HPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

IMBRUVICA 140 mg TBBbpAM Karncyiu

2.  KAYECTBEH U KOJIMYECTBEH CBbCTAB
Bceska tBppaa kancyna ceabpxka 140 mg ubpytunuo6 (ibrutinib).

3a IBJIHNUA CIIMCHK HA IIOMOIIHUTE BEIECTBA BIDKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Tebpaa xancyna (kKarncysma)

bsina, Herpo3pauHa TBBpIa Karcyia ¢ JbbkuHa 22 mm, MapkupaHna ¢ Haanuc "ibr 140 mg" ¢ yepHo
MacTHJIO.

4. KJIMHUYHU JAHHU
4.1 TepaneBTUYHU MOKA3AHUS

IMBRUVICA kato MoHOTepamnus € moKa3aH 3a JEUCHHUE Ha Bb3PACTHU NAUEHTH C pEUUANBUPALLL WU
pedpakrepen MaHTenHOKIeThYeH tuMpom (mantle cell lymphoma, MCL).

IMBRUVICA kaTo MOHOTEpaIus Wi B KOMOUHAIIMS ¢ PUTYKCUMAa0, OOMHYTY3yMad HIu
BEHETOKJIAKC € MTOKa3aH 3a JIeYeHNE Ha Bb3PAacTHH MAIlMEHTH C HEJIeKyBaHa JOcera XpOHUIHA
mumMdonuTHa neBkemus (chronic lymphocytic leukaemia, CLL) (Bxk. Touka 5.1).

IMBRUVICA karo MoHOTepanus Wik B KoMOuHauua ¢ 6enaamyctut u putykcumad (BR) e mokaszan
3a JIedeHue Ha Bb3pacTHU manuenTy ¢ CLL, KonTo ca moiay4uiy MoHe egHa MpeAlecTBalla Tepanusl.

IMBRUVICA kaTo MOHOTepanus € MoKa3aH 3a JICUCHHE Ha Bb3PAaCTHH MA[UEHTH C
MmakporiooynmuHemus Ha Waldenstrom (Waldenstrom’s macroglobulinaemia, WM), kouto ca
TIOJTYYMIJIM TIOHE €/IHA TIPEIIEeCTRAIA TePausl WM KaTo IIbpPBa JIMHUS TPHU MallUeHTH, KOUTO ca
Henoaxoasmy 3a xumuo-umyHnorepanus. IMBRUVICA B komMOuHaIus ¢ puTykcumMa0 € rokas3aH 3a
JIEYEHUE HA BB3PacTHU NaleHTn ¢ WM.

4.2 I[osnponlca N HAYMH HA IPUJIOKECHUEC

JleyeHneTO C TO3M JIEKAPCTBEH MPOAYKT TPsiOBa a ce 3all0YHe U Jla ce MPOCiIesBa OT JeKap C OIUT B
IIPWIAraHETO HA IPOTUBOPAKOBU JIEKAPCTBEHHU MPOAYKTH.

gOBH[)OBKa

MCL
[Ipenoppuntennara no3a 3a nedeHnero Ha MCL e 560 mg (ueTupu Karcyiu) BeIHBXK IHEBHO.

CLLu WM

[Ipenopbuntennara fno3a 3a gedenue Ha CLL 1 WM, uim kaTo MOHOTeparusi, Uil B KOMOMHAIINS €
420 mg (Tpu Karcysv) BeTHBK JHEBHO (32 IMoBede HHPOpMAIHsi OTHOCHO CXeMaTa Ha IpujiaraHe Ha
KOMOMHAIIUATA BXK. TO4YKa 5.1).

Jleuenneto ¢ IMBRUVICA T1psi6Ba 1a npoabiku 10 porpecusi Ha 3a00JI1BaHETO WIH A0
HEIIOHOCHMOCT Ha MalMeHTa KbM TepanusaTa. B komOnHanus ¢ BeHeToknake 3a ieuenue Ha CLL



IMBRUVICA tpsiOBa na ce npuiiara KaTo CaMOCTOSITEIHO CPEACTBO B MPOABIDKCHUE HA 3 IIMKbJIA
(1 ouxsi e 28 gam), mocaeasano ot 12 mukbiaa IMBRUVICA mmoc BeHeTOKITaKC. 3a IbJIHA
uHQOpMAIHI 33 JO3UPAHETO Ha BEHETOKIIAKC BIDKTE KpaTKaTta xapakTepucTuka Ha npoaykra (KXIT).

Korato IMBRUVICA ce npunara B komOunanus ¢ antu-CD20 tepamnusi, npenopbysa ce
IMBRUVICA na ce npunara npean antu-CD20 TepanusTa, ako ce mpuiaraT B €IUH U ChIIHU JCH.

Aodanmupane Ha dozama

Ymepennte u MotanTe CYP3 A4 nHXUOUTOPH yBENTUYaBaT EKCIO3HUIIUATA HA HOPYTHHHO (BXK.
ToukH 4.4 u 4.5).

Koraro ce nznon3sa eqHopeMenHo ¢ ymepenu CYP3 A4 naxuburopu, no3ara Ha HOpyTHHUO TpsiOBa
na ce Hamanu A0 280 mg BeOHBXK THEBHO (BE KACITyJIN).

Korato ce nznon3sa eqnoBpemenHo ¢ moutan CYP3 A4 naxuburtopu, no3ata Ha HOPYTUHUO TpsiOBa 1a
ce Hamanu 110 140 mg BenHBXK MHEBHO (€IHA KacIyJia) WX JICUCHHUETO J1a Ce TIPEYCTAaHOBH 3a HE
MoBeYe OT 7 JHH.

Tepamusita c IMBRUVICA Tpsi6Ba fia ce mpeycTaHOBH IPH BCSIKA HOBOTIOSIBUIIA CE WITK BIIOIIIABAIIA
ce Chp/eYHa HEJOCTAThYHOCT CTEMEH 2, ChPACYHHN APUTMHUH CTETEH 3, HeXeMaTOJIOTHYHA TOKCHYHOCT
CTerleH > 3, HeyTPOIIEHHS CTETeH 3 WM MO-TojisiMa ¢ MH(EKIUs WM OBUIIEHA TeMIIepaTypa, Win
XeMaToJIOTHYHa TOKCUYHOCT cTeneH 4. Cres KaTo CUMIITOMHUTE Ha TOKCHYHOCT C€ BH3CTAHOBSAT /10
cTerneH | uiam 10 M3X0IHO HUBO (BB3CTaHOBsSBaHE), moaHoBeTe Tepanusita c IMBRUVICA c
NpenopbYUTENHATA 1033, TI0COUYeHa B TaOIUIUTE HO-10ITy.

[IpenopbunTeHUTE KOPEKIIMHU HA J103aTa TIPU HEKAPIUOJIOTUIHN CHOUTHS ca OMTUCAHU MO-J0Y:

Cuourus’ IlosiBa Ha Kopurupane na nozara Kopurupane Ha no3ara cien
TOKCHUYHOCT | cJie[l Bb3CTAHOBSAIBaHe NMPH Bb3CTAHOBSIBaHE NPH
MCL CLL/WM

Hexemaronornyna
TOKCHUYHOCT CTENEH 3 [IspBa’” Bw3obHossiBane ¢ 560 mg Bw3obnossiBane ¢ 420 mg
niu 4 JTHEBHO JTHEBHO
Heytponenus c Bropa Bw3obHossiBane ¢ 420 mg Bw3obHossiBane ¢ 280 mg
MH(EKINS WIH JTHEBHO JTHEBHO
MOBHIIIEHA
TeMIiepaTypa Tpeta Bb3o6HoBsBaHe ¢ 280 mg Br3o6HoBsBaHE che 140 mg
creneH 3 wim 4 JTHEBHO JTHEBHO
XemaronornyHa YerbpTa [IpeycranoBsiBaHe npreMa IIpeycranoBsiBaHe preMa Ha
TOKCHYHOCT CTEMEH 4 Ha IMBRUVICA IMBRUVICA

T OuensBane BB3 ocHOBa Ha kputepunte Ha OOLIMTE TEPMUHOIOTHYHH KPUTEPUH 32 HeXeNlaH! chOuTHs Ha HarroHanHus
onkosornueH nHCTUTYT (National Cancer Institute-Common Terminology Criteria for Adverse Events, NCI-CTCAE),
WM KpuTepuuTe Ha MexayHapoleH cuMUHap 3a XpoHnuHa tuMdorutHa eBkemust (International Workshop on Chronic
Lymphocytic Leukemia, IWCLL) 3a xemaronoruyna tokcuunoct npu CLL/SLL.

KoraTo Bb300HOBSIBaTE JICYEHUETO, 3aII0YHETE ChC ChIIATA MIIM [O-HUCKA /1032 Bb3 OCHOBA HA OLIEHKATa Ha
CBHOTHOILICHUETO NoJ3a-puck. [Ipu noBTopHa MosBa Ha TOKCUYHOCTTA HaMaJyleTe AHEBHAaTa 103a ¢be 140 mg.




HpGHOpLLII/ITeJ'IHHTe KOPCKIIMU Ha J034aTa IIpu CHLOUTHUS Ha ChpACYHA HCAOCTATHYHOCT WJIN CHbPACUYHU
ApUTMHUHU Ca OMMMCAHU MMO-A0TY:

Cnourns IlosiBa Ha Kopurupane na nozara Kopurupane na no3ara
TOKCHYHOCT | cJieJl Bb3CTAHOBSIBAHE IIPH | cCJjell Bb3CTAHOBSIBAHE NIPH
MCL CLL/WM
[IspBa Bw3obHossiBane ¢ 420 mg Bb3o6noBsaBane ¢ 280 mg
Copacuna JTHEBHO JTHEBHO
HEJOCTaTbYHOCT Bropa Bw3obnossiBane ¢ 280 mg Bw3obnossBane cve 140 mg
CTETEH 2 JTHEBHO JTHEBHO
Tpera [IpeycranoBsaBane npuema Ha IMBRUVICA
[IspBa Bw3obHossiBane ¢ 420 mg Br3o6noBsaBane ¢ 280 mg
Cepreynu apuTMun i +
crener 3 JTHEBHO JTHEBHO
Bropa [IpeycranoBsaBane npuema Ha IMBRUVICA
Copreuna
HEJOCTaThYHOCT
crenen 3 wimn 4 IIepBa [IpeycranoBsaBane npuema Ha IMBRUVICA

Cobpaednu apuTMUR
cTeneH 4

t HpBIII/I BB30OHOBSIBAaHE HA JICYCHUETO OLCHETC CbOTHOIICHUECTO MMOJI3a-PUCK.

Ilponycuama 0osa

AKO 1103aTa HE € B3eTa B OINPE/ISIICHOTO BpeMe, MOXe J1a Ob/ie B3eTa Bh3MOKHO HalH-CKOPO B CHIIHUS
JIeH ¢ BpbhIllaHe KbM HOpMaJIHATa cXeMa Ha cieaBaius fAeH. [larenTsT He TpsOBa 1a B3eMa
JOTIBITHUTEITHHU KAIICyJI, 3a J1a KOMIIEHCHPa MPOITycHATaTa J103a.

Cneyuannu nonyrauuu

Cmapuecka 6v3pacm
He e HEoOxommuMoO crienuaiHo afanTUpaHe Ha 103aTa MPH MallueHTH B CTapyecKa Bh3pacT
(= 65 ronunm).

bvbpeuno yspeocoane

He ca npoBexnanu KOHKpETHH KJIMHUYHU NPOYYBAHHS [IPU MALMEHTH ¢ OBOPEUHO yBPEKIAHE.
ITanenTH ¢ JIeKO WK yMEepeHO OHOPEUHO YBpEKAaHe ca OWMIIN JICKyBAaHU B KIIMHUIHHUTE MTPOYIBAHUS
¢ IMBRUVICA. He ce nanara amantapaHe Ha 103aTa IpH MalUEeHTH C JICKO WIIH YMEPEHO OHOpeuHO
yBpexIaHe (KpeaTHHUHOB KIUPBHC mo-royisiM oT 30 ml/min). TpsaOBa na ce moaabpika XuapaTupaHe u
Jia ce MpocIesiBaT NeprHoANYHO HUBaTa Ha cepyMHus kKpeaTiauH. IMBRUVICA tpsioBa na ce
npuIara py MalueHTH ¢ TEKKO 0bOpedHo yBpexkIane (KpeaTHHUHOB KiupbHC < 30 ml/min), camo
aKo IM0JI3aTa MPEBUINABA PUCKA U MALMEHTUTE Ce CIEAIT OTOIN30 3a MPU3HAIM Ha TOKCUYHOCT. Hsima
JaHHU MPH MALUEHTH € TeXKO OBOPEeuHO yBpeKaaHe Wil PY MALMEeHTH Ha Auann3a (BXK. Touka 5.2).

Yeproopobro yepedxcoane

N6pyTnHub ce Metabonu3upa B 4epHuUs Ipod. B mpoyuBaHe Npu MalMeHTH ¢ YEPHOAPOOHO
yBpeXKIaHe, TaHHUTE ITOKa3BaT yBeJIMUEHHE Ha EKCIIO3UIUATA Ha HOPYTHHUO (BK. Touka 5.2). [Ipu
MAIMEHTH C JIeKO YyepHoapoOHo yBpexaane (Child Pugh knac A), npenopbuntennara go03a ¢ 280 mg
IHEeBHO (aBe kancynu). [Ipu maumentu ¢ ymepeno yepHoapo6Ho yBpexaane (Child Pugh kinac B)
npenopeynTenHaTa a03a ¢ 140 mg naeBHo (eaHa Karcyna). [lannenTuTe na ce HabIOAaBaT 3a
npusHany Ha TokcnyHocT Ha IMBRUVICA u na ce cienBaT HacOKuTe 3a aJanTHpaHe Ha J103aTa,
KakTo ¢ HeoOxoaumo. He ce mpenoppusa npuioxenue Ha IMBRUVICA npu nanueHnTu ¢ TeKKO
yepHOoApoOHO yBpexkaane (Child Pugh xmac C).

Teosicko cvpOeurno 3abonasane
[amueHTH ¢ TEXKO ChPAESYHOCHA0BO 3a00JIIBaHE Ca M3KIIOYCHU OT KIMHUYHHUTE MPOYYBAHHS C
IMBRUVICA.




Heouampuuna nonynayus

VYnorpebara na IMBRUVICA mnpu aena u 1oHomu Ha Bb3pacT oT 0 1o 18 rogunu He ce nmpenopbyBsa,
THI KaTO €PUKACHOCTTA HE € YCTaHOBeHA. HanMyHHUTE MOHACTOSIIIEM TaHHH TPH MAIUSHTH ChC 3PSUT
B-kieThueH HEXOKKUHOB TMMQOM ca orucanu B Touku 4.8, 5.1 u 5.2.

Hauun Ha npunoxenue

IMBRUVICA TpsibBa 51a ce npuiiara nepopaiHo BeIHBK JTHEBHO C Yallla BOJIa MPUOIU3UTEITHO TI0
€/IHO U ChIIIO BpeMe BcekH JieH. KancynuTe Tpsa6Ba fa ce morpLIaT ey ¢ BoAa U He TpsOBa aa ce
otBapAT, uynat win apByat. IMBRUVICA He Tps0Ba 1a ce mpreMa cbC COK OT rpedndpyT wiu
CEBUWJICKH MTOPTOKAIH (BXK. TOUKa 4.5).

4.3 IIporuBomokazaHusi

CBp’I)X‘-IyBCTBI/ITeHHOCT KbM aKTHBHOTO BCIICCTBO HUJIM KBbM HIAKOC OT IIOMOITHHUTC BCIICCTBA,
n30poeHu B Touka 6.1.

M3non3BaHeTo Ha MpenapaTy, ChAbPXKAIIHM XbIT KAHTAPUOH € TPOTHUBOIIOKA3aHO MPH MAIlUeHTH,
nexyBanu ¢ IMBRUVICA.

4.4 ChenuajaHu npeaynpesxaeHus U NpeANa3Hu MepKH MPHU ynoTpeda

Cr0uTHS CBBP3aHH C KbPBEHE

Mma cpoOimenns 3a cimydan Ha KbpBEHE IpH manueHTy, iekyBanu ¢ IMBRUVICA, kakTo cbe Taka u
0e3 TpomOonuToneHUs. Te BKIIIOUBAT HE3HAYUTEIIHHU CIyyad Ha KbPBEHE, KATO KOHTY3HHU, CIIMCTAKCHUC
U NIETEXUH; U CIy4Yau Ha TOJIEMH KPbBOU3IKBH, HAKOU OT KOUTO JIETAJIHU, BKJIIOUUTEIHO CTOMAILIHO-
YPEBHO KbPBEHE, BETPEUEPEIICH KPHBOU3IUB U XEMATYPHUS.

Bapdapun wnm npyru anraroHucti Ha ButaMuH K He TpsiOBa Ja ce npuiiaraT eHOBPEMEHHO €
IMBRUVICA.

Ynorpebara Ha aHTUKOATYJIaHTH WX JIEKAPCTBEHH MPOILYKTH, KOUTO HHXHOUPAT TpOMOOIIUTHATA
¢yHkuus (aHTHarperanTHu cpenctsa) enHospemeHHo ¢ IMBRUVICA, nosumasa pucka oT rojiemMu
KpbBou3IuBH. [10-BUCOK PUCK OT rojieMu KpbBOM3JIMBY € HaOMI0JaBaH IPU aHTUKOATYJIaHTH,
OTKOJIKOTO TIPY aHTHArPeraHTHU cpeacTBa. [IpenieHere puckoBeTe U MOJM3UTE OT aHTUKOATryJIaHTHATa
WIN aHTUPOMOOLIUTHATA Tepamus, Korato ce npuiarat eqnoBpemenno ¢ IMBRUVICA.
HabmronaBaiiTe 3a mpu3Hauy ¥ CAMIITOMU Ha KbPBEHE.

TpsabBa na ce n364reaT 1006aBKH KaTo puOEHO Macio U Ipenapaty Ha BUTaMuH E.

[puemst HAa IMBRUVICA T1psibBa Ob/ie IpeycTaHOBEH Hali-Majko 3 710 7 JIHU MPeNu U CIIe]
orieparusi, B 3aBUCHMOCT OT BHJIA Ha OTIEpaIUsiTa H PUCKa OT KbpPBEHE.

MexaHn3MbT Ha CHOUTHSATA, CBHP3aHU C KbPBEHE, HE € HAITbIHO u3scHeH. [laruenTure ¢ BponeHa
XeMOparuyHa uare3a He ca IIPOyIBaHH.

JleBkocTaza

Cro01aBanu ca cirydau Ha JIEBKOCTa3a pH naruenT, JiekyBanu ¢ IMBRUVICA. Ipu romsm 6poit
mupKyupany Jumdonuta (> 400 000/ul) Moxe 1a nMa noBuIeH puck. [la ce 0OMUCIIN BpeMEHHO
npeycranoBsiBane Ha npuema Ha IMBRUVICA. Ilauuentute TpsaOBa na 0baaT BHUMATEIIHO
HaOmroaBany. J{a ce mpuitokaT Mo IbprKaiy MEpPKH, BKIFOUUTEITHO XUIPATAIHs W/
MUTOPEIYKIUS, KAKTO € TIOKa3aHo.

Pynrypa Ha cne3kara

ChoOII1aBaT ce cilyuad Ha pyInTypa Ha ciie3kaTa cjel npeycraHoBsBane Ha eueHue ¢ IMBRUVICA.
Koraro neuennero ¢ IMBRUVICA ce npekbcBa win npekpatsiBa, TpsiOBa BHUMATEIIHO JIa CE
MPOCIIE/IBA CTaTyca Ha 3a00JIsIBAHETO U TOJIEMHUHATA HA Cle3KaTa (Hamnp. KIMHUYEH MIperJe],




exorpa(bnsl). HaI_II/IeHTI/ITe, KOMTO moJry4yat 0oIlKa B JsABaTa TOpHA 4aCT Ha KOpEMa HUJIM BbB BbpXa Ha
pamMoTo, Tpﬂ6Ba Ja CC OLICHABAT, KaTO CC MMa NPCABU JUArHO3a PYITYypa Ha CJIC3KarTa.

Wudekumu

Wndexnun (BKIIOYUTEIHO CETICUC, HEYTPOIIEHUYEH CETCHC, OaKTepUaTHH, BUPYCHU WM I'bOMYHH
MH(EKIMN) ca HaOII0AaBaHu NpH nauueHTH, JekyBanu ¢ IMBRUVICA. Hskou ot Te3u undexunu ca
CBBP3aHH C XOCIUTAIN3aMs U cMBPT. [loBedweTo manueHTn ¢ HHPEKIHUH C JIeTaleH U3X0]l ca UMAaJIH
HeyTtponeHus. [lanpenture TpsOBa na ObIaT HAOIIOAABAHH 33 TPECKA, OTKJIOHEHHUS B YUEPHOIPOOHUTE
(yHKIMOHAIHY ITOKa3aTell, HeyTpOreH!Us 1 MH(EKLIUH, U TpsiOBa J1a ce Ha3HaYM MOAXO0IAIIa
AHTUMH(EKIMO3HA TEpamsi, KAaKTO € Moka3aHo. [Ipu nanneHTuTe ¢ MOBUIIIEH PHCK OT
OTIOPTIOHUCTHUYHH MHPEKIMN TPSOBA Ja Ce MUCIH 3a MPOQIIAKTHKA B CbOTBETCTBHE ChC CTAHIAPTA 32
JICYEHUE.

Cro01aBar ce ciyvan Ha MHBa3MBHH MHUKOTHYHH UH(EKIINH, BKIFOYHTEITHO CIIydar Ha aclepruiosa,
KPHUIITOKOKO3a U MH(EKUNH, IPUIMHEHH OT Prneumocystis jiroveci, cinen ynotpeda Ha nOpyTHHHO.
CroO1ennTe ciayvyad Ha MHBa3UBHA MUKOTHYHHU WH(EKIMU Ca CBBP3aHH C JIETAJICH U3XOI.

Cro01aBanu ca ciIydad Ha Iporpecupaiia MyaTiudokaitta eskoenuedanonatus (IIMJI),
BKJIIOUMTEITHO C JIETAJICH U3X0[, cie]l ynoTpeda Ha HOpYyTHHHO B KOHTEKCTA Ha MPeAIecTBaIla Wi
CBITBTCTBAIIA UIMYHOCYIPECHBHA Teparnus. [Ipy nanueHTH ¢ HOBY WM BIIOIIABAIIY C€ HEBPOJIOTUYHH,
KOTHUTHBHU HJIH MTOBEJICHYECKH NPU3HAIM WM CHMIITOMH, JIeKapuTe Tpsi0Ba na uMat npeasua [IMJT
npu audepeHnanHaTa quarao3a. Ako ce noposupa [IMJL, TpsiOBa na ObaaT npenpueT HOAXOIAIIN
JIMATHOCTUYHHU OLIEHKH U JICUEHUETO J1a C€ NMPEyCTaHOBHU, okaTo ce u3kioun [IMIJI. Ilpu nanuuue Ha
ChbMHEHHeE, TpsI0Ba J1a ce OOMHCIIM HacOYBaHe KbM HEBPOJIOT U MOJIXO/SIIH JHATHOCTUYHN METO/TH 32
ycraHoBsiBaHe Ha [IMJ], BKIIOUUTENTHO SAPEHO-MAarHUTEH PE30HAHC, 3a MPEANOYUTAaHE C KOHTPACT,
u3cnenBane Ha nepedbpocnuHannata Teunoct 3a JC-supycna JJHK 1 moBTopHa HEBpOJIIOrHYHA OLICHKA.

UepHonpobHH chOUTHS

IIpn nmanmenTyn, nexkyBanu ¢ IMBRUVICA, ca HacTBIIMIM cyyal Ha X€ATOTOKCUYHOCT,
peaKTUBUpAHE Ha XemaTuT B u ciaydyaun Ha xenaTut E, konto Moxke Aa ObaaT XpoHU4HU. YepHOoapoOHa
HEJOCTaThYHOCT, BKIIFOUUTEITHO C JIETAJICH U3XO0J], € HACTHITMIIAa IPU MAIMEeHTH, JIEKYBaHH C
IMBRUVICA. Ilpeau 3anouBane Ha neuenne ¢ IMBRUVICA Tps0Ba 1a Ob1aT olleHeHN
yepHOApOoOHaTa (hYHKIUS U CTaTyca Ha BUPYCHUS xenaTut. [1o Bpeme Ha Ie4eHneTo MalUeHTHUTe
TpsiOBa MEPUOANYHO Ja ce HAOJIF0AaBaT 3a IPOMCHHM B MTOKA3aTEIINTE Ha YSPHOAPOOHATA (DYHKIIHS.
BupycHuAT TOBap M CEpPONIOTHYHUTE U3CIIEIBAHUS 32 MH(EKIIMO3EH XETaTUT TPsOBa J]a ce U3BHPIIBAT
B CHOTBETCTBHE C MECTHUTE MEIUIIMHCKH PHKOBOJICTBA U KAKTO € KIIMHUYHO 1MoKazaHo. [Ipu
NAIMEHTHUTE C JIUATHOCTUIIMPAHN YEPHOJIPOOHN CHOUTHS, JICYCHUETO TPsIOBa J1a ce 00CHIH ChC
CIICITUAJIICT 110 YePHOAPOOHM 3200 IBAHUS.

! l HUTONCHUH

IIpu manmenTn, nexyBanu ¢ IMBRUVICA ca cho0uiaBanyu Bb3HUKHAIU BCIIEACTBHE HA JIEYCHUETO
LUTOICHUH CTeNEeH 3 Wi 4 (HEYTpOIeHUsl, TPOMOOLMTOIICHUSI M aHEMHs1), M3UCKBAILX He3a0aBHa
nekapcka Hameca. [IpnHaTa KpbBHA KapTHHA Ja ce HaOIr01aBa eXeMeCedHO.

Hurepcruimanua 6enoapodna 6onect (MBB)

Crobmenunca cnydan Ha BB npu manuenty, nexyBanu ¢ IMBRUVICA. IlpocnensBaiite maieHTUTE
3a 0eToApOOHY CUMITTOMHU, MoKa3are’nu 3a BB, Ako ce MosBAT CUMIITOMH, MTPEYCTaHOBETE
npmioxerneTo Ha IMBRUVICA u Haznadete nmoaxoxsiio jeuenne Ha Ubb. Ako cumnromute
MIEPCHUCTHUPAT, MpELeHeTe pucKkoBeTe U moasute ot Jedennero ¢ IMBRUVICA wu cienpaiite
NPENOPHKUTE 32 MOTUPHUIIMPAHE Ha J103aTa.

CbpIeyHy apuTMHUH U ChpJCYHA HEIOCTATHYHOCT

IIpn manmenTy, nexyBanu ¢ IMBRUVICA, ca Bb3HMKBaJIH JIETATHU U CEPUO3HU CHPJCYHU apUTMUH H
ChpJ/IcYHa HeJOCTAaTHYHOCT. [lalieHTHTe B HAINIpeHAaa Bh3pacT, ¢ PyHKIHOHAJIeH cTaTyc 1o Eastern
Cooperative Oncology Group (ECOG) >2 uiu ¢b¢ ChITBTCTBAIIN ChPACUHHU 3a00JIIBAHHUS MOXKE J1a
ObIaT U3JI0XKEHH Ha MO-TOJISIM PUCK OT ChOWTHSI, BKIIOUBAIIM BHE3AIHH JICTAJHU ChPACYHU CHOUTHSL.
Cro0ImmaBanu ca MpeachpIHO MBXKJICHE, IPEACHPIHO TPENITEHE, KAMEPHA TaXHAPUTMUS H Chp/ICYHA




HEJOCTAaTBbYHOCT, 0c00€eHO IIpU MauCeHTU C OCTPU HH(beKLIHH WK CbpACYHU PUCKOBU (baKTOpI/I,
BKJIFOUYHUTCIHO XUIICPTOHUSA, 3aXapCH ,Z[I/Ia6eT U NpeauvIliHa aHaMHE3a 3a CbpACYHA apUTMUS.

[Ipenu 3amouBane Ha IMBRUVICA TpsiOBa ia ce HarpaBH MOAXOIAIIA KIMHIUYHA OLICHKA Ha
chpJedHaTa anaMHe3a U QyHknus. [lannentute TpsiOBa aa ce HaOIrOaBaT BHUMATEIHO 0 BpeMe Ha
JICYEHUETO 3a MPU3HAIM Ha KIIMHUYHO BIIOIIABAaHE HA ChpJe9YHAaTa PYHKIUS, KOUTO JIa CE OBJIA BAT
knmuangHO. [Tomucnere 3a monmbiHuTenHa orieHka (Hamp. EKT', exokapaunorpama), KakTo € moKa3aHo
MIPH MAIUEHTH ChC ChPJICIHOCHIOBH MTPOOIIEMHU.

[Ipu nanyeHTH Che CHOTBETHH PUCKOBH (DAKTOPH 33 CHPJICYHU CHOUTHUSI BHUIMATEITHO OIICHETE
CHOTHOIIIEHHETO T0I3a/pUCK Mpeu 3anouBaHe Ha neuenne ¢ IMBRUVICA; moxe na ce oOMucn
AITEPHATUBHO JICYCHHUE.

[Ipu nanyeHTH, KOWTO pa3BUBAT MIPHU3HAIY W/ CHMIITOMH Ha KAMEPHA TaXUAPUTMHUSI, JICUCHHETO C
IMBRUVICA Tpsi0Ba BpeMeHHO Ja ce IPEyCTaHOBH, U Aa C€ U3BBPIIM 3abJI00UCHa KIMHUYHA
OLIGHKA Ha T0J13aTa/pPUCKa MPEeId €BEHTYAIHOTO NOJHOBSBAHE HAa TEPANHITA.

IIpu nanueHTH ¢ npeauecTBallo NpeachpIHO MBXKICHE, HAllaralio aHTUKOAaryJIaHTHA Tepanus,
Tps6Ba na ce oomucnar antepHatuBHu Ha IMBRUVICA Bapuantu 3a neuenue. [Ipu nanueHTH, KOuTo
pa3BUBaT NpeAChpAHO MbxaeHe npu Tepanus ¢ IMBRUVICA, tps6Ba na ce mpeanpueMe IsUI0CTHA
OIICHKA Ha PUCKa OT pa3BUTHE HAa TpOMOOeMOOINIHO 3a0osaBane. [Ipy ManMeHTH ¢ BUCOK PHUCK U MPH
KouTO HaMa noaxosanm antepHarueu Ha IMBRUVICA, TpsOBa 1a ce 0OMHCITN CTPUKTHO
KOHTPOJIMPAHO JICUEHNE C aHTUKOAryJIaHTH.

[NanuenTure TpsiOBa Aa ce mpociensBaT 3a MPU3HALM U CHMITOMH Ha ChpJeyHa HEAOCTAThYHOCT MO
Bpeme Ha sedeHre ¢ IMBRUVICA. B HsKkou OT Te3H ciyyau chpliedHaTa HeJOCTaTbUYHOCT €
OT3BYyYaJla WK ce ¢ mogoopuia cien npekparssane Ha IMBRUVICA wiu cien HaMmansiBane Ha
J03arta.

MO3BYHOCHIOBY MHITMICHTH

Crnyyan Ha MO3BYHOCHAOB UHITHIEHT, TPEX0/IHA HCXEMHUYHA aTaka U UICXEMUYEH UHCYIIT,
BKJIIOUMTENTHO CMBPTHH CJIy4au, ce choOIIaBaT npu nauueHTty, JexkyBanu ¢ IMBRUVICA, cbc u 6e3
CBITBTCTBAIIO MPEACHPIHO MBXK]ICHE W/ UITH XUNIEPTOHUS. B cirydaunTe, mpu KOUTO € ChoOIIeHa
JATEHTHOCT Ha TOosIBaTa, BpeMeTo oT 3amouBane Ha iedeHueTo ¢ IMBRUVICA no mosiBata Ha
WCXEMUYHH ChIOBH 3a00JIsIBAaHHS HA IICHTpAIHATa HEPBHA CUCTEMA B ITOBEYETO CITyYad € HIKOIKO
Meceria (moseue ot 1 mecen ipu 78% u moBeue oT 6 Mecena nipu 44% ot ciydanTe), KaTo ce

o T4epTaBa HEOOXOIUMOCTTA OT PEAOBHO HA0JIOICHUE Ha allMeHTUuTe (BXK. Touka 4.4 ,,CbpjecuHa
apuT™Mus” 1 ,, XUMepTOHH* U ToUKa 4.8).

CuHIpOM Ha TYMOPEH pa3mnai

[Ipu neuenne ¢ IMBRUVICA ce cho011iaBa 3a CHHAPOM Ha TyMOpeH pasmnaj (tumour lysis

syndrome, TLS). [TaneHTHTE C PUCK OT CHHAPOM Ha TYMOPEH Pa3maj ca Te3U C BUCOKO TYMOPHO
HATOBapBaHe MpE/M 3aMoYBaHe Ha jedeHueTo. [laruenTure TpsOBa 1a ce mpocaeaBaT BHUMATEITHO U
Jla ce B3eMaT IOAXOISIIH MPEIIa3sHi MEPKH.

HemenanomeH K0eH pak

HemenanoMHuuTe BUAOBE KOKEH pPaK c€ ChOOIIABAT IMO-4ECTO MPHU MAITUEHTUTE, JIEKYBaHH C
IMBRUVICA, 0TKOJIKOTO IpH MAIUCHTHUTE, JICKYBaHH ¢ KOMIIApAaTOPH, B COOPHUTE CPAaBHUTEITHU
pangoMu3upanu npoyuyBaHus ¢asa 3. [lanmenTture TpssOBa aa ce HaONMIOMAaBAT 32 MOsBa Ha
HEMEJIAaHOMEH KOKEH paK.

XUNEepTOHUS
[Ipu naumentu, nexkyBanu ¢ IMBRUVICA, Bp3HHKBa xunepToHus (Bxk. Touka 4.8). Penosno

MpoceAsIBaiTe apTePUATHOTO HAJIATaHe Ha ManueHTure, iekysanu ¢ IMBRUVICA, u 3anounere uimu
KOpUTHpaiiTe aHTUXUIIEPTeH3UBHATa Tepanus B xoa Ha jJedeHnero ¢ IMBRUVICA, xakro e
MOAXOMAILO.



XemodarommrHa tuMdboxuctrormrosa (XJIX)

CroOmaar ce cirydan Ha XJIX (BKIIOYUTETHO JICTATHA CITy4an) PH IMAlUEHTH, JIeKYBaHU C
IMBRUVICA. XJIX e »uBOTO3acTpalllaBall CHHIPOM C [1aTOJIOTHYHA UMYHHA aKTHBAIIHA,
XapaKTEPHU3UPAILl C€ C KIMHUYHU MTPU3HAIA U CUMIITOMH Ha T€XKO CUCTeMHO Bh3nayienne. XJIX ce
XapaKTepHu3upa C MOBUIIICHA TEMIIEPaTyPa, XeTaTOCIDICHOMET AN, XUIIEPTPUTITUIICPUICMHUS, BUCOK
cepyMeH (peputrH u nuronennu. [lanmentute TpsiOBa Aa ca MHPpOpMEpaHH 3a cuMitomMmute Ha XJIX.
[TanueHTHTE C paHHM MPOSBH Ha MATOJIOTHYHA MMYHHA aKTUBAIUs TPsiOBa He3a0aBHO Ja Obaar
OIICHEHH, KaTo ce uMa npeaBu auarnosa XJIX.

JIexkapcTBEHU B3aUMOJICHCTBYS

EnnoBpemenHoTo npuioxkenvie Ha Moutau win ymepenu CYP3 A4 naxuburopu ¢ IMBRUVICA moxe
Jia 1OBeZe A0 MOBHUILEHA EKCIO3UIHS HA HOPYTUHHUO U CIeJ0BaTEHO 0 MO-BUCOK PHUCK OT
TOKCHYHOCT. THKMO 00paTHOTO, €THOBPEMEHHOTO TNpriokeHrne Ha MHAYKTopu Ha CYP3 A4 moxe na
nosene 10 HaMassiBaHe Ha excrosunuaTra Ha IMBRUVICA u crniegoBaTenHo uMa pHuCK OT JIUIICa Ha
edpukacHoct. CrnenoBarenno eqHoBpemenHata ynorpedba na IMBRUVICA ¢ Momnu nHXHOUTOpH Ha
CYP3A4 u momnn unu ymepenu nHaykropu Ha CYP3A4 tpsi6Ba aa ce n30srsa, Korato € Bb3MOXKHO,
Y eIHOBPEMEHHO MPUJIoKEeHHEe TPsiOBa Jja ce MMa MPeIBU]] CaMO KOTaTO MOTEHIIHAIHUTE MOJI3H ACHO
NpEeBUIIABAT MOTEHIMANHUTE pucKoBe. [lannenture TpssOBa na ObaaT HAOIIOAABAaHU BHUMATEIIHO 32
npusHaiy Ha TokcnyHocT Ha IMBRUVICA, ako tpsioBa na ce uznonssa CYP3 A4 unxuburop (BX.
touku 4.2 u 4.5). [Tanmentute TpsOBa na ObJJAT BHUMATEIHO HAOI0JaBaHU 32 MPU3HALIM Ha JIUTICA Ha
epuracuoct Ha IMBRUVICA, ako Tps6Ba na ce m3nonssa uHaykrop Ha CYP3A4.

KeHu ¢ neTepoaeH noreHnman
Kenw ¢ nerepojieH moTeHIMa TpsOBa Jia U3MOI3BAT BUCOKO e(heKTUBEH METO/I Ha KOHTPAIICIIHS 11O
Bpeme Ha npuema Ha IMBRUVICA (Bx. Touka 4.6).

ITomMoNIHY BEIECTBA ¢ U3BECTHO ACUCTBHE
Bcesika kancyna chappika mo-mManko ot 1 mmol HaTpuii (23 mg), T.e. IPaKTHYECKH HE ChIbPKA
HaTpuil.

4.5 Bs3amMmopeiicTBHE ¢ IPYTH JeKaAPpCTBEHH MPOAYKTH M APYru (popMH Ha B3auMojeiicTBHe
No6pyTaUO ce MeTabonm3upa ocHOBHO upe3 rutoxpom P450 3A4 (CYP3A4).

CpencTBa, KOWTO MOTAaT Jia IOBUIIAT [UIa3MEHUTE KOHLEHTPALUU Ha HOPYTUHUO

Ennospemennara ynorpe6a Ha IMBRUVICA u nekapcTBeHH NPOIYKTH, KOUTO MOILIHO HIJIM YMEPEHO
unxubupar CYP3A4, Moxxe /1a yBenn4IH eKCIO3UIHsITa Ha HOPYTHHUO W MOIIIHU HHXUOUTOPH Ha
CYP3A4 tpsibBa 51a ce n30srear.

Mownu unxubumopu na CYP3A4

EnHoBpeMeHHOTO MpHIIOKEeHNE Ha KETOKOHA30J1, MHOTO MolieH naxuoutop Ha CYP3 A4, npuer Ha
raaHo npu 18 3apaBu 7oO6poBoH, HoBUIIABA eKCTIO3UIUATA (Cmax 1 AUC) Ha nOpyTHHHO
cbOTBETHO 29 1 24 mbTH. CHMyJIalluy ¢ U3MI0JI3BaHE Ha YCIOBHA Ha INIaJIHO JaBaT OCHOBAaHUE J1a Ce
npenmnonara, ue MoHUAT CYP3 A4 nunxuOuTtop KIapuTpoMuLinH, Moxke Aa yBennun AUC Ha
nopyTau6 ¢ Koedunuent 14. Ilpu nanuenT ¢ B-kneTh4HN 3110Ka4ecTBEHU 3200 IBaHMs, TPHEMAIIN
IMBRUVICA c xpana, eTHOBpeMEHHOTO NPHIOKEHHE Ha MOIIHUS nHXxuouTop Ha CYP3A4
BOpUKOHA301 yBenn4aBa Cax 6,7 bt 1 AUC 5,7 nbTu. YioTpebara Ha MOIIHA HHXHOUTOPH Ha
CYP3A4 (namp. keTOKOHA30J1, HHIUHABUD, HENI(UHABUD, PUTOHABHUP, CAKBUHABHP, KIAPUTPOMUIIVH,
TEJIMTPOMULIMH, UTPAKOHA30J1, He(a300H, KOOUIICTAT, BOPUKOHA30J1 M T03aKOHA30:1) TpsiOBa Aa ce
n30sArBa. AKO MoJ3aTa HaJABHILABA PUCKA U TPAOBaA J1a ce M3IoJI3Ba MolileH nHxuoutop Ha CYP3A,
nmo3ata Ha IMBRUVICA Ttpsa6Ba na ce namanu 10 140 mg (enHa karmcysna), JoKaTo ce mpuiiara
uaxubuTopsT, nin IMBRUVICA na ce npeycranoBu BpeMeHHO (3a 7 HU HIIH [TO-MAJIKO).
[NanuenTsT TpsOBa A2 ce HaOIIO1aBa BHUMATEIHO 32 TOKCUYHOCT U JIa C€ cJIeIBaT yKa3aHHUATa 3a
MIpOMsTHA Ha J103aTa, aKo € HeoOoxoaumMo (BX. Touku 4.2 u 4.4).



Ymepenu unxubumopu na CYP3A44

[Ipu nauuentu ¢ B-knerpunn 3nokayecTBeH: 3a0osBanus, npuemama IMBRUVICA c xpana,
€IHOBPEMEHHOTO TpriiokeHue Ha naxuouropa Ha CYP3 A4 epurpomutive yBenndaa Cmax 3,4 THTH U
AUC 3,0 mpTu. AKO € TIOKa3aHO MPUIIOKEHHETo Ha yMepeH naxuburop Ha CYP3A4 (namp.
(iryKoHa3011, EPUTPOMHLIMH, AMIPEHABUD, AIIPEIIUTAHT, aTa3aHABHP, HUNIPO(IOKCAILIH, KPU30THHHO,
JuITHa3eM, po3aMIpeHaBup, UMaTUHUO, BepanaMuil, aMHOAapoH U APOHEAAPOH), 103aTa Ha
IMBRUVICA TtpsioBa na ce Hamanu 10 280 mg (1Be KarcyJin) 1Mo BpeMe Ha U3MO0JI3BaHeTO Ha
uaxubuTopa. [lanueHTsT ga ce HabI0AaBa BHUMATETHO 32 TOKCHYHOCT U J1a CE CJIEABAT HACOKHUTE 3a
aJlanTUpaHe Ha J103aTa, ako € HeoOXoANMO (BXK. ToukH 4.2 u 4.4).

Jlexu unxubumopu na CYP3A4

Cumynanuy ¢ U3M0JI3BaHe Ha yCJIOBUS Ha TIaIHO AaBaT OCHOBAHME /1A CE IMPEAToara, ye JeKUTe
uaxubutopu Ha CYP3A4 azurpomunivi u ¢uryBokcamue morar jaa yeenudat AUC Ha uOpyTuHUO C
<2 mp1u. He ce Hanmara kopekius Ha Jjo3ata B KOMOWHAINS C JeKH HHXuOuTopu. [lanneHTsT na ce
Ha0JIr0/1aBa BHUMATEIHO 38 TOKCUYHOCT H Ja Ce cJie/IBaT HACOKUTE 3a aJanTHpaHe Ha 103aTa, ako €
HEO0XOIUMO.

EnHoBpeMEeHHOTO NPUIIOJKEHHE Ha COK OT rperndpyT, chabpikaiy naxuoutopu Ha CYP3A4 npu ocem
3/paBy MHIUBUIM, BOJIU 10 MOBHUIICHA eKCITO3UIUS (Cmax 1 AUC) Ha HOPYTUHUO CHOTBETHO C OKOJIO
4 u 2 mptu. ['peiindpyTure 1 CeBUICKUTE TOPTOKAIU TPsIOBa J1a ce U30ArBaT 1o BpeMe Ha JICYEHHETO
¢ IMBRUVICA, Tbi1 kato Te chabpxaT ymepenu naxuouropu Ha CYP3A4 (Bx. Touku 4.2).

CpencTBa, KOWTO MOTaT Jia IOHMKAT [IA3MEHUTE KOHICHTPALUHN HAa HOPYTHHHO
IIpuembT Ha IMBRUVICA ¢ nanyktopu Ha CYP3A4, Moxe 1a HaMany Miaa3MeHUTe KOHIEHTpaluH
Ha HOPYTUHHO.

EnnoBpeMeHHOTO MpUiIoKeHHe Ha pudaMuiuH, MoieH naayktop Ha CYP3 A4, npu 18 3apasu
JOOPOBOJIIIM HA TTIATHO, HAMAIIsIBa eKcrmo3unusATa Ha HOpYTHHUO (Cmax 1 AUC) cbe choTBETHO 92 U
90%. Jla ce n30area enHoBpeMeHHaTa ynorpeba Ha Mot uinu ymepenu CYP3 A4 unnykropu (Hamp.
kapOamasenuH, pudamnuuuH, Geauronn). [IpenapaTy, CbabprKaIln XbJIT KAHTAPUOH Ca
NpOTHBOIOKa3aHu 1o BpeMe Ha JieueHuetro ¢ IMBRUVICA, Trii kato edukacHoCTTa MOXKe 12 Obae
HamaseHa. [la ce OOMUCIIAT aNnTepHATUBHH CPEACTBA, KOUTO 1mo-ciado uaAaykuupat CYP3A4. Ako
1oJj3aTa HaJBHUILABa PHCKA U € HEOOXOMMO M3II0JI3BaHeTO Ha MolueH win ymepen CYP3A4
MHIYKTOP, HaOJII0JaBaliTe BHUMATEIHO MAMEHTa 3a JIMIca Ha epUKacHOCT (BX. TOUkU 4.3 u 4.4).
JlekuTe MHAYKTOpH MOraT Jia Obaat u3noyzBanu eaHoBpeMernHo ¢ IMBRUVICA, o6ade, manueHTUTE
TpsiOBa a ObJaT HAOIFOIaBaHH 32 TIOTCHIIMAITHA JIUIICa Ha e(pUKAaCHOCT.

NoOpyTHHUO MMa pa3TBOPUMOCT, 3aBrcuMa OT pH, ¢ mo-HHuCcka pa3TBOPUMOCT MpH TO-BrCcOoKo pH.
Ha6monaBana € mo-Hucka Cmax Ha TJIaJTHO MTPH 3IpaBH JOOPOBOJILIHM, HA KOUTO € MpuiiokeHa 560 mg
eMHNYHA 1032 HOpYTHHHO ciief| mpreM Ha 40 mg oMenpa3oll BEAHBXK THEBHO B MPOABIDKEHUE HA

5 mau (Bx. Touka 5.2). Hama mokasarencrsa, ue mo-HucKaTa Crax OM MMaja KIMHUYHO 3HAUYCHUE U
JIEKapCTBEHUTE MPOJIYKTH, KOUTO OBUIIIABAT cToMalHoTo pH (Hamp. MHXHOUTOPH Ha IPOTOHHATA
TIOMITa) C€ M3IIOJI3BAT O3 OrpaHUYCHHUS B OCHOBHUTE KIMHHUYHU IPOYYBAHUS.

Cpecra, YMUTO IIIa3MEHH KOHIICHTPAIIMK MOJKE JIa CE MOBJIHSIAT OT HOPYTUHUO

N6pyTnaNO e nuxubutop Ha P-raukonporenHa (P-gp) u Ha mpoTenHa Ha PE3UCTEHTHOCT Ha paka Ha
repaara (breast cancer resistance protein, BCRP), in vitro. Trii kaTo nuIicBaT KIMHAYHH TAHHU 32
TOBA B3aUMOJICHCTBIE HE MOXKE JIa c€ U3KITIOYH, Y€ HOPYTHHUO OM MOT'BII Jla MHXUOMpa upeBHUs P-gp
u BCRP crnen tepaneBTryHa 103a. 3a 1a c€ HAMAJIH MMOTSHITHATBT 32 B3aUMOJICHCTBHE B CTOMAIITHO-
YpeBHUSA TPaKT, cyocTpaT Ha P-gp unun BCRP, ¢ Tecen TepaneBTrueH nuana3oH 3a MepopasHo
MIPUIIOKEHHE, KaTO TUTOKCHH HITH METOTPEKCaT, TPSAOBa Jla ce B3eMaT Hail-MaJko 6 4aca Mmpeau Win
cnen npueM Ha IMBRUVICA. UOpyTuHu0 Moske cbio Aa naxubupa BCRP B uepHus apob u aa
MTOBUIITN €KCITO3UITUATA HA JICKAPCTBEHH MPOIYKTH, KOUTO ca moanoxkenn Ha BCRP-menuvpan
4epHOAPOOEH e(uIyKC, KaTO PO3yBaCTATHH.




B nmpoyuBanus Ha ubpytuan6 (420 mg) B komOuHamus ¢ Beneroknakc (400 mg) npu nanuent ¢ CLL
€ Ha0JII0aBaHo MOBUIIIEHUE HA EKCIIO3ULIUATA Ha BeHETOKIaKe (mpubiamu3utenHo 1,8 mbTu B3 OCHOBA
Ha AUC) B cpaBHEeHHE C TaHHU OT MOHOTEpAINHUs C BEHETOKJIAKC.

B npoy4Bane 3a nekapcTBEHH B3aUMOJEHCTBHA TPH MALUEHTH C B-KJIETHUHN 3710KaYECTBEHH
3a00JsiBaHus, €AMHUYHA 1032 560 mg nOpyTHHUO HEe OKa3Ba KIMHUYHO 3HAYUM €(EKT BBPXY
excrniozuiusTa Ha cyocrpara Ha CYP3 A4 munazonam. B cbioTo npoy4sane, 2-ceIMUYHO JICUCHHUE C
560 mg nOpyTHHUO THEBHO, HSIMA KIMHUYHO 3HAYUM €(eKT BbPXY papMaKkOKHHETHKATA Ha
NepopaTHUTE KOHTPALEITUBY (€TUHWIECTPAIMOI 1 JIEBOHOprecTpen), cyocrpara Ha CYP3A4
MUJ1a30J71aM, HUTO BEpXy cyoctpara Ha CYP2B6 OymponuoH.

4.6 DepruauTeT, O)PEeMEHHOCT U KbpPMeHe

Kenw ¢ nereponen norennuan/Konrpalienius npu KeHn

B13 ocHoBa Ha Haxonakute npu kUBOTHH, IMBRUVICA Moe a npudanHH yBpeXaaHe Ha IJI10/a,
KOraTo ce npuiara npu OpeMeHHH xeHu. JKennte TpsOBa na n30sAreat 1a 3a0peMeHsBar, 10KaTo
npuemat IMBRUVICA u 1o 3 mecerna ciieq mpekpatsBaHe Ha JedeHneto. CaeaoBaTenHo KeHU ¢
JIEeTepOCH MOTeHIMAN TPsiOBa 1a M3MI0JI3BAT BUCOKO €()EKTHBEH METO/]] 33 KOHTPALEIIIHS 10 BpeMe Ha
npueMa Ha IMBRUVICA u B npoxbikeHHe Ha TpU Mecelia Cliel] IPEKPATABAHE Ha JICYEHUETO.

BpemeHHOCT
IMBRUVICA =e Tps6Ba aa ce mpuiara o BpeMe Ha OpeMeHHOCT. JIuncBar gaHnHu oT ynorpedaTa Ha

IMBRUVICA npu 6pemennu xenu. [IpoyuBaHusTa Mpy )KUBOTHU TIOKa3BaT PEIPOTYKTHBHA
TOKCHUYHOCT (BX. Touka 5.3).

Kopmene
He e u3BecTHO nanu MOpyTHHUO WM HETOBUTE METa0OJIUTH c€ EKCKpEeTHpaT B KbpMarta. He Moxke na

Ce U3KJIIOYM PUCK 3a KbpMaueTaTa. KbpMeHeTo TpsaOBa Jja ce peyCTaHOBHU 110 BPEME Ha JICUEHHE C
IMBRUVICA.

DepTunuTer
He ca HabmronaBanu eekTs BEpXy (PepTHINTETA WIIH PETIPOTYKTUBHUTE CLIOCOOHOCTH Ha MBKKH HITH

JKEHCKHU IUThXOBE 0 MakcuMalHarta TecTBana a03a - 100 mg/kg/nen (yoBelika eKBUBaIEHTHA 1034 -
Human Equivalent Dose [HED] 16 mg/kg/nen) (Bx. Touka 5.3). Jlunicear jaHHA OTHOCHO e(eKTa Ha
MOpPYTHHUO BHPXY (epTHIUTETA IIPH XOPa.

4.7 EdexTn BbpXy cnoco0HOCTTA 32 mo¢upaHe u padoTa ¢ MAIIUHA

IMBRUVICA nonusiBa B Majka CTeneH crocoOHOCTTa 3a modupane u padoTta ¢ MallllHU.

[pu wsaxon nauuentu, npuemanu IMBRUVICA, ca cpo01iaBanu ymopa, 3amaliBaHe U acTeHHS U TOBa
TpsiOBa Jla ce MMa IPEIBU/I ITPU OLICHIBAHETO Ha CIIOCOOHOCTTA Ha MAallMEeHTa 32 ModupaHe Win
paboTa ¢ MalvHY.

4.8 Hexenanu JexkapcTBEHH peakINu

O606uienue Ha npoduna Ha Ge30MacHOCT

Haii-uecto cpemtanurte Hexxenanu peakiuu (= 20%) ca nuapusi, HEYTPONEHH, MyCKYJIHO-CKEeJIeTHa
0o0JKa, KpHBOM3IUB (HAIp. KPbBOHACSIAHMUS ), OOPUB, raieHe, TPOMOOIIMTONICHHUSI, ApTPAITHS U
MH(EKIMs Ha TOPHUTE AUXaTelHU mbTHIa. Half-uecTo cpemannTte Hexenanu peakiuu

creneH 3/4 (> 5%) ca HeyTponeHHs, TUMQPOIIUTO3a, TPOMOOIIUTOIICHHSI, XMIIEPTOHHUS M THCBMOHHSL.

TaOny4eH cnUChK HA HEXETAHUTE PeaKnu

[IpodunsT Ha Ge3omacHOCT ce Oa3upa Ha cOOpHHUTE JaHHU OT 1 981 manueHTH, JeKyBaHu C
IMBRUVICA B 4eTupy KIMHUYHY IPOyYBaHUs daza 2 U 0ceM paHIOMU3UPaHU MTpoydBaHus ¢aza 3 u
OT MOCTMapKeTHHroBUs onuT. [lanmmentute, nexyBanu 3a MCL B KIIMHUYHU TPOYYBaHUS, ca
nonyvaBanu IMBRUVICA 560 mg BenHbx IHEBHO, a NallMEHTUTE, JeKyBaHu 32 CLL nwiu WM B
KJIMHUYHYU TpoyuBanws, ca morydaBain IMBRUVICA 420 mg Benubx THEBHO. Bcuuku manueHTu,
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y4YacTBaJIM B KJIMHUYHU NpoyuyBaHus, ca noixy4asanu IMBRUVICA no nporpecust Ha 3a0015BaHETO
WIH O HEIOHOCHMOCT KBbM TepanusTa ¢ U3KiIodeHne Ha npoyusanuara ¢ IMBRUVICA B
KOMOMHAIINS ¢ BEHETOKIIAKC, MPH KOUTO MAIEHTHTE Ca MOJTyYaBaH JICUCHUE ¢ GPUKCHpaHa
npoabmkutenHocT (mpoyuBanus CLL3011 u PCYC-1142-CA). MennanaTa Ha IpOABIKUTEIHOCTTA
Ha neyerneTo ¢ IMBRUVICA B c6opuus Habop ot ganuu e 14,7 mecena. Meananara Ha
mpoAbIDKUTETHOCTTA Ha JleueHneto Ha CLL/SLL e 14,7 mecena (mo 52 mecena); MCL e 11,7 mecena
(mo 28 mecenia); WM e 21,6 mecena (1o 37 mecera).

Hexenanute peakuuu npy NauyveHTH, JIEKyBaHU ¢ HOPYTHHUO 32 B-KJIeThYHM HEOIUIa3MU U
HEe)KEeJIaHUTE PEaKIIMU OT MOCTMAPKETHHTOBHSI OIHUT, ca M30POEHH MO-I0JTy 110 CHCTEMO-OPTaHeH KJiac
U ca TpyIHUpaHy 1o YecToTa. YectoTuTe ca NeUHUPAHU KaKTO clielBa: MHOTo yectH (> 1/10), uectn

(> 1/100 mo < 1/10), meuectu (> 1/1 000 no < 1/100), pexxu (>1/10 000 no <1/1 000), c Hen3BecTHA
yecToTa (0T HAIMYHHUTE JaHHU HE MOXKe Jla ObJie HampaBeHa olieHKa). [Ipu Besko rpynupaHe B
3aBUCHMOCT OT YECTOTaTa, HEXKEJIAHUTE JICKAPCTBCHH PEAKIMH C€ U30POSIBAT B HU3XOIAIIL PEJI 11O
OTHOIIICHUE HA TAXHATA CEPUO3HOCT.

Taonauua 1: Hexenanu peakuuu, cb001IeHH B KIMHUYHUTE MPOYYBAHUS MU [0 BpeMe Ha

MOCTMAPKETHUHIOBOTO HA0JII0IeHne NnpHU MAMEHTH C B-KkieTbuYeH THII 3JI0KAYeCTBEHH

3a6oasBanus’
CucreMo-oprateH KJjac Yecrora He:xenanu peakuuu Benukn Crenen >3
(Beuuxu cTeneHu o/
CTEeNneHN) (%) (%)
Wudpexkuyu u uapectanun | Muoro yectn | [Tuesmonus™” 12 7
WnudeKnus Ha TOPHATE JUXATETHH 21 1
ITBTHUIIA
Wudeknus Ha KoxkaTa* 15 2
Yectu Cencuc*" 3 3
NHpeKuus Ha TMKOYHUTE IIHTUIIA 9 1
Cunysut* 9 1
Heuectu Kpunrokoxosu napexunn™® <1 0
Nudexmuu ¢ Pneumocystis* * <l <l
Wndexmmnu ¢ Aspergillus* <1 <1
PeakTuBupane Ha xermarutr B¢ # <l <l
Heomuazmu — Yectu Hemenanomen koxeH pak™ 5 1
JIOOPOKAYECTBCHH U bazanHokneTpueH KapLUUHOM 3 <1
3710Ka4EeCTBEHH (BKII. CKBaMO3HOKJICThYEH KaPIUHOM 1 <1
KHCTH Y TIOJIVITH)
Hapymenus Ha kpsBTa | MHoro yectn | HeyTpomneHust 39 31
nuMmdHaTa cucTeMa Tp0M6ounToneH1/m* 29 8
J'[HM(i)ouI/IToe.a* 15 11
Yectu ®deOpriTHa HEYTPOTICHUS 4 4
JleBKOLITO3a 4 4
Penxu JleBKOCTa3eH CUHAPOM <1 <1
Hapymenus na umynnara | Yectu WuTepcTunnanaa 6enoapodHa 2 <1
cucreMa Gomect*”
Hapymenus na Yectu XunepypukeMust 9 1
MeTabonm3Ma U XxpaHeHeto | Heuectu CuHIpOM Ha TYMOpEH pa3naj 1 1
Hapymenus va HepHata | MHoro yectn | 3amaiiBane 12 <1
cucreMa ['maBoGorme 19 1
Yectu [lepudepna HeBpomaTus™* 7 <1
Heuectn MO3BYHOCHIOB HHIUACHT <l <l
IIpexomHa HCXEMHMYHA aTaKa <1 <1
VcXeMuueH HHCYNT <1 <1
Hapymenus Ha ounre Yectn 3aMBITICHO 3pEeHHE 6 0
Heuectn KpbBon3/1MB B ountet <1 0
ChpleyHu HapyIIEHUS Yectn Chp/ieuHa HeIOCTATHYHOCT ** 2 1
IpenachPAHO MBXKICHE 8 4
Heuectn KamepHa TaxuapuTMus*" 1 <l
Copaeuen apect” <1 <1
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Cb10BY HapyIICHUS Msoro yectn | KpsBonsnus*” 35 1
KpbBoHacsganus* 27 <1
XunepToHus* 18 8
Yectu Enucrakcuc 9 <1
[etexun 7 0
Heuectn Cy6aypaineH xematom” 1 <1
CroMalHo-4peBHU MHoro uectu | [Juapus 47 3
HapyLICHUS [HoBpbuiane 15 1
Cromarut* 17 1
T'agene 31 1
3amnex 16 <1
Hucnencus 11 <1
XemnaroOuarapHu Heuectn I-IepH();[p()6I_[a HC,Z[OCTaT’b‘{HOCT*’# <1 <1
HapyIICHUS
Hapymenns Ha koxkatau | MHoro uectn | O6pus* 34 3
MOJIKO’KHATA THKaH Yectn Yprukapus 1 <1
Epurem 3 <1
UynnuBocT Ha HOKTUTE 4
0
Heuectn Aurnoenem <1 <1
[aawukymur™* <1 <1
HeyTpoduaHu nepMaTo3n’ <1 <1
IIHoreHeH TPaHyIoM <1 0
Penkxn Cungpom Ha Stevens-Johnson <1 <1
Hapymenus na Myckynno- | MHoro yectu | ApTpairus 24 2
CKEJICTHATa CUcTeMa MyckynHu criasMu 15 <1
ChEIMHUTEIHATA ThKaH MyckynHO-cKeneTHa Ooska* 36 3
Hapymenus Ha 660pernute | Yectu OcTtpo yBpexaaHe Ha 6'[,6pe]_[1/n"e# <2 <1
Y MMKOYHUTE IBTHIIA
OO0 HapyIIeHUs U Mmuoro uectu | [Iupekcus 19 1
CBCTOSIHUS Ha MSICTOTO Ha ITepudepen oTok 16 1
MPUIOKECHUE
N3cnensanus Yectu IloBullleH KpeaTUHUH B KPbBTA 10 <1

T

o %

®

Bxirousa chOMTHS C JIETAIEH U3XOL.

UecToTuTe ca 3aKpBIICHH A0 HaW-OIN3KOTO LSO YUCIIO.
BxirouBa MHOXECTBO TEPMUHH HA HEKEJIAHU PEAKIINU
B Hsikoii ciydan, cBbp3aH chC 3aryba Ha 3peHue.

Wznon3BaH e TepMUHBT 3a mo-HUCKO HUBO (LLT).

Onucanue Ha U30paHu HEXKENaHU PEaKIIMU

IIpeycmanossgane Ha AeueHuemo u Hamaisaeane Ha 003ama nopaou HeXCeNanu peaKyuu

Ot 1 981 nmanuenty, nekyBanu ¢ IMBRUVICA 3a B-knersunn Heomnazmu, 6% npekpaTsaBaT
JICYEHUETO TIIABHO MOPaAN HEXKETIaHHU peakIiy. Te BKII0oUBaT MTHEBMOHUS, IPEACHPIHO MBXK/ICHE,
HEYTpOTICHUsI, 00pUB, TPOMOOIIMTOIICHHS U KPBBOU3IHB. Hexkenanu peakiuu, JOBENU 10 HaMallsiBaHe
Ha J03aTa ca HaOMoJaBaHy NP NPHOIN3UTENTHO 8% OT MalUeHTHUTE.

Cmapuecka év3pacm

Ot 1 981 manuentn, nekyBanu ¢ IMBRUVICA, 50% ca Ha 65-roguiiHa Bb3pacT WIK HO-Bb3PACTHH.
CrerneH 3 wim no-Bucoka crenet maeBMonHus (11% ot manueHTuTe Ha BB3pacT >65 crupsamo 4%
NaIMeHTH Ha Bh3pacT <65 roaunu) u TpombonuroneHus (11% ot manueHTHTe HA BB3pacT >65
cupsiMo 6% TMAIMEHTH Ha Bb3pacT <65 rouHu) ce HaOJIr01aBa MO-4€CTO CPe/l MAI[MeHTH B CTapyecka
BB3pacT, JekyBanu ¢ IMBRUVICA).

Jbnrocpoyna 6e300acHOCT

AHanu3upaHy ca JaHHU 3a 0e30MacHOCTTa IpH npoabwkuTenHo Jeuenne ¢ IMBRUVICA 3a

5 ropunu nipu 1 284 nauuentu (HenekyBanu gocera 3a CLL/SLL n= 162, c
peunauBupany/pedppakreped CLL/SLL n = 646, u ¢ peuuausupany/pedpaxreper MCL n =370, u WM
n = 106). Meananara Ha npoab/pkuTenHocTTa Ha jtedenue npu CLL/SLL e 51 mecena (auana3zoH ot
0,2 mo 98 mecena) karo 70% u 52% OT MAIMEHTUTE ca MOTyYaBalld JICUSHHE ChOTBETHO TIOBEYE OT
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2 rogunay 4 4 roguau. MeauaHaTa Ha NpoabbKUTenHocTTa Ha deuenue mpu MCL e 11 mecena
(mmamnazon ot 0 1o 87 mecena), kato 31% u 17% OT manueHTUTE ca MoIyJYaBalld JICYCHHE ChOTBETHO
MmoBedYe OT 2 TOAWHU U 4 ronuHu. Meananara Ha IPOIBDKATETHOCTTA Ha JiedeHue mpu WM e

47 mecema (auanasoH ot 0,3 mo 61 mecena), kato 78% u 46% OT MarMeHTHTE ca MOTyYaBaIH JeueHHe
CHOTBETHO MOBEYE OT 2 TOAMHU U 4 TOAWHU. Y CTAaHOBEHHAT 0O0II Mpodri Ha 6€30MacCHOCT IpH
nanuentute ¢ ekcno3unus Ha IMBRUVICA octaBa nocTosiHeH, HE ca YCTaHOBEHU HOBH TaHHU
3acsraiiy 0e30MMacHOCTTa ¢ M3KJIIOUCHHE Ha TIOBHIIICHA YeCTOTa Ha XUIIEPTOHMs. YecToTaTa Ha
XUTEPTOHUS CTeTeH 3 win mo-Bucoka e 4% (romuna 0-1), 7% (romuna 1-2), 9% (roguna 2-3), 9%
(romuna 3-4), u 9% (romuna 4-5). O0mara yectoTa 3a S-ropunraus nepuon e 11%.

IlennaTpuyna nonyJanus

Onenkara Ha 0€30MacHOCTTa ce OCHOBaBa Ha AaHHM OT npoyusane ¢asza 3 va IMBRUVICA B
KOMOMHAIINS ChC CXEMa Ha JICUCHUE WM C PUTYKCHMa0, udpochamu, KapOoraaTuH, ETONO3U 1
nekxcameta3oH (RICE), wmu ¢ putykcnmad, BUHKpUCTHH, Hochamu, KapOoIIIaTuH, UAApyOUITMH U
nexcameta3oH (RVICI) kaTo ocHOBHa Tepamusi WM caMO OCHOBHA Tepanysl Py NeIUaTpUIHH U
MJIaZ¥ BB3PAaCTHH MalMEHTH (Ha Bb3pacT oT 3 10 19 ronunn) ¢ peuuanBupai Wi pedhpakrepeH 3psi
B-kierhueH HEXOKKUHOB JIMMGOM (BXkK. Touka 5.1). B ToBa nmpoyuBaHe He ca HaOIOaBaHU HOBH
HEKETIaHU PEaKIUH.

Cro011aBane Ha MOJI03MPAHN HEXKEIIAaHH PEaKIIUH

CpoO1aBaHeTo Ha IOI03UPAHH HEXKEJIaH! PEaKINK ClIe]] pa3pelaBaHe 3a ynoTpeda Ha JeKapCTBEHUS
NPOLYKT € BaskHO. ToBa Mo3BOIIsABA Aa MPOIBIDKH HAOMIOACHUETO Ha ChOTHOILICHUETO MOI3a/PUCK 3a
JIEKapCTBEHUA MPOIyKT. OT MEIUIIMHCKUTE CTICIIMAIMCTH CE M3UCKBA J1a ChoOIIaBaT BCsAKa
HO03MpaHa HeXXeJIaHa PeaKlys uype3 HallMoHalHa CHCTeMa 3a ChoOIIaBaHe, I0COYeHa B
[Ipunoxxenue V.

4.9 Ilpeno3upane

Wma orpannuenu nannu 3a edexrure ot npeposupane ¢ IMBRUVICA. He e nocturnara
MaKCHMaJHaTa MOHOCHMA J103a B Tipoy4BaHe (asa 1, B KOETO MalUeHTUTE ca MOTYUYHITH JI0

12,5 mg/kg/nen (1 400 mg/nueBHo). B oTnenHo npoy4Bane, Mpy eIUH 3/[paB NAIUEHT, TOIYYWIT 1032
ot 1680 mg, e HaOmogaBaHO 0OpaTUMO MOBHUILIEHHE Ha YepHOApoOHHUTE eH3uMu CrerieH 4 [acmapTaTt
amuHotpancgepasa (AST) u ananuH amuHoTpaHcdepasza (ALT)]. Hama cienuduyen anTuaoT 3a
IMBRUVICA. ITanpeHTHTE, KOMTO MOI'bJIHAT IIOBEUE OT MPEHOpbhUUTEIHATA /1032 TPSOBa 1a ObaaT
CTPUKTHO MOHMTOPHPAHH U J1a UM ObJIe HA3HAYCHO MOAXOIAIIO MOATbPIKAILO JCUCHHE.

5. ®APMAKOJIOT'MYHU CBOMCTBA
5.1 ®apmakoaMHAMUYHHU CBOWCTBA

dapMakoTepaneBTHYHA rpymna: AHTUHEOIUIACTHYHH CPE/ICTBA, MPOTenHKUHA3HN nHXuoutopu, ATC
xox: LO1ELOL.

MexaHnU3bM Ha JICHCTBHE

N6pyTnHHUO € MOLIeH, HUCKOMOJIEKYJICH MHXMOWTOP Ha TUPO3MHKHHA3aTa Ha Bruton (Bruton’s
tyrosine kinase, BTK). U6pyTunn6 o06pa3yBa KoBajeHTHa Bpb3Ka ¢ IIUCTeMHOB ocTaThK (Cys-481) B
akTHBHHS y4acThk Ha BTK, xoeTo Bo/u 10 IpOIBIKUTEIIHO HHXUOUPaHE Ha CH3UMHATA aKTHBHOCT
Ha BTK. BTK, unen Ha cemelicTBOTO Ha Tec KMHA3UTe, € BaKHA CUTHAJIHA MOJIEKYJIa Ha IbTHIATA Ha
aHTHUTeH-pa3no3HaBamiys B-knerpueH penenrtop (B-cell antigen receptor, BCR) u niurokuHoOBHUTE
penenrtopu. [TeTar Ha BCR yuacTBa B maToreHe3aTa Ha HAKOJKO B-KiIeThuHU HEOIUTa3MH,
BkitountenHo MCL, nudysen B-eapoknersuen mumdom (diffuse large B-cell lymphoma, DLBCL),
¢domuxynapen mumpom u CLL. KimrouoBara ponst na BTK B curnanuszanusrta upe3 B-kierbunure
MOBBPXHOCTHU PELIETITOPU BOJIH 10 aKTUBHpaHe Ha IMbTUIIATa, HEOOXOIUMHU 32 IBHKEHHETO Ha B-
KJIETKUTE, XeMOTaKCUC U aixe3us. [IpeIKTMHNYHN POYyYBaHUs [TOKa3Bar, 4e HOpYTUHUO ePeKTHBHO
MHXUOUpa 370KayecTBeHaTa B-kieThuna nponudepaus 1 in vivo IPeXuBIEMOCT, KAKTO U
KJICThYHATA MUTPAIIHS B KJIETKA-CyOCTpaT afaxe3usiTa in vitro.
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B npenknmmHUYHA TYMOPHU MOJIENT KOMOWHAIMTA HAa HOPYTUHUO U BEHETOKIIAKC BOJH JI0 TTOBHUIIICHA
KJICTHYHA arloINTo3a ¥ AHTUTYMOPHA aKTUBHOCT B CPaBHEHHUE C BCAKO OT CPEACTBATA, MPUIIOKEHU
camocrositenHo. Maxuoupanero Ha BTK ot nbpytunn6 yBenuuasa 3aBucuMoctTa Ha CLL kiteTkute
ot BCL-2, mbT Ha KJIETHYHA IPEIKUBIEMOCT, IOKATO BeHeToKIake nHxnoupa BCL-2, koeto Boau 110
arorro3a.

JlumdonunTosa

[Ipu 3ano4Bane Ha eyeHue € HaOmo1aBaHO 0OpaTUMO yBeIHMYeHHe Ha Opos Ha TuMouuTHTe (T.€.,
> 50% yBeNMYeHUE CIPSAMO U3XOIHUTE CTOMHOCTH 1 abcoirtoreH Opoit > 5 000/ul), koeTo yecrto e
CBBP3aHO C HaMaJlsiBaHe Ha TM(aeHONAaTHITa TIPH OKOJIO TPU YeTBHPTH OT nauenture ¢ CLL,
nexyBanu ¢ IMBRUVICA. To3u edekr cpiio ce HaOmogaBa Mpy OKOJIO €Ha TPETa OT MALUeHTUTE C
perauBupania win pedppakrepua MCL, nekyBanu ¢ IMBRUVICA. HabmonaBanara muM@oIrurosa e
(apmakomuHaMuieH eeKT U He cIiel[Ba Jla ce CUUTA 3a IPOrPECcCHpaIio 3a00sIBaHe MPH JIUIICA Ha
JpyTy KIMHUYHYA Haxonku. U npu nBaTa Tuna 3aboinsBaHe, TMMEPOLUTO3a OOMKHOBEHO Bb3HUKBA 110
BpeMe Ha mbpBus Mecen oT JieueHneto ¢ IMBRUVICA u 00MKHOBEHO OTIIYMSIBA B pAMKHTE Ha
cpenno 8,0 cenmunu npu narueaT ¢ MCL u 14 ceqmuru npu nanmenty ¢ CLL. TIpu askoun
NalKeHTH ce HaOJIr01aBa rojsIMO YBEJIMUEHHE Ha Opos Ha HUPKYIMPALIUTE JIUMPOLUTH

(mamp. > 400 000/pl).

[pu nanmentu ¢ WM, nexyBanu ¢ IMBRUVICA, He e HaOmogaBana TuMQoOIITo3a.

In vitro TPOMOOLIMTHA arperarus

B exHo npoyuBane in vitro uOpyTHHHO TIOKa3Ba MHXUOWpPAaHe HAa MHYIIMPAHATa OT KOJIATCH arperanus
Ha TpoMmOonmTuTe. UOpYyTHHHUO HE MMOKa3Ba 3HAYMMO MHXHOWpaHE Ha arperanusaTa Ha TpOMOOIIUTHTE
TIPH U3II0JI3BaHE HA JIPYTH arOHUCTH HAa TPOMOOIIUTHATA arperaus.

Edexr Bppxy QT/QTc unTepBana u chpedHara eneKTpoQu3HoIorHs

EdexrpT Ha nOpyTrHN6 BHpxy QTc nHTepBana e ouenex mnpu 20 31paBu MBXKE U )KEHH B
PaHIOMH3UPAHO, IBOWHOCIAIO, OCHOBHO MpoyyBaHe Ha QT ¢ rurane6o U MOoI0KUTETHH KOHTPOJIH.
[pu cynparepaneBTnuHa n1o3a ot 1 680 mg, nOpyTuHuO He yabmkaBa QTc nHTEpBaa 10 KIMHUYIHO
3HauuMa creneH. Hali-Bucokara ropHa rpanuna Ha asyctpaHHus 90% Cl 3a KopurupaHuTe cpeiHu
Pa3MKU Ha U3XOAHO HUBO MEXAY HOpyTHHUO U miane6o e nog 10 ms. B ceiioTo npoyusane e
HaOmomaBaHo ckbesiBane Ha QTc nHTEpBaa B 3aBUCUMOCT OT KOHIleHTparusTa (-5,3 ms [90% CI:
-9,4, -1,1] iput Ciax 0T 719 ng/ml cnen cynparepanesruuna go3a ot 1 680 mg).

Kinnnnuna edukacHocT ¥ 6€300aCHOCT

MCL

bezonacuoctTa u epukacHocrra Ha IMBRUVICA npu nanyeHTs ¢ penuauBupain win pedpaxkrepex
MCL ca orieHeHH B OTBOPEHO, MHOTOIICHTPOBO npoy4BaHe (aza 2 (PCYC-1104-CA), BKIFOUBAILIO
111 manmenTn. MenuanaTa Ha Bb3pacTTa € 68 roaunu (nuana3os: ot 40 no 84 rogunn), 77% ca Mbxke
u 92% ca ot Osinara paca. [launentu ¢ pynknuonanen craryc 3 wiu noseue ceriaacio ECOG ca
U3KITIOYCHH OT IIPOydBaHeTo. Mearanara Ha BpEMETO OT TIOCTaBSIHETO Ha JAuarHo3ara € 42 mecerla, a
MeraHaTa Ha Opos Ha TIPEIUIIHUTE JIeYeHus € 3 (Iuana3oH: oT 1 10 5 nedyeHus), BKIFUUTENHO 35%
C TIpeAIIecTBalla XUMAOTEpaI¥si ¢ BUCOKH 103U, 43% c mpemecTBaiia tepanus ¢ 6oprezomuo, 24%
C TIpeAlIecTBala Tepanus ¢ JeHanuaomMun u 11% c mpemiecTsalia TpaHCIDIAHTAIUS Ha aBTOJIOKHU
WAJIN aJIOT€HHHU CTBOJIOBH KJIeTKHA. Ha m3xoquo HuBO 39% OT marreHTUTe UMaT MaCUBHO 3a00IIIBaHeE
(=5 cm), 49% uMaT ckop 3a BUCOKA CTETeH Ha pUCK 1T0 ONIPOCTEHHS MEXTyHAPOIeH MPOTHOCTUYCH
uHIeKc 32 MaHTenHoknerbueH JuMpom (Simplified MCL International Prognostic Index, MIPI) u
72% ca ¢ HanpeaHaIo 3a00JIABaHe (EKCTPaHOJATHO /MM ChC 3acsraHe Ha KOCTHHS MO3bBK) ITPH
CKpUHUHTA.

IMBRUVICA e npunaran nepopainto 560 mg BeJHBXK IHEBHO 0 MPOTrpecHs Ha 3200 sIBAaHETO WK
HeTpHEeMJINBa TOKCHYHOCT. OTrOBOPHT Ha TYMOPA CE OIICHSBA B ChOTBETCTBUE C KPUTEPUHUTE HA
peBusupanara MexnyHapoana padotHa rpyna (International Working Group, IWG) 3a Hex0KKHHOB
mumdom (non-Hodgkin’s lymphoma, NHL). [TspBrdHaTa kpaifHa TOUKa U TOBA MIPOYUYBAHE €
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OIIGHEHATa OT M3CIIEA0BATEIN CTeTeH Ha 001 otroBop (overall response rate, ORR). OtroBopute KbM
IMBRUVICA ca nokazauu B TaGmumna 2.

Ta6auuna 2: ORR u DOR npu nanuenTu ¢ peuuausupam uian peppaxkrepeds MCL
(ITpoyuBane PCYC-1104-CA)

O06mo

N=111
ORR (%) 67,6
95% CI (%) (58,0: 76,1)
CR (%) 20,7
PR (%) 46,8
Meauana Ha DOR (CR+PR) (mecerin) 17,5 (15,8, NR)
Menuana Ha BpeMETO JI0 TbPBOHAYAJICH OTTOBOP, MECEIH (Irana3oH) 1,9 (1,4-13,7)
Menanana Ha BpeMeTo 10 CR, Mecenn (nmamna3on) 5,5 (1,7-11,5)

CI = nosepurenen untepsai; CR = nbeien orrosop; DOR = npoxbikurentoct Ha otroBopa; ORR = creneH Ha o601y
otroBop; PR = yactuyen orrosop; NR = HenmocTursat orroBop

Hannute 3a eukacHOCT, KOUTO ca oneHeHu oT Komucus 3a HezaBucuma onenka (Independent Review
Committee, IRC), mokazsat 69% ORR, 21% mbien orropop (CR) u 48% vactuduen orrosop (PR).
N3uncnenara ot IRC Mennana Ha IpOABIKUTENHOCT Ha OTroBopa € 19,6 mecena.

Oo6uwsr orroBop kbM IMBRUVICA e He3aBUCHM OT IPEAXOIHO JIeUeHHE, BKIIOYBAIIO OOPTE30MHUO
n JICHAJIMJOMU I WIN HAJIMYUEC Ha pI/ICKOBI/I/HpOFHOCTI/I‘IHI/I (1)aKTOpI/I, MAaCHBHO 3a6OJ]$IBaHe, I10JI UJIN
BB3pacT.

bezonacHoctTa u epukacHoctra Ha IMBRUVICA ca nokazanu B €THO paHJIOMH3HPAHO, OTBOPEHO,
MHOTOIIEHTPOBO npoy4uBane (aza 3, Bkmousaiio 280 namuentu ¢ MCL, kouto ca momy4uim Haii-
Maiiko enna npeaxoana tepanus (IIpoyusane MCL3001). [Taunenture ca pannomusupanu 1:1 ga
noygaBaT IMBRUVICA nepopaito o 560 mg BeIHBK THEBHO B IPOABIKEHUE Ha 21 THU WIH
TEMCHPOJINMYC HHTPAaBEHO3HO Mo 175 mg Ha 1, 8 m 15 meH oT mbpBUs LMKBI, TOCIEABAHO OT 75 mg
Ha 1, 8 u 15 nen Ha Bceku cneasanl 21-qHEeBEH HUKBI. JIeUEHHETO B IBETE paMeHa Ha IPOYUBAHETO
IPOJIBIIKABA JI0 POTPECHs Ha 3a00JISIBAHETO MITH HEMPUEMITHBA TOKCHYHOCT. MenaHara Ha
BB3pactTa ¢ 68 roauHu (quamna3oH, 34 no 88 rogunm), 74% ca MBxke u 87% ca OT eBpoIenIHaTa paca.
MenaunaHnaTta Ha BpeMETO OT IMOCTaBsHE Ha AuarHo3ara € 43 Mecerla, a MenuaHaTa Ha Opos oT
MIPEUIITHNTE JIeYeHus € 2 (muana3oH: oT 1 1o 9 nedenns), BKIFOUATENHO 51% ¢ mpenxoaHa
XUMHUOTEPAIUs ¢ BUCOKH 11031, 18% ¢ mpeaxoHo neueHue ¢ 6opre3oMuo, 5% ¢ IpeIX0aHO JIeUeHHe C
neHanuaoMun, u 24% c npeAliecTpala TpaHCIUIAaHTauUs Ha CTBOJIOBU KieTku. Ha uzxonno HuBo 53%
OT MAIMeHTUTE Ca UMM MAaCUBHO 3a0omsBaHe (> 5 cm), 21% ca nManu BUCOKa OlleHKa Ha PUCKa 110
onpocrenus unaeke MIPI, 60% ca umanu ekcTpaHonainHo 3adosBaHe U 54% ca UMau 3acsAraHe Ha
KOCTHHS MO3BK, YCTAHOBEHO 110 BpeMe Ha CKPUHHHTA.

IIpexussemoctra 6e3 mporpecus (PSF) ce onensiBa ot IRC chritacHO peBU3MpaHUTE KPUTEPUH Ha
MexnyHapoaHaTa padoTtHa rpyna (International Working Group, IWG) 3a HexomxkkuHOB uM§om
(non-Hodgkin’s lymphoma, NHL). Pesynrature 3a epukacuoct ot IIpoyusane MCL3001 ca
nokaszanu B Tabnuua 3 u kpuBara Ha Kaplan Meier 3a npesxuBsemoct 6e3 nporpecus — Ha @urypa 1.

Tabanna 3: Pesyjararure 3a epUKaCHOCT NPH NANUEHTH ¢ penuIuB Win peppaxkrepedr MCL

(ITpoyusane MCL3001)
Kpaiina Touka IMBRUVICA Temcupoaumyc
N=139 N=141
PSF?
Cpenna PSF (95% C1), (mecenn) e (10,4}£ 5)0,43 [95|% ClL: 0,32,6’02,5(332’ =
ORR (%) 71,9 | 40,4
P-CTOMHOCT p <0,0001
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NE = He e ouennmo; HR = koeduuuent na puck; Cl = nosepurenex uarepsai; ORR = crenen Ha 06m1 otroBop; PFS =

TIPEXUBSIEMOCT 0€3 Iporpecus

2 IRC oreHeH.

[To-manbK MPOLEHT OT MALMEHTHUTE, JIEKYBaH! C HOPYTUHHO, Ca UMAJIN KIIMHUYHO 3HAYUMO
BJIOIIABaHE HA CHMIITOMHTE Ha JIMM(pOMa B CpaBHEHHE ¢ TeMcupoiumyc (27% cperry 52%) u BpemeTo
JI0 BIIOIIABAaHE HA CUMIITOMHTE HACTHITBA 1MO-0aBHO ¢ HOPpyTHHUO cripsimo TeMcuponumyc (HR 0,27,

p <0,0001).

®@urypa 1: Kpusa na Kaplan-Meier 3a PFS (ITT nonyaauus) B IIpoyusane MCL3001
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[IpoBeieHO € eIHO PaHIOMH3UPAHO, MHOTOLIEHTPOBO, OTKpUTO IpoyuBane ¢asza 3 (PCYC-1115-CA)
Ha IMBRUVICA cnpsimo xiopamOy1ui py NanyueHTy ¢ HenekyBaHa gocera CLL Ha Bb3pact

65 roguHM WM o-Bh3pacTHHU. [lanmentuTe Ha BB3pacT Mexay 65 u 70 ronuHu TpsOBa Ja UMat Haii-
MaJIKO €JTHO CHITBTCTBAIIO 3a00JIsIBaHe, KOETO Jia M3KII0UBa yIoTpedara Ha IbpBa JIMHUS XUMHO-
uMyHoTepanus ¢ Qiynapabun, nukinopochamun u putykcumad. [Tanuentute (n = 269) ca
pannomusupand 1:1 ga nomydaBaTt win IMBRUVICA 420 mg nHeBHO 10 mporpecus Ha 3a00JIBaHETO
WM HETIPUEMIINBA TOKCHYHOCT, WK XJiopaMOymmi ¢ HadanHa fo3a 0,5 mg/kg B q1au 1 u 15 ot Beekn
28-IHEBEH IMKBJI 32 MAaKCUMYM 12 IMKBJIA, KaTO € MMO3BOJICHO MOBUIIIaBaHe Ha no3aTa 1o 0,8 mg/kg
Bb3 OCHOBA Ha MOHOCUMOCTTA. Clie/l HOTBBbPAEHA NMporpecus Ha 3a00IIBaHETO HMa Bb3MOXKHOCT
NalUeHTHTE, JEKYBaHH ¢ XJIOpaMOyLHi, Aa IPEMHUHAT Ha JIeYeHUE ¢ HOPYTUHHO.

Menuanata Ha Bb3pactTa ¢ 73 rogunu (rpanuiy, 65 no 90 rogunan), 63% ca mbxe u 91% ca ot
Osutata paca. [leBeTneceT v eIMH MPOIEHT OT MAIUEHTUTE NMAT Ha H3XOJHOTO HUBO (DYHKITMOHAJICH

craryc 0 wm 1 mo ECOG, a 9% umar ¢pynkimonanet craryc 2 mo ECOG. IIpoyuBaHeTo BKIIIOYBA
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269 manmenTn ¢ CLL. Ha u3xoano HuBo 45% ca B HanpeHan knuHudeH craauii (cramuit 11 o [V
no Rai), 35% oT nmanmenTHTE MMAT HAl-MAJIKO €IUH TYMOp > 5 cm, 39% nMmar aHeMusl Ha U3XOIHO
HUBO, 23% uUMaT TPOMOOITUTOIIEHHUS Ha W3XOTHO HUBO, 65% uMaT MoBHILEH 32 MUKPOTIO0YIHH

> 3500 pg/l, 47% umar CrCL < 60 ml/min, 20% ot manuenture umat dell 1q, 6% oT manueHTHTES
umar dell 7p/mytarust B ymopen npoteut 53 (TP53), a 44% ot nanueHTTe UMaT HEMYTHUPAI
BapruaOUJICH PErHOH B TEXKUTE UMyHOroOyanHoBH Bepura (IGHV).

[Ipexussiemoctra 6e3 nporpecus (PFS), onenena ot IRC cniopexn kpurepunte Ha MeXIyHapOTHUS
cemunap 1o CLL (International Workshop on CLL - IWCLL), moka3Ba 84% cTaTucTU4eCKH 3HAYMMO
HaMaJIeHHe Ha pHCKa OT cMBbpT win nporpecus B pamoto ¢ IMBRUVICA. Pesynrarute 3a
e¢ukacHoct ot [Ipoyusane PCYC-1115-CA ca noka3anu Ha Tabmuia 4, a kpusute mo Kaplan-Meier
Ha PFS u OS ca noka3anu cpoTrBeTHO HAa Durypu 2 u 3.

HaburoiaBa ce cTaTUCTUYSCKH 3HAUMMO MTPOIBIKUTEIHO OJ00PEHUE TI0 OTHOIIIEHUE Ha
TpoMOonuTHTe Wi XemorinoouHa B [TT monynanusara B mon3a Ha HOPYTUHUO CIIPSIMO XIJIOPaAMOYITHIL.
[Ipu manueHTH ¢ TUTONEHHUS HA U3XOAHOTO HUBO, IPOABIKATEITHOTO XEMAaTOJIOTHYHO MTOI00pEHHE ce
u3passsa B: Tpomoorutu 77,1% crpsimo 42,9%; xemornooun 84,3% crapsimo 45,5% ChOTBETHO 3a
MOPYTHHUO U XJIOPaMOyLIHII.

Ta6anua 4: Pesyaratu 3a eguxacnoct B [Ipoyusane PCYC-1115-CA

Kpaiina Touka IMBRUVICA XyopamMOyumJ
N=136 N =133

PFS?

bpoii croutus (%) 15 (11,0) 64 (48,1)

Menmuana (95% CI), mecenn He e nocturnara 18,9 (14,1; 22,0)

HR (95% CI) 0,161 (0,091; 0,283)

ORR? (CR +PR) 82,4% | 35,3%

P-croiiHOCT <0,0001

0S°

Bbpoii cmbpTHE ciyuan (%) 3(2,2) | 17 (12.,8)

HR (95% CI) 0,163 (0,048; 0,558)

CI = nosepurenen untepsai; HR = xoedurment Ha puck; CR = nbiien otroBop; ORR = crenen Ha o6y otroop; OS =
obura npexxussemoct; PFS = npexxussemoct 6e3 nporpecust; PR = yactuuen orroBop
Onenena ot IRC mMennana Ha npociensBane 18,4 mecena;
Menunanara Ha OS He ¢ qocTUrHaTa B ABeTe pameHa. p < 0,005 3a OS.
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®urypa 2: Kpusa na Kaplan-Meier 3a PFS (ITT nonynaunus) B Ilpoyusane PCYC-1115-CA

PFS (%)

N B pHcK
IMBRUVICA:
xnopaméyuun:

100-|| =t |

' —
904 ‘_‘_W_H’N_M_“L“»_'_‘
IMBRUVICA
80 | I
Mg |
704
60 I \
Wy g
50 - { B
[
40
|
30 [l = =] xnopamGyumn
204
10 1
p<.0001
O T T T T T T T T T T T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 (mecew)
136 133 130 126 122 98 66 21 2 0
133 121 95 85 74 19 34 10 0 0

®urypa 3: Kpusa na Kaplan-Meier 3a OS (ITT nonyaauus) B Ilpoyusane PCYC-1115-CA

0s (%)

N B puck

IMBRUVICA:
xnopamByumun:

|
100 {F=eb= ! B B HEHIHH-H] IMBRUVICA

90

80

704

60

50 1

40-

30

204

10

xnopambyumn

p=0.0010

136
133

T
3 6 9 12 15 18 21 24 57 (meceu)

134 131 131 131 128 74 32 4 0
127 125 121 118 113 62 24 1 0

48-meceuno npocneosnsare

B pamkute Ha npoyuBaneTo PCYC-1115-CA u HEroBOTO NpOABIKEHUE, TPH MEUAHA HA BPEMETO Ha
npocnensBane 48 mecena, mpu nauerTute B pamoro ¢ IMBRUVICA e nabmonaBano

86% HamarsBaHe Ha PUCKa OT CMBPT WU IIPOTPECUS CIIOPE]T OIICHKATA Ha M3CJICIOBATEIIS.
Menuanata Ha PFS, ouienena ot uscnenonareis, He € gocturHata B pamoto ¢ IMBRUVICA u e

15 mecena [95% CI (10,22; 19,35)] B pamoro ¢ xmopamoyir; (HR=0,14 [95% CI (0,09; 0,21)]).
N3uncnenara 4-rogumnaa PFS e crorBeTHO 73,9% B pamoto ¢ IMBRUVICA u 15,5% B pamoTto ¢

18



xnopamOyumn. Akryanusupanara kpusa Ha Kaplan-Meier 3a PFS e nokazana na @urypa 4. ORR,
OIlIeHEHa OT u3cnenonarend, € 91,2% B pamoro ¢ IMBRUVICA copsmo 36,8% B pamoTo ¢
xnopamOynmi. Yectorata Ha CR criopen kputepunte Ha IWCLL ¢ 16,2% B pamoto ¢ IMBRUVICA
crpsmo 3,0% B pamoTo ¢ xsopamoy1ui. [1o BpeMeTo Ha ABATOCPOUHOTO MPOCTEAsIBaHE 000

73 yuactauuu (54,9%), TbpBOHAYAIHO PAHAOMHU3UPAHH B PAMOTO C XJIOPaMOyIIHJI, BIIOCIEACTBHE
NpeMHUHAaBaT KbM JieueHue ¢ nopytunu6. Ouenkara Ha OS no Kaplan-Meier B onpezeseHa BpemeBa
touka (landmark) Ha 48 mecerr e 85,5% B pamoto ¢ IMBRUVICA.

EdextsT 0T neuennero ¢ nbpytunud B npoyuBane PCYC-1115-CA cu cboTBeTCTBa IpU
BUCOKOopucKoBHTe nanuenTH ¢ dell7p/TP53 myranus, dell 1q w/unu nemyTtupan IGHV.

®urypa 4: Kpusa na Kaplan-Meier 3a PFS (ITT nonyaanus) B npoyusane PCYC-1115-CA
npu 48-mMeceyHo npocJieAaBaHe

e By THHIE
Xnopam@yuun
100 4l
il
o lﬁl
|
AR |
i
a0
04
il \
A - I
M
11
;' & % 12 15 18 ... 3 -i.-i 3 - .;.*- 48 ‘.I -l 57 (Meceu)
N B puck
VIGpyTHHWE 136 133 129 126 124 123 1210 1B 102 0% 0B N4 03 101 98 &5 45 1 3
XnopambOyuun: i3 121 88 TE 6% 61 I 4% 41 3 B M 3N 5 1@ W 5

Kombunupana mepanus

bezonacHoctTa u epukacHocrra Ha IMBRUVICA nipu HenexyBanu nocera nanuentu ¢ CLL/SLL ca
OLICHEHH JOIBIHUTEITHO B PaHIOMU3UPaHO, MHOTOLIEHTPOBO, OTKpHUTO npoyuBane ¢aza 3 (PCYC-
1130-CA) na IMBRUVICA B xoMOHnHaIMsI ¢ OOMHYTY3yMab CHpsSMO XJIOPaMOYIHIT B KOMOWHAIIHS C
obunyTyMa0. B mpoyuBaneTo ca BKIIIOYEHH MAIUCHTH HA BB3pacT 65 WK MoBeYe TOANHH WIH

<65 roAnHM ChC CHITBTCTBAIIN 3a00JIBaHMs, HaManeHa ObOpeyHa (QyHKLUS, H3MEpEeHa upe3
KpeaTHHUHOB KnupbHC <70 ml/min, nin Hanumuue Ha dell7p/TP53 myrauus. [lanmenture (n=229) ca
pannomusupani 1:1 na momyuasat wim IMBRUVICA 420 mg nHeBHO 10 porpecus Ha 3a00JIsIBaHETO
WIN HETIPUEMJINBA TOKCHYHOCT, WK XopamOynmia ¢ no3a 0,5 mg/kg B [len 1 u 15 ot Bceku 28-
JHEBEH LIMKBI B IPOIBIDKEHNE Ha 6 IUKbIa. B nBeTe pamena nmanuenture nomay4asat 1 000 mg
00unyTy3yma0 B JleH 1, 8 u 15 oT mbpBUS LIUKBJI, TOCICABAHO OT JICYCHHUE B IIBPBUS JICH Ha

5 mocneaBamy MuKbIa (00110 6 nuKbIa OoT 28 aHU Bcekn). [IbpBaTa 1032 00MHYTY3yMab e pa3zescHa
mexy neH 1 (100 mg) u gen 2 (900 mg).

Menuanata Ha Bp3pactTa ¢ 71 rogunu (auamazon, 40 qo 87 ronunun), 64% ca mbxe, a 96% ca ot
Ostnara paca. Beuuku naupenTn umat usxoneH pynkunonaieH cratyc mo ECOG 0 (48%) nm 1-2
(52%). Ha u3xoano HEBO 52% ca B HampeaHan knuHmdeH cranuii (ctamuit 11 wmu IV no Rai), 32% ot
MAIMEHTUTE UMAT MaCUBHO 3a0o0sBaHe (>5 cm), 44% ca ¢ aHeMHs Ha U3XOHO HHUBO, 22% ca ¢
TPOMOOIIMTONIEHUS Ha U3X01HO HUBO, 28% nmaT CrCL <60 ml/min, a MearaHaTa Ha KyMyJIaTUBHUS
cKop 3a knacudukanus Ha 3a0onsBaHeTo B repuatpusita (Cumulative Illness Rating Score for
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Geriatrics, CIRS-G) e 4 (ananazon, 0 1o 12). Ha uzxomuo HuBo 65% ot manmenture umat CLL/SLL ¢
BucokopuckosH ¢akrtopu (dell7p/TP53 myrammsa [18%], delllq [15%] nin nemytupan IGHV [54%)]).

IIpexussemoctra 6e3 mporpecus (PFS), onenena ot IRC B crorBeTcTBHE ¢ kpuTepuute Ha IWCLL,
noka3Ba 77% CTaTUCTHUYECKN 3HAYMMO HaMaJsiBaHE Ha PUCKA OT CMBPT WIN IPOTPECHS B PAMOTO C
IMBRUVICA. B pamkute Ha Ipoy4BaHETO, IPY MEAMAHa Ha BPEMETO Ha MpocnesaBane 31 mMecena,
meauanata Ha PFS He e mocturnara B pamoro ¢ IMBRUVICA+o6unyTy3yMa0 u ¢ 19 Mecena B
pamoTo ¢ xnopaMOyLmi+obunyTy3ymad. Pesynrarure 3a epukacuoct B nmpoyuBane PCYC-1130-CA
ca nokaszanu B Tabnuua 5, a kpuBarta Ha Kaplan-Meier 3a PFS e nokazana na @urypa 5.

Ta6aununa S: Pesyaratu 3a eguxacHoct B npoyuBane PCYC-1130-CA

IMBRUVICA-+0o0unyTYy3ymMa0

XnopamOyuui+o0uHyTY3yMad

Kpaiina Touka N=113 N=116
IIpe:xuBsieMocT 6e3 mporpecusi®
Bpoii croutus (%) 24 (21,2) 74 (63,8)

Memunana (95% CI), mecenn

He e nocturuara

19,0 (15,1; 22,1)

HR (95% CI)

0,23 (0,15; 0,37)

O0ma yecrora Ha 88,5 73,3
otrosop® (%)

CRS 19,5 7,8
PR® 69,0 65,5

Cl=noseputenen unrepsan; HR=koeduuuent na puck; CR=nbsen orrosop; PR=uactuuen orrosop.
a

6

Oneneno ot IRC.

Bxuroua 1 nanuent B pamoto ¢ IMBRUVICA+06unyTy3ymMab ¢ mbjieH OTTOBOP C HEI'BJIHO BH3CTAHOBSIBAHE HA KOCTHUS
Mo3bK (CRi).
¥ PR=PR+nPR.

®@urypa 5: Kpusa na Kaplan-Meier 3a PFS (ITT nonysnanus) B npoyusane PCYC-1130-CA

Uil
E_ - §
)
0
70
P
&
w
- ik
40
¥ ale
2 -
i e

3% [Mecey)

N B puCk
bre«Ob: 113 0 O ¥ 54 50 ES B2 Bl 28 b )
Clb+Ob: 118 m 109 Wz 81 &7 55 47 15 33 b 5 0

&
) an

EdexTsT OT 1euennero ¢ nOpyTHHHUO € eAHaKbB NP BUCOKopucKkoBara nomynanust ¢ CLL/SLL
(del17p/TP53 myranus, dell 1q wmu memytupan IGHV), kato HR 3a PFS e 0,15 [95% CI (0,09; 0,27)],
KaKTo e rokasano B Tabmuia 6. M3uncnenara 2-rogumna PFS 3a BucokopuckoBara momynamus ¢
CLL/SLL e crotBeTHO 78,8% [95% CI (67,3; 86,7)] u 15,5% [95% CI (8,1; 25,2)] B pamoTo ¢
IMBRUVICA+06unyTy3yMab u ¢ xaopamMOyLmi+oOuHyTy3ymao.
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Tabanna 6: Anaan3 Ha PFS no noarpynu (mpoyusane PCYC-1130-CA)

N KoepunueHnrt Ha 95% CI
pHCK

Bceudku yuacTHUITH 229 0,231 0,145; 0,367
Bucok puck (dell7p/TP53/dell1q/nemyrupaa IGHYV)
Ja 148 0,154 0,087; 0,270
He 81 0,521 0,221; 1,231
Dell7p/TP53
Ha 41 0,109 0,031; 0,380
He 188 0,275 0,166; 0,455
FISH
Dell7p 32 0,141 0,039; 0,506
Delllq 35 0,131 0,030; 0,573
Hpyru 162 0,302 0,176; 0,520
Hemytupaa IGHV
Ha 123 0,150 0,084; 0,269
He 91 0,300 0,120; 0,749
Bn3pact
<65 46 0,293 0,122; 0,705
>65 183 0,215 0,125; 0,372
MacuBHo 3a00JisiBaHe
<Scm 154 0,289 0,161; 0,521
>5cm 74 0,184 0,085; 0,398
Craauii no Rai
0/1/11 110 0,221 0,115; 0,424
11/1v 119 0,246 0,127; 0,477
ECOG na CRF
0 110 0,226 0,110; 0,464
1-2 119 0,239 0,130; 0,438

KoepuuuenT Ha puck, 0CHOBaH Ha HeCTpaTU(UITPAH aHATIH3

Peakiun, cBbp3anu ¢ HHQY3HUATA, OT BCHUKH CTEIICHH ca HabroAaBaHu npu 25% OT malueHTHTe,
nexyBanu ¢ IMBRUVICA+o6unyTy3yma0, u npu 58% OT naunueHTuTe, JIEKyBaHHU C
xnopamOynmin+oounyTy3ymad. Peakiuu crereH 3 vt Mo-BUCOKa MITH CEPUO3HH PEAKIIUH, CBBP3aHH C
uHby3usATa, ca HaOMoRaBaHu pu 3% ot narueHTure, jJekyBanu ¢ IMBRUVICA+o0unyTy3yma0, u
npu 9% OT MaueHTuTe, JICKYBaH! ¢ XJI0PaMOyLHI+00HHYTy3yMa0.

beszonachocrra u epukacHoctra Ha IMBRUVICA npu nanuenTty ¢ HenekyBana npenu ToBa CLL nim
SLL ca oLieHeH! HOMBIHUTEIHO B PAaHIOMU3UPAaHO, MHOTOLIEHTPOBO, OTKPHUTO MpoyyBaHe ¢asza 3
(E1912) na IMBRUVICA B xomOunanus ¢ purykcumad (IR) cnpsimo crangaptaa
XUMUOUMYHOTepanus ¢ ¢urynapadbus, nuknodochamun u purykcumad (FCR). B npoyusaneTo ca
BKJIIOUEHU HeJleKyBaHU npeau ToBa nanueHTH ¢ CLL unu SLL Ha Bb3pacT 70 roJMHU WIH O-MJIATH.
[MamuenTu ¢ dell7p ca u3kiarouBanu ot npoyusaneTo. [lamuenture (n=529) ca panzomusupanu 2:1 3a
nonyyaBaHe Ha IR wnmu FCR. IMBRUVICA e npunaran B 703a 420 mg qHeBHO A0 Hporpecus Ha
3a00JIIBAHETO UM HEIPUEMIIMBA TOKCUYHOCT. DTy qapabuH € mpuiarad B 103a 25 mg/m?, a
nukinodochamu e mpuiarad B 103a 250 mg/m?; u aBara npoaykra ca npuaaranu B Jau 1, 2 u 3 Ha
Hukmu 1-6. Putykcumab ce 3amousa B [{uksi 2 B pamoto ¢ IR u B I{uksi 1 B pamoro ¢ FCR u ce
npunara B 103a 50 mg/m* B Jlen 1 o mbpBus UKEI, 325 mg/m? B JIeH 2 OT MbpBHS UUKBI U

500 mg/m2 B [len 1 Ha 5-Te mocIeABaIIy MUKEIA 32 000 6 MUKBJIA. Bceku MUKEI € 28 qHu.

Menunanara Ha Bb3pact € 58 roaunu (auanaszon, 28 go 70 roaunn), 67% ca Mmbxe 1 90% ca ot Osara
paca. Bcuuku manuenTy umat uzxoaeH ¢ynkuuonanet craryc no ECOG 0 nnu 1 (98%) umm 2 (2%).
Ha usxonno HuBo 43% ot nauuenture ca B ctaguii mo Rai III mim IV, a 59% ot marnueHTHTe NMaT
CLL/SLL c Bucoko puckoBu (akropu (TP53 myrarms [6%], dell1q [22%] unu nemyTtupan IGHV
[53%]).
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Pesynrarute 3a epukacnoct B E1912 ca nokazanu B Tabnuna 7 npu MmennaHa Ha BpeMETO Ha
npociuensBade B npoyusaneTo 37 meceua. Kpusure na Kaplan-Meier 3a PFS, ouenenn no xpurepunre
Ha IWCLL, u 3a OS ca mokazanu ChOTBETHO Ha Durypu 6 u 7.

Tabanna 7: Pesysarartu 3a epuxacnoct B [Ipoyusane E1912

HNopyrnnud daynapaduH,
. +purykcumad (IR nukJjgaodpochamua u
Kpaiina rotka b yN=354 o pnTchq;lM:ll)ﬁ (FCR)
N=175
IIpe:xxuBsieMocT Oe3 mporpecust
bpoii cuoutus (%) 41 (12) 44 (25)
[Iporpecus Ha 3a00JIIBaHETO 39 38
Cp0uTHS CBC CMBPT 2 6
Menanana (95% CI), mecenn NE (49,4; NE) NE (47,1; NE)
HR (95% CI) 0,34 (0,22; 0,52)
P-croiinocT? <0,0001
O011a MpeKUBIEMOCT
Bpoii cmbepTHE citydau (%) 4 (D) | 10 (6)
HR (95% CI) 0,17 (0,05; 0,54)
P-croiinoct? 0,0007
Oo6ua yectora Ha 0TroBop°® (%) 96,9 | 85,7

a

0

P-croitHocTTa € OT HecTparuduuupan log-rank tect.

OlLieHeHa OT M3CJIEI0BaTEIs.
HR = xoe¢punuent Ha pucka; NE = He Moxe J1a ce OllcHH

®@urypa 6: Kpusa na Kaplan-Meier 3a PFS (ITT nonyaanus) B Ilpoyusane E1912

1
L= 'I = =
90 1 l ‘ IMBRUVICA +
. | pUTYKcMMab
Wiy,
807 11 bl
70 {1 ||“|” dnypapabuH,
f= [t =] warnodocdamng

60 - + pUTYKCMMab
&
i
L 501

40

30

20
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p<0.0001
0 lllllllllllllllllllllllllllllllllllllllllllll
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 (Mecew)
N B puck

IMBRUVICA 354 351 349 345 339 334 332 324 307 270 227 185 159 108 79 52

+ putykcumab

$nypapabun, 175 158 152 148 145 134 129 125 114 95 79 64 51 34 20 10
umrnopochammg,
+ PUTYKCHMMaB

EdexTsT oT 1euennero ¢ nOpyTHHUO € MOCTOSIHEH BbB BUCOKOpHCKoBara nomyiauus ¢ CLL/SLL
(TP53 mytanus, dell 1q umu memytupan IGHV), ¢ HR 3a PFS 0,23 [95% CI (0,13; 0,40)], p <0,0001,
KaKTo e rnokasano B Tabmura 8. M3uncnenara 3-ronumniaa yecrora Ha PFS BBB BUCOKOpHCKOBaTa
nomyanus ¢ CLL/SLL e 90,4% [95% CI (85,4; 93,7)] u 60,3% [95% CI (46,2; 71,8)] cbOTBETHO B
pamoro ¢ IR u ¢ FCR.

22




Tabanna 8: Ananns no noarpynu Ha PFS (Ilpoyusane E1912)

N Koepuuuenrt Ha 95% CI
pucKa
Bceuuku yyacTHUIM 529 0,340 0,222; 0,522
Bucok puck (TP53/dell1g/uemytupan IGHV)
Ha 313 0,231 0,132; 0,404
He 216 0,568 0,292; 1,105
delllq
Ha 117 0,199 0,088; 0,453
He 410 0,433 0,260; 0,722
Hemytupaa IGHV
Ja 281 0,233 0,129; 0,421
He 112 0,741 0,276; 1,993
MacuBHO 3200/151BaHe
<5 cm 316 0,393 0,217; 0,711
>5 cm 194 0,257 0,134; 0,494
Crammii mo Rai
0/1/11 301 0,398 0,224; 0,708
v 228 0,281 0,148; 0,534
ECOG
0 335 0,242 0,138; 0,422
1-2 194 0,551 0,271; 1,118
KoedunueHT Ha prCcKa, OcHOBaH Ha HECTPaTU(GULUPAH aHAIN3
®urypa 7: Kpusa Ha Kaplan-Meier 3a OS (ITT nonynanus) B [Ipoyuane E1912
100 e s + porycunia6
o WMk | I L] ®nyaapatus,
umknodochamug
+ pUTyKCMMab
80 1
70 1
60
3
& 507
o]
30
207
10
p=0.0007
Ofﬁlﬁlﬁlﬁlﬁlﬁlﬁlﬁlﬁlﬁlﬁlﬁlﬁlﬁlﬁlﬁlﬁlﬁ
0 3 6 9 12 15 18 21 24 27 30 33 36 39 4 45 48 51 54 (Mecew)
N B p1ck
moovcn 354 351 M9 M M7 M6 344 33 M0 06 263 5 195 12 100 73 3 8 0

+ puTyHcHmab

$nypapabun,
unknogochamug
+ puTyHcumab

175 163

Kombunupana mepanus ¢ ghuxcupana npoowaicumentocm

158 157 155 151 148 144 143 123

102

86 72 53 37

21 10 1 0

besomacHocTTa M ehukacHOCTTa Ha TepanusaTa ¢ pukcupana npoabrkutensHoct ¢ IMBRUVICA B
KOMOMHALUS C BEHETOKJIAKC CIPSIMO XJI0paMOyIuil B KOMOMHaLus ¢ 0OMHYTy3yMal MpH NalMeHTH C
HesekyBaHa npeau Toea CLL ca olleHeHH B paHIOMU3UPaHO OTKpUTO npoyuBaHe dasza 3 (CLL3011).
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B npoy4BaneTo ca BKIIOUEHN NAMEHTH C HeleKyBaHa npeau ToBa CLL Ha Bb3pacT 65 unm nosede
TOJAMHU U Bh3pacTHH nauueHTr <65 rogunu ¢ CIRS ckop >6 uinu CrCL >30 no <70 ml/min.
MammenTu ¢ del 17p vnm uzBectan TPS53 myTanuu ca m3knrouBanu. [lanmenture (n=211) ca
pannomusupani 1:1 3a monyyasane Ha IMBRUVICA B koMOWHaIus ¢ BEHETOKIIAKC HITH
xJiopamMOynun B KoMOuHaIms ¢ o0nHyTy3ymad. [lanuenture B pamoro ¢ IMBRUVICA mumroc
BeHeTokJakce nonydaBaT IMBRUVICA camocTosTEIHO B MPOIBIKEHNUE HA 3 LIUKBJIA, TOCAEABAHO OT
IMBRUVICA B xoMOMHAIUS ¢ BEHETOKIIAKC 32 12 IMKbBJIA (BKIFOUMUTEIIHO S-CeIMUYHA CXeMa Ha
TUTpHUpaHe Ha o3ata). Beexu nuksi ce cberon ot 28 auu. IMBRUVICA e npunaran B go3a 420 mg
JHEBHO. BeHEeTOKIIake € Mpuiarad eXeIHEeBHO, KaTo ce 3armouBa ¢ 20 mg B MpOABIHKEHUE HA

1 cemmuria, mocaeaBaHoO OT 1 ceaMuIla Ha BCSIKO 1030B0 HUBO oT 50 mg, 100 mg u 200 mg, cien ToBa
MpernopbYMTEIHATA JHEBHA 1032 0T 400 mg. [TanMeHTUTE, paHIOMU3MPAHH B PAMOTO € XJIOPaMOYITHIT
IUTIOC OOMHYTY3yMa0, TOIy4aBaT JeUeHHE B MPOABDKEHNUE Ha 6 1uKbiIa. OOnHyTy3ymal e mpuiarad B
no3a 1 000 mg B JInu 1, 8 u 15 B Hukea 1. B Jlen 1 ot Lukiure 2 1o 6 € napan o0uHyTy3ymMa0

1 000 mg. XmopamOyuun e npunarad B no3a 0,5 mg/kg tenecno terno B J{au 1 u 15 ot Hukmu 1 go 6.
[TanmenTHTe ¢ noTBBpAEHA Mporpecus no kpurepunre Ha IWCLL cnen 3aBbpIBaHe Ha BCSIKA CXEMa C
(uKcupaHa IpOIBLKUTEIHOCT MOTAT Ja ce JieKyBat ¢ MoHotepanus ¢ IMBRUVICA.

Menauanara Ha Be3pactTa € 71 roguan (auanasoH, 47 1o 93 ronunn), 58% ca mexe u 96% ca ot
Osinara paca. Beuuku naupenTu umat usxoneH ¢ynkunonane cratyc nmo ECOG 0 (35%), 1 (53%)
w 2 (12%). Ha uzxoano auBo 18% ot marmentute umar CLL c del 11q, a 52% ca 6e3 IGHV
MYTAaIlHH.

[Ipu oLieHKa Ha U3XOIHOTO HUBO 3a PUCK OT CUHJPOM Ha TyMOpEH pa3naz 25% OoT NallueHTUTEe UMaT
BUCOK TyMopeH Toap. Ciel 3 nyKbiIa Ha BbBEXAIA TEpalys CbC CAMOCTOSTEIHO IIpUjlaraHe Ha
IMBRUVICA 2% oT nanueHTuTe MMaT BUCOK TYMOPEH TOBap. BUCOKUAT TyMOpEH TOBap ce
ompezeis KaTo Bceku TuM@eH Bb3en >10 cm nim Beeku auMdeH Bb3en >5 cm u abcomroTeH Opoit
mamdormTa >25%10%/1.

[Ipu Mmequana Ha BpeMeTo Ha TIPOCIeAsiBaHe B TPOyYBaHETO 28 Mecela pe3ynTaTuTe 3a e(UKacHOCT B
IIpoyusane CLL3011, onienenu ot IRC cniopen kpurepunre Ha IWCLL, ca mokazanu B Tabnmua 9,
kpusute Ha Kaplan-Meier 3a PFS ca nokazanu Ha ®urypa 8, a yecrorara Ha HEraTHMBEH CTAaTyC 3a
MUHUMAITHO OCTaTh4HO 3a0omsaBane (MRD) e nokazana B Tabmuma 10.

Tadauna 9: Pesyaratu 3a epuxacnoct B Ilpoyusane CLL3011

Kpaiina Touxa?® IMBRUVICA + XaopamoyuuJ +
BenerokJiakc O0unyTY3yma0
N=106 N=105
IIpexxuBsieMocT 0e3 mporpecus
Bpoii croutus (%) 22 (20,8) 67 (63,8)
Menmana (95% CI), mecenn NE (31,2, NE) 21,0 (16,6; 24,7)
HR (95% CI) 0,22 (0,13; 0,36)
P-croitHoct® <0,0001
YecToTa HA IBJIEH OTTOBOP
(Yo)® 38,7 11,4
95% CI (29,4, 48,0) (5,3;17,5)
P-croiinocT" <0,0001
YecroTa HA 06111 0TrOBOP (%)" 86,8 84,8
95% CI (80,3; 93,2) (77,9; 91,6)

Brb3 ocHoBa Ha onenka Ha IRC

P-croitnocrra e ot crparudunupan log-rank Tect

Bxirousa 3 manmentu B pamoro ¢ IMBRUVICA + BeHeTOKIIaKC ¢ IIbJIEH OTTOBOP C HEMTBJIHO Bh3CTAHOBABAHE Ha
kocTHUsI MO3bK (CRi)

T P-croitHocrTa € oT xu-kBaapar tect Ha Cochran-Mantel-Haenszel

06w orrosop = CR+CRi+nPR+PR

CR = mpieH otroBop; CRi = rbiieH OTTOBOP C HENIBIIHO BH3CTAHOBSABAHE HA KOCTHHSA MO3bK; HR = koedunuent na puck; NE
= He MoXe J1a ce olieHu; nPR = Hoxynen yactuuen orroBop; PR = wacruuen orrosop
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®urypa 8: Kpusu na Kaplan-Meier na npexussiemoctTa 6e3 nporpecus (ITT nonmynanus) npn
nanuenT ¢ CLL B IIpoyuBane CLL3011
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EdextsT oT neuennero ¢ IMBRUVICA mmioc BeHETOKIIaKC ce 3arna3Ba BbB Bucokopuckoara CLL
nomynanus (TP53 myranus, del 11q wnu IGHV 6e3 myrtanust) ¢ PFS HR 0,23 [95% CI(0,13; 0,41)].

JanuauTe 3a o0Imara npexxuBsIeMOCT He ca TocTaThbuHu. [Ipy Menuana Ha npocieasBane 28 mecena
HsIMa 3HAaurMMa pa3iiiKa MEeXAy paMeHaTa Ha jJedeHue ¢ o0mo 23 cmbpthH caydau: 11 (10,4%) B
pamoro ¢ IMBRUVICA mumtoc Beneroknakce u 12 (11,4%) B paMOTO ¢ XJIOpaMOyIIHII TLTIOC
o0unyTy3ymab ¢ OS HR 1,048 [95% CI (0,454; 2,419)]. Cnen 6 Mecena TOMBIHATEIHO IPOCIICASIBAHE
ce ceobmagar 11 (10,4%) u 16 (15,2%) cMbpTHU citydan cb0TBeTHO B pamoto ¢ IMBRUVICA mutroc
BEHETOKJIAKC M PAMOTO € XJIOpaMOyLHI Miroc 00uHyTy3yma0, ¢ uzuncieH OS HR 0,760 [95% CI

(0,352; 1,642]).

Ta6anna 10: YecTroTa Ha HErAaTHBEH CTATYC 32 MUHMMAJHO OCTATBHYHO 3a00JIIBaHE B
IIpoyuBane CLL3011
NGS anaausz® daoyuuromMerpus’®
IMBRUVICA + | XnopamoOyuua + | IMBRUVICA + | Xnopamoyuua +
Benerokinakc OounyTy3ymad Benerokiakc O0unyTy3ymad
N=106 N=105 N=106 N=105
Yectora Ha MRD HeratmBeH cTaTyC
Kocren Mo3bK, n (%) 59 (55,7) 22 (21,0) 72 (67,9) 24 (22,9)
95% CI (46,2; 65,1) (13,25 28,7) (59,05 76,8) (14,8; 30,9)
P-croiiHOCT <0,0001
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(r,ffg’“‘i’ep}‘a KpEB, I 63 (59,4) 42 (40,0) 85 (80,2) 49 (46,7)
0
95% CI (50,1; 68.8) (30,6; 49.4) (72,6; 87.8) (37,1; 56,2)
Yecrora Ha MRD HeratupeH cTraTyc TPH Mecena cJieJl 3aBbpIIBAHE HA JICYEHHETO
KocTeH MO3bK, n (%) 55(51,9) 18 (17,1) 60 (56,6) 17 (16,2)
95% CI (42,4 61.,4) (9.9; 24.,4) (47.2; 66,0) (9,1;23,2)
g/eoﬁ’“‘bep*‘a KpEE, I 58 (54,7) 41 (39,0) 65 (61,3) 43 (41,0)
95% CI (45,2; 64.2) (29,7; 48.,4) (52,0; 70,6) (31,5; 50,4)

P-croitHOocTHTE Cca oT Xxu-kBangpat Tect Ha Cochran-Mantel-Haenszel. P-cToitHocTTa 3a yecToTara Ha HeratuBHO MRD B

kocteH Mo3bK ¢ NGS e ocHoBHusAT aHainu3 3a MRD.

?  Bwb3 ocHOBa Ha MPAroBa CTOMHOCT 104 IpU U3II0JI3BaHE HAa aHAJIN3 ChC CEKBEHUPAHE OT CIIEABALIO IOKOJICHUE

(clonoSEQ)
® MRD e ouensBano 4pe3 GIOyIHUTOMETPHS Ha MeprudepHa KPbB MM KOCTEH MO3bK OT IICHTpaIHa JJabopaTopusi.

Omnpenenennero Ha HeratuBeH craryc € <1 CLL knetka Ha 10 000 nekorura (<1x 104).
CI = nosepuresneH uuTepBai; NGS = ceKkBeHUpaHe OT CJIE/BAIIO TOKOJICHUE

JBaHazeceT Mecelia cliell 3aBbPIIBAHETO Ha Je4eHUETo yectorara Ha MRD HeratuBeHo cTaTyc B
nepudepHara kpbB € 49,1% (52/106) upe3z NGS ananus u 54,7% (58/106) upe3 daoyiuromeTpus npu
narentute, nekyBaau ¢ IMBRUVICA mmtoc BeHerokiakc, u 12,4% (13/105) upe3z NGS ananus u
16,2% (17/105) upe3 ¢ioynuToOMeTpHsl IPH MAIUEHTHTE, JIEKYBAHHU C XJIOPaMOYIIUIT TLTFOC
00MHYyTYy3yMa0l, B ChOTBETHATa BpeMeBa TOUKA.

TLS ce cpobmaBa npu 6 nauyMeHTH, JIEKyBaHU € XJI0paMOYLHJI IJII0C OOMHYTY3yMal, U He ce
cpobmasa mpu IMBRUVICA B koMOuHaIIMS ¢ BEHETOKJIAKC.

Oo6mo npocnensBane 58 Mecena (Meauana 52 Mecera)

IIpu obmo mpocneasBane 58 Mecena (Mearana Ha PoCeAsIBaHe IIPH MPOYIBAHETO 52 Mecerna) B
npoyuBane CLL3011 ce nabmronasa 77% HamMareHHE HA PUCKA OT CMBPT HIIH MIPOTPECHSI TI0 OIICHKA
Ha u3cienoBatens npu nanueHT B pamoro Ha IMBRUVICA. KoeduuneHTsT Ha pUCK 110 OTHOILICHHE
Ha obO1mara npesxxussiemoct e 0,458 [95% CI (0,257, 0,818), Homunanuo p=0,0068, He ¢
KoHTponupanara rpemka tam 1]. Uma 17 (16,0%) cmbpTtaE ciiydas B pamoTto ¢ IMBRUVICA mtoc
BeHeTokake 1 36 (34,3%) B pamMoTo Ha XJI0paMOyIMII IUTI0C OOMHYTY3yMa0. MeauanaTa Ha BpEMETO
JIO CIENIBAIIOTO JeUeHUE He € IOCTUTHATa 32 HUTO eIHO OoT nBete pameHa (HR=0,164; 95% CI: 0,081,
0,330 ), xato 9,4% ot yuactaurute B pamoto ¢ IMBRUVICA mtoc Beneroknake u 41,0% ot
YYaCTHULUTE B PaMOTO C XJIOpaMOYyLIMII TUTIOC OOMHYTY3yMad ca 3armoyHaliy mocie1Bala
NPOTHBOPAKOBA TEPATIHSL.
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Kpugara na Kaplan Meier 3a OS e noka3zana na ®urypa 9.

®urypa 9: Kpusa na Kaplan-Meier 3a o0mara npe:xusemoct (ITT Population) nmpu
nauuedTH ¢ CLL/SLL B npoyuBane CLL3011 ciex 58 mecena Ha mpocieasiBaHe
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besomacHocTTa M ehpukacHOCTTa Ha TepanusaTa ¢ pukcupana npoabrkureasoct ¢ IMBRUVICA B
KOMOMHALUS ¢ BEHETOKIJIAKC TP MAIMEHTH ¢ HeJleKyBaHa npeau ToBa CLL ca qombJIHUTENHO
OLICHSIBAaHM B KOXOPTa Ha MHOTOLICHTPOBO, 2-KOXOpTHO npoyuBaHe daza 2 (PCYC-1142-CA). B
MPOYYBaHETO ca BKIIOUEHHU HeJeKyBaHH penu ToBa nanuentu ¢ CLL Ha Bb3pacT 70 TOOUHM WIH TTO-
Miaau. B npoyuBaneTo ca BkiItoueHH 323 manueHTH, oT TIX 159 manueHTH ca paHAOMU3NPAHU Ha
Tepanus ¢ GUKCHpaHa IPOIBIDKUTETHOCT, ChCTOSIIA CE OT 3 IUKBJIa HAa CAMOCTOSATENTHO IIpUIaraHe Ha
IMBRUVICA, nocnensano or IMBRUVICA B koMOMHAIMS ¢ BEHETOKIIAKC B IPOABDKCHUE HA

12 mukbaa (BKIIOYUTEIHO S-CEIMUYHA CXeMa Ha TUTPUPAHE Ha Jj03aTa). BCeku UKBI ce ChCTON OT
28 nan. IMBRUVICA e npunaran B no3a 420 mg aHeBHO. BeHeToknakc € npusiaral ekxeJHEBHO, KaTo
ce 3aroyBa ¢ 20 mg B mpoAbKEHUE Ha 1 ceaMuIia, MocieBaHo oT 1 ceMHIIa Ha BCSKO T030BO HHBO
ot 50 mg, 100 mg u 200 mg, cien ToBa nmpenopbYNTENIHaTa JHeBHA J03a oT 400 mg. [TanuentuTe ¢
noTBbpAeHa nporpecus no kpurepunre Ha IWCLL cnen 3aBbpiiBane Ha cxemara ¢ GUKCUpaHa
MPOABIDKUTEIHOCT MOTaT Ja ce JiekyBaT ¢ MoHoTepanus ¢ IMBRUVICA.

Menananara Ha Be3pactTa € 60 roguan (auanasoH, 33 1o 71 ronunn), 67% ca Mmbxe u 92% ca ot
Osinata paca. Benuku nanpenTn umar usxoneH pyakuuonaiex cratyc no ECOG 0 (69%) nin 1
(31%). Ha u3xoano uuBo 13% ot nanuentute umart del 17p, 18% ca ¢ del 11q, 17% ca ¢ myTanus del
17p/TP53, 56% ca 6e3 IGHV mytamun u 19% ca ¢ koMmruiekceH kapuoTuil. [1pu orieHKa Ha U3XOHOTO
HHUBO 32 PUCK OT CHHJIPOM Ha TyMOpeH pasnaz 21% oT nauueHTUTe UMaT BUCOK TYMOPEH TOBap.
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Crnen 3 uuKbia Ha BbBEXKAAIA Tepanus cbe camoctosTenHo npunaraie Ha IMBRUVICA 1% ot
MAIMEHTUTE NMAT BUCOK TYMOPEH TOBap. BUCOKHST TyMOpPEH TOBap ce Ompeaens KaTo BCeKU JTnMpeH
BB3ea >10 cm mim Beeku TuMQEH Bb3el >5 ¢cm 1 abcomoTeH 6poii mumdonuta >25x10%/1.

IIpn Menuana Ha BpeMeTO Ha MpOCIEAsBaHE B IPOYUBAHETO OT 28 Mecela pe3yaTaTuTe 3a
edpuxacnoct B PCYC-1142-CA, ouenenu ot IRC cnopen kputepunrte na IWCLL, ca mokazanu B
Tabmuna 11, a yectoTaTa Ha HETATHBEH CTATYC 32 MUHUMAJIHO OCTaThuHO 3a0oisBane (MRD) e
rnokasana B Ta0Osuma 12.

Tadoauua 11:  Pe3yaraTu 3a epuxacHocT B [IpoyuBane PCYC 1142-CA (koxopTa ¢ pukcupaHa
NPOABJIKUTETHOCT)

Kpaiina Touka® IMBRUVICA + BeHeTOKJIaKC
be3 Del 17p Bceuuku
(N=136) (N=159)
YecroTa Ha 0611 0TrOBOP, N (%)° 130 (95,6) 153 (96,2)
95% CI (%) (92,1; 99,0) (93,3;99,2)
YecToTa HA IbJIEH OTTOBOP, N (%)° 83 (61,0) 95 (59,7)
95% CI (%) (52,8; 69,2) (52,1, 67,4)
Menunana Ha npoabkuTeTHOCT Ha CR, NE (0,03+, 24,9+) NE (0,03+, 24,9+)
Meceny (auana3on)?

4 Bwp3 ocHoBa Ha orenka Ha IRC

> 06w orrosop = CR + CRi + nPR + PR

C

d

BxotrouBa 3 manyeHTH ¢ IbJIeH OTTOBOP C HEIIBJIHO Bh3CTaHOBsIBaHE Ha KOCTHHUS MO3bK (CRi)
3HaKBT ,,+* MOKa3Ba HENIBIHO HAOIIOICHNE

CR = mpieH otroBop; CRi = mbJjieH OTTOBOP € HEMI'BJIHO Bh3CTAHOBSBAHE HA KOCTHHSI MO3bK; NPR = HoxyseH yacTnueH
otroBop; PR = uactuuen orrosop; NE = He Moxe 11a ce olieHn

Tabamna 12: YecTroTa Ha HErAaTHBEH CTATYC 32 MUHMMAJHO OCTATBHYHO 3a00JIIBaHE B
IIpoyuBane PCYC 1142-CA (xoxopTa ¢ ¢puKCHpPaHa NPOIbJIKUTETHOCT)

Kpaiina Touka

IMBRUVICA + BeHeToKJIaKC

be3 Del 17p Beuuku
(N=136) (N=159)
Yectora Ha MRD HeratuBeH cTaTyC
Kocren Mo3bK, n (%) 84 (61,8) 95 (59,7)
95% CI (53,65 69,9) (52,1; 67,4)
[lepudepna kpbB, n (%) 104 (76,5) 122 (76,7)
95% CI (69,3; 83,6) (70,2; 83,3)
Yecrora Ha MRD HeraTtuBeH cTraTyc TPH Mecena cJieJl 3aBbpPLIBAHE HA JICYEHHETO
Kocren mo3wKk, n (%) 74 (54,4) 83 (52,2)
95% CI (46,0; 62,8) (44.,4; 60,0)
[epudepna kpbB, n (%) 78 (57,4) 90 (56,6)
95% CI (49,0; 65,7) (48,9; 64,3)

MRD e oueHsIBaHO 4Ype3 MOTOYHA LUTOMETPHS Ha neprdepHa KpbB HIM KOCTEH MO3bK OT LIEHTpaJIHA J1ab0paTopHsl.
Onpenenenuero Ha HeraTuBeH craryc € <1 CLL kietka Ha 10 000 nexoruru (<1 X104).
CI = noBepuTesneH UHTEpBa

[Ipu nauuentu ¢ mytanus del 17p/TP53 (n=27) B PCYC-1142-CA uecroTara Ha 001l OTTOBOD BB3
ocHoBa Ha oneHka Ha IRC e 96,3%, uectoTaTa Ha bJEH OTrOBOp € 55,6%, a MeauaHaTa Ha
MPOIBIDKATEITHOCTTA Ha IIBJICH OTTOBOP HE € JOCTUTHATa (quamna3oH, 4,3 mo 22,6 mecena). Yecrorarta
Ha MRD neratusen craryc npu nauuentu ¢ mytanus del 17p/TP53 3 mecena cnen 3aBbplBaHe Ha
JICYCHUETO B KOCTEH MO3BK U B nepudepHa KpbB € cboTBeTHO 40,7% 1 59,3%.

He ce cwoOmiapar cinyuyan Ha TLS npu naruentute, gekyBanu ¢ IMBRUVICA B koMOuHamus ¢
BEHETOKIIAKC.
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Hayuenmu ¢ CLL, koumo ca noxyuunu Hau-maiko eona npedxoorHa mepanus

Monomepanus

bezomacHoctTa u epukacnocrra Ha IMBRUVICA npu nanmentu ¢ CLL ca teMOHCTpUpaHH B €THO
HEKOHTPOJIUPAHO NMPOYYBAHE U €THO PAHIOMHU3UPAHO, KOHTPOJIUPAHO NMpoyuBaHe. OTBOPEHOTO,
MHoroneHTpoBo npoyusane (PCYC-1102-CA) BxirouBa 51 manueHTH ¢ pelyuIuBrpaIia wiu
pedpaxrepra CLL, xourto ca momyuaBanu 420 mg Bequbxk gaeBHO. IMBRUVICA e npunaran 1o
nporpecus Ha 3a00JIIBAaHETO WM HETIPHEMIIMBA TOKCHYHOCT. MemanaTta Ha Bb3pacTTa € 68 roauHu
(mmanazon: ot 37 no 82 ronuHM), MEANAHATA HA BPEMETO OT YCTAaHOBABAHE HA IUArHO3aTa €

80 mecenia, a MeaaHaTa Ha Opos Ha TIPEIUIITHUTE JieueHus € 4 (nuana3oH: ot 1 o 12 neueHwus),
BKITFOUHTENTHO 92,2% ¢ IpexoIHO JIeueHue C HyKJIeo3uieH aHaior, 98,0% c mpenxoaHo JIedeHue ¢
putykcumab, 86,3% ¢ mpeaxoaHo JIeUeHNe C aKWIMPAIo CpeacTBo, 39,2% ¢ mpeaxoaHo JIeUeHUE C
o6engamyctud u 19,6% ¢ npeaxoano nedenue ¢ oparymymad. Ha usxonno auBo 39,2% ot
nanueHTuTe uMat cranuit [V mo Rai, 45,1% umar macusHo 3a0onsBane (> 5 cm), 35,3% umat
nenerust 17p u 31,4% umar ngenenus 11q.

ORR e onenen B crotBeTcTBHE ¢ Kputepunte Ha IWCLL ot n3cnenosarenure u ot IRC. ORR,
orereH ot IRC, Ha 51 nanueHnTu ¢ penuaus win pedpakTepHo 3a00IBaHe, IPU CPEHA
MPOABIDKATEITHOCT Ha TpocneasBane 16,4 mecera, e 64,7% (95% CI: 50,1%; 77,6%), Bcuuku ¢ PR.
ORR, Brmmrountenno PR ¢ numdorurosa, e 70,6%. Menunanara Ha BpeMeTo 3a oTroBop € 1,9 mecera.
DOR e ot 3,9 mo 24,2+ mecena. Meauanara Ha DOR He e mocTurHara.

[IpoBeneHo e paHIOMU3MPAaHO, MHOTOLIEHTPOBO, OTBOpeHO npoyuBaHe (aza 3 Ha IMBRUVICA
crpsimo opatymymad (PCYC-1112-CA) npu maneHTy ¢ pernuauBupaia wii pegpakrepaa CLL.
[MammenTure (n = 391) ca pannomusupanu 1:1 na nomyuasar wiun IMBRUVICA 420 mg aueBHoO 10
nporpecusi Ha 3a00JIIBAaHETO WK HETIPHUEMIIMBA TOKCHYHOCT, Win odaTymymad 1o 12 nosu

(300/2 000 mg). Ilernecet u cenem NanMeHTH, paHIOMU3UPAHH [a Moay4yasat odaTymymad, ca
npemunamu Ha IMBRUVICA cnen nporpecus. Meananata Ha Bb3pactra € 67 rogunau (auamnazos: 30
1o 88 rogunn), 68% ca mexe, a 90% ca ot Osanara paca. Bcuuku nanuenTn uMaT QyHKIIMOHATICH
craryc no ECOG 0 win 1 Ha u3xoaHO HUBO. MeauanaTa Ha BpEMETO OT IIOCTaBAHETO Ha JUarHo3aTa €
91 mecena, a Mequanata Ha Oposi Ha IIpeIUIIHNTE JiedeHud € 2 (nuana3oH: oT 1 no 13 neuenus). Ha
M3XOJHO HUBO 58% OT MalMEeHTUTE UMaT Hal-MaJIko €ArH TyMOp > 5 cm. TpumeceT U 1Ba MpOIeHTa
oT marenTute ca ¢ aenenus 17p (karo 50% ot manmenTute umar aenernus 17p/TP53 myranus), 24%
ca c geneuus 11q, a 47% ot nauuentute umat Hemytupain IGHV.

[IpexuBsemoctra 6€3 nmporpecus (Progression free survival, PFS), kakto e onienena ot IRC B
cpotBeTcTBUE ¢ kputepuute Ha IWCLL, noka3pa 78% cTaTucTUYECKH 3HAUUMO HaMaJICHUE Ha PUCKa
OT CMBPT WK Nporpecud 3a nanuentute B pamoro Ha IMBRUVICA. Ananu3st Ha OS nokassa 57%
CTaTHCTUYECKH 3HAYMMO HamalleHHe Ha pUCKa OT CMBPT NpH nanueHtute B pamoto Ha IMBRUVICA.
Pesynrarute 3a epuxacnoct B npoyuBane PCYC-1112-CA ca npencrasenu B Tabmuna 13.

Tadoauua 13:  Pe3yararute 3a epuxacHoct npu nauuedT ¢ CLL (mpoyuBane PCYC-1112-CA)

Kpaiina Touka IMBRUVICA Odarymymad
N=195 N=196
Menunana Ha PFS Hemocturaar otrosop 8,1 mecena
HR = 0,215 [95% CI: 0,146; 0,317]
(ONS HR = 0,434 [95% CI: 0,238; 0,789]°
HR = 0,387 [95% CI: 0,216; 0,695]"
ORR" " (%) 42,6 4,1
ORR BkmounTenso PR ¢
mumdonutosa’ (%) 62,6 41
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HR = xoepunuent Ha puck; CI = noBepurenen uarepBai; ORR = crenen Ha 061 otroBop; OS = o6mia npexxussiemoct; PFS
= pexuBsAeMoCT 6e3 nporpecust; PR = yactHdyeH 0TroBop
a

6

Menuana Ha OS He e nocturHara 3a nsere pamena p < 0,005 3a OS.
[ManyenTuTe, pangoMu3npanu Ha odarymymad, ca riensypupanu npu 3anousane Ha IMBRUVICA, ako e npHioxumo.

AHanu3 Ha 9YyBCTBUTEIHOCTTA, IPH KOUTO MAIUEHTHTE, IPEXBBPIICHN OT PaMOTO Ha oaTyMyMmal, He ca IeH3ypUpaHu
KBbM JaTata Ha mepBaTa 103a IMBRUVICA.

Cmopen IRC. TToBropHo KT ckeHnpane, He0OX0IMMO 3a TOTBBPKIaBaHE HA OTTOBOPA.

A Benuku nocturnatu PR; p < 0,0001 3a ORR.

Meuana Ha BPEMETO Ha NPOCIEAABAHE B PAMKUTE Ha POYyYBAHETO=9 MeEcela.

Eduxacnoctra € mogobHa cpen BCHUKU M3CIeIBaHH MOATPYITH, BKIIOUNTETHO NP NALUEHTH ChC U
0e3 nenenus 17p, npenBapuTenHo onpeneneH crpatudunupaid gaxrop (Tadbmuua 14).

Taoanna 14:  Ananus Ha PFS no noarpynu (mpoyusane PCYC-1112-CA)

N KoeguumeHt Ha pucK 95% CI
Bcenukn nanpenTn 391 0,210 (0,143; 0,308)
Heneuns 17P
Ja 127 0,247 (0,136; 0,450)
He 264 0,194 (0,117, 0,323)
Pedpaxrepno
3a00J151BaHe KbM
MYPUHOB aHAJIOT
Ha 175 0,178 (0,100, 0,320)
He 216 0,242 (0,145; 0,404)
Bw3pact
<65 152 0,166 (0,088; 0,315)
> 65 239 0,243 (0,149; 0,395)
Bpoit npenuniau
JTHHHAH
<3 198 0,189 (0,100, 0,358)
>3 193 0,212 (0,130, 0,344)
MacusHO 3a00sgBaHe
<5cm 163 0,237 (0,127, 0,442)
>5cm 225 0,191 (0,117, 0,311)
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Kpugara na Kaplan Meier 3a PFS e nokasana na ®@urypa 10.
®@urypa 10: Kpusa na Kaplan-Meier 3a PFS (ITT nonynanus) B npoyusane PCYC-1112- CA
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OxoHnuamenen ananuz cied 65-meceuno npocieosdane

B pamkunte Ha npoyuBaneto PCYC-1112-CA, npu MennaHa Ha BpEMETO Ha pociiesaBaHe 65 Mecena,
npu nauuentute B pamoto ¢ IMBRUVICA e nabmomaBaHo 85% HamainsiBaHe Ha PUCKa OT CMBPT MU
MIpOrpecHsi criope]] OlleHKaTa Ha u3cnenonarens. Meauanara Ha PFS, onienena ot uscnenosarens B
crotBeTcTBHE ¢ kputepuute Ha IWCLL, e croTBeTHO 44,1 Mecena [95% CI (38,47; 56,18)] B pamoTo
¢ IMBRUVICA u 8,1 mecena [95% CI (7,79; 8,25)] B pamoTo ¢ oparymymasd; HR=0,15 [95% CI
(0,11; 0,20)]. Axryanusupanara kpupa Ha Kaplan-Meier 3a PFS e noka3ana na ®urypa 11. ORR,
olleHeHa OT u3cnenosarens, B pamoto ¢ IMBRUVICA e 87,7% copsimo 22,4% B paMoTO C
odarymymab. [To Bpeme Ha okoHuaTennus ananus 133 (67,9%) ot 196 yuacTHHIIN, TEPBOHAYAITHO
paHIOMHU3UPaHHU B PAMOTO 3a JiedeHue ¢ oparyMmymad, ca MpeMUHAIN KbM JIeYeHHE ¢ HOPYTUHUO.
Menuanara Ha PFS2, orieHena ot uscienoBatens (BpeMe oT panioMusupanero 10 PFS cwoutue cies
I'bpBaTa ClieABalla aHTHHEOIUIACTHYHA Tepanus) B ChoTBeTCcTBUE ¢ kputepunre Ha IWCLL e
chOTBETHO 65,4 Mecera [95% CI (51,61; He moxxe aa ce ouenu)]| B pamoto ¢ IMBRUVICA un

38,5 mecera [95% CI (19,98; 47,24)] B pamoto ¢ oparymymad; HR=0,54 [95% CI (0,41; 0,71)].
Menunanata Ha OS e 67,7 mecena [95% CI (61,0; He moxke na ce otienu)] B pamoto ¢ IMBRUVICA.

EdextsT 0T euenneTo ¢ ubpytuau6d B npoyusaneto PCYC-1112-CA cu choTBeTCTBa IPU
BHUCOKOPHUCKOBHUTE MaIeHTu ¢ nenenus 17p/TP53 myranus, neneuus 11q w/vinu mHemytupan IGHV.
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®urypa 11:  Kpusa na Kaplan-Meier 3a PFS (ITT nmonynanus) B npoyusane PCYC-1112-CA
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Kombunupana mepanus

Bbezonacnocrra n eduxacHoctra Ha IMBRUVICA npu naumenTy, nexkysanu npenu Toa 3a CLL, ca
JOIIBJIHUTEIHO OLIEHEHH B €IHO PaHAOMH3HPAHO, MHOTOLIEHTPOBO, IBOMHOCIIANO NpoyuBaHe daza 3
Ha IMBRUVICA B komOuHarms ¢ BR crpsimo mnane6o + BR (ITpoyusane CLL3001). [Tarnenture
(n=578) ca pangomuzupanu 1:1 na momyuasar wim IMBRUVICA 420 mg nueBHO, niu miane6o, B
xomOuHanus ¢ BR 1o nporpecust Ha 3a0oms1BaHEeTO WIIM HENTPUEMIIMBA TOKCHYHOCT. BCHuky nanueHTn
nosrygaBaT BR 3a makcumaneH cpok oT mect 28-1HeBHH MUKBJIA. beHIaMyCTHH ce mpuiara 1o

70 mg/m? upe3 uHTpaBeHO3Ha MH(Y3Hs 3a 30 MUHYTH Ha JIeH 2 ¥ 3 OT IUKBI 1, KakTo 1 Ha JeH 1 1 2
OT IUKJIHK 2-6 3a MaKCUMyM 6 1uKbIa. PuTykcumab ce npuiara ¢ go3a 375 mg/m? Ha jieH | o mbpBus
uKb1 1 500 mg/m? Ha gen 1 oT uukimm ot 2 10 6. JIeBeTIeceT NaueHTH, paHI0MU3HPAHU Ha
wiane6o + BR npemunasar Ha neuenne ¢ IMBRUVICA cnen motespaena ot IRC mporpecust.
Menunanata Ha Be3pactTa € 64 roguau (auamnaszoH ot 31 1o 86 rogunn), 66% ca MBxke, a 91% ca ot
eBporenaHarta paca. Bcuuku nanuenty umat pyakuronanes cratyc mo ECOG 0 unu 1 Ha u3xomHo
HUBO. MenaHaTa Ha BpeMETO OT ITOCTaBsHETO Ha JuarHo3ara € 6 TOANHU, a MeJuaHaTa Ha Oposi Ha
npe/ecTanure jgeueHus e 2 (auamazoH ot 1 10 11 nedenus). B Havanoro Ha mpoyuBaneTo 56% ot
MAUEHTUTE UMAT MOHE €AUH TyMOop > 5 cm, 26% umar geneuus 11q.

[IpexxuBsemoctta 6e3 nporpecus (PFS) ce ouensisa ot IRC cniopen kputepunte Ha MexayHapoaHUS
cemunap no CLL (International Workshop on CLL - IWCLL). Pezynrarute 3a epukacHOCT OT

npoyusane CLL3001 ca moka3anu Ha Tabnuna 15.

Ta6anna 15:  Pesyararure 3a epuxacHoct npu nanuedT ¢ CLL (ITpoyusane CLL3001)

IMBRUVICA + BR Inane6o + BR
Kpaiina Touka N =289 N =289
PFS®
Menuana (95% CI), mecenn Hee Hocéﬁr:a(iz% [95%|CI: 0,1501;3(,)?2(7161]’3’ e
ORR® % 82,7 | 67,8
oSs® HR = 0,628 [95% CI: 0,385; 1,024]
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CI = noeputenen uarepsair; HR = koeguuuent na puck; ORR = crenen Ha 0611 otroBop; OS = o6mia npexussiemoct; PFS

= IIPEeKUBIEMOCT Oe3 Mporpecus;
a

6

onenena ot IRC.

oneneHa ot IRC, ORR (mrbiieH 0TroBop, IIbJIEH OTTOBOP C HEM'BIIHO BH3CTAHOBSBAHE HA KOCTHHSI MO3bK, YaCTHUEH
HOZYJIapEH OTTOBOP, YACTUUEH OTIOBOP).
Mennana Ha OS He € IOCTHTHATA 3a IBETE paMeHa.

WM

Monomepanus

Bbezonacnocrra n eduxacnocrra Ha IMBRUVICA npun WM (M ornnazMonuter TumM¢om ¢
npoaykuus Ha IgM), ca olleHeHH B OTBOPEHO, MHOTOLIEHTPOBO MPOYUYBaHE C €THO PaMo MpPHU

63 manyeHTy ¢ MpeIIecTBaIo JeueHne. Mennanara Ha Be3pacTTa € 63 ronunu (auamna3oH: ot 44 1o
86 rogunn), 76% ca mpxe U 95% ca ot Osara paca. Bcuuku nauneHT ©MaT QyHKIHOHAJICH CTAaTyC
mo ECOG 0 unu 1 Ha u3xoaHO HUBO. MenuaHnata Ha BpEMETO OT ITOCTaBSIHETO Ha TuarHos3aTa €

74 mecena, a MeuaHaTa Ha Oposi Ha IIpeIUIIHNTE JiedeHusd € 2 (nuana3oH: oT 1 no 11 neuenus). Ha
M3XO0AHOTO HUBO cpeaHarta croiHocT Ha IgM B cepyma e 3.5 g/dl u 60% OT manuenTuTe ca ¢ aHeMHUs
(xemorno6us < 11 g/dl unu 6,8 mmol/l).

IMBRUVICA e npunaran nepopainto 420 mg BeJHBXK IHEBHO 10 MPOrpecHs Ha 3a00sIBAaHETO WU
HeTpHEeMJINBa TOKCHYHOCT. [IbpBHYHATA KpaifHa TOUKa IPU TOBA MIPOYUBAHE € OLIEHEHATa OT
uzcaenonatenss ORR. ORR 1 DOR ce oneHsiBaT B ChOTBETCTBUE C KPUTEPUUTE, aAlITUPAHU HA
Tperara mexaynapoana padorna cpema mo WM (Third International Workshop of Waldenstrom’s
macroglobulinaemia). OtroBopute kbM IMBRUVICA ca nokaszanu B Tabnuua 16.

Tadauna 16:  ORR u DOR npu nauueatu ¢ WM

06mo (N = 63)
ORR (%) 87,3
95% CL (%) (76,5; 94,4)
VGPR (%) 14,3
PR (%) 55,6
MR (%) 17,5
Menunana Ha DOR mecenu (1uana3oH) NR (0,03+, 18,8+)

CL = noseputenex uarepsai; DOR = npoabimkutensoct Ha otroBopa; NR = Henoctursat orrosop; MR = manbk oTroBop;
PR = vactuuen orroBop; VGPR = mHoro 10656p yactuuen orrosop; ORR = MR+PR+VGPR
Menuana Ha BpeMeTO Ha IpOCIIesiBaHe [0 BpeMe Ha poy4yBaHeTo=14,8 mecena

Menauanara Ha BpemeTo 3a otroBop e 1,0 mecery (quamazon: 0,7-13,4 meceria).
Hannute 3a eukacHoCT, KOUTO ca onieHeHH cbio ot IRC, mokaszear 83% ORR ¢ 11% VGPR u 51%
PR.

Kombunupana mepanus

bezonacHoctTa 1 epukacnoctra Ha IMBRUVICA npu WM ca TOMBJIHUTETHO OIICHEHH MTPU
MAIMEHTH C HEJIEKyBaHa JOCera WM JeKyBaHa peau ToBa WM B paHIOMHU3UPaHO, MHOTOLIEHTPOBO,
nBoriHOoCAMO npoyusane ¢asza 3 Ha IMBRUVICA B koMOHHAIMS ¢ pUTYKCUMAa0 CIIpsIMO I11anedo B
kombuHanus ¢ purykcumad (PCYC-1127-CA). IammenTture (n=150) ca panmomusupanu 1:1 na
nonyuyaBaT uia IMBRUVICA 420 mg qHeBHO, vy miane6o B KOMOMHAIMS ¢ pUTYKCUMAa0 10
nporpecusi Ha 3a00JIIBaHETO WM HEIPHEMIIMBA TOKCHYHOCT. Putykcuma0 e mpuinaran BeIHBK
CEIMMYHO ¢ J103a 375 mg/m? B NPOABIKEHHE Ha 4 MOCIIEN0BATEHU CEAMMIM (ceaMuiy 1-4),
MOCJIEJIBAHO OT BTOPH KypcC Ha PUTYKCHMa0 BEJHBK CEIMUYHO 32 4 TOCIIETIOBATEIHN CEIMUIIA
(cenmuru 17-20).

Menuanata Ha Bp3pacTTa ¢ 69 rogunu (auamaszon, 36 g0 89 ronunn), 66% ca mbxe, a 79% ca ot
Osutata paca. [leBeTneceT U TpU MPOICHTA OT MAI[MEHTUTE UMAT U3XOJeH (QYHKIIMOHAJTICH CTaTyC 10
ECOG 0 unu 1, a 7% ot nanmeHTHTe MMaT U3X0JeH ¢pyHkunoHaneH craryc no ECOG 2. Yetupunecer
U TICT TPOIICHTA OT MAIUEHTUTE HE ca JICKyBaHU Jocera, a 55% OT maIrueHTuTe ca JeKyBaH! Ipeau
ToBa. MeaiaHaTa Ha BPEMETO OT IMIOCTABSHETO Ha quarHo3ara ¢ 52,6 Mecena (HeIeKyBaHH JJocera
MaIeHTy = 6,5 Mecela u JeKyBaH! IIpeIu ToBa manueHTH = 94,3 Mecena). Cpen JIeKyBaHUTE MIPeIn
TOBA MallMEHTH MeMaHaTa Ha Opos Ha NMpeIUIIHNUTE JIedeHus ¢ 2 (nuana3oH, 1 1o 6 nedenus). Ha
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M3XO0JHO HUBO MeIuaHara Ha croiHoctuTe Ha IgM B cepyma e 3,2 g/dl (mnanason, 0,6 oo 8,3 g/dl),
63% ot manuenTute ca ¢ anemus (xemornoous <11 g/dl wiu 6,8 mmol/l), a myrauun MYDS88 L265P
ce yctaHoBsBat npu 77% oT maruerTure, Juncsat npu 13% ot naruentute, a 9% ot manueHTuTe He
ca MOJIXO/ISAIIN 32 OIEHKA HA MyTaIlMOHHHUSI CTATyC.

[Ipu mppBUYHMS aHATTU3, C MeIMaHa Ha MpociensBaHeTo 26,5 Mecena, oueHenus oT IRC koeguuuent

Ha puck 3a PFS ¢ 0,20 [95% CI (0,11; 0,38)]. KoedunuentsbT Ha puck 3a PFS npu nedenue Ha
HEJIEKYBaHH J10Cera NauyeHTH, JICKyBaHH MpeId TOBa NallMeHTH U MAHeHTH cbe unn 6e3 MYDS88
L265P myrauuu croTBeTcTBa Ha Koeduiuuenta Ha puck 3a PFS B ITT nomynanusra.

Peakuuu, cBbp3anu ¢ nHQYy3uATa cTeneH 3 win 4 ca HaOroaaBanu 1pu 1% OT MalUeHTUTE, JICKYBaHH
¢ IMBRUVICA+purykcuma0, u npu 16% OT nanuenTure, JeKyBaHH ¢ Iane0o+puTyKcuMad.

AKTUBHUpaHe Ha TyMopa 1o ¢popmara Ha noBuineHre Ha [gM ce Habmonasa nipu 8,0% ot
yuactHuute B pamoto ¢ IMBRUVICA-+putykcuma0b u pu 46,7% OT y4acTHULIUTE B paMOTO C

ianedo+puTtykcumano.

Oxonuamenen ananuz cied 63-meceuno npociedsigane

[Ipu o610 mpocneasBane ot 63 mMecena, pe3yaTaTuTe 3a epuxkacHocT, oneHern ot IRC mo Bpeme Ha
okoHuatenHus anaiau3 3a PCYC-1127-CA, ca noka3anu B Tabnuiia 17, a kpuBara Ha Kaplan-Meier 3a
PFS e nokazana Ha ®@urypa 12. KoepunuentsT Ha puck 3a PFS nipu nedenue Ha HenekyBaHH jocera
narerta (0.31 [95% CI(0,14; 0,69)]) u nexyBaHH IpeIy TOBA MAIIUEHTH
(0,22 [95% CI1(0,11; 0,43)]) croTBeTcTBa Ha KoeduirenTa Ha puck 3a PFS B ITT nonynanusra.

Tabsuua 17:  Pesyararu 3a epuxacuoct B npoyusane PCYC-1127-CA (OxonyaresieH anaaus’)

IMBRUVICA +R Mnamedo + R
Kpaiina Touka N=75 N=75
IpesxuBsiemoct 6e3 nporpecus™°
Bpoii croutus (%) 22 (29) 50 (67)
Menamana (95% CI), mecenn He e gocturnara 20,3 (13,0; 27,6)

HR (95% CI)

0,25 (0,15; 0,42)

P-value

<0,0001

BpeMe A0 CJIeABAIOTO JICYHCHHUC

Memunana (95% CI), mecenn

He e nocturuara

| 18,1 (11,1;33,1)

HR (95% CI) 0,1(0,05;0,21)

Haii-n100np 061 orrosop (%)

CR 1,3 1,3
VGPR 29,3 4.0
PR 45,3 25,3
MR 16,0 13,3

Oo6ma yecrora Ha oTroBop® (CR, VGPR, PR, MR) (%) 69 (92,0) 33 (44,0)
Meauana Ha MPOIBJIKUTETHOCTTAa Ha OOIIHS OTTOBOD, He e nocturnara 27,6 (1,9; 55,9+)
Mecelld (namna3on) (2,7; 58,9+)

Yectora Ha oTroBOp (CR, VGPR, PR)*" (%) 57 (76,0) 23 (30,7)
Menauana Ha POIBIKUTETHOCTTA HAa OOIIHS OTTOBOD, He e nocturnara He e nocturnara
Mecel (namna3on) (1,9+; 58,9+) (4,6; 49,7+)

YecToTa HA YCTOIYHUBO MOA00pEeHUE HA XeMOTJI00MHA™ " 77,3 42,7

(%)
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CI = noseputenen narepBair; CR = meieH otroBop; HR = koedunment Ha prck; MR = He3HaunTeNEeH OTTOBOP;
PR =vactruen otroBop; R = putykcumad; VGPR = MHOrO 100Bp YacTHYEH OTTOBOP
*  Meauana Ha BpeMeTO Ha IpociiesIBaHe M0 BpeMe Ha Impoy4saHeTo = 49.7 Mecena.

2 oueneno ot IRC.

®  Wsuncnenara 4-rogumua PFS e 70,6% [95% CI (58,1; 80,0)] B pamoto Ha IMBRUVICA + R cnipsimo 25,3%
[95% CI (15,3; 36,6)] B pamoTo Ha 1uianeb6o + R.
p- CTOMHOCTTa, CBBp3aHa C yecToTara Ha oTroBop, ¢ <0.0001.

UYectoTtaTa Ha 0TroBOp € 76% Vs 41% npu HeneKkyBaHHU Jocera HaueHTu u 76% vs 22% Ipu JeKyBaHH IPeJd TOBA
ManueHTn cboTBeTHO B pamoto Ha IMBRUVICA + R vs pamoro Ha mrane6o + R.

OrmpenesieHo karo nosuuieHue >2 g/dl Hax U3X0JHOTO HHBO, HE3aBHCHMO OT M3XO/HATa CTOHHOCT, MIIM HOBUILEHHE JI0
>11 g/dl ¢ momobpenue >0.5 g/dl, ako uzxomgnoro HUBO € <11 g/dl.

®@urypa 12: Kpusa Ha Kaplan-Meier 3a PFS (ITT nonynanus) B npoyusane PCYC-1127-CA
(OxkoHuaTesieH aHAIN3)
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B npoyuBane PCYC-1127-CA uma oTA€THO paMo ¢ MOHOTepanus, ¢ 31 manueHTu ¢ JeKyBaHa mpeau
ToBa WM ¢ HeycneniHa npeaxoaHa Tepamnus, ChabpKalla pUTyKCUMa0, KOUTO TOTydaBaT
IMBRUVICA camocTostenno. MenuanaTta Ha Bb3pactTa € 67 roaunu (nuamason, 47 g0 90 rogunn).
OcemjieceT 1 €JMH MPOLICHT OT MallMEHTHTE UMAT U3xojieH QpyHkuroHaneH cratyc no ECOG 0 wnn 1,
a 19% umar usxonen ¢pynkuuonanen craryc no ECOG 2. Meananara Ha 6post Ha IpeaX0JHUTE
nedeHus e 4 (quamnasoH, 1 g0 7 neuenus). [lpu o0mio npocneasBane ot 61 Mecera, 4ectorata Ha
otroop criopen IRC, HabnromaBana B pamoto ¢ MoHoTepanus B npoyuBane PCYC-1127-CA e 77%
(0% CR, 29% VGPR, 48% PR). MenunanaTta Ha NpOABIKUTEIHOCTTA HA OTTOBOpa € 33 mecena
(mmamnazon, 2,4 to 60,2+ mecera). Obmara yectora Ha otroBop criopen IRC, HabmrogaBana B paMoTO C
moHnotepanust e 87% (0% CR, 29% VGPR, 48% PR, 10% MR). Meaunanara Ha poABIKUTEITHOCTTA
Ha 001mus otroBop ¢ 39 Mecena (nuana3ox, 2,07 to 60,2+ mecera).

IlennarpuyHa nonyJanus

bezonacHoctTa, epukacHoctTa U papmakokuHernkara Ha IMBRUVICA npu neauatpudHy ¥ Miiaau
BB3PACTHH NALMEHTH C PEUUANBUPAI WK pedpaKkTepeH 3psul B-kineTrueH HeXOMKKUHOB TUM(POM ca
OLICHSIBAaHM B MHOT'OLIEHTPOBO, OTKpUTO npoyuBane ¢aza 3 (LYM3003) ot aBe wactu Ha
IMBRUVICA B koMOnHanus CbC cXeMa Ha JICUeHHE WK ¢ puTykcuma0, ndocdamu, kapOoraTrH,
erono3un u aekcamerazol (RICE), niu ¢ purykcumald, BUHKPUCTHH, Hochamua, kapOoruiaTHH,
unapyourus u aexcamera3on (RVICI) kaTto ocHOBHaA Teparnms.
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B gacr 1 na npoyuBaneTo (21 mauuenTy Ha Bb3pacT oT 3 A0 17 roanHM) ce oueHsIBa 103aTa, KOsSTO J1a
ce m3non3Ba B yacT 2 (51 manueHTH Ha BB3pacT oT 3 70 19 roaunmn) (Bx. Touka 5.2).

B wacr 2 nanuenTute ca pangomusupanu 2:1 na nomygasar IMBRUVICA 440 mg/m? nnesHo (Ha
BB3pact nox 12 rogunn) wix 329 mg/m? (Bb3pact 12 1 oBeve roJuHm) 3a€HO ¢ OCHOBHA TEPAIIus
WJIN CaMO OCHOBHA TEpamnus 0 3aBbpIIBaHE Ha 3 LUKBJIA OT TEPANHTa, TPAHCIIAHTALHS, TIPOTPECHS
Ha 3a00JIsIBAHETO MM HETIPHEMJITUBA TOKCUYHOCT. [IbpBUYHaTA KpaiiHa TOUKa 3a MPEBB3XOJICTBO 110
OTHOLIEHUE Ha TpexuBsieMocTTa Oe3 croutue (EFS) He e mocTuraara, koeto moxassa, 4e HsIMa
JOIBJIHUTENHA 1oJ13a oT fo0aBsiHeTo HAa HOpyTHHUO KbM RICE nim RVICI (Bx. Touka 4.2).

5.2 ®apmakokMHETHYHHU CBOWCTBA

AOGcopOuus
HopyTrHuO ce abcopOupa 0bp30 Clie MEPOPATTHO MPUIOKEHHE ChC CPEIHO Tmax OT 1 10 2 yaca.

AoGcomtoTHaTta OMOHATMYHOCT Ha TiagHo (n = 8) e 2,9% (90% CI = 2,1 — 3,9) u ce ynBosiBa, KOraTo ce
KoMOuHHpa ¢ xpaHa. PapMakOKMHETHKAaTa Ha HOPYTHHUO HE ce pa3indyaBa 3HAYUTEITHO IPH MALUCHTH
C pa3nuyHH B-KIIeThYHH 3710KadecTBEHH 3a00saBanus. Excriozunusra Ha MOpyTHHUO ce yBeIn4aBa C
no3u o 840 mg. HabmogaBanata npu cranuonapHo cketosinne AUC npu nanuentu Ha 560 mg e

953 £ 705 ng h/ml (cpeano + crangapTHo oTKIOHEeHHE). [IpunoxenneTo Ha HOPYTHHUO Ha IIAJHO
Boau 10 npubnuzuteano 60% excrosunus (AUC,«) B cpaBHeHue ¢ 30 MunyTH npeau, 30 MUHYTH
cJe XpaHeHe Wiy 2 Jaca ciieq] borata Ha Ma3HIUHH 3aKyCKa.

NoOpyTnHUO MMa pa3TBOPUMOCT, 3aBrcuMa OT pH, ¢ mo-HuCcka pa3TBOPUMOCT MpH TO-BrCcOoKo pH.
[pu 3apaBu 10OPOBOINIIHM, MPHEMAIIY Ha T3 HO 560 mg eMHUYHA /1032 UOPYTHHUO Ciie]] IpHeM Ha
40 mg omernpa3on BeAHBK AHEBHO B MPOIBIDKEHHUE Ha 5 THHU B CpaBHEHUE ¢ HOPYTHHUO
CaMOCTOSITeTTHO, cpeaanTe TeomeTpudnu cboTHoIeHus (90% CI) ca 83% (68-102%), 92% (78-
110%), 1 38% (26-53%), cbotBeTHO 32 AUCq.24, AUCast M Crnax.

Pasnpenencuue
O0paTUMOTO CBBP3BaHE Ha HOPYTUHHUO ¢ YOBEIIKUTE IJIa3MEHH IIPOTEUHH in vitro € 97,3% u He

3aBUCH OT KOHIIEHTpaIusaTa B guamnazona ot 50-1000 ng/ml. [IpuBuaHuAT 00eM Ha pa3npecicHue
IpH CTALUOHAPHO ChCTOsIHUE (V4ss/F) € mpubnusutenno 10 000 1.

buorpanchopmanus

N6pyTnHub ce metabonuzupa raasao upe3 CYP3A4 no nonyvaBaHe Ha TUXUAPOIHOIOB METaOOJIHUT C
MHXUOUTOpHA aKTUBHOCT 10 oTHOoIeHne Ha BTK npubnusurtento 15 mbTr no-HUCKA OT Ta3u Ha
nbpytuan6. Marnexaa yuactuero va CYP2D6 B MeTabonu3ma Ha HOPYTHHUO € MUHUMAITHO.

CrenoBareliHO, HE ca HEOOXOJUMHU IpEeANIa3HU MEPKH NpU nauueHTty ¢ pasnuuaun CYP2D6
TE€HOTHUIIOBE.

Enumununpane
[pusnanusat kmupeHC (CL/F) e mpubnuzutenso 1 000 I/h. [HomyxuBoTsT Ha HOPYTHHUO € OT 4 110

13 yaca.

Cries1 eIHOKPATHO MEPOPATHO NPUIIOKEHHE HA U30TONHO OenszaH ['*Cl-ubpyTuHUO 1py 31paBu
WMHIWBUAN, TpuOIn3nuTenHo 90% oT paguoakTHBHOCTTA CE eKCKpeTHpa B paMKuTe Ha 168 yaca, kato
no-rossimata gacT (80%) ce oTaens B m3npaxuenusara u < 10% B ypunata. HenpomeneHnust
HOpYTHHHUO MpecTaBisiBa OKoyIo 1% OT W30TONMHO Oelsi3aHus MPOAYKT, eKCKPETUpaH BB (elieca, a B
ypuHaTa He Ce OTKpHUBA.

Crenyaiiy monyJaiun

Cmapuecka ev3pacm
[MomynanmonanTe hapMakOKUHETHYHH JAHHHU TTOKa3BaT, Y€ Bb3PACTTa HE BIIHsIC 3HAYMMO BHPXY
OYUCTBAaHETO Ha HOPYTHHUO OT KPHBTA.
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Tleouampuuna nonyrayus

dapMaKOKMHETUYHUTE JaHHH [TOKA3BaT, Y€ eKCIO3HUINATA Ha NOPYTHHUO MPH JIela ¢ PeuIUBUPAT
WK pedpakTepeH 3psl B-kieTbueH HEXOHKKUHOB JTMM(OM Ha Bb3pacT 12 1 1oBeUe roIuHH,
TIOJIy4YaBaly JHEBHA 1032 329 mg/m?, u aena Ha BB3pacT oT 3 10 1o/ 12 roauHu, IoaydaBaniy
nHeBHa 103a 440 mg/m?, OOMKHOBEHO € B IMaNa30Ha Ha EKCIIO3UIMUTE, HAOII0IaBaH! IPH Bb3PACTHH
MAlMEHTH, Ha KOUTO € NPUJI0KEHa JHEBHA A03a 560 mg.

Ilon
[MonynannonauTe hapMaKOKHHETUYHU JaHHU TIOKA3BaT, Y€ MOI'BT HE BIIHSIEC 3HAYMMO BBPXY
OUYMCTBAHETO Ha HOPYTHHUO OT KPBBTA.

Paca
Hsima moctarpiHO JaHHU 3a OIIEHKA Ha TIOTEHIUAHMS e()eKT Ha pacara BbpXy hapMakOKHHETHKATA
Ha HOPYTUHHO.

Tenecrno meano
[Monynannonuute hapMakKOKMHETUYHU JaHHU MOKa3BaT, Y€ TEIECHOTO Tero (quana3oHn: 41-146 kg;
cpeana [SD]: 83 [19 kg]) nma He3HaunTeneH eekT BbpXy OUUCTBAHETO HA HOPYTHHHUO.

Bvopeuno yepescoane

NopyTnHUO nMa MUHUMalIeH ObOpedeH KIMPBHC, ypUHHATA eKCKpenns Ha MeTtabomutute € < 10% ot
no3ara. J1o To31 MOMEHT He ca IPOBEICHH KOHKPETHU MPOYYBaHUs IIPU NALMEHTU C HapyIlIeHa
O0bOpeuna QyHkims. JIMTICBAT TaHHM NP MAIUSHTH C TEKKO OBOPEUHO yBpEKIaHE WU MPH
MAIMeHTH Ha auanu3a (Bx. Touka 4.2).

Yeproopobro yepedxcoane

NopyTnHUO ce MeTabonu3upa B 4epHus 1pod. B mpoyuBaHe nmpu NanmeHTy ¢ Y4epHOAPOOHO
yBpexkIaHe U 0e3 OHKOJIOTHYHO 3a00JIsBaHE € MPIIIOKEeHa eMMHIYHA 7032 oT 140 mg ot
JIeKapCTBEHUS MPOAYKT Ha TAagHo. EdexTsT Ha HapyieHa GyHKIUS HA YepHUs 1pod Bapupa
3HAYUTEIHO MEXY OT/ACITHUTE WHAWBUIN, HO CPETHO ce HaOIIro/1aBa yBeTMUEHIE Ha EKCIIO3UIUATA Ha
nopyTHHUO (AUCHL) ¢ 10 2,7-, 8,2- 1 9,8- mbTH, CHOTBETHO NpH NanueHTH ¢ Jeko (n = 6, Child-Pugh
kiac A), ymepero (n = 10, Child-Pugh knac B) u Texxko (n = 8, Child-Pugh knac C) yepronpo6HO
yBpexxnane. HecBbp3anara ¢pakuus Ha HOpyTHHUO CHIIO CE yBEIMYaBa ChC CTENICHTA Ha YBPEXKIaHe
¢ 3,0, 3,8 u 4,8% CHOTBETHO MPH MAIMEHTH C JICKO, YMEPEHO M TEXKKO YSPHOAPOOHO YBpEXKIaHE, B
cpaBHeHue ¢ 3,3% B ru1a3MaTa nIpy ChbOTBETCTBALINTE 3/IpaBU KOHTPOJIM B PAMKHUTE Ha TOBA
npoyusane. ChOTBETHOTO YBEIUYCHUE HA eKcrIo3unusATa Ha HecBbp3aH HOPYTUHHO (AUCunbound, 1ast) €€
ouaksa na 0bjae 4,1, 9,8 u 13 mbTH CHOTBETHO IIPU UHAUBHIY C JICKO, YMEPEHO M TEKKO YSPHOAPOOHO
yBpexaane (Bx. Touka 4.2).

Eonospemenno npunodicenue ¢ mpancnopmuu cyocmpamu/unxuoumopu

In vitro mpoy4YBaHHUs TIOKa3BaT, ye MOPYTUHHO He € cyOcTpar Ha P-gp, HUTO Ha IPYTH OCHOBHU
TpaHcnopTepH, ¢ uskiaoueHne Ha OCT2. JIuxuapoauonoBUsT METa00IUT U APYTH META0OINUTH ca
P-gp cyOctpatu. UGpyTnnuo e in vitro unxuburop Ha P-gp u BCRP (Bx. Touka 4.5).

5.3 IIpeakJMHUYHU JaHHM 32 0€30IACHOCT

Crnemaute HeXxeNaHu ePeKTH ca HaOII0IaBaHH B TIPOYYBaHUS C TIPOIBIDKUTENTHOCT 13 ceqMuIun npu
TUTBXOBE U Ky4eTa. Y CTAHOBEHO €, Ye HOPYTUHHO MpeTU3BUKBA CTOMAITHO-YPEBHH e(eKTH (MEKH
W3MPaXHEHUs!/ IMapysl /WK Bb3MaJeHUE) U TUM(OUIHO H3UEPIBAHE MPH IUTBXOBE U Ky4yeTa Ipu
HUBO Oe3 HaOmonaBaH HexenaH edekt (No Observed Adverse Effect Level, NOAEL) 30 mg/kg/nen u
npu aBaTa Buja. Bb3 ocHoBa Ha cpennara excrosunus (AUC) npu 560 mg/nen kinuanyHa no3a, AUC
croTHOHIeHUsTa ca 2,6 u 21 mpu NOAEL, ch0TBETHO IPpH MBKKH U 3KeHCKU bXxoBe U 0,4 u 1,8 npu
NOAEL, cb0TBETHO ITPU MBXKKH U KEHCKH KydeTa. [ paHMIINTE Ha Hall-HUCKHUTE HUBA, IPH KOUTO CE
Habmronasa edekr (Lowest Observed Effect Level, LOEL) (60 mg/kg/nen) npu kydera ca 3,6 mbTH
(MBxKH) ¥ 2,3 meTH (3keHCKH). [Ipy TurbXoBe ce HaOMoAaBa yMepeHa aTpodus Ha allHHAPHUTE KIIETKH
Ha MaHKpeaca (cMATaHa 3a HexkenaHa) npH 1o3u > 100 mg/kg npu MBKKH TUTbX0BE (TPaHULM Ha
excriozurus 2,6 bt AUC) u He ca HabI01aBaH! MTPH JKCHCKUTE IUTHX0BE MPH T03U JI0
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300 mg/kg/nen (rpanunu Ha ekcriosuuus 21,3 netu AUC). Habmogasa ce ctabo HamaneHa
TpabeKkyapHa U KOpTUKaTHa KOCT IPH JKEHCKU TUTbX0Be, TpeTrpanu ¢ > 100 mg/kg/nen (rpanumm Ha
excriosuius 20,3 metu AUC). Benuku cromMaiHo-4peBHH, TUMGOUTHN U KOCTHH HAXOIKH Ca
obpaTuMu ciien Iepro] Ha BH3CTaHOBsIBaHE OT 6-13 cenmuru. HaxonkuTe B maHKpeaca ca YaCTHIHO
0o0paThMH TI0 BpeMe Ha ChIIOCTABUMU NIEPUOIY Ha BH3CTaHOBSIBAHE.

He ca IIPOBCKIAHU NMPOYUYBAHUA 34 TOKCUYHOCT ITPU FOBEHUJIIHU )XUBOTHHU.

Kanyepozcennocm/zenomoxcuunocm

NopyTnHUO He € KaHIEpOTreHeH B 6-MeceuHo poyyBaHe npu TpancreHan mumku (Tg.rasH2) npu
nepopainiu 1034 10 2 000 mg/kg/nHeBHO, ¢ TpaHUIla HAa SKCIO3UIIUATA IPUOIU3UTEIHO OT

23 (mbxkn) 1o 37 (xkencku) mpti AUC nipu Xopa ¢ AHeBHa 1032 HOpyTruHuo 560 mg.

NoOpyTHHUO HAMa TeHOTOKCHYHHU CBOIMCTBA, KOTAaTO € M3CJe/IBaH P OaKTEPUH, KIIETKH Ha 003aliHUIIN
WJIN TIPH MUTIIKH.

Penpodyxkmuena moxcuunocm

[Tpu 6pemenHM TEX0BE, MOPYTUHHO mpu fo03a 80 mg/kg/meH ce cBbp3Ba ¢ yBeInUueHa
NOCTUMILIAHTALMOHHA 3ary0a ¥ OBUILICHN BUCIIEPATHH (Ha CHPLETO U FOJIEMHTE ChIIOBE)
MaJpopManuy U CKEJIETHU BapHalliy, ¢ rpaHuia Ha excriosunus 14 mbtu AUC, yctaHoBeHa pu
MAaIMEeHTH ¢ THEBHA 103a 560 mg. [Ipu no3a > 40 mg/kg/nen, nOpyTHHHUO ce CBBP3Ba ¢ HAMAJICHO
teryo Ha Tona (AUC croTHOIIEHUE > 5,6 B cpaBHEHHE ¢ AHEBHA J03a 560 mg Mpu MarueHTn).
Caenosarenno ¢eranauat NOAEL e 10 mg/kg/nen (mpubmmsurenno 1,3 metn AUC Ha nOpyTHHHO
npu 1o3a 560 mg nHEBHO (BX. TOUKa 4.6).

[Ipu GpemMeHHH 3al1H MPUIIOKEHUETO HAa HOPYTHHUO ¢ o3a 15 mg/kg/nen nnm no-Bucoka € CBbp3aHo
ChC CKeJIeTHH MajipopManuu (cpacTBaHe HA MPUMOPAUATHUTE CTEPHATHN CETMEHTH), a HOPYyTUHHO C
no3a 45 mg/kg/neH e cBbp3aH ¢ MOBUIICHU MOCTUMILIAHTAIMOHHHU 3aryou. OpyTHHUO pHUYnHSsIBa
Mainopmanuu npu 3aim ¢ go3a 15 mg/kg/nen (mpubnmzurenno 2,0 mbtr Haj excriosunusita (AUC)
npu nauuentu ¢ MCL, Ha kouto ce npunara uopytuHud 560 mg nHeBHO, U 2,8 MbTH HaX
excriosurusaTa npu nauentu ¢ CLL i WM, nosydaBainy nOpyTuHUO ¢ 103a 420 mg Ha JieH).
Cnenosarenno, peranmnoro NOAEL e 5 mg/kg/nen (mpubmuzutenso 0,7 meti AUC Ha uOpyTHHHO
npu n03a 560 mg aHeBHO) (BX. TouKa 4.6).

Depmunumem

He ca HabmronaBanu eexTH 1o OTHOIICHHE Ha PePTHIINTETA WK PETPOTyKTUBHUTE CITIOCOOHOCTH
MIPU MBKKH HITH JKEHCKH TUTBXOBE JI0 MaKCHMalHaTa TecTBaHa j103a - 100 mg/kg/nen (voBemka
exkBHBaJicHTHA 1032 - HED16 mg/kg/new).

6. DODAPMAIIEBTUYHHU JAHHU
6.1 Choucbk Ha IOMOLIHHUTE BelIeCTBA

KancynHo cbabppkuMo
KPOCKapMeno3a HaTpui
MarHe3ueB cTeapar
MHUKPOKPHCTAJIHA eTyJ103a
HaTpues naypuicyidar (E487)

CncTaB Ha KamcyJiaTta
JKEJIaTUH
tutaHoB guokcua (E171)

IleyaTHO MacTUIO

IIeJITaK

yepeH xene3eH okcun (E172)
npormuiieHrikon (E1520)
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6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHOCT

3 ronuHU

6.4 Crhenuananm yca0oBHs HA ChbXpaHeHHe

To3u nexapcTBEeH NPOAYKT HE U3UCKBA CIIEHUAIHU YCIOBHS HA ChbXpaHEHHE.

6.5 Bwuawu chabp:kaHue HA OMAKOBKATA

HDPE OyTunku cbe 3amurera oT Jena IOoNIUIPONHICHOBA 3aIlyIIaiKa.

Bcesika kaproHeHa onakoBKa chabpika eqHa Oytunka ¢ 90 uinu 120 TBBpAX Kamcyiiu.

He Bcruku BHOBE OMAKOBKY MOTaT Aa ObJAT IMyCHATH B ITpojIaxoa.

6.6 CrnenuajaHu nNpeana3sHu MepKHU NMPH U3XBbPJIsIHE

Hewnznon3Banusr jgexapcTBeH NPOIYKT WU OTHAAbYHUTE MaTepHaU OT HEro TpsiOBa Ja ce U3XBBPIIAT

B CHOTBETCTBHE C MECTHUTE U3UCKBaHUS.

7. INPUTEXATEJI HA PASPEHIEHUETO 3A YIIHOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/14/945/001 (90 TBBpAM KaIICYJIN)

EU/1/14/945/002 (120 TBBpaM Kancymin)

9. JATA HA TbPBO PA3ZPEIIABAHE/TIOJHOBABAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

[aTa Ha mBpBO paspemasane: 21 oktomBpu 2014 .

JlaTa Ha mocneaHo noaHoBsBaHe: 25 oHu 2019 .

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

ITonpoGHa uHOpMaLKs 3a TO3M JICKApCTBEH MPOAYKT € NMPEI0CTaBeHa Ha yeOcalita Ha EBponeiickaTta
areHIus 1o JekapcTBaTa http://www.ema.europa.eu.
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1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

IMBRUVICA 140 mg ¢punmupanu tabiaeTku
IMBRUVICA 280 mg ¢punmupanu tabiaeTku
IMBRUVICA 420 mg ¢punmupanu tabiaeTku
IMBRUVICA 560 mg ¢punmupanu tabiaeTku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

IMBRUVICA 140 mg dunMupanu tabJIeTKH
Bceska punmupana tadnerka ceappika 140 mg ubpytunud6 (ibrutinib).

IToMomiHO(1) BemecTBo(a) ¢ U3BECTHO JEHCTBUE
Bceska ¢punmupana tadnerka ot 140 mg cpapprka 28 mg 1aKT03a MOHOXHIIPAT.

IMBRUVICA 280 mg dunMupaHu TabJIeTKH
Bceska punmupana tabierka cpappika 280 mg uOpytunud6 (ibrutinib).

ITomomHo(1) BetmecTBO(a) ¢ U3BECTHO NEHCTBHE
Bcesika punmMupana tadaetka ot 280 mg chabppika 56 mg JIakT03a MOHOXHUIPAT.

IMBRUVICA 420 mg dunMupaHu TabJIeTKH
Bcesika punMupana Tadsierka chabpika 420 mg uOpytunuo6 (ibrutinib).

ITomorno(1) BerecTBo(a) ¢ U3BECTHO JAEHCTBUE
Bcesika punmMupana Tadnerka ot 420 mg chabppika 84 mg JIakTo3a MOHOXHUIPAT.

IMBRUVICA 560 mg dunMupanu TabJIeTKH
Besika punMupana Tadiaerka chabpika S60 mg uopytunuo (ibrutinib).

IomomHo(1) BemecTBo(a) ¢ U3BECTHO JCHCTBUE
Bceska ¢punmupana tabnerka ot 560 mg cpappika 112 mg makro3a MOHOXUApAT.

3a IIBJIHMS CIIMCHK Ha IIOMOIIHHUTEC BCIICCTBA BHXXTEC TOYKaA 6.1.

3. JEKAPCTBEHA ®OPMA
dunmMupana TabdaeTka (TabieTKa).
IMBRUVICA 140 mg dunMupanu TabJIeTKH

JKpnro-3eneHu o 3eneHu Kpbriu Tadnerku (9 mm), ¢ BrpOHATO penedHO 03HaUYeHue “ibr” oT
enHata crpana u “140” ot mpyrara cTpaHa.

IMBRUVICA 280 mg dbunMupanu TabJIETKH
JlunaBu npoawiaroBatu TabjeTku (15 mm abokMHA ¥ 7 mm MIMPHUHA), ¢ BIJIEOHATO pesiehHO
o3HaueHue “ibr” oT eqHara cTpaHa u “280” OT apyrara cTpaHa.

IMBRUVICA 420 mg dunMupaHu TabJIeTKH
JKbnro-3eneHu 10 3eJeHU MPOabJIroBaty TabneTku (17,5 mm abmkuHa ¥ 7,4 mm IIWPHHA), C
BINIOHATO peneHO o3HaUeHue “ibr” oT egHaTta ctpaHa u “420” ot Apyrara cTpaHa.

IMBRUVICA 560 mg dunMupanu tabJIeTKH
Kbt 1o opankeBu nporbiaroBatu Tabnetk (19 mm apmkuHa U 8,1 mm mmpuHa), ¢ BIUTEOHATO
penedHo o3HaueHue “ibr” oT egHaTa cTpaHa u “560” oT Apyrara cTpaHa.
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4. KJIMHUWYHU JAHHU
4.1 TepaneBTHYHU MOKA3AHUS

IMBRUVICA kaTto MoHOTepamnusi € moKa3aH 3a JICUCHUE Ha Bb3PACTHU NAUEHTH C pEUUANBUPAIL WU
pedpaxTeper MaHTeNHOKIETRYEH JIuMdoM (mantle cell lymphoma, MCL).

IMBRUVICA kato MoHOTEpanus Uil B KOMOMHALUS ¢ pUTyKCUMab, OOMHYTy3yMal win
BEHETOKJIAKC € [T0Ka3aH 3a JICYEHUE Ha Bb3PacTHU NAIMEHTH C HeJIeKyBaHa JJocera XpoHUYHa
mumMdonuTHa neBkemus (chronic lymphocytic leukaemia, CLL) (Bxk. Touka 5.1).

IMBRUVICA kaTo MOHOTepamnus Wid B koMOuHamua ¢ OeHaamycTiH U putykcumadb (BR) e mokazan
3a JIeueHHUe Ha Bh3pacTHU NanueHTd ¢ CLL, KouTo ca moIyduiv IOHE eIHa MPEANISCTRAIA TePaIHsl.

IMBRUVICA kaTo MOHOTepanus € oKa3aH 3a JICYEHHE Ha Bb3PAaCTHH MAI[UEHTH C
MmakporiooynmmHemus Ha Waldenstrom (Waldenstrdm’s macroglobulinaemia, WM), kouto ca
MOJTYYMJIH TIOHE €JHa MpeALecTBalla Tepanus Wik KaTo IbpBa JIMHUS IPH MALUEHTH, KOUTO ca
HemoAXoAsIH 3a XuMuo-umyHotepanusi. IMBRUVICA B koMOuHaIms ¢ puTykcuma0 e MoKas3aH 3a
JIEYEHHE Ha Bb3PaCTHU MarueHTu ¢ WM.

4.2 Jl03MpOBKa M HAYMH HA IPWJIOKEHHE

JleyeHHEeTO C TO3M JICKAPCTBEH MPOAYKT TPsOBa Jla ce 3al0vYHE U Jia Ce MPOCIe/IsBa OT JieKap C OIHT B
MPUJIAraHeTO Ha MPOTUBOPAKOBH JICKAPCTBECHH MPOIYKTH.

2 !OSI/I[QOBKa

MCL
[Ipenoppuntennara go3a 3a jJeueHuero Ha MCL e 560 mg BenHBX JHEBHO.

CLLu WM

[Ipenopbuntennara fno3a 3a gedenue Ha CLL 1 WM, uim kaTo MOHOTeparusi, Uil B KOMOMHAIINS €
420 mg BenHBXK THEBHO (32 IOBeue MH(POpMAIHS OTHOCHO cXeMarta Ha IpuiiaraHe Ha KOMOMHAIHSTA
BXK. Touka 5.1).

Jleuenneto ¢ IMBRUVICA Ttpsi6Ba 1a mpo bk 10 Iporpecus Ha 3a00JIIBaHETO WITH 10
HETIOHOCHMOCT Ha MalMeHTa KbM Tepanusra. B komOnHanus ¢ BeHeTokinake 3a jeuenue Ha CLL
IMBRUVICA T1ps6Ba na ce npuiiara KaTo caMOCTOSITETHO CPEJICTBO B MPOABIDKEHNE Ha 3 IUKbIIa

(1 nuxsn e 28 nuu), nocneasano ot 12 nukbeiaa IMBRUVICA mmoc BeneTokake. 3a mbiHa
uH(pOpMAIH 32 JO3UPAHETO Ha BEHETOKIIAKC BIDKTE KpaTKaTta XxapakTepuctuka Ha npoxykra (KXII).

Korato IMBRUVICA ce mpuiara B komO6uHarms ¢ antu-CD20 Tepamnus, mpenopbyBa ce
IMBRUVICA na ce npunara npean antu-CD20 TepanusTa, ako ce mpuiaraT B €IUH U CbIIHU JCH.

Aoanmupane na 0ozama

Ymepennte u momaute CYP3 A4 nnxuburopu yBenuuaBaT eKCIIO3ULUATa HA HOPYTUHHO (BXK.
ToukH 4.4 1 4.5).

Korato ce nznon3sa eqHoBpemeHHo ¢ ymepenu CYP3A4 uaxuburopu, no3ara Ha HOpyTUHUO TpsOBa
Ja ce Hamanu 10 280 mg BeIHBXK THEBHO.

Koraro ce usnonsea eqnoBpeMeHHO ¢ MoiHu CYP3 A4 uaxubutopu, no3ata Ha MOpyTHHUO TPsiOBa Ja
ce Hamanu 110 140 mg BeTHBK JHEBHO HITH JICYSHUETO Jla Ce TPEyCTaHOBH 3a HE TIOBeUe OT 7 JHU.
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Tepanusata c IMBRUVICA Ttps6Ba na ce npeycTaHOBH IpH BCSIKA HOBOTIOSIBMJIA CE MJIM BJIOILIABAIIA
ce Chp/ieYHa HEJJOCTaThYHOCT CTEIEH 2, ChbPACYHHN apUTMHUU CTETIEH 3, HEXEMATOJIOTMYHA TOKCHYHOCT
CTerieH > 3, HeyTPOIICHHS CTeTIeH 3 MM MO-ToJisiMa ¢ MHQEKIIUS Ui MOBUIIIEHA TeMIIepaTypa, Win
XeMaToJIOTMYHa TOKCUYHOCT cTerneH 4. Ciesy KaTo CUMIITOMHUTE Ha TOKCHYHOCT C€ BH3CTAHOBSAT /10
cTerneH | uimm 10 U3X0IHO HUBO (Bh3CTaHOBsIBaHe), mogHoBeTe Tepanusita ¢ IMBRUVICA c
NpenopbYUTENHATA 1033, I0COUYEHa B TaOIUIUTE HO-10TTy.

HpeHOp”b‘lI/ITeHHI/ITe KOPCKIMHU Ha J03aTa IIpHU HCKapAUOJIOTUIHHA CHOUTHS ca ONMHCAHU no-ao0Jy:

Crourus’ IlosiBa Ha Kopurupane na nozara Kopurupasne Ha no3ara ciaen
TOKCUYHOCT | cjiel Bb3CTAHOBSIBaHe NP Bb3CTAHOBSIBaHE MPH
MCL CLL/WM

HexemaTtonornyna
TOKCHUYHOCT CTETICH 3 [TspBa” Bb3o6HOBsBaHe ¢ 560 mg Bb3o6HoBsBaHe ¢ 420 mg
niu 4 JTHEBHO JTHEBHO
Heytponenus ¢ Bropa Br3o6HOBsBane ¢ 420 mg Br3o6HOBsBane ¢ 280 mg
UHQPEKIUSA WIN JTHEBHO JTHEBHO
MOBHIIICHA
TeMneparypa Tpeta Br3o6HOBsBane ¢ 280 mg Br3oOHOBsBaHe che 140 mg
creneH 3 wi 4 JIIHEBHO JTHEBHO
XeMarojIoruyHa UerBbpTa [IpeycranoBsiBane npuema [IpeycraHoBsBaHe mpreMa Ha
TOKCHYHOCT CTETEH 4 Ha IMBRUVICA IMBRUVICA

T OuensiBane Bb3 0cHOBA Ha KpuTepUKTe Ha OGIIMTE TEPMHHOIOTHYHH KPUTEPHH 33 HEXEIaHH chOnTHs Ha HarmonanHus
onkonoruueH HHCTUTYT (National Cancer Institute-Common Terminology Criteria for Adverse Events, NCI-CTCAE),
WM KPUTEPUHUTE Ha MexXIyHapOoIeH CUMUHAp 3a XpoHUYHa TruMponuTHa ieBkemus (International Workshop on Chronic
Lymphocytic Leukemia, IWCLL) 3a xemaTonorndna tokcuanoct mpu CLL/SLL.

*  Koraro Bp300HOBSIBATE JICYCHUETO, 3aII0YHETE ChC ChIIATA WIIH I0-HUCKA 1033 Bb3 OCHOBA HA OLICHKAaTa Ha
CBHOTHOILICHUETO NoJ3a-puck. [Ipu noBTopHa 1osBa Ha TOKCUYHOCTTA HaMaJsleTe AHEBHaTa 103a ¢be 140 mg.

HpeHOpL‘II/ITeHHI/ITe KOpCKIIMK Ha J03aTa Ipu chOMTHS Ha ChbpACYHA HCAOCTATHYHOCT WM CHPACUHN
ApUTMHU Ca ONMMCAaHU IMO-A0TIY:

CronTns IlosiBa Ha Kopurupane na nozara Kopurupasne na no3zara
TOKCHYHOCT | cJeJ Bb3CTAHOBSIBaHEe NPU | cJjell Bb3CTAHOBSIBaHE NPH
MCL CLL/WM
[IspBa Bb3obnossiBane ¢ 420 mg Bw3o0OHoBsBane ¢ 280 mg
Cepreuyna JTHEBHO JTHEBHO
HEJIOCTaThYHOCT Bropa Bb3o6HoBsBaHe ¢ 280 mg Bb3o6HoBsBane ¢be 140 mg
CTETEH 2 JTHEBHO JTHEBHO
Tpera [IpeycranoBsaBane npuema Ha IMBRUVICA
[IspBa Bw3obHossiBane ¢ 420 mg Bw3o0OHoBsBane ¢ 280 mg
Cepreynu apuTMun + R
cremen 3 JTHEBHO JTHEBHO
Bropa [IpeyctanoBsBane npuema Ha IMBRUVICA
Copaeuna
HEJAOCTaThYHOCT
crenen 3 w4 [IspBa [IpeycranoBsaBane npuema Ha IMBRUVICA

ChbpaedHu apuTMuu
crened 4

l Hpe;m BBH300HOBSIBAHE HA JIECYEHUETO OLCHETEC CbOTHOIICHUETO IMOJI3a-PUCK.

Ilponycnama doza

Axo no3ata He € B3eTa B ONPE/ETICHOTO BpeMe, MOXkKe 1a Ob/ie B3eTa Bb3MOXKHO HAal-CKOPO B CHIIHS
JIeH C BpbIlaHe KbM HOpMaliHaTa cxema Ha cieapamus JeH. [lanueHTsT He TpsiOBa 1a B3eMa
JOIIBJIHUTEIHU TaOJIeTKH, 32 1a KOMIICHCHPA POITyCHATaTa /103a.
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Crneyuannu nonyrayuu

Cmapuecka 6v3pacm

He e HeoOXxoquMo crieruaiHo ajanTupaHe Ha J103aTa MpH MaIlMeHTH B CTapuecka Bh3pacT
(= 65 rogunmM).

Bvopeuno yepescoane

He ca npoBexnanu KOHKPETHH KJIMHUYHU POYYBAHUS IIPU MALMEHTU ¢ ObOPEUHO yBpeXJaHe.
[NamenTH ¢ JIeKo WK yMepeHo ObOpEUHO yBpEeKIaHe ca OUIH JIEKYBaHHU B KIIMHUYHHUTE IPOYYBAHHS
¢ IMBRUVICA. He ce nanara amantapaHe Ha [03aTa IpH MalUeHTH C JICKO WIH YMEpPEHO OBOpeuHO
yBpexkIaHe (KpeaTHHUHOB KIHPBHC 1mo-royisiM oT 30 ml/min). TpsOBa na ce moaabpka XuapaTupane u
Jia ce MpocieasBaT NepUOANYHO HUBaTa Ha cepyMHus KpeatuHuH. IMBRUVICA tpsi6Ba na ce
npuIara npy MalueHTH ¢ TEKKO 0bOpedHo yBpexkIaHe (KpeaTHHUHOB KiupbHC < 30 ml/min), camo
aKo IMoJI3aTa MPEBUINaBa PUCKA U TTAIIMEHTUTE CE CIEIT OTOIN30 32 MPU3HAIM HAa TOKCHYHOCT. Hsima
JaHHU MPH MALUEHTH C TEXKO ObOPEUHO YBpeKAaHe WK NPY MALMEeHTH Ha AUann3a (BXK. Touka 5.2).

Yeproopobno yspedcoane

N6pyTnHuO ce Metabonusupa B 4epHus pod. B mpoyuBaHe mpy NauuMeHTH ¢ YepHOAPOOHO
YBpeXKIaHe, JaHHUTE IMOKa3BaT yBEIIMYCHNE Ha EKCIIO3UIUATa Ha HOPYTHHUO (BX. Touka 5.2). [Ipu
MAIMEHTH C JIeKo yepHoapoOHo yBpexaane (Child Pugh knac A), npenopbuntennara go03a ¢ 280 mg
nHeBHO. [Ipu manuenT ¢ ymepeno yeproapooHo yepexnane (Child Pugh knac B) npenopprunTennara
no3a e 140 mg naeHo. [lanmenTure na ce HabMroAaBar 3a mpu3Hany Ha TokcuaHocT Ha IMBRUVICA
U JIa ce CIIe/IBaT HACOKHTE 32 ajJlalTHpaHe Ha J103aTa, KakTo € Heobxoaumo. He ce mpenopbusa
npuinoxenre Ha IMBRUVICA npu manueHTH ¢ Texko depHoapooHo yBpexaane (Child Pugh

kiac C).

Tearcko copoeuno 3abonseane
[TarueHTH ¢ TEKKO CHPACYHOCHI0BO 3a00JIABaHE Ca U3KIIIOUEHH OT KIMHUYHUTE MPOYYBAHUS C
IMBRUVICA.

Ileouampuuna nonynayus

VYnorpebara na IMBRUVICA mnpu gena u roHomu Ha Bb3pacT oT 0 1o 18 rogunu He ce nmpenopbyBsa,
THH KaTO €PUKACHOCTTA HE € yCTaHOBeHa. HannynuTe moHacToAIIEeM JaHHH NP MALUEHTH ChC 3PS
B-kieThueH HEXOHKKUHOB JIMM(OM ca orucanu B Touku 4.8, 5.1 u 5.2.

Hauun Ha npunoxenue

IMBRUVICA Tpsi6Ba 1a ce npuiiara nepopaiiHo BeIHBK JTHEBHO C Yallla BOJIa MPUOIU3UTEIHO TIO
€JIHO U CHIIIO BpeMe BCEKH JieH. TabyeTkuTe TpsOBa Aa ce MOTIBINAT LIENU C BOJIa U He TpsiOBa Jia ce
gyrsat wim aeB4Yat. IMBRUVICA He TpsiOBa fa ce mpuema chC COK OT IpeHn)pyT WIN CEBIICKA
MOPTOKaJH (BX. Touka 4.5).

4.3 IIporuBomokazaHusi

CBp’I)X‘-IyBCTBI/ITeHHOCT KbM aKTHBHOTO BCUICCTBO HUJIM KBbM HIAKOC OT IIOMOITHHUTC BCIICCTBA,
n30poeHu B Touka 6.1.

M3non3BaHeTo Ha IMpemapaT, ChIbPKAIIHN KBIT KAHTAPHOH € TIPOTUBOIIOKA3aHO TIPH MAIUCHTH,
nexyBanu ¢ IMBRUVICA.

4.4 ChenuanaHu npeaynpesxaeHus U NpeANasHu MepKH NPU ynoTpeda

Cn0uTHS CBBP3aHU C KbPBEHE

Nma cpobmenns 3a ciydan Ha KbpBEHE NpH nanueHTH, JiekyBanu ¢ IMBRUVICA, kakto cbe Taka u
0e3 TpomOonuToneHus. Te BKIIOUBAT HE3HAUYUTETHH CITydar Ha KbPBEHE, KATO KOHTY3UH, EITHCTaKCHC
Y TIETEXHH; U CIIy4ad Ha TOJIEMH KPbBOU3IHUBH, HIKOU OT KOWUTO JETAJIHH, BKIIOYUTETHO CTOMAIITHO-
YPEBHO KbPBEHE, BETPEUEPENICH KPHbBOU3IUB U XEMATypPHS.
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Bapdapun nnu apyru antaroHuctd Ha BuTamMuH K He TpaOBa fa ce nmpuiaraT €JHOBPEMEHHO C
IMBRUVICA.

Ynorpebara Ha aHTUKOATYJIaHTH WX JIEKAPCTBEHH MPOTYKTH, KOUTO HHXHOUPAT TPOMOOIIUTHATA
¢yHkuus (aHTHarperanTHU cpenctsa) exHospemeHHo ¢ IMBRUVICA, noBumasa pucka oT rojiemMu
KpbBou31uBH. [10-BUCOK PUCK OT rojieMu KpbBOM3JIMBY € HAOMI0JaBaH MPU aHTUKOATYJIaHTH,
OTKOJIKOTO TIPY aHTHArperaHTHH cpeacTBa. [IpernieHere puckoBeTe U MOJI3UTE OT aHTUKOAryJIaHTHATa
WIN aHTUPOMOOLIUTHATA Tepamus, Korato ce npuiaarat eqnoBpemenno ¢ IMBRUVICA.
HabmromaBaiiTe 3a npu3Hauy ¥ CUMIITOMU Ha KbPBEHE.

TpsabBa na ce n364rBaT 1006aBKH KaTo puOEHO Macio U Ipenapaty Ha BUTaMuH E.

[puemst Ha IMBRUVICA T1psibBa Ob/ie IpeycTaHOBEH Hali-Majko 3 710 7 JHU MPeNu U CIIe
oriepariusi, B 3aBUCHMOCT OT BHJIA Ha OTIEpaIfsiTa H PUCKa OT KbpPBEHE.

MexaHu3MbT HA C’B6I/ITI/I$ITa, CBBpP3aHU C KbPBCHC, HC € HAITBJIHO U3CHCH. HaL[I/IeHTI/ITe C BpOJCHA
XEeMoparuiHa quare3a HE ca IIPOyYBaHU.

JleBkocTaza

Cro01aBanu ca cirydau Ha JIEBKOCTa3a MpH naruenT, JiekyBanu ¢ IMBRUVICA. Ipu romsm 6poit
mupkynupany Jumbonuta (> 400 000/pul) moxe 1a uMa noBuieH puck. [a ce 0OMUCIIH BpeMEHHO
npeycranoBsiBane Ha npuema Ha IMBRUVICA. Ilauuentute TpssOBa qa 0bJaT BHUMATEIIHO
HaOmroaBany. Jla ce mpuIitokaT Mo IbprKamy MEpPKH, BKIFOUUTEITHO XUIpATAIHs W/ HITH
UTOPEIYKIUS, KAKTO € TIOKa3aHo.

Pynrypa Ha cne3kara

ChoO11aBaT ce cilydan Ha pyInTypa Ha clie3KaTa cjell IpeycraHoBsaBane Ha jgeuenue ¢ IMBRUVICA.
Korato negennero ¢ IMBRUVICA ce npekbcBa Win IpeKpatsBa, TpssOBa BHUMATEITHO J1a Ce
MPOCIIe/BA CTaTyca Ha 3a00IsIBAHETO U TOJIEMHUHATA HA Cle3KaTa (Hamnp. KIMHUYEH MIperJie],
exorpacdus). [larueHTrre, KOUTO MOJyyaT 00JIKA B JIsIBaTa rOpHA YacT HA KOpeMa WU BbB BbpXa Ha
paMoTo, TpOBa Jia ce OIEHSBAT, KaTO Ce UMa MPEJIBUJI AUarHo3a pynTypa Ha cie3Kara.

Undeknmu

Wudexnyn (BKIIOYUTEITHO CETICUC, HEYTPOIICHUYEH CeTCHC, OaKTepUalTHH, BUPYCHU WIIH I'bOMYHH
MH(EKIMN) ca HaOI0AaBaHu NpH nauueHTH, JekyBanu ¢ IMBRUVICA. Hskou ot Te3u undexunu ca
CBBP3aHH C XOCMUTaIM3auus 1 cMbpT. [loBeveTo nauneHTy ¢ HHGEKIHUHN C JIETAIEeH U3X0/l Ca UMAJIH
HeyTporeHus. [lanuenture TpsaOBa a Ob/aT HAOIIOIABAaHH 3a TPECKA, OTKIOHEHHUS B UePHOPOOHUTE
(yHKIIMOHAHY ITOKa3aTelH, HeyTPOIIeH s U MH(EKIUH, ¥ TpsiOBa Jla ce Ha3HaYH MOIXO0.IAIIIa
AHTUMH(EKIMO3HA Tepanys, KaKTo € moka3aHo. [Ipy nauueHTuTe ¢ MOBUILEH PUCK OT
OTIOPTIOHUCTHYHH WH(EKIMU TPSOBA J1a ce MUCITH 3a MPOQIIAKTHKA B CbOTBETCTBHE ChC CTAHIAPTA 32
JIEUCHHUE.

Cro0IaBar ce cyvan Ha HHBa3MBHU MUKOTHYHH UH(EKIIMH, BKIIOYUTEITHO CITyYau Ha acliepruiosa,
KPUITOKOKO3a ¥ MH(EKIIUU, IPUIMHEHU OT Prneumocystis jiroveci, cnen ynorpeda Ha HOpyTHHHO.
CroOIeHnTe cnyvyan Ha MHBA3MBHA MUKOTHYHH HH(PEKIMU Ca CBBP3aHH C JICTAJICH U3XO/I.

CroOI11aBaHm ca Cliydad Ha Imporpecupaiia Myitudokaita jieskoeniedanonarus (ITMJT),
BKITIOUMTEITHO C JIETAIeH U3XO/l, CJIe]] yIoTpeba Ha HOPYTUHHO B KOHTEKCTA Ha MPeIIIeCcTBAIA HITH
CBhII'BTCTBAIIA UIMYHOCYIIpECUBHA Tepanud. [Ipu nanieHTH ¢ HOBU WM BIIOIIABAIIN CE€ HEBPOJIOTUYHH,
KOIHUTHUBHU WJIW TIOBEJCHUSCKY MPU3HAIIM HIIM CUMIITOMH, JIeKapuTe TpsiOBa na uMart npeasua [TMJT
npu qudepeHIaniaTa guarnosa. Ako ce nmogosupa [IMJI, TpssOBa 1a ObaaT MpeapHeTH HOIXOSIIN
JUAarHOCTUYHU OLICHKH U JICYEHUETO Ja c€ MPEYCTaHOBU, AoKaTo ce u3kimoun [IMJL. [Ipu Hanuuue Ha
ChbMHEHUE, TPSIOBa /1a ce 0OMHUCIIH HACOYBaHE KbM HEBPOJIOT U TOIXOMASIIN TUATHOCTHYHU METO/IN 32
ycraHoBsiBaHe Ha [IMJI, BKITFOUUTENHO AIPEHO-MAarHUTEH PE3OHAHC, 3a IPEANIOUNTAHE C KOHTPACT,
u3cieqBane Ha nepedbpocnuHanHata Teanoct 3a JC-supycna JIHK u moBTopHa HEBPOJIOTHYHA OICHKA.
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YepHonpoOHU CHOUTHS

IIpn nmanmenTy, nexkyBanu ¢ IMBRUVICA, ca HacTBIMIM cyyal Ha X€IATOTOKCUYHOCT,
peaKTUBUpAHE Ha XernmaTtuT B u ciaydyaun Ha xenaTut E, konto Moxke Aa ObaaT XpoHUYHU. YepHOapoOHa
HEJI0CTaTHYHOCT, BKIFOUUTETHO C JIETAJICH U3XO0/l, € HACTHITNJIA TIPY MAIUEHTH, JIEKYBaHH C
IMBRUVICA. Ilpeau 3anouBane Ha neuenue ¢ IMBRUVICA Tps6Ba 1a 0b1aT orlieHeHH
yepHOApOoOHaTa (DYHKIUS U CTaTyca Ha BUPYCHUS xenaTut. [1o Bpeme Ha Ie4eHneTo MaUeHTHUTe
Tpsi0Ba MEPUOANYHO Ja ce HaOJIF0AaBaT 3a MPOMEHHM B IIOKa3aTEIIUTE HA YePHOAPOOHATA (PYHKIIHS.
BupycHuAT TOBap M CEpPONIOTHYHUTE U3CIICIBaHUS 32 MH(PEKIIMO3EH XEMaTUT TPSOBa J1a ce N3BHPIIBAT
B CHOTBETCTBHE C MECTHUTE MEIUIIMHCKH PHKOBOJICTBA U KAKTO € KIIMHUYHO 1MoKkasaHo. [Ipu
MAIUCHTUTE ¢ TUArHOCTUIIUPAHN YePHOAPOOHN CHOUTHS, JICUCHUETO TPSAOBA J1a c€ 00CHIN ChC
CIICITUAJIICT 110 YePHOAPOOHM 3200 ISIBAHUS.

! l HUTONCHUN

[pu nanmentu, nexkyBanu ¢ IMBRUVICA ca cho01iaBany Bb3HUKHAIN BCJICICTBUE HA JICUCHUETO
LUTOICHUH CTETEH 3 Wi 4 (HEYTpOIeHUsl, TPOMOOLMTOIICHUS K aHEMUS1), U3UCKBAILY He3a0aBHA
nekapcka Hameca. [IpnHaTa KpbBHA KapTHHA Ja ce HaOII01aBa eXeMeCedHO.

Hurepcruimanua 6enoapodna 6onect (MBB)

Crobmenunca cnydau Ha BB npu manmenty, nexyBanu ¢ IMBRUVICA. IlpocnensBaiite maiueHTUTe
3a 0eToApOOHH CUMITTOMH, Moka3areinnu 3a BB, Ako ce mosiBSIT CUMIITOMH, ITPEyCTaHOBETE
npmioxerneTo Ha IMBRUVICA u Haznadete nmoaxoxsimo jedenne Ha Ubb. Ako cumnromute
MEPCUCTUPAT, IpeLeHeTe puckoBeTe U noi3ute ot Jeuennero ¢ IMBRUVICA u cneapaiite
NPENOPHKUTE 32 MOTUPHUIIMPAHE Ha J103aTa.

CbpaeyHa apuTMHUS U ChbpJeYHA HEOCTATHYHOCT

IIpn manmenTy, nexyBanu ¢ IMBRUVICA, ca Bb3HMKBaJIH JIETATHH U CEPUO3HU CHPJCYHU apUTMUH H
ChbpJ/ieYHa HeJocTaThb4HOCT. [lanieHTiTe B HanpeAHa a Bb3pacT, (QyHKIHOHANEH craTyc o Eastern
Cooperative Oncology Group (ECOG) >2 unu chbIIbTCTBAIM ChPACUHH 3a00JISIBAHNS MOXKE J1a ObJaT
BB3JI0KEHH Ha MO-TOJISIM PUCK OT CHOUTHS, BKIIIOUBAIIM BHE3AITHH JICTATHA CHPACYHNA CHOUTHSI.
CpoOmraBanu ca

NpPEACHPIHO MBXKIIEHE, IPEACHPAHO TPEIITCHE, KAMEPHA TAXHAPUTMUS U ChPJICYHA HEJJOCTATHYHOCT,
0c00€HO TpH MAIEHTH ¢ OCTPU HHPEKINH WIN ChPACYHH PUCKOBU (PAKTOPH, BKIIOYUTEITHO
XHUIIEPTOHUS, 3aXapeH JuadeT U MpeaulliHa aHaMHe3a 3a ChbpAcyHa apUTMHUSL.

[Ipenu 3amouBane Ha IMBRUVICA Tpsi6Ba na ce HanpaBu MOAXOAAIIA KIMHUYHA OLICHKA Ha
chbpAeuHaTa aHamMHe3a U QyHkumsa. [lanuenture TpsaOBa ga ce HaOMIOAaBAaT BHUMATEIHO 110 BpeMe Ha
JICUCHHUETO 32 MPHU3HALM Ha KIIMHUYHO BJIOIIABAHE HA ChpJeuHaTa QYHKIHS, KOSITO J]a C€ OBJIAJIsBAT
knmuangHO. [Tomucnere 3a mompanuTenHa orteHka (Hamp. EKI', exokapamorpama), KakTo € moKa3aHo
IPU ALMEHTH ChC ChPJAEYHOCHI0BH MPOOIEMH.

[Ipu nanyeHTH Chc 3HAYUMH PUCKOBH (DAKTOPH 33 CHP/ICYHN CHOUTHUSI BHUMATEITHO OIICHETE
CHOTHOILEHUETO MOJI3a/pUCK npeau 3anouBaHe Ha geuenne ¢ IMBRUVICA; moxe na ce oOMucau
ANTEPHATUBHO JICUCHHUE.

[Ipu nauyeHTH, KOWTO pa3BUBAT MPU3HALY U/WIM CUMITOMH HA KAMEPHA TaXHAPUTMUS, JICUCHUETO C
IMBRUVICA TtpsiOBa BpeMeHHO a ce PeyCTaHOBH, U Aa CE U3BBPLIM 3aIbJI00UCHa KIMHUYHA
OLICHKA Ha T0JI3aTa/pUCKa IIPEAN €BEHTYaTHOTO MOAHOBSBAHE HA TEPAIUsTA.

IIpu manmeHTH ¢ IpeecTBaIlo NPEACHPAHO MBXICHE, Hajarallo aHTHKOAaryJIaHTHa Teparnus,
TpsioBa na ce oomucar antepHatuBHr Ha IMBRUVICA Bapuantu 3a neuenwue. [Ipu nanueHTH, KOUTO
pa3BHUBaT NpeaAchpAHO MBbxaeHe pu Tepanusi ¢ IMBRUVICA, TpsiOBa na ce npeanpreMe msaaocTHa
OLIGHKA Ha PUCKa OT pa3BUTHE HAa TpoMOoeMOonuuHO 3a0onaBane. [Ipy mauneHTn ¢ BUCOK PHUCK U MPH
KOHMTO HsMa nonxoasaum antepHaruBu Ha IMBRUVICA, Tps6Ba na ce 0OMuUCIN CTPUKTHO
KOHTPOJIUPAHO JICYCHUE C AaHTUKOATyJIaHTH.

[TaruenTrre TpssOBa 1a ce MpoCcensBaT 3a MPU3HAL U CUMITTOMA Ha ChPJIEYHA HEAOCTATHYHOCT 110
Bpeme Ha JieueHue ¢ IMBRUVICA. B HsKou OT Te3u ciaydau Chp/edHaTa HEOCTATHYHOCT €
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0T3BYy4asa wim ce e nonoopuia ciexn npekparasade Ha IMBRUVICA wunu cnen HamansiBane Ha
Jo3arta.

Mo03bUHOCHIOBH HHITUICHTH

Crny4yan Ha MO3BYHOCHA0B MHIMEHT, IPEXOIHA HCXEMHYHA aTaKa U UICXEMUYEH UHCYIIT,
BKJIIOUMTENTHO CMBPTHH CIy4au, ce ChoOIIaBaT py nauueHTty, JexkyBanu ¢ IMBRUVICA, cbc u 6e3
CBITBTCTBAIIIO MPEJCHPIHO MBXKICHE U/WIIM XUTIEPTOHMSL. B ciiydanTe, mpu KOUTO € ChoOIIeHa
JATEeHTHOCT Ha M0sBaTa, BpeMeTo OT 3anouBaHe Ha jeueHnero ¢ IMBRUVICA no nossara Ha
MCXEMHYHH CHJIOBH 3a00JIIBaHMs Ha LIEHTpAJIHATa HEPBHA CUCTEMA B [TOBEYETO CIIyYau € HIKOJIKO
Mecena (mosede ot 1 mecer; mpu 78% u moBeue ot 6 Mecerna npu 44% OT cirydanTe), KaTo ce

o T4epTaBa HEOOXOIUMOCTTA OT PEAOBHO HA0JIIOICHUE Ha NallMeHTUuTe (BXK. Touka 4.4 ,,CbpjeuHa
apuTMHA" ¥ ,, XUIEPTOHUA " ¥ TOUKa 4.8).

CHHIpOM Ha TYMODPEH pas3maj

IIpu neuenne c IMBRUVICA ce cro0miaBa 3a cHHAPOM Ha TyMOpeH pasmaj (tumour lysis

syndrome, TLS). [lanimeHTHTE C pUCK OT CHHAPOM Ha TYMOPEH pasIiaj] ca Te3U C BUCOKO TyMOPHO
HaTOBapBaHE MPEIH 3allouBaHe HA JeueHneTo. [laruenTure TpsOBa Aa ce mMpocaeasiBaT BHUMATEITHO U
Jla ce B3eMaT MOAXOASIIN MPEANa3HU MEPKHU.

HemenaHoMeH KOXKEH pak

HemenanomuuTe BU0OBE KOKEH paK ce ChOOIABaT MO-4eCTO IIPU MAIEHTUTE, JIeKyBaHU C
IMBRUVICA, 0TKONKOTO NpH NALMEHTHUTE, JIEKYBaHU C KOMIIAPAaTOPH, B COOPHUTE CPABHUTEITHH
paHzoMu3upanu npoy4yBaHus daza 3. [TanuenTure TpsaOBa 1a ce HaOIIO1aBaT 3a MOsABa Ha
HEMEJIaHOMEH KOXKEH PakK.

XUNEpPTOHUS
[Ipu manmentn, nexyBanu ¢ IMBRUVICA, Bp3HuKBa XunepToHus (BK. Touka 4.8). PenoBHo

MpoceAsIBaiTe apTePUATHOTO HAJIsTaHe Ha ManueHTute, iekysaau ¢ IMBRUVICA, u 3anounere unu
KOpPHUIMpalTe aHTUXHIIEPTEH3UBHATA Tepanus B xoa Ha gedeHrueto ¢ IMBRUVICA, kakro e
MOJIXOISIIIO.

Xemodarommraa tuMdboxuctrormrosa (XJIX)

CroOmaar ce cirydan Ha XJIX (BKIIOYUTENTHO JICTATHA CITy4an) PH IMAlUEHTH, JIeKYBaHU C
IMBRUVICA. XJIX e >kMBOTO3aCTpaIaBail CHHAPOM C MaTOJIOTHYHA UMYHHA aKTHBAIIHS,
XapaKTepU3UpALLl C€ C KIMHUYHU MPU3HALK U CUMITOMH Ha TEXKO CUCTEMHO Bb3nanenue. XJIX ce
XapaKTepU3Upa ¢ MOBUIICHA TEMIIEPATyPa, XETMATOCIUICHOMET NN, XUIEPTPUTTULEPUAEMHUSI, BUCOK
cepyMeH QepuTuH U 1uroneHun. [lannentuTe TpsaoBa na ca mHbopMHUpaHu 3a cumnTomure Ha XJIX.
[TanueHTHTE C paHHM MPOSBH Ha MATOJIOTHYHA MMYHHA aKTUBAIUs TPsiOBa He3a0aBHO Ja Obaar
OIICHEHH, KaTo ce uMa npeaBu auarnosa XJIX.

JIexkapcTBEHU B3aUMOJICHCTBYS

EnnoBpemennoro npuinoxenue Ha MomHu uin ymepeHu CYP3 A4 unxuburopu ¢ IMBRUVICA moxe
Jia 1OBeZE A0 MOBHUILEHA EKCIO3UIHS HA HOPYTUHHUO U CIeJ0BAaTEHO 0 MO-BUCOK PHUCK OT
TOKCHYHOCT. THKMO 00paTHOTO, €THOBPEMEHHOTO TpriokeHre Ha MHAYKTopu Ha CYP3 A4 moxe na
noBeze o HamanaBaHe Ha ekcrno3unusaTa Ha IMBRUVICA u cnepoBarenHo uMa puck OT JIMIIca Ha
edpukacnoct. CrnenoBarenno eqHoBpeMennata ynorpeda Ha IMBRUVICA ¢ mommnan naxuburopu Ha
CYP3A4 u motan unu ymepenu nHAykTopu Ha CYP3 A4 TpsiOGBa na ce n30srea, KOrato € Bb3MOXKHO,
Y eTHOBPEMEHHO MPHIIOKEHUE TPsiOBa J1a ce MMa MPEIBU] CaMO KOTaTo MOTEHIIMATHHUTE MOJI3U SICHO
NpEeBUIIABAT MOTEHIMATHUTE pucKoBe. [lannenTuTe TpsaOBa na ObaaT HaOIIOAaBAaHU BHUMATEIHO 32
npusHany Ha TokcuaHocT Ha IMBRUVICA, ako Tpsi6Ba na ce nznonssa CYP3A4 uaxuburop (BX.
touku 4.2 u 4.5). [Tanmentute TpssOBa na ObJaT BHUMATEITHO HAOI0JaBaHU 32 MPU3HALIM Ha JIUTICA Ha
edpuxacnoct Ha IMBRUVICA, ako Tpsa6Ba na ce u3nonssa unaykrop Ha CYP3A4.

JKeHu ¢ neTepoaeH noreHnyman
Kenw ¢ nerepojieH noTeHIIMA TpsIOBa J1a U3MOI3BAT BUCOKO e(heKTUBEH METO/I Ha KOHTPAIICIIHS 1O
Bpeme Ha npuema Ha IMBRUVICA (Bx. Touka 4.6).
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TTomoIIHH BeIecTBa ¢ U3BECTHO JIEWCTBUE
[TanuenTH ¢ peaKy HacleACTBEHU MPOoOIeMH Ha HETIOHOCUMOCT KbM TaJlaKTo3a, IIbJICH JIAKTa3eH
JIehUIUT WK NIFOK030-TajaKTO3Ha ManadcopOIus He TpsOBa J1a MpyueMaT TO3H JIEKAPCTBEH MPOIYKT.

Bceska ¢puimupana tabnerka chabpika no-mMajnko oT 1 mmol natpuii (23 mg), T.€. IpakTHYECKH He
CBhABpPKA HATPUIL.

4.5 Bs3amMmopeiicTBHe ¢ JPYTH JeKAPCTBEHH NPOAYKTH M APYrd (popMH Ha B3auMojelicTBHe
HopyTrHuO ce MeTabonu3upa OCHOBHO upe3 ruroxpoM P450 3A4 (CYP3A4).

CpencTBa, KOUTO MOTaT Jia TOBUINAT [UIa3MEHUTE KOHLICHTPALUU HA HOPYTUHUO

EnnoBpemennata ynorpeda Ha IMBRUVICA u nexkapcTBeHH IPOAYKTH, KOUTO MOIIIHO UM YMEPEHO

unxubupar CYP3A4, Moxxe 1a yBenn4IH eKCIO3UIHsITa Ha HOPYTHHUO W MOIIHU HHXUOUTOPH Ha
CYP3A4 tpsibBa na ce u30sraar.

Mownu unxubumopu na CYP3A4

EnHoBpeMEeHHOTO MPUIIOKEHUE HAa KETOKOHA30J1, MHOTO MolieH nuxuoutop Ha CYP3 A4, npuer Ha
raaHo npu 18 3apaBu 7oO6poBoH, HOBUIIABA eKCTIO3UIUATA (Cmax 1 AUC) Ha nOpyTHHHO
ch0TBETHO 29 1 24 mbTH. CHUMyNalluy ¢ U3TMOJI3BaHE Ha YCJIOBUS Ha IJIaJTHO JaBaT OCHOBAHUE J1a ce
npearnonara, ye MomHuAT CYP3 A4 uHXuOUTOp KIapuTpoMulinH, Moxke 1a yennun AUC Ha
nopytau6 ¢ xoedunuent 14. Ilpu nanuenTy ¢ B-kneTh4HN 3710Ka4ecTBEHU 3200 IBaHNs, TPHEMAIIN
IMBRUVICA c xpana, eTHOBpEMEHHOTO MPIIIOKEeHNE Ha MOITHUS mHXuOUTOp Ha CYP3A4
BOpUKOHA301 yBenn4aBa Cax 6,7 bt 1 AUC 5,7 mbTH. YioTpebara Ha MOIIHA HHXHOUTOPH Ha
CYP3A4 (namp. keTOKOHa301, HHIUHABUD, HEN(UHABUD, PUTOHABHUP, CAKBUHABHP, KIAPUTPOMULIH,
TEJIMTPOMULIMH, UTPAKOHA30J1, He(a300H, KOOUIICTAT, BOPUKOHA30J1 M T03aKOHA30:1) TpsiOBa Aa ce
n30sArBa. AKO MoJ3aTa HaJBHILIABa PUCKA U TPSAOBa Jla ce U3I0JI3Ba MolineH nHxuoutop Ha CYP3A,
no3ara Ha IMBRUVICA tps6Ba na ce Hamanu 1o 140 mg, nokaro ce mpuiiara UHXUOUTOPHT, UITH
IMBRUVICA na ce npeycTaHoBH BpeMEHHO (3a 7 JHU WM 10-Maiko). [lanuenTsT TpsaOBa na ce
HaOJ1r0/1aBa BHUMATEIHO 3a TOKCUYHOCT U J]a e CIIe/lBaT yKa3aHUATa 3a IPOMsIHA Ha J]03aTa, ako €
HEo0X0oaMMO (BX. TOUKH 4.2 u 4.4).

Ymepenu unxubumopu na CYP3A44

[Ipu manuenTu ¢ B-kineThunHu 310KauecTBeHH 3a00aBanus, npuemaiiu IMBRUVICA ¢ xpana,
€IHOBPEMEHHOTO MpuiiokeHue Ha nuxuouropa Ha CYP3A4 epurpomunive yBenndaBa Cmax 3,4 TBTH U
AUC 3,0 mpTu. AKO € IOKa3aHO NPWIIOKEHHETo Ha ymepeH uaxuoutop Ha CYP3A4 (nanp.
(hiryKOoHA30I1, EPUTPOMHUIIMH, aMIIPEHABUD, AlIPETIUTAHT, aTa3aHaBHp, MUNPODIOKCAIIMH, KPU30TUHHO,
JTUIITHA3eM, o3aMIpeHaBup, UMaTHHIO, BeparnaMuil, aMuoJIapoH U JPOHEIAPOH ), 103aTa Ha
IMBRUVICA tpsibBa na ce Hamanu g0 280 mg 1o BpeMe Ha M3M0JI3BAHETO Ha HHXHOUTOPA.
[TanmeHTsT 2 ce HaOMI01aBa BHUMATETHO 32 TOKCHYHOCT U JIa CE CJIEe/IBaT HACOKUTE 3a aJanTHpaHe
Ha J103aTa, ako ¢ Heo0X0oauMo (BXX. ToUkH 4.2 1 4.4).

Jlexu unxubumopu na CYP3A4

Cumynanuu ¢ U3N0JI3BaHe Ha yCIOBUS Ha IJIaJIHO AaBaT OCHOBaHME Jla Ce IIPEAIoiara, ye JeKuTe
uaxubutopu Ha CYP3 A4 asurpomunus u ¢uyBokcamus morat aa ysenndat AUC Ha uGpyTuHHO C
<2 mpru. He ce Hanmara kopekuus Ha fo3ata B KOMOWHaUus ¢ Jeku nHxuoutopu. IlanneHTsT na ce
HaOJIr0/1aBa BHUMATEIHO 3a TOKCUYHOCT U JIa ¢ CJIeIBaT HACOKUTE 3a aJalTHpaHe Ha Jj03aTa, ako €
HE00X0IUMO.

EnHOBpeMEeHHOTO MPUIIOKEHUE HA COK OT rpedndpyT, chabpxan nuxuouropu Ha CYP3A4 npu ocem
3/IpaBy MHIUBUAH, BOJIHU 0 MOBUIIeHA eKCITO3UIHS (Cmax 1 AUC) Ha HOpYTHHUO CHOTBETHO C OKOJIO
4 u 2 mptu. ['peiinpyTuTe U CEBUICKUTE TOPTOKAIHU TPsiOBa Jla ce M30ATBaT 10 BpeMe Ha JIeYEHHETO
¢ IMBRUVICA, Tbi1 kato Te chabspxkaT ymepenu naxuouropu Ha CYP3A4 (Bx. Touku 4.2).

CpelncTBa, KOWTO MOTAT Jia TOHIKAT IIa3MEHUTE KOHIIEHTPAIIWU Ha HOPYTHHUO
ITIpuemsT HAa IMBRUVICA ¢ unnykropu Ha CYP3A4, Moxke 1a HaMaly ITa3MEHUTE KOHIICHTPAIUH
Ha HOpYTUHHO.

47



EnHoBpeMeHHOTO MpUiIoKeHHe Ha pudaMuiuH, MoieH naayktop Ha CYP3 A4, npu 18 3apasu
JI0OPOBOJILIK Ha [IaHO, HaMajsiBa eKkcro3unuaTa Ha HOpyTHHUO (Cmax 1 AUC) ¢be CHOTBETHO 92 1
90%. Jla ce n306area enHoBpeMeHHaTa ynotpeba Ha Mot uinu ymepenu CYP3A4 unnykropu (Hamp.
kapOamazenuH, pudamnuuut, Gpeauronn). [Ipenapatu, chabpsKaliy XbJIT KAHTAPUOH Ca
NpOTHBOIIOKa3aHu 1o BpeMe Ha JieueHuetro ¢ IMBRUVICA, Toii kato edukacHOCTTa MOXe 1a Obae
HamaseHa. [la ce OOMUCIIAT aNTepHATUBHH CPEACTBA, KOUTO 1mo-ciado uaaykuupat CYP3A4. Ako
1oj3aTa HaJBHUILABa PHCKA U € HEOOXOMMO M3I0I3BaHeTO Ha MolueH win ymepen CYP3A4
MHIIYKTOpP, HaOM0AaBaliTe BHUMATEIHO MAMEHTa 3a JIMIca Ha epUKacHOCT (BX. TOUKU 4.3 u 4.4).
JlexkuTe MHAYKTOpH MOraT Jia Obaat u3noyzBanu eaHoBpeMernHo ¢ IMBRUVICA, obade, manueHTUTE
TpsiOBa Ja ObaaT HAOJIFOaBaHU 3a OTEHIMAJIHA JIUIICA HAa S(hUKACHOCT.

NOpyTnHUO MMa pa3TBOPUMOCT, 3aBrcuMa OT pH, ¢ mo-Hucka pa3TBOPUMOCT MpH TO-BrCcOKOo pH.
HaGmonaBana e mo-Hucka Cmax Ha TJIaJTHO MTPH 3IpaBH JOOPOBOJILIM, HA KOUTO € MpUiIokeHa 560 mg
eMHNYHA 1032 HOpYTHHHO ciief| mpreM Ha 40 mg oMenpa3oll BEAHBXK THEBHO B MIPOABIDKEHUE HA

5 mau (Bk. Touka 5.2). Hama mokasarencTsa, de mo-HucKaTa Cmax OM MMalia KIMHUYIHO 3HAYCHHE U
JICKAPCTBEHUTE MPOYKTH, KOUTO MOBUIIIABAT CTOMAITHOTO pH (Hanp. MHXUOMTOPY Ha MPOTOHHATA
TIOMITa) CE M3IIOJI3BAT O3 OrpaHUYCHHUS B OCHOBHUTE KIMHHYHU IMPOYYBAHUA.

CpencrBa, YUUTO IUIA3MEHN KOHIIEHTPALMH MOYKE [ C€ IOBIUAIT OT HOPYTHHHO

N6pyTnaNO e nuxubutop Ha P-raukonporenHa (P-gp) u Ha mpoTenHa Ha PE3UCTEHTHOCT Ha paka Ha
repaara (breast cancer resistance protein, BCRP), in vitro. Trii kaTo nuIicBaT KIMHAYHH JTAHHU 32
TOBA B3aWMOJICHCTBUE HE MOXKE JIa c€ U3KITFOUH, Y€ HOPYTHHUO OM MOT'BII Jla MHXHOMpa upeBHUs P-gp
u BCRP cnen repaneBTryHa 103a. 3a 1a c€ HAMAJIH MMOTEHITHATBT 32 B3aUMOJICHCTBHE B CTOMAIITHO-
ypeBHUSA TPaKT, cyocTpaT Ha P-gp unn BCRP, ¢ Tecen TepaneBTrueH nuana3oH 3a MepopasHo
MIPUJIOKEHHE, KaTO TUTOKCHH M METOTpEKCcaT, TpSAOBa Jja ce B3eMaT Hail-MaJiko 6 4aca MmpeIu Win
cnen npueM Ha IMBRUVICA. UOpyTuHnO Moske cbio Aa naxubupa BCRP B uepHus apob u aa
MTOBUIITN €KCITO3UITHATA HA JICKAPCTBEHH MPOIYKTH, KOUTO ca moanoxkenn Ha BCRP-menuupan
yepHOAPOOEH e(IyKc, KaTo po3yBacTaTHH.

B npoyuBanus na uOpytunuo (420 mg) B komOunanus ¢ Beneroknakc (400 mg) npu mauuent ¢ CLL
€ Ha0JII0AaBaHo MOBUIIIEHUE HA EKCIIO3ULIUATA HA BeHETOKIaKe (mpubiamu3utenHo 1,8 mbTu B3 OCHOBA
Ha AUC) B cpaBHEHHE C JaHHU OT MOHOTEPAIHUS C BEHETOKIIAKC.

B npoy4Bane 3a nekapcTBEHHN B3aUMOJEICTBHA MTPH MALUEHTH ¢ B-KJIETHUHN 3710KaYECTBEHH
3a00JsiBaHus, €AMHUYHA 1032 560 mg uOpyTHHUO HEe OKa3Ba KIMHUYHO 3HAYUM €(EeKT BBPXY
excrniozuiusTa Ha cyocrpara Ha CYP3 A4 munazonam. B cbioTo npoy4sane, 2-ceIMUYHO JICUCHHUE C
560 mg nOpyTUHHUO THEBHO, HAMA KIIMHUYHO 3HAYMM e(EeKT BhpXY (papMaKOKHHETHKATA Ha
NepopaHUTE KOHTPALEITUBY (€THHWIIECTPAIMOI 1 JIEBOHOprecTpen), cyocrpara na CYP3A4
MU1a30J1aM, HUTO BEpXyY cyoctpara Ha CYP2B6 OymponuoH.

4.6 DepruauTeT, )PEeMEHHOCT U KbpPMeHe

Kenw c nereponen norennuan/Konrpalienius npy KeHu

B13 ocHoBa Ha Haxoakute npy kUBOTHH, IMBRUVICA Moe a npuanHH yBpeXaaHe Ha IJI10/a,
KOraTo ce mpuiara npu OpeMeHHH xeHu. JKennre TpsOBa na n30sAreat 1a 3a0peMeHsBar, 10KaTo
npuemat IMBRUVICA wu 1o 3 mecerna cien mpekpatsBaHe Ha jJedeHneto. CaeaoBaTerHo KeHU ¢
JIETepOJICH IMMOTEeHIMAN TPsiOBa J1a H3IIOJI3BAT BUCOKO €()EKTHBEH METO/T 32 KOHTPAIICTIIHSI [T0 BpeMe Ha
npueMa Ha IMBRUVICA u B npoabikeHHe Ha TpU Mecelia Cliel] IPEKPATABAHE Ha JICYEHUETO.

BpemeHHOCT
IMBRUVICA =e Tps6Ba 1a ce mpuiara o BpeMe Ha OpeMeHHOCT. JIuncBar ganHu oT ynorpe0daTa Ha

IMBRUVICA npu 6pemennu xenu. [IpoyuBaHusTa npu XKHUBOTHH OKa3BaT PEIPOIYKTUBHA
TOKCHUYHOCT (BX. Touka 5.3).
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Kopmene
He e m3BecTHO nanu nOpyTHHHUO WITM HETOBUTE METaOOIIMTH ce€ EKCKpETHpaT B KbpMaTa. He Mmoxe na

ce M3KJII0YM PHCK 3a KbpMaueraTa. KbpMmeHneTo TpsiOBa Ja ce mpeycTaHOBH 110 BpeMe Ha JICUEHUE C
IMBRUVICA.

Peprunurer
He ca nabmonaBanu eektu BbpXy QepTUIINTETA UITH PEPOYKTUBHUTE CIIOCOOHOCTH Ha MBXKKH WITH

JKEHCKH TUThXOBE JI0 MaKCHMaHaTa TecTBaHa jo3a - 100 mg/kg/nen (doBemka ekBUBaJieHTHA 71034 -
Human Equivalent Dose [HED] 16 mg/kg/nen) (Bx. Touka 5.3). JlunicBar jaHHM OTHOCHO edeKTa Ha
UOpYTHHUO BHPXY (EepTHIUTETA IIPH XOPa.

4.7 EdexTn BbpXy cnioco0HOCTTA 32 moupaHe u padora ¢ MAIIUHA
IMBRUVICA mnoBnusiBa B Majika CTEIIEH CIIOCOOHOCTTA 3a moQupaHe 1 padoTa ¢ MalluHH.

[Ipu wsaxou nauuentu, npuemanu IMBRUVICA, ca cpo01aBanu ymopa, 3amMaliBaHe U acTEHHS U TOBa
TpsiOBa Jla ce MMa IPEIBU/I ITPH OLICHIBAHETO Ha CIIOCOOHOCTTA Ha MAallMEeHTa 32 ModupaHe Win
paboTa ¢ MalvHY.

4.8 Hexenanu JekapcTBeHH peakINU

O606uienue Ha npoduna Ha Ge30MacHOCT

Haii-gecto cpemanute Hexenanu peakuuu (> 20%) ca nuapusi, HEYTPOIICHHSI, MyCKYJTHO-CKEJIETHA
00JKa, KPHBOM3IHUB (HAIp., KPbBOHACSIaHUS ), OOPHB, TaJIcHe, TPOMOOIIMTOIICHHS, apTPAITHS U
MH(EKINs Ha TOPHUTE AUXaTeIHU mbTHIIa. Half-uecTo cpemannTte HexeIann peakiuu

crerneH 3/4 (> 5%) ca HeyTponeHus, TMM(POLUTO3a, TPOMOOIUTONICHHS, XUTIEPTOHHS U ITHEBMOHHUSL.

TabauueH ciuchbK HAa HEXKETAHUTE PEAKIINH

[IpodpunsT Ha Ge3omacHOCT ce Oa3upa Ha cOOpHHUTE JaHHU OT 1 981 manueHTH, JeKyBaHu C
IMBRUVICA B yeTupy KIMHUYHY IPOyYBaHUs da3a 2 U 0CeM paHIOMU3UPaHU MTpoydBaHus ¢aza 3 u
OT MOCTMapKeTHHroBus onuT. [lanmmentuTte, nexyBanu 3a MCL B KIIMHUYHU TPOYYBaHUS, ca
nonyyaBanu IMBRUVICA 560 mg BeaHbk THEBHO, a MALUEHTHTE, JIeKyBaHu 3a CLL nwin WM B
KIIMHUYHU poy4BaHus, ca nomy4dasanu IMBRUVICA 420 mg BenHbx JHEBHO. BcHuky manueHTy,
y4YacTBaj¥ B KJIMHUYHU npoyuBaHus, ca noixy4asanu IMBRUVICA no nporpecust Ha 3a00isiBaHETO
WIN 10 HEIOHOCUMOCT KBbM TepamusTa ¢ u3kiodeHus Ha npoyusanus ¢ IMBRUVICA B komOunanus
C BEHETOKJIAKC, IIPY KOUTO MALMEHTUTE ca MOJyYyaBaly JeueHne ¢ GUKCUpaHa MPOABIKUTEIHOCT
(mpoyuBanust CLL3011 u PCYC-1142-CA). MennanaTa Ha IpOABIDKUTEIHOCTTA HA JIEUEHUETO C
IMBRUVICA B coopaust Habop ot ganuu € 14,7 mecena. MenaHara Ha IpOIbJDKATETHOCTTA HA
nederneTo Ha CLL/SLL e 14,7 mecena (10 52 mecenia); MCL e 11,7 mecena (o 28 mecena); WM e
21,6 mecemna (o 37 mecera).

Hexenanute peakuuu npy NauyeHTH, JIEKyBaHU ¢ HOPYTHHUO 32 B-KJIeThYHM HEOIUIa3MHU U
HE)KEJIaHUTE PEaKK OT HOCTMAPKETUHTOBHSI OIUT, ca M30POSHU TO-0JTYy IO CHCTEMO-OpTraHeH KJlac
U ca TpyIHpaHy 1o YecToTa. YectoTuTe ca NeUHUPAHU KaKTO clieiBa: MHOTo yectH (> 1/10), uectn
(> 1/100 mo < 1/10), meuectu (> 1/1 000 no < 1/100), pexxu (>1/10 000 no <1/1 000), c Hen3BecTHA
yecToTa (0T HATMYHUTE JaHHHU HE MOKe 1a Ob/ie HampaBeHa oneHka). [Ipu Besiko rpynupaHe B
3aBHCHUMOCT OT YeCTOTaTa, HeXKEJIAHNUTE JICKAPCTBEHU PEaKIMU ce U30POSBAT B HU3XOSII peJl TI0
OTHOIIIEHUE HA TAXHATa CEPHO3HOCT.
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Taﬁ.lmua 1: Hexenanu peakuuu, C'I)Oﬁ[ue]-ll/l B KIIMHUYHUTE MPOYYBAaHUA UJIA 11O BpEME HA

MOCTMAPKETUHIOBOTO Haﬁ.]'ll()}lel—[l/le Nnpu NAalUMEeHTH € B-kjeTbuyeH THI 3JI0KaYeCTBEHH

3aGonsBanns’
CucreMo-oprateH KJjac Yecrora Hexenanu peakuuu Benukn
(Benuku CTeNneHu Crenen 23
(%)
cTeneHu) (%)
Wndexunn u uadectanuy | Muoro yectu | [Tuesmonus™” 12 7
WH}eKuus Ha TOPHATE TUXATETHH 21 1
BTHIIA
HHpeknys Ha Koxara* 15 2
Yectn Cermcuc*” 3 3
WHudekuns Ha MMKOYHUTE THTHIIA 9 1
Cunysut* 9 1
Heuectn KpunrokoxoBu nuHpexmmumn™ <1 0
Nudexuuu ¢ Pneumocystis* * <1 <1
Wudexmnun ¢ Aspergillus* <1 <1
PeaxtuBupane Ha xenatut B¢ * <1 <1
Heomunazmu — Yectu Hemenanomen koxeH pak*™ 5 1
JOOPOKAYECTBEHH U ba3anHOKIEThYEH KapLIUHOM 3 <1
3JI0Ka4YeCTBEHH (BKII. CKBaMO3HOKJIETHUYCH KapIIHHOM 1 <1
KUCTU Y TIOJIUIIN)
Hapyuienus Ha kppBra 1 | MHoro yectn | Heyrponenus 39 31
nuMmdHaTa cucTeMa TpOMOOLHUTONCHHS " 29 8
JInmdormrosa” 15 11
Yectu ®DebOpunHa HEYTPOIICHUS 4 4
JleBkonuTO3a 4 4
Penku JIeBKOCTa3€H CUHIPOM <1 <1
Hapymenus Ha umynHata | Yectn Hurepctunmania 6e1o0apooHa 2 <1
cucreMa Gomect* "
Hapymenus na Yectu XunepypukeMust 9 1
MeTabonn3Ma 1 XxpaneHero | Heuectu CuHpOM Ha TYMOpEH pa3mnaj 1 1
Hapymenus va HepBHata | MHoro uectn | 3amaiiBaHe 12 <1
cucrema I'maBoOome 19 1
Yectn [epudepna HeBpomaTus* 7 <1
Heuectu MO3BYHOCHIOB UHIUIEHT" <1 <1
[pexoaHa HCXeMHYHA aTaka <1 <1
HcxXeMuueH HHCyIT" <1 <1
Hapymenus Ha ounre Yectu 3aMBITICHO 3peHHe 6 0
Heuectn KpsBousus B ounte’ <1 0
C’prIelIHI/I HapyuicHusA Yectu C},p)_‘[eqHa He,Z[OCTaTL‘IHOCT*’ # 2 1
IpeachpaHO MEXKACHE 8 4
Heuectn KamepHa Taxuapurmus*” 1 <1
Capyieden apect’ <l <l
Cb10BY HapyIICHUS Mmoro ectnt | KppBousmup** 35 1
KpbBoHacsaganus™ 27 <1
Xunepronus* 18 8
Yectu Enucrakcuc 9 <1
Ilerexuu 7 0
Heuectn Cy6aypasneH xemaTom” 1 <1
CroMaliHo-4peBHU MHoro uectn | napus 47 4
HapyLICHUs IToBpbIane 15 1
Cromartut* 17 1
T'anene 31 1
3armek 16 <1
Hucnencus 11 <1
XemaroOuarnapHu Heuectn qepH();[p()GHa He;[()CTaTLqHQCT*’# <1 <1
HapyIICHHs
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Hapymenus Ha kockata | MHoro wectn | O6puB* 34 3
MOAKOKHATA ThKaH Yectn Yprukapus 1 <1
Epurem® 3 <10
YyIIMBOCT HA HOKTHTE 4
Heuectn Anrnoenem <1 <1
[Manukynur* <1 <1
Heyrpodumau epmMaTosn’ <1 <1
IHoreHeH TpanyIoM <1 0
Penxu Cunppom Ha Stevens-Johnson <1 <1
Hapymenus na myckynHo- | MHoro uectu | ApTpairus 24 2
CKeJIeTHaTa cucTema u MyckynHu ciazmu 15 <1
ChEIMHUTEIHATA ThKaH MyckynHo-ckeneTHa 6oka™ 36 3
Hapymenus Ha 660perute OcTpo yBpekaaHe Ha GbOperuTe” <2 <1
Y MMKOYHUTE IBTHIIA
OO0 HapyIIeHUs U Mmuoro uectn | [Iupexcus 19 1
CBCTOSIHUS Ha MSICTOTO Ha Ilepudepen orox 16 1
PUIOKECHUE
M3cnensanus Yectu IloBulIEH KpeaTUHUH B KPBBTA 10 <1

t YectotHTe ca 3aKpPBIJICHU 10 Hai-0JIM3KOTO 1A1J10 YU CJIIO0.

BxiIr0uBa MHOXKECTBO TEPMUHH Ha HEXEIIAHU PEAKIIMU
B wsikoif ciiyvau, CBbp3aH ChC 3aryda Ha 3peHHe.
Bxirousa chOMTHS C JIETAIEH U3XOL.

® #* ++ %

M3nons3BaH e TepMUHBT 3a 0-HUCKO HUBO (LLT).

Onucanye Ha U30paHyu HEXKEIAHU PeaKIUy

IIpeycmanossgane Ha AeueHuemo u Hamaisaeane Ha 003ama nopaou HeJCeNanu peaKyuu

Ot 1 981 manuenty, nekyBanu ¢ IMBRUVICA 3a B-knersunn Heomnaszmu, 6% npekpaTsaBaT
JICYEHUETO TTIaBHO MOPaAN HEXKETaHH PeaKIMK. Te BKIIOUBAaT MTHEBMOHUS, IPEACHPIHO MBKIECHE,
HEYTpOIICHUsI, 00pUB, TPOMOOIIMTOIICHHS U KpBBOU3IHB. Hexkenanu peakiuu, JOBeNd 10 HamMallsiBaHe
Ha J103aTa ca HaOMoJaBaHy NpHU NPHOIN3UTENTHO 8% OT MalUeHTHUTE.

Cmapuecka 6v3pacm

Ot 1 981 mammentu, nexyBanu ¢ IMBRUVICA, 50% ca na 65-rogumina Bp3pacT WK HO-Bb3PACTHH.
CrerneH 3 wim no-Bucoka crenet maeBMoHus (11% ot manueHTuTe Ha BB3pacT >65 cripsamo 4%
NaIMeHTH Ha Bh3pacT <65 roaunu) u TpomobonuroneHus (11% ot manueHTHTe HA BB3pacT >65
crpsiMo 5% manueHTy Ha Bh3pacT <65 ToAnHM) ce HaOJIro1aBa Mo-4ecTo CpeJi MAIMEHTH B CTapuecKa
BB3pacT, JekyBanu ¢ IMBRUVICA.

Jwsarocpouna 6€30macHOCT

AHanu3upaHy ca JaHHU 3a 0e30MacHOCTTa NpH npoabmkuTenHo Jeuenne ¢ IMBRUVICA 3a

5 rogunu mipu 1 284 nanuenTtu (HenekyBanu gocera 3a CLL/SLL n=162, ¢
peunauBupany/pedppakreped CLL/SLL n = 646, u ¢ peuuausupany/pedpaxreper MCL n =370, u WM
n = 106). Mennanara Ha pobiDKuTeTHOCTTa Ha Jtedenue npu CLL/SLL e 51 mecena (quanazon ot
0,2 mo 98 mecena) karo 70% u 52% OT MAIMEHTUTE ca TOTy4YaBalld JICUSHHE ChOTBETHO TIOBEYE OT

2 ronuHaY ¥ 4 roauHA. MeauaHaTa Ha MpoabDKuTeTHOCTTa Ha jtedenue pu MCL e 11 mecema
(mnamnazon ot 0 1o 87 mecena), kato 31% u 17% oOT manMeHTUTE ca ModydaBaliy JIEYeHHE ChOTBETHO
moBeyYe OT 2 roAWHU U 4 ronvHu. Meananata Ha IPOIBIKUTEIHOCTTA Ha JieueHue npu WM e

47 mecerna (auamason ot 0,3 mo 61 mecemna), karo 78% u 46% OT MaIMEHTHTE ca MOTyYaBaIH JCUSHUE
CHOTBETHO MOBEYE OT 2 TOAMHU U 4 TOAMHU. Y CTAHOBEHHUAT 00111 MPodriI Ha 0€30MaCHOCT MPH
narnuentute ¢ excro3uius Ha IMBRUVICA ocrtaBa mocTosiHeH, HEe ca yCTAaHOBEHU HOBHU JAHHU
3acsramny 0e30MacHOCTTa ¢ 3KIIIOUEHHE Ha TIOBHINIEHA YeCTOTa Ha XUTIEpTOHMs. YecToTaTa Ha
XUTIEPTOHUSA CcTereH 3 uiu nmo-Bucoka e 4% (romguna 0-1), 7% (roguna 1-2), 9% (roauna 2-3), 9%
(ronuna 3-4), u 9% (roguna 4-5). O0maTa yecToTa 3a S-roguiraus nepuon ¢ 11%.

lleanaTpuyna momymnanus

Ornenkara Ha 6€30MacHOCTTa ce OCHOBaBa Ha JaHHU OT npoyusane ¢gaza 3 na IMBRUVICA B
KOMOMHALIUS ChC CXEMa Ha JICUCHUE WM C PUTYKCUMa0, nudochamun, kapOomaaTud, €TONO3U 1
nexcametas3oH (RICE), unu ¢ putykcumal, BUHKpHCTHH, Hochamul, KapOoIIaTuH, UAAPYOULINH U
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nexcameta3oH (RVICI) kaTo ocHOBHA Tepamus WM caMO OCHOBHA TEpanysl MpY NeIUaTpUIHH U
MJIaZM BB3PAaCTHH NauueHTH (Ha Bb3pacT oT 3 a0 19 ronunn) ¢ peuuanBupai Wik pedhpakrepeH 3psi
B-kieThueH HEXOKKUHOB JIMMGOM (BXkK. Touka 5.1). B ToBa nmpoyuBaHe He ca HaOIOaBaHU HOBH
HE)KETIaHHU PEaKIiy.

Cro01m1aBane Ha IOJO3WPAHN HEXEIIAaHU PEaKIInu

Cro01aBaHeTo Ha IOJI03MPAHN HEXKENIaHW PEeakluy ciie]] pa3peliaBaHe 3a ynorpeda Ha JIeKapCTBECHHS
MPOAYKT € BaykHO. ToBa MO3BOIIsIBA Ja MTPOIBIKHA HAOIIOICHHETO Ha ChOTHOIIICHUETO IT0JI3a/PUCK 32
JeKapcTBeHUS MPoayKT. OT MEAUIIMHCKUTE CIICITUAINCTH CE N3KCKBA J]a ChOOIIaBaT BCIKa
M0JI03UPaHa HeXellaHa peakiys Yype3 HallMOHAIHA CHCTEMa 32 ChOOIIaBaHe, IIOCOYCHA B
ITpunoxenue V.

4.9 Ilpeno3upane

Wma orpannuenu nannu 3a edexrure ot npeposupane ¢ IMBRUVICA. He e nocturnara
MaKCHMaJHaTa IOHOCHMa J103a B IpoyuBaHe (a3a 1, B KOETO MaLMeHTUTE ca MOIYUHIIH 1O

12,5 mg/kg/nen (1 400 mg/nueBHO). B oTnenHo npoyy4Bane, Mpy eWH 3/IpaB NAIUEHT, TOIYYWIT 1032
ot 1680 mg, e HaOmogaBaHo 0OpaTUMO MOBHUIIEHHE Ha YepHOApoOHHUTE eH3uMu CrerieH 4 [acmapTaT
amuHotpancgepasa (AST) u ananuH amuHoTpaHcdepasza (ALT)]. Hama cnienuduyen anTuaoT 3a
IMBRUVICA. ITanpeHTHTE, KOUTO MOr'bIHAT MTOBEUE OT IPEOPhUMTEIIHATA 1032 TPsOBa 1a ObaatT
CTPUKTHO MOHHTOPHPAHH U JIa UM O'bJie HA3HAYCHO MOIXOISIIO MOITHPKAIIO JICUCHHE.

5. ®APMAKOJIOTUYHU CBOMCTBA
5.1 ®apmakoguHAMHYHH CBOJCTBA

dapMakoTepaneBTHYHA rpyma: AHTUHEOIIACTHYHH CPEICTBA, MPOTEHHKUHA3HN HHXUOHUTOpU, ATC
xox: LO1ELOL.

MexaHu3bM Ha AeicTBUE

N6pyTnHHUO € MOLIeH, HUCKOMOJIEKYJIeH MHXMOUTOP Ha TUPO3MHKHHA3aTa Ha Bruton (Bruton’s
tyrosine kinase, BTK). UopyTunu6 oOpa3yBa KoBajieHTHa Bpb3Ka ¢ IUCTeHHOB ocTaThk (Cys-481) B
akTHUBHHSA y4acThK Ha BTK, KoeTo Bo/u 10 IpOIBIKUTEIIHO HMHXUOUPaHEe Ha CH3UMHATA aKTHBHOCT
Ha BTK. BTK, unen Ha cemelicTBOTO Ha Tec KMHA3UTE, € BaKHA CUTHAJIHA MOJIEKYJIa Ha IbTHINATA Ha
aHTHUTeH-pa3no3HaBamus B-knerpuen peuentop (B-cell antigen receptor, BCR) n niuroxuHoBuTe
penenrtopu. [IeTat Ha BCR yuyacTBa B maToreHe3aTa Ha HAKOJKO B-KJIeThUHU HEOIUTa3MH,
BkitountennHo MCL, mudysen B-eapoknersuen mumdom (diffuse large B-cell lymphoma, DLBCL),
¢domuxynapen mumpom u CLL. KimrouoBara ponst na BTK B curnanuszanusrta upe3 B-kierbunure
MOBBPXHOCTHU PELIETITOPU BOJH /10 aKTUBHpaHe Ha MbTUIIIATa, HEOOXOIMMHU 32 IBIKEHHETO Ha B-
KJIETKHUTE, XeMOTaKCUC U aixe3us. [IpeIKITMHNYHN POYyYBaHUs [TOKa3Bar, 4e HOPYTUHUO ePeKTHBHO
MHXUOUpa 370KayecTBeHaTa B-kineThuna nponudepaus 1 in vivo IPeXuBIEMOCT, KAKTO U
KJIeThYHATa MUTPALUs U KJIETKa-CyOCTpaT agxe3usiTa in vitro.

B npeaxnuHIYHE TyMOPHH MOJIEJIN KOMOMHAIMATA Ha HOPYTHHUO U BEHETOKIIAKC BOAM JI0 MOBHIIECHA
KJIEThYHA allONT03a U aHTUTYMOPHA aKTUBHOCT B CPaBHEHHE C BCSIKO OT CPEACTABATA, IPHIIOKEHU
camocrostenHo. Maxubupanero Ha BTK ot ubpyrunu6 yBennuasa 3aBucumoctTta Ha CLL kietknTe
ot BCL-2, rbT Ha KJIETHhYHA MPEKUBIEMOCT, TOKATO BeHEeTOKIaKke naxubupa BCL-2, koeTo Boau 110
arornTo3a.

JIumdponmTosa

[Ipu 3ano4Bane Ha edeHue € HaOMo1aBaHO 0OpaTUMO yBeIHYeHHEe Ha Opos Ha TuMouuTHTe (T.€.,
> 50% yBenmu4eHre CpsMO U3XOIHUTE CTOMHOCTH 1 abcomoreH Opoit > 5 000/ul), koeto yecto e
CBBP3aHO C HaMaJlsiBaHe Ha TM(aeHONAaTHITa TIPH OKOJIO TPU YeTBHPTH OT nanuenture ¢ CLL,
nekyBanu ¢ IMBRUVICA. To3u edekr chio ce HaOmoaBa mpy OKOJIO €JHA TPETa OT MAlUSHTUTE C
peunauBupama win pedpaxkrepaa MCL, nexkyBanu ¢ IMBRUVICA. HabaronaBanara numdornurosa e
(apmakomuHaMuieH eeKT U He cIel[Ba Jla ce CUUTA 3a IPOrPEeCcCHpaio 3a00sgBaHe MPH JIUIICA Ha

52



JOpyTy KIMHUYHYA Haxonku. U npu nBaTa Tuna 3aboinsBaHe, TMMPOLUUTO3a OOMKHOBEHO BE3HUKBA 110
BpeMe Ha mbpBus Mecen oT JieueHnero ¢ IMBRUVICA u 00MKHOBEHO OTIIYMSIBA B pAMKHTE Ha
cpenno 8,0 cenmunu npu narueaT ¢ MCL u 14 ceqmuru npu nanmenty ¢ CLL. TIpu askoun
NAIUEHTH ce HaOJII01aBa rosIMO YBEJIMYEHUE Ha OpOos Ha IIUPKYIIMPAIIUTE JIUMQPOITUTH

(mamp. > 400 000/pl).

[pu nanmentu ¢ WM, nexysanu ¢ IMBRUVICA, He e HaOmogaBana TuMQOIITO3a.

In vitro TpoMGOIIMTHA arperamys

B enno npoyuBase in vitro nOpyTHHHO MOKa3Ba MHXMOWPaHE HAa MHIYIIMPaHaTa OT KOJareH arperarus
Ha TpoMmbonuTHTe. MOpyTHHUO HEe MOKa3Ba 3HAUMMO UHXUOUpPAHE Ha arperanusaTa Ha TPOMOOIIUTUTE
NpY U3M0JI3BaHE HA APYT'H arOHUCTH HAa TPOMOOIIMTHATA arperauusi.

Edekr Bppxy QT/QTc unTepBana u chpedHara eneKTpoQu3HoIorHs

EdexrsT Ha nOpyTrHN6 BHpxy QTc nHTepBana e ouenex mnpu 20 31paBu MBXKE U )KEHH B
PpaHIOMU3UPAHO, ABOMHOCIANO, OCHOBHO npoyuBaHe Ha QT ¢ ruiane0o 1 MooKUTETHN KOHTPOIIH.
[pu cynparepaneBTnuna 1o3a ot 1 680 mg, nOpyTuHuO He yabmkaBa QTc nHTEpBaa 10 KIMHUYIHO
3HauuMa creneH. Hali-Bucokara ropHa rpanuna Ha asyctpanHus 90% Cl 3a KopurupaHuTe cpeiHu
Pa3IMKH Ha U3XOAHO HUBO MEXIY HOpyTHHUO U miane6o e nog 10 ms. B ceinoTo npoyuBane e
HaOmomaBaHo ckbesiBane Ha QTc uHTEepBana B 3aBUCUMOCT OT KOHIleHTparusaTa (-5,3 ms [90% CI:
-9,4, -1,1] npu Crmax oT 719 ng/ml cnex cynpatepaneBTHIHa 1032 oT 1 680 mg).

Kinnnnuna edukacHocT 1 6€300aCHOCT

MCL

Bezonacnocrra n euxacHoctra Ha IMBRUVICA npu naumenTH ¢ penuauBupani Wi pedpaxrepex
MCL ca onieHeHH B OTBOPEHO, MHOTOIICHTPOBO npoy4BaHe (aza 2 (PCYC-1104-CA), BKIFOUBAIIO
111 marmmenTn. MenuanaTa Ha Bb3pactTa € 68 rogunu (quamnaszon: ot 40 mo 84 rogunmn), 77% ca Mbxe
u 92% ca ot Osinara paca. [launentu ¢ pynknuonanen craryc 3 wiu noseue ceriaacio ECOG ca
M3KIIIOYEHH OT Mpoy4BaHeTo. MenuaHnaTa Ha BpeMETO OT ITOCTAaBSIHETO Ha AuarHo3ara e 42 Mecerla, a
MenuaHarta Ha Oposi Ha peUIIHNTE JieueHus € 3 (auana3oH: ot 1 1o 5 neuenwus), BKIOUUTETHO 35%
C TIpeIIecTBallla XUMAOTEpaIn¥sl ¢ BUCOKH 103U, 43% c mpemecTBaiia tepanus ¢ 6oprezomuo, 24%
C mpeuIecTBala Tepanus ¢ JeHanuaoMua u 11% c npeniiecTBama TpaHCIUIAHTALMS HA aBTOJIOKHH
WAJIN aJIOT€HHHU CTBOJIOBH KJIeTKHA. Ha m3xoquo HUBO 39% OT marmeHTUTe UMaT MaCUBHO 3a00IIBaHeE
(=5 cm), 49% umar ckop 3a BUCOKa CTEIEH Ha pUCK 110 OnpocTeHus MEKIYHAPOACH MPOTHOCTHYECH
uHeKC 3a MaHTenHoKneTbueH JuMpoM (Simplified MCL International Prognostic Index, MIPI) n
72% ca ¢ HanpeaHaOo 3a00JABaHe (EKCTPaHOJATHO /W ChC 3acsraHe Ha KOCTHHS MO3BK) ITPH
CKpUHHHTA.

IMBRUVICA e npunaran nepopainto 560 mg BeJHBXK IHEBHO 0 MPOTrpecHs Ha 3200 sIBAaHETO HITH
HeTpHEeMJINBa TOKCHYHOCT. OTrOBOPHT Ha TYMOPA CE OIICHSBA B ChOTBETCTBUE C KPUTEPUHUTE HA
peBusnpanara MexaynaponHa padotna rpyna (International Working Group, IWG) 3a Hex0KKHHOB
mumpom (non-Hodgkin’s lymphoma, NHL). IIspBruuHaTa kpaifHa TOUKa Ipu TOBa MIPOYUBAHE €
OIIEHEHATa OT WU3CIIeIoBaTeNs cTerneH Ha ool otroBop (overall response rate, ORR). OtroBopute KbM
IMBRUVICA ca nokazanu B Tabnuua 2.

Ta6auuna 2: ORR u DOR npu nanuenTu ¢ penuausupam uian peppaxkrepes MCL
(ITpoyuBane PCYC-1104-CA)

Oomo

N=111
ORR (%) 67,6
95% CI (%) (58,0: 76,1)
CR (%) 20,7
PR (%) 46,8
Meanana Ha DOR (CR+PR) (mecemn) 17,5 (15,8, NR)
MenuaHa Ha BpeMETO JI0 MbPBOHAYATICH OTTOBOP, MECEIH (Irana3oH) 1,9 (1,4-13,7)
Menuana Ha Bpemeto 10 CR, mecernu (uana3oH) 5,5(1,7-11,5)
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CI = noeputenen uarepsar; CR = meien otroBop; DOR = npoasmkurennoct Ha otroBopa; ORR = crenen Ha o061
OTrOBOD;
PR = uvactuuen orrosop; NR = HenoctursHat otrroBop

JlanauTe 3a e(pUKACHOCT, KOUTO ca olieHeHn oT Komucus 3a He3aBucuma orneHka (Independent Review
Committee, IRC), mokazsat 69% ORR, 21% meaen orroBop (CR) u 48% dactuaen orrosop (PR).
N3uncnenara ot IRC Mennana Ha MpoABIHKUTENHOCT Ha OTroBopa € 19,6 mecena.

OO6uwsar orroBop kbM IMBRUVICA e He3aBUCHM OT IPEAXOIHO JICUEHHE, BKIIOYBAILO OOPTE30MUO
Y JICHAJTMIOMUJ WM HaJMYUe Ha PUCKOBU/IPOTHOCTHYHH (PaKTOPH, MACUBHO 3a00JIsIBaHe, MO WIH
BB3paCT.

beszomacHoctTa 1 eukacHoctta Ha IMBRUVICA ca moka3aHu B €{HO paHIOMHU3HPAHO, OTBOPEHO,
MHOTOIICHTPOBO NpoyuBaHe ¢aza 3, Brirousaino 280 nanuentu ¢ MCL, KouTo ca moryuuiv Hai-
Manko exHa npeaxoana tepanus (IIpoyasane MCL3001). [Tanentute ca pangomusupanu 1:1 ga
nosyyaBaT IMBRUVICA nepopanso o 560 mg BeqHBK JHEBHO B IPOABIDKEHHE Ha 21 THU MU
TEMCHPOJINMYC HHTPAaBEHO3HO Mo 175 mg Ha 1, 8 m 15 meH oT mbpBUs LMKBI, TOCIEABAHO OT 75 mg
Ha 1, 8 u 15 men Ha Bceku cneasan 2 1-qHeBEH UK. JIeYeHHETO B IBETE paMeHa Ha MMPOYIBAHETO
IPOJIBIKABA JI0 MPOTPECHS Ha 3200 SIBAHETO MITH HENMPUEMITUBA TOKCUYHOCT. MenaHara Ha
BB3pacTTa ¢ 68 roguHu (auamazoH, 34 1o 88 roaunmn), 74% ca mbxe u 87% ca OT eBporenIHaTA paca.
Mennanara Ha BpeMETO OT MOCTaBsIHE Ha JiarHo3ata e 43 mecelia, a MeJjaHaTa Ha Opost OT
MIPEUIITHUTE JIedeHus € 2 (quana3oH: ot 1 1o 9 nedenus), BkaounTeaHo 51% ¢ npeaxoaHa
XUMHOTEPAITUs C BUCOKHU 103U, 18% ¢ mpenxoHo eueHne ¢ 6opre3omMud, 5% ¢ mpeaxoaHo IeUeHUE C
neHanuaomMun, u 24% c npeAliecTala TpaHCIUIAaHTauUs Ha CTBOJIOBU KieTku. Ha uzxonno HuBo 53%
OT MAIMEHTHUTE Ca UMAIM MacUBHO 3abosiBaHe (> 5 cm), 21% ca nManm BUCOKa OIIEHKA Ha PUCKA 10
onpoctenus unaekc MIPI, 60% ca umanu exctpaHoganHo 3a0omnsBane U 54% ca nmanu 3acarane Ha
KOCTHUSI MO3bK, YCTAHOBEHO 10 BpEME Ha CKPUHUHTA.

[IpexuBsemoctra 6€3 nporpecus (PFS) ce onensiza ot IRC chritacHo peBU3MPAHUTE KPUTEPHH Ha
Mexaynaponnara padotna rpyna (International Working Group, IWG) 3a HexomxkuaoB numdom
(non-Hodgkin’s lymphoma, NHL). Pesynrarure 3a epukacuoct ot [Ipoyusane MCL3001 ca
nokazanu B Tabnuna 3 u kpuBara Ha Kaplan Meier 3a npesxuBsiemocT 0e3 nporpecus — Ha Purypa 1.

Tabanna 3: Pesyjararure 3a epUKaCHOCT NPH NANUEHTH ¢ penuauB Wi peppaxkrepedr MCL

(ITpoyuBane MCL3001)
Kpaiina Touka IMBRUVICA Temcupoaumyc
N=139 N=141
PFS®
Cpenna PES (95% CI), (mecenn) e (10’4}’112I 5)0,43 [95|% Cr. 0,32,6,02,5(332, =
ORR (%) 71,9 | 40,4
p-CTOMHOCT p <0,0001

NE = ne e ouennmo; HR = koeduuuent na puck; Cl = nosepurenex uarepsai; ORR = crenen Ha 06m1 otroBop; PFS =

HPEXKUBIEMOCT 0€3 mporpecus

4 IRC oreHeH.

[To-ManbK MPOIEHT OT MALUEHTHUTE, JIEKYBaHU C HOPYTUHHO, Ca UMAJIA KIMHUYHO 3HAYUMO
BJIOIIABAaHE HA CHMITOMHTE Ha JIuM¢OMa B CpaBHEHHE C TeMcupoiumyc (27% cpemty 52%) u BpemeTo
JI0 BIIOIIABAaHE HA CUMIITOMUTE HACTHIIBA 10-0aBHO ¢ HOpyTHHUO cipsimo Temcuponumyc (HR 0,27,

p <0,0001).
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®@urypa 1: Kpusa na Kaplan-Meier 3a PFS (ITT nonysanus) B Ilpoyusane MCL3001
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[IpoBeieHO € eHO PaHIOMH3UPAHO, MHOTOLIEHTPOBO, OTKpUTO IpoyuBane ¢asza 3 (PCYC-1115-CA)
Ha IMBRUVICA cnpsimo xiopamOy1mi py NanyueHTy ¢ HenekyBana gocera CLL Ha Bb3pact

65 roMHM WK TTO-BB3pacTHH. [lanmenTuTe Ha Bh3pacT Mexay 65 u 70 ronuHu TpsOBa Ja UMat Haii-
MAJIKO €JTHO CHITBTCTBAIIO 3a00JIsIBaHe, KOETO Jia M3KITI0UBa yroTpedara Ha IbpBa JIMHUS XUMHO-
uMyHoTepanus ¢ Gpuynapabus, nukinopochamun u purykcumad. [lanuentute (n = 269) ca
paunomusupanu 1:1 ga nomydaBat win IMBRUVICA 420 mg nHeBHO 10 mporpecus Ha 3a00JIBaHETO
WM HETIPUEMIINBA TOKCHYHOCT, WK XJiopaMOymmi ¢ HadanHa fo3a 0,5 mg/kg B q1au 1 u 15 ot Beekn
28-THEBEH IIUKBJI 32 MaKCUMYM 12 IMKBIIa, KaTO € MO3BOJICHO MOBUIIaBaHe Ha no3ata 1o 0,8 mg/kg
Bb3 OCHOBA Ha MOHOCUMOCTTA. Clie/l HOTBBbPAEHA Mporpecus Ha 3a00IIBaHETO HMa Bb3MOXKHOCT
MAIMEHTHTE, JIEKYBaHH C XJIOpaMOYIIHJI, a IPEMIHAT Ha JIeYeHUE ¢ HOPYTHHUO.

Menauanara Ha Be3pactTa ¢ 73 rogunu (rpanuny, 65 1o 90 rogunm), 63% ca Mexe u 91% ca ot
Osimara paca. JleBeT/ieceT U eUH MPOIIEHT OT MAIlMEHTHTE UMAT Ha U3XOTHOTO HUBO (QYHKIIHOHAIICH
craryc 0 wm 1 mo ECOG, a 9% umar ¢pynkimonanet craryc 2 mo ECOG. IIpoyuBaHeTo BKIIIOYBA
269 nmanment ¢ CLL. Ha uzxonHo HUBO 45% ca B HanpeaHan knuHU4YeH craguil (ctaauit 11 wmm IV
no Rai), 35% oT nmanuenTHTE MMAT HAl-MAJIKO €IUH TYMOp > 5 cm, 39% nMar aHeMusi Ha U3XOHO
HUBO, 23% uUMaT TPOMOOIIUTOIIEHHUS Ha H3XOTHO HUBO, 65% uMaT MoBHILEH 32 MUKPOTI00YIHH

> 3500 pg/l, 47% nmat CrCL < 60 ml/min, 20% ot nauuentute umart dell 1q, 6% ot nauuentute
umar dell 7p/mytamust B Tymopen npoteut 53 (TP53), a 44% ot nanueHTiTe MIMaT HEMYTHUPAI
BapHaOWIJIEH PETHOH B TeKKHUTE UMyHOT100y1rnHOBU Bepurd (IGHV).

[Ipexussiemoctra 6e3 nporpecus (PFS), onenena ot IRC cniopen kpurepunte Ha MexxayHapoIHUS
cemunap 1o CLL (International Workshop on CLL - IWCLL), noka3Ba 84% cTaTuCTUYECKH 3HAYUMO
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HaMaJICHUE Ha pUCKa OT cMBpT win nporpecus B pamoto ¢ IMBRUVICA. Pesynrarute 3a
e¢ukacHoct ot [IpoyuBane PCYC-1115-CA ca moka3anu Ha Tabnuna 4, a kpusute o Kaplan-Meier
Ha PFS u OS ca nokazanu crorBeTHO HAa Durypu 2 u 3.

HabmronaBa ce cTaTUCTUYECKH 3HAYUMO NMPOIBIDKUTEIIHO MOA00pEHUE 1T0 OTHOLICHHE Ha
TpomOouuTHuTe MM xemoriobuna B ITT nonynanusaTa B mon3a Ha HOPYTUHHUO CIIPSIMO XJIOPaMOyILIHIL.
[Ipu nanyeHTy C HUTONICHUST HA U3XOHOTO HUBO, MPOIBIDKUTEITHOTO XEMATOJIOTUYHO TTOJJ00pEeHHe ce
u3passisa B: TpomOorutu 77,1% cnpamo 42,9%; xemornobun 84,3% crpsimo 45,5% chOTBETHO 32
MOPYTHHUO U XJIOPaMOYILIHII.

Ta6aunua 4: Pesyaratu 3a eguxacnoct B [Ipoyusane PCYC-1115-CA

Kpaiina Touka IMBRUVICA XunopamOyumi
N =136 N =133

PFS?

Bpoii croutus (%) 15 (11,0) 64 (48,1)

Memunana (95% CI), mecenn He e nocturaara 18,9 (14,1; 22,0)

HR (95% CI) 0,161 (0,091, 0,283)

ORR® (CR +PR) 82,4% | 35,3%
P-croiiHOCT <0,0001

0s°

Bpoit cMmbpTHU cirydan (%) 3(2,2) | 17 (12,8)
HR (95% CI) 0,163 (0,048; 0,558)

CI = noeputenen narepsair; HR = koeduuuent Ha puck; CR = mpnen orroBop; ORR = crenen Ha o061 otrosop; OS =
o6ura npexxussemoct; PFS = npexxussemoct 6e3 nporpecust; PR = yactuuen orroBop
a

6

Onenena ot IRC mMennana Ha npocnensBane 18,4 mecena;
Menuanata Ha OS He e nocturnara B asere pamena. p < 0,005 3a OS.

®urypa 2: Kpusa na Kaplan-Meier 3a PFS (ITT nonynauus) B Ilpoyusane PCYC-1115-CA
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®urypa 3: Kpusa Ha Kaplan-Meier 3a OS (ITT nonysnauus) B Ilpoyusane PCYC-1115-CA
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48-meceuno npoceonsane

B pamkute Ha npoyuBaneto PCYC-1115-CA u HeroBoTo nmpoAbKEeHUE, TPH MeaHa Ha BpeMETO Ha
npociensBane 48 mecena, mpu narerTute B pamoro ¢ IMBRUVICA e HabmronaBaHo

86% HamasBaHE HA pUCKa OT CMBPT WX IIPOTPECHs CITOPE OLIEHKAaTa Ha HU3CJICOBATENS.
Menuanata Ha PFS, onienena ot u3cnenonarens, He ¢ qocturHata B pamoto ¢ IMBRUVICA u e

15 mecena [95% CI (10,22; 19,35)] B pamoTo ¢ xaopamOyiwt; (HR=0,14 [95% CI (0,09; 0,21)]).
W3uncnenara 4-ronumna PFS e cvotBeTHO 73,9% B pamoto ¢ IMBRUVICA 1 15,5% B pamoTo C
xJopaMOymiI. AkTyanu3upaHara kpuBa Ha Kaplan-Meier 3a PFS e nokazana na ®@urypa 4. ORR,
olleHeHa oT u3cnenosarensd, € 91,2% B pamoto ¢ IMBRUVICA cnpsimo 36,8% B pamoTo C
xnopamOyumin. Yecrorata Ha CR cnopen kpurepunre Ha IWCLL e 16,2% B pamoto ¢ IMBRUVICA
capsimo 3,0% B pamorto ¢ xnopamOyuui. [lo BpemeTo Ha ABATOCPOYHOTO pociensiBaHe 001110

73 yuactaunu (54,9%), IbpBOHAYAIHO PAHAOMU3UPAHUA B PAMOTO C XJIOPaMOYIIHJI, BIIOCIEIACTBHE
IpeMHUHaBaT KbM JieueHue ¢ nopytunud. Ouenkata Ha OS no Kaplan-Meier B onpeznesnena BpemeBa
touka (landmark) ua 48 mecer e 85,5% B pamoto ¢ IMBRUVICA.

EdextsT 0T NeuenneTo ¢ nbpyturutd B npoyusane PCYC-1115-CA cu choTBeTCTBA IPH
BUcOKopuckoBute nanuentH ¢ dell7p/TP53 myranus, dell 1q w/unu nemytupan IGHV.
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®urypa 4: Kpusa na Kaplan-Meier 3a PFS (ITT nonysanus) B npoyusane PCYC-1115-CA
npu 48-mMeceyHo npocJieAssBaHe
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Kombunupana mepanus

bezonacHoctTa u epukacHocrra Ha IMBRUVICA nipu HenexyBanu nocera nanuentu ¢ CLL/SLL ca
OIICHEHH JIOTBIHUTEITHO B PaHIOMU3UPAaHO, MHOTOIIEHTPOBO, OTKpUTO npoyuBaHe ¢aza 3 (PCYC-
1130-CA) na IMBRUVICA B xoMOuHanus ¢ 00MHYyTY3yMa0 cIpsMo XJIopaMOyLniI B KOMOMHALS C
obunyTyMa0. B mpoyuBaneTo ca BKIIIOYEHU MAIUCHTH HA BB3pacT 65 WK MoBeYe TOANHH WIH

<65 TOIMHY ChC CHITFTCTBAIIN 3a00JIIBaHs, HaManeHa ObOpeyHa QyHKIUS, H3MEpeHa upe3
KpeaTHHUHOB KiupbHC <70 ml/min, nin Hanumuue Ha dell7p/TP53 myrauus. [lanmenture (n=229) ca
pannomusupand 1:1 ga nomydaBat win IMBRUVICA 420 mg nHeBHO 10 mporpecus Ha 3a00JIBaHETO
WJIM HENPUEMJIMBA TOKCUYHOCT, MIIK XjiopamOy1wi ¢ 1o3a 0,5 mg/kg B Jlen 1 u 15 ot Bceku 28-
JHEBEH LIMKBI B IPOIBJDKEHNE Ha 6 IUKbIA. B nBeTe pamena nanuenture nomy4asat 1 000 mg
00unyTy3ymab B JleH 1, 8 u 15 oT mbpBUs HUKBI, TOCIEABAHO OT JICYCHHE B IIBPBUS JICH Ha

5 mocneaBamy MuKbIa (00110 6 nuKbIa oT 28 aHU Bcekn). [IbpBaTa 1032 00MHYTY3yMab e pa3zescHa
Mexay neH 1 (100 mg) u nen 2 (900 mg).

Menunanata Ha Bp3pactTa ¢ 71 rogunu (auamazon, 40 qo 87 ronunun), 64% ca mbxe, a 96% ca ot
Osara paca. Benuku nanpenTn umar u3xoJieH pynknunonaneH cratyc mo ECOG 0 (48%) nnm 1-2
(52%). Ha u3xoano HUBO 52% ca B HampeaHan kiauHudeH cranuii (ctanuit 11 umm IV no Rai), 32% ot
MAIMeHTUTE UMaT MacUBHO 3a0oisaBaHe (>5 cm), 44% ca ¢ aHemusI Ha U3XOHO HUBO, 22% ca ¢
TPOMOOILIMTONICHUS Ha U3X01HO HUBO, 28% nmaT CrCL <60 ml/min, a MearaHaTa Ha KyMyJIaTUBHUS
cKop 3a knacuukanus Ha 3a0onsBanero B repuatpusita (Cumulative Illness Rating Score for
Geriatrics, CIRS-G) e 4 (ananazon, 0 1o 12). Ha uzxomuo HuBo 65% ot manmenture umat CLL/SLL ¢
BUCOKO prckoBHu aktopu (dell 7p/TP53 myTanus [18%], dell1q [15%] unu nemyTtupan IGHV
[54%]).

IIpexussemoctra 6e3 mporpecus (PFS), onenena ot IRC B crorBeTcTBHE ¢ kputepuute Ha IWCLL,
nokassa 77% CTaTHCTHYECKH 3HAYMMO HaMaJlsiBaHE Ha PUCKa OT CMBPT HIIH MIPOTPECHUS B PAMOTO C
IMBRUVICA. B pamkute Ha Mpoy4BaHETO, IPY MEMAHa Ha BPEMETO Ha IpociensaBane 31 mMecena,
meananata Ha PFS we e mocturaara B pamoro ¢ IMBRUVICA+o6unryTY3yMab u e 19 Mecena B
paMoTo ¢ XJiopaMOyIiI+00uHyTY3yMa0. PesynraTure 3a epukacHoct B ipoyuBane PCYC-1130-CA
ca nmoka3zanu B Tabmuma 5, a kpuBara Ha Kaplan-Meier 3a PFS e nokazana na ®urypa 5.
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Tabanna S: Pesysarartu 3a epukacHoct B mpoyusane PCYC-1130-CA

IMBRUVICA-+00unyTYy3ymMa0

XnopamOyuui+o0uHyTYy3yMad

Kpaiina Touka N=113 N=116
IIpe:xuBsieMocT 6e3 mporpecusi®
bpoii cuoutus (%) 24 (21,2) 74 (63,8)

Memunana (95% CI), mecenn

He e nocturuara

19,0 (15,1; 22,1)

HR (95% CI)

0,23 (0,15; 0,37)

O0ma yecrora Ha 88,5 73,3
otrosop® (%)

CRS 19,5 7,8
PR® 69,0 65,5

Cl=noseputenen unrepsan; HR=roeduuuenr na puck; CR=nbsen orrosop; PR=uactuuen orrosop.

a

6

Orneneno ot IRC.

Mo3bK (CRi).
¥ PR=PR+nPR.

Bruttousa 1 nanuent B pamoto ¢ IMBRUVICA+00uHYyTY3ymMa0 ¢ IbjIeH OTTOBOP C HEMBJIHO Bb3CTAHOBABAHE HA KOCTHUS

®urypa 5: Kpusa na Kaplan-Meier 3a PFS (ITT nonysnanus) B npoyusane PCYC-1130-CA
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EdexTsT 0T 1euennero ¢ nOpyTHHHUO € eAHaKbB NP BUCOKopucKkoBara nomynanus ¢ CLL/SLL
(del17p/TP53 myranus, dell 1q wmu memytupan IGHV), kato HR 3a PFS e 0,15 [95% CI (0,09; 0,27)],
KaKTo e rokasano B Tabmuia 6. M3uncnenara 2-rogumna PFS 3a BucokopuckoBara momynamus ¢
CLL/SLL e crotBeTHO 78,8% [95% CI (67,3; 86,7)] u 15,5% [95% CI (8,1; 25,2)] B pamoTo ¢

IMBRUVICA+06unyTy3yMab u ¢ xaopamOymi+oOuHyTy3ymao.

Tabanna 6: Anaan3 na PFS no nmoarp

mu (mpoyuBane PCYC-1130-CA)

N KoedunueHt Ha puck 95% CI

Bceuuku yyacTHUIM 229 0,231 0,145; 0,367
Bucok puck (dell7p/TP53/dell1q/nemyrupan IGHV)

Ja 148 0,154 0,087; 0,270
He 81 0,521 0,221; 1,231
Dell17p/TP53

Ha 41 0,109 0,031; 0,380
He 188 0,275 0,166; 0,455
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FISH

Dell7p 32 0,141 0,039; 0,506
Delllq 35 0,131 0,030; 0,573
Hpyru 162 0,302 0,176; 0,520
Hemytupaa IGHV

Ha 123 0,150 0,084; 0,269
He 91 0,300 0,120; 0,749
Bn3pacr

<65 46 0,293 0,122; 0,705
>65 183 0,215 0,125; 0,372
MacusHo 3a00J1sIBaHe

<5cm 154 0,289 0,161; 0,521
>5cm 74 0,184 0,085; 0,398
Cragnii mo Rai

0/1/11 110 0,221 0,115;0,424
I/1vV 119 0,246 0,127; 0,477
ECOG na CRF

0 110 0,226 0,110; 0,464
1-2 119 0,239 0,130; 0,438

KoedunuenT Ha puck, 0CHOBaH Ha HeCTpaTU(UITPAH aHATH3

Peakuuu, cBbp3anu ¢ nHQY3UATA, OT BCHUKH CTEIICHU ca HaOMoqaBaHu pu 25% OT MallueHTHTE,
nexyBanu ¢ IMBRUVICA+o6unyTy3yma0, u npu 58% 0T mauueHTuTe, JIEKyBaHHU C
xyopamMOyunn+oounyTy3yma0. Peakuun cremnen 3 uin mo-BUCOKa MM CEPUO3HH PEAKLIUH, CBBP3aHH C
uHby3usATa, ca HaOMoAaBaHu pu 3% ot narueHTure, jJekyBanu ¢ IMBRUVICA+o0unyTy3yma0, u
pu 9% OT MalUEHTHUTE, JIEKYBAHU C XJIOPaMOYIUI+OOHMHYTY3yMa0.

Bezonacnocrra n eduxacHoctra Ha IMBRUVICA npu nanmenTu ¢ HenekyBana npeau toBa CLL mmu
SLL ca olleHeH! IOMBJIHUTEITHO B PAHJOMU3UPaHO, MHOTOLIEHTPOBO, OTKPHUTO Mpoy4BaHe ¢asza 3
(E1912) na IMBRUVICA B xom0unanus ¢ purykcumad (IR) cnpsimo crangaptaa
XUMUOUMYHOTepamnus ¢ ¢urynapadus, uukinopochamun u purykcumad (FCR). B npoyusaneto ca
BKJIFOUCHH HeleKyBaHU mpeau ToBa narueHTn ¢ CLL umu SLL Ha BB3pact 70 TOIWHA WK TTO-MJIATH.
[ManuenTu ¢ dell 7p ca uskimouBanu oT npoyusaneto. Ianuenture (n=529) ca pangomusupanu 2:1 3a
nosydaBane Ha IR wim FCR. IMBRUVICA e npunaras B 1o3a 420 mg JTHEBHO A0 NpOrpecHs Ha
3a00JIIBAHETO UM HEIPUEMIIMBA TOKCUYHOCT. DJTyqapabuH € mpuiarad B 103a 25 mg/m?, a
uuknodochamu e mputarad B 103a 250 mg/m?; u aBara npoaykra ca npuaaranu B Jau 1,2 u 3 Ha
Hukom 1-6. Putykcumab ce 3anousa B Lluksn 2 B pamoto ¢ IR u B Luksa 1 B pamoto ¢ FCR u ce
npuiara B 103a 50 mg/m* B Jlen 1 oT mbpBus Kb, 325 mg/m? B JIeH 2 OT IbPBHS UKBI U

500 mg/m? B Jlen 1 Ha 5-Te mocyieBaIM MKBIA 3a 00O 6 MHUKEIA. Beeky IUKBI € 28 IHH.

Menananata Ha BB3pact € 58 ronunu (quamasoH, 28 mo 70 rogunn), 67% ca mexke u 90% ca ot Ostata
paca. Bcuuku naruenT umMar usxojeH gynkiuonanen craryc no ECOG 0 wimu 1 (98%) nnum 2 (2%).
Ha usxomno uuBo 43% ot manmenTture ca B craguii mo Rai I wom IV, a 59% ot manuenTuTe Mar
CLL/SLL ¢ Bucoko puckosu ¢pakropu (TP53 myrauus [6%], dell1q [22%] niau HemyTtupan IGHV
[53%]).

Pesynrarute 3a epukacnoct B E1912 ca nokazanu B Tabnuna 7 npu MmennaHa Ha BpeMETO Ha
npociuensBade B npoyusaneTo 37 mecena. Kpusure na Kaplan-Meier 3a PFS, ouenenn no xpurepunre
Ha IWCLL, u 3a OS ca nokazanu cboTBeTHO Ha urypu 6 u 7.
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Tabanna 7: Pesyarartn 3a epuxacnoct B Ilpoyusane E1912

HNopyrnnuod daynapaduH,
. +purykcumad (IR nukJjgaodpochamua u
Kpaiina rotka b yN=354 o pnTchq;lM:ll)ﬁ (FCR)
N=175
IIpe:xxuBsieMocT Ge3 nporpecust
bpoii croutus (%) 41 (12) 44 (25)
[Iporpecus Ha 3a00JIIBaHETO 39 38
Cw0uTHS CBC CMBPT 2 6
Menanana (95% CI), mecenn NE (49,4; NE) NE (47,1; NE)
HR (95% CI) 0,34 (0,22; 0,52)
P-croiinoct? <0,0001
O011a MpeKUBIEMOCT
Bpoit cMmbpTHU cirydan (%) 4(1) | 10 (6)
HR (95% CI) 0,17 (0,05; 0,54)
P-croitnoct? 0,0007
O06ua yecrtora Ha 0TroBop°® (%) 96,9 | 85,7

% P-croiiHocTTa € OT HecTpaTuduumMpan log-rank TecT.

OtreHeHa OT U3CIIeI0BaTEIs.
HR = koedunnenr na pucka; NE = He MoXe 1a ce OleHH

®@urypa 6: Kpusa na Kaplan-Meier 3a PFS (ITT nonyaanus) B IlpoyuBane E1912
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p<0.0001
L e e e e B B e B LI S B B B B B B B e
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 (Meceu)
N B puck

IMBRUVICA 354 351 349 345 339 334 332 324 307 270 227 185 159 108 79 52

+ puTykcumab

$nyaapabun, 175 158 152 148 145 134 129 125 114 95 79 64 51 34 20 10

umuknodochammg
+ pUTYyKcHmab

EdexTsT oT Neuennero ¢ nOpyTHHHUO € MOCTOSHEH BbB BUCOKOpHCKoBara nomyiauus ¢ CLL/SLL
(TP53 myTtanus, dell 1q uinu memytupan IGHV), ¢ HR 3a PFS 0,23 [95% CI (0,13; 0,40)], p <0,0001,
KakTo e moka3zaHo B Tabnuma 8. M3uucnenara 3-rojumHa yecrtora Ha PFS BBB BUCOKOpHCKOBaTa
nomyanus ¢ CLL/SLL e 90,4% [95% CI (85,4; 93,7)] u 60,3% [95% CI (46,2; 71,8)] chOTBETHO B
pamoro ¢ IR u ¢ FCR.
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Ta6anna 8: Ananns no noarpynu Ha PFS (Ilpoyusane E1912)

N KoepunueHnrt Ha 95% CI
puCcKa

Bceudku yuacTHUITH 529 0,340 0,222; 0,522
Bucok puck (TP53/dell1q/uemyrupan IGHYV)
Ha 313 0,231 0,132; 0,404
He 216 0,568 0,292; 1,105
delllq
Ja 117 0,199 0,088; 0,453
He 410 0,433 0,260; 0,722
Hemytupaa IGHV
Ha 281 0,233 0,129; 0,421
He 112 0,741 0,276; 1,993
MacuBHO 3200J11BaHe
<5 cm 316 0,393 0,217; 0,711
>5 cm 194 0,257 0,134, 0,494
Craanii mo Rai
0/1/11 301 0,398 0,224, 0,708
11/1v 228 0,281 0,148; 0,534
ECOG
0 335 0,242 0,138; 0,422
1-2 194 0,551 0,271; 1,118

KoeduimeHT Ha pucKa, OCHOBaH Ha HECTPATH(QULIUPAH aHAIH3

®urypa 7: Kpusa Ha Kaplan-Meier 3a OS (ITT nonynanus) B [Ipoyuane E1912
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umknopochamug
+ puTykcumab

Kombunupana mepanus ¢ puxcupana npoovadicumensHocm

BezonacHoctTa n epukacHOCTTa Ha TepanuaATa ¢ pukcupana npoabpkutenHoct ¢ IMBRUVICA B
KOMOMHAIIMS C BEHETOKIIAKC CITPSIMO XJIOPaMOYIIHII B KOMOUHAIMS ¢ OOMHYTYy3yMal MpH MaIUeHTH ¢
HesekyBaHa npeau Toea CLL ca olleHeHH B paHIOMU3UPaHO OTKPUTO npoyuBane dasza 3 (CLL3011).
B npoy4BaneTo ca BKIIOUEHN NAMEHTH C HeleKyBaHa npeau ToBa CLL Ha Bb3pacT 65 unm noseue
TOJMHU U Bb3pacTHH nauueHTu <65 rogunu ¢ CIRS ckop >6 unu CrCL >30 no <70 ml/min.
MammenTu ¢ del 17p vnm uzBectan TPS53 myTanuu ca m3knrouBanu. [lanmenture (n=211) ca
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pannomusupanu 1:1 3a momyuaBane Ha IMBRUVICA B koMOuHaIMs ¢ BEHETOKIAKC WIN
xJiopamMOynui B KoMOHHaLus ¢ 00uHyTy3yMad. [lanuenture B pamoro ¢ IMBRUVICA mumoc
BeHeToksakce nonyyaBaT IMBRUVICA camocTrosiTenHo B IpoAbIKEHHE Ha 3 IUKBIA, IOCTIEIBAHO OT
IMBRUVICA B xoMOMHAIUS ¢ BEHETOKJIAKC 32 12 IMKbBJIA (BKIFOUUTEIIHO S-CeIMHUYHA CXeMa Ha
TUTpHUpaHe Ha o3ata). Beexu nuksi ce cberon ot 28 aau. IMBRUVICA e npunaran B go3a 420 mg
JHEBHO. BeHETOKIIake € Mpuiarad eXeIHEeBHO, KaTo ce 3armouBa ¢ 20 mg B MpoABIHKEHUE HA

1 cemmuria, mocieaBaHoO OT 1 ceaMuIa Ha BCSIKO 1030B0 HUBO oT 50 mg, 100 mg u 200 mg, cien ToBa
npenopbyuTeNHaTa AHEeBHA 103a oT 400 mg. [lanmentuTe, paHIOMHU3UPAHU B PaMOTO C XJIOPaMOYLIHIT
IUTIOC OOMHYTY3yMa0, TOTy4aBaT JeUeHHE B MPOABDKEHNE Ha 6 1uKkbiIa. OOuHyTy3ymal e mpujarad B
nmo3a 1 000 mg B JInu 1, 8 u 15 B Huksa 1. B Jlen 1 ot Lukiure 2 1o 6 € naBan o0uHyTy3ymMa0

1 000 mg. XmopamOyumn e npunarad B qo3a 0,5 mg/kg tenecno terno B J{au 1 u 15 ot Hukmu 1 go 6.
[TanmenTHTe ¢ noTBBpAEHA Mporpecus no kpurepunre Ha IWCLL cnen 3aBbpIiBaHe Ha BCSIKA CXEMa C
(uKcupaHa IPOIBIKUTEIHOCT MOTAT Jia ce JieKyBat ¢ MoHotepanus ¢ IMBRUVICA.

Menananata Ha Be3pactTa € 71 roguau (auanasoH, 47 1o 93 ronunn), 58% ca Mmexe 1 96% ca ot
Osinara paca. Beuuku naunentu umat usxoneH pynkunonane cratyc mo ECOG 0 (35%), 1 (53%)
w 2 (12%). Ha uzxoqno auBo 18% ot manmentute umar CLL c del 11q, a 52% ca 6e3 IGHV
MyTallHH.

ITpu oneHKa Ha N3XOIXHOTO HUBO 3@ PUCK OT CHHIPOM Ha TYMOpEH pasnaz 25% OT malueHTHTe UMat
BHCOK TyMopeH ToBap. Crexn 3 IMKbIa Ha BEBEKAAINA TPt ChC CAMOCTOSATEIHO MIpUIaraHe Ha
IMBRUVICA 2% oT nanueHTuTe MMaT BUCOK TYMOPEH TOBap. BUCOKUAT TyMOpEH TOBap ce
orpesieNisi KaTo Bceku JinM@eH Bbh3en >10 cm win Beeku muMdeH Bb3en >5 cm u abcoroTeH Opoi
mamdoruTa >25%10%/1.

[Ipu Mmenuana Ha BpeMeTo Ha TIpOCIeAsiBaHe B TPOyYBaHETO 28 Mecela pe3ynTaTuTe 3a e(UKacHOCT B
IIpoyusane CLL3011, ontenenu ot IRC cniopen xpurepunte Ha IWCLL, ca mokazanu B Tabnuma 9,
kpuBute Ha Kaplan-Meier 3a PFS ca nokazanu Ha ®urypa 8, a yecrorara Ha HEFaTHMBEH CTAaTyC 3a
MUHUMAITHO OCTaTh4HO 3a0omsaBane (MRD) e nokazana B Tabmuma 10.

Tadaunna 9: Pesyaratu 3a egpuxacnoct B [Ipoyusane CLL3011

Kpaiina Touka® IMBRUVICA + XiopamOynma +
BeneroxkJiakc O0unyTYy3yma0d
N=106 N=105
IIpexxuBsieMocT 0e3 mporpecus
Bpoii croutus (%) 22 (20,8) 67 (63,8)
Menmana (95% CI), mecenn NE (31,2, NE) 21,0 (16,6; 24,7)
HR (95% CI) 0,22 (0,13; 0,36)
P-croitHocT® <0,0001
YecroTa HA IBJIEH OTTOBOP
(Yo)? 38,7 11,4
95% CI (29,4, 48,0) (5,3;17,5)
P-croiinocT" <0,0001
YecroTa Ha 06111 0TTOBOP(%)" 86,8 84,8
95% CI (80,3; 93,2) (77,9; 91,6)

Brb3 ocHoBa Ha onenka Ha IRC

P-croitnocrra e ot crparudunmpan log-rank Tect

Bxirousa 3 manuentu B pamoro ¢ IMBRUVICA + BeHeTOKIIaKC ¢ ITbJIEH OTTOBOP C HEMBJIHO Bh3CTAHOBABAHE Ha
kocTHUsI MO3bK (CRi)

T P-croitHOCTTA € OT xu-kBajpat tect Ha Cochran-Mantel-Haenszel

06w orrosop = CR+CRi+nPR+PR
CR = mbned otroBop; CRi = IIbJIcH OTTOBOp C HEIBJIHO Bh3CTAHOBABAHE HA KOCTHHA MO3bK; HR = koeduuuenT Ha puck; NE
= He MOJKe Jia ce oreHy; nPR = HofyseH yacTHdeH 0TroBop; PR = yacTudeH oTroBop
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®urypa 8: Kpusu na Kaplan-Meier na npexussiemoctTa 6e3 nporpecus (ITT nonmynanus) npn
nanuenT ¢ CLL B IIpoyuBane CLL3011
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EdexrsT 0T 1euenuero ¢ IMBRUVICA 1miroc BEeHETOKIIAKC ce 3ama3Ba CTaOUJICH BbB
Bucokopuckosara CLL momynanust (TP53 myrtauus, del 11q nimm IGHV 6e3 myrauus) ¢ PFS HR 0,23
[95% CI(0,13; 0,41)].

JlanauTe 32 O0IIaTa MPEXUBAEMOCT HE ca TocTaThuHU. [Ipn MenuaHa Ha ipociesBaHe 28 Mecena
HsIMa 3HAaurMMa pa3iivKa MEeXAy paMeHaTa Ha jJedeHue ¢ o0mo 23 cmbptHH ciaydau: 11 (10,4%) B
pamoto ¢ IMBRUVICA mtoc Benetokiake 1 12 (11,4%) B paMoTO ¢ XJIOpaMOYITHIT TLTFOC
oounyTy3ymab ¢ OS HR 1,048 [95% CI (0,454; 2,419)]. Cnen 6 Mecena OMMBIHATETHO POCIIEAsIBAHE
ce ceobmasar 11 (10,4%) u 16 (15,2%) cMbpTHU citydan cb0TBeTHO B pamoto ¢ IMBRUVICA mutroc
BEHETOKJIAKC ¥ paMOTO ¢ XJIOpaMOYIWII TUTFOC 00uHyTy3yMa0, ¢ u3uucien OS HR 0,760 [95% CI
(0,352; 1,642]).

Ta6auma 10: YecToTa Ha HeraTHBEH CTATYC 32 MUHHMAJIHO 0CTATHYHO 3200J15IBaHe B
IIpoyuBane CLL3011
NGS Anaans? Duoyuuromerpus’®
IMBRUVICA + | Xaopamoynua + | IMBRUVICA + | XaopamOyuuma +
Beneroknakc OounyTy3ymad Beneroknakc O0unyTy3yMao
N=106 N=105 N=106 N=105
Yectrora Ha MRD HeraTmBeH cTaTyC
Kocren mo3wk, n (%) 59 (55,7) 22 (21,0) 72 (67,9) 24 (22,9)
95% CI (46,2; 65,1) (13,25 28,7) (59,05 76,8) (14,8; 30,9)
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P-croiiHOCT <0,0001
(r,f/e%’“‘bep*‘a KpeB, 11 63 (59,4) 42 (40,0) 85 (80,2) 49 (46,7)
0
95% CI (50,1; 68.8) (30,6; 49,4) (72,6; 87.8) (37,1; 56,2)
Yecrora Ha MRD HeraTtuBeH cTaTyc TPHM Mecena cJieJl 3aBbpPLIBAHE HA JICYEHHETO
Kocren mo3wKk, n (%) 55(51,9) 18 (17,1) 60 (56,6) 17 (16,2)
95% CI (42.4; 61,4) (9,9; 24,4 (47.2; 66,0) (9,1;23.2)
g/e%’“‘bep}‘a KpoB, 11 58 (54,7) 41 (39,0) 65 (61,3) 43 (41,0)
0
95% CI (45,2; 64.2) (29,7; 48.4) (52,0; 70,6) (31,5; 50.,4)

P-croitHoctuTe ca ot xu-kBajapat tect Ha Cochran-Mantel-Haenszel. P-cToitHocTTa 32 yectorara Ha HeratiBHo MRD B

KocTeH M03bK ¢ NGS e ocHOBHUAT aHaimu3 332 MRD.

?  Bwb3 ocHOBa Ha MPAroBa CTOMHOCT 104 IpU U3I0JI3BaHE HAa aHAJIN3 ChC CEKBEHUPAHE OT CIIEABALIO IOKOJICHUE

(clonoSEQ)
®  MRD e onensiBano upe3 GpIOYUUTOMETPHS Ha NepudepHa KPbB WK KOCTEH MO3BK OT LIEHTPAIHA J1ab0paTopHsl.

Omnpenenennero Ha HeratuBeH craryc € <1 CLL knetka Ha 10 000 nekormra (<1x 104).
CI = noBepureneH uutepsai; NGS = cekBeHUpaHe OT CJIEBAILO TOKOJICHUE

JBaHaneceT Mecena ciel] 3aBbPIIBAHETO Ha JieueHueTo yectorara Ha MRD HeraTtuBeH craryc B
nepudepHara KpbB € 49,1% (52/106) upe3 NGS ananus u 54,7% (58/106) upe3 pnoyuntoMeTpus npu
narentute, pekyBanu ¢ IMBRUVICA mtoc BeHeTokakce, u 12,4% (13/105) upe3 NGS ananus u
16,2% (17/105) upe3 ¢ioynuTOMETpHsl IPH MAIUESHTHTE, JIEKYBAHHU C XJIOPaMOYIIHIT TLTFOC
00MHYTYy3yMal, B ChOTBETHATA BpeMeBa TOUKA.

TLS ce cpo0IaBa npu 6 MalMeHTH, JICKYBaHHU C XJIOpaMOYIIWII IUTIOC OOMHYTY3yMa0, U He ce
cpobmasa npu IMBRUVICA B koMOMHAIINS ¢ BEHETOKJIAKC.

0610 npociensBane 58 Mecena (MeauaHa 52 Mecena)

IIpu o610 mpocnensBane 58 Mecena (MearaHa Ha MPoCeAsIBaHe IIPH MPOYIBAHETO 52 Mecerna) B
npoyusane CLL3011 ce nabmonasa 77% HamalleHHE Ha PUCKa OT CMBPT HJIH IIPOTPECHUS 110 OLICHKA
Ha u3cienoBatens npu nanueHT B pamoro Ha IMBRUVICA. KoeduureHTsT Ha pUCK 110 OTHOILICHHE
Ha oO1mata npesxxussiemocT e 0,458 [95% CI (0,257, 0,818), Homunanuo p=0,0068, He ¢
KOHTponupanaTa rpemka tun 1]. Uma 17 (16,0%) cmbpTaE cityyast B pamoto ¢ IMBRUVICA mmoc
BeHeTokake 1 36 (34,3%) B pamMoTo Ha XJI0paMOyIMII IUTIOC OOMHYTY3yMa0. MeauanaTa Ha BpEMETO
JIO CIIEIBAIOTO JICUCHUE HE € TOCTUTHATA 32 HUTO eHO OT aBeTe pamena (HR=0,164; 95% CI: 0,081;
0,330 ), xato 9,4% ot yuactaurute B pamoto ¢ IMBRUVICA mmroc Beneroknake u 41,0% ot
YYaCTHULHMTE B PaMOTO C XJIOpaMOYyLIMII TUTIOC OOMHYTY3yMad ca 3armoyHaliy mocie1Balia
MIPOTHUBOPAKOBA TEPAIH.
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Kpugara na Kaplan Meier 3a OS e noka3zana na ®urypa 9.

®urypa 9: Kpusa na Kaplan-Meier 3a o0mara npe:xusemoct (ITT Population) npu
nauuedTH ¢ CLL/SLL B npoyuBane CLL3011 ciex 58 mecena Ha mpocieasiBaHe
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besomacHocTTa M ehpukacHOCTTa Ha TepanusaTa ¢ pukcupana npoabrkureasoct ¢ IMBRUVICA B
KOMOMHALUS ¢ BEHETOKIJIAKC TP MAIMEHTH ¢ HeJleKyBaHa npeau ToBa CLL ca qombJIHUTENHO
OLICHSIBaHM B KOXOPTa Ha MHOTOLICHTPOBO, 2-KOXOpTHO npoyuBaHe daza 2 (PCYC-1142-CA). B
MPOYYBaHETO ca BKIIOUEHHU HeJeKyBaHH penu ToBa nanuentu ¢ CLL Ha Bb3pacT 70 TOOUHM WIH TTO-
Miaau. B npoyuBaneTo ca BkiItoueHH 323 manueHTH, oT TIX 159 manueHTH ca paHAOMU3NPAHU Ha
Tepanus ¢ GUKCUPaHa MPOIBIKUTEITHOCT, ChCTOSAIIA CE OT 3 IUKBJIAa HAa CAMOCTOSATENTHO IPUIaraHe Ha
IMBRUVICA, nocnensano or IMBRUVICA B koMOMHAIMS ¢ BEHETOKIIAKC B IPOABDKCHUE HA

12 mukbaa (BKIIOYUTEIHO S-CEIMUYHA CXeMa Ha TUTPUPAHE Ha Jj03aTa). BCeku IUKBI ce ChCTOH OT
28 nan. IMBRUVICA e mpunaran B no3a 420 mg aHeBHO. BeHeToKIakc € npuiaral exeJHEBHO, KaTo
ce 3aroyBa ¢ 20 mg B mpoAbKEHUE Ha 1 ceaMuIia, MocieBaHo oT 1 ceMHIIa Ha BCSKO T030BO HHBO
ot 50 mg, 100 mg u 200 mg, cien ToBa nmpenopbYNTENIHaTa JHeBHA J03a oT 400 mg. [TanuentuTe ¢
noTBbpAeHa nporpecus no kpurepunre Ha IWCLL cnen 3aBbpiiBane Ha cxemara ¢ GUKCUpaHa
MPOABIDKUTEIHOCT MOTaT Ja ce JiekyBaT ¢ MoHoTepanus ¢ IMBRUVICA.

Menunanata Ha Bp3pactTa ¢ 60 rogunu (auamason, 33 1o 71 ronunn), 67% ca mbxe 1 92% ca ot
Ostnata paca. Benuku nauyenTn umat usxonieH gpyakuuonaiex cratyc no ECOG 0 (69%) nin 1
(31%). Ha u3xoano HuBo 13% ot manmentute uMart del 17p, 18% ca ¢ del 11q, 17% ca ¢ mytanus del
17p/TP53, 56% ca 6e3 IGHV mytanun u 19% ca ¢ xomriekceH kapuotutl. [Ipu onieHka Ha U3XOAHOTO
HUBO 3a PUCK OT CHHJPOM Ha TyMOpeH pa3nan 21% oT manueHTuTe UMaT BUCOK TYMOPEH TOBap.
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Crnen 3 uuKbia Ha BbBEXKAAIA Tepanus cbe camoctosTenHo npunaraie Ha IMBRUVICA 1% ot
MAIMEHTUTE NMAT BUCOK TYMOPEH TOBap. BUCOKHST TyMOpPEH TOBap ce Ompeaens KaTo BCeKU JTUM(EH
BB3ea >10 cm mim Beeku TuMQEH Bb3ell >5 ¢cm 1 abcomoTeH 6poii mumdonutr >25x10%/1.

IIpn Menuana Ha BpeMeTO Ha MpOCIEAsBaHE B IPOYUBAHETO OT 28 Mecela pe3yaTaTuTe 3a
edpuxacnoct B PCYC-1142-CA, ouenenn ot IRC cnopen kputepunre na IWCLL, ca mokazaHu B
Tabmuna 11, a yectorara Ha HETATUBEH CTATyC HA MHHAMAITHO OocTaTh4HO 3a0onsBane (MRD) e
rnokasana B Ta0Osuma 12.

Tadoauua 11:  Pe3yaraTu 3a epuxacHocT B [IpoyuBane PCYC 1142-CA (koxopTa ¢ pukcupaHa
NPOABJIKUTETHOCT)

Kpaiina Touka® IMBRUVICA + BeHeTOKJIaKC
be3 Del 17p Bceunuku
(N=136) (N=159)
YecroTa Ha 0611 0TrOBOP, N (%)° 130 (95,6) 153 (96,2)
95% CI (%) (92,1; 99,0) (93,3;99,2)
YecToTa HA IbJIEH OTTOBOP, N (%)° 83 (61,0) 95 (59,7)
95% CI (%) (52,8; 69,2) (52,1, 67,4)
Menunana Ha npoabkuTeTHOCT Ha CR, NE (0,03+, 24,9+) NE (0,03+, 24,9+)
Meceny (auana3on)?

4 Bwp3 ocHoBa Ha orenka Ha IRC

> 06w orrosop = CR + CRi + nPR + PR

C

d

BxotrouBa 3 manyeHTH ¢ IbJIeH OTTOBOP C HEIIBJIHO Bh3CTaHOBsIBaHE Ha KOCTHHUS MO3bK (CRi)
3HaKBT ,,+* MOKa3Ba HENIBIHO HAOIIOICHNE

CR = mpieH otroBop; CRi = mbJieH OTTOBOp C HEIIBJIHO BH3CTAHOBSBAHE HA KOCTHHSI MO3bK; NPR = HonyseH yacTnueH
otroBop; PR = uactuuen orrosop; NE = He Moxe 11a ce olieHn

Tabamna 12: YecTroTa Ha HErAaTHBEH CTATYC 32 MUHMMAJHO OCTATBHYHO 3a00JIIBaHE B
IIpoyuBane PCYC 1142-CA (koxopTa ¢ ¢puKCHpPaHA NPOIAbIKUTETHOCT)

Kpaiina Touka

IMBRUVICA + BeHeToKJIaKC

be3 Del 17p Beuuku
(N=136) (N=159)
Yectora Ha MRD HeratuBeH cTaTyC
Kocren Mo3bK, n (%) 84 (61,8) 95 (59,7)
95% CI (53,65 69,9) (52,1; 67,4)
[lepudepna kpbB, n (%) 104 (76,5) 122 (76,7)
95% CI (69,3; 83,6) (70,2; 83,3)
Yecrora Ha MRD HeraTtuBeH cTraTyc TPH Mecena cJieJl 3aBbpPLIBAHE HA JICYEHHETO
Kocren mo3wKk, n (%) 74 (54,4) 83 (52,2)
95% CI (46,0; 62,8) (44.,4; 60,0)
[epudepna kpbB, n (%) 78 (57,4) 90 (56,6)
95% CI (49,0; 65,7) (48,9; 64,3)

MRD e oLeHsIBaHO 4pe3 MOTOYHA LIUTOMETPHS Ha nepudepHa KpbB WIM KOCTEH MO3BK OT LIEHTpaIHA J1abopaTopHs.
Onpenenenuero Ha HeraTuBeH craryc € <1 CLL kietka Ha 10 000 nexoruru (<1 X104).
CI = noBepuTesneH UHTEpBa

[Ipu nauuentu ¢ mytanus del 17p/TP53 (n=27) B PCYC-1142-CA uectoTara Ha 001l OTTOBOD BB3
ocHoBa Ha oneHka Ha IRC e 96,3%, uectoTaTa Ha bJEH OTrOBOp € 55,6%, a MeauaHaTa Ha
MPOIBIDKATEITHOCTTA Ha IIBJICH OTTOBOP HE € JOCTUTHATa (quamna3oH, 4,3 mo 22,6 mecena). Yecrorarta
Ha MRD neratusen craryc npu nauueHtu ¢ mytanus del 17p/TP53 3 mecena cnen 3aBbpIiBaHe Ha
JICYCHUETO B KOCTEH MO3BK U B nepudepHa KpbB € cboTBeTHO 40,7% 1 59,3%.

He ce cwoOmiapar cinyuyan Ha TLS npu naruentute, gekyBanu ¢ IMBRUVICA B koMOuHamus ¢
BEHETOKIIAKC.
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Hayuenmu ¢ CLL, koumo ca nonyyunu Hau-maiko eona npedxoona mepanus

Monomepanus

bezomacHoctTa u epukacnocrra Ha IMBRUVICA npu nanmentu ¢ CLL ca teMOHCTpUpaHH B €THO
HEKOHTPOJIUPAHO NMPOYYBAHE U €THO PAHIOMHU3UPAHO, KOHTPOJIUPAHO NMpoyuBaHe. OTBOPEHOTO,
MHoroneHTpoBo npoyusane (PCYC-1102-CA) BxirouBa 51 manueHTH ¢ peluIuBrpaIia wiu
pedpakrepna CLL, kouto ca nomyyasanu 420 mg Benubx qaeso. IMBRUVICA e npunaran go
nporpecus Ha 3a00JIIBAaHETO WM HETIPHEMIIMBA TOKCHYHOCT. MemanaTta Ha Bb3pacTTa € 68 roauHu
(mmanazon: ot 37 no 82 ronuHM), MEAMAaHATa HA BPEMETO OT YCTaHOBSIBAHE HA AUArHO3aTa €

80 mecenia, a MeaaHaTa Ha Opos Ha TIPEIUIITHUTE JieueHus € 4 (nuana3oH: ot 1 o 12 neueHwus),
BKITFOUHTENTHO 92,2% ¢ IpexoIHO JIeueHue C HyKJIeo3uieH aHaior, 98,0% c mpenxoaHo JIedeHue ¢
putykcumao, 86,3% ¢ mpenaxoIHO JICUCHHUE C alKIIINPAIIo CPECTBO, 39,2% ¢ mpeaxoIHO JICUESHHUE C
o6engamyctud u 19,6% ¢ npeaxoano nedenue ¢ oparymymad. Ha usxonno auBo 39,2% ot
nanueHTuTe uMat cranuit [V mo Rai, 45,1% umar macusHo 3a0onsBane (> 5 cm), 35,3% umat
nenerust 17p u 31,4% umar ngenenus 11q.

ORR e ouenen B crotBeTcTBHE ¢ KpuTepunte Ha IWCLL ot nscnenosarenure u ot IRC. ORR,
orereH ot IRC, Ha 51 nanueHnTu ¢ penuaus win pedpakTepHo 3a00IBaHe, IPU CPEHA
MPOABIDKATEITHOCT Ha TpocneasBane 16,4 mecera, e 64,7% (95% CI: 50,1%; 77,6%), Bcuuku ¢ PR.
ORR, Bximountenso PR ¢ mumdorurosa, e 70,6%. Menunanara Ha BpeMeTo 3a oTroBop € 1,9 mecera.
DOR e ot 3,9 mo 24,2+ mecena. Meauanara Ha DOR He e mocTurHara.

[IpoBeneHo e paHIOMU3MPAaHO, MHOTOLIEHTPOBO, OTBOpeHO npoyuBaHe (aza 3 Ha IMBRUVICA
cipsimo opatymymad (PCYC-1112-CA) npu maneHTy ¢ penuauBupaia wii pegpakrepaa CLL.
[MammenTure (n = 391) ca pannomusupanu 1:1 na nomyuasar wiun IMBRUVICA 420 mg aueBHoO 10
nporpecusi Ha 3a00JIIBAaHETO WK HETIPHUEMIIMBA TOKCHYHOCT, Win odaTymymad 1o 12 nosu

(300/2 000 mg). IlerneceT u cenem NalMEHTH, paHIOMU3KMPAHU J1a TTOy4yaBat oaTymymad, ca
npemunamu Ha IMBRUVICA cnen nporpecus. Meananata Ha Bb3pactra € 67 rogunau (auamnazos: 30
1o 88 rogunn), 68% ca mexe, a 90% ca ot Osanara paca. Bcuuku nanuenTn uMaT QyHKIIMOHATICH
craryc no ECOG 0 wnn 1 Ha u3xonHo HUBO. MeuaHaTta Ha BpEMETO OT MOCTaBSHETO Ha JUAarHo3aTa €
91 mecena, a Mequanata Ha Oposi Ha IIpeIUIIHNTE JiedeHud € 2 (nuana3oH: oT 1 no 13 neuenus). Ha
M3XOJHO HUBO 58% OT MalMEeHTUTE UMaT Hal-MaJIko €ArH TyMOp > 5 cm. TpumeceT U 1Ba MpOIeHTa
oT marenTure ca ¢ aenenus 17p (karo 50% ot manmenTute umar nenerus 17p/TP53 myrtanus), 24%
ca c geneuus 11q, a 47% ot nauuentute umat Hemytupain IGHV.

[IpexussiemoctTa 6e3 nporpecus (Progression free survival, PFS), kakTo e ouenena ot IRC B
cboTBeTcTBHE ¢ KpuTepunte Ha IWCLL, moka3Ba 78% cTaTHCTHYECKH 3HAYMMO HAMAJICHHE HA pUCKa
OT CMBPT WK TIporpecust 3a narueHaTute B pamoto Ha IMBRUVICA. Anamu3st Ha OS mokassa 57%
CTaTHCTUYECKH 3HAYMMO HamalleHHe Ha pUCKa OT CMBPT NpH nanueHtute B pamoto Ha IMBRUVICA.
Pesynrarute 3a epuxacnoct B npoyuBane PCYC-1112-CA ca npencrasenu B Tabmuua 13.

Tadoauua 13:  Pe3yararute 3a epuxacHoct npu nauuedT ¢ CLL (mpoyuBane PCYC-1112-CA)

Kpaiina Touka IMBRUVICA Odarymymad
N=195 N=196
Menunana Ha PFS Hemocturaar otrosop 8,1 mecena
HR = 0,215 [95% CI: 0,146; 0,317]
(ONS HR = 0,434 [95% CI: 0,238; 0,789]°
HR = 0,387 [95% CI: 0,216; 0,695]"
ORR" " (%) 42,6 4,1
ORR BkmounTenso PR ¢
mumdonutosa’ (%) 62,6 41
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HR = xoepunuent Ha puck; CI = noBepurenen narepBai; ORR = ctenen Ha o061 otroBop; OS = o0muia npexxussiemoct; PFS
= pexuBsAeMoCT 6e3 nporpecust; PR = yactHdyeH 0TroBop
a

6

Menuana Ha OS He e nocturHara 3a nsere pamena p < 0,005 3a OS.

[ManyenTuTe, pangoMu3npanu Ha odarymymad, ca riensypupanu npu 3anousane Ha IMBRUVICA, ako e npHioxumo.
®  AHanus Ha 9yBCTBUTENHOCTTA, PU KOMTO MAIMEHTHTE, MPEXBHPIIEHA OT PAMOTO Ha 0(paTyMymab, He ca [eH3yPHPaHH
KBbM JaTata Ha mepBaTa 103a IMBRUVICA.

" Cnopen IRC. IToeropno KT ckenupane, HeOOXOAMMO 33 HOTBBPKIABAHE HA OTTOBOPA.
A Beuuku nocturaatu PR; p < 0,0001 3a ORR.

' Menuana Ha BpeMeTO Ha MPOCTIE/AsSBaHE B PAMKATE Ha MPOYYBAHETO=9 Mecela.

Eduxacnoctra € mogobHa cpen BCHUKU M3CIeIBaHH MOATPYITH, BKIIOUNTETHO NP NALUEHTH ChC U
0e3 nenenus 17p, npenBapuTenHo onpeneneH crpatudunupaid gaxrop (Tadbmuua 14).

Taoanna 14:  Ananus Ha PFS no noarpynu (mpoyuBane PCYC-1112-CA)

N KoeguumeHt Ha pucK 95% CI
Bcenukn nanpenTn 391 0,210 (0,143; 0,308)
Heneuns 17P
Ja 127 0,247 (0,136; 0,450)
He 264 0,194 (0,117, 0,323)
Pedpaxrepno
3a00J151BaHe KbM
MYPUHOB aHAJIOT
Ha 175 0,178 (0,100, 0,320)
He 216 0,242 (0,145; 0,404)
Bw3pact
<65 152 0,166 (0,088; 0,315)
> 65 239 0,243 (0,149; 0,395)
Bpoit npenuniau
JTHHHAH
<3 198 0,189 (0,100, 0,358)
>3 193 0,212 (0,130, 0,344)
MacusHO 3a00sgBaHe
<5cm 163 0,237 (0,127, 0,442)
>5cm 225 0,191 (0,117, 0,311)

Koe¢unueHnT Ha puck Bb3 OCHOBA Ha HECTPATU(UITIPAH aHATIH3
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Kpugara na Kaplan Meier 3a PFS e nokasana na ®@urypa 10.

®@urypa 10: Kpusa na Kaplan-Meier 3a PFS (ITT nonynanus) B npoyusane PCYC-1112- CA
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Oxonuamenen ananuz cied 65-meceuno npociedsigamne

B pamkunte Ha npoyuBaneto PCYC-1112-CA, npu MennaHa Ha BpEMETO Ha pociesaBaHe 65 Mecena,
npu naruentute B pamoro ¢ IMBRUVICA e nabmonaBano 85% HamansBaHe Ha pUCKa OT CMBPT UIIH
MIpOrpecHs criope]] OlleHKaTa Ha u3cnenonarens. Meauanara Ha PFS, onienena ot uscnenosarens B
croTBeTcTBHE ¢ Kputepunre Ha IWCLL, e crotBetHO 44,1 Mecena [95% CI (38,47; 56,18)] B pamoTo
¢ IMBRUVICA u 8,1 mecena [95% CI (7,79; 8,25)] B pamoTo ¢ oparymymad; HR=0,15 [95% CI
(0,11; 0,20)]. Axryanusupanara kpuba Ha Kaplan-Meier 3a PFS e noka3ana na ®urypa 11. ORR,
OlleHeHa OT u3cnenoarensd, B pamoto ¢ IMBRUVICA e 87,7% copsmo 22,4% B paMoTo
odarymymab. [To Bpeme Ha okoHuaTennus ananus 133 (67,9%) ot 196 yuacTHHIIN, TEPBOHAYAITHO
PaHIOMU3UPAHH B PAMOTO 32 JiedeHue ¢ ohaTyMymMad, ca MpeMUHAIH KbM JieueHHe ¢ UOpyTHHHO.
Menunanara vHa PFS2, onieHena ot nscnenoBarens (BpeMe oT panaomusupanero o PFS croutue crex
I'bpBaTa ClieABalla aHTHHEOIUIACTHYHA Tepanus) B ChoTBeTCcTBUE ¢ Kputepunre Ha IWCLL e
chOTBeTHO 65,4 mecena [95% CI (51,61; ne mosxe na ce onenn)| B pamoro ¢ IMBRUVICA u

38,5 mecera [95% CI (19,98; 47,24)] B pamoto ¢ oparymymad; HR=0,54 [95% CI (0,41; 0,71)].
Menauanara Ha OS e 67,7 mecena [95% CI (61,0; He Mmoxxe aa ce oneHu)| B pamoto ¢ IMBRUVICA.

EdextsT 0T 1euenneTo ¢ nbpytruaud B npoyusaneto PCYC-1112-CA cu choTBeTCTBa IPU
BUCOKOPUCKOBHTE ManenTH ¢ aenenus 17p/TP53 myrauus, nenenus 11q w/unu nemytupan IGHV.
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®urypa 11:  Kpusa na Kaplan-Meier 3a PFS (ITT nmonynanus) B npoyusane PCYC-1112-CA
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Kombunupana mepanus

bezonacHocTTa 1 eukacHoctta Ha IMBRUVICA npu nanuenTy, jeKyBanu npeau Tosa 3a CLL, ca
JOITBJIHUTEIIHO OLIEHEHH B €IHO PaHAOMH3HPAHO, MHOTOLIEHTPOBO, IBOMHOCIIANO npoyuBaHe daza 3
Ha IMBRUVICA B kom6unanus ¢ BR crpsimo mnane6o + BR (Ilpoyusane CLL3001). [Tanuenture
(n=1578) ca pangomuzupanu 1:1 na momyuasar wim IMBRUVICA 420 mg naeBHO, nin manebo, B
xomOuHanus ¢ BR 1o nporpecust Ha 3a0o0ms1BaHEeTO WIIM HEMPUEMIIMBA TOKCHYHOCT. BCHuky nauueHTn
nosrydaBaT BR 3a MakcumaneH cpok ot mect 28-1HeBHH LIMKbIa. beHqaMycTuH ce npuiara no

70 mg/m? upe3 uHTpaBeHO3Ha MH(Y3Hs 3a 30 MUHYTH Ha JIcH 2 ¥ 3 OT IUKBI 1, KakTo U Ha JeH 1 1 2
OT IMKJIHK 2-6 3a MaKCUMyM 6 IUKbIA. PuTykcMMab ce npuiara ¢ go3a 375 mg/m? Ha jieH 1 o mbpBust
IUKBI 1 500 mg/m2 Ha AeH | ot uuknu ot 2 A0 6. JleBeTaeceT malMeHT!, paHI0MU3UPAHU Ha
wiane6o + BR npemunasar Ha seuenne ¢ IMBRUVICA cnen motespaena ot IRC mporpecust.
MenuanaTa Ha Bb3pactTa ¢ 64 rogunu (nuamna3on ot 31 mo 86 rogunm), 66% ca mbxe, a 91% ca ot
eBporeraHaTta paca. Bcuuku nanuenti umat ¢pyakuronane cratyc no ECOG 0 unu 1 Ha u3xo1Ho
HUBO. MeanaHaTa Ha BpeMETO OT IIOCTAaBSHETO Ha AWarHosara € 6 ToAuHu, a MeJuaHaTa Ha Opost Ha
mpeamecTBanuTe iedeHus ¢ 2 (auama3on ot 1 g0 11 nedenust). B HawanoTo Ha nmpoy4uBaneTo 56% ot
MAIMEeHTUTE UMaT IIOHE eUH TyMop = 5 cm, 26% umar aenenus 11q.

[IpexxuBsemoctta 6€3 nporpecus (PFS) ce ouensisa ot IRC cniopen kputepunte Ha MexayHapoaHUS
cemunap 1o CLL (International Workshop on CLL - IWCLL). Peaynrarute 3a eukacHOCT OT

npoyusane CLL3001 ca moka3anu Ha Tabiuua 15.

Taoauua 15: Pe3yararute 3a epuxacHoct npu nauuentu ¢ CLL (ITpoyuBane CLL3001)

IMBRUVICA + BR Ilinauedo + BR
Kpaiina Touka N =289 N =289
PFS?
H THTHAT! 1 11,3; 1
Menauana (95% CI), mecenu c¢ HOCHR :aoz 03 [95% | CL0.15 0;3(’)’32(7 6]’3, 3.9)
ORR® % 82,7 | 67,8
(0N HR = 0,628 [95% CI: 0,385; 1,024]
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CI = noeputenen uarepsair; HR = koeguuuent na puck; ORR = crenen Ha 0611 otroBop; OS = o6mia npexussiemoct; PFS

= IIPEeKUBIEMOCT Oe3 Mporpecus;
a

6

onenena ot IRC.

oneneHa ot IRC, ORR (mrbiieH 0TroBop, IbJIEH OTTOBOP C HEM'BJIHO BH3CTAHOBSBAHE HA KOCTHHSI MO3bK, YACTHUEH
HOZYJIapEH OTTOBOP, YACTUUEH OTIOBOP).
Mennana Ha OS He € IOCTHTHATA 3a IBETE paMeHa.

WM

Monomepanus

Bbezonacnocrra n eduxacnocrra Ha IMBRUVICA npun WM (M ornnazMonuter TumM¢om ¢
npoaykuus Ha IgM), ca olleHeHH B OTBOPEHO, MHOTOLIEHTPOBO MIPOYUYBAHE C €THO PaMo MPHU

63 manyeHTy ¢ MpeIIecTBaIo JeueHne. Mennanara Ha Be3pacTTa € 63 ronunu (auamna3oH: ot 44 1o
86 rogunn), 76% ca mpxe U 95% ca ot Osara paca. Bcuuku nauneHT ©MaT QyHKIHOHAJICH CTAaTyC
mo ECOG 0 unu 1 Ha uzxonno HUBO. MenuanaTta Ha BpEMETO OT ITOCTaBSIHETO Ha TuarHos3ara €

74 mecena, a MeuaHaTa Ha Oposi Ha IIpeIUIIHNTE JiedeHusd € 2 (nuana3oH: oT 1 no 11 neuenus). Ha
M3XO0AHOTO HUBO cpeaHarta croiHocT Ha IgM B cepyma e 3.5 g/dl u 60% OT manuenTuTe ca ¢ aHeMHUs
(xemorno6us < 11 g/dl unm 6,8 mmol/l).

IMBRUVICA e npunaran nepopainto 420 mg BeJHBXK IHEBHO 10 MPOrpecHs Ha 3a00sIBAaHETO WU
HeTpHEeMJINBa TOKCHYHOCT. [IbpBHYHATA KpaifHa TOUKa IPU TOBA MIPOYUBAHE € OLIEHEHATa OT
uzcaenoBatenss ORR. ORR 1 DOR ce oneHsiBaT B ChOTBETCTBHE C KPUTEPUUTE, AAlITUPAHU Ha
Tperara mexaynapoana padorna cpema mo WM (Third International Workshop of Waldenstrom’s
macroglobulinaemia). OtroBopute kbM IMBRUVICA ca nokaszanu B Tabnuua 16.

Tadauna 16:  ORR u DOR npu nauueatu ¢ WM

06mo (N = 63)
ORR (%) 87,3
95% CL (%) (76,5; 94,4)
VGPR (%) 14,3
PR (%) 55,6
MR (%) 17,5
Mennana Ha DOR mecenu (muana3on) NR (0,03+, 18,8+)

CL = nosepurenen unrepsair; DOR = npoabikurentHoct Ha otroBopa; NR = HenocturHar orroBop; MR = mManbk
otroBop; PR = yactuuen orrosop; VGPR = mHoro no6sp gactuuen orroop; ORR = MR+PR+VGPR
Menuana Ha BpeMeTO Ha IpOCIIesiBaHe [0 BpeMe Ha poy4yBaHeTo=14,8 mecena

Menauanara Ha BpemeTo 3a otroBop e 1,0 mecery (quamazon: 0,7-13,4 meceria).
Jannute 3a eukacHoCT, KOUTO ca onieHeHH cbino ot IRC, mokaszsar 83% ORR ¢ 11% VGPR u 51%
PR.

Kombunupana mepanus

bezonacHoctTa 1 epukacnoctra Ha IMBRUVICA npu WM ca TOMBJIHUTETHO OIICHEHH MTPU
MAIMEHTH C HEJIEKyBaHa JOCera WM JeKyBaHa peau ToBa WM B paHIOMHU3UPaHO, MHOTOLIEHTPOBO,
nBorHOCAMO npoyusane ¢asza 3 Ha IMBRUVICA B koMOMHAIMS ¢ pUTYKCUMA0 CIIPSMO I11anedo B
kombuHanus ¢ purykcumad (PCYC-1127-CA). IammenTture (n=150) ca panmomusupanu 1:1 na
nonyuyaBaT uia IMBRUVICA 420 mg qHeBHO, vy miane6o B KOMOMHAIMS ¢ pUTYKCUMAa0 10
nporpecusi Ha 3a00JIIBaHETO WM HETIPUEMIIMBA TOKCUYHOCT. PUTykcumal e mpunaran BeIHBK
CEIMMYHO ¢ J103a 375 mg/m? B NPOABIKEHHE Ha 4 MOCIIEN0BATEHU CEAMMIM (ceaMuiy 1-4),
MOCJIEJIBAHO OT BTOPH KypcC Ha PUTYKCHMa0 BEJHBK CEIMUYHO 32 4 TOCIIETIOBATEIHN CEIMUIIA
(cenmuru 17-20).

Menuanata Ha Bb3pacTTa ¢ 69 rogunu (auamaszon, 36 10 89 ronunun), 66% ca mbxe, a 79% ca ot
Osutata paca. [leBeTneceT U TpU MPOICHTA OT MAI[MEHTUTE UMAT U3XOJeH (QYHKIIMOHAJTICH CTaTyC 10
ECOG 0 unu 1, a 7% ot nanmeHTHTe MMaT U3X0JeH ¢pyHkunoHaneH craryc no ECOG 2. Yetupunecer
Y TICT TPOIIECHTA OT MAI[UEHTUTE HE ca JICKyBaHU Jocera, a 55% OoT maIrueHTuTe ca JeKyBaH! IIpeau
ToBa. MeaiaHaTa Ha BPEMETO OT IMIOCTABSHETO Ha quarHo3ara ¢ 52,6 Mecena (HeIeKyBaHH JJocera
MaIeHTy = 6,5 Mecela u JeKyBaH! IIpeIu ToBa manueHTH = 94,3 Mecena). Cpen JIeKyBaHUTE MIPeIn
TOBA MallMEHTH MeaHaTa Ha Opos Ha MPEIUIIHNUTE JIedeHHs ¢ 2 (nuana3oH, 1 1o 6 nedenus). Ha
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M3XO0JHO HUBO MeIuaHara Ha croiHoctuTe Ha IgM B cepyma e 3,2 g/dl (mnanason, 0,6 oo 8,3 g/dl),
63% ot manuenTute ca ¢ anemus (xemornoous <11 g/dl nnum 6,8 mmol/l), a myraun MYD88 L265P
ce ycraHoBsBat npu 77% oT marueHTure, uncsat npu 13% ot namuenTtute, a 9% ot manueHTuTe He
ca MOJIXO/ISAIIN 32 OIEHKA HA MyTaIlMOHHHUSI CTATyC.

[Ipu mppBUYHMS aHATTU3, C MeIMaHa Ha MpociensBaHeTo 26,5 Mecena, oueHenus oT IRC koeguuuent
Ha puck 3a PFS ¢ 0,20 [95% CI (0,11; 0,38)]. KoeduruentsT Ha puck 3a PFS npu neuenue Ha
HEJIEKYBaHH J10Cera NauyeHTH, JICKyBaHH MpeId TOBa NallMeHTH U MAHeHTH cbe unn 6e3 MYDS88
L265P myrauuu croTBeTcTBa Ha Koeduiuuenta Ha puck 3a PFS B ITT nomynanusra.

Peakuuu, cBbp3anu ¢ nH(Yy3uATa cTEeH 3 WK 4 ca HaOmronaBanu npu 1% OT MaIMeHTUTE, JICKYBaHH
¢ IMBRUVICA+purykcuma0, u npu 16% OT nanuenTure, JeKyBaHH ¢ Iane0o+puTyKcuMad.

AKTUBHUpaHe Ha TyMopa 1o ¢popmara Ha noBuineHre Ha [gM ce Habmonasa nipu 8,0% ot
yuactHuure B pamoTto ¢ IMBRUVICA-+putykcuma0 u ipu 46,7% OT y4aCTHULIUTE B paMOTO C

ianedo+puTtykcumano.

Oxonuamenen ananuz cied 63-meceuno npociedsigane
[Ipu o610 mpocneasBane ot 63 mMecena, pe3yaTaTuTe 3a epuxkacHocT, oneHern ot IRC mo Bpeme Ha
okoHuatenHus anaiu3 3a PCYC-1127-CA, ca noka3anu B Tabmuiia 17, a kpusara Ha Kaplan-Meier 3a
PFS e nokazana Ha ®@urypa 12. KoepunuentsT Ha puck 3a PFS nipu nedenue Ha HenekyBaHH jocera

narerta (0.31 [95% CI(0,14; 0,69)]) u nexyBaHH IpeIy TOBA MAIIUEHTH

(0,22 [95% CI (0,11; 0,43)]) choTBeTCTBa Ha KoeduuueHTa Ha puck 3a PFS B ITT nomynarusTa.

Tabsuua 17:  Pesyararu 3a epuxacuoct B npoyusane PCYC-1127-CA (OxonyaresieH anaaus’)

IMBRUVICA + R IIamedo + R
Kpaiina Touka N=75 N=75
IpesxuBsiemoct 6e3 nporpecus™°
Bpoii croutus (%) 22 (29) 50 (67)
Menanana (95% CI), mecenn He e nocturaara 20,3 (13,0; 27,6)

HR (95% CI)

0,25 (0,15; 0,42)

P-value

<0,0001

BpeMe A0 CJIeABAIOTO JICYHCHHUC

Memunana (95% CI), mecenn

He e nocturnara

18,1 (11,1; 33,1)

HR (95% CI) 0,1(0,05;0,21)
Haii-n100np 061 orrosop (%)
CR 1,3 1,3
VGPR 29,3 4,0
PR 45,3 25,3
MR 16,0 13,3

O06ma yecrora Ha otroBop® (CR, VGPR,

PR, MR) (%) 69 (92,0) 33 (44,0)
Menuana Ha IPOABIKUTEITHOCTTA HA He e nocrurnara (2,7; 27,6 (1,9; 55,9+)
00II¥sI OTTOBOP, MeCEIH (Trarma3oH) 58,9+)

Yecrora Ha otroBop (CR, VGPR, PR)»"

(%) 57 (76,0) 23 (30,7)
Mennana Ha IPOABIKUTEITHOCTTA HA He e nocturnara (1,9+; He e nocrurnara (4,6;
00II¥sI OTTOBOP, MeCeI! (Trarma3oH) 58,9+) 49,7+)

YecToTa HA YCTOMYHUBO M0A00peHNe HA 77,3 427

xemorJioonna®* (%)
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CI = noseputenen narepBair; CR = meieH otroBop; HR = koedurmenT Ha prck; MR = He3HaumTeNEeH OTTOBOP;
PR =vactruen otroBop; R = putykcumad; VGPR = MHOrO 100Bp YacTHYEH OTTOBOP
*  Meauana Ha BpeMeTO Ha IpociiesIBaHe M0 BpeMe Ha Impoy4saHeTo = 49.7 Mecena.

2 oueneno ot IRC.

®  Usuncnenara 4-rogummua PFS e 70,6% [95% CI (58,1; 80,0)] B pamoro Ha IMBRUVICA + R cnipsimo 25,3%
[95% CI (15,3; 36,6)] B pamoTo Ha 1uianeb6o + R.
p- CTOMHOCTTa, CBBp3aHa C yecToTara Ha oTroBop, ¢ <0.0001.

UYectoTtaTa Ha 0TroBOp € 76% Vs 41% npu HeneKkyBaHHM Jocera HaueHTn u 76% vs 22% Ipu JeKyBaHH IpeIH TOBa
ManueHTn cboTBeTHO B pamoto Ha IMBRUVICA + R vs pamoro Ha mrane6o + R.

OrmpenesieHo karo nosuuieHue >2 g/dl Hax U3X0JHOTO HHBO, HE3aBHCHMO OT M3XO/HATa CTOHHOCT, MIIM HOBUILEHHE JI0
>11 g/dl ¢ momodpenue >0.5 g/dl, ako uzxomgnoro HUBO ¢ <11 g/dl.

®@urypa 12: Kpusa Ha Kaplan-Meier 3a PFS (ITT nonynanus) B npoyusane PCYC-1127-CA
(OxkoHuaTesieH aHAIN3)

100 —— HEPYTHHHG+R

PFS (%)
2
|

I=H A -l I 1

Log-Rank p-crokmoct: <.0001
L] T T T T T T T T T T T T T T T T T T T T

o 2 & 9 12 15 18 1 M IF 3 33 ¥ 3 2 45 4 B B4 5 &0 (Meceu)

H B pHc
Hepymmmwb+ B2 75 73 69 &7 66 60 60 G5B 57 56 54 B4 49 4B 4 44 317 17 15 7
MnayeGo+ R: 75 &4 54 48 43 39 33 22 M ¥y 23 19 19 17 17 15 7 4 3 2

B npoyuBane PCYC-1127-CA uma oTA€THO paMo ¢ MOHOTepanus, ¢ 31 manueHTu ¢ JeKyBaHa mpeau
ToBa WM ¢ HeycneniHa npeAxoaHa Tepanus, ChabpKalla pUTyKCUMa0, KOUTO TOTydaBaT
IMBRUVICA camocTostenno. MenuanaTta Ha Bb3pactTa € 67 roaunu (nuamason, 47 g0 90 rogunn).
OcemjieceT 1 €JMH MPOLICHT OT MallMEHTHTE UMAT U3xojieH QpyHkuroHaneH cratyc no ECOG 0 wnn 1,
a 19% umar usxonen pynkuuonanen craryc no ECOG 2. Meauanara Ha 6post Ha IPEIXOTHUTE
nedeHus e 4 (quamnasoH, 1 g0 7 neuenus). [lpu o0mio npocneasBane ot 61 Mecera, 4ectorata Ha
otroop criopen IRC, HabnromaBana B pamoto ¢ MoHoTepanus B npoyuBane PCYC-1127-CA e 77%
(0% CR, 29% VGPR, 48% PR). MenunanaTta Ha NpOABIKUTEIHOCTTA HA OTTOBOpa € 33 mecewa
(mmamnazon, 2,4 to 60,2+ mecera). Obmara yectora Ha otroBop criopen IRC, HabmrogaBana B paMoTO C
moHnotepanust e 87% (0% CR, 29% VGPR, 48% PR, 10% MR). Meaunanara Ha poABIKUTEITHOCTTA
Ha 001mus otroBop ¢ 39 Mecena (nuana3son, 2,07 to 60,2+ mecera).

IlennaTpuyna nonyJanus

bezonacHoctTa, epukacHoctTa U papmakokuHernkara Ha IMBRUVICA npu neauatpudHy ¥ Miiaau
BB3PACTHH NALMEHTH C PEUUANBUPAI WK pedpaKkTepeH 3psul B-kineTrueH HeXOMKKUHOB TUM(POM ca
OLICHSIBAaHM B MHOT'OLIEHTPOBO, OTKpHUTO npoyuBane ¢aza 3 (LYM3003) ot aBe wactu Ha
IMBRUVICA B koMOnHanus CbC cXeMa Ha JICUeHHE WK ¢ puTykcuma0, ndocdamu, kapOoraTrH,
erono3un u aekcamerazol (RICE), niu ¢ purykcumald, BUHKPUCTHH, Hochamua, kapOoruiaTHH,
unapyourus u gexcamera3od (RVICI) kaTto ocHOBHa Tepanwsl.
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B gacr 1 na npoyuBaneTo (21 mauuenTy Ha Bb3pacT oT 3 A0 17 roAnHM) ce oLeHsIBa 103aTa, KOsSTO J1a
ce m3non3Ba B yacT 2 (51 manueHTH Ha BB3pacT oT 3 70 19 roaunmn) (Bx. Touka 5.2).

B wacr 2 nanuenTute ca pangomusupanu 2:1 na nomygasar IMBRUVICA 440 mg/m? nnesHo (Ha
BB3pact nox 12 rogunn) wix 329 mg/m? (Bb3pact 12 1 noBeve roJuHm) 3a€HO ¢ OCHOBHA TEPAIIHs
WJIN CaMO OCHOBHA TEpamnus 0 3aBbpIIBaHE Ha 3 LUKBJIA OT TEPANHTa, TPAHCIIAHTALHS, TIPOTPECHS
Ha 3a00JIsIBAHETO MM HETIPHEMITUBA TOKCUYHOCT. [IbpBUYHaTa KpaiiHa TOUKa 3a MPEBb3XO0ICTBO 110
OTHOLIEHUE Ha TpexuBsieMocTTa Oe3 croutue (EFS) He e mocTuraara, koeto moxassa, 4e HsIMa
JOIBJIHUTENHA 1oJ13a oT fo0aBsiHeTo HAa HOpyTHHUO KbM RICE nim RVICI (Bx. Touka 4.2).

5.2 ®apmakokMHETHYHHU CBOWCTBA

AOGcopOuus
HopyTuHKuO ce abcopOupa Obp30 Clied MEPOPATHO MPUIIOKEHHE ChC CPEIHO Tmax OT 1 10 2 yaca.

AoGcomtoTHaTta OMOHATMYHOCT Ha TiagHo (n = 8) e 2,9% (90% CI = 2,1 — 3,9) u ce ynBosiBa, KOraTo ce
KoMOuHHpa ¢ xpaHa. PapMakOKMHETHKAaTa Ha HOPYTHHUO HE ce pa3indyaBa 3HAYUTEITHO IPH MALUCHTH
C pa3nu4yHH B-KIIeThYHH 3710Ka4ecTBeHH 3a00siBanus. Excriozunusara Ha mOpyTHHUO ce yBeIn4aBa C
no3u o 840 mg. HabmogaBanata npu cranuonapHo cketosinne AUC npu nanuentu Ha 560 mg e

953 £ 705 ng h/ml (cpeano + crangapTHo oTKIIOHEeHHE). [IpunoxenneTo Ha HOPYTHHUO Ha IIAJTHO
Boau 10 npubiusuteano 60% excrosuius (AUC,«) B cpaBHenue ¢ 30 MunyTH npeau, 30 MUHYTH
cJe XpaHeHe Wiy 2 Jaca ciieq] borata Ha Ma3HIUHH 3aKyCKa.

NoOpyTnHUO MMa pa3TBOPUMOCT, 3aBrcuMa OT pH, ¢ mo-HuCcka pa3TBOPUMOCT MpH TO-BrCcOoKo pH.
[pwu 31paBu 10OPOBOIIH, MPHEMAIIX HA T HO 560 mg eAnHUYHA 1032 UOPYTHHUO Ciie]] IpHeM Ha
40 mg omernpa3on BeAHBK AHEBHO B MPOIBIDKEHHUE Ha 5 THHU B CpaBHEHUE ¢ HOPYTHHUO
CaMOCTOSITeTTHO, cpeaanTe TeomeTpudnu cboTHoIeHus (90% CI) ca 83% (68-102%), 92% (78-
110%), 1 38% (26-53%), cboTBeTHO 32 AUC).24, AUCast M Crnax.

Pasnpenencuue
O0paTUMOTO CBBP3BaHE Ha HOPYTUHHUO ¢ YOBEIIKUTE IJIa3MEHH IIPOTEUHH in vitro € 97,3% u He

3aBUCH OT KOHIIEHTpaIusaTa B guamnazona ot 50-1000 ng/ml. [IpuBuaHuAT 00eM Ha pa3npecicHue
IpH CTALUOHAPHO ChCTOsIHUE (V4ss/F) € mpubausutenno 10 000 1.

buorpanchopmanus

N6pyTnHub ce metabonuzupa raasao upe3 CYP3A4 no nonyvaBaHe Ha TUXUAPOIHOIOB METaOOJIHUT C
MHXUOUTOpHA aKTUBHOCT 10 oTHOoIeHne Ha BTK npubnusurtento 15 mbTr no-HUCKA OT Ta3u Ha
nbpytuan6. Marnexaa yuactuero va CYP2D6 B Metabonn3ma Ha HOPYTHHHUO € MHHUMAITHO.

CrenoBareliHO, HE ca HEOOXOJUMHU IpEeANIa3HU MEPKH NpU nauueHTty ¢ pasnuuaun CYP2D6
TE€HOTHUIIOBE.

Enumununpane
[pusnanusat kmupeHC (CL/F) e mpubnuzutenso 1 000 I/h. [HomyxuBoTsT Ha HOPYTHHUO € OT 4 110

13 yaca.

Cries1 €IHOKPATHO MEPOPATHO NPUIIOKEHHE HA U30TONHO Oenszan [*Cl-ubpyTMHUO 1py 31paBu
WMHIWBUAN, TpuOIn3nuTenHo 90% oT paguoakTHBHOCTTA CE eKCKpeTHpa B paMKuTe Ha 168 yaca, kato
no-rossimata gacT (80%) ce oTaens B m3npaxuenusara u < 10% B ypunata. HenpomeneHnust
HOpYTHHUO MpecTaBisiBa OKoIo 1% OT N30TONMHO OelsA3aHus MPOAYKT, eKCKPeTUpaH BB (elieca, a B
ypuHaTa He Ce OTKpHUBA.

Crenyaiiy monyJaiun

Cmapuecka ev3pacm
[MomynanmonanTe hapMakOKUHETHYHH JAHHHU TTOKa3BaT, Y€ Bb3PACTTa HE BIIHsIC 3HAYMMO BHPXY
OYUCTBAaHETO HA HOPYTHHUO OT KPHBTA.
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Tleouampuuna nonyrayus

dapMaKOKMHETUYHUTE JaHHH [TOKA3BaT, Y€ eKCIO3HUINATA Ha NOPYTHHUO MPH JIela ¢ PeuIUBUPAT
WK pedpakTepeH 3psl B-kieTbueH HEXOHKKUHOB JTMM(OM Ha Bb3pacT 12 1 1oBeUe roIuHH,
ToJIy4YaBany JHEBHA 103a 329 mg/m?, u fena Ha BB3pacT oT 3 10 noj 12 roauHu, moaydaBaniy
nHeBHa 103a 440 mg/m?, OOMKHOBEHO € B IMaNa30Ha Ha EKCIIO3UIMUTE, HAOII0IaBaH! IPH Bb3PACTHH
MAlMEHTH, Ha KOUTO € NPUJI0KEHa JHEBHA A03a 560 mg.

Ilon
[omynanuonnuTe GapMakOKMHETHYHHU JaHHU IOKA3BaT, Y€ MOJTBT HE BIUSAC 3HAYMMO BHPXY
OYUCTBAaHETO Ha HOPYTHHUO OT KPHBTA.

Paca
Hsima moctarpiHO JaHHU 3a OIIEHKA Ha TIOTEHIUAHMS e()eKT Ha pacara BbpXy hapMakOKHHETHKATA
Ha HOPYTUHHO.

Tenecrno meano
[Monynannonuute hapMakKOKMHETUYHU JaHHU MOKa3BaT, Y€ TEIECHOTO Tero (quana3oHn: 41-146 kg;
cpeana [SD]: 83 [19 kg]) nma He3HaunTeNeH eeKT BbPXY OUUCTBAHETO HA HOPYTHHHUO.

Bvopeuno yepescoane

NopyTnHUO nMa MUHUMalIeH ObOpedeH KIMPBHC, ypUHHATA eKCKpenns Ha MeTtabomutute € < 10% ot
no3ara. J1o To31 MOMEHT He ca IPOBEICHH KOHKPETHU MPOYYBAHUS MIPY MALMEHTH C HapyIlIeHa
0bOpeuna QyHkIws. JIMTICBAT TaHHK NPH MMAIUEHTH C TEKKO OBOPEUHO YBpEXKIaHE WU MPH
MAIMeHTH Ha auanu3a (Bx. Touka 4.2).

Yeproopobro yepedxcoane

NopyTnHUO ce MeTabonu3upa B 4epHus 1pod. B mpoyuBaHe nmpu NanmeHTy ¢ Y4epHOAPOOHO
yBpeXkIaHe U 0€3 OHKOJIOTMYHO 3a00JIsIBaHE € MPHIIoKeHa eTMHIYHA 7032 oT 140 mg oT
JIeKapCTBEHUS MPOAYKT Ha TAagHo. EdexTsT Ha HapyieHa GyHKIUS HA YepHUs 1pod Bapupa
3HAYUTEIHO MEXY OT/ACITHUTE WHAWBUIN, HO CPETHO ce HaOIIro/1aBa yBeTMUEHIE Ha EKCIIO3UIUATA Ha
nopytHHUO (AUCHL) ¢ 10 2,7-, 8,2- 1 9,8- mbTH, CHOTBETHO NpH NanueHTH ¢ Jieko (n = 6, Child-Pugh
kiac A), ymepero (n = 10, Child-Pugh knac B) u Texxko (n = 8, Child-Pugh knac C) yepronpo6HO
yBpexxnane. HecBbp3anara ¢pakuus Ha HOpyTHHUO CHIIO CE yBEIMYaBa ChC CTENICHTA Ha YBPEXKIaHe
¢ 3,0, 3,8 u 4,8% CHOTBETHO MPH MAILMEHTH C JICKO, YMEPEHO U TEKKO YSPHOAPOOHO YBpPEXKIaHe, B
cpaBHeHue ¢ 3,3% B ru1a3MaTa nIpy ChbOTBETCTBALINTE 3/IpaBU KOHTPOJIM B PAMKHUTE Ha TOBA
npoyusane. ChOTBETHOTO YBEIUYCHUE HA eKcrIo3unusATa Ha HecBbp3aH HOPYTUHHO (AUCunbound, 1ast) €€
ouaksa qa 0bae 4,1, 9,8 u 13 IbTH CHOTBETHO IIPU UHAUBHIM C JICKO, YMEPEHO M TEKKO YSPHOAPOOHO
yBpexaane (Bx. Touka 4.2).

Eonospemenno npunodicenue ¢ mpancnopmuu cyocmpamu/unxuoumopu

In vitro mpoy4YBaHHUs TIOKa3BaT, ye HOPYTUHHO HE € cyOcTpar Ha P-gp, HUTO Ha IPYTH OCHOBHU
TpaHcrnoptepy, ¢ u3kiodeHne Ha OCT2. JIuxuapoanonoBuaT MeTaboJIuT U APYTH METa0OINUTH ca
P-gp cyOctpatu. UGpyTnnuo e in vitro unxuburop Ha P-gp u BCRP (Bx. Touka 4.5).

5.3 IIpeakJMHUYHU JaHHM 32 0€30IACHOCT

Crnemaute HeXxeNaHU ePeKTH ca HAaOII0IaBaHH B TIPOYYBaHUSI C IPOIBIKUTEHOCT 13 ceqMuIn mpu
TUTBXOBE U Ky4eTa. Y CTAHOBEHO €, Ye HOPYTUHHO MpeTU3BUKBA CTOMAITHO-YPEBHH e(eKTH (MEKH
W3MPaXHEHUs!/ IMapysl /WK Bb3MaJeHUE) U TUM(OUIHO H3UEPIBAHE MPH IUTBXOBE U Ky4yeTa Ipu
HUBO Oe3 HaOmoAaBaH HexenaH edekT (No Observed Adverse Effect Level, NOAEL) 30 mg/kg/nen u
npu aBaTa Buja. Bb3 ocHoBa Ha cpennara excrosunus (AUC) npu 560 mg/nen kinuanyHa no3a, AUC
croTHOHIeHUsTa ca 2,6 u 21 mpu NOAEL, ch0TBETHO IPpH MBKKH U 3KeHCKU bXxoBe U 0,4 u 1,8 npu
NOAEL, cb0TBETHO ITPH MBXKKH U KEHCKH Ky4eTa. [ paHMIINTE Ha Hall-HUCKHUTE HUBA, IPH KOUTO CE
Habmronasa edekr (Lowest Observed Effect Level, LOEL) (60 mg/kg/nen) npu kydera ca 3,6 mbTH
(MBxKH) ¥ 2,3 meTH (3keHCKH). [Ipy TurbXoBe ce HaOMoAaBa yMepeHa aTpodus Ha allHHAPHUTE KIIETKH
Ha MaHKpeaca (cMsATaHa 3a HexkenaHa) npu 1o3u > 100 mg/kg npu MBKKH TUTbX0BE (TPaHULM Ha
excriozurus 2,6 bt AUC) u He ca HabI01aBaH! MTPH JKCHCKUTE IUTHX0BE MPH T03U JI0
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300 mg/kg/nen (rpanunu Ha ekcriosuuus 21,3 netu AUC). Habmogasa ce ctabo HamaneHa
TpabeKkyapHa 1 KOpTUKaJIHa KOCT IPH JKEHCKHU TUTEX0Be, TpeTrpanu ¢ > 100 mg/kg/nen (rpanumm Ha
excriosuius 20,3 metu AUC). Benuku cromMaiHo-4peBHH, TUMGOUTHN U KOCTHH HAXOIKH Ca
obpaTuMu ciien Iepro] Ha BH3CTaHOBsIBaHE OT 6-13 cenmuru. HaxonkuTe B maHKpeaca ca YaCTHIHO
0o0paTuMu IO BpeMe Ha ChIIOCTABUMU TIEPHUOIN Ha BH3CTAHOBSIBAHE.

He ca IIPOBCKIAHU NMPOYUYBAHUA 34 TOKCUYHOCT ITPU FOBEHUJIIHU )XUBOTHHU.

Kanyepozcennocm/zenomoxcuunocm

NopyTnHUO He € KaHIEpOTreHeH B 6-MeceuHo poyyBaHe npu TpancreHan mumku (Tg.rasH2) npu
nepopainHu 1034 110 2 000 mg/kg/nHeBHO, ¢ rpaHMIIa HAa CKCIO3MIIUATA IPUOIU3UTEIHO OT

23 (mbxkn) 1o 37 (xkencku) mpti AUC nipu Xopa ¢ AHeBHa 1032 HOpyTruHuo 560 mg.

NoOpyTHHUO HAMa TeHOTOKCHYHHU CBOIMCTBA, KOTAaTO € M3CJe/IBaH P OaKTEPUH, KIIETKH Ha 003aliHUIIN
WJIN TIPH MUTIIKH.

Penpodyxkmuena moxcuunocm

[Ipu 6pemenHM TEX0OBE, MOPYTUHHO 1pH f03a 80 mg/kg/meH ce cBbp3Ba ¢ yBeInUueHa
NOCTUMILIAHTALMOHHA 3ary0a ¥ OBUILICHN BUCIIEPATHH (Ha CHPLETO U FOJIEMHTE ChIIOBE)
MaJpopManuy U CKEJIETHU BapHalliy, ¢ rpaHuia Ha excriosunus 14 mbtu AUC, yctaHoBeHa pu
MAIMeHTH ¢ THEBHA 103a 560 mg. [Ipu no3a > 40 mg/kg/nen, nOpyTHHHUO ce CBBP3Ba ¢ HAMAJICHO
teryo Ha Tona (AUC croTHOIIEHUE > 5,6 B cpaBHEHHE ¢ AHEBHA J03a 560 mg Mpu MarueHTn).
Caenosarenno ¢eranauat NOAEL e 10 mg/kg/nen (mpubmmsurenno 1,3 metn AUC Ha nOpyTHHHO
npu 1o3a 560 mg nHEBHO (BK. TouKa 4.6).

[Ipu GpemMeHHH 3al1H MPUIIOKEHUETO HAa HOPYTHHUO ¢ o3a 15 mg/kg/nen nnm no-Bucoka € CBbp3aHo
ChC CKeJIeTHH MajipopManuu (cpacTBaHe HA MPUMOPAUATHUTE CTEPHATHN CETMEHTH), a HOPYyTUHHO C
no3a 45 mg/kg/neH e cBbp3aH ¢ MOBUIICHU MMOCTUMILIAHTAIIMOHHH 3aryou. UOpyTHHHO nprYuHSBa
Mainopmanuu npu 3aim ¢ go3a 15 mg/kg/nen (mpubnmzurenno 2,0 mbtr Haj excriosunusita (AUC)
npu nauuentu ¢ MCL, Ha kouto ce npunara uopytuHud 560 mg nHeBHO, U 2,8 MbTH HaX
excriosuruaTa mpu naertu ¢ CLL i WM, nonyyaBainy uOpyTuHuo ¢ po03a 420 mg Ha JieH).
Cnenosarenno, peranmnoro NOAEL e 5 mg/kg/nen (mpubmuzutenso 0,7 meti AUC Ha uOpyTHHHO
npu n03a 560 mg aHeBHO) (BX. TouKa 4.6).

Depmunumem

He ca HabmronaBanu eekTH 10 OTHOIICHHE Ha PePTUIINTETA WK PETPOTYKTUBHUTE CITIOCOOHOCTH
TIPH MBKKH WITH JKEHCKH TUTHXOBE JI0 MaKCHMalHaTa TecTBaHa 103a - 100 mg/kg/nen (voBemka
exkBHBaJicHTHA 1032 - HED16 mg/kg/new).

6. DODAPMAIIEBTUYHHU JAHHU
6.1 Choucbk Ha IOMOLIHHUTE BelIeCTBA

Snpo Ha TabneTkara

CHITUIIMEB JUOKCH/I, KOJIOHICH OC3BOJICH
KPOCKapMeno3a HaTpui

JIAKTO3a MOHOXHIpPAT

MarHe3ueB creapar

MUKPOKPUCTAITHA [eNTyJ1032a

TTOBHIOH

HaTpues naypuicyidar (E487)

®duiMoBo mokpHTHE

IMBRUVICA 140 mg ¢unmupanu madremxu u IMBRUVICA 420 mg ¢purmupanu mabremxu
MaKporoJ

HOJIMBUHUIIOB JIKOXOJ

TaJK
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tutaHoB guokcua (E171)
yepeH xene3eH okeup (E172)
KBIT xKene3eH okcua (E172)

IMBRUVICA 280 mg ¢punmupanu mabremxu
MaKpOroJ

MOJIUBUHHUIIOB aJIKOXOJ

TaJK

tutaHoB guokcua (E171)

uepeH keneseH okeun (E172)

yepBeH xeneseH okeun (E172)

IMBRUVICA 560 mg ¢punmupanu mabremxu

MaKpoToJl

MOJMBHHHUIIOB aJIKOXOJ

TaJK

tuta”oB auokeun (E171)

yepBeH xene3eH okcun (E172)

XKBIT xkene3eH okcuna (E172)

6.2 HecnbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHOCT

2 TOINHU

6.4 Crhenuananm yca0BHs HAa CbXpaHeHHe

To3u JtekapcTBEH MPOAYKT HE H3UCKBA CIICIMAITHH YCIIOBUS Ha ChXpaHEHHE.

6.5 Buau cbabpakaHue HA OMMAKOBKATA

[Ba 6iuctepa ot nonmuBuHMIxIopu (PVC), naMuHupan ¢ monuxaopoTpuQIryopoeTuiIeH
(PCTFE)/anymunuii, no 7 ¢puiaMupanu TabIETKH BCEKH, B €1HA KAPTOHEHA OMAKOBKA THIT
»oprdein®. Beska kapToHeHa 0makoBKa chabpika (28 GpuiaMupanu TabIeTKH) 2 OMAaKOBKH THIT
,,[TOpTheir™.

[Ba 6iucrepa ot nomuBuHUIXIopHy (PVC), mnaMuHupan ¢ moIuxIopoTpuQIyopoeTHIICH
(PCTFE)/anymunuii, o 5 ¢puiaMupanu TabIeTKH BCEKH, B €/IHA KAPTOHEHA OMTAKOBKA THIT
»noprdeitn®. Beska kaproneHa onakoBka cbabpika (30 ¢puiamupanu TabneTku) 3 OMaKOBKH THIT
,»opThein®.

He Bcuuku BuOBE ONaKoOBKH Morat Aa ObAaT IMyCHATH B Ipoaaxoa.

6.6 CrnenuajaHu nNpeana3Hu MepKHU NP U3XBbPJIsiHE

HeunsnonsBanusT neKkapcTBeH NPOLYKT WM OTHaIbYHUTE MaTEpUalId OT HETO TPsIOBa J1a c€ U3XBBPIISAT
B CHOTBETCTBHE C MECTHUTE U3UCKBAHHSI.

7. HNPUTEXATEJ HA PASPEHIEHHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30
B-2340 Beerse
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benarns

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

IMBRUVICA 140 mg dunMupanu TabJIeTKH
EU/1/14/945/007 — 28 tabnetku (2 OMaKOBKH THII ,,IOPTein‘ ¢ 14)
EU/1/14/945/008 — 30 tabnetku (3 onakoBKH THII ,,liopTdeitnc 10)

IMBRUVICA 280 mg dhwuimMupanu TabaeTku
EU/1/14/945/009 — 28 tabnetku (2 OMakOBKH THII ,,IOpTdein ¢ 14)
EU/1/14/945/010 — 30 tabnetku (3 onakoBKH THI ,,iopTdheitn® ¢ 10)

IMBRUVICA 420 mg dhunaMupanu TabJIETKH
EU/1/14/945/011 — 28 tabneTku (2 ONaKkoBKH THI ,,iopTheitn® ¢ 14)
EU/1/14/945/005 — 30 tabneTku (3 onakoBKH THI ,,iopTdeitn® ¢ 10)

IMBRUVICA 560 mg dhunMupanu TabJIeTKH
EU/1/14/945/012 — 28 tabneTku (2 ONaKkoBKH THI ,,iopTheitn® ¢ 14)
EU/1/14/945/006 — 30 tabmetku (3 OnakoBKU THII ,,topTdhein ¢ 10)

9. JATA HA T'BbPBO PA3PEINIABAHE/IIOJJHOBSABAHE HA PA3PEIIEHUETO 3A
YIIOTPEBA

[ata Ha mBpBO paspemanane: 21 oktomBpu 2014 r.
JlaTa Ha mocneaHo noaHoBsABaHe: 25 roHu 2019 .

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

[Honpobna nnpopmanus 3a TO3M JEKapCTBEH NPOAYKT € MpeJocTaBeHa Ha yeOcaiita Ha EBponeiickaTta
areHIys 1o JekapcTBaTa http://www.ema.europa.eu.
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HNPUJIOKEHUE 11

MPOU3BOJUTE.], OTTOBOPEH 3A OCBOBOK/JABAHE HA
MAPTUIN

YCJIOBUSA NJIN OTPAHUYEHUSA 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIOBUSA N UBNCKBAHUSA HA PASPEHHIEHUETO 3A
YIHOTPEBA

YCJIOBUA NJIN OTPAHUYEHUS 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITIPOAYKT
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A. TIPOU3BOJUTEJI, OTTOBOPEH 3A OCBOBOKJIABAHE HA ITAPTU/U

HMe u aapec Ha IPOM3BOAUTENS, OTTOBOPEH 3a 0CBOOOIK/IaBaHE HA MAPTHIAUTE

IMBRUVICA TBBpAN KancyJm
Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrusa

Janssen-Cilag SpA
Via C. Janssen,

Loc. Borgo S. Michele,
04100 Latina,

Uranus

[TeyaTHaTta JTMCTOBKA Ha JICKAPCTBEHMSI IIPOIYKT TPSIOBA Ja ChABPIKa HMETO U aJipeca Ha
MIPOU3BOANTEINSI, OTTOBOPEH 32 OCBOOOKIaBaHETO HA CHOTBETHATA MAPTH/IA.

IMBRUVICA ¢puamupanu TadjieTKu
Janssen-Cilag SpA

Via C. Janssen,

Loc. Borgo S. Michele,

04100 Latina,

Uranus

b. YCJI0OBHMA NN OI'PAHUYEHUA 3A JTOCTABKA U YIIOTPEBA
JlexkapcTBEHUSAT MPOYKT C€ OTITyCKa [0 OTPaHUYEHO JieKapcko nmpeanucanue (Bx. [punoxenne I:
Kparka xapakrepucTika Ha IpOAyKTa, TouKa 4.2).

B. JPYI'M YCJOBUA U N3NUCKBAHUSA HA PASBPEHIEHUETO 3A YIIOTPEBA

. IlepnoanyHu aKTyaau3upaHu AokJaam 3a oesonacHoct (ITA/1B)

M3uckpanusTa 3a nogasane Ha [TAJIb 3a To3u TeKapCTBEH MPOAYKT ca MMOCOYEHU B CITUCHKA C
pedepentnute natu Ha EBponeiickus cpio3 (EURD crnmcebk), npeasuae B wi. 1078, an. 7 ot

Hupextupa 2001/83/EO, 1 BbB BCUUKHU CIIC/IBAIH aKTYyIN3aI[|H, TTyOJIHUKYBaHH HA €BPOICHCKHS
yeOropTal 3a JeKapcTBa.

. YCJIOBUs WU OTPAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA TIPOAYKT

. Ilnan 3a ynpaBiaenue Ha pucka (ITYP)

[MpurexarensT Ha pa3pemienuero 3a ynorpeda (IIPY) TpsOBa 1a n3BbpIBa U3UCKBAHHUTE JICHHOCTH

JEeHCTBUS, CBBP3aHU C IPOCiIeAsIBaHe Ha JeKapcTBeHaTa 0€30MacHOCT, mocoueHH B ogoopenus 11YP,

npezacraBed B Moayi 1.8.2 Ha Pazpemennero 3a ynorpeda, KakTo ¥ BbB BCHUKH CJICIBAIN 0100peHU

akryanu3auuu Ha ITYP.

Axrtyammsupan [IYP tpa6Ba na ce monasa:

L4 IO UCKAaHEC Ha EBpOHCﬁCKaTa arcHuus I10 JICKapCcTBaTa,
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BHHArd, KOTaTo c€ U3MEHs CHCTEMAaTa 3a yIpaBJIeHrne Ha pIUCKa, 0COOEHO B pe3yiTar Ha
NoJy4aBaHe HAa HOBa HH(POPMALIUS, KOSTO MOXKE /1a I0BeJIe 10 3HAYMMH IPOMEHHU B
CHOTHOILEHUETO MOJI3a/PUCK, WK CIIE/ JOCTUTaHE Ha Ba)KEH eTal (BB BPb3Ka ¢ IPOCiIeIsIBaHe
Ha JIeKapCTBeHaTa 0E30IaCHOCT WM CBEXK/IaHE Ha PHCKA JI0 MUHIUMYM).
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MNPUJIOKEHMUE 111

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 140 mg KAIICYJIA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

IMBRUVICA140 mg TBBpau Kancyiu
uOpyTHHUO

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

Bceska TBbpaa kancyna ceabpxka 140 mg uGpyTuHuo.

‘ 3. CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

90 TBBpAM Karcyiu
120 TBBpAM Kancyan

5. HAYUH HA ITPUJIIOKEHUE U ITBT(UIIA) HA BBBEXJIAHE

Ilepopanno mpunoxxeHue
ITpenn ynorpeba mpoyereTe JIMCTOBKATA.

6. CIHEHUAJIHO IMIPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBbXPAHSABA HA MSICTO JAJIEYE OT IIOTJIEJA U TOCEI'A HA TELITA

Ja ce cexpaHsBa Ha MSCTO, HEJOCTHITHO 32 JeTa.

‘ 7. APYI'U CHEIUAJIHU NPEAYIIPEXIEHUSA, AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

9. CIHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE
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10.

CHELHUAJIHU TPEJAIIAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE IIPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11.

HUME U AJIPEC HA IPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/14/945/001 (90 TBBpAM KaTICyIn)
EU/1/14/945/002 (120 TBBpaU KaICyJIu)

13.

IHAPTUJAEH HOMEP

ITapTupa:

| 14.

HAUYUH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HUH®OPMAIINS HA BPAMJIOBA A3BYKA

Imbruvica 140 mg

| 17.

YHUKAJIEH HIEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JIByn3MepeH 0apKoJI ¢ BKJIFOYEH YHUKAJICH HACHTH()HUKATOP.

| 18.

YHUKAJIEH WIEHTUO®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JIA CbAbPKA IIBPBUYHATA OITAKOBKA

ETUKET HA BYTUJIKATA 140 mg KAIICYJIA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

IMBRUVICA 140 mg xancynu
uOpyTHHUO

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

Bceska kancyna ceabpka 140 mg nOpyTunuo.

‘ 3. CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

90 xancynu
120 xancymnu

5. HAYUH HA ITPUJIIOKEHUE U ITBT(UIIA) HA BBBEXJIAHE

Ilepopanno mpunoxxeHue
ITpenn ynorpeba mpoyereTe JIMCTOBKATA.

6. CIHEHUAJIHO IMIPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBbXPAHSABA HA MSCTO JAJIEYE OT IOTJIEJA U TOCEI'A HA TELIIA

Ja ce cpxpansBa Ha MSACTO, HEJIOCTHITHO 3a JeTa.

‘ 7. APYI'U CHEIUAJIHU NPEAYIIPEXIEHUSA, AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

9. CIHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE
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10.

CHELHUAJIHU TPEAITAZHU MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIHN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11.

HUME U AJIPEC HA IPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/14/945/001 (90 TBBpAM KaTICyIN)
EU/1/14/945/002 (120 TBBpaU KaICyJIu)

13.

IHAPTUJAEH HOMEP

ITapTupa:

| 14.

HAUYUH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HUH®OPMAIINS HA BPAMJIOBA A3BYKA

YHUKAJIEH HIEHTU®UKATOP — IBYU3MEPEH BAPKO/|

YHUKAJIEH WIEHTU®UKATOP — JTAHHHU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 140 mg TABJIETKA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

IMBRUVICA 140 mg ¢punmupanu tabiaeTku
uOpyTHHUO

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

Bceska ¢punmupana tabnerka cpappika 140 mg ubpytunuo.

‘ 3. CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

ChbIbpika JaKTo3a.
BuokTe TMCTOBKATA 32 JOIIBJIHUTEIIHA HH(POPMALIHS.

‘ 4. JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

28 dhunMupaHu TabJIeTKH
30 dhunMupaHu TaOJIECTKH

‘ 5. HAYMH HA ITPUJIOKEHUE U TbT(MIIA) HA BBBEXK/IAHE

ITpenn ynorpeba mpoyereTe JIMCTOBKATA.
Ilepopanxo mpunoxxeHue

6. CHELOUAJIHO NPEAYIPEXIEHUE, YE JIEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HNOTJVIEJA U TOCEI'A HA IELTA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTBHIIHO 3a [ACLaA.

‘ 7. APYI'U CHEHUAJIHUA HPEAYIIPEXKXJIEHUS, AKO E HEOBXOJINMO

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

T'onen no:

9. CIHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE
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10.

CHELHUAJIHU TPEAITAZHU MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

I/I?,XBT)pJ'I}II‘/'ITe HCHUBIIOJI3BAHUTE JICKAPCTBA CIIOPEA MECTHUTC N3 CKBAHUS.

11.

NME N AJIPEC HA ITPUTEXATEJISA HA PASPEIHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/14/945/007 (28 Tabnerkm)
EU/1/14/945/008 (30 TabneTkn)

13.

IMAPTUJEH HOMEP

ITapTupa:

| 14.

HAYMH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HH®OPMAIINA HA BPAJIOBA A3BYKA

Imbruvica 140 mg

|17

YHUKAJIEH HIEHTU®UKATOP — IBYU3MEPEH BAPKO/

JByn3mepeH 0apKo ¢ BKJIIOYECH YHUKAIECH HACHTU(HUKATOP.

| 18.

YHUKAJIEH WIEHTU®UKATOP — JJAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JIA CbAbPKA IIBPBUYHATA OITAKOBKA

OITAKOBKA THII ,,TOPT®EMJI“ 140 mg TABJIETKA (28 1un)

1.

NME HA JIEKAPCTBEHUSA ITPOAYKT

IMBRUVICA 140 mg ¢punmupanu tabiaeTku
uOpyTHHUO

| 2.

OBSIBABAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bceska ¢pmimupana tabnerka cpappika 140 mg ubpytunuo.

| 3.

CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

ChbIbpika JaKTo3a.
BuokTe TMCTOBKATA 32 JOIIBJIHUTEIIHA HH(POPMALIHS.

| 4.

JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

14 punmupanu TabIeTKH

| 5.

HAYUH HA ITPUJIIOKEHUE U ITBT(UIIA) HA BBBEXJIAHE

ITpenn ynorpeba mpoyereTe JIMCTOBKATA.

TTonenemHuk
Bropuuk
Cpsna
UeTBBpPTHK
Tletpk
Cnbora
Henens

IIepopanno npunoxeHue

OtBopete onakoBkata. M30yTaiiTe TabneTkara OT ApyraTa cTpaHa.

6.

CHELOUAJIHO NPEAYIPEXIEHUE, YE JIEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT NOTJVIEJA U TOCEI'A HA IELTA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTBHIIHO 3a [ICLA.

7.

APYI'U CHELOUAJIHUA HNPEAYIIPEXKJIEHUSA, AKO E HEOBXOJINUMO
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‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'oneHn no:

9. CIIEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

10. CHEINUWAJHH NPEAITA3SHU MEPKU ITPU NU3XBBPJIISAAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

H3XBBpJ'IHfIT€ HCHUBIOJI3BAHUTC JICKAPCTBA CIIOPEA MECCTHUTC U3UCKBAHUA.

11. HME U AJPEC HA IIPUTEXKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPELHIEHHUETO 3A YIIOTPEBA

EU/1/14/945/007

13. HNAPTHUIAEH HOMEP

ITapTuna:

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHWUI 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Imbruvica 140 mg

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JIA CBbABPKA IBPBUYHATA OITAKOBKA

OITAKOBKA THII ,,TOPT®EMJI“ 140 mg TABJIETKA (30 1uu)

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

IMBRUVICA 140 mg ¢punmupanu tabiaeTku
uOpyTHHUO

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

Bceska ¢pmimupana tabnerka cpappika 140 mg nOpyTunuo.

‘ 3. CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

ChbIbpika JaKTo3a.
BuokTe TMCTOBKATA 32 JOIIBJIHUTEIIHA HH(POPMALIHS.

‘ 4. JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

10 ¢punmMupanu TabaeTKH

‘ 5. HAYUH HA ITPUJIIOKEHUE U ITBT(UIIA) HA BBBEXJIAHE

[penu ynotpeda npoyereTe IUCTOBKATA.
IlepopanHo npusioxeHue

Koraro npuemare Ta6J'ICTKa, MMOM'BJIHCTE ACHA OT CCAMUIIATA UJIN JaTaTa B MIPCAOCTABCHOTO MACTO.

OtBopete onakoBkata. M30yTaiiTe TabneTkara OT ApyraTa cTpaHa.

6. CHEHUAJIHO NPEAYIPEXIEHUE, YE JJEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HNOTJVIEJA U TOCEI'A HA IELNA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTBHIIHO 3a [ICLA.

‘ 7. APYI'U CHEHOUAJIHUA HPEAYIIPEXKXKIEHUS, AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

9. CIIEHUAJIHHM YCJIOBUSI HA CbXPAHEHUE
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10.

CHELNUAJIHA TPEAITAZHU MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE IIPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

I/I?,XBT)pJ'I}II‘/'ITe HCHUBIIOJI3BAHUTE JICKAPCTBA CIIOPEA MECTHUTC N3 CKBAHUS.

11.

NME N AJIPEC HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/14/945/008

13.

IMAPTUJEH HOMEP

ITapTupa:

| 14.

HAYMH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HH®OPMAIINA HA BPAJIOBA A3BYKA

Imbruvica 140 mg

|17

YHUKAJIEH HIEHTU®UKATOP — IBYU3MEPEH BAPKO/|

| 18.

YHUKAJIEH WIEHTUO®UKATOP — JTAHHU 3A YETEHE OT XOPA
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP 140 mg TABJIETKA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

IMBRUVICA 140 mg rabneTku
nOpyTHHUO

‘ 2. HUME HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. IMAPTUJEH HOMEP

Lot

|5.  JIPYTO
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 280 mg TABJIETKA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

IMBRUVICA 280 mg ¢punmupanu tabiaeTku
uOpyTHHUO

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

Bceska ¢pmimupana tabnerka cpappika 280 mg ubpyTuHuo.

‘ 3. CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

ChbIbpika JaKTo3a.
BkTe TMCTOBKATA 32 JOITBJIHUTEIIHA HH(POPMALIHS.

‘ 4. JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

28 dhunMupaHu TabJIeTKH
30 dhunMupaHu TaOJIECTKH

‘ 5. HAYMH HA ITPUJIOKEHUE U TbT(MIIA) HA BBBEXK/IAHE

ITpenn ynorpeba mpoyereTe JIMCTOBKATA.
Ilepopanxo mpunoxxeHue

6. CHEHUAJIHO NPEAYHPEXIEHUE, YE JIEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HNOTJVIEJA U TOCEI'A HA IELTA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTBHIIHO 3a [ACLaA.

‘ 7. APYI'U CHEHUAJIHUA HPEAYIIPEXKXJIEHUS, AKO E HEOBXOJINMO

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

T'onen no:

9. CIHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE
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10.

CHELHUAJIHU TPEAITAZHU MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE IIPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

I/I?,XBT)pJ'I}II‘/'ITe HCHUBIIOJI3BAHUTE JICKAPCTBA CIIOPEA MECTHUTC N3 CKBAHUS.

11.

NME "N AJIPEC HA IPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/14/945/009 (28 Tabnerku)
EU/1/14/945/010 (30 TabneTtkn)

13.

IMAPTUJEH HOMEP

ITapTupa:

| 14.

HAYMH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HH®OPMAIINA HA BPAJIOBA A3BYKA

Imbruvica 280 mg

|17

YHUKAJIEH HIEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH 0apKo ¢ BKJIIOYECH YHUKAIECH HACHTU(HUKATOP.

| 18.

YHUKAJIEH WIEHTU®UKATOP — JIAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JIA CbAbPKA IIBPBUYHATA OITAKOBKA

OITAKOBKA THII ,,TOPT®ENJI“ 280 mg TABJIETKA (28 1uu)

1.

HNME HA JIEKAPCTBEHUSA ITPOAYKT

IMBRUVICA 280 mg ¢punmupanu tabiaeTku
uOpyTHHUO

| 2.

OBSIBABAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bceska ¢pmimupana tabnerka cpappika 280 mg ubpyTuHuo.

| 3.

CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

ChbIbpika JaKTo3a.
BuokTe TMCTOBKATA 32 JOIIBJIHUTEIIHA HH(POPMALIHS.

| 4.

JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

14 punmupanu TabIeTKH

| 5.

HAYUH HA ITPUJIOKEHUE U I'BT(MIIA) HA BBBEXK/JIAHE

ITpenn ynorpeba mpoyereTe JIMCTOBKATA.

TTonenemHuk
Bropuuk
Cpsna
UeTBBpPTHK
Tletpk
Cnbora
Henens

IIepopanno npunoxeHue

OtBopete onakoBkata. M30yTaiite TabneTkara OT ApyraTa cTpaHa.

6.

CHELOUAJIHO NPEAYIPEXIEHUE, YE JIEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCEI'A HA IELTA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTBHIIHO 3a [ICLA.

7.

APYI'U CHEHOUAJIHUA HPEAYIIPEXKXKIEHUS, AKO E HEOBXOJINMO
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‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'oneHn no:

9. CIIEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

10. CHENUWAJIHH INPEAITA3SHUA MEPKU ITPU NU3XBBHPJISTHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

H3XB'BpJ'I$IﬁT€ HCHUBIOJI3BAHUTC JICKAPCTBA CIIOPEA MECCTHUTC U3UCKBAHUS.

11. HME U AJPEC HA IIPUTEXKATEJISA HA PASPEIHEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPELHIEHHUETO 3A YIIOTPEBA

EU/1/14/945/009

13. HNAPTHUIAEH HOMEP

ITapTuna:

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHWUI 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA

Imbruvica 280 mg

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JIA CbAbPKA IIBPBUYHATA OITAKOBKA

OITAKOBKA THII ,,TOPT®ENJI“ 280 mg TABJIETKA (30 1uu)

1. NME HA JIEKAPCTBEHUSA ITPOAYKT

IMBRUVICA 280 mg ¢punmupanu tabiaeTku
uOpyTHHUO

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

Bceska ¢pmimupana tabnerka cpappika 280 mg ubpyTuHuo.

‘ 3. CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

ChbIbpika JaKTo3a.
BuokTe TMCTOBKATA 32 JOIIBJIHUTEIIHA HH(POPMALIHS.

‘ 4. JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

10 ¢punmMupanu TabaeTKH

‘ 5. HAYUH HA ITPUJIIOKEHUE U ITBT(UIIA) HA BBBEXJIAHE

[Ipenu ynotpeda mpoyereTe JIUCTOBKATA.
IlepopanHo npusioxeHue

Koraro npuemare Ta6J'I€TKa, MNOM'BJIHCTE ACHA OT CCAMUIIATA UJIK JaTaTa B IPCAOCTABCHOTO MACTO.

OtBopete onakoBkata. M30yTaiiTe TabneTkara OT ApyraTa cTpaHa.

6. CHEHUAJIHO NPEAYIPEXIEHUE, YE JJEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HNOTJVIEJA U TOCEI'A HA IELNA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTBHIIHO 3a [ICLA.

‘ 7. APYI'U CHELOUAJIHUA NPEAYIIPEXKXKJIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

9. CIIEHUAJIHHM YCJIOBUSI HA CbXPAHEHUE
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10.

CHELHUAJIHU TPEAIIAZHU MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE IIPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

I/I?,XBT)pJ'I}II‘/'ITe HCHUBIIOJI3BAHUTE JICKAPCTBA CIIOPEA MECTHUTC N3 CKBAHUS.

11.

NME N AJIPEC HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/14/945/010

13.

IMAPTUJEH HOMEP

ITapTupa:

| 14.

HAYMH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HH®OPMAIINA HA BPAJIOBA A3BYKA

Imbruvica 280 mg

|17

YHUKAJIEH HIEHTU®UKATOP — IBYU3MEPEH BAPKO/|

| 18.

YHUKAJIEH WIEHTUO®UKATOP — JTAHHU 3A YETEHE OT XOPA
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP 280 mg TABJIETKU

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

IMBRUVICA 280 mg rabieTku
nOpyTHHUO

‘ 2. HUME HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

‘ 3. JATA HA T3TUYAHE HA CPOKA HA I'OJHOCT

EXP

4. IMAPTUJEH HOMEP

Lot

|5.  JIPYTO
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 420 mg TABJIETKU

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

IMBRUVICA 420 mg ¢punmupanu tabiaeTku
uOpyTHHUO

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

Bceska ¢puimupana tabnerka cpappika 420 mg ubpyTuauo.

‘ 3. CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

ChbIbpika JaKTo3a.
BuokTe TMCTOBKATA 32 JOIIBJIHUTEIIHA HH(POPMALIHS.

‘ 4. JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

28 dhunMupaHu TabJIeTKH
30 dhunMupaHu TaOJIECTKH

‘ 5. HAYMH HA ITPUJIOKEHUE U TbT(MIIA) HA BBBEXK/IAHE

ITpenn ynorpeba mpoyereTe JIMCTOBKATA.
Ilepopanxo mpunoxxeHue

6. CHELOUAJIHO NPEAYIPEXIEHUE, YE JIEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HNOTJVIEJA U TOCEI'A HA IELTA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTBHIIHO 3a [CLaA.

‘ 7. APYI'U CHEHUAJIHUA HPEAYIIPEXKXJIEHUS, AKO E HEOBXOJINMO

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

T'onen no:

9. CIHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE
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10.

CHELHUAJIHU TPEAITAZHU MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

I/I?,XBT)pJ'I}II‘/'ITe HCHUBIIOJI3BAHUTE JICKAPCTBA CIIOPEA MECTHUTC N3 CKBAHUS.

11.

NME N AJIPEC HA ITPUTEXATEJISA HA PASPEIHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/14/945/011 (28 Tabnerxn)
EU/1/14/945/005 (30 TabneTky)

13.

IHHAPTUJAEH HOMEP

ITapTuna:

| 14.

HAYYH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HH®OPMAIINA HA BPAJIOBA A3BYKA

Imbruvica 420 mg

| 17.

YHUKAJIEH HIEHTU®UKATOP — IBYU3MEPEH BAPKO/

JByn3mepeH 0apKo ¢ BKJIIOYECH YHUKAIECH HACHTU(HUKATOP.

| 18.

YHUKAJIEH WIEHTU®UKATOP — JIAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JIA CbAbPKA IIBPBUYHATA OITAKOBKA

OITAKOBKA THII ,,TOPT®EMNJI“ 420 mg TABJIETKA (28 1uu)

1.

HNME HA JIEKAPCTBEHUSA ITPOAYKT

IMBRUVICA 420 mg ¢punmupanu tabiaeTku
uOpyTHHUO

| 2.

OBSIBABAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bceska ¢puimupana tabnerka cpappika 420 mg ubpyTuauo.

| 3.

CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

ChbIbpika JaKTo3a.
BokTe TMCTOBKATA 32 JOITBJIHUTEIIHA HH(POPMALIHS.

| 4.

JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

14 punmupanu TabIeTKH

| 5.

HAYUH HA ITPUJIIOKEHUE U ITBT(UIIA) HA BBBEXJIAHE

ITpenn ynorpeba mpoyereTe JIMCTOBKATA.

TTonenemHuk
Bropuuk
Cpsna
UeTBBpPTHK
Tletpk
Cnbora
Henens

IIepopanno npunoxeHue

OtBopete onakoBkata. M30yTaiite TabneTkara OT ApyraTa cTpaHa.

6.

CHELOUAJIHO NPEAYIPEXIEHUE, YE JIEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT NOTJVIEJA U TOCEI'A HA IELTA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTBHIIHO 3a [ICLA.

7.

APYI'U CHELOUAJIHU HPEAYIPEXKXIEHUS, AKO E HEOBXOIUMO
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‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'oneHn no:

9. CIIEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

10. CHEINUWAJHH NPEAITA3SHU MEPKU ITPU NU3XBBPJIISAAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

H3XB'BpJ'I$IﬁT€ HCHUBIOJI3BAHUTC JICKAPCTBA CIIOPEA MECCTHUTC U3UCKBAHUS.

11. HME U AJPEC HA IIPUTEXKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/14/945/011

13. HNAPTHUIAEH HOMEP

ITapTuna:

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHWUI 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Imbruvica 420 mg

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JIA CbAbPKA IIBPBUYHATA OITAKOBKA

OITAKOBKA THII ,,TOPT®ENJI“ 420 mg TABJIETKA (30 1uu)

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

IMBRUVICA 420 mg ¢punmupanu tabiaeTku
uOpyTHHUO

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

Bceska ¢puimupana tabnerka cpappika 420 mg ubpyTuHuo.

‘ 3. CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

ChbIbpika JaKTo3a.
BuokTe TMCTOBKATA 32 JOIIBJIHUTEIIHA HH(POPMALIHS.

‘ 4. JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

10 ¢punmMupanu TabaeTKH

‘ 5. HAYUH HA ITPUJIIOKEHUE U ITBT(UIIA) HA BBBEXJIAHE

[Ipenu ymotpeda mpoyereTe IUCTOBKATA.
IlepopanHo npusioxeHue

Koraro npuemare Ta6J'ICTKa, MMOM'BJIHCTE ACHA OT CCAMUIIATA UJIN JaTaTa B MIPCAOCTABCHOTO MACTO.

OtBopete onakoBkata. M30yTaiiTe TabneTkara OT ApyraTa cTpaHa.

6. CHEHUAJIHO NPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HNOTJVIEJA U TOCEI'A HA IELNA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTBHIIHO 3a [ICLA.

‘ 7. APYI'U CHEHOUAJIHUA HPEAYIIPEXKXKIEHUS, AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

9. CIIEHUAJIHHA YCJIOBUS HA CbXPAHEHUE
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10.

CHELHUAJIHU TPEAIIAZHU MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE IIPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

I/I?,XBT)pJ'I}II‘/'ITe HCHUBIIOJI3BAHUTE JICKAPCTBA CIIOPEA MECTHUTC N3 CKBAHUS.

11.

NME " AJIPEC HA ITPUTEKATEJISA HA PASPEHHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/14/945/005

13.

IMAPTUJEH HOMEP

ITapTupa:

| 14.

HAYMH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

WH®OPMAIIAA HA BPAJIOBA A3BYKA

Imbruvica 420 mg

|17

YHUKAJIEH HIEHTU®UKATOP — IBYU3MEPEH BAPKO/|

| 18.

YHUKAJIEH WIEHTUO®UKATOP — JTAHHU 3A YETEHE OT XOPA
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP 420 mg TABJIETKU

1. NME HA JJEKAPCTBEHUSA ITPOAYKT

IMBRUVICA 420 mg rabieTku
nOpyTHHUO

‘ 2. HUME HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. IMAPTUJEH HOMEP

Lot

|5.  JIPYTO
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 560 mg TABJIETKA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

IMBRUVICA 560 mg ¢punmupanu tabiaeTku
uOpyTHHUO

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

Bceska ¢puimupana tabnerka cbappika 560 mg ubpytunuo.

‘ 3. CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

ChbIbpika JaKTo3a.
BokTe TMCTOBKATA 32 JOIIBJIHUTEIIHA HHPOPMALIHS.

‘ 4. JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

28 dunMupanu TabJeTKH
30 dhunMupaHu TaOJIECTKH

‘ 5. HAYMH HA ITPUJIOKEHUE U TbT(MIIA) HA BBBEXK/IAHE

ITpenn ynorpeba mpoyereTe JIMCTOBKATA.
Ilepopanxo mpunoxxeHue

6. CHELOUAJIHO NPEAYHIPEXIEHUE, YE JIEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HNOTJVIEJA U TOCEI'A HA IELTA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTBHIIHO 3a [ACLaA.

‘ 7. APYI'U CHEHUAJIHUA HPEAYIIPEXKXJIEHUS, AKO E HEOBXOJINMO

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

T'onen no:

9. CIHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE
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10.

CHELHUAJIHU TPEAITAZHU MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE IIPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

I/I?,XBT)pJ'I}II‘/'ITe HCHUBIIOJI3BAHUTE JICKAPCTBA CIIOPEA MECTHUTC N3MCKBAHUS.

11.

NME N AJIPEC HA ITPUTEXATEJISA HA PASPEIHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/14/945/012 (28 Tabnerxn)
EU/1/14/945/006 (30 TabneTkn)

13.

IMAPTUJIEH HOMEP

ITapTupa:

| 14.

HAYMH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HH®OPMAIINA HA BPAJIOBA A3BYKA

Imbruvica 560 mg

|17

YHUKAJIEH HIEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH 0apKo ¢ BKJIIOYECH YHUKAIECH HACHTU(HUKATOP.

| 18.

YHUKAJIEH WIEHTU®UKATOP — JIAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JIA CbAbPKA IIBPBUYHATA OITAKOBKA

OITAKOBKA THII ,,TOPT®EMNJI“ 560 mg TABJIETKA (28 1uu)

1.

HNME HA JIEKAPCTBEHUSA ITPOAYKT

IMBRUVICA 560 mg ¢punmupanu tabiaeTku
uOpyTHHUO

| 2.

OBSBABAHE HA AKTUBHOTO(MTE) BEHLIECTBO(A)

Bceska ¢puimupana tabnerka cbappika 560 mg ubpytunuo.

| 3.

CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

ChbIbpika JaKTo3a.
BuokTe TMCTOBKATA 32 JOIIBJIHUTEIIHA HH(POPMALIHS.

| 4.

JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

14 punmupanu TabIeTKH

| 5.

HAYUH HA ITPUJIOKEHUE U ITbT(MIIA) HA BbBEX/JIAHE

ITpenn ynorpeba mpoyereTe JIMCTOBKATA.

TTonenemHuk
Bropuuk
Cpsna
UeTBBpPTHK
Tletpk
Cnbora
Henens

IIepopanno npunoxeHue

OtBopete onakoBkata. M30yTaiite TabneTkara OT ApyraTa cTpaHa.

6.

CHEHUAJIHO NPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT NOTJVIEJA U TOCEI'A HA IELTA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTBHIIHO 3a [ICLA.

7.

APYI'U CHEHOUAJIHUA HPEAYIIPEXKXKIEHUS, AKO E HEOBXOJINMO
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‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'oneHn no:

9. CIIEHUAJIHHA YCJIOBUS HA CbXPAHEHUE

10. CHEINUWAJHH NPEAITA3SHU MEPKU ITPU NU3XBBPJIISAAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

H3XB'BpJ'I$IﬁT€ HCHUBIOJI3BAHUTC JICKAPCTBA CIIOPEA MECCTHUTC U3UCKBAHUS.

11. HME U AJAPEC HA ITIPUTEXATEJISI HA PASPEINIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPELHIEHHUETO 3A YIIOTPEBA

EU/1/14/945/012

13. HNAPTHUIAEH HOMEP

ITapTuna:

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHWUI 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Imbruvica 560 mg

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JIA CbAbPKA IIBPBUYHATA OITAKOBKA

OITAKOBKA THII ,,TIOPT®EMNJI“ 560 mg TABJIETKA (30 1uu)

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

IMBRUVICA 560 mg ¢punmupanu tabiaeTku
uOpyTHHUO

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

Bceska ¢puimupana tabnerka cbappika 560 mg ubpytunuo.

‘ 3. CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

ChbIbpika JaKTo3a.
BokTe TMCTOBKATA 32 JOITBJIHUTEIHA HH(POPMALIHSL.

‘ 4. JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

10 ¢punmMupanu TabaeTKH

‘ 5. HAYUH HA ITPUJIIOKEHUE U ITBT(UIIA) HA BBBEXJIAHE

[Ipenu ynotpeda mpoyereTe JIUCTOBKATA.
IlepopanHo npusioxeHue

Koraro npuemare Ta6J'ICTKa, MOM'BJIHCTE ACHA OT CCAMUIIATA UJIN JaTaTa B IPCAOCTABCHOTO MACTO.

OtBopete onakoBkata. M30yTaiiTe TabneTkara OT ApyraTa cTpaHa.

6. CHEHUAJIHO NPEAYIPEXIEHUE, YE JJEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HNOTJVIEJA U TOCEI'A HA IELNA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTBIIHO 3a [ICLa.

‘ 7. APYI'U CHEHOUAJIHUA HPEAYIIPEXKXKIEHUS, AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

9. CIIEHUAJIHHM YCJIOBUSI HA CbXPAHEHUE
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10.

CHELHUAJIHU TPEAIIAZHU MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIHN OTHIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

I/I?,XBT)pJ'I}II‘/'ITe HCHUBIIOJI3BAHUTE JICKAPCTBA CIIOPEA MECTHUTC N3 CKBAHUS.

11.

NME N AJIPEC HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/14/945/006

13.

IMAPTUJEH HOMEP

ITapTupa:

| 14.

HAYMH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HH®OPMAIINA HA BPAJIOBA A3BYKA

Imbruvica 560 mg

|17

YHUKAJIEH HIEHTU®UKATOP — IBYU3MEPEH BAPKO/|

| 18.

YHUKAJIEH HIEHTUO®UKATOP — JTAHHU 3A YETEHE OT XOPA
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP 560 mg TABJIETKU

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

IMBRUVICA 560 mg rabneTku
nOpyTHHUO

‘ 2. HUME HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. IMAPTUJEH HOMEP

Lot

|5.  JIPYTO
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b. IUCTOBKA
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JIncroBka: nH(popMaLUs 32 MAHEHTA

IMBRUVICA 140 mg TBbpau Kancy.Jau
nopyTuHHO (ibrutinib)

IIpoyereTe BHUMATEIHO LSJIATA JIMCTOBKA, IPEAH 1A 3all09HETe 1A IpUeMaTe TOBa JIEKapCcTBo,

Thil KaTO TS CbAbPsKAa BakHa 32 Bac nndgopmanus.

- 3amasere Ta3u JIUCTOBKA. MoJKe 1a ce HaJO0XkH J1a sl MPOYETETE OTHOBO.

- AKO MMaTe HIKaKBH JIOMBIIHUTEIHN BBIIPOCH, IoNUTaiTe Bammus nekap, papmManeBT uin
MEIMIIUHCKA CECTpa.

- ToBa nekapcTBo € npennucano JudHo Ha Bac. He ro npeoTrcTbnBaiite Ha apyru xopa. To Moxe
Jla UM HaBpeIH, He3aBUCHMO Y€ PU3HAIMTE Ha TSAXHOTO 3a00JisBaHe ca chluuTe Kato Bammure.

- AKO TIOJTyYHTe HAKAKBU HEXEJIaHU JIEKAPCTBEHM pPeaKiny, yBenomere Bamms nekap,
(hapMareBT WM MEUIIMHCKA cecTpa. ToBa BKIIOYBA U BCHYKH BE3MOKHH HEXKEIaHU PEaKIIvy,
HEOIMCaHM B Ta3H JHMCTOBKA. Bykre TouKa 4.

KakBo cbabp:ka Ta3u JUCTOBKA

Kaxso npencrasnsisa IMBRUVICA u 3a kakBo ce n3nosnssa
Kakso Tpsi6Ba na 3Haere, npeau aa npuemere IMBRUVICA
Kax na npuemate IMBRUVICA

Bb3MOXHHN HEXelTaH! peakiuu

Kaxk na cexpanssate IMBRUVICA

ChabpaHye Ha ONTAKOBKATa M JOBIIHUTEIHA HHPOPMALIUS

SN A LN

1. Kakso npeacrabisisa IMBRUVICA u 3a kakBo ce H3M0J13Ba

Kaxkgo npeacraBisassa IMBRUVICA
IMBRUVICA e npoTrBopakoBo J€KapcTBO, KOETO ChIbPKa aKTUBHOTO BeliecTBO HOpyTHHUO. To
MIPUHAJUIEKH KbM KJIac JIEKapCcTBa, HApEeYeHU HHXUOUTOPH Ha MPOTEHHKUHA3ATA.

3a kakBo ce m3noa3sa IMBRUVICA
M3non3Ba ce 3a ieyeHUE Ha CIECAHUTE BUAOBE PaK Ha KPbBTA NPU Bb3PACTHU:

. MasnrennoxierpueH tumdpom (MKIJI), Bup pak, 3acaraut TuMQHUATE BB3MIM, KOTaTo
3a00JIIBaHETO Ce € Bb30OHOBUIIO MIIM HE CE MOBJIMABA OT JICYEHHUETO.
. XponnuHa auMponuTHa teBkemus (XJUT), Bun pak, 3acsraiy Oenute KpbBHU KIETKH, HAPSUCHU

TUMQONUTH, KOUTO 3acsra u muMpauTe B3, IMBRUVICA ce usmon3sa rpu maiueHTH,
KOHTO He ca JieKyBaHu aocera 3a XJIJI wim xoraro 3a00J1s1BaHETO ce € Bb30OHOBHIIO HITH HE C€
MIOBJIHSIBA OT JICYCHHUETO.

o Makporiobynmunemus: Ha Waldenstrom (MW), Bug pak, 3acsirai 0eauTe KpbBHH KIETKH,
HapedeHH quMdonuT. M3non3sa ce npu nanyeHTH, KOUTO He ca JIeKyBaHu nocera 3a MW wim
KOTraTo 3a00JIIBAaHETO C€ € Bh30OHOBMIIO WIIM HE CE MOBJIMSABA OT JICUCHUETO, U NIPU
MAIMEHTH, TIPH KOUTO XUMHOTEPAIUsATA, TIPUJIaraHa 3aeJHO C aHTUTSUIO, HE € TIOAXO/ 1A
Tepanmsl.

Kak npeiictrBa IMBRUVICA

IMBRUVICA netictea ipu MKIJI, XJIJT u MW karo Gokupa THpO3MHKHHA3aTa Ha BpyToH, nporenH
B OpraHu3Ma, KOWTO IloMara Ha Te3H PakoBH KJIETKH Jja pactaT u onensBaT. Kato 610kupa 031
nporeud, IMBRUVICA nomara na ce yOusT pakoBUTE KJIETKH U 1a ce Hamaiau Oposat uM. Toil chiiio
Taka 3a0aBs BIIOIIABAHETO Ha PAKOBOTO 3a00JIsIBAHE.

2. KaxBo TpsaoBa na 3naere, npeau aa npuemere IMBRUVICA

He npuemaiite IMBRUVICA

o aKo CTe aJepruiHu KbM HOPYTHHUO WM KbM HSIKOS OT OCTAaHAIMTE ChCTaBKH Ha TOBA
JIeKapcTBO (M30pOCHHU B TOUKA 6)
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o aKo Tmpuemare OMIIKOBO JIEKapCTBO, HAPEUCHO XKBJIT KAHTAPHOH, U3IIOI3BAHO 32 JICYCHUE Ha
Jenpecrs. AKO HE CT€ CUTYPHH 3a TOBa, KOHCYNTHpaiite ce ¢ Bamms nekap, papManeBT win
MEAMIMHCKA CECTPa, IPEAN Aa IPUEMETE TOBA JIEKAPCTBO.

IIpenynpesxaeHust U NpeanasHu MepPKH
l'oBopere ¢ Bamms nekap, ¢papManeBT Wi MEJULIMHCKA cecTpa, npean aa npuemere IMBRUVICA:

o aKo HSKOTa CTE MMaJli HeOOMYaiiHi CHHUHY WM KbpPBEHE WU MpUeMaTe HIKaKBH JIeKapCcTBa
wIn 100aBKU, KOUTO YBEJINYaBaT PUCKa OT KbPBEHE (BMXKTE TOUKA ,,JIpyru jJekapcTrea u
IMBRUVICA”)

o aKo MMaTe HepaBHOMEPEH ChPJICUEeH PUTHM WU CTE€ UMaJld B MHHAJIOTO HEPaBHOMEPEH

ChbPACUYCH PUTHM, WJIN TCKKA ChbPACYHA HCAOCTATBYHOCT, NUJIU MMOJTYUIUTC HAKOC OT CIICAHUTC!:
3aayX, CJ'I3,6OCT, 3aMasgHOCT, [IpUMAIABAHC, IPUIIAAbK WU [MOYTHU IMPUIIAADBK, OoJKa B T'bpAUTC
WJIK IIOJYBaHC Ha KpaKaTa

o aKo MMaTe YePHOIPOOHHU MPOOIEMH, BKIIOUYUTEIHO aKO HAKOIra CTe UMaJIH WM Cera uMare
uH(eknus ¢ xenatut B (uHbekIus Ha YepHus 1pod)

o aKo UMaTe BUCOKO KPHBHO HAJATaHE

o aKO HaCKOPO CTe MMAaJIM HAKAKBa OIepalysi, 0COOEHO aKo TOBAa MOXKE Jla MOBJIMAC Ha HAUMHA, 110
KOMTO yCcBOSIBaTE XpaHa WM JICKapCTBa Mpe3 CToMaxa WM YepBara

o aKo IUTaHUpaTe Ja UMaTe HAKaKBa ornepauus — Bamust gekap Moxke n1a Bu momonu na coipere

npuema Ha IMBRUVICA 3a xpatko Bpeme (3 10 7 THH) IPEAU U CIEA ONEpaIHsITa.
o ako umare ObOpeuHH mpodIeMu.

AKo HiIKOE OT M30pOEHUTE MO-rope ce OTHACS 0 Bac (nnm He cte curypHu), ropopere ¢ Bamms
nexap, hapManeBT WM MEIUIIUMHCKA CECTPa, IPE/IU WU TOKATO MpUeMaTe TOBa JIEKAPCTBO (BIKTE
Touka ""Bb3MOKHM HekeJaHu peakuuu').

[Ipu npuem na IMBRUVICA, He3abaBHo KaxkeTe Ha Bamms nekap, ako 3a0enexuTe Win HIKOH
3abenexu npu Bac: 3ary0a Ha mameTTa, 3aTpyJHEHO MUCIICHE, 3aTPyIHEHO XOICHE WX 3aryba Ha
3pEHHETO — TOBa MOXKeE JIa CE JBbJKM Ha MHOTO PsIJIKa, HO Cepro3Ha MHQEKINS Ha MO3bKa, KOSTO MOXKE
Ja IPUYMHU CMBPT (TIporpecupaiia My aTudokanHa seskoeHuedanonarus i [IMJI).

HezabaBsHo choOriiere Ha Batus jiekap, ako 3a0enexuTe Win HIKo# apyr 3a0enexu npu Bac:
BHE3aIHa CKOBAHOCT MJIM CJTA0OCT Ha KpaiiHUIUTE (0COOCHO OT eIHATa CTpaHa Ha TSIOTO), BHE3amHa
00BPKAHOCT, 3aTPyIHCHHE B TOBOPA WM Pa30MpaHeTo Ha ped, 3aryda Ha 3peHue, 3aTPyTHEHO XOJICHE,
3ary0a Ha paBHOBECHE HJIH JIUTICA Ha KOOPAMHAIKS, BHE3AITHO CHITHO INIaBOOO0JIHe 0e3 H3BECTHA
npuurHa. ToBa MOXKe /1a ca MPU3HAIM U CHMIITOMH Ha WHCYJIT.

Kaxxere Bennara Ha Baius nekap, ako, cies karo cnpetre IMBRUVICA, nonyuurte 0osika B JisiBaTa
TOpHA YacT Ha KopeMa, 00JIKa BIISIBO O] pedpaTa Wi Ha BhpXa Ha JISIBOTO CH PaMo (TOBa MOXKE Jia
OBJIaT CUMITTOMH Ha pa3KbCBaHE Ha Jallaka).

Edextu BBpPXY CHPLETO

Jleuenneto c IMBRUVICA mosxe aa 3acerHe ChpLeTo, 0COOCHO aKo Beue UMaTe ChPACYHO
3a00JsIBaHe, KaTo HAIMp. IPoOJIeMHU C PUThMa, ChpliedHa HEAOCTaThYHOCT, BUCOKO KPBBHO HANATAHE,
uMare 1uabeT WK cTe B HarpeaHana Be3pact. Edexture Moxe 1a ObaaT TEXKKH U J1a TPUIUHST
CMBPT, BKIIOUUTETHO MOHAKOra BHe3amnHa cMbpT. Chpraednarta Bu QpyHKus e ce mpoBepsiBa npenu
u o BpeMe Ha neueHneto ¢ IMBRUVICA. Kaxete Bennara Ha Bamms siekap, ako o Bpeme Ha
neuenue ¢ IMBRUVICA nouyBcTBate 3a7yX, 3aTpyJHEHO AUIIAHE B JETHAJIO MOJI0KEHNE, OTHYaHe
Ha CThIIaJaTa, IIe3eHUTE WIN KpaKarta U cabocT/yMopa - TOBa MOKe 1a ObIaT MpU3HALY Ha
ChpJEYHA HEOCTATBYHOCT.

[To Bpeme Ha euenne ¢ IMBRUVICA moxe 51a pazsuere BUPYCHH, OaKTEPHATHU WU I'bOMYHH
uHdexnuu. CebpikeTe ce ¢ Bammus nekap, ako ©MaTe MOBHIICHA TEMIIEpaTypa, BTpHCaHe, ciabocT,
00BPKAHOCT, OOJIKH B TSUIOTO, CAMITOMH HA HACTHHKA WJIM TPUIL, yMOPa WK 3a1yX, IOKBITSIBAHE HA
KOKaTa Win ounte (KbiaTeHuIa). ToBa MoXe Jia ca MpU3HAIK Ha WHQEKITHS.
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XeModaronuTHa JUMHOOXUCTHOLIUTO3A

Psinko ce cho0ImIaBa 3a mpeKOMEpPHO aKTUBUPAHE Ha OeNTMTe KPBBHU KIETKH, CBBP3aHO C Bh3MAaJICHHUE
(xeModaronuTHa JIUM(OXUCTHOLIMTO3A), KOSTO MOXKE Jla IOBEJIC 10 CMBPT, aKO HE C€ TUArHOCTHIIUPA
1 JICKYBa paHo. Axo MMOJIYyYUTE MHOXECTBO CUMIITOMH KaTO IMOBHUIICHA TEMIIEpaTypa, IOAyBaHC Ha
JKJIe3UTe, CHHUHU WM KOKEH 00pHB, CBBpXKETE ce He3abaBHO ¢ Bammus nekap.

H3caeaBanns u nperJieau Npeau U M0 BpeMe Ha JieYeHUETO

Cunapom Ha TymMopeH pasnaj (CTP): nabmogaBanu ca HeoOWyaliHN HUBA HA XUMUYHH BEIICCTBA B
KPBBTa, IPUYMHEHH OT OBP30 pa3pyllaBaHe HA PAKOBHUTE KJIETKH 10 BPEMeE Ha JICUCHUE Ha Pak, a
MOHSIKOTa JIOpH ¥ 0e3 jieueHue. ToBa Moe J1a I0BeE 10 MPOMEHH B ObOpeuHaTa GpyHKIIMsA, HApyIICHA
ChpJieuHa AeHHOCT WIX NPUMaAbLU. Bamusar nekap wiu Apyr MEIUIIMHCKH CIISITHAINCT MOXe Ja
HaIpaBH KPbBHU M3CIIEABAaHNS, 32 1a npoBepu 3a CTP.

JIumdornmrosa: JlabopaTopHH n3ciIeABaHNUSA MOKE []a IOKa3BaT YBEJINUEHNUE HA OeITNTe KPHBHU KIIETKU
(mapeuenn "nmuMdonuTu") BB BammaTta KpbB Ipe3 MbPBUTE HAKOJIKO CEAMHIIM OT JIeUeHHeTo. ToBa ce
OYaKBa U MOXKE J1a IPOABIIKU HAKOJIKO Mecena. ToBa He 03Ha4aBa HEMPEMEHHO, Y€ PAKbT Ha KPBBTA
Bu ce Biomasa. Bammst jgexap e mpoBepsiBa KpbBHATa KapTHHA MPEAX WX M0 BpEMe Ha JICYCHHETO
U B PEIKU CITydau MOXe J1a ce HAJIOKH Aa Bu mpennuiue apyro nexkapcrso. ['oBopere ¢ Bamus nexap
KaKBO 03HA4aBaT PE3yJITATUTE OT U3CIICABAHMATA.

Cw0uTHsI, CBBp3aHu ¢ YepHUs Ipo0: BammsT nekap e HanpaBy HIKOM KPHBHU U3CIIC/IBAHUS, 32 J1a
NPOBEPH Jaliu YepHUAT Bu 1pob paboTu npaBuiIHO, Ye HAMaTe HH(EKLUSI Ha YepHUs Ipo0, U3BECTHA
KaTo BHPYCEH XEMaTUT, WM Jalli XeMaTUT B 0THOBO € cTaHa aKTHBEH, KOETO MOXE J1a I0BEE 110
CMBPT.

Jlena ¥ IOHOIIH
IMBRUVICA He Tpsi0Ba 1a ce W3IMoa3Ba MpH Jelia ¥ FOHOIIIH.

JApyrn nekapcrea u IMBRUVICA

WNudopmupaiite Bamwist gekap unu papManeBT, ako IpueMare, HAaCKOPO cTe MPUEeMaNd WU €
BB3MOXKHO J1a IpHeMeTe ApYTrH jJekapcTsa. ToBa BKIIIOYBA U JIEKapCTBa, OTILyCKaHU 0e3 peLenTa,
OWJIKOBHM JIEKapcTBa M XpaHUTENIHU n100aBku. ToBa e Taka, 3amoto IMBRUVICA Moxe na nosnusie

HayMHa Ha IEUCTBUE HA APYTH JeKapcTBa. Hsikou apyru gexkapcTBa ChILO MOTAT A2 MOBIUSSAT HAUMHA
Ha aericteue Ha IMBRUVICA.

IMBRUVICA mo:ke 1a IOBUIIH CKJIOHHOCTTA KbM KbpBeHe. ToBa o3HauaBa, ue Bue TpsiOBa na
KaxeTe Ha Bamus nekap, ako Impuemare Ipyru JIEKapcTBa, KOUTO YBEJINYaBaT pUCKa OT KbpBeHe. Tosa
BKJIIOYBA!

. aleTUICAJIMITUIOBA KUCENIMHA U HeCTepouIHU npoTruBoBB3nanuTennu cpeacrsa (HCIIBC) karo
nOynpodeH uiau HapoKCceH

o JIeKapCTBa, pa3pexaally KpbBTa KaTo Bap(apHH, XeNaphH WIK IPYTd JIEKapCcTBa 3a JCUCHHUE Ha
KPBBHHU ChCUPEIH

o n00aBKH, KOUTO MOTaT Ja MOBUIIIAT PUCKa OT KbPBEHE KaTo pHOCHO Macio, ButamuH E mmn

JICHCHO CCMC.

AKo HiIKOE OT M30pOeHUTE MO-rope ce OTHACs 0 Bac (wnm He cte curypHu), ropopere ¢ Bamms
nekap, hapMaleBT WM MEIUIIMHCKA cecTpa, npeau aa npuemere IMBRUVICA.

Cp1o Taka ka:xkere Ha Bammns jiexkap, ako npuemMare HKOe OT H30pOeHHUTE JIEKAPCTBA —
Edexrure Ha IMBRUVICA wnu apyru ekapcTsa MoraT Jia ObJIaT MOBIHUSIHU, aKO IIPHEMaTe
IMBRUVICA 3aenHo ¢ HIKOE OT CJICTHUTE JICKapCTBa:

o JIeKapCcTBa, HAPCUCHN aHTUOWOTHUIH, 32 JIeYeHHE Ha OaKTepraaTHu HH(DEKIuU —
KJIApUTPOMHUIIMH, TETUTPOMHULIUH, HUMIPOQIOKCAINH, EPUTPOMHULIMH WIH pUaMIHLIH

o JIeKapCTBa 3a JIeYeHUE Ha IbOMYHHN HHPEKIUH — 03aKOHA30J1, KETOKOHA30JI, HTPAKOHA301,
(ITyKOHA30J1 MM BOPUKOHA30II

o nexapcTBa 3a ieuenue Ha XVB undekuns — putoHaBup, KOOUIUCTAT, UHINHABHD,

Hel(UHABHD, CAKBUHABUD, aMIIPEHABUD, aTa3aHaBHp WK (o3aMIpeHaBUp
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® JICKapCTBa 3a MpEAOTBpaTABAHC HAa I'aJICHC U MMOBPBIIAHE, CBbP3aHU C XUMUOTEPpAIIUA —

amnpernuTaHT

. JICKapCTBa 3a JICUCHHE Ha Jernpecus — Heha3oa0H

. JICKapCTBa, HAPEUCHN KWHA3HU MHXUOMTOPH, 3a JICUCHUE Ha IPYT'H BUIOBE PaK — KPU3OTHHUO
WA UMaTHHUO

. JIeKapcTBa, HApEYCHU OJIOKEPY Ha KaIIUEBUTE KaHAIH, 32 JIeUeHUE Ha BUCOKO KPHBHO HAJIATaHE
WK 00JIKa B IbPIUTE — TUITHA3EM WIIH BEParaMul

. JIeKapcTBa, HAPEUYCHU CTATHHU 3a JICYCHNE Ha BHCOK XOJIECTEPOII — PO3YBaCTaTHH

. JIEKapCTBa 3a ChPIETO/aHTHAPUTMUYHHU CPEACTBA — aMHUOIaPOH W APOHETAPOH

. JIeKapcTBa 3a MPEIOTBPATSIBaHe HA T'hPUYOBE WJIM 32 JICUCHUE HA SIUIICTICHS, WM JIEKapCTBa 3a

JieueHne Ha OOJIE3HEHO ChCTOSHHE Ha JIUIIETO, HAPEYEHO TPUTEMUHATTHA HEBPAIITHS —
kapOamasenuH Wik (EHUTOHH.

AKo HSIKOE OT U30pOEHUTE MO-Tope ce OTHACs 10 Bac (uim He cTe curypHH), ropopete ¢ Bamus
nexap, apManeBT WM MEJULIMHCKa cecTpa, npeau aa npuemere IMBRUVICA.

AKO npreMaTe TUTOKCHH, JISKAPCTBO M3IOI3BaHO MPH ChPICYHH ITPOOJIEMH, UM METOTPEKCaT,
JIEKapCTBO, M3MOI3BAHO 32 JICUSHNE Ha JIPYTH BUJIOBE PaK U 3a HaMaJsBaHE aKTHBHOCTTA HAa MMyHHATa
cuctema (Harp. 3a peBMaTOUICH apTPUT WJIH IICOPUA3HUC), TOW TpsiOBa Ja ce mprueMa Hal-MaJiko 6 yaca
npemu uinu ciieq IMBRUVICA.

IMBRUVICA ¢ xpana

He npuemaiite IMBRUVICA c rpeiingpyT njiM CeBHICKH NOPTOKATH (TOPYMBH MOPTOKAJIHN) —
TOBa BKJIIOYBA SIJICHE HA TUIOJ, TIMEHE Ha COK WM IpHeM Ha J00aBKa, KOSITO MOXeE JIa TO ChAbPIKa.
ToBa e Taka, 3a110TO TOBa MOXke Ja yBennun konndectBoto Ha IMBRUVICA B kpbBTa.

BpeMenHocT U KbpMeHe

He 3abpemensiaiite, nokato npuemare ToBa jJekapcteo. IMBRUVICA ne TpsiOBa na ce nsmnon3sa 1mno
BpeMe Ha OpEMEHHOCT.

Hsima nngopmanus 3a 6e3onacaoctra Ha IMBRUVICA nipu OpemMeHHH KEeHU.

Kenwnre B nerepoana Bb3pact TpsOBa Ja W3MOI3BAT BUCOKO €EeKTUBEH METOJ 32 KOHTPOJ Ha
paxkzaeMocTTa 10 BpeMe Ha U A0 Tpu Mecena cieq npuemane Ha IMBRUVICA, 3a na mpenoTBpaTsaT
3a0peMeHsBaHe, nokato ce JekyBaT ¢ IMBRUVICA.

o Kaxere na Bamms nexap HezabaBHO, ako 3a0peMeHeeTe.
. Heneiite na kbpMuTe, JOKaTO MIPUEMATE TOBA JIEKAPCTBO.

Ilodupane u padoTa ¢ MAIIUHU

Bue mosxe na ce uyBcTBare ymMopeHu wid 3amasuu cien npuem Ha IMBRUVICA, koeto moxe na
OKa’Ke BIMSIHHE BBPXY clocoOHOCTTa Bu na modwupate unn ga paboTute ¢ MHCTPYMEHTH WIIH
MaIIHHH.

IMBRUVICA cbabp:xa HaTpuii
IMBRUVICA cpaspxa mo-manko ot 1 mmol Hatpwmii (23 mg) Ha 1034, T.€. IPAKTUIECKU HE ChIBPKa
HaTpuil.

3. Kaxk na npuemate IMBRUVICA

Bunaru aneMaﬁTe TOBaA JICKApCTBO TOYHO KAKTO Bu e xazan Bamusar JICKap, (l)apMaLICBT N
MCIOUIIMHCKA CeCTpa. Axo He cTe CUT'YPHH B HCILO, nonuTaiTe Bamms JICKap, (I)apMaueBT NI
MCIOUIIMHCKA CECTpa.

Koaxo na npuemare
ManTeaHokjerbueH Jumbpom (MKJII)
IIpenopruntennara go3a IMBRUVICA e getupu kancynu (560 mg) BeIHBX THEBHO.
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XponuyHa qumdonutHa Jeskemus (XJIJI)/Makporaooyimnemus Ha Waldenstrom (MW)
[Ipenoppuntennara go3a IMBRUVICA e tpu xancynu (420 mg) BeIHBXK JHEBHO.

Bammsar JICKap MOKC a KOpurrupa ao3ara.

IIpuem Ha JieKapcTBOTO

. IIpuemaiite kancymnure nepopaiHo (IIpe3 ycrara) ¢ Jaiia BoJa.
. [Ipuemaiite kancynuTe NPUOTUIUTEIHO 110 €HO U CHIIO BPEME BCEKH JICH.
. Tlornbiiaitte kancynure uend. He ru oTBapsiiite, yyneTe Wi JbBYETE.

AKo cTe mpuesn noseye ot Heodxoaumara 1o3a IMBRUVICA
Ako cTe mpuenu nmosede oT Heodxoaumara go3a IMBRUVICA, rosopete ¢ nekap Ui OTHAETE B
OomuuIa BeqHara. Bzemere karcynure U Ta3u JUCTOBKa ¢ Bac.

AKxo cte nponycHagu 1a npuemere IMBRUVICA

o AKO CTe IIpOITyCHAJIM e[Ha /1032, TS MOXE JIa Ce MPHeMe Bh3MOXKHO Hall-CKOPO B CHINUS JCH C
BpbIlaHe KbM HOpMaJIHaTa CXeMa Ha CJICIBAIIMS JICH.

o He B3emaliTe nBoiiHa /103a, 3a Ja KOMIIEHCHpATE MMPOITyCHATAaTa J103a.

o AKO HE cTe CUTypHH, ToBOpeTe ¢ Baius nekap, GpapManeBT Wil METUIIMHCKA CeCTpa 3a TOBa,

KOra a npueMeTe cicaBaliaTa 103a.

Akxo cte cnpesu npuema Ha IMBRUVICA

He cnimpaiite na npuemare ToBa JeKapcTBO, OCBEH ako BammAr sekap He Bu kaxe.

AKO MaTe HSIKaKBHU JOIBIHUTEIHN BBIIPOCH, CBBP3aHH € yIoTpedara Ha TOBA JIEKApCTBO, IONUTAlTe
Bamms nekap, ¢papMarieBT WM MEJUIIMHCKA CECTpa.

4. Bb3MOKHH HeKeJTaHU pPeakuuu

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOKEC [1a IPCAU3BUKA HCIKCIIAHU PCAKIINN, BBIIPCKH YC HEC
BCCKMU I'M I10JTy4aBa.
HpI/I TOBA JICKAPCTBO MOraT Aa C€ MOABAT CJICIHUTC HCXKCIIaHU PCAKIIUN:

Cnperte g1a npuemate IMBRUVICA u ka:xere Ha JieKap BeJHAra, aKko 3a0ejie;ure HIKOS OT
CJIe[THUTE He:KeJIAHHU pPeakuuu:

CBHOSII, HAAUTHAT 06pI/IB, 3aTPYAHEHO OUILIaHE, II0AyBaHE Ha JIUIIETO, YCTHUTE, €3UKa UIN I'bPIIOTO —
MOJKE J1a UMaTe aJIepruyHa peakuus KbM JIEKapCTBOTO.

KasxeTte Ha JIEKap BeaHara, axko 3a0ej1e;KuTe HAKOSA OT CJEAHUTE HesKeJIaHu pPeaKkuum:

MHoro yecTu (MoKe /1a 3acerrar nosede ot 1 Ha 10 gyrmmm)

o MOBHIIIEHA TEMIIEPATypa, BTPUCAHE, OOJIKH B TSJIOTO, OTIIAHAIIOCT, CHMIITOMH HA HACTUHKA WIIN
TpHII, 33yX — TOBa MOXeE JIa ca pU3HaIK Ha MHpeKIus (BUpyCHa, OaKTepralHa WA I'bOMYHA).
Moske ia BKITFOUBa MH(EKITUH HA HOCA, CHHYCHTE WM T'bPIIOTO (MH(MEKINS Ha TOPHUTE
JIUXaTEeHN TBTUIIA), WK Ha Oenus Apo0, WK KoXKaTa

CUHWHHM WJIH TTOBUINIEHA TSHICHIUA KbM 00pa3yBaHe Ha CHHUHHI

adTi B ycTara

3aMastHOCT

riiaBobosme

3areK

raJicHe WM TOBPbhIIAaHE

HApYIICHO XPaHOCMIIIaHE

Juapus, MOXe J1a ce Haoxu BammusT nekap na Bu mage BogHO-coIeBU pa3TBOP WITH IPYTO
JICKapCTBO

o KO>KEH 00pHB
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0o0Je3HeHH phlie WK Kpaka

00JIKH B rbpOa WK OOJIKH B CTABUTE

MYCKYJIHH CIa3MH, OOJIKH WM CIIa3MHU

HUCBHK Opoii Ha KJIETKUTE, KOUTO ITOMaraT Ha KpbBOCHCUPBAHETO (TPOMOOLIUTH ), MHOT'O HUCHK
Opoii Ha OenuTe KPBBHU KJICTKH — IIPHU KPHBHU U3CIIECBAHUS

yBelM4aBaHe Ha OpOosl WJIH CHOTHOIICHUETO Ha OENNTE KPhBHU KIETKH, TIOKa3aHO B KPHBHUTE
U3CIIEIBAHNSA

MOJTyBaHE Ha PBIETE, IIIE3EHUTE UIIN KpakaTta

BHCOKO KPBBHO HaJIATaHE

MOBHILIEHO HUBO HA ,,KPEATHHUH B KPBBTA.

Yectn (Moxe ma 3acerHar 1o 1 Ha 10 xymn)

TexKa MH(EKIMSI Ha OpraHu3Ma (Cercuc)

WH(EKINN Ha TUKOYHUTE IIHTHIIA

KbPBEHE OT HOCa, MAJIKK YEPBEHU WIIU JIUJIABH [IETHA, B PE3YJITAT OT KbPBEHE 110/ KOXKaTa
KBPBEHE OT CTOMaxa, YepBaTa, KpbB B U3NPAKHCHUSTA WIN YPHHATA, TIO-TEXKKH MEHCTPYaITHH
LUKJIA WM KbPBEHE OT TPaBMa, KOETO HE MOXKETE J1a CIIpeTe

Chbp/ICYHA HEJOCTATHYHOCT

NPOITYCHATH ChPACYHH yIapH, C1ad WM HepaBHOMEPEH ITyJIC, 3aMasiHOCT, HEJOCTHT Ha BB3IYX,
JUCKOM(OPT B T'BPJHTE (CUMIITOMU Ha TIPOOIEMHU ChC ChPICUHUS PUTHM)

HHUCBHK Opoii Oenu KpbBHU KIIETKH ¢ Tpecka ((peOpuiiHa HeyTpOIIeHH )

HEMEJaHOMEH KOXEH PaK, Hali-uecTO CKBaMO3HOKJIEThUEH U 0a3aTHOKIEThUCH KOXKEH paK
3aMBIJICHO 3pCHHE

3ayepBsABaHE HA KOXaTa

BB3NAJICHUE Ha OenuTe IpoOoBe, KOETO MOKE J1a IOBEJE 0 TPAHO yBpexKIaHe

BHCOKO HUBO Ha MMMKOYHA KHCEIMHA B KPHBTA (IIOKAa3aHO B KPbBHUTE U3CIICABAHUS ), KOETO
MOXe J]a peM3BHUKa MoJlarpa

YYTUIMBH HOKTH

BHE3AITHO YBpEXIaHe Ha ObOperure

c1aboCT, CKOBaHOCT, U3TPBHIIBaHE MK 0OJIKA B PBLIETE WM KpaKaTa, WM B IPYTH YaCTH Ha
TSI0TO (TepudepHa HEBPOIATHS]).

Heuectu (Moxe na 3acernat no 1 va 100 xymm)

YepHOAPOOHA HEOCTATHYHOCT, BKIIFOUMTEITHO CITy4au C JIeTalleH U3X0]]

TEXXKH I'bOMYHH MH(EKIINU

00BPKAHOCT, TIABOOOJIHE C HESICEH TOBOP WIIM MPUMAaJIsIBAHE — TOBA MOTAT Ja ObJaT MpU3HAIH
Ha CEPHO3HO BHTPELIHO KbPBEHE B MO3bKa

HeoOMYaiiH! HUBa HA XMMUYHU BELIECTBA B KPHBTA, IPUUUHEHHU OT OBbP30 pa3pyliaBaHe Ha
PaKoBHTE KJIETKH I10 BpeMe Ha JICYCHUE Ha PakK, a MOHAKOTra J0pH U Oe3 jedeHne (CHHIPOM Ha
TYMOPEH pasIian)

aJlepriuyHa peakiys, MOHIAKOTa TeXKKa, KOSITO MOXKE Jia BKIIFOUBA OTOK Ha JIMIIETO, YCTHUTE,
ycTaTa, €3UKa WK I'bPJIoTO, 3aTPYJHEHO MPErbIaHe WK JUIlaHe, chpOsiy o0prB
(ypTuKapus)

Bb3NAJICHUE HA IOJKOKHATA MaCTHA ThKaH

BpPEMEHEH eMM307 Ha MOHKEeHa (PYHKIUSI HA MO3bKa UM HEPBUTE, IPUUYMHEHA OT MPEKbCBAHE
Ha KPHBOCHAO/IIBAHETO, HHCYJIT

KPBBOM3IIUB B OKOTO (B HIKOM CIIy4au, CBP3aH ChC 3ary0a Ha 3peHue)

CBpACUCH apecT (ChpLeTo cnupa Aa oue)

HEoOMYaifHO yCKOpeHa chpAeyHa JeHHOCT

00e3HEHO pa3s3BsBaHEe HAa KOXKaTa (MHoJepMa raHrpeHO3yM) WIIM YE€PBEHH, HAIUTHATH
0o0JIe3HEHHM TUTaKU TI0 KOXKaTa, MOBUIIICHA TeMIlepaTypa U yBellndaBaHe Ha Opost Ha OennTe
KPBBHU KJIETKH (TOBa MOXKe Aa ObAaT NpU3Hauu Ha ocTpa ¢edpuiHa HeyTpodriiHa nrepmMaTosa
i cuaapoM Ha Cywur)

MaJlka, YepBeHa MOyTHHA MO KOKaTa, KOSTO MOXE JIECHO 13 KbPBHU (THOTCHEH IPaHYJIOM).
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Penxu (Moxe na 3acerHar o 1 Ha 1 000 mymm)

® SHAYUTCIIHO YBCINYaBaHC HA 6p0$[ Ha Oeure KPBbBHU KJIICTKH, KOCTO MOXKE a MPUYINHHA
CJICTIBAHC Ha KJICTKHUTC
L4 TCXKBK 06pI/IB C MCXYpH U JIIOLICHC HAa KOXAaTa, 0CO0EHO OKOJI0 ycTata, HOCa, OYUTC U IIOJIOBUTC

opranu (cuanpom Ha CTUBBHC-/[)KOHCHH).

Cpo0maBaHe Ha HeKeJIAHU PeaKIHH

AXO TIOJTyYHTe HIKAKBY HEXKEIIAHU JICKAPCTBEHU peakluy, yBeroMeTe Bamms ekap, hapmaneBT wim
MCIOUIIMHCKaA CECTpa. ToBa BK/II0UBa BCUYKH BH3MOKHH HEOIMMCAHU B Ta3H JIMCTOBKA HEKEIaHU
peakuun. MoxeTe ChII0 J1a ChOOIINTE HeXETaH! PEaKIK TUPEKTHO Ype3 HallMOHAIHATa CUCTEMa 3a
cbo0mmaBane, nocoueHa B [Ipunoxkenue V. Karo cro0aBare HeXeNlaHU PEaKIUK, MOJKETE J1a Ta/IeTe
CBOSI IPHHOC 32 MOJTyYaBaHe Ha MoBeue NHGOpMaNUs OTHOCHO OE30MacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kaxk na coxpansaBate IMBRUVICA
[a ce cpxpansBa Ha MSICTO, HEJOCTHIIHO 32 ACLA.

He u3nosnsaiite ToBa 1€KapcTBO Cile]] CPOKa Ha TOAHOCT, OTOEIIA3aH BbPXY KAPTOHEHATa OIIaKOBKa U
eTuKeTa Ha OyTuikara cien ,,l'onen 10:”. CpoKbT Ha TOXHOCT OTTOBApPsl HA MOCIEAHUS JICH OT
MOCOYEHUS MECEIL.

To3u JICKapCTBCH NMPOAYKT HC M3HUCKBa ClICHUAIHN YCJIOBUA Ha ChbXPaHCHUC.

He u3xBbpisiite nekapcTBaTa B KaHAIU3aLUATa WIM B KOHTEMHEpa 3a JOMAIIHU OTIAIbIIH.
[Monuraiite Bammst papManieBT Kak Ja U3XBBPISATE JeKapcTBaTa, KOUTO Bede He n3noinspare. Te3u
MEPKH 1€ CIIOMOTHAT 34 Olla3BaHe Ha OKOJIHATA Cpefa.

6. Cun)pmalme Ha OIMAKOBKAaTAa U JO0IIbJHUTEC/IHA I/lHq)OpMaIH/IH

Kakso ceabp:xa IMBRUVICA
. AKTUBHOTO BeIleCTBO ¢ HOpyTHHMO. Besika TBBpaa Kancyna ceabpxa 140 mg nubpyTuHuo.
o [pyrure cbcTaBKH ca:
- KaICyJIHO ChABPKUMO: KPOCKapMeso3a HaTpUl, MarHe3ueB cTeapaT, MUKPOKpUCTaTHA
1enyno3a u HatpueB naypuicyndat (E487)
- ChCTaB Ha KarcyJjara: )KeJlaTHH U TuTaHoB nuokcun (E171)
- MeYaTHO MacTUJIO; IIeJUIaK, yepeH xkene3eH okcua (E172) u mpomunenrnukon (E1520).

Kak m3rnexna IMBRUVICA u kakBo chbABpKa ONIAKOBKATA

IMBRUVICA ca 6enu, Henmpo3padHy TBBPAM Karcynu, Mapkupanu ¢ "ibr 140 mg" ¢ yepHO MacTuio
OT e/lHaTa CTpaHa.

Kancynure ce npezarar B miacTMacoBa OyTHIIKA ChC 3alIMTEHA OT Aela MOJIUIPOIIICHOBA
3amymainka. Beska Oytunka ceabpska nwim 90 uinu 120 kancynu. Beska onmakoBka chabpika eHa
OyTHiKa.

IIpuTexartes Ha pa3pelIeHUETO 32 ynoTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpoussoagureJ

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrusa
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Janssen-Cilag SpA
Via C. Janssen,

Loc. Borgo S. Michele,
04100 Latina,

Hranus

3a JOII'BJIHUTCIIHA I/IH(I)OpMaLII/Iﬂ OTHOCHO TOBa JICKApCTBO, MOJIs, CBbPKCTC CC C JIOKAJTHUSA

MNpeACTABUTCI HA MPUTCIKATECIIA Ha PA3pPCHICHUCTO 3a yHOTpeGa:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

Bbarapus

»KOHCBHH & JxoHchH bearapus” EOO/]]
Ten.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.0.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf: +45 4594 8282
jacdk@its.jnj.com

Deutschland
Janssen-Cilag GmbH
Tel: +49 2137 955 955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee(@its.jnj.com

E)ada
Janssen-Cilag ®appaxevtikn A.E.B.E.
TnA: +30 210 80 90 000

Espaiia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75 /+33 1 55 00 40 03
medisource@its.jnj.com

Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5 278 68 88
It@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 14 64 94 11
janssen@jacbe.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD.
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +3176 711 1111
janssen@jacnl.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.:+48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600



Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jisafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

Island
Janssen-Cilag AB
c/o Vistor hf

Simi: +354 535 7000
janssen(@yvistor.is

Italia

Janssen-Cilag SpA

Tel: 800 688 777 / +39 02 2510 1
janssenita@its.jnj.com

Kvnpog

Bapvapoc Xotinmavaynig Ato
TmA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
lv@its.jnj.com

Romania
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800

Slovenija
Johnson & Johnson d.o.o.
Tel.: +386 1 401 18 00

Janssen_safety slo@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tfn: +46 8 626 50 00
jacse@its.jnj.com

United Kingdom (Northern Ireland)

Janssen Sciences Ireland UC
Tel: +44 1 494 567 444
medinfo@its.jnj.com

I[aTa Ha MOCJECIHO MpepasrjaexKiane Ha JJMCTOBKaTa

Jpyru n3royHuny Ha mHGpopmanus
[MoapoOua nHpOpMaIys 3a TOBa JEKapCTBO € MpeocTaBeHa Ha yeOcaiita Ha EBporeiickara areHuus
o jekapcrsara http://www.ema.europa.eu.

126



JIncroBka: nH(popMaLUs 32 MAHEHTA

IMBRUVICA 140 mg ¢puimupanu TadjJeTKu

IMBRUVICA 280 mg ¢puimupanu TadjJeTKu

IMBRUVICA 420 mg ¢punmupann TadjieTKH

IMBRUVICA 560 mg punmupann TadjieTKH
nopyTuHHO (ibrutinib)

IIpouyeTeTe BHUMATEIHO LSLVIATA JIUCTOBKA, PN 1A 3aNI0YHeTe /1a IPUeMaTe TOBA JIeKaAPCTBO,

Thi KaTO TH ChAbpPiKa BaxkHa 3a Bac undgopmanmus.

- 3amaszere Ta3u IUCTOBKA. MOXe /1a ce HAIOXKH J1a 51 TPOUYETETE OTHOBO.

- AKO UMare HIKaKBH JIOMBIHATEIHA BBIPOCH, TTonuTaiiTe Bamus nekap, papmanest ninm
MEIUILIMHCKA CecTpa.

- ToBa nekapcTBo € npeanucano JuuHo Ha Bac. He ro npeoTcThnBaiite Ha apyru xopa. To Moxe
Jla IM HaBpeIIy, He3aBUCHMO Y€ TPU3HAIMTE HA TIXHOTO 3a00JsBaHe ca ChIUTe Kato Bammre.

- AKO TIONTy4YHTe HIKAKBH HEXEIIaHU peaklluy, yBeaoMeTe Bamus nekap, papmaneBt nim
METUITMHCKA cecTpa. ToBa BKIIIOUBA M BCHUKH BH3MOXKHH HE)KEJIaHU PEaKIINH, HEOTTUCaH! B
Ta3u JUCTOBKA. BuxkTe TOouka 4.

KakBo cbabp:ka Ta3u JUCTOBKA

Kaxso npencrasnsiea IMBRUVICA u 3a kakBo ce U3Mo3Ba
Kakso Tpsi6Ba na 3Haere, npeau aa npuemere IMBRUVICA
Kax na mpuemate IMBRUVICA

Bb3MOXHHN HEXelTaH! peakiuu

Kak na cexpanasare IMBRUVICA

ChbabppKaHue Ha ONIAKOBKATa M JOIBIHUTENIHA HH(POPMALIUS

SNk

1. Kakso npeacrabisisa IMBRUVICA u 3a kakBo ce H3M0J13Ba

Kaxkgo npeacraBissa IMBRUVICA
IMBRUVICA e npoTrBopakoBo JI€KapCTBO, KOETO ChbPKa aKTHBHOTO BemiecTBO HOpyTHHUO. To
NPUHAUIEKH KbM KIIac JIKapCTBa, HapeueHH MHXUOUTOPH Ha MIPOTEHHKUHA3ATA.

3a kakBo ce m3noa3sa IMBRUVICA
M3non3Ba ce 3a ieyeHUE Ha CIECAHUTE BUAOBE PaK Ha KPbBTA MPU Bb3PACTHU:

o Masnrennoxierpyer tumbpom (MKII), Bun pak, 3acaraut TuMQpHUTE BB3IH, KOTaTo
3a00JIIBAaHETO Cce € Bh30OHOBWIIO MIIM HE CE MOBJIMABA OT JICYEHHUETO.
o XponunuHa muM¢pountHa teBkemus (XJUI), Bun pak, 3acaramny OesuTe KPbBHU KIETKH, HApEUeHU

JUMQOLIUTH, KOWTO 3acsra u muMpuute Bb3mu. IMBRUVICA ce usnonspa npu MaiueHTH,
KOHTO He ca JieKyBaHu pocera 3a XJIJI unm korato 3a001s1BaHETO ce € Bb30OHOBHIIO MU HE C€
MIOBJIHSIBA OT JICYCHHUETO.

o Makporiobynmunemus: Ha Waldenstrom (MW), Bug pak, 3acsirai 0eIuTe KpbBHH KIETKH,
HapedeHH quMdonuT. M3mon3sa ce npu nanyeHTH, KOUTO He ca JIeKyBaHu nocera 3a MW nim
KOTaTo 3a00JIIBaHETO C€ € Bh30OHOBUIIO WM HE CE MOBJIMSABA OT JICUCHUETO, WM IPU
NalKUeHTH, IPH KOUTO XUMHOTEPAIuUsITa, IpUIarala 3aeJHO C aHTUTSUIO, HE € TIOAXO 1A
Tepanmsl.

Kak npeiictrBa IMBRUVICA

IMBRUVICA netictea ipu MKIJI, XJIJT u MW karo Gokupa THpO3MHKHHA3aTa Ha bpyToH, mporenH
B OpraHM3Ma, KOMTO IloMara Ha Te3H PakoBH KJIETKHU Ja pacTaT U orensaBat. Kato 6mokupa To3u
nporeud, IMBRUVICA nomara na ce yOusT pakoBUTe KJIETKH U 1a ce Hamaiau Oposat uM. Toil chio
Taka 3a0aBs BIIOIIABAHETO Ha PAKOBOTO 3a00JIsIBAHE.
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2. Kakso Tpsa0Ba na 3Haerte, npeau Aa npuemere IMBRUVICA

He npuemaiite IMBRUVICA

o aKo CTe alepruuHu KbM HOPYTHHUO WIIN KbM HSIKOS OT OCTaHAJINTE ChCTaBKH Ha TOBA
JIeKapcTBO (M30POCHH B TOUKA 6)

o aKo mpremMare OMIKOBO JICKapCTBO, HAPEUEHO KBJIT KAHTAPHOH, U3IOI3BAHO 32 JICUCHHE Ha

Acmpecus. Axo He cTe CUT'YPHH 3a TOBaA, KOHCYJ'ITHpaﬁTe ce ¢ Bamms JICKap, q)apMaL[CBT nin
MCIUIIMHCKA CECTpa, NPCAu Aa MPpUEMETEC TOBA JICKApPCTBO.

IIpenynpesxaeHusi u MpeanasHu MepPKH
l'oBopere ¢ Bamms nekap, ¢papmaneBT Wim MeAULMHCKa cecTpa, npeau aa npuemere IMBRUVICA:

o aKo HSKOTra CTe MMald HeOOW4YaliHi CHHUHU WJIM KbPBEHE WJIM NIpUeMaTe HAKaKBH JEKapCcTBa
WM 100aBKH, KOUTO YBEJINYaBaT PUCKA OT KbpBEHE (BMKTE TOUKA ,,JIPyru JekapcTBa u
IMBRUVICA”)

o aKo MMaTe HepaBHOMEPEH ChPJICUEeH PUTHM WU CTE€ UMAJI B MHHAJIOTO HEPaBHOMEPEH

CBbPJEYEH PUTHM, WK TEXKA ChbPAEYHA HENOCTATBUYHOCT, UIIU TIOJyYUTE HAKOE OT CICIHUTE:
3a7yX, CIaboCT, 3aMastHOCT, MPUMaJIsIBaHE, IPHUIIAIBK WU TTOYTH MIPUTIAIABK, 00JIKa B I'BPAUTE
WM MOyBaHE Ha KpakaTa

o aKo UMate YepHOIPOOHU MPOOIEMH, BKIFOUUTEITHO aKO HAKOTa CTe UMAaJIM WM Cera uMarte
uH(peknus ¢ xenatut B (uHpexuus Ha yepHus 1po0)

o aKo UMaTe BUCOKO KPHBHO HaNATaHE

o aKO HACKOPO CTe MMAaJIM HAKAKBa OIepalysi, 0COOEHO aKo TOBAa MOXKE Jla MOBJIMAC Ha HAUMHA, 110
KOMTO yCcBOSIBaTE XpaHa WM JICKapCTBa Mpe3 CToMaxa WM YepBara

o aKo IUIaHUpaTe Ja uMaTe HAKaKBa ornepauus — Bamust gekap Moxe na Bu nomonu na ciipere

npuema Ha IMBRUVICA 3a xpatko Bpeme (3 10 7 THH) IPEAU U CIEA ONEpaIHsITa.
o aKo umare ObOpeuHH MPoOIEMHU.

AKo HiIKOE OT M30pOeHUTE MO-rope ce OTHACs 10 Bac (wnm He cte curypHun), ropopere ¢ Bamms
nekap, hapManeBT WK MEIUIIMHCKA CECTpa, MPEIU WU TOKATO MPUEeMaTe TOBa JIEKAPCTBO (BIIKTE
Touka ""Bb3MOKHM HekeJaHu peakuuu').

IIpu npuem Ha IMBRUVICA, He3a0aBHO kaxkeTe Ha Bammst nekap, ako 3a0eiekuTe Uil HAKOH
3a0enexu npu Bac: 3ary0a Ha maMerTa, 3aTpy/THEHO MHUCIICHE, 3aTPYIHEHO XO/ICHE WK 3aryda Ha
3PEHHETO — TOBA MOXKE Ja CE€ IBJKM Ha MHOTO PsiZIKa, HO CEpHO3HAa MH(EKIKS Ha MO3bKa, KOSTO MOXKE
Jla IPUYUHU CMBPT (TIporpecupania MynthdokanHa jeBkoeHnepanonarus wim [IMJT).

He3za6aBHo cpobuiere Ha Bammus nekap, ako 3abesexute WM HAKO# qpyr 3abenexu npu Bac:
BHE3aIIHa CKOBAHOCT WJIM CJIa0OCT Ha KpaiiHUIUTE (0COOCHO OT eHaTa CTpaHa Ha TSUIOTO), BHE3amHa
00BPKaHOCT, 3aTPyIHEHNE B TOBOPA MM pa30upaHeTo Ha ped, 3aryba Ha 3peHue, 3aTpyTHEHO XOJICHE,
3ary0a Ha paBHOBECHE HITH JIIICA Ha KOOPIMHAIUS, BHE3AITHO CHITHO TlIaBoOOIHe O0e3 N3BECTHA
npuurHa. ToBa MOXKe /1a ca NpU3HAIM U CHMITOMH Ha WHCYIIT.

Kaxxere Bennara Ha Baius nekap, ako, cies karo cnpetre IMBRUVICA, nonyuurte 0osika B JisiBaTa
ropHa 4acT Ha KopeMma, 00JIka BIISBO MO pedpara MM Ha BbpXa Ha JISIBOTO CH PaMo (TOBa MOXe Ja
OBJIaT CUMITTOMHU Ha pa3KbCBaHE Ha Jallaka).

EdexTu BpXyY chpLeTo

Jleuenneto c IMBRUVICA moxxe aa 3acerHe ChpLeTo, 0COOCHO aKo Beue MaTe ChPACYHO
3a00JIsIBaHe, KaTO HAIp. MPOOJIEMH C PUTHMa, ChpJIeYHa HEJJOCTATHYHOCT, BUCOKO KPHBHO HAJSTAaHE,
uMare 1uabeT WK cTe B HarpeaHana Bs3pact. Edexture Moxe 1a ObaaT TeXKKH U 1 TPHIUHST
CMBPT, BKIIOUUTETHO MOHAKOra BHe3amnHa cMbpT. Chpraednarta Bu QpyHKus e ce mpoBepsiBa npenu
u o BpeMe Ha seueHnero ¢ IMBRUVICA. Kaxere Bennara Ha Bammus nekap, ako 1o Bpeme Ha
neuenue ¢ IMBRUVICA nouyBcTBate 3aayX, 3aTpyJHEHO IUIIAHE B JIETHAJIO MOJIOKEHNE, OTHYaHe
Ha CThIIaNaTa, TJIe3CHUTE WK Kpakarta 1 c1adocT/yMopa - ToBa MOXe Aa ObIaT NpU3Haly Ha
Chbp/ICYHA HEJOCTATHYHOCT).
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ITo Bpeme na neuenne ¢ IMBRUVICA mosxe na pazBuere BUPYCHH, OaKTEpHAIHN WU I'bOMYHI
uHdeknuu. CBppikeTe ce ¢ Bamms nekap, ako ©MaTe MOBUIICHA TEMIIEpaTypa, BTpucaHe, ciadocr,
00BPKAHOCT, OOJIKH B TSUIOTO, CAMIITOMH Ha HACTHHKA WM TPHIL, YMOPa UIH 321yX, TOKbBITSIBAHE HA
KOKaTa Win ounTe (KbiITeHuIa). ToBa MoXe /1a ca Mpu3HaIK Ha HHEKIHS.

XemodaronurHa aMM(OXUCTHONNTO32

Psinko ce cho01maBa 3a mMpeKOMEpHO aKTUBUpPaHe Ha OeNnTe KPbBHU KIETKH, CBBP3aHO C Bh3NaJeHHe
(xemogaronuTHa TMM(OXUCTHOLNTO3a), KOETO MOJKE J1a IOBEJE O CMBPT, aKO HE Ce JUArHOCTULUPA
1 JIEKyBa paHO. AKO MOIy4YUTE MHOXKECTBO CUMIITOMH KaTO TIOBHIIIEHA TEMIIEpaTypa, MOTyBaHe Ha
JKIIE3UTE, CAHUHY WA KOKeH 0OpHB, CBBPIKETE ce He3a0aBHO ¢ Bamus nekap.

H3cnenBanus u nperJieau Npeay v Mo BpeMe HA JIe4eHHeTo

Cunapom Ha Tymopen pasnaj (CTP): nabmogaBanu ca HeoOMUYaliHM HUBAa HA XUMHUYHHU BEIIECTBA B
KpPBBTa, IPUYMHEHH OT OBP30 pa3pylIaBaHe HA PAaKOBHUTE KIIETKH IO BpeMe Ha JICUCHUE Ha pak, a
NIOHSIKOTa TopH U Oe3 nedenue. ToBa MoXke /1a I0Beie 10 MPOMEHH B ObOpeuHaTa QyHKIHMs, HapyIIeHa
ChpJIeYHa ISHHOCT WX NPUTIAAbIN. Bammsar ekap v Apyr METUITMHCKH CIISITUAIACT MOXKE Ja
HaIpaBU KPHBHU H3CIeABaHus, 3a Aa nmpoBepu 3a CTP.

JlnmdounToza: JlabopaTopHH H3CIIEABAHUS MOXKE J1a IOKa3BaT yBEIUUCHHE Ha OeuTe KPbBHU KICTKH
(mapeuenn "nmuMdonuTu") BB BamaTta KpbB Ipe3 MbPBUTE HAKOIKO CEAMUIIM OT JIedeHueTo. Tosa ce
OYaKBa M MOXE J1a IPOJBIIKU HAKOJIKO Mecena. ToBa He 03Ha4YaBa HEMPEMEHHO, Y€ PaKbT Ha KPbBTa
Bu ce Bnomasa. Bammst nekap e nmposepsiBa KpbBHATa KapTHUHA MPEAX WIH IO BPEME Ha JICUEHHETO
Y B PEJIKM Cllyyau MOXKE Ja ce Hajloxu Ja Bu npeanuie npyro jgekapctBo. ['oBopere ¢ Bamus nekap
KaKBO 03HAYaBaT Pe3yITaTUTE OT U3CIEABAHMITA.

Cu0uTHsi, CBBp3aHH C YepHUs Opo0: BammsaT gekap me HanpaBy HAKOM KPbBHU U3CIICABAHUS, 32 12
NPOBEPH AN YepHUAIT By 1po6 paboTu npaBHiIHO, Ye HAMaTe HH(EKINs Ha YepHHUs Ipo0, U3BECTHA
KAaTO BUPYCEH XENaTUT, UJIU JAJIM XEIMATUT B OTHOBO € CTaHall aKTUBEH, KOETO MOXKE J1a 10BEJE 10
CMBPT.

Jlena u roHOIIM
IMBRUVICA =He Tps6Ba 1a ce n3oa3Ba nNpH Jena 1 IOHOIIH.

Hpyru nexapersa u IMBRUVICA

Wudopmupaiite Bamuist nexap nin papmaineBr, ako npuemMare, HACKOpPO CTe MIPUEMAaITH HITH €
BB3MOXKHO J1a TIpUeMeTe IPYTH JeKapcTBa. ToBa BKIIFOUBA U JIEKapCTBA, OTITyCKAaHU Oe3 perenTa,
OMJIKOBH JIGKapCTBa U XpaHUTEIHH n100aBku. ToBa e Taka, 3amoro IMBRUVICA moxe na nosiusie

Ha4yMHa Ha JIEHCTBUE Ha APYTH JeKapcTBa. Hskou ApyTH jJeKkapcTBa ChIO MOTAT J1a MOBJIHSAT HAUUHA
Ha nerictBue Ha IMBRUVICA.

IMBRUVICA mo:xe 1a NOBUIIIN CKJIOHHOCTTA KbM KbpBeHe. ToBa o3HauaBa, ue Bue TpsOBa na
KakeTe Ha Bamus nekap, ako mpuemaTe IpyTru JIeKapcTBa, KOUTO YBEIMYaBaT pUCKa OT KbpBeHe. ToBa
BKJIIOYBA!

o aleTUICAIMIIIIOBA KUCETMHA U HECTEPOMAHHU NpoTuBoBb3nanuTenau cpeactsa (HCIIBC) karo
noynpodeH uiam HapoKceH

o JIeKapcTBa, pa3pexaaliy KpbBTa KaTo BaphapHH, XeapyuH WIN JPYTH JIEKapCTBa 3a JIeYeHHEe Ha
KPBBHU ChCUPELH

o J00aBKH, KOUTO MOTAT Jia IOBUIIIAT PUCKA OT KbPBEHE KaTo pHOSHO Macio, BUTaMuH E mmun

JICHCHO CEMC.

AKO HSIKOe OT U30pOeHHUTE Mo-rope ce oTHAcs 10 Bac (nnu He cte curypHun), ropopere ¢ Bamms
nexap, apMareBT WM MEJULIMHCKa cecTpa, npeau aa npuemere IMBRUVICA.
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Cpio Taka kakere Ha Bamust Jiexap, ako npueMare HsIKOe OT H30pOeHNnTe JIEKAPpCTBA —
Edexrure nHa IMBRUVICA nnu apyru nekapctsa MoraT a ObJaT MOBIHSIHHU, aKO IPHEMaTe
IMBRUVICA 3aenHo ¢ HIKOE OT CJICTHUTE JICKapCTBa:

. JIeKapCcTBa, HAPEUCHN aHTUOMOTHUIIH, 32 JICUeHHE Ha OaKTepHaaIHu HH)EKIUU —
KJIAPUTPOMUIIHMH, TEIUTPOMHUIIUH, ITATIPOGIIOKCAIINH, EPUTPOMHIINH WIH pUDaAMITHIIUH

. JIeKapCTBa 3a JIeYeHUe Ha IbOMYHN WHPEKIMH — TT03aKOHA30I1, KETOKOHA30JI, HTPaKOHA3011,
(hiTyKOHA30J MM BOPUKOHA30IT

. nekapcTa 3a Jieuenue Ha XVB undeknus — putToHaBup, KOOUITUCTAT, UHIWHABHD,
Hen(UHABUD, CAKBUHABUP, aMIIPEHABUD, aTa3aHaBUpP WK (HO3aMIIPEHABUD

. JIEKapCTBa 3a IPEAO0TBPATABAHE HA IaJICHE U NOBPBIIAHE, CBBP3aHU C XUMUOTEpAIUsI —
alpenuTaHT

o JIeKapCTBa 3a JIeueHHe Ha Jenpecus — HedazomoH

° JIeKapCTBa, HAPCUCHH KHHA3HH MHXUOUTOPH, 32 JIeueHHEe Ha JPYTH BUJOBE paK — KPU3OTHHUO
WA UMaTHHHAO

. JIeKapCcTBa, HAPEUCHH OJIOKEPH Ha KaJllIMeBUTE KaHANH, 3a JICUCHHE Ha BUCOKO KPHBHO HaJATaHE
win 00JIKa B IbpANTE — TWITHA3EM WIIN BeparaMuil

. JIEKapCTBa, HAPEYEHU CTATUHMU 34 JICYCHUE Ha BUCOK XOJIECTEPOII — PO3yBaCTaTUH

. JIEKapCTBa 32 ChPLETO/aHTHAPUTMHUYHH CPEACTBA — AMHUOJAPOH WIIN IPOHEIAPOH

. JIEKapCTBa 3a IPEAOTBpaTABAHE HA I'bPYOBE MIIU 34 JICUCHUE HA EIUIICIICHS], UIIU JIEKapCTBa 3a

JieueHne Ha OOJIE3HEHO ChCTOSHHE Ha JIUIIETO, HAPEYSHO TPUTEMUHATTHA HEBPAITHS —
kapOamasenuH Wik (EHUTOHH.

AKo HSIKOE OT U30pOCHUTE MO-Tope ce OTHACs 10 Bac (vm He cTe curypHH), ropopete ¢ Bamms
nekap, apMaieBT WK MEAULIMHCKA cecTpa, npeau na npuemere IMBRUVICA.

AKO npreMaTe TUTOKCHH, JISKAPCTBO M3I0I3BaHO MPH ChPICYHH ITPOOJIEMH, UM METOTPEKCaT,
JICKApCTBO, U3IOJI3BAHO 3 JICUCHHUE Ha IPYTH BUIOBE paK U 3a HaMajsiBaHE aKTMBHOCTTA HA MMyHHATa
cuctema (Harp. 3a peBMaTOUICH apTPUT WK IICOPUA3HUC), TOW TpsiOBa Aa ce mprueMa Hal-Maliko 6 yaca
npeau unu cieq IMBRUVICA.

IMBRUVICA c xpana

He npuemaiite IMBRUVICA c rpeiingpyT njim CeBHICKH NOPTOKATH (TOPYMBH MOPTOKAJIHN) —
TOBa BKJIIOYBA SIJICHE Ha TUIOJ, IMEeHE Ha COK WJIM IpHeM Ha J00aBKa, KOSITO MOXe J1a IO ChAbPIKa.
ToBa e Taka, 3a110TO TOBa MOXe fa yBennuu konudectBoTo Ha IMBRUVICA B kpbBTAa.

BpemMeHHOCT M KbpMeHe

He 3abpemensiaiite, nokato npuemare ToBa jgekapctBo. IMBRUVICA ne TpsiOBa na ce nsmnon3sa 1o
BpeMe Ha OpEMEHHOCT.

Hsma nngopmanus 3a 6esonacnocrra Ha IMBRUVICA npu 6pemMeHHH KeHH.

JKenwnre B nerepoiHa Bb3pacT TpsOBa Ja M3MONI3BAT BUCOKO epeKTHBEH METO/I 32 KOHTPOJ Ha
paxkzaeMocTTa 10 BpeMe Ha U A0 Tpu Mecena cief npuemane Ha IMBRUVICA, 3a na mpenoTBpaTsaT
3abpemensiBane, qokato ce jJekyBaT ¢ IMBRUVICA.

o Kaxere na Bamms nexap HezabaBHO, ako 3a0peMeHeeTe.
. Heneiite na kbpMuTe, JOKAaTO IPUEMATE TOBA JIEKAPCTBO.

lodupane u padora ¢ MalIUHU

Bue mosxe na ce uyBcTBare ymMopeHu wid 3amasuu ciep npuem Ha IMBRUVICA, koeto moxe na
OKa’ke BIMSIHUE BbPXY crocoOHOCTTa B na modupate nimm ga paboTute ¢ MHCTPYMEHTH WM
MaIlIHHH.

IMBRUVICA cbabp:ka jJakTo3a

IMBRUVICA cpabpxa nakro3a. Ako Bammsar nekap Bu e xazain, ye umMaTe HEHOHOCUMOCT KbM
HSIKOM 3aXapH, CBBPKETE C€ C HETo, MPEAN Ja MPHEeMeTe TO3H JeKapCTBEH MPOIYKT.
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IMBRUVICA cpabp:xa HaTpHii
IMBRUVICA cpaspxa mo-manko ot 1 mmol Hatpwuii (23 mg) Ha 1034, T.€. IPAKTUIECKU HE ChIBPKa
HaTpuil.

3. Kaxk na npuemate IMBRUVICA
Bunaru npuemaiite ToBa JIEKapCTBO TOUHO KakTo Bu ¢ kazan BamusT nekap, papMaieBT Win
MEIMIIMHCKA cecTpa. AKO He CTe CHTYpPHH B HEIIO, monuTaite Bamms nexap, ¢hapManeBT wim
MEIUIMHCKA CEeCTpa.
Koaxo na npuemare

ManTennokiaerbueH aumpom (MKJI)

IIpenopruntennara go3a IMBRUVICA e 560 mg BenHBX THEBHO.

XponuyHa qumdonuTHa Jeskemus (XJIJI)/Makporaooyimnemus Ha Waldenstrom (MW)
IIpenoppuntennara noza IMBRUVICA e 420 mg BenHBX JTHEBHO.

Bammsar JICKap MOKC Ja KOpurrupa ao3ara.

IIpuem Ha JieKapcTBOTO

o [Ipuemaiite TabneTkuTE IEPOPAIHO (IIPE3 ycTaTa) C Yalla BOJa.
o [Ipuemaiite TabneTKUTE NPUOIUZUTEIHO MO €IHO U CHIIO BPEME BCEKH JCH.
o [Hormbaiite Tabnerkute nenu. He ru yynere uiu 1pBueTe.

AKo cTe mpuesan noseye ot Heodxoaumara no3a IMBRUVICA
AKko cTe mpuenu noseue ot Heodxoaumara go3a IMBRUVICA, rosopere ¢ nekap Ui OTHAETE B
OonHUIa BeaHara. Baemere TalneTkuTe U Ta3u JIMCTOBKA ¢ Bac.

AKko cte nponycHaym 1a npuemere IMBRUVICA

o AKO cTe pOoIycCHaN €Ha 1032, TS MOXKE J1a e IpUeMe Bb3MOXKHO HAlH-CKOPO B CHLIMA JCH C
BpBIIIaHE KbM HOpPMaJHATa CXeMa Ha CIIe/IBaIHs JCH.

o He B3emaiite nBoliHa /1033, 32 Jla KOMIICHCUpATE MPOIyCcHATaTa J103a.

o AKO He CTe CHT'YpHH, ToBopeTe ¢ Bamus nekap, papmanieBT WM MeITUIIMHCKA CECTpa 3a TOBa,

KOra a npueMeTe cicaBaliaTa 103a.

Axo cte cnpesu npuema Ha IMBRUVICA

He cnmpaiite na npuemare T0oBa JeKapcTBO, OCBEH ako BammsAr siekap He Bu kaxe.

AKO UMaTe HSIKaKBHU JOIBIHUTEIHN BBIIPOCH, CBBP3aHH € yIoTpedara Ha TOBA JIEKapCTBO, MOMHUTAiTe
Bamms nekap, ¢papMarieBT WM MEUIIMHCKA CECTpa.

4. Bb3MOKHHU HexkeJIaHU peaknuu

Kakro Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Ja NIPCAU3BUKA HCXKCIIAaHN PCAKINU, BBIIPEKH Y€ HE
BCCKMU I'M I10JTy4aBa.
HpI/I TOBA JICKApCTBO MOTraT Aa CC MOABAT CJICIHUTEC HCXKCIIaHU PCaAKIIN:

Cnperte n1a npuemate IMBRUVICA u ka:xere Ha JieKap BeJHAra, aKko 3a0ejie;Kure HIAKOS OT
CJIeJHUTE HeKeJIAHH PeaKkuu:

CHOSII, HAAUTHAT 06pI/IB, 3aTPYAHEHO OUIIIaHE, II0AyBaHE Ha JIUIIETO, YCTHUTE, €3UKa UIN I'bPIIOTO —
MOJKE J1a UMaTe aJIepruyHa peakuus KbM JIEKapCTBOTO.

KasxeTte Ha JIEKap BeaHara, axko 3a0ej1e;KuTe HAKOSA OT CJEAHUTE HesKeJIaHu pPeaKkumm:

MHoro yecTu (Moe J1a 3acerrar noseue ot 1 Ha 10 gymmm)
. MOBHIIIEHA TEMIIEPATypa, BTPUCAHE, OOJIKH B TSJIOTO, OTIIAHAIIOCT, CHMIITOMH HA HACTUHKA WIIN
TpHII, 33yX — TOBa MOXeE JIa ca Mpu3HaIK Ha HH(EKI¥s (BUPyCHa, OaKTepUalHa WA I'bOMYHA).
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Moske ia BKITFOUBa MH(EKIMH HA HOCA, CHHYCHTE WM T'HPIIOTO (MH(MEKINS Ha TOPHUTE
JIUXaTEeHY MBTUIIA), WK Ha Oenurs Apo0, Wik KoKaTa

CUHWHHM WJIH MTOBHUINIEHA TSHICHINA KbM 00pa3yBaHe Ha CHHUHHI

adTi B ycTara

3aMastHOCT

r1aBo0oIIHe

3aIeK

raJicHe WM TOBPbhIaHE

HApYIICHO XPaHOCMIIaHE

Juapusi, MOXe J1a ce HaIou BammmsaT nexap na Bu mage BogHO-coIeBU pa3TBOP WITH IPYTO
JICKapCTBO

KOJKEH 00pHB

0oJIe3HEHH PhIIe WK Kpaka

0onku B IppOa nin OOJIKU B CTABUTE

MYCKYJTHH CIa3MH, OOJIKH WM CTIa3MU

HUCBHK OpOi Ha KIIETKUTE, KOUTO TOMAaraT Ha KPbBOChCHUPBAHETO (TPOMOOIIUTH ), MHOT'O HUCHK
Opoit Ha OeTUTE KPhBHHU KJIETKH — ITPH KPBBHU M3CIICABAHHS

yBeMYaBaHe Ha OPOs MM ChOTHOIIEHUETO Ha OCIMTE KPBBHU KJICTKH, IIOKa3aHO B KPHBHHUTE
H3CJICIBAHMUS

MOTyBaHe Ha PBIIETE, TTIC3EHUTE WM KpaKarTa.

BHCOKO KPBHBHO HaJIATaHE

TIOBHIIIEHO HUBO HA ,,KPEaTHUHWUH B KPHBTA.

Yectn (Moxe 1a 3acerHar 1o 1 Ha 10 xymn)

TeXKa MH(EKIMSI Ha OpraHu3Ma (Cercuc)

WH(EKINN Ha TUKOYHUTE IIHTHIIA

KbPBEHE OT HOCa, MAJIKK YEPBEHU WIIU JINJIABH [IETHA, B PE3YJITAT OT KbPBEHE 10/ KOXKaTa
KBPBEHE OT CTOMaxa, YepBaTa, KpbB B U3NPAKHCHUSTA WIN YPHHATA, TIO-TEXKKH MEHCTPYaITHH
LUKJIM WM KbPBEHE OT TPaBMa, KOETO HE MOXKETE J1a CIIpeTe

Chbp/ICYHA HEJOCTATHYHOCT

NPOITYCHATH ChPACYHH yJIapH, C1a0 WM HepaBHOMEPEH ITyJIC, 3aMasiHOCT, HEAOCTHUT Ha Bb3AYX,
JUCKOM(OPT B T'BPJHTE (CUMIITOMU Ha TIPOOIEMHU ChC ChPICUHUS PUTHM)

HHUCBHK Opoii Oenu KpbBHU KIIETKH ¢ TpecKa ((peOpriiHa HeyTpOIIeH )

HEMEJaHOMEH KOXEH PaK, Hali-uecTO CKBaMO3HOKJIEThUEH U 0a3aTHOKIEThUCH KOXKEH paK
3aMBIJICHO 3pCHHE

3ayepBsABaHE HA KOXaTa

BB3NAJICHUE Ha OenuTe IpoOoBe, KOETO MOKE J1a IOBEJE 0 TPAHO yBpexkKIaHe

BHCOKO HUBO Ha MMMKOYHA KHCEJIMHA B KPHBTA (IIOKAa3aHO B KPbBHUTE U3CICABAHUS ), KOETO
MOXe J]a per3BHKa MoJlarpa

YYTUIMBH HOKTH

BHE3AITHO YBpEXIaHe Ha ObOperure

€11aboCT, CKOBaHOCT, U3TPBHIIBAHE MU OOJIKa B PHIETE WM KpaKaTa, W B IPYTH YacTH Ha
TSI0TO (TepudepHa HEBPOIATHS]).

Heuectu (Moxe na 3acernat no 1 va 100 xymm)

YepHOAPOOHA HEOCTATHYHOCT, BKIIFOUMTEITHO CITy4au C JIeTalleH U3X0]]

TEXKH I'bOMYHH MH(PEKIINU

00BPKAHOCT, IIABOOOJIHE C HESICEH TOBOP WIIM IPUMAasIBaHEe — TOBA MOT'aT Ja ObJaT MPU3HAIH
Ha CEPUO3HO BHTPEIIHO KbPBEHE B MO3bKa

HeoOWUYaliH HUBA HA XMMHUYHU BEIIECTBA B KPHBTA, IPUUNHEHU OT OBp30 pa3pyllaBaHe Ha
paKoBUTE KIIETKU IO BpeMe Ha JICYSHHE Ha Pak, a MMOHIKOra JI0py U 0e3 JeueHue (CHHAPOM Ha
TYMOpPEH pasIan)

ajiepruyHa peaxius, MOHIKOTa TeXKKa, KOSITO MOXe JIa BKJIFOYBA OTOK HA JIUIETO, YCTHUTE,
ycTara, €3uKa WK I'bPJI0TO, 3aTPYIHCHO MPETIbIIaHe HIIH TUIIaHe, ChpOSI] 00pUB

(ypTuKapus)
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o BB3IIAJICHHUEC HA IIOJKOXXKHAaTa MaCTHA ThbKaH

BPEMCHCH €TIM30/1 Ha ITOHUKCHAa q)yHK]_[I/ISI Ha MO3bKa WIN HEPBUTE, IPUUMHCHA OT IIPCKHCBAHE
Ha KPHBOCHAOASIBAHETO, MHCYJIT.

KPBBOM3IIMB B OKOTO (B HSKOHW CIIy4au, CBbP3aH Che 3aryba Ha 3peHue)

ChpIeUeH apecT (ChpleTo criupa faa oue)

HeoOMJaiiHO yCKOpEeHa ChpedHa JeHHOCT

00JIe3HEHO pa3s3BsIBaHE HA KokaTa (TIHOIepMa TaHTPEHO3YM) WIIM YePBEHH, HAJIUTHATH
0OJIe3HEHHM TUTAKHU TI0 KOXKaTa, MOBUIIICHA TeMIIepaTypa U yBellMuaBaHe Ha Opost Ha OennTe
KPBbBHH KJIETKH (TOBa MOXe Jia ObJaT MpHU3HAILK Ha ocTpa (eOpuiiHa HeyTpodUIHa JepMaTo3a
i cuaapoM Ha Cywur)

. MaJjKa, YepBEHa MOAyTHHA 0 KOXKaTa, KOSTO MOXKE JISCHO J1a KbPBHU (ITMOTECHEH TPaHyJIOM).

Penxu (Moxe na 3acernat 1o 1 Ha 1 000 mymm)

L4 SHAYUTCIIHO YBCINYABAHC HA 6p0$[ Ha Oenute KPBbBHHU KJICTKHU, KOCTO MOKEC Aa MPUINHHA
CJICTIBAHC Ha KJICTKHUTC
® TCXKBK 06pI/IB C MEXYpH U JIOIIECHE HA KOXKaTa, 0C00EHO OKOJIO ycTarta, HoCa, OYUTEC U IIOJIOBUTC

opranu (cuHapoM Ha CTUBBHC-/[’KOHCHH).

Cho01aBaHe Ha HesKeJIAHU pPeakuuu

AKO MoNTyyHnTe HIKaKBH HEXEJIaHU JICKApCTBEHU peaklyy, yBeaomere Bamus nekap, papmanesT nnn
MEIUIMHCKaA cecTpa. ToBa BKIIIOUBAa BCUYKU Bb3MOXKHU HEONMCAHU B Ta3U JIMCTOBKA HEXKEJaHH
peakiy. MoxeTe ChIIo a ChOOIIUTE HEXKENaHU PeaKIMy JUPEKTHO Ype3 HAlMOHATHATA CHCTEMa 32
choOmaBane, nocoueHa B Ilpunoxenue V. Karo cro0maBare HeskeNlaHN pEakLuK, MOKETE J1a Ja/IeTe
CBOS IPUHOC 3a [0Jy4aBaHe Ha MoBeue MH(OpMaIHsa OTHOCHO 0€30I1aCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cexpansiBate IMBRUVICA
Jla ce cbxpaHsiBa Ha MsCTO, HEIOCTBIIHO 32 JAeLa.

He usnon3Baiite TOBa JIEKapCTBO ClIEl CPOKa Ha TOHOCT, OTOETA3aH BhPXY KapTOHEHATa OTTaKOBKa
cien ,,l'omen 10:”. CpoKbT Ha TOMHOCT OTIOBaps Ha MOCIICTHUS JCH OT TTOCOUYCHUS MECETI.

To3u nexapcTBEH NPOAYKT HE U3UCKBA CIIEHUAIHU YCIOBHS Ha ChbXpaHEHHE.

He u3xBbpisiite nekapcTBaTa B KaHAIU3aLUATa WIM B KOHTEMHEpa 3a TOMAIIHU OTHaIbIIH.
[Monuraiite Bammst papManieBT Kak Ja H3XBBPISATE JeKapcTBaTa, KOUTO Bede He n3noinsBare. Te3u
MEpPKH L€ CIIOMOTHAT 3a OIla3BaHE HA OKOJIHATA Cpeaa.

6. Cun)pma}me Ha OMAaKOBKAaTa U J0IIbJHUTEC/IHA I/IH(l)OpMaIlHH

Kaxkgo chabsp:ka IMBRUVICA
o AKTUBHOTO BEILIECTBO € HOPYTHHHO.
- IMBRUVICA 140 mg ¢punmupanu Tabnerku: Besika tabnerka cpappka 140 mg
UOpyTHHHUO.
- IMBRUVICA 280 mg ¢punmupanu Tabnetku: Besika Tabnerka cpappika 280 mg
UOpYTHHHUO.
- IMBRUVICA 420 mg ¢unmupanu tabnerku: Besika Tabnerka cpappika 420 mg
UOpyTHHHUO.
- IMBRUVICA 560 mg ¢unmupanu Tabnerku: Besika tabnerka cpappka 560 mg
UOpYTHHHUO.

o [pyrure cbcTaBKH ca:
- SAnpo Ha TabnerkaTa: KOJIOUJEH O€3BOJICH CUJIMLIMEB TUOKCH], KPOCKapMeIl03a HaTpuil,
nakTo3a MoHoxuapat (Bux touka 2 ,,IMBRUVICA cpabpika nmakro3a‘), Marue3rues
cTeapar, MUKPOKPHCTaJIHA LIETyJI03a, IOBUAOH, HAaTpHeB Jaypuicyidar (E487)
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- OUIMOBO TTOKPUTHE: TIOJIMBHHUIIOB AIKOXOJI, MAKpOT O, TajlK, TUTaHOB quokcus (E171);
IMBRUVICA 140 mg ¢punmupanu tabnerku 1 IMBRUVICA 420 mg ¢punmupann
TabJEeTKH ChIBPIKAT ChINO YepeH xkene3eH okcuy (E172) u xbaT xkenesen oxcun (E172)
IMBRUVICA 280 mg ¢unmupanu TabNeTKH ChABPKAT CHIIO0 YEPEH JKEJIE3eH OKCHUT
(E172) u uepBeH xene3eH okcup (E172)

IMBRUVICA 560 mg ¢punmupanu TableTKu ChAbPKaT CHILIO YEPBEH JKEIE3€H OKCU
(E172) u xbnT xene3en okcun (E172).

Kaxk m3rne:xna IMBRUVICA u kakBo chbABpka ONIAKOBKATA

IMBRUVICA 140 mg dunMupanu TabJIeTKH

JKbnro-3enenu 10 3eieHu Kpbriiy Tabnetku (9 mm), ¢ Haamnuc “ibr” oT enHaTa ctpaHa u “140” ot
IOpyraTa cTpaHa. Besika kapToHeHa KyTus 3a 28 1HU chAbpKa 28 puaMupany TaOJIETKH B 2 KAPTOHEHU
OTIaKOBKH THUT ,,TIOpTdeiin ¢ 14 ¢punmupanu tadietku Besika. Besika kapTonena kytus 3a 30 aHu
cpabpika 30 uMupanu TabneTKu B 3 KapTOHEHH OIMAKOBKH THUI ,,TIOpTQeitn ¢ 10 punmupanu
TabJIeTKH BCSKA.

IMBRUVICA 280 mg dunMupaHu TabJIeTKH

Jlunasu npoawsiroBaru TabneTku (15 mm abmkrHA B 7 mm mUprHA), ¢ Haamuc “ibr” oT eqHara
ctpana u “280” ot mpyrara ctpaHa. Besika kapToHeHa KyThs 3a 28 IHU ChObpika 28 GunMupanu
TabJEeTKH B 2 KAPTOHEHH OMAKOBKH TUT ,,TopTdein’ ¢ 14 punmupanu tabnetky Besika. Besika
KapToHeHa KyTus 3a 30 mau chabpxka 30 uiMupanu TabneTku B 3 KapTOHEHH OITAKOBKHU THII
»hnoprdein® ¢ 10 punmupann TabIETKH BCSKA.

IMBRUVICA 420 mg dunmupanu TabiaeTku

JKpnro-3eneHu 10 3eneHu MpoabiroBaty Tadnetku (17,5 mm apmkuHa B 7,4 mm mupuHA), ¢ HAAIIC
“ibr” ot egHata ctpana u “420” ot apyrara crpaHa. Beska kaproHeHa KyTHs 3a 28 THH ChIbpKa

28 GunmupaHy TaOIETKH B 2 KAPTOHEHU OMAKOBKH THII ,,lIOpTein‘ ¢ 14 GpunmMupanu tTabueTku
Besika. Besika kapronena kyTust 3a 30 mHU chabpika 30 puiMupanu TabneTKy B 3 KapTOHEHU
OTIAaKOBKH TUI ,,TopTdein’ ¢ 10 punmupanu TabiaeTku BesKa.

IMBRUVICA 560 mg dhunmupanu TabiaeTku

Kbatu 10 opamxeBu npoapiaroBaru TadneTku (19 mm aemwkunaa 1 8,1 mm mupuHa), ¢ Haanuce “ibr”
oT efHaTta cTpana u “560” ot gpyrara crpaHa. Beska kapToHeHa KyTus 3a 28 THHU ChIbpXkKa

28 GunmupaHy TaOIETKH B 2 KAPTOHEHU OMAKOBKH THII ,,lIOpTein‘ ¢ 14 GunMupanu TabueTku
Besika. Beska kapronena kytust 3a 30 nau cpabpxka 30 puiamupanu TabneTku B 3 KapTOHEHU
OTAaKOBKH TUI ,,TopTdein’ ¢ 10 punmupanu TabreTku BesKa.

IpuTexaTes HA pa3pelleHUETO 32 yHOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpoussoagureJ
Janssen-Cilag SpA
Via C. Janssen,

Loc. Borgo S. Michele,
04100 Latina,

Uranus
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3a JOII'BJIHUTCIIHA I/IH(I)OpMaLII/Iﬂ OTHOCHO TOBa JICKapCTBO, MOJIsA, CBbPKCTC CC C JIOKAJTHUSA
MNpEeACTABUTCI HA MPUTCIKATECIIA Ha PA3PCHICHUCTO 3a yHOTpeGa:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

Bbarapus

»KOHCBHH & JxoHchH bearapus” EOO/]]
Ten.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.o.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf: +45 4594 8282
jacdk@its.jnj.com

Deutschland
Janssen-Cilag GmbH
Tel: +49 2137 955 955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

E)ada
Janssen-Cilag ®appaxevtikn A.E.B.E.
TnA: +30 210 80 90 000

Espaia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75 /+33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jisafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5 278 68 88
It@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 14 64 94 11
janssen@jacbe.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD.
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +3176 711 1111
janssen@jacnl.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.:+48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romania
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o0.

Tel.: +386 1 401 18 00
Janssen_safety slo@its.jnj.com
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island
Janssen-Cilag AB
c/o Vistor hf

Simi: +354 535 7000
janssen(@yvistor.is

Italia

Janssen-Cilag SpA

Tel: 800 688 777 / +39 02 2510 1
janssenita@its.jnj.com

Kvnpog
Bapvapoc Xotinmavaynig Ato
TmA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija
Tel: +371 678 93561

lv@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tfn: +46 8 626 50 00
jacse@its.jnj.com

United Kingdom (Northern Ireland)
Janssen Sciences Ireland UC

Tel: +44 1 494 567 444
medinfo@its.jnj.com

I[aTa Ha IIOCJCIHO MpepasrjaekaaHne Ha JIMCTOBKaTa

Jpyru n3royHuny Ha nHGpopmanus

Ho;[po6Ha I/IH(I)OpMaL[I/Iﬂ 34 TOBa JICKAPCTBO € MPCAOCTABCHA HA ye6caﬁTa Ha EBpOHeﬁCKaTa arCHIus

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