MHNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMA TPOAYKT

IMBRUVICA 140 mg TBbpAN Kancyiu

2. KAUYECTBEH U KOJIMYECTBEH CbCTAB
Bcesika TBBpaa karcyna ceappxka 140 mg ubpytuaHO (ibrutinib).

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXXTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
TBbpaa kancyna (kamncyma)

bsna, Henpo3pauHa TBbpAA Karcyna ¢ AbbKuHa 22 mm, MapkupaHna ¢ Hagnuc "ibr 140 mg" ¢ yepHO
MacTHJIO.

4. KJIMHUYHHU JAHHHU
4.1 TepaneBTHYHU MOKA3AHUS

IMBRUVICA kato MOHOTepamnusl € IoKa3aH 3a JCUCHHE Ha Bb3PAaCTHU NAMEHTH C peUUIUBUpALL WU
pedpakTepeH MaHTETHOKIeThUeH tuMdoM (mantle cell lymphoma, MCL).

IMBRUVICA kaTo MOHOTEpamus Wiid B KOMOWHAIIMS C PUTYKCHUMA0, OOMHYTY3yMal MiIu
BEHETOKJIAKC € MTOKa3aH 3a JICYCHUE Ha Bh3PACTHH MAIlMEHTH C HEeJIeKyBaHa J0cera XpOHIHA
auMmdorrTHa ieBkemus (chronic lymphocytic leukaemia, CLL) (Bx. Touka 5.1).

IMBRUVICA karo MoHOTepamnus uii B KomOuHanua ¢ 6enaamyctit u purykcumad (BR) e nokazan
3a JIeYeHre Ha Bb3pacTHU nanuenTy ¢ CLL, kouTo ca moiay4usy MmoHe eHa MpeiecTBalla Tepanus.

IMBRUVICA kaTo MOHOTepanus € MoKa3aH 3a JICUCHHE Ha Bb3PAaCTHH MALlUEHTH C
makpornooynuaemus Ha Waldenstrom (Waldenstrdm’s macroglobulinaemia, WM), kouTo ca
MOJTYYMJI TIOHE €/IHa MPE/IIEeCTBAIIa TePaus WK KaTo IIbpBa JIMHUS NIPU NAIMEeHTH, KOUTO ca
HenoaxoAsmu 3a xumuo-umyHnotepanus. IMBRUVICA B komOuHaius ¢ purykcuma0 e rokas3aH 3a
JieyeHHEe Ha Bb3pacTHU nauueHTu ¢ WM.

4.2 Jlo3MpoBKa M HAYMH HA MPUJIOKEHHE

Jledenuero ¢ To3u JICKAPCTBCH MMPOAYKT TpSI6Ba Ja C€ 3all0YHC U 1a CC MPOCJICAABa OT JICKAp C OIIUT B
ImpujiaraHeTo Ha IpOTUBOPAKOBHU JICKAPCTBECHU IMPOJAYKTH.

gOBH[)OBKa

MCL
[Ipenopbunrennata no3a 3a nsedeHnero Ha MCL e 560 mg (4eTupu Karcyin) BeIHBXK THEBHO.

CLL u WM

[Ipenopbunrennara no3a 3a neueHue Ha CLL 1 WM, mim kaTo MOHOTepanus, Uiu B KOMOMHALUS €
420 mg (Tpu Karcyau) BeAHBXK AHEBHO (3a moBeye HHPOpMaIUs OTHOCHO CXxeMaTa Ha Ipuiiarane Ha
KOMOMHAIuMATA BXK. To4ka 5.1).

Jleuernneto ¢ IMBRUVICA Ttpsi6Ba 1a Ipoab/bKy 10 Mporpecus Ha 3a00JIBaHETO WM 10
HEMMOHOCHMOCT Ha TaIieHTa KbM Tepanusira. B koMOuHaIms ¢ BeHeTOKIake 3a jJedenne Ha CLL



IMBRUVICA Tps6Ba na ce mpmiiara KaTo caMOCTOSITEITHO CPEICTBO B MPOABIDKCHHE HA 3 ITUKBIIA
(1 umksn e 28 aun), mocieasano ot 12 muksira IMBRUVICA mmtoc BeHETOKIIAKC. 3a IThITHA
uH(pOpMAIUS 3a TO3UPAHETO HA BEHETOKIIAKC BIDKTE KpaTKaTa XapakTepucTrka Ha mpoaykra (KXIT).

Koraro IMBRUVICA ce mpwmtara B komOuHarms ¢ antu-CD20 Tepanms, mpenophiBa ce
IMBRUVICA na ce npuiara npenu antu-CD20 tepamnusTa, ako ce Mpuiarat B €AWH U CHIIH JICH.

Aoanmupane Ha dozama

Ymepenure u momiaute CYP3A4 naxubutopu yBenuuaBaT eKCIO3ULIUATA HA HOPYTUHHO (BXK.
touku 4.4 u 4.5).

Korato ce uznonssa eqnoBpeMenHo ¢ ymepeHu CYP3A4 unxuburopu, n1o3ata Ha uOpyTHHHO TpsiOBa
Ja ce Hamanu 110 280 mg BeIHBK THEBHO (IBE KACITYJIH).

Koraro ce nznomsBa eqnospemeHHo ¢ MomaA CYP3 A4 naxubutopwu, no3ata Ha HOpyTHHUO TPsAOBa 11a
ce Hamanu 10 140 mg BeIHBK JAHEBHO (€1HA KacITyJia) WU JICYCHUETO Jia Ce IPEyCTaHOBH 3a HE
MoBeye OT 7 JHHU.

Tepamnusta c IMBRUVICA T1psi6Ba na ce npeycTaHOBHU IpHU BCAKAa HOBOIOSIBIIIA CE MJIH BJIOIIABAIIA
ce Chp/ieyHa HEJOCTAThYHOCT CTEMEH 2, ChpPACYHHU apUTMUU CTETIEH 3, HeXeMaTOJIOTrHUYHA TOKCHYHOCT
CTeIeH > 3, HeyTPOIIEHHs CTEIIEH 3 MM MOo-ToJisiMa ¢ MH(EKLUS WM OBUIIEHA TeMIIepaTypa, Win
XEeMaTOoJIOTHYHA TOKCUYHOCT cTerneH 4. Cies KaTo CHMITOMUTE Ha TOKCUYHOCT C€ Bb3CTAHOBST JI0
cTered | Wiiu 70 U3X0AHO HUBO (BB3CTaHOBSIBaHE), mogaHOBeTe Tepanusata ¢ IMBRUVICA c
NPENopbUYUTENHATA 1033, I0COUYEHA B TAOIULUTE HO-I0ITY.

[TpenopbunTENHNTE KOPEKIIUH Ha 103aTa MPH HEKAPJHOJIOTHYHU CHOUTHS ca ONMCAHU MO-I0IY:

Corourus’ HosiBa Ha Kopurupasne Ha go3ara Kopurupasne Ha no3ara ciaen
TOKCHYHOCT | cjie] Bh3CTAHOBSBaHE NP BBH3CTAHOBSIBAHE MPH
MCL CLL/WM

Hexemaronoruuna
TOKCHYHOCT CTEITCH 3 ITspBa” Bp3o6HOBsBaHE ¢ 560 Mg Bp3o6HOBsBaHE ¢ 420 mg
nnu 4 JTHEBHO JTHEBHO
HeyTtponenus ¢ Bropa Bp3o6HOBsBaHEe ¢ 420 mg Br3o6HOBsBane ¢ 280 mg
WHEKINS WIN JTHEBHO JTHEBHO
MTOBHUITICHA
TeMIIepaTypa Tpera Bb3o6HoBsBane ¢ 280 mg Bb3o6HoBsiBaHe cbe 140 mg
crered 3 wiu 4 THEBHO JTHEBHO
XemaTonornyHa YerBbpTa [IpeycranoBsiBaHe npueMa IIpeycranoBsBaHe npreMa Ha
TOKCHYHOCT CTeneH 4 na IMBRUVICA IMBRUVICA

¥ OIIeHﬂBaHe BBb3 OCHOBA Ha KPUTCPUUTE HA O6IIII/ITC TEPMHUHOJIOTUYHU KPUTECPHUHU 34 HEKCIIAaHU CHOUTHS Ha Hammonamaus

onkonornuen uactutyT (National Cancer Institute-Common Terminology Criteria for Adverse Events, NCI-CTCAE),
HJIH KpUTEPUHTE Ha MexXyHapoIeH CHMUHAp 3a XpoHn4Ha uMbonuntHa neskemust (International Workshop on Chronic
Lymphocytic Leukemia, IWCLL) 3a xemaronoruyna Tokcuynoct npu CLL/SLL.

KoraTto B300HOBSIBATE JICYCHUETO, 3aII0YHETE ChC ChIATa MM I0-HUCKA 1033 Bb3 OCHOBA Ha OLICHKAaTa Ha
CHOTHOIICHHETO MOJ3a-pUcK. [Ipy MOBTOPHA MOsIBa HA TOKCHYHOCTTA HamaleTe HeBHaTa J103a ¢be 140 mg.




[IpenopbunTeTHUTE KOPEKIIMH Ha J103aTa MPU CHOUTHS HA ChPACYHA HEAOCTATHYHOCT WU ChPICUHH
apUTMHUU Ca ONMHMCAHU TO-A0NTY:

Cnourns IlosiBa Ha Kopurupane na nozara Kopurupane Ha nozara
TOKCHYHOCT | cJjell Bb3CTAHOBSIBaHE NIPH | cJe] Bb3CTAHOBSIBaHE MPH
MCL CLL/WM
IIepBa Bw3o6HoBsBane ¢ 420 mg Bw3o6HoBsBaHE ¢ 280 mg
Cepneuna JTHEBHO JTHEBHO
HEIOCTATHIHOCT Bropa Br3ob6HoBsBane ¢ 280 mg Br3o06HOBsIBare che 140 mg
cTereH 2 JTHEBHO JTHEBHO
Tpera [IpeycranossiBane npuema Ha IMBRUVICA
IIepBa Bw3o6HoBsBane ¢ 420 mg Bw3o6HoBsBaHe ¢ 280 mg
Cobpaevnn apuTMUR 4 n
cremen 3 JTHEBHO JTHEBHO
Bropa IIpeycranossBane npuema Ha IMBRUVICA
Cobpaeuna
HEIOCTATHYHOCT
crenen 3w 4 ITspBa [Ipeycranosssane npuema vHa IMBRUVICA

Cobpaednu apuTMuu
cremned 4

t HpCHI/I BH300HOBSIBAaHE Ha JICUCHHETO OLICHETE ChOTHOIICHUETO TI0JI3a-pUCK.

Ilponycnama 0oza

AKo 1103aTa He € B3eTa B ONPEICICHOTO BpeMe, MOKe 11a ObJie B3eTa Bb3MOKHO Hal-CKOPO B CHIIHS
JICH C BpBIllaHEe KbM HOPMAJTHATA CXeMa Ha ciieBalius aeH. [laieHThT He TpsAOBa 1a B3eMa
JIOITBJTHUTEIIHY KAaICyJIH, 3a JIa KOMIICHCUpA MPOITyCHATaTa J103a.

Cneyuanuu nonyiayuu

Cmapuecka 6v3pacm
He e HeoOX01MMO CrieIMaiHo alaliTHpaHe Ha 103aTa [PH MallueHTH B CTapYecKa Bb3pacT
(> 65 rogunm).

bvopeuno yepescoane

He ca npoBexnann KOHKPETHH KJIMHUYHU POYYBAHUS [IPY MALMEHTH ¢ ObOpEdHO yBpEeKIaHE.
[NareHTy ¢ JIeKo WM yMEpeHO ObOPEUHO YBPEkKAaHEe ca OWIM JICKYBaHU B KJIMHUYHUTE IPOYYBAHUS
¢ IMBRUVICA. He ce Hanara ajanTipaHe Ha J03aTa Py MalUeHTH ¢ JIEKO WK yMEPEHO ObOpeUHO
yBpexkIaHe (KpeaTHHUHOB KIUPBHC Mo-TossiM oT 30 ml/min). TpsOBa na ce momappxa XunpaTupaHe u
Jia ce MpocIe/siBaT NEpUOANIHO HUBaTa Ha cepymHus kpeaTuH. IMBRUVICA TtpsibBa na ce
npuiara npy NalueHTH ¢ TEKKO ObOpedHo yBpexkaaHe (kpeaTHHUHOB KiupbHC < 30 ml/min), camo
aKo I10J13aTa NPEBUILABA PUCKA U ALIMEHTUTE CE CIEAIT 0TOJIN30 3a MPU3HALM Ha TOKCUYHOCT. Hsima
JIAHHU TP MALKUCHTHU C T&KKO OBOPEUHO YBPEKAaHEe MK MPHU MAlMEeHTH Ha JHani3a (BXK. Touka 5.2).

Yeproopobno yspedcoane

No6pyTnHUO ce metabonusupa B uepHus Apod. B npoyuBaHe mpu nauueHTy ¢ 4epHOAPOOHO
YBpEeXKIaHe, JAaHHUTE IMOKa3BaT YBEIIMUCHUE Ha €KCIIO3UITHATA Ha HOpyTHHHO (BX. Touka 5.2). IIpu
MaIMeHTH ¢ Jieko YepHoapooHo yBpexkaane (Child Pugh knac A), npenoprunTtennara no3a e 280 mg
JHEBHO (1Be Karcyiu). [Tpu nauuentu ¢ ymepeno yepnoapoono yspexaane (Child Pugh kiac B)
npenopbrunTenHaTa 103a ¢ 140 mg qaeBHO (eaHa Karicyna). [lanuenTure na ce HaOIroaaBaT 3a
npu3Hany Ha TokcndHocT Ha IMBRUVICA u na ce cienBaT HacOKuTe 3a afjaiTUpaHe Ha /103aTa,
KakTo e HeoOxoaumo. He ce mpenoppuBa npunoxenne Ha IMBRUVICA nipu nanuenTy ¢ TeKKO
yepHopoOHo yBpexxaane (Child Pugh knac C).

Tearcko cvpoeyno 3abonseane
[anueHTH ¢ TeXKO ChPAEYHOCHA0BO 3a00NABaHE Ca U3KIIIOYEHN OT KIMHUYHHUTE MPOYYBAHUS C
IMBRUVICA.




Ileouampuuna nonynayus

Ynorpebara Ha IMBRUVICA npu nena u roHomy Ha B3pacT oT 0 1o 18 roawam He ce mpernopbhuBa,
THI KaTo epUKACHOCTTA HE € yCTaHOBeHA. HannmyHuTe MOHACTOSIIEM NTaHHU IPH MALHEHTH ChC 3PSl
B-kneTpueH HEXOMKKUHOB TIMMQOM ca onmucanu B Touku 4.8, 5.1 u 5.2.

Hauws Ha npunoxeHue

IMBRUVICA TpsiOBa 1a ce npuiiara nepopaiHo BeIHBXK JHEBHO C Yallla BOJa MPUOIU3UTEIHO MO
€/IHO U ChIII0 BpeMe BcekH JeH. KancynuTe Tpa6Ba na ce mormpIuaT Leiy ¢ BOAa U He TpsiOBa za ce
oTBapsT, uynAar win gpBuaT. IMBRUVICA =e TpsiOBa na ce mpremMa cbC COK OT TpedndpyT wim
CEBUWJICKHU MOPTOKaH (BXK. ToUka 4.5).

4.3 IIpoTuBONOKA3AHUS

CBpBXUyBCTBUTECITHOCT KbM aKTHBHOTO BEIIECTBO HIIH KbM HIKOE OT MIOMOIIHUTE BEIECTRA,
n30poeHu B Touka 6.1.

W3non3BaHeTo Ha MpenapaTH, ChIbPKAIIH )KBJIT KAHTAPUOH € MPOTHUBONOKA3aHO NPH MALlUCHTH,
nexyBanu ¢ IMBRUVICA.

44 ChneuuanHu npenynpe:kaeHus U Mpeana3Hu MepKH NMpH ynorpeoda

Cr0uTHS CBBP3aHU C KbPBEHE

Nma croOmienus 3a ciayyau Ha KbpBeHE mpu narnueHTH, JekyBanu ¢ IMBRUVICA, kakTo cbC Taka u
0e3 TpomOonMTOoNICHUs. Te BKIIFOUBAT HE3HAYUTEITHH CIy4al Ha KbPBEHE, KATO KOHTY3HHU, CIIMCTAKCUC
Y TICTEXWH; U CIIy9ad Ha TOJIEMH KPBBOU3IHUBH, HIKOW OT KOUTO JIETATHH, BKIIFOUUTEITHO CTOMAIITHO-
YPEBHO KbPBEHE, BTPEUEPEIICH KPbBOU3IUB U XEMaTypPHUSL.

Bapdapun unu npyru antaronucT Ha ButamuH K He TpsiOBa Aa ce mpuiiarat eIHOBPEMEHHO C
IMBRUVICA.

Ynorpebara Ha aHTUKOATYJIAHTH WX JIEKAPCTBEHH MPOTYKTH, KOUTO HHXHOUpAT TpOMOOIIUTHATA
¢byHkuus (aHTHArperanTHy cpenctsa) eqHoBpemMeHHo ¢ IMBRUVICA, noBuiaBa pucka ot rojiemMu
KpbBOoU3IMBH. [10-BUCOK PHUCK OT TOJIEMH KPbBOM3JINBY € HAOII0JaBaH PU aHTUKOATYJIaHTH,
OTKOJIKOTO TPW aHTHArperanTHH cpejacTra. lIpereHere puckoBeTe M MOJI3UTE OT aHTHKOAryJaHTHATA
WM aHTUPOMOOLIMTHATA Tepanus, Korato ce npuiarat eqaopemernso ¢ IMBRUVICA.
HabmionaBaiiTe 3a npu3Hauy ¥ CUMITOMHU Ha KbPBEHE.

Tpsi0Ba na ce n30sTBAT 100aBKM KaTo puOEHO Macio U npenapaT Ha ButamuH E.

ITpuemsT Ha IMBRUVICA Tpsi6Ba OB/1€ NMTpEeyCcTaHOBEH Hal-MaJIKO 3 710 7 THU MPEar U CIek
oreparys, B 3aBUCHMOCT OT BHJIa Ha OTlepanusaTa U pucka oT KbpBEHE.

MexaHu3MBbT Ha C’L6I/ITI/IHTa, CBBpP3aHU C KbPBCHC, HC € HAITbJIHO U3CHCH. HaLII/IeHTI/ITe C BpoJ€Ha
XEMoOparniHa Juare3a HE ca Ipoy4YBaHU.

JIeBkOCTa3a

Cro01maBanu ca ciryvau Ha JIeBKOCTa3a MpH nauenTH, JiekyBanu ¢ IMBRUVICA. [pu rosssm 6poit
mupkyupany Jumdoruta (> 400 000/pul) Moxe 1a uma noBuiieH puck. [a ce o0OMUCITH BpEMEHHO
npeycranoBsiBane Ha npriemMa Ha IMBRUVICA. Ilanmentute TpsioBa fa Ob1aT BHUMATEITHO
HaOmonaBaHu. Jla ce mpuiIokat moabpKaIlid MEPKH, BKIFOUNTEIIHO XUAPATALIUs U/ WK
MIATOPEIYKITNS, KAKTO € TIOKa3aHo.

Pynrypa Ha cne3kara

CroO11aBar ce cilydad Ha pyInTypa Ha ciie3KaTa ciell npeycTanoBsBane Ha jeuenue ¢ IMBRUVICA.
Koraro neuennero ¢ IMBRUVICA ce npexbcBa win npekpaTtsiBa, TpsiOBa BHUMATEIHO Ja ce
MPOCIIe/sABa CTaTyca Ha 3a00JISIBAHETO M TOJIEMHUHATA Ha Clie3KaTa (Halp. KIMHUYCH MPerJie],




exorpadmus). [larmenture, konTo mosrydaTt OOJIKa B JIsIBaTa TOPHA YacT HA KOpeMa WM BbB BbpXa Ha
pamoro, TpsiOBa /a ce OleHsIBaT, KaTo ce MMa MPEABH/I AUarHo3a PynTypa Ha cle3KaTa.

HNudexnuun

WNudexnmn (BKIIOYUTETHO CETICHC, HEYTPOTIEHUYEH CEeTICHC, OaKTepHaTH!, BUPYCHHU W T'bOMIHI
nH(peKnrn) ca HaOIrogaBaHy pu naruenTy, TekyBanu ¢ IMBRUVICA. Hskou ot Te3n nH(exun ca
CBBP3aHM C XOCIHUTATU3AIMS U CMBPT. [loBeUeTO ManueHT ¢ MHQPEKIUY C JICTAICH U3XO0J] ¢a UMaJIH
HeyTporeHus. [lanmenTure TpsaOBa 1a ObaaT HAOMIOJaBAaHH 32 TPECKA, OTKIOHEHHS B YePHOIPOOHHTE
(YHKIIMOHATHY MTOKA3aTEeJ M, HEYTPOIICHHUS U HHPEKIMH, B TPAOBA J]a ce Ha3HAYH MOAXOIAIIa
aHTUMH(EKIMO3HA Tepalus, KaKTo € TI0Ka3aHo. [[py manueHTHTe ¢ OBUIIICH PUCK OT
OTIOPTIOHUCTUYHH MH(EKIIUHN TPSOBA J1a C& MUCIIU 3a IPOPUIIAKTAKA B ChOTBETCTBHE ChC CTAHAAPTA 32
JICUCHHE.

CphoO1IaBar ce ciiyyad Ha MHBa3MBHU MUKOTHYHH MH(PEKIMHU, BKJIIOUMTEHO CyYad Ha acrepruiosa,
KPHUIITOKOKO3a U MH(EKINH, TpuIrHeHN OT Pneumocystis jiroveci, cien ynorpeba Ha uOpyTHHHO.
CphoOIIeHUTE CITydan Ha WHBa3MBHH MUKOTHYHU HH()EKIINK Ca CBHP3aHH C JIETAJIEH U3XOI.

CroOmiaBanu ca cirydau Ha Iporpecuparia MyntudokanHa ieskoeHnedamonarus (IIMJI),
BKJIOUMTEITHO C JIETAJIEH U3X0/l, cIe] ynoTpeba Ha HOpYyTHHHO B KOHTEKCTA Ha IpeIlIecTBAIlA WK
ChIBTCTBAIla UMYHOCYIIPECHUBHA TCpAIius. HpI/I MalUeHTH C HOBH WJIK BJIOIIaBallly C€ HCBPOJOTUYHU,
KOTHUTHUBHU WX NOBEACHYCCKHU MPU3HAIU UIX CUMIITOMHU, JICKAPUTE TpH6Ba Jla UMaT npeaBua TIMJI
npu qudepeHaniHaTa quarno3a. Axo ce mogosupa [IMJL, Tpsa6Ba ga ObaaT npearpreTy MOIXO0ISIIN
JIMATHOCTUYHU OLIEHKH U JICUEHUETO J1a C€ MPeyCcTaHoBU, Jokato ce u3kimoun [IMJL. [Ipu Hanuuue Ha
ChMHEHHE, TPSAOBA J1a c€ OOMHUCIIM HACOYBAHE KbM HEBPOJIOT M MOIXOSIIN JUArHOCTUYHU METO/IH 32
ycTta"oBsiBaHe Ha [IMJI, BKIIIOUMTETHO SAPEHO-MarHATEH PE30HAHC, 3a IPEANIOYUTAaHEe C KOHTPACT,
u3cienBaHe Ha nepedpocnuHanHaTa TeqHocT 3a JC-Bupycra JIHK 1 moBTOpHA HEBPOJIOTHYHA OLIEHKA.

YepHOApOoOHU CHOUTHUS

IIpu nanuenty, nekyBanu ¢ IMBRUVICA, ca HacThIWIM cilydad Ha XeNaTOTOKCUYHOCT,
peakTuBUpaHe Ha XenatuT B u cinydyan Ha xenatut E, konto Moxe aa 0baaT XpoHunuHH. YepHOopoOHA
HEIOCTATHYHOCT, BKIIOUUTEIHO C JIETAJICH U3XO0/, € HACTBIIIIIA IIPH MAIUEHTH, JIEKYBaHH C
IMBRUVICA. Ilpenu 3anouBane Ha neuenne ¢ IMBRUVICA Tpsi6Ba na 6b1aT orlieHeHH
yepHOApoOHaTa (YYHKIUS U CTaTyca Ha BUPYCHUS xenaTut. [1o Bpeme Ha JIedeHneTo malMeHTuTe
TpsiOBa MEPHOAMYHO Jia ce HaOJIF0AaBaT 32 MPOMEHH B MTOKA3aTEJIUTE Ha YSPHOIPOOHATA (DYHKIIHSL.
BupycHuAT TOBap M CEpONIOrHYHIUTE U3CIIeIBaHNS 32 MH(PEKIIMO3EH XEMaTUT TPsIOBa J1a Ce U3BHPIIBAT
B CHOTBETCTBHE C MECTHUTE MEIUITUHCKU PHKOBOJICTBA U KAKTO € KIIMHUYHO MoKazaHo. [1pu
NAIMEHTHUTE C AUATHOCTUIIMPAHN YEPHOIPOOHN CHOUTHS, JICYCHUETO TPsIOBa J1a ce 00CHIH ChC
CHEIUAITUCT 10 YePHOAPOOHH 3a00IIBaAHNUA.

! !I/ITOHCHI/II/I

ITpu marmenty, nekyBanu ¢ IMBRUVICA ca cpo01iaBany Bb3HUKHAIHN BCIEACTBYE Ha JICYEHUETO
LUTONEHUH CTETEH 3 Wi 4 (HEeyTpOIeHusl, TPOMOOLIMTOTICHUS] U aHEMUS ), U3UCKBAILM He3a0aBHA
nekapcka Hameca. [IbnHaTa KpbBHA KapTHHA Ja ce HAaOII01aBa eXEeMEeCeuHO.

Untepcrunmanna 6enoapobua 6onect (MBb)

Crobmenuca cnyyan Ha UBb npu naunentu, nexyBanu ¢ IMBRUVICA. IlpocnensBaiite maiueHTuTe
3a GenoapoOHM cuMIIToMH, TokazaTtenHu 3a Ubb. Ako ce MosSBAT CHMIITOMH, TIPEYCTaHOBETE
npwioxenueTo Ha IMBRUVICA u mHa3znadere moaxosiio eueHrne Ha Ubb. Ako cumnromute
MEPCUCTHUPAT, IpelieHeTe puckoBeTe U non3ute ot Jeuenuero ¢ IMBRUVICA u cnenpaiite
MIPETOPBKATE 32 MOAU(PHUIMPAHE HA 103aTa.

CepeyHy apuTMUU U ChPJICYHA HEAOCTATHYHOCT

IIpn manmenTn, nexysanu ¢ IMBRUVICA, ca Bb3HMKBaJIM JIETATHU U CEPUO3HH ChPJICYHH apUTMUH U
Chp/IeYHa HeJocTaTh4HOCT. [larieHTiTe B HanpeHana Bb3pacT, ¢ pyHKIMOHaleH cratyc 1o Eastern
Cooperative Oncology Group (ECOG) >2 unu ¢bC CHIIBTCTBAIIH ChPACYHN 3a00IABAHUS MOXE Ja
ObJaT U3JI0XKEHH Ha MO-TOJISIM PUCK OT CHOMTHS, BKIIFOUBAIIY BHE3AIIHH JIETAJIHU ChPACYHU CHOUTHSL.
Cro0mmaBanu ca npejachpIHO MBXJIEHE, IPEJICHPIHO TPEIITEHe, KaMepPHA TaXUAPUTMUS U Chp/ICYHA




HEJIOCTATHYHOCT, OCOOCHO MPH MANMEHTH C OCTPH WH(EKIINU WM ChPJICYHN PUCKOBU (HaKTOPH,
BKITIOUHTEITHO XUTIEPTOHUSI, 3aXapeH MadeT v MpeIIIIHA aHaMHe3a 3a Chp/ICYHa apUTMUSL.

[Ipenu 3anouBane Ha IMBRUVICA T1psiOBa 51a ce HanpaBu MOAXO0/IA11a KIMHHYHA Ol[CHKA Ha
chpaedHaTa anaMHe3a U pyHknus. [lannenture TpsiOBa 1a ce HaONMIOMaBaT BHUMATETHO IO BpeMe Ha
JIEYEHUETO 3a MPU3HANY Ha KIIMHUYHO BIIOIIABAaHE HA ChpJedHaTa (pyHKIMS, KOUTO JIa CE OBIAIBAT
kuHNYHO. [Tomucnere 3a nonbiHuTeNHA onieHka (Hamp. EKT, exokapauorpama), KakTo € oka3aHo
MIPH MAMUCHTH ChC ChPACTHOCHIOBH IMPOOIIEMH.

[Tpu manmeHTH chC ChOTBETHU PUCKOBH (DaKTOPH 32 CHPJCUYHHU CHOUTHSI BHUMATEIHO OLICHETE
CBHOTHOILIEHHETO M0J13a/pucK npeau 3anouBade Ha neuenne ¢ IMBRUVICA; moxe na ce oOMuciu
ANTEpHATHBHO JICUCHHE.

[Tpu manueHTH, KOUTO Pa3BUBAT NPU3HALM W/WIIM CUMIITOMH Ha KaMEPHA TaXUapUTMUS, ICUCHUETO C
IMBRUVICA T1psi6Ba BpeMeHHO Jia ce IPeyCTaHOBH, U /Ia C€ U3BBPIIH 3aIBIO0YEHA KIIMHUYHA
OIICHKA Ha TI0J13aTa/PUCKa MPEId CBEeHTYAITHOTO MOHOBSIBAHE HA TEpaIuUsITa.

IIpu manueHTH ¢ NpeAmecTBalo NPEACHPIHO MBbKIEHE, HAJlaralo aHTUKOAryJIaHTHA Teparus,
TpsiOBa na ce oomuciat antepaatuBHu Ha IMBRUVICA BapuanTu 3a nevenue. [Ipu manueHTH, KOUTO
pas3BHUBAT NpeaAchpaHo MbxaeHe npu Tepanus ¢ IMBRUVICA, tps6Ba aa ce npeanpreMe msjiocTHA
OIICHKA Ha PUCKa OT pa3BUTHE Ha TpoMOoeMOoIuuHO 3a0osaBane. [Ipu manmeHTy ¢ BUCOK PHUCK U MPH
KouTO HsAMa moaxosniy anrepHaruBu Ha IMBRUVICA, Tps6Ba 1a ce 0OMHUCITH CTPUKTHO
KOHTPOJIMPAHO JIEUCHHUE C aHTUKOAryJaHTH.

[TanmenTure TpsiOBa 1a ce MpOCIEAABAT 3a IPU3HALM U CUMIITOMU Ha ChPACYHA HEJOCTATHYHOCT I10
BpeMe Ha seueHue ¢ IMBRUVICA. B Hskou OT Te3u ciay4yau CbpJeYHATa HEAOCTATHYHOCT €
OT3ByYaJsia Wi ce ¢ nmomoodpuia ciex npekparspane Ha IMBRUVICA wnu cien HamansiBaHe Ha
Jo3aTa.

MoO3bYHOCHI0BU UHIIUJICHTH

Crydan Ha MO3BYHOCHIOB MHITMJICHT, IPEXO0/IHA UCXEMHUYHA aTaka U UCXEMUYCH UHCYIIT,
BKJIIOUHTEITHO CMBPTHH CJIy4au, c€ ChoOIaBaT py nauueHTy, JekyBanu ¢ IMBRUVICA, cwc u 6e3
CBHITBTCTBAIIO MPEACHPIHO MBXK/IEHE W/ U XUTIEPTOHUS. B cirydaunTe, mpu KOUTO € ChoOIIeHa
JIATEHTHOCT Ha TOosIBaTa, BpeMeTo ot 3amouBane Ha JieueHueTo ¢ IMBRUVICA no mosiBata Ha
MCXEMUYHH ChJIOBHU 3a00JIsIBAaHMSI HA IICHTPAIHATA HEPBHA CUCTEMA B ITOBEYETO CIyYan € HIKOIIKO
Mecera (moseue ot 1 mecer ipu 78% u moBeue ot 6 Mecena npu 44% ot ciy4ante), KaTo ce
noyepTaBa HEOOXOIMMOCTTA OT PEJAOBHO HAOJIIOICHUE Ha NalMeHTuTe (BXK. Touka 4.4 ,,ChpaedHa
apuT™Mus M ,, XurnepToHus * u Touka 4.8).

CuHIpOM HAa TYMOPEH pa3mnaj

IMTpu euenne ¢ IMBRUVICA ce cho01iaBa 3a CHHIpOM Ha TyMopeH pasman (tumour lysis
syndrome,TLS). [TanueHTHTE ¢ pUCK OT CHHAPOM Ha TYMOPEH pasMaj ca Te3: ¢ BUCOKO TYMOPHO
HaTOBapBaHe MPEJIH 3aM0YBaHe Ha jedeHueTo. [larueHTure TpsioBa 1a ce mpocieIsBaT BHUMATEIHO U
Jla ce B3eMAT IOIXOIAIIH MPEANA3HH MEPKH.

HemenanomeH KoxeH pak

HemenanoMHUTE BHIOBE KOKEH pak c€ ChOOIIABAT IMO-9€CTO NPH MAIUEHTUTE, JICKYBAHH C
IMBRUVICA, 0TKOJIKOTO IpHY TAITUEHTUTE, JIEKYBAaHHU C KOMIIApaTOpH, B COOPHHUTE CPABHUTEITHH
panmomMu3upanu npoyusanus (asa 3. [lanueHTure TpsOBa 1a ce HaOIIOJABAT 3a MMOsBA HA
HEMEJIAHOMEH KOKEH paK.

XUNEPTOHUS
[Ipu naunentu, nexyBanu ¢ IMBRUVICA, Bb3HuKBa xunepronus (Bx. Touka 4.8). PenoBHO

MpociesIBaliTe apTePUATHOTO HAJIATaHe Ha ManueHTure, iekysanu ¢ IMBRUVICA, u 3amounere ninu
KOpHUTHUpaiTe aHTUXHUIIEPTEH3UBHATA Tepanus B xoa Ha jJedeHueto ¢ IMBRUVICA, xakro e
MOAXOMAILO.



XemodaronurHa auMboxucTronnTo3a (XJX)

CpobmraBat ce caydan Ha XJIX (BKIIFOUATETTHO JICTATHA CIydaun) TIPH TAIlEHTH, JIEKYBaHH C
IMBRUVICA. XJIX e xuBoTO3acTpallaBall CHHIPOM C [1aTOJOTUYHA UMYHHA aKTUBALIUA,
XapaKTepu3upall ce ¢ KTMHUYHM IPU3HALK U CUMIITOMH Ha TEKKO CUCTEMHO Bh3naneHue. XJIX ce
XapaKTepHu3upa ¢ TOBUIIIEHA TEMIIePaTypPa, XeMaTOCITICHOMET A, XUIIEPTPUTITUIICPUAECMHS, BUCOK
cepyMmeH (peputH 1 uronernd. [lanmentuTe TpsadBa ga ca mHGoOpMUpaHu 3a cuMitomute Ha XJIX.
[TateHTHTE C paHHU MIPOSBHY HA MAaTOJIOTMYHA UMYyHHA aKTHBaLuUs TpsiOBa He3a0aBHO a ObaAT
OIIEHEHHM, KaTO ce uMa npeaBu quarnosa XJIX.

JlekapcTBEHU B3aMMOJICHCTBUS

EnnoBpemenHoTo npuiokeHue Ha MoutHu win ymepenu CYP3 A4 naxuburopu ¢ IMBRUVICA moxe
Jla T0BEJIE 10 MOBUILEHA EKCIIO3UIMS Ha HOPYTHHUO U CI€0BATENHO A0 M0-BUCOK PHUCK OT
TOKCHYHOCT. ThKMO 00paTHOTO, €THOBPEMEHHOTO MpHiIokKeHne Ha MHAYKTOpH Ha CYP3 A4 moxe na
JoBene 10 HaMmassiBaHe Ha excriosunusaTa Ha IMBRUVICA u cnepoBaTenHo UMa pHUCK OT JIUIICA Ha
e¢pukacHoct. CnemoBarenHo exHoBpemenHaTa ynorpeda Ha IMBRUVICA ¢ MomHan mHXHOUTOpH Ha
CYP3A4 n moutan unn ymepenu uaayktopu Ha CYP3A4 tpsi6Ba na ce n304rBa, KOrato € Bb3MOXKHO,
1 €IHOBPEMCHHO IMPUJIOKCHUC Tpi[6Ba Ja c€ uMa nNpeaBuJ CaMo KOraTto MOTCHUHUAIHUTE I1OJI3U SICHO
NPEBUIIABAT IOTEHIMATHUTE pucKoBe. [lanmenTure TpsiOBa na ObaaT HAOIIOAABAaHU BHUMATEIHO 32
npm3Hanu Ha TokcndHocT Ha IMBRUVICA, ako TpsioBa na ce m3monsBa CYP3A4 uaxuburop (BX.
Touku 4.2 u 4.5). [lanmentute TpsOBa na ObJaT BHUMATEIHO HAOII0JaBaHU 32 MPU3HAIM HA JIUTICa Ha
epukacaoct Ha IMBRUVICA, ako TpsiOBa na ce n3nonssa uaaykrop Ha CYP3A4.

Kenu c nerepojieH noTeHUyan
Xenu ¢ geTepoieH MOTEHIMAT TPsOBa a H3MOI3BAaT BUCOKO e(PeKTHBEH METOJI Ha KOHTPAIICIIIHS 110
Bpeme Ha npuema Ha IMBRUVICA (Bx. Touka 4.6).

IToMOIIHY BELIECTBA C U3BECTHO ACUCTBUE
Bcsika kancyna cpabpika mo-manko oT 1 mmol Hatpwuii (23 mg), T.€. IPaKTUYEeCKU HE ChIbpiKa
HaTpuil.

4.5 BzaumoaeicTBHE ¢ APYTH JeKAPCTBEHH NMPOAYKTH U APYru GopMHU HA B3auMoJelicTBHE
No6pyTHN6 ce Merabonu3upa ocHOBHO 4pe3 uroxpoM P450 3A4 (CYP3A4).

CpencTBa, KOUTO MOTaT Jia TOBUIIAT [JIa3MEHUTE KOHLICHTPAUU Ha HOPYTHHUO

Ennospemennara ynorpe6a Ha IMBRUVICA u nekapcTBeHH NPOAYKTH, KOUTO MOLIHO MM YMEPEHO
naxubupar CYP3A4, Moxe 1a yBEeNW4IH €KCIO3UIHSITa Ha HOPYTHHNAO W MOIIIHU HHXUOUTOPH Ha
CYP3A4 tpsibBa na ce u30srear.

Mownu unxubumopu na CYP3A4

EnHoBpeMEeHHOTO MpUIIOKEHHNE Ha KETOKOHA30J1, MHOTO MollleH naxuoutop Ha CYP3 A4, npuer Ha
rimagHO Tipu 18 31paBu 1oOpoBoIH, MoBHIIaBa eKcrno3unuaTa (Cmax 1 AUC) Ha HOpyTHHHO
cbOTBETHO 29 1 24 mbT. CUMYJIALNK C U3II0JI3BaHE HA YCIOBHS HA IMIaJHO JaBaT OCHOBAHHUE Ja Ce
npenmnosnara, ¢ MomHUAT CYP3 A4 naxuOuTtop KnaputpoMuiinH, Moxe fa yBemnan AUC Ha
nopyTuHHO ¢ KoeduueHt 14. Ilpu nanuenT ¢ B-kiieTh4HM 3110KaueCTBEHU 3a00JIBaHMs, IPHEMAIIN
IMBRUVICA ¢ xpana, eTHOBpeMEHHOTO NPHIOKEHNE Ha MOoIHUS nHXuOUTOp Ha CYP3A4
BOprKOHa30J1 yBenu4aBa Cmax 6,7 mbt 1 AUC 5,7 mpTH. YTIoTpebaTa Ha MOIIIHA HHXUOUTOPH Ha
CYP3A4 (manp. KeTOKOHA30J1, HHIWHABUDP, HeN(UHABUD, PUTOHABHP, CAKBIHABHP, KIIAPUTPOMHULIMH,
TEJIMTPOMULIUH, UTPAKOHA30J1, Heda300H, KOOUIIUCTAT, BOPUKOHA30JI M [T03aKOHA30I1) TpsiOBa Aa ce
n30sarBa. AKO 1oJI3aTa HaIBUIIIaBa PUCKA U TPsOBa 1a ce u3moi3Ba MoieH naxuonTop Ha CYP3A,
no3ara Ha IMBRUVICA Tpsi6Ba na ce nHamanu 1o 140 mg (eHa Karicyna), IoKaTo ce mpuiiara
uaxuouTopsT, i IMBRUVICA na ce npeycTaHOBY BpeMeHHO (3a 7 JHU WIN TT0-MaJIKO).
[NanuenTsT TpsiOBa 12 ce HaOMI01aBa BHUMATEIHO 38 TOKCUYHOCT U Ja C€ CIIeIBaT yKa3aHHATA 3a
MpOMsTHA Ha J103aTa, aKko € HeoOoxoanmo (BX. Touku 4.2 u 4.4).



Ymepenu unxubumopu na CYP3A44

IIpu maruenTy ¢ B-kineTpunn 3mokadecTBeHN 3a0omsaBanms, mpuemariy IMBRUVICA ¢ xpana,
€IHOBPEMEHHOTO MpuiiokeHue Ha nuxuouropa Ha CYP3A4 eputpomunyn yBennyaBa Cmax 3,4 IbTH U
AUC 3,0 mpTu. AKO € IOKa3aHO NpUIIoKeHHeTo Ha ymepeH uaxuoutop Ha CYP3A4 (nanp.
(hIyKOHa30J1, epPUTPOMHUIINH, AMIIPEHABHP, AllPETTUTAHT, aTa3aHaBUP, TUTPOQIOKCAIIIH, KPU3OTHHHUO,
IaTHa3eM, Gho3aMIIpeHaBUpP, IMATHHHO, BEpariaMill, aMHOIapOH B IPOHEIapOH), 103aTa Ha
IMBRUVICA Ttpsi6Ba na ce Hamanu 1o 280 mg (1Be KarcyJin) 1mo BpeMe Ha U3MO0JI3BaHEeTO Ha
naxuouTOopa. IlarmerTsT 1a ce HabMoaBa BHUMATETHO 32 TOKCHYHOCT | J]a C€ CJIEJIBAT HACOKUTE 3a
amanTUpaHe Ha J03aTa, ako € HeoOXoauMo (BK. Touku 4.2 u 4.4).

Jlexu unxubumopu na CYP3A44

Cumynanuu ¢ U3M0JI3BaHE Ha yCJIOBUS Ha IJIaJIHO AaBaT OCHOBAHME J1a CE IPEeAIoara, 4e JeKUTe
naxubutopu Ha CYP3A4 asutrpomunus u ¢pnyBokcamun morat aa yeeandatr AUC Ha uOpyTHHUO ©
< 2 mpTH. He ce Hanara kopekuus Ha 103aTa B KOMOMHAIMS C JIeKH MHXUOUTOpH. [lanmeHTsT na ce
Ha0Jr01aBa BHUMATEIHO 32 TOKCUYHOCT U []a ce CJIelBaT HACOKUTE 3a aJlaliTUpaHe Ha 103aTa, ako €
HE00X0IUMO.

EnHOBpeMEHHOTO MpPUIIOKEHHE Ha COK OT rpeindpyT, chabpikant naxuoutopu Ha CYP3A4 npu ocem
3[paBU HHIUBHUIM, BOJU 10 oBuIIeHa eKcro3unus (Cmax 1 AUC) Ha HOpyTHHUO CHOTBETHO C OKOJIO
4 u 2 meTu. ['pefindpyTHTe U CEBIICKUATE MOPTOKAIH TPAOBa 1a ce M30rBaT 10 BpeMe Ha JISYCHHUETO
¢ IMBRUVICA, T5i1 kato Te chabpxat ymepenu naxuouropu Ha CYP3A4 (Bxk. Touku 4.2).

CpencTBa, KOUTO MOTaT 12 NOHIKAT IIa3MEHUTE KOHLICHTPAUU Ha HOPYTHHUO
[TpuemsT Ha IMBRUVICA ¢ nanykropu Ha CYP3A4, Moxke 1a HaManu 11a3MeHUTE KOHIICHTPAIHN
Ha UOpyTHUHHO.

EnroBpeMeHHOTO npHIiiokeHne Ha pudamnunyH, MortieH naaykrop Ha CYP3A4, npu 18 3apaBu
JOOpPOBOJIIY HA TTIaTHO, HaMallsiBa ekcro3unusaTa Ha HOpyTHHUO (Crax 1 AUC) cbe choTBETHO 92 1
90%. Jla ce n304rea enHoBpeMeHHarTa ynoTpeba Ha MoutHu uin ymepenu CYP3 A4 unaykropu (Hamp.
kapOamasenuH, pudamnuuut, peauronn). [Ipenapaty, cbabpsKally XbJIT KAHTAPUOH Ca
NPOTHBOIIOKa3aH! 1o BpeMe Ha jieuenuetro ¢ IMBRUVICA, Twit kato edukacHocTTa MOXe 1a Obe
HamaseHa. [la ce OOMHUCIAT aNTepHATUBHH CPEACTBA, KOUTO Mo-cnabo uaayknupat CYP3A4. Ako
oJI3aTa HaJIBUIIaBa PUCKA U € HEOOXOAUMO H3IIOI3BaHeTO Ha MoleH i ymepeH CYP3A4
HHYKTOp, HaOJIF01aBaiiTe BHUMATEIHO MAIMEeHTA 32 JIMICa Ha epUKAacHOCT (BXK. TOUku 4.3 u 4.4).
JlekuTe MHIYKTOPHM MOTaT Jia ObAatT u3noyi3Banu eaHoBpeMenno ¢ IMBRUVICA, o6aue, naiueHTHTe
TpsiOBa J1a ObaT HAOIOIaBaHH 3a TIOTEHIIMAITHA JIUIICa Ha €PUKACHOCT.

NoOpyTHHHO MMa pa3TBOPUMOCT, 3aBHCHUMa OT pH, ¢ mo-HHCKa pa3TBOPUMOCT MPH MO-BUCOKO pH.
HabnronaBana e mo-Hucka Cmax Ha TNIQIHO MIPH 37paBU JOOPOBOIIIIM, HA KOUTO € MpriiokeHa 560 mg
eAMHUYHA J103a nOpyTHHMO cinen npueM Ha 40 mg oMenpa3oil BeIHBK JTHEBHO B IIPOABIDKEHUE HA

5 nuum (Bk. Touka 5.2). Hama qokasarencTsa, ue mo-HuckaTa Cmax OM MMajia KIMHAYHO 3HAYEHUE U
JIEKapCTBEHUTE MPOILYKTH, KOUTO OBUIIIABAT cToMamHoTo pH (Harmp. MHXMOUTOPH Ha IPOTOHHATA
MIOMIIa) Ce U3I0J3BAT 0€3 OrpaHUYCHHUS B OCHOBHUTE KIIMHUYHY IPOYUIBAHUS.

CpecTBa, YMUTO MJIa3MEHU KOHIICHTPAIIMHM MOYKE JIa CE MOBJIMSIT OT HOPYTHHUO

N6pyTnaNO e naxnbutop Ha P-rmukonporenHa (P-gp) n Ha mpoTernHa Ha PE3UCTEHTHOCT Ha paka Ha
rbpaata (breast cancer resistance protein, BCRP), in vitro. Tsii kato JuncBaT KIWHWYHA JaHHH 32
TOBA B3aUMOJICHCTBHE HE MOKE JIa c€ U3KIIIOUH, Y€ HOPYTHHUO OM MOTBII Jla HHXUOMpa upeBHus P-gp
u BCRP cnen tepaneBTryHa 103a. 3a 1a c€ HAMaJIH MMOTSHITMATBT 32 B3aUMOJICHCTBHE B CTOMAIITHO-
YpeBHHUSA TPaKT, cyocTpaTu Ha P-gp mimu BCRP, ¢ Tecen TepaneBTiueH auana3oH 3a MepopaiHo
MIPUJIOKEHUE, KaTO TUTOKCHH TN METOTPEKCaT, TPSOBa Jla ce B3eMaT Hail-MaJKo 6 yaca Ipeay Uin
cinen npuem Ha IMBRUVICA. M6pyTuHn0 Mosxke cbiio aa nuxuoupa BCRP B uepaus apod u na
MOBHILIK CKCIIO3UIIMATA Ha JICKAPCTBEHHU POJIYKTH, KOUTO ca mojioxxeHd Ha BCRP-menuupan
4epHOAPoOeH e(IIyKC, KaTo PO3yBacTaTHH.




B npoyuBanmst Ha nu6pytrrn6 (420 mg) B komOuHaIus ¢ BeHeToxnakc (400 mg) mpu mamuentn ¢ CLL
€ Ha0JII0TaBaHO TTOBHUIIICHIE HAa EKCTIO3UITNATA Ha BEHETOKIIAKC (MTPUOIU3UTENHO 1,8 MBTH BH3 OCHOBA
Ha AUC) B cpaBHEHHE C TaHHU OT MOHOTEPAIHS C BEHETOKJIAKC.

B nmpoyuBane 3a eKapCTBEHU B3aMMOAEHCTBHUS IPH NMALMEHTH ¢ B-KiIeThYHM 3710Ka4eCTBEHU
3a0oaBaHys, ennHUYHA 1032 560 mg nOpyTHHNO HE OKa3Ba KIIMHUYHO 3HAYNM e(eKT BbPXY
excnio3uusTa Ha cyoctpara Ha CYP3 A4 mumaszonam. B cbmioto npoyuBane, 2-ceIMUYHO JICYEHHUE C
560 mg uOpyTHHUO THEBHO, HAMA KIIMHUYHO 3HAYUM e(eKT BhpXY (hapMaKOKHMHETHKATA Ha
MIEPOPATTHUTE KOHTPAIENTHBY (€THHUIIECTPAINOI U JIEBOHOprecTpen), cyoctpara Ha CYP3A4
MUJIa30J1aM, HUTO BBpXY cyoctpara Ha CYP2B6 OymponuoH.

4.6 @epTHIUTET, OPEMEHHOCT U KbpMeHe

Kenu ¢ nereponen norennnan/Kontpanenuus npy KeHu

B13 ocHoBa Ha Haxonkute npu kuBoTHH, IMBRUVICA Moxe ma mpuinHN yBpeXIaHe Ha TUI0AA,
KOTaTo ce Tpuiiara mpu OpeMeHHH eHH. JKeHuTe TpsOBa 1a u30srBart na 3adpeMeHsBaT, T0KaTo
npuematr IMBRUVICA u 10 3 Mecena cien npekpaTsiBaHe Ha jiedeHreTo. ClieI0BaTSIIHO KEHH C
JIETepOJIeH TIOTEHITHAT TPSOBa J1a M3MOA3BaT BUCOKO €(PEeKTUBEH METO]I 32 KOHTPAIICTIIIHS 110 BpeMe Ha
npuema Ha IMBRUVICA u B npoabsbKkeHUE Ha TPU Mecelia Clie]] IpeKpaTsBaHe Ha JICYCHHUETO.

bpemenHocT
IMBRUVICA =e Tpsi6Ba 1a ce nmpuiara o Bpeme Ha OpeMeHHOCT. JIuticBaT naHHu OT ynorpebaTta Ha

IMBRUVICA npu 6pemennu xenu. [IpoyuBaHusTa npy )KUBOTHHA TIOKa3BaT PENPOYKTHBHA
TOKCHUYHOCT (BXK. TOuka 5.3).

Kepmene
He e u3BecTHO nanu HOpYyTUHUO MIM HETOBHTE META0OJIUTH CE CKCKpPEeTHpaT B KbpMmarta. He Moxxe 1a

ce U3KJII0YM PUCK 3a KbpMadeTaTa. KbpMeHeTO TpsOBa /1a ce IpeyCcTaHOBHU 110 BpEME Ha JICUEHUE C
IMBRUVICA.

Deprunurer
He ca nabnronaBanu eekT BEpPXy (pepTHINTETA WIIH PETIPOIYKTHBHATE CTIOCOOHOCTH Ha MBXKKH TN

JKEHCKH TUIBXO0BE JI0 MaKCUMaJIHaTa TecTBana jo3a - 100 mg/kg/nen (doBerika eKBUBaJICHTHA 7034 -
Human Equivalent Dose [HED] 16 mg/kg/nen) (Bx. Touka 5.3). JIunceat gaHHA OTHOCHO epekTa Ha
UOPYTHHUO BBPXY (PePTHIIMTETA IIPH XOpa.

4.7 EdexTn BbpXy cniocodHOCTTA 32 moupaHe U padoTa ¢ MaIIUHA

IMBRUVICA noBnusiBa B MaJika CTeTIeH CHOCOOHOCTTA 3a IodupaHe ¥ paboTa ¢ MaluHu.

ITpu vakou manuenty, npuemain IMBRUVICA, ca cro61maBany ymopa, 3amaiiBaHe U acCTeHHS U TOBa
TpsI0Ba /1a ce UMa IIPeABU IIPH OLIEHSIBAHETO Ha CIIOCOOHOCTTA Ha MAalMeHTa 3a MOo(pUpaHe W
paboTa ¢ MalIvHY.

4.8 Hexenanu JJeKapcTBeHH peaKuu

O606uienre Ha npoduna Ha Ge30MacHOCT

Haii-gecto cpemanure Hexxenanu peakiun (> 20%) ca nuapusi, HEyTPOTIEHUS], MyCKYJTHO-CKEJIeTHa
00J1ka, KPHBOU3IIMB (HAIp. KPhBOHACAAAHHS), OOPUB, TajIeHE, TPOMOOIIUTOIICHUS, APTPAJITHUS U
MH(EKIHA Ha TOPHUTE AMXATeIHU MbTHIIa. Half-uecTo cpelannTe HexenaHu peakiuy

crered 3/4 (> 5%) ca HeyTponeHus, TUM(POINUTO3a, TPOMOOIUTONICHHS, XUTIEPTOHMS U ITHEBMOHHUSL.

TaOnuyeH cMChbK Ha HEXEJTAHUTE PEaKIUn

[IpodpmrbT Ha Ge3omacHoCT ce 6a3upa Ha cOopHuTe naHHU OT 1 981 manuenTy, JeKyBaHH C
IMBRUVICA B yeTnpu KIMHUYHY NPOyYBaHus (a3za 2 ¥ 0ceM paHIOMU3NPAHU MPOyYBaHus dasza 3 u
OT ocTMapKeTHHTOBUsI onuT. [larmenTure, nekysanu 32 MCL B KIIMHUYHU POYYBaHMUS, Ca
nonyuaBanu IMBRUVICA 560 mg Beaubx THEBHO, a manueHTHTe, iekyBanu 3a CLL nim WM B
KJIMHUYHY Tpoy4BaHus, ca nonydasand IMBRUVICA 420 mg Benubk JHEBHO. BCHuky manueHTH,
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y4acTBaJIM B KIMHUYHU Ipoy4BaHus, ca noixydasaau IMBRUVICA no mporpecust Ha 3a00J1BaHETO
WJIN 10 HEMOHOCUMOCT KBbM TepanusTa ¢ u3kioueHre Ha npoyuBanmsita ¢ IMBRUVICA B
KOMOWHAIUs C BEHETOKIIAKC, MPH KOUTO MAIMEHTUTE Ca MOJIyYaBajin JeUeHue ¢ PUKCHpaHa
npoabokuTenHoct (nmpoyuBanus CLL3011 u PCYC-1142-CA). Meauanara Ha NpoIbKUTEIHOCTTA
Ha nedennero ¢ IMBRUVICA B cOopuus Habop oT manuu ¢ 14,7 Mecena. Meauanara Ha
MpOIBIDKATETHOCTTA Ha tedueHneTo Ha CLL/SLL e 14,7 mecena (mo 52 mecena); MCL e 11,7 mecena
(mo 28 mecena); WM e 21,6 mecena (1o 37 mMecena).

Hexxenanute peakuuy npy NauneHTH, JIEKyBaHU ¢ HOPYTHHUO 32 B-Ki1eThuHN Heoua3Mu u
HE)KENaHUTE PEaKIUH OT HOCTMAPKETUHTOBHSI OIUT, ca M30POSHH MO-I0JTy O CUCTEMO-OPraHeH KJac
U ca TpyIUpaHu 1o yectoTa. YectoTuTe ca nepUHUPaHU KaKTo cieaBa: MHOro yecTd (> 1/10), uectn

(> 1/100 mo < 1/10), meuectu (> 1/1 000 mo < 1/100), pemxu (>1/10 000 mo <1/1 000), ¢ HEn3BeCTHA
4yecToTa (0T HAIMYHKUTE JJAHHU HE MOXKe Ja ObJie HanpaBeHa orieHka). [Ipu Besiko rpynupane B
3aBHCHUMOCT OT Y€CTOTATa, HEXKETAHUTE JICKAPCTBCHU PEaKIMU ce U30POsBAT B HU3XOISIL Pe]l 110
OTHOIIICHUE HAa TSIXHATA CEPHO3HOCT.

Taonuma 1. Hexenanu peakuuu, CbOOIEHH B KIMHUYHATE MPOYYBAHUS MJIH 10 BpeMe Ha

MOCTMAPKETUHIOBOTO Ha0JII0IeHHe NP1 NAIMEHTH C B-kJjeTb4eH THII 3JI0KaYeCTBEeHH

3abosBanus '
CucreMo-opraseH Kjiac Yecrora Hexenanu peakuuu Benukn
(Bcuuku CTeNeH!u Crenen 23
(%)
cTeneHn) (%)
Wudeximu u uadectanuu | Muoro yectd | [Tuepmonus™” 12 7
WH}peKIMs Ha TOPHUTE TUXATEITHH 21 1
IBTHIIA
Mndexnus Ha KoxaTa* 15 2
Yectu Cerncuc*” 3 3
HH}peKkus Ha TMKOYHUTE MHTUILA 9 1
Cunysut* 9 1
Heuectn KpunroxokoBu nadexuuun* <1 0
Wndexmmu ¢ Pneumocystis* * <1 <1
WNudexkuun ¢ Aspergillus* <1 <1
PeakrnBupane Ha xenarut B@ # <1 <1
Heomnazmu — Yectn Hemenanomen koxeH pak™ 5 1
JIOOPOKAYECTBCHH U BazamHOKIEeTHUCH KapIIUHOM 3 <1
3JI0Ka4eCTBEHH (BKIL CKBaMO3HOKJIETHYCH KapLIHHOM 1 <1
KHCTH Y TIOJIHITH)
Hapymenus va kppBra 1 | MHOro yectd | HeytponeHus 39 31
nuMbHaTa cuctema TpomGonuToneHns 29 8
HI/IM(i)OL[I/ITOBa* 15 11
Yectn OeOprTHa HEYTPOTICHUS 4 4
JleBkonmTO3a 4 4
Penxn JleBKOCTa3eH CHHAPOM <1 <1
Hapymenus Ha mmyHHata | YecTtn HnTepcrununanaa 6enoapodHa 2 <1
cucrema Gomect**
Hapyumenus va Yectu XunepypukeMust 9 1
MeTabonm3Ma U xpaHeHeTo | Heuectu CuHpOM Ha TYMOpEH pa3naj 1 1
Hapymienus Ha HepBHaTa | MHoro uectn | 3amaiiBane 12 <1
cucreMa ['naBoOoJHe 19 1
Yectu [epudepna meBpomaTus™ 7 <1
Heuectu MO3BYHOCHIOB UHIUIEHT" <1 <1
[Ipexoana ncxemuyHa araka <1 <1
VcxXeMuueH HHCYNIT <1 <1
Hapymenus na ounre Yectn 3aMBbIIICHO 3pEeHUe 6 0
Heuecru KpbBoM3/1HB B ountet <1 0
ChbpleyHn HAPYIIEHUS Yectn Chbp/iedHa HEIOCTATHIHOCT * 2 1
TIpenchbpAHO MEXKIEHE 8 4
Heuectu KamepHa Taxuaputmus* 1 <1
CepaedeH apect” <1 <1
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Cb0BU HapylIEHUS Mmoro sectn | Kpsonsus** 35 1
KpbBoHacsaganus™* 27 <1
Xunepronus* 18 8
Yectu Enucrakcuc 9 <1
[eTexun 7 0
Heuectu Cy6mypanen xemaTom” 1 <1
CroManrHo-4peBHU MpeHoro yectu | [napus 47 3
HapyIICHAS [oBpbmane 15 1
Cromatut* 17 1
Tanene 31 1
3anek 16 <1
Hucnencust 11 <1
XenatoOwnapHu Heuectu YepHoapoOHa He nocrarbuHocT* <1 <1
HapyLIeHHs
Hapymenus Ha koxkatau | MHoro uectn | O6puB* 34 3
MOJKOXHATa ThKaH Yectu Yprukapus 1 <1
Eputem 3 <1
UynnuBocT Ha HOKTUTE 4
0
Heuectu AHrmuoeaem <1 <1
[Tarukymur* <1 <1
HeyTtpoduasu nepMaTo3u’ <1 <1
ITnoreHeH TPaHyIoOM <1 0
Penxn CunzpoM Ha Stevens-Johnson <1 <1
Hapymenus Ha MyckyiiHO- | MHOTO YecTn | ApTpayirust 24 2
CKeJIeTHATa CUCTEMa U MyckynHu cnazmMu 15 <1
ChCIMHUTEIIHATA ThKaH MycKkynHo-ckeseTHa 6oka*® 36 3
HapymeHHﬂ Ha 61)6peLu/1Te Yectn OCTpO YBpeXIaHe Ha 6B6p€HI/IT€# <2 <1
Y MMUKOYHUTE MHTHIIA
OO0 HapyIIeHUs U Msmuoro uectn | I[lupekcus 19 1
CBCTOSIHUS HA MSICTOTO Ha Iepudepen orok 16 1
NPUJIOKEHHUE
W3cnenBanus Yectu IloBullleH KpEaTUHUH B KPBBTA 10 <1

YecToTHTe Cca 3aKPBIICHHU JO Half-OJIM3KOTO ISLIO YUCIIO.

@%H*

BxirouBa ¢hOUTHS C JIeTaeH HU3X0/1.

BxirouBa MHOXECTBO TEpMHHH Ha HEKEITAHU PEAKIINT
B HsKoI ciydan, cBbp3aH ChC 3aryba Ha 3peHHe.

Wsnon3BaH e TepMuUHBT 3a mo-HUCKO HUBO (LLT).

Onucanue Ha U30paHu HEXKEJIaHU PEaKIIMU

Ilpeycmanosasane na reyeHuemo u HaMAaIA8aHe Ha 003ama NOPAOU HEXNCENAHU PeaKyull

Ot 1 981 nanuenty, nexyBanu ¢ IMBRUVICA 3a B-knetrsunu Heomnasmu, 6% npexpaTsBat
JICUCHUETO TTIABHO MOPA/IN HeXKellaHW peakluy. Te BKIFUBAT MHEBMOHUS, IPEACHPIHO MBXKIICHE,
HEYTpOIeHus, 00pHUB, TPOMOOIIMTONIEHHSI U KPBBOU3IHB. Hexkenanu peakiuy, JOBeNd 10 HaMallsiBaHe
Ha J1o3aTa ca HaOmogaBanu pu npuom3uTeaHo 8% oT manueHTHTe.

Cmapuecka 6v3pacm

Ot 1 981 nanuent, nexyBanu ¢ IMBRUVICA, 50% ca Ha 65-TonuiHa Bb3pacT Wi M0-Bb3PACTHH.
CrernieH 3 i no-Bucoka crenet maeBMonus (11% ot nanueHTuTe Ha Bh3pact >65 cripsamo 4%
NalMeHTH Ha Bb3pacT <65 roaunun) u tpombormtonenus (11% ot manmeHTuTe Ha B3pacT >65
cpsiMo 6% MaIMeHTH Ha Bb3pacT <65 roauHu) ce HaOIr0AaBa MO-4eCTO CPe/l MAIMSHTH B CTapyecKa
BB3pacT, jJekyBanu ¢ IMBRUVICA).

Jbarocpoyna 6e3onacHoct

AHanu3upaHy ca JaHHU 3a 0e30MacHOCTTa IpH npoabwkutenHo geuenne ¢ IMBRUVICA 3a

5 rogunu npu 1 284 nanmenTn (HenexyBanu gocera 3a CLL/SLL n = 162, ¢
peunauBupany/pedpakreped CLL/SLL n = 646, u ¢ penunusupany/pedpakreper MCL n = 370, u WM
n = 106). Meananata Ha npoAbKUTENHOCTTa Ha JieueHne npu CLL/SLL e 51 mecena (auana3oH ot
0,2 mo 98 mecena) karo 70% u 52% OT MaNMEHTUTE Ca MOIyYaBallv JICYCHHE ChOTBETHO TIOBEYE OT
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2 roauHY U 4 roauHu. MenuaHaTa Ha IpOabDKUTeIHOCTTa Ha jteueHue mpu MCL e 11 meceria
(mmamazoH ot 0 1o 87 mecena), kato 31% u 17% OT manueHTUTe ca MOoJy4YaBallv JIEYeHHE ChOTBETHO
noBeue oT 2 TOJAWHM U 4 TOANHA. MeuaHaTa Ha POIbDKUTESIHOCTTA Ha JieueHue mpu WM e

47 mecena (quanasos ot 0,3 10 61 mMecena), karo 78% u 46% OT MAIIMEHTUTE ca TOJTy4YaBallv JICUCHHUE
CBOTBETHO ITOBEYE OT 2 TOMWHU U 4 TONWHU. Y CTAHOBEHHST OO PO T Ha OE30TacHOCT TIPH
naruenTute ¢ ekcriozuiust Ha IMBRUVICA ocTaBa mocTosiHeH, HE ca YCTAHOBEHH HOBH JTaHHU
3acsiraiy 0e30MacHOCTTa C M3KIIOYCHUE Ha MOBHUILECHA YeCTOTa Ha XUIepToHus. YecToTaTta Ha
XHIIEPTOHMS CTENeH 3 min mo-Bucoka e 4% (roauna 0-1), 7% (roguna 1-2), 9% (roauna 2-3), 9%
(romuna 3-4), u 9% (romuna 4-5). O0mara yecToTa 3a S-roauniHus nepuon ¢ 11%.

[lennaTpuyHa momynanus

Ornenkara Ha 6€30MMacHOCTTa ce OCHOBaBa Ha JaHHM OT mpoyuBaHe ¢a3a 3 Ha IMBRUVICA B
KOMOWHAIHUS ChC CXeMa Ha JICYCHUE WM C PUTYKCHUMa0, udochamus, kKapOomiaTu, eTONo3u 1
nexcameta3oH (RICE), unu ¢ putykcumal, BAHKpUCTHH, Hochamu, KapOOIUTaTHH, UAAPYOUITMH U
nexcameta3oH (RVICI) kato ocHOBHA Tepamus WIH caMO OCHOBHA TEpaIwsl Py eAUATPUIHN U
MJIa¥ BB3PACTHH MAMCHTH (Ha BB3pacT oT 3 10 19 romuHn) ¢ penuauBrupa Wik pepakrepeH 3pst
B-knerpueH HeXOHKKUHOB TUMPOM (Bk. Touka 5.1). B ToBa mpoyuBaHe He ca HabIr01aBaHN HOBU
HEeXETIaH! PEaKIUH.

Crol1aBane Ha IOJ03UPAHU HEXKEJIaHU PEAKIIUH

CpoO11aBaHeTO Ha MO03UPAaHH HEXKEJIaHU PEeaKIUU CcJie]] pa3pelllaBaHe 3a yrnoTpeOa Ha JIeKapCTBEHUs
HPOAYKT € BaykHO. ToBa 1o3BosIsABa Aa NPOIB/DKH HAOIIOCHUETO Ha ChOTHOIICHUETO OI3a/PHUCK 3a
JIeKapCTBEHUS MPOAYKT. OT MEIMIIMHCKUTE CIICIIUAIIICTH CE M3MCKBA Jia ChOOIIaBaT BCSIKA
NO/I03MpaHa HeXeJlaHa PeaKlys ype3 Hal[MOHAIHATa CUCTeMa 3a ChOOIIaBaHe B!

W3nbaHUTENHA areHuus 1o JeKapcTBara

yi. ,,JJamsia ['pyeB” Ne §

1303 Cocpus

Ten.: +359 2 8903417

yebcaitt: www.bda.bg

4.9 TIlpemo3upane

Wma orpanndenu nanuu 3a epexrure ot npenosupane ¢ IMBRUVICA. He e nocturnara
MaKCHUMaJHaTa MIOHOCHMA J103a B TIpoyuBaHe (asa 1, B KOETO MalUeHTUTE ca MOITYYHITH JI0

12,5 mg/kg/nen (1 400 mg/mHeBHO). B oTnenHo mpoyuBaHe, Mpy €1H 3/IpaB MANUEHT, MOTyYrI 1032
ot 1680 mg, e HaOmogaBaHO 0OpaTHMO NOBUIIEHHE HAa YepHOApoOHHUTE eH3uMu CrerieH 4 [acapTat
amuHoTpancgepasa (AST) u anannn amuHoTpaHcdepasa (ALT)]. Hama cnenmuduien aHTHaoT 32
IMBRUVICA. TTaniueHTHTe, KOUTO MOr'BIHAT MTOBEUE OT IPENOPhUMTEIIHATA /1032 TPsiOBaA J1a ObaatT
CTPUKTHO MOHUTOPHUPAHH U J1a UM ObJie Ha3HAYECHO MMOIXOASIIO MOATbPKAILO JCUCHHE.

5. ®APMAKOJIOTMYHHA CBOMCTBA
51 @apmakoguHAMUYHM CBOMiCTBA

®dapMakoTepaneBTHYHA TPyIa: AHTHHEOIUIACTHYHU CPEJICTBA, MPOTeNHKUHA3HU nHXuouTopu, ATC
xox: LO1ELOL.

MexaHu3bM Ha AecTBUE

N6pyTnHUO € MolLIeH, HICKOMOJIEKYJICH MHXUOUTOP Ha TUPO3MHKMHA3aTa Ha Bruton (Bruton’s
tyrosine kinase, BTK). M6pyTiHHO 00pa3yBa KOBaJIEHTHA BPb3Ka ¢ IIUCTEUHOB ocTaThk (Cys-481) B
akTuBHUSA yyacThk Ha BTK, KoeTo Boau 10 NPOABIDKUTEIIHO MHXHUOWPaHe Ha €H3UMHATa aKTUBHOCT
Ha BTK. BTK, unen Ha cemelicTBoTO Ha Tec KMHA3UTe, € BayKHA CUTHAJIHA MOJIEKYJia Ha IbTUIIATa Ha
aHTHUTeH-pasno3HaBaius B-kierpuen penenrop (B-cell antigen receptor, BCR) u nuroknHOBHTE
pertenitopu. ITpTaT Ha BCR y9yacTBa B maToreHesara Ha HIKOJIKO B-KIeThUHH HEOIIa3MH,
BrrounteHo MCL, nudysen B-enpoknersuen mumdom (diffuse large B-cell lymphoma, DLBCL),
donukynapen aumdom u CLL. Kirouosata poss va BTK B curnanuzanusra upe3 B-knerbunure
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MOBBPXHOCTHH PELETITOPH BOJH 10 aKTHUBHpaHe Ha IbTUIIATa, HEOOXOANMH 3a IBIKEHHETO Ha B-
KIIETKHUTE, XeMOTAKCUC U aixe3us. [IpeIKITMHNYHN TIPOYYBaHUsI TOKa3Bar, 4e HOPYTUHUO e(heKTHBHO
MHXUOMpA 370KaYecTBeHaTa B-kieThuHa nposudeparus u in Vivo IpexuBIeMOCT, KaKTO U
KJIeThYHATA MUTPAIUS U KJIETKa-CyOCTpaT aaxe3usaTa in vitro.

B npenkanHIYHE TYMOPHH MOJIENIN KOMOMHAIMATA HA HOPYTHHHO M BEHETOKJIAKC BOJIH JI0 TIOBHIIIEHA
KJIEThYHA arloNTo3a U aHTUTYMOPHA aKTUBHOCT B CPaBHEHHE C BCSKO OT CPEJCTBATA, IPUIIOKEHH
camocrostenHo. Maxubupanero Ha BTK ot nbpytnan6 yBenmuasa 3aBucumoctTta Ha CLL xiretknTe
ot BCL-2, rsT Ha KJIeThYHA IPEKUBSIEMOCT, TOKaTO BeHeToKIake naxubupa BCL-2, koeTo Boaw 110
aronTo3a.

JlumdonuTosa

[Ipu 3amouBaHe Ha JieueHUE € HA0JII0JaBaHO 00pPaTUMO yBeIMYeHHE Ha Opos Ha nMdonuTute (T.¢.,
> 50% yBenuueHue cupsMo U3XOAHUTE CTOHHOCTH U abcooTeH Opoii > 5 000/ul), koeto yecto e
CBBP3aHO C HaMaJsiBaHe Ha TMM(paeHONaTHITa IPU OKOJIO TPH YeTBHPTH OT marmentute ¢ CLL,
nexyBaau ¢ IMBRUVICA. To3u edexr chiio ce HabIogaBa mpu OKOJIO €IHA TPETA OT MAIUEHTHTE C
pernuBupaiia win peppakrepua MCL, nekyBanu ¢ IMBRUVICA. HabnrogaBanara tuM@orurosa e
¢dapmakogHaMudeH eheKT U He cie/lBa Aa Ce CUMTa 3a MPOrPecupaIrio 3a00JsIBaHe IMPH JIUTICa Ha
JIPYTH KIMHIYHU Haxonku. M mpu nBata tuma 3a0omsBade, 1TuM(oIruTo3a 00MKHOBEHO BH3HUKBA IO
BpeMe Ha mbpBHsl Mecer oT JieueHueTo ¢ IMBRUVICA n 00MKHOBEHO OTIIYMsIBa B paMKHUTE Ha
cpenno 8,0 cemmury npu narueHTr ¢ MCL u 14 cenmunu npu nanuenT ¢ CLL. [Tpu Hakou
MAIMEeHTH ce Ha0III01aBa TOIISIMO YBEIHMUeHHE Ha OpOst Ha IIUPKYJIUPAIIUATE TUMQPOLIUTH

(mamp. > 400 000/ul).

[Tpu marmmentn ¢ WM, nexysanu ¢ IMBRUVICA, He e HaOmonaBana mumM¢ponnTo3a.

In vitro TpoMOonLMTHA arperaims

B enHo npoyuBane in Vitro ubpyTHHUO MoKa3Ba MHXUOMPaHE HA MHIyLUpaHaTa OT KOJIAareH arperamus
Ha TpoMmOonmTuTe. UOpYyTHHNO HE TTOKa3Ba 3HAYMMO HHXHUOWpaHe Ha arperanusaTa Ha TpPOMOOIIUTHTE
TIPU MU3II0JI3BaHE Ha APYTH arOHUCTH HAa TPOMOOIIMTHATA arperarusl.

Edekt Bepxy QT/QTc uaTEpBalia ¥ ChpACYHATA €IEKTPODOUUOIOTHS

EdexrsT Ha nOpyTHHUO BHpXy QTC MHTEpBaNa € oreHeH mpu 20 31paBu MbXKe U )KEHU B
PaHIOMHU3UPAHO, IBOMHOCIIINO, OCHOBHO npoyuBaHe Ha QT ¢ muiane0o 1 MoJI0KUTETHH KOHTPOJIH.
[Ipu cynparepaneBTuuHa no3a ot 1 680 mg, nbpyTnan6 He yapmkaBa QTc nHTEpBaNa 10 KIMHUYHO
3HauuMa creneH. Hali-Bucokara ropHa rpanuna Ha asyctpanHust 90% Cl 3a KopurupaHuTe cpeiHu
Pa3JIMKU Ha U3XOJHO HUBO MeX 1y HOpyTHHHO U miare6o e mox 10 ms. B cbiioro npoyusane €
HaOJro1aBaHo cKkbesiBaHe Ha QTc nHTEpBaia B 3aBUCUMOCT OT KoHIeHTpanusTa (-5,3 ms [90% CI:
-9,4, -1,1] iput Ciax 0T 719 ng/ml cnen cynparepaneBriyna no03a ot 1 680 mg).

Kinnnnuna edukacHoCT ¥ 6€300aCHOCT

MCL

be3onachocrra u epukacHoctra Ha IMBRUVICA npu nanyeHTy ¢ penuauBupani win pedppakrepeH
MCL ca olieHeHH B OTBOPEHO, MHOTOLIEHTPOBO mpoyuBane ¢aza 2 (PCYC-1104-CA), Bxirro4BaIo
111 narmentu. Meauanara Ha Be3pacTTa € 68 roqunu (quamazoH: ot 40 o 84 roguan), 77% ca Mbxe
1 92% ca ot Ostara paca. [lanuenTu ¢ GpyHKIMOHANEH cTaTyc 3 win nosede chriacHo ECOG ca
W3KITIOYEHU OT Mpoy4BaHeTo. MenaHara Ha BpeMeTO OT IMOCTaBSHETO Ha TuarHo3ara e 42 meceria, a
MenuaHaTa Ha Oposi Ha MpeAnLIHNTE JeueHus € 3 (auanas3oH: ot 1 1o 5 neuenus), BKIoUnTeHo 35%
¢ TIpeAIIecTBaIa XUMAOTEPAITHS ¢ BUCOKH 1103H, 43% ¢ mpemmecTBaria Tepanus ¢ 6oprezomud, 24%
¢ TpeauIecTBala Tepanus ¢ JieHanmuaomu u 11% ¢ npenniecTraiia TpaHCIUIAHTAIUS HA aBTOJIOKHH
WM aJIOTeHHU CTBOJIOBU KileTKU. Ha u3xomHo HUBO 39% OT manueHTuTe MMaT MacuBHO 3a00JIIBaHe
(=5 cm), 49% umar ckop 3a BUCOKa CTeIeH Ha pUCK 1o OnpocTeHHsI MEXyHApOeH MPOTHOCTHYCH
uHJIeKe 3a ManTenHokieTbueH JuMpom (Simplified MCL International Prognostic Index, MIPI) u
72% ca ¢ HanpeaHao 3a00/sBaHe (EKCTPAHOAATHO W/HIIN ChC 3acsAraHe Ha KOCTHUS MO3bBK) ITPH
CKPHHUHTA.
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IMBRUVICA ¢ npunaras nepopaino 560 mg BeqHbX IHEBHO JI0 IPOrPECHs Ha 3a00JIBaHETO UITH
HETPUEMJINBA TOKCUYHOCT. OTrOBOPHT HAa TYMOPA CE OIICHSABA B ChOTBETCTBUE C KPUTCPUHTE HA
peBusnpanara MexayHnapoana paborna rpymna (International Working Group, IWG) 3a HEX0KKHHOB
mumpom (non-Hodgkin’s lymphoma, NHL). [TspBuunara kpaiiHa Touka mpu TOBa Mpoy4YBaHe €
OIICHEHaTa OT M3CJeA0BaTeNs CTereH Ha o011 oTroBop (overall response rate, ORR). OtroBopute KbM
IMBRUVICA ca nokazanu B Tabnuna 2.

Tao6auna 2: ORR u DOR npu nanuenTH ¢ penuaupupain win peppaxkrepeds MCL
(ITpoyuBane PCYC-1104-CA)

Oomo
N=111
ORR (%) 67,6
95% CI (%) (58,0: 76,1)
CR (%) 20,7
PR (%) 46,8
Menuana Ha DOR (CR+PR) (Mmecerm) 17,5 (15,8, NR)
Mennana Ha BpeMeTO [0 TbPBOHAYAJIIEH OTTOBOP, MecenH (Ihana3oH) 1,9 (1,4-13,7)
Mennana Ha Bpemero 10 CR, Mecenn (quamna3oH) 5,5 (1,7-11,5)

Cl = nosepurenen untepsar; CR = mbier orroBop; DOR = npoabipkutenHocT Ha otroBopa; ORR = cremen Ha 0011
otroBop; PR = uactuuen orrosop; NR = HernocTursar orroBop

Jlannute 3a eukacHOCT, KOUTO ca onieHeHn oT Komucus 3a HesaBucuma oreHka (Independent Review
Committee, IRC), mokaszBar 69% ORR, 21% nwiien otrosop (CR) u 48% yactuuen orrosop (PR).
N3uncnenata ot IRC Mennana Ha IPOABJDKUTEIHOCT Ha OTroBopa € 19,6 mecena.

Oo6mwst orroop kbM IMBRUVICA e HezaBuCHM OT IPEAXOHO JieUeHHe, BKIIOYBAII0 OOPTE30MU0
Y JICHAJIMIOMUJ WK HaJIMYUe Ha PUCKOBU/IPOTHOCTHYHM (aKTOPH, MACUBHO 3a00JIs1BaHe, TOJI WIH
BB3PACT.

besonacnoctra u ehpuxacHocrra Ha IMBRUVICA ca nokasanu B €1HO paHIOMHU3HUPAHO, OTBOPEHO,
MHOTOLIEHTPOBO npoyuBane (aza 3, Bkimousaio 280 nauuentu ¢ MCL, kouto ca nonyuwin Hai-
Manko exHa npeaxoana tepanus (IIpoyusane MCL3001). [Tanenture ca pangomusupanu 1:1 ga
nonygaBaT IMBRUVICA nepopaiuo mo 560 mg BeHBK JHEBHO B IPOABIDKEHUE Ha 21 THU UTn
TEMCHUPOJIUMYC UHTPaBEHO3HO 1o 175 mg Ha 1, 8 u 15 neH oT mbpBUA LUKBI, IOCIEABAHO OT 75 M(
Ha 1, 8 u 15 neH Ha Bceku cneaBan] 21-1HEBEH LHUKBIL. JIeueHHEeTo B IBETE paMeHa Ha MPOYYBAHETO
MPObJDKABA JI0 IPOrpecksl Ha 3a00JIIBAHETO WIIM HEPUEMIIMBA TOKCUYHOCT. Meinanara Ha
Bb3pacTTa ¢ 68 roaunu (1uanason, 34 1o 88 roxunn), 74% ca mpxe u 87% ca OT eBpoOIEeHHATA paca.
Menunanara Ha BpeMeTO OT IOCTaBsiHE Ha AuarHo3ara € 43 Mecela, a MenuaHaTa Ha Opos ot
MIpEeANIITHUTE JieueHus € 2 (auamna3oH: oT 1 1o 9 nedenus), BkItounTenHo 51% ¢ npeaxomana
XUMHUOTEPAITUS ¢ BUCOKH 1031, 18% ¢ mpeaxoHo nedeHue ¢ 6opTe3oMuo, 5% ¢ IpeIxoaHo JIeueHHe C
neHanuaoMun, u 24% c npealiecTalla TpaHCIUIaHTalUs Ha CTBOJIOBU KieTku. Ha uzxonno HuBo 53%
OT MAIIMEHTHUTE Ca UMM MacuBHO 3abosiBane (> 5 cm), 21% ca nManm BUCOKa OIIEHKA Ha PUCKA 10
onpoctenus uuaexc MIPI, 60% ca nmanu ekctpaHonairHo 3abomsiBane U 54% ca nMmaiu 3acsrane Ha
KOCTHUS MO3bK, YCTAHOBEHO I10 BpEME Ha CKPUHUHTA.

IIpexusemoctTa 6e3 mporpecus (PSF) ce onensiBa ot IRC chritacHO peBU3NPaHUTE KPUTEPUHU HA
Mexnaynaponsara padotsna rpyna (International Working Group, IWG) 3a HexomxkiuaoB mumdom
(non-Hodgkin’s lymphoma, NHL). Pe3ynrature 3a edpukacuoct ot Ilpoyuane MCL3001 ca
nokazanu B Tabnuna 3 u kpuBara Ha Kaplan Meier 3a npesxxuBsiemoct 6e3 nporpecus — Ha @urypa 1.

Ta6auna 3: Pe3yaTarure 3a epuKacHOCT NPH NALMEHTH ¢ penuauB uiu peppaxkreped MCL

(ITpoyuBane MCL 3001
Kpaiina Touka IMBRUVICA TeMcuposaumyc
N =139 N = 141
PSF?
14,6 (10,4, NE) | 6,2 (4,2,7,9)
0
Cpenna PSF (95% CI), (mecern) HR = 0,43 [95% CI: 0,32, 0,58]
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ORR (%) 71,9 | 40,4

p-CTOMHOCT p <0,0001

NE = ne e oniennmo; HR = xoedumument Ha puck; CI = nosepurenen narepsain; ORR = crenen Ha o6y otroBop; PFS =
HPEKUBIEMOCT Oe3 Iporpecust

2 IRC omeHeH.

[To-ManbK MPOIEHT OT MAIUEHTHUTE, JICKYBaHU C HOPYTHHUO, Ca UMAITU KIIMHUYHO 3HAYHMO
BJIOIIIaBaHE HAa CUMIITOMUTE Ha JIMM(OMa B CpaBHEHHUE ¢ TeMcupoumyc (27% cpenty 52%) u BpeMeTo
IO BIIOIIIaBaHE Ha CUMIITOMHUTE HACTHIIBA M0-0aBHO ¢ HOPyTHHHO cpsimo TeMcuponumyc (HR 0,27,

p <0,0001).

®@urypa 1: Kpusa na Kaplan-Meier 3a PFS (ITT nonyaauus) B [Ipoyusane MCL3001
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[IpoBezeHO € eHO PaHIOMU3UPAHO, MHOTOILICHTPOBO, OTKpUTO mpoyuBane ¢asa 3 (PCYC-1115-CA)
Ha IMBRUVICA cnpsiMo xnopamOyLui py NalueHTy ¢ HesekyBaHa gocera CLL Ha Bb3pact

65 rouHM WK 1O-BBh3pacTHHU. [lalueHTuTe Ha Bh3pacT Mex ity 65 u 70 ronuHu TpsiOBa J]a UMAT Haii-
MaJIKO €JHO ChITBTCTBAIIO 3a00JIs1BaHe, KOETO J]a M3KIII0UBa yIIoTpedaTa Ha IbpBa JIMHUS XUMHO-
uMyHoTepanus ¢ Qiynapabus, nukinopochamun u putykcumad. [lanuenture (n = 269) ca
parnomuzupanu 1:1 ga nomyuasat i IMBRUVICA 420 mg nHEBHO /10 Tporpecust Ha 3a00JISIBaHETO
WM HETIPUEMJIMBA TOKCHYHOCT, WK XJIopaMOy1mi ¢ HadanHa jo3a 0,5 mg/kg B q1au 1 1 15 ot Bcekn
28-IHeBEH IIMKBJI 32 MAKCUMyM 12 UKbIIa, KaTo € M03BOJICHO MOBUINaBaHe Ha o3ata a0 0,8 mg/kg
Bb3 OCHOBA Ha oHOcuMocTTa. Cliel HOTBbPAEHA Iporpecks Ha 3a00JIsIBAHETO MMa Bb3MOXKHOCT
MAIMEeHTUTE, JIEKYBaHH C XJIOpaMOyIiI, 1a IPEMUHAT Ha JIeYeHHe ¢ HOpyTHHHO.
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Menananara Ha Bp3pacTTa € 73 rogunu (rpanund, 65 xo 90 romuam), 63% ca Mmexe u 91% ca ot
Osmata paca. JleBeT/ieceT U eJH MPOIICHT OT MAIIMEHTUTE UMAT Ha U3XOJHOTO HUBO (PYHKIIHOHATICH
craryc 0 unu 1 mo ECOG, a 9% umar ¢pynkuuonanet craryc 2 mo ECOG. IlpoyuBaHeTo BKIIIOYBa
269 naruentu ¢ CLL. Ha u3xonuo HuBo 45% ca B HanpeaHan kiuaudeH craauid (craauii 1 wmm IV
mo Rai), 35% oT manueHTHTE MMAT Hal-MaJIKO eIWH TyMOp > 5 €M, 39% mmat aHemMus Ha U3XOTHO
HUBO, 23% WMaT TPOMOOIIUTOIIEHHUS HA N3XOTHO HUBO, 65% mMaT moBuIeH 32 MUKPOTIOO0YTHH

> 3500 pg/l, 47% umar CrCL < 60 ml/min, 20% ot naruentute umar dell 1q, 6% ot nanueHTUTe
umart dell7p/mytamms B Tymoper npotenH 53 (TP53), a 44% ot manueHTHTe MIMAaT HEMYTHPAT
BapuaOMICH PETHOH B TOXKHTE UMYyHOTI00ymuHoBH Bepuru (IGHV).

[MpexuBsemoctTa 6e3 nmporpecust (PFS), ouenena ot IRC criopen xpurepuure Ha MexxayHapoaHus
cemunap o CLL (International Workshop on CLL - IWCLL), moka3Ba 84% CTaTUCTUYECKU 3HAYNMO
HaMaJICHUE Ha pHcKa OT cMbpT uiH nporpecus B pamoto ¢ IMBRUVICA. Pesynrarute 3a
edpukacroct ot [Ipoyusane PCYC-1115-CA ca noka3zanu Ha Tabmuiia 4, a kpusure o Kaplan-Meier
Ha PFS u OS ca nokazanu crorBeTHO HA Durypu 2 u 3.

HabnronaBa ce cTaTUCTHYECKH 3HAYMMO MPOABIKUTETHO MO100pEeHHUe 110 OTHOIIICHNE Ha
TpoMOonuTuTe Win xemornobrHa B ITT monmynanusra B moi3a Ha HOPYTHHHAO CTIPSAMO XJIOPAMOYITHIL.
[Ipy manyeHTy ¢ TUTONEHUS Ha U3XOTHOTO HUBO, IMIPOIBIDKUTEIHOTO XEMATOIOTHYHO ITOI00pEHNE ce
u3passsa B: Tpomoorutu 77,1% crpsimo 42,9%; xemornooun 84,3% crapsamo 45,5% ChOTBETHO 3a
MOpPYTHUHHO H XJIOPaMOYIIUII.

Ta6auna 4: Pesyararu 3a epukacnoct B [lpoyusane PCYC-1115-CA

Kpaiina Touka IMBRUVICA XaopamMOyui
N =136 N =133

PES?

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

Menuana (95% CI), meceru 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-croitnocT < 0,0001

0Os°

bpoii cmbpTHE caydau (%) 32,2 | 17 (12,9)

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

Cl = noseputenen untepsar; HR = xoedunuent Ha puck; CR = meyien otroBop; ORR = crenen Ha o6y otroBop; OS =
oba npexxuBsemoct; PFS = npexxuBsemoct 6e3 nporpecus; PR = yactuuen otrosop
Ouenena ot IRC meaunana Ha npocnessane 18,4 mecena;

®  Menuanara Ha OS He e JOCTHTHATA B JIBETE pameHa. p < 0,005 3a OS.
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®urypa 2:

PFS (%)

N B pMck
IMBRUVICA:
xnopaméyuun:

Kpuga na Kaplan-Meier 3a PFS (ITT nonyaamnusi) B [Ipoyusane PCYC-1115-CA

|
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60 - | \
Wy g
50 1 i.
[ 4]
40
|
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p<.0001

T

0 3 6 9 12 15 18 21 24 27 (meceu)

136 133 130 126 122 98 66 21 2 0

133 121 95 85 74 49 34 10 0 0

®urypa 3: Kpusa na Kaplan-Meier 3a OS (ITT nonynanus) B [Ipoyusane PCYC-1115-CA

0S (%)

N B puck
IMBRUVICA:
Xnopaméyumn:

|
100 ==k : =R HH - IMBRUVICA
901 L
WFNUOL 1 0 xropamyunn
80
704
60
50 1
40 4
30 4
20 A
104
p=0.0010
O"""'""""""""""(Meceu,)
0 3 6 9 12 15 18 21 24 27
136 134 131 131 131 128 74 32 4 0
133 127 125 121 118 113 62 24 1 0

48-meceuno npocaeoseane

B pamkure na npoyusanero PCYC-1115-CA u HEroBoto npoabKEHUE, IPU MeJaHa Ha BPEMETO Ha
npocnensBane 48 mecena, npu nampentute B pamoro ¢ IMBRUVICA e nabnronaBaHo

86% namMaisiBaHe Ha PUCKA OT CMBPT WIIM TPOTPECHS CIIOPE]] OIIEHKATa Ha U3CieJ0BaTENs.
Menuanata Ha PFS, onienena ot uscienosarens, He € qocturdarta B pamoro ¢ IMBRUVICA u e

15 mecena [95% CI (10,22; 19,35)] B pamoTo ¢ xmopam6Oyumi; (HR=0,14 [95% CI (0,09; 0,21)]).
M3uncnenara 4-ronumaa PFS e crotBeTHO 73,9% B pamoto ¢ IMBRUVICA u 15,5% B pamoTo ¢
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xJjopaMOyLmiI. AkTyanu3upanara kpuea Ha Kaplan-Meier 3a PFS e mokazana na ®urypa 4. ORR,
OIIeHeHa OT u3cnenonareis, € 91,2% B pamoro ¢ IMBRUVICA cnpsamo 36,8% B pamoTo
xynopamOynmi. Yecrorata Ha CR cropen kpurepunte Ha IWCLL e 16,2% B pamoto ¢ IMBRUVICA
copsimo 3,0% B pamoto ¢ xnopamOynmi. [lo BpeMeTo Ha ABATOCPOUHOTO MpOciensiBaHe 00110

73 yuactaui (54,9%), TbpBOHAYATHO PAHAOMU3MPAHU B PAMOTO C XJIOPaMOYIIWII, BIIOCJICACTBUE
MpeMHUHABaT KbM JieueHne ¢ nopytuan6. Onenkara Ha OS no Kaplan-Meier B onpenenena BpeMeBa
touka (landmark) Ha 48 mecen e 85,5% B pamoto c IMBRUVICA.

EdexTsT oT neuenneto ¢ nopytunu6 B mpoyuBane PCYC-1115-CA cu choTBeTCTBa IPU
BUCOKopuckoBuTe nanuentu ¢ dell 7p/TP53 myranus, dell 1q w/unn nemytupan IGHV.

®urypa 4. Kpusa na Kaplan-Meier 3a PFS (ITT nonyaanus) B npoyuBane PCYC-1115-CA
npu 48-MeceqHo npociieassBane
e 1T PYTUHIG J
Xnopambyuun
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Kombunupana mepanus

beszonachocrra u epukacHocrta Ha IMBRUVICA npu HenexyBanu nocera nanuentu ¢ CLL/SLL ca
OLICHEHH JOIBJIHUTEHO B PAHIOMU3UPAHO, MHOTOLIEHTPOBO, OTKpHUTO Tpoy4uBane (aza 3 (PCYC-
1130-CA) na IMBRUVICA B koMOHHaIMs ¢ 00MHYTY3yMa0 CpsiMO XJI0paMOyIHiI B KOMOWHAIINS C
o0uHyTyMa0. B mpoyuBaHeTo ca BKIIIOYECHH MMAIUEHTH Ha BB3pacT 65 WM MmoBeve TOANHU HITH

<65 roaHMHU ChC CHITBTCTBAINN 3a00JSBaHUS, HaMaJleHa ObOpedHa (HyHKITHS, U3MepeHa upe3
KpeaTHHUHOB KiupbHC <70 ml/min, wiu namuuue Ha dell7p/TP53 myranus. [Tanuenture (n=229) ca
panmomusupanu 1:1 na nomygasar wiin IMBRUVICA 420 mg aaeBHO 10 mporpecus Ha 3a00JIIBaHETO
WM HETIPUEMIIMBA TOKCUYHOCT, WK XiopamOymmi ¢ no3a 0,5 mg/kg B len 1 u 15 ot Bceku 28-
JTHEBEH LIMKbJ B IPOAbJDKEHUE Ha 6 IIMKbiIa. B n1BeTe pamena nanuenture norydasar 1 000 mg
obunryTy3ymab B [en 1, 8 u 15 oT wbpBHSI IUKBII, TOCTIEABAHO OT JICUCHUE B IIBPBHSI JICH HA

5 mocneaBainy 1uKbia (00110 6 muKbiIa oT 28 qHU Beeku). [IbpBaTa 1032 00MHYTY3yMal € pas/eieHa
mexay aeH 1 (100 mg) u nen 2 (900 mg).

Menunanata Ha Bb3pacTTa ¢ 71 ronunu (auamaszon, 40 qo 87 ronunn), 64% ca mbxke, a 96% ca ot
Ostnata paca. Benuku naupenTn umat usxojieH pynkuuonaier craryc no ECOG 0 (48%) nim 1-2
(52%). Ha u3xoano HrBo 52% ca B HanpeaHan knuHndeH craauii (ctamuit I vam IV mo Rai), 32% ot
MaleHTUTE UMaT MacUBHO 3abomsBaHe (=5 cm), 44% ca ¢ aHeMusI Ha U3XOIHO HUBO, 22% ca ¢
TPOMOOLIUTONIEHHUS Ha U3X01HO HUBO, 28% nmaT CrCL <60 ml/min, a MefraHaTa Ha KyMyJIaTHBHHS
CKOp 3a kiacupukanus Ha 3a0onsBanero B repuatpusita (Cumulative Illness Rating Score for
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Geriatrics, CIRS-G) e 4 (muamnasoHn, 0 1o 12). Ha u3xoano HuBO 65% ot narmentute umat CLL/SLL ¢
BucokopuckoBu ¢daktopu (dell7p/TP53 myramus [18%], dell1q [15%] wmu mHemytupan IGHV [54%)).

[IpexxuBsemoctra 6e3 nporpecus (PES), onenena ot IRC B chorBeTcTBUE ¢ KpuTepunte Ha IWCLL,
moka3Ba 77% CTaTHCTHYECKH 3HAYMMO HaMallsiBaHE Ha PUCKA OT CMBPT WX IPOTPECHS B PAMOTO C
IMBRUVICA. B pamkure Ha IpoydBaHETO, P MeIHaHa Ha BPEMETO Ha MpociensBane 31 mecera,
meauanara Ha PFS He e nocturnara B pamoto ¢ IMBRUVICA+o06unyTy3ymab u ¢ 19 mecena B
paMoTo ¢ xsopaMOyImI+oouHyTy3ymab. Pesynrarure 3a epukacaoct B mpoyusane PCYC-1130-CA
ca nokazanu B Tabnmma 5, a kpuBara Ha Kaplan-Meier 3a PFS e nokazana na ®urypa 5.

Ta6auna 5: Pe3yararu 3a epukacnoct B npoyusane PCYC-1130-CA

IMBRUVICA+o0unyTy3yma6

XsopaMOynmii+oouHyTYy3ymao

Kpaiina Touka N=113 N=116
IIpesxxuBsiemocT 0e3 nporpecus®
Bpotii cebutus (%) 24 (21,2) 74 (63,8)

Mennana (95% CI), mecenn

He e nocturunara

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

HR (95% CI)

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

O01ma yecToTa HA 88,5 73,3
otrosop® (%)

CR® 19,5 7.8
PR® 69,0 65,5

Cl=noseputenen unrepsai; HR=xoeduuuent na puck; CR=mrsier orropop; PR=gactuden orrosop.
a

6

Orneneno ot IRC.

Brurousa 1 manuent B pamoto ¢ IMBRUVICA+00uHyTY3yMa0 ¢ bJICH OTTOBOP C HEITBJIHO Bh3CTAHOBSBAaHE HA KOCTHUS
Mo3bK (CRi).
¥ PR=PR+nPR.

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

0o -
‘—\_‘-ﬁ;n

PFS (%)

104 p< OO

) ey ———

1% [(Meceu)

0 3 6 9 12 15 18 21 24 P24 30 33

N B pHcK
breOb: 113 109 106 05 Sy RN} S0 85 82 81 28 b 0
Cld+0b: 116 m 109 w2 67 56 47 35 33 3 5 0

EdexThT OT TeueHneTo ¢ nOpyTHHHUO € eHAKBB NMPH BUCOKOpucKkoBata nomyanus ¢ CLL/SLL
(dell7p/TP53 myranwms, dell 1q wimn memytupan IGHV), kato HR 3a PFS ¢ 0,15 [95% CI (0,09; 0,27)],
KaKTo e moka3zaHo B Tabnuma 6. M3uucnenara 2-roqumHa PFS 3a BrcokoprckoBara nmomymanus ¢
CLL/SLL e crotBeTHO 78,8% [95% CI (67,3; 86,7)] u 15,5% [95% CI (8,1; 25,2)] B pamoTo ¢
IMBRUVICA+006unyTy3ymMad u ¢ xJiopaMOynui+o0uHyTy3yMao.
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Ta6auna 6: Ananaus Ha PFS no noarpynu (npoyusane PCYC-1130-CA)

N KoedunueHnr Ha 959% ClI
puCK

Bceuuku yuacTHHIM 229 0,231 0,145; 0,367
Bucok puck (dell7p/TP53/dell1q/nemyTnpan IGHV)
Ja 148 0,154 0,087, 0,270
He 81 0,521 0,221;1,231
Dell17p/TP53
Ja 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
Jpyru 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
MacuBHO 3200J1IBaHe
<5cm 154 0,289 0,161; 0,521
>5cm 74 0,184 0,085; 0,398
Craauii no Rai
o1/ 110 0,221 0,115; 0,424
Hn/nv 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

Koeduuuent Ha puck, OCHOBaH Ha HecTpaTH()UIINPAH aHATIH3

Peakuun, cBbp3anu ¢ nHQY3HUATa, OT BCHUKH CTEIIEHH ca HAaOIroAaBaHu pu 25% OT mauueHTHTe,
nexkyBanu ¢ IMBRUVICA+o6unyTy3yma0, u npu 58% OT nauueHTuTe, JIEKyBaHHU C
xJopamOynmin+oonHyTy3ymad. Peakinu cremneH 3 MM Mo-BUCOKA WIIM CEPHO3HH PEAKIINHU, CBBP3aHU C
uHby3usaTa, ca HaOmoaaBanu npu 3% oT nanueHTHte, JekyBanu ¢ IMBRUVICA+o0unyTy3yma0, u
npu 9% OT MalueHTuTe, JIEKyBaH! C XJI0paMOyLmI+00uHy Ty3ymMal.

be3zonachocrTa u epukacHoctta Ha IMBRUVICA nipu nanmenTtu ¢ HenekyBana npenu ToBa CLL nin
SLL ca oueHeHH AOMBIHUTEIHO B PaHIOMU3UPAHO, MHOTOLIEHTPOBO, OTKPHUTO Npoy4BaHe ¢aza 3
(E1912) na IMBRUVICA B xom6unanus ¢ putykcumab (IR) copsimo crangapTHa
XUMUAOUMYHOTepanus ¢ ¢uryaapadbus, nukinodochamun u purykcumad (FCR). B npoyusaneTo ca
BKJIFOUEHU HeJleKyBaHU npeau ToBa nanueHTd ¢ CLL unu SLL Ha Bb3pact 70 roAMHU WM O-MIIA]IH.
[NanuenTu ¢ dell7p ca u3kmrouBanu ot npoyusaneTo. [lanuenture (n=529) ca pangomusupanu 2:1 3a
nonydaBane Ha IR wim FCR. IMBRUVICA e npunaran B 703a 420 mg qHEBHO A0 Iporpecus Ha
3a00JISIBAHETO WM HEMPHEMIIMBA TOKCHYHOCT. DIy 1apabuH € mpuiiaras B 103a 25 mg/m?, a
umktopocdamus € npunarad B 1o3a 250 mg/m?; u gBara npojykTa ca npuiarand B JIau 1, 2 u 3 Ha
Iuxmm 1-6. Putykenmad ce 3amousa B Lluksi 2 B pamoto ¢ IR 1 B Lluxsen 1 B pamoto ¢ FCR u ce
npunara B 103a 50 mg/m? B Jlen 1 ot mbpBus mukbI, 325 mg/m? B JIen 2 OT mbpBHS LUKBI U

500 mg/m? B Jlen 1 Ha 5-Te nocyeqBany MKbIA 32 0010 6 HUKbIA. Beeku IuKbI € 28 1Hu.

Menuanata Ha Bb3pacT ¢ 58 ronuuu (auamas3os, 28 qo 70 ronuan), 67% ca muxe 1 90% ca ot Ostata
paca. Bcruku nanuent umar usxozaeH gyskuuoHanex craryc no ECOG 0 wn 1 (98%) nim 2 (2%).
Ha usxonno auBo 43% ot naumenture ca B ctaguii no Rai I mim 1V, a 59% ot narnueHTuTe UMaT
CLL/SLL c Bucoko puckoBu pakropu (TP53 myrarms [6%], dell11q [22%] wnu HemyTupan IGHV
[53%)]).
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Pesynrarure 3a edukacuoct B E1912 ca mokasanu B Tabnuiia 7 npu MearaHa Ha BpEMETO Ha
mpocieasBane B mpoyuBaHeTo 37 mecena. Kpusure Ha Kaplan-Meier 3a PFS, ornienenn mo kpurepunrte
Ha IWCLL, u 3a OS ca mokazanu cr0TBETHO Ha Qurypu 6 u 7.

Ta6auna 7: Pesyararu 3a egukacuocT B IlpoyuBane E1912

HNopyTuHUd ®aynapadus,
. +purykcumad (IR nukjaogochamun u
Kpaiina rotka P yN=354 o pI/ITyK(:lI)/lM:Il)ﬁ (FCR)
N=175
IpexuBsieMocT 6e3 mporpecust
Bpoii ceoutus (%) 41 (12) 44 (25)
[Tporpecus Ha 3a00J1BaHETO 39 38
Cp0HUTHS CBC CMBPT 2 6
Menauana (95% CI), mecerm NE (49,4; NE) NE (47,1; NE)
HR (95% CI) 0,34 (0,22; 0,52)
P-croitHocT? <0,0001
O011a NpeKUBAEMOCT
Bpoii cmbpTHE ciiydau (%) 4 (1) | 10 (6)
HR (95% CI) 0,17 (0,05; 0,54)
P-croitHoct? 0,0007
O6ua yecrora Ha oTrosop® (%) 96,9 | 85,7

a
6

P-croiiHocTTa € oT HecTpaTuduimpan log-rank Tect.

OrieHeHa OT U3CIe0BaTes.
HR = koedunuent Ha pucka; NE = He Moxe 1a ce oleHu

®urypa 6: Kpusa na Kaplan-Meier 3a PFS (ITT nonysaauus) B IlpoyuBane E1912
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p<0.0001
O L o e e e L R S S B L B
0 3 6 9 122 15 18 21 24 27 30 33 36 39 42 45 (Meceu)
N B prck

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
umrnopochamus,
+ puTykcumab

EdexTsT OT NeueHneTo ¢ nOpyTHHHUO € OCTOSHEH BhB BUCOKOpHCKOoBaTa nomysanus ¢ CLL/SLL
(TP53 myranwms, dell1q wm memytupan IGHV), ¢ HR 3a PFS 0,23 [95% CI (0,13; 0,40)], p <0,0001,
KaKTo e 1mokaszaHo B Tabnuma 8. M3uncnenara 3-roaumHa yectota Ha PFS BBB BuCOKopuckoBarta
nomynanus ¢ 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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Tab6auna 8: Avanus no noarpynu Ha PFS (IIpoyusane E1912)

N Koeduuuent na 95% CI
pHCKa
Bewnky ygacTHUIH 529 0,340 0,222; 0,522
Bucok puck (TP53/dell1g/uemyrupan IGHYV)
Ja 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
Hemytupan IGHV
Ha 281 0,233 0,129; 0,421
He 112 0,741 0,276, 1,993
MacusHo 3a00J151BaHe
<5cm 316 0,393 0,217; 0,711
>5cm 194 0,257 0,134, 0,494
Crannii no Rai
o/im 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
KoeduureHT Ha prCKa, OCHOBaH Ha HECTPATH(UIIMPAH aHAIIH3
®urypa 7: Kpusa na Kaplan-Meier 3a OS (ITT nonyxaanusi) B [Ipoyusane E1912
100 bbb .  porycnmas
0. Wl I T Gavaapatms,
yurnodochamug
+ pUTYyKCMMab
80 1
70 1
60
g
& 501
0
307
20
101
p=0.0007
[ o e B A B B B B e o e o S A B e o o o e o B o e LA A B e |
0 3 6 g 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 (Meceu)
N B puck

IMBRUVICA 354 351 349 348 347 346 344 343

+ puTykcumab

$payaapabun, 175
umrnodochammg,
+ puTykcumab

163 158 157 155 151 148 144

Kombunupana mepanus ¢ ghuxcupana npoowbaricumennocm

343 308 263 225 195 152 100 73

143 123 102

86 72 53 37 2

8 0

1 0

be3onacHocTTa M ehukacHOCTTa Ha TepanusTa ¢ pukcupana npoabikuTenHoct ¢ IMBRUVICA B
KOMOMHAIIMS ¢ BEHETOKJIAKC CHPSMO XJIOPaMOYIIHI B KOMOUHALMS ¢ OOMHYTY3yMal MpH MalMeHTH C
HenekyBaHa npenu ToBa CLL ca orneHenu B pangoMusipano oTKputo npoyusane dasza 3 (CLL3011).
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B mpoyuBaHeTo ca BKIIOUEHH MAIMEHTH ¢ HeJleKyBaHa npeau toBa CLL Ha Bp3pacT 65 mim moseue
TOIVMHHU ¥ Bh3pacTHH manueHtr <65 roguan ¢ CIRS ckop >6 wiu CrCL >30 go <70 ml/min.
[Maruentu ¢ del 17p nnm uzBectau TPS53 myranuu ca nzkimousanu. [lanmenture (n=211) ca
panmomusupanu 1:1 3a nonyuaBane Ha IMBRUVICA B koMOMHAIIUS C BEHETOKJIAKC MK
XJIOpaMOyIIniI B KOMOMHANMS ¢ 00uHyTy3yMab. [lammentute B pamoro ¢ IMBRUVICA mroc
BeHeTokakc nmomydaBaT IMBRUVICA camocrosiTenHO B IpoAbKEeHHE HA 3 IAKBIIA, TOCIEABAHO OT
IMBRUVICA B xoMOMHAaIMs ¢ BEHETOKIIAKC 32 12 1UKbIIa (BKIFOYUTEIHO S-CEIMUYHA CXeMa Ha
THTpHUpPaHE Ha no3aTa). Beexu muksa ce cheron ot 28 man. IMBRUVICA e npumnarand B mo3a 420 mg
THEBHO. BeHeToKIake € mprtarad exeIHeBHO, KaTo ce 3amousa ¢ 20 mg B MpoAbIDKEHNE Ha

1 cenmunia, mocieaBaHo ot 1 ceamuIia Ha BCSIKO J1030B0 HUBO oT 50 Mg, 100 mg u 200 mg, ciieq ToBa
npenopbyYuTeNnHaTa AHeBHA 103a oT 400 mg. [lanueHTnTe, paHAOMHU3HPAHH B pAMOTO C XJIOpaMOyLInII
TUTFOC OOMHYTY3yMa0, TIoy4aBaT JedeHne B MPOabIDKeHne Ha 6 1ukbia. OOMHYTy3yMal e Mpuiiara B
no3a 1 000 mg B Aum 1, 8 u 15 B Huksn 1. B [len 1 ot Luknute 2 1o 6 e naBan 0OMHyTY3ymMad

1 000 mg. XnopamOyuwmi e mpuiarad B go3a 0,5 mg/kg Tenecno terio B Jum 1 u 15 ot Huknu 1 1o 6.
[TanmenTrTe ¢ MOTBBpACHA mporpecus o kpurepuure Ha IWCLL ciien 3aBbpIliBaHe Ha BCSIKA CXeMa C
(uKcrpaHa MPOABIKATEITHOCT MOTAT J1a ce JeKyBart ¢ MmoHotepanus ¢ IMBRUVICA.

Mennanara Ha Be3pactTa € 71 rogunu (auanasoH, 47 1o 93 ronunn), 58% ca mexe u 96% ca ot
Osimata paca. Benuku manmenTr umat uszxoeH ¢ynkionane craryc mo ECOG 0 (35%), 1 (53%)
un 2 (12%). Ha uzxoauo vuBo 18% ot nanuenture umar CLL ¢ del 11q, a 52% ca 6e3 IGHV
MYyTaluH.

I[Tpu olieHKa HA U3XOJHOTO HUBO 33 PHCK OT CHHIPOM Ha TyMOpeH pa3naj 25% OT MalueHTuTe nMat
BUCOK TyMopeH ToBap. Cies 3 nuKbiIa Ha BBEXKIAIIA TEpanus ChC CAMOCTOSTEIHO IIpHUjlaraHe Ha
IMBRUVICA 2% oT nanueHTuTe IMaT BUCOK TyMOPEH ToBap. BUCOKUAT TyMOpeH ToBap ce
ompezess KaTo Bceku JuMbeH Bb3en >10 cm uiam Bceku TuMdeH Bb3ea >5 cm u abcoroTeH Opoi
numporutu >25%109/1.

[Tpu Meamana Ha BpeMeTO Ha MPOCIeAsIBaHe B IPOyUYBaHETO 28 Mecela pe3ynTaTuTe 3a e(UKacHOCT B
IMpoyusane CLL3011, ouenenn ot IRC cniopen kputepunte Ha IWCLL, ca moka3anu B Tabnumna 9,
kpuBute Ha Kaplan-Meier 3a PFS ca nokazanu na ®urypa 8, a yecToTaTa Ha HETaTHBEH CTaTyC 3a
MHHHMAJTHO OcTaThuHO 3a0oisaBane (MRD) e moka3zana B Tabmmma 10.

Ta6auna 9: Pesyararu 3a edpukacnoct B IlpoyuBane CLL3011

Kpaiina Touka? IMBRUVICA + Xnopamoyua +
Beneroknakc Oo0unyTy3ymad
N=106 N=105
IIpexxuBsieMocT 0€3 mporpecus
bpoii cuoutus (%) 22 (20,8) 67 (63,8)
Memuana (95% CI), mecerm NE (31,2, NE) 21,0 (16,6; 24,7)
HR (95% CI) 0,22 (0,13; 0,36)
P-ctoitHOCT® <0,0001
YecToTa HA ITBJIEH OTTOBOP
(%) 38,7 11,4
95% ClI (29,4, 48,0) (5,3;17,5)
P-croitrocT" <0,0001
YectoTa Ha 0611 oTroBop (%)" 86,8 84,8
95% ClI (80,3; 93,2) (77,9; 91,6)

B3 ocHoBa Ha orenka Ha IRC

P-croitHocrra e ot crparuduumpan log-rank tect

BxirouBa 3 nanuenTu B pamoto ¢ IMBRUVICA + BeHeTOKIaKC ¢ IbJIEH OTTOBOP C HEMTBJIHO BH3CTAHOBSIBAHE HA
kocTHUsE Mo3bK (CRi)

" P-croiiHocTTa € oT xu-kBazpar Tect Ha Cochran-Mantel-Haenszel

06w orrosop = CR+CRi+nPR+PR

CR = mpnen otroop; CRi = mbJieH 0TTOBOpP € HEITBITHO BH3CTAHOBSIBaHE Ha KOCTHHS MO3bK; HR = koedunment na puck; NE
= He Moxe JAa ce orieHn; nPR = Hoxynen yactuuen otroBop; PR = vactuuen orrosop

24




®urypa 8: Kpueu na Kaplan-Meier na npexxusiemoctra 0e3 nmporpecusi (ITT nonynamus) npu
nanuentu ¢ CLL B IIpoyusane CLL3011
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EdextsT oT neuennero ¢ IMBRUVICA miroc BeHeTOKIIaKc ce 3ara3Ba BbB BUcokopuckoata CLL
nonynarws (TP53 myrtarws, del 11q wiu IGHV 6e3 myrtanus) ¢ PFS HR 0,23 [95% CI (0,13; 0,41)].

JanHuTe 3a 0011aTa NPEXKUBAEMOCT He ca JIocTaThuHH. [Ipr MeimaHa Ha rpociieisiBaHe 28 mecena
HSIMa 3HAa4YKMMa pa3iidKa MEeXAy paMeHaTa Ha jJedeHue ¢ o0mo 23 cmbpthH ciaydau: 11 (10,4%) B
pamoto ¢ IMBRUVICA mtroc Benetoxnake u 12 (11,4%) B paMOTO ¢ XJI0paMOyLIHJI IITIOC
obunyTyzymab ¢ OS HR 1,048 [95% CI (0,454; 2,419)]. Cien 6 Meceria JOIBIHUTEITHO POCTIEIABAHE
ce crobmanar 11 (10,4%) u 16 (15,2%) cmbpTHEU cinydan cboTBeTHO B pamoTo ¢ IMBRUVICA mtoc
BEHETOKJIAKC ¥ PaMOTO C XJIOpaMOyLui itoc 0onHyTy3ymao, ¢ nzuncien OS HR 0,760 [95% CI

(0,352; 1,642]).

Ta6auna 10: YectroTa Ha HeraTUBEH CTATYC 32 MUHMMAJIHO OCTATHYHO 3a00J/I5IBaHE B

Ipoyusane CLL3011
NGS ananuz® dDsioyuuToMeTpus’®
IMBRUVICA + | Xaopamoyuua + | IMBRUVICA + | Xnopamoyuua +
Beneroknakc OounyTy3ymad Beneroknakc Oo0unyTy3ymad
N=106 N=105 N=106 N=105
Yectora Ha MRD HeraTuBeH cTaTyC
Kocten M03bK, n (%) 59 (55,7) 22 (21,0 72 (67,9) 24 (22,9)
95% CI (46,2; 65,1) (13,2; 28,7) (59,0; 76,8) (14,8; 30,9)
P-croiiHocT <0,0001
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(r(f/eo?“‘bepﬁa KpBE, N 63 (59,4) 42 (40,0) 85 (80,2) 49 (46,7)
95% ClI (50,1; 68,8) (30,6; 49,4) (72,6; 87,8) (37,1; 56,2)

Yecrora Ha MRD HeraTuBeH cTaTyc TPH Mecena cJieJ 3aBbpIIBAHE HA JICYEHHETO

Kocten Mo3bK, n (%) 55 (51,9) 18 (17,1) 60 (56,6) 17 (16,2)
95% ClI (42,4; 61,4) (9,9: 24.4) (47,2; 66,0) (9,1; 23,2)

g/eogmq’ep‘*a KpeB, 1 58 (54,7) 41 (39,0) 65 (61,3) 43 (41,0)
95% Cl (45,2; 64,2) (29,7, 48,4) (52,0; 70,6) (31,5; 50,4)

P-croitrocture ca ot xu-kBaapar tect Ha Cochran-Mantel-Haenszel. P-croiiHoctTa 3a yectorara Ha HeratusHo MRD B

KocTeH MO3bK ¢ NGS e ocHOBHUAT aHanu3 3a MRD.

a B®3 ocHOBa Ha nparoBa CTOHOCT 10_4 IIpU U3M0JI3BAaHE HAa aHAJIU3 CbC CEKBECHUPAHE OT CJI€ABAIO ITOKOJICHUE

(clonoSEQ)
® MRDe OLICHSIBAHO 4pe3 (UIOYIUTOMETPHS Ha IepudepHa KPbB WIN KOCTEH MO3BK OT LIEHTpaJIHA Jab0paTopHsL.

Omnpenenennero Ha HeratuBeH ctaryc € <1 CLL knetka Ha 10 000 neBkormra (<1x 104).
CI = nosepureneH untepBai; NGS = cekBeHupaHe OT ClIEIBAIO TOKOJICHUE

JBaHaneceTr Mecela cliell 3aBbpIIBaHETO Ha JeueHueTo yectorara Ha MRD HeratuBeHo cTatyc B
nepudepHara kpbB € 49,1% (52/106) upe3 NGS ananus u 54,7% (58/106) upe3 dhiaoyuroMeTpus npu
nanuenTute, nekyBanu ¢ IMBRUVICA miroc Bererokiakc, u 12,4% (13/105) upe3s NGS ananu3 u
16,2% (17/105) upe3 (ha0ymUTOMETPUS MPHU MANUSHTUTE, JICKYBAHHU C XJIOPaMOYIIHII ILTHOC
00uHYTYy3yMa0, B CbOTBETHATA BpeMeBa TOUKA.

TLS ce cpo0maBa npu 6 MaMeHTy, IEKyBaHU ¢ XJIOpaMOYIIIII TUTFOC OOMHYTY3yMa0, U He ce
cpobmasa mpu IMBRUVICA B koMOMHAIUS ¢ BEHETOKJIAKC.

OG0 mpocneasBane 58 mecera (Meaunana 52 mecerna)

ITpu o610 mpocnenssane 58 Meceria (MearaHa Ha MPOCIEIIBaHE NIPU POYYBAHETO 52 Mecela) B
npoyuBane CLL3011 ce HabnronaBa 77% HamalieHUue Ha prcKa OT CMbPT WX IPOTPECHS 110 OIICHKA
Ha u3cienoBarens npu naueHTn B pamoto Ha IMBRUVICA. KoedunueHThT Ha pUCK TTO OTHOIICHNE
Ha oOmmara npesxussiemocT e 0,458 [95% CI (0,257, 0,818), Homunanuo p=0,0068, He ¢
KOHTpoJupanara rpemka tun 1]. Uma 17 (16,0%) cmbptHE cinydas B pamoto ¢ IMBRUVICA muttoc
BeHeToKnake 1 36 (34,3%) B paMoTO Ha XJI0paMOyLHJI IUTIOC OOMHYTY3yMa0. MenuanaTta Ha BpeMETO
JIO CJIeBamoTo JIeYeHUe He € JIOCTHrHaTa 32 HUTO eIHO oT nBere pameHa (HR=0,164; 95% CI: 0,081;
0,330 ), xato 9,4% ot yuactaurute B pamoto ¢ IMBRUVICA mtoc Benerokmnakce u 41,0% ot
YYaCTHUIUTE B PAMOTO C XJIOPaMOYIIHJI ILTIOC OOMHYTY3yMal ca 3aloyHad ocie/1Bamia
MIPOTHUBOPAKOBA TEPAITHS.

26




Kpusata na Kaplan Meier 3a OS e moka3ana va @urypa 9.

®durypa 9: Kpusa na Kaplan-Meier 3a o6mara npe:xkussiemoct (ITT Population) mpu
namuentn ¢ CLL/SLL B npoyuBane CLL3011 ciex 58 mecena Ha npociensiBane
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be3onacHocTTa M ehukacHOCTTa Ha TepanusiTa ¢ pukcupana npoabkuTentoct ¢ IMBRUVICA B
KOMOMHANUs C BEHETOKIIAKC TPH MAILMEHTH ¢ HeJleKyBaHa npeau ToBa CLL ca nonmbiaHUTENHO
OLICHSIBAaHH B KOXOPTa Ha MHOTOIICHTPOBO, 2-KOXOPTHO npoyuBane ¢aza 2 (PCYC-1142-CA). B
MPOYYBAaHETO Ca BKIIIOUYEHH HelleKyBaHH npenu ToBa nanuenTn ¢ CLL Ha BBb3pacT 70 ToIMHH W T10-
miagu. B npoyuBaHeTo ca BkmoueHH 323 MalMeHTH, oT TaX 159 nauneHTy ca paHAoOMHU3UpaHy Ha
Tepanus ¢ GUKCUpaHa IPOIbIDKUTEITHOCT, ChCTOSIA CE OT 3 IUKbJIa HA CAaMOCTOSATENTHO IIPMIIaraHe Ha
IMBRUVICA, nociensano ot IMBRUVICA B koMOWHAITHS ¢ BEHETOKJIAKC B MTPOIBIDKCHAE HA

12 nukbiaa (BKIOYUTEIHO S-CeMUYHA CXeMa Ha TUTPUPaHe Ha 03aTa). Bceku UKBI ce ChCTOU OT
28 mau. IMBRUVICA e npunaran B 1o3a 420 mg nHeBHO. BeHeToknake e npuiara exxeJHeBHO, KaTo
ce 3amoyBa ¢ 20 mg B Ipoab/DKEHUE Ha 1 ceaMmuIa, mocienBaHo OT 1 CeMHUIIa Ha BCSIKO JT030BO HUBO
ot 50 mg, 100 mg u 200 mg, cien ToBa HMpenopbUnTEIIHATA THEBHA 103a oT 400 mg. [TanuenTure ¢
notBbpAeHa nporpecus no kpurepuure Ha IWCLL ciex 3apbpuiBane Ha cxemara ¢ GUKCHpaHa
NPOIBIDKUTEIIHOCT MOTAT Jia ce JieKyBat ¢ MoHoTepamnus ¢ IMBRUVICA.

Menunanara Ha Be3pactTa ¢ 60 rogunu (auanasoH, 33 go 71 ronunn), 67% ca mexe u 92% ca ot
Ostmata paca. Benuku nauuenTn umat usxojieH pynkuuonane cratyc no ECOG 0 (69%) nim 1
(31%). Ha usxoano HuBo 13% ot naruentute uMat del 17p, 18% ca ¢ del 11q, 17% ca ¢ mytanus del
17p/TP53, 56% ca 6e3 IGHV mytaiuu u 19% ca ¢ koMmruiekceH kapuoTHiL. [Ipu olieHka Ha U3XOHOTO
HHUBO 32 PUCK OT CUHIPOM Ha TYMOpeH pasnaz 21% oT naiueHTHTe UMaT BUCOK TYMOPEH TOBap.
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Crnen 3 nuKbiIa Ha BBBEXK/IAIIA Tepanus cbe camocToaTenHo npuinarane Ha IMBRUVICA 1% ot

MAIMEHTHTE HMaT BUCOK TYMOPEH TOBap. BUCOKUAT TyMOpeH ToBap ce omnpeens KaTo BCeKH TIMMQEH

Bb3e1 >10 cm unu Beeku muMdeH Bb3en >5 cm u abcomroted 6poit mumdonuta >25x10%/1,

ITpu MenaHa Ha BPEMETO Ha MPOCICIIBAHE B IPOYYBAHETO OT 28 Mecela pe3yaTaThTe 3a
epukacuoct B PCYC-1142-CA, ouenenu ot IRC criopen kpurepunre Ha IWCLL, ca moka3anu B
Tabnuria 11, a yecToTaTa Ha HETATHBEH CTATYC 32 MUHUMAIHO OCTaThuHO 3a00msBane (MRD) e

rnokasana B Ta0Omnuma 12.

Ta6auna 11: Pe3yararu 3a epuxacnoct B [Ipoyusane PCYC 1142-CA (koxopra ¢ pukcupana
NPOABJIKUTETHOCT)
Kpajina Touka? IMBRUVICA + Benetokiakc
Bes Del 17p Beuuku
(N=136) (N=159)
YecToTa Ha 0611 0TrOBOp, N (%0)° 130 (95,6) 153 (96,2)
95% CI (%) (92,1; 99,0 (93,3; 99,2)
YecToTa HA TbJIEH OTTOBOP, N (%)° 83 (61,0) 95 (59,7)
95% CI (%) (52,8; 69,2) (52,1; 67,4)
Menunana Ha mpoabikuTeHocT Ha CR, NE (0,03+, 24,9+) NE (0,03+, 24,9+)
MecenH (auanasoH)

B33 ocHoBa Ha orenka Ha IRC
061z otroop = CR + CRi + nPR + PR

o o o @

3HAKBT ,,+* IOKa3Ba HEITBJIHO HAOIIOIECHHE

BrtrouBa 3 manueHTH ¢ BJICH OTTOBOP C HEMBJIHO BH3CTAHOBSIBaHE HA KOCTHUSA MO3bK (CRi)

CR = e otroBop; CRi = mbJieH OTTOBOP C HEMBJIHO BH3CTAHOBABAHE Ha KOCTHUS MO3bK; NPR = HojyeH yacTuueH
otroBop; PR = uactuuen orrosop; NE = He Moxe J1a ce olieHn

Taoauna 12:

YecToTa HA HEeraTUBEH CTaTyC 3a MUHUMAJHO OCTATBYHO 3a00/11BaHe B

IIpoyuBane PCYC 1142-CA (xoxopTa ¢ puKCHpPaHa NPOIbJIKUTETHOCT)

Kpaiina Touka

IMBRUVICA + BeHeToKJIaKC

Be3 Del 17p Benuku
(N=136) (N=159)
Yectora Ha MRD HeraTmBeH cTaTyC
Kocren Mo3bK, n (%) 84 (61,8) 95 (59,7)
95% ClI (53,6; 69,9) (52,1; 67,4
[epudepna kpsB, n (%) 104 (76,5) 122 (76,7)
95% ClI (69,3; 83,6) (70,2; 83,3
Yecrora Ha MRD HeratupeH cTaTyc TPH Mecena cJieJl 3aBbpPIIBAHE HA JICYEHHETO
Kocten Mo3bK, n (%) 74 (54,4) 83 (52,2)
95% ClI (46,0; 62,8) (44,4, 60,0)
[epudepna kpsB, n (%) 78 (57,4) 90 (56,6)
95% ClI (49,0; 65,7) (48,9; 64,3

MRD e oneHsiBaHO Upe3 HOTOYHA NUTOMETPHS Ha IeprudepHa KPbB HIIM KOCTEH MO3BK OT IIEHTpalIHa JabopaTopusl.

Onpenenenuero Ha HeratuBeH ctaryc e <1 CLL xietka Ha 10 000 nexoruty (<1 X104).

CI = noBepuTeneH UHTEpBaN

[Ipu nauuentu ¢ mytanus del 17p/TP53 (n=27) 8 PCYC-1142-CA uectoTara Ha 0011l OTTOBOD BB3
ocHoBa Ha oueHka Ha IRC e 96,3%, yectoTaTa Ha mbJeH OTroBop € 55,6%, a MeauaHaTa Ha

MPOIBLIDKUTETHOCTTA HAa IIBJICH OTTOBOP HE € JIOCTUTHATa (auamna3oH, 4,3 1o 22,6 mecena). YectotaTta
Ha MRD neratusen craryc npu nauuentu ¢ mytanus del 17p/TP53 3 mecena cnen 3aBbpliBaHe Ha
JICYCHUETO B KOCTEH MO3BK U B nepudepHa KpbB € cboTBeTHO 40,7% 1 59,3%.

He ce crobmasar cirygan va TLS mpu manmenture, nekyBadu ¢ IMBRUVICA B komOuHanus ¢
BEHETOKJIAKC.
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Hayuenmu ¢ CLL, koumo ca noiyuunu Hati-Maiko eoHa npeoxoona mepanus

Monomepanus

Beszonacnocrra u epukacHocrra Ha IMBRUVICA nipu naumentu ¢ CLL ca neMOHCTpHpaHH B €IHO
HEKOHTPOJIMPAHO MPOYYBaHE U €IHO PaHAOMHU3HPAHO, KOHTPOJIUPAHO MpoyyBaHe. OTBOPEHOTO,
MHoro1eHTpoBo npoyusane (PCYC-1102-CA) BkirouBa 51 manueHTH ¢ peluanBupaIia uii
pedpakrepHa CLL, xouto ca monmy4asanu 420 mg Bequbx qaeBHo. IMBRUVICA e npunaran o
nporpecus Ha 3a00JIIBaHETO WM HETIPUEMIIMBA TOKCHYHOCT. MeauaHnaTa Ha Bb3pacTTa € 68 roauHu
(mmamazon: ot 37 mo 82 roAMHM), MEeMaHaTa Ha BPEMETO OT YCTAaHOBSIBAHE HA TMArHO3aTa €

80 mecena, a MeauaHaTa Ha Opos Ha MIPEOUIIHKATE JIedeHus € 4 (nuana3oH: oT 1 g0 12 nedenus),
BKIIFOUHUTENHO 92,2% ¢ MpenxoIHo JIeueHUE ¢ HyKJIeo3ueH aHanor, 98,0% c npeaxoaHo JeUeHue ¢
putykcumao, 86,3% ¢ mpeaxoHO JISYCHUE C ATKUITHPAINO CPEACTBO, 39,2% ¢ MPEIXOaHO JICUCHHUE C
6ennamyctuH u 19,6% ¢ npeaxonHo nedenue ¢ oparymymad. Ha usxonso Huso 39,2% ot
nanuenTute uMat craauit IV mo Rai, 45,1% umat macusHo 3abonsBane (> 5 cm), 35,3% umat
nenenust 17p u 31,4% umar neneuus 11q.

ORR ¢ onrenen B croTBeTCTBHE ¢ KpuTepunte Ha IWCLL ot m3cnemosatenure u ot IRC. ORR,
oueHeH ot IRC, Ha 51 mauueHTH ¢ peuuauB WiK pedpakTepHO 3a00NIBaHe, IPU CpeIHA
MPOABIDKUTETHOCT Ha TipocieasBane 16,4 mecerna, e 64,7% (95% CI: 50,1%; 77,6%), Bcuuku ¢ PR.
ORR, BxirountenHo PR ¢ mumdonmrosa, e 70,6%. Meananarta Ha BpemeTo 3a oTroBop € 1,9 mecera.
DOR ¢ ot 3,9 no 24,2+ mecena. Menuanata Ha DOR He e qocTursara.

[IpoBeneno e paHIOMHU3UPaHO, MHOTOIIEHTPOBO, OTBOPEeHO mpoy4uBane ¢aza 3 va IMBRUVICA
capsimo opatymymad (PCYC-1112-CA) npu manmenTy ¢ peuuanBupaiia uiu pegpakrepaa CLL.
[MatmenTure (n = 391) ca pannomusupanu 1:1 ga nomyuasat unu IMBRUVICA 420 mg aueBHo 10
TIporpecus Ha 3a00JIBAHETO WIIM HETIPUEMIIHBA TOKCHYHOCT, Wi odaTtymymad no 12 mo3u

(300/2 000 mg). ITetmecet u ceaeM MAlMEHTH, PAHAOMU3HPAHH J1a TOJayvaBat odarymymad, ca
npemunanu Ha IMBRUVICA cnen nporpecus. MennanaTa Ha Bb3pacTrta € 67 rogunu (auamnasos: 30
1o 88 rogunn), 68% ca mexe, a 90% ca ot Osanara paca. Bcuuky nanueHTH UMaT QyHKIIHOHATICH
cratyc no ECOG 0 wnu 1 Ha u3xoaHo HUBO. MennaHara Ha BpEMETO OT MMOCTAaBSIHETO Ha IUarHo3aTa €
91 mecena, a MeaMaHaTa Ha Oposi Ha IPEAUITHATE JeueHus € 2 (quana3on: ot 1 o 13 neuenus). Ha
W3XOJHO HUBO 58% OT MalMEeHTHTE NMaT Hal-MaJIKo eTUH TyMOop > 5 cm. Tpuecer u 1Ba mpolieHTa
oT marenTure ca ¢ aenenus 17p (karo 50% ot manuenTure umar aenerus 17p/TP53 myranus), 24%
ca c geneuus 11q, a 47% ot nauuentute umat Hemytupan IGHV.

IIpexussiemoctTa 6e3 nporpecus (Progression free survival, PFS), kakro e ouenena ot IRC B
cpoTBeTcTBHE ¢ KpuTepuute Ha IWCLL, moka3sa 78% CTaTHCTUYECKH 3HAYMMO HAMAJICHUE Ha PHUCKa
OT CMBPT WK Tporpecus 3a nanuenTute B pamoro Ha IMBRUVICA. Anamu3st Ha OS nokassa 57%
CTaTHCTUYECKH 3HAYUMO HaMaJleHHe Ha PUCKa OT CMBPT Ipu nanuentute B pamoro Ha IMBRUVICA.
Pesynrarure 3a epuxacuoct B npoyuBane PCYC-1112-CA ca npeacrasenn B Tabnuua 13.

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

Kpaiina Touka IMBRUVICA Odarymymad
N =195 N =196
Menunana Ha PFS Henocturuar otrosop 8,1 mecera
HR = 0,215 [95% CI: 0,146; 0,317]
0s? HR = 0,434 [95% CI: 0,238; 0,789]°
HR = 0,387 [95% CI: 0,216, 0,695]*
ORR"* (%) 42,6 4,1
ORR Bximrountenso PR ¢
auMmpornmrosa” (%) 62,6 41
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HR = xoedunuent Ha puck; Cl = noBeputenen unrepsair; ORR = crenen Ha o611 otroBop; OS = o61ma npexussemoct; PFS
= npexuBseMocT 0e3 nporpecusi; PR = yactuden otrosop
a

6

Mennana Ha OS He e mocturaara 3a asere pamena p < 0,005 3a OS.

IanmenTure, pangomMusupanu Ha odaTymyma0, ca nensypupanu npu 3anousane Ha IMBRUVICA, ako e npHiioxumMo.
®  AHanu3 Ha 9yBCTBUTENHOCTTA, [PU KOMTO MAIMEHTHTE, MPEXBHPIEHN OT PAMOTO Ha ohaTyMymal, He ca [IeH3ypHpPaHu
KBbM JaTaTa Ha mbpBarta go3a IMBRUVICA.

Cnopen IRC. ITostopHo KT ckenupane, He00X0JMMO 3a MOTBBPXK/aBaHE HA OTTOBOPA.

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

r

MGZ[I/IaHa Ha BpEMETO Ha IPOCICAIBaHEC B pAMKHUTC Ha HpoyI{BaHeTo:9 Mecena.

EdukacHocTTa € mogo0Ha cpe/i BCHUKU H3CIeIBAaHH TOATPYITH, BKIFOUUTEIHO MIPH HAIIMEHTH ChC U
6e3 menerms 17p, mpeaBapuTenHo onpeneincH crpatuduipai dpaxrop (Tabmuma 14).

Tadonuua 14 Aunanu3 Ha PFS no noarpynu (npoyusane PCYC-1112-CA)

N KoeduiueHT HA pUCK 959% ClI
Bcenuku nanuentn 391 0,210 (0,143; 0,308)
Henerus 17P
Ia 127 0,247 (0,136; 0,450)
He 264 0,194 (0,117; 0,323)
Pedpakrepno
3a00J19BaHe KbM
MYPUHOB aHAJIOT
Ja 175 0,178 (0,100; 0,320)
He 216 0,242 (0,145; 0,404)
Br3pact
<65 152 0,166 (0,088; 0,315)
> 65 239 0,243 (0,149; 0,395)
Bpoit npenuninan
JIMHUHN
<3 198 0,189 (0,100; 0,358)
>3 193 0,212 (0,130; 0,344)
MacusHo 3a0osBaHe
<5cm 163 0,237 (0,127; 0,442)
>5¢cm 225 0,191 (0,117, 0,311)

KoeduumeHTt Ha puck B3 OCHOBa Ha HeCTpaTH(GHUIINPaH aHATIN3
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Kpusata na Kaplan Meier 3a PFS ¢ nmokazana na ®@urypa 10.
®urypa 10:  Kpwusa na Kaplan-Meier 3a PFS (ITT nonysaauust) B npoyusane PCYC-1112- CA
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Oxonuamenen ananu3s cied 65-meceuno npociedsgame

B pamkute Ha poyuBaneTo PCYC-1112-CA, npu MennaHa Ha BpeMeTO Ha Ipociie/siBaHe 65 Mecerra,
npu nauuertute B pamoro ¢ IMBRUVICA e nabmogaBaHo 85% HamalnsiBaHe Ha PHCKa OT CMBPT WU
MIporpecus crope;] olleHKaTa Ha u3cnenonarens. Meauanara Ha PFS, onienena ot uscienosarens B
croTBercTBHUE ¢ KpuTepuute Ha IWCLL, e choTBeTHO 44,1 Mecena [95% CI (38,47; 56,18)] B pamoTo
¢ IMBRUVICA u 8,1 mecena [95% CI (7,79; 8,25)] B pamoTto ¢ oparymymad; HR=0,15 [95% CI
(0,11; 0,20)]. Akryanusupanara kpusa Ha Kaplan-Meier 3a PFS ¢ mokaszana na ®@urypa 11. ORR,
OIlIeHeHa OT u3cnenonarens, B pamoto ¢ IMBRUVICA e 87,7% cnpsimo 22,4% B paMoTO C
odarymymab. [1o Bpeme Ha okoHuaTenuus ananus 133 (67,9%) ot 196 yyactHHLN, TBPBOHAYAITHO
paHIOMHU3UPAHU B paMOTO 3a JieueHne ¢ odaTyMyma0, ca MPeMHUHAIH KbM JICYeHHEe ¢ HOPYTHHUO.
Menuanata Ha PFS2, orienena ot uscnegosarens (Bpeme oT panaoMusupaneto 10 PFS croutne ciex
IbpBAaTa ClIeBallla aHTHHEOILIACTHYHA Tepanus) B CboTBeTcTBHE ¢ Kputepunte Ha IWCLL e
croTBeTHO 65,4 Mecera [95% CI (51,61; ve moxe aa ce onenu)| 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)].
Menuanata Ha OS e 67,7 mecena [95% CI (61,0; ne moxe na ce orenn)]| B pamoto ¢ IMBRUVICA.

EdexTsT oT neuenneTo ¢ nbpytunut B mpoyuBanero PCYC-1112-CA cu choTBeTCTBa IPU
BHUCOKOPUCKOBUTE MaIueHTu ¢ aenenus 17p/TP53 myranus, neneuus 11q w/unu semytupan IGHV.
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®urypa 11: Kpusa Ha Kaplan-Meier 3a PFS (ITT nonynamus) B npoyuBane PCYC-1112-CA
— OKOHYATeJIeH aHAJIu3 cJiefl 65 Mecela Ha MpocJieABaHe
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Kombunupana mepanus

besonacHoctTa u ehukacHocrra Ha IMBRUVICA npu naunentu, nexysanu npeau tosa 3a CLL, ca
JIOITBTHATEITHO OLIEHEHH B €HO PaHIOMHU3HPAHO, MHOTOIIEHTPOBO, IBOWHOCIIAIO Npoy4BaHe (aza 3
Ha IMBRUVICA B kom6unanus ¢ BR crpsimo mnane6o + BR (ITpoyusane CLL3001). [Taruenture
(n = 578) ca panmomusupanu 1:1 na moayuasar wix IMBRUVICA 420 mg aueBHO, WiH 1U1aie6o, B
komOuHanus ¢ BR 1o nporpecus Ha 3a001sIBAHETO WITH HETTPHEMITHBA TOKCHYHOCT. BCHYKY manneHTH
nmosrygaBaT BR 3a makcuMareH cpok oT mecT 28-THeBHH IUKBJIA. beHnaMyCcTHH ce mpuiara 1o

70 mg/m? upe3 unrpaBeHo3Ha uH(y3us 3a 30 MUHYTH Ha JeH 2 ¥ 3 OT IMKBA 1, KakTo ¥ Ha 1eH | u 2
OT IUKIH 2-6 32 MaKCUMYM 6 WKbIa. PuTykcumab ce mpuara c mo3a 375 mg/m2 Ha JieH 1 oT mbpBuUs
uuKb1 1 500 mg/m? Ha nen 1 oT nukim ot 2 10 6. JIeBeTIECceT NaUeHTH, PaHIOMU3HPAHU Ha
rtane6o + BR npemunasar Ha neuenne ¢ IMBRUVICA cnen notespaena ot IRC nporpecusi.
Menunanara Ha Be3pacTTa € 64 rogunu (auanaszoH ot 31 mo 86 roguam), 66% ca Mbxe, a 91% ca ot
eBponenHara paca. Bcuuku nanuenty umat pyakunonaneH cratyc no ECOG 0 niu 1 Ha n3xogHo
HUBO. MeiMaHaTa Ha BPEMETO OT IMOCTABIHETO Ha JuarHo3ara € 6 rojuHu, a MeJuaHara Ha Opost Ha
npesecTpamnyre gedeHus e 2 (auamnazoH ot 1 go 11 nedenus). B Hayanoro Ha mpoyuBaneTo 56% ot
MAUEeHTHUTE UMAT IIOHE €IMH TyMop = 5 cm, 26% umar aenernus 11q.

IIpexxuBsiemoctTa 6€3 mporpecus (PFS) ce onensiBa ot IRC ciopen kputepuute Ha MeXayHapOAHUS
cemunap o CLL (International Workshop on CLL - IWCLL). Pesynrarure 3a epuxacHocT OT

npoyusane CLL3001 ca moka3anu Ha Tabiuna 15.

Taoauna 15 Pesyararure 3a epukacHoct npu nauuedaTu ¢ CLL (ITpoyysane CLL3001)

IMBRUVICA + BR IMnanedo + BR
Kpaiina Touka N =289 N =289
PES?
He e nocturaara 13,3 (11,3; 13,9
Mennana (95% CI), Mecenu A R = 0.203 [95%|CI: o150 0,2(76] )
ORR® % 82,7 | 67,8
os® HR = 0,628 [95% CI: 0,385; 1,024]
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Cl = noseputenen unrepsar; HR = xoedunuent na puck; ORR = crenen Ha o611 otroBop; OS = o6ima npexussemoct; PFS

= IPEXUBAEMOCT O€3 NpOorpecus;
a

6

onenena ot IRC.

onenena oT IRC, ORR (mrbiieH 0TTOBOD, II'BJIEH OTTOBOP C HEIIBJIHO BH3CTAHOBSBAaHE HA KOCTHHS MO3BK, YaCTHUCH
HOZYyJIapeH OTTOBOP, YACTHIEH OTIOBOD).
Mennana Ha OS He e IOCTUTHATA 3a ABETE paMeHa.

WM

Mounomepanus

be3onacHoctTra u edukacHocTTa Ha IMBRUVICA ipu WM (imuMdormia3zMornTes JTuM¢poMm ¢
npoaykius Ha [gM), ca OIICHeH! B OTBOPEHO, MHOTOIICHTPOBO MTPOYYBAHE C €THO PaMo IpHU

63 manueHTH ¢ Mpe/IIecTBaIIo JiedueHre. MeuaHara Ha Bb3pacTTa € 63 ronuHu (quamas3oH: ot 44 1o
86 romunm), 76% ca mbxke u 95% ca ot Osnata paca. Becnuku marueHTH uMat GyHKIMOHAICH CTaTyC
no ECOG 0 unu 1 Ha uzxonno HUBO. MenuaHnata Ha BPEMETO OT IMOCTaBSHETO Ha TUarHo3aTa €

74 mecenia, a MeAiaHaTa Ha OpOs Ha TIPEUIIHUTE JieueHus ¢ 2 (nquana3oHn: ot 1 mo 11 neuenus). Ha
M3XOAHOTO HUBO cpeaHara croiHocT Ha IgM B cepyma e 3.5 g/dl 1 60% OT nanueHTiTe ca ¢ aHeMUs
(xemormo6un < 11 g/dl wm 6,8 mmol/l).

IMBRUVICA e npunaran nepopainto 420 mg BeAHBK AHEBHO JIO IPOrpecs Ha 3a00JIIBaHETO HIIH
HeTpUeMIINBa TOKCHYHOCT. IIbpBHYHATA KpaifHa TOYKa IPH TOBA MIPOYYBAHE € OIICHEHATa OT
uzcaenonatenss ORR. ORR u DOR ce orensiBat B CbOTBETCTBHE C KpUTEPUUTE, aIalITUPAHU Ha
Tperara mexaynapoana padotra cpema mo WM (Third International Workshop of Waldenstrém’s
macroglobulinaemia). Otrosopute kbM IMBRUVICA ca noka3anu B Ta6muma 16.

Ta6auna 16: ORR u DOR npu nauuentu ¢ WM

O6mo (N =63)
ORR (%) 87,3
95% CL (%) (76,5; 94,4)
VGPR (%) 14,3
PR (%) 55,6
MR (%) 17,5
Menuana Ha DOR wmecer (inana3on) NR (0,03+, 18,8+)

CL = nosepuTtenen unrepsar; DOR = npoabKkuTeTHOCT Ha 0TroBopa; NR = HenmocTurHat oTroBop; MR = Manbk oTroBop;
PR = gactuuen otroBop; VGPR = mHoro n1o6sp gactiyen orroop; ORR = MR+PR+VGPR
Menuana Ha BpeMeTO Ha IpOoCIieAsiBaHe 10 BpeMe Ha npoyuBaHeTo=14,8 mecena

Menunanara Ha BpemeTo 3a otroBop e 1,0 mecery (quamazon: 0,7-13,4 mecera).
Jlannute 3a eukacHoCT, KOUTO ca orieHeHH cbiino oT IRC, mokaszear 83% ORR ¢ 11% VGPR u 51%
PR.

Kombunupana mepanus

besonachoctra u epukacHoctta Ha IMBRUVICA nipu WM ca TOMBJIHUTETHO OlLIEHEHH MPU
NaIMEHTH C HeJIeKyBaHa JOCera WK JIeKyBaHa npean ToBa WM B paHIOMU3HMPaHO, MHOTOLIEHTPOBO,
IBoiHocAmno npoyyBane ¢asza 3 Ha IMBRUVICA B koMOHHAIMS ¢ pUTYKCUMAa0 CIIpSIMO I11anedo B
komOuHanus ¢ purykcumad (PCYC-1127-CA). [anuenture (n=150) ca pannomusupanu 1:1 na
nonyvasat wia IMBRUVICA 420 mg nueBHo, 1iu miane6o B KOMOWHANKMS C pUTYKCUMad 10
nporpecus Ha 3a00JIIBaHETO WIM HETIPHEMIIMBA TOKCUYHOCT. PuTykcumat e mpunaran BeIHBK
ceIMHMYHO ¢ 103a 375 Mg/m? B IpoabIKEHKE HA 4 MOCIEA0BATEIHN CeAMULH (ceamuiy 1-4),
MOCJIEIBAHO OT BTOPH KypC Ha PHTYKCHMa0 BEJIHBK CEIMUYHO 32 4 TIOCIIEIOBATEIHN CEIMHIIN
(cenmurm 17-20).

MennanaTta Ha Bb3pacTTa ¢ 69 rongunu (amuamas3on, 36 1o 89 ronunm), 66% ca Mbxe, a 79% ca ot
Osutata paca. [leBeTneceT u Tpu IPOICHTA OT MAIUEHTUTE UMAT U3X0JIeH (PyHKIIMOHAJICH CTaTyC TO0
ECOG 0 unu 1, a 7% ot manuenTuTe uMat usxoneH gynkuuonaiex cratyc no ECOG 2. Yernpuaecer
Y TICT TIPOIIEHTA OT MAIMEHTUTE HE ca JIEKyBaHH jJocera, a 55% OoT maIrMeHTuTe ca JeKyBaH! MPpeIn
ToBa. MeiaHaTa Ha BPEMETO OT IOCTaBSHETO Ha JuarHo3ara € 52,6 mecena (HeJeKyBaHH Jocera
MaUeHTy = 6,5 Mecena u JeKyBaHU IIpeIu ToBa manueHTH = 94,3 mecena). Cpen JieKyBaHUTE Mpean
TOBA MAIUEHTH MeANaHaTa Ha Opost Ha TIPEIUTITHUTE JiedeHus ¢ 2 (amuama3oH, 1 mo 6 nedenus). Ha
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M3XO/IHO HUBO MeanaHara Ha croinoctute Ha IgM B cepyma e 3,2 g/dl (nnamason, 0,6 mo 8,3 g/dl),
63% ot narenTHTE ca ¢ anemus (xemornoouH <11 g/dl wmu 6,8 mmol/l), a myranuu MY D88 L265P
ce ycraHoBsBat npu 77% ot narueHTure, auncsat npu 13% ot nanuentute, a 9% OT malueHTUTe He
ca TOJXO/AIIH 32 OI[CHKA Ha MyTAllMOHHUS CTaTyC.

IIpu bpBUYHAS aHATN3, C MEAMAHA Ha TIpociieAsBaneTo 26,5 mecera, onenenns ot IRC koedunmuent
Ha puck 3a PFS ¢ 0,20 [95% CI (0,11; 0,38)]. KoedunuenTsT Ha puck 3a PFS npu neuenue Ha
HEJIEKyBaHU JI0Ccera MalyeHTH, JISKYBaHH MPEIU TOBA MAIIMEHTH U MAHEeHTH che mim 6e3 MY D88
L265P myTanmu cpoTBeTCTBa Ha KoedumuenTa Ha puck 3a PFS B ITT momymanusra.

Peakuun, cBbp3anu ¢ uH(y3uaTa crenex 3 win 4 ca HabmronaBanu npu 1% OT manueHTuTe, JeKyBaH!
¢ IMBRUVICA+purykcuma0, u npu 16% OT nanueHnTure, JeKyBaHH ¢ Iiane0o+puTykcuma.

AKTuBHpaHe Ha Tymopa oA ¢popmara Ha oBuiieHue Ha [gM ce Habmoaasa nipu 8,0% ot
yuactaunure B pamoto ¢ IMBRUVICA+putykcumad u ipu 46,7% OT yYaCTHUIIUTE B pAMOTO C
rane6o+puTykcuma.

Oxonuamernen ananus cied 63-meceyHo npocieoasaue

[Tpu obmro0 mpocnensBane ot 63 Mecena, pe3yaTaTure 3a epuKacHocT, oreHeHn ot IRC no Bpeme Ha
okxonuatenHus ananus 3a PCYC-1127-CA, ca noka3anu B Tabnuna 17, a kpusara Ha Kaplan-Meier 3a
PFS e mokazana Ha @urypa 12. KoepuumentsT Ha prick 3a PFS npu neuenne Ha HeneKyBaHU Jlocera
nanuentr (0.31 [95% CI (0,14; 0,69)]) u jekyBaHu MpeaIn TOBA MAIHEHTH

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

Tabauna 17:  Pesyararu 3a epukacuoct B npoyusane PCYC-1127-CA (OkoHuaTe/leH aHAJIU3 )

IMBRUVICA +R Iinanedo + R
Kpaiina Touka N=75 N=75

IpesxkuBsiemoct 6e3 nporpecus™’
bpoii croutus (%) 22 (29) 50 (67)
Memmana (95% CI), mecerm He e nocrturnara | 20,3 (13,0; 27,6)
HR (95% CI) 0,25 (0,15; 0,42)

P-value <0,0001

BpeMme /10 cJieqBaIOTO JieYeHHEe
Menuana (95% CI), mecernu He e nocturnara | 18,1 (11,1; 33,1)
HR (95% CI) 0,1 (0,05; 0,21)

Haii-n00np 0611 orrosop (%)

CR 13 13
VGPR 29,3 4,0
PR 45,3 25,3
MR 16,0 13,3

O6ma yecrora Ha oTtroBop” (CR, VGPR, PR, MR) (%) 69 (92,0) 33 (44,0)
Mennana Ha MPOIBIKUTEIHOCTTA Ha OOIIHS OTTOBOP, He e nocturnara | 27,6 (1,9; 55,9+)
MecenH (Irana3on) (2,7; 58,9+)

YecroTa Ha otroBop (CR, VGPR, PR)*" (%) 57 (76,0) 23 (30,7)
Meuana Ha OPOABIDKUTEIHOCTTA Ha OOIIKSI OTTOBOD, He e nocturnara | He e mocturnara
MeCenH (Irana3on) (1,9+; 58,9+) (4,6; 49,7+)

YecToTa HA YCTOIUMBO NMOA00pEeHHEe HA XeMOTJI100MHA™ " 77,3 42,7

(%)
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Cl = noseputenen untepsai; CR = mbieH orroBop; HR = koedunnent Ha puck; MR = He3HauuTeIeH OTTOBOD;
PR = yactuuen otrosop; R = purykcumad; VGPR = MHOTr0 100Bp YacTH4EH OTTOBOP
* MenuaHa Ha BpeMeTO Ha MPOCIIe/sBaHe [0 BpeMe Ha mpoyuBanero = 49.7 mecena.

& oneneno ot IRC.

®  Wsuncnenara 4-rogumua PFS e 70,6% [95% CI (58,1; 80,0)] B pamoro na IMBRUVICA + R crpsimo 25,3%
[95% CI (15,3; 36,6)] B pamoTo Ha ruiare6o + R.
p- cToitHOCTTa, CBBpP3aHa C YecToTara Ha otroBop, e <0.0001.

Yecrorara Ha 0TroBOp € 76% vs 41% mpu HeneKyBaHH gocera nanueHTH u 76% vs 22% npu neKyBaHU NPEan TOBa
ManyeHTu cboTBETHO B pamoTo Ha IMBRUVICA + R vs pamoro Ha muiane6o + R.

OmnpeneneHo kato nopuinenue >2 g/dl Hag U3XOIHOTO HUBO, HE3ABUCHMO OT U3XOJJHATA CTOHHOCT, HJIH MOBHIICHHE 10
>11 g/dl ¢ mogoGpenue >0.5 g/dl, ako usxoauoro Huso € <11 g/dl.

®urypa 12:  Kpusa na Kaplan-Meier 3a PFS (ITT nonysiauust) B npoyusane PCYC-1127-CA
(OxoHuaTesIeH aHAIU3)
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B npoyuBane PCYC-1127-CA uma oTJeHO paMo ¢ MOHOTepanus, ¢ 31 manueHTH ¢ JieKyBaHa penu
ToBa WM c HeycreniHa nmpeaxoaHa Teparus, ChIbpiKala puTyKCUMa0, KOUTO TIOydaBaT
IMBRUVICA camocTositenno. MenuanaTta Ha Bb3pactTa € 67 rogunu (nuamnas3on, 47 g0 90 roguan).
OcemjieceT ¥ eIUH MPOIIEHT OT MAlMEHTUTE UMAT U3XojieH GpyHkuoHaieH cratyc no ECOG 0 wnu 1,
a 19% umar uzxoneH pynkiuonainex cratyc no ECOG 2. Menuanara Ha Oposi Ha IIPEIXOTHUTE
nedeHus e 4 (quanaszoH, 1 g0 7 neuenus). [lpu obmo npocneasiBane ot 61 Mecena, 4ectorata Ha
otroBop criopen IRC, HabmogaBana B paMoTo ¢ MoHoTepanus B poyuBane PCYC-1127-CA e 77%
(0% CR, 29% VGPR, 48% PR). MenuanaTa Ha NpOABIKUTEIHOCTTA HA OTTOBOpa € 33 mecewa
(mnanason, 2,4 to 60,2+ mecena). O0mara yecrtora Ha otroBop cropen IRC, HabnronaBana B pamoTo ¢
moHotepamus e 87% (0% CR, 29% VGPR, 48% PR, 10% MR). Meaunanara Ha MpoXbIIKUTEIHOCTTA
Ha obmrust oTroBOp € 39 Mecena (muamnasos, 2,07 to 60,2+ mecera).

Ilenuarpuyna nonynanuys

be3onacHoctTa, epukacHocTTa 1 hapmakokuHeTkata Ha IMBRUVICA npu neguaTpudHu U MITau
BB3PACTHH NALMEHTH C PEUUANBUPAI WK pedpaKkTepeH 3psi B-kieTpueH HeXOMKKUHOB TUMGOM ca
OLICHSIBAaHM B MHOT'OLIEHTPOBO, OTKpUTO npoyuBaHe ¢aza 3 (LYM3003) ot aBe yacTu Ha
IMBRUVICA B koMOuHaIHs ChC CXeMa Ha JICUeHHE WK ¢ puTykcumao, udochamua, kapOOIUIaTHH,
erono3uf u aekcamerazoH (RICE), nim ¢ putykcumad, BUHKPUCTHH, HdochaMua, KapOoIriaTHH,
unapyounus u gexcamera3on (RVICI) kaTo ocHOBHA Tepanusl.
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B gacr 1 Ha npoyuBaneTo (21 manueHTH Ha BB3pacT oT 3 10 17 roawHm) ce OIeHsBa 103aTa, KOSATO 1a
ce m3mom3Ba B yact 2 (51 manmenTH Ha BB3pact ot 3 10 19 rogunm) (Bxk. Touka 5.2).

B ugact 2 nauuenTute ca pangomusupanu 2:1 ga nomyuasar IMBRUVICA 440 mg/m? nuesHo (Ha
BB3pacT noy 12 roguan) uim 329 mg/m? (B3pact 12 1 nosede roguHy) 3a€HO ¢ OCHOBHA TEPAIIUS
WM CaMO OCHOBHA Teparvs JIO 3aBbpIBaHe Ha 3 IUKbBIIA OT TEPANHTa, TPAHCIUIAHTAIIVS, TIPOTPECHSI
Ha 3a00JIsIBAaHETO WIIM HEMPUEMITMBA TOKCHYHOCT. [IbpBHYHATa KpaliHa TOYKa 3a MPEBBH3XOACTBO MO
OTHOIIIEHUE Ha mpexuBsieMocTTa 6e3 croutne (EFS) He e mocTuraara, KoeTo moKaspa, ue HiMa
JOIBJIHUTEINHA 107132 0T 100aBsiHeTo Ha nOpyTHHHO KbM RICE miu RVICI (Bxk. Touka 4.2).

5.2 @apmakoKMHeTHYHH CBOWCTBA

AOGcopouus
NopyTuHnb ce abcopOupa Obp30 ciell NepopaTHO MPUIIOKESHHUE ChC CPETHO T max OT 1 70 2 Yaca.

AbcomoTHata OnoHanmIHOCT Ha riaaHo (n = 8) € 2,9% (90% CI = 2,1 — 3,9) u ce ynBosiBa, Korato ce
KoMOuHMpa ¢ XxpaHa. PapMakOKMHETHKATA HA HOPYTHHUO HE ce pa3inyaBa 3HAYUTEITHO TP MAIUCHTH
C pa3nuyHH B-KineThuHM 370KadecTBeHH 3a0osaBanus. Excriozunusita Ha MOpYTHHUO ce yBeIn4aBa C
mo3u o 840 mg. HabmogaBanara mpu cranuoHapHo cheTosiane AUC mpu manmenTn Ha 560 mg e

953 + 705 ng h/ml (cpenno + crangapTHO oTkioHEeHHE). [IpHunokeHneTo Ha NOPYTUHUO HA TIIATHO
Boju 10 npubmuzuteano 60% excnosunus (AUC)st) B cpaBHeHue ¢ 30 MunyTH nipeau, 30 MUHYTH
ciesl XpaHeHe Wid 2 yaca cieji 6orara Ha Ma3HUHU 3aKyCKa.

No6pyTHHHO MMa pa3TBOPUMOCT, 3aBUCcHUMa OT pH, ¢ mo-HHCKa pa3TBOPUMOCT MU MO-BHCOKO pH.
[Tpu 3apaBu 1OOGPOBOINILIM, TPUEMAIH Ha TTagHo 560 mg eAMHUYHA 1032 HOPYTHHUO Ciie]] IpreM Ha
40 mg oMernpas3oi BeIHHK JHEBHO B MIPOIBIDKEHUE HA 5 THHU B CPABHEHUE C HOPYTHHHUO
CaMOCTOATEITHO, CpeaHUTe TeoMeTpruHn choTHomeHus (90% CI) ca 83% (68-102%), 92% (78-
110%), 1 38% (26-53%), chorBeTHO 32 AUC0-24, AUCast ¥ Crnax.

Pasnpenenenue
OO6paTuMOTO CBBP3BaHE HA HOPYTHHHO C YOBEMIKHUTE MJIa3MEHH TIPOTEHHH iN Vitro e 97,3% u e

3aBHCHU OT KOHIICHTpalusTa B auanazona ot 50-1000 ng/ml. [TpuBuaHusaT o0eM Ha pasnpeneicHue
npu craimoHapHo cbetosiane (Vass/F) e mpubmusutenno 10 000 1.

buotpanchopmanus

No6pyTnHn6b ce merabonusupa raasHo upe3 CYP3A4 no nomyuaBaHe Ha JUXUAPOAHOIIOB METAOOIHT C
WHXHOUTOPHA akTUBHOCT 10 oTHOIIeHrne Ha BTK npubnmsurenno 15 mbTu mo-HUCKa OT Ta3H Ha
nopytuan6. Usrnexaa yuactuero va CYP2D6 B MeTabonn3Ma Ha HOPYTHHUO € MUHUMAITHO.

CrneoBaTenHoO, HE ca He0OXOAMMH TIPe/IIa3Hu MEPKU Npy naruenTy ¢ paznundau CYP2D6
T€HOTHUIIOBE.

EnnmMunupase
[TpuBuanust knupbHe (CL/F) e mpubnuzutenso 1 000 I/h. IlonyxuBoThT Ha HOPYTHHUO € OT 4 110

13 gaca.

Ciiet €JHOKPATHO TIEPOPATHO TPUJIOKEHHE HA M30TONHO Oessizan [*C]-ubpyTuHuG 11py 31paBu
WHIWBUAN, TpHOIn3uTeHO 90% OT paguoakTHBHOCTTA C€ eKCKpeTHpa B paMKuTe Ha 168 yaca, kaTo
no-rossimara gact (80%) ce otaens B m3npaxuenuara u < 10% B ypunata. Henpomenenust
HOpyTHHUO MpecTaBisiBa 0Koyo 1% oT M30TONMHO OelA3aHus IPOAYKT, SKCKPeTHpaH BB (elieca, a B
ypuHaTa He ce OTKpHUBA.

CrernyansHu oIy IAIHA

Cmapuecka ev3pacm
[TonynanmnonHuTe (hapMaKOKMHETHYHU JaHHU TIOKa3BaT, 4e€ Bb3pAcTTa HE BIMSAE 3HAYHMO BBPXY
OYMCTBAHETO HAa HOPYTHHUO OT KPBHBTA.
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Ileduampuuna nonyrayus

DapMaKOKHHETUIHUTE JJAHHU TTOKAa3BaT, Y€ SKCIO3UIMATA Ha HOPYTHHHUO MPH Jiela ¢ el IuBUpal
i pedpakTepeH 3psi1 B-kieThueH HeX0MKKUHOB IMMQOM Ha BB3pacT 12 1 moBeye roAnHH,
ToJTyYaBally JHEBHA 1032 329 Mg/M2, u nena Ha Bb3pacT oT 3 10 noA 12 roguHu, moyyasamm
nHeBHa 103a 440 mg/m?, OGMKHOBEHO € B AMANA30HA HA €KCIIO3ULMUTE, HAOIIOIaBaHU [IPH Bb3PaCTHH
MaIeHTH, Ha KOUTO € IIPHIOKEeHa JHEBHA g03a 560 mg.

Ilon
[MomynanyonauTe GpapMakOKUHETUYHU JTAHHU TIOKA3BaT, Y€ TOJTBT HE BIHsC 3HAYMMO BBEPXY
OYMCTBAHETO Ha MOPYTHHUO OT KPBHBTA.

Paca
Hsma nocrarsuHOo JaHHU 3a OLIEHKA HAa IOTEHIMATHUS e(eKT Ha pacaTa BbpXY (hapMaKOKHHETHKATa
Ha HOpyTHUHHO.

Tenecrno meano
[MomynanuonHuTe hapMaKOKMHETHYHH JaHHHU ITOKa3BaT, Y€ TeJACCHOTO Teriao (auamnason: 41-146 Kg;
cpenna [SD]: 83 [19 kg]) uma He3HaunTeneH €PEeKT BbPXY OYUCTBAHETO HA HOPYTHHHO.

bvopeuno yepescoarne

NopyTnHHO nMa MUHUMaJeH ObOpeueH KITUPBHHC; yPUHHATA eKCKpelus Ha MetabonuTute € < 10% oT
no3ata. J1o To3u MOMEHT He ca NMPOBEJCHN KOHKPETHH MPOYYBAHMUS ITPH TAIIMEHTH C HapyIIeHa
0b0peuna QyHKusL. JIMTICBAT TaHHH NIPY MALMEHTH C TEKKO ObOPEUYHO yBpEXJaHEe WU MPH
NalMCeHTH Ha Auanu3a (BK. Touka 4.2).

Yeproopobno yspexcoane

No6pyTnHHO ce MeTabonusupa B uepHus apod. B nmpoyuBane npu maieHTy ¢ 4epHOIPOOHO
yBpexkIaHe u 0e3 OHKOJIOTHYHO 3a00JIsIBaHe € MPUIIOKEHa eIMHIYHA J03a oT 140 mg ot
JIEKapCTBEHUS MPOAYKT Ha rianHo. EdexTsT Ha HapymieHa ¢yHKIuUS HAa 9epHUs 1pod Bapupa
3HAYUTEITHO MEXKAY OT/IEITHUTE UHINBUIN, HO CPETHO ce HaOIro/1aBa yBelMueHHEe Ha EKCIIO3UIUATA Ha
uopytuHuO (AUC)ast) ¢ 10 2,7-, 8,2- 1 9,8- bTH, CHOTBETHO IpH maimeHTy ¢ jieko (n = 6, Child-Pugh
kiac A), ymepero (n = 10, Child-Pugh knac B) u texko (n = 8, Child-Pugh kiac C) yepHoapoGHO
yBpexaane. HecBbp3anata ¢pakuus Ha HOpyTHHUO CHIIO Ce yBEIMYaBa ChC CTENIEHTA HAa YBPEXKIaHe
¢ 3,0, 3,8 u 4,8% CHOTBETHO MPH MAILMEHTH C JICKO, YMEPEHO M TEXKKO YSPHOAPOOHO YBpEXKIaHE, B
cpaBHeHue ¢ 3,3% B ru1a3MaTa py ChbOTBETCTBALIMTE 3/[paBU KOHTPOJIM B PAMKHUTE Ha TOBA
npoyusaHe. CbOTBETHOTO YBEIMYCHUE HA eKCIIO3uMATa Ha HecBbp3aH HOPYTUHUO (AUCunbound, last) €€
ouaksa ja 0bje 4,1, 9,8 1 13 IbTH CHOTBETHO MPHU UHAUBUIIY C JICKO, YMEPEHO U TEKKO YEPHOAPOOHO
yBpexaHe (Bx. Touka 4.2).

Eonospemenno npunodicenue ¢ mpancnopmuu cyocmpamu/unxubumopu

In vitro mpoyuBaHus moka3Bar, 4ye HOpyTHHHUO He e cyOcTpat Ha P-gp, HUTO Ha IPyTH OCHOBHH
TpaHcnopTepy, ¢ uskitouenre Ha OCT2. JIuxuapoAHONOBUIT METAOOIHUT U JIPYTH METAbOJIHUTH ca
P-gp cyberpatu. U6pyTrHUO € in Vitro naxubutop Ha P-gp u BCRP (Bx. Touka 4.5).

5.3 IlpeakIMHUYHHU JaHHU 32 0€30MACHOCT

CrneHuTEe HEXXKENaHU ePEKTH ca HAOJII0JaBaHK B MTPOYUBAHUS C MIPOIBIIKUTEIHOCT 13 ceMUIIM TPH
IUThXOBE U KyueTa. Y CTAHOBEHO €, ue HOPYTUHHUO MPEIU3BUKBA CTOMAIIHO-YPEBHU €PEKTH (MEKU
WBIIPaKHEHUS/INAPUS W/WITH Bh3MalieHUe) U TMM(GOUTHO N3UYEPIIBAHE NIPU TUTHXOBE U Ky4eTa MpH
HUBO Oe3 HaOsoAaBad HexenaH edekT (No Observed Adverse Effect Level, NOAEL) 30 mg/kg/nen u
npu aBaTa Buja. Bb3 ocHoBa Ha cpeanara excriozuius (AUC) npu 560 mg/nen kiuandHa no3a, AUC
croTHOUIeHUsTA ca 2,6 u 21 mpu NOAEL, ch0TBETHO IPU MBKKH U KEeHCKH 11bXxoBe U 0,4 u 1,8 npu
NOAEL, ch0TBETHO MPU MBKKH U KEHCKH KyueTa. ['paHunure Ha Hall-HUCKUTE HUBA, IIPU KOUTO CE
HaOonaBa eext (Lowest Observed Effect Level, LOEL) (60 mg/kg/nen) mpu ky4dera ca 3,6 mbTH
(mBxkn) 1 2,3 meTH (keHcKkn). [Ipu mrpxoBe ce HaOMr0MaBa ymepeHa arpodus Ha allMHAPHUTE KIETKU
Ha MaHKpeaca (cMsTaHa 3a HexkenaHa) npu 1o3u > 100 mg/kg npu MBXKH TUIbX0BE (TPaHULM Ha
excrozurus 2,6 et AUC) 1 He ca HabJr01aBaH! MIPH JKEHCKUTE ILTHX0BE MPH JI03H JI0
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300 mg/kg/nen (rpanuiy Ha excrio3uius 21,3 et AUC). HabronaBa ce ciiabo HamajieHa
TpaOeKynapHa 1 KOPTHUKaIHa KOCT IPH JKEHCKHU IUTbX0Be, TpeTrpanu ¢ > 100 mg/kg/nen (rpaHuiy Ha
excnozunus 20,3 metu AUC). Benuku cToMamHo-4peBHY, TUMGOUTHE U KOCTHH HAXOJKH ca
o0paTuUMH clies Iepuo]] Ha Bb3cTaHOBsABaHe oT 6-13 ceqmuuu. HaxonkuTe B maHkpeaca ca 4aCTUUHO
00paTUMH TI0 BpeMe Ha ChIIOCTABHMU ITEPHOIN Ha BH3CTAHOBSBAHE.

He ca MPOBCKAAHU TPOYUBAHUA 3a TOKCUYHOCT IMMPU FOBCHWJIHU JKUBOTHHU.

Kanyepozennocm/zenomoxcuunocm

NopyTHHUO He ¢ KaHI[EPOTeHEH B 6-MeCeuHO MpoyuBaHe npu TpancreHnn mumiku (Tg.rasH2) mpu
nepopaiau 1034 10 2 000 mg/kg/nHEeBHO, ¢ TpaHUIlA HA SKCIIO3UIIUATA TPUOJIU3UTEITHO OT

23 (mbxkkn) 70 37 (kernckun) mbtd AUC 1ipu xopa ¢ THeBHA 7032 HOpyTHHUO 560 Mg.

NopyTHHUO HIMa reHOTOKCHYHHU CBOMCTBA, KOTAaTO € M3CJeIBaH P OAKTEpUH, KJICTKH Ha 603aiHUIIN
WIH TIPH MUIIKH.

Penpooykxmuena moxcuunocm

[Tpu 6pemenHu urbX0Be, HOPyTHHUO Tpu K03a 80 My/kg/neH ce cBbp3Ba ¢ yBenu4IeHa
NOCTUMITIAHTAMOHHA 3ary0a ¥ MOBUILICHN BUCIIEPATHH (Ha CHPLETO U FOJIEMHUTE CHIOBE)
Ma(opMaIiy U CKeJIETHU BapHallyd, ¢ rpannia Ha ekcriozuius 14 metn AUC, ycTaHOBeHA ITpH
MAaIMeHTH ¢ THeBHA 103a 560 mg. [Ipu no3a > 40 mg/kg/neH, uOpyTHHHUO Ce CBBP3Ba ¢ HAMAJICHO
teryio Ha wioaa (AUC ceoTHoOIIEHHE > 5,6 B cCpaBHEHUE ¢ JHEBHa Jj03a 560 mg npu NaueHTH).
CrnenoBatenno peraramat NOAEL e 10 mg/kg/nen (mpubmmsutento 1,3 metu AUC Ha nOpyTHHUO
npu 103a 560 mg qHEBHO (BXK. Touka 4.6).

[Tpu GpeMeHHM 3aiiIy MPHIIIOKEHNUETO Ha MOPYTHHHO ¢ 032 15 mg/kg/nen niw mo-BucoKa € CBbpP3aHo
ChC CKeNeTHH Maj(opManuy (CpacTBaHe Ha MPUMOPANATHUTE CTEPHATHA CETMEHTH ), & HOPYTHHHO C
no3a 45 mg/kg/neH e cBbp3aH ¢ MOBUIICHU MMOCTUMILIAHTAIIMOHHHU 3aryou. MOpyTHHHO npuyuuHsBa
Manopmanuu npu 3aiy ¢ no3a 15 mg/kg/nen (mpubamzurenno 2,0 metr Hax excriosunusta (AUC)
npu narperTu ¢ MCL, Ha kouTo ce npuiara uopytuauo 560 mg aHeBHO, u 2,8 MHTH HaJ
excriosuisaTa npu namuertu ¢ CLL nimun WM, nonyyaBaiiu uopytunu6 ¢ go3a 420 mg Ha JieH).
Crnenosarenno, peramnoro NOAEL e 5 mg/kg/nen (mpubmuzurenno 0,7 met AUC Ha nOpyTHHHO
npu 103a 560 mg aHeBHO) (BXK. TOUKa 4.6).

Depmunumem

He ca mabnronaBanu eexTr 1o OTHOIICHHE Ha (PEPTHITUTETA WIIH PETIPOTyKTUBHHUTE CITIOCOOHOCTH
MIPH MBKKH HITH JKEHCKH TUTHXOBE JI0 MaKcHMaiHaTa TecTBana no3a - 100 mg/kg/nen (doBemka
exBuBaNeHTHa 103a - HED16 mg/kg/nen).

6. DAPMAIIEBTUYHU JAHHHU
6.1 Cnucbk HAa NOMOIIHHUTE BElIeCTBA

KarncynHo chbabpxKUMO
KpOCKapMeno3a HaTpui
MarHes3ueB creapar
MHUKPOKPHCTAIHA 1IeJ1yJ103a
Harpues jaypuicyidar (E487)

CncTaB Ha KamcyJiaTta
YKEIaTUH
tutaHoB auokcun (E171)

IleyaTHO MacTUIO

IIeJIIaK

uepeH xene3eH okcup (E172)
npormmieHrmkod (E1520)
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6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHocT

3 roaguHu

6.4 CnenmuaJHM ycJI0BHUS HA ChbXpaHeHHUe

To3u 1ekapcTBEH MPOAYKT HE M3UCKBA CIELMAIHU YCJIOBUS HAa ChbXPaHEHHUE.

6.5 Bwuau chabp:kaHue HA ONAKOBKAaTAa

HDPE O6yTunku chbe 3amuTeHa oT JAera MOJUIIPONIICHOBA 3aITyIIIaiKa.

Bcesika xapToHeHa omakoBKa ChAbpKa exHa OyTiika ¢ 90 mimu 120 TBBpIaM Karcym.
He Bcruky BUAOBE ONAKOBKU MOTaT 1a OBbAAT MMyCHATH B TIPOJIaX0a.

6.6 CrhenuajaHu NMpeINa3Hu MEPKHU NMPH U3XBbPJIsIHE

Hewnsnon3panust JICKApPCTBCH NPOAYKT WM OTHAABYHUTC MAaTCpUaId OT HETO TpH6Ba Ja C€ U3XBBPJIAT
B CbOTBETCTBHE C MECTHUTE U3UCKBAHMUS.

7. MNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA
Janssen-Cilag International NV

Turnhoutseweg 30
B-2340 Beerse

benrus

8. HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

EU/1/14/945/001 (90 TBBpaM KamcCym)

EU/1/14/945/002 (120 TBBpau KarcyJiu)

9. JATA HA ITbPBO PASPEIIABAHE/IIOJJHOBSIBAHE HA PA3ZPEILIEHUETO 3A
YIIOTPEBA

[ata Ha mepBO pazpemaBane: 21 oktomBpu 2014 r.

Jlata Ha nocneHo moaHoBsBaHe: 25 oHu 2019 .

10. [JATA HA AKTYAJIU3BUPAHE HA TEKCTA

01/2024

IToapoOHa uHoOpMaIKs 3a TO3M JCKAapCTBEH MPOIYKT € MpeIocTaBeHa Ha yeOcaliTa Ha EBporneiickara
areHIus 1o Jiekapcersata http://www.ema.europa.eu.
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1. HUME HA JIEKAPCTBEHMA TPOAYKT

IMBRUVICA 140 mg ¢punmupanu tabiaeTku
IMBRUVICA 280 mg ¢punmupanu tabiaeTku
IMBRUVICA 420 mg ¢pwimupanu TabiaeTku
IMBRUVICA 560 mg ¢puimupanu tabiaeTku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

IMBRUVICA 140 mg ¢dbunmMupanu TabJieTKH
Bceska ¢punmupana tabnerka ceappika 140 mg ubpytunu6 (ibrutinib).

ITomorHo(u1) BemecTBo(a) ¢ U3BECTHO JEHCTBUE
Bcesika punvupana tabnerka ot 140 mg chappika 28 mg 1akTo3a MOHOXUIPAT.

IMBRUVICA 280 mg dhunmMupanu tabJIeTKH
Bcesika punmupana tabnerka cpabpika 280 mg ubpytunu6 (ibrutinib).

IomoniHo(1) BerecTBo(a) ¢ U3BECTHO JICHCTBUE
Bcesika punmmupana Tabnerka ot 280 mg chabpika 56 mg lakTo3a MOHOXHUJAPAT.

IMBRUVICA 420 mg dunmupanu TabiaeTku
Besika ¢punmupana tabnetka cbabpxka 420 mg ubpytunuo6 (ibrutinib).

IHomornHO(1) BerecTBo(a) ¢ U3BECTHO JIEHCTBHUE
Bcesika punmmupana Tabnerka ot 420 mg chabpika 84 mg akTo3a MOHOXHUAPAT.

IMBRUVICA 560 mg dunvupanu TabaeTku
Bcesika punmupana Tabierka chabpika S60 mg ubpytunuo6 (ibrutinib).

ITomormnao(1) BemecTso(a) ¢ U3BECTHO NESHCTBUE
Bcesika punmupana tabnerka ot 560 mg cpappka 112 mg 1akTo3a MOHOXHIPAT.

3a IIBJIHUS CIUCHK Ha ITOMOIIHHUTEC BCUICCTBA BHXKTC TOYKaA 6.1.

3. JEKAPCTBEHA ®OPMA
®duimupana tabneTka (TabiaeTka).

IMBRUVICA 140 mg dunmupanu TabIeTKU
JKpnro-3enenu o 3eneHu Kpbriu Tabnerku (9 mm), ¢ BAIBO0HATO penedHo o3HaueHue “ibr” oT
enHaTa crpana u “140” ot mpyrara cTpaHa.

IMBRUVICA 280 mg ¢dbunmMupanu TabJieTKH
JlunaBu npoabirosaTy TadjaeTku (15 mm ab/oKMHA M 7 mm MIKPHHA), ¢ BIJITEOHATO pesiehHO
o3HaudeHue “ibr” oT eqHara cTpaHa u “280” oT aApyrara crpaHa.

IMBRUVICA 420 mg dhunmMupanu tabJIeTKU
JKbnTo-3emeHu 10 3eeHN IPOaBIToBaTH TadaeTku (17,5 mm nbokuHa U 7,4 mm MIUPHUHA), C
BINIOHATO pesieHO 03HauUeHue “ibr” oT egHaTa ctpaHa u “420” ot Apyrara cTpasa.

IMBRUVICA 560 mg dhunmMupanu tabiieTKU
Kbt 10 opamkeBu npoabiaroBaT TadseTk (19 mm apmkuaa u 8,1 mm mupHHAa), ¢ BIUTEOHATO
penedno o3HaueHue “ibr” ot exHaTa cTpana u “560” ot npyrara cTpaHa.
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4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHU MOKA3AHUS

IMBRUVICA kato MOHOTepamnus € IoKa3aH 3a JICUCHHE Ha B3PACTHU MAIlUEHTH C PEIUIUBHPAI HIH
pedpakTeper MaHTeNHOKIEThYeH TuMdpoM (mantle cell lymphoma, MCL).

IMBRUVICA xaTo MOHOTepamnusi Wi B KOMOWHAIHS C pUTYKCHUMa0, OOMHYTY3yMab WiTH
BEHETOKJIAKC € [TOKa3aH 3a JIeYeHHe Ha Bb3PAcTHU MAIMEHTH ¢ HeJIeKyBaHa JJ0cera XpoHHYHa
auMdornTHa eBkemus (chronic lymphocytic leukaemia, CLL) (Bk. Touka 5.1).

IMBRUVICA kato MOHOTepamnus v B komOuHaIma ¢ 6eHnamyctis u putykcumad (BR) e mokazan
3a JIeueHUe Ha Bh3pacTHU nanueHTH ¢ CLL, KouTo ca moay4uiiv oHe elHa IPEAIeCTRAINA TePaTHsl.

IMBRUVICA kato MOHOTepamnus € moka3aH 3a JeUeHHEe Ha B3PACTHH MAITUEHTH C
makpornooynunemus Ha Waldenstrom (Waldenstrom’s macroglobulinaemia, WM), kouTo ca
MOJIYYMJIM [IOHE €JHAa MPEALIecTBaIla TePanus Wil KaTo IbpBa JUHUA IPH MAUEHTH, KOUTO ca
HenoaxoAsmy 3a xumuo-umyHoTepamnus. IMBRUVICA B komOuHarms ¢ purykcumab e rokasaH 3a
JieueHHne Ha Bh3pacTHH NnauueHTu ¢ WM.

4.2 Jlo3MpOBKA M HAYMH HA MPUJIOKEHHE

JleueHHeTO C TO3MU JIEKAPCTBEH MPOAYKT TPsIOBa J1a ce 3al04He U Jla ce MPOcieisiBa OT JIeKap ¢ OINT B
NPUIaraHeTo Ha MPOTHBOPAKOBHU JIEKAPCTBEHH MPOLYKTH.

203H[20BK3

MCL
[Ipenoprunrennara go3a 3a neyenrero Ha MCL e 560 mg BeTHBK AHEBHO.

CLLu WM

[Ipenopruntennara go3a 3a seuenrie Ha CLL 1 WM, uiu kaTo MOHOTEpanus, Wik B KOMOWHAIUS €
420 mg BeqHBXK THEBHO (3a MoBeue HH(OpMAIKs OTHOCHO cXeMaTa Ha TpularaHe Ha KOMOHHAISTA
BX. Touka 5.1).

Jleuenneto ¢ IMBRUVICA Ttpsi6Ba 1a IpogbiKy 10 TpoTrpecus Ha 3a00JIIBAHETO WITH JIO
HETMOHOCHMOCT Ha MalMeHTa KbM Tepanusra. B komOuHauus ¢ BeHeTokiIakc 3a jieuenue Ha CLL
IMBRUVICA TpsibBa 51a ce mpuiiara KaTo CaMOCTOSITETHO CPEJICTBO B MPOJABIDKCHUE Ha 3 IIUKbBIIa
(1 uuxba e 28 guu), nocnensano ot 12 nukbia IMBRUVICA muioc BeHeTOKIaKe. 3a mbJHa
uH(pOpMaIK 3a JO3UPAaHETO Ha BEHETOKIIAKC BIKTE KpaTKaTa xapakTepuctuka Ha npoxykra (KXII).

Koraro IMBRUVICA ce npuiara B komOuHaiwms ¢ antu-CD20 Tepamnus, npenopbusa ce
IMBRUVICA na ce npunara npeau antu-CD20 TepanusiTa, ako ce npujiaraT B €IMH U ChILIH JCH.

Aoanmupane na 0ozama

Ymepennte u MomHuTe CYP3 A4 nHXUOUTOPH yBeTUYaBaT EKCIO3ULMATA HA HOPYTUHHO (BXK.
touku 4.4 u 4.5).

Koraro ce nznon3sa enHoBpemeHHo ¢ ymepenu CYP3A4 uaxuburopu, no3ara Ha HOpyTHHUO TpaOBa
Ja ce Hamanu 10 280 mg BEAHBXK THEBHO.

Korato ce uznonssa eqnoBpeMmenHo ¢ Motau CYP3 A4 uaxuburopu, 1o3ara Ha HOpyTHHUO TpaOBa na
ce HamMaiu 10 140 mg BeTHBK AHEBHO WJIM JIEYEHHUETO Jia C€ MPEyCTaHOBH 3a HE NOBEYE OT 7 AHH.
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Tepamusata ¢ IMBRUVICA Tpsi6Ba 1a ce mpeyCcTaHOBH IPH BCSKA HOBOIIOSBHJIA CE€ FUTH BIIOIIIABAIIA
ce ChpJieuHa HEJIOCTATHYHOCT CTETICH 2, ChbP/ICYHN apUTMUU CTETCH 3, HEXeMAaTOJIOTHIHA TOKCUIHOCT
CTETeH > 3, HEYTPOIICHUS CTEIICH 3 WK MO-TOJIIMa C MH(EKIIHS WK MTOBHUINIEHA TEMIIEpaTypa, WiIu
XEMaTOJIOrMYHa TOKCUYHOCT cTeneH 4. Cliel KaTo CHMIITOMHUTE Ha TOKCUYHOCT C€ BH3CTAHOBSAT JI0
crerieH | WM 10 M3X0IHO HUBO (BB3CTaHOBsIBaHE), mogHoBeTe TepanusaTa ¢ IMBRUVICA ¢
NPENopPbYUTENHATA 7034, IOCOYCHA B TAOIHITUTE TO-/I0ITY.

[IpenopbunTeTHUTE KOPEKIIMA HA [103aTa MPU HEKAPAUOJIOTHYHY CHOUTHS Ca OMICAaH! TO-A0TY:

Cuourus’ ITosiBa Ha Kopurupane na nozara Kopurupane Ha no3ara cien
TOKCHYHOCT | CJie[l Bb3CTAHOBSIBaHe MPH BBH3CTAHOBSIBAHE TIPH
MCL CLL/WM

Hexemaronoruuna
TOKCUYHOCT CTETCH 3 [IspBa’ Bb3o6HOBsBane ¢ S60 mg Bw3o6HoBsiBane ¢ 420 mg
i 4 JTHEBHO JTHEBHO
Heytponenus ¢ Bropa Br3ob6HOBsBaHE ¢ 420 mg Br3o6HoBsBane ¢ 280 mg
UHPEKIUS WK JHEBHO JTHEBHO
TTOBHIIIEHA
TeMImeparypa Tpera Br3ob6HOBsBaHe ¢ 280 mg Bp3ob6HOBsBaHE che 140 Mg
crened 3 win 4 JITHEBHO JTHEBHO
XemaronornyHa YeTrBbpTa [IpeycranoBsiBane npuema [IpeycranoBsBaHe npreMa Ha
TOKCHYHOCT CTerneH 4 na IMBRUVICA IMBRUVICA

T OL[eHS{BaHe BBb3 OCHOBA Ha KPUTECPUUTE HA O6HII/ITG TECPMHUHOJIOTUYHU KPUTECPHUHU 3a HEKEIAaHU CHOUTHS Ha HaHI/IOHaJ'IHI/IH

onkonornuen uuctutyt (National Cancer Institute-Common Terminology Criteria for Adverse Events, NCI-CTCAE),
WM KpUTepurTe Ha MeXIyHapoIeH CHMHHAp 3a XpoHuuHa JumdormTHa teBkemus (International Workshop on Chronic
Lymphocytic Leukemia, IWCLL) 3a xemaronorunyna Tokcuuroct npu CLL/SLL.

Koraro Bb300HOBSIBaTE JICYEHHETO, 3aII0YHETE ChC ChIIATA MM I10-HHUCKA 1032 Bb3 OCHOBA Ha OLICHKATa Ha
CHOTHOIICHUETO TON3a-pHUCK. [Ipy MOBTOPHA MOsIBA HA TOKCHYHOCTTA HAMaJIeTe JIHEBHATa 1033 ¢he 140 mg.

HpeHOp’b'-II/ITe.HHI/ITe KOPCKIIMM Ha J03aTa IIpu CHLOUTHA HA ChbpA€UYHA HEAOCTATHYHOCT WJIN CHPACUHN
ApUTMHU Ca OIMMCAHU I1O-I0JTYy:

Cnourns IlosiBa Ha Kopurupane na nozara Kopurupasne Ha go3ara
TOKCHYHOCT | cJel Bb3CTAHOBSIBaHe NMPHU cjel Bb3CTAaHOBSIBaHE NPH
MCL CLL/WM
IIvpBa Bp3o6HOBsBaHE ¢ 420 mg Bp3o0HOBsIBane ¢ 280 Mg
Copneuna JHEBHO JTHEBHO
HEJIOCTaTHYHOCT Bropa Bb3o6HoBsBane ¢ 280 mg Bw3o6HoBsBaHe cbe 140 mg
CTeTIeH 2 JTHEBHO JTHEBHO
Tpera [IpeycranosaBane npueMa Ha IMBRUVICA
[IspBa Bp3o6HOBsBaHE ¢ 420 Mg Br3o0HOBsBanHe ¢ 280 mg
CopieuHn apuTMun ; N
cremen 3 JTHEBHO JTHEBHO
Bropa [IpeycranossBane mpuema Ha IMBRUVICA
Cobpaeuna
HEJO0CTaThYHOCT
crenen 3 wm 4 [IvpBa [IpeycranossiBane npuema Ha IMBRUVICA

CbpaedHu apuTMun
creneH 4

f [Ipenu Bb300OHOBSIBaHE Ha JICYUCHUETO OIICHETE CHOTHOMICHUETO MOJ3a-PHCK.

IIponycnama dosa

AKo 1o3aTa He € B3eTa B ONPEEICHOTO BpeMe, MOKe 1a Ob/ie B3eTa Bb3MOXKHO Hali-CKOPO B CHIHS
JIeH ¢ BpblllaHe KbM HOpMaliHaTa cxema Ha cieapamus JeH. [lanueHTsT He TpsaOBa 1a B3eMa
JOITBJIHUTEIHU TaOJIETKH, 32 1a KOMIICHCHPA NPOITyCHATAaTa /103a.
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Cneyuannu nonyiayuu

Cmapuecka ev3pacm

He e HeoOX0qMMO CrienMaiHo alaliTUPaHe Ha 103aTa MU MAIMeHTH B CTapyecKa Bb3pacT
(> 65 rogunm).

bvopeuno yepesicoane

He ca nmpoBexxganyn KOHKPETHN KIMHWYHH MIPOYYBAHUS TIPH NAIHEHTH C OBOpEedHO YBpEKIaHEe.
[TarmeHTH € IEKO WM yMepeHo OBOPEYHO yBpeKJaHe ca OWMITH JIEKyBaHH B KIMHUYIHUTE MPOYIBAHUS
¢ IMBRUVICA. He ce Hanara amanTipaHe Ha J03aTa Ipy HalMeHTH ¢ JICKO WM yMEpEeHO ObOpeuHO
yBpexkIaHe (KpeaTHHUHOB KIUPBHC mo-rojsiM oT 30 ml/min). TpsdBa na ce moaabpika XuapaTupaHe u
Jla ce MPOCIIeasIBaT MepUOJNIHO HUBaTa Ha cepyMHus kpeatnHuH. IMBRUVICA tpsi6Ba na ce
npuiiara rnpy MaueHTy ¢ TeXKo 0bOpedHo yBpexaane (kpeaTuHHHOB KiaupbHC < 30 ml/min), camo
aKo IoJ13aTa MPEBUIIABA PUCKA U TTALIMEHTUTE CE CIEAT 0TOMN30 3a MPU3HAIM HAa TOKCHYHOCT. Hsima
JIAHHH TIPH MAIMCHTH C TeKKO ObOPEUHO YBPEKIaHE WU MPH MAIMEHTH Ha Tuain3a (BX. Touka 5.2).

Yeproopobno yspedcoane

NopytraN6 ce MeTabonmsupa B yepHUs ApoO. B mpoyuBane mpu MarueHTn ¢ 9epHOAPOOHO
YBPEKIaHEe, TaHHUTE OKAa3BaT YBEIMUCHNE HA EKCITO3UIIUATA HA HOPYTHHHUO (BXK. Touka 5.2). [Ipu
MAIUeHTH C JIeKo uepHoapoOHo yBpexaane (Child Pugh kmac A), npenopbuntennara no3a e 280 mg
nHeBHO. [Ipy manuentu ¢ ymepeno depHoapo6Ho yBpexnaane (Child Pugh knac B) npenopbsuntennara
nmo3a e 140 mg naeBHo. [lanmenTure na ce HabmromaBar 3a mpu3Hany Ha TokcuaHOCT Ha IMBRUVICA
W J1a ce Clie/IBaT HACOKHTE 3a afanTUpaHe Ha 103aTa, KakTo ¢ Heobxoaumo. He ce mpenopbuBa
npuioxxenue Ha IMBRUVICA npu manuenTH ¢ TexXK0 uepHoApoOHOo yBpexkaane (Child Pugh

kiac C).

Teoicko cvpoeurno 3abonseane
[MarneHTH ¢ TEXKO ChPACYHOCHI0BO 3a00IIBaHE Ca M3KITIOYCHH OT KIIMHHYHHUTE MPOYYBAHUS C
IMBRUVICA.

Ileouampuuna nonynayus

Ynorpebara Ha IMBRUVICA npu nena u roHomu Ha Bb3pacT ot 0 1o 18 rogunu He ce mpenopbusa,
THH KaTo e(pUKACHOCTTA HE € ycTaHOBeHa. HanmuHuTe MoHacTOsAIeM JaHHHU PU MalUEeHTH ChC 3PS
B-kiieThueH HEXODKKUHOB JInM(OM ca onrcanu B Touku 4.8, 5.1 u 5.2.

Hauun Ha npwioxxeHue

IMBRUVICA Tpsi6Ba 1a ce npuiiara nepopaiHo BEJIHBK JHEBHO C Yailla Bojia IPUOIM3UTEIHO 110
€/IHO ¥ CBIIO BpeMe BCeKH AeH. TabueTkure TpsOBa 1a ce MOITBIIAT LIEJIU ¢ BOAA U He TpsAOBa J1a ce
yynsaT win aeB4at. IMBRUVICA He Tpsi0Ba Aa ce npreMa chC COK OT rpeindpyT Ui CeBUICKH
noprokaiu (Bx. Touka 4.5).

4.3 TIlpoTuBOmOKAa3aHUS

CBp’bX‘IyBCTBI/ITeHHOCT KbM aKTHBHOTO BCUICCTBO HJIM KBbM HAKOC OT IIOMOIIHHUTEC BCUICCTBA,
n30poeHu B Touka 6.1.

M3non3BaHeTo Ha TIpenapaTH, ChIbPXKAIIN KBIT KAHTAPHOH € TIPOTUBOIIOKA3aHO TIPH MAIUEHTH,
nexkyBaau ¢ IMBRUVICA.

4.4 ChnenuanaHu nmpeaynpesaeHus: U NpeAna3sHyl MepKH NpU ynoTpeda

Cb0uTHS CBBP3aHU C KbPBEHE

Nma cpobmenus 3a ciyyan Ha KbpBEHE NpH nanueHTH, JiekyBanu ¢ IMBRUVICA, kakTo cbe Taka u
6e3 TpomOonmTonieHys. Te BKIIIOYBAaT HE3HAYUTEIHHU CIIy4yal Ha KbPBEHE, KaTO KOHTY3HH, €IMCTAKCHC
Y TIETEXUH; U CIIy4ad Ha TOJIEMHU KPBBOU3IHUBH, HIKOH OT KOWUTO JIETAJTHH, BKIIFOUYUTETHO CTOMAIITHO-
YPEBHO KBbPBEHE, BBTPEUEPENICH KPbBOU3IUB U XEMATypHS.
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Bapdapun wim npyru antaroHuctH Ha ButaMuH K He TpsiOBa Ja ce mpuiiaraT eHOBPEMEHHO €
IMBRUVICA.

Ynorpebara Ha aHTUKOATYJIAHTH WM JICKAPCTBEHU MPOYKTH, KOUTO HHXUOHUPAT TPOMOOITUTHATA
¢byHKIMS (aHTHArperaHTHH cpeacTsa) enHoBpemenHo ¢ IMBRUVICA, moBumasa prucka OT roIeMu
KpBHBOM3NMUBU. [10-BHCOK PHCK OT TOJIEMH KPHbBOU3JIHMBH € HAOIIOAaBaH MPH aHTUKOATYIaHTH,
OTKOJIKOTO TIPY aHTHATPEraHTHU cpejicTBa. [IperieHeTe puckoBeTe U MOJI3UTE OT aHTHKOAryJIaHTHATA
WJIM aHTHPOMOOIIMTHATA Tepalns, KoraTo ce npmiarat eqaopemedto ¢ IMBRUVICA.
Hab6mogaBatiTe 3a MpuU3HANN W CHUMIITOMH Ha KbPBEHE.

Tps6Ba na ce n30sTBaT 100aBKM Kato puOEHO Macio U npenapaTu Ha ButamuH E.

[Tpuemst Ha IMBRUVICA TpsioBa Oblie mpeycTaHoBeH Hali-Maiko 3 10 7 AHU Npeu U Clex
oreparys, B 3aBUCHMOCT OT BHJia Ha OllepalMsaTa U pucka oT KbpBEHE.

MexaHu3MbT Ha C’[>6I/ITI/IHTa, CBBbpP3aHU C KbPBEHEC, HC € HAITbJIHO U3ACHCH. ITanmenTure ¢ BpoacHa
XeMoOparviHa auare3a HE Ca IPpOYyUBaHU.

JleBkocTa3a

Cro0ImaBanu ca ciryvau Ha JIEBKOCTa3a npH nanuenT, JiekyBanu ¢ IMBRUVICA. [pu ronsim 6poit
mupkynupamu sumdonuta (> 400 000/pul) moxe na uma noBuieH puck. [la ce oOMuciu BpeMeHHO
npeyctanoBsiBane Ha nprema Ha IMBRUVICA. IlanmentuTe TpsiOBa fa Ob1aT BHUMATEITHO
HaOmoaBaHy. Jla ce mpuiIokat Mo IbpKallid MEPKH, BKIIFOUNTEIIHO XUApATAIUS U/ UK
IUTOPEAYKIUS, KAKTO € TIOKa3aHo.

Pynrypa Ha crne3kara

CroOmIaBaT ce ciiydad Ha pyInTypa Ha clie3KaTa ciel npeycTaHoBsBane Ha jJeuenue ¢ IMBRUVICA.
Koraro neuennero ¢ IMBRUVICA ce npexbcBa win npekpatsiBa, TpsiOBa BHUMATEIHO Ja ce
MpOCIIe/sBa CTaTyca Ha 3a00JISIBAHETO M TOJIEMHUHATA Ha Clie3KaTa (Hamlp. KIIMHWYEH TIperJie],
exorpadus). [laruenTure, KOUTO MOJTydaT 00JIKA B JIsIBATa rOPHA YacT HAa KOpeMa WJIM BbB BbpXa Ha
pamoTo, TpsiOBa J1a ce OllEHIBAT, KaTO C€ MMa MPEABUL JUarHo3a PynTypa Ha clie3KaTa.

HNndexknnn

Nudexnun (BKIFOYUTEIHO CEIICUC, HEYTPOIICHUYEH CEIICUC, OaKTepHATHU, BUPYCHU WIIM ThOMYHU
nH(peKnrn) ca HaOIroAaBaHy Npu naruenTy, iekyBanu ¢ IMBRUVICA. Hskou ot Te3u uHdexium ca
CBBP3aHM C XOCTHUTATN3AIMs 1 CMBPT. [loBedeTo manueHTr ¢ MHPEKINY ¢ JIeTAIeH U3XO0J] ca UMaIIn
HeyTporieHus. [lanuenTure TpsOBa 1a ObJaT HAOJIIOJaBaHH 32 TPECKA, OTKIIOHEHHS B YSPHOIPOOHHUTE
(YHKITMOHAIHU TIOKa3aTeJ|, HeyTPOIIeHUsI M MH(EKIIMH, 1 TPsiOBa Ja ce Ha3HAYM IO XO/IsIIa
aHTUHH(]EKIMO3HA Teparus, KaKTo € Toka3aHo. [[pu manueHTnTe ¢ MOBUIIIEH PUCK OT
OTIOPTIOHUCTUYHU MHPEKIMU TPSOBA a ce MUCIHU 32 MPOQHIAKTHKA B CbOTBETCTBHE ChC CTAH/IAPTA 32
JIeUeHUE.

Cro0ImaBar ce ciayvyan Ha MHBa3MBHU MUKOTHYHH WH(DEKIIUH, BKIFOYUTEIHO CIIyYau Ha aclepruiaosa,
KPHIITOKOKO3a ¥ HH(pEKIHH, mpruarHeHn 0T Pheumocystis jiroveci, ciaen ynorpeda Ha nOpyTHHHO.
Cno0IneHnTe ciiydan Ha WHBA3MBHA MUKOTHYHY HH(EKIMU ca CBbP3aHH C JICTAJICH U3XO/I.

CroOl1aBaHu ca cliydad Ha Imporpecupariia Mmyatudokaita jieskoennedanonarus (IIMJI),
BKJTFOUHTEITHO C JIETAJICH U3XO0I, CJIel ynoTpeda Ha HOPYyTHHUO B KOHTEKCTa Ha TPEIIeCTBAIIA WITH
CBHIIBTCTBAIlA UMYyHOCYIIpECUBHA Tepanus. [Ipu manueHT ¢ HOBU WM BIIOIIABAIINA CE€ HEBPOJIOTUYHH,
KOTHUTUBHU WM MTOBEJICHYCCKN TIPU3HAIIN WIM CUMIITOMH, JIeKapuTe TpsioBa na umat npensu [IMJI
npu nudepeHnramHaTa nuarqos3a. Axo ce mogosupa [IMJI, TpsOBa ma ObaaT MPEATIPUETH TTOTXOJISIITH
JIMAarHOCTUYHU OLICHKH U JICYEHUETO Ja c€ MPEYCTaHOBH, AoKato ce u3kimoun [IMJL. [Ipu Hanuuue Ha
ChMHEHHE, TPSOBA J1a ce€ 0OMHUCIIH HACOYBAHE KbM HEBPOJIOT U TOIXOISIIN JUArHOCTHYHU METOIU 32
ycraHoBsiBane Ha [IMJI, BKITIOUUTENHO AIpEHO-MarHUTEH PE30HAHC, 3a IPEANIOUYUTAHE C KOHTPACT,
u3cneBane Ha nepedbpocnuHanHaTa teanoct 3a JC-supycua JIHK u moBTOpHa HEBpOJIOTHYHA OlIEHKA.
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UepHonpobHH chOUTHS

IIpu maruenTy, nekyBanu ¢ IMBRUVICA, ca HacTHIIMIN CiTydad Ha XE€MAaTOTOKCHIHOCT,
peakTUBUpaHe Ha XenatuT B u ciayyan Ha xenatut E, kouto Moxxe 1a 0bnat xpoHudnu. YepHoapoOHa
HEJ0CTAaThYHOCT, BKIIFOUUTEITHO C JICTAIICH U3XO0JI, € HACTHITUIIA TIPY NAIIMCHTH, JICKYBaHU C
IMBRUVICA. Ilpenu 3anouBane Ha ieuenne ¢ IMBRUVICA TtpsioBa na 661aT OlleHeHH
yepHOApoOHaTa (YYHKITUS U CTaTyca Ha BUPYCHUS xenaTtut. [lo Bpeme Ha JIe4eHneTo MarueHTuTe
TpsiOBa MEPUOANYHO Ja ce HAOJI0AaBaT 3a IPOMEHH B [TOKA3aTeINTe Ha YepHOApoOHATa QYHKLIUSI.
BupycHuAT TOBap M CEpPONOTHYHIUTE U3CIEIBAHNS 32 MH(PEKIIMO3EH XEMaTUT TPSOBa J]a C€ 3BBPIIBAT
B CHOTBETCTBHE C MECTHUTE METUIIMHCKH PHKOBOJICTBA U KaKTO € KIIMHUYHO MMokaszaHo. [Ipu
NalMEeHTHUTE ¢ AMATHOCTUIMPAHN YePHOAPOOHN CHOUTHS, JIEYCHUETO TPsiOBa 1a ce 00CHIH ChC
CHEUAIUCT [0 YePHOAPOOHU 3a00IIIBaHHA.

u HUTONCHUH

[Tpu nanumenty, nexyBanu ¢ IMBRUVICA ca cho0maBany Bb3HUKHAIN BCIIEACTBUE HA JICUSHUETO
[UTOTIEHUH cTeneH 3 win 4 (HeyTpONeHHs, TPOMOOIIMTOIICHNST M aHEMUS), M3UCKBAI He3a0aBHA
nekapcka Hameca. [IpnHaTa KpbBHA KapTHHA Aa ce HAaOII01aBa eXEeMECEUHO.

Hnrepcrunmanna 6enoapobna 6osect (MBB)

Crobmennca cirydan Ha Ubb npu nammenTy, nexysaan ¢ IMBRUVICA. TlpocnensBaiiTe manneHTHTe
3a O6eJ0ApoOHH CUMITTOMH, TIokazarenuu 3a UBb. Ako ce mosBAT CUMIITOMH, IPEyCTAaHOBETE
npuioxenueto Ha IMBRUVICA u na3znauere noaxosaio jeuenue Ha Ubb. Ako cumnromute
TIEPCHUCTUPAT, TIPeTleHeTe puckoBeTe u monsute ot Jedennero ¢ IMBRUVICA wu cnenBaiite
NPENOPBKUTE 32 MOTUPHUIMPAHE Ha 103aTa.

CbpaeyHa apuTMUsI U ChpJeYHA HEAOCTAThYHOCT

IIpu nanuenty, nexkyBanu ¢ IMBRUVICA, ca Bb3HUKBaJIU JETAHU U CEPUO3HU ChPACYHU aPUTMUU U
ChpAeYHa HeJJocTaTh4HOCT. [lanieHTiTe B HAaNpeHaia Bb3pacT, QyHKIMOHAEH cTtaTyc mo Eastern
Cooperative Oncology Group (ECOG) >2 unu ChITBTCTBAIIM ChPACYHH 3a00IIBaHIs MOXKE J1a ObIaT
BB3JI0’KEHH HA MO-TOJISIM PUCK OT ChOUTHS, BKIIIOYBAIIM BHE3AITHHU JICTATHU ChbPACYHU CHOUTHUS.
CrolmaBanu ca

NPEICHPAHO MBXIEHE, IPEACHPAHO TPENTEHE, KAaMEPHA TaXUApUTMUS U ChbpAEYHA HEAOCTATHYHOCT,
0c00€HO NpH MAUEHTH ¢ OCTPU MH(EKIUH WIK ChPJIEUYHU PUCKOBU (AKTOPH, BKIFOUUTEIIHO
XHUIIEPTOHMS, 3aXapeH JuadeT U MpeaulliHa aHaMHE3a 3a ChpAeyHa apUTMHUSL.

[Ipenu 3anouBane Ha IMBRUVICA T1psi6Ba 51a ce HampaBu MOIXO0/s11a KIMHAYHA OI[eHKa Ha
chpaedHaTa aHaMHe3a U QyHknus. [lanmenture TpsiOBa ga ce HaONMOMaBaT BHUMATEITHO 10 BpeMe Ha
JICYCHUETO 3a MPU3HALY Ha KIIMHUYHO BJIOIIABAHE HA ChpJeUHAaTa (DYHKIIMS, KOSITO JIa Ce OBJIA/IABAT
kimHnYHO. [Tomucnere 3a nombiiHUTeTHA otteHka (Hamp. EKT, exokapamorpama), KakTo € OKa3aHo
TIPH MAIUEHTH ChC ChPJCYHOCHIOBH MTPOOIEMH.

[Tpu manueHTH ChC 3HAYUMH PUCKOBH (PAKTOPH 33 ChPJCUHN CHOUTHSI BHUMATEIIHO OIICHETE
CHOTHOIIIEHUETO ITOJI3a/pUCK Tipeau 3anouBane Ha siedenrne ¢ IMBRUVICA; moxe ma ce oOmucau
aITEPHATHBHO JICYCHHE.

[Ipu nauyeHTH, KOUTO Pa3BUBAT MPU3HALY W/WIM CUMIITOMH HA KAMEPHA TaXUAPUTMHUSL, JIEUYEHUETO C
IMBRUVICA TtpsiOBa BpeMEeHHO Jia c€ MPEyCTaHOBH, U Ja C€ W3BBPIIM 33AbJI00UCHA KIMHUYHA
OLICHKA Ha T0JI3aTa/pHUCKa MIPEN €BEHTYaTHOTO OAHOBSBAHE HA TEPAIHATA.

IIpu nanueHTH ¢ npeauecTBallo IpeIchpIHO MbXKIEHE, Hallarallo aHTUKOAryJIaHTHA Tepamnus,
TpsioBa na ce oomucar antepHaruBHr Ha IMBRUVICA Bapuantu 3a neuenue. [Ipu nanueHTH, KOUTO
pasBUBAT NpeICHPIHO MBXAeHE Tipu Teparnus ¢ IMBRUVICA, Tpsa6Ba ma ce mpeanpuemMe IsI0CTHA
OIICHKA Ha PUCKa OT pa3BUTHE Ha TpoMOoeMOomu4HO 3abosiBane. [Ipu manueHTH ¢ BUCOK PUCK U TIPU
KouTO HsMma moaxo sy anrepHarueu Ha IMBRUVICA, Tps6Ba 1a ce 0OMUCITN CTPUKTHO
KOHTPOJIMPAHO JICUCHHUE C aHTHKOATYJIaHTH.

[NanuenTure TpsOBa Aa ce mMpocieAsBaT 3a MPU3HALM U CHMITOMH Ha ChpJeyHa HEIOCTaThYHOCT IO
Bpeme Ha neuerrne ¢ IMBRUVICA. B Hsikou OT Te3u ciy4an chp/ledHaTa HeIOCTaThuHOCT €
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OT3BYyYaJla WM ce ¢ mogoopuia cien npekparssane Ha IMBRUVICA wnu cien HamamnsBaHe Ha
Jl03ara.

MO03bYHOCHI0BY MHITUACHTH

Crydan Ha MO3BYHOCHIOB UHITHIICHT, TPEXO0/IHA HICXEMHIYHA aTaKa U UCXEMUYEeH UHCYIIT,
BKIIFOUUTEITHO CMBPTHH CIIy4au, ce ChoOImaBaT npu nanueHTH, jekyBanu ¢ IMBRUVICA, cbc u 0e3
CHITBTCTBAIIO MPEACHPIHO MBXKJICHE W/UIH XUNIEPTOHUS. B citydanTe, mpu KOUTO € ChoOIIeHa
JATEHTHOCT Ha TosiBaTa, BpeMeTo oT 3amouBaHe Ha jieueHueTo ¢ IMBRUVICA no mosBarta Ha
MCXEMUYHH CHI0BH 3a00JSIBAHHS Ha IICHTPAIHATA HEPBHA CHCTEMA B ITOBEYETO CITyYad € HIKOIKO
Meceria (moseue ot 1 mecen ipu 78% u noBeue oT 6 Mecena npu 44% OT CiydauTe), KaTo ce
nmoryepTaBa HEOOXOIMMOCTTA OT PEJAOBHO HAOJIIOICHUE Ha NaIeHTuTe (BXK. Touka 4.4 ,,ChpaedHa
apuTMus” u ,, XUrepTorus” u Touka 4.8).

CuHIpOM Ha TYMOPEH pasnaj

IIpu nevenne c IMBRUVICA ce cpo0rmiaBa 3a cuHAPOM Ha TyMOpeH pasmaj (tumour lysis

syndrome, TLS). [lanmenTHTE C pUCK OT CHHAPOM Ha TYMOPEH pasMaj] ca Te3W C BHCOKO TyMOPHO
HATOBapBaHE MPEU 3all0uBaHe Ha JeueHueTo. [lanuenTure TpssOBa aa ce MPOoCieasBaT BHUMATEIHO U
Jla ce B3eMaT MOIXOISIIHN PEATa3HH MEPKH.

HeMenaHOMEH KOXKEH pak

HemenanomHuTE BUZOBE KOXKEH PaK ce ChOOIIABAT MO-YECTO MPH MAUEHTUTE, JIEKYBaHHU C
IMBRUVICA, 0TKOJIKOTO TIpH MAIUEHTHTE, JIEKYyBaHU C KOMIapaTOpH, B COOPHHUTE CPAaBHUTEITHN
paHgoMu3upaHu npoyuBanus ¢asa 3. [lauuenture TpsiOBa na ce HaOMOAABAT 32 MOsIBA HA
HEMeJIaHOMEH KOXKEH PakK.

XUNEPTOHUS
IIpu manmenty, nekyBanu ¢ IMBRUVICA, Bp3HMKBa XunepToHus (Bxk. Touka 4.8). PenosHo

MpociesBaiTe apTePUATHOTO HANISraHe Ha ManueHTure, JekyBanu ¢ IMBRUVICA, u 3anounete uiu
KOpUTHpaiTe aHTUXUIIEPTEH3MBHATA Tepanus B XxoAa Ha neuenuero ¢ IMBRUVICA, kakto e
MOJIXOISIIIO.

XeMmodarouutHa muMmdoxuctuounTosa (XJIX)

Crobmasart ce ciayvan Ha XJIX (BKIIOUNTENTHO JIETATHY CIIyYau) IpHU MalUeHTH, JIEKYBaHH C
IMBRUVICA. XJIX e ®HBOTO3acTpaliaBall CHHAPOM C MaTOJIOTWYHA IMyHHA aK THBAIIHS,
XapaKTepU3upal] ce ¢ KIIMHUYHH IPU3HALK U CUMIITOMM Ha TEKKO CHCTEMHO Bh3naieHue. XJIX ce
XapaKTepHU3Upa ¢ MOBUIIIEHA TEMIIEPATYPa, XEMATOCITIEHOMET AIHS, XUIIEPTPUTTTULIEPUAEMHUS, BUCOK
cepyMeH QepuTrH u nuroneHun. [lannenture TpsaoOBa qa ca nHGopMHUpanu 3a cumnromure Ha XJIX.
[ManeHTHTE ¢ paHHU MTPOSBH HA MATOJOTMYHA UMYHHA aKTHBAIUs TpsOBa He3a0aBHO J1a ObaaT
OLICHEHH, KaTo ce uMa npenBu auaruosa XJIX.

JlexapcTBEHH B3aUMOJIEHCTBHS

EnnoBpemenHoTo npuioxeHue Ha Moutau win ymepeau CYP3 A4 naxuburopu ¢ IMBRUVICA moxe
Jla T0BeJIE J0 MOBHUILEHA EKCIO3UIS HA MOPYTUHUO U CJIe0BATENIHO A0 MO-BUCOK PHUCK OT
TOKCHYHOCT. THKMO 00paTHOTO, €THOBPEMEHHOTO TprIiokeHne Ha MHAYKkTopu Ha CYP3 A4 moxe na
noBeje 1o HamansBaHe Ha ekcno3unusata Ha IMBRUVICA u cnepgoBarenHo uma puck OT JIMICA Ha
edpukacHoct. CregoBarenHo eqnoBpeMennata ynotpedba Ha IMBRUVICA ¢ mommnu nHXHOUTOpH Ha
CYP3A4 u momau niu ymepenu uaaykropu Ha CYP3A4 tpsOBa fa ce n30srea, KOrato € Bb3MOXKHO,
Y eTHOBPEMEHHO IMpHIIOKEeHHE TPsIOBa Jja ce MMa MPeIBH]] CaMO KOTaTO MOTEHITHATHUTE TTOJI3H SICHO
NPEBUIIABAT MOTEHIMATHUTE pucKoBe. [lanmenTure TpsioBa na ObaaT HAOIIOAABAaHU BHUMATEIIHO 32
npu3Hany Ha TokcngHocT Ha IMBRUVICA, ako Tpsi6Ba na ce nznonsBa CYP3A4 uaxuburop (BX.
Touku 4.2 u 4.5). [lanmentute TpsOBa na ObJJAT BHUMATEITHO HAOIOJaBaH! 32 MPHU3HAIY HA JIUTICA Ha
epuxacaoct Ha IMBRUVICA, ako TpsioBa na ce u3nonssa uHIykTop Ha CYP3A4.

2KeHu ¢ nerepoieH noreHnman
JKenwu ¢ nerepojieH noTeHman TpsOBa Jia U3MOJI3BaT BUCOKO e()EeKTUBEH METOJ Ha KOHTPALICIIIHS 10
Bpeme Ha npuema Ha IMBRUVICA (Bx. Touka 4.6).
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IToMonTHM BemiecTBa C U3BECTHO ACHCTBUE
ITanmenTH ¢ peKu HACIIEACTBEHN TPOOIEMH Ha HETTOHOCHMOCT KbM TaJIaKTO34, IThJICH JIAKTa3¢H

I[e(I)I/IHI/IT WJIN T'TIFOKO30-TaJIaKTO3Ha Maﬂa6cop6u1/m HC TpH6Ba Ja npueMaT To3U JICKAPpCTBCH NPOAYKT.

Bcesika ¢punmupana tabneTka chabpika mo-mManko ot 1 mmol Hatpwit (23 mg), T.€. IpakTUIecKH He
ChIbpKa HATPUH.

45 B3auMmopeiicTBHE ¢ IPYTU JeKaAPpCTBEHH MPOAYKTH M APYrH (popMH HA B3auMo/eiicTBHE
No6pyTnHHO ce MeTabonm3upa ocHOBHO 4pe3 rurtoxpom P450 3A4 (CYP3A4).

CpencTBa, KOUTO MOTaT /1a IOBUINAT [JIa3MEHUTE KOHLICHTPAUU HAa HOPYTUHUO

Ennospemennara ynorpeba Ha IMBRUVICA wu nekapcTBeHH MPOAYKTH, KOUTO MOIITHO HIIH YMEPEHO

uaxuoupar CYP3A4, Mmoxe 1a yBeIMUYU KCIO3UIIUATA HA NOPYTUHHUO M MOIIHA HHXUOUTOPHU Ha
CYP3A4 TpsabBa na ce n30sATBAaT.

Mownu unxudumopu na CYP3A4

EnHoBpeMeHHOTO MpHITOKeHHE Ha KETOKOHA30J1, MHOTO MoteH naxuoutop Ha CYP3 A4, mpuer Ha
rimagHO Tipu 18 3npaBu 1oOpoBomIH, MoBHmaBa eKcro3unuaTa (Cmax 1 AUC) Ha HOpyTHHHO
ch0TBETHO 29 1 24 mbTH. CHMyNalluy ¢ U3TIOJI3BaHE Ha YCJIOBUS Ha IJ1aJIHO JJaBaT OCHOBAHUE J1a ce
npexmnonara, ue MomHuIT CYP3 A4 uaxuburop knapurpoMmuiiuH, Moxe na ysennun AUC Ha
nopyTHHUO ¢ kKoedurment 14. [Ipu manuenT ¢ B-kneTsyan 3mokadecTBeHN 3200IIBaHNUs, TIPUEMAIIN
IMBRUVICA c xpana, eTHOBpeMEHHOTO NPHIIOKEeHHE Ha MOoIHUS HHXHOuTOp Ha CYP3A4
BOpUKOHa301 yBenndaBa Cmax 6,7 bt 1 AUC 5,7 mbTH. Yniorpebara Ha MOIIHA HHXHOUTOPHU Ha
CYP3A4 (manp. KeTOKOHA30JI, HHIWHABUD, HeM()UHABUD, PUTOHABHP, CAKBIHABHP, KIAPUTPOMHUIINH,
TEJIUTPOMHUIINH, HTPAKOHA30JI, He(a30I0H, KOOUIIMCTAT, BOPUKOHA30J M I03aKOHA3011) TpsAOBa 1a ce
n30sTBa. AKO T0J13aTa HAJABUINIABA PUCKA U TPsOBA J1a ce U3IMo3Ba MolieH naxuoutop Ha CYP3A,
no3ara Ha IMBRUVICA Tpsi6Ba na ce namanu o 140 mg, 10kaTo ce npuiara MHXUOUTOPBT, WK
IMBRUVICA na ce mpeycTaHOBH BpeMEHHO (3a 7 THU WU TO-Malko). [laruenTsT TpsiOBa na ce
Ha0JII01aBa BHUMATETHO 32 TOKCUYHOCT U JIa ce CJIeBaT yKa3aHUsATa 3a IPOMSHA Ha 103aTa, ako €
HEo0X0anMO (BX. TOUKH 4.2 u 4.4).

Ymepenu unxubumopu na CYP344

[Tpu marmenTn ¢ B-xnersunu 310kavectsern 3abomsBanus, mpuemarmu IMBRUVICA c xpana,
€IHOBPEMEHHOTO IpuiIokeHue Ha nuxuouropa Ha CYP3A4 eputpomunus yBennyaBa Cmax 3,4 IbTH U
AUC 3,0 mpTu. AKO € 0Ka3aHO NPUIIOKEHHETo Ha ymepeH uaxuoutop Ha CYP3A4 (nanp.
(IIyKOHA3011, PUTPOMHIINH, aMIIPEHABUD, AIPENUTAHT, aTa3aHaBUP, HUMPOQIIOKCAIVH, KpPU30THHHO,
JTUITHAa3eM, pozaMIpeHaBup, UMaTHHHUO, BepanaMil, aMuOJapOH U JPOHEAPOH ), 103aTa Ha
IMBRUVICA tpsi6Ba na ce Hamanu 10 280 mg 1o BpeMe Ha M3I0JI3BAaHETO Ha MHXHUOUTOPA.
[TarmeHTHT a ce HaOMOJaBa BHUMATETHO 32 TOKCUYHOCT U J1a C€ CJIEJIBAT HACOKHUTE 3a aJlaTHpaHe
Ha J103aTa, ako € Heo0xoauMo (BX. Touku 4.2 u 4.4).

Jlexu unxubumopu na CYP3A44

Cumynanuu ¢ U3M0JI3BaHe Ha yCIIOBUS Ha IJIaJIHO aBaT OCHOBAHME Jla Ce IIPEeAIoara, ye JeKuTe
naxubutopu Ha CYP3 A4 asurpomunus u ¢iyBokcamus morat aa yseaunyatr AUC Ha uOpyTuHuo
< 2 mpTH. He ce Hanara kopekuus Ha 103aTa B KOMOMHAIMSA C JIeKH MHXUOUTOpH. [lanmeHTsT na ce
Ha0Jr0/1aBa BHUMATEIHO 3a TOKCUYHOCT U J]a C€ CJIe/lBaT HACOKUTE 3a aJlaliTUpaHe Ha J103aTa, ako €
HE00X0IUMO.

EnHOBpeMEHHOTO NPUIIOKEHHE Ha COK OT rpeindpyT, chabpkant naxuoutopu Ha CYP3 A4 npu ocem
3/[paBU MHIUBHIH, BOAH 110 NoBHIIEeHA eKCTIO3UIHSA (Cmax 1 AUC) Ha HOPYTHHUO CHOTBETHO € OKOJIO
4 u 2 mptu. ['peiindpyTHTe 1 CEBIICKUTE TOPTOKAIU TPsIOBa J1a ce U304rBaT Mo BpeMe Ha JICYEHUETO
¢ IMBRUVICA, T5ii kato Te chabpxat ymepenu naxuouropu Ha CYP3A4 (Bxk. Touku 4.2).

CpelicTBa, KOMTO MOTAT Jia TOHIKAT IUIa3MEHUTE KOHIIEHTPAIIWU Ha HOPYTHHUO
[TpuemsT Ha IMBRUVICA ¢ unaykropu Ha CYP3 A4, MoXxe 1a HaMaau TUIa3MEHUTE KOHIICHTPAIIUN
Ha HOpyTUHHO.
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EnHOBpEeMEHHOTO IPUIIOKEHUE Ha prUdaMnuiyH, MolieH uaaykrop Ha CYP3A4, npu 18 3apaBu
JOOpOBOJIIM Ha TTIaIHO, HaMalsiBa ekcro3unuaTa Ha HOpyTHHUO (Crax 1 AUC) cbc ch0oTBETHO 92 1
90%. [a ce n30srBa enHOBpeMeHHaTa ynorpeda Ha MouHu win ymepenu CYP3 A4 nunaykropu (Hamp.
KapOamasenuH, pudaMuImH, GeautonH). IIpemapaTy, CbIbpIKaIy KbIT KAHTAPHOH ca
MIPOTHUBOITOKa3aHM 1o Bpeme Ha JiedeHneTo ¢ IMBRUVICA, 1wl kaTo edrKacHOCTTa MOKe Ja Obie
HamaseHa. [la ce OOMUCIAT anTepHaTUBHU CPEACTBA, KOUTO Mo-cnabo uaaykuupat CYP3A4. Ako
MoJI3aTa Ha/IBUIIaBa PUCKA U € He0OXOAUMO H3IOI3BaHeTO Ha MoIeH mwin ymepeH CYP3A4
UHIYKTOP, HaOJF01aBaiiTe BHUMATEIIHO TAIMEHTA 32 JIMIICa Ha eUKAaCHOCT (BX. TOuku 4.3 u 4.4).
Jlekute MHAYKTOPHU Morat Aa Obaat usnonsBanu enHospemMeHHo ¢ IMBRUVICA, obaue, manuenture
TpsiOBa a ObIaT HAOIIOIABaHM 32 TIOTCHLMATHA JIUIICa HA €(PUKAaCHOCT.

NopyTHUO MMa pa3TBOPUMOCT, 3aBUCHMa OT pH, ¢ mo-HKCKa pa3TBOPUMOCT IIpH O-BUCOKO pH.
HabmonaBana e no-aucka Cmax Ha TITaJHO TIPH 34paBu 10OPOBOJIIIH, HA KOUTO € mpuiioxena 560 mg
eMHNYHA JT03a HOpyTHHHO ciies mpueM Ha 40 mg oMenpasos BeAHBK THEBHO B MMPOJBIDKEHNE Ha

5 nam (Bk. Touka 5.2). Hsma mokasarerncTsa, e mo-HuckaTa Cmax OM MMaja KITMHAYHO 3HAUCHUC H
JIEKapCTBEHUTE MPOLYKTH, KOUTO MOBUIIABAaT cToMalHoTo pH (Hamp. MHXMOUTOPH HAa MPOTOHHATA
TIOMIIa) CE U3MOJN3BAT 0€3 OrPaHMYCHHUS B OCHOBHUTE KIIMHUYHU MTPOYIBAHUS.

CpelcTBa, YMUTO MJIa3MEHU KOHIICHTPAILIUK MOYKE JIa CE MOBJIUSISAT OT HOPYTHHHO

No6pyTnan6 e naxuburop Ha P-rmukonporenna (P-gp) v Ha mpoTenHa Ha PE3UCTEHTHOCT Ha paka Ha
repaara (breast cancer resistance protein, BCRP), in vitro. Tbit kaTo JHIICBAT KIMHAYHYU JaHHH 32
TOBA B3aUMOJICHCTBHUE HE MOKE JIa C€ U3KIIIOYH, Ye HOPYTHHUO OM MOT'BJI J1a MHXUOMpa upeBHus P-gp
u BCRP cnex TepaneBtuyHa 103a. 3a 1a ce HaMald NOTEHIMAIBT 32 B3aUMOCHCTBHE B CTOMAIIHO-
4YpeBHHUA TPaKT, cyocTpaTu Ha P-gp mmu BCRP, ¢ Tecen TepaneBTHYeH Auamna3oH 3a MepopaiHo
NPUIIOKEHHUE, KaTO JUTOKCHH WIIM METOTPEKCaT, TPSOBa J1a ce B3eMaT Hali-MaJIko 6 yaca Impeau Win
cien npueM Ha IMBRUVICA. U6pyTrHN6 Moxke cbio ga naxubupa BCRP B uepnus npob u na
MIOBHUIIIN €KCTIO3UIMSITA Ha JIGKAPCTBEHH MPOAYKTH, KOUTO ca moyioskeHn Ha BCRP-meaunpan
4epHOAPOOEH e(IIyKC, KaTo pO3yBacTaTHH.

B npoyuBanus Ha nubpytuHu6 (420 mg) B komOuHanus ¢ BeHetokmnakce (400 mg) npu nauuentn ¢ CLL
€ Ha0JII0JaBaHO MOBHUIIIEHUE HA €KCIIO3ULIMATA HAa BEHETOKJIaKe (Mpuban3urento 1,8 mbTy Bb3 OCHOBa
Ha AUC) B cpaBHEHHE C JaHHU OT MOHOTEPAIHUS C BEHETOKIIAKC.

B nmpoyuBane 3a IeKapCTBEHU B3aMMOIEHCTBHUS NPH NMALMEHTH ¢ B-KJIeThYHM 3710Ka4eCTBEHH
3a0omsiBaHus, €qMHUYHA 103a 560 mg nOpyTHHUO He OKa3Ba KIMHUYHO 3HAYUM €(EKT BBPXY
excrio3unuaTa Ha cyoctpata Ha CYP3A4 munaszonam. B cpiioro npoyusane, 2-ceAMUYHO JIEYEHHE C
560 mg uOpyTrHUO THEBHO, HAMA KIIMHIUYHO 3HAUYUM e()eKT BhpXY (apMaKOKHHETHKATa Ha
NepOpaIHUTE KOHTPALENITUBH (€THHUIIECTPAIMOI U JIEBOHOprecTpen), cyocrpara Ha CYP3A4
MUJ1a30J1aM, HUTO BBpXY cyOctpara Ha CYP2B6 OymnponuoH.

4.6 @epTHIAUTET, )PEMEHHOCT U KbpPMeHe

Kenw ¢ nereponen norennman/KonTpanenius npy KeHu

BB3 ocHoBa Ha Haxonkute npu kuBoTHH, IMBRUVICA Moxe 1a npuunHM yBpeXaaHe Ha IJI0/a,
KOTaTo ce mpuiara npu OpeMeHHH >keHu. JKenute TpsaOBa na n30sArBat 1a 3a0peMeHsBat, 10KaTo
npuemat IMBRUVICA u 1o 3 Mecerna ciieqr mpekpatsiBade Ha jJedeHneto. CaeaoBaTeTHo KeH! ¢
JIETepOJICH TIOTSHITAN TPsIOBA J1a U3II0JI3BAT BUCOKO €(PEKTHBEH METO/ 32 KOHTPAIICTIIHSI [0 BpeMe Ha
npueMa Ha IMBRUVICA u B npoabikeHre Ha TpU Mecela clle]] IPEKPaTsIBaHe Ha JICYEHUETO.

BpemenHocT
IMBRUVICA =e Tps6Ba 1a ce mpuiara o BpeMe Ha OpeMeHHOCT. JIuncear gaHHu oT ynorpedaTa Ha

IMBRUVICA npu 6pemennu xenu. [IpoyuBaHusTa npu XKHUBOTHH IOKa3BaT PEIPOJYKTUBHA
TOKCHUYHOCT (BXK. Touka 5.3).
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Kwpmene
He e uzBecTHO manu nOPYTHHUO MM HETOBUTE META0OJIUTH C€ EKCKpeTHpaT B KbpMmara. He Moxke 1a

ce U3KJII0YM PUCK 3a KbpMadeTaTa. KbpMeHeTo TpsOBa 1a ce IpeyCTaHOBHU 110 BPEME Ha JIEUEHUE C
IMBRUVICA.

depTunurer
He ca nabnronaBanu eekT BHpXy (DEPTHINTETA WIH PEIPOYKTUBHUTE CIOCOOHOCTH Ha MBKKH U

JKEHCKH TUTHXOBE JI0 MaKcuMaltHata TecTBana jo3a - 100 mg/kg/nen (doBenika eKBUBAJICHTHA J103a -
Human Equivalent Dose [HED] 16 mg/kg/nen) (k. Touka 5.3). JIurcBaT JaHHA OTHOCHO e(eKTa Ha
MOpYTUHHO BHPXY (EepTUIUTETA IIPH XOPa.

4.7 EdexTu BbpXy ciocodHOCTTa 32 mioupaHe 1 padoTa ¢ MAIIUHA
IMBRUVICA nonusiBa B MaJika CTETICH CITIOCOOHOCTTA 3a IoupaHe U paboTa ¢ MallluHU.

IIpn maxown nanuenty, npuemanu IMBRUVICA, ca cpo0maBann ymopa, 3aMaiiBaHe ¥ aCTEHHS 1 TOBa
TpsiOBa J1a ce MMa MpeABU/I ITPH OLICHSIBAHETO Ha CIOCOOHOCTTA Ha MalKeHTa 3a Mo(upaHe Uin
paboTa ¢ MalIvHY.

4.8 Hexenanu JeKapcTBeHH peaKuu

O0606mieHne Ha mpoduta Ha 6€30MacHOCT

Haii-uecto cpemanure Hexenanu peakiuu (> 20%) ca nuapusi, HEYTPOIICHUS, MyCKYJIHO-CKEJIETHA
00J1ka, KPHBOU3IIMB (HAIp., KPbBOHACSIAHUS ), 0OPHB, raJIcHe, TPOMOOIIMTONICHUS, apTPAITHUs U
WHQEKIHS Ha TOPHUTE JMXATETHU MhTHINA. Hali-uecTo cpeianuTe HexenaHu peakiuu

creneH 3/4 (> 5%) ca HeyTponeHus, TMM(OLUTO3a, TPOMOOIUTOIICHHUS, XUIIEPTOHUS U THEBMOHUSL.

Tabnu4eH cIUCHbK Ha HEXEINAHUTE PEaKIUU

IIpoduabT Ha Ge3omacHOCT ce 6a3upa Ha coopauTe HaHHU OT 1 981 manmeHTH, IeKyBaHU C
IMBRUVICA B yeTnpu KIMHUYHY NPOyYBaHuA (a3za 2 ¥ 0ceM paHIOMU3UPAHU NMPOyYBaHus dasza 3 u
OT ocTMapKeTHHTOBUsI onuT. [lanmenTure, nekyBanu 3a MCL B KIIMHUYHU MPOYYBaHMUS, Ca
nonmyuaBanu IMBRUVICA 560 mg Beaabx THEBHO, a manueHTHTe, JiekyBanu 3a CLL wim WM B
KIIMHUYHY Tpoy4BaHusl, ca nonxydasanmu IMBRUVICA 420 mg BenHbk qHEBHO. Bcuuku manueHTH,
y4acTBaJiM B KIIMHWYHYU poyuBaHus, ca noiayvasanu IMBRUVICA no nporpecust Ha 3a60sBaHETO
WIN 10 HEOHOCUMOCT KbM TeparusTa ¢ u3kitodeHus Ha npoyusanus ¢ IMBRUVICA B komOunanus
C BEHETOKJIAKC, IPU KOUTO MALMEHTUTE ca MOy4yaBaliy JeueHne ¢ GUKCUpaHa MpoIbIKUTEITHOCT
(npoyuBanust CLL3011 u PCYC-1142-CA). Menunanara Ha MpOAb/DKUTEITHOCTTA Ha JICYUCHUETO C
IMBRUVICA B c6opnuus Habop ot gannu e 14,7 mecena. Meauanara Ha MpOAbDKUTETHOCTTA Ha
neuenneto Ha CLL/SLL e 14,7 mecena (1o 52 mecena); MCL e 11,7 mecena (o 28 mecerna); WM e
21,6 mecena (o 37 mecena).

Hexxenanute peakuuu npy NauyueHTH, JIEKyBaHU ¢ HOPYTHHUO 3a B-KieThuHN HEOIUIa3Mu U
HEXKEJIaHUTE PEAKLUH OT HOCTMAPKETHHTOBHSI OIIUT, ca M30pOSHH MO-10JTy IO CUCTEMO-OPraHeH Kiac
U ca TpyIupaHu 1o yectoTa. YectoTuTe ca NepUHUPAHU KaKTo ciesBa: MHOTo yectr (> 1/10), uectn
(> 1/100 mo < 1/10), meuectu (= 1/1 000 mo < 1/100), peaxu (=1/10 000 go <1/1 000), ¢ HeU3BecTHA
yecToTa (0T HAJIMYHUTE JaHHHU HE MOJKe J1a Ob/ie HanpaBeHa oueHka). [1pu Besiko rpynupate B
3aBUCHMOCT OT YECTOTaTa, HEXKEJIAHUTE JICKAPCTBEHH PEAKITNH e H30pOSIBAT B HU3XOAII Pell IO
OTHOIIIEHWE Ha TAXHATa CEPHO3HOCT.
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Tadanna 1: Heskenanu peaknuu, chboOIIeHN B KIIMHNYHATE MPOYYBAHUS WM N0 BpeMe Ha

MOCTMAPKETHHIOBOTO HAOII0IeHHE npHu MAUEHTH C B-KkjIeTb4YeH THII 3JI0KAYeCTBEeHI

3a6oasBanus’
Cucremo-opraneH Kjiac YecToTa He:xenaHu peaknuu Benukn
(Benuku CTeneHu Crenen 23
(%)
CTEeNeHN) (%)
Wndexunn u nadectanun | Muoro uectu | [TueBMoHUS** 12 7
WHdexims Ha TOPHUTE AMXATENHNA 21 1
MBTHUIIA
Mudexuus Ha Koxara™* 15 2
Yectu Cencuc** 3 3
WHudeknyst Ha MUKOYHUTE MTHTHIA 9 1
Cunysur* 9 1
Heuectn KpunrtokokoBu nHpekmun™ <1 0
Wndexuun ¢ Pneumocystis* # <1 <1
WNudexnuu ¢ Aspergillus* <1 <1
PeakruBupane Ha xermarur B@ ¥ <1 <1
Heommazmu — Yectu HemenanomeH koxxeH pak* 5 1
JIOOPOKaUYeCTBEHU U BbazanHoKIeThUEH KapIITHOM 3 <1
3JI0KauYeCTBEHH (BKII. CKBaMO3HOKJIEThYECH KapIIMHOM 1 <1
KUCTU U TIOJIUIIN)
Hapyuienust Ha kpbBTa 1 | MHOro yectd | Heytponenus 39 31
nuMdHaTa cucTeMa TpOMGOIUTONCHH S 29 8
JIumdormrosa” 15 11
Yectu DebpuitHa Hey TPONICHUS 4 4
JleBkonuTO3a 4 4
Penku JIeBKkOCTa3€eH CUHIPOM <1 <1
Hapymienus Ha umynHata | Yectu Wutepcruiinanya 6emoapodHa 2 <1
cucrema Gomect**
Hapymenus va Yectu XunepypukeMus 9 1
MeTabonn3Ma 1 XxpaHeHeTo | Heuectu CuHApPOM Ha TYMOpEH pa3nasn 1 1
Hapymenwust Ha HepBHata | MHoro 4ectu | 3amaiiBaHe 12 <1
cucreMa ['maBoGosme 19 1
Yectn [lepudepra HeBponaTus™ 7 <1
Heuectn MO3BYHOCHIOB HHIIHICHT" <1 <1
[Ipexoana ucxeMuyHa araka <1 <1
VcxemuueH HuCynT" <1 <1
Hapyiienus Ha ounrte Yectn 3aMbIIIeHO 3peHne 6 0
Heuectn KpbBousznus B ounre’ <1 0
ChpaeuHy HAPYIIEHUS Yectn Chbp/edHa He0CTaThUHOCT ' 2 1
[IpencepaHo MBKICHE 8 4
Heuectn KamepHa Taxuaputmus*" 1 <1
CapieueH apect” <1 <1
Cp10BU HapyIIEHUS Msoro yectn | KpsBomsmup** 35 1
KpbBoHacsnanus™ 27 <1
Xunepronus* 18 8
Yectu Enucrakcuc 9 <1
[lerexuu 7 0
Heuectn Cy6aypanes xemarom” 1 <1
CroManiHo-upeBHU MHoro uectu | dAuapus 47 4
HapyLIEHMs IToBpbLIane 15 1
Cromatut* 17 1
l'anene 31 1
3armek 16 <1
Hucnencus 11 <1
XenaToOmuapHu Heuectn I-Iep}-[()[[p()6Ha He,Z[OCTaT’L‘{HOCT*’# <1 <1
HapyUICHHsI
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Hapymenust Ha koxxatau | MHoro yectu | OGpuB* 34 3
MO/IKOXKHATA ThKaH Yecrtu Vprukapus 1 <1
Epurem® 3 <10
YyIIHBOCT HA HOKTHTE 4
Heuectn AnrnoeneMm <1 <1
[Maaukynur* <1 <1
HeyTpoduasu aepMaTo3n’ <1 <1
[TnoreHeH TpaHyIoOM <1 0
Penxu Cunnpom Ha Stevens-Johnson <1 <1
Hapymenus Ha MyckynHO- | MHOTO 4ecTH | ApTpairus 24 2
CKeJIeTHaTa CUCTeMa H MycKyIJIHH cia3Mu 15 <1
ChEMHHUTEIIHATA ThKaH MyckynHo-cKesieTHa Oonka* 36 3
Hapymenus Ha 660penure Octpo yBpexnaane Ha 6b6penure” <2 <1
Y MUKOYHUTE IIHTHUIIA
OO0y HapyeHus 1 MHoro gectu | [Tupexcus 19 1
CBCTOSIHUSL Ha MACTOTO Ha [Mepudepen otox 16 1
OPHIOKEHUE
W3cnenBanus Yectu IloBullleH KpeaTUHUH B KPBBTA 10 <1

T Yecrorure ca 3aKpBIVICHH J0 Hal-O0JM3KOTO LSII0 YHCIO.

BxirouBa MHOXKECTBO TEPMUHH Ha HEXEIIAHU PEaKIINU
B Hskoii ciryyan, cBBp3aH ChC 3aryda Ha 3peHue.
BxutrouBa chOHMTHS C JIeTaleH U3XOA.

@%H;(.

M3nom3Ban e TepMHUHET 3a 1o-Hucko HuBo (LLT).

Onucanue Ha U30PAHU HEKEIAHU PEAKLIUY

IIpeycmanosasane Ha 1eueHuemo u HaMaIA6ane Ha 003ama nopaou HeXdCelanHy peaKyuu

Ot 1 981 nanuenty, nexyBanu ¢ IMBRUVICA 3a B-knetrsunu Heomnasmu, 6% mnpexpaTsBat
JICYCHUETO TIABHO TOpaIN HEXKEJIAaH! peaknuu. Te BKIII0UBAT MHEBMOHHUS, IPEICHPAHO MBXKIICHE,
HEYTpOIEHUs, 00pHUB, TPOMOOIMTONIEHHSI U KphBOU3IHB. HexkenaHu peakunu, JOBeJIU 10 HaMallsiBaHe
Ha J103aTa ca HaOJII0JaBaHu NPy NpuOIu3uTeaHo 8% OT MaleHTUTe.

Cmapuecka 6v3pacm

Ot 1 981 naruenty, iekysanu ¢ IMBRUVICA, 50% ca Ha 65-rouiiiHa Bb3pacT WK M0-Bb3PACTHU.
CreneH 3 wim no-Bucoka crerneH naeBMoHus (11% oT nauueHTHTEe Ha BB3pacT =65 crpsamo 4%
NalMeHTH Ha Bb3pacT <65 roaunun) u tpomodormtonenus (11% ot nanueHTuTe Ha B3pacT >65
cipsimo 5% manueHTH Ha Bh3pacT <65 roanHm) ce HabIro1aBa Mo-4ecTo Cpel MAlMEHTH B CTapuecKa
BB3pacT, jJekyBanu ¢ IMBRUVICA.

Jbirocpoyna 6e30macHoCT

AHanu3upaHy ca JaHHM 3a 0€30MacHOCTTa NpH npoabrkuteiaHo geuenne ¢ IMBRUVICA 3a

5 romuau npu 1 284 nanuentun (HenexyBanu jqocera 3a CLL/SLL n = 162, ¢
peunauBupamy/pedpakreped CLL/SLL n = 646, u ¢ penuausupany/pegpakrepes MCL n = 370, u WM
n = 106). Meananata Ha npoabDKUTENHOCTTa Ha JleueHne npu CLL/SLL e 51 mecena (auana3oH ot
0,2 mo 98 mecena) karo 70% u 52% OT MaMEHTUTE ca TOTy4YaBalld JISYeHHE ChOTBETHO TIOBEUYE OT

2 roguHu U 4 ToauHM. MenuaHaTa Ha IpOIbJDKUTeIHOCTTa Ha jteueHue mpu MCL e 11 meceria
(mmamnazon ot 0 1o 87 mecena), kato 31% u 17% oT manueHTUTe ca MoJy4yaBallv JIEYeHHE ChOTBETHO
MoBeyYe OT 2 roJIMHU U 4 ronuHu. Meauanata Ha MPOIBIKUTEIHOCTTA Ha JieueHue npu WM e

47 mecena (quanazoH ot 0,3 1o 61 mecena), karo 78% u 46% OT MAIMEHTUTE ca TOTy4YaBalld JICUCHHUE
CBOTBETHO ITOBEYE OT 2 TOJWHU U 4 TONWHU. Y CTAHOBEHHSIT 00T POt Ha OE30MacHOCT TP
nanuentute ¢ excro3uis Ha IMBRUVICA ocraBa mocTosiHeH, He ca YCTAaHOBEHH HOBH JTaHHU
3acsramm 0e30MacHOCTTa C U3KIIFOUEHUE Ha TIOBUIIIEHA YeCTOTa Ha XUIIepTOHMs. YecToTaTa Ha
XHUIIEPTOHMS CTEMEH 3 i mo-Brucoka e 4% (roguna 0-1), 7% (roguua 1-2), 9% (roauna 2-3), 9%
(roguna 3-4), u 9% (roauna 4-5). O61ara yecTora 3a S-roauiiHus nepuox ¢ 11%.

leanatpuyna monynanus

OrneHkara Ha 6€3011aCHOCTTa Ce OCHOBaBa Ha JIaHHU OT npoyuBane ¢a3za 3 Ha IMBRUVICA B
KOMOMHAIUS ChC CXeMa Ha JICYCHUE WM C PUTYKCUMa0, udochamun, kKapOomiaTut, €TONO3U] U
nexcameta3oH (RICE), unu ¢ putykcuma0, BUHKpUCTHH, Hdochamu, KapOomaaTud, HAapyOULuH 1
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nekcameta3oH (RVICI) kato ocHOBHaA Tepamnus WIM caMO OCHOBHA Teparws Py NMeAUaTPUIHN U
MJIa¥ BB3PACTHH MMAIUCHTH (Ha BB3pacT oT 3 70 19 romuHn) ¢ penuauBrupa wiu pepakrepeH 3pst
B-kieThueH HEXOHKKUHOB JUMQOM (BK. Touka 5.1). B ToBa mpoy4BaHe He ca HaOJIOJaBaHU HOBU
HEXEJIaHU PEaKIUH.

Cpo011aBane Ha NOJA03MPAHU HEKEIAHU PEAKIIMHI

Cro0mIaBaHeTo Ha MOIO3UPAHU HEIKEIIAHU PEAKIIUU CIIe]] pa3peliaBaHe 3a ynorpeda Ha JIeKapCTBEHUS
NPOAYKT € BaxkHO. TOBa MO3BOJISIBA J1a TIPOIBIKH HAOIOICHHETO Ha ChOTHOIICHUETO TIOJI3a/PHUCK 3a
JIeKapCTBEHUS MPOAYKT. OT MEUIIMHCKUTE CIIECIUATICTH CE U3MCKBA Jia ChOOIIaBAT BCSIKA
MOI03UPaHa HEXKEIaHa PEeaKIMs Ype3 HAIMOHAIHATA CHCTEMA 3a ChOOIIaBaHE B:

W3mbaHuTe IHa areHIns 10 JeKapcTBaTa

yi. ,,JlamsH I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

4.9 TIlpemo3mpane

Nwma orpannvenu nannu 3a eexrure ot npenosupane ¢ IMBRUVICA. He e nocturnara
MaKCHMaJHaTa MIOHOCHMa J103a B TipoyuBaHe (asa 1, B KOETO MallMeHTUTE ca MOTYIHIIH JI0

12,5 mg/kg/nen (1 400 mg/nueBHO). B oTaenHo npoyyuBaHe, IpU €JUH 3paB MALUCHT, TOTYYHI 1032
ot 1680 mg, e HabmogaBaHO OOPATUMO TTOBUIIICHHE HAa YepHOIpoOHHTE eH3uMu CTereH 4 [acmapTar
amuHoTpaHchepasza (AST) u amannn amuHOTpancdepasa (ALT)]. Hama cnenndudaen anTHAOT 3a
IMBRUVICA. ITaniueHTHTE, KOUTO MOr'BIHAT MOBEUE OT MPEIOPhUMTENIHATA /1032 TPSAOBA 1a ObaaT
CTPUKTHO MOHUTOPHUPAHH U J1a UM ObJie HA3HAYCHO MOJXOAAIIO MOATBPKAILO JCUCHHUE.

5.  ®APMAKOJOI'MYHU CBOVCTBA
51 ®@apmakoguHAMUYHM CBOMiCTBA

dapmakoTepaneBTHYHA rpyna: AHTHHEOIUIACTHYHH CPEJICTBA, MPOTEHHKUHA3HH HHXHOUuTOpH, ATC
kox: LO1ELOL.

MexaHu3beM Ha JIEUCTBUE

No6pyTHHHO € MOIIeH, HUCKOMOJIEKYJIeH MHXHOUTOp Ha TUPO3UHKMHA3aTa Ha Bruton (Bruton’s
tyrosine kinase, BTK). N6pyTrar6 006pa3yBa KOBaJIeHTHA BPb3Ka ¢ ICTeHHOB ocTaThk (Cys-481) B
aKkTUBHHSA y4acThK Ha BTK, K0eTo Bo/u 10 MPOIBIIKUTEIIHO MHXUOUPaHEe Ha CH3UMHATA aKTHBHOCT
Ha BTK. BTK, unien Ha cemelicTBOTO Ha Tec KMHa3UTe, € BayKHA CUTHAJIHA MOJIEKYJIa Ha IbTUIIATA Ha
aHTUreH-pa3no3HaBanus B-kierbuen peunentop (B-cell antigen receptor, BCR) u nutoknHOBHTE
pentenitopu. [TpTaT Ha BCR yyacTBa B maToreHesara Ha HIKOJIKO B-KIeThUHM HEOIIa3MH,
BiimountennHo MCL, nudysen B-enpokiersuen mumdpom (diffuse large B-cell lymphoma, DLBCL),
¢domukynapen numdpom u CLL. Kirouosara posnst Ha BTK B curnanuzanusita upe3 B-knerpunnre
MOBBPXHOCTHH PELETITOPH BOJH /10 aKTUBHpaHE Ha IbTUIIATa, HEOOXOIMMH 3a IBUKEHHETO Ha B-
KJIETKUTE, XeMOTaKCUC U aaxe3us. [IpeAKMMHNYHY TpOoyYBaHus TIOKa3BaT, Ye HOPYTHHUO ePEeKTHBHO
MHXHOMpa 310KauecTBeHaTa B-kieTpuna npoiudepanys u in Vivo IpeKUBsIEMOCT, KaKTO U
KJIeThYHATA MHUTPAIIUS U KIIETKAa-CyOCTpar ajxe3usta in Vitro.

B npeaxiMHuYHA TYMOPHU MOJIENI KOMOWHAIMATA HA HOPYTUHHUO U BEHETOKIIAKC BOJM JI0 TOBHUIIICHA
KJIEThYHA aroITo3a U AHTUTYMOPHA aKTUBHOCT B CPAaBHEHUE C BCSAKO OT CPEACTABATA, IPUIIOKEHU
camocrostenHo. Maxubupanero Ha BTK ot nbpyrnan6 yBennuasa 3aBucumoctrta Ha CLL kiretknTe
ot BCL-2, mbT Ha KIeThYHA MPEKUBIEMOCT, JIOKATO BeHeToKIake mHxnOupa BCL-2, koeTo Bou 110
afnomnro3a.

JInmdouurosa
[Ipu 3anouBane Ha JiedeHHE € HAOI01aBaHO 00paTHMO YBeIUeHue Ha Opost Ha iuMoruTute (T.€.,

> 50% yBenuveHue CrpsMo U3XOJHUTE CTOMHOCTH U abcomoTeH Opoii > 5 000/ul), koeto yecto e
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CBBP3aHO C HaMaJsiBaHe Ha TMM(paeHONMaTHITa IPHU OKOJIO TPU YeTBHPTH OT maruentute ¢ CLL,
nekyBaan ¢ IMBRUVICA. To3u edekT chino ce HaOI01aBa mpu OKOJIO €Ha TPeTa OT MAIUeHTUTE C
peunauBupaiia unu peppaxkrepua MCL, nexysanu ¢ IMBRUVICA. Habmonasanata num¢onunTosa e
¢dapmakoguHaMuueH eheKT U He cIIe[Ba JIa e CUUTA 3a MPOrpecHparo 3a00saBaHe MIPH JIUIICa Ha
JIPpYTH KIMHIYHU Haxonkd. M mpu nBata tuma 3a0oisiBade, 1uM(oImnTo3a 00MKHOBEHO BH3HUKBA IO
BpeMme Ha ppBus Mecetr oT jJedeHneTo ¢ IMBRUVICA u 00MKHOBEHO OTIIYMSIBA B paMKHTE Ha
cpenno 8,0 cemmury npu naruedTr ¢ MCL u 14 cenmuru npu nanuenTs ¢ CLL. [Tpu Hikoun
MAIMEeHTH ce Ha0JIF0/1aBa TOJISIMO YBEIHMYeHHe Ha OpOost Ha IUPKYIHAPAIIUTE TUMPOLIUTH

(marp. > 400 000/ul).

[Tpu manmentn ¢ WM, nexyBanu ¢ IMBRUVICA, e e nabmogaBana nuM@onurosa.

In vitro TpoMOoLMTHA arperaius

B eano npoyuBase in vitro uopyTHHUO moka3Ba MHXUOWpaHe Ha HHAYIUPAaHATa OT KOJAareH arperarus
Ha TpoMmOonmTHTe. UOpYyTHHNO HE TTOKa3Ba 3HAYMMO HHXHOWpaHe Ha arperanusaTa Ha TpOMOOIUTHTE
NIPY M3MOJI3BaHE HA JAPYTH arOHUCTH HA TPOMOOIIMTHATA arperamnusi.

Edexr Bbpxy QT/QTc nnreppana u chbpaeyHara eaeKTpohu3noaorus

EdextsT Ha nOpyTHHU6 BHpXy QTC MHTEpBaNa e oneHeH mpu 20 31paBu MBbXKe U )KEHU B
PaHIOMHU3UPAHO, IBOMHOCIIINO, OCHOBHO npoyuBaHe Ha QT ¢ miane0o U MoJI0KUTETHN KOHTPOIIH.
[Tpu cynpatepanestuuna n03a ot 1 680 mg, nbpytran6 He yabmkasa QTc uHTEpBaNa 10 KIMHUYHO
3HaynMa crened. Haii-Bucokara ropHa rpanuna Ha asyctpanaus 90% CI 3a kopurupanute cpegHu
Pa3JIMKU Ha U3XOJTHO HUBO MeX 1y HOpyTHHHO U miare6o e mox 10 ms. B cbiioTo npoyusane e
HaOJro1aBaHo ckbesiBaHe Ha QTc nHTEpBaia B 3aBUCUMOCT OT KoHIeHTpanusTa (-5,3 ms [90% Cl:
-9,4, -1,1] mput Cmax o1 719 ng/ml cnen cynparepanestudna q03a ot 1 680 mg).

Knnnnuna edukacHocT ¥ 6€300aCHOCT

MCL

besonachocrra n epukacHocrta Ha IMBRUVICA npu nanmeHTy ¢ penuauBupan win pedpakrepeH
MCL ca orieHeHH B OTBOPEHO, MHOTOIIEHTPOBO mpoyuBate (aza 2 (PCYC-1104-CA), BriIrouBaIio
111 nanmentu. Meananara Ha Be3pacTTa € 68 rogunu (auamazoH: ot 40 o 84 roguan), 77% ca Mbxe
u 92% ca ot Osutata paca. [launenTu ¢ pyHkuonanex craryc 3 win noseue ceriaacHo ECOG ca
M3KJTIOYEHH OT IPOyYBaHETO. MeInanaTa Ha BPEMETO OT IMMOCTAaBIHETO Ha nuarHo3ata e 42 mecera, a
MeraHaTa Ha Opos Ha MIPEeIUIIHUTE JIeYeHus € 3 (Iuana3oH: oT 1 110 5 eyenuns), BKIFOUUTENHO 35%
C TIpeIIIecTBallla XUMAOTEpan¥si ¢ BUCOKH J103H, 43% c mpemecTnaiia tepanus ¢ 6oprezomuo, 24%
C TIpealecTBaIla Tepanus ¢ JenanuaomMun u 11% c mpenmiecTBaiia TpaHCIDIAHTAIIMS HA aBTOJIO0XKHU
WJIN aJIOTEHHH CTBOJIOBH KJIeTKH. Ha m3xoaH0 HuBo 39% OT manueHTHTe UMaT MaCUBHO 3200 1sBaHe
(=5 cm), 49% uMat ckop 3a BUCOKa CTeTeH Ha pUcK 1o OMpoCTeHU MEXTyHApOIeH MPOTHOCTUICH
uHIeKe 3a MaHTenHokeThueH JuMpom (Simplified MCL International Prognostic Index, MIPI) u
72% ca ¢ HanpegHaIIO 3a00JsABaHe (EKCTPaHOIAIHO /UK ChC 3acsIraHe Ha KOCTHUS MO3bBK) ITPH
CKpUHUHTA.

IMBRUVICA e npunaran nepopainio 560 mg BeIHBK JHEBHO JIO POrpecus Ha 3a00JIIBaHETO HITH
HEMPHEMJIMBA TOKCUYHOCT. OTrOBOPBHT HAa TYMOpA CE OLIEHSBA B ChOTBETCTBUE C KPUTEPUHUTE Ha
pesBu3upanata MexxayHapoaHa padotHa rpymna (International Working Group, IWG) 3a HeXOIKKHHOB
mimdom (non-Hodgkin’s lymphoma, NHL). [TspBuunara kpaiiHa To4Ka Ipu TOBa MPOyYBaHE €
OIIEHEHAaTa OT U3Cie/IoBaTeNs cTerneH Ha ool otroBop (overall response rate, ORR). OtroBopute KbM
IMBRUVICA ca nokasauu B Tabnumna 2.

Ta6auna 2: ORR u DOR npu nanuenTu ¢ penuauBupany uiau pegpaxrepes MCL
(ITpoyusane PCYC-1104-CA)

0610

N =111
ORR (%) 67,6
95% CI (%) (58,0: 76,1)
CR (%) 20,7
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PR (%) 46,8
Menunana ua DOR (CR+PR) (mecern) 17,5 (15,8, NR)
MennaHa Ha BpEMETO [0 IIbPBOHAYAIICH OTTOBOP, MECENH ([IHAIa30H) 1,9 (1,4-13,7)
Menuana Ha BpeMeTo 10 CR, Mecenu (quana3on) 5,5(1,7-11,5)

Cl = nosepurenen untepsar; CR = mbie orroBop; DOR = npoabikutenHocT Ha otroBopa; ORR = crenen Ha 0611
OTrOBOD;
PR = gactuuen otroBop; NR = HemocTHrHaT OTrOBOD

JannuTe 3a eukacHOCT, KOUTO ca oreHeHH oT Komucus 3a HezaBucuma onenka (Independent Review
Committee, IRC), mokazBat 69% ORR, 21% menen orroBop (CR) u 48% uvactuuen otrosop (PR).
M3uncnenara ot IRC Meamana Ha MPOIBIDKATETHOCT Ha OTroBopa € 19,6 Mecera.

OO6uwst orroBop kbM IMBRUVICA e He3aBuCHM OT IPEAXOIHO JieUeHHe, BKIIOYBAIIO OOPTE30MUO
Y JICHAJIMIOMUJ WK HaJIMYUe Ha PUCKOBU/IPOTHOCTHYHM (PaKTOPH, MACUBHO 3a00JIsIBaHE, II0J WIH
BB3pacT.

besomacHocTTa 1 edmkacHoctTa Ha IMBRUVICA ca noka3aHu B €1HO paHIOMU3UPAHO, OTBOPEHO,
MHOTOIIEHTPOBO Mpoy4Bane (aza 3, Bkmousaiio 280 nanuentu ¢ MCL, kouTo ca moyduny Haii-
Manko eaHa npeaxoana tepanus (IIpoyusane MCL3001). [Tanuentute ca pangomusupanu 1:1 ga
nonydaBaT IMBRUVICA nepopanno mo 560 mg BeIHBK JHEBHO B IPOIAbIKEHUE Ha 21 THU UITH
TEMCHUPOJIUMYC UHTPaBeHO3HO o 175 mg Ha 1, 8 u 15 neH oT mbpBUA LUKBI, HOCIEABAHO OT 75 M(
Ha 1, 8 u 15 nen Ha Bceku cneaBan] 21-1HeBEeH HUKBI. JIeueHHETO B IBETE€ paMeHa Ha MPOYYBAHETO
NPOABIDKABA J0 MPOrpecHs Ha 3a00JsIBAHETO WM HENMPUEMITHBA TOKCHYHOCT. MennaHara Ha
BB3pacTTa ¢ 68 ronunu (1uanasoH, 34 no 88 roxunn), 74% ca Mmexke U 87% ca OT eBpONEUIHATA paca.
Menmnanara Ha BpeMeTO OT IOCTaBsiHEe Ha AuarHo3ara € 43 Mecela, a MenuaHaTa Ha Opos ot
MIPEAUIIHUATE JieueHus € 2 (quamna3oH: ot 1 1o 9 nedenus), BkounteaHo 51% ¢ npeaxomaHa
XUMHUOTEPAIIUS ¢ BUCOKH 1034, 18% ¢ mpeaxoaHo nedeHue ¢ 6opre3oMuo, 5% ¢ npeaxoaHo JeueHHe ¢
neHanuaoMun, u 24% c npealecTBalla TpaHCIUTaHTalus Ha CTBOJIOBH KiieTku. Ha u3xonno HuBo 53%
OT MAaIUCHTHUTE cCa UMM MaCUBHO 3a0oJisiBaHe (> 5 cm), 21% ca uManu BUCOKa OIlCHKA Ha PHCKa 110
onpoctenus uaaekc MIPI, 60% ca umanu ekctpaHoganHo 3abomnsBane U 54% ca umanu 3acsrane Ha
KOCTHHSI MO3bK, YCTAHOBEHO I10 BpeMe Ha CKPUHMHTIA.

[IpexxussiemoctTa 63 mporpecus (PFS) ce ornensisa ot IRC chriacHo peBu3npannTe KpUTEPUH HA
Mexnaynaponsara padotsa rpyna (International Working Group, IWG) 3a HexomxkuaoB mumdom
(non-Hodgkin’s lymphoma, NHL). Pe3ynrarure 3a epukactoct ot [Ipoyusane MCL3001 ca
nokazanu B Tabnuna 3 u kpuBara Ha Kaplan Meier 3a npesxxuBsiemoct 6e3 nporpecust — Ha @urypa 1.

Ta6auna 3: Pe3yararure 3a epMKacHOCT NPH NALMEHTH ¢ penuauB niu pegppaxkreped MCL

(ITpoyusane MCL3001)
Kpaiina Touka IMBRUVICA TeMcupoaumyc
N =139 N =141
PFS?
Cpenna PES (95% CI), (meceun) 0 (loiéhRN 5)0,43 [95|% cr. 0,32(,3'02,55312’ =
ORR (%) 71,9 | 40,4
p-cTolHOCT p <0,0001

NE = ne e onernmo; HR = koeduruent Ha puck; Cl = nosepurenen natepsai, ORR = crenen Ha o061 otrosop; PFS =

MPEKUBAEMOCT 0€3 MPOTpecHs

& IRC oreHeH.

[To-ManbK HPOILEHT OT HAILMEHTHUTE, JICKYBaHU C HOPYTHHHO, ca UMaJIA KJIMHHUYHO 3HAYMMO
BJIOIIaBaHE HAa CUMIITOMHUTE Ha JIMM¢OMa B CpaBHEHHUE ¢ TeMcuponumyc (27% cpenty 52%) u BpeMeTo

JIO BIIOIIABaHE HA CUMIITOMHUTE HACTHIIBA M0-0aBHO ¢ HOPyTHHHUO cripsimo TeMcuponumyc (HR 0,27,
p < 0,0001).
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®@urypa 1: Kpusa na Kaplan-Meier 3a PFS (ITT nonynanus) B Ilpoyusane MCL3001
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ITpoBeIeHO € eHO PaHIOMU3UPAHO, MHOTOIIEHTPOBO, OTKPHUTO mpoyuBaHe ¢aza 3 (PCYC-1115-CA)
Ha IMBRUVICA cnpsiMo xopamOyLui Ipy NalMeHTy ¢ HeseKkyBaHa gocera CLL Ha Bb3pact

65 roguHM WK 0-BB3pacTHU. [lanmeHTuTe Ha Bh3pacT Mexy 65 u 70 ronuHu TpsOBa J]a UMAT Haii-
MaJIKO €JJTHO ChITBTCTBAIIO 3200JIsIBaHe, KOETO Jia M3KII0UBA yIioTpedaTa Ha MbpBa JIMHUS XUMHO-
uMyHOTepanus ¢ hiaynapadus, ukinodochamus u putykcumad. [lamuenture (n = 269) ca
pangoMusupanu 1:1 na nomyuyasat i IMBRUVICA 420 mg nHeBHO 10 mporpecus Ha 3a00JIBaHETO
WY HeTPUEMITUBA TOKCHYHOCT, WIIK XJIopaMOy1mi ¢ HavanHa go3a 0,5 mg/kg B qau 1 1 15 ot Bcekn
28-1HEeBeH MK 32 MaKCUMyM 12 1UKbIIa, KaTo € O3BOJICHO MOBHIIaBaHe Ha fo3ara a0 0,8 mg/kg
Bb3 OCHOBA Ha MOoHOcUMOCTTa. Clie/l OTBBbPAEHA MPOorpecks Ha 3a00JIsIBAHETO Ma Bb3MOKHOCT
MaIMEHTHTE, JIEKYBaHH ¢ XJIOpaMOYIIHJI, Ja IPEMHUHAT Ha JIeYeHue ¢ HOPYTHHUO.

Menuanara Ha Be3pacTTa € 73 ronunu (rpanuny, 65 1o 90 romuamn), 63% ca Mexe u 91% ca ot
Ostmata paca. JleBeT/ieceT u eJMH NPOIIEHT OT MAIIMEHTUTE UMAT Ha U3XOJHOTO HMBO (PYHKIIMOHATICH
craryc 0 mim 1 mo ECOG, a 9% umar pynkiuonanet craryc 2 mo ECOG. IIpoyuBaHeTo BKIIFOYBA
269 nmarmentu ¢ CLL. Ha u3xonHo HuBO 45% ca B HanpeaHan kiuHrYeH craauid (crauii 11 wmm IV
no Rai), 35% oT manuenTHTE MMAT HAli-MaAJIKO €IUH TYMOp > 5 CM, 39% nMaT aHeMus Ha U3XOIHO
HUBO, 23% HUMaT TPOMOOIIUTOIIEHHUS Ha N3XOIHO HUBO, 65% HMaT MoBUIlIeH 32 MUKPOIJIO0YJINH

> 3500 pg/l, 47% nmat CrCL < 60 ml/min, 20% ot nanuentute umar dell 1q, 6% ot manuenture
umar dell 7p/mytanust B ymopen npoteut 53 (TP53), a 44% ot mauueHTUTE UMAT HEMYTHUPAT
BapuaOKIICH PETHOH B TOXKHUTE UMYHOTI00ymuHOoBH Bepuru (IGHV).

[pexussiemoctra 6e3 nporpecus (PFS), onenena ot IRC cniopen kpurepunte Ha MexayHapO HUS
cemuHap 1o CLL (International Workshop on CLL - IWCLL), noka3pa 84% cTaTHCTHYECKH 3HAYHMO
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HaMaJIeHUE Ha pUCKa OT CMBPT Wil nporpecust B pamoto ¢ IMBRUVICA. PesynraTuTte 3a
edpukacuoct ot IIpoyusane PCYC-1115-CA ca nmokaszanu Ha Tabmuria 4, a kpusure 1o Kaplan-Meier
Ha PFS u OS ca noka3anu cpoTrBeTHO HAa Purypu 2 u 3.

HabmronaBa ce cTaTUCTHYECKH 3HAYUMO TIPOIBIDKUATEITHO TTOA00PEHHUE 110 OTHOIIICHHE Ha
TpoMOonmTuTe Win xemornobrHa B [TT monmynanusra B moi3a Ha HOPYTHHHUO CTIPSIMO XJIOPaMOYITHIL.
[Tpu manueHTH ¢ MUTONICHHS HA U3XOJAHOTO HUBO, TIPOABIKATEIIHOTO XEMATOJIOTHYHO MTOI00pEHHE ce
n3pazssa B: TpoMooruTH 77,1% crpsmo 42,9%; xemormobun 84,3% cupsimo 45,5% chOTBETHO 3a
UOPYTHHUO U XJIOPaMOYITHIL.

Ta6auna 4: Pesyararu 3a epukacnoct B [lpoyusane PCYC-1115-CA

Kpaiina Touka IMBRUVICA XaopamMoyuu
N =136 N =133

PFS?

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

Menauana (95% CI), mecenu He e nocturunara 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"

Bpoii cMbpTHE cinydan (%) 3(2,2) | 17 (12,9)

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

Cl = nosepurenen untepsar; HR = xoeduruent na puck; CR = meien otroBop; ORR = crenen Ha o6u1 otroBop; OS =
o6ma npexxussemoct; PFS = npexxussemoct 6e3 nporpecust; PR = wactuuen otrosop
a

6

Onenena ot IRC mennana Ha npociensaBane 18,4 mecena;
Menuanara Ha OS He e gocturHara B asere pamena. p < 0,005 3a OS.

®@urypa 2: Kpua na Kaplan-Meier 3a PFS (ITT nonyaamusi) B IlpoyuBane PCYC-1115-CA
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®urypa 3: Kpupa na Kaplan-Meier 3a OS (ITT nonymaaumus) B Ilpoyusane PCYC-1115-CA
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0 3 6 g 12 15 18 21 24 27
N B puck
IMBRUVICA: 136 134 131 131 131 128 74 32 4 0
xnopamByumn: 133 127 125 121 118 113 62 24 1 0

48-meceuno npocieossame

B pamkute Ha mpoyuBaneto PCYC-1115-CA u HEroBoTo NpobiDKEHHUE, TIPU MEANaHa Ha BPEMETO Ha
npocnensBane 48 mecena, mpu narperTute B pamoro ¢ IMBRUVICA e HabmronaBaHo

86% HamaisiBaHe Ha PUCKa OT CMBPT WJIH MPOTPECHS CIIOPE]] OllEHKATa Ha U3CIIeI0BaTeIs.
Menuanata Ha PFS, onieneHa ot uzcnenoBates, He € jocturHara B pamoto ¢ IMBRUVICA u e

15 mecemna [95% CI (10,22; 19,35)] B pamoro ¢ xmopamOyumt; (HR=0,14 [95% CI (0,09; 0,21)]).
N3zuncnenara 4-ronumna PFS e ceotBeTHO 73,9% B pamoto ¢ IMBRUVICA u 15,5% B pamoTo ¢
xJjopaMOynmil. Akryanusupanara kpuea Ha Kaplan-Meier 3a PFS e nokazana na ®urypa 4. ORR,
OIleHeHa oT u3cnenonareis, € 91,2% B pamoto ¢ IMBRUVICA cnpsamo 36,8% B pamoTo ¢
xsopamOyumin. Yecrorata Ha CR cnopen xpurepuure Ha IWCLL e 16,2% B pamoto ¢ IMBRUVICA
capsimo 3,0% B pamoto ¢ xopamOynmi. Ilo BpemeTo Ha ABJITOCPOYHOTO pocieasiBaHe 001110

73 yyactruiy (54,9%), TbpBOHAYAIHO PaHIOMHU3UPAHU B PAMOTO C XJIOPAMOYITWII, BIIOCJICICTBUE
pEeMHUHAaBaT KbM JiedeHue ¢ nopytuHu6. Ouenkata Ha OS no Kaplan-Meier B onpeznesnena BpemeBa
touka (landmark) Ha 48 mecer e 85,5% B pamoto ¢ IMBRUVICA.

EdexTsT oT neuenneto ¢ nopytunuod B npoyuBane PCYC-1115-CA cu choTBeTCTBa IPU
Bucokopuckosute nanuentu ¢ dell7p/TP53 myrtanus, dell 1q w/unn semytupan IGHV.
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®urypa 4. Kpupa na Kaplan-Meier 3a PFS (ITT nonyaanus) B npoyusane PCYC-1115-CA
npu 48-MeceyHo MpociieasiBaHe
e 1T PYTUHIG J
Xnopambyuun
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Kombunupana mepanus

bezonacnoctra u epukacHocrra Ha IMBRUVICA npu HenexyBanu nocera nanuenta ¢ CLL/SLL ca
OLICHEHH JOIBJIHUTEIHO B PAHAOMU3UPAHO, MHOTOLICHTPOBO, OTKpHUTO Tpoy4Bane (daza 3 (PCYC-
1130-CA) va IMBRUVICA B koMOuHaIus ¢ 0OMHYyTY3yMa0 CIipsiMo XJI10paMOynnil B KOMOUHAIIHS C
0o0uHyTyMa0. B mpoyuBaHeTo ca BKIIIOYEHH MAIUEHTH HA BB3pacT 65 WM MoBeve TOANHU HITH

<65 roJMHU ChC CHITBTCTBAIIY 3a00JsIBaHMUS, HaMaJleHa ObOpeuHa QyHKIIMs, H3MEpeHa upe3
KpeaTHHUHOB KIHpbHC <70 ml/min, win Hanmuue Ha dell7p/TP53 myranus. [lanmmenturte (n=229) ca
pangoMusupanu 1:1 na nomyuasat wnn IMBRUVICA 420 mg nHeBHO 10 mporpecus Ha 3a00J11BaHETO
WM HETIPUEMIIMBA TOKCUYHOCT, WK XjtopamOymmi ¢ go3a 0,5 mg/kg B [len 1 u 15 ot Bceku 28-
JHEBEH LIMKbJ B IPOABJDKEHUE Ha 6 1IMKbiIa. B n1BeTe pamena nanuenture noryyasar 1 000 mg
o0unyTy3ymab B JleH 1, 8 u 15 oT mbpBUS HUKBI, TOCIEABAHO OT JICYCHHE B ITBPBUS JICH Ha

5 mocnenBamy nukbia (000 6 nukbIa ot 28 qHE BeekH). [IppBaTta 103a 00MHYTY3yMal e pasjeneHa
mexy aeH 1 (100 mg) u nen 2 (900 mg).

Menuanata Ha Bb3pactTa € 71 roqunu (nuamnasoH, 40 go 87 roaunn), 64% ca mexe, a 96% ca ot
Ostmata paca. Benuku nanmenTn umar usxojieH Gynkimonaier craryc no ECOG 0 (48%) nmm 1-2
(52%). Ha u3xoano HuBO 52% ca B HanpeaHan knuHmdeH crafuii (cramuit I nou IV mo Rai), 32% ot
MalMeHTUTE UMaT MaCUBHO 3a0oisBaHe (>5 cm), 44% ca ¢ aHeMHs Ha U3XOQHO HUBO, 22% ca ¢
TPOMOOLIUTONIEHHUS Ha U3X0IHO HUBO, 28% nMaT CrCL <60 ml/min, a MefaHaTa Ha KyMyJIaTUBHHS
cKop 3a kinacudukanus Ha 3a0onsBanero B repuatpusita (Cumulative Illness Rating Score for
Geriatrics, CIRS-G) e 4 (nnamason, 0 no 12). Ha usxoaxo HrBo 65% ot nanuentute umat CLL/SLL ¢
BUCOKO puckoBu Qakropu (dell 7p/TP53 myranus [18%], del11q [15%] unu nemyTupan IGHV
[54%]).

IIpexussemoctTa 6e3 mporpecus (PFS), onenena ot IRC B crotBeTcTBHE ¢ KpuTepuute Ha IWCLL,
noka3Ba 77% CTaTUCTHYECKH 3HAYMMO HaMaJsiBaHE HA PUCKA OT CMBPT WX IPOTPECHS B PAMOTO C
IMBRUVICA. B pamkure Ha Mpoy4BaHeTO, IpYU MEIMAHa Ha BPEMETO Ha MpociensaBane 31 mecena,
menuaHarta Ha PFS He e nocturnara B pamoto ¢ IMBRUVICA+06unyTy3ymab u e 19 mecena B
pamMoTo ¢ XxJopamMOyImiI+oouHyTy3ymMa0. Pesynrature 3a epukacHoct B npoyusane PCYC-1130-CA
ca nokazanu B Tabnuia 5, a kpusara Ha Kaplan-Meier 3a PFS e nokazana na ®urypa 5.
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Ta6auna 5: Pesysararu 3a epukacHoct B npoyusane PCYC-1130-CA

IMBRUVICA+06unyTy3yma6

XJ10pamMOyunI+o0MHyTy3yMao

Kpaiina Touka N=113 N=116
IIpesxxuBsiemocT 0e3 nmporpecus®
Bpotii cxbutus (%) 24 (21,2) 74 (63,8)

Mennana (95% CI), mecenn

He e nocturunara

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

HR (95% CI)

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

O01ma yecToTa Ha 88,5 73,3
otrosop® (%)

CR® 19,5 7,8
PR® 69,0 65,5

Cl=noBepurenen unrepsan, HR=xoepuuuenr na puck; CR=mosen orrosop; PR=gactuden otrosop.
a

6

Oueneno ot IRC.
Bximrousa 1 marent B pamoto ¢ IMBRUVICA+06uHyTY3yMab ¢ ITbJIeH OTTOBOP C HEITBJIHO BB3CTaHOBSIBAHE HA KOCTHHS

Mo35K (CRi).
® PR=PR+nPR.

®urypa 5: Kpusa na Kaplan-Meier 3a PFS (ITT nonyaauus) B npoyuBane PCYC-1130-CA
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EdexThT OT 1eueHneTo ¢ nOpyTHHHUO € eIHaKBB NPH BUCOKOopucKkoBara nomyanus ¢ CLL/SLL
(dell7p/TP53 myrarwus, dell 1q wmu memytupan IGHV), kato HR 3a PFS ¢ 0,15 [95% CI (0,09; 0,27)],
KaKTo e mokaszaHo B Tabnuia 6. M3uncnenara 2-roaunaa PFS 3a BucokoprckoBaTa momyianus ¢
CLL/SLL e crotBeTHO 78,8% [95% CI (67,3; 86,7)] u 15,5% [95% CI (8,1; 25,2)] B pamoToO ¢

IMBRUVICA+00unyTy3ymMad u ¢ XJiopaMOyi+o0HHy TYy3yMao.

Ta6auna 6: Anajaus Ha PFS no noarp

nu (mpoyuBane PCYC-1130-CA)

N KoedunueHt Ha puck 95% CI

Bceuuku yyactHUIM 229 0,231 0,145; 0,367
Bucoxk puck (del17p/TP53/dell1q/uemyrupan IGHYV)

Ja 148 0,154 0,087; 0,270
He 81 0,521 0,221;1,231
Dell7p/TP53

Ja 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
Hemytupana IGHV

Jla 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
MacuBHO 3a00/19BaHe

<5cm 154 0,289 0,161; 0,521
>5cm 74 0,184 0,085; 0,398
Craanii no Rai

o/1/M 110 0,221 0,115; 0,424
/v 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

KoeduuueHnt Ha puck, OCHOBaH Ha HecTpaTH()UIINPaH aHATIH3

Peaxnum, cBbp3anu ¢ nHQY3UATA, OT BCHUKU CTENEHU ca HabmronaBaHu npu 25% OT MalMeHTHUTe,
nexyBanu ¢ IMBRUVICA+o6unyTy3yma0, u npu 58% OT nauueHTuTe, JIEKyBaHHU C
xJIopamMOynmin+oonHyTy3yma0. Peakiinu cterneH 3 WK MO-BUCOKA WIIM CEPHO3HH PEaKIIMHU, CBBP3aHU C
uHby3usATa, ca HaOMoaaBanu npu 3% oT manueHTure, Jekyanu ¢ IMBRUVICA+o0unyTy3yma0, u
pu 9% OT NalMEHTHUTE, JICKYBaHHU C XJIOPaMOyIuiI+o0HHyTy3yMa0.

besomacHoctTa 1 edmkacHoctTta Ha IMBRUVICA npu mannenTu ¢ HenekyBaHa npean ToBa CLL wm
SLL ca olieHeHH JOMBIHUTEIHO B PaHIOMU3UPAHO, MHOTOIICHTPOBO, OTKPUTO Mpoy4BaHe daza 3
(E1912) na IMBRUVICA B kombuHanust ¢ putykcumab (IR) cripsimo cranmaptHa
XUMUOUMYHOTepanus ¢ ¢pirynapadu, uukinodochamun u purykcumad (FCR). B npoyusaneTo ca
BKJIFOUCHH HeJleKyBaHu mipeau ToBa narueHTy ¢ CLL wimu SLL Ha BB3pact 70 TroIWHU WIH TTO-MJIA]IH.
[Maruentu ¢ dell7p ca uskioyBaHu oT npoy4usaneto. [lanuenture (n=529) ca pangomusupanu 2:1 3a
nosryyaBane Ha IR wim FCR. IMBRUVICA e npunaras B 103a 420 mg qHEBHO A0 NpOTrpecHs Ha
3a00JIIBAHETO WJIM HETNPUEMJINBA TOKCUYIHOCT. Diynapabun e mpuiarad B 103a 25 mg/m?, a
uuknodochamun e mputaran B no3a 250 mg/m?; u qara npoaykra ca npunaranu B Juu 1, 2 u 3 Ha
Iuknu 1-6. Putykcumad ce 3amousa B Lluksa 2 B pamoto ¢ IR u B Lluxsa 1 B pamoto ¢ FCR u ce
npuiara B go3a 50 mg/m2 B leH 1 oT mbpBuUs UUKBI, 325 mg/m2 B [IeH 2 oT mbpBUS UUMKBI U

500 mg/m? B Jlen 1 Ha 5-Te mocieaBany HUKbIA 32 0010 6 HUKBIA. Beeky UKL € 28 qHu.

Mennanara Ha Be3pacT € 58 ronuHu (quamasoH, 28 mo 70 roguamn), 67% ca mexke u 90% ca ot Osimata
paca. Beuuku nanmenti umat uszxojieH ¢ynkimonaieH craryc mo ECOG 0 wiu 1 (98%) wiu 2 (2%).
Ha nsxomno auBo 43% ot narmenture ca B ctaguii mo Rai 11 wmm 1V, a 59% ot nmarmenTuTe mMat
CLL/SLL c Bucoko puckosu akropu (TP53 myranus [6%], dell1q [22%)] wnu nemyTtupan IGHV
[53%]).

Pesynrarure 3a epukxacuoct B E1912 ca nokazanu B Tabnuna 7 npu MmennaHa Ha BpeMETO Ha

npocinensBaHe B npoyusaneTo 37 mecena. Kpusure na Kaplan-Meier 3a PFS, ounenenn no xpurepuure
Ha IWCLL, u 3a OS ca mokazanu cr0TBETHO Ha Durypu 6 u 7.
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Tabauua 7: Pesyarartu 3a epuxacHoct B [Ipoyusane E1912

HNopyTHHUO dDaygapaduH,
. +purykcumad (IR nuKJaopochamu n
Kpaiina rotka P yN=354 (% pI/ITyK(:lI)/lM:Il)ﬁ (FCR)
N=175
IIpe:xxuBsiemocT 6e3 mporpecust
Bpoii ceoutus (%) 41 (12) 44 (25)
[Tporpecus Ha 3a00JIIBaHETO 39 38
Cb0uTHs CHC CMBPT 2 6
Memmana (95% CI), mecerm NE (49,4; NE) NE (47,1; NE)

HR (95% CI)

0,34 (0,22; 0,52)

P-croitnocT?

<0,0001

O011a npexuBsIEMOCT

Bpoii cmbpTHE ciydan (%) 4 (1) | 10 (6)
HR (95% CI) 0,17 (0,05; 0,54)
P-croiinocT? 0,0007

O6ua yecrora Ha oTroop® (%) 96,9 | 85,7

a
6

P-croitHocTTa € oT HecTpatuduumpan log-rank Tect.

OreHeHa OT H3cIe0BaTeNs.
HR = koepunuent Ha pucka; NE = He Moke 1a ce olleHH

®@urypa 6: Kpusa na Kaplan-Meier 3a PFS (ITT nonyaauus) B IlpoyuBane E1912
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| I | pUTYKCcMMab
Wil o
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70 1 {1 ||”| $nypapabuH,
b= | =4l [ = umrnodocdamug,
€0 - + PUTYKCUMaB
£
i
L 50
40
30
20
10
p<0.0001
0 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 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
umknopochammg
+ puTykcumab

EdexThT OT NeuenneTo ¢ nOpyTHHUO € IOCTOSTHEH BbB BUCOKOpHcKoBata nomymnaust ¢ CLL/SLL
(TP53 myranus, dell1q wim semytupan IGHV), ¢ HR 3a PFS 0,23 [95% CI (0,13; 0,40)], p <0,0001,
KaKTo e 1mokaszaHo B Tabnuia 8. M3uncnenara 3-roaumHa yecrota Ha PFS BBB BUCOKOpHICKOBaTa
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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Ta6auna 8: Ananus no noarpynu Ha PFS (Ilpoyusane E1912)

N KoedunueHnr Ha 959% CI
pHCKa

Bceuuku yuacTHHIM 529 0,340 0,222; 0,522
Bucok puck (TP53/dell1g/uemyrupan IGHYV)
Ja 313 0,231 0,132; 0,404
He 216 0,568 0,292; 1,105
delllq
Ia 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 3a00/19BaHe
<5cm 316 0,393 0,217; 0,711
>5¢cm 194 0,257 0,134; 0,494
Craanii no Rai
o/ 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

KoeduineHT Ha pUCKa, OCHOBaH Ha HECTPATU(DHUIIUPAH aHAJIN3
®urypa 7: Kpusa na Kaplan-Meier 3a OS (ITT nonyxaaunust) B [Ipoyusane E1912
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N B puck
IMBRUVICA 354 351 349 348 347 346 344 343 343 308 263 225 195 152 100 73 39 8 0

+ puTykcnmab

$nypapabun, 175 163 158 157 155 151 148 144 143 123 102 8 72 53 37 21 10 1 0
umnknopochammg
+ puTykcnmab

Kombunupana mepanus ¢ puxcupana npoowsadicumensHocm

BesonacnoctTa 1 edukacHOCTTa Ha Tepanuara ¢ pukcupana npoabipkutenHoct ¢ IMBRUVICA B
KOMOWHAIIMS C BEHETOKJIAKC CIIPSIMO XJIOpaMOYIIHI B KOMOUHAIIUS ¢ OOMHYTY3yMal MpH NAIUeHTH C
HenekyBana npeau ToBa CLL ca ornienenn B pangomMusupaso oTkpuro npoyusane dasa 3 (CLL3011).
B nmpoyuBaneTo ca BKIIOUYEHH MALMEHTH ¢ HeJeKyBaHa npeau ToBa CLL Ha Bp3pacT 65 mim moseue
TOJIMHU ¥ Bh3pacTHH nanueHTr <65 rogunu ¢ CIRS ckop >6 wmu CrCL >30 g0 <70 ml/min.
ITammmentu ¢ del 17p nmm n3BectHr TPS53 MyTaruu ca m3kmouBanu. [larmuentute (n=211) ca
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pargommsupann 1:1 3a nmomydaBane Ha IMBRUVICA B koMOWHAITHS ¢ BEHETOKJIAKC WITH
XJI0paMOyIIHI B KoMOMHAIWs ¢ 00mHyTy3yMa0. [Tammmenture B pamoro ¢ IMBRUVICA mmioc
BeHeTokJakce nonydaBaT IMBRUVICA camocTosiTeTHO B TPOABKEHUE HA 3 IUKBJIA, TOCIEABAHO OT
IMBRUVICA B xoMOMHAIMs ¢ BEHETOKIJIAKC 32 12 IUKbJIa (BKIFOYUTEIHO S-CEIMUYHA CXeMa Ha
THTpHUpPaHE Ha no3aTa). Beexu muksa ce cheron ot 28 man. IMBRUVICA e npunarad B mo3a 420 mg
THEBHO. BeHeToKIake € mpruiarad exeIHeBHO, KaTo ce 3amousa ¢ 20 mg B MpoAbDKeHNE Ha

1 cenmunia, mocieaBaHo ot 1 ceamuIa Ha BCSKO J1030B0 HUBO oT 50 Mg, 100 mg u 200 mg, ciieq ToBa
MpernoprUYNTENHATa JHEBHA 1032 oT 400 m(g. [lanmenTHTe, paHIOMHU3UPAHHU B PAMOTO C XJIOPaMOyIIFIT
TUTFOC OOMHYTY3yMa0, TIOy4aBaT JedeHne B MPOoabIDKeHne Ha 6 1ukbia. OOMHYTy3yMal e Mpuiara B
no3a 1 000 mg B Auwm 1, 8 u 15 B Huksn 1. B [len 1 ot Luknute 2 1o 6 e naBan 0OMHyTY3ymMad

1 000 mg. XnopamOyuwmi e mpuiaras B go3a 0,5 mg/kg Tenecno terio B Jum 1 u 15 ot Huknu 1 1o 6.
ITanmenTHTe ¢ MOTBBPACHA TIporpecus 1Mo kputepunte Ha IWCLL crien 3aBbpiiBaHe Ha BCsSKa cXeMa ¢
¢duKcrpana NpoaBIHKUTETHOCT MOTaT Aa ce JeKyBaT ¢ MoHoTepanust ¢ IMBRUVICA.

Mennanara Ha Bp3pactTa € 71 rogunu (auanasoH, 47 no 93 ronunn), 58% ca mexe u 96% ca ot
Osiata paca. Benuku mannenTr umat uszxoeH ¢yukionanes craryc mo ECOG 0 (35%), 1 (53%)
um 2 (12%). Ha uzxoauo vHuBo 18% ot nanuenture umar CLL ¢ del 11q, a 52% ca 6e3 IGHV
MYTaIlUH.

[Tpu orieHKa HA U3XOTHOTO HUBO 33 PUCK OT CHHIPOM Ha TYMOpPEH pas3naj 25% OT MalieHTHTe HMaT
BUCOK TyMopeH ToBap. Ciies 3 1MKbJIa Ha BbBEK/AINA TEPANKs ChC CAMOCTOSATEIIHO MPUIIaraHe Ha
IMBRUVICA 2% oT nanueHTuTe UMaT BUCOK TyMOPEH TOoBap. BucokuaT TyMopeH ToBap ce
ompeiesis KaTo Bceku JIuM@eH Bb3en >10 cm uin Beceku TuMdeH Bb3en >5 cm u abcomroTeH Opoit
numporutu >25%109/1.

[Tpu Meamana Ha BpeMeTO Ha MPOCTeAsIBaHe B IPOyUYBaHETO 28 Mecela pe3yiTaTuTe 3a e(UKacHOCT B
IMpoyusane CLL3011, ouenenn ot IRC cniopen kputepunte Ha IWCLL, ca moka3anu B Tabnumna 9,
kpusute Ha Kaplan-Meier 3a PFS ca nokazanu Ha ®urypa 8, a yecToTaTa Ha HETAaTHBEH CTaTyC 3a
MHHHMAJTHO OCTaThuHO 3a0oisBane (MRD) e moka3zana B Tabmmma 10.

Ta6auna 9: Pesyaratu 3a epukacnoct B [Ipoyusane CLL3011

Kpaiina Touka? IMBRUVICA + XmopamOynmia +
Beneroknakc Oo0unyTy3ymad
N=106 N=105
IIpexxuBsieMocT 0e3 mporpecus
bpoii cuoutus (%) 22 (20,8) 67 (63,8)
Memmana (95% CI), mecerm NE (31,2, NE) 21,0 (16,6; 24,7)
HR (95% CI) 0,22 (0,13; 0,36)
P-ctoitHOCT® <0,0001
YecToTa HA ITBJIEH OTTOBOP
(%) 38,7 11,4
95% ClI (29,4; 48,0) (5,3; 17,5)
P-croitnocT" <0,0001
YecToTa Ha 0611 0TroBOp(%0)" 86,8 84,8
95% ClI (80,3; 93,2) (77,9; 91,6)

B3 ocHoBa Ha onenka Ha IRC
P-croitHoctra e ot crparuduumpan log-rank tecr

BxirouBa 3 nanuentu B pamoto ¢ IMBRUVICA + BeHeTOKIIaKe ¢ TbJIEH OTTOBOP C HEMIBJIHO BH3CTAHOBSBAaHE Ha

kocTHUs Mo3bK (CRi)

" P-croifHoctTa € 0T xu-KBajpat TecT Ha Cochran-Mantel-Haenszel

06w orrosop = CR+CRi+nPR+PR
CR = mpnen otrosop; CRi = bJIeH OTFOBOP ¢ HEIBLJIHO BH3CTAHOBABAHE HAa KOCTHHS MO3bK; HR = koeduuuent Ha puck; NE
= He MoJKe J1a ce oreHn; nPR = HofyseH yacTHdeH 0TroBop; PR = yacTudeH 0TroBop
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®urypa 8: Kpueu na Kaplan-Meier na npexxusiemoctra 0e3 nporpecusi (ITT nonymnamus) npu
nanuentu ¢ CLL B IIpoyusane CLL3011
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EdextsT 0T ievuennero ¢ IMBRUVICA 1uiroc BEeHETOKIIaKC ce 3ara3Ba CTaOuJICH BbB
Bucokopuckosara CLL monymnamust (TP53 myraums, del 11q niau IGHV 6e3 myrtauus) ¢ PFS HR 0,23
[95% CI (0,13; 0,41)].

JannuTe 3a o01aTa NpexXruBIEMOCT He ca gocTaTbyHu. [Ipu MeanaHa Ha rpociieasBaHe 28 mecena
HSIMa 3HAa4KMMa pa3iivKa MeXAy paMeHaTa Ha jJedeHue ¢ o0mo 23 cmbpthH ciaydau: 11 (10,4%) B
pamoro ¢ IMBRUVICA mtoc Benetokiake 1 12 (11,4%) B paMOTO ¢ XJIOpaMOYITHIT TUTFOC
oounyTy3ymab ¢ OS HR 1,048 [95% CI (0,454; 2,419)]. Cnen 6 mecena AOMBIHUTEITHO MPOCIIEIBAHE
ce crobmanar 11 (10,4%) u 16 (15,2%) cmbpTHE ci1ydau csoTBeTHO B pamoto ¢ IMBRUVICA miroc
BEHETOKIJIAKC M PaAMOTO C XJIOPaMOYIHI ILTF0C 00uHyTy3yMab, ¢ nzuncien OS HR 0,760 [95% Cl
(0,352; 1,642]).

Tabauna 10: YecrToTa Ha HEraTHUBEH CTaTryCc 3a MUHUMAJIHO OCTATBYHO 3a00/151BaHe B

Ipoyusane CLL3011
NGS Ananus ? @ioyuuTomMeTpus’®
IMBRUVICA + | Xaopamoyuua + | IMBRUVICA + | XnopamOyuui +
Beneroknakc OounyTy3ymad Beneroknakc OounyTy3ymad
N=106 N=105 N=106 N=105
Yectora Ha MRD HeraTmBeH cTaTryc
Kocten Mo35K, n (%) 59 (55,7) 22 (21,0 72 (67,9 24 (22,9)
95% ClI (46,2; 65,1) (13,2; 28,7) (59,0; 76,8) (14,8; 30,9)
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P-croiiHocT <0,0001
{5;31;H®6PH3 KpeB, 1 63 (59,4) 42 (40,0) 85 (80,2) 49 (46,7)
95% ClI (50,1; 68,8) (30,6; 49,4) (72,6; 87,8) (37,1, 56,2)
Yecrora Ha MRD HeraTuBeH cTaTyc TPH Mecena cJieJl 3aBbpPIIBAHE HA JICYEHHETO
Kocten Mo3bK, n (%) 55 (51,9) 18 (17,1) 60 (56,6) 17 (16,2)
95% ClI (42,4, 61,4) (9,9; 24,4 (47,2; 66,0) (9,1; 23,2
g/eofﬂq’ep‘*a KpbB, 58 (54,7) 41 (39,0) 65 (61,3) 43 (41,0)
95% ClI (45,2; 64,2) (29,7, 48,4) (52,0; 70,6) (31,5; 50,4)

P-croitHoctute ca ot xu-kBajapar tect Ha Cochran-Mantel-Haenszel. P-croitnoctTa 3a yectorara Ha HeratnsHo MRD B

KocTeH M03bK ¢ NGS e ocHOBHHAT aHanu3 332 MRD.

a B®3 ocHOBa Ha mnparoBa CTOMHOCT 10_4 TpH U3M0JI3BaHE HAa aHAJIU3 CbC CEKBEHUPAHE OT CJI€ABAIO ITOKOJICHUE

(clonoSEQ)
® MRDe OLICHSBAHO 4pe3 GJIOyIUTOMETPHS Ha MepudepHa KPbB MM KOCTEH MO3bK OT IIEHTpalHa JadopaTopusl.

Omnpenenennero Ha HeratuBeH ctaryc € <1 CLL xietka Ha 10 000 neBkorura (<1x 104).
CI = nosepureneH untepBai; NGS = cekBeHUpaHe OT CIEABAIIO OKOICHUE

JBaHazeceT Mecena ciel] 3aBbPIIBAHETO Ha JieueHneTo yectorara Ha MRD HeraTtuseH craryc B
nepudepHara KpbB € 49,1% (52/106) upe3 NGS ananus u 54,7% (58/106) upes pnoyunromeTpust npu
nanuenTure, JekyBanu ¢ IMBRUVICA mitoc BeHetoknakce, u 12,4% (13/105) upe3z NGS ananus u
16,2% (17/105) upe3 (ha0ymuTOMETpHS MPHU HAMMESHTUTE, JICKYBAHHU C XJIOPaMOYIIHII ILTHOC
00nHyTYy3yMal, B ChOTBETHATA BpEMEBa TOUKA.

TLS ce cpoOImaBa npu 6 MarueHTH, JICKYBaHU ¢ XJIOPaMOYIWII TUTFOC 0OMHYTY3yMa0, U He ce
cpobiaBa mpu IMBRUVICA B koMOuHAIMS ¢ BEHETOKJIAKC.

0610 npocienaBane 58 Mecena (Meauana 52 meceria)

ITpu o610 mpocnenssane 58 Mecera (MearaHa Ha POCIICIIBaHE NIPU POYYBAHETO 52 Mecela) B
npoyusane CLL3011 ce nabmronasa 77% HamalneHHE Ha PUCKA OT CMBPT WJIHM [IPOTPECHUs 110 OLICHKA
Ha u3cienosaresis npu napeHT B pamoro Ha IMBRUVICA. KoeduuneHThT Ha pUCK IO OTHOILIEHHE
Ha oOmmara npesxussiemocT e 0,458 [95% CI (0,257, 0,818), Homunanuo p=0,0068, He ¢
KOHTpouspanara rpetuka tumn 1]. Uma 17 (16,0%) cmbpTHE ciydas B pamoto ¢ IMBRUVICA miroc
BeHeToKnake 1 36 (34,3%) B paMoTO Ha XJI0paMOyLIHII IUTIOC OOMHYTY3yMa0. MenuanaTta Ha BpeMETO
JIO CIIEJIBAIIOTO JICUEHUE HE € TOCTUTHATA 32 HUTO eHO OoT aABeTe pamena (HR=0,164; 95% CI: 0,081;
0,330 ), xato 9,4% ot yuactauiute B pamoto ¢ IMBRUVICA mtoc Benerokiakce u 41,0% ot
YYAaCTHUIUTE B paMOTO C XJIopaMOyLWII IUTIOC OOMHYTY3yMab ca 3aroyHaiy nocjaeBala
MPOTHBOPAKOBA TEPATTHSL.
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Kpusata na Kaplan Meier 3a OS e nmoka3ana va ®@urypa 9.

®durypa 9: Kpusa na Kaplan-Meier 3a o6mara npe:xkussiemoct (ITT Population) mpu
namuentn ¢ CLL/SLL B npoyuBane CLL3011 ciex 58 mecena Ha mpociensiBane
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be3onacHocTTa M ehukacHOCTTa Ha TepanusiTa ¢ pukcupana npoabirkutenHoct ¢ IMBRUVICA B
KOMOMHANUs ¢ BEHETOKIIAKC TPH MAILMEHTH ¢ HeJleKyBaHa rpeau Tosa CLL ca nonbiaHUTENHO
OLICHSIBAaHH B KOXOPTa Ha MHOTOIICHTPOBO, 2-KOXOpTHO npoyuBane ¢aza 2 (PCYC-1142-CA). B
MPOYYBAaHETO Ca BKIIIOUYEHH HelleKyBaHH npenu ToBa nanuenT ¢ CLL Ha Bb3pacT 70 ToIMHH WIH T10-
miagu. B npoyuBaHeTo ca BKimoueHH 323 MalMeHTH, OT TX 159 nauneHTy ca paHAOMHU3UpaHU Ha
Tepanus ¢ GUKCUpaHa NPOIbIDKUTEIHOCT, ChCTOSIIA CE OT 3 IIUKbJIa HAa CAMOCTOSATENTHO IpHIIaraHe Ha
IMBRUVICA, nociensano ot IMBRUVICA B koMOHHAITHS ¢ BEHETOKJIAKC B TIPOIBDKEHNE HA

12 nukbiaa (BKIOYUTEIHO S-CeIMUYHA CXeMa Ha TUTPUPaHE Ha 103aTa). BCeKH IUKBI ce ChCTOH OT
28 mau. IMBRUVICA e npunaran B 1o3a 420 mg nHeBHO. BeHeToknake e nmpusarad exxeJHeBHO, KaTo
ce 3amoyBa ¢ 20 mg B Ipoab/DKEHUE Ha 1 ceaMmuIa, mocienBaHo oT 1 ceMHIIa Ha BCSIKO JT030BO HUBO
ot 50 mg, 100 mg u 200 mg, cien ToBa HMpenopbUnTEIIHATA THEBHA 103a OoT 400 mg. [TanuenTure ¢
noTBbpAeHa nporpecus no kpurepuute Ha IWCLL ciiex 3apbpiiBane Ha cxemara ¢ GUKCHpaHa
MPOABIDKUTEITHOCT MOTaT Ja ce JiekyBaT ¢ MoHoTepanus ¢ IMBRUVICA.

Menunanata Ha Bb3pacTTa ¢ 60 ronuuu (auamason, 33 go 71 ronunmn), 67% ca mbxe 1 92% ca ot
Ostnata paca. Benuku nauuenTn umat usxojieH pynkuuonaier cratyc no ECOG 0 (69%) nim 1
(31%). Ha m3xonno HuBo 13% ot nauuentute umar del 17p, 18% ca c del 11q, 17% ca c myTtanus del
17p/TP53, 56% ca 6e3 IGHV mytarmu u 19% ca ¢ komiuiekcen kapuoTuil. [Ipu olleHKa Ha U3XO0THOTO
HUBO 3a PUCK OT CHHJIPOM Ha TyMOpeH pa3nan 21% ot marnueHTuTe UMaT BUCOK TyMOPEH TOBap.
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Crnen 3 nukbiIa Ha BBBEXK/IAIA Tepanus cbe camocToaTenHo npuiarane Ha IMBRUVICA 1% ot

MAIMeHTUTE IMAT BUCOK TYMOPEH TOBap. BUCOKHT TyMOpPEH TOBap ce ompeaens KaTo BCeKr TuMpeH

Bb3e1 >10 cm unu Beeku muMdeH Bb3el >5 cm u abcomoted 6poit mumdonuta >25x10%1,

[Ipu Menana Ha BpeMeTO Ha MPOCIeIsBaHe B MPOYYBAHETO OT 28 Mecela pe3yaTaTUTe 3a
epukacHoct B PCYC-1142-CA, ouenenu ot IRC criopen kpurepunte Ha IWCLL, ca moka3asu B
Tabmuia 11, a yecToTaTa Ha HETATUBEH CTATYC HA MUHUMAJIHO OCTaTh4HO 3a0omsiBane (MRD) e

rnokasana B Ta0Omnuma 12.

Ta6auna 11: Pe3yararu 3a epukacnoct B [IpoyuBane PCYC 1142-CA (koxopra ¢ pukcupana
NPOABJIKUTETHOCT)
Kpajina Touka? IMBRUVICA + Benetokiakc
be3 Del 17p Beunuku
(N=136) (N=159)
YecToTa HAa 0611 0TroBOp, N (%)° 130 (95,6) 153 (96,2)
95% CI (%) (92,1; 99,0 (93,3; 99,2)
YecToTa HA TbJIEH OTTOBOP, N (%)° 83 (61,0) 95 (59,7)
95% CI (%) (52,8; 69,2) (52,1; 67,4)
Menunana Ha mpoabikuTeHocT Ha CR, NE (0,03+, 24,9+) NE (0,03+, 24,9+)
MecenH (auanason)

B53 ocHoBa Ha orenka Ha IRC
061z otroop = CR + CRi + nPR + PR

o o o @

3HAKBT ,,+* IOKa3Ba HEITBJIHO HAOIIOIECHHE

Bxumrousa 3 NaqUEHTHU C I'BJIEH OTTOBOP C HEIMIBJIHO BH3CTAHOBSIBAHE HAa KOCTHHUSA MO3BK (CRI)

CR = meien otroBop; CRi = mbJieH OTTOBOP C HEMBJIHO BH3CTAHOBSBAaHE HA KOCTHHS MO3bK; NPR = HojyseH yacTiHueH
otroBop; PR = uactuuen orrosop; NE = He Moxke Ja ce oLieHU

Taoauna 12:

YecToTa HA HeraTUBEH CTaTyC 3a MUHUMAJHO OCTATBYHO 3a200.15IBaHE B

IIpoyuBane PCYC 1142-CA (xoxopTa ¢ puKCHpPaHa NPOIbJIKUTETHOCT)

Kpaiina Touka

IMBRUVICA + BeHeToKJIaKC

Be3 Del 17p Benuku
(N=136) (N=159)
Yectora Ha MRD HeraTmBeH cTaTyC
Kocren Mo3bK, n (%) 84 (61,8) 95 (59,7)
95% ClI (53,6; 69,9) (52,1; 67,4
[epudepna kpsB, n (%) 104 (76,5) 122 (76,7)
95% ClI (69,3; 83,6) (70,2; 83,3
Yecrora Ha MRD HeratuBeH cTaTyc TPH Mecena cJieJl 3aBbpPIIBAHE HA JICYEHHETO
Kocten Mo3bK, n (%) 74 (54,4) 83 (52,2)
95% ClI (46,0; 62,8) (44,4, 60,0)
[epudepna kpsB, n (%) 78 (57,4) 90 (56,6)
95% ClI (49,0; 65,7) (48,9; 64,3

MRD e oneHsiBaHO Upe3 HOTOYHA OUTOMETPHS Ha epudepHa KPbB MM KOCTEH MO3BK OT IEHTPAITHA TA00paTOpusL.

Omnpenenennero Ha HeratuBeH ctatyc € <1 CLL knetka Ha 10 000 neBkoruTu (<1><104).

CI = noBepuTeneH UHTEpBaN

[Ipu nauuentu ¢ mytanus del 17p/TP53 (n=27) 8 PCYC-1142-CA uectoTarta Ha 00111 OTTOBOP BB3
ocHoBa Ha oueHka Ha IRC e 96,3%, yectoTaTa Ha mbJeH OTroBOp € 55,6%, a MeAnaHara Ha

MPOIBLIDKUTETHOCTTA HA ITBJICH OTTOBOP HE € JIOCTUTHATa (auamna3oH, 4,3 10 22,6 mecena). YectotaTta
Ha MRD neratusen craryc npu nauuentu ¢ mytanus del 17p/TP53 3 mecena cnen 3aBbpliBaHe Ha
JICYCHUETO B KOCTEH MO3BK U B nepudepHa KpbB € cboTBeTHO 40,7% 1 59,3%.

He ce cwoOmiarar cinydyaun Ha TLS npu naruentute, jgexkypanu ¢ IMBRUVICA B koMOuHamus ¢
BEHETOKJIAKC.
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Hayuenmu ¢ CLL, koumo ca noiyyunu Hati-mMaiko eoHa npeoxoona mepanus

Monomepanus

Bezonacnocrra u epukacHocrra Ha IMBRUVICA npu naumentu ¢ CLL ca neMOHCTpHpaHH B €IHO
HEKOHTPOJIMPAHO MPOYYBaHE U €IHO PaHAOMH3HPAHO, KOHTPOJIUPAHO MpoyyBane. OTBOPEHOTO,
MHOro1eHTpoBo npoyusane (PCYC-1102-CA) BkirouBa 51 manuenTH ¢ peluanBupaIia uii
pedpaktepHa CLL, xouto ca momy4asanu 420 mg Bequbx qaeBHo. IMBRUVICA e npunaran o
nporpecus Ha 3a00JIIBaHETO WM HETIPHEMIIMBA TOKCHYHOCT. MenuanaTta Ha Bb3pacTTa € 68 roguHu
(mmamazon: ot 37 mo 82 roAMHM), MEeMaHATa Ha BPEMETO OT YCTAaHOBSIBAHE HA TMArHO3aTa €

80 mecena, a MequaHaTa Ha Opos Ha MIPEIUIIHKATE JIedeHus € 4 (auana3oH: oT 1 1o 12 nedenus),
BKJIFOUUTENHO 92,2% ¢ mpeaxoAHo JIeUeHUe ¢ HyKJIeo3uaeH aHanor, 98,0% c npeaxoiHo JeueHue ¢
putykcumMao, 86,3% ¢ mpeaxoaHO JISYCHUE C ATKWITHPAIIO CPEACTBO, 39,2% ¢ MPEaX0aHO JICUCHHE C
6ennamyctuH u 19,6% ¢ npeaxonHo nedeHue ¢ oparymymad. Ha usxonHo auso 39,2% ot
nanuenTute uMat craauit IV mo Rai, 45,1% umat macuBHo 3abomsBane (> 5 cm), 35,3% umat
nenenust 17p u 31,4% umar neneuus 11q.

ORR ¢ ontenen B croTBeTCTBHUE ¢ KpuTepunte Ha IWCLL ot m3cnemoBatenure u ot IRC. ORR,
oueHer ot IRC, Ha 51 manmenTH ¢ penuanB Win pedpakTepHO 3a00IsIBaHE, IPH CPETHA
MPOABIDKUTETHOCT Ha TipocieasBane 16,4 mecerna, e 64,7% (95% CI: 50,1%; 77,6%), Bcuuku ¢ PR.
ORR, Bximountenro PR ¢ mumdorurosa, e 70,6%. Meamanara Ha BpemeTo 3a oTroBop € 1,9 mecema.
DOR e ot 3,9 1o 24,2+ mecena. Menunanata Ha DOR He e qocturaara.

[IpoBenenHo e paHIOMHU3UPaHO, MHOTOIIEHTPOBO, OTBOpPEeHO mpoyuBane (aza 3 va IMBRUVICA
capsimo opatymymad (PCYC-1112-CA) npu manenTy ¢ peuuanBupaiia uiu pegpakrepraa CLL.
[MaumenTure (n = 391) ca pannomusupanu 1:1 ga nomyuasat uaun IMBRUVICA 420 mg aueBHo 10
TIporpecus Ha 3a00JSIBAHETO MIIM HETIPUEMIIHBA TOKCHYHOCT, Wi odaTtymymad no 12 mosu

(300/2 000 mg). ITetmeceT u ceaeM MaMEHTH, PAHIOMU3UPAHH J1a Moay4aBar odarymymad, ca
npemusany Ha IMBRUVICA crnen nporpecus. MeananaTta Ha Bb3pacTra € 67 rogunu (auamnazos: 30
1o 88 rogunn), 68% ca mexe, a 90% ca ot Osanara paca. Bcuuku nanuenTH UMaT QyHKIIMOHAICH
cratyc no ECOG 0 wnu 1 Ha u3xoaHo HUBO. MennaHata Ha BpEMETO OT MMOCTAaBSIHETO Ha IUarHo3aTa €
91 mecena, a MeaMaHaTa Ha Oposi Ha IPEAUITHATE JieueHus € 2 (auana3on: ot 1 1o 13 neuenus). Ha
W3XOJHO HUBO 58% OT MalMeHTHTE NMaT Hall-MaJIKo eTUH TyMOop > 5 cm. Tpuecer u 1Ba mpoleHTa
oT marenTure ca ¢ gaenenus 17p (karo 50% ot manuenTture umar aenenust 17p/TP53 myrtanus), 24%
ca c geneuus 11q, a 47% ot nauuentute umat Hemytupan I[GHV.

I[Mpexussiemoctta 6e3 nporpecust (Progression free survival, PFS), kakto e onenena ot IRC B
cpoTBeTcTBHE ¢ KpuTepuute Ha IWCLL, moka3sa 78% CTaTHCTHYECKH 3HAYMMO HAMAJIEHUE HA PHUCKa
OT CMBPT WK Tporpecus 3a nanuentute B pamoro Ha IMBRUVICA. Ananu3st Ha OS mokassa 57%
CTaTHCTUYECKH 3HAYUMO HaMaJleHHe Ha pHcKa OT CMBPT Ipu nanuentute B pamoro Ha IMBRUVICA.
Pesynrarure 3a epuxacuoct B npoyuBane PCYC-1112-CA ca npeacrasenn B Tabnuua 13.

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

Kpaiina Touka IMBRUVICA Odarymymad
N =195 N =196
Menunana Ha PFS Henocturuar otrosop 8,1 mecera
HR = 0,215 [95% CI: 0,146; 0,317]
0s? HR = 0,434 [95% CI: 0,238; 0,789]°
HR = 0,387 [95% CI: 0,216, 0,695]*
ORR"* (%) 42,6 4,1
ORR Bximrountenso PR ¢
auMmpornmrosa” (%) 62,6 41

68




HR = xoedunuent Ha puck; Cl = noBeputenen unrepsair; ORR = crenen Ha o611 otroBop; OS = o6ma npexussemoct; PFS
= npexuBseMocT 0e3 nporpecusi; PR = wactuden orrosop
a

6

Mennana Ha OS He e mocturaara 3a asere pamena p < 0,005 3a OS.
ITanmenTute, pangomMu3upanu Ha odaTymymad, ca neHsypupanu npu 3anousane Ha IMBRUVICA, ako e npunoxunmo.

®  AHanu3 Ha 4yBCTBUTENHOCTTA, [IPU KOMTO MAIIMEHTHTE, IPEXBBPIEHH OT PAMOTO Ha ohaTyMyMal, He ca IIeH3yPHPaHH

KBbM JaTaTa Ha bpBarta 103a IMBRUVICA.

Cropen IRC. IToBropro KT ckenupane, He00X01MO 3a OTBBP)KJaBaHE HA OTTOBOPA.
A Beuuku nocrurdara PR; p < 0,0001 3a ORR.

Meana Ha BpeMETO Ha IPOCIe/IssBaHe B pAMKUTE Ha POYYBaHETO=9 Mecela.

r

EdukacHocTTa € moo0Ha cpe/i BCHYKU H3CIeIBAaHH TOATPYITH, BKIFOUUTEIHO MIPH MAIUEHTH ChC U
6e3 menerms 17p, mpeaBapuTeHo onpenencH crpaTuduipai dpaxrop (Tabmuma 14).

Tadonuua 14 Aunanu3 Ha PFS no noarpynu (npoyusane PCYC-1112-CA)

N KoeduiueHT HA pUCK 959% ClI
Bcenuku nanuentn 391 0,210 (0,143; 0,308)
Henerus 17P
Ia 127 0,247 (0,136; 0,450)
He 264 0,194 (0,117; 0,323)
Pedpakrepno
3a00J19BaHe KbM
MYPUHOB aHAJIOT
Ja 175 0,178 (0,100; 0,320)
He 216 0,242 (0,145; 0,404)
Br3pact
<65 152 0,166 (0,088; 0,315)
> 65 239 0,243 (0,149; 0,395)
Bpoit npenuninan
JIMHUHN
<3 198 0,189 (0,100; 0,358)
>3 193 0,212 (0,130; 0,344)
MacusHo 3a0osBaHe
<5cm 163 0,237 (0,127; 0,442)
>5¢cm 225 0,191 (0,117, 0,311)

KoedunueHnT Ha puck Bb3 OCHOBA Ha HECTPATU(HITPAH aHATIN3
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Kpusata na Kaplan Meier 3a PFS ¢ nmokazana na ®@urypa 10.
®urypa 10:  Kpusa na Kaplan-Meier 3a PFS (ITT nonysaauusi) B npoyusane PCYC-1112- CA
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Oxonuamernen ananus cied 65-meceyHo npocieoasane

B pamkute Ha mpoyuBaneTo PCYC-1112-CA, npu MennaHa Ha BpeMETO Ha MpociiesiBaHe 65 Mecerra,
npu nauuentute B pamoro ¢ IMBRUVICA e nabmionaBaHo 85% HamainsiBaHe Ha pHCKa OT CMBPT WU
MIporpecus crope]] olleHKaTa Ha u3cnenonarens. Meauanara Ha PFS, onienena ot uscnegosarens B
crotBercTBHE ¢ kKpuTepunre 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 pamoTto ¢ oparymymad; HR=0,15 [95% CI
(0,11; 0,20)]. Axryanusupanara kpupa Ha Kaplan-Meier 3a PFS e noka3zana na ®urypa 11. ORR,
OIlIeHEHa OT u3cnenosarens, B pamoto ¢ IMBRUVICA e 87,7% cnpsimo 22,4% B paMoToO C
odarymymab. [1o Bpeme Ha okoHuaTenHus aHaiau3 133 (67,9%) ot 196 yyactHHLN, TBPBOHAYAITHO
PaHIOMHU3UPaHHU B PAMOTO 3a JiedeHue ¢ ohaTyMymad, ca MpeMUHAIH KbM JIeUeHHE C NOPYTHHHO.
Menunanara Ha PFS2, onieHena ot nzcnenoBarens (Bpeme oT pangomusupanero 1o PFS croutne cien
IbpBAaTa ClieBallla aHTHHEOILIACTHYHA Tepanus) B CboTBeTcTBHE ¢ Kputepunte Ha IWCLL e
croTBeTHO 65,4 Mecera [95% CI (51,61; ne moxe na ce onenun)] B pamoto ¢ IMBRUVICA un

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

EdexTsT oT neuenneTo ¢ nbpytunut B nmpoyuBaneto PCYC-1112-CA cu choTBeTCTBa TIPU
BHUCOKOPUCKOBHTE ManueHTH ¢ aeneuus 17p/TP53 myrauus, nenenus 11q w/unu semytupan IGHV.
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®urypa 11: Kpusa Ha Kaplan-Meier 3a PFS (ITT nonynamus) B npoyuBane PCYC-1112-CA
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Kombunupana mepanus

bezonacHoctTa 1 eukacHoctta Ha IMBRUVICA npu nanuenTH, gexyanu npeau Tosa 3a CLL, ca
JIOITBTHATEITHO OLIEHEHH B €JHO PaHAOMHU3HUPAHO, MHOTOIIEHTPOBO, IBOHHOCIIANO Npoy4uBaHe (aza 3
Ha IMBRUVICA B kxomOunanus ¢ BR cnpsmo mnane6o + BR (IIpoyusane CLL3001). [TanmentnTe
(n = 578) ca panmomusupanu 1:1 na nmony4dasar win IMBRUVICA 420 mg nueBHO, wiH ruiaie6o, B
koMOuHanus ¢ BR 1o nporpecus Ha 3a001sIBAHETO HITH HEMTPHEMITMBA TOKCHYHOCT. BCHUKM manueHTH
nonmydaBaT BR 3a MmakcumaleH cpok ot mrect 28-1HeBHE IUKbIa. beHnqaMycTiH ce npuiara mo

70 mg/m? upe3 unrpaBeno3Ha uH(y3us 3a 30 MUHYTH Ha JeH 2 ¥ 3 OT IMKBA 1, KakTo ¥ Ha 1eH 1 u 2
OT KM 2-6 33 MaKCUMYM 6 IIMKBJIa. PutykcuMa6 ce npusiara ¢ no3a 375 mg/m? Ha nen 1 ot mbpBus
UKsI 1 500 mg/m2 Ha JeH 1 oT uukiu ot 2 10 6. JleBeTAeceT NaluueHTH, paHIOMU3UPaHu Ha
rtane6o + BR npemunasar Ha neuenne ¢ IMBRUVICA cnen notespaena ot IRC mporpecust.
MenuanaTa Ha Bb3pacTTa € 64 roaunu (nuamnaszoH ot 31 qo 86 ronunn), 66% ca mbxe, a 91% ca ot
eBponenHara paca. Bcuuku nanuenty umat yakuronanet cratyc no ECOG 0 unu 1 Ha u3xo1HO
HUBO. MeMaHaTa Ha BpeMETO OT IOCTAaBSHETO Ha JuarHo3ara € 6 TOIMHM, a MeraHaTa Ha Opost Ha
MpeamecTBanuTe ieueHus € 2 (auama3on ot 1 g0 11 nedenwnst). B HauanoTo Ha npoy4uBaneTo 56% ot
MalMEeHTUTE UMAT MOHE €AUH TYMOp > 5 cm, 26% umar geneuus 11q.

IIpexxuBsiemoctTa 6€3 mporpecus (PFS) ce onensiBa ot IRC ciopen kputepuute Ha MeXayHapOAHUS
cemunap o CLL (International Workshop on CLL - IWCLL). Pe3yntarure 3a epukacHoCcT OT

npoyuBane CLL3001 ca noka3anu Ha Tabnwuma 15.

Tadoauua 15. Pesyaratute 3a epuxacHoct npu nauuentu ¢ CLL (IIpoyusane CLL3001)

IMBRUVICA + BR IInane6o + BR
N =289 N =289

Kpaiina Touka

PFS®

He e nocturaara | 13,3(11,3; 13,9)

V)
Memuana (95% CI), mecenn HR = 0,203 [95% CI: 0,150; 0,276]

ORR® %

82,7

67,8

0os*

HR = 0,628 [95% CI: 0,385; 1,024]
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Cl = nosepurenen untepsar; HR = xoedurment na puck; ORR = crenen Ha o611 otroBop; OS = o6ma npexussemoct; PFS

= IPEXKUBAEMOCT O€3 NPOTpecus;
a

6

onenena ot IRC.

onerena oT IRC, ORR (mrbiieH 0TTOBOp, ITBJICH OTTOBOP C HENIBIIHO BH3CTAHOBSBAHE Ha KOCTHUSI MO3BK, YaCTHICH
HOZYyJIapeH OTTOBOP, YaCTHIEH OTIOBOD).
Mennana Ha OS He e IOCTUTHATA 3a ABETE paMeHa.

WM

Mounomepanus

be3onacHoctra 1 edukacaHocTTa Ha IMBRUVICA ipu WM (ituMdormia3zMornTes JTuM¢poMm ¢
npoayknus Ha IgM), ca onleHeHH B OTBOPEHO, MHOTOIIGHTPOBO MPOYYBAHE C €THO PaMo Mpu

63 manueHTH ¢ IpeanecTBalo JeueHue. MenuanaTta Ha Bb3pacTTa € 63 roaunu (quamna3on: ot 44 no
86 romunm), 76% ca mbxke u 95% ca ot Osnata paca. Benuku marueHTH uMat GyHKIMOHAJICH CTaTyC
no ECOG 0 unu 1 Ha uzxonHo HUBO. MenuaHnaTa Ha BpEMETO OT IMOCTaBSHETO Ha UarHo3ara €

74 Mecena, a Menuanarta Ha Oposi Ha TIpeIMIIHUTE JedeHus e 2 (auanas3oH: ot 1 go 11 neuenus). Ha
M3XOAHOTO HUBO cpeaHara crorHocT Ha IgM B cepyma e 3.5 g/dl 1 60% OT nanueHTiTe ca ¢ aHeMUs
(xemoro6un < 11 g/dl wam 6,8 mmol/l).

IMBRUVICA e npunaran nepopainio 420 mg BeAHBK JHEBHO A0 MPOrpecHs Ha 3a00IsIBAHETO HITH
HeTpHUeMIIBa TOKCHYHOCT. IIbpBHYHATa KpaifHa TOYKa IPH TOBA MIPOYYBAHE € OIICHEHATa OT
uzcnenonatenss ORR. ORR 1 DOR ce oneHsiBaT B ChOTBETCTBHE C KPUTEPUUTE, aAANTUPAHN Ha
Tperara mexaynapoana padotna cpema mo WM (Third International Workshop of Waldenstrom’s
macroglobulinaemia). Otrosopure kbM IMBRUVICA ca noka3anu B Ta6nuia 16.

Ta6auna 16: ORR u DOR npu nauuentu ¢ WM

O6mo (N =63)
ORR (%) 87,3
95% CL (%) (76,5; 94,4)
VGPR (%) 14,3
PR (%) 55,6
MR (%) 17,5
Menuana Ha DOR wmecer (inana3on) NR (0,03+, 18,8+)

CL = nosepurenen natepsar; DOR = npoasmxutenHoct Ha otroBopa; NR = Henocrurnat orrosop; MR = mainbk
otroBop; PR = wactnuen orrosop; VGPR = mMHOro n06sp yactuuen orrosop; ORR = MR+PR+VGPR
Menuana Ha BpeMeTO Ha NPOCIEAsBaHE 110 BpeMe Ha poyuBaHeTo=14,8 mecera

Menunanara Ha BpemeTo 3a otroBop e 1,0 mecery (quamazon: 0,7-13,4 mecera).
Jlannute 3a eukacHoOCT, KOUTO ca oneHeHu cbino oT IRC, mokasear 83% ORR ¢ 11% VGPR u 51%
PR.

Kombunupana mepanus

besonachoctra u epukacHoctta Ha IMBRUVICA nipu WM ca TOMBJIHUTETHO OlLIEHEHH MPU
NaIMeHTH C HeJIeKyBaHa JOCera WK JIeKyBaHa npean ToBa WM B paHIOMHU3UPaHO, MHOTOLICHTPOBO,
IBoiHocAMo npoyyBane ¢asza 3 Ha IMBRUVICA B xoMOHuHaIMs ¢ puTYyKCUMa0 CIpsMo 1anedo B
komOuHanus ¢ purykcumad (PCYC-1127-CA). [anuenture (n=150) ca panmomuzupanu 1:1 na
nonyvasat uia IMBRUVICA 420 mg aueBHo, 1iu miane6o B KOMOWHANKMs ¢ pUTyKcUMab 10
nporpecus Ha 3a00JIIBaHETO WM HETIPHEMIIMBA TOKCHYHOCT. PuTykcumad e mpunaran BeIHBK
CEeIMMYHO ¢ 03a 375 Mg/m? B IpoabIKEHKE HA 4 MOCIEI0BATEIHN CeAMULH (ceamuiy 1-4),
MOCJIEIBAHO OT BTOPH KypC Ha PUTYKCHMa0 BEJIHBK CEIMUYHO 32 4 TIOCIIEIOBATEIIHN CEIMHIIN
(cenmurm 17-20).

MennanaTta Ha Bh3pacTTa € 69 ronunu (auamas3on, 36 g0 89 ronunm), 66% ca Mbxe, a 79% ca ot
Osutata paca. [leBeTneceT u Tpu IPOICHTA OT MAIUEHTUTE UMAT U3XOJeH (QYHKIIMOHAJICH CTaTyC 10
ECOG 0 unu 1, a 7% ot nauueHTHTe UMaT U3X0eH ¢pyHkuuoHaineH craryc no ECOG 2. Yetnpunecer
Y TIET TIPOIIEHTA OT MAIMEHTUTE HE ca JIEKyBaHH jJocera, a 55% OT marMeHTHTe ca JEKyBaHU Mpean
ToBa. MeiaHaTa Ha BPEMETO OT IOCTaBSHETO Ha JuarHo3ara € 52,6 mecena (HeJeKyBaHH JJocera
MaUeHTy = 6,5 Mecena u JeKyBaHU IIpeIu ToBa manueHTH = 94,3 mMecena). Cpen JieKyBaHUTE MpeIn
TOBA MAIUEHTH MeANaHaTa Ha Opos Ha TIPEeIUTITHUTE JiedeHus ¢ 2 (amuama3oH, 1 1o 6 nedenus). Ha
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M3XOJIHO HUBO MeInaHara Ha croinoctute Ha IgM B cepyma e 3,2 g/dl (nnamason, 0,6 mo 8,3 g/dl),
63% ot nmareHTHTE ca ¢ anemus (xemornoous <11 g/dl wmu 6,8 mmol/l), a myraruu MYD88 L265P
ce ycraHoBsBart npu 77% ot narueHTure, aunceat npu 13% ot nanueHTtute, a 9% OT malueHTUTe He
ca TOJIXO/AIIH 32 OI[CHKA Ha MyTAllMOHHUS CTaTyC.

IIpu bpBUYHAS aHATN3, C MEAMAHA Ha TTpocieasBaneTo 26,5 mecera, oneHenns ot IRC koedunment
Ha puck 3a PFS ¢ 0,20 [95% CI (0,11; 0,38)]. KoedpunuenTsT Ha puck 3a PFS npu neuenue Ha
HEJIEKyBaHU JI0CEra MalyeHTH, JICKYBaHU MPEId TOBA NAIMEHTH U MAIMEeHTH ¢he Win 6e3 MYDS8S
L265P myTanmu croTBeTCTBa Ha KoedumuenTa Ha puck 3a PFS B ITT momymanusra.

Peakuum, cBbp3anu ¢ nH(y3uaTa creneH 3 win 4 ca HabmonaBanu npu 1% OT manueHTuTe, JeKyBaH!
¢ IMBRUVICA+purykcumab, u npu 16% 0T nanuenTure, JeKyBaHH ¢ I1ane0o+purykcumad.

AKTuBHpaHe Ha Tymopa oA ¢popmara Ha noBuiieHne Ha [gM ce Habmogasa npu 8,0% ot
yuactaunure B pamoto ¢ IMBRUVICA+puTtykcumab u mipu 46,7% OT y4aCTHUITTE B PAMOTO C
rane6o+puTykcuma.

Oxonuamernen ananus cied 63-meceyHo npocieoasaue

[Tpu o610 mpociensBane ot 63 Mecena, pe3yaTaTure 3a epuracHocT, oreHenn ot IRC o Bpeme Ha
oxonuatenHus ananu3 3a PCYC-1127-CA, ca noka3anu B Tabnuna 17, a kpusara Ha Kaplan-Meier 3a
PFS e mokazana Ha @urypa 12. KoepuumentsT Ha prick 3a PFS npu neuenne Ha HeneKyBaHU Jlocera
nanuents (0.31 [95% CI (0,14; 0,69)]) u jekyBaHU Ipean TOBA MAIHEHTH

(0,22 [95% CI (0,11; 0,43)]) cvoTBeTcTBa Ha KoeduuueHnTa Ha puck 3a PFS B ITT nomynauusra.

Tabnuna 17:  Pesyararu 3a epukacuoct B npoyusane PCYC-1127-CA (OkoHuaTe/IeH aHAJIU3 )
IMBRUVICA + R Iaaue6o + R
Kpaiina Touka N=75 N=75
IpesxxuBsiemoct 6e3 nporpecus™’
bpoii croutus (%) 22 (29) 50 (67)
Memmana (95% CI), mecerm He e nocturnara 20,3 (13,0; 27,6)

HR (95% CI)

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

P-value

<0,0001

BpeMe A0 CJICABAIOTO JICYCHHUEC

Menunana (95% CI), mecenn

He e nocturaara

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

HR (95% CI)

0,1 (0,05; 0,21)

Haii-n00np 0611 orrosop (%)
CR 13 1,3
VGPR 29,3 4,0
PR 45,3 25,3
MR 16,0 13,3

O6ma yecrora Ha otropop® (CR, VGPR,

PR, MR) (%) 69 (92,0) 33 (44,0
MennaHa Ha IPOABIDKUTEHOCTTA Ha He e nocturnara (2,7, 27,6 (1,9; 55,9+)
001 OTrOBOP, MecelH (IMama3oH) 58,9+)

Yecrora Ha otroBop (CR, VGPR, PR)»"

(%) 57 (76,0) 23 (30,7)
Mennana Ha TPOABIIKUTEIIHOCTTA HA He e nocturnara (1,9+; He e nocturnara (4,6;
001IMsl OTrOBOP, MecelH (Arana3oH) 58,9+) 49,7+)

YecToTa HAa YCTOHYMBO NMOJ00peHNe HA 77,3 42,7

xemor100uHa™* (%0)
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Cl = noseputenen unrepsai; CR = mbieH orroBop; HR = koedunnent Ha puck; MR = He3HauuTeICH OTTOBOD;
PR = yactuuen otrosop; R = purykcumad; VGPR = MHOTr0 100Bp YacTH4EH OTTOBOP
* MenuaHa Ha BpeMeTO Ha MPOCIIeIsBaHe [0 BpeMe Ha npoyuBaneTo = 49.7 mecena.

& oneneno ot IRC.

®  Wsuncnenara 4-rogummua PFS e 70,6% [95% CI (58,1; 80,0)] B pamoro na IMBRUVICA + R crpsimo 25,3%
[95% CI (15,3; 36,6)] B pamoTo Ha ruare6o + R.
p- cTOMHOCTTA, CBBpP3aHa C YeCTOTaTa Ha 0TroBop, € <0.0001.

YecroTara Ha 0TroBOp € 76% Vs 41% mpu HeneKyBaHH gocera nauueHTH U 76% vs 22% mpu JieKyBaHH IMpeau TOBa
nanyeHTu cboTBeTHO B pamoto Ha IMBRUVICA + R vs pamoro Ha muiane6o + R.

OmnpeneneHo kaTo nopuinenue >2 g/dl Hag U3XOIHOTO HUBO, HE3aBUCHMO OT U3XOJHATA CTOWHOCT, WM MOBHIICHHE 10
>11 g/dl ¢ mogoGpenue >0.5 g/dl, ako usxoanoro Huso e <11 g/dl.

®urypa 12:  Kpusa na Kaplan-Meier 3a PFS (ITT nonysiauust) B npoyusane PCYC-1127-CA
(OxoHuaTesIeH aHAIU3)
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B npoyuBane PCYC-1127-CA uma oTJeHO paMo ¢ MOHOTepanus, ¢ 31 manueHTH ¢ JieKyBaHa penu
ToBa WM c HeycreniHa mpeaxoaHa Teparus, ChabpKala puTyKCUMa0, KOUTO TIOydaBaT
IMBRUVICA camocTositenno. Menuanata Ha Bb3pactta € 67 roqunu (nuamnas3on, 47 g0 90 roguan).
OcemjieceT ¥ eIUH MPOIIEHT OT MAIMEHTUTE UMAT U3XoJieH GpyHkuuoHaneH craryc no ECOG 0 wnu 1,
a 19% umar uzxoneH pynkiuonainex cratyc no ECOG 2. Menuanara Ha Opost Ha IPEIXOTHUTE
nedeHus e 4 (quanazoH, 1 g0 7 neuenus). [lpu obmio npocneasiBane ot 61 Mecena, 4ectorata Ha
otroBop criopen IRC, HabmogaBana B paMoTo ¢ MoHoTepanus B ipoyuBane PCYC-1127-CA e 77%
(0% CR, 29% VGPR, 48% PR). MenuanaTa Ha MpoABIDKUTEIHOCTTa HA OTTOBOpa € 33 mecewa
(nmamnasow, 2,4 to 60,2+ Mecena). Obmara yectoTa Ha otroBop criopen IRC, HaOnroaBana B paMoTO C
moHotepamus e 87% (0% CR, 29% VGPR, 48% PR, 10% MR). Meaunanara Ha MpoXbJIKUTEITHOCTTA
Ha obmust oTroBOp € 39 Mecena (nuamnasoH, 2,07 to 60,2+ mecera).

Ilenuarpuyna nonynanuys

be3onacHoctTa, epukacHocTTa 1 hapmakokuHeTkata Ha IMBRUVICA npu neauaTpudHu U MITaau
BB3PACTHH NALMEHTH C PEUUANBUPAI WK pedpaKkTepeH 3psi B-kieTrueH HeXOIKKUHOB TUM(OM ca
OLICHSIBAaHHM B MHOT'OLIEHTPOBO, OTKpHUTO npoyuBaHe ¢aza 3 (LYM3003) ot aBe yacTu Ha
IMBRUVICA B koMOMHaIHs ChC CXeMa Ha JICUSHHE WK ¢ pUTyKcuMao, nudochamu, kKapOooriaTuH,
erono3uf u aekcamerazoH (RICE), nnu ¢ purykcuma0d, BUHKpUCTHH, HdochaMua, KapOoIraTHH,
unapyounus u aexcamera3oH (RVICI) kaTto ocHOBHa Tepanus.
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B gacr 1 mHa npoyuBaneTo (21 manueHTH Ha BB3pacT OT 3 10 17 ronuHM) ce OIeHsBa /103aTa, KOSTO Ja
ce m3nom3Ba B yact 2 (51 manuenTH Ha BB3pact ot 3 10 19 rogunam) (Bxk. Touka 5.2).

B ugact 2 nauuenTute ca pangomusupanu 2:1 ga nomyuasar IMBRUVICA 440 mg/m? nuesHo (Ha
BB3pacT noy 12 roguan) umm 329 mg/m? (B3pact 12 u nosede roguHy) 3a€HO ¢ OCHOBHA TEPAIIUS
WJIM CaMO OCHOBHA Tepamwsl O 3aBbPIIBaHE Ha 3 MUKBJIa OT TePauATa, TPAHCTUIAHTAIINS, TIPOTPECHS
Ha 3a00JIsIBAaHETO WIIM HEMIPUEMITUBA TOKCHYHOCT. [IbpBUYHATa KpaiiHa TOYKA 33 MPEBB3XOACTBO 110
OTHOIIIEHUE Ha mpexuBsieMoctTa 6e3 croutne (EFS) He e mocTuraara, KoeTo mokaspa, ue HiMa
JOIBJIHUTEIHA 107132 OT 100aBsiHeTo Ha HOpyTHHUO KbM RICE wiu RVICI (Bxk. Touka 4.2).

5.2 @apmakoKMHeTHYHH CBOWCTBA

AOGcopouus
NopyTrHNb ce abcopOupa Obp30 ciel NepopaHo MPUIOKESHHUE ChC CPEeHO Tmax OT 1 70 2 vaca.

AbcomoTHata OnoHannIHOCT Ha riaaHo (n = 8) € 2,9% (90% CI = 2,1 — 3,9) u ce ynBosiBa, Koraro ce
KoMOuHMpa ¢ XxpaHa. PapMakOKMHETHKATA HA HOPYTHHUO HE ce pa3inyaBa 3HAYUTEITHO TP MAIHCHTH
C pa3nuyHH B-KkieThuHM 370KadecTBeHH 3a0osaBanus. Excriozunusra Ha MOpyTHHUO ce yBeln4aBa ¢
nmo3u o 840 mg. HabmonaBanara npu cranuoHapHo cheTosiane AUC npu manmenTn Ha 560 mg e

953 + 705 ng h/ml (cpenno + crangapTHO oTkioHEeHHE). [IpHrokeHueTo Ha NOPYTUHUO Ha TTIATHO
Boau 10 npubuzuteaHo 60% excnosunus (AUC)sst) B cpaBHeHue ¢ 30 MunyTH nipeau, 30 MUHYTH
ciesl XpaHeHe Wid 2 yaca cieji 6orara Ha Ma3HUHU 3aKyCKa.

No6pyTHHHO MMa pa3TBOPUMOCT, 3aBUCHUMa OT pH, ¢ mo-HHCKa pa3TBOPUMOCT MPH MO-BUCOKO pH.
[Tpu 3apaBu 1OGPOBOINIIM, TPUEMAIH Ha TTagHo 560 mg eAHUYHA 1032 HOPYTHHUO ClIe]] IpreM Ha
40 mg oMernpas3oi BeIHHK JHEBHO B IIPOIBIDKEHIE HA 5 THHU B CPAaBHEHUE C HOPYTHHHUO
CaMOCTOATEITHO, CpeaHUTe TeoMeTpruHn chotHomeHus (90% CI) ca 83% (68-102%), 92% (78-
110%), 1 38% (26-53%), cborBeTHO 32 AUCq.24, AUCjast U Crrax.

Pasnpenenenue
OO6paTuMOTO CBBP3BaHE HA HOPYTHHHO C YOBEMIKHUTE MJIa3MEHH TIPOTEHHH iN Vitro e 97,3% u e

3aBHCHU OT KOHIIeHTpalusTa B auanazona ot 50-1000 ng/ml. [TpuBuaHusaT o0eM Ha pasnpeeicHue
npu cranoHapHo cbetosiane (Vass/F) e mpubmmsutenno 10 000 1.

buorpanchopmanms

No6pyTHu6 ce merabonusupa riaasHo upe3 CYP3A4 no nomyuaBaHe Ha JUXUAPOAHOIIOB METAOOIHT C
WHXUOUTOPHA aKTUBHOCT 10 oTHOIIeHrne Ha BTK nmpubnmsurenso 15 mbTu mo-HUCKa OT Ta3u Ha
nopytuan6. Usrnexaa yuacruero va CYP2D6 B Metabonmsma Ha HOPYTHHHO € MUHUMAITHO.

CrnieoBaTenHO, HE ca He0OXOAMMH TIPE/IIa3Hu MEPKU Npy narueHTy ¢ paznudau CYP2D6
T€HOTHUIIOBE.

EnnMunupase
ITpuBuanust knupbHe (CL/F) e mpubnuzutenno 1 000 I/h. IlonyxuBoThT Ha HOPYTHHUO € OT 4 110

13 gaca.

Ciiest €JHOKPATHO TIEPOPATHO TIPUJIOKEHHE HA M30TONHO Oessizan [*C]-ubpyTuHuG 11py 31paBu
WHIWBUAN, TpHOIn3uTenHo 90% OT paguoakTUBHOCTTA C€ eKCKpeTHpa B paMKuTe Ha 168 yaca, kaTo
no-rossimara gact (80%) ce otaens B m3npaxHenuara u < 10% B ypunata. Henpomenenust
HOpyTHHHUO MpecTaBisiBa 0Koyio 1% oT M30TONHO OelA3aHus NPOAYKT, eKCKPeTHpaH BB (elieca, a B
ypuHaTa He ce OTKpHUBA.

CrernyansHu oIy IAIHA

Cmapuecka ev3pacm
[TonynanmnonuuTe (hapMaKOKMHETHYHHU JaHHU TIOKA3BaT, Y€ Bh3pacTTa HE BIIMSE 3HAYNMO BbPXY
OYMCTBAHETO Ha HOPYTHHUO OT KPBHBTA.
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Ileduampuuna nonyrayus

®apMaKOKHHETHYHUTE JaHHH [TOKA3BaT, Y€ eKCIO3UINATA Ha NOPYTHHUO TIPH JIela ¢ el IuBUpal
i pedpakTepeH 3psi1 B-kieThueH HeX0MKKUHOB IMM(OM Ha BB3pacT 12 1 moBeye roAuHH,
ToJTyYaBally JHEBHA 1032 329 Mg/M2, u nena Ha Bb3pacT oT 3 10 noA 12 roguHu, moyyasamm
nHeBHa 103a 440 mg/m?, OGMKHOBEHO € B IMANa30HA HA €KCIIO3ULMUTE, HAOIIOIaBaHU [IPH Bb3PACTHH
MaIMeHTH, Ha KOUTO € IPHIOKEeHa JHEBHA 103a 560 mg.

Ilon
[omynanyonauTe GpapMakOKUHETUYHU JAHHU TIOKA3BaT, Y€ MOJTBT HE BIUsE 3HAYMMO BHPXY
OYMCTBAHETO Ha MOPYTHHUO OT KPBHBTA.

Paca
Hsma nocrarsuHO JaHHU 3a OLIEHKA Ha IOTEHIHATHUS e(eKT Ha pacaTa BbpXy (hapMaKOKHHETHKATa
Ha HOpyTHUHHO.

Tenecrno meano
[MomynanuonuuTe hapMaKOKMHETHYHH JaHHU TTOKA3BaT, Y€ TEJICCHOTO Terio (auanason: 41-146 Kg;
cpenna [SD]: 83 [19 kg]) uma He3HaunTeneH ePeKT BbPXY OYUCTBAHETO HA HOPYTHHHUO.

bvopeuno yepescoarne

NopyTnHHO nMa MUHUMaJeH ObOpedeH KITUPBHHC; ypUHHATA eKCcKpelus Ha metabonutute e < 10% ot
no3ata. /1o To3u MOMEHT He ca NMPOBEJCHN KOHKPETHH MPOYYBAHMUS MTPH TAIMEHTH C HapyIIeHa
0b0peuna QyHKMsL. JIMTICBAT TaHHH MIPY MALMEHTH C TEKKO OBOPEUHO yBpEeXJaHEe WU MPH
NAlMCHTH Ha Auanu3a (BK. Touka 4.2).

Yeproopobno yspexcoane

NopyTnHHO ce MeTabonuzupa B uepHus npod. B npoyuBane npu maueHTy ¢ 4epHOIPOOHO
yBpexkIaHe 1 0e3 OHKOJIOTHYHO 3a00JIsIBaHe € MPUIIoKeHa efnHIYHA f03a oT 140 mg ot
JIEKapCTBEHUS MPOAYKT Ha rianHo. EdexTsT Ha HapyieHa yHKIuUs Ha yepHUs Jpo0 Bapupa
3HAYUTEITHO MEXKAY OTIEITHUTE UHIUBUIN, HO CPEJTHO ce HaOro/1aBa yBelMueHHEe Ha EKCIIO3UIUATA Ha
uopytuHu6 (AUC)ast) ¢ 10 2,7-, 8,2- 1 9,8- bTH, CHOTBETHO IpH maimeHTy ¢ jieko (n = 6, Child-Pugh
kiac A), ymepero (n = 10, Child-Pugh knac B) u texko (n = 8, Child-Pugh kiac C) yepHoapo6HO
yBpexaane. HecBbp3anata ¢pakuus Ha HOpyTHHUO CHIIO Ce yBEIMYaBa ChC CTENIEHTA Ha YBPEXKIaHe
¢ 3,0, 3,8 u 4,8% CHOTBETHO MPH MAILMEHTH C JICKO, YMEPEHO U TEXKKO YEPHOAPOOHO YBpEXKIaHE, B
cpaBHeHue ¢ 3,3% B ru1a3MaTa Ipy ChbOTBETCTBALIMTE 3/[PaBU KOHTPOJIM B PAMKHTE Ha TOBA
npoyusaHe. CbOTBETHOTO YBEIMYCHUE HA eKCIIO3uMATa Ha HecBbp3aH HOPYTHUHUO (AUCunbound, last) €€
ouaksa ja 0bje 4,1, 9,8 1 13 IbTH CHOTBETHO MIPHU WHAUBUIY C JICKO, YMEPEHO U TEKKO YEPHOIAPOOHO
yBpexaHe (Bx. Touka 4.2).

Eonospemenno npunodicenue ¢ mpancnopmuu cyocmpamu/unxubumopu

In vitro mpoyuBaHus moka3Bar, 4ye HOpyTHHHO He e cyOcTpat Ha P-gp, HUTO Ha IpyTH OCHOBHH
TpaHcrnopTepy, ¢ uskitouenne Ha OCT2. JIuxuapoAHONOBUIT METAOOIHT U JIPYTH METAbOIHUTH ca
P-gp cyberpatu. U6pyTrHUO € in Vitro naxubutop Ha P-gp u BCRP (Bk. Touka 4.5).

5.3 IlpeaKkIMHMYHHU JaHHU 32 0€30MACHOCT

CrneHATE HEXKENaHU ePEKTH ca HAOJIOJaBaHK B TPOYUBAHUS C MIPOABIDKUTEIHOCT 13 ceMUIIM ITPH
IUThXOBE U KyueTa. Y CTAHOBEHO €, ue HOPYTUHHO NMPEIU3BUKBA CTOMAIITHO-YPEBHU €PEKTH (MEKU
WBIIPaKHEHUS/INAPUS W/WITH Bh3MalieHUe) U TMMGOUTHO N3YEPIIBAHE NIPU TUTHXOBE U Ky4eTa MpH
HUBO Oe3 HaOsoAaBad HexenaH edekt (No Observed Adverse Effect Level, NOAEL) 30 mg/kg/nen u
npu aBaTa Buja. Bb3 ocHoBa Ha cpennara excriozunus (AUC) mpu 560 mg/nen kinuandHa no3a, AUC
croTHOUIeHUsTa ca 2,6 u 21 mpu NOAEL, ch0TBETHO IPU MBKKH U KEeHCKH 1bXxoBe U 0,4 u 1,8 npu
NOAEL, cb0TBETHO NPU MBXKKH U KEHCKH KyueTa. ['paHunure Ha Hall-HUCKUTE HUBA, IIPU KOUTO CE
HaOonaBa eext (Lowest Observed Effect Level, LOEL) (60 mg/kg/nen) mpu ky4dera ca 3,6 IbTH
(MpxkH) U 2,3 meTH (keHCKH). [IpH urbXoBe ce HabIo1aBa yMepeHa aTpodus Ha allMHAPHUTE KIICTKH
Ha naHKpeaca (cMsTaHa 3a HexkenaHa) npu o34 > 100 mg/kg npu MBXKH TUIbXOBE (TPaHULM Ha
excrozurus 2,6 meti AUC) 1 He ca HaOJI0JaBaH! TIPH JKEHCKUTE ITHXOBE MIPH T03H 10
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300 mg/kg/nen (rpanuiy Ha excrio3uius 21,3 et AUC). HabmronaBa ce ciabo HamajieHa
TpaOeKynapHa 1 KOPTUKaIHa KOCT IPH JKEHCKHU IUTbX0Be, TpeTrpanu ¢ > 100 mg/kg/nen (rpaHuiu Ha
excnozunus 20,3 metu AUC). Benuku cToManHo-4peBHHU, TUM(OUIHU U KOCTHH HAXOJIKHU Ca
o0paTUMH clies Iepuo]] Ha Bb3cTaHOBsABaHe oT 6-13 cenqmuiuu. HaxonkuTe B maHkpeaca ca 4aCTUUHO
00paTUMH TI0 BpeMe Ha ChIIOCTABHMH ITEPHOJIN Ha BH3CTAHOBSBAHE.

He ca MMPOBCKAAHU NTPOYUBAHUA 3a TOKCUYHOCT IMMPU FOBCHWJIHU JKUBOTHHU.

Kanyepozennocm/zenomoxcuunocm

NopyTHHHUO He ¢ KaHI[EpOTeHEH B 6-MeCeuHO MpoyuBaHe npu Tpancrennn mutiku (Tg.rasH2) mpu
nepopaiau 1034 110 2 000 mg/kg/nHEeBHO, ¢ TpaHUIlA HA SKCIIO3UIIUATA TPUOJIU3UTEITHO OT

23 (mbxkkn) 70 37 (kernckun) mbtd AUC 1ipu xopa ¢ THeBHA 1032 HOpyTrHUO 560 Mg.

NopyTHHUO HIMa reHOTOKCHYHHU CBOMCTBA, KOTATO € M3CJeIBaH P OAKTEPUH, KJICTKH Ha O003aiHUIIN
WIH TIPH MUIIKH.

Penpooykxmuena moxcuunocm

[Tpu 6pemenHu urbXoBe, HOPyTHHUO Mpu K032 80 mg/kg/neH ce cBbp3Ba ¢ yBenuieHa
NOCTUMITIAHTAMOHHA 3ary0a ¥ MOBUILICHN BUCIEPATHHU (Ha CHPIIETO H TOJIEMHUTE ChI0BE)
Ma(OopMaIiy U CKEeJIETHU BapHallyd, ¢ rpannia Ha ekcrio3uius 14 metn AUC, ycTaHOBeHA MTpH
MaIMeHTH ¢ JHeBHA g103a 560 mg. Ipu no3a > 40 mg/kg/nen, nopyTHHHO ce CBBP3Ba ¢ HAMAJIEHO
teryio Ha wioaa (AUC ceoTHoOIIEHHE > 5,6 B cCpaBHEHUE ¢ JHEBHa Jj03a 560 mg npu NaueHTH).
CrnenoBatenno peramamat NOAEL e 10 mg/kg/nen (mpubmusutento 1,3 mbtu AUC Ha nOpyTHHUO
npu 103a 560 mg qHEBHO (BXK. Touka 4.6).

[Tpu GpeMeHHM 3aiiIy IPIIIOKEHNETO Ha MOPYTHHUO ¢ 1032 15 mg/kg/nen niw mo-BucoKa € CBbpP3aHo
ChC CKeNeTHH Maj(opManuy (CpacTBaHe Ha MPUMOPANATHUTE CTEPHATHA CETMEHTH ), & HOPYTHHHO C
no3a 45 mg/kg/neH e cBbp3aH C MOBUIICHU MMOCTUMILIAHTAIMOHHHM 3aryou. MOpyTHHHO npuuuHsBa
Manopmanuu npu 3aim ¢ no3a 15 mg/kg/nen (mpubamsurenno 2,0 metr Hax excriosunusita (AUC)
npu narperTu ¢ MCL, Ha kouTo ce npuiara uopytuaud 560 mg aaeBHO, u 2,8 mbTH HaJ
excriosuiusaTa npu namuertu ¢ CLL i WM, nonyyaBaiy uopytunu6 ¢ go3a 420 mg Ha JieH).
Cnenosarenno, peramnoro NOAEL e 5 mg/kg/nen (mpubmuzutenno 0,7 met AUC Ha HOpyTHHHO
npu 103a 560 mg aHeBHO) (BXK. TOUKa 4.6).

Depmunumem

He ca mabnronaBanu eexTr 1Mo OTHOIICHHE Ha (PEPTIITUTETA WIIH PETPOTyKTUBHUTE CIIOCOOHOCTH
MIPH MBKKH HITH JKEHCKH TUTHXOBE JI0 MaKCHMalHaTa TecTBaHa no3a - 100 mg/kg/nen (doBemka
exBuBaNeHTHa 103a - HED16 mg/kg/nen).

6. DAPMAIIEBTUYHU JAHHHU
6.1 Cnucbk Ha NOMOIIHHUTE BELIeCTBA

Anpo Ha TabneTKaTa

CHUITUIIMEB JHOKCH/I, KOJIOHICH OC3BOJICH
KpPOCKapMeno3a HaTpui

JIAKTO3a MOHOXHIpAT

MarHe3ueB creapar

MUKPOKPHCTAITHA [[ETyJ103a

MOBUOH

Harpues jaypuicyidar (E487)

®duiMoBo OKpHTHE

IMBRUVICA 140 mg ¢urmupanu mabaemxu u IMBRUVICA 420 mg ¢urmupanu mabaemxu
MaKporoJ

HOJIMBUHUIIOB JIKOXOJ

TaJK
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tutanoB auokcuna (E171)
gepeH xeneseH okeup (E172)
KBIIT kene3eH okeun (E172)

IMBRUVICA 280 mg ¢urmupanu mabnemxu
MaKpOTroJ

MIOJIMBUHUIIOB aJTKOXOJT

TaJK

tutanoB auokcuna (E171)

yepeH xene3eH okcun (E172)

4yepBeH keneseH okeun (E172)

IMBRUVICA 560 mg ¢urmupanu mabremru

MaKporoJ

HOJIMBUHUIIOB JIKOXOJ

TaJK

tutanoB auokcun (E171)

yepBeH xkene3eH okcun (E172)

KBAT KeneseH okeun (E172)

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHocT

2 TOIUHU

6.4 CroenuajaHu ycJI0BHSl HA CbXPaHeHUe

To3u JtekapcTBEH MPOAYKT HE H3UCKBA CHICIIMAIHH YCIIOBUS HA ChbXpaHEHHE.

6.5 Bwuxu chabp:kaHNe HA ONAKOBKATA

[Ba Giuctepa ot nonmuBuHMIXIopua (PVC), naMuHupaH ¢ moIuxaopoTpudIyopoeTuiIeH
(PCTFE)/anymunuii, no 7 punmMupany TaOJIETKH BCEKH, B €1HA KAPTOHEHA ONIAKOBKA THUII
»optdein®. Beska kaproHeHa omakoBKa chabpika (28 ¢punmupany TabIeTKH) 2 OMAKOBKH TUIT
,,[TOPThein™,

[Ba 6nmctepa ot nonmuBuHUIXIopu (PVC), maMuHupaH ¢ MOIUXIOPOTPUPITYOPOESTHIICH
(PCTFE)/anymunuii, o 5 ¢hmnMupaHu TabJETKH BCEKH, B €/JHa KAPTOHEHA OMAKOBKA THII
,opTdeitn®. Beska kapToHeHa omakoBka chabpka (30 ¢punmmupanyu TabneTkn) 3 OMmakoBKY THTT
,,TOPTeit™.

He Bcuuku BHOBE ONaKOBKH Morat Aa ObAaT MyCHATH B IIpojaaxoa.

6.6 CnenuaJHu mpeanazHu MEPKH NMPH U3XBbPJIsIHE

HewunsnonsBanusT neKapcTBEH NPOLYKT WK OTHaIbUHUTE MaTEPUAII OT HEro TpsioBa Jla ce U3XBBPIIST
B CHOTBETCTBHE C MECTHUTE U3UCKBAHHSI.

7. HNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30
B-2340 Beerse
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benrus

8. HOMEP(A) HA PASPEHIIEHUETO 3A YIIOTPEBA

IMBRUVICA 140 mg dhwimupanu TabiaeTku
EU/1/14/945/007 — 28 Tabnetku (2 onakoBKU TU ,,IOpTdhein ¢ 14)
EU/1/14/945/008 — 30 TabieTku (3 omakoBKH TUI ,,mopTdeiin“c 10)

IMBRUVICA 280 mg ¢dbunmMupanu tabJieTKH
EU/1/14/945/009 — 28 Tabnetku (2 onakoBKU TU ,,IOpTdhein ¢ 14)
EU/1/14/945/010 — 30 TabneTku (3 omakoBKu TUII ,,opTdeiin” ¢ 10)

IMBRUVICA 420 mg dbunmMupanu TabJIeTKH
EU/1/14/945/011 — 28 TabneTku (2 OMaKOBKHU THII ,,opTdheiin ¢ 14)
EU/1/14/945/005 — 30 TabneTku (3 omakoBKu TUII ,,opTdheiin” ¢ 10)

IMBRUVICA 560 mg dunvupanu TabIeTKku
EU/1/14/945/012 — 28 Tabnetku (2 OMaKoBKU TUI ,,IOpTdheiin ¢ 14)
EU/1/14/945/006 — 30 Tabietku (3 omakoBKH TUII ,,opTdheitn” ¢ 10)

9. JATA HA ITbPBO PAZPEINABAHE/IIOJJTHOBABAHE HA PASPELIEHUETO 3A
YIIOTPEBA

Hata Ha mbpBO pa3pewaBane: 21 okromBpu 2014 1.
Jlata Ha nmocneaHo moaHOoBsABaHe: 25 roHu 2019 .

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

01/2024

[MToapo6ua nHdoOpMaIus 3a TO3H JEKapCTBEH MPOIYKT € MpeocTaBeHa Ha yeOcaiita Ha EBporneiickara
areHIusl Mo Jiekapcreata http://www.ema.europa.eu.
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MNPUJIOXKEHUE I1

MMPOU3BOJUTEJ], OTTOBOPEH 3A OCBOBOK/JABAHE HA
MAPTUIU

YCJIOBUA NJIN OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUSA U U3BUCKBAHUSA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJIOBUSA NJIN OT'PAHUYEHMUS 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITIPOAYKT
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A.  TIIPOU3BOIUTEJI, OTTOBOPEH 3A OCBOBOKJIABAHE HA ITAPTHUIN

HwMe u afipec Ha TPOU3BOJUTENS, OTTOBOPEH 3a OCBOOOKIaBaHE HA NAPTHIUTE

IMBRUVICA TBbpIH KancyJju
Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrus

Janssen-Cilag SpA
Via C. Janssen,

Loc. Borgo S. Michele,
04100 Latina,

Hranus

IlewaTHaTa JTUCTOBKA Ha JIEKAPCTBEHHS MPOAYKT TPIOBa Ja ChAbPIKA UMETO H ajpeca Ha
MIPOU3BOAMTENS, OTTOBOPEH 32 OCBOOOXKIABAHETO HAa CHOTBETHATA TAPTH/IA.

IMBRUVICA ¢puamupanu TadaeTku
Janssen-Cilag SpA

Via C. Janssen,

Loc. Borgo S. Michele,

04100 Latina,

Uranus

b. YCJIOBHUA NWIN OTPAHUYEHUA 3A JOCTABKA U YIIOTPEBA
JlexapcTBEHUSAT MPOYKT C€ OTITyCKa 110 OrPaHUYEHO JieKapcko npeanucanue (Bx. [punoxenne I
Kpatka xapakTepucTuka Ha MpojayKTa, Touka 4.2).

B. JAPYI'M YCJIOBUSA N UBUCKBAHUA HA PASPEIIEHUETO 3A YIIOTPEBA

. IlepuoguyHu aKkTyaJau3npanm aokiaanu 3a oesonacuoct (ITAJIB)

WzuckBanwmsra 3a mogaBane Ha [IAJIb 3a T0O3u JIeKapCTBEH MPOAYKT Ca MTOCOYCHH B CIIHCHKA C
pedepentnure natu Ha EBponeiickus cpio3 (EURD criucsk), npensuaen B wi. 1078, an. 7 ot

Hupexrtusa 2001/83/EO, 1 BbB BCUUKH CII/IBAIH aKTyJIN3aI[1H, TTyOJINKYBaHU HA €BPOIICHCKHUS
yeOropTa 3a JeKapcTsa.

. YCJIOBUs WU OTPAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JJEKAPCTBEHUSA ITPOAYKT

o Ilnan 3a ynpaBaenue Ha pucka (ITYP)

[Ipurexatensat Ha pa3pemenuero 3a ynorpeda (IIPY) tps6Ba na n3BbpiIBa H3UCKBAHUTE JEHHOCTH U

JeHCTBUS, CBBP3aHU C IIPOCIIeAsIBaHe Ha JeKapcTBeHaTa 0€301acHOCT, mocoueHu B ogoopenus 11YP,

npezcraBed B Moayin 1.8.2 Ha Pa3pemenviero 3a yrnorpeda, KaKTO U BbB BCHUKH CIIE/IBAIIN OJ00pEHH

akTyanu3anuu Ha ITYP.

Axryanusupan [IYP tps6Ba na ce monasa:

L 10 UICKaHC Ha EBpOHCﬁCKaTa arcHuuysA 1o JICKapCTBaTa,
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BUHATH, KOTAaTO CE M3MEHS CHCTEMAaTa 3a yIpaBJICHUE Ha PUCKA, 0COOCHO B Pe3yiITaT Ha
MmoJTydaBaHe Ha HOBa MH(OpMAITHs, KOSTO MOXKE J1a JJOBEIE 10 3HAYMMHK IPOMCHH B
CHOTHOIIICHUETO ITOJI3a/PHCK, WITH CJIeN JOCTUTaHE Ha BaKCH eTall (BbB BPB3Ka C TIPOCeAsIBaHe
Ha JIEKapCTBeHATa 0E30MAaCHOCT WU CBEXKIAHE HA PUCKA IO MUHHMYM).
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INPUJIOKEHMUE III

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

KAPTOHEHA OITAKOBKA 140 mg KAIICYJIA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

IMBRUVICA140 mg TBbpAH Kancyiu
nOpyTHHHUO

2. OBSBSBAHE HA AKTUBHOTOMTE) BEHHIECTBO(A)

Bcesika TBBEpAa Karcyna ceappxka 140 mg uOpyTHHHO.

| 3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJHA OITAKOBKA

90 TBBEpAM KarCcymu
120 TBBpIU Kancyu

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

IlepopasiHo npuIIOKEHHE
[Ipenun ynorpeba npoyereTe JIMCTOBKATA.

6. CIIEHNUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSACTO JAJIEYE OT HOTJVIEJA U TOCET'A HA IEITA

Ja ce cpxpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCIIA.

‘ 7. JAPYI'U CHEHNUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOJNMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TTOAHOCT

T'onen no:

9. CIHHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE
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TAX, AKO CE U3UCKBAT TAKHUBA

10. CHELOHUAJIHU ITIPEANTASHU MEPKHU INPU U3XBBPJISHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT

11. HWME 1 AJJPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/14/945/001 (90 TBBbpaN Karcysim)
EU/1/14/945/002 (120 TBBpaU KarcyJin)

13. TAPTHIAEH HOMEP

[Taptuna:

| 14, HAYMH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

Imbruvica 140 mg

‘ 17. YHUKAJIEH WIEHTU®UKATOP — JIBYU3IMEPEH BAPKO/|

JByu3mepeH 0apKoJI ¢ BKIFOYEH YHUKAJICH HICHTH()HUKATOD.

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

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBABP/KA IITBPBUYHATA OITAKOBKA

ETUKET HA BYTUJIKATA 140 mg KAIICYJIA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

IMBRUVICA 140 mg xancynu
nOpyTHHHUO

2. OBSBSBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika kancyna ceappka 140 mg ubpyTHHUO.

| 3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

90 xancynu
120 kancymu

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

IlepopasiHo npuIIOKEHHE
[Ipenun ynorpeba npoyereTe JIMCTOBKATA.

6. CIIEHUAJIHO IPEAYNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEITA

Ja ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 JCTIa.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXOJINUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TTOAHOCT

T'onen no:

9. CIHHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE
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10. CHELHUAJIHU IMPEANIASHU MEPKHU INTPU U3XBBPJIISATHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NJIN OTITAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/14/945/001 (90 TBBbpaN Karcysim)
EU/1/14/945/002 (120 TBBpaU KarcyJin)

13. TAPTHUIAEH HOMEP

[Taptuna:

| 14, HAYMH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

‘ 17. YHUKAJIEH UAEHTUO®OUKATOP — IBYU3MEPEH BAPKO/]

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 140 mg TABJIETKA

1. HUME HA JIEKAPCTBEHMUSA TPOAYKT

IMBRUVICA 140 mg ¢pwimupanu tabiaeTku
nOpyTHHHUO

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

Bcesxa punmupana tabnerka cpappika 140 mg ubpyTunuo.

| 3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

ChbIbppika JaKTo3a.
BuxTte nucToBKaTa 3a JOMBIHATENHA HHPOPMALIUSI.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

28 puiMupanu TabJICTKH
30 dhunmupanu TaOICTKH

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

[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
IlepopaiiHo npuIIOKEHHE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUSAT NIPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEITA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a JACHA.

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

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

I'omen no:

9. CHELHUAJIHU YCJIOBHUSI HA CbXPAHEHUE
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TAX, AKO CE U3UCKBAT TAKHUBA

10. CHELHUAJIHU IMPEANIASHU MEPKHU INTPU U3XBBPJIISATHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTHAABYHU MATEPUAJIN OT

H3XB’LpJ’IHﬁTC HCUIBIIOJI3BAHUTEC JICKAPCTBA CIOPC MCCTHUTC U3MCKBAHUA.

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.  HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/14/945/007 (28 TabieTk)
EU/1/14/945/008 (30 TabmeTkm)

13. TAPTHUJAEH HOMEP

[Taptuna:

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

| 16. MH®OPMAIIMSI HA BPAIJIOBA A3BYKA

Imbruvica 140 mg

‘ 17. YHUKAJIEH U IAEHTUO®OUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoj ¢ BKJIIOYECH YHUKAJIEH HACHTU(HUKATOP.

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBABP/KA IITBPBUYHATA OITAKOBKA

OITAKOBKA THII ,,lTIOPT®EMI“ 140 mg TABJIETKA (28 aun)

1.

HUME HA JIEKAPCTBEHMSA TPOAYKT

IMBRUVICA 140 mg ¢pwimupanu tabiaeTku
nOpyTHHHUO

| 2.

OBSBSBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceskxa punmupana tabnerka cpappika 140 mg ubpyTunuo.

3.

CIIMCBK HA TIOMOIIHUTE BEHIECTBA

ChbIbppika JaKTo3a.
BwxTe nmucToBKaTa 3a JOMBJIHUTEIHA HH(DOPMALIUSL.

| 4,

JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

14 punmupanu TabaeTku

5.

HAYUH HA ITPUJIOKEHUE U ITBT(MIIA) HA BBBEXJIAHE

[Ipenu ynorpeba npoyereTe JIMCTOBKATA.

[lonenenuux
BropHuk
Cpsna
UeTBBPTHK
Iletpx
Cnbota
Henens

IlepopanHo npuiioxeHue

OtBopere onakoBkara. M30yTaiite TabneTkara OT IpyraTa CTpaHa.

6.

CHELOUAJIHO HPEAYHPEXIEHHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYHE OT HHOTJVIEJA U TOCET'A HA IELIA

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

| 7.

APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOANMO
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‘ 8. JATA HA I3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE

10. CHEIMAJIHM ITPEJAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKUBA

HSXB’EpHHﬁTC HEUSBIIOJI3BAHUTE JICKAPCTBaA CIIOPE MECTHUTC N3MCKBaHMA.

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/14/945/007

13. TAPTHJAEH HOMEP

[MapTuaa:

| 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. WH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Imbruvica 140 mg

‘ 17. YHUKAJIEH UIEHTUO®OUKATOP — IBYU3MEPEH BAPKO/|

‘ 18. YHUKAJIEH UAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CBbABP/KA ITBPBUYHATA OITAKOBKA

OITIAKOBKA THII ,,lTIOPT®EMJI“ 140 mg TABJIETKA (30 ann)

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

IMBRUVICA 140 mg ¢pwimupanu TabiaeTku
nOpyTHHHUO

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

Besika ¢pmimupana tabnerka chabpka 140 mg nbpyTHHHO.

| 3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

ChbIbppika JaKTo3a.
BwxTe nmucToBKaTa 3a JOMBJIHUTEIHA HH)OPMALIKSL.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

10 punmupanu TabIeTKH

| 5. HAYMH HA IPUWJIOKEHUE U MBT(MIIA) HA BbBEXKIAHE

[Mpeau ynorpeba nmpovereTe JIMCTOBKATA.
[TepopanHo npunoxeHue

Koraro rnpuemare Ta6J'IeTKa, MOI'BJIHCTE ACHS OT CCAMHUIIATA UJIN JaTaTa B IPCAOCTABCHOTO MSCTO.

OtBopere onakoBkara. M30yTaiite TabneTkara OT IpyraTta CTpaHa.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT TPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEIIA

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

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

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

I'omen no:

9. CIHIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE
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10.

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

H3XB’LpJ’IHﬁTC HCUIBIIOJI3BAHUTEC JICKAPCTBA CIOPC MCCTHUTC U3MCKBAHUA.

11.

HUME U AJIPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

EU/1/14/945/008

13.

ITAPTUJAEH HOMEP

[Taptuna:

| 14,

HAYHMH HA OTITYCKAHE

| 15.

YKA3AHUSA 3A YIIOTPEBA

| 16.

WH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Imbruvica 140 mg

| 17.

YHUKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/{

| 18,

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

BJIUCTEP 140 mg TABJIETKA

1. HUME HA JIEKAPCTBEHUSA INTPOAYKT

IMBRUVICA 140 mg TtabaeTku
nOpyTHHHUO

‘ 2. NME HA IIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

|5.  JIPYTO
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 280 mg TABJIETKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

IMBRUVICA 280 mg ¢pwimupanu tabiaeTku
nOpyTHHHUO

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

Bcesikxa punmupana tabnerka cpabpika 280 mg nbpyTuHuoO.

| 3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

ChbIbppika JaKTo3a.
BwxTe mucToBKaTa 3a JOMBJIHUTEIHA HH(DOPMALIUSL.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

28 puiMupanu TabJICTKH
30 dhunmupanu TaOICTKH

‘ 5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXK/IAHE

[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
IlepopaiiHo npuIIOKEHHE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE JIEKAPCTBEHUAT HNPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEITA

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

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

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

I'omen no:

9. CHELHUAJIHU YCJIOBUSI HA CbXPAHEHUE
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TAX, AKO CE U3UCKBAT TAKHUBA

10. CHELHUAJIHU IMPEANIASHU MEPKHU INTPU U3XBBPJIISATHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIN OTHAJABYHU MATEPUAJIN OT

H3XB’LpJ’IHﬁTC HCUIBIIOJI3BAHUTEC JICKAPCTBA CIOPC MCCTHUTC U3MCKBAHUA.

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.  HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/14/945/009 (28 TabieTk)
EU/1/14/945/010 (30 TabmeTkm)

13. TAPTHUJAEH HOMEP

[Taptuna:

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

| 16. MH®OPMAIIMSI HA BPAIJIOBA A3BYKA

Imbruvica 280 mg

‘ 17. YHUKAJIEH UIEHTUO®OUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoj ¢ BKJIIOYECH YHUKAJIEH HACHTU(HUKATOP.

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
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JAHHU, KOUTO TPABBA JA CBABP/KA IITBPBUYHATA OITAKOBKA

OITAKOBKA THII ,,lTIOPT®EMJI“ 280 mg TABJIETKA (28 ann)

1.

HUME HA JIEKAPCTBEHMUSA ITPOAYKT

IMBRUVICA 280 mg ¢pwimupanu tabiaeTku
nOpyTHHHUO

| 2.

OBSBSBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika punmupana tabnerka cpabpika 280 mg nbpyTuHuoO.

3.

CIIMCBK HA TIOMOIIHUTE BEHIECTBA

ChbIbppika JaKTo3a.
BwxTe mucToBKaTa 3a JOMBJIHUTEIHA HH(DOPMALIUSL.

| 4,

JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

14 punmupanu TabaeTku

5.

HAYUH HA ITPUJIOKEHUE U ITBT(MIIA) HA BBBEXJIAHE

[Ipenun ynorpeba npoyereTe JIMCTOBKATA.

[lonenenuux
BropHuk
Cpsna
UeTBBPTHK
Iletpx
Cnbota
Henens

IlepopanHo npuiioxeHue

OtBopere onakoBkara. M30yTaiite TabneTkara OT IpyraTa CTpaHa.

6.

CHELOUAJIHO HPEAYHPEXIEHHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSBBA
A CE CbXPAHSBA HA MSICTO JAJIEYE OT HHOTJIEJA U TOCET'A HA JIELTA

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

| 7.

APYI'U CHEHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOAUMO
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‘ 8. JATA HA I3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE

10. CHEIWUWAJIHU ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKUBA

HSXB’EpHHﬁTC HEUSBIIOJI3BAHUTE JICKAPCTBaA CIIOPE MECTHUTC N3MCKBaHMA.

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/14/945/009

13. TAPTHJAEH HOMEP

[MapTuaa:

| 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. WH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Imbruvica 280 mg

‘ 17. YHUKAJIEH UIEHTUO®OUKATOP — IBYU3MEPEH BAPKO/|

‘ 18. YHUKAJIEH UAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CBABP/KA IIBPBUYHATA OITAKOBKA

OITAKOBKA THII ,,lTIOPT®EMJI“ 280 mg TABJIETKA (30 ann)

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

IMBRUVICA 280 mg ¢pwimupanu tabiaeTku
nOpyTHHHUO

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

Besika ¢pmimupana tabnerka cbabpika 280 mg uObpyTHHHO.

| 3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

ChbIbppika JaKTo3a.
BwxTe nmucToBKaTa 3a JOMBJIHUTEIHA HH)OPMALIKSL.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

10 punmupanu TabIeTKH

| 5. HAYMH HA IPUWJIOKEHUE U MBT(MIIA) HA BbBEXKIAHE

[Mpeau ynorpeba npovereTe JIMCTOBKATA.
[TepopanHo npunoxeHue

Koraro rnpuemare Ta6J'IeTKa, MOI'BJIHCTE ACHS OT CCAMMUIIATA UJIN JaTaTa B IPCAOCTABCHOTO MACTO.

OtBopere onakoBkara. M30yTaiiTe TabneTkara OT IpyraTa CTpaHa.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
A CE CbXPAHSBA HA MSICTO JAJIEYE OT IOTJIEJA U TIOCET'A HA JIEITA

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

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

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

I'omen no:

9. CIHIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBHPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIX OTHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

H3XB’LpJ’IHﬁTC HCUIBIIOJI3BAHUTEC JICKAPCTBA CIOPC MCCTHUTC U3MCKBAHUA.

11.

HUME U AJIPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

EU/1/14/945/010

13.

ITAPTUJAEH HOMEP

[Taptuna:

| 14,

HAYHMH HA OTITYCKAHE

| 15.

YKA3AHUSA 3A YIIOTPEBA

| 16.

WH®OPMAIIUS HA BPAHJIOBA A3BYKA

Imbruvica 280 mg

| 17.

YHUKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/{

| 18,

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

BJIUCTEP 280 mg TABJIETKHU

1. HUME HA JIEKAPCTBEHUSA INTPOAYKT

IMBRUVICA 280 mg tabaeTku
nOpyTHHHUO

‘ 2. NME HA IIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

‘ 3. JATA HA N3TUYAHE HA CPOKA HA T'OJHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

|5.  JIPYTO
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 420 mg TABJIETKH

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

IMBRUVICA 420 mg ¢pwimupanu TabiaeTku
nOpyTHHHUO

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

Bceskxa punmupana tabnerka cpabpika 420 mg nbpyTuHuo.

| 3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

ChbIbppika JaKTo3a.
BwxTe mucToBKaTa 3a JOMBJIHUTEIHA HHPOPMALIUSL.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

28 puiMupanu TabJICTKH
30 dhunmupanu TaOJICTKH

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

[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
IlepopaiiHo npuIIOKEHHE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE JIEKAPCTBEHUAT HPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEITA

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

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

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

I'omen no:

9. CHELUAJIHU YCJIOBUSI HA CbXPAHEHUE

103



TAX, AKO CE U3UCKBAT TAKHUBA

10. CHELHUAJIHU IMPEANIASHU MEPKHU INTPU U3XBBPJIISATHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NJIN OTITAABYHU MATEPHUAJIN OT

H3XB’LpJ’IHﬁTC HCUIBIIOJI3BAHUTEC JICKAPCTBA CIOPC MCCTHUTC U3MCKBAHUA.

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/14/945/011 (28 tabneTk)
EU/1/14/945/005 (30 TabmeTkm)

13. TAPTHIAEH HOMEP

[MapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

| 16. MH®OPMAIIUSI HA BPAIJIOBA A3BYKA

Imbruvica 420 mg

‘ 17. YHUKAJIEH UAEHTUO®OUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoj ¢ BKJIIOYECH YHUKAJIEH HACHTU(HUKATOP.

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

PC
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JAHHU, KOUTO TPABBA JA CBABP/KA IITBPBUYHATA OITAKOBKA

OIAKOBKA THII ,,TIOPT®EMNI“ 420 mg TABJETKA (28 xun)

1.

HUME HA JIEKAPCTBEHMSA TPOAYKT

IMBRUVICA 420 mg ¢pwimupanu TabiaeTku
nOpyTHHHUO

| 2.

OBSBSBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Beska punmupana tabnerka cpabpika 420 mg ubpyTuHuo.

3.

CIIMCBK HA TIOMOIIHUTE BEHIECTBA

ChbIbppika JaKTo3a.
BwxTe mucToBKaTa 3a JOMBJIHUTEIHA HH(DOPMALIUSL.

| 4,

JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

14 punmupanu TabaeTku

5.

HAYUH HA ITPUJIOKEHUE U ITBT(MIIA) HA BBBEXJIAHE

[Ipenun ynorpeba npoyereTe JIMCTOBKATA.

[lonenenuux
BropHuk
Cpsna
UeTBBPTHK
Iletpx
Cnbota
Henens

IlepopanHo npuiioxeHue

OtBopere onakoBkara. M30yTaiiTe TabneTkara OT IpyraTa CTpaHa.

6.

CHELOUAJIHO HPEAYHPEXIEHHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSBBA
A CE CbXPAHSBA HA MSICTO JAJIEYE OT HHOTJIEJA U TOCET'A HA JIELTA

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

| 7.

APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO
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‘ 8. JATA HA I3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE

10. CHEIWUWAJIHU ITPEJAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

HSXB’EpHHﬁTC HEUSBIIOJI3BAHUTE JICKAPCTBaA CIIOPE MECTHUTC N3MCKBaHMA.

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/14/945/011

13. TAPTHJAEH HOMEP

[MapTuaa:

| 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. WH®OPMAIIMS HA BPAIHJIOBA A3BBYKA

Imbruvica 420 mg

‘ 17. YHUKAJIEH UIEHTUO®OUKATOP — IBYU3MEPEH BAPKO/|

‘ 18. YHUKAJIEH UAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CBABP/KA IITBPBUYHATA OITAKOBKA

OITAKOBKA THII ,,lTIOPT®EMJI“ 420 mg TABJIETKA (30 ann)

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

IMBRUVICA 420 mg ¢pwimupanu TabiaeTku
nOpyTHHHUO

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

Bceska punmupana tabnerka cpabpika 420 mg ubpyTuHuo.

| 3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

ChbIbppika JaKTo3a.
BwxTe nmucToBKaTa 3a JOMBJIHUTEIHA HH)OPMALIKSL.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

10 punmupanu TabIeTKH

| 5. HAYMH HA IPUWJIOKEHUE U MBT(MIIA) HA BbBEXKJIAHE

[Mpeau ynorpeba npovereTe JIMCTOBKATA.
[TepopanHo npunoxeHue

Koraro rnpuemare Ta6J'IeTKa, MOI'BJIHCTE ACHS OT CCAMHUIIATA UJIN JaTaTa B IPCAOCTABCHOTO MACTO.

OtBopere onakoBkara. M30yTaiiTe TabneTkara OT IpyraTa CTpaHa.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEIIA

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

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

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

I'omen no:

9. CIHIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

107



10.

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

H3XB’LpJ’IHﬁTC HCUIBIIOJI3BAHUTEC JICKAPCTBA CIOPC MCCTHUTC U3MCKBAHUA.

11.

HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

EU/1/14/945/005

13.

ITAPTUJAEH HOMEP

[Taptuna:

| 14,

HAYHMH HA OTITYCKAHE

| 15.

YKA3AHUSA 3A YIIOTPEBA

| 16.

WH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Imbruvica 420 mg

| 17.

YHUKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/{

| 18,

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

BJIUCTEP 420 mg TABJIETKHU

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

IMBRUVICA 420 mg tabaeTku
nOpyTHHHUO

‘ 2. NME HA IIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

|5.  JIPYTO
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 560 mg TABJIETKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

IMBRUVICA 560 mg ¢pwimupanu tadiaeTku
nOpyTHHHUO

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

Bceska punmupana tabnerka cpabpika S60 mg nbpyTuHuo.

| 3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

ChbIbppika JaKTo3a.
BwkTe nmucToBKaTa 3a JOMBJIHUTEIHA HH(DOPMALIUSL.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

28 dhunMupaHu TaOJETKH
30 dhunmupanu TabICTKH

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

[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
IlepopaiiHo npuIIOKEHHE

6. CHELHUAJIHO HPEAYHPEXIEHUE, UE JIEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEITA

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

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

‘ 8. JATA HA NI3TUYAHE HA CPOKA HA T'OAHOCT

I'omen no:

9. CHELHUAJIHU YCJIOBUSI HA CbXPAHEHUE
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TAX, AKO CE U3UCKBAT TAKHUBA

10. CHELHUAJIHU IMPEANIASHU MEPKHU INTPU U3XBBPJIISATHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NJIN OTITAABYHU MATEPHAJIN OT

H3XB’LpJ’IHﬁTC HCUSBIIOJI3BAHUTEC JICKAPCTBA CIOPC] MCCTHUTC N3UCKBAHU.

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/14/945/012 (28 TabneTk)
EU/1/14/945/006 (30 TabmeTkm)

13. TAPTHUJIEH HOMEP

[Taptuna:

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

| 16. MH®OPMAIIMSI HA BPAIJIOBA A3BYKA

Imbruvica 560 mg

‘ 17. YHUKAJIEH UAEHTUO®OUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoj ¢ BKJIIOYECH YHUKAJIEH HACHTU(HUKATOP.

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBABP/KA IITBPBUYHATA OITAKOBKA

OITIAKOBKA THII ,,TIOPT®EMNI“ 560 mg TABJETKA (28 nun)

1.

HUME HA JIEKAPCTBEHMSA TPOAYKT

IMBRUVICA 560 mg ¢pwimupanu tadiaeTku
nOpyTHHHUO

| 2.

OBSBSBAHE HA AKTUBHOTOMTE) BEHHIECTBO(A)

Bceska punmupana tabnerka cpabpika S60 mg nbpyTuHuo.

3.

CIIMCBK HA TIOMOIIHUTE BEHIECTBA

ChbIbppika JaKTo3a.
BwxTe mucToBKaTa 3a JOMBJIHUTEIHA HH(DOPMALIUSL.

| 4,

JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

14 punmupanu TabaeTku

5.

HAYUH HA ITPUJIOKEHUE U I'bT(MIIA) HA BBBEXXJIAHE

[Ipenun ynorpeba npoyereTe JIMCTOBKATA.

[lonenenuux
BropHuk
Cpsna
UeTBBPTHK
Iletpx
Cnbota
Henens

IlepopanHo npuinoxeHue

OtBopere onakoBkara. M30yTaiiTe TabneTkara OT IpyraTa CTpaHa.

6.

CHELOUAJIHO HPEAYHPEXIEHUE, YE JIEKAPCTBEHUAT NIPOAYKT TPSBBA
A CE CbXPAHSBA HA MSICTO JAJIEYE OT IHOTJIEJA U TIOCET'A HA JIELIA

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

| 7.

APYI'U CHEHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO
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‘ 8. JATA HA I3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

10. CHEIMAJIHM ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

HSXB’EpHHﬁTC HEUSBIIOJI3BAHUTE JICKAPCTBaA CIIOPE MECTHUTC N3MCKBaHMA.

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/14/945/012

13. TAPTHJAEH HOMEP

[MapTuaa:

| 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. WH®OPMAIIMS HA BPAHJIOBA A3BEYKA

Imbruvica 560 mg

‘ 17. YHUKAJIEH UIEHTUO®OUKATOP — IBYU3MEPEH BAPKO/|

‘ 18. YHUKAJIEH UAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CBABP/KA IITBPBUYHATA OITAKOBKA

OINIAKOBKA THII ,,TIOPT®EMI“ 560 mg TABJETKA (30 ann)

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

IMBRUVICA 560 mg ¢pwimupanu tadiaeTku
nOpyTHHHUO

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

Bceska punmupana tabnerka cpabpika S60 mg ubpyTuHuo0.

| 3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

ChbIbppika JaKTo3a.
BwxTe mucToBKaTa 3a JOMBJIHUTEIHA HH(POPMALIUSL.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

10 punmupanu TabIeTKH

| 5. HAYMH HA IPUWJIOKEHUE U MBT(MIIA) HA BbBEXKIAHE

[Mpeau ynorpeba npovereTe JIMCTOBKATA.
[TepopanHo npunoxeHue

Koraro rnpuemare Ta6J'IeTKa, MOM'BJIHCTE ACHS OT CCAMHUIIATA UJIN JaTaTa B MPEAOCTABCHOTO MACTO.

OtBopere onakoBkara. M30yTaiiTe TabneTkara OT IpyraTa CTpaHa.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITIHO 3a JACHA.

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

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

I'omen no:

9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBHPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

H3XB’LpJ’IHﬁTC HCUIBIIOJI3BAHUTEC JICKAPCTBA CIOPC MCCTHUTC U3MCKBAHUA.

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

EU/1/14/945/006

13.

ITAPTUJAEH HOMEP

[Taptuna:

| 14,

HAYHMH HA OTITYCKAHE

| 15.

YKA3AHUSA 3A YIIOTPEBA

| 16.

WH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Imbruvica 560 mg

| 17.

YHUKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/{

| 18,

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

BJIUCTEP 560 mg TABJIETKHU

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

IMBRUVICA 560 mg tabaeTku
nOpyTHHHUO

‘ 2. NME HA IIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

|5.  JIPYTO
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b. IUCTOBKA
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JIncroBKa: l/IH(l)OpMalII/lﬂ 3a MalMeHTa

IMBRUVICA 140 mg TBbpau Kancy/u
nbpyTuHHO (ibrutinib)

IIpoyereTe BHUMATEIHO LAJIATA JHCTOBKA, IIPEIH 12 3alI04YHETE 14 IpUeMaTe TOBA JIEKapCcTBo,

TBhH KaTo TS ChAbP:Ka BaxHa 3a Bac nndopmanus.

- 3amaseTe Ta3u JUCTOBKAa. MOXKe 1a ce HaJIOXKM Ja s IPOYeTeTe OTHOBO.

- AKO MaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, oNUTaiTe Bamus sexap, papmaneBT uin
MEIMLHHCKA CECTpa.

- Toga sekapcTBO € npeanucaHo JnyHo Ha Bac. He ro mpeorcrenBaiite Ha npyru xopa. To moxke
Jla UM HaBpeIy, He3aBUCUMO Y€ IIPU3HAIMTE Ha TSXHOTO 3a00JisiBaHe ca chluuTe KaTo Bammure.

- AKO NOJTyYuTe HAKaKBU HEXEJIaHU JIEKAPCTBEHM peaKklMy, yBegoMmere Bamms igexap,
(dapmareBT UM MEAULIMHCKA cecTpa. ToBa BKIIIOYBA M BCUYKH Bh3MOKHH HEKENaHU PEaKIINy,
HEOIIMCaHU B Ta3H JUCTOBKA. Brokre Touka 4.

KakBo cbabp:ka Ta3u JUCTOBKA

Kakso mpencrasmsssa IMBRUVICA u 3a kakBoO ce U3IOII3Ba
Kakso TpsiOBa na 3naere, mpeau ga npuemere IMBRUVICA
Kak na npuemare IMBRUVICA

BBb3M0KHM HEXEIaHU pEeaKLUU

Kak na cexpanssate IMBRUVICA

ChbabpkaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

Uk wdE

1. Kakso npeacrasiasia IMBRUVICA u 3a kakBO ce M3110JI13Ba

Kaxkso npeacraBiassa IMBRUVICA
IMBRUVICA e npoTnBopakoBo JIEKapcTBO, KOETO ChABPKa aKTUBHOTO BEIIECTBO HOPYTHHUO. To
IMPUHAAJIC)KHN KbM KJIaC JIEKApCTBa, HAPCUCHU I/IHXI/I6I/ITOpI/I Ha NpOTCUHKKWHA3aTa.

3a kakBo ce n3noa3sa IMBRUVICA
W3non3ea ce 3a ieueHHe Ha CIICHUTE BUJIOBE PaK Ha KPbBTA NMPH Bh3PACTHU:

o Masnrennoxserpuet mumbpom (MKII), Bun pak, 3acaraunt TuMQpHUTE Bb3JIH, KOTaTo
3a00JIIBAHETO c€ € Bb300OHOBIJIO MJIM HE CE MOBJINSABA OT JICUCHUETO.
. XponnuHa auMponnTHa teBkemust (XJIJI), Bun pak, 3acsramy Oennte KpbBHU KIETKH, HApEYSHH

mumMponmty, Koiito 3acara u nuMduute Bp3a. IMBRUVICA ce n3non3sa npu nanueHTH,
KOMTO He ca JieKyBaHH jgocera 3a XJIJI wim xoraro 3a001sBaHeTO ce € Bb30OHOBMIIO HJIH HE Ce
MIOBJIHSIBA OT JICYCHHUETO.

o Makpornobynmuaemus Ha Waldenstrom (MW), Bun pak, 3acsraiy Oenute KpbBHH KIETKH,
HapeueHu auMdorutu. M3monsBa ce npu namueHTy, KOUTO He ca JIeKyBaHH focera 3a MW i
KOTaTo 3a00JIIBAaHETO C€ € Bb30OHOBMIIO WIIM HE CE MOBJUBA OT JICUSHUETO, U IIPU
MAIMEHTH, TIPH KOUTO XUMHOTEPAIUsATA, TIPUIaraHa 3aeJ{HO C aHTHTSUIO, HE € TIOAXOJIsIIa
Tepanus.

Kak npeiictea IMBRUVICA

IMBRUVICA netictea npu MKIJI, XJIJT 1 MW karo OGnokupa THPO3MHKHHA3aTa Ha BpyToH, mporenH
B OpraHu3Ma, KOWTO IloMara Ha Te3H PakoBH KIJIETKH Jja pacTaT u onenssar. Kato Oiokupa To3u
nporend, IMBRUVICA nomara fa ce yousaT pakoBuTe KJIETKH U 1a ce Hamainu OposaT uM. Toif chiio
Taka 3a0aBsl BIOIIABAHETO HA PAaKOBOTO 3a00IIsIBaHE.

2. KakBo TpadBa na 3Haere, npeau ga npuemere IMBRUVICA

He npuemaiite IMBRUVICA

o aKo CTe aJlepru4Hu KbM UOPYTHHUO WM KbM HSIKOSI OT OCTaHAJIMTE ChCTABKH Ha TOBA
JeKapcTBO (M30pOCHHU B TOUKA 6)
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. aKo TIpueMare OMIKOBO JISKapPCTBO, HAPSUSHO XKBJIT KAaHTAPHOH, H3TIOI3BAHO 3a JICUCHUE Ha
Jenpecus. AKO HE CTe€ CUTYpHH 3a TOBa, KOHCYJITUpalTe ce ¢ Baius jekap, papMaiieBT Win
MEIHNIIMHCKA CECTPa, PN A MIPHEeMeTe TOBa JIEKapCTRO.

IpenynpexaeHust U Mpeana3sHu MEPKH

T'oBopere ¢ Bamus ekap, papManeBT Wi MeIUIMHCKA cecTpa, npeau Aa npuemere IMBRUVICA:

o aKO HJIKOTa CTEC UMaJId HeOOMUYaliHi CHHUHY WM KbPBEHE WITU MPUEMATe HAKAKBH JICKapCTBa
WK T00aBKH, KOUTO YBEJINYaBaT PUCKA OT KbpBeHE (BUKTE TOUKA ,,/IPyru JekapcTea u
IMBRUVICA”)

o aKO MMaTe HEPAaBHOMEPEH ChPJICYCH PUTHM WU CTC UMAJIM B MUHAJIOTO HEPAaBHOMEPCH
Chp/ICUCH PUTHM, HIIH TEKKA ChPJICYHA HEJOCTATHYHOCT, UK MOJyYUTE HIKOE OT CICIHUTE:
3a7yX, CIa0d0CT, 3aMasiHOCT, MPUMAJIsIBAHE, MPHUIIAIBK WITU TOYTH MPUTIAIBK, 00TKa B I'BPAUTE
WM MTOJTyBaHE Ha KpakaTa

o aKo “MaTe YepPHOAPOOHHU MPOOIIEMH, BKIFOUUTEIHO aKO HAKOTA CTe UMAJIHM WM Cera hMarte
uHpeknus ¢ xenatut B (MHeKIus Ha YepHU 1pod)

o aKO MMaTe BUCOKO KPBHBHO HAJISITaHE

o aKO HACKOPO CTE MMaJIM HAKAKBa olepalys, OCOOCHO ako TOBa MOXeE Jia MOBIHsIEC HA HAYMHA, TI0
KOMTO yCBOSIBATE XpaHa WK JIEKapCTBa MPe3 CTOMaxa WiTH YyepBaTa

o aKo IIaHupaTe Jia MaTe HAKaKBa ornepanus — Bamust gekap Moxxe na Bu momonu na cripere

npuema Ha IMBRUVICA 3a xpatko Bpeme (3 10 7 1HH) IpEu U e oneparusTa.
o aKko uMare ObOpeyHH MPOOIEMH.

AKo HSIKOE OT H30pPOEHUTE MO-TOpe ce OTHACS A0 Bac (nim He cTe cuTypHH), roBopeTte ¢ Bamms
nexap, (papManeBT WIK MEIULMHCKA CECTPA, IPEIH WIN JOKATO IPHEMaTe TOBA JIEKAPCTBO (BIKTE
To4ka ""Bb3MOKHHN HexkeaHU peakuun'’).

[Tpu mpuem Ha IMBRUVICA, He3a0aBHO kaxete Ha Bamms nekap, ako 3a0erexuTe Win HIKOH
3a0enexu npu Bac: 3ary0a Ha maMeTTa, 3aTpyJJHCHO MHUCJICHE, 3aTPYIHEHO XOICHE WK 3aryoa Ha
3PEHHETO — TOBA MOXKE JIa C€ IBJKU Ha MHOTO PSJIKa, HO CeprUOo3Ha HH(MEKIMs Ha MO3bKa, KOSTO MOKE
Jia IPUYMHU CMBPT (TIporpecupaiia myatudokainHa geBkoeHnedanonarus v [IMJT).

He3abaBHo choOieTe Ha Barus jiekap, ako 3a0eIeKuTe Wik HIKOM JApyT 3a0enexu npu Bac:
BHE3aIHa CKOBAHOCT MJIH CTa0OCT Ha KpaltHUIIUTE (0OCOOCHO OT e/IHATA CTpaHa Ha TSUIOTO), BHE3AIHA
00BPKAHOCT, 3aTPYIHCHHUE B TOBOPA WITH pa30MPaHETO Ha ped, 3aryda Ha 3peHue, 3aTPyIHEHO XO/IeHE,
3ary0a Ha paBHOBECHE WJIU JIUIICA Ha KOOPJAMHAIUS, BHE3AIHO CHJTHO TJ1aBo0oIne 0€3 3BECTHA
npuurHa. ToBa MOXe Ja ca MPU3HAIM U CUMITOMH Ha WHCYIIT.

Kaxere Bemnara va Bammst nekap, ako, cinen kato cripere IMBRUVICA, monyunte 6oika B JisBaTa
TOpHA YacT Ha KopeMa, 0oJKa BIISIBO 0/ pedpaTa Wi Ha BbpXa Ha JIIBOTO CH paMo (TOBa MOXKeE J1a
OBJaT CUMIITTOMH Ha pa3KbCBAHE Ha JalaKa).

EdexT BBPXY CHPLETO

Jleuernneto ¢ IMBRUVICA moxxe ia 3acerHe CbpLETo, 0COOCHO aKO Beue MaTe ChPIEYHO
3a0oJsiBaHe, KaTo Hamp. MpoOJIeMH C PUTHMa, ChplIeYHa HEAOCTaTHUHOCT, BUCOKO KPBBHO HAJISITaHE,
uMare 1uabeT WiK CTe B HarpeaHaa Bs3pact. Edexture Moxe 1a ObIaT TEKKH U J1a TPUIUHST
CMBPT, BKIIOUUTEIHO MOHAKOra BHe3anHa cMbpT. Chpraeunata Bu QpyHkims mie ce mpoBepsiBa npenu
u o Bpeme Ha yiedeHuero ¢ IMBRUVICA. Kaxere Benqnara Ha Bamus nexap, ako o Bpeme Ha
nedenne ¢ IMBRUVICA nouyBcTBaTe 3a7yx, 3aTpyJHEHO AWIIAHE B JIETHAJIO MOJIOKEHNE, OTHYaHE
Ha CThIIaJAaTa, TIIe3eHUTE WIN KpaKaTa 1 c1adocT/yMopa - ToBa MOKe Jja Ob1aT MPU3HALY Ha
CBhpJEYHA HEOCTATHYHOCT.

ITo Bpeme Ha neuenne ¢ IMBRUVICA moxe na pa3Buere BUPYCHH, OaKTEpHUaTHHA WA T'bONYHN
uHpeknuu. CBbpxeTe ce ¢ Bamus nekap, ako uMare NOBUIIICHA TeMIlepaTypa, BTpHCcaHe, cliabocT,
00BPKaHOCT, OOJIKU B TSIOTO, CHMIITOMU Ha HACTUHKA WU TPUIL, yMOPA WIH 33]yX, TOXKBITSIBAHE HA
KOJKaTa i ounte (KbITeHHUIa). ToBa MOXe Ja ca MpU3HAIX Ha WHGEKITHS.
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XemodaronurHa JUMGOXHUCTHOINTO3a

Psnxo ce cho011aBa 3a MPEKOMEPHO aKTUBHPAHE Ha OeIMTEe KPEBHH KIETKH, CBBP3aHO C Bh3MAJICHHE
(xemoaronuTHa TMM(OXUCTHOLINTO3a), KOETO MOKE JIa IOBEJE O CMBPT, aKO HE CE JUarHOCTUIIPa
U JIEKyBa paHo. AKO TOIy4YUTe MHOXKECTBO CHMIITOMH KaTo MOBHILEHA TEMIIEpaTypa, MOLyBaHe Ha
XKIIe3UTe, CAHUHN WM KOXKEH 00pHB, CBBp)KETE ce He3abaBHO ¢ Bamms iekap.

W3zcaenBanus v nperJieau Npead U M0 BpeMe Ha JIeYeHHETO

Cunnpom Ha TymopeH pasnaj (CTP): nabmiogaBanu ca HeoOWYaltHI HUBAa HA XUMHUYHH BEIIECTBA B
KpPBBTa, MPUYUHEHH OT OBbP30 pa3pyllaBaHe HA paKOBUTE KIETKH M0 BpeMe Ha JIeYeHre Ha pak, a
MOHSIKOTa JTIOpH U Oe3 sieucHue. ToBa Moxke J1a JoBeIe 10 MPOMeHH B ObOpeuHaTa QyHKIUS, HapyIICHA
ChpJICYHA JICHHOCT WM MPUTIAAbIU. Balvsar iekap wiu Apyr MEIUITMHCKH CIICITUAIUCT MOXKE Ja
HaIlpaBW KPBBHU M3CIeABaHM, 3a Aa mposepu 3a CTP.

Jlumdonurosa: JlJaboparopHu u3cieaBaHus MOXKE Ja MOKA3BaT YBEIUUCHUE Ha OCITUTE KPBBHU KICTKH
(mapedenn "nmuMponnTr'") BB Bamrara kpbB Ipe3 IbPBUTE HAKOJIKO CSIMUITH OT JICUCHHETO. ToBa ce
OYaKBa M MOXeE J]a TPOIBIDKH HAKOJKO Mecena. ToBa He 03HaYaBa HEMPEMEHHO, Ue paKbT Ha KPHBTa
Bu ce Biomasa. Bammsr nekap e npoBepsiBa KpbBHaTa KapTHHA MIPEAY HIIU 110 BpEME Ha JICUEHUETO
U B PEIIKU CITy4an MOXe Jia ce HAIOXKH Ja Bu mpennuiie apyro ysekapctBo. ['oBopete ¢ Bamms nexap
KaKBO O3HAYaBaT PE3yJTATUTE OT M3CIICIBAHUSITA.

Cw0utusi, CBbp3aHU ¢ YepHUS qpo0: BammsT gekap 1e HanpaBu HAKOM KPHBHU M3CIICABaHUS, 32 /1a
MIPOBEPH Jau YepHUAIT Bu qpob paboTu mpaBuitHO, 4e HAMaTe WH(GEKIH Ha YepHUs Apo0, N3BECTHA
KaTo BUPYCEH XEMaTUT, WK JIAJIM XeNaTuT B OTHOBO € cTaHan akTUBEH, KOETO MOXKeE Ja AOBEJE JI0
CMBDT.

Jleua u roHOIIHN
IMBRUVICA ne Tps10Ba fa ce U3MoJ3Ba MpH Jela U IOHOIIH.

dpyru aekapcrea u IMBRUVICA

Wudopmupaiite Bamms nekap nim ¢papmaiieBT, ako mpreMaTe, HaCKopo CTe IpHeMali Ui €
BB3MOXKHO JIa IpUEMETE JIPYTH jekapcTBa. ToBa BKIIFOUBA U JIEKAPCTBA, OTITYCKAaHHU O3 pelienTa,
OMIIKOBY JIEKapCTBa U XpaHuTenHu nobaBku. Tosa e taka, 3amoro IMBRUVICA moxe na moenusie
Ha4YMHA Ha JIEHCTBHE HA APYTH JieKapcTBa. Hsikow npyry iekapcTBa ChIO MOTaT Ja MOBJIHSIST HAYHHA
Ha aevicrsue Ha IMBRUVICA.

IMBRUVICA moske 1a OBMIIHN CKIOHHOCTTA KbM KbpBeHe. ToBa 03HauaBa, ue Bue Tpa6Ba na
KakeTe Ha Bammst nexap, ako rpreMare ApyrH JieKapcTBa, KOUTO YBEIHYaBaT pUCKa OT KbpBeHe. ToBa
BKJIIOYBA!

. aleTHICATMIIMIOBA KUCEINHA M HECTEPOUIHU poTuBOBB3nanuTenau cpeactsa (HCIIBC) karo
nOyrpoeH MM HaIpOKCEeH

o JIeKapCTBa, pa3peskAaly KpbBTa Kato Bap(aprH, XenapyH WK IPyTH JIEKapcTBa 3a JCUCHHUE Ha
KPBBHU ChCUPEIH

o J100aBKH, KOUTO MOTaT Jia MOBUIIIAT PUCKa OT KbPBEHE KaTo puOeHO Maciio, BuTaMuH E mnun

JICHCHO CCME.

AKo HsIKOE OT H30pPOEHUTE MO-TOpe ce OTHACS 10 Bac (nnm He cTe curypHu), ropopere ¢ Bamus
nekap, hapMaleBT WM MEIUIIMHCKA cecTpa, npeau aa npuemere IMBRUVICA.

Cpuio Taka kakere Ha Bamust 1exap, ako npueMarte HIKOe OT H30pOeHNTe JIeKAPCTBA —
Edexrure Ha IMBRUVICA wiu npyru siekapctBa MoraT Ja ObJiaT MOBJIHSIHH, aKO [IpHeMaTte
IMBRUVICA 3aenHo C HIKOE OT CJICTHATE JICKapCTBa:

. JIeKapCcTBa, HAPEUCHH aHTUOUOTHUIH, 32 JICUeHUE Ha OaKTepraTHi HHPEKINU —
KJIAPUTPOMULHMH, TETUTPOMULIUH, TUIPOQIOKCAMH, €PUTPOMHULINH WX prdaMIuunH

o JIeKapCTBa 3a JIeYeHUe Ha FbOMYHN HHPEKIUH — NT03aKOHA30J1, KETOKOHA30JI, HTPAaKOHA301,
(ITyKOHA30J1 MM BOPUKOHA30I

o nekapcTBa 3a jieuenue Ha XVB nnpekuns — puToHaBUp, KOOMLMCTAT, UHAWHABHD,

Hel(UHABHp, CAKBUHABHD, aMIIPEHABUD, aTa3aHaBHp WK (o3aMIpeHaBUD
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L JICKApCTBA 3a NPEAOTBPATABAHC HA Ia/ICHC U NOBPBIIAHE, CBbP3aHU C XUMHUOTCPAIIUs —

anpernuTaHT

. JICKapCTBa 3a JICUCHHE Ha Jienpecus — He(ha3o10H

. JICKapCTBa, HAPEUCHU KMHA3HU MHXUOMTOPH, 3a JICUCHUE Ha JPYTH BUIOBE PaK — KPU3OTUHUO
WA UMAaTHHUO

. JICKapCTBa, HApe4YeHU OJIOKEpU Ha KaJIIIMEBUTE KaHAJIH, 33 JICUCHUE Ha BUCOKO KPhBHO HAJIAraHE
win 0OJIKa B ThPIUTE — NIWITHA3EM WITH BeparaMuil

. JIeKapCTBa, HAPCUCHH CTATUHH 32 JICYEHUE Ha BHCOK XOJIECTEPOI — pO3yBaCTaTHH

. JICKapCTBa 3a ChPLETO/aHTHAPUTMHYHHU CPEACTBA — aMHUOJIaPOH WIIH APOHEIAPOH

. JICKapCTBa 3a MPEJOTBpaTIBaHE HA IbPUYOBE MM 3a JICUCHHE Ha CIHIICIICHS, WM JIEKapCTBa 3a

JIeYeHUE Ha OOJIC3HEHO ChCTOSIHHUE Ha JIUIETO, HAPEUCHO TPUTEMUHAIIHA HEBPAJITHUS —
KapOamMasenuH Wir (EeHUTOMH.

AKO HsIKOE OT M30POCHUTE MO-TOpe C€ OTHACS A0 Bac (nnu He cTe curypHu), ropopere ¢ Bamus
nekap, hapMareBT WA METUITMHCKA cecTpa, pean na npuemere IMBRUVICA.

AKo mprieMaTe AUTOKCHH, JIEKapCTBO U3IOJI3BaHO NPU CHPJCYHH MIPOOIEMHU, I METOTPEKCAT,
JIEKapCTBO, U3MOI3BAHO 3a JIEYCHUE Ha APYTH BHIOBE PaK U 32 HAMAJSIBaHE aKTHBHOCTTA HAa MIMyHHATa
cucTtema (Harp. 3a peBMaTOUACH apTPUT W TICOPUA3HC), TOU TpsiOBa Ja ce mpruemMa Hall-Mallko 6 gaca
npenu wiu cien IMBRUVICA.

IMBRUVICA ¢ xpana

He npuemaiite IMBRUVICA c rpeiingpyT Wwin ceBUWICKH NOPTOKAJIM (TOPYMBHU NIOPTOKAIH) —
TOBa BKJIIOYBA SICHE HA ILJIOJ, IIMEHE Ha COK WU IIPUEM Ha J00aBKa, KOATO MOXKE Jja IO ChIbpiKa.
ToBa e Taka, 3amoTo TOBa MOXe fa yBennau konmndectBoto Ha IMBRUVICA B xpbBTAa.

BpemeHHOCT U KbpMeHe

He 3abpemensiaiite, nokato npuemate Tosa jekapctBo. IMBRUVICA He TpsiOBa 1a ce u3nomn3sa mo
BpeMe Ha OpEeMEHHOCT.

Hsma nadopmarus 3a 6e3onacuoctta Ha IMBRUVICA npu 6peMeHHH jKEHH.

JKenute B neTepoiHa Bb3pacT TPSOBaA J1a U3IMOI3BAT BUCOKO €(pEKTUBEH METOJI 32 KOHTPOI Ha
paxaaeMocTTa o BpeMe Ha U 1o Tpu Mecena cieq npuemane Ha IMBRUVICA, 3a na npenoTBpatst
3abpeMeHsBaHe, gokaTo ce jekyBar ¢ IMBRUVICA.

o Kaxxete Ha Bamms nexap He3a6aBHO, ako 3a0peMeHeeTe.
. Heneiite na kbpmMuTe, JOKaTO NpUeMaTe TOBA JEKAPCTBO.

Ilodupane u padoTa ¢ MAIIMHU

Bue moxe na ce uyBcTBare ymopenu win 3amasinu cien npuem Ha IMBRUVICA, koeto moxe na
OKa’Ke BIIMSIHME BBPXY criocoOHOcTTa B 1a modupate ninm ga paboTUTe ¢ HHCTPYMEHTH HIIH
MaIIIHHH.

IMBRUVICA cbabpika HAaTPHi
IMBRUVICA cpabpxka nmo-manko ot 1 mmol Hatpuii (23 mg) Ha 1034, T.€. IPAKTUUYECKU HE ChIbPKa
HaTpuil.

3. Kaxk na npuemate IMBRUVICA

Bunaru aneMaﬁTe TOBa JICKAPCTBO TOYHO KAKTO Bu e kazan Bammusr JICKap, (bapMaueBT N
MCIUIMHCKA CeCTpa. Axo He cTe CUT'YPHH B HCIIO, nonuTaTe Bamus JICKap, (bapMaueBT NI
MCIUIIMHCKA CECTpa.

Koako na npuemare
ManTeaHokjaeTb4eH Jumdpom (MKJII)
IIpenopruntennara qo3a IMBRUVICA e uetupu kancynu (560 mg) BeIHBX THEBHO.
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XpouuuHa suMponutHa geBkemus (XJIJI)/Makporaodyiunemuss Ha Waldenstrom (MW)
[penopwunrennara noza IMBRUVICA e Tpu kancynu (420 mg) BeIHBK JHCBHO.

Bamwsr siekap Moxe Jja KOpUrupa J03ata.

IIpuem Ha JieKapcTBOTO

. [TpuematiTe KancyiauTe NepopaiHo (IIpe3 ycraTa) ¢ yalia BoJa.
° [TpuemariiTe KancynuTe NPUOIU3UTEITHO 110 €THO U CHIO BPEME BCEKH JICH.
° [Tormbuiaiite kancynure uenu. He ru orBapsiiiTe, 4ynere Win JIbBUETE.

AKO cTe pueu noBeye oT Heodxoaumara no3a IMBRUVICA
AKko cte npuenu noseve ot Heooxoaumata 103a IMBRUVICA, rosoperte ¢ ekap Win OTHAETE B
OonHuIa BeqHara. Baemerte karcyinuTe U Ta3u JIMCTOBKa ¢ Bac.

Axo cTe nponycHayim n1a npuemere IMBRUVICA

o AKO CTe TIpOoITyCHAJH e{Ha /1032, TS MOXKE JIa Ce IPHeMe B3MOKHO Hali-CKOPO B CHINHUS JCH C
BpbILlaHE KbM HOpMaJIHATa CXeMa Ha CJICBAIIIMS JICH.

o He B3emaiiTe nBoiina 703a, 3a 1a KOMIIGHCHpATE MPOITycHATaTa J03a.

o AKO He cTe CUTypHH, ToBOpeTe ¢ Baius nekap, GpapManeBT Wil MEIUIIMHCKA CeCTpa 3a TOBa,

Kora ga npueMeETe cicaBaiiara a103a.

Axo cTe cpesn npuema Ha IMBRUVICA

He cnupaiite na npuemare ToBa J€KapCTBO, OCBEH ako BamusT nekap He Bu kaxe.

AKO UMaTe HIKaKBU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHH € yIoTpebara Ha TOBA JIEKAPCTBO, IIOIMHUTAITE
Bamms nexap, ¢papmaineBT Uil MEAUIIUHCKA CeCTpa.

4, Bb3MOKHH HeKeJTaHU peakuuu

Kakro Bcuuknu JICKApCTBA, TOBA JICKAPCTBO MOXKE 1a MPEAN3BUKA HCIKCIAaHU PCAKIIUN, BBIIPEKU Y€ HC
BCCKH I' TIOJTy4aBa.
HpI/I TOBA JICKAPCTBO MOTaT Aa CC MOABAT CJICIHUTEC HCKCIIaHU PCAKIIUN:

Cupere 1a npuemate IMBRUVICA n kaxkere Ha Jiekap BeJHara, ako 3adeje:;xure HAKOS OT
CJICIHUTE HesKeJAHH PeaKIUn:

ChpOSIL, HAIUTHAT OOPHB, 3aTPYTHEHO JMINAHE, TOyBaHE HA JIUIETO, YCTHUTE, €3UKA WK THPJIOTO —
MOJKE J]a UMaTe aJlepruyHa peakuusi KbM JIEKapCTBOTO.

Kazkere Ha JIEKap B€aHara, axko 3a0ej1e;KNTe HAKOSA OT CJIEAHUTE HesKeJTaHu pPe€aKkumum:

MHoro yectn (Moxe 1a 3acerHar nmoseve ot 1 Ha 10 myrim)

. TIOBHIIIEHA TEMITEPaTypa, BTPUCAHE, OOJIKHU B TAJIOTO, OTIAAHAIIOCT, CAMIITOMH Ha HACTUHKA WIIN
TpHII, 33IyX — TOBA MOXE J1a ca MpU3HaIy Ha HHpeKnus (BUpycHa, OaKTepraHa Wik I'HONIHA).
Moske na BKIIFOYBa MH(EKIMH HA HOCA, CHHYCHTE WX T'bPIIOTO (MH(MEKIHUSI HAa TOPHUTE
JIUXaTETHH MIBTUIIA), UK Ha Oenrst Apo0, WK KoxKaTa

CUHWHHM WM MTOBUINICHA TEHICHIIUA KbM 00pa3yBaHe Ha CHHUHU

adTH B ycraTa

3aMastHOCT

raaBo0oIHe

3aIeK

raJicHe WM TIOBPbhIIaHEe

HApYIICHO XPaHOCMILIaHE

JMapus, MOXe J1a ce Haou BamusT nexap na Bu nage BogHO-coeBH pa3TBOpP WU IPYTO
JIEKapCTBO

o KOXKEH 00pHB
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0oJIe3HEHH phLE HIIH KpaKa

001KH B TBp0Oa WM OOJIKH B CTABUTE

MYCKYJIHHU CIIa3MH, OOJIKH WK CIIa3MHU

HUCBHK OpOH Ha KIJIETKUTE, KOUTO MTOMAratr Ha KpbBOCHCHPBAHETO (TPOMOOIIMTH ), MHOTO HUCHK
Opoit Ha OenuTe KPBBHU KIETKH — ITPU KPHBHU H3CIIEABAHUS

yBeInu4aBaHe Ha OpOs WM CHbOTHOILICHUETO Ha OENUTE KPBBHU KIIETKH, IIOKA3aHO B KPBBHHUTE
U3CIIeIBAaHUS

HOyBaHE HA phLETe, TTIE3CHUTE HIIH KpakaTa

BHCOKO KPHBHO HaJIsITaHE

MOBUIIIEHO HUBO Ha ,,KPEaTUHHUH B KPBHBTA.

Yecrn (Moxe na 3acersar o 1 Ha 10 gym)

TeXKa MH(EKIUI Ha OpraHn3Ma (CErCuc)

UH(DEKIMK Ha TMKOYHUTE TBTHIIA

KbPBEHE OT HOCA, MAJIKH YCPBEHH HJIH JILJIABH MIETHA, B PE3YJITAT OT KbPBEHE MO KO)Kata
KBbPBEHE OT CTOMAaxa, 4epBara, KpbB B UBIPAKHEHUATA UIIU yPUHATA, I10-TEKKA MEHCTPYallHU
IIVKJIM WK KbPBEHE OT TPaBMa, KOETO HE MOXKETE J]a CIIPeTe

ChpJIeYHa HEJOCTaThYHOCT

IPOITYCHATH CHPJICYHH yIapH, ciad WiM HepaBHOMEPEH ITyJIC, 3aMasiHOCT, HEJOCTHT Ha BB3/YX,
JUCKOM(OPT B I'bpAUTE (CUMIITOMU Ha IPOOJIEMHU ChC ChPIACYHUS PUTHM)

HUCBHK Opoii 6eni KpBBHU KIETKH ¢ Tpecka (pedpritHa HeyTPOTIeHNUS)

HEMeJIAHOMEH KO)KEH PaK, Hali-4eCTO CKBaMO3HOKJIETHUYCH M 0a3aTHOKIETHUYCH KOXKEH paK
3aMBIIICHO 3PCHUE

3adepBsBaHe Ha KoXKara

BB3IaJIeHHEe Ha OenuTe 1podoBe, KOETO MOXKE J1a IOBEJIE 10 TPAHO YBpEeXKIaHe

BHCOKO HMBO Ha MMKOYHA KUCEJMHA B KPHBTA (ITOKAa3aHO B KPHBHHUTE U3CIIEABAHMS), KOCTO
MOJKe J1a MpeAn3BUKa Mmojiarpa

YYyIIJIMBU HOKTHU

BHE3AITHO YBpEXJIaHe Ha ObOpenuTe

c1abocT, CKOBAaHOCT, M3TPBIIBAHE MIIH OOJIKA B PBIETE WIIM KpaKarta, WM B IPYTH 4acTH Ha
Ts10TO (TIeprudepHa HEBPOTIATHS).

Heuectn (Moxe na 3acernat 10 1 aa 100 mgymu)

4epHOJAPOOHA HEOCTATHYHOCT, BKIIIOYUTEIHO CITyYaH C JIETAICH U3XO0J

TEXKH I'bOMYHH MH(PEKINU

00BpKaHOCT, TIABOOOJIHE C HESICEH TOBOP WIIM NPUMAJISIBAHE — TOBA MOTAT Jia ObJIaT MPU3HAIH
Ha CEpHO3HO BHTPEIIHO KbPBEHE B MO3bKa

HeoOMYaiiHN HUBa Ha XMMUYHU BELIECTBA B KPHBTA, MPHYMHEHU OT OBbP30 pa3pyllaBaHe Ha
PaKOBHTE KJIETKH 110 BpeMe Ha JIeYeHHe Ha paK, a MOHsIKOora JOpH 1 0e3 JiedyeHue (CHHAPOM Ha
TYMOPEH pasman)

aJiepruvHa peakiys, MOHIKOTa TeXKKa, KOSTO MOXKE Jia BKIIFOUBA OTOK Ha JIMIIETO, YCTHUTE,
ycTaTa, €3uKa WM I'bPJI0TO, 3aTPYJHEHO MPETrIIbIaHe WK JUIIaHe, chpOsiy oOpuB
(ypTuxapus)

Bb3NAJICHUE Ha MOJKOKHATA MaCTHA ThKaH

BpPEMEHEH eNH30/] Ha MOHIWKEeHa (YHKIHUSI HA MO3bKa WM HEPBUTE, IPUUMHEHA OT MIPEKbCBAHE
Ha KPbBOCHAOISIBAHETO, WHCYJIT

KPBBOU3JIMB B OKOTO (B HAKOMW CIIy4yad, CBbP3aH ChC 3aryba Ha 3peHue)

ChpJICYEH apecT (ChpLETOo crupa aa oue)

HEOOMYaiHO yCKOpeHa chpJeyHa JeHHOCT

00J1e3HEHO pa3a3BsBaHEe HA KOXKaTa (IIMOJepMa raHrpeHO3yM) WIIM YE€PBEHH, HAIUTHATH
0O0JIe3HEHH TUIaKH TI0 KOXKaTa, MOBUIIIEHA TeMIIepaTypa U yBellnyaBaHe Ha Opos Ha Oenute
KPBBHH KJIETKH (TOBa MOXKe J1a ObJaT MpU3HALM HA OCTpa (peOpuiIHa HEYTPOPHIIHA IepMaTo3a
i cuaapoM Ha Cywr)

MaJIKa, YepBeHa MOIyTHHA MO KOXKaTa, KOATO MOXeE JIECHO A3 KbPBHU (IIMOT€HEH IPaHyJIOM).
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Peaxu (Moxxe ma 3acersar g0 1 ma 1 000 myrmm)

L SHAYUTCIIHO YBCJIIMYABAHC HA 6p0$1 Ha OenuTe KPBBHHU KJICTKH, KOCTO MOKEC a ITPUINHA
CJICTIBAHC HA KJIICTKHUTC
L TCKBK O6pI/IB C MEXYpH U JIOUICHE Ha KOXKaTa, 0cO00EHO OKOIIO ycCTara, HoCa, OYUTE U ITOJIOBUTC

opraau (cuHIpoM Ha CTUBBHC-/[)KOHCHH).

Cpo0maBaHe HA HesKeJIAHU PeaKIIun

AKXO moTyunTe HAKAaKBU HEXKEJIAHU JICKAPCTBEHN PEakluy, yBeroMeTe Bamms exap, hapmaneBT wim
MeIUIMHCKA cecTpa. ToBa BKIIIOUBAa BCUUKU Bb3MOXKHU HEOMHMCAHM B Ta3M JIUCTOBKA HEXKEJaHH
peakin. MokeTe ChII0 a ChOOIIUTE HEeXKENaHH PEaKINU JTUPEKTHO Ype3 HAlMOHATHATA CHCTEMA 32
CHOOILIaBaHE B!

W3nbpHATENHA areHnus 1Mo JeKapcTBaTa

yi. ,,JlamsH I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcaiT: www.bda.bg

Kato cpobmiaBate HexXelaHU peakiiy, MOKETe Ja JaJieTe CBOsI MPUHOC 3a MoJy4aBaHe Ha TIOBeYe
nH(pOpPMAIUS OTHOCHO 0€30IMacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansBate IMBRUVICA
Jla ce cbxpaHsBa Ha MSICTO, HEAOCTBITHO 3a JIela.

He u3non3BaiiTe ToBa JIEKapCcTBO Clie]] CPOKA Ha TOJHOCT, OTOENA3aH BhPXY KAPTOHEHATA ONAaKOBKA U
eTUKeTa Ha OyTuikara cien ,,l ofgeH 10:”. CpoKbT Ha TOJHOCT OTTOBaps Ha MOCTEIHUS ICH OT
MOCOUYCHHS MECEII.

To3u nekapcTBeH NPOAYKT HE U3UCKBA CIIELUATHH YCIOBHS Ha ChbXPaHECHHUE.

He u3xBbpiisiiTe gekapcTBaTa B KaHAIU3alMATa WIM B KOHTEMHEpPaA 3a JJOMAIIHU OTHaAbIIH.
[Momuratite Bamus apMalneBT Kak j1a U3XBBPIATE JIeKapcTBaTa, KOUTO Bede He u3non3eare. Te3n
MEpPKH L€ CLIOMOTHAT 3a OIla3BaHE HAa OKOJHATa Cpeaa.

6. Chbabp:kaHue HA OIAKOBKATA M JOINBJIHUTETHA HH(pOpManus

Kaxkso cpabp:xa IMBRUVICA

. AKTHBHOTO BeIIeCTBO ¢ nOpyTHHNO. Besika TBbpaa Kancyia chappxa 140 mg ubpyTruHuo.
. Hpyrure cbcraBku ca:

- KaIrCyJTHO ChJIBPIKUMO: KPOCKapMeno3a HaTpHid, MarHe3ueB CTeapaT, MUKPOKPHCTAIHA
1eyio3a u Harpues naypuicyndat (E487)

- CHCTaB Ha KarcyJjaTa: *eJlaTHH U TUTaHoB nuokcua (E171)

- HeYaTHO MaCTHIIO: HIeJIaK, uepeH xenesdeH okeua (E172) u nponunenriukon (E1520).

Kak m3rie:xxna IMBRUVICA u kakBo ¢hIbpiKa ONaKoBKAaTa

IMBRUVICA ca 6enu, HeTIpo3payHu TBEPAM Karcyiu, Mapkupanu ¢ "ibr 140 mg" ¢ yepHo MacTuiio
OT €JIHaTa CTpaHa.

Karcynure ce npemiaraT B miacTMacoBa OyTHJIKA ChC 3alIUTEHA OT JIEla TOJHUIIPOITMICHOBA
3amyraika. Beska Oytuika chabpika win 90 win 120 kancyiu. Beska onakoBka Chabpika eHa
OyTHiKa.

IIpuTexkaTes Ha pa3pellleHHETO 32 yNOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus
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IIpousBoauTe

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrus

Janssen-Cilag SpA
Via C. Janssen,

Loc. Borgo S. Michele,
04100 Latina,

Hranns

3a JOIIBJIHUTCIIHA I/IH(i)OpMaHI/Iﬂ OTHOCHO TOBa JICKapCTBO, MOJIs, CBBPIKETEC CC C JIOKAJTHUSA

NpEeJICTABUTEN Ha MPUTEKATEIS Ha Pa3pelIeHHETo 3a YIoTpeoa:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

Bbarapus

»oKoHCBH & [IxoHchH 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)\LGda
Janssen-Cilag ®appaxevtikr A.E.B.E.
TnA: +30 210 80 90 000

Espafia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

Lietuva

UAB "JOHNSON & JOHNSON*

Tel: +370 5 278 68 88
lt@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tel/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 1610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.:+48 22 237 60 00



France

Janssen-Cilag

Tél: 0800 2550 75/ +33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@INJCR.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@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800 688 777/ +39 02 2510 1
janssenita@its.jnj.com

Kvmpog

Bapvéapoc Xatinmoavaynig Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
Iv@its.jnj.com

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.o.

Tel.: +386 1 401 18 00
Janssen_safety_slo@its.jnj.com

Slovenské 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

JlaTa Ha MOCJIEAHO Mpepasriie;kaane Ha JuctoBkara 01/2024

JApyru u3ToYHUIIM HA HHPOpMaIUs

IMoxpoOHa nH(popMalIus 3a TOBA JIKAPCTBO € TPe0CTaBeHa Ha yeOcaiita Ha EBponelickaTa areHius
1o JiekapcTBata http://www.ema.europa.eu.
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JIncroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

IMBRUVICA 140 mg ¢puamupanu TadjJeTKkn

IMBRUVICA 280 mg ¢puamupanu TadjaeTkn

IMBRUVICA 420 mg ¢puamupanu TadjJeTkn

IMBRUVICA 560 mg ¢puamupanu TadjaeTkn
nopyTuHuO (ibrutinib)

IIpoyereTe BHUMATEIHO LAJIATA JHCTOBKA, IIPEIH 1A 3all04YHETe 1A IpUeMaTe TOBA JIEeKapCTBo,

TBhH KaTo TS ChAbPKa BaxHa 3a Bac nudopmanus.

- 3amazeTe Ta3u JUCTOBKA. Moske 1a ce HalloKU Ja s IPOYETETE OTHOBO.

- AKO UMaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, onuTaiTe Bamus nekap, papmaneBT uin
MEIMLMHCKA CECTpa.

- Toga snekapcTBO € peanucaHo JuyHo Ha Bac. He ro npeorcrenBaiite Ha npyru xopa. To moxke
Jla UM HaBpey, He3aBUCUMO Y€ IPU3HAIMTE Ha TSIXHOTO 3a00JisBaHe ca chluuTe KaTo Bamure.

- AKO mosryunTe HSIKaKBU HEXXEJIAHU peaklyy, yBeaomere Bamms nexap, papmaneBt win
MCIUIMHCKA CeCTpa. ToBa BKJII0YBA U BCUUKH BB3MOXKHH HEXKCIaHU PpCaKkuun, HCONMMCaHu B
Ta3u JUCTOBKA. Brokre Touka 4.

KakBo cbabp:ka Ta3u JUCTOBKA

Kakso mpencrasnsgsa IMBRUVICA u 3a kakBo ce u3nos3Ba
Kakso TpsiOBa na 3naere, mpeau ga npuemere IMBRUVICA
Kak na npuematre IMBRUVICA

BBb3M0KHM HEXETaHU pEeaKLUU

Kak na cexpanssate IMBRUVICA

ChbabppkaHue Ha ONIAaKOBKATa M JOIBIHUTEIHA HH(POPMALIUS

U wdE

1. Kakso npeacrasiasisa IMBRUVICA u 3a kakBo ce M3110JI3Ba

Kaxkso npeacraBiassa IMBRUVICA
IMBRUVICA e npoTrBopakoBo JIEKapCTBO, KOETO ChAbPKa aKTUBHOTO BemiecTBO HOpyTrHUO. To
NPUHAUIEXKH KbM KJIAc JIEKapCTBa, HApeUeHH HHXUOUTOPH Ha IPOTEHHKUHA3ATA.

3a kakso ce m3noazsa IMBRUVICA
W3non3ea ce 3a JieueHHe Ha CIICHUTE BUJIOBE PaK Ha KPbBTA NMPH Bh3PACTHU:

o Masnrennoxierbuet mumbpom (MKII), Bun pak, 3acsaramt TuMQHUATE Bb3JIH, KOraTo
3a00JIIBaHETO c€ € Bb300OHOBIJIO MJIM HE CE MOBJIUSABA OT JICUCHUETO.
o XponnuHa muMponnTtHa teBkemust (XJIJI), Bun pak, 3acsaramy Oennte KpbBHU KIETKH, HApEUEHU

JUMQOIIUTH, KOUTO 3acsara u iuMpuute B3, IMBRUVICA ce u3smnosnspa npu NaiueHTH,
KOMTO He ca JieKyBaHHu gocera 3a XJIJI win xoraro 3a001s1BaHeTO ce € Bb30OHOBHIIO HITH HE Ce
TIOBIIMSBA OT JICYEHHETO.

o Makpornooymuaemus Ha Waldenstrom (MW), Buj pak, 3acsiraii 6eJiuTe KpbBHHU KICTKH,
HapeueHu TuMdonunT. V3monssa ce mpu MaueHTy, KOUTo He ca JIeKyBaHu Jocera 3a MW nim
KOTaTo 3a00JIIBAaHETO Ce € Bb30OHOBUIIO WIIM HE CE MOBIUBA OT JICUYCHUETO, UM IIPU
MAIUEHTH, TP KOUTO XUMHOTEPAIINATA, IPHIIAraHa 3a€JHO C aHTUTSUIO, HE € MOAXO0 A
Tepanusl.

Kaxk neiictea IMBRUVICA

IMBRUVICA neiictea mpu MKJI, XJIJI 1 MW kato Giiokupa THpO3WHKHHA3aTa Ha BpyToH, IpoTenH
B OpraHn3Ma, KOWTO TloMara Ha Te3H PakoBH KIIETKH Jia pacTtat u orelnsBar. Kato Giokupa To3u
nporeus, IMBRUVICA nomara na ce yousT pakoBuTe KJIETKH U J1a ce Hamanu OposT uM. Toii chiio
Taka 3a0aBs BIIOIIABAHETO Ha PAKOBOTO 3a00JIsIBAHE.
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2. KakBo TpsdBa na 3Haete, npeau ga npuemere IMBRUVICA

He npuemaiite IMBRUVICA

. aKo CTe aJlepruYHU KbM HOPYTHHHO WK KbM HAKOS OT OCTAHAINTE ChCTABKU Ha TOBA
JeKapcTBO (M30pOCHU B TOUKA 6)
o aKo mpremMare OHUIKOBO JIEKAPCTBO, HAPEUCHO K BJIT KAHTAPHOH, U3IOJI3BAHO 32 JICYCHHE Ha

nenpecus. AKO HE CTe CUTYpHH 32 TOBa, KOHCYITUpalTe ce ¢ Bamms nekap, ¢papMarieBT uin
MEIHNIIMHCKA CECTpa, PN Ja MIPHEeMeTe TOBa JIEKapCTRO.

IpenynpesxaeHust U Mpeana3sHu MEPKH

T'oBopete ¢ Bamms stekap, ¢hapMarieBT WM MEIUIIMHCKA cecTpa, mpeau na npuemere IMBRUVICA:

o aKo HJIKOTa CTE€ UMaJld HeOOMJaiiHi CHHUHY WM KbPBEHE WITH MPUEeMaTe HIKaKBH JIEKapCTBa
Win J0OABKY, KOWTO YBEIHYaBaT PUCKA OT KbPBEHE (BIKTE TOYKA ,,JIpyru JiekapcTBa U
IMBRUVICA”)

. aKO UMaTe HEPABHOMEPEH ChP/ICUCH PUTHM WIH CTE€ UMAIH B MHHAJIOTO HEPAaBHOMEPEH
CBhPJIEYCH PUTHM, WIH TEXKKA ChPJIEYHA HETOCTATHYHOCT, WIIA TIOTYYUTE HAKOE OT CICIHHTE:
3a7yX, c1aboCT, 3aMasiHOCT, TIPUMAISIBaHE, TIPUTIAABK WIH MTOYTH MPUIAIBK, O0JIKA B I'BPAUTE
HJIK IIOJAYBaHC Ha KpaKaTa

o aKo “MaTe YepHOAPOOHHU MPOOIEeMH, BKIFOUUTEIHO aKO HAKOTa CTE€ MMAaIH WIIK cera uMare
uH(peknus ¢ xenaTut B (MH}exusa Ha YepHUs 1pod)

o aKO MMaTe BUCOKO KPHBHO HAJSATaHE

o aKO HACKOpO CTe MMaJIM HIKAaKBa OIepalusl, 0COOEHO ako TOBa MOKE Ja MOBJIMAC HA HAUMHA, 10
KOWTO yCBOSIBaTE XpaHa MIIH JIEKapCTBa IPe3 cToMaxa MM depBara

o aKo IUTAHUpATe J1a UMaTe HAKaKBa oreparus — Bammar nexap Moxe 1a Bu momomnm na cipere

npuema Ha IMBRUVICA 3a xpatko Bpeme (3 10 7 1HU) IpEIU U e onepalusTa.
o aKko nmare ObOpedHH MpPobIEMHU.

AKo HsIKOE OT H30pPOEHUTE MO-TOpe ce OTHACS A0 Bac (nim He cTe curypHHu), ropopere ¢ Bamms
nekap, papMaieBT WM METUIIMHCKA CECTPa, IPEIH WK JI0KATO MpHeMaTe TOBa JIEKAPCTBO (BIKTE
To4ka ""Bb3MOKHHN HeKeJIaHU peakuun'").

IMpu npuem Ha IMBRUVICA, He3ab6aBHO kaxxeTe Ha Bamms nexap, ako 3a0enexure ui HIKOH
3abenexu npu Bac: 3ary0a Ha mameTTa, 3aTpyIHEHO MHUCJICHE, 3aTPYAHEHO XO0JICHE WJIH 3ary0a Ha
3PEHHUETO — TOBa MOXKE JIa CE JbJKU Ha MHOTO PSIJIKA, HO CEpUO3Ha UH(MEKIUSA Ha MO3bKa, KOSTO MOXKE
Jia IPUYMHN CMBPT (TIporpecupaiia myatudokainHa jeBkoeHedanonarus i [TMJT).

HesabaBHo choOieTe Ha Bamus jiekap, ako 3a0eiexuTe Wik HAKOU apyr 3abenexu npu Bac:
BHE3aITHAa CKOBAHOCT MJIM ClIabOCT Ha KpaHHUIUTE (0COOCHO OT €JHaTa CTpaHa Ha TSIIOTO), BHE3aHa
00BPKAHOCT, 3aTPyIHEHHUE B TOBOPA MJIH Pa3dMpaHeTo Ha ped, 3aryba Ha 3peHue, 3aTPyIHEHO XO/ICHE,
3ary0a Ha paBHOBECHE WJIU JIUIICA HAa KOOPJAMHAIUS, BHE3AIMHO CHJTHO TJ1aBo0oIne 0€3 U3BECTHA
npuyrHa. ToBa MOYXKe J1a ca MPHU3HAIM K CHMIITOMH Ha HHCYJIT.

Kaxete Bennara Ha Bamms mekap, ako, cinen kato cripetre IMBRUVICA, monmydnte 6oika B JisBaTa
rOpHa YacT Ha KopeMa, 00JIka BIISBO MO pedpara MM Ha BbpXa Ha JITBOTO CH paMo (TOBa MOXeE Jia
OBlIaT CUMITTOMH Ha pa3KbCBaHE Ha JaJlaka).

EdexTn BbpXY cbpLETO

Jleuernneto ¢ IMBRUVICA moxxe ga 3acerHe ChpLETO, 0COOCHO aKO Beue NMaTe ChPIEYHO
3a00JsIBaHe, KaTo HaMp. MPOOJIEMH C PUTHMA, ChPJICYHA HEJIOCTATHYHOCT, BUCOKO KPHBHO HAJSTAHE,
uMare 1uabeT WiK CTe B HarpeaHaa Bs3pact. Edexture Moxe 1a ObIaT TEKKH U J1a TPUIUHST
CMBPT, BKIIOUUTEIHO MOHSKOra BHe3anHa cMbpT. Chpaeunata Bu QpyHkims mie ce mpoBepsiBa npenu
u o Bpeme Ha yiedeHuero ¢ IMBRUVICA. Kaxere Bennara Ha Bamus nekap, ako o Bpeme Ha
nedenne ¢ IMBRUVICA nouyBcTBatTe 3a7yx, 3aTpyJHEHO AWIIAHE B JIETHAJIO MOJIOKEHNE, OTHYaHE
Ha cThIIaNaTa, TMIe3eHUTE MM Kpakata U c1adocT/yMopa - ToBa MOXKe Jja ObJaT Npu3Haly Ha
Chp/ACYHA HEJOCTAaThYHOCT).
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ITo Bpeme Ha neuenue ¢ IMBRUVICA Moxe 1a pa3BHeTe BUPYCHH, OaKTEpHUAIHH WA I'bOMYHN
uHdekmu. CBBpKeTe ce ¢ Bamus nekap, ako ©Mate MOBHUIIIEHA TEMIIEpaTypa, BTpUcaHe, cladocT,
00BPKAHOCT, OOJIKU B TSUIOTO, CHMIITOMU Ha HACTUHKA WJTU TPUIL, yMOPA WIH 33]1yX, TOXKBITSIBAHE HA
KOoXarta win ounte (KbATeHUIa). ToBa MOXKe J1a ca MPU3HAIM Ha UH(EKITUS.

XeModaronuTHa JUMHOXHCTHOLUTO3A

Psinko ce choO111aBa 3a MpeKOMEPHO aKTUBUPAHE Ha OSTUTE KPhBHU KJICTKH, CBBP3aHO C Bh3MAJICHHUE
(xemoarormuTHa TUM(OXUCTHOIINTO3a), KOETO MOXKE J1a TIOBEE A0 CMBPT, aKO HE Ce THAarHOCTHUIIAPa
U JIEKyBa paHo. AKO TIOJy4YUTe MHOXKECTBO CHMIITOMH KaTO MOBHIIICHA TEMIIEpaTypa, MOTyBaHe Ha
JKJIE3UTE, CHHHHU WM KOXKEH O0PHB, CBBpPIKETE ce He3abaBHO ¢ Bamus nekap.

H3cnensanus u nperJieim nNpeay v 1o BpeMe Ha JieueHHeTo

Cunzapom Ha TymopeH pasnaj (CTP): nabmogaBanu ca HeoOW4yaliHM HUBA HA XUMHUYHH BEIIECCTBA B
KPBBTa, IPUYMHEHHU OT OBP30 paszpyllaBaHe HA PAKOBUTE KJIETKH MO0 BpeMe Ha JIeYeHUE Ha pak, a
MOHSKOTA JTIOpH U 0e3 eueHne. ToBa Moxe /1a JoBezie 10 MpoMeHH B 0b0pedHaTa QyHKINS, HapyIeHa
ChpACYHA ACHHOCT WM NpUIaIbly. Bamusr nekap win Apyr MEAULIMHCKY CIELUAIUCT MOXeE Ja
HaIpaBy KPbBHU M3CIeABaHuUs, 3a aa nmpoBepu 3a CTP.

JlumonuTosa: JIabopaTopHH M3CIEABAHUS MOXKE J1a IOKa3BaT yBEIUUEHHE Ha OeINTE KPbBHU KICTKH
(napeuenn "nmumdonuTu") BB BamaTa KpbB Mpe3 MbPBUTE HAKOIKO CEIMUIIM OT JieueHHeTo. ToBa ce
OuYaKBa U MOXeE J1a IPOIBIIKU HAKOJIKO Mecena. ToBa He 03HauaBa HEMPEMEHHO, Y€ paKbT Ha KPBbBTa
Bu ce Bnomasa. Bammsit nekap 1ie npoBepsiBa KpbBHATa KapTHHA IPEIN WM 10 BpEMe Ha JIEYCHUETO
U B PEJIKU ClIyyad MOXeE Jia c€ HaJIOXU Ja Bu npennuiie apyro sekapcrso. 'opopere ¢ Bamus nexap
KaKBO O3HA4aBaT Pe3yJITaTUTE OT U3CIEIBaHUATA.

Cu0utusi, CBbp3aHU € YepHUs Opo0: BammsaT gexap mie HanpaBy HAKOM KPbBHU M3CIIEABAaHUS, 32 1
MPOBEPH NI YepHUAT By 1po06 paboTu npaBuiHo, 4e HAMaTe HH(EKIUI Ha YepHUS 1pob, N3BeCTHA
KaTo BUPYCEH XEMaTUT, WX Jalld XeNaTUT B 0THOBO € cTaHall aKTHUBEH, KOETO MOXE J1a I0Be/IE 110
CMBPT.

Jeua v roHOImIM
IMBRUVICA He Tpsi0Ba 1a ce u3Ioi3Ba MpH Jela U IOHOIIH.

JApyru nekaperea u IMBRUVICA

WNudopmupaiite Bamms nexap wim apmaneBT, ako MpueMaTe, HACKOPO CT€ IPUEMANH WITH €
BB3MOXKHO JIa TIpUeMeTe JIPyTH JeKapcTBa. ToBa BKIIFOUBA U JIEKAPCTBA, OTITYCKAaHHU O3 perierTa,
OMIKOBU JIEKapCTBa U XpaHUTETHU J00aBku. ToBa e Taka, 3amoro IMBRUVICA moxe na mosiusie

HayMHa Ha IEUCTBUE Ha APYTH JeKapcTBa. Hskou Apyru jJexkapcTBa CHIO MOTAT J1a MOBIUSAT HAUMHA
Ha nerictBue Ha IMBRUVICA.

IMBRUVICA Mo:ke 1a IOBHIIN CKJIOHHOCTTA KbM KbpBeHe. ToBa 03Ha4aBa, ue Bue TpsOBa na
KaxeTe Ha Baius nekap, ako mpuemate Ipyry JIEKapCcTBa, KOUTO YBEJIMYaBaT pUCKa OT KbpBeHE. ToBa
BKJIFOYBA!

o aleTUICATMINIOBA KUCEJIMHA U HECTepOouaAHU npoTtuBoBb3nanuTentu cpeactsa (HCIIBC) karo
nOympodeH MM HampOKCeH

. JIEKapCTBa, pa3pekaalid KpbBTa KaTo Bap(apyH, XeapuH WIK IpyIy JIEKapcTBa 3a JEUCHHUE Ha
KPBBHH ChCUPELU

. J00ABKH, KOUTO MOTAT Jia IOBUIIIAT PUCKA OT KbPBEHE KaTo prubeHo Macio, ButamuH E mimun

JICHCHO CCMC.

AKo HSKOE OT U30pOCHUTE MIO-TOpe ce OTHAcA 0 Bac (wim He cre curypHu), ropopete ¢ Bamus
nekap, (apManeBT WM MEJUIMHCKA cecTpa, npeau aa npuemere IMBRUVICA.
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Cohiro Taka kaxkere Ha Bamus jexap, ako npueMarte HAKoe OT U30pOEeHUTe JIeKAPCTBA —
Edexture Ha IMBRUVICA wuu npyru jekapcTsa Morar Jaa ObJaT HOBIUSHH, aKO MpUeMare
IMBRUVICA 3aenHo ¢ HIKO€ OT CJIEIHUTE JICKapCTBa:

. JIeKapCcTBa, HAPEUYECHN aHTUOMOTHITH, 3a JICUCHNE Ha OaKTepHaTHH NHOEKITH —
KJIAPUTPOMUIIUH, TSITUTPOMUIIMH, ITUIPOQIIOKCAIIUH, SPUTPOMUITUH WU pUDaMITUIIIH

o JICKapCTBa 32 JICUCHUE Ha ThOMYHU HH(DEKIIMU — IT03aKOHA30J1, KETOKOHA30J1, UTPAKOHA30JI,
(ITyKOHA301T WITH BOPUKOHA30JT

o JieKkapcTBa 3a jeueHue Ha XM B uHdekus — puToHaBup, KOOUIUCTAT, HHIUHABHD,
Hen(UHABHp, CAKBUHABHD, aMIIPEHABUD, aTa3aHaBHp WK (HO3aMIIPEHABUD

o JIeKapCTBa 3a MPEIOTBPATIBaHe Ha TaJIeHe W TIOBPBIIaHe, CBhP3aHU ¢ XUMHOTEpAIns —
anpenuTaHT

o JISKapCTBa 3a JICUCHHE Ha Jienpecus — He(ha3o10H

o JICKapCTBa, HAPEUCHU KMHA3HU MHXUOHUTOPH, 3a JICUCHUE Ha JPYTH BUJOBE PaK — KPU3OTUHUO
WU IMATHHUO

o JICKapCTBa, HAPEUYCHU OJIOKEPY Ha KAJIIIUEBUTE KaHAJH, 32 JICUCHUE Ha BUCOKO KPHBHO HAJIATAHE
win OOJIKa B TbPANTE — TUITHA3EM WIIN BeparmaMu

o JIeKapCTBa, HAPCUCHH CTATUHH 32 JICYSHUE HA BUCOK XOJIECTEPOT — pO3yBaCTATHH

o JIEKapCTBa 3a ChPIIETO/aHTHAPUTMHUYHY CPEJICTBA — AMUOIAPOH WU IPOHEIApOH

o JIeKapCTBa 3a MPEIOTBPATIBaHE HA I'HPUYOBE HIIH 3 JICUCHUE HA CITUJICTICHS, WITH JIeKapCcTBa 32

JedeHue Ha OOJIC3HEHO ChCTOSIHUE Ha JIMIETO, HAPEUeHO TPUTeMHUHAIHA HEBPAITUsl —
kapOamazennH Wi GEeHUTONH.

AKO HAKOE OT U30pOCHUTE MIO-TOpe ce OTHAcs A0 Bac (vim He cTe curypHu), ropopete ¢ Bammms
nekap, papmaneBT Wi MeJUIMHCKA cecTpa, npean aa npuemere IMBRUVICA.

AKo mprieMaTe AUTOKCHH, JIEKapCTBO M3MOJI3BaHO NPU CHPJCYHH MIPOOIEMHU, T METOTPEKCAT,
JIEKapCTBO, U3IIOJI3BaHO 32 JICUEHUE Ha PYTH BUIOBE PaK U 3a HaMaJsBaHE aKTHBHOCTTA HA MMyHHATa
cucTtema (Harp. 3a peBMaTOUACH apTPUT W TICOPUA3HC), TOW TpsiOBa Ja ce mpruemMa Hall-Mallko 6 gaca
npenu i ciex IMBRUVICA.

IMBRUVICA ¢ xpana

He npuemaiite IMBRUVICA ¢ rpeiindgpyT niy ceBWICKH NOPTOKATH (TOPYMBH MOPTOKAJIN) —
TOBA BKJIIOYBA S/ICHE Ha IUIOJI, TMEHE Ha COK WM IpHeM Ha J00aBKa, KOSITO MOXKeE J1a TO ChAbPIKa.
ToBa e Taka, 3a110TO TOBa MOXe Jia yBennuu konudectBoTo Ha IMBRUVICA B kpbBTa.

BpeMeHHOCT 1 KbpMeHe

He 3abpemensiaiite, qokato npuemate Tosa jekapctBo. IMBRUVICA He TpsiOBa 1a ce n3noissa mno
BpeMe Ha OpEMEHHOCT.

Hsma nngopmanus 3a 6ezonacaocrra Ha IMBRUVICA npu 6peMeHHM KeHU.

JKenute B n1eTepoiHa Bb3pacT TPsAOBaA J1a U3II0I3BAT BUCOKO €(hESKTUBEH METOJI 32 KOHTPOJI Ha
paxaaeMocTTa o BpeMe Ha U 1o Tpu Meceua cien npuemane Ha IMBRUVICA, 3a na npenorBpatar
3abpeMeHsiBane, Jokaro ce jJekyBat ¢ IMBRUVICA.

o Kaxere na Bamms nekap HezabaBHO, ako 3a0peMeHeeTe.
. Heneiite na xppMute, 10KaTO IpUEMATE TOBA JIEKAPCTBO.

Hlodupane u padora ¢ MAlLIMHU

Bue moxe na ce wyBcTBaTe yMOopeHH mwin 3amasau cier mpueMm Ha IMBRUVICA, koeTo Moxke n1a
OKa)ke BIIUSHHE BHPXY CITocoOHOCTTa Bu fa modupare wnm ga paboTuTe ¢ HHCTPYMEHTH WIIH
MalIuHU.

IMBRUVICA cbabp:ka JakTo3a

IMBRUVICA cbabpxa nakto3a. Ako Bammusar nekap Bu e kazain, ye umate HEHOHOCHUMOCT KbM
HSIKOM 3aXapH, CBBPXKETE Ce C HETO, MPEAN Ja MPUEMETe TO3H JIEKapCTBEH MPOIYKT.
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IMBRUVICA cbabp:ka HATPHId
IMBRUVICA cbhabprxa mo-majiako oT 1 mmol HaTpuii (23 mg) Ha 7032, T.. IPaKTUYSCKH HE ChIbpiKa
HaTpuil.

3. Kak na npuemate IMBRUVICA
Bunaru npuemaiite ToBa JIeKapCcTBO TOYHO KakTo Bu e kazan BamusT nekap, hapmarieBT wim
MEIHNIIMHCKA CecTpa. AKO He CTe CHTYpPHH B HEllo, monuTaite Bamms gexap, ¢papMareBT wiu
MEIHNIINHCKA CECTpa.
Koako na npunemare

ManrenHokjeTb4YeH JuMmpom (MKJI)

[Ipenopruntennarta no3a IMBRUVICA e 560 mg BeaHBX THEBHO.

XponuuHa JumdpouuTHa jJeskemus (XJIJI)/Makporiooyannemus Ha Waldenstrom (MW)
IIpenoppuntennara noza IMBRUVICA e 420 mg BeAHBX THEBHO.

Bammusr nexkap Moxe Ja KOpurupa go3arta.

IIpuem Ha JieKapcTBOTO

o [TpuemaiiTe TabneTkuTe epopanHo (IIpe3 ycTara) ¢ yama BoJa.
o [Tpuemaiite TabneTKUTE NPUOIU3UTENHO IO €IHO U CHILO BPEME BCEKH JICH.
. [ormpmaiite Tabnerkure nenu. He ru uymnere wim apBYeTe.

AKo cTe mpuesu moBedye oT Heodxoaumara no3a IMBRUVICA
Ako cte npuenu noseue oT HeoOxoaumara go3a IMBRUVICA, roBopere ¢ nekap Wi oTHAETE B
OonHuMIa BeHara. B3emere TaOieTKUTE U Ta3u JIMCTOBKA ¢ Bac.

Ako cTe nponycHaiu 1a npuemere IMBRUVICA

o AKO cTe MpOoIyCHaM €]Ha 1034, TSl MOXKE /14 Ce IPUEME Bb3MOXKHO HAH-CKOPO B CHIIHS JCH C
BpBIIaHE KbM HOPMaJHaTa CXeMa Ha Clie/IBallHs JICH.

o He B3emaiiTe qBOMHa 71032, 3a J]a KOMIIEHCHpaTe TPOITyCHATATA JI03a.

o AKoO He CTe CHTYpHH, ToBopeTe ¢ Bamus nekap, GpapmanieBT Wi MeTMIIMHCKA CecTpa 3a TOBa,

KOra ia npueMeTe ciieaBaniara 103a.

Axo cTe cipesn npuema Ha IMBRUVICA

He criupaiite na npuemare ToBa JieKapcTBO, OCBEH ako Bamusr nekap He Bu kaxe.

AKO MMaTe HIKAKBH JIOMBJIHUTEIHNA BBIIPOCH, CBBP3aHH ¢ yroTpebara Ha TOBa JIEKapCTBO, MOMUTANTEe
Bamus nexap, hapmaiieBT Wi MEAMIIMHCKA CECTpa.

4. Bb3MOKHYN HeKeTaHU PeaKIuu

KakTo Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BHUKA HEXCIIAHU pCaKIUK, BBIIPEKU Y€ HE
BCCKH I'l TIOJTy4aBa.
HpI/I TOBA JICKAPCTBO MOTaT Aa CC MOABAT CJICIHUTE HEKCIIaHU PCAKIINN:

Cnpete 1a npuemate IMBRUVICA u ka:xere Ha JeKap BegHAra, ako 3adejexure HIAKOA OT
CJIeJHUTE HeKeJIAaHU PeaKHuu:

C’bp651HI, HaJWuTrHaT O6pI/IB, 3aTPYyAHEHO AMIIIAHE, II0AYyBaHE HA JIUIIETO, YCTHUTE, €3UKa I I'bPIIOTO —
MO3K€ J1a UMaTe aJllepruiHa peakius KbM JEKapCTBOTO.

KaxeTte Ha JIEKap BeaHara, axko 3a0eJ1e;KNTe HAKOSA OT CJEAHUTE HesKeJTaHu P€aKuumn:

MpHuoro yectn (Moxe /a 3acerHat noseue oT 1 Ha 10 gyrn)
o MOBHIIIEHA TEMITEPATypa, BTPUCAHE, OOJIKHU B TAJIOTO, OTIAIHAIIOCT, CAMIITOMH Ha HACTUHKA WA
TpHII, 33IyX — TOBA MOXE J1a ca MpU3HaIK Ha HHpeKnus (BUpycHA, OaKTepHaHa WiIN I'HONTHA).
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Moske 1a BKITIOUBA HH(EKINH Ha HOCA, CHHYCHTE WM I'bPIIOTO (MH(EKIUS Ha TOPHUTE
MUXaTEIHU ITHTHUINA), FUIH Ha OeJus Ipo0, Wi KoxKaTa

CHHMHU WJIM NOBHUIIIEHA TEHAEHIMA KbM 00pa3yBaHe HAa CHHUHU

adTu B ycTara

3aMasHOCT

riaBo0osme

3arek

rajieHe Wix IOBPbIIaHe

HapyLICHO XpaHOCMUJIAHE

JIuapusi, MOXe 1ia ce HaJIOoXKu Bammst nekap na Bu nane BonHO-coneBH pa3TBOP WM APYTO
JIEKapCTBO

KOXKeH 00pHuB

OoJIe3HEHM PBIlE HIIH KpaKa

0oiku B rbp0a MiIi OOJIKK B CTABUTE

MYCKYJIHHU CIIa3MH, OOJIKH WU CIIa3MHU

HUCBHK OpOii Ha KIIETKUTE, KOUTO TIOMarat Ha KpbBOCHCHPBAHETO (TPOMOOITUTH ), MHOT'O HUCHK
Opoii Ha OenuTe KPBBHU KIETKH — ITPU KPbBHU U3CIICIBAHMUS

yBeNIu4aBaHe Ha Opos M CHOTHOILICHHETO Ha OeTUTe KPBBHU KIETKH, TIOKa3aHO B KPHBHUTE
W3CIIEBaHUS

NOJyBaHE Ha PbLETE, IJIE3CHUTE WK KpaKara.

BUCOKO KPBBHO HaJIsITaHE

MOBUIIEHO HUBO Ha ,,KPEATUHHUH‘ B KPBBTA.

Yecrn (Moxe nma 3acersar 1o 1 Ha 10 gymm)

TeXKa MH(EKIUI Ha OpraHn3Ma (Cercuc)

WHQEKIUY Ha TUKOYHUTE IHTUIIA

KbPBEHE OT HOCa, MaJIKK YCPBEHU WIIM JINJIABH METHA, B PE3yJTAT OT KbPBEHE IO KOXKaTa
KbPBEHE OT CTOMaxa, yepBara, KpbB B U3NPAKHEHUATA W YPHHATA, TIO-TEKKH MEHCTPYaJTHU
IIUKJTM WK KbPBEHE OT TpaBMa, KOETO HE MOXKETE Jla CIIpeTe

ChpJIeYHa HEJJOCTaThYHOCT

NPOITYCHATH CHhPJICYHH yIapH, cial WM HepaBHOMEPEH ITyJIC, 3aMasiHOCT, HEJOCTHT Ha BB3/YX,
JUCKOM(OPT B I'bPJUTE (CUMIITOMU Ha TIPOOJIEMHU ChC ChPJCYHUS PUTHM)

HUCBHK Opoii Oenu KpBBHU KIIETKH ¢ Tpecka ((peOpriiHa HeyTpOTIeHHS)

HEMeJIAaHOMEH KO)KEH PaK, Hal-4eCTO CKBaMO3HOKJIEThUYCH M 0a3aTHOKIETHYCH KOXKEH paKk
3aMBIIICHO 3pCHUE

3a4yepBsBaHe Ha KoXKara

BB3MaJIeHHe Ha OenuTe 1podoBe, KOETO MOXKE J1a IOBEJIE JI0 TPAHO YBpeXKIaHe

BHCOKO HMBO Ha MMKOYHA KUCEJIMHA B KPHBTA (ITOKAa3aHO B KPHBHHUTE M3CIIE/IBAHMS), KOCTO
MOJKe Jia Mpe3BHKa MoJlarpa

YYIUIUBH HOKTH

BHE3AITHO YBpEXJIaHe Ha ObOperuTe

CJ1aboCT, CKOBaHOCT, U3TPBIIBAHE MU OOJIKA B PHIETE MM KpaKaTa, WK B JPYTH 4YacTH Ha
TAOTO (TepudepHa HEBPOMATHsL).

Heuectn (Moxxe a 3acerrat 10 1 xa 100 mgymu)

YepHOAPOOHA HEJOCTATHYHOCT, BKITFOUHUTEIHO CIIy4aH C JIETaJIeH U3X0T

TEXKH I’bONYHN HH(DEKIUN

00BPKaHOCT, TJIABOOOIHE C HESICEH TOBOP WM IPHUMAasIBaHE — TOBA MOTaT Ja ObIaT MPU3HAIN
Ha CEpUO3HO BBTPEIIHO KbPBEHE B MO3bKa

HeoOWYaiiHN HUBa Ha XMMUYHU BEIIECTBA B KPHBTA, IPHUMHEHU OT OBbP30 pa3pylliaBaHe Ha
PaKoBUTE KIJIETKH MO BpeMe Ha JICUeHHE Ha paK, a TOHIKora JOpH U 0e3 JieueHue (CHHAPOM Ha
TYMOPEH pasIan)

ajiepruyHa peaxiys, MOHIKOTa TEXKa, KOSITO MOXKE J1a BKIIFOUBA OTOK Ha JINLETO, YCTHUTE,
ycTaTa, e3UKa MM T'bPIIOTO, 3aTPYTHEHO MPErIIbIaHe WU TUIlaHe, ChpOsiy o0puB

(ypTukapus)
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Bh3MAIICHUE HA MOJIKOYKHATA MACTHA ThKaH
BPEMCHEH €MH30/] Ha MOHMKECHA (DYHKITUS HAa MO3bKa UITH HEPBUTE, MPUUNHEHA OT MPEKbCBAHE
Ha KPhBOCHAOISIBAHETO, HHCYIIT.

KPBBOU3IMB B OKOTO (B HIKOM CIIy4aH, CBbP3aH Che 3ary0a Ha 3peHue)

CBbpACYEH apecT (ChpLEeTo cnupa Aa oue)

HEOOMYaiHO yCKOpeHa chpAeyHa JeHHOCT

00J1e3HEHO pa3a3BsiBaHE HA Ko)kaTa (IIHMOAepMa raHrPeHO3yM) WM YEPBEHH, HAJAUTHATH
0oJe3HEeH IJIaKH 110 KOXKaTa, MOBHUIIIEHA TEMIIEpaTypa U yBeIndaBaHe Ha Oposi Ha OenuTe
KPBBHHU KJIETKH (TOBa MOXe Ja ObAaT MpU3HALK Ha 0cTpa (eOpuaHa HeyTpo(UIHA 1epMaTo3a
iy cuapoM Ha Cyur)

MaJIKa, YepBeHa MOy THHA MO KOXKaTa, KOATO MOXeE JIECHO A3 KbPBHU (ITMOTCHEH TPaHYJIOM).

Penxn (Moxe na 3acernar o 1 Ha 1 000 myrm)

3HAYUTEIHO yBEINYaBaHe Ha Opos Ha OelHTe KPhBHU KIETKH, KOGTO MOKE Ja IPUIHHU
CJICTIBaHE Ha KIJIETKHUTE

TEKBK OOpUB ¢ MEXYPH U JIFOILEHE Ha KOXaTa, 0COOEHO OKOJIO yCTaTa, HOCa, OUYUTE U IOJIOBUTE
oprauau (cuaIpoM Ha CTUBBHC-/[)KOHCHH).

Cho01maBaHe HAa HesKeJIAHM pPeaKIuu

AKXO ToTyunTe HAKAKBU HEXKEIIAHU JICKAPCTBEHN PEaKluy, yBeroMeTe Bamms exap, GpapmaneBT nim
MeIUIuHCKa cecTpa. ToBa BKIIIOYBAa BCHYKH Bb3MOYKHI HEOITMCAHU B Ta3W JIMCTOBKA HEXKEIAHH
peakuu. MoxeTe ChIIO J1a ChOOIIUTE HEXKENaH! PeaKkluu TUPEKTHO Ype3 HalloOHaTHATa CHCTeMa 32
ChOOIIaBaHE B:

M3menHUTENHA areHnus 1Mo JIeKapcTBaTa

yi. ,,JJamsia ['pyeB” Ne §

1303 Codus

Ten.: +359 2 8903417

yebcaitt: www.bda.bg

Kato cho0miaBare HexXeIaHH peakiiy, MOKETE Ja 1a/IeTe CBOS MPUHOC 3a T0JTy4aBaHe Ha MOBeUe
WHQOpMAIUS OTHOCHO 0€30MIaCHOCTTA Ha TOBA JIEKapCTBO.

5.

Kak na coxpansaBate IMBRUVICA

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

He u3non3BaiiTe TOBa JIEKAPCTBO CJIE]] CPOKA HA TOAHOCT, OTOEIISA3aH BhPXY KapTOHEHATa ONaKOBKa
cien ,,l'onen no:”. CpoKbT Ha TOTHOCT OTTOBAPS HA MTOCIEAHUS JCH OT IIOCOYESHHUS MECETl.

To3u IeKkapcTBEH NPOAYKT HE U3MCKBA CIIEUAIIHU YCIOBHUS HA ChbXPaHEHHUE.

He u3xBbpisiiTe gekapcTBaTa B KaHaIM3alMATa WIM B KOHTEMHEpPA 3a JJOMAIIHU OTHaAbIIH.
[lommratite Bamms dapManieBT Kak Ja H3XBBHPIATE JIeKapcTBaTa, KOWUTO Bedue He u3noiseare. Te3un
MEpKH 1II€ CIOMOTHAT 3a Olla3BaHE Ha OKOJHAaTa cpeja.

6.

Cun)pma}me Ha OIMaKOBKaTa U JONIbJHUTE/IHA l/lH(l)OpMaI.[I/ISI

Kakso cpabp:ka IMBRUVICA

AKTHUBHOTO BEIIECTBO € HOPYTUHUO.

- IMBRUVICA 140 mg ¢pmimupanu tabnerku: Besika TabneTtka cpappka 140 mg
nopyTHHHUO.

- IMBRUVICA 280 mg ¢pwimupanu tabnerku: Besika Tabnetka cbbpika 280 mg
nOpyTUHHO.

- IMBRUVICA 420 mg ¢puimupanu tabnerku: Besika Tabnetka cpappika 420 mg
nopyTHHHUO.
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- IMBRUVICA 560 mg ¢punmupanu tabneTku: Beska tabneTka cpappika 560 mg
HOpyTUHUO.

. Hpyrute cbcTaBku ca:

- SAnpo Ha TabneTkaTa: KoIoWJeH OE3BOACH CHIMINEB TUOKCH, KPOCKapMeio3a HaTpHid,
nmakTo3a MoHoxuapar (Bmwk Touka 2 ,,IMBRUVICA cbabpprka makTo3a’), Marne3ueB
cTeapat, MUKpOKPHCTAITHA IIeTy103a, IOBUAO0H, HaTpueB Jaypmicyidar (E487)

- OUIMOBO MOKPHUTHUE: TIOJIMBHHUIIOB AJTIKOXOJI, MAaKpOToJ, TajK, TuTaHOB auokcua (E171);
IMBRUVICA 140 mg ¢pwmupanu tadierkn 1 IMBRUVICA 420 mg dunmupanu
TaOJETKH ChIBPIKAT CHITIO YepeH xkene3eH okcuna (E172) u xbit xene3ed okcun (E172)
IMBRUVICA 280 mg ¢punmupanu TabiaeTKu ChIbPKaT ChILO YePEH JKEIEe3eH OKCU
(E172) n yepBen xene3en okcup (E172)

IMBRUVICA 560 mg ¢pwimupanu TabJIeTKH ChIABPKAT CHIO YEPBEH JKEIE3eH OKCHI
(E172) n xopat xenezen okeup (E172).

Kak m3rie:xxna IMBRUVICA u kakBo ¢ChIbpiKa ONaKOBKAaTa

IMBRUVICA 140 mg ¢duimupanu TabaeTku

JKbnro-3enenu 1o 3eseHu Kpbriy Tabnetku (9 mm), ¢ Haanuc “ibr” ot emHaTa crpaHa u “140” ot
nIpyrara ctpaHa. Besika kapToHeHa KyTrs 3a 28 nHH chIbpxa 28 ¢pummupanu TabieTky B 2 KapTOHEHU
OTIaKOBKH THII ,,IopTdhein‘ ¢ 14 punvupann TabneTku Beska. Besika kapronena kytus 3a 30 gau
cbpabpka 30 punmupanu TabneTKy B 3 KapTOHEHU OMAKOBKHU THII ,,IOpTdein ¢ 10 dpunmupanu
TabJeTKH BCSKA.

IMBRUVICA 280 mg dhunmMupanu tabeTKH

Jlunasu npoabiroBaT Tabnetku (15 mm abmkuHa M 7 mm MMpHHA), ¢ HAAMHC “ibr” OT eqHaTa
ctpaHa u “280” ot mpyrara cTpaHa. Besika kapToHeHa KyTHs 3a 28 JHH ChABpKa 28 QUIMUpaHd
Ta0JIeTKN B 2 KapTOHEHHW OMAaKOBKH THIT ,,opTdeitn* ¢ 14 dunmupanu TabneTku Besika. Beska
KapToHeHa KyTus 3a 30 1au cbabpka 30 puamMupanu TabIeTKH B 3 KAPTOHEHU OMIAKOBKU THIT
Hrnoptdeitn® ¢ 10 dumupanu TabIeTKH BCSKA.

IMBRUVICA 420 mg dunMupanu tabJIeTKU

JKbnTo-3enenu 10 3eyeHu npoabiiroBatu Tabnerku (17,5 mm abpkuHa U 7,4 mm MIUPHUHA), C HAJIINC
“ibr” ot exnHara crpaHa u “420” ot ApyraTa cTpaHa. Besika kapToHeHa KyTus 3a 28 THU ChIbpKa

28 ¢unmvupanu TabNeTK B 2 KAPTOHEHU OMAKOBKH THT ,,lTOpThein’ ¢ 14 ¢punmmupanu tadneTkn
Besika. Besika kapronena kyTus 3a 30 U cbabpka 30 puamupany TabieTK B 3 KApTOHEHU
OTIaKOBKH THII ,,IopTdheiin ¢ 10 ¢punmupann TabIETKH BCSIKa.

IMBRUVICA 560 mg dwimupanu TabiaeTku

Kbt 10 opamkeBH nporbpiroBaty TadseTky (19 mm apmkuna 1 §,1 mm mmpuHa), ¢ Haamuc “ibr”
OT elHaTa cTpaHa u “560” or apyrara ctpaHa. Besika kapToHeHa KyTus 3a 28 THU ChAbpXKA

28 punmupaHu TabNETKH B 2 KAPTOHEHHU OTIAKOBKH THII ,,TIOPTein ¢ 14 ¢punmupanu tabieTku
Besika. Besika kapronena kyTtus 3a 30 UM cbabpka 30 punmupany TabneTK B 3 KApTOHEHU
OTIaKOBKH THII ,,IopTdheiin ¢ 10 ¢punmupann TabIETKH BCSIKA.

IIpuTexkaTes Ha pa3pellleHHETO 32 yNOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpoussoaure
Janssen-Cilag SpA
Via C. Janssen,

Loc. Borgo S. Michele,
04100 Latina,

Uranus
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3a JomBIHATENHA HHPOPMAITUS OTHOCHO TOBA JIGKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS
MIPE/ICTABUTEN Ha MIPUTEXKATENS Ha Pa3pelIeHneTo 3a yrnorpeoa:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

Bbbarapus

»okoHCBH & [IxoHchH brarapus” EOO/J]
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\LGoa
Janssen-Cilag ®appoxevtikny A.E.B.E.
TmA: +30 210 80 90 000

Espafia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0800 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
jjsafety@INJCR.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
lt@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tel/Tel: +32 14 64 94 11
janssen@jache.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.o.

Tel.: +386 1 401 18 00
Janssen_safety slo@its.jnj.com



Island Slovenské republika
Janssen-Cilag AB Johnson & Johnson, s.r.o.
c/o Vistor hf Tel: +421 232 408 400
Simi: +354 535 7000

janssen@vistor.is

Italia Suomi/Finland

Janssen-Cilag SpA Janssen-Cilag Oy

Tel: 800 688 777 / +39 02 2510 1 Puh/Tel: +358 207 531 300

janssenita@its.jnj.com jacfi@its.jnj.com

Kvbzpog Sverige

Bapvapag Xattnmovaynig Atd Janssen-Cilag AB

TnA: +357 22 207 700 Tfn: +46 8 626 50 00
jacse@its.jnj.com

Latvija United Kingdom (Northern Ireland)

UAB "JOHNSON & JOHNSON" filiale Latvija ~ Janssen Sciences Ireland UC

Tel: +371 678 93561 Tel: +44 1 494 567 444

Iv@its.jnj.com medinfo@its.jnj.com

JlaTa Ha MOC/IeTHO Mpepasriexaane Ha ucToBkara 01/2024

Apyru u3rouHuuu Ha nHpopmauus
[Honpo6Ha nH(OpMaIKs 3a TOBA JIEKAPCTBO € MPeAOCTaBeHa Ha yeOcaiita Ha EBporelickaTta areHnus
1o JiekapcTBata http://www.ema.europa.eu.
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