INPUJIOKXEHMUE 1

KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA



1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Vectibix 20 mg/ml koHIIEHTpaT 32 MHPY3UOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB
Bceku ml ot koHIIeHTpaTa chabpxka 20 Mg nanutymymad (panitumumab).
Bceeku ¢uakon cpabpka 100 mg manutymyma6 B 5 ml, nim 400 mg nanutymyma6 B 20 ml.

Koraro e npurorBeHa ChIriiacCHO MHCTPYKIMUTE, TaJICHA B TOYKA 6.6, KpaiiHaTa KOHIIEHTPALUs Ha
maHuTyMyMa0 He Tpsa6Ba na nmpesumasa 10 mg/ml.

[MaruTyMyM™Mab e M3I1110 YoBeKO MOHOKIOHANHO [g(G2 aHTUTAII0, MPOM3BEIEHO B KIETHYHA JTMHUS OT
003aitHUK (KJIETKH OT SMYHUK Ha KUTAHCKN XaMmcTep) upe3 pekomOuHanTHa JJHK texHomorus.

[HoMOIIHO BENIECTBO ¢ U3BECTHO JACHCTBHE
Bceexn ml ot koHteHTpara ceappxka 0,150 mmol HaTpwid, koeto e 3,45 My HaTpUH.

3a IIBJIHMS CIIMCHK Ha IIOMOILHUTE BEIECTBA BIDKTE ToUuKa 6.1.

3. JEKAPCTBEHA ®OPMA
Konnentpat 3a nHGY3HOHEH pa3TBOpP (CTEPHUIICH KOHIICHTPAT).

Besugeren pastop ¢ pH ot 5,6 1o 6,0, KOKWTO MOXe Aa ChIbPrKa MOIYPO3pauHH O OEnr BUAUMH
amMopdHu OeNTHUYHN YaCTUIM TAaHUTYMyMa0.

4, KJIMHUYHHU JAHHHU

4.1 TepaneBTHUYHU MOKA3AHUSA

Vectibix e moka3aH 3a Jie4eHHE HA Bb3PACTHH MALEHTH C METACTaTUUEH KOJIOPEKTaJICH PaK C AUB THII

RAS (MCRC):
. npu repBa uHAA B KomOuHams ¢ FOLFOX mnn FOLFIRI

. nipu Bropa JnHus B komOuHams ¢ FOLFIRI mpu manuenTy, KOUTO ca TOIYYIIN ITbPBa JINHUS
¢dnyopornupuMuInH O0azupaHa XUMHOTEpanus (C U3KIIOYCHUE HA MPUHOTEKAH ).
. KaTO MOHOTEpAIus ClIe]] HEYCIIeX Ha XUMUOTEPANIEBTUYHA CXEMA, ChIbpiKaIla

(bi1yoponMpUMUANH, OKCATUIIATHH U UPUHOTEKAH.
4.2  J1o3upoBKa U HAYMH HA MPUJIOKEHHE

Jleaenuero c Vectibix Tps0Ba 1a ce ppKOBOJM OT JIEKap C ONMHUT B MPUIIATAaHETO HAa IPOTHBOPAKOBA
Tepanws. M3ucksa ce mokasBane Ha auB Thr RAS (KRAS (BupyceH OHKOTeHEH XOMOJIOT Ha CapKoMa
na Kirsten mpu mrexose 2, Kirsten rat sarcoma 2 viral oncogene homologue) u NRAS (aeBpobiactom
RAS BupyceH oHkoreneH xomouior, neuroblastoma RAS viral oncogene homologue)) craryc npeau
3armovBane Ha JieueHue ¢ Vectibix. MyTanmoHHHAT cTaTyc TpsAOBa /1a ObAe onpezesicH B ONUTHA
nabopaTopus Upe3 BAIMAUPAHU METOIU 3a U3cieaBane 3a oTkpuBane Ha KRAS (ex3onu 2, 3 u 4) u
NRAS (ex3onu 2, 3 u 4) MmyTaruu.

EOSI/I[ZOBKa

[Ipenoppunrtennata no3a Vectibix e 6 mg/kg TenecHo Terio, npuiiaraHa BEAHbX Ha BCEKU JIBE
CEeIMUIIH.



IIpomsHa B mo3ata Ha Vectibix MOXe Ja ce HAJIOKU B CIIydad Ha TEXKKH (> CTeNeH 3) KOXKHH PEaKIIHH,
KaKToO ClIe[Ba:

IlosiBa HA KOKHM
IIpunoxxkenue Ha
CHUMIITOMM: - Pesyarar Peryaupane na go3ara
1 Vectibix
> creneH 3
IIponsmxaBane Ha
Iponyckane Ha 1 [TomoOpeH (< crenen 3) uHdysusara 1o 100% ot
Hauanna nossa
WA 2 1031 IMbpPBOHAYAITHATA 1032
He e Bp3cTaHOBEH IIpeycranoBsBane
[IpoapmxaBane Ha
IIpu BTOpaTa ITpomyckane Ha 1 IMoxo6peH (< crenen 3) uudysusaTa 10 80% ot
osiBa W 2 103U IFpPBOHAYATHATA J103a
He e Bp3cTanoBeH [IpeycranossiBane
IIponemxaBaHe Ha
ITpu Tperara [Mpomnyckane Ha 1 IMono6peH (< crenen 3) uHbpy3uata 10 60% ot
rmosiBa nim 2 1031 IIbpBOHAYAIHATA 1032
He e Bp3cTaHOBEH IIpeycranoBsiBane
[Ipu ueTBBpTaTA
p p IIpeycranoBsiBaHe - -
mmosia

1 ITo-ronsma oT mim paBHA Ha CTCIICH 3ce OIIPCACIIA KAaTO TCIKKA UIIHN )KMBOTO34acCTpalllaBalia.
Cneyuanuu nonyrayuu

be3omacHocTTa 11 epukacHoCTTa Ha Vectibix mpH manueHTH ¢ Ob0pPEYHO MIIH YepPHOAPOOHO
YBpEeXKJaHe He ca MPOyYBaHH.

Hsma xnMMHWYHY JaHHW, KOUTO J1a TIOJKPETAT KOPUTHPAHETO Ha J103aTa B CTapYecKa Bb3pacT.
Ileduampuuna nonyrayus

Hsma cpoTBeTHO MIPUITOKCHUC Ha Vectibix B neauaTrpuiHara noIryjanys 3a NOKa3aHUueTO JICUCHNUE Ha
KOJIOPCKTAJICH pax.

Hauwun Ha OPUITOKCHHEC

Vectibix TpsiOBa 1a ce mpuiara KaTo HHTpaBeHO3Ha HHQY3HS Ype3 HHPY3HOHHA TIOMIIA.

IIpenn nady3usaTa, Vectibix TpsidBa nma ce paspenu B HaTpue xiopua 9 mg/ml (0,9%) urxeKkmmonexH
pasTBOp 0 KpaiiHa KOHIICHTpalus He mo-Bucoka oT 10 mg/ml (3a yka3aHus 3a MPUTOTBSIHE BiK.
TouKa 6.6).

Vectibix Tps6Ba na ce npuiara, kato ce n3non3sa 0,2 mwim 0,22 MukpomeTpa GUITHP C HUCKO
MPOTENHHO CBHP3BAHE, MOCPEACTBOM MeprudepeH MbT WK MOCTOSHEH KaTeThp. [IpenopbunTeTHOTO
BpeMe 3a nHby3us e npubinsnTtenHo 60 MuHyTH. AKo bpBaTa HH(DY3Us ce moHacs a00pe,
cnenBaiuTe HHPy3un morat 1a Obaar npuiaoxern 3a 30 1o 60 munyTH. J103H, TIO-BUCOKH OT

1 000 mg Tpsi6Ba na ce BauBaT 3a npudau3uTesiHo 90 MUHYTH (32 yKa3aHus 3a yrnoTpeda, BiK.

TouKa 6.6).

WHpy3noHHUAT BT TpsAOBa 1a Obe MPOMUT C Pa3TBOP HA HATPUEB XIJIOPHU MIPETU U CIIE]T
npuiIaraneTo Ha Vectibix, 3a ja ce MpeJoTBPaTH CMECBAHETO C APYTH JICKapCTBEHHU MPOAYKTH WK
MHTPaBEHO3HH Pa3TBOPH.

HamansBane Ha ckopocTTa Ha nHOY3HsATa ¢ Vectibix MOXKe /1a ce HaJIOXKH B CIIydal Ha CBBP3aHH C
uHQy3uATa peakiuu (Bxk. Touka 4.4).




Vectibix He TpsOBa 1a ce mpuilara KaTo MHTPAaBEHO3HA CTPYiHA MU OOTyC MHKEKLHUS.
3a yKka3aHusl OTHOCHO pa3pekIaHeTo Ha JIEKApCTBEHUS MPOAYKT MPeau MPHIOKEHUE BIXKTE TOUKa 6.6.
4.3 TIIporuBomoKa3aHHUs

[MaruenTn ¢ aHaMHE3a 33 TEXKKA WM KUBOTO3ACTPAIIaBalla CBPbXYyYBCTBUTEITHOCT KbM aKTUBHOTO
BEIECTBO WIH KbM HAKOE OT ITOMOIIHUTE BEIECTBA, N30poeHn B Touka 6.1 (BK. Touka 4.4).

[ManmeHTH ¢ MHTEPCTHILIMAICH THEBMOHUT WK OenoapoOHa Guodpo3a (Bxk. Touka 4.4).

KomOunHamnusTa Ha Vectibix ¢ OKcanuIUIaTHH ChABPIKAIAa XHMHOTEPAITHS € MPOTHBOIOKa3aHa IpH
nauuenTu ¢ mytupain RAS mCRC, wmu npu kouto RAS mCRC cratyca He ¢ uzBecteH (BK. Touka 4.4).

4.4 CneuuajHu mpexynpeskaeHUs U MpeAna3Hi MePKH NMPH ynoTpeda

IIpocaenumoct

3a na ce mogo0pH MPOCIETUMOCTTa Ha OMOIOTUYHHTE JIEKAPCTBEHH MTPOAYKTH, UIMETO M MAPTUIHHSIT
HOMEDp Ha MPUIOKEHHsI TPOAYKT TPAOBa SACHO Ja ce 3alicBar.

KoxHr peaknuy 1 TOKCHYHOCT HA MEKHUTE ThKaH!

Peakuuu, cBbp3anu ¢ koxara, papMakonornueH edekr, HabaroaaBaH Mpu MHXHOUTOPH Ha pelenTopa
Ha enmuaepManHus pactexxer dakrop (EGFR), ca momydmiy mouTy BCHIKY TAITAEHTH
(mpubnmsurenHo 94%), nexysanu ¢ Vectibix. Texku (crenen 3 cnopen NCI-CTC, kato crenenure ca
OIPE/ICTICHH B ChOTBETCTBUE C OOIIMTE TEPMUHOJIOTHMYHU KPUTSPHUH 32 HEXKEIIAaHU ChOUTHS Ha
Haronanuus uHCTUTYT 1o pakoBu 3abonseanus (National Cancer Institute Common Terminology
Criteria for Adverse Events, NCI CTCAE)) koxH#u peakiuu ca cho0menu mpu 23%, a
JKUBOTO3acTpalllaBaly (CTeneH 4) KoxXHM peakimu npu < 1% OoT manueHTuTe, KOUTO ca Moy4yaBaln
Vectibix kaTo MOHOTEpamnus ¥ B KOMOHHAIMs ¢ XuMuoTepanus (n = 2 224) (Bx. Touka 4.8). Ako
HAIMEHT pa3Bue KOXKHH peakimu, kouto ca crened 3 (CTCAE v. 5.0) uiun mo-BUCOKa, HIIH CE CUUTAT
3a HEMOHOCHMH, BHIKTE IIPEIOphKaTa 3a MPOMsIHA Ha J03aTa B Touka 4.2,

[Ipy KIMHUYHY U3NUTBAHUS, B PE3YJITAT Ha PA3BUTHUETO HA TEKKH KOKHH PEaKIny (BKIIOYATEITHO
CTOMATHUT) ce ChOOMAaBaT MH(DEKIIMO3HN YCIOKHEHHS, BKITIFOUMTEITHO CEIICHC ¥ HEKPOTH3HPAII]
(hacuuuT, B peAKH CIIydau BOACUI IO CMBPT, U JIOKATHU a0CIIeCH, U3UCKBAIM WHIM3HS U IPEHAX.
[NanuenTHTE, KOUTO UMAT TEKKH KOKHHU PEAKLIUHU WM TOKCHYHOCT Ha MEKHTE ThKaHH, WU IPH KOUTO
peakIMuTe Ce BIIOIIABAT, JOKAaTO MoirydaBat Vectibix, TpsOBa 1a ObJaT MpociesIBaHy 3a osBaTa Ha
BB3NATUTEIHN WIH HHPEKIHMO3HHU YCIOKHEHUS (BKIIOUUTEITHO IETYJIUT U HEKpOTU3Hpal] GaciuuT) u
Jia ce 3armoyHe He3a0aBHO MOAXO0AAII0 JeueHne. HabmogaBanu ca )KMBOTO3acTpallaBaliy 1
MH(EKIIMO3HN YCIIOKHEHHS C JIETaJICH M3XO0/, BKIIOYUTEITHO HEKPOTH3HUPAL (PaCUHT U CETICHC TIPH
TaIueHTH, JIeKyBanu ¢ Vectibix. [Ipn mocTtMapkeTnHroBaTa ymorpeda ca ChOOIIEHN PEIKH CITydan Ha
cUHIpPOM Ha Stevens-Johnson u TOKCHYHA enuAepMaIHa HEKPOJIM3a MPY MallUueHTH, JIEKYBaHH C
Vectibix. Vectibix He Tps0Ba aa ce mpuiara, Wiv TpsiOBa 1a ce IpeKpaTH MpH MosBa Ha KOXKHA
TOKCHYHOCT WJIM TOKCHYHOCT HA MEKUTE ThKaH!U, CBhP3aHa C TEKKHU U XKHBOTO3aCTpAIIaBaIlN
BB3NATUTEIHN WU HHPEKIMO3HU YCIOKHEHUSI.

JleyeHHETO 1 OBNIA/IIBAHETO HA KOXKHHUTE PEaKIMU TPsiOBA J1a CE OCHOBABAT HA TEKECTTA U MOXKE J1a
BKJTFOYBAT OBJIAKHUTE, CibHYeBa 3ammuTa (SPF > 15 UVA 1 UBV) 1 nokajieH KOpTHKOCTEPOHUICH
KpeM (He moBede OT 1% XUIPOKOPTU30H), IPUIIOKECHU BBPXY 3aCETHATUTE MMOBBPXHOCTH, U/UITH
TepopaTHi AaHTHOMOTHIIM (HATP. JOKCUIMKINH). [IpenophuBa ce ChINO MAUSHTUTE, KOUTO UMAT
00pWB/KOKHA TOKCHIHOCT, J1a HOCST CIIFHIIE3AIIUTHO O0JICKIIO | IIaIKa, U Ja Ce OTPaHuIN
W3JIaraHeTo Ha CIBHIIE, Thi KaTO CIIbHYEBATA CBETJIMHA MOXKE J]a BJIOIIHU BCSIKA KOXKHA PEAKIUs, KOSITO
MOJKe Jia ce mosiBu. [lanmenTrTe MoKe 1a ObJaT MOCHBETBAHU Jla IpUJIaraT OBJIKHUTEI U CII'bHUCBA
3alIUTa Ha JIMIETO, PBIETE, KpaKaTa, Bpara, Ibp0a v I'bPAUTE BCSIKA CYTPHH 10 BpEME Ha JICUCHHUETO,



U [a mpujiarat JIOKaJICH KOPTUKOCTEPOUJ Ha JIMIIETO, PbUCTES, KpaKaTa, Bparta, er6a U I'bpAUTC BCIKA
BCYCp MO BPEMC Ha JICUCHHUCTO.

Benonpobuu yeioxHeHust

ITanmeHnTH ¢ aHaMHE3a WM TaHHU 32 HHTEPCTUITNAICH THEBMOHUT WM OetopoOHa ¢pubdpo3a ca ommu
N3KIIIOUYCHHU OT KIIMHUYHUTEC MPOYYBaHUA. Nwma CT)O6IIICHI/I$[ 3a ClIy4an Ha UHTCPCTULIMATIHA
oenmonpoona 6onect (ILD), kakTo ¢ JeTalieH, Taka U ¢ HEJIETaJICH U3XO0/l, TIABHO MPH STMOHCKATa
nomnynanus. B ciydail Ha BHe3amHa mosiBa WK BIIOMIABAHE HA OETIOAPOOHUTE CUMIITOMH, JICYEHHETO C
Vectibix TpsOBa na 6b11€ IPEKHCHATO U J1a C€ MPEANPUEME CBOCBPEMEHHO M3CIICABAHE HA TE3U
cuMInToMu. Ako ce nuarHoctunupa ILD, neuenneto ¢ Vectibix TpssOBa OKOHYATEIHO Aa ce
MPEYCTaHOBH U MAIUEHTHT TPSAOBa 1a Obe MOIXOAINO JeKyBaH. [Ipu nmanuenTr ¢ anHaMHe3a 3a
WHTEPCTHIIMAJICH ITHEBMOHUT WK OestoApoOHa Gubdpo3a, TpssOBa BHUMATETHO JIa C€ OOMUCIH ITOI3aTa
OT JICYEHUETO C TAHUTYMyMab CIpsIMO pUCKa OT OeNOAPOOHH yCIOKHEHHUS.

EJIeKTpOIMTHH HAPYIIEHUS

[Tpu HAKOM MaMEHTH ca HAOJ0AaBaHK MPOTPECUBHO HAMAJIBAIM CEPYMHH HUBA HAa MarHe3ui,
BOJICIIIN 10 TeXKa (cTerneH 4) xurmoMaraesnemMus. [larmenture TpssOBa ga 0BT MEPHOTHIHO
MPOCIIESIBAHH 32 XUIIOMArHe3MEeMHUs U MPUAPYIKaBallla XUIMOKAIMEeMHUs IPEIU 3all0YBaHe Ha
nedeHueTo ¢ Vectibix u ciies ToBa MEPUOAMYHO JI0 8 CEMUIIM CIIE]] IPUKITIOYBAHE HA JICYCHUETO (BXK.
touka 4.8). [IpernopruBa ce HacHIaHE ¢ MarHe3uH, aKo € MOAXOIAIO.

HabmomaBanu ca u Ipyru eJIeKTPOIMTHI HApYIIeHN, BKIIOYUTEIHO Xuokanuemus. [Ipemoprusa ce
IIpocIeAsBaHe, KAKTO € [I0OCOYEHO II0-TOpe, U aKO € MOAXOMAII0, HACUIAHE C T€3U €JIEKTPOJIUTH.

Peakiuu CBBP3aHH C I/IHd)V3I/I$ITa

[Ipu xIMHUYHYU IPOYYBaHMS C MOHOTepanus 1 komOuHupana tepanust Ha mCRC (n = 2 224), ca
CHOOIIIEHH peaKIuy, CBbpP3aHu ¢ MHY3UATa (TIOSBABSIIN ce 10 24 Yaca ciieq HHPY3UITa) Mpu
MAIMEHTUTE, JIEKyBaHU ¢ VectibixX, BKIIIOYUTEITHO CEPUO3HU PEaKIIUU, CBbP3aHU ¢ HH(Y3HUITA
(crenien 3 u crernen 4).

IIpu mocTMapkeTHHrOBaTa yIoTpeda ca ChoOIaBaHu CEPHUO3HU PEaKITH, CBbP3aHH ¢ HHDY3UATA,
BKJIFOUUTEITHO PEAKH MOCTMAPKETUHTOBH CHOOIIEHHUS C JIETAIEH H3X0/l. AKO Ce IMOSIBH TEXKa I
JKMBOTO3aCTpalllaBallla peakys 0 BpeMe Ha MH(Y3HUsTa I 110 KOETO U Ja € BpeMe ciiea HHQy3usiTa
[ramp. HamM4re Ha OPOHXOCHAa3bM, aHTHOEIEM, XUTTOTOHHS, HEOOXOAMMOCT OT ITapEHTEPAITHO
JieYeHHe Wi aHa(HIIaKcHs|, JedeHrneTo ¢ Vectibix TpsOBa aa ObJe OKOHYATETHO PEYCTAHOBEHO (BIK.
Touku 4.3 u 4.8).

Ckopoctra Ha uH(Y3MsITa TPsIOBa /1a Ce HAMaJIM NP MAlUeHTH, KOUTO MOJTyYar Jieka UM yMepeHa
peakuusi, cBbp3ana ¢ nHdysusTa (crenex 1 u crenex 2). [Ipenopbusa ce Ta3u Mo-HUCKA CKOPOCT Ha
nHOY3US J1a ce MOIbPIKa MPH BCUYKH ITOCIIEBAIINA HHPY3UH.

CroOmaBany ca peakliiy Ha CBPBbXUYBCTBUTEIHOCT, TIOSABABAIIM CE MTOBeUe OT 24 Jaca cies
MHQY3UATa, BKIIOYUTEIHO U CIIyyail Ha aHTHOEeM C JISTaJIeH U3X0/, MOsBHII ce TIoBeue oT 24 yaca
cien nHpy3nara. [lanuenTture TpsadBa ga 6baaT HHGOPMUPAHK 32 BB3MOKHOCTTA OT KbCHA MOSIBA HA
peaxiusaTa 1 MHCTPYKTHPAHH J1a Ce CBBPKAT ChC CBOS JIEKap, aKo Ce MOSABAT CUMIITOMM Ha peaklus Ha
CBPBXYYBCTBUTEIHOCT.

Octpa 060peyHa HENOCTATHYHOCT

HabmonaBana e octpa 0b0pedHa HETOCTATHYHOCT MIPH MAIMEHTH, KOUTO Ca Pa3BIIIM TEKKA JHAPUS H
nexunpatarys. [lanmpenTrTe, KOUTO MOIydaT TeKKa TUapus, TPsAOBa ga OBIaT HHCTPYKTHPAHHU Ja Ce
IMOCHBETBAT CIIEIITHO ¢ MEIUIIMHCKH CIEIIHAINCT.



Vectibix B KOMOMHAIUS ¢ UPHHOTEKAH, 00J1yc S-hiyopoyparmi v seskoBopud (IFL) xuMmuorepanus

[Ipu manuentn, nonay4asamu Vectibix B komounanus ¢ IFL cxema [6onyc S5-dayopoyparun

(500 mg/m?), neBxoBopun (20 mg/m?) u upuroTtekan (125 mg/m?)] ce HabmoaaBa BUCOKA 4eCTOTA HA
Texka nuapus (Bxk. Touka 4.8). [lopanu ToBa npuiaranetro Ha Vectibix B komOuHarwms ¢ [FL TpsiOBa
na ce n3bsarea (BK. Touka 4.5).

Vectibix B koMOuHanus ¢ 0eBanu3ymMad ¥ XMMUOTEPANEBTUYHU CXEMU

[Ipu manmenTn, noay4aBamu Vectibix B komOuHanus ¢ OeBaruzymald 1 XUMHOTEpPAITUs ce HaOIItoaBa
CKBbCSIBAHE Ha MIEPUO/Ia Ha MPEKUBIEMOCT 0€3 MPOrpecus U yBeInuaBaHe Ha CMBPTHUTE Ciiy4au. B
pameHara, JiekyBaHu ¢ Vectibix B koMOuHanus ¢ 6eBann3ymabd u XuMUOTepanus ce HaOJIr/1aBa ChIo
MO-BHCOKA YeCTOTa Ha OenoapoOHa eMOomms, HHPEKIUH (TIPESTUMHO OT KOKSH IPOM3XO0T), THAPHS,
EJICKTPOJIUTEH qucOananc, rajicHe, OBpbIaHe U AexuapaTanus. Vectibix He TpsOBa ja ce nmpuiara B
KOMOUWHAITUS ¢ XUMHOTepanus, ChabpiKaiia oeBanuzymad (Bx. Touku 4.5 u 5.1).

Vectibix B KoMOMHANMs ¢ XUMUAOTEPAUs, Oa3upaHa Ha OKCAJIUIUIATUH [IPU IanMeHT ¢ Mytupai RAS
mCRC nnu npu kouto RAS TYMOPHHUSAT cTaTyc HE € U3BECTEH

Komb6unanusTa Ha Vectibix ¢ OkcanuIIaTiH ChIbpKaIla XUMHUOTEPANHs € IPOTHBOIIOKa3aHa MpH
nanuedTy ¢ Mytupai RAS mCRC nnn npu kouto RAS mCRC craTyca He e u3BecteH (Bx. TOUKH 4.3
u5.1).

YcraHOBEHO € CKbCSIBAaHE Ha BPEMETO Ha mpexuBseMocT 6e3 nporpecust (PFS) u Ha BpemeTo Ha o0ria
npexussemMocT (OS) npu nmanuentd ¢ mytupanu KRAS (ex30H 2) Tymopu 1 jonbiaHuTesHd RAS
(KRAS [ex3onu 3 u 4] wau NRAS [ex3onu 2, 3 u 4]) MyTanuu, KOUTO ca II0JIyYaBald IaHUTyMyMa0 B
KomOuHaius ¢ nHpy3us Ha S-Qryopoypar, teBkoBopuH U okcammmiatul (FOLFOX), cipsimo
FOLFOX camoctositenHo (Bk. Touka 5.1).

RAS MyTalMOHHUST CTaTyc TPsOBa Ja Ce ONPEJIeNn Ype3 BaJHUpaH METOJ 3a U3CIIC/IBaHE B
naboparopus ¢ onut (Bxk. Touka 4.2). Axo Vectibix e ce u3nonssa B komOunaius ¢ FOLFOX, ce
npenopbyBa MyTALIMOHHUSAT CTaTyc Ja ObJe onpeesieH B 1a00paTopusl, KOSTO y4acTBa BbB BbHIIHA
nporpaMa 3a OCUI'ypsiBaHe Ha KaueCTBOTO IpH onpenensHe Ha RAS nnn 1uB Tuil cTaTychT Aa Obae
MOTBBPJICH C TECTBAHE HA TBOMHU MPOOH.

O4Ha TOKCUYHOCT

CpoO111aBa ce 3a CeprO3HH CIydal Ha KEPaTHT M YJILIEPO3CH KePaTHT, KOUTO MOXKE Jia TOBE/AT 10
nepdopanus Ha poropunata. [lanMeHTUTE ¢ MPU3HALIK ¥ CUMIITOMH Ha KEPATUT KATO OCTPH HJIH
BJIOIIIABAIIIH C€: Bh3MAJCHUE HA OKOTO, JIAKPUMAIIHSI, 9yBCTBUTEIHOCT KbM CBETJIHHA, 3aMbBIIICHO
3peHue, 00JIKa W/UIU 3auepBsiBaHE HAa OKOTO, TPsiOBa Ja ObJIaT HACOUEHHU He3a0aBHO KbM O TaIMOJIOT.

AKO ce IOTBBPIM MarHo3ara yJepo3eH KepaTHT, JiedeHHeTo ¢ Vectibix TpsOBa a Oblie IPEeKbCHATO
WIJIA TIPEYCTaHOBEHO. AKO C€ IMarHOCTHIIMPA KEPATHUT, MOJIBUTE M PUCKOBETE OT MPOAbIKaBaHEe HA
JIeYeHHeTo TpsiOBa ja ObIaT BHUMATEIHO OOMHUCIICHH.

Vectibix Tps6Ba 1a ce U3M0I3Ba C BHUMaHHUE MPH MMAIlMEHTH ¢ aHAMHE3a 3a KepaTHT, yIIepo3eH
KEpaTUT WK TeXKKa CyXoTa B ounTe. M3Mon3BaHeTo Ha KOHTAKTHH JICHIH CHII0 € PHCKOB (akTop 3a
KEpaTUT U YJILEepausl.

[MammenTu ¢ dyakanonauneH craryc 2 mo ECOG, aekyBanu ¢ Vectibix B KoMOMHAIMS C
XUMHOTEpAUs

IIpu marmuenTy ¢ pyukmmonanex craryc 2 mo ECOG (M3rouyna koomepaTHBHA OHKOJIOTHYIHA TPYTIA,
Eastern Cooperative Oncology Group) ce mpemopbuBa OIleHKa Ha ChOTHOIIEHUETO TI0I3a-PUCK TPEIN
3amouBaHe Ha Vectibix B komOuHaIus ¢ xumuoTepanus 3a euenne Ha mCRC. He e nokazano
TTOJIOKUTEITHO CHOTHOIIICHUE TI0JI3a-PUCK TP MaueHTH ¢ GyHknuonaieH craryc 2 mo ECOG.



IlanmenTu B CTap4cCKa Bb3pacT

He e nabmronaBana 1s;10cTHa pa3iuka B 0€30MacHOCTTa WK €(PUKACHOCTTA NPU MALUEHTH B
cTapuecka Bb3pacT (= 65 rogunn), nekyBanu ¢ Vectibix karo Mmonorepanus. [lpu manuenTtu B
cTapuecka Bb3pacT, JJeKyBaHU ¢ Vectibix B komOuHarus ¢ xumuotepanus ¢ FOLFIRI wm FOLFOX,
ca ChOOIIEH! TIO-TOJISIM OpOi CEPUO3HU HEXETIAaHHU PEAKI[H B CPAaBHEHUE ChC CAMOCTOSITEITHO
NPUIOKEHHE Ha XUMUoTepanus (BXK. Touka 4.8).

IIpenynpexaeHns 3a IIOMOIITHUTE BEIICCTBA

To3zu nexkapcTBeH NPOAYKT ChIbpka 3,45 mg Hatpuii Ha ml, kouTto ca ekBuBaneHTHH Ha 0,17% ot
MPENOPBUUTETHUS MAKCUMAJICH JHEBEH MPUEM OT 2 g HaTpuil 3a Bp3pacTeH Ha C30.

45 B3aumopeiicTBHe ¢ APYI'M JIEKAPCTBEHH NPOAYKTH M APYru (OpMHU Ha B3auMoJelcTBHE

JlauHn OT IpoyUYBaHe 3a B3aUMOJEHCTBHATA, BKIIOUBAIIO VectibiXx 1 HPUHOTEKaH MPH IMalueHTH C
mCRC nokasBar, 4e (hapMakOKMHETHKATa Ha HPUHOTEKAH U Ha aKTHUBHUS My meTabonuT SN-38 He ce
HPOMEHS, KOraTo JIEKapCTBEHUTE MPOAYKTH C€ IpUIIaraT €qHOBPEMEHHO. Pe3ynTaTtu oT cpaBHUTEITHO
KPBCTOCAHO MPOYYBAHE MTOKA3BaT, 4ye cxeMuTe, chabpxkamy upuHorekad (IFL wnmn FOLFIRI), asamar
e(eKT BbpXy PpapMaKOKHMHETHKATA HA TAHUTYMyMao.

Vectibix He TpsOBa 1a ce mpruiara B komOuHamus ¢ IFL xumMuoTepanus wim ¢ XUMHOTEpaIus,
chabpKaia OesanmzyMmad. HabmomaBana € BUCOKa 9YeCTOTa Ha TEXKKa TUapusl, KOTaTo MAaHUTYyMyMao €
npunarad B komOuHarwms ¢ [FL (Bxk. Touka 4.4) 1 ca HaOIIt0JaBaHU MMOBUIIIEHA TOKCUYHOCT M CMBPTHHU
CIIydan, KOraTo IMaHUTyMyMab e KoMOUHHpaH ¢ OeBarm3ymab u xuMuorepanus (Bx. Touku 4.4 u 5.1).

Kombunanusta Ha Vectibix ¢ OKCaNIUIUIATHH ChAbPIKaIla XUMHOTEPAIus € MPOTUBOIOKa3aHa Mpu
nauuedty ¢ Mmytupai RAS mCRC, wim npu kouto RAS mCRC craryca He e u3BecteH. [1pu KnMHUYHO
W3MUTBAHE € YCTAHOBEHO CKHCSBAHE Ha BPEMETO Ha MPEXKUBIEMOCT O€3 MPOrpecHs U Ha BPEMETO Ha
001112 MPEKUBAEMOCT NPU MALMEHTH ¢ MyTUpanu RAS TyMopH, KOUTO ca rmojTyyaBaii MaHUTyMyMal
FOLFOX (Bx. Touku 4.4 u 5.1).

4.6 ®@epTHanTeT, 6GPEMEHHOCT U KbpMEHe

BpemenHocT

Hsma nocrarpuno ganHu 3a ynotpebara Ha Vectibix npu Opemennu xenu. [IpoyuBanusita npu
KUBOTHHU TIOKa3BaT PENPOIYKTUBHA TOKCUYHOCT (BXK. Touka 5.3). [loTeHIManHusAT pUCK pU Xopa He €
m3BecteH. EGFR ywacTBa B KOHTpOIIa Ha MPEHATATHOTO pa3BUTHE U MOXE OU MMa ChIIECTBEHO
3HAYCHUE 32 HOPMAJIHATa OpraHOreHe3a, npoiaudepanns U AudepeHuanys Ha pa3BUBALINs ce
emOpuoH. Ilopagu ToBa Vectibix nMa moTeHIMan 1a NIPpUYMHN YBPEkKAaHe Ha (eTyca, Korato ce
npuiara Ha OpeMeHHH JKeHU.

W3BectHO e, ue yoBemkure IgG npemuHaBar maneHTapHara Oapuepa u Hopajau ToBa MaHUTyMyMa0
MO>Ke J1a Objie IpeslaJieH OT Maikara Ha pa3BuBaIys ce ¢peryc. JKeHu ¢ gereposieH NoTeHIan TpsoBa
Jla U3MoN3BaT e(heKTHBHA KOHTPALIETIIIUS 110 BpeMe Ha JieueHne ¢ Vectibix u 1o 2 Mecena ciej
nocieaHara 1o3a. Ako Vectibix ce ynorpe0sBa mpe3 OpeMEeHHOCTTa WIIM aKO MMallMeHTKaTa
3a0peMeHee, 0KaTo MoJydaBa TO3H JIEKapCTBEH MPOAYKT, T4 TpsiOBa a Ob/ie yBeIOMEHA 3a
MOTSHIMATHUS PUCK OT MPEKhCBaHE HA OPEMEHHOCTTA WITU MMOTESHIMAHUS PUCK 32 II0/1A.

Kopmene

He e u3BecTHO nanu maHUTYMyMal ce eKcKpeTHpa B KbpMaTa. Tl kato uyoBemkure IgG ce oTnendar B
KbpMara, Bb3MOXKHO € MTAHUTyMyMab ChINO Ja ce oTnens. [loTeHuanrsT 3a abcopOnus U yBpexKaHe
Ha KbPMAaYeTo CJIC/ MOTIbIaHe He € u3BecTeH. [IpenopbuBa ce JKeHHUTE 1a He KbPMSIT M0 BpeMe Ha
neuenue ¢ Vectibix u 10 2 Mecena cief nociaeaHara 103a.



depTuaurer

[IpoyuBanus npH >KUBOTHH MOKa3BaT 0OpaTUMU e(peKTH BEPXY MEHCTPYaTHHUS UKBI U HaMaJIeH
(depTUIUTET NPH KEHCKU MaiMyHH (BX. Touka 5.3). [lannTymyMab Moxe Ja moBiusie COCOOHOCTTA
Ha )KeHaTa 3a 3a0peMeHIBaHe.

4.7 EdexTn BbpXy cioco0HOCTTA 32 modupaHe H padoTa ¢ MAIIUHA

Vectibix Moe /1a IMa HE3HAYUTETHO BIMSIHNE BBPXY CIOCOOHOCTTA 32 modupaHe u padora ¢
MAaIIUHHA. AKO TTALIMEHTUTE TIOTY4aT CBHP3aHH C JEYSHUETO CHMITOMH, KOUTO MOBJIHSIBAT TSIXHOTO
3peHHE W/UIIHM CIOCOOHOCTTA J1a c€ KOHLIEHTPHUpAT U pearupar, ce Npenopbusa Te Ja He modupat u aa
He paboTAT ¢ MAIIMHU A0 OTMHHABaHE Ha e(eKTa.

4.8 Hexenanu JiekapcTBeH! peaKIMH

O0606111eHIE Ha TpodrIa Ha OE€30IaCHOCT

B13 ocHOBa Ha aHanu3 Ha Bcndky nmanreHTH ¢ MCRC OT KIIMHUYHA U3MUTBaHMS, TOTy4aBalliy
MoHoTepanus ¢ Vectibix 1 B KOMOMHAIMS ¢ XuMuoTepanus (n = 2 224), Hali-uecTo ChOOIaBaHUTE
HEe)KEJIaHHU PeaKI|M ca KOKHUTE PeaKkiiy, MOSBABAIIM ce IpU NpUuOIU3UTeNHO 94% OT manueHTHTe.
Te3u peakuuu ca cBbp3anu ¢ papMakosoruyHure egektu Ha Vectibix, ¥ MO-ToasMarTa 4yacT OT TsIX ca
JIEKU 10 YMEpPEHH 1o XapakTep kKato 23% ca texku (crened 3) u < 1%-xuBoTo3acTparnraBanii
(cremen 4). 3a KIMHUYHOTO MOBEEHIE MTPH KOXKHH PEAKIINH, BKIIOYUTETHO MPEMOPHKH 32 IIPOMSIHA
Ha J03aTa, BIOKTE Touka 4.4,

MHoro yecTo choOIIaBaHN HEXXETIAaHU PEAKIIH, TOABSBAIMHN ce pH > 20% OT manueHTuTe ca
CTOMAIIHO-UYPEBHU HapylieHus [auapus (46%), ranene (39%), nospoumane (26%), 3anek (23%) u
KopeMHa 6ouika (23%)]; oo Hapymenus [ymopa (35%), nupekcus (21%)]; HapymieHus Ha
MeTabom3Ma u xpaHeHeTo [HamaseH anetut (30%)]; uadekiuu u nudecranuu [mapouuxus (20%)];
Y HapyIlIeHYsI Ha KOXKaTa U MOJIKOXHAaTa ThkaH [00puB (47%), akaedopmen aepmarur (39%),
npypuryc (36%), epurema (33%) u cyxa koxa (21%)].

Ta0nuyeH CONCEHK Ha HEXKEIAHUTE PEAKIIAH

Jannute B Tabnunara no-g0ay ONUCBAT HEXEJIaH!U PEeakiy, ChOOIIEHH TP KIMHUYHU U3MINTBaHNU,
npu naruentn ¢ mCRC, konuTo ca mody4yaBaay MaHATyMyMab CaMOCTOSITETTHO MIIA B KOMOWHAITHS C
xumuoTepanus (n = 2 224) ¥ OT CIOHTaHHU ChoOIIeHUs. [Ipu BCSKO TpynupaHe B 3aBUCUMOCT OT
4ecToTara, HeXKeJIaHNUTe JIEKapCTBEHH PEAaKIUH ce M30pOsABaT B HU3XOAAII PeJ 10 OTHOLICHHE Ha
TSIXHATa CEPUO3HOCT.

Hexenanu peakuun

Cucremo- MHoro 4yectn Yectn Heuyectn
OpraHeH KJjac (= 1/10) (>1/100 no < 1/10) (=1/1000 no
no MedDRA < 1/100)
Wndexunn n KoHroHKTHBHT [Tyctynozen o6pus Wndexnns va
uH}ecTanun Maponnxus® Hemynut* OKOTO
Wudexuns Ha MUKOYHHUTE Undexnus Ha
MBTUINA KJIeNIaunTe
DOIUKYIUT
Jlokanuzupana nHpeKuus
Hapymienus Ha AHeMus JleBkomneHust
KpPBBTa U
nuMQHara

cucreMa




Hesxkenanu peakuuu

Cucremo- MHoro 4yecTH Yectn HeuecTn
OpraHeH KJjac (= 1/10) (>1/100 mo < 1/10) (=1/1000 no
no MedDRA < 1/100)
Hapyenns Ha CBpBXUyBCTBHTEITHOCT AnadunakTuyHa
MMYHHaTa peakuus?
cucrema
Hapymenus na Xunokanuemus Xunoxkanuuemus
MeTabonu3Ma 1 XumomarHezuemMus Hexunpartanus
XpaHEHEeTOo Hamanen anerur XuneprivukeMust
Xunodocharemus
Tlcuxunaau bescbHue TpeBoxKHOCT
HapyIIeHUS
Hapymienus Ha I'maBoGonne
HEpBHaTa 3amasiHOCT
cucTeMa
Hapymienus na Bbaedapur VYnueposen
ounTe Pacrexx Ha murnure kepatut?
YBenuueHa JaKpuManus Keparut!
O4Ha xunepemMus Jpa3HeHe Ha
Cyxo oko Kjemnaya
Copbex B ounte
[pa3HeHe Ha ounTe
Coepaeunu Taxukapaus Ilnanoza
HapyIIeHus
CpaoBu JIrnboka BeHO3HA TpoMOO3a
HApPYILICHUS XUNOTOHUS
XuneproHus
3auepBsaBaHe HA JULETO
PecmpaTtophu, HucnHes Benonpobna emOonus WuTtepcTunmanna
IPBAHU U Kanutuma Enucrakcuc OenonpoOHa
MEIUACTUHAIIHU 6onect’
HApPYILICHUS Bbponxocnazbsm
Cyxorta B HOCa
CromarrHo- JInapus® PexranHo xbpBEHE Hanykanu yctHH
YPEBHU I'anene CyxoTa B ycTara Cyxu ycTHH
HapylIeHUs IToBpbinane Jucnencus
Kopemna 6onka Ad¢rosHa s13Ba
Cromatut Xennur
3anex I'actpoesodareanna

pedaykcHa 6o1ecT




Hesxkenanu peakuuu

Cucremo- MHoro 4yecTH YecTn HeuecTn
OpraHeH KJjac (= 1/10) (>1/100 mo < 1/10) (=1/1000 no
no MedDRA < 1/100)
Hapyenns Ha AxHedopmeH gepmaTuT Koxnu 51381 Tokcuuna
KOXKaTa u O6pus JlromeHe Ha KoXkaTa enuaepManHa
TIOIKOKHATA Epurem ExcdonnaTiBen o6puB Hekxposmsal?
THKaH" Copoex Jepmarur CunzipoM Ha
Cyxa Koxa [Mamyno3en o6puB Stevens-Johnson'*
Koxxnu pucypu CopOsiy 0OpuB Kosxna Hekposza'*

Axne
Anonenus

Epuremarosen o0puB
I'enepanuzupan oOpuB
Makyo3eH oOpuB
Makyio-TiairyJio3eH 00puB
KoxHa nesus

Koxna TokcuuHoCT
Crpynen
Xuneprpuxos3a
UyninuBoCT Ha HOKTUTE
Hapymenue Ha HOKTUTE
Xunepxuaposa
Cunapom Ha
naJMapHO-TJIaHTapHa

Anruoenem’
XUp3yTU3bM
BpactBane Ha
HOKTHUTE
Onnxonuza

EPUTPOAU3ECTE3HS
Hapywenus Ha Bonka B repba Bonka B kpaliHunuTE
MYCKYJHO-
CKeJIeTHAaTa
CUCTEMa U
ChEIMHUTENHATA
ThKaH
OO0mu YMmopa Bonka B repaute
HapyuUIeHus U IIupekcus bonka
edexTn Ha AcreHus CryneHu TpbIKU
MSCTOTO Ha Br3nanenue Ha
MIPUIIOKEHHE JIMraBHLIaTa
[Tepudepen orok
N3cnenBanus IToumkeno terio [TonnxeH marue3uii B KpbBTa
HapansiBanusi, Peaknus, cbp3ana
OTpaBsHUS U ¢ uadysusra’
YCIIOKHEHMUS,

BB3HUKHAJIH B
pe3ynTar Ha
WHTEPBEHIUU

! Bukre Touka “Onucanue Ha M30paHy HEXENAHN PEAKIMN TO-J0JTy

2 Bukre Touka 4.4 Peakuuu, cBbp3anu ¢ uHQysuaTa
8 Buskre Touka 4.4 BenoapoOHu yCcI0kKHEH!s

4 Koxmna Hexpo3a, cuaapom Ha Stevens-Johnson, TOKCHYHA eMMIEpMAITHA HEKPOJIM3a | yJIIEPO3EH KEPATHUT Ca
HJIP Ha maHnTYMyMa0, KOMTO ca ChOOIICHN IPH IIOCTMapKeTHHTOBaTa yroTpeda. 3a resn HJIP makcumanrara
KaTeropys 4ecToTa € M34YKCIeHa OT TOpHATa rpaHuIa Ha 95% NoBepUTEIeH HHTEPBAJ 3a CTOMHOCTTA Ha OLICHKa,
BB3 OCHOBA Ha PETYJIATOPHUTE PHKOBOJICTBA 33 M3YHCIIIBAHE HAa YECTOTATa Ha HEXKEJIAaHU PEaKIMU OT CIIOHTAHHU
cboOImIeHns. MakcuMallHaTa 4ecToTa, H34NCIICHa OT FOpHaTa rpaHuna Ha 95% mnoBepuTeneH nHTEpBan 3a

CTOWHOCTTA Ha OIIEHKa, T.e. 3/2 224 (umu 0,13%).

[Ipodunst Ha Ge3omacHOCT Ha Vectibix B KOMOMHALINS C XUMUOTEPAITHS C€ ChCTOU OT ChOOIIIEHUTE
HEXEJIaHW peaknny Ha Vectibix (kaTo MOHOTEpanws) U TOKCHIHUTE eEeKTH Ha OCHOBHATA
XUMHUOTEpaneBTHYHA cxeMa. He ca HabmrogaBaHu HOBH WITH BIIOLIaBaHE HA BeUe M3BECTHH TOKCUYHU
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peaxkuuy U3BBbH OYaKBaHUTE aAUTUBHU epekTH. KoyKHUTEe peakmy ca Hai-4ecTo MOsBSABAIINTE Ce
HEXEJIaH! PEeaKIMU IPH MaUEeHTH, KOUTO MOTydYaBaT MaHUTyMyMal B KOMOHHAIMS ¢ XUMHOTEPAITHSI.
Jpyru TOKCHYHH eeKTH, KOUTO ca HAOIIOJaBaHHU C MO-TOJISIMa YECTOTa IPU MOHOTEPAIHs, BKITIOYBAT
XHUIIOMAarHEe3UeMHUs], IUApUs K CTOMATUT. Te31 TOKCHYHU e(EeKTH HeYeCTO BOIAT O NPEyCTaHOBSIBaHE
Ha JIe4eHneTo ¢ Vectibix Wiy Ha XUMHUOTEpanuATa.

Omnucanue Ha I/I36DaHI/I HCXCIIaHU PCaKIINH

CmomauwiHo-upesnu HapyuleHus

Korato e chobmaBana, quapusita e Ouiia rJIaBHO JIEKa MM yMepeHa 1o TexecT. Texxka nuapust
(crenen 3 u 4) e crobieHa mpu 2% OT MALMEHTHUTE, JIEKyBaHU ¢ Vectibix KaTo MOHOTEpanus U MpH
16% ot manmeHTHTE, JIEKyBaHU ¢ Vectibix B KOMOMHAINS ¢ XUMHUOTEPAITHS.

Nma cpobmieHust 3a octpa ObOpevHa HEIOCTATHYHOCT MPH MAIUSHTH, PA3BHIN TUAPUS U
nexuaparaiys (Bx. Touka 4.4).

Peaxyuu, cevpzanu ¢ ungysusma

Ipu KITMHUYHE OPOYYBAHUS ¢ MOHOTEpanus 1 KomOuHupana tepanus Ha mCRC (n = 2 224),
peaxiuu, CBbp3aHu ¢ HHQPY3usITa (TOABSBSIIIMU ce 10 24 yaca clie]] KOSTO U Ja € UHQY3Hs), KOUTO
MOTaT J1a BKJIIOYBAT MIPU3HAIIA U CHMIITOMH KaTO BTPUCAHE, TIOBUIIICHA TeMIIepaTypa WK JUCITHES, ca
chOOIIEeHH pu mpubIu3uTeNHO 1% OT manueHTuTe, nexyBanu ¢ Vectibix, ot kouro 0,3% ca o
TeKKH (cTereH 3 u 4).

HaGmonaBaH e cirydaii Ha aHTHOEeM C JIeTaJeH H3X0 PH MAUeHT C PeKyPEHTEH U MeTacTaTH4eH
CKBaMO3HO-KJIETHYCH KapIITHOM Ha IJIaBaTa U IIHTa, JIeKyBaH ¢ Vectibix o BpeMe Ha KIIMHUYHO
n3nutBane. CrOUTHE C JIETaJIeH U3XO0/1 € HACTBIIIIIO IIPU MOBTOPHA EKCIIO3ULHS CIIe/ IPEAX0CH
€MM30/ Ha aHTHOEeM; BaTa ennu30/1a ca HACTBIIWIN CJIe/l TOBeYe OT 24 yaca OT MPHIIOKEHUETO (BXK.
Touku 4.3 u 4.4). [Ipu mocTMapKeTHHTOBATa yIoTpeda ca ChOOIIEHHN CHIO PEAaKIINH Ha
CBPBXUYBCTBUTEIHOCT, HACTBITMIIH cJIe] MoBeue oT 24 yaca cieq nHpy3usTa.

OTHOCHO KIIMHUYHOTO MOBCCHUC IIPpU PCAKIINU, CBBP3aHU C I/IH(I)YBI/IﬂTa, BIUKTE TOuKa 4.4.
Hapywesz HA KOXHCama u nOOKONCHAMA MbKAH

Koxken 0OpuB Hali-4€CTO ce MOSBSIBA I10 JIMIETO, FOpHATA YacT Ha IPhIHMS KOII U I'bp0Oa, HO MOXKeE 11a
Ce pasnpocTpe u 1o KpaiHuiuTe. Karo mocieaniia oT pa3BUTHETO HA TSKKHU KOXKHU U TTOJKOKHU
peakiuu ce choOIaBaT HHPEKIIMO3HN YCIOKHEHHS, BKIIOYUTEITHO CETICUC, B PEAKH CIIy4Yau BOJCIIL JI0
CMBPT, HETYJIUT U JTOKAITHU a0CIIECH, U3UCKBAIIY MHIM3KSI U IpeHaX. MeuaHara Ha BPEeMETO JI0
I'BPBUS CUMIITOM Ha KOXKHATa peakuus ¢ 10 1Hu, a MeinaHaTa Ha BPEMETO JI0 OT3By4YaBaHEe CIIe]
rnociieaHara go3a Vectibix € 31 .

HapOHHXHP'IHOTO BB3NAJICHUE € CBbP3aHO C OTOK Ha JIaTCpaTHUA p’L6 Ha HOKBTA Ha IIPBCTUTE HaA
KpakaTa U pbUCTEC.

3a KOXKHHTE peaknny (BKIIOUYUTETHO e(DeKTH BbPXY HOKTHTE), HAOII0/IaBaH! MPH MMAlUEHTH,
nekyBaHu ¢ Vectibix uinu apyru EGFR uHXHOHTOpPH € U3BECTHO, Y€ ca CBBP3aHH C
(apmakonoruyHuTe ehEeKTH HA TEPAITUATA.

[Ipu Bcruky KIMHWYHY U3MUTBAHMUS, KOJKHU PEaKIIUH Ce MOSBSIBAT MPH MPpHOIH3UTETHO 94% 0T
MAIMEHTUTE, MToJTydaBany Vectibix KaTo MOHOTEpAIUS WM B KOMOUHAIIHMS ¢ XUMUOTEPAITHs

(n =2 224). Te3u peakiuy BKIIOYBAT INIABHO OOPUB M akHEGOPMEH JEPMATUT U B TIOBEYETO CIyYan
ca JIeKH 10 YMEpeHH o TexkecT. Texku (cTeneH 3) KOXXHH peakiun ca cboomenn mpu 23%, a
JKUBOTO3acTpalIaBany (crenex 4) koxxau peakuu npu < 1% ot maumenture. HabaronaBanu ca
MH(EKINO3HH YCIOKHEHHS, KOUTO Ca KHUBOTO3aCTpaIlaBallld U C JIETAIEeH U3X0/, BKIIFOUUTEIIHO
HEKPOTHU3HpaI] (GaCIMUT U CETICUC ITPH TAUEHTH, JIEKyBaHH ¢ Vectibix (Bxk. Touka 4.4).
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OTHOCHO KIIMHUYHOTO TOBEJCHHE NIPH KOKHU PEaKIINH, BKIFOUHTETHO IPENOPHKH 32 MPOMSIHA Ha
Jlo3aTa, BIKTe Touka 4.4,

[Ipu nocTMapKeTHHTOBATa yoTpeda ca ChOOIICHN PEAKH CITyYau Ha KOXKHA HEKpO3a, CHHIPOM Ha
Stevens-Johnson 1 TokcHYHa enmuaepMaHa HeKponn3a (BK. Touka 4.4).

Ouna mokcuuHocm

CpoO111aBa ce 3a CeprO3HHU CIydal Ha KEPaTHT M YIILIEPO3eH KePaTHT, KOUTO MOXKeE JIa TOBEAT 10
nepdopanus Ha poroumnara (Bx. Touka 4.4).

JIpyry crienaiHy IIOyJIaliu

He e HabmronaBaHa 1s710CTHA pas3iiuKka B 0€30MaCHOCTTA WK e(h)MKACHOCTTA TPH MAIUEHTH B
cTapdecka Bb3pacT (> 65 roanHmn), JexyBanu ¢ Vectibix karo moHoTepanus. Cro01meHu ca odade
MOBHIILICH OPO¥ CEpUO3HM HEXEJIaHH PEaKIUH MPH MMAlUEHTH B CTapyYecKa Bb3PacT, JICKYBaHH C
Vectibix B kom6unaius ¢ xumuotepanus ¢ FOLFIRI (45% cnpsimo 32%) unmu FOLFOX

(52% copsimo 37%), B CpaBHEHHE ChC CAMOCTOSITEITHO MTPUIIOKCHUE HA XUMHOTEPAIHs (BXK.

Touka 4.4). Ceprno3HUTE HEXEIIAHN PEAKITHU C HAM-TOJIIMO TTOBUIICHUE HA YECTOTATa BKIFOUBAT
JMapus TIpy NalKueHTH, JekyBanu ¢ Vectibix B komounanus ¢ FOLFOX wiu FOLFIRI, u
JeXuapaTalys u 0emoapooHa eMOOIHs, KOraTo MalueHTHTE ca JISKyBaHu ¢ Vectibix B KOMOUHANUS ¢
FOLFIRI.

BezonacHoctTa Ha Vectibix mpu nanueHTy ¢ 0bOpEUHO WIN YepHOAPOOHO YBPEKAAHE HE €
IpOyYBaHa.

CrpoO1iaBane Ha MOJO3MPaHH HEKETAHU PEaKIIUHU

Cro0I11aBaHeTo Ha TIO/I03UPAHU HEeKEIIAHU PEaKIMU CIIe/ pa3peniaBate 3a yrnorpeda Ha JIeKapCTBEHUS
MPOAYKT € BakHO. ToBa 1M03B0JIsABA a MPOAB/DKH HAOJIOICHUETO Ha ChOTHOIIICHUETO 1M0J13a/PUCK 3a
JIeKapCTBEHUs NPOAYKT. OT MEIUIIMHCKUTE CIICIUAIMCTH CE U3MCKBA J]a ChOOIIIaBaT BCAKA
MOJI03UpaHa HeXKENIaHa peaKiys Ype3 HaIl[MOHAIHA CUCTEMa 32 ChOOIIaBaHe, MOCOYCHA B

[punoxenue V.

4.9 TIlpeno3upane

[Ipu KIMHUYHY TpOoyYBaHUS ca M3MUTBaHu 1031 10 9 mg/kg. ima choliienns 3a mpeao3npane mpu
JI03U TIPUOIM3UTEHO JIBa IBTH HAJl TPENOpBhUUTEIHATA TepaneBTHyHa 103a (12 mg/kg).
HabnronaBanurte HexenaHy peakMK BKIIOUBAT KO)KHA TOKCHYHOCT, AUapHs, IeXUApaTalus 1 yMmopa,
U ca B CbOTBETCTBHUE ¢ Ipoduiia Ha 6e3011acHOCT NpH NMPENOPbUUTETHATA 03a.

5. ®APMAKOJIOTUYHHA CBOMCTBA

51 ®apmakoguHAMHYHM CBOMicTBA

dapmakoTepaneBTUYHA TpyTa: AHTHHEOIIACTHYHU CPEICTBA, MOHOKJIOHAITHY aHTUTETIA i KOHIOTAT
antutsuio-nekapctBo, ATC xom: LO1FE02

MexaHus3sM Ha JEWCTBHE

[Nanutymymad e peKoMOMHAHTHO, U310 YoBeKO [g(G2 MOHOKIIOHAIHO aHTUTSIIIO, KOETO CEe CBBHP3Ba
¢ Bucok auauTeT U cienuduaHocT kbM yoBemkuss EGFR. EGFR e TpancmemOpaHeH riKonpoTenH,
KOWTO € 9acT OT I0ICEMEHCTBOTO Ha TUTI | THpO3WH-KWHA3HM perenTopy, BkmouBamo EGFR
(HER1/c-ErbB-1), HER2, HER3 u HER4. EGFR cTuMyJHpa KIEThYHUS PACTEX B HOPMATHUTE
eMHUTEHU ThKaHH, BKIIOUYUTEIHO KOXKaTa U KOCMEHHUTE (OIHMKYJIN U € eKCIIPECUPaH BbPXY Pa3IuuHH
TYMOPHH KJIETKH.
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[TaruTyMyMmab ce cBbp3Ba KbM JUTaH cBbp3Bamms qoMeiiH Ha EGFR u naxubupa perentopHoTo
aBTodochopunupane, HHAynupaHo ot Bcuuku no3Hatu EGFR muranau. CBsp3BaneTo Ha
naantyMmymad kbM EGFR Boau 10 nHTEpHANMM3aus Ha peuenTopa, HHXUONpaHe Ha KIeThbUHUS
pacTex, MHAYKLUS Ha aronTo3aTa i HaMaJsiBaHe Ha MHTEPJICBKUH § U IPOU3BOACTBOTO HA ChAOBHS
SHJIOTEJICH pacTexeH (GaKkTop.

KRAS u NRAS ca Bucoko cBbp3anu wieHose Ha cemeiicTBoTo Ha RAS onkorenute. KRAS u NRAS
renute koaupat Masiku GTP-cBbp3Balliy NpoTENHU, BKIIOUYEHH B CUTHAJIHATa TpaHCAyKIusa. Penuia
ctumyiH, BkiounteaHo Te3u oT EGFR akruBupar KRAS u NRAS, KoUTO OT CBOSI CTpaHa CTUMYJIMPAT
JIPYTH UHTPAISITyJIAPHA TPOTSHHH Jia MMOBUINIAT KJIEThYHATA MPpoaudepanus, KIeThuHaTa
MIPEKUBAEMOCT U aHTHOTeHEe3aTa.

AxTtuBHpaiy myTauui B RAS reHute ce mosiBsBaT 4ecTo NpH pa3inyHU YOBEUIKH TYMOPH H ca
BKJIFOUCHH U B OHKOI'€HE3aTa U B TYMOPHATA IIPOIPECHS.

(DaDMaKOIII/IHaMI/IT-IHI/I ed)eKTI/I

In vitro tectoBe u in Vivo mpoy4BaHust IPH )KUBOTHH OKa3BaT, 4e HAHUTYMyMad HHXUOMpaA pacTexa
Y TIPEXXHUBIEMOCTTa HAa TYMOPHHUTE KIeTKH, KouTo ekcrpecupar EGFR. He e ycraHoBeH aHTHTYMOpeH
e(eKT Ha MaHUTyMyMa0l P YOBEWIKH TYMOPHH KceHorpadtu, kouto He ekcripecupat EGFR. Tlpu
NPOYYBaHUs MIPH KUBOTHHU, JOOABSIHETO HA MAHUTYMyMal KbM JIbUeTepanusiTa, XaMHUOTepanusaTa Win
JpyTH TapreTHU TePaNeBTUYHU CPEACTBA BOAU /10 YBEIMUYEHH aHTUTYMOPHH €(EKTH B CPaBHEHUE
€aMo ¢ JbpueTepanus, XMMHOTEPANHNSI UM TEPAIIEBTUYHU CPEICTBA 3a TAPreTHA TEpaIusl.

M3BecTHO €, 9e KOKHUTE PEakIIiy (BKIIOUHUTETHO €()EeKTH BbPXY HOKTHUTE), HAOMIOAaBaHH! TIPH
MAIMeHTH, JIeKyBaHu ¢ Vectibix mwiu npyru EGFR naxubutopu, ca cBbp3anu ¢ (hapMaKoJIOTHIHUTE
edekT Ha TepanusTa (BXK. Touku 4.2 u 4.8).

HmyHorenHocr

KaxTo npy BCHYKH TepaneBTUYHM IPOTEHHH, CHILIECTBYBA OTEHIMAI 32 UMYHOITe€HHOCT. /laHHNTE 32
pa3BUTHE HA aHTU-TIAHUTYMyMa0 aHTHUTENA ca OLICHABAHM Ype3 M3I0JI3BAHETO HA ABA PA3IMUHH
CKPHHTOBHM UMYHOJIOTHYHH TECTA 32 ONpE/eTHE Ha CBhP3BAIIN aHTH-TTAHUTYMyMa0 aHTHTeNa
(ELISA, c koiiTO ce OTKpUBAT aHTHTEJA C BUCOK aHUTET U Biosensor UMyHOJIOTHYEH TECT, C KOWTO
ce OTKpHUBAT aHTUTEJA U C BUCOK, U ¢ HUCHK apuuuTeT). [Ipn manuenTy, 4MuTo cepyMu ca HO3UTHBHU
IPH AWHHS I APYTUS CKPUHUHTOB MMYHOJIOTHUYCH TECT, € U3BBPIICH iN VItro GHOIIOTHYeH TecT 3a
OIIpeIeIIIHE Ha HEYTpaIU3Upally aHTUTENA.

Kato MoHOTepanus:

o YecToTaTa Ha CBBP3BAIIM aHTUTENA (C M3KIIIOUEHHE HA MALMEHTUTE IIPean NpUiarade Ha 1o3ara
Y TIPEXOHO NOoJoXUTENHH) € < 1%, omnpenenena upes3 TecT 3a kucenunHa auconnanus ELISA
u 3,8%, onpexnencHa upe3 Biacore Tecr;

. UYecrorara Ha HEyTpaJl3UpaIlly aHTHUTENA (C M3KITFOUECHUE HA AIIMCHTUTE MPEIX NIpUjlaraHe Ha
Jto3aTa ¥ IPeXoaHO MoJoxuTenHH) € < 1%;

. CpaBHEHO C MalEeHTH, KOUTO HE pa3BUBAT aHTUTEIA, HE CE YCTAHOBSIBA BPb3Ka MEXTY
HAJIMYMETO HAa aHTH-TIAHUTYMyMa0 aHTUTENa U papMaKOKHHETHKATa, ehPUKACHOCTTA U
0€30I1aCHOCTTA.

B KOM6I/IH8.III/I$I C UPUHOTCKAH- UJIU OKC&HI/IHHaTI/IH'6a3I/IpaHa XUMHUOTEPpAITUA:

. YecroraTa Ha CBBP3BAIIN aHTHUTENA (C U3KIIOYEHHUE Ha TTAIIUEHTUTE, TIOJIOKHUTEITHN TIPEIH
npuiarane Ha gpos3ata) e 1%, ompenenena upe3 TecT 3a kucenunHa auconpanus ELISA u < 1%,
ompezeneHa upes Biacore rect;

. Yecrorara Ha HEyTpaJI3UpAIllK aHTUTENA (C U3KIFOUECHUE HA AIIMCHTUTE, MOJIOKUTEITHU TPEIH
mpujiarane Ha jo3ara) e < 1%;
. He ca ycTaHOBeHHM TaHHM 32 MPOMEHEH podui Ha 6€30MaCHOCT MPHU MAIUSHTH C TIOJOKUTEIICH

TECT 3a aHTUTENIA KbM Vectibix.
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OTtkpuBaHeTO Ha 00pa3yBaHETO HA AHTUTENA 3aBUCH OT UYBCTBUTEIHOCTTA U CIIEIIU(UIHOCTTA HA
tecta. HabmoaBaHata yecToTa Ha MO3UTUBUPAHE HA aHTUTENIA IPU aHATIM3 MOXe Jia ObJIe MOBIIUAHA
oT penuna GakTopu, BKIFOYUTEITHO METOJIOJIOT S Ha TecTa, paboTa ¢ mpobara, BpeMe Ha ChOupaHe Ha
MpoOuTe, CHITHPTCTBAIIY JIEKAPCTBEHU MPOIYKTH H MOJJISKAIIO 3a00siBaHe, TIOPaid TOBAa CpaBHIBAHE
Ha YecToTaTa Ha aHTHUTEJa KbM JIPYTH MPOTYKTH MOKE Ja OBJIe TTOIBEKAAIIO.

Knnnnuna edhMkacHOCT KaTO MOHOTEDAIINS

EdukacHoctra Ha Vectibix KaTo MOHOTEpanus MPH MALMEHTH C METACTaTHYEH KOJOPEKTAICH PaK
(mCRC), kouTO UMaT Mporpecus Ha 3a00JIIBaHETO 110 BpEME Ha WIIH ClIe/ IpeAllecTBaIa
XUMUOTEPAIusl, € MPOyYeHa NPy OTBOPEHU M3MUTBAHUS C eHO pamo (585 malueHTH) U B Be
PaHIOMHU3UPAHU KOHTPOIMPAHU U3NUTBAHKS B CPAaBHEHHUE C Hali-100p0 MOAIBPIKAILIO JICUCHHUE
(463 marrenTn) u cpsmo rerykcumad (1 010 manuenTn).

IIpoBeneHo € MHOrOHAIMOHATHO, PaHIOMU3UPAHO, KOHTPOJIUPAHO U3MUTBaHE MpU 463 MalleHTH ¢
EGFR excnpecupai MeTacTaTHUeH KapIIMHOM Ha KOJIOHA FIIM PEKTyMa clie] IIOTBBP/ICH HEyCIeX Ha
CXEMHU, ChAbPKAIIU OKCATTUIIJIATUH U UPUHOTCKAH. HaHI/IeHTI/ITC Ca paHJOMU3HpPAHU 1:1 Ja 1rnojriy4aBat
Vectibix B m03a 6 mg/kg, npuinarana BeqHBK Ha BCEKH JBE CEIMUIIH, TUTFOC Hal-100pOTO
noamspikario aeuenne (6e3 xumuorepanus) (BSC) mm camo BSC. Ilanmenture ca neKyBaHH 10
nporpecusi Ha 3a00JIIBAaHETO WIIM /IO MOsIBAa HA HENpUEeMJIHBa TOKCHYHOCT. [lanmenture camo Ha BSC
MIPH IPOTpECcHs Ha 3a00IBAHETO Ca MOAXOAIIN 32 IPEMUHABAaHE KbM CHITHTCTBAIIO MPOYYBAHE U
noirydaBaT Vectibix B 7o3a 6 mg/kg, nmpunarana BeIHBX Ha BCEKH JIBE CEIMUITH.

[IbpBuuHaTa kpaiina Touka e PFS. [IpoyuBanero e aHanu3upaHo peTpocneKTuBHO 1o auB Tull KRAS
(ex30H 2) cratyc crpssmo mytupan KRAS (ex3oH 2) cratyc. TyMmopHU TIpOOH, IMTOTYUISHH TIPU
IBPBUYHA PE3EKIMS Ha KOJOPEKTaIeH KapLIMHOM Ca aHAJM3UPAHU 3a HATMYMETO Ha CelleM Hail-4ecTH
aktuBupamy myTaruu B KoaoH 12 u 13 Ha KRAS rena. [Narmentute (427 (92%)) ca Ouiu orieHsIeMu
3a KRAS cratyc, ot xouto 184 ca ¢ myTtauuu. Pesynrarute 3a epukacHOCT OT aHAJIN3, KOPUTHPaH 32
BB3MOXKHH OTKJIOHEHHUS KaTO Pe3yJTaT Ha OIleHKa M3BBH CXemara, ca MMOKa3aH! B TaOInIaTa 1mo-/1o0iy.
He e nabmronaBana pasiuka 1o oTHoLIeHUE Ha obmara npexxussiemoct (OS) B KOSTO U Jia € OT

rpymnuTe.

Monymnanus ¢ gue Tun KRAS Monynanus ¢ myrupaia KRAS
(ex3oH 2) (ex30H 2)
Vectibix mmoc BSC BSC Vectibix mmoc BSC BSC
(n=124) (n=119) (n=284) (n =100)

ORR n (%) 17% 0% 0% 0%
UYectoTa Ha MOBIUSBAHE 22% 0%
(onienena ot (14, 32) 0, 4)
uscnenosares)® (95% Cl)
Cra6uno 3a60asBane 34% | 12% 12% ez
PFS
Koedumuent Ha puck 0,49 (0,37, 0,65), p < 0,0001 1,07 (0,77, 1,48), p = 0,6880
(95% CI)
Menuana (CeIMHUIIN) 16,0 ‘ 8,0 8,0 ‘ 8,0

BSC = Haii-100po noaabpIKkalio Je4eHne

CI = noBepureneH nHTEepBal

ORR = gecrora Ha 00EKTHBEH OTTOBOP

PFS = npexxusiemoct 0e3 mporpecus

2 [Ipu maliMeHTH, KOUTO ca TIPEeMHHAIHN Ha TaHUuTyMyMab cien mporpecust camo Ha BSC (95% Cl)

[pu excrmoparopeH aHanu3 Ha 6aHKa OT TYMOPHH MPOOH OT TOBa MpoyyBaHe, 11 oT 72 manueHTn

(15%) ¢ muB T RAS Tymopwu, moity4yaBamiy HaHUTYMyMa0, ca Maai 0OEKTUBHO TIOBIUsBAHE, B
cpaBHeHHe cbe camo 1 ot 95 manuentu (1%) ¢ mytupan RAS tymopeHn craryc. OcBeH ToBa,
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JICYECHHUETO C MaHUTYMyMal e cBbp3aHo ¢ nogodpena PFS B cpasuenue ¢ BSC npu nanuenTn ¢ nuB
tun RAS tymopu (HR = 0,38 [95% CI: 0,27, 0,56]), HO He ¥ TIpU MAIUEHTH ¢ TYMOPH, Hoceru RAS
myrarms (HR = 0,98 [95% CI: 0,73, 1,31]).

EduxacHoctTa Ha Vectibix e orieHeHa ChIIO B €IHO OTBOPEHO M3MUTBAHE NPH MALEHTH C AUB THII
KRAS (ex3on 2) mCRC. O6mio 1 010 mannenTy, pedpakrepHn Ha XUMHOTEPATIHS, ca
panmomusupanu 1:1 ma momyuaBat Vectibix wnmm netykcnuma0, 3a fa ce u3cnensa gaiu Vectibix e ¢ He
no-majka eukacHOCT oT Hetykcumad. [IbpBuuHara kpaiiHa Touka e OS. BropuuHuTe KpaltHH TOUKH
BkarouBaT PFS u uectora Ha o6ektrBeH otroBop (ORR).

PeSyJITaTI/ITe 3a C(l)I/IKaCHOCT OT U3IMUTBAHCTO Ca NPCACTAaBECHU B T36HI/IHaTa mo-a0Jy.

Honyaamus ¢ nuB Tun KRAS Vectibix Herykcumad
(ex3on 2) (n=499) (n =500)

oS
Menunana (Mecenn) (95% CI) 10,4 (9,4; 11,6) ‘ 10,0 (9,3; 11,0)
Koedunumenr na puck (95% ClI) 0,97 (0,84; 1,11)
PFS
Memmana (mecer) (95% Cl) 4,1(3,2; 4,8) | 4,4 (3,2; 4,8)
Koedunuent Ha puck (95% ClI) 1,00 (0,88; 1,14)
ORR
n (%) (95% ClI) 22% (18%; 26%) ‘ 20% (16%; 24%)
ChOTHOIIIEHNE HA IIIAHCOBETE
(95% Cl) 1,15 (0,83; 1,58)

ORR = gecrora Ha 00EKTHBEH OTTOBOP
CI = noBepureneH nHTepBa

OS = o611 MpexUBIEMOCT

PFS = npexussiemoct 6e3 nporpecust

Karo usuio, mpodminsT Ha 6€30MacHOCT Ha MAHUTYMyMa0 € MOJ00CH Ha TO3U Ha IETyKCUMao,
N0-CIIEUATHO 110 OTHOIIEHHE Ha KO>KHA TOKCHYHOCT. PeakunuTte, cBbp3anu ¢ nHpy3usara odade ca
no-decTty npu uerykcumad (13% cropsmo 3%), HO eIeKTPOIMTHUTE HApYIIECHHS ca [0-4eCTH MPH
naHuTyMymab, ocobero xunomaruesunemust (29% crupsimo 19%).

KinanyHa euKkacHOCT B KOMOMHAINS ¢ XMMHUOTEPAIIUS

Cpen narentute ¢ quB it RAS mCRC, PFS, OS u ORR ca nojgo0peHu npu y4yacTHUIUTE,
noiryyaBamy nanutymymab mioc xumuoreparnus (FOLFOX ninu FOLFIRI), B cpaBHeHue ¢ Te3w,
noJiydyaBaliy caMo XuMmuotepanus. [laruenture ¢ qombiaHuTeHd MyTaiui B RAS n3ppn KRAS
€K30H 2 € MaJIKo BEPOATHO J]a UMarT 1oJj3a oT Ao0aBsHeTo Ha maHnTymyMab kbM FOLFIRI u e
HaOmo1aBaH BpeaeH eeKT npu godaBsHeTo Ha maHuTyMyMad kbM FOLFOX npu Te3u nmauueHTu.
VYcranoseHo e, ue BRAF myTtanunte B ex30H 15 ca mporHocTnyHHM 3a mo-joml pesynraTr. BRAF
MyTallMUTe HE ca MPOTHOCTHYHH 110 OTHOIIEHHNE HA M3X0/a OT JICYUEHUETO C MaHUTyMyMal B
xomOunanus ¢ FOLFOX unun FOLFIRI.

Ivpea aunus 6 kombdbunayus ¢ FOLFOX

EduxacHocrra Ha Vectibix B KOMOMHAIMS ¢ OKCANUIUIATHH, S-¢Guryopoypauui (5-FU) u neBkoBopHuH
(FOLFOX) e oreHeHa B paHIOMU3HPAHO, KOHTposmpaHo m3nutBaHe npu 1 183 manmmentn ¢ mCRC ¢
mppBUYHA KpaitHa Touka PFS. Jlpyrute ximouoBu kpaitau Touku BkiouBaT OS, ORR, Bpeme 110
nosnusaBaHe, Bpeme 10 nporpecust (TTP) u npoxbikuTenHocT Ha noBnusBaHe. [IpoyuBaHeTo e
aHaJM3UPaHO MPOCHEeKTUBHO Mo TyMopeH KRAS (ex30H 2) cratyc, KOHTO € 6ui oneHsieM ripu 93% ot
HalUeHTHUTE.
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W3BBpIIICH € mpeABapUTEITHO ONPECICH PETPOCIICKTUBEH OrPYIOB aHau3 Ha 641 manueHTy ot
656-Te manmenTn ¢ auB T KRAS (ex30H 2) mCRC. TymopHUTE MpoOH Ha MAIIMEHTUTE C AUB THTI
KRAS ex3o0n 2 (komonu 12/13) craryc ca u3cnensanu 3a gombiaauTenHn RAS myrtanum B KRAS

ek30H 3 (komoH 61) u exk30H 4 (kogonu 117/146) u NRAS ex3oH 2 (kogonu 12/13), ex3oH 3 (ko10H 61)
1 ek30H 4 (komonu 117/146) u BRAF ex3on 15 (komon 600). UecToTaTa Ha Te3u JONBIHATETHH RAS
MyTaruu B nomrynanusta ¢ 1uB THI KRAS ex3o0H 2 e npubamsurenHo 16%.

Pesynrarute npu nauuentu ¢ auB Tan RAS mCRC u mytupan RAS mCRC ca npencraBenu B
TabNHIaTa mo-Io0.iy.

Vectibix miioc FOLFOX Koeduument na
FOLFOX (Mecemn) Pazanka 5
pHCKa
(Mecern) Meaunana (Mecenn) (95% CI)
Meaunana (95% CI) (95% CI)
Honmymnamust ¢ quB Tun RAS
10,1 7,9 0,72
PFS (9,3, 12,0) (7,2, 9,3) 2.2 (0,58, 0,90)
26,0 20,2 0,78
S (21,7, 30,4) (17,7, 23,1) 58 (0,62, 0,99)
Honyaanusi ¢ myTupag RAS
7,3 8,7 ) 1,31
PFS (6,3.7.9) (7.6, 9,4) 14 (1,07, 1,60)
15,6 19,2 ) 1,25
S (13,4, 17,9) (16,7, 21,8) 3,6 (1,02, 1,55)

CI = noBepureneH nHTepBal
OS = o6111a MPEKUBAEMOCT
PFS = npexussiemoct 6e3 nporpecust

BrioceictBre ca ycraHoBeHu qombiaHuTeHd Mmytanud B KRAS u NRAS B ex3oH 3 (komon 59) (n = 7).
ExcriioparopeH aHaiu3 1oka3Ba CXOJIHU PE3YJITATH ¢ TE3W B MPEAMIIHATA TaOIHUIIA.

Kombunauus ¢ FOLFIRI

Edukacrocrra Ha Vectibix mpu BTOpa JIMHUS B KOMOWHALINS ¢ UPUHOTEKaH, 5-duyopoypanun (5-FU)
u neBkoBopuH (FOLFIRI) e onieHeHa B paHAOMU3MPAHO, KOHTPOJIMPAHO U3MUTBAHE MTPH

1 186 marmentn ¢ mCRC ¢ mepBuunM kpaiinu Touku Ha OS u PFS. [Ipyrute xirrouoBu KpaitHU TOUKH
BkimouBaT ORR, Bpeme no nmosimsiBane, TTP u npoasmwkuTenHoct Ha nmoBnmuaBane. [IpoyuBanero e
aHAJIM3UPAHO NPOCTIeKTHBHO 10 TyMopeH KRAS (ex30H 2) cratyc, KoiTo e oun oreHsiem ripu 91% ot
MaIEHTUTE.

W3BbplLICH € MpeaBapUTEIHO ONpeAeIeH PETPOCIICKTHBEH OATPYIIOB aHAIN3 Ha 586 ManueHTH oT
597-te naunentu ¢ qus il KRAS (ex3o0H 2) mCRC, npu KOHTO TyMOpHH POOH OT TE€3M MalUeHTH ca
u3ciensanu 3a gonbiaHuTenHH RAS 1 BRAF MyTanmy kakto e onrcaHo mo-rope. Y CTAaHOBSBaHETO Ha
RAS/BRAF e 85% (1 014 ot 1 186 panmoMusupanu maruenTr). Yectorara Ha TE3W JOITBIHUTEHN
RAS myramuu (KRAS ex3onu 3, 4 u NRAS ek3onu 2, 3 u 4) npu nonynanusita ¢ 1uB Tun KRAS

(ex3o0H 2) e npubmamsurento 19%. Yectorara Ha BRAF myTtanus B ex30H 15 npu nonynauusTa ¢ 1uB
tun KRAS (ex30H 2) e npubmusurtenHo 8%. Pesynrature 3a epUKacHOCT MPU MAMEHTH C JUB THIT
RAS mCRC u mytupan RAS mCRC ca nokazanu B TabaunaTa mo-moiy.
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Vectibix miroc FOLFIRI KoedguuueHT Ha pucka
FOLFIRI (Mecenn) (95% CI)
(Mecenn) Memunana (95% CI)
Menuana (95% CI)
Homynamust ¢ quB Tun RAS
PFS 6,4 4,6 0,70
(5,5, 7,4) (3,7, 5,6) (0,54, 0,91)
0S 16,2 13,9 0,81
(14,5, 19,7) (11,9, 16,0) (0,63, 1,02)
Monyaanus ¢ myTupag RAS
PFS 4.8 4,0 0,86
(3,7,5,5) (3,6, 5,5) (0,70, 1,05)
0S 11,8 11,1 0,91
(10,4, 13,1) (10,2, 12,4) (0,76, 1,10)

Cl = moBepuTeneH HHTEPBAI

OS = 001ma mpexuBIEMOCT

PFS = npexussiemoct 6e3 nmporpecust

EduxacHocrra Ha Vectibix npu mepsa muaust B komOuHanus ¢ FOLFIRI e oneHena B mpoyuBane ¢
eHO pamMo mpu 154 manueHTH ¢ MbpBUYHA KpaifHa Touka yectoTta Ha obektuBeH oTroBop (ORR).
Hpyrure xirouoBU KpaitHu Touku BkirouBat PFS, Bpeme o noiusiane, TTP u mpoabIKUTETHOCT

Ha IIOBJIMABAHC.

M3BBpliieH € MpeBapuTeHO ONpeiesieH PETPOCIIEKTUBEH OATPYIIOB aHaIU3 Ha 143 malueHT ot
154-te marmentu ¢ auB Tl KRAS (ex30n 2) mCRC, npu KoHWTO TYMOPHH POOH OT TE3H MAIIHEHTH ca
usciensanu 3a gonbiaHuteaHu RAS myrtanuu. Yecrorara Ha Te3u ponbiaHutenHun RAS mytanuu
(KRAS ex3onu 3, 4 u NRAS ex3onu 2, 3 u 4) npu nonynanusta ¢ auB Tan KRAS (ex3oH 2) e

npubmusutenso 10%.

Pesynrarute npu nauuentu ¢ auB Tun RAS mCRC u mytupan RAS mCRC oT mbpBHYHUS aHAIN3 ca
IIOKa3aHU B Ta0iuIiaTa mo-1oiy.

IHanntymyma6 + FOLFIRI
Jue Tun RAS Mytupaa RAS

(n=69) (n=74)
ORR (%) 59 41
(95% CI) (46, 71) (30, 53)
Menunana Ha PFS (Mecerm) 11,2 7,3
(95% CI) (7,6, 14,8) (5,8, 7,5)
MeauaHa Ha IPOIBIKUTEITHOCT HA TIOBIUSBAHE (MECEIIH) 13,0 5,8
(95% CI) (9,3,15,7) (3,9,7,8)
Menuana na TTP (Mecernm) 13,2 7,3
(95% CI) (7,8,17,0) (6,1, 7,6)

CI = noBepureneH nHTepBal
ORR = yecrora Ha 0OCKTHBEH OTIOBOP
PFS = npexussiemoct 6e3 nporpecust

TTP = Bpeme 10 nporpecus

[Tvpsa munus - kombuHauus ¢ begauuzymad u xumuomepanusi, 6A3UPAHA HA OKCATUNIAMUH WU

upurHomexkan

[Ipu pangoMHu3HpaHO, OTBOPEHO, KOHTPOIUPAHO KIMHUYHO m3nuTBaHe, xumuoTepanus (FOLFOX
nin FOLFIRI) u GeBann3yma0 ca mpujiaralu ChC WK 0€3 MaHUTyMyMa0 KaTo IIbpBa JTUHUS JICUCHUE
IPH MAIMCHTH ¢ METACTaTHUYCH KoJopekTaseH pak (n = 1 053 [n = 823 koxopTa ¢ OKCalIUILIaTHH,

n = 230 xoxopTa c upuHOTeKaH|). JledeHneTo ¢ MaHUTYMyMab € MPEeKpaTeHO MOpaIu CTaTUCTHYECKH




3HauMMO HaMansaBaHe Ha PFS IIpU NMaueHTH, MOJTydaBalin HaHI/ITyMy'Ma6, YCTaHOBCHO IO BpEME Ha
MCXKIUHCH aHaJIn3.

OcHoBHaTa 11eJ1 Ha MPOy4YBaHeTo ¢ cpaBHeHre Ha PFS B koxopTaTa ¢ okcanuruiaTiH. B okoHuaTenHus
aHanu3 koehuIrueHTsT Ha puck 3a PFS e 1,27 (95% CI: 1,06, 1,52). Meauanara Ha PFS ¢ 10,0

(95% CI: 8,9, 11,0) u 11,4 (95% CI: 10,5, 11,9) meceria, ChOTBETHO 3a PaMOTO Ha MMaHUTYMyMal u 3a
pamoro 0e3 manutymMmyMmabd. HabmogaBaHo e yBenmueHHe Ha CMBPTHOCTTa B PaMOTO Ha TTAHUTYMyMao.
KoedunneHTsT Ha prck 3a 061ma npexussiemoct e 1,43 (95% CI: 1,11, 1,83). MeauanaTa Ha 00111a
npexuBsemoct e 19,4 (95% CI: 18,4, 20,8) u 24,5 (95% ClI: 20,4, 24,5) 3a paMOTO ¢ TAaHUTYMyMal U
3a paMoTO 0e3 MaHuTyMyMao.

JOonbIHUTETHUAT aHaIM3 Ha JaHHUTE 3a epukacHocT o KRAS (ex30H 2) cTaTyc He yCTaHOBSIBa
MOJITPyTIa TMAIEHTH, KOUTO Ca Ce MOBIHSIN OJaronpusaTHO OT TAHUTyMyMaO B KOMOHMHAITHUS C
XUMHOTEpanus Ha 0a3aTa Ha OKCAJUILIATHH WM UPUHOTEKAH U OeBaru3yMal. 3a moarpynara
narrienTy ¢ quB T KRAS oT koxopTtara ¢ okcanuriatuH, koepuiueHTsT Ha puck 3a PFS e 1,36 ¢
95% CI: 1,04-1,77. 3a moarpynata ¢ mytupain KRAS, koedurmeHTsT Ha prick 3a PFS e 1,25 ¢

95% CI: 0,91-1,71. HabmonaBa ce TeHIEHIHS 32 0011a MPEeXHUBSIEMOCT B 110J13a HA KOHTPOJIHOTO PaMo
npu noarpynata nanueHTH ¢ 1uB Tl KRAS ot koxopTata ¢ okcanuruiaTiH (Koe(UIMeHT Ha

puck = 1,89; 95% CI: 1,30, 2,75). HabmromaBa ce ChIO TSHACHIINS 3a TO-JI0MIa IPEeKUBIEMOCT TIPH
maHuTYMyMab 3a KoxopTara ¢ upuHOTeKaH (KoedurmenT Ha puck = 1,42; 95% CI: 0,77; 2,62),
He3aBucuMo ot KRAS MyTanmonnus craryc. Karo 1msuio, Ie4eHHETO ¢ TaHUTYyMyMa0, KOMOMHHUPAHO C
XUMHOTEpAIus ¥ OeBaIu3ymMad € CBbp3aH0 C HeOIaronpusTeH IpoQ I oJ3a/pUCK HE3aBUCHMO OT
KRAS MyTarmmoHHHS cTaTyC Ha TyMOpa.

Ilennarpryna nomyaamus

EBpomnelickaTa areHuus 10 JieKapcTBaTa 0CBOOOKAaBa OT 3aIbJDKEHUETO 33 IPEAOCTaBIHE Ha
pe3yaTaTuTe oT npoyuBaHus ¢ Vectibix BbB BCHUKH MOATPYINH HA TIeAUaTPUYHATA MOITYJIAIHS 32
MOKa3aHUETO KOJIOPEKTaJIeH pak (BXk. Touka 4.2 3a nHPOpMaLUs OTHOCHO ynoTpeda B eAuaTpusITa).

5.2 dapmakoKHHETHYHHU CBOHCTBA

Vectibix, IpiIo’keH KaTo MOHOTEPANHs WM B KOMOMHAIMS C XUMHOTEpanus, [10Ka3Ba HeJInHeHa
(hapMaKOKHHETHKA.

Cren npuiarane Ha eJUHUYHA 1032 TAHUTYMyMa0 KaTo 1-4acoBa MH(QY3us, TUIONITA [T0]] KpHBATa
koH1eHTpanus-speme (AUC) ce yBenndasa B 10-BHCOKA CTETIEH, OTKOJIKOTO MPH J03a-
nporopuuoHaneH Mojien 1 KupbHCHT (CL) Ha mannTyMmymad HamansBa ot 30,6 Ha 4,6 ml/kg/nen,
npu noBuiaBane Ha go3ata ot 0,75 na 9 mg/kg. Obaue, npu no3u Hag 2 mg/kg, AUC Ha
HaHUTyMyMa0 ce yBeln4aBa NpUOIM3NTETHO 103a-1IPOIIOPIIMOHAIHO.

Cren npenopbunTenHaTa cxema Ha npunarane (6 mg/kg, mpunarad BeAHBXK Ha BCEKH 2 CEMHLIU KaTo
1-yacoBa nH}y31s), KOHIEHTPALMUTE HA TAHUTYMyMa0 JOCTUTaT CTAllHOHAPHO ChCTOSHUE IPU
Tperata uH(py3wus, cbe cpenau (= Cranmaptao otkiaonenue [SD]) mukoBa u Hal-HICKa
KOHIIEHTpAIINH, ChOTBETHO, 213 * 59 u 39 £ 14 pg/ml. Cpennute croitnoctu (= SD) Ha AUCo.tay 1 CL
ca, cboTBeTHO, 1 306 + 374 pgenen/ml u 4,9 + 1,4 ml/kg/nen. EnMMuHannoHHUST NOITYKHUBOT €
npubnuzuTeaHo 7,5 nuu (auamaszon ot 3,6 1o 10,9 quwu).

[IpoBeneH e nomynanuoneH papMakKOKUHETHYCH aHAN3 32 U3CJICBAaHE Ha TIOTESHIIMATHUTE e(heKTH Ha
OTpe/ieNIeHH KOBapHaTH BbPXY (hapMaKOKMHETHKATa Ha MAaHUTYMyMa0. Pe3yiraTure nojckas3sar, ue
BB3pactTa (21-88), mosT, pacara, uepHoapoOHaTa GyHKIHA, ObOpedHaTa GyHKIIHS,
XUMHOTEPANIEBTUYHUTE CPEJICTBA M MHTEH3WBHOCTTA Ha OIBETsIBaHEe HA MeMmOpanara (1+, 2+, 3+) Ha
EGFR BBbpXy TYMOpHHTE KIETKH HIMAT BUAUMO BIUSHUE BHPXY (PapMaKOKHHETHKATA Ha
MaHATyMyMao.

He ca npoBexaaHu KIMHUYHY MPOYYBAHUS 32 U3CIIE/IBaHE HA (DapMaKOKHMHETUKATA HA MAHUTYMyMa0
MIPH MAIMECHTH ¢ OBOPETHO WITH YSPHOIPOOHO YBPEKIaHe.
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5.3 IlpeakaTuHWYHHM JaHHH 32 0€30MACHOCT

Hexenanute pcaKnuu, KOUTO C€ Ha6J'IIO,I[aBaT IpU ’)KUBOTHU IIPU HMBA HAa CKCIIO3UI U, HOI[06HI/I Ha
HHBAaTa Ha KIIMHUYHA CKCIIO3UIUA U € Bb3MOXKHO JJa UMAaT 3HAYCHHC 3a KIIMHUYHaTa yHOTp66a, ca
KaKTO CJICABA.

KosxeH oOpuB 1 auapusi ca OCHOBHUTE HaXOJIKH, HAOJI01aBaHH NIPY IPOYUBaHUsI 32 TOKCUYHOCT MPH
MHOTOKPAaTHO MpHUJIaraHe 3a Meproj 10 26 CeIMHUIIN, TIPOBEXIAHH IIPH IBJITOOMANIATH Makau. Te3n
HAXOJKH ca HaOJII0AaBaH! MIPH JO3W MPHOIM3UTETHO PABHM Ha MPENOPhUUTENHATA 103a IIPH X0pa !
ca OmiM 0OpaTUMK MPU PEKbCBaHE Ha TPUIIOKEHUETO Ha MaHUTYMyMa0. KokHUST 0OpuB 1
JapusTa, HaOIltoJaBaHy MPU MailMyHH C€ CUUTAT 33 CBbP3aHH ¢ (apMaKOJIOTHYHOTO JICHCTBHE Ha
MaHATyMyMa0 M ChOTBETCTBAT HA TOKCUYHOCTTA, HaOIoaBana npu apyru anTu-EGFR uaxuburopw.

He ca npoBexxaanu npoyuyBaHUs 32 OIlCHKA HA MyTareHHUS U KaHIICPOTEHHMSI TIOTCHIIMAT Ha
MaHATyMyMao.

[IpoyuBanusiTa MpH )KUBOTHHU Ca HEJOCTATHYHU 10 OTHOILIEHNE Ha eMOpHOo-(eTamTHOTO pa3BUTHE, ThI
KaTO HMBAaTa Ha ()eTanHa eKCIO3ULIMs Ha MaHUTYMyMal He ca u3ciaenBanu. [lanntymymab
MPEeIn3BHUKBa a0OPT W/KiH (peTanHa CMBPT P ABITOONAIIATH MaKallH, KOTaTo € Ipuiiarad B eproa
Ha OpraHoreHe3ara MpH 031 NPUOIH3UTEIHO PABHU Ha NPENOPBUMTENHATA 1032 [IPH X0pa.

He ca nmpoBexxaann odunua Iy MpoydBaHUs 110 OTHOIIEHNE HA MBXKKHS (epTUIINTET, 00ade
MHUKPOCKOIICKATa OI[eHKa Ha MB)KKH PETPOTyKTUBHH OPTaHH OT IIPOYYBAHUS 32 TOKCUIHOCT MPH
MHOTOKPaTHO IpWJIaraHe IpH ABJITOONAIIATH MAaKaIl, KOUTO ca MoJy4yaBajid NaHUTyMyMal B JO3U
Ha/IBUIIIABAIIN TPUOIM3UTEIHO 5 THTH PEMOPBUNTENHATA 1032 TPU X0pa, H3UMCIIeHa Ha Oa3aTa
mg/kg, He MOKa3Ba pa3NUKH MIPH CPABHEHHE C KOHPOJIHUTE MBKKH MaitMyHH. [IpoyuBanus mo
OTHOLICHUE Ha EePTHIINTETA MIPHU JKEHCKH JBIAr00NallaTi MaKaly MOKa3BaT, 4e TaHUuTyMyMab Moxe
Jia IPUYMHHU YABIDKEH MEHCTpyaJleH HUKBJI /UM aMeHOpes U 1a HaMalld 4ecToTara Ha
3a0peMeHsIBaHe, KOETO Ce TIOABSIBA ITPH BCHYKHU OILIEHSBAHU JI03H.

He ca npoBexaanu npoyuyBaHUs ¢ MAHUTYMyMa0 BbPXY Ipe- ¥ MOCTHATAIIHOTO Pa3BUTHE TPU
KUBOTHHU. [Ipean HavanoTo Ha Tepanus ¢ Vectibix, BCHUKM NAllMEHTH TPsAOBa /1a ObAaT YBEIOMEHH 32
MOTEHI[HATHUS PUCK 3a IIPe- ¥ MIOCTHATAIIHOTO Pa3BUTHE NP JICUCHHE C TTAHUTYMyMao.

6. OAPMAIEBTUYHU JAHHHA

6.1 Cnucbk Ha NIOMOIIHNUTE BELIECTBA

Harpues xsopun

Hatpues anerar Tpuxuapar

Jlenena oneTHa kucenwHa (3a Kopekius Ha pH)

Bonma 3a umxexknuu

6.2 HecbBMecTHMOCTH

To3u nekapcTBEH MPOIYKT HE TPIOBa Jia Ce CMeCBa C IPYTH JICKAPCTBEHU MPOJIYyKTH, C U3KITIOUCHUE HA
Te3H, IOCOUYEHH B TOUKa 6.6.

6.3 Cpok Ha rogHOCT
®dnakoH

3 roauHw.
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Pazpenen pa3rBop

Vectibix He chaBbpXKa AaHTUMUKPOOEH KOHCEPBAHT MM 0aKTEPHUOCTATUIHO CPEACTBO. [IpOyKTHT
TpsOBa 1a ce M3MOoJI3Ba BeAHATa Clie/l pa3pekaane. B ciyuaii, ye He ce M3MoN3Ba BeAHATa, IEPUOIBT
Ha M3II0JI3BAaHE U YCJIOBHUATA HAa ChbXPAaHEHHUE MPeaH yIoTpeda ca OTTOBOPHOCT Ha MOTPEOUTENS U HE
TpsiOBa 1a ObAAT mMoBede oT 24 Jaca mpu Temmeparypa oT 2°C - 8°C. PaspeaeHuUAT pa3TBOp HE TPsOBa
Jla ce 3aMpassiBa.

6.4 CroenuajHu yCJI0BHs HA CbXpaHeHHe

[a ce cbpxpansaBa B xnaauiaHuk (2°C - 8°C).
[la He ce 3ampa3sBa.
[a ce cbxpaHsiBa B OpUIMHAIHATAa KAPTOHEHA OMAKOBKA, 33 Ja C€ MIPEa3y OT CBETIMHA.

3a ycrnoBHsTa HA ChXpaHEHHE CJe]l pa3pekIaHe Ha JEKapCTBEHUS MPOIYKT BIDKTE TOYKa 6.3.
6.5 Bwuau chabpkaHue Ha ONAKOBKATA

®nakoH ot cTHKIO THH | chC 3amyImIanKka oT eracToMep, afyMUHHEBa 00KaTKa M IIACTMAacOBO
OTYYTIBAILO CE Karade.

Enun dnakon chabpka mim 100 mg nanutymyma6 B 5 ml, nim 400 mg nanutymyma6 B 20 ml
KOHILIEHTpAT 32 HH(]Y3UOHEH Pa3TBOP.

OmnaxkoBka ¢ 1 ¢umakoH.
6.6 ChenmuajHu npeanas’Hu MepPKH MPH U3XBBPJIsiHEe U padoTa

Vectibix e npenHazHayeH camo 3a eAHOKpaTHa yrnoTpeba. Vectibix TpsOBa aa ce pa3pexkia B HAaTpHEB
xnopuz 9 mg/ml (0,9%) nHXEKIMOHEH Pa3TBOP OT MEAULIMHCKH CHENHANUCT MIPU ClIa3BaHe Ha
acenTUYHA TeXHUKa. He paskianiaiite u He pa3MecBaiiTe eHeprudHo diakoHa. Vectibix TpsOBa ma ce
NPOBEPH BU3YAITHO TIpe/In NpHIIoKeHHne. Pa3TBOpbT TpsOBa Aa € Oe31BETEH H MOXKeE J]a ChIbpiKa
BUIMMHU, TIOJTYNIPO3PaYHU 10 Oesr, aMOp(HHU, MPOTEMHOBH YaCTHLIHU (KOUTO 1€ ObJaT OTCTPaHEHU
upe3 punTpanus npe3 cucremara). He nmpunaraiite Vectibix, ako BUABT My He € KaTO OTIHCAHUS
mo-rope. M3mon3BaiiTe caMo Hria 3a MOIKOXKHO MPIIOKEHUE ¢ TuaMeThp 21 Wit mo-MaibK, 3a ga
U3TErJIuTe He0OX0JMMOTO KOMuecTBO Vectibix 3a o3a ot 6 mg/kg. He usnon3paiite ycrpolictea 6e3
uria (HarmpuMmep aganTopu 3a (GJakoH), 3a Ja U3TEIrIUTe ChbpKaHUeTo Ha ¢uiakoHa. Paspernere B
061 ooem 100 ml. Kpaiinara koutieHTpanus He TpsiOBa aa Hagsumasa 10 mg/ml. J1o3u, mo-BUCOKH OT
1 000 mg, Tpsi6Ba na ce paspexaar B 150 ml marpues xsopun 9 mg/ml (0,9%) uHKEKIIMOHEH pa3TBOP
(Bx. Touka 4.2). Pazpenenusar pa3tBop TpsaOBa Ja ce pa30bpKBa Ype3 BHUMATEIHO 00pbILaHe, 1a He ce
paskiamnia.

Vectibix TpsiOBa na ce mpuiara, kato ce uznonssa 0,2 wiu 0,22 MUKkpomeTpa GUITHP ¢ HUCKO
IPOTEHHHO CBBP3BaHE, TOCPEACTBOM Nepr(epeH MbT MM IOCTOSTHEH KaTeThP.

He e ycranoBena HechBMecTUMOCT MeXIy Vectibix u HatpueB xuopun 9 mg/ml (0,9%) uHkeKHOHEeH
Pa3TBOp B CakoBe OT MOJUBHUHIIXJIOPU WK MOJIMOTIe(UH.

UzxBbpriete (h1akoHa M BCsIKa OcTaHalla BbB ()JIAKOHA TEYHOCT CJIe/] eIHOKpaTHATa yIoTpeoa.

HewusnomsBanusr JICKAPCTBCH MPOAYKT WJIN OTHAABYHUTC MATCpUATIN OT HET'O TpH6Ba Aa C€ U3XBbPJIAT
B CbOTBCTCTBHUC C MCCTHUTC U3UCKBAHUSI.
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7. HOPUTEXATEJI HA PABPEHIEHUETO 3A YIIOTPEBA

Amgen Europe B.V.

Minervum 7061

4817 ZK Breda

Hunepnannus

8. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/07/423/001

EU/1/07/423/003

9. JATA HA I'bPBO PASPEINIABAHE/ITIOJJHOBSABAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

Jlata Ha mepBoO pa3pemiaBane: 3 nekemBpu 2007 r.

Jata Ha mocnenHo nogHoBsBaHe: 23 cenremBpu 2019 .

10. [JATA HA AKTYAJIM3UPAHE HA TEKCTA

[onpoOHa nHpopmanus 3a TO3M JEKapCTBEH NMPOAYKT € IpeAocTaBeHa Ha yeOcaiita Ha EBpomneiickara
areHIms 1o Jekapcreara https://www.ema.europa.eu.
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NNPUJIOXEHUE I1

IMPOU3BOAUTEJ HA BUOJIOTHYHO AKTUBHOTO
BEHIECTBO U ITPOU3BOJAUTEJIN, OTTOBOPHH 3A
OCBOBOXJIABAHE HA ITAPTUN

YCJIOBUSA NJIX OTPAHUYEHMUSA 3A TIOCTABKA U
YIHOTPEBA

APYI'N YCJIOBUSA N UBUCKBAHUSA HA
PASPELHIEHUETO 3A YIIOTPEBA

YCJIOBUA NJIX OTPAHUYEHMUSA 3A BE3OITACHA U

E®EKTUBHA YIIOTPEEA HA JJEKAPCTBEHMSI
MPOAYKT
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A.  MPOU3BOAUTEJ HA BUOJOI'NYHO AKTUBHOTO BEHIECTBO U
MNPOU3BOJUTEJIN, OTTOBOPHU 3A OCBOBOXJIABAHE HA TAPTUN

HwMe u aapec Ha IPOU3BOAUTCIUTEIS HA OMOJIOTUYHO AKTUBHOTO BCIICCTBO

Immunex Rhode Island Corporation (ARI)
40 Technology Way

West Greenwich,

Rhode Island

02817

CAIII

Me 1 afpec Ha IPOU3BOAUTENNTE, OTTOBOPHH 3a OCBOOOK/IaBaHE Ha IMAPTHUJIUTE

Amgen Europe B.V.
Minervum 7061

4817 ZK Breda
Hunepnannus

Amgen Technology (Ireland) Unlimited Company
Pottery Road

Dun Laoghaire

Co Dublin

Wpnannus
Amgen NV
Telecomlaan 5-7
1831 Diegem
benrus

[TeyaTHaTa TUCTOBKA Ha JIEKAPCTBEHUS MPOAYKT TPAOBa /1a ChIbpKa UMETO U ajipeca Ha
NPOU3BOAMTEIISI, OTTOBOPEH 32 0CBOOOKaBaHETO Ha CHOTBETHATA MAPTUA.

b. YCJIOBUS NN OI'PAHUYEHUS 3A JOCTABKA U YIIOTPEBA
JlexkapcTBEHUSAT MPOIYKT C€ OTITyCKa IO OTPaHUYEHO JieKapcko npeanucanue (Bx. [Ipunoxenne [:
Kparka xapakTepucTiKa Ha NpoayKTa, Touka 4.2).

B. JPYI'M YCJIOBUS U UBNCKBAHUS HA PASPEIIEHUETO 3A YIIOTPEBA

. IHepnoguynu akTyaJausupanu Jokaagu 3a 6esonacunoct (ITAIB)

M3uckBanmsTa 3a nogaBane Ha [TAJIb 3a To3u JIeKapCTBEH MPOAYKT Ca TOCOYCHH B CIHICHKA C
pedepentaute natu Ha EBponetickus cbio3 (EURD cniuchk), npensuaes B wi. 1078, ait. 7 ot

Hupextusa 2001/83/EO, 1 BbB BCHUKH CIIEBAIIN aKTyaIN3alluH, TyOJUKYBaHA HA €BPOTICHCKHS
yeOTopTal 3a JIeKapCcTBa.

I'.  YCJI0OBUA UJIN OTPAHUYEHUS 3A BE3OITACHA 1 EQEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHHUSA NIPOAYKT

. IInan 3a ynpasaenue Ha pucka (IIYP)

IIpuTexarenar Ha pa3pemenneTo 3a yrmotpeda (I[IPY) tpsoBa na n3BbHpIIBA N3UCKBAHUTE JCHHOCTH 1
JEWCTBUS, CBBP3aHH C MPOCICAsIBAHE Ha JIeKapcTBeHaTa 0e301MacHOCT, TOcoYeH! B ogo0penus [TYP,
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npenacraseH B Moy 1.8.2 Ha pa3pelieHneTo 3a ynorpeda, KakTo ¥ BbB BCUYKH CIICABAIIU 0JJOOPSHU
aktyanuzauuu Ha [TYP.

Axryammsupas [1YP Tps6Ba na ce monasa:

. 10 MCKaHe Ha EBponelickara areHuus 1o JeKapcTBara;

. BUHAIU, KOraTo C€ U3MEHs CUCTeMara 3a yIpaBJIeHUe Ha PUCKa, 0COOCHO B pe3ynTar Ha
NoJy4aBaHe Ha HOBa HH(OPMaLHs, KOSTO MOXKE J1a IOBEJE JO 3HAaYMMH IIPOMEHH B
CHOTHOILEHUETO I0JI3a/PUCK, WIN CIel AOCTUTaHE Ha Ba)KEH eTal (BbB BPb3Ka ¢ IPOCiIeIsIBaHe
Ha JIeKapCTBEeHaTa 0e30I1aCHOCT WJIM CBEXJaHe Ha PUCKA 10 MUHUMYM).

Axo nonaBanetro Ha [TA/Ib u akryanusupanero Ha [TYP chBHmanar, Te Moxe Aa ce moaanar
€IHOBPEMEHHO.
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NMPUJIOXEHUE 111

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. IAHHH BHPXY OITAKOBKATA
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JAHHHU, KOUTO TPSABBA JA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUSA

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Vectibix 20 mg/ml koHIIeHTpAT 3a HHPY3UOHEH Pa3TBOP
MaHATyMyMa0

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bceeku dhnakon cpabpka 100 mg maHuTYMyMao.
Bceku daakon chabpxa 400 mg naHUTyMyMao.

‘ 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

Hatpues xmopua, HaTpueB aleTaT TPUXHUIPAT, JISACHA OLleTHA KUCEIMHA, BO/Ia 32 WH)KEKINH. 32
JOITBITHUTENHA HH(OpMAIUs BIKTE JTUCTOBKATA.

4, JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

5 ml koHIIeHTpaT 32 HHGY3UOHEH Pa3TBOP.
20 ml koHIIeHTpAT 32 HH(Y3UOHEH Pa3TBOD.

x1 dnakoH

| 5.  HAYMH HA MMPUJIOKEHUE U MBT(MIIA) HA BbBEKJIAHE

3a WHTPAaBEHO3HO MPHIIOKEHHE.
IIpenu ynorpeba npoyereTe JIUCTOBKATA.

6. CIIEIMAJIHO INTPEAYHNPEXJIEHUE, YE JIEKAPCTBEHUAT INTPOAYKT TPABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT HHOTJIEJA U JOCET' A HA JIEITA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTHIIHO 3a ACHaA.

‘ 7. APYI'N CHEHUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXO/INUMO

He pazkiamaire.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'ogen no:
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‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHMUME

Jla ce cbxpaHsBa B XJIaIHITHUK.
[a He ce 3ampassiBa.
Jla ce cbxpaHsABa B OpUTHHAIHATA OMAKOBKA, 32 JIa Ce MPEAINa3u OT CBETJIMHA.

10. CHELNHUAJIHHU IIPEANTASHU MEPKHU NPU U3XBBPJISHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPHAJIA OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HWME U AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

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

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/07/423/001
EU/1/07/423/003

13. TIAPTHJIEH HOMEP

ITapTunen Ne

‘ 14, HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUIS 3A YIIOTPEBA

| 16. MHOOPMAILIMSI HA BPAIJIOBA A3BYKA

[Ipuero e ocHOBaHUeE /1a HE ce BKIOUM nHGopMamus Ha bpaitiosa a30yka.

‘ 17.  YHUKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/

JBym3mepeH 0apkoJI C BKIFOUEH YHUKAJICH UACHTU(UKATOD

‘ 18. YHHUKAJIEH WAEHTUPUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MMUHUMYM JJAHHHU, KOUTO TPABBA JIA CbABPKXAT MAJIKUTE EAUHUYHU
I'bPBUYHU OITAKOBKH

ETUKET HA ®JIAKOHA

1. HNME HA JIEKAPCTBEHUS NTPOAYKT U I'BT(MIIA) HA BBBEXKJIAHE

Vectibix 20 mg/ml crepuireH KOHIIEHTpAT
MaHUTYMyMa0
(AY

‘ 2. HAYMH HA ITPUJIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HHAPTUJAEH HOMEP

Lot

5. CBbABPKAHUE KATO MACA, OBEM NJIN EJIMHULIN

100 mg/5 ml
400 mg/20 ml

6.  JPYIO

Amgen Europe B.V.
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b. IUCTOBKA
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JIncroBka: nHGopManus 3a NOTpedNTE
Vectibix 20 mg/ml koHuenTpar 3a uH}py3U0OHEH pa3TBOP

naHuTyMymao (panitumumab)

IIpoyereTe BHUMATEIHO LAIATa JUCTOBKA MPEIH 14 3alI0YHETe 14 U3M10JI3BaTe TOBA JIeKapCTBo,
Thil KaTO TS ChAbP2Ka BaskHa 3a Bac undopmanus.

) 3ama3zere Ta3u IUCTOBKA. MoXe 11a ce HAIOXKH J1a 5 TPOYETETe OTHORO.
° Axo uMate HIKaKBU JIOIBIHUTEIHU BBIIPOCH, TonuTaiTe Bammms nexap.
) AKO TTOTy4YuTe HIKAKBU HEXKEJIaH! peaKIny, yBemoMeTe Bammst mekap. ToBa BKiIroUBa U

BCHUYKHM BB3MOXXHHU HEXKEIaHU p€aKINK, HCOIMMCAaH! B Ta3W JIMCTOBKA. Bukre Touka 4.

Kakso CbhbABbpPiKa Ta3u JIMCTOBKaA

Kakso mpencrasisiBa Vectibix 1 3a KakBO ce U3IMONI3Ba
KaxBo TpsiOBa ma 3Haere, mpeau Aa u3noispare Vectibix
Kak ga uznonssare Vectibix

BBb3MOKHH HEXENAHU PEAKIIUU

Kaxk na cexpansiBate Vectibix

ChappikaHue Ha OMAKOBKATa U JIOMBIHUTEIHA HHPOPMAIUS

oML E

1. KaxBo npeacrasiasiBa Vectibix u 3a kakBo ce n3noJi3Ba

Vectibix ce n3non3Ba 3a jeueHHE Ha METACTATUYEH KOJIOPEKTANEH pakK (pak Ha 1e0eI0To YepBo) npu
BB3PACTHHU NAIMEHTH C OTpeelieH BUI TYMOp, HapeyeH ,,JIuB T RAS tymop”. Vectibix ce uzmonssa
CaMOCTOSITEITHO WM B KOMOMHAIMSI C IPYTH IPOTHBOPAKOBH JIEKAPCTBA.

Vectibix cbbpika akTHBHOTO BELIECTBO NAaHUTYMyMa0, KOETO MPUHAUIEKH KbM IpyIia JIEKapcTBa,
HapW4YaHW MOHOKJIOHAJTHH aHTHTeNIa. MOHOKIOHATHNATE aHTUTENA ca OENTHIHN, KOUTO CIenH()UIHO
pa3no3HaBaT U ce MpUKpernBaT (CBbP3BaT) KbM JPYTd YHUKAIHH OCITHIH B OPraHU3Ma.

[TaruTymMy™Mal pasro3HaBa v ce CBbP3Ba CHEMUPUIHO ¢ OENTHK, HAPEUEH PEIeNTop Ha eMUIepMaTHUS
pactexxer paxrop (EGFR), koiiTo ce HamMupa Ha MOBBPXHOCTTA HA HAKOW PAKOBH KJIeTKH. Korato
pacTexxHu gaxTopu (Ipyru 6enThiu B Ts10TO) ce cBbpxkar ¢ EGFR, pakoBute kineTku ce cTumynupar
KBbM pacTex u aenenne. [lanntymymab ce cBbp3Ba ¢ EGFR u mpeun Ha pakoBHTeE KIETKH J1a TIOTydar
TO3U CHTHAJI, HEOOXOIUM 32 PacTeX M JIeeHNeE.

2. Kakso TpsiOBa 1a 3HaeTe, npeau aa usnoJssare Vectibix

He n3noa3eaiite Vectibix

o aKO CTE aJIEPrHYHM KbM MMaHUTYMyMal MM KbM HSIKOS OT OCTaHAJIMTE ChCTABKH HA TOBA
JekapcTBO (M30pOeH B TOUKa 6).
o aKO CTC UMaJii WM UMATC HHTCPCTUIHUAJICH ITHCBMOHUT (OTOK Ha 6CHI/ISI IIpO6, IIPpUYHHABAI]

KallUTMIA ¥ 3aTPYTHEHO JMINaHe) Win 0enoapooHa pruopo3a (pbOIy 1 yIUIbTHIBAHE HA Oeius
IIpo0 ChC 3ayX).

o B KOMOMHAITUS C XUMHUOTEPAIisl Ha OCHOBaTa Ha OKCAIMIUIATHH, ako Bammsar RAS Tect
moKasBa, ue umate Mmytupain RAS tymop, nim ako Bammst RAS TyMopeH cTaTyc He € H3BECTEH.
Mous1, mochBeTBalTE ce ¢ Barms jekap, ako He cTe curypHu 3a Bamms RAS Tymopen craryc.
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IIpenynpeskaeHus: U Mpeana3sHu MePKA

Moxe Ja MOJIYYHTE KOXKHU PCAKIUN UIIN TCKBK OTOK U YBPCKIAaHC HAa TBKAHUTE, aKO TC CC BJIOIIAT
WM CTaHAT HEMOHOCHMU, MOJIsl He3a0aBHO ChoOIIeTe Ha Bamus nexkap uiu MeIuIlMHCKa cecTpa. AKO
MOJYYHTE TEKKA KOXKHA peakius, Bamusr iekap Moxe 1a Bu npenopsya KopeKIys Ha 103aTa Ha
Vectibix. Ako pa3BueTe Te:KKa HHPEKITHS WK MOBUIITUTE TEMIIEpaTypa BCIEACTBUE HA KOKHU
peaknun, Bammsr nexap Moxe aa crpe iedenneto Bu ¢ Vectibix.

IIpenoppuBa ce 1a OTpaHUYHTE U3JIaraHETO CH Ha CITBHIIE, TOKATO IpueMare Vectibix u ako moryduTe
KOXXHU PeaKITiy, Thil KaTO CIIbHYCBATa CBETIMHA MOXKE J1a TH BiIomu. HoceTe cbHIIE3anuTHO
00JICKJIO M IarnKa, aKo Bh3HAMEPsBAaTE Jla Ce U3Jiarare Ha CirbHIle. BamusaT nexap Moxe 1a Bu
MTOMOJTH JIa U3TIOJI3BATe OBJIAXHUTEN, cTbHYeBa 3amuTa (SPF > 15), mokanen crepoun u/unmn
MEPOPATHA aHTHOMOTHIIN, KOUTO MOTAT J1a TIOMOTHAT 3a OBJIAIBaHE HA KOXXKHUTE PEaKIIHH, CBHP3aHU
¢ ynorpebara Ha Vectibix.

Bamust nekap e npoBepsiBa HUBaTa Ha HAKOJIKO BElECTBa B KpbBTa Bu kaTo MarHe3ui, KaJiiui u
KaJIui, TIpe/Ty J1a 3all0vHeTe JIeueHueTo ¢ Vectibix. Bammsar nexap e mpoBepsiBa ChIO U HUBATa Ha
MarHe3ui u Kaniuuil B KpbBTa NEPUOJIUYHO 10 BpeMe Ha JieueHueTo Bu u 1o 8 cenmuiy, cien kato
CTE MPUKIIOYMIIY JICYEHUETO CH. AKO T€3U HUBA Ca MHOIO HUCKH, BamusT ekap Moxxe na Bu
TIPEIHIIE TIOIXO TSN JOOaBKH.

Mouns yBenomere Bamms jgekap Wi MeAHIIMHCKA CECTPa, aKO IMOTYYHTE TeKKA JUapusi, Thil KaTo
OpraHu3MbT Bu Moske Jja 3ary0u MHOTO TEYHOCTH (Ja ce IEXUAPATUPATE) U TOBA MOXKE J]a yBPEIAU
0n0peruTe Bu.

YBe,Z[OMeTe Bamms JIEKap, aKO HOCUTEC KOHTAaKTHH JICIIN H/WIIH CTE€ UMaJIA HpO6J’ICMI/I C OYHUTEC KaTo
TCXKKa CyX0Ta B OUUTEC, BB3MAJICHUC Ha IIpe€aHaTa 4aCT Ha OKOTO (pOFOBI/IHa) WJIN A3BH, 3acsAramiu
npeaHara 4acT Ha OKOTO.

AKO pa3BHETE OCTPO WM BIIOIIABAIIO CE 3aUepPBIBaHE M 00JIKA B OKOTO, IIOBHINIEHO CI'300TICIISHE,
3aMBIJICHO 3PSHHUE U/WIIKM YyBCTBUTEIIHOCT KbM CBETIIMHA, MOJIsi He3a0aBHO choOIIeTe Ha Baus
JIeKap WK MEIUIIMHCKA CECTPa, Thi KaTO MOXKE /1a C€ HYXKJAeTe OT CIEIIHO JIeUeHUE (BUKTE
,»BB3MOKHU HEXKEIaHU PEaKIHN T0-I0IY).

B13 ocHoBa Ha BamaTa Bb3pacT (Haa 65 roguHM) MK 0010 3ApaBOCIOBHO ChCTOSIHUE, Bamuar nexkap
e oochau ¢ Bac cocobnocTTa Br 1a monecere npuemanero Ha Vectibix eqHoBpemenHo ¢ Bamero
XUMHUOTEPAINICBTUYHO JICYHCHUC.

JApyru nexapcrBa u Vectibix

Tps0Ba na xaxxere Ha Bamus nekap uinn hapManeBT, ako IpUeMaTe, HAaCKOpO CTe MPHEMaITH HITH €
BB3MOKHO J1a IpUeMare ApyTrH JIEKapcTBa.

Vectibix He TpsOBa 1a ce U3MOJI3Ba B KOMOMHAIIHS ¢ OeBaru3yMad (Ipyro MOHOKJIOHATHO aHTHTSLIO,
M3M0JI3BaHO MPH PaK Ha J1e0eI0To YepBo) WK ¢ KOMOMHUpaHa XUuMHOTepanus, u3pectHa kato “IFL”.

BpemMenHocT U KbpMeHe

Vectibix He € mpoyuBaH npu OpeMEHHU XeHU. BaxkHOo € na cholmuTe Ha Bamus iekap, ako cte
OpeMeHHa, cMsTaTe, 4e MOXKe J1a CTe OpeMeHHa, WK TUTaHupare Aa 3adpemeneete. Vectibix Moxe nma
3acerHe HepoeHOTo By nete mim criocoOHOCTTa 1a 3ama3nTe OpeMEHHOCTTA CH.

AKo cTe JKeHa M € Bb3MOXKHO J1a 3a0peMeHeeTe, TpsiOBa 1a 31on3Bare eeKTHBHU METOIH 32

Tpeana3Bane ot 3abpeMeHsIBaHe 10 BpeMe Ha JedeHne ¢ Vectibix u 1o 2 Mecera ciies mocieaHaTa
J103a.
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He ce npenopbuBa 1a KbpMHUTE 10 BpeMe Ha JieueHue ¢ Vectibix u 10 2 Mecena ciiel] mocyieHara
no3a. BaxkHo e na cpo0muTe Ha Bammst nexap, ako UMaTe HaMepeHHe Ja KbPMHUTE.

IToceBetBaiiTe ce ¢ Bamms nekap i dapManeBT npean yrnotpedara Ha KOeTO U Ja € JISKapCTRBO.
IModupane u padoTa ¢ MAIIUHU

[ocwBetBaiiTe ce ¢ Bammus nexap npeau modupane ui padoTa ¢ MalllHU, Thil KATO HIKOH
HE)KeJIaHM PEeakLMy MOoraT Jja Hapymat criocooHoctta Bu na ro npasure Ge3zomnacHo.

Vectibix cbabp:ka HaTpHid

ToBa nexapcTBo chabpika 3,45 mg HaTpuii (OCHOBHA ChCTaBKa Ha TOTBapCcKaTa/Tpane3HaTa coll) BbB
Bceku ml. ToBa konmuuecTBO € ekBUBaIeHTHO Ha 0,17% OT NpenopbhbUnUTEIHUS MAKCUMAaJICH THEBEH
XpaHUTEIIeH IPUEM Ha HATPUH 3a Bb3PaCTeH.

3. Kak na nusnosasBare Vectibix

Vectibix mie ce nmpuiara B JeueOHH 3aBeIeHH 101 PHKOBOACTBOTO Ha JIEKap C ONHUT B MPUJIAraHEeTO Ha
NPOTHBOPAKOBH JIEKAPCTBA.

Vectibix ce mpuiara HHTpaBeHO3HO (BBB BeHA) Upe3 HHQPY3HOHHA ITOMIIa (YCTPOMCTBO, KOETO
MO3BOJISIBA OABHO MHXKEKTHUPAHE).

[Ipenmoprunrennara go3za Vectibix e 6 mg/kg (Munurpama 3a Kuiorpam TeJIecHO TETJIO), IpujaraHa
BE/IHBK Ha BCEKH JIBE ceMUITH. JIedeHneTo 0OMKHOBEHO 11 ObjIe PUIIAraHo 3a TIEPHOJL OT OKOJIO
60 MUHYTH.

4, Bb3MOKHH HeXKeJTaHU peakumuun

KakTo Bcnukn JICKAapCTBa, TOBA JICKAPCTBO MOXKE J1a MIPCAN3BHUKA HCIKCIaHU PCAKIIUH, BBIIPEKHU Y€ HC
BCCKH I'l ITI0JTy4aBa.

Haii-ceprio3HnTe 1 OCHOBHHM HEXKeJNaHU peaknuy Ha Vectibix ca n30poeHu mo-mouy:
Peakuuu, cBbp3anu ¢ uHdy3usaTa

ITo Bpeme Ha WM CIIe]] JICYCHUETO MOXKE J1a MTOTyYUTe PEaklny, CBbp3aHu ¢ nHQy3usTa. Te Moxe 1a
ca JICKU WJIM YMEPEHH U MOKe 11a 3acerHat 1o 1 Ha 100 mymm uiu Moke Ja ca TeXKH U Ja 3aCETHaT JI0
1 na 1 000 gymu. CuMOTOMHTE MOXKE /1a BKIIOYBAT [NIaBOOOIME, OOPUBH, ChPOEX WIINM YpTUKApUS,
3ayepBsBaHe, [10{yBaHe (Ha JHIETO, YCTHUTE, ycTaTa, OKOJIO OYUTE U 00JIacTTa Ha I'BPIIOTO),
YCKOpEHa M HepaBHOMEpHA ChpIeYHa JICHHOCT, YCKOPEH ITyJIC, U3IMOTABAHE, TajicHe, MOBPbIIAHE,
3aMasiHOCT, 3aTPYJHEHO AMIIAHE WIIH MPEerbIane, Uik MOHWKaBaHe Ha KPBBHOTO HAJSITaHEe, KOETO
MOXe J]a € TeXKO WM KUBOTO3aCTpPaIIaBaIlo U, MHOTO PSJIKO, MOXE Ja JOBEJE 10 CMBPT. AKO
MOJYYHTE HAKOM OT Te3W CUMIITOMH, TpsiOBa Jia yBejomute Bamust jekap He3abaBHO. BammsT nekap
MOXe Jla pelIn Ja HaMajd CKOPOCTTa Ha WH(Y3UsTa WIH Ja IpeKpaTu JeueHneto Bu ¢ Vectibix.

AJlepru4Hu peakumuu

MHOTO0 pSIAKO CEpUO3HU AIEPTUYHU PEAKIUU (PEaKIMU Ha CBPBXUYBCTBUTEIHOCT), BKIIOUBAIII
CHUMIITOMH, ITIOJIOOHU Ha peaxius, CBbp3aHa ¢ HHy3usTa (BIXTe ,,Peakiyn, cBbp3anu ¢ uHQy3usaTa”),
ca ce MOsIBUJIM CJIe] IToBede OT 24 vaca cjej] JSYESHHETO U ca JOBENIH 0 JieTaneH u3xoa. HezabaBHo
MOTHPCETE JIEKAPCKa MOMOIIL, aKO TOJIYYUTE CUMIITOMH Ha allepruyHa peakius kpM Vectibix,
BKJIIOUUTETTHO U HE CaMO 3aTPyAHEHO AUIIAaHe, CTSITaHE B I'BPIIUTE, YCEUIaHe 3a 3ayllIaBaHe,
3aMasHOCT WJIU TIPUTIAITBK.
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Koxun peakunu

Peakiun, cBbp3aHu ¢ KOXKaTa € BEPOATHO Aa ce MOABAT NpH npudinsutenHo 94 na 100 nymm, kouto
npueMaT Vectibix 1 110 IPUHIUT ca JIeKH 10 yMepeHH. KoxHuAT 00prB 0OMKHOBEHO MPUINYa Ha
AKHE 1 YECTO 3acira JIMIETo, ropHara 4aCT Ha I'bPAUTE U er6a, HO MOX€E€ a 3aCCTrHEC BCAKaA oOiact Ha
Ts10TO0. Hsikon 06pI/IBI/I Ca CBbp3aHU CHC 3a4YCPBIBAHE, CT)p6e)K 1 JIIOOICHEC Ha KOXKaTa, KO€TO MOXXEC Ja
CTaHe TEeXKO. B HsiKoM citydan To MOKe Jla MPUYMHN MH()EKTUPaH! PaHU, N3UCKBAIIN
MCOUKAMCHTO3HO I/I/ WIIH XUPYPIUYHO JICUCHUE, UJIU A IPCAU3BUKA TEXKHU KOXKXHU I/IH(i)CKI_II/II/I, KOHUTO B
PEeaKHU caydyau MOKE Ja ca JETAIHU. B peaku cilydau ManueHTUTe MOTarT Ja MojidydaT MEXYpH 110
KOXara, yctata, O4YUTC U IMOJIOBUTC OPraHu, KOCTO MOKE Jla TIOKa3Ba TCKKa KOXXHa peaKlusi, HapeucHa
, CUH/IPOM Ha CTI/IB’LHC-I[)KOHC’LH” Nin o6pa3yBaHe Ha MEXYpPH I10 KOXKaTa, KOCTO MOXKC [a IIOKa3Ba
TeXKa KOYKHA peaKIus, HapeUueHa ,,TOKCHYHA eMuaepMaTHa HeKpoiu3a”. AKO UMaTe MEXypH, TpsSOBa
He3abaBHO aa yBegomute Bamms nexap. [IpoabIKUTEIHOTO U3NIaraHe Ha CIBHIE MOKE JIa BIIOIIN
obpuBa. CpoOIIEeHH ca CBIIO cyXa Koxka, QUCypH (HalenBaHe Ha KO)KaTa) Ha MPBCTUTE HA PBLETE WIH
Kpakarta, HHGEKIs (TApOHUXHS) WK Bb3NAJICHHE Ha HOKBTHOTO JIOKE Ha MIPHCTUTE HA PHIIETE WITH
KpaKaTa. KO)KHI/ITC peaKum/I 110 HpI/IHHI/IH OTH_IYMHBaT HpI/I HperaTSIBaHe Ha JICUCHUCTO. BaIIII/IHT
JieKap MOJKe J1a pellu J1a JIeKyBa 00puBa, Ja KOpUTHpa J03aTa WK Ja IPeKpaTH JeueHneTo Bu ¢
Vectibix.

Jpyru HexkenaHu peakuy BKIIIOUBAT:

MHoro yecT: MOXe Jia 3acertHat noseve ot 1 Ha 10 gy

o HaMmaJieH Opoll Ha YepBEeHUTE KPBbBHU KJIETKU (aHEMUs), HUICKO HHBO HA KaJlMil B KPbBTa
(XumoxanuemMus); HUCKO HUBO Ha MarHe3Wi B KPbBTA (XUIIOMarHe3neMusl);

. BB3MAJICHNE HA OKOTO (KOHIOHKTHBHT);

o JIOKaJIM3UpaH WK TeHepaTu3upal oOprB, KOWTO MOXKe Jia € HepaBeH (ChC Win 0e3 NeTHa),
CHpOL, 3a4ePBEH UIIH JIIOCIIECT;

o Koconas (anoneuus); adhTH 1 xepriec (CTOMATUT); Bb3MaJCHUE HA yCTaTa (Bb3NaJcHHE Ha
JIUTaBHUIATA);

o JIMapust; rajieHe; HOBpbIIaHe; KOpeMHa 00JIKa; 3a1eK; HaMaJleH areTHT; MOHWKEHO TETJIO;

o IIPEeKOMEepHa yMopsieMocT (yMopa); TpecKa WM BHCOKa TeMIeparypa (IUpeKcHst); 3aryoa uiu

JIUTICa Ha cuJiia (aCTeHHs); HATPyIBaHe Ha TEYHOCT B KpalHUIUTE (TIepru(epeH 0TOK);
. 0omKa B Ipp0a;
o 6e3cpHue (MHCOMHNSA);
. KaInIuIa; 3aayx (3aTpyaIHEHO TUIITaHE).

Yecru: Mmoxxe f1a 3acersat 1o 1 Ha 10 gymm

o HamaJieH Opoil Ha 6eIuTe KPbBHU KIIETKHU (JIEBKOIIEHHS); HUCKO HUBO Ha KAJIIHMH B KPBHBTA
(XumoxasuemMust ); HUICKO HUBO Ha ¢ocdatn B KpbBTa (XumodochaTemns); TOBHIIIEHa KPHBHA
3axap (XUMEepriInKeMHus);

o pacTex Ha MUTJIMTE; MOBUILIEHO ChJI3eHE Ha OYHTE (YBEIHUCHA JIAKpUMALIH ); 3aUepBsIBaHe Ha
OKOTO (O4HA XUIIEPEMUS); CyX0O OKO; ChPOEK B OUMTE (OYEH MPYPHUTYC); APa3HEHE B OKOTO;
BB3MAJICHNE Ha Kitenayda (bmedapur);

o KOXKHH SI3BH; CTPYIIEH; IPEKOMEPEH PacTeX Ha KOCMHU (XUIIEPTPUX03a); 3auepBsiBaHe U
MOJyBaHe Ha JUTaHUTE WK XOquiiaTa (CHHAPOM pbKa-Kpak); MPEKOMEPHO H3MOTSIBaHE
(xumepxuaposa), Ko>kHa peakuus (JepMaTur);

o pasnpocTpaHsBalia ce HH)EKLIH 01 KoxKaTta (LeIyJIUT); Bb3aJeHUEe Ha KOCMEHHUTE (POIUKYIN
(pomukynuT); ToKamM3upaHa MHPEKIH; KOXKEH OOpUB C MEXypUeTa, IThJIHA C THOH
(mycTyo3eH o0puB); MHMEKITNSA Ha MTUKOYHUTE MTHTHUIIA;

o HapyIIeHHne Ha HOKTHUTE; YyTUTMBOCT Ha HOKTHTE (OHMXOKIIa3a);

. 00e3BOIHSIBAHE;

. CyXOTa B yCTara; JIOMIO XpaHOCMUJIaHe (IUCTIETICHS ); KEPBEHE OT PeKTyMa (peKTaacH
KPBHBOU3IUB); Bh3MaJEHNE HAa YCTHUTE (XEHINT); CTOMAIIHU KUCENNHU (racTpoe3odareaseH
pedaykc);

34



. rpbaHa 0oska; 00JIKa; BTpUCaHe; 00JIKa B KpalHUIIUTE; UMYHHA PEaKIIns
(CBPBXUyBCTBUTEITHOCT); YCKOPEH ChPACYEH PUTHM (TaxHKapaus);

o KpPBBEH ChCHpeK B Oenust 1pob (OenonpobHa eMOOHs), CHMITOMUTE HAa KOWTO MOXeE Ja ca
BHE3aIHa T105Ba Ha 3a/1yX WM 00JIKa B I'bPIUTE; KbPBEHE OT HOCA (€MHUCTAKCHC); KPBBEH
ChCHpPEK B IBJI00OKUTE BeHH (IbI00KA BEHO3HA TPOMO03a); BUCOKO KPBBHO HAJISTaHE
(xunepToHus); 3aUepBsBaHEe Ha JHUIIETO;

. r1aBo00JINE; 3aMasHOCT; OE€3IIOKONUCTBO.

HeuecTu: moxxe na 3acernat a0 1 Ha 100 gymum

. MTOCUHABAHE Ha KO)KaTa U JTUTaBUIHTE (ITHAHO03a);

. 3arvBaHe Ha KOXKHU KJICTKH (KO>KHA HEKpO3a);

o TEXKa KOJKHA peakius ¢ oOpazyBaHe Ha MeXypH IO KOXKaTa, ycTara, O4iTe U MOJIOBUTE OpTraHu
(curgpom Ha CTUBBHC-/[)KOHCHH);

. TEXKa KOXKHA PeaKIus ¢ o0pa3yBaHe Ha MEXYPH IO KOKaTa (TOKCHYHA eMuiepMalHa
HEKPOJIN3a);

o CEPHO3HO ChCTOSHUE C Pa3sA3BSIBaHE Ha MPEJHATA YACT HAa OKOTO (POTOBUIIA), U3UCKBAIIO
CITEeNTHO JeueHue (yIIepo3eH KEPaThT);

. BB3NAJICHHE Ha TIPeIHATa 9acT Ha OKOTO (pOroBHIa) (KepaTur);

o Jpa3HeHe Ha KJelayva; HalyKaHW yCTHU W/WITK CYXH YCTHH; HHPEKINSI Ha OKOTO; MHQEKIHs Ha

KJIernaya; CyxoTa B HOCa; OTJIC[IBaHE HA HOKTUTE (OHMXOJIHM3a); BPaCTBaHE HA HOKTHUTE;
MpeKaieHO OKOCMSBaHE (XUP3yTU3BM);
o Bh3MajJcHUe Ha Oenus Apod (MHTepCcTUllMaHa OenoapooHa 6oect).

Chol0maBaHe Ha HeKeJIAHHU Peakuuu

Axo NOJTY4YUTEC HAKAKBU HCIKCJIaHU JICKAPCTBCHHU PCAKIINU, YBEAOMETC Bamms JICKAp UWJin MCAULIMHCKA
cecTpa. ToBa BKII0OYBa BCHUKH BB3MOXHH, HCOITMCAHU B Ta3U JIMCTOBKA HEXEIIAHU PCAKIIUH. MoxeTte
ChIIO Oa C'bO6IlII/ITe HEXCIIAaHU PCAKIIUN JUPCKTHO YPE3 HAlMOHAIHATA CUCTEMA 3a C’I)06HIaBaHC,
IIOCOYCHA B H[}I/IJ'IO)KGHI/IC V. Kato cso61uaBaTe HCXKCJIaHU pCaKIIUU, MOXKETC Aa JaACTC CBOA IPHUHOC
3a MIOJIy4YaBaHC Ha IOBCYC I/IH(bOpMaI_II/IH OTHOCHO 0€30MacHOCTTa Ha TOBA JICKapCTBO.

5. Kak na cexpansiBate Vectibix

Vectibix TpsiOBa J1a ce chXpaHsBa B JIeUCOHUTE 3aBEIICHUS, KBJICTO CE U3IOJI3BA.

Jla ce cpxpaHsBa Ha MsICTO, HEZOCTHITHO 32 JIela.

Ha ce cpxpansiBa B xnaqmiauk (2°C - 8°C).

[a He ce 3ampa3sBa.

Jla ce cbxpaHsiBa B OpMI'MHAIHATA OMAKOBKA, 3a Jia Ce MPEJIa3y OT CBETIIMHA.

He u3non3Baiite TOBa JIEKAPCTBO CJIE] CPOKA HA TOIHOCT, OTOENsI3aH BEPXY €TUKETa 1 KapTOHEHATa
ONAaKOBKa, CbOTBETHO cnel ,,EXP” unu cnen “T'onen 1o:”. CpokbT Ha FTOAHOCT OTTOBapst Ha
IIOCJIENHUS I€H OT [OCOYEHUS MeCeLl.

He u3xBbpiisiiTe nekapcTBara B KaHAIM3ANKATA WM B KOHTEHHEpa 3a JIOMAIIHU OTHaIbIIH.

[lonmraiite Bamms dapmarieBT Kak Ja U3XBBPIATE JIEKapCTBaTa, KOWTO Bede He u3Momn3pare. Te3n
MEPKH 1€ CIIOMOTHAT 34 Olla3BaHe Ha OKOJIHATa Cpefa.
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6. Cobabp:kaHue HA ONAKOBKATA M JOMbJIHUTE]HA HH(OPMALHS

KakBo chabp:xa Vectibix

. Bceku ml ot koHIIEHTpaTa chabpxka 20 mg nanntymymab. Beexu ¢aakon ceaspxa 100 mg
naHutymMyma6 B 5 ml, wim 400 mg nanutymymat B 20 ml.
o Jpyrure cbCcTaBKH ca: HATPUEB XJIOPUA, HATPUEB alleTaT TPUXUAPAT, JIeACHA OlIeTHA KUCEInHA

¥ BOJA 3a MHKEKITH. Biokte Touka 2 ,,Vectibix cbhIbpika HATPHMA .
Kak m3raexaa Vectibix u kakBo cbIbpika ONIaKOBKaTAa

Vectibix e 0e3nBeTHA TEYHOCT, KOATO MOXKE Jja ChABPKa BUANMHU YaCTUIH U Ce TIPeJiara B CTbKICHU
(makonu. Besika onakoBka ChIbpika equH (IIaKkoH.

IIpuTe:xares HA pa3pelIeHUETO 32 YNIOTPe®a U MPOU3BOAUTEJI
Amgen Europe B.V.

Minervum 7061

4817 ZK Breda

Hunepnaunnus

IMpuTeskaTes HA pa3pelIeHHETO 32 YIOTpeda
Amgen Europe B.V.

Minervum 7061

4817 ZK Breda

Hunepnanaus

IIponsBoauTen

Amgen Technology (Ireland) Unlimited Company
Pottery Road

Dun Laoghaire

Co Dublin

Hpnanaus

IMponsBoauTen
Amgen NV
Telecomlaan 5-7
1831 Diegem
benrus

3a JOITBJIHUTCIIHA I/IH(i)OpMaHI/IH OTHOCHO TOBaA JICKapCTBO, MOJIsA, CBBPKETC CC C JIOKAJTHUA
MIpeACTAaBUTECII HA MMPUTCIKATEIIA HAa PAa3pCHICHUCTO 3a yHOTpe6a:

Lietuva
Amgen Switzerland AG Vilniaus filialas
Tel. +370 5 219 7474

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

Boiarapus
Ampxen brarapus EOO/]
Ten.: +359 (0)2 424 7440

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

Luxembourg/Luxemburg
s.a. Amgen
Belgique/Belgien

Tél/Tel: +32 (0)2 7752711

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



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

Elhada
Amgen EAAGg Qoppaxevtikd E.ILE.
TnA: +30 210 3447000

Espafia
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

Italia
Amgen S.r.l.
Tel: +39 02 6241121

Kvnpog
C.A. Papaellinas Ltd
TnA: +357 22741 741

Latvija
Amgen Switzerland AG Rigas filiale
Tel: +371 257 25888
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Malta

Amgen S.r.l.

Italy

Tel: +39 02 6241121

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

Norge
Amgen AB
TIf: +47 23308000

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

Polska
Amgen Biotechnologia Sp. z 0.0.
Tel.: +48 22 581 3000

Portugal
Amgen Biofarmacéutica, Lda.
Tel: +351 21 4220606

Roméania
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 2 321 114 49

Suomi/Finland

Amgen AB, sivuliike Suomessa/Amgen AB, filial
i Finland

Puh/Tel: +358 (0)9 54900500

Sverige
Amgen AB
Tel: +46 (0)8 6951100



Jata Ha mocJieHO mpepasriiekaane Ha JUCTOBKATA
JApyru u3TouyHuIM HA HHPoOpPMaIUA

[Tonpo6Ha nH(MOpMAaIUs 3a TOBA JIGKAPCTBO € MpeAoCTaBeHa Ha yeOcaiita Ha EBporneiickaTa areHnus
110 JIekapcTBaTa https://www.ema.europa.eu.

ITocouenara mo-A0J1y I/IH(l)OpMalII/IH € NMpeaAHasHaYeHa CaMo 3a MEAUIIUHCKHU CIICHMUATUCTH:

Vectibix e npenHasHayeH camo 3a eAHOKpaTHa ynoTpeba. Vectibix TpsOBa aa ce paspexaa B HAaTPHEB
xyopug 9 mg/ml (0,9%) nHXEKIMOHEH pa3TBOP OT MEAUIIMHCKH CIIEIMAHCT TP CIIa3BaHe Ha
acenTUyHa TexHuka. He paskianiaiite v He pa3MecBaiiTe eHepruyHo durakoHa. Vectibix TpsOBa aa ce
MIPOBEPH BU3YATHO MPEAH MpHUIIokKeHHe. Pa3TBOp BT TpsiOBa a € Oe3BETEH U MOXKE J1a ChIIbpxkKa
BHIIUMU, TIOJTYTIPO3pavYHH 10 OeTu, aMopGhHHU, IPOTSHHOBY YaCTHITH (KOHTO IIe 0BT OTCTPpaHESHU
upe3 duaTpanus mpe3 cucrtemara). He mputaraiite Vectibix, ako BUABT My HE € KaTO OTIHCAHS
no-rope. M3mon3Baiite caMo HUria 3a MOJKOXKHO MPUIOKEHUE C TuaMeThp 21 uiiu mo-ManbK, 3a ga
M3TEruTe HeoOX0IMMOTO KommdecTBO Vectibix 3a mo3a ot 6 mg/kg. He nzmonsaiite ycrpoiicTBa 6e3
uria (HampuMep agantopu 3a (IakoH), 3a a M3TETJINTE ChIbPKAHUETO Ha (rakoHa. Pa3penere B
06mr o6em 100 ml. Jo3u, mo-Bucoku ot 1 000 mg, TpsiOBa na ce pazpexaat B 150 ml HaTpues xyiopun
9 mg/ml (0,9%) nmxexkuuonen pa3rBop. KpaiiHara KoHIIeHTpalys He Tps0Ba 1a HaJBHUILIaBa

10 mg/ml. Pa3zpenenmsT pa3TBop TpsAOBa 1na ce pa30bpKBa Upe3 BHUMATEIIHO OOpbIllaHe, 1a He ce
paskiamia.

Vectibix He chabpka aHTUMHKPOOSH KOHCEPBAHT MIIH OAKTEPHUOCTATUIHO CPeACTBO. IIpOayKTHT
TpsiOBa Ja ce M3MOJ3Ba BEJHATA CIIE/ pa3pexkaane. AKO He Ce M3I0JI3Ba BeHara, IepuoIbT Ha
M3M0JI3BaHe U YCIIOBHATA HA ChXpaHEeHHUE Mpean yrnoTpeda ca OTTOBOPHOCT Ha MOTPEOUTEINs, U He
TpsOBa na Obaat noseue ot 24 yaca npu temneparypa ot 2°C - §°C. Pa3peneHusT pa3TBOp HE TpsiOBa
Jla ce 3aMpassiBa.

I/I3XB’pr'ICTC (I)J'IaKOHa 1 BCsiKa OCTaHalla BbB (bJ'IaKOHa TCYHOCT CJICA CAHOKpATHATa yHOTpe6a.

WNudy3nonnara auHMUS TpsIOBa 1a OB IPOMHUTA C Pa3TBOP HA HATPUEB XJIOPHT TIPESIH U CIIEIT
npuiaraseTo Ha Vectibix, 3a j1a ce MpeIoTBpaTH CMECBAHETO C JIPYTH JICKAPCTBEHU MPOIYKTH WU
WHTPaBEHO3HH Pa3TBOPH.

Vectibix TpsiOBa 1a ce mpuiara KaTo HHTpaBeHO3Ha HHY3Hs upe3 HHPY3HMOHHA TIOMIIa, KaTo ce
n3nonssa 0,2 unu 0,22 MUKpoMeTpa QUATHP C HUCKO MPOTEUHHO CBBP3BAHE, IOCPEICTBOM
nepudepeH IbT WIK MOCTOSIHEH KateThp. [Ipenopbuntennoro Bpeme 3a HHQY3HsI € IPUOIU3UTEIIHO
60 munyTu. Jlo3u, no-sucoku ot 1 000 mg TpsOBa 1a ce BaUBAT 3a MpUOIM3UTETHO 90 MUHYTH.

He e ycTranoBeHa HechbBMecTUMOCT Mexxay Vectibix u Harpues xiopua 9 mg/ml (0,9%) uHKeKIHOHEH
Pa3TBOP B CAKOBE OT NMOJIMBUHHIXJIOPH]] HIIN TTOJIHOJIC(HH.
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