUTe, WM IUTaHUpaTe J1a KbpMuTe. BammsT nekap e
Bu nomorHe jia permTe Jajim J1a CpeTe KbPMEHEeTo, WK Ja crpeTe npuema Ha Repatha karto ce nma
NpeaBH]I ONI3aTa OT KbpMEHeTo 3a 0ebeTo u monsara oT Repatha 3a maiikara.

Ilodupane u padoTa ¢ MAIIIHHH

Repatha He moBnusBa MM MOBIHsIBA MPEHEOPEKUMO CITOCOOHOCTTA 3a Iodupane u padoTa ¢
MalIiHH.

Repatha ceabpaxa HaTpuid

ToBa nexapcTBO chABPKa MO-Manko ot 1 mmol Hatpmii (23 mg) Ha 103a, T.€. MOXKE Ja ce Kaxe, 4e
MPaKTUYECKU HE ChAbPKa HATPUHL.

3. Kaxk na uznoassare Repatha

Bunaru u3nosnsBaiiTe ToBa JeKapcTBO TOYHO KakTo Bu e ka3zan Bamust nekap. Ako He cTe CUTYpHU B
Hewlo, nmonuTaiite Bamus nekap.

[IpenopbpunTenHaTa 1032 3aBUCH OT OCHOBHOTO 3a00JIBaHe:!

° MIpH BB3PACTHH C IEPBUYHA XUIIEPXOJIECTEPOIEMUS U CMECEHA AUCIUMUIECMUS, 103aTa €
140 mg Ha Bceku aBe ceamuiy wid 420 mg BeJHBK MECEUHO.

. TIpH JeTia Ha Bb3pacT 10 roIuHU WITH ITO-TOJIEMH C XETePO3UTOTHA (haMIITHA
XunepxoiecrepoiaeMus go3ata € uiau 140 mg Ha Bceku aBe cenMuin, wik 420 mg BeIHBK
MECEYHO.

. [Tpu BB3pacTHU WK Aena Ha Bb3pacT 10 TOIWHY WK TIO-TOJIEMU C XOMO3HIOTHA (haMHITHA

XUIIEPXOJIECTEPOSIEMUS IPENOPBUUTENHATA HauallHa 1032 € 420 mg Beausx MeceuHo. Cren
12 cenmuun Bamust nekap Moxe J1a pelliy Ja yBeanyu no3ara 10 420 mg Ha BCEeKH
JIBE CeIMUIIM. AKO TIoJIy4yaBarte ChIlo u adepesa, mporeaypa, noJo0Ha Ha Juajin3ara, Ipu
KOSITO XOJIECTEPOIBT U IPYTH Ma3HUHU CE OTIEIAT OT KPphBTa, BammsaT nexkap Moxe Aa pemu a
3armoyvHeTe ¢ ;103a 420 mg Ha BCEKH JBE CEMMUIIN, 32 1a ChBNaHe ¢ BameTo euenne ¢
agepesa.

. TP BB3PACTHH C YCTAaHOBEHA aTePOCKIEPOTHYHA ChPACYHOCHI0BA O0JIECT (aKO CTe UMaIIH
WH(APKT, HHCYJIT WU MPOOJIeMHU C KpPbBOHOCHHUTE ChAOBE), 103aTa ¢ 140 mg Ha Bceku
nBe ceaMuuy win 420 mg BEIHBX MECEUHO.

Repatha ce npunara kato WHXEKIUS MO KoKaTa (TI0JIKOKHO).

Axo Bammsr nekap pemru, ye Bue niu rpmkemusT ce 3a Bac Moke 1a ocTaBsATe HHKEKIIUUTE
Repatha ¢ momortirra Ha aBTOMaTH4eH MUHKI03aTOP, Bre nunm rpwkenusaT ce 3a Bac TpsOBa na Obaere
00y4JeHH KaK MPaBHJIHO Jia MPUrOTBITE U Ja umwkektupare Repatha. He ce onuTraiite na nsnon3sare
aBTOMATUYHUS MUHHUI03aTOP, TOKaTO He Bu e mokazaHo oT Bamus nekap win MeIMLIKUHCKA cecTpa
Kak 11a ro Harpasure. [Ipenoppusa ce nenara Ha 10- go 13-roaumHa Be3pact na 0baaT HaOII0aBaHN
OT BB3paCTCH, KOraTo U3I0J3BaT aBTOMAaTUYHHUA MUHUI03aTOP.

Bwxre nogpoGHuTe ,,YKa3aHus 3a ynorpeda” B Kpas Ha Ta3u JUCTOBKA 33 yKa3aHUS Kak J1a
ChXpaHsBaTe, IPUTOTBATE U M3Non3BaTe Bamus asTomaTruen Mmuango3arop ¢ Repatha B momamran
YCIIOBUSI.

[penu na 3amounere Repatha, TpsiOBa a cre Ha neTa 3a MOHMWKaBaHe Ha XoyecTepona. Tpsaodsa na
HPOIBDKUTE Ta3M HMETa 3a MOHIKaBaHE Ha XOJIeCTepoa, 10kaTo npuemare Repatha.

Axo Bamusit niekap e npeanucan Repatha 3aeHo ¢ 1pyro MOHMKABAIIO XOJIECTEPOIIa JISKapCTBO,

clieJIBaiiTe HErOBUTE yKa3aHUs 3a TOBA Kak Ja MpueMaTe Te3M JieKapcTBa 3aeHo. B To3u cinyyaii,
MOJISI, POYETETE CHILO U YKAa3aHUATA 32 JO3UPAHE B TUCTOBKATa HA KOHKPETHOTO JIEKAPCTBO.
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AKO cTe U3M0JI3BAJIM NTOBe4Ye OT HeoOxoanMaTa 103a Repatha
CeppikeTe ce He3abaBHO ¢ Bamms nekap win gapmanesT.
AKko cte npomycHaJu aa npuemere Repatha

Bsemere Repatha koiK0TO € BB3MOKHO TO-CKOPO ciie]l mporycHarata qo3a. Cies ToBa ce CBbpIKETE ¢
Bamms nekap, xoitTo 1me Bu xaxke Kora TpsiOBa Ja IIaHUpaTe CeaBalara 103a | Clia3BaiTe HOBHS
rpaduk TOYHO KakTo Bu e ka3an Bammsr nekap.

4. Bb3MokHY HeKeJTaHU peakiun

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKEC 1a MPEAN3BUKA HEIKCIIAHU PECAaKIIUH, BBIIPEKU Y€ HC
BCCKH T'U IIOJIy4aBa.

Yectn (Moxe aa 3acerHar g0 1 Ha 10 xymn)

o I'pun (BucoOKa TeMIiepaTypa, Bb3MaJICHO I'bPJIO, XpeMa, KalllJIUIIA U BTPUCAHE)

o IIpocTyna, kKaTo Xpema, Bb3NaJICHO I'bPJIO MM HH(EKIMS HAa CHHYCUTE (Ha30(hapuHTUT WU
WH(EKIUY Ha TOPHUTE ANXATEITHHU THTHUIIA)

I'agene

Bonku B repba

Bonku B craBuTe (apTpanrus)

MyckynHa 6onka

Peakiuu Ha MSCTOTO Ha MH)KEKTHpaHE, KaTo MOCHHSBAaHE, 3a4epPBsIBaHE, KbPBEHE, 00JIKa WIIH
MoTyBaHe

AneprudHu peaknnu, BKIFOUYHUTEITHO 00pUB

. I'maBoOoue

Heuvectu (Moxe na 3acernat 1o 1 Ha 100 xymm)
. KomnpusHa Tpecka, 4epBeHH CHPOSIIIH IBIIKK 10 KOXKaTa (YpTHKApHs)
o I'punonogobHN cUMOITOMH

Penxm (Moxe na 3acernart fo 1 va 1 000 mymm)
o [ToxyBaHe Ha TULETO, YCTATA, €3MKA HIIH I'bPIIOTO (AaHTHOCIEM)

Cpol0maBaHe HA HesKeJIAHH PeaAKIHU

AKO TIOJTyunTe HAKAKBU HEXKEJIaHU JICKAPCTBCHH PEaKIMK, yBeroMeTe Barus nekap, hapManeBT Win
MEIHNIMHCKA cecTpa. ToBa BKIIFOUBAa BCHYKU Bb3MOXKHH HEOIMCAHHU B Ta3W JUCTOBKA HEXKETIaHH
peaxiuu. MokeTe ChIIOo /1a ChOOIINTE HEeXENAaH! pPeaKklui TUPEKTHO Ype3 HAIlMOHAHATA CHCTEMA 3a
choOIaBane, mocoueHa B [puinoxkenue V. Kato choOIaBare He)XENaHN PeaKIMU, MOXKETE Ja Ja/ieTe
CBOSI MPUHOC 3a T0JIy4YaBaHe Ha moBede MHGOPMAIUs OTHOCHO 0€30I1aCHOCTTA Ha TOBA JISKAPCTBO.

5. Kak na cexpansiBate Repatha

Ja ce cbxpaHsBa Ha MSICTO, HEJOCTHITHO 32 ACIIA.

He uznon3Baiite TOBa JIEKapCTBO CJIE] CPOKa Ha TOJHOCT, OTOEI3aH BbPXY €TUKETa U KapTOHEHATa
onakoBka, cien ,,EXP“ u ,,l'ogen no:”. CpoKbT Ha TOJHOCT OTTOBapsl HA MOCIEAHUS IEH OT

ITOCOYCHHUA MECCII.

[a ce cpxpansipa B xnammmHuK (2°C — 8°C). [la He ce 3ampa3sba.
Ja ce cpxpaHsBa B OpUTHHATIHATa KapTOHEHA OTIAKOBKA, 3a J]a C€ MPEe/Ia3y OT CBETIMHA U BJara.
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Bamrero nekapcTBo (IaTpoH ¥ aBTOMAaTHYEH MUHHU03aTOP) MOXKE J1a Ob/Ie OCTABEHO N3BHH
XJIaUITHUKA, 32 J1a JOCTUTHE cTaifHa Temreparypa (o 25°C) npenu uHxektupane. Tosa 1ie HanpaBu
WHXXEKTHpaHeTo No-ya00Ho. Cren u3Baxaane ot xjaauiauka Repatha Moxke ia ce chxpaHsiBa Ha
craitHa Temneparypa (10 25°C) B OpUrMHaIHATa KAPTOHCHA OITAKOBKA U TPSIOBA J1a CE M3M0I3Ba B
paMKuTe Ha 1 Mecell.

He n3non3Baiite ToBa JICKapCTBO, aKO 3366J’IG)KI/ITC, 4c € C IPOMCHCH IBAT WJIX CbAbpiKa roJicMnu
6y‘IKI/I, JIFOCITH UJIX IBCTHHU YaCTHUIIH.

He H3XB’BpJ'I$II71T€ JICKapCTBAaTa B KaHAIM3aluATa UJIu B KOHTCﬁHepa 3a JOMAalIHHU OTIIaaAbIIN.

ITormuratiTe Bammus dhapmarieBT Kak 1a H3XBBPIIATE JIEKapCTBATa, KOMTO BeUe HE H3MOJI3Bare. Te3n
MEpKH I1I€ CIIOMOTHAT 32 Ola3BaHe Ha OKOJIHATa cpefa.

6. CpabpikaHue HA ONIAKOBKATA M I0NbJIHUTEIHA UHopMauus

Kakso cbabpaxa Repatha

- AKTHBHOTO BEIIECTBO € eBONIOKyMad. Beeku matpoH chappxa 420 mg eBonokymad B 3,5 ml
paztBop (120 mg/ml).

- Jlpyrure CbCTaBKHU ca: MPOJIUH, JIE[ICHA OLIETHA KUCEIHHa, osucop6at 80, HaTpueB XUIPOKCUT,
BOJIA 32 MH)KEKLIUH.

Kak H3TJICKIA Repatha U KaKBO CbAbPiKa OlIaKOBKaTa

Repatha e pa3TBop, KOITO € OUCTEHP 10 OMaNeCIupar, OE3IBETECH 10 )XbITCHUKAB U TPAKTHYECKH HE
CbAbpiKa BUAUMHU YaCTULIU.

Bcsika omakoBKa ChAbpKa €IUH MIATPOH 3a €IHOKpaTHA yIoTpeda, OMaKoBaH 3a€IHO C ABTOMATHUYCH
MUHHJI03aTOp 3a €IHOKpaTHA yrnoTpeoda.

IIpuTesxkaTes HA pa3pelIeHUETO 32 YNOTpeda U MPOU3BOAUTE
Amgen Europe B.V.

Minervum 7061

4817 ZK Breda

Hunepnannus

IIpuTe:kaTen HA pa3pelIeHHETO 32 ynoTpeda
Amgen Europe B.V.

Minervum 7061

4817 ZK Breda

Hunepnannus

ITpousBoanTen

Amgen Technology (Ireland) Unlimited Company
Pottery Road

Dun Laoghaire

Co Dublin

Wpnangus

ITpousBoanTen
Amgen NV
Telecomlaan 5-7
1831 Diegem
Bbenrus
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3a JOBIHATENHA HHPOPMAITUS OTHOCHO TOBA JIGKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHHSI
MIPE/ICTAaBUTEN Ha MIPUTEXKATENS Ha Pa3pelIeHneTo 3a ynorpeoa:

Belgié/Belgique/Belgien
s.a. Amgen n.v.
Tel/Tél: +32 (0)2 7752711

Bbbarapus
Ammxen bearapus EOOJ]
Temn.: +359 (0)2 424 7440

Ceska republika
Amgen s.r.o.
Tel: +420 221 773 500

Danmark
Amgen, filial af Amgen AB, Sverige
TIf: +45 39617500

Deutschland
AMGEN GmbH
Tel.: +49 89 1490960

Eesti
Amgen Switzerland AG Vilniaus filialas
Tel: +372 586 09553

E)ado
Amgen EALGg @oppokevtikd E.TLE.
TnA.: +30 210 3447000

Espaiia
Amgen S.A.
Tel: +34 93 600 18 60

France
Amgen S.A.S.
Tél: +33 (0)9 69 363 363

Hrvatska
Amgen d.o.o.
Tel: +385 (0)1 562 57 20

Ireland
Amgen Ireland Limited
Tel: +353 1 8527400

Island
Vistor hf.
Simi: +354 535 7000
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Lietuva
Amgen Switzerland AG Vilniaus filialas
Tel: +370 5 219 7474

Luxembourg/Luxemburg
s.a. Amgen
Belgique/Belgien

Tel/Tél: +32 (0)2 7752711

Magyarorszag
Amgen Kft.
Tel.: +36 1 35 44 700

Malta

Amgen B.V.

The Netherlands

Tel: +31 (0)76 5732500

Nederland
Amgen B.V.
Tel: +31 (0)76 5732500

Norge
Amgen AB
Tel: +47 23308000

Osterreich
Amgen GmbH
Tel: +43 (0)1 50 217

Polska
Amgen Biotechnologia Sp. z o.0.
Tel.: +48 22 581 3000

Portugal
Amgen Biofarmacéutica, Lda.
Tel: +351 21 422 06 06

Romainia
Amgen Romania SRL
Tel: +4021 527 3000

Slovenija
AMGEN zdravila d.o.o.
Tel: +386 (0)1 585 1767

Slovenska republika
Amgen Slovakia s.r.o.
Tel: +421 2321 114 49



Italia Suomi/Finland

Amgen S.r.l. Amgen AB, sivuliike Suomessa/Amgen AB, filial
Tel: +39 02 6241121 i Finland
Pub/Tel: +358 (0)9 54900500
Kvnpog Sverige
C.A. Papaellinas Ltd Amgen AB
TnA.: +357 22741 741 Tel: +46 (0)8 6951100
Latvija United Kingdom (Northern Ireland)
Amgen Switzerland AG Rigas filiale Amgen Limited
Tel: +371 257 25888 Tel: +44 (0)1223 420305

JlaTa Ha moc/1eHO nmpepasriex/aaHe Ha JJUCTOBKATA.
JApyru u3rouyHuuu Ha nHGopManus

IMonpo6Ha nH(MDOpMAaIUs 32 TOBA JIEKAPCTBO € MPeIOCTaBeHa Ha yebcaiita Ha EBponeiickaTa areHnus
1o JieKapcTBaTa http://www.ema.europa.eu.
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Ykazanwus 3a ynorpeoa:

Repatha aBromMaTryeH MUHUI03aTOP M MATPOH 3a €THOKpaTHA ynoTpeba

YKka3zareJ Ha 4acTHUTE

ITaTpon

JbpHO Ha natpoHa

JlekapcTBo

Bsino Gyrano

Bpbx Ha matpoHa
(He 3aBbpTaiire)

Etuker Ha
rmaTpoHa

ABTOMATHYEH MHUHHI03aTOP

W3raen ornpen

Bparunuka 3a natpona
(He 3arBapsiiTe O0€3 MaTPOH)

CaeTimHEH
WHAUKATOP
Koxxna 3a
JIELICHKA CBCTOSHHETO

ByroH 3a cTaptupane
(He matuckaiie, ToKaTo
HE CTE TOTOBH /1a
HH)XEKTHUpaTe)

IIpo3zopue 3a

JIEKapCTBOTO

E3uuera 3a
OTJIENIBaHE

H3raen or3ang

barepus

JIsBO e3uye 3a oTJICIIBaHE

Ba:xuno: Urnara e BbTpe.

Kamak Ha nrinara

CaM03anenBaH1a CC XapTu:a

Urna BbTpe
(o xamauero)

HdcHo e3nue
3a OTJIENIBaHE
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Ba:xuo

IIpouyereTe Ta3u Ba:xkHA MH(OPMaLHsl, IPeIH A2 U3M0/JI3BaTe ABTOMATHYHHUSA MUHHU1032TOP U
nmaTpoH 3a ynorpeoda ¢ Repatha:

ChbxpaHenue Ha Bamus aBToMaTHyeH MUHHI03aTOP U MATPOH

C’bXpaHHBaﬁTe ABTOMAaTUYHUA MUHHUI03aTOP U IaTPOHA HAa MSACTO, HEAOCTHITHO 3a AC1aA.

He cpxpansBaiiTe aBTOMaTHYHISI MUHM03aTOP U AaTPOHA HAa MPEKOMEPHA TOIIJIMHA UJIH CTY,.
Hanpumep, n30sreaiitTe cbxpaHsBaHe B kabKaTa Ha aBTOMOOMIIa WK B Oaraxxuuka. Jla He ce
3aMpassiBa.

HN3noa3Bane Ha Bamusa aBToMaTuyeH MUHUA03ATOP U ATPOH

He pasmamaﬁTe ABTOMAaTUYHUA MUHHU03aTOP U IMaTPOH.

He n3BakmaiiTe aBTOMaTHYHHS MUHHUI03aTOP U MATPOH OT KYyTHATA UJIU IPO3PavYHOTO THE3 O,
J0KaTo HE CTC 'OTOBU Ja MHXXCKTHUPATE.

He numaiite OyToHa 3a CTapTUpaHe, IOKATO HE MIOCTABUTE 3aPEICHUS aBTOMATHYEH
MUHH103aTOp M NMaTPOH BbPXY KOKaTa CH U HE CTe TOTOBH Jla MH)KEKTHpATe.

[IpemopruBa ce HabIIOAEHNE OT BH3pACTEH MPH JIella Ha Bh3pacT 13 1 mo-Mallko TOIWHH,
JOKATO M3IOI3BAT ABTOMAaTUYHUS MUHHUI03aTOP U MATPOH.

Moske na HaTUCHETe OyTOHA 3a CTapTHpPaHEe CaMO BEAHBK. AKO HACTBHIIU TPEIIKa,
aBTOMATUYHHUAT MUHHI03aTOP HE MOKE /Ia C€ M3MOJI3Ba.

He u3non3BaliTe aBTOMaTUYHUS MUHUI03aTOP WM TATPOH, aKO € OMJI U3ITyCHAT BbPXY TBBp/Ia
MOBBPXHOCT. YacT OT ABTOMAaTUYHUSI MUHUA03ATOP U MATPOHA MOXKE J1a € CUYIICHA JaKE U aKO
HE MOXKETE J]a BUAUTE CUYyNEeHOTO. M3noa3BaiiTe HOB aBTOMaTUYEH MUHHI03aTOP U MATPOH.

He uznomn3saiite IMOBTOPHO aBTOMAaTHUYHHWA MUHUI03aTOP U IMTaTpOHA. ABTOMaTUYHHAT
MHUHH03aTOPp U MAaTPOHBT €a CaMO 3a CAHOKPATHA yHOTpe6a.

He no3BoirsiBaiiTe aBTOMaTHIHUS MHUHH03aTOp [a C€ HaMOKpH € BOAa WX Apyra TCHHOCT. Tom
ChbAbpiKa CJICKTPOHHU YaCTHU, KOUTO HE TpH6Ba J1a C€ MOKPAT.

ABTOMaTUYHHAT MUHH03aTOP 3a IMOJAKOXHO MHXXCKTUPAHE € IPCAHA3HAYCH 3a yHOTpeGa caMo
C IMaTpoHa.

BbB Bcnuky citydau mo-rope U3noj3BaiTe HOB aBTOMAaTH4E€H MUHHI03aTOP U MAaTPOH. MeIUIIMHCKUAT
CIELMAINCT, KOWTO € 3arno3Har ¢ Repatha, Tpsa6Ba na Mosxe na oTroBopu Ha BamuTe Bbpocu.
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Crtrika 1: IloaroroBka

A H3BajneTe kKapTOHEHATa ONMAKOBKA C ABTOMATHYHUS MMHUA03aTOP U MATPOHA OT
xaagnaHnka. Uzuakaiite 45 MuHyTH.

Baxno: M3uakaiitTe Hali-Manko 45 MUHYTH, 33 Ja MO’K€ aBTOMaTUYHUAT MUHHU03aTOP U NaTPOHBT J1a
JOCTUTHAT [0 €CTECTBEH HAYMH CTaliHa TEMIIEpaTypa B KAPTOHEHATa ONIaKOBKa IIPEIH HH)XEKTUPAHE.

o He ce onuTBaiiTe 1a 3aTOIUIATE MATPOHA C IOMOIITA HA M3TOYHUK Ha TOIUIMHA, KaTO HalpuMep
roperuia BoJa Wikl MUKPOBBIHOBA QypHa.

o He pa3zknamaiite aBTOMaTUYHUS MUHU03aTOP U MaTPOHA.

o He u3non3BaiiTe KOATO U Ja € 4acT OT MaTPOHa, aKO U3MJIEXKAa TyKHATa WIN CUyIEeHA.

o He uznon3gaiite, ako CpOKBT Ha TOIHOCT, OTOENA3aH BHPXY €THKETa Ha KapTOHEHATa ONaKOBKa
€ U3TEeKBJI.

BsuB Beoukn Cliy4au 1mo-rope, H3I10JI3BaiTE HOB aBTOMAaTHYCH MHHHI03aTOPp U IIaTPOH.

b OTBOpeTe KapTOHCHATa OIMMAaKOBKAa U OTCTPaHETE 051J10TO XapTHEHO MMOKPHUTHE. HN3Bagere
ABTOMATHYIHMUA MUHHUI03aTOP OT NMPO3PAYHOTO IrHE3/10.

IIpo3pauno ruesno
posp ABTOMaTHYEH

MUHHU03aTOp

[Tatpon ITnacTMacoB Kamak

OcraBeTe aBTOMAaTHUYHISI MUHUI03aTOP M IMaTPOHA B MPO3PaYHOTO THE3JIO0, IOKATO HE CTE TOTOBH J1a
WHXEKTHUpaTe.

o He nunaiite OyToHA 3a CTapTHpaHe, I0KaTO aBTOMATHYHHAT MUHUI03aTOp HE € BEPXY KOXKaTa
Bu 1 He cTe roTOBH a2 MHKEKTHpATe.

o He u3non3gaiite, ako OAJI0TO XapTUEHO MOKPUTHE JTUTICBA UJIH € TIOBPEACHA.
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B CbﬁepeTe BCHYKH HEOOXOAUMH KOHCYMAaTHBH 3a Bamata MH)KeKIUA U cjle] ToBa
U3MHIiTEe BHUMATETHO pbLETE CH CHC CallyH U BOAA.

Brpxy uncra, 100pe ocBeTeHa pabOTHA MOBBPXHOCT, TOCTABETE:!

e IIpo3padHoTO THE3M0, CHIBPIKAIIO ABTOMATHYHISI MUHUI03aTOP U MTaTpOHA
e TamrmoHu cbC CIUPT

e [lamyyeH TaMIIOH WK MapJIst

e Jleiikomnact

e Kontelinep 3a ocTpu oTHaabIM

S \
=)
=
r HN30eperte mMsicTo 3a mocTaBsiHe HA Bamusa aBTomatudyen MuHuao3arop. M3nomnspaiire
€caMo0 BHHIIHATA CTPAHA HA FOPHATA YacT Ha pbKaTa, aKko HAKoi Apyr Bu nocraBs
HH)KEeKIHATA.
Mo:ke n1a u3noJizBare:
o oenporo \ I'opna yacT Ha
o Kopema, C U3KJIIOYCHUE Ha pbKarta
obnactTa B paguyc 5 cM (2 uHYa) ; Kopem
OKOJIO IThIIa
o BBHILIHATA CTPaHA Ha TOpHATa 4acT
Ha pbKaTa (caMo aKko HIKOH JpyT benpo

Bwu noctaBst HH)KEKITUATA)

\ ’

s A

TTouncreTe MICTOTO Ha MHKEKTHPAHE C TAMIIOH ¢bC cnupT. OcTaBeTe Koxkara Bu na uzcrexxe.
. HE noxocsaiiTe Ta3u 007acT OT KOJKaTa OTHOBO IIPEIU MOCTABSHE HA MHXKEKITUATA.

. HE umnxektupaiite B 001acTH, KbJICTO KOXKaTa ¢ 0oJie3HeHa, HACHHEeHA, 3a4epBEHA WU TBHP/A.
N30srBaiiTe 1a MHXKEKTUpATE B 00JaCTH ¢ OPBhUKH, KOKHU T'bHKHU, O€J1€3H, CTpUU, OCHKU U
MPEKOMEPHO OKOCMSIBAHE.

Axo uckare Ja U3I10JI3BATC €1Ha U ChIlla obOmact Ha HWHXCKTHUPAHE, YBEPETE CC, Y€ HE € HA CHbIIOTO
MSICTO Ha MHIKCKTHUPAHC, KOCTO CTC U3IIOJI3BAIN IIPU MPCAUIITHATA WHIKCKIIU.

Baxkno: 3a Aa MIPUKPENMUTE HAACKIHO ABTOMATUYIHUA MUHHU/I03aTOP, BAKHO € 1a U3I10JI3BaTE

CTerHaTa 1 paBHa KOKHa IMOBbPXHOCT.
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Crobnka 2: Ilpurorsere ce

| OTBopeTe aBTOMATHYHUSI MUHMI03ATOP Ype3 3aBbPTAHE HA BPATHYKATA HA MATPOHA
HajasicHo. Cyell TOBa ocTaBeTe BpATHYKATA OTBOPEHa.

He natuckaiite 6yToHa 32
CTapTHpaHe, TOKAaTO He CTe
TOTOBH /1a MHXKEKTHpPATE.

E ‘HposepeTe NMaTPOHA BU3YAJIHO.

Etuker Ha nmatpoHa Bpbx Ha marpona (He 3aBbpTaiiTe)
HbHO Ha maTtpoHa JlekapcTBo Bsmo 6ytano CpoK Ha rOJHOCT
®
e & °|[8
L ®
_Mv4

YBepeTe Ce, € JICKAPCTBOTO B MaTpoHa € GHCTPO M 0e31BETHO 10 0J1e10KbJITO.

° He H3HOJ’I3BaﬁTe, AaKO JICKapCTBOTO € MBTHO WJIM C IIPOMCHCH LIBAT, WX CbAbpPiKa JIFOCIIH UIIN
BUIHUMHA YaCTHUIIH.

e  He m3non3Baiite, ako HAKOS OT YACTUTE HA NIATPOHA M3TIICKA MyKHATA WJIH CUyTCHA.
e  He u3noun3Baiite, ako 4aCTH OT MATPOHA JIUIICBAT WK HE Ca 3[JpaBO 3aKPETICHH.
e  He u3non3Baiite, ako CPOKBT Ha TOIHOCT HA TIATPOHA € U3TEKbJI.

BwbB BCcekn oT TOPHUTE CIIyYdan M3II0JI3BaliTE HOB aBTOMAaTHUCH MHWHHUJ034aTOp U IMATPOH.
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K ITouncTBaHe HA JHHOTO HA ATPOHA.

i@
S Cﬂ@
R

XBaHeTe TYK

JpwxTe pesepBoapa Ha aTPOHA C €HA PbKa U IIOYUCTETE ABHOTO HA ATPOHA C TAMIIOH ChC CIIUPT.

o He noxocpaiiTe IbHOTO Ha MATPOHA, CIIEA MOYUCTBAHE C TAMIIOH CHC CIHPT.

. He Maxaiite 1 He 3aBbpTaiiTe BbpXa WIN AHHOTO HA MATPOHA.

3 3apenere noYHUCcTeHUs NATPOH B ABTOMATHYHMS MIUHHM/I03aTOP M HATHCHETE CHJIHO OTrope,
AOKATO ce pUKCHpPa HA MACTOTO CH.

3apenete Hartucuere

MaTpoHa HaJl0Iy

H3MPaBeH CHJIHO

BxkapaliiTe mbpBO ABHOTO Ha MATPOHA.

° He 3apexaiiTe matpoHa rnoeeue OT S MUHYTH IIPEeAN MHXEKIUATa. ToBa MOXe /1a JIoBeie J10
M3CHhXBaHE Ha JIEKAPCTBOTO.

° He nunaiiTe OyToHA 3a cTapTHpaHe, JOKATO HE CTE MOCTABUIIN 3apPEICHHS aBTOMAaTHICH

MHHHJI03aTOP BBPXY KOXKAaTa CH.
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n 3aBbpTeTe BpaTnukaTa HaNABO. CJjie/l TOBA CTHCHETE CHIIHO, JOKATO Ce 3aTBOPH C
1paKBaHe.

CrtucHeTe CHITHO

mpak

YBepere ce, 4e NaTPOHBT NPWIATA IUTBTHO B ABTOMAaTUYHUSI MUHUA03aTOP, TIPEAX 1A 3aTBOPUTE
BpaTH4KaTa.

. He 3aTBapsiiTe BpaTHUKaTa, aKo HAMa MaTPOH, WM TOM HE € BKapaH JOKpau.

. He nunaiite 6yToHa 3a cTapTUpaHe, IOKATO HE CTE MOCTABUIIN 3apEICHHs aBTOMaTHICH
MUHH03aTOp BbPXY KOXKaTa CH.

Baskno: Crnen katro cTe 3apenuiay aBTOMATHYHUS MUHU03aTOp, MPEMHUHETE KbM ClieJBalaTa CThIIKA,
0e3 na ce OaBure.
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Crenka 3: UH:KeKkTHpaliTe

u Ortienere 1 ABeTe 3¢JICHU €3MYETa 3a OTJICIBAHE, 32 JIa CE IOKaXKE JICIICHKATA.
ABTOMAaTUYHUST MUHUA03ATOP € BKIIOYEH, KOTATO CHHUSIT CBETJIMHEH UHAUKATOP MUTA.
JlsicHO e3nue 3a Muraina cBeTIMHA
OTJICIIBaHE
| I I
pree. N V4
/7 N\
| I [
Bun-6un-ourn
JIsBo
e3nye 3a
OTJICIIBAHE KosxHa memenka

Bue Tpsi0Ba qa MaxHeTe U IBETE 3€JICHU €3U4eTa 32 OTJICTIBaHe, 32 JIa BKIFOYHATE 3apeIeHUs
aBromMatndeH MuHUIo3atop. llle gyere 3BykoB curaan (OMMNKaHe) U 1€ BUANTE MUTAIla CHHS CBETIMHA
Ha CBETIMHHUS UHAUKATOP.

° He numnaiiTe Ko)KHATA JICTICHKA.

° He mumaiite OyToHa 3a cTapTUpaHe, TOKATO HE CTE TIOCTABWIIM 3apeICHUS] aBTOMATHIEH
MHUHHUJ03aTOP BbPXY KOXKAaTa CH.

. He nunaiite 1 He 3aMbpcsBaiiTe 00JIACTTA OKOJIO KallaueTo Ha Urjara.

° He nocrassiiTe 3apeieHNs aBTOMaTUUECH MUHHI03aTOP BbPXY TSJIOTO CH, aKO YEpBEHATA
CBETJIMHA HAa CBETJIMHHUS UHAUKATOP MUTa 3a MOBEYE OT 5 CEKYH/IU.

° He oTcTpaHsBaiiTe jensuus cjIoi Ha KOXKHaTa JIENEHKa OT aBTOMaTUYHUS MUHUI03aTOP.

He HpeFBBaﬁTe KOX>XHarTa JICTICHKA, 3a Ja HEC CC 3aJICTIM CaMa 3a cebe cH.

K 3a 1a npuKpenuTe HAIEKTHO ABTOMATHYHHSI MUHHI03aTOP, OATOTBETE U MOYUCTETE
MSICTO 32 HHKEKTHPaHe, KbJAeTO HAMA 0KOCMSIBaHe, HJIU OTCTPAaHeTe OKOCMSIBAHETO OT
yuacTbka ¢ TpuMep. U3noJ3BaiiTe cTernaTa u paBHa K0KHA MOBBPXHOCT.

[TocraBsiHe B obnacTTa Ha Kopema [TocraBsiHe B obacTTa Ha 6€APOTO

Merton ¢ ombBaHe 3a KOpema Be3 omrbpBane 3a 6e1poTo

Baskno: IIlpomeHeTe mo3ara Ha TAJI0TO CH, 32 12 N30erHeTe KOKHU '’bHKU U HEPABHOCTH.
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J Koraro mura cunsita cBeTiinHa, aBTOMaTUYHUAT MUHK103aTOp € ToTOB. IIpoabiskere na
omrbBaTe (caMo IIPH M3IOJI3BaHE B 001aCTTa HAa Kopema). [phKTe 3apeIeHrs aBTOMAaTHICH
MUHHJI03aTOp TaKa, 4e CUHATA CBETJIMHA J]a CE€ BUK]IA, U TO TIOCTABETe BhPXY KoxkaTa cu. Moxe
Jia yyeTe 3ByK (Ounkane).

Muraia cBeTInHA
I | |

Onn-ommn-oumn

3apeneHuAT aBTOMAaTHYEH MUHH03aTOp IIE NPHIIEITHE KbM TsU10TO BH. YBeperte ce, 4e 1su1ata JIeneHka
e MpHUKperneHa KbM koxkata Bu. [Ipokapaiite mpbCT Mo 3anenBaiuTe pr0oOBe, 3a 1a TH 3aJICIHTE.

YBepeTe C€, 4€ NPEXUTE HE MpCUaT Ha 3apCACHUA aBTOMATHYCH MUHUI03aTOP U MOXKETE J1a BUXKIAATE
CHUHATA CBETIIMHA IIPE3 LAI0TO BPEME.

o He ce onutBaiiTe na mpemecTBare 3ape/leHUs] aBTOMaTHYeH MHHUI03aTOP, CIIE KaTo € O
MOCTaBeH BLPXY Koxkara Bu.

M  |HarucHere cu/1HO M OTIyCHeTe OyTOHA 3a cTapTHpaHe. Muraina 3ejieHa CBETJIMHA U LIPaKBaHe
1Ie CUTHAJIM3UPAT, Y€ HHKEKTUPAHETO € 3aII0YHaJIo.

Muraia cBeTInHa
(& _
W
— J OUI-OuIT-OuII

Mosxe na yyeTe 3BYK OT H3IIOMIIBAHE.

Moxe na ycetute yOOXKIaHE OT UTJIa.

VYBepeTe ce, 4e BIXKIATe 3eJIeHa MUTAIla CBETIMHA Ha CBETIMHHUS UHANKATOP.
Moxe na yyeTe 3ByK (OMIKaHe), KOETO MOKa3Ba, Y€ MHKEKTHPAHETO € 3all0YHaJIo.

Baxno: Ao U3THYa JIEKAPCTBO OT 3apEACHUS aBTOMAaTHUEH MUHH03aTOp, CBbpXKETE ce ¢ Bamms
JieKap uiu papmanesnT.
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H |AnxkekuuaTa oTHEMA 0KO0J10 5 MUHYTH. 3ejieHATA CBeTJIMHA HA MHANKATOPA CTaBa
MOCTOSTHHA M YCTPOMCTBOTO U3/1aBa 3BYKOBH CUTHAJIN (OUNKAaHe), KOraTo HH:KEKTHPAHETO
3aBbPIIH.

Murama cBeTInHA

5 muH

=) ¥

ITocTostHHA cBETIIMHA

HopmaiHo e oT BpeMe Ha BpeMe /ia UyBaTe 3BYK HA H3IIOMIIBaHe 10
BpeMe Ha HHKEKTHPAHETO.

o I[To BpeMe Ha Tpolieca HAa HHXEKTUPaHE MOXKE JIa CE U3BBPIIBA
yMepeHa (pu3HYecKka aKTHBHOCT, KaTO HAIIpUMEp XOJCHE, IPOTATaHEe U
HaBeXJaHe.
HNH:KeKTHPAHETO e 3aBbPIIEeH0, KOraTo: oumn-oun-oum

o 3ereHara CBETIIMHA HA HHIUKATOpA CTaHE MOCTOSHHA.
o UyeTe HAKOJIKO 3BYKOBU CHUTHaNA (OUTTKaHuU).
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Crebnka 4: 3apppiiBane

(o) KoraTo HH)KeKIMATA € 3aBbPIIEHA, XBaHETe KOKHATA JIeNeHKa, 32 J1a OTJIenuTe
BHUMATEJIHO ABTOMATHYHUS MUHHI03aTOP OT KokaTa cu. CJieq CBaJISIHETO, MPOBepeTe
Npo30pueTo 3a JekapcTBoTo. Cera 3ejieHaTa CBETJIHHA TPSAOBA /1a e U3racHaJa.

Wznonseano OyTaio

Wsracuana
CBETJIMHA

Oonn-oun-oun

I[IpoBepeTe manu M3MOA3BAHOTO OYTAIO U3IIIO H3ITBJIBA MIPO30PUYETO 32 JIEKAPCTBOTO M IIOCTOSIHHATA
3eJIeHa CBETJIMHA € M3racHalla, KOeTO MOKa3Ba, 4e ISUIOTO JIEKAPCTBO € OMII0 MHKEKTUPAHO. AKO
OyTaJIOTO HE U3ITBJIBA IPO30PYETO, CBBPXKETE ce ¢ Bamms ekap.

. Wznon3BaHuAT aBTOMAaTH4YEeH MUHUI03aTOD IIE M3/1aje 3ByK (OMIKaHe) PU OTCTPaHsSBaHE OT
Kokata Bu.
° Hopwmanro e na BuAnTE HIKOJIKO KAlKH TEYHOCT BBPXY KOXKaTa CH, CIIe/l KaTO OTCTPAHHUTE

H3M0JI3BaAHUA aBTOMAaTH4YCH MHUHHU103aTOpP.

II I/stm)p.neTe H3MOJI3BAHUAT aBTOMATUYIECH MUHHUA03aTOP B KOHTeﬁHep 3a OCTPpH

OTHAIbIH.
o ABTOMaTHYHHAT MHHUI03aTOP ChIIbpKa OaTEpUH, EIEKTPOHHUKA U HIJIA.
o Bennara crnen ynorpe0a u3xBbpIieTe U3MOI3BaHUS aBTOMaTHYEH

MHUHH03aTOp B KOHTCﬁHep 34 OCTpH OTHAAbLH. He HSXBBpHﬂﬁTe
ABTOMAaTUYHUA MUHUI03aTOp B KOHTeﬁHepa 3a JOMAalIHH OTIIaAbIIN.

. I'oBoperte ¢ Bamus siexkap 3a NpaBWIIHOTO U3XBBPIIIHE. BB3MOXKHO € 1a
MMa MECTHU yKa3aHHMs 3a U3XBbPJISHE.

. He cBansiiTe n3non3BaHus IaTpOH OT aBTOMAaTHYHUS MUHHI03aTOP.

. He u3nonssaiite NOBTOPHO aBTOMaTUYHMSI MUHUI03aTOP.

. He penyxnupaiite aBTOMaTU4YHNS MUHHUI03aTOP MM KOHTEIHEpa 3a
OCTPH OTHAJBLU U HE I'0 U3XBBPJSUTE B KOHTEHHEPA 32 JOMAILHA
OTHAJbLH.

Baxxno: Bunaru crxpaHsBaiiTe KOHTeIHepa 3a OCTPH OTHAABIN HA MSCTO,
HEIOCTBIIHO 3 JeLa.

P Ol".]'[e}laﬁTe MACTOTO HA MHIKCKTUPAHE.

AKO UMa KpbB, IPUTUCHETE ITAMYY€H TaMIIOH HJIM MapJis BbPXY MSICTOTO Ha nHxekTupaHe. He
pasTpHuBaiiTe MACTOTO Ha MH)KEKTUPaHe. AKO € He00X0AUMO, IIOCTaBETe JEUKOIIIACT.
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OTtcTpansiBaHe Ha podJIeMH

Kakso Ja HAalIpaBUTEC, aKO CBCTIIMHHUAT UHAUKATOP HA 3apCACHNUA aBTOMATUYCH MUHU103aTOP
HCIIPECKBCHATO MUT'Aa B YCPBEHO U UYBATC 3BYKOB CHUI'HAJI (6I/IHKaH€).

—, [Ipenynpeaurenna murama

CBCTJIMHA

Onn-onmn-oumn-oum-ourn

Chnpere 1a U3n0J3BaTe 3apeCHUS aBTOMAaTHICH MUHUI03aTOP. AKO aBTOMATHYHUSAT MUHUI03aTOP €
MPUKPENEH KbM TSU10TO BH, OTCTpaHeTe ro BHUMATEHO.

JlombJIHUTEIHH YCJI0BUS HA OKOJHATA cpe/a
I'panunm Ha OTHOCHUTENHATA BIAXHOCT Ha Bh3ayxa 15% 1o 85%.
I'parnmm Ha HagMopckara BucounHa -300 metpa 1o 3 500 metpa (-984 dyra no 11 483 dyra).
Ilo Bpeme Ha MHXKEKTHpaHe JPBKTE aBTOMATUYHHUA MUHHUI03aTOp Ha pa3cTosHue MUHUMYM 30 cM.
(12 nH4a) OT APYTH €IEKTPOHHM YCTPOICTBA, KATO HAPHUMEP MOOWIIHU TenedOHH.
IIpenynpexnenue: He Bunon3MeHsiite ycTpoucTBOTO.
I'parnmm Ha paboTHATaA TeMIIepaTypa Ha aBTOMaTHIHIS MHHHI03aTop 15°C mo 40°C.
www.devicepatents.com

TABJHNIA CBC CUMBOJIN

© |« b @

He Ha ce Buxre Tun BF Ennokpatna | CtepunusupaHo
U3I0JI3BaiiTe, CbXpaHsABa Ha | ykaszaHusaTa 3a | IIpuiosxena ynorpeba € TIOMOIITA Ha
aKO OIIaKOBKaTa CyXO. ynotpeoa. qacT ETUJICHOB
€ MOBpe/icHa OKCHJL

CE  nu

Amgen Inc., One Amgen Center Drive, Thousand Oaks, CA, CAIII.

EC | REP Amgen Europe B.V., Minervum 7061, 4817 ZK, Breda, Hunepnanaus
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