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 MOHOTepamnus € NoKa3aH 3a JEYCHUE Ha Bb3PAaCTHU NAUEHTH C peUUIUBUPALL WU
pedpakTepeH MaHTETHOKIeThUeH tuMdoM (mantle cell lymphoma, MCL).

IMBRUVICA kaTo MOHOTEpamus Wiid B KOMOWHAIIMS C PUTYKCHUMA0, OOMHYTY3yMal MiIu
BEHETOKJIAKC € MTOKA3aH 3a JICYeHUE Ha Bh3PACTHU MAIMEHTH ¢ HEeJICKyBaHa JJ0cera XpOHHYHA
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 nauuenTy ¢ CLL, konTo ca moiay4uiy MoHe eJHa MpeAlecTBaia Tepanusl.

IMBRUVICA kaTo MOHOTepanus € MoKa3aH 3a JICUCHHE Ha Bb3PAaCTHH MALlUEHTH C
makpornooynuaemus Ha Waldenstrom (Waldenstrdm’s macroglobulinaemia, WM), kouTo ca
TIOJTYYMIJI TIOHE €/IHa MPE/IIEeCTBAIIa TePaIus 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 MPOCJICAdABa OT JICKAp C OIUT 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 TaIleHTa 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(pOpMAIHS 3a TO3UPAHETO HA BEHETOKJIAKC 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 MomrHuTe CYP3A4 HHXMOUTOPHU yBEITHMYaBaT EKCIO3UIMATA HA HOPYTUHUO (BIK.
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 eqnospemerHo ¢ Momad CYP3 A4 naxubutopwu, no3ata Ha HOpyTHHAO 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, ChpACYHHN apUTMUU CTETIEH 3, HeXeMaTOJIOrMuYHa 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
cTerneH | UM 10 U3X0IHO HUBO (Bh3CTaHOBsIBaHe), moaHoBeTe Tepanusara c 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
TOKCUYHOCT | cjie[l Bb3CTAHOBSIBaHe NMPH BBH3CTAHOBSIBAHE MPH
MCL CLL/WM

Hexemaronoruuna
TOKCHYHOCT CTEITCH 3 ITspBa” Bp3o6HOBsBaHE ¢ 560 Mg Bp3ooHOBsBaHE ¢ 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

¥ OHeHﬂBaHe BBb3 OCHOBA Ha KPUTECPUHUTE HA O6H_[I/IT€ TEPMHUHOJIOTUYHHN KPUTEPUHU 3a HEKECIIAaHU CcHOUTHS Ha Hammonamuus

onkonornuen uactutyT (National Cancer Institute-Common Terminology Criteria for Adverse Events, NCI-CTCAE),
WM KpUTepuuTe Ha MexXayHapoaeH cuMuHap 3a xpoHuuHa tuMdonutHa teskemus (International Workshop on Chronic
Lymphocytic Leukemia, IWCLL) 3a xemarosnoru4yna Tokciuyroct npu CLL/SLL.

Koraro B300HOBSIBaTe JI€UEHHETO, 3aII0YHETE ChC ChIATA WM TT0-HUCKA []03a Bb3 OCHOBA Ha OLICHKAaTa Ha
CHOTHOILICHUETO ToJ3a-prcK. [1py OBTOpHA MOsIBa HA TOKCHYHOCTTa HamMaleTe THeBHaTa f03a ¢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 NMPHU cjel Bb3CTAaHOBSIBaHE NPH
MCL CLL/WM
IIepBa Bw3o6HoBsBane ¢ 420 mg Bw3o6HoBsBaHE ¢ 280 mg
Cepneuna JTHEBHO JTHEBHO
HEIOCTATHIHOCT Bropa Br3ob6HoBsBane ¢ 280 mg Br3o0HOBsIBane 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 IIpeycranossBane npuema Ha 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 BpBIllaHE KbM HOPMAJTHATA CXeMa Ha ciieBamius aeH. [aiueHThT He TpsOBa 1a B3eMa
JIOITBJTHUTEIIHYU KAaIICyJIH, 3a JIa KOMIICHCUpA MPOITyCHATaTa J103a.

Cneyuanuu nonyiayuu

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

bvopeuno yepesicoane

He ca npoBexnann KOHKPETHH KJIMHUYHU NPOYYBAHUS IPU MALMEHTH ¢ ObOPEUHO YBpEKIaHE.
[NareHTy ¢ JIeKo WM yMEpeHO ObOPEUHO YBPEkKAaHEe ca OWIM JICKYBaHU B KJIMHUYHUTE IPOYYBAHUS
¢ IMBRUVICA. He ce Hanara ajanTipaHe Ha J03aTa Py MalUeHTH ¢ JIEKO WK YMEPEHO ObOpeyHO
yBpexkIaHe (KpeaTHHUHOB KIUPBHHC mo-TossiM oT 30 ml/min). TpsiOBa na ce momappika XunpaTupane 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 NPEBUILIABA PUCKA U MALIMEHTUTE CE CIESIT 0TOIN30 3a NpU3HALM 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 npu naumeHTH ¢ 4epHOAPOOHO
YBpEKIaHe, JaHHUTE IMOKA3BaT YBEJIMYCHHUE Ha EKCIIO3UIUATa Ha HOPYTUHUO (BXK. Touka 5.2). [Tpu
MaIMeHTH ¢ Jieko YepHoapooHo yBpexkaane (Child Pugh knac A), npenoprunTtennara no3a e 280 mg
JHEBHO (1Be karcyiu). [Tpu nanmentn ¢ ymepeno uepnoapoono yspexaane (Child Pugh xiac B)
npenopbrunTenHaTa 103a ¢ 140 mg qaeBHO (eaHa Karicyna). [lanuenTrute na ce HaOIroaaBaT 3a
npu3Hany Ha TokcndHocT Ha IMBRUVICA u na ce cienBaT HacOKuTe 3a afjaiTUpaHe Ha /103aTa,
KakTo e HeoOxoaumo. He ce mpenopbuBa npuioxenue Ha IMBRUVICA npu nanyeHTH ¢ TexXKO
yepHopoOHo yBpexxaane (Child Pugh knac C).

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




Ileouampuuna nonynayus

Yrorpebara Ha IMBRUVICA npu aena u roHOm? Ha B3pacT oT 0 10 18 roawam He ce mpernopbhuBa,
THI KaTo e(pUKACHOCTTA HE € yCTaHOBeHA. HannyHuTe MoHACTOSAIIEM NaHHU HPH MALMEHTH ChC 3PSl
B-kneTpueH HEXOMKKUHOB TIMMQOM ca onmucanu B Touku 4.8, 5.1 u 5.2.

Hauws Ha npunoxeHue

IMBRUVICA TpsibBa 1a ce mpuiiara nepopaiHo BeIHBXK THEBHO C Yallla BOJa MPUOINZUTEITHO TI0
€/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
CEBUJICKHU MOPTOKaH (BXK. Touka 4.5).

4.3 IIporuBOomOKAa3aHUs

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 ChneuuajaHu npegynpe:kaeHus ¥ NpeanasHu MEPKH NpH ynorpeda

Cr0uTHS CBBP3aHU C KbPBEHE

Nma croOmienus 3a ciayyau Ha KbpBeHE mpu narnueHTH, JekyBanu ¢ IMBRUVICA, kakTo cbC Taka u
0e3 TpomOonMTONICHHS. T€e BKIIFOUBAT HE3HAUUTEIIHYU CIyYad Ha KbPBEHE, KATO KOHTY3HH, CITUCTAKCHUC
Y TICTEXWH; U CIIy9ad Ha TOJIEMH KPBBOU3IHUBH, HIKON OT KOWUTO JIETATHH, BKIFOUYUTEITHO 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 WIIH JIEKAPCTBEHH MPOJTYKTH, KOUTO HHXHUOUpAT TpOMOOIIMTHATA
¢byHkuus (aHTHArperanTHy cpenctsa) eqHoBpemMeHHo ¢ IMBRUVICA, noBuiaBa pucka ot rojiemMu
KpbBOoU3IMBH. [10-BUCOK PHUCK OT TOJIEMH KPbBOM3JINBY € HAOII0JaBaH PU aHTUKOATYJIaHTH,
OTKOJIKOTO TIPW aHTHArperanTHH cpejacTsa. [IpeneHere puckoBeTe U MOJ3UTE OT aHTUKOATYJIaHTHATa
WM aHTUPOMOOLIMTHATA Tepanus, Korato ce npuiarat eqaopemernso ¢ IMBRUVICA.
HabmionaBaiiTe 3a npu3Hauy ¥ CUMITOMHU Ha KbPBEHE.

TpsiOBa na ce u30sTBAT 100aBKK KaTo puOEHO Macio U penapaTy Ha ButamuH E.

ITpuemsT Ha IMBRUVICA Tpsi6Ba OB/1€ TpeycTaHOBEH Hal-MaJIKO 3 710 7 THU MPEar U e
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 BpOJCHa
XEMoparniyHa 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 nprema Ha IMBRUVICA. Ilanmentute TpsioBa fa Ob1aT BHUMATEITHO
HaOmonaBaHu. Jla ce mpuiIoKaT Mo IbPIKaIi MEPKH, BKIIFOUUTEIIHO XUAPATALIUs U/ U
MIATOPEIYKITNS, KAKTO € TIOKa3aHo.

Pynrypa Ha cne3kara

CpobmraBat ce ciaydau Ha pynTypa Ha clie3KaTa ciie]l mpeycTanoBsiBane Ha jiedenne ¢ IMBRUVICA.
Korato neuennero ¢ IMBRUVICA ce npexbcBa wiin IpekpatsBa, TPSAOBAa BHUMATETHO Ja CE
MPOCIIe/sABa CTaTyca Ha 3a00JISIBAHETO M TOJIEMHUHATA Ha Clie3KaTa (Halp. KIMHUYCH MPerJie],




exorpadmus). [larmenTure, kouto mosrydat Ooyika B JsBaTa rOpHA YacT HA KOpeMa WM BbB BbpXa Ha
pamoro, TpsiOBa /a ce OlleHsIBaT, KaTo ce MMa MPEABH/I AUarHo3a PynTypa Ha clie3KaTa.

HNudexnuun

WNudexnmn (BKIIOYUTETHO CETICHC, HEYTPOTIEHUYEH CEeTICHC, OaKTepHaTH!, BUPYCHHU W T'bOMIHI
nH(peknrn) ca HabIrogaBany npu naruenTy, JekyBanu ¢ IMBRUVICA. Hskou ot Te3u nHpexmwm ca
CBBP3aHM C XOCIHUTATU3AIMS U CMBPT. [loBeUeTO ManueHT ¢ MHQPEKIUY ¢ JICTAICH U3XO0J] ca UMaJIn
HeyTporeHus. [lanmenTure TpsaOBa 1a ObaaT HAOMIOJaBAaHH 32 TPECKA, OTKIOHEHHS B YePHOIPOOHHTE
(YHKIMOHATHY [TOKA3aTeJ M, HEYTPOTICHHS U HHQEKIMY, U TPAOBA Jla ce Ha3HAYH MOIXOJISIIA
aHTUMH(EKIMO3HA Tepamus, KaKTo € MoKa3aHo. [Ipu maiueHTuTe ¢ MOBUIIICH PUCK OT
OTIOPTIOHUCTUYHH MH(EKIIUHN TPSOBA J1a C& MUCIIU 3a IPOPUIIAKTAKA B ChOTBETCTBHE ChC CTAHAAPTA 32
JICUCHHE.

CphoOmiaBar ce cilyyad Ha MHBa3MBHU MUKOTHYHH MH(PEKIIMH, BKIIOYMTEIHO CITydad Ha acliepruiosa,
KPHUIITOKOKO3a U MH(EKINH, TpruIrHeHn 0T Pneumocystis jiroveci, cien ynorpe6a Ha HOpyTHHHO.
CphoOIIeHUTE CITydan Ha WHBa3MBHH MUKOTHYHU HH()EKIINK Ca CBHP3aHH C JIETAJIEH U3XOI.

CroOmiaBanu ca cirydau Ha Iiporpecuparia MyntudokanHa ieskoeHnedamnomarus (IIMJI),
BKJIIOUMTEITHO C JIETAJIEH U3X0/, cjIe] yHoTpeba Ha OPYTHHHO B KOHTEKCTA Ha MpeIIecTBalla WIn
ChIBTCTBAIla UMYHOCYIIPECHUBHA TCpAIius. HpI/I MalUeHTH C HOBH WJIK BJIOIIaBallly C€ HCBPOJOTUYHU,
KOTHUTHUBHU WX NOBEACHYCCKHU MPU3HAIU UIX CUMIITOMHU, JICKAPUTE Tp516Ba Ja uMat npeaBua TIMJI
npu qudepeHaniHaTa quarno3a. Axo ce mogosupa [IMJL, TpsOBa 1a 6baaT npenmpueTy MOaXO0ISITH
JIMATHOCTUYHU OLIEHKH U JICUEHUETO J1a C€ MPeyCcTaHoBU, Jokato ce u3kimoun [IMJL. [Ipu Hanuuue Ha
ChMHEHHE, TPSAOBA J1a c€ OOMHUCIIM HACOYBAHE KbM HEBPOJIOT U MOIXOSIIN JUATHOCTHYHU METOIH 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.

YepHopoOHU CHOUTHUSL

[Ipu nanuenty, nexkyBanu ¢ IMBRUVICA, ca HacThIWIN Clly4an Ha XeNaTOTOKCUYHOCT,
peakTuBUpaHe Ha XenaTtuT B u cinydyan Ha xenatut E, konto Moxe aa 0baat XpoHnuHH. YepHOopoOHA
HEIOCTATHYHOCT, BKIIOUUTEIHO C JIETAJICH U3XO0/, € HACTBIIIIIA IIPH MAIUEHTH, JIEKYBaHH C
IMBRUVICA. Ilpenu 3anouBane Ha neuenne ¢ IMBRUVICA tpsi6Ba na 6b1aT onieHeHN
yepHOApoOHaTa (YYHKIUS U CTaTyca Ha BUPYCHUS xenaTtut. [1o Bpeme Ha JIe4eHneTo maIleHTuTe
TpsiOBa MEPHOAMYHO Jia ce HaOJIF0AaBaT 32 MPOMEHH B MTOKA3aTEJIUTE Ha YSPHOIPOOHATA (DYHKIIHSL.
BupycHuAT TOBap U CEpPONIOTHYHUTE U3CIIEeIBaHNS 32 MHPEKIIMO3EH XETaTUT TpsOBa Ja ce U3BHPIIBAT
B CHOTBETCTBHE C MECTHUTE MEIUITMHCKU PHKOBOJICTBA U KAKTO € KIIMHIUYHO MMoKazaHo. [Ipu
NAIMEHTHUTE C AUATHOCTUIIMPAHN YEPHOIPOOHN CHOUTHS, JICYCHUETO TPsIOBa J1a ce 00CHIH ChC
CIIEIIMAJIUCT TI0 YePHOAPOOHM 3200 ISIBaHUS.

! !I/ITOHCHI/II/I

ITpu manmenty, nekyBanu ¢ IMBRUVICA ca cpo01aBany Bb3HUKHAIH BCIIEICTBUE HA JIEUEHUETO
LUTONEHUH CTETEH 3 Wi 4 (HEeyTpOIeHusl, TPOMOOLIMTOTICHUS] U aHEMUS ), U3UCKBAILM He3a0aBHA
nekapcka Hameca. [IbnHaTa KpbBHA KapTHHA Ja ce HAaOII01aBa eXEeMEeCeuHO.

Untepcrunmanua 6enoapobua 6omnect (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 euenne Ha Ubb. Ako cummromuTe
MIEPCUCTHUPAT, IpelieHeTe pruckoBeTe U noi3ute ot jJeuenuero ¢ IMBRUVICA u cnenpaiite
MIPETOPBKATE 32 MOAU(PHUIMPAHE HA 103aTa.

CepeyHy apuTMUU U ChPJICYHA HEAOCTATHYHOCT

IIpn manmenTn, nexysanu ¢ IMBRUVICA, ca Bp3HMKBaJIM JIETATHH U CEPUO3HH CHPJEYHU apUTMHH U
Chp/IeYHa HeJlocTaTh4HOCT. [larieHTiTe B HaNpeAHana Bb3pacT, ¢ pyHKIMoHaleH cratyc o Eastern
Cooperative Oncology Group (ECOG) >2 unu ¢bC CHIIBTCTBAIIH ChPACYHN 3a00IABAHUS MOXE Ja
ObJaT U3J0XKEHH Ha MO-TOJISIM PUCK OT CHOMTHS, BKIIFOUBAIIN BHE3AIHH JICTAJTHU ChPAECYHU CHOUTHSL.
Cro0ImaBanu ca npejachpIHO MBXJIEHE, IPEJICHPIAHO TPEIITEeHE, KAMEPHA TAXHAPUTMUS U ChPJICYHA




HEJIOCTATHYHOCT, OCOOCHO MPH MANMEHTH C OCTPH WH(EKIINU WM ChPJICYHN PUCKOBU (HaKTOPH,
BKITIOUHTEITHO XUTIEPTOHUSI, 3aXapeH NMabeT U NpeIuIIHA aHaMHe3a 3a ChpJICYHA APUTMUSL.

[Ipenu 3anouBane Ha IMBRUVICA T1psi0Ba 1a ce HanpaBH MOAX0/A11a KIMHHYHA OI[CHKA Ha
chpaedHaTa anaMHe3a U pyHknus. [lannenture TpsiOBa 1a ce HaONMIOMaBaT BHUMATETHO IO BpeMe Ha
JIEYEHUETO 3a MPU3HANY Ha KIIMHUYHO BIIOIIABAaHE HA ChpJedHaTa (pyHKIMSA, KOUTO JIa CE OBIAIBAT
kiuHNYHO. [Tomucnere 3a qonbiiHuTeNHA onieHka (Hamp. EKT, exokapauorpama), KakTo € IoKa3aHo
MIPH MAMUCHTH ChC ChPACTHOCHIOBH IMPOOIIEMH.

[Tpu manmeHTH chC ChOTBETHU PUCKOBH (DaKTOPH 32 CHPJCUYHHU CHOUTHSI BHUMATEIHO OLICHETE
CBHOTHOILIEHHETO MOI3a/pUCK mpeau 3anouBane Ha neuenne ¢ IMBRUVICA; mosxe na ce oOmucin
ANTEpHATHBHO JICUCHHE.

[Tpu manueHTH, KOUTO Pa3BUBAT NPU3HALM W/WIIM CUMIITOMH Ha KaMEPHA TaXUapUTMUS, ICUCHUETO C
IMBRUVICA T1psi6Ba BpeMeHHO ia ce IPeyCTaHOBH, U /Ia C€ U3BBPIIH 3aIBI0O0YEHA KIMHUYIHA
OIICHKA Ha TI0JI3aTa/PUCKa MPEIU €BEHTYATHOTO MOHOBSIBAHE HA TEPAITHSITA.

IIpu manueHTH ¢ NpeAmecTBalo NPEACHPIHO MBbKIEHE, HAJlaralo aHTUKOAryJIaHTHA Teparus,
TpsiOBa na ce oomuciat antepaatuBHu Ha IMBRUVICA BapuanTu 3a nevenue. [Ipu manueHTH, KOUTO
pa3BUBaT NpeAChpAHO MbxaeHe npu Tepanus ¢ IMBRUVICA, tpsa6Ba na ce npeanpuemMe 1sUI0CTHA
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 JIEYEHNE C aHTUKOAryJaHTH.

[TanuenTuTe TpsiOBa 1a ce MpoCIeaIBaT 3a IPU3HALK U CUMIITOMU HA ChPACYHA HEJOCTATHYHOCT I10
BpeMe Ha seueHue ¢ IMBRUVICA. B Hskou OT Te3u ciay4yau CbpJeYHATa HEAOCTATHYHOCT €
OT3ByYaJsia Wi ce ¢ nmomoopuia ciex npekparspane Ha IMBRUVICA wnu ciien 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 MBXKIIEHE W/MITU XUTIEpTOHUSA. B cirydanTe, mpu KOUTO € ChoOIIeHa
JIATEHTHOCT Ha TOosIBaTa, BpeMeTo oT 3armouBane 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 PEJOBHO HAOJIIOICHUE Ha NaleHTuTe (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). TTaitneHTHTE C PHCK OT CHHIPOM Ha TYMOPEH pasiiajl ca Te3d ¢ 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 Ce ChOOIIABAT IMO-9E€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
HEMEJAHOMEH KOXKEH paK.

XUNEPTOHUS
[Ipu nauuentu, 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 jJedeHneto ¢ IMBRUVICA, kakTo e
MOAXOMALLIO.



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 ¢ KTMHUYHY IPU3HALY U CUMIITOMH Ha TEKKO CUCTEMHO Bh3nanenue. XJIX ce
XapaKTepHu3upa ¢ TOBUIIICHA TEMIIePaTypPa, XeMaTOCITICHOMET A, XUIIEPTPUTITUIICPUACMHS, BUCOK
cepyMmeH (peputH 1 uronernd. [lanmentuTe TpsadBa ga ca mHGoOpMUpaHu 3a cuMitomute Ha XJIX.
[TatmeHTHTE C paHHU MIPOSBHY HA MAaTOJIOTMYHA UMYyHHA aKTHBaLus TpsOBa He3a0aBHO N1a ObIAT
OIIEHEHHM, KaTO ce uMa mpeaBu quarnosa XJIX.

JlekapcTBEHU B3aMMOJICHCTBUS

EnnoBpemenHoTo npuiokeHue Ha MoutHu win ymepenu CYP3 A4 naxuburopu ¢ IMBRUVICA moxe
Jla 10BEJIE 10 MOBHUILEHA €KCIIO3UIMS Ha MOPYTUHHUO U CIe0BATENHO A0 M0-BUCOK PHUCK OT
TOKCHYHOCT. THKMO 00paTHOTO, €THOBPEMEHHOTO MpHiIokeHrne Ha MHAYKTopu Ha CYP3 A4 moxe na
JoBene 10 HaMmassiBaHe Ha excriosunusaTa Ha IMBRUVICA u cnepoBaTenHo UMa pHUCK OT JIUIICA Ha
eukacHoct. CnemoBarenHo exHoBpeMmenHaTa ynorpeda Ha IMBRUVICA ¢ Moman nHXHONTOpH Ha
CYP3A4 n moutan unn ymepenu uaayktopu Ha CYP3A4 tpsi6oBa na ce n30srBa, KOrato € Bb3MOXKHO,
1 €IHOBPEMCHHO IMPUJIOKCHUC Tpi[6Ba Ja c€ uMa nNpeaBuJ CaMo KOraTto MOTCHUHUAIHUTE I1OJI3U SICHO
NPEBUIABAT MOTEHIUATHNTE prcKoBe. [lanmenTure TpsiOBa na ObaaT HAOMIOAaBaHU BHUMATEIHO 32
npm3Hanu Ha TokcndHOocT Ha IMBRUVICA, ako TpsioBa na ce nznonsBa CYP3 A4 uaxuburop (BX.
Touku 4.2 u 4.5). [lanmentute TpsOBa na ObJaT BHUMATEIHO HAOII0JaBaHU 32 MPU3HAIM HA JIUTICa Ha
edpukacaoct Ha IMBRUVICA, ako TpsiOBa na ce u3nonspa unaykrop 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
Bcesika kancyna cpabpika mo-mManko ot 1 mmol HaTpuii (23 mg), T.e. IpakTHYECKH HE ChIbpPKa
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 IOBUINIAT [JIa3MEHUTE KOHLICHTPALUU HAa HOPYTUHUO

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 NpUIIOKEHNE Ha KETOKOHA30J1, MHOTO MoIiieH uaxuoutop 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 aBaT OCHOBAaHHUE Ja ce
npenmnonara, ge MouHUAT CYP3 A4 naxubutop KinaputpoMuiind, Moxke Aa yennan AUC Ha
nopyTuHHO ¢ KoeduueHt 14. Ilpu nanuenT ¢ B-kiieTh4HM 3110KaueCTBEHU 3a00JIBaHMs, IPHEMAIIN
IMBRUVICA ¢ xpana, eTHOBpeMEHHOTO NPHIOKEHNE Ha MOoIHUS nHXuOUTOp Ha CYP3A4
BOpHKOHa30J1 yBenu4aBa Cmax 6,7 bt 1 AUC 5,7 mpTH. YTioTpebaTa Ha MOIIIHA HHXUOUTOPH Ha
CYP3A4 (manp. KeTOKOHA30J1, HHIWHABUDP, HeN(UHABUD, PUTOHABHP, CAKBIHABHP, KIIAPUTPOMHULIMH,
TEJIUTPOMULIUH, UTPAKOHA30J1, Heda300H, KOOUIIUCTAT, BOPUKOHA30J1 M [T03aKOHA30I1) TpsiOBa 1a ce
n30sarBa. AKO 1oJI3aTa HaIBUIIIaBa PUCKA U TpsOBa 1a ce u3moi3Ba MomieH nHxuonTop Ha CYP3A,
no3ara Ha IMBRUVICA Tpsi6Ba na ce nHamanu 1o 140 mg (eHa Karicyna), IoKaTo ce mpuiiara
naxubutopsT, i IMBRUVICA na ce npeycranoBu BpeMeHHO (3a 7 AHU WU IT0-MAJIKO).
[anuenTsT TpsOBa A2 ce HaOII01aBa BHUMATEIHO 38 TOKCUYHOCT H Ja Ce clie/IBaT yKa3aHUATa 3a
MpOMsTHA Ha J103aTa, aKko € HeoOoxoanmo (BX. Touku 4.2 u 4.4).



Ymepenu unxubumopu na CYP3A44

IIpu maruenTy ¢ B-kineTpunn 3mokadecTBeHU 3a0omsaBanus, mpuemary IMBRUVICA ¢ xpaHa,
€IHOBPEMEHHOTO MpuiiokeHue Ha nuxuouropa Ha CYP3A4 eputpomunun yBenndyaBa Cmax 3,4 IbTH U
AUC 3,0 mpTu. AKO € IOKa3aHO NpUIIoKeHHeTo Ha ymepeH uaxuoutop Ha CYP3A4 (nanp.
(IyKOHa3011, ePUTPOMHUIINH, AMIIPEHABHP, allPETIUTAHT, aTa3aHABUD, TUIPOQIIOKCAIIH, KPU3OTHHHUO,
IaTHa3eM, Gho3aMIIpeHaBUpP, IMATHHHAO, BEpalaMIlI, aMHOIapOH M IPOHEIapOH), 103aTa Ha
IMBRUVICA Ttpsi6Ba na ce Hamanu 1o 280 mg (1Be KarcyJin) 1mo BpeMe Ha U3MO0JI3BaHEeTO Ha
naxuouTOopa. IlarmenTsT 1a ce HabMoaBa BHUMATETHO 32 TOKCHYHOCT H J]a C€ CJIEJIBAT HACOKUTE 3a
amanTUpaHe Ha J03aTa, ako € Heo0XoauMo (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 asurpomunud u ¢yBokcamun Morat aa yBenndat AUC Ha uOpyTuHuO C
< 2 mptH. He ce Hanara Kopekuus Ha 103aTa B KOMOMHAIMS € JIeKd HHXHOUTOpH. [laneHTsT na ce
Ha0Jr01aBa BHUMATEIHO 32 TOKCUYHOCT U []a ce CJIelBaT HACOKUTE 3a aJlaliTUpaHe Ha 103aTa, ako €
HE00X0IUMO.

EnHOBpeMEHHOTO MpUIIOKEHHE Ha COK OT rpeindpyT, chabpkaint naxuobutopu Ha CYP3A4 npu ocem
3[paBU MHIUBHUIM, BOJU 10 oBuIIeHa ekcro3uius (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 (Bx. 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 pudamMnunyH, MortieH naaykrop Ha CYP3A4, npu 18 3apaBu
JOOpPOBOJIIY HA TTIaTHO, HaMalIsiBa ekcro3unusTa Ha HOpyTHHUO (Cmax 1 AUC) cbe choTBETHO 92 1
90%. Jla ce n304rea enHoBpeMeHHarTa ynoTpeba Ha MoutHu uin ymepenu CYP3 A4 unaykropu (Hamp.
kapOamasenuH, pudamnuuut, peauronn). [Ipenapaty, chabpsKamy KbJAT KAHTAPHUOH ca
NPOTHBOIIOKa3aH! 1o Bpeme Ha edenuetro ¢ IMBRUVICA, Twii kaTo edrkacHOCTTa MOXe 1a Obae
HamaseHa. [la ce OOMHUCIAT aNTepHATUBHH CPEACTBA, KOUTO Mo-cnabo uaayknupat CYP3A4. Ako
oJI3aTa HaJIBUIIaBa PUCKA U € HeOOXOAUMO H3IIOI3BaHeTO Ha MoiieH win ymepeH CYP3A4
HHYKTOp, HaOJIF01aBaiiTe BHUMATEIHO TAIMEHTA 32 JIMICa Ha ePUKAaCHOCT (BX. TOuku 4.3 u 4.4).
JlekuTe MHIYKTOPHM MOTaT Jia ObAatT u3noyi3Banu eaHoBpeMenno ¢ IMBRUVICA, o6aue, naiueHTHTe
TpsiOBa J1a ObaT HAOJIOIaBaHH 32 TIOTCHIIMAITHA JIUIICa Ha e(PUKAaCHOCT.

NoOpyTHHHO MMa pa3TBOPUMOCT, 3aBHCcUMa 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 oMenpa3oi BeIHBK JTHEBHO B IIPOJBIDKCHUE HA

5 nuum (BX. Touka 5.2). Hsama nokasaresctsa, ye mo-HucKaTa Cmax OM UMajia KIMHUYHO 3HAYEHUE U
JIEKapCTBEHUTE MPOIYKTH, KOUTO MOBUIIABaT cToMatHoTo pH (Hamp. MHXUOUTOPH HA MPOTOHHATA
MIOMIIa) Ce U3I0J3BAT 0€3 OrpaHUYCHHUS B OCHOBHUTE KIIMHUYHY IPOYUIBAHUSI.

CpecTBa, YMUTO MIa3MEHU KOHIICHTPAIIMKA MOYKE J1a CE MOBJIHSAT OT HOPYTHHHUO

N6pyTnaNO e naxnbutop Ha P-rmukonporenHa (P-gp) n Ha mpoTernHa Ha PE3UCTEHTHOCT Ha paka Ha
rbpaata (breast cancer resistance protein, BCRP), in vitro. Twii kato JuncBaT KIWHWUYHA JaHHH 32
TOBA B3aUMOJICHCTBHE HE MOKE JIa c€ U3KIIIOUYH, Y€ HOPYTHHUO OM MOT'BII Jla MHXUOMpa upeBHUs P-gp
u BCRP cnen tepaneBTryHa 103a. 3a 1a c€ HAMaJIH MMOTSHITMATBT 32 B3aUMOJICHCTBHE B CTOMAIITHO-
ypeBHHUA TPaKT, cyocTpaTu Ha P-gp mimu BCRP, ¢ Tecen TepaneBTHueH Auana3oH 3a MepopaiiHo
MIPUJIOKEHUE, KaTO TUTOKCHH HITU METOTPEKCaT, TPSAOBa J]a ce B3eMaT Hail-MaJko 6 yaca Ipeay Win
cinen npuem Ha IMBRUVICA. M6pyTuHn0 Mosxke cbiio aa nuxuoupa BCRP B uepaus apod u na
MOBHILK CKCIIO3UIIMATA Ha JICKAPCTBEHHU POJIYKTH, KOUTO ca mojjioxxeHd Ha BCRP-menuupan
4epHOAPoOeH edIIyKC, 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 MOHOTEPAIHUS C BEHETOKJIAKC.

B nmpoyuBane 3a eKapCTBEHU B3aMMOEHCTBHS IPH NMALMEHTH ¢ B-KJIeThYHM 3710Ka4eCTBEHU
3a0oaBaHys, ennHUYHA 1032 560 mg nOpyTHHNO HE OKa3Ba KIIMHUYHO 3HAYNM e(eKT BbPXY
excno3uusTa Ha cyoctpara Ha CYP3 A4 Mumaszonam. B cbiioto npoyusane, 2-ceIMUYHO JIEYEHHUE C
560 mg uOpyTHHUO THEBHO, HAMA KIIMHIUYHO 3HAYUM e(eKT BHPXY (apMaKOKHHETHKATA HA
MIEPOPATTHUTE KOHTPAIENTHBY (€THHUIIECTPAINOI U JIEBOHOprecTpen), cyoctpara Ha CYP3A4
MUJIa30J1aM, HUTO BBpXY cyoctpara Ha CYP2B6 OymponuoH.

4.6 DepTHINTET, OPEMEHHOCT U KbpMeHe

Kenu ¢ nereponen norennman/Kontpanenuus npu »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
npuemat IMBRUVICA u 1o 3 Mecena cien nmpekpatsiBaHe Ha JeueHneto. CaeaoBaTeTHo KEHU 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 Tpsi0Ba 1a ce npuiara o BpeMe Ha OpeMeHHOCT. JIunicBaT maHHu OT ynorpebaTa Ha

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

Kepmene
He e u3BecTHO nanu nOpYyTUHUO MM HETOBUTE META0OJUTH CE EKCKpeTHpaT B KbpMarta. He Moxke 1a

ce U3KJII0YM PUCK 3a KbpMadeTaTa. KbpMeHeTo TpsiOBa J1a ce IpeyCcTaHOBHU 110 BPEME Ha JICUEHUE C
IMBRUVICA.

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

JKEHCKH TUTHXOBE JI0 MaKCHUMalTHaTa TecTBaHa jo3a - 100 mg/kg/nen (doBelka ekBUBaIeHTHA 1032 -
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 cnioco0HOCTTA 32 moupaHe U padoTa ¢ MAIIMHA

IMBRUVICA noenusiBa B Malika CTETIEH CIOCOOHOCTTA 32 IodupaHe 1 padboTa ¢ MallliHU.

ITpu vakou manuenty, npuemain IMBRUVICA, ca cro61maBany ymopa, 3amaiiBaHe U acCTeHHS U TOBa
TpsI0Ba /1a ce UMa IIPeIBU IIPH OLIEHSIBAHETO Ha CIIOCOOHOCTTA Ha MAallMeHTa 3a MopHUpaHe UK
paboTa ¢ MalIvHY.

4.8 Hexenanu JeKapcTBeHH peaKuu

O606uienre Ha npoduna Ha Ge30MacHOCT

Haii-gecto cpemanure Hexxenanu peakiun (> 20%) ca nuapusi, HEyTPOTIEHUS], MyCKYJTHO-CKEJIeTHa
00J1ka, KPHBOU3IMB (HAIp. KPHBOHACSAIAHHS), OOPUB, Ta/IeHE, TPOMOOIIUTOIICHUS, APTPAJITHS U
MH(EKIHA Ha TOPHUTE AUXaTeNHU mbThIa. Haii-uecTo cpelannTe Hexenany peakiuu

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, JeKyBaHu 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
nonyvasain IMBRUVICA 560 mg BenHbk IHEBHO, a HauueHTuTe, JekyBanu 3a CLL umu WM B
KJIMHUYHY Tpoy4BaHus, ca nonydasaiu 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 npoyuBanusTa ¢ IMBRUVICA B
KOMOWHAIUs C BEHETOKIIAKC, MPH KOUTO MALMEHTUTE Ca NOJIy4aBaid JIeUeHHe ¢ PUKCHpaHa
npoabokuTenHoct (nmpoyuBanus CLL3011 u PCYC-1142-CA). Meauanara Ha NpoIbKUTEIHOCTTA
Ha edennero ¢ IMBRUVICA B cOopuus Habop oT manuu ¢ 14,7 Mecena. Meauanara Ha
MPOIBIDKUTETHOCTTA 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 IO 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 HAIMYHKTE JIAaHHU HE MOXKe J1a ObJic HanpaBeHa olieHKa). [Ipu Besko rpynupaHe 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 MPOYYBAHUSI WM N0 BpeMe Ha

MOCTMAPKETUHIOBOTO Ha0I0IeHne npu NalUueHTH C B-kJjeTb4eH THII 3JI0KAYeCTBEHH

3abosBanus '
CucreMo-opraseH Kjiac Yecrora Hexenanu peakuuu Benukn
(Bcuuku CTeNeH!u Crenen 23
(%)
cTeneHn) (%)
Wudeximu u uadectanuu | Muoro yectd | [Tuepmonus™” 12 7
WH}peKIHs Ha TOPHUTE JUXATETHA 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
nuMdHaTa cucTeMa TpOM6OLII/ITOH€HI/I$I* 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 pa3mna 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 3peHue 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 | Kpsonsmus** 35 1
KpbBoHacsaganus™* 27 <1
Xunepronus* 18 8
YecTu Enucrakcuc 9 <1
[erexun 7 0
Heuectu Cy6mypanen xemaTom” 1 <1
CroManrHo-4peBHU MpeHoro yectu | [napus 47 3
HapyIICHAS [oBpbmane 15 1
Cromarut* 17 1
Tanene 31 1
3amek 16 <1
Hucnencust 11 <1
XenatoOwinapHu Heuectu YepHOmpobOHa HEIOCTaTBUHOCT* <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 AHruoenem <1 <1
[Tarukymur* <1 <1
HeyTtpoduasu nepMaTo3u’ <1 <1
InoreHeH TpaHyIoM <1 0
KosxeH BacKyJIuT <1 0
Penku Cunapowm Ha Stevens-Johnson <1 <1
Hapymenus Ha MyckynHO- | MHOrO uectn | ApTpanrus 24 2
CKeJIeTHATa CUcTeMa 1 MyckynHu cnazmMu 15 <1
ChCIMHUTEIIHATA ThKaH MycKynHo-ckeseTHa 6oka* 36 3
Hapymienus Ha 6b0peunte | Yectn Octpo yBpexaaHe Ha 6},6peu1/n"e# <2 <1
Y MMKOYHUTE IBTHIIA
OO0 HapyIIeHUs U Msmuoro uectn | I[lupekcus 19 1
CBCTOSIHUS HA MACTOTO Ha ITepudepen otok 16 1
NPHIOKEHUE
W3cnensanus Yectn [oBwIIeH KpeaTHHUH B KPHBTA 10 <1

YecToTHTe Cca 3aKPBIIICHHU JO Half-OJIM3KOTO ISLIO YUCIIO.
BxirouBa MHOXECTBO TEpMUHH HA HEXKEITAHU PEAKIINT

B HsKoI ciydan, cBbp3aH ChC 3aryba Ha 3peHHe.
BrxuttouBa cbOMTHS C JI€TaNICH U3XO].

@%H*

Wsnon3BaH e TepMUHBT 32 mo-HUCKO HUBO (LLT).

Onucanye Ha U30paHu HEXKENAHU PEaKIUU

IIpeycmanossgane Ha 1eueHuemo u Hamausieamne Ha 003ama nopaou HexHCenanu peaKyuu

Ot 1 981 nanuenty, nexyBanu ¢ IMBRUVICA 3a B-knetrsunu Heomnasmu, 6% npexpaTsBat
JICYEHUETO TTIABHO MOPAJAN HEXXEJIaHHU peakIiy. Te BKIIOUBAT THEBMOHUS, IPEACHPIHO MBKICHE,
HEYTpOIeHusl, 00pHUB, TPOMOOIIMTONIEHHSI U KPBBOU3IHB. Hexkenanu peakiuu, JOBENU 10 HaMallsiBaHe
Ha J103aTa ca HaOJItoJaBaHy pH MPHOIN3UTETHO 8% OT MalUeHTHUTE.

Cmapuecka 6v3pacm

Ot 1 981 nanuenTy, nexyBanu ¢ IMBRUVICA, 50% ca Ha 65-TonuiHa Bb3pacT Wi M0-Bb3PACTHH.
Crernen 3 wim no-Bucoka crenet maeBMonus (11% ot nanueHTuTe Ha Bh3pact >65 cripsamo 4%
NalMeHTH Ha Bb3pacT <65 roaunun) u tpomoormtonenus (11% ot nanmeHTuTe Ha B3pacT >65
cpsiMo 6% nanreHTH Ha Bb3pacT <65 roanHu) ce HabIro1aBa Mo-4ecTo Cpel MalUeHTH B cTapuecKa
BB3pacT, jJekyBanu ¢ IMBRUVICA).

Jbarocpoyna 6e3onacHoct

AHanu3upaHy ca JaHHM 32 0e30macHOCTTa IpH npoabmkuTeiHo Jeuenne ¢ IMBRUVICA 3a

5 rogunu nipu 1 284 nanmenTn (HenekyBanu jocera 3a CLL/SLL n = 162, ¢
peunauBupany/pedpakreped CLL/SLL n = 646, u ¢ penunusupany/pepakrepes MCL n = 370, u WM
n = 106). Meananata Ha npoAbKUTENHOCTTa Ha JleueHne npu CLL/SLL e 51 mecena (auana3oH ot
0,2 no 98 mecena) kato 70% u 52% OT mallMEHTUTE ca MOTydaBally JeUCHUE ChOTBETHO OBEYE OT
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2 roauHY U 4 roauHu. MenuaHaTa Ha IpOabDKUTeIHOCTTa Ha jteueHue mpu MCL e 11 meceria
(mmamnazoH ot 0 1o 87 mecena), kato 31% u 17% OT manueHTUTE ca MoIyvYaBallv 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 00T PO T Ha OE30MacHOCT TP
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
KOMOWHAIHS ChC CXeMa Ha JICYCHUE WK C PUTYKCHUMa0, udochamuy, kKapOomiaTuH, ETONO3U U
nexcameta3oH (RICE), unu ¢ putykcumal, BAHKpUCTHH, Hochamu, KapOOIUTaTHH, UAAPYOUITMH U
nexcameta3oH (RVICI) kato ocHOBHA Tepamus WIH caMO OCHOBHA TEpaIwsl Py eAUATPUIHN U
MJIa¥ BB3PACTHH MAaMCHTH (Ha BB3pacT oT 3 A0 19 roguHn) ¢ penmuauBrupal 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 CIICIIUAIICTH CE U3MCKBA 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 qanuu 3a epexrure ot npenosupane ¢ IMBRUVICA. He e nocturaara
MaKCHUMaJHaTa MIOHOCHMA J103a B TIpoyuBaHe (asa 1, B KOETO MalUeHTUTE ca MOITYYHITH JI0

12,5 mg/kg/nen (1 400 mg/mHeBHO). B oTnenHoO mpoyuBaHe, Mpy €1H 3/IpaB MalUeHT, MOIYYrIT 032
ot 1680 mg, e HaOmogaBaHO 0OpaTHMO NOBHUILIEHHE Ha YepHOApoOHHUTE eH3uMu CreneH 4 [acapTaTt
amuHOTpancgepasa (AST) u anannn amuHoTpaHcdepasa (ALT)]. Hama cnenmuduien antuaor 3a
IMBRUVICA. I1arueHTuTe, KOUTO MOT'BJIHAT ITOBEYE OT MPEMOPhUNTETHATA /1032 TpsiOBa a ObaaT
CTPUKTHO MOHUTOPHUPAHH U J1a UM Ob/Ie Ha3HAYECHO MOJXOISIIO MOATbPKAILO JCUESHHUE.

5. ®APMAKOJIOTMYHHA CBOMCTBA
51 @apmakoguHAMUYHM CBOMiCTBA

®dapMakoTepaneBTHYHA TPyIa: AHTHHEOIUIACTHYHU CPEJICTBA, MPOTeNHKUHA3HU nHXuouTopu, ATC
xox: LOIELO1.

MexaHu3bM Ha AecTBUE

NopyTHHHUO € MOoIIleH, HICKOMOJIEKYJIEH HHXUOUTOp Ha TUPO3UHKKMHA3aTa Ha Bruton (Bruton’s
tyrosine kinase, BTK). M6pyTiHHO 00pa3yBa KOBaJIEHTHA BPb3Ka ¢ IIUCTEUHOB ocTaThk (Cys-481) B
akTuBHUSA yyacThk Ha BTK, koeTo Boau 10 NPOABIDKUTEIIHO UHXHOWPAaHe Ha €H3MMHATa aKTHBHOCT
Ha BTK. BTK, unen Ha cemelicTBOTO Ha Tec KMHA3UTe, € BayKHA CUTHAJIHA MOJIEKYJIa Ha ITbTUIIATA HA
aHTHUTeH-pasno3HaBaius B-kierpuen penenrop (B-cell antigen receptor, BCR) u nuroknHOBHTE
pentenitopu. ITpTaT Ha BCR yyacTBa B maToreHnesara Ha HIKOJIKO B-KIeThUHM HEOIUIa3MH,
BrrountenHo MCL, nudysen B-enpoxnersuen mumdonm (diffuse large B-cell lymphoma, DLBCL),
donukynapen aumdom u CLL. Kirouosata poss va BTK B curnanuzanusra upe3 B-knerbunure
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MOBBPXHOCTHH PELIETITOPH BOJH 10 aKTUBHpaHe Ha IbTUIIATa, HEOOXOIMMH 32 IBHKEHHETO Ha B-
KIJIETKUTE, XeMOTaKCUC U aaxe3us. [IpeAKMMHNYHN TpOyYBaHuUs MOKa3BaT, 4e HOpyTHHNO e(peKTHBHO
MHXUOMpA 370KaYecTBeHaTa B-kieThuHa nposudeparus u in Vivo IpexuBIeMOCT, KaKTO U
KJIeThYHATA MUTPAIUS U KJIETKa-CyOCTpaT aaxe3usaTa in vitro.

B npenkanHIYHE TYMOPHH MO/IENN KOMOMHAIMATA HAa HOPYTHHHUO W BEHETOKJIAKC BOJH 10 ITOBUIIIEHA
KJIEThYHA arloNTo3a U aHTUTYMOPHA aKTUBHOCT B CPaBHEHHE C BCSKO OT CPEJCTBATA, IPUIIOKEHH
camocrostenHo. Maxubupanero Ha BTK ot nbpytnan6 yBenmmuasa 3aBucumoctTta Ha CLL kireTknTe
ot BCL-2, rsT Ha KJIeThYHA IPEKUBSIEMOCT, TOKaTO BeHeTOoKIake naxuoupa BCL-2, koeTo Boam 110
aronTo3a.

JlumdonuTosa

[Ipu 3amouBaHe Ha JieueHUE € HA0JII0JaBaHO 00pPaTUMO yBeIMYeHHE Ha Opos Ha nMdonuTute (T.¢.,
> 50% yBennueHue cupsMo U3XOAHUTE CTOHHOCTH U abcomoTeH Opoii > 5 000/ul), koeto yecto e
CBBP3aHO C HaMaJsiBaHe Ha TMM(paeHONATHITa IPH OKOJIO TPH YeTBHPTH OT maruentute ¢ CLL,
nexyBaau ¢ IMBRUVICA. To3u edexr chiio ce HabIogaBa mpu OKOJIO €IHA TPETA OT MAIUEHTHTE C
pennuBupaia wiu peppakrepua MCL, nekyBanu ¢ IMBRUVICA. Habnronapanara tuM¢ponurosa e
¢dapmakogHaMudeH e(heKT U He Cie/[Ba 1a Ce CYUTA 3a MPOTrpecupario 3a00sBaHe MIPH JTUICA Ha
JIPYTH KIMHIYHU Haxonku. M mpu nBata tuma 3a0omsBade, 1TuM(oIruTo3a 00MKHOBEHO BH3HUKBA IO
BpeMe Ha mbppBHsl Mecer oT JieueHueTo ¢ IMBRUVICA n 00MKHOBEHO OTIIYMsIBa B paMKHUTE Ha
cpenno 8,0 cenmunu npu narueaT ¢ MCL u 14 ceqmuru npu nanuentu ¢ CLL. [Ipu askoun
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 TpoMOonIMTHA arperaims

B enHo npoyuane in Vitro uOpyTHHUO MoKa3Ba MHXUOMPAHE HA MHIyLUpaHaTa OT KOJIAareH arperamus
Ha TpoMmOonmTuTe. UOpYyTHHNO HE TTOKa3Ba 3HAYMMO HHXHUOWpaHe Ha arperanusaTa Ha TpPOMOOIIUTHTE
IIPpU U3IOJI3BAHEC HA APYTr'M arOHUCTU Ha TpOMGOHI/ITHaTa arperangmus.

Edekt Bepxy QT/QTc uaTepBalia v cChpaeyHara eJeKTPOhU3HOIOTHI

EdexrsT Ha nOpyTHHUO BHpXy QTC MHTEpBaNa € oreHeH mpu 20 31paBu MbXKe U )KEHU B
paHIOMHU3UPAHO, JBOMHOCIATIO, OCHOBHO MpoyuBaHe Ha QT ¢ ruane6o 1 MoJ0KUTETHH KOHTPOJIH.
[Ipu cynpatepaneBTuyuHa m03a ot 1 680 mg, nbpyTnHN6 He yabpmkaBa QTc MHTEpBaNa 10 KIMHUYHO
3HauuMa creneH. Hali-Bucokara ropHa rpanuna Ha asyctpanHust 90% Cl 3a KopurupaHuTe cpeiHu
Pa3JIMKU Ha U3XOJTHO HUBO MeX 1y HOpyTHHHO U miare6o e mox 10 ms. B cbiioro npoyusane €
HaOJro1aBaHo cKkbesiBaHe Ha QTc nHTEpBaa B 3aBUCUMOCT OT KoHIeHTpanusiTa (-5,3 ms [90% Cl:
-9,4, -1,1] iput Ciax 0T 719 ng/ml cnen cynparepaneBriyna no03a ot 1 680 mg).

Kinnnnuna edukacHoCT ¥ 6€300aCHOCT

MCL

be3onacnocrra u epukacHocrra Ha IMBRUVICA npu nanmeHTy ¢ penuauBupani win pedppakrepeH
MCL ca olieHeHH B OTBOPEHO, MHOTOLICHTPOBO mpoyuBane ¢aza 2 (PCYC-1104-CA), Bxirto4BaIio
111 narmentu. Meauanara Ha Be3pacTTa € 68 roqunu (quamazoH: ot 40 o 84 roguan), 77% ca Mbxe
u 92% ca ot Osara paca. [lanmenTu ¢ GpyHKIMOHANEH cTaTyc 3 wiu nosede chriacHo ECOG ca
W3KIIIOYEHH OT Mpoy4BaHeTo. MenaHata Ha BpeMETO OT IMOCTaBSHETO Ha JuarHo3ara e 42 meceria, a
MenuaHaTa Ha Oposi Ha MpeAnLIHNTE JeueHus € 3 (auanas3oH: ot 1 1o 5 neuenus), BKIoUnTeHo 35%
C TIpeJIIecTralla XMMUOTepanusl ¢ BUCOKH /1034, 43% c npe/iecTraiia Tepanus ¢ 6oprezomuo, 24%
C TpeauIecTBama Tepanus ¢ JieHanmunomu u 11% c npeninecTsaia TpaHCIUIAHTAIMS HA aBTOJIOKHH
WM aJIOTEHHU CTBOJIOBH KieTkU. Ha u3xomHo HUBO 39% OT mauueHTuTe NMaT MacuBHO 3a00JIsiBaHe
(=5 cm), 49% umar ckop 3a BUCOKa CTeIeH Ha pUcK 1o OnpocTeHHs MEKAYHapOAeH NPOTHOCTHYECH
uHIeKe 3a ManTenHokieThueH JuMpom (Simplified MCL International Prognostic Index, MIPI) n
72% ca ¢ HanpeaHaI0 3a00JsBaHe (EKCTPAHOAAIHO H/UIIH ChC 3acAraHe Ha KOCTHHS MO3bBK) ITPH
CKPHHUHTA.
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IMBRUVICA e npunaran nepopaiao 560 mg BeIHBXK THEBHO J0 IIPOTpecHs Ha 3a00IIBaHETO WITH
HETPUEMJINBA TOKCUYHOCT. OTrOBOPHT HAa TYMOPA CE OIICHSABA B ChOTBETCTBUE C KPUTCPUHTE HA
peBusnpanara MexayHnapoana pabotna rpymna (International Working Group, IWG) 3a HEX0DKKMHOB
mumpom (non-Hodgkin’s lymphoma, NHL). [TspBuynaTa kpaiiHa Touka mpy TOBa MPOYyUYBaHE €
OIICHEHaTa OT M3CJeA0BaTeNs CTereH Ha o011 oTroBop (overall response rate, ORR). OtroBopute KbM
IMBRUVICA ca nokazanu B Tabnuna 2.

Taoéauna 2: ORR u DOR npu nanuenTu ¢ penuaupupain win pegppaxrepeds MCL
(ITpoyusane 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)
Menana Ha BpeMeTO 0 TbPBOHAYAJIEH OTTOBOP, Mecel (IMana3oH) 1,9 (1,4-13,7)
Mennana Ha Bpemero 10 CR, Mecenn (quamna3on) 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 oneHeHu oT KoMucus 3a HesaBucumMa oreHka (Independent Review
Committee, IRC), mokazsat 69% ORR, 21% menen orrosop (CR) u 48% uactuden orrosop (PR).
N3uncnenata ot IRC Mennana Ha IPOABJDKUTEIHOCT Ha OTroBopa € 19,6 mecena.

Oo6mwst orroBop kbM IMBRUVICA e He3aBuCHM OT MPEAXOHO JIeUeHHE, BKIIOYBAIO OOPTE30MUO
Y JICHAJIMIOMUJ WIK HaJIMYUe Ha PUCKOBU/IPOTHOCTHYHM (haKTOPH, MACUBHO 3a00Js1BaHe, MO WK
BB3PACT.

besonacnoctra u ehukacHocrra Ha IMBRUVICA ca nokasanu B €JHO paHIOMU3UPAHO, OTBOPEHO,
MHOTOLIEHTPOBO npoyuBaHe (aza 3, Bkimrousaio 280 nauuentu ¢ MCL, kouto ca nonyuwin Hai-
Manko eaHa npeaxoana tepanus (IIpoyasane MCL3001). [Tanmentute ca pangomusupanu 1:1 ga
nonygaBaT IMBRUVICA nepopaiuo mo 560 mg BeHBK JHEBHO B IPOABIDKEHUE Ha 21 THU UTn
TEMCHUPOJIUMYC UHTPaBeHO3HO o 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. JIeueHHETo B IBETE paMeHa Ha MPOYYBAHETO
MPOJbJDKABA JI0 IPOrpecksl Ha 3a00JIIBAHETO HIIM HEPUEMIIMBA TOKCUYHOCT. Mezinanara Ha
BB3pacTTa ¢ 68 roguHu (auanaszoH, 34 1o 88 roaunmn), 74% ca Mmexe u 87% ca OT eBponenHaTa paca.
Menunanara Ha BpeMeTO OT IOCTaBsiHE Ha AuarHo3ara € 43 Mecella, a MenuaHaTa Ha Opos ot
MIPEANIIHATE JieueHus € 2 (quana3oH: ot 1 10 9 nedenus), BkmounteaHo 51% ¢ npeaxomaHa
XUMHUOTEPAITUS ¢ BUCOKH 1031, 18% ¢ mpeaxoHo edeHne ¢ 6opTe3oMuo, 5% ¢ MpeIxoaHo JeUeHHE C
neHanuaoMun, u 24% c npealiecTalla TpaHCIUIaHTalUs Ha CTBOJIOBU KieTku. Ha uzxonHo HuBo 53%
OT MAIMEHTHUTE Ca UMAIH MacuBHO 3abosiBane (> 5 cm), 21% ca nManm BUCOKA OIIEHKA Ha PUCKA 10
onpoctenus uuaexc MIPI, 60% ca nmanu exctpaHomarHo 3a0oisiBaHe U 54% ca nmaiu 3acsirane Ha
KOCTHUS MO3bK, YCTAHOBEHO I10 BpEME Ha CKPUHUHTA.

IIpexusemoctTa 6e3 mporpecus (PSF) ce onensiBa ot IRC chritacHO peBU3NPaHUTE KPUTEPUHU HA
Mexnaynaponnara padotna rpyna (International Working Group, IWG) 3a Hexomkkunos auMbom
(non-Hodgkin’s lymphoma, NHL). Pe3ynratute 3a edukacnoct ot IIpoyusane MCL3001 ca
nokazanu B Tabnuna 3 u kpuBara Ha Kaplan Meier 3a npesxxuBsiemoct 6e3 nporpecus — Ha @urypa 1.

Ta6auna 3: Pe3yaTarure 3a epMKacHOCT NPH NALMEHTH ¢ penuauB Hiau pegppaxkreped MCL

(ITpoyuBane MCL3001)
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 = xoedumment Ha puck; CI = noseputenen narepsain; ORR = crenen Ha o061y otroBop; PFS =
HPEKUBIEMOCT Oe3 Iporpecust

2 IRC omeHeH.

ITo-ManbK MPOICHT OT MAIIMEHTHUTE, JICKYBaHU C HOPYTHHHO, Ca UMAJIA KJIMHHYHO 3HAYHMO
BJIOIIIaBaHE HAa CUMIITOMUTE Ha JIMM(OMa B CpaBHEHHUE ¢ TeMcuposmmyc (27% cperty 52%) u BpeMeTo
IO BIIOIIIaBaHE Ha CUMIITOMHUTE HACTHIIBA M0-0aBHO ¢ HOPyTHHHO cipsimo TeMcuponumyc (HR 0,27,

p <0,0001).

®@urypa 1: Kpusa na Kaplan-Meier 3a PFS (ITT nonyaauus) B I[Ipoyusane MCL3001
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—&— |mbruvica =-- -k -- TEMCHPONUMYC
CLL
Tayuenmu, nenexysanu ooceea 3a CLL
Monomepanus

[IpoBezeHO € eHO PaHIOMHU3UPAHO, MHOTOILICHTPOBO, OTKpUTO npoyuBane ¢aza 3 (PCYC-1115-CA)
Ha IMBRUVICA cnpsiMo xnopamOyLui py NalueHTy ¢ HesekyBaHa gocera CLL Ha Bb3pact

65 rouHM WK O-BB3pacTHHU. [lalueHTuTe Ha Bh3pacT Mexty 65 u 70 ronuHu TpsOBa J]a UMAT Haii-
MaJIKO €JHO ChITBTCTBAIIO 3a00JIs1BaHe, KOETO Ja M3KIII0UBa yIoTpedara Ha IbpBa JIMHUS XUMHO-
uMyHoTepanus ¢ Qiynapabus, nukinopochamun u putykcumad. [lanuenture (n = 269) ca
pannomusupanu 1:1 na nomygasar i IMBRUVICA 420 mg aaeBHO 10 mporpecus Ha 3a00JIIBaHETO
WM HETIPUEMJIMBA TOKCHYHOCT, WK XJIopaMOymi ¢ HadanHa jo3a 0,5 mg/kg B qau 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 MMoHOcuMocTTa. Clie1 HOTBBpEHA Iporpecus Ha 3a00IsIBAaHETO UMa BE3MOXKHOCT
MaIMEHTHTE, JEKYBaHH € XJIOpaMOYIIHJI, Ja PEMHUHAT Ha JIeYeHUe ¢ HOpyTHHUO.

16




Menananara Ha Bp3pacTTa € 73 rogunu (rpanund, 65 xo 90 romuam), 63% ca Mmexe u 91% ca ot
Osutata paca. [leBeTneceT u eAMH MPOIEHT OT MAIUEHTUTE NMAaT Ha U3XOJIHOTO HUBO (DYHKIIMOHAICH
craryc 0 unu 1 mo ECOG, a 9% umar ¢pynkuuonanex craryc 2 no 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 Hali-MaJIKO eIWH TyMOp > 5 cm, 39% mmat aHemus Ha U3XOTHO
HUBO, 23% WMaT TPOMOOIIUTOIIEHHUS Ha N3XOTHO HUBO, 65% mMaT moBuIeH 32 MUKPOTIOO0YITHH

> 3500 pg/l, 47% umar CrCL < 60 ml/min, 20% ot naruentute umar dell 1q, 6% ot nanueHTUTe
umart dell7p/myrtamms B Tymoper npotenH 53 (TP53), a 44% ot manuenTnTe MMaT HEMyTHPAT
BapuaOMICH PETHOH B TOXKHUTE UMyHOTI00ymuHoBH Bepuru (IGHV).

[MpexuBsemoctTa 6e3 nmporpecust (PFS), ouenena ot IRC criopen xpurepuure Ha MexxayHapoaHus
cemunap 1o CLL (International Workshop on CLL - IWCLL), moka3sa 84% cTaTHCTUYECKH 3HATUMO
HaMaJICHUE Ha pHcKa OT cMbpT uiu nporpecus B pamoto ¢ IMBRUVICA. Pesynratute 3a
edpukacroct ot [Ipoyusane PCYC-1115-CA ca noka3zanu Ha Tabmuiia 4, a kpusure o Kaplan-Meier
Ha PFS u OS ca nokazanu croTBeTHO HAa Durypu 2 u 3.

HabnronaBa ce cTaTUCTHYECKH 3HAYMMO MPOABIDKUTEIHO MTOI00pEHHUE MO0 OTHOLIEHUE Ha
TpoMOonuTuTe Win xemornobrHa B ITT monmynanusra B moi3a Ha HOPYTHHHAO CTIPSAMO XJIOPAMOYITHIL.
[Ipy manyeHTy ¢ TUTONEHUS Ha U3XOTHOTO HUBO, IMTPOIBIDKUTEIHOTO XEMATOIOTHYHO ITOJ00peHNE ce
u3passsa B: Tpomoorutu 77,1% crpsimo 42,9%; xemorsooun 84,3% crpsmo 45,5% ChOTBETHO 3a
MOpPYTHUHHO U 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 = nmeyien otroBop; ORR = crenen Ha o061 otroop; OS =
obma npexxuBsemoct; PFS = npexussemoct 6e3 nporpecus; PR = yactuuen otrosop
Ouenena ot IRC meaunana Ha npocnessane 18,4 mecena;

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

PFS (%)

N B pMck
IMBRUVICA:
xnopaméyuun:

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

]
100|-|Hg :
90 1

IMBRUVICA
804 ||
Mg |
70 1
60 - | \
Wy g
50 1 i.
[
40 -
|
30 - fi-1 | xnopamGyumn
20
10
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: Kpupa na Kaplan-Meier 3a OS (ITT nonyaauusn) B IIpoyusane 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
0 T T T T T T T T T T T T T T T T T T T T T T T I ( MECELI,)
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

EdexTsT oT neuenneto ¢ nopytunutd B npoyuBane PCYC-1115-CA cu choTBeTCTBa IPU
BUCOKopuckoBute nanuentu ¢ dell7p/TP53 myrtanus, dell 1q w/unu semytupan IGHV.

Oxonuamenen ananus npu meouara na npocieossamne > 9 2oounu (115 meceya)

IIpn menuana Ha pocneasBane 115 mecena B mpoyuBane PCYC-1115-CA u HETOBOTO MPOIBIIKEHHE,
npu nauuertute B pamoro ¢ IMBRUVICA ce nabmtonaBa 85% HamasnieHne Ha pUCKa OT CMBPT WIH
nporpecusi criopell OlieHKa Ha u3cienosarelsi. Meananara Ha PFS, orieHeHa ot u3ciiegoBaress, B
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pamoro ¢ IMBRUVICA e 107 mecena, a B pamoTo ¢ xiopamOymmi — 15 mecernia (HR = 0,155 [95% CI
(0,110; 0,220)]. Axryanusupanara kpusa Ha Kaplan-Meier 3a PFS e nmoka3ana na ®urypa 4. 3ana3pa
ce nonoopenuero Ha ORR B pamoto ¢ ubpytunu6 (91,2%) B cpaBHEHHE € paMOTO C XJIOpaMOyLInII
(36,8%). Uecrorara Ha meieH otroBop (CR u CRi) B pamotro ¢ IMBRUVICA ce yBennuasa ot 11%
Ha 36% Mex1y MbPBUYHUS aHAIH3 U PUKITIOYBaHeTo Ha mpoyuBaneTo. Onenkara Ha OS no Kaplan-
Meier B ompesieniera Bpemesa touka (landmark) cien 108 mecera e 68,0% B pamoro ¢ IMBRUVICA.

®urypa 4. Kpusa na Kaplan-Meier 3a PFS (ITT nonyaanus) B npoyuBane PCYC-1115-CA
npu 115-meceuHo mpocieasiBaHe

100 Jﬂ — Wbpytnnnd
XnopamByuun

90
80
70 U"

60~

PFS (%)

50 |

40
30
20+ ] |

10+ R

0

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108 114 120 126 (Meceu)
N B puck

MBpyTrHWG: 136 129 124 121 112 108 104 99 93 90 83 78 69 68 63 60 56 50 46 35 7
Xnopambyyun: 133 88 €9 57 41 33 29 25 19 16 12 6 5 5 4 3 2 2 2 1 0

Kombunupana mepanus

beszonachocrra u epukacHocrra Ha IMBRUVICA nipu HenexyBanu nocera nanuentu ¢ CLL/SLL ca
OLICHEHH JOIBJIHUTEIHO B PAHIOMU3UPAHO, MHOTOLICHTPOBO, OTKpUTO Tpoy4uBane (daza 3 (PCYC-
1130-CA) na IMBRUVICA B koMOuHa1us ¢ 00MHyTy3ymMal crpsiMo XjiopamOynnin B KOMOMHALUS C
o0uHyTyMa0. B mpoyuBaHeTo ca BKIIIOYEHH MAIUEHTH HA Bb3pacT 65 WM MoBede TOANHU HITH

<65 roJMHU ChC CHITBTCTBAIIM 3a00JsIBaHMUS, HaMaJleHa ObOpeuHa QyHKIINs, H3MEpeHa upe3
KpeaTHHUHOB KIHUpbHC <70 ml/min, win Hanmuue Ha dell7p/TP53 myranus. [larmmenturte (n=229) ca
pangoMusupanu 1:1 na nomyuyasat unu IMBRUVICA 420 mg nHeBHO 10 mporpecust Ha 3a00JIBaHETO
WM HETIPUEMIIMBA TOKCHYHOCT, WK XjtopamOytmi ¢ go3a 0,5 mg/kg B [Ien 1 u 15 ot Bceku 28-
JTHEBEH LIMKbJ B IPOABJDKEHUE Ha 6 1IMKbia. B n1BeTe pamena nanuenture noyyasar 1 000 mg
o0unyTy3ymab B JleH 1, 8 u 15 oT mbpBUS HUKBI, TOCIEABAHO OT JICYCHHE B ITBPBUS JICH Ha

5 mocneaBainy 1ukbia (00110 6 muKbiIa oT 28 1HU Bceku). [IbpBaTa 1032 00MHYTY3yMal € pasjeieHa
mexy aex 1 (100 mg) u nen 2 (900 mg).

Menunanata Ha Bb3pacTTa ¢ 71 ronunu (auamazon, 40 qo 87 ronunn), 64% ca mbxe, a 96% ca ot
Ostmata paca. Benuku nanmenTn umat usxojieH Gynkiuonaier craryc no ECOG 0 (48%) nim 1-2
(52%). Ha u3xoano HrBo 52% ca B HanpeHan knuHudeH craauii (cramuit I vau [V mo Rai), 32% ot
MAIMeHTUTE UMAT MaCUBHO 3a00isaBaHe (>5 cm), 44% ca ¢ aHeMHs Ha U3XOIHO HUBO, 22% ca ¢
TPOMOOIIUTOTIEHHUS Ha U3X0IHO HUBO, 28% nmaT CrCL <60 ml/min, a MearaHaTa Ha KyMyJIaTUBHHS
cKop 3a kinacudukanus Ha 3a0onsBanero B repuatpusita (Cumulative Illness Rating Score for
Geriatrics, CIRS-G) e 4 (nnamason, 0 1o 12). Ha usxoxxo HrBo 65% ot nanuentute umat CLL/SLL ¢
BucokopuckoBH daxtopu (dell7p/TP53 myraums [18%], dell1q [15%] nnu nemytupan IGHV [54%)]).

[pexussiemoctra 6e3 nporpecus (PFS), onenena ot IRC B croTBeTcTBUE ¢ KpuTepunte Ha IWCLL,
nmoka3pa 77% CTaTUCTUYECKH 3HAYMMO HaMaJIiBaHE HAa PUCKA OT CMBPT WM POTPECHS B PAMOTO C
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IMBRUVICA. B pamkute Ha Ipoy4BaHETO, IPH MeIMaHa Ha BPEeMETO Ha IpociensBade 31 mecera,
meauanara Ha PFS He e mocturaara B pamoro ¢ IMBRUVICA+o0unyTy3ymab u ¢ 19 mMecena B
pamoTo ¢ xsopamOyImI+oounyTy3yma0. Pesynrature 3a edmkacunoct B npoyuBane PCYC-1130-CA

ca noka3anu B Tabnuia 5, a kpuBara Ha Kaplan-Meier 3a PFS e nokazana na ®urypa 5.

Tab6auna 5: Pe3ysraru 3a epukacHoct B npoyusane PCYC-1130-CA

IMBRUVICA+00unyTYy3ymMa0

XnopamOyuuia+o0uHyTY3yMad

Kpaiina Touka N=113 N=116
IpexxuBsiemocT 6e3 nporpecus®
bpoii croutus (%) 24 (21,2) 74 (63,8)

Menuana (95% CI), mecenn

He e nocturnara

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

HR (95% CI)

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

OO01a yecToTa HA 88,5 73,3
otrosop?® (%)

CR® 19,5 7,8
PR® 69,0 65,5

Cl=nosepurenen unrepsai; HR=xoepuuuent na puck; CR=mbsex otropop; PR=uactuden otrosop.
& Omenero ot IRC.

®  Bmousa | mauuent B pamoto ¢ IMBRUVICA+00uHyTy3ymMa0 ¢ bJI€H OTTOBOP C HETBJIHO BH3CTAHOBSBAaHE HA KOCTHUS
Mmo3bK (CRi).

®  PR=PR+nPR.

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

100 Yg

% 4

80 1

PFS %

IR R T R T

1% [Meceu)

N B puck
breOb: 113 %09 106 105 99 54 50 85 82 81 28 b 0
Clb+0b: 116 " 09 w2 81 67 56 47 35 13 3 5 0

EdexTsT OT NeuenneTo ¢ nOpyTUHHO € eTHAKBB MpH BUcOKopuckoara momynanus ¢ CLL/SLL
(del17p/TP53 myTanus, dell 1q wiu memytupan IGHV), kato HR 3a PFS e 0,15 [95% CI (0,09; 0,27)],
KaKTO € 1mokazano B Tabmuia 6. M3uncnenara 2-rogumniaa PFS 3a BucokopuckoBara momymanus ¢
CLL/SLL e cpotBeTHO 78,8% [95% CI (67,3; 86,7)] 1 15,5% [95% CI (8,1; 25,2)] B pamoToO ¢
IMBRUVICA+00unyTy3ymMa0 u ¢ XJI0paMOyIuiI+o0MHyTY3yMa0.
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Ta6auna 6: Ananaus Ha PFS no noarpymu (mpoyusane 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

KoeduumeHnt Ha puck, OCHOBaH Ha HeCTpaTHOUIMPAH aHAIH3

Peakuun, cBbp3anu ¢ nHQY3HUATa, OT BCHUKU CTEIICHH ca HabIroAaBaHu pu 25% OT nauueHTuTe,
nexkyBanu ¢ IMBRUVICA+o6unyTy3yma0, u npu 58% OT nauueHTuTe, JIEKyBaHHU C
xJopamOynmin+oouHyTy3yma0. Peakinu cremneH 3 MM Mo-BUCOKA WIIM CEPHO3HH PEAKIINH, CBBP3aHU C
uHby3usaTa, ca HabmoRaBanu npu 3% oT nanueHture, JekyBanu ¢ IMBRUVICA+o0OunyTy3yma0, u
npu 9% OT MalueHTuTe, JIEKyBaH! C XJI0paMOyLmI+00uHy Ty3ymMal.

beszonachoctTa u epukacHoctta Ha IMBRUVICA npu nanmentu ¢ HenekyBana npenu ToBa CLL nn
SLL ca oueHeHH AOMBIHUTEIHO B PaHIOMU3UPAHO, MHOTOLIEHTPOBO, OTKPHUTO Ipoy4BaHe ¢a3za 3
(E1912) na IMBRUVICA B xom6unanus ¢ putykcumab (IR) copsimo crangapTHa
XUMUAOMMYHOTepanus ¢ ¢uryaapadbus, nukinodochamun u purykcumad (FCR). B npoyuBaneTo ca
BKJIFOUEHU HeJleKyBaHU npenu ToBa nanueHTd ¢ CLL uinu SLL Ha Bb3pact 70 roJAMHU WK NO-MIIA]IH.
[NanuenTu ¢ dell7p ca u3kmrouBanu ot npoyusaneTo. [lanuenture (n=529) ca pangomusupanu 2:1 3a
nosydaBane Ha IR wim FCR. IMBRUVICA e npunaras B 103a 420 mg qHEeBHO A0 Hporpecus Ha
3a00JISIBAHETO WIIM HEMPHUEMIIMBA TOKCHYHOCT. Dy 1apabuu € puiaran 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 UUMKBI U

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

Menananara Ha BB3pacT € 58 ronuHu (quamasoH, 28 mo 70 roguan), 67% ca mexke u 90% ca ot Osmata
paca. Bcruku nanuent umar usxozaeH gynknuonanex craryc no ECOG 0 wm 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 puckosu dakropu (TP53 myramms [6%], dell11q [22%] wnu nemyTupan IGHV
[53%]).
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Pesynrarure 3a edukacuoct B E1912 ca mokasanu B Tabiuiia 7 npyu MeraHa 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 HecTpaTudumpan 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 nonyaauus) B IlpoyuBane E1912

|
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f== [l o] waknogocdamug
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L 50
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p<0.0001
[0 L e e e B B e B B e B LI A B S B B B B
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

dayaapabun, 175 158 152 148 145 134 129 125 114 95 79 64 51 34 20 10
umknodoachammg
+ putykcumab

EdexTsT OT NeuenneTo ¢ HOpYTHHHUO € TIOCTOSTHEH BB BUCOKOprcKkoBara momynamus ¢ CLL/SLL
(TP53 myranus, dell1q wim semytupan IGHV), ¢ HR 3a PFS 0,23 [95% CI (0,13; 0,40)], p <0,0001,
KaKToO € 1mokazano B Tabnuia 8. M3uncnenara 3-roaumnina yecrora Ha PFS BBB BUCOKOpHICKOBaTa
nomynanus ¢ CLL/SLL e 90,4% [95% CI (85,4; 93,7)] u 60,3% [95% CI (46,2; 71,8)] cbOTBETHO B
pamoto ¢ 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 nonyxaaunusi) 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 npoowaricumennocm

343 308 263 225 195 152 100 73

143 123 102

86 72 53 37 2

8 0

1 0

be3onacHocTTa M ehukacHOCTTa Ha TepanusiTa ¢ pukcupana npoabkutensHoct ¢ IMBRUVICA B
KOMOHHAIIMS ¢ BEHETOKJIAKC CHPSMO XJIOPaMOYIIMII B KOMOMHAIHS ¢ 00MHYTY3yMal Mpy MaIueHTH ¢
HenekyBaHa npeau ToBa CLL ca olleHeHH B paHAOMHU3MPAHO OTKPHUTO TpoyuBane (aza 3 (CLL3011).
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B mpoyuBaHeTo ca BKIIOUEHH MAIMEHTH ¢ HeJleKyBaHa npeau toBa CLL Ha Bp3pacT 65 mim moseue
TOIVMHHU ¥ Bh3pacTHH manueHtn <65 roguan ¢ CIRS ckop >6 wiu CrCL >30 go <70 ml/min.
[Maruentu ¢ del 17p nnm uzBectau TPS53 myranuu ca nskimouBanu. [lamuenture (n=211) ca
panmomusupanu 1:1 3a nonyuaBane Ha IMBRUVICA B koMOMHAIIUS C BEHETOKJIAKC MK
XJIOpaMOyIni B KOMOMHANMS ¢ 00uHyTy3yMab. [lammentute B pamoro ¢ IMBRUVICA mtoc
BeHeTokakc nmomydaBaT IMBRUVICA camocTrosiTenHo B IpoAbDKEeHHE HA 3 IUKBJIA, TOCTIEABAHO OT
IMBRUVICA B xoMOMHAIMS ¢ BEHETOKIIAKC 32 12 IUKbJIa (BKIFOYUTEIHO S-CEIMUYHA CXeMa Ha
THTpHUpPaHE Ha no3aTa). Beexu mukwa ce cheron ot 28 man. IMBRUVICA e npunarad B mo3a 420 mg
THEBHO. BeHeToKIake € mprtara exeIHeBHO, KaTo ce 3amousa ¢ 20 mg B MpoAbDKeHNE 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, paHAOMHU3UPAHU B PAaMOTO C XJIOPaMOyIIHII
TUTFOC OOMHYTY3yMa0, TIOyYaBaT JedeHue B MPOoabIDKeHne Ha 6 1ukbia. OOMHYTy3yMal e Mpuiiarat 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.
ITanmenTHTe ¢ MOTBBPACHA TIporpecus 1Mo kputepunte Ha IWCLL crien 3aBbpiiBaHe Ha BCsKa cXeMa ¢
(uKcrpaHa MPOABIKATEITHOCT MOTAT J1a ce JeKyBart ¢ MmoHotepanus ¢ IMBRUVICA.

Mennanara Ha Bp3pactTa € 71 rogunu (auanasoH, 47 no 93 ronunn), 58% ca mexe u 96% ca ot
Ostmata paca. Benuku nanuenTu umat usxoneH ¢pynkuuonanes cratyc 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 onieHKa HA U3XOJHOTO HUBO 33 PUCK OT CHHAPOM Ha TYMOpEH pasmaj 25% OT malueHTUTe UMat
BUCOK TyMopeH ToBap. Cies 3 mHKbiIa Ha BBEKIAIIA Tepanus ChbC CAMOCTOSITEIHO MTpHUjlarane Ha
IMBRUVICA 2% oT nanueHTuTe IMaT BUCOK TyMOPEH ToBap. BUCOKUAT TyMOpeH ToBap ce
ompezess KaTo BcekH JIuMdeH Bb3en >10 cm uian Beceku TuMdeH Bb3ea >5 cm u abcoroTeH Opoi
numporutu >25%109/1.

[Tpu Mearana Ha BpeMeTO Ha MPOCTesIBaHe 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 na ®urypa 8, a yecToTaTa Ha HETAaTHBEH CTaTyC 3a
MHHHMAJTHO OcTaThuHO 3a0oisBane (MRD) e moka3zana B Ta6mmma 10.

Ta6auna 9: Pesyararu 3a edpukacnoct B IlpoyuBane CLL3011

Kpaiina Touka? IMBRUVICA + Xnopamoyua +
Beneroknakc Oo0unyTy3ymad
N=106 N=105
IIpexxuBsieMocT 0e3 mporpecust
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 + BeHeTOKIIaKe ¢ TbJIEH OTTOBOP C HEIIBJIHO BH3CTAHOBSBAaHE HA
kocTHUs Mo3bk (CRi)

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

06w orrosop = CR+CRi+nPR+PR

CR = mpnen otroBop; CRi = mbiieH 0TTOBOp C HEITBJIHO BH3CTAHOBSIBaHE Ha KOCTHHA MO3bK; HR = koedurmienT Ha puck; NE
= He Moxe JAa ce orieHu; nPR = Hoxynen yactuuen otroBop; PR = yactuuen otrosop
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®urypa 8: Kpueu na Kaplan-Meier na npexxusiemoctra 0e3 nmporpecusi (ITT nonynamus) npu
nanuentu ¢ CLL B IIpoyusane CLL3011
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EdextsT 0T 1euennero ¢ IMBRUVICA miiroc BeHeToKIake ce 3ama3Ba BbB Bucokopuckonara CLL
nonynaiwms (TP53 myrtarus, del 11q umu IGHV 6e3 myranus) ¢ PFS HR 0,23 [95% CI (0,13; 0,41)].

JannauTe 3a 001IaTa MpeXXUBSIEMOCT HE ca TocTaThuHU. [Ipn MenuaHa Ha pocnesBane 28 Mecena
HSIMa 3HAa4rMMa pas3iivKa MEeXay paMeHaTa Ha jJedeHue ¢ o0mo 23 cmbpthH ciaydau: 11 (10,4%) B
pamoro ¢ IMBRUVICA mitoc Benetokiakc u 12 (11,4%) B paMOTO ¢ XJI0paMOYITHII TUTIOC
obunyTy3ymao ¢ OS HR 1,048 [95% CI (0,454; 2,419)]. Cien 6 mecera AOMBJIHUTEIHO MPOCIIEIIBAHE
ce cpobmanar 11 (10,4%) u 16 (15,2%) cMbpTHU citydau cboTBeTHO B pamoto ¢ IMBRUVICA mtoc
BEHETOKJIAKC U paMOTO ¢ XJIOpaMOYITWII TUTFoC 00MHyTy3yMa0, ¢ u3uncien OS HR 0,760 [95% CI

(0,352; 1,642]).

Ta6auna 10: YecTroTa HAa HeraTUBEH CTATYC 32 MUHMMAJIHO 0CTATHYHO 3a00/15IBaHE B
IIpoyusane CLL3011

NGS ananmu3® @ioyuuTomMerpus’®
IMBRUVICA + | Xaopamoyuua + | IMBRUVICA + | XnopamOyuua +
Beneroknakc OounyTy3ymad Beneroknakc OounyTy3ymad
N=106 N=105 N=106 N=105
Yectora Ha MRD HeraTmBeH cTaryc
Kocten Mo3sK, 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)
P-croiinocT <0,0001
g/eoﬁ’“‘i’ep‘*a KpEB, 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)
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Yectora Ha MRD HeraTnBeH CTATyC TPH Mecena cJjiel 3aBbpPIIBAHE HA JIeYeHHETO

Kocten Mo3bK, n (%) 55 (51,9) 18 (17,1) 60 (56,6) 17 (16,2)
95% Cl (42,4 61.4) (9,9; 24.4) (47.2; 66.0) 9.1 23.2)

(r(f/"o%’“@"p“ KprB, 58 (54,7) 41 (39,0) 65 (61,3) 43 (41,0)
95% Cl (452, 64.2) (29.7, 48.4) (52.0; 70.6) (315, 50.4)

P-croitHocTute ca ot xu-kBajapat tect Ha Cochran-Mantel-Haenszel. P-croitnoctTa 3a yectorara Ha HeratusHo MRD B

kocTeH M03bK ¢ NGS ¢ ocHOBHHAT aHanu3 3a MRD.

2 Bp3 ocHOBA Ha mparoBa croitHocT 10™ npu n3n03BaHe Ha aHAIM3 ChC CCKBEHMPAHE OT CICABALLO TIOKOICHHE

(clonoSEQ)
® MRDe OLICHsIBaHO 4pe3 (IIOyHUTOMETpHS Ha MeprdepHa KpbB UITH KOCTEH MO3BK OT LIEHTpaJIHa J1abopaTopus.

Omnpenenennero Ha HeratuBeH cratyc € <1 CLL xietka Ha 10 000 neBkonmTa (<1X 104).
CI = nosepureneH untepBai; NGS = cekBeHUpaHe OT CJIEABAIIO OKOICHUE

[BananeceT Mecela clie/l 3aBbpIIBAHETO Ha JIedeHUueTo yectotata Ha MRD HeratuBeHo craTtyc B
nepudepHara kpuB € 49,1% (52/106) upez NGS ananus u 54,7% (58/106) upes dhaoynuromeTpus mpu
nanuenTure, JekyBanu ¢ IMBRUVICA mntoc BeHeToknakce, u 12,4% (13/105) upe3z NGS ananus u
16,2% (17/105) upe3 (ha0ymuTOMETPUS MPHU MANUESHTUTE, JICKYBAHU C XJIOPaMOYIINIT ILTFOC
00nHyTYy3yMal, B ChOTBETHATA BpEMEBa TOUKA.

TLS ce cpobOImaBa npu 6 ManUeHTH, JICKYBaHU ¢ XJIOPaMOYIIWII TUTFOC 0OMHYTY3yMa0, U HE ce
crobmmaBa mpu IMBRUVICA B koMOWHaIHS ¢ BEHETOKIIAKC.

Meouana na npocneosisane 64 meceya

[Tpu menuana Ha npocnenssane 64,0 mecena B npoyusane CLL3011 ce nabmionasa 73% HamaneHue
Ha PUCKa OT CMBPT WJIM MTPOTPECHS TI0 OIIEHKA Ha W3CIIeIOBATENs P MAIMEHTH B PaMOTO Ha
IMBRUVICA. KoedunueHTsT Ha puck mo otHomenne Ha PFS e 0,267 [95% CI (0,182; 0,393),
HomuHaiHO P<0,0001, He e koHTpoNMpanata rpemika tum 1]. Mma 20 (18,9%) cMbpTHH cityuasi B
pamoto ¢ IMBRUVICA mutoc Benetokiakc u 40 (38,1%) B paMOTO Ha XJ10paMOyIIHII TLTHOC
obuHyTy3ymab, koeto crotBeTcTBa HA HR 0,462 (95% Cl: 0,269; 0,791, Homunamao p=0,0039, He €
KOHTpOJIMpaHarta rpemika tun 1). Meauanara Ha BpeMeTO 10 CJISIBAIIOTO JICUCHHE HE € IOCTHIHATA B
pamoro ¢ IMBRUVICA mttoc BeHeTOKIIaKC U € 65 Mecena B paMOTO Ha XJIOPaMOYITHIT TUTFOC
obunyTty3ymad (HR=0,233; 95% CI: 0,130; 0,416 ), xaro 15,1% OT y4acTHUIIUTE B paMOTO C
IMBRUVICA mttoc BeneTokiakce u 43,8% OT y4aCTHUIIUTE B PAaMOTO C XJIOPaMOYIIHJI TUTIOC
00nHyTYy3yMa0 ca 3al0YHaJIH MOCIIeBallla MPOTHBOPAKOBA TEPAIHS.
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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 64 mecena Ha mpocieasiBane
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be3onacHocTTa M ehukacHOCTTa Ha TepanusiTa ¢ pukcupana npoabpkutensoct ¢ IMBRUVICA B
KOMOWHAIIMS C BEHETOKIJIAKC TIPH MAIlMeHTH ¢ HelleKyBaHa rpeau ToBa CLL ca qonmbIHUTENHO
OLICHSIBAaHH B KOXOPTa Ha MHOTOIICHTPOBO, 2-KOXOpTHO npoyuBane ¢asa 2 (PCYC-1142-CA). B
NPOYYBAHETO Ca BKIIIOUEHH HelleKyBaHU npenu ToBa nanueHTn ¢ CLL Ha Bb3pacT 70 roauHu Wiy 1o-
mitagu. B mpoyuBaHeTo ca BkimoueHH 323 alMEHTH, OT TAX 159 manueHTH ca paHjaoMHU3HpaHy Ha
Tepanus ¢ PUKCHpaHa MPOIbIKUTETHOCT, ChCTOSIIA CE OT 3 IUKBJIA HAa CAaMOCTOSTEITHO TIpUJIaraHe Ha
IMBRUVICA, nocnensano or IMBRUVICA B xoMOWHaIMs ¢ BEHETOKIAKC B IPOABIDKEHUE HA

12 nukbia (BKIOYUTETHO S-CeIMMYHA CXeMa Ha TUTPUPaHe Ha J03aTa). BCEKH IUKBI ¢e ChCTOU OT
28 mau. IMBRUVICA e npunaran B 103a 420 mg qHeBHO. BeHeTokmake e nmpuiarad exxeJHeBHO, KaTo
ce 3anouBa ¢ 20 mg B IpoAbIKEHUE Ha | ceaMMIIa, TIOCIEIBaHO OT 1 ceaMuIla Ha BCAKO 1030BO HUBO
ot 50 mg, 100 mg u 200 mg, cnen ToBa NpenopbuuTeIHaTa JHeBHa 1032 oT 400 mg. [lanuenTture c
noTBbpicHa nporpecus no kpurepuute Ha IWCLL ciien 3apwpiiBane Ha cxemara ¢ puKcupaHa
MPOABIDKUTEITHOCT MOTaT J1a ce JiekyBaT ¢ MoHoTepanus ¢ IMBRUVICA.

Menunanata Ha Bb3pacTTa ¢ 60 ronuuu (auamason, 33 1o 71 ronunun), 67% ca mbxe 1 92% ca ot
Ostmata paca. Bcuuky nmarueHTH uMat u3xojeH ¢pynkimonaneH ctatyc mo ECOG 0 (69%) nmm 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 mytaiuu u 19% ca ¢ xomruiekceH kapuoTHil. [Ipu olieHka Ha U3XOHOTO
HUBO 3a PUCK OT CHHJIPOM Ha TyMOpeH pa3naz 21% oT manueHTuTe UMaT BUCOK TYMOPEH TOBap.

Crnen 3 nuKbIa Ha BbBEXKJIAIlla Tepanus cbe camocToATesHo npwiarane Ha IMBRUVICA 1% ot

HalMeHTHTE UMAT BHCOK TYMOPEH TOBap. BHCOKUAT TYMOpPEH TOBap ce onpesiesis Kato BCeku JnumpeH
Bb3e1 >10 cm i Beekn uMder Bb3en >5 cm u abconmroter 6poit mumdormta >25x10%/1.
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[Tpu Menmana Ha BpeMeTO Ha MpOCIieIsIBaHe B MPOYUBAHETO OT 28 Mecela pe3yaTaTHTe 3a
epukacHoct B PCYC-1142-CA, ouenenu ot IRC criopen kpurepunte Ha IWCLL, ca moka3asu B
Tabmuia 11, a yecToTaTa Ha HETATUBEH CTATYC 32 MUHMMATHO 0CTaThuHO 3a0oinsBane (MRD) e

rnokasana B Ta0Osmma 12,

Ta6auna 11: PesyaraTtu 3a epuxacHoct B IIpoyuBane PCYC 1142-CA (koxopTta ¢ pukcupana
NPOABJIKUTETHOCT)
Kpaiina Touka® IMBRUVICA + BeHeTOKJIaKC
be3 Del 17p Beunuku
(N=136) (N=159)
YecToTa Ha 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 npoasmKuTenHocT Ha CR, NE (0,03+, 24,9+) NE (0,03+, 24,9+)
Mecen (quanason)

B53 ocHoBa Ha orenka Ha IRC
O6u1 otroBop = CR + CRi + nPR + PR

o o o @

3HaKET ,, T IOKa3Ba HEIBIHO HAOIIOAEHHE

Bxumrousa 3 NaqUEHTHU C I'bJIEH OTTOBOP C HEMIBJIHO BH3CTAHOBSBAHE HA KOCTHHA MO3BK (CRI)

CR = e otroBop; CRi = mbJieH OTTOBOP C HEMBJIHO BH3CTAHOBSIBAHE HAa KOCTHHS MO3bK; NPR = HomyneH yacTHyeH
otroBop; PR = uactuuen orrosop; NE = He Moxke Ja ce oLleHU

Taoauna 12:

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

IIpoyuBane PCYC 1142-CA (xoxopTa ¢ puKCHPaHa NPOIbJIKUTETHOCT)

Kpaiina Touka

IMBRUVICA + BenerokJjakc

Be3 Del 17p Benuku
(N=136) (N=159)
Yectora Ha MRD HeraTuBeH cTaTyC
Kocren Mo36K, n (%) 84 (61,8) 95 (59,7)
95% ClI (53,6; 69,9 (52,1; 67,4
IMepudepna kpbB, n (%) 104 (76,5) 122 (76,7)
95% ClI (69,3; 83,6) (70,2; 83,3

Yecrora Ha MRD HeratuBeH craryc TpH MecC

cla ¢Jjiea 3aBbpIIBAHC HA JICUCHHETO

Kocren Mo3bK, n (%) 74 (54,4) 83 (52,2)
95% ClI (46,0; 62,8) (44,4, 60,0

Iepudepna kpwB, n (%) 78 (57,4) 90 (56,6)
95% ClI (49,0; 65,7) (48,9; 64,3

MRD e oneHsiBaHO Upe3 HOTOYHA OUTOMETPHS Ha IeprQepHa KPbB WM KOCTEH MO3BK OT IIEHTpaTHA 1a00paTopHs.

Onpenenenuero Ha HeratuBeH ctatyc € <1 CLL xietka Ha 10 000 nexoruru (<1 XI04).

CI = noBepuTeneH HHTEPBA

ITpu nmanmentu ¢ mytanus del 17p/TP53 (n=27) B PCYC-1142-CA uectoTara Ha 001 OTTOBOD BB3
ocHoBa Ha oueHka Ha IRC e 96,3%, yectoTaTa Ha mbJeH OTroBOp € 55,6%, a MeAraHara Ha
MPOIBIDKUTEITHOCTTA HAa ITBJICH OTTOBOP HE € JIOCTUTHATA (Auana3oH, 4,3 1o 22,6 mecena). YectotaTta
Ha MRD neraruseH craryc npu nanueHtu ¢ Mmyrtanus del 17p/TP53 3 mecemna ciiest 3aBbpIliBaHe Ha

JICYCHUETO B KOCTEH MO3BK U B nepudepHa KpbB € cboTBeTHO 40,7% 1 59,3%.

He ce cvoOmiarar cinyyaun Ha TLS npu naruentute, gekyBanu ¢ IMBRUVICA B komOuHaIus ¢

BCHCTOKIJIAKC.

Hayuenmu ¢ CLL, koumo ca noiyyunu Hati-mMaiko eoHd npeoxoona mepanus

Monomepanus

Bbesonacnocrra n euxacHoctra Ha IMBRUVICA npu nauuentu ¢ CLL ca neMOHCTpHpaHH B €IHO
HEKOHTPOJIMPAHO MPOYYBAHE U €THO PAHIOMH3UPAHO, KOHTPOJIMPaHO npoyuBane. OTBOPEHOTO,
MHoroueHTposo npoyusane (PCYC-1102-CA) pxirouBa 51 nalMeHTH ¢ pelyIMBUpala Wil
pedpakrepHa CLL, xouto ca nomyuyaBaim 420 mg Beaabx naeBHo. IMBRUVICA e npunaras 10
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nporpecus Ha 3a00JIIBAHETO WM HETIPHEMIIMBA TOKCHYHOCT. MeuaHnaTa Ha Bb3pacTTa € 68 rofuHu
(mmanazon: ot 37 g0 82 roauHN), MEIMAaHATA HA BPEMETO OT YCTAaHOBSIBAHE Ha IMAarHO3aTa €

80 mecena, a MeanaHaTa Ha OpOsl Ha IPESAMILIHKTE JieueHus € 4 (quana3oH: ot 1 g0 12 nedyenus),
BKIIFOUHUTENHO 92,2% ¢ mpenxoIHO JIeYeHUE ¢ HyKJIeo3uaeH aHanor, 98,0% c npeaxoaHo JeueHue ¢
putykcumad, 86,3% ¢ mpeaxoaHo IeYeHre C aJKWIHPAIIo CPencTBo, 39,2% ¢ mpeaxoaHo IeUeHne C
6ennamyctuH u 19,6% ¢ npeaxonHo nedeHue ¢ oparymymad. Ha usxonHo auso 39,2% ot
nanuenTute uMat craauit IV mo Rai, 45,1% umat macusHo 3abonsBane (> 5 cm), 35,3% umat
nenenns 17p u 31,4% umar nenenms 11q.

ORR e ouenen B crotBeTcTBHE ¢ Kputepunte Ha IWCLL ot uscnenosarenure u ot IRC. ORR,
onereH ot IRC, Ha 51 marieHTy ¢ perunus win pedpaktepHo 3a00sBaHe, IPU CPEIHA
MPOIBIDKUTETHOCT Ha TIpociensBane 16,4 mecena, € 64,7% (95% CI: 50,1%; 77,6%), Bcuuku ¢ PR.
ORR, Brimrountenno PR ¢ mumdornurosa, e 70,6%. Meauanara Ha BpemeTo 3a oTroBop ¢ 1,9 mecerna.
DOR e ot 3,9 no 24,2+ mecena. Meauanara Ha DOR He € gocTursara.

IIpoBeneHo e paHAOMHU3UPAHO, MHOTOIICHTPOBO, OTBOpeHO IpoyuBaHe (paza 3 Ha IMBRUVICA
capsimo opatymymad (PCYC-1112-CA) npu manenTy ¢ peuuanBupaiia uim pegpakrepaa CLL.
[armmenture (n = 391) ca pangommsupanu 1:1 na momydasar wim IMBRUVICA 420 mg nHeBHO 110
TIpOrpecus Ha 3a00JIBAHETO MIIM HETIPUEMIINBA TOKCHYHOCT, Wil odaTtymymad a0 12 mo3u

(300/2 000 mg). IleTmecer u cefeM MAIMEHTH, PAHIOMH3UPAHH Ja MOIyJYaBaT oparymymao, ca
npemusanu Ha IMBRUVICA crnen nporpecus. MeananaTta Ha Bb3pactra € 67 rogunu (auamnazos: 30
1o 88 rogunn), 68% ca mexe, a 90% ca ot Osa1ara paca. Bcuuku nanueHTd UMaT PyHKIHOHAIEH
craryc o ECOG 0 wiu 1 Ha u3xoaHO HMBO. Meuanara Ha BpEMETO OT IIOCTaBSHETO Ha JuarHos3ara €
91 mecena, a MenaHaTa Ha OpOsl Ha IPESAULITHNTE JieueHus € 2 (auana3oH: ot 1 mo 13 neuenus). Ha
U3XO0AHO HUBO 58% OT ManMeHTUTe UMaT Hal-MaJIKo eIuH TyMOp > 5 cm. Tpuaecer u 1Ba npoLeHTa
oT nauueHrtute ca ¢ geneuns 17p (kato 50% ot nmanuenTure umat genenus 17p/TP53 myranus), 24%
ca c neneuus 11q, a 47% ot nmanuenture umar Hemytupan IGHV.

[IpexxuBsemoctTa 6e3 mporpecus (Progression free survival, PFS), kakTo e onenena ot IRC B
croTBeTcTBHE ¢ KpuTepunre Ha IWCLL, moka3Ba 78% craTucTHUECKH 3HAYMMO HaMajeHHe Ha pUCKa
OT CMBPT WK Tporpecus 3a nauentute B pamoro Ha IMBRUVICA. Ananu3st Ha OS mokassa 57%
CTaTHUCTUYECKH 3HAYMMO HaMaJleHUE Ha PUCKA OT CMBPT IpHU nanueHtute B pamoro Ha IMBRUVICA.
Pesynrarure 3a epuxacuoct B npoyuBane PCYC-1112-CA ca npeacrasenn B Tabnuua 13.

Ta6auna 13:  Pesyararure 3a epuxacnoct npu nanuentu ¢ CLL (mpoyuBane PCYC-1112-CA)

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

HR = koepuunent Ha puck; CI = noBepurenen nntepsai; ORR = crenen Ha 0611 otroBop; OS = o6mia npexussiemoct; PFS
= npexuBseMocT 6e3 nporpecusi; PR = yactuden otrosop
a

6

Mennana Ha OS He e mocTHrHaTa 3a ABeTe pameHa p < 0,005 3a OS.

[TareHTuTe, paHIOMH3MpaHH Ha odaTymMyMal, ca neH3ypupanu npu 3anousane Ha IMBRUVICA, ako e npuioxumo.

®  AHanu3 Ha 4yBCTBUTENHOCTTA, IPU KOWTO MALMEHTUTE, NPEXBBPIIEHH OT PaMOTO Ha ohaTyMyMal, He ca LleH3ypUpaHu

KbM JaTaTa Ha mbpBata qo3a IMBRUVICA.

" Cnopen IRC. Ioeropro KT ckenupane, HEOOXOAMMO 3a MOTBBHPKAABAHE HA OTTOBOPA.

A Beuuku nocturaatd PR; p < 0,0001 3a ORR.

MeZ[I/IaHa Ha BpEMETO Ha IPOCICAIBAHEC B PAMKHUTC Ha HpOy‘{BaHeT0:9 Mecena.

EdukacHoctTa € 1mogo0Ha cpeji BCHUKU U3CIIEIBAHU MOATPYIIH, BKIIFOUNTEIIHO MTPH MAIUSHTH ChC U
6e3 nenenus 17p, npenBapuTesHo onpeneseH crparuduiipar dhakrop (Tabmuia 14).

29




Ta6auna 14: Amnaau3 na PFS no noarpymu (npoyusane PCYC-1112-CA)

N KoeduiueHT HAa pUCK 95% ClI
Bcenuku nanuentn 391 0,210 (0,143; 0,308)
Henerus 17P
Ha 127 0,247 (0,136; 0,450)
He 264 0,194 (0,117, 0,323)
Pedpaxrepro
3a00JIIBaHE KbM
MYPUHOB aHAJIOT
Ha 175 0,178 (0,100; 0,320)
He 216 0,242 (0,145; 0,404)
Bs3pact
<65 152 0,166 (0,088; 0,315)
> 65 239 0,243 (0,149; 0,395)
bpoit npenunian
JIMHUN
<3 198 0,189 (0,100; 0,358)
>3 193 0,212 (0,130; 0,344)
MacugHoO 3a00Js1BaHe
<5cm 163 0,237 (0,127; 0,442)
>5cm 225 0,191 (0,117, 0,311)

KoeduuneHnt Ha puck Bb3 0OCHOBa Ha HECTpAaTH(OUIMPAH aHAIN3

Kpusara na Kaplan Meier 3a PFS e nokazana na ®urypa 10.
®@urypa 10: Kpusa na Kaplan-Meier 3a PFS (ITT nonyaanusi) B mpoyuBane PCYC-1112- CA
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OxoHnyamenen ananus cied 65-meceuno npociedsadane

B pamkure Ha poyusanero PCYC-1112-CA, npu MeinaHa Ha BpeMeTO Ha Mpoclie/isBane 65 Mecena,
npu nauuerTute B pamoro ¢ IMBRUVICA e nabmogaBano 85% HamansiBaHe Ha prcKa OT CMBPT WK
nporpecusi cropes oleHKara Ha uscinenonarens. Menuanata Ha PFS, ouenena ot nscienosarens B
croTBeTCTBHE ¢ Kpurepuute 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)]. Akryanusupanara kpusa Ha Kaplan-Meier 3a PFS e nmokasana na ®@urypa 11. ORR,
OIIeHeHa OT u3cnenonarens, B pamoto ¢ IMBRUVICA e 87,7% copsimo 22,4% B paMoTO C
odarymymab. [To Bpeme Ha okoHuaTenHus ananus 133 (67,9%) ot 196 yyacTHUIIHM, TbPBOHAYAITHO
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PaHIOMHU3UPaHU B PAMOTO 3a JIedeHue ¢ ohaTyMyMad, ca MpEMUHAIH KbM JICUeHHE C NOPYTHHHO.
Menunanata Ha PFS2, onteHena ot u3ciemoBates (Bpeme ot pangoMmmusupaneto 10 PFS croutne cien
IbpBaTa ClieABalla aHTHHEOIUIACTHYHA Tepanusi) B CboTBeTCTBHE ¢ kKputepunure Ha [IWCLL e
cboTBeTHO 65,4 mecena [95% CI (51,61; ne moxxe na ce ouenn)]| B pamoro ¢ IMBRUVICA u

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

EdexTsT oT neuenneTo ¢ nopytunu6 B mpoyuBaneto PCYC-1112-CA cu choTBeTCTBa U
BHCOKOPHUCKOBHUTE MaruenTy ¢ nenenuns 1 7p/TP53 myranus, nenenns 11q n/unn semytupan IGHV.

®urypa 11:  Kpusa na Kaplan-Meier 3a PFS (ITT nonysiauust) B npoyusane PCYC-1112-CA
— OKOHYATeJIeH aHAJIM3 cJ1e] 65 Mecena Ha MpocJieasiBaHe
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Kombunupana mepanus

BbezonacHoctTa 1 epukacHoctta Ha IMBRUVICA npu nmanuenTH, jekyBanu npeau Tosa 3a CLL, ca
JIOIBJTHUTEITHO OLIEHEHH B €JHO PaHIOMHU3UPAHO, MHOTOIICHTPOBO, IBOHHOCIISINO npoy4BaHe (asza 3
Ha IMBRUVICA B komOunanus ¢ BR cnpsmo mnane6o + BR (IIpoyusane CLL3001). [TanmentnTe
(n = 578) ca panmomusupanu 1:1 na nmoiydasar win IMBRUVICA 420 mg aHeBHO, WiH 1u1aie6o, B
koMOuHarus ¢ BR 1o nporpecus Ha 3a00JIsIBAHETO WM HEPUEMITNBA TOKCUYHOCT. BCHYKY TTAaIueHTH
nonyyaBaT BR 3a makcuManeH cpok oT mecT 28-1HeBHH LIUKBJIA. BeHnaMyCTHH ce mpuiara 1o

70 mg/m? upes untpaBeHo3Ha nHQy3us 3a 30 MUHYTH Ha JieH 2 1 3 OT UMKBA 1, KakTo 1 Ha jeH 1 u 2
OT IMKJIHK 2-6 3a MakcuMyM 6 1uKbIa. Putykcumab ce mpunara ¢ go3a 375 mg/m? ma nen 1 ot mbpsus
uuKb1 1 500 mg/m? Ha nen 1 ot nukim ot 2 10 6. JIeBeTIeceT NaUeHTH, PaHI0MU3HPAaHU Ha
iane6o + BR npemunapar Ha neuenne ¢ IMBRUVICA cnen notebpaena ot IRC mporpecust.
Menuanata Ha Bb3pacTTa ¢ 64 rogunu (auama3on ot 31 mo 86 rogmam), 66% ca Mbxe, a 91% ca ot
eBporenHaTa paca. Beuukn nanpenty umart gyHkiponanex ctaryc mo ECOG 0 unu 1 Ha n3xonHO
HUBO. MeimaHaTa Ha BpEMETO OT IMOCTaBSHETO Ha JuarHo3ara € 6 TOIMHH, a MeaHaTa Ha Opost Ha
npeecTBanure jgeueHus e 2 (auamnazoH ot 1 g0 11 nedenus). B Hayanoro Ha nmpoyuBaneTo 56% ot
MaIeHTUTE UMaT TIOHE eANH TyMOp > 5 cm, 26% numar aenenus 11q.
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IIpexusemoctTa 6e3 porpecus (PFS) ce onenssa ot IRC criopen kpurepunte Ha MexXayHaApOTHUS
cemunap mo CLL (International Workshop on CLL - IWCLL). Pe3ynratute 3a epuKacHOCT OT
npoyusane CLL3001 ca moka3anu Ha Tabiuna 15.

Ta6auna 15 Pesyarature 3a epukacHoct npu nauuedTu ¢ CLL (IIpoyuBane CLL3001)

IMBRUVICA + BR Ilnane6o + BR
Kpaiina Touka N =289 N =289
PES?
He e nocturuara 13,3 (11,3; 13,9
Menuana (95% CI), mecenu A HR = 0.203 [95%|CI: 0.150; 0,2(76] )
ORR’ % 82,7 | 67,8
os* HR = 0,628 [95% CI: 0,385; 1,024]

Cl = nosepurenen untepsar; HR = koedurment Ha puck; ORR = crenen Ha o611 otroBop; OS = o6mia npexussemoct; PFS

= IPEKUBAEMOCT O€3 IPOrpecus;

& onenena ot IRC.

6 oneHeHa oT IRC, ORR (mrbieH 0TroBop, IbJieH OTTOBOP € HEMIBJIHO BH3CTAHOBSIBAaHE Ha KOCTHUS MO3BK, YACTHUCH

HOJLyJIapeH OTrOBOP, YaCTUUEH OTIOBOP).
Mennana Ha OS He e IOCTUTHATa 3a ABETE paMeHa.

WM

Monomepanus

beszomacHoctTa 1 edmkacHoctTa Ha IMBRUVICA mpu WM (mumdorniasmMonnuTer TumM¢poMm ¢
npoaykius Ha I[gM), ca olleHeHH B OTBOPEHO, MHOTOIIGHTPOBO IPOYUYBAHE C €THO paMo IpH

63 manueHTH ¢ Mpe/IIecTBalllo JiedeHre. MeuaHara Ha Bb3pacTTa € 63 roauHu (quamas3oH: ot 44 1o
86 ronunm), 76% ca mpxe u 95% ca ot Gsnata paca. Benuku nanueHTH uMat GyHKIHMOHAJIEH CTaTyC
mo ECOG 0 unu 1 Ha uzxonHo HUBO. MenuaHnaTa Ha BpEMETO OT IMOCTaBSHETO Ha JuarHos3aTa €

74 Mecena, a Menuanarta Ha Oposi Ha TIpeIMIIHUTE JiedeHus e 2 (auana3oH: ot 1 qo 11 neuenus). Ha
M3XOAHOTO HUBO cpeaHarta croiHocT Ha IgM B cepyma e 3.5 g/dl 1 60% OT manueHTuTe ca ¢ aHeMUs
(xemoro6un < 11 g/dl wau 6,8 mmol/l).

IMBRUVICA e npunaran nepopainto 420 mg BeAHBK AHEBHO /10 IPOrpecus Ha 3a00JIIBaHETO HIIH
HEeNpHeMJIMBa TOKCUYHOCT. [IbpBHUYHATA KpaifHa TOUKa IIPU TOBA MIPOYUYBAHE € OLIEHEHATa OT
uzcnenonatenss ORR. ORR 1 DOR ce oneHsiBaT B ChOTBETCTBHE C KPUTEPUUTE, aAANTHPAHN HA
Tperara mexaynapoana padotna cpema mo WM (Third International Workshop of Waldenstrom’s
macroglobulinaemia). Otrosopure kbM IMBRUVICA ca noka3zanu B Ta6mumna 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
Mennana Ha DOR mecenu (mana3on) NR (0,03+, 18,8+)

CL = nosepurenen uarepBar; DOR = nponbiokuTenHOCT Ha oTroBopa; NR = HenocTuraat otroBop; MR = Manbk oTroBop;
PR = gactuuen otroBop; VGPR = muoro 1o6wp uactiyen orroop; ORR = MR+PR+VGPR
MenuaHa Ha BpeMeTO Ha MpociesBaHe Mo BpeMe Ha npoyuBaHeTo=14,8 mecena

Menuanara Ha BpemeTo 3a otroBop e 1,0 mecery (quanazon: 0,7-13,4 mecera).
Hannwute 3a epukacHocT, KouTo ca oueHeHu cbio oT IRC, mokassar 83% ORR ¢ 11% VGPR u 51%
PR.

Kombunupana mepanus

be3onachocrra u epukacHocrra Ha IMBRUVICA npu WM ca OMBJIHUTETHO OIIEHEHH MPU
MAIMEHTH C HEJIEKyBaHa JJOCera WIH JeKyBaHa peau ToBa WM B paHIOMHU3UpPaHO, MHOTOLIEHTPOBO,
JBoiiHocsMo npoyyBane ¢daza 3 Ha IMBRUVICA B koMOMHAIMS ¢ pUTYKCUMA0 CIIPSIMO TI1areo B
komOuHanus ¢ purykcumad (PCYC-1127-CA). [anuenture (n=150) ca panmomuzupanu 1:1 na
nonyvasat wi IMBRUVICA 420 mg aueBHo, min miane6o B KoMOWHaLus ¢ puTyKcuMad 1o
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nporpecus Ha 3a00JITBAHETO WM HETIPHEMITMBA TOKCHYHOCT. PUTYKcMMa0 e mpuiiaraln BeTHbK
CEeIMMYHO ¢ 03a 375 Mg/m? B IpoabIKEHHE HA 4 MTOCIEI0BATEIHN CeAMULM (ceamuiy 1-4),
MOCJICABAHO OT BTOPH KYPC HA PUTYKCUMA0 BEAHBXK CSMHUYHO 3a 4 TIOCICIOBATCIIHHA CEAMMIIA
(cenmurm 17-20).

Menmnanara Ha Bp3pacTTa € 69 rogunu (auamnaszoH, 36 g0 89 roannn), 66% ca mexe, a 79% ca ot
OsimaTa paca. JleBeTaeceT U TpH MPOILIEHTA OT MAIIMEHTUTE UMAT U3XOZCH (PYHKLIMOHAJIEH CTaTyC IO
ECOG 0 nnu 1, a 7% ot nauueHTHTe UMaT n3xozeH ¢pyHkuuoHaueH craryc no ECOG 2. Yetupunecer
U TIET MPOIEHTA OT MAI[USHTHTE He ca JIEKYBaHH Jiocera, a 55% OT MalueHTHTe ca JIEKyBaH! peIn
ToBa. MeauraHaTa Ha BPEMETO OT IIOCTaBSIHETO Ha AWarHosara e 52,6 mecela (HeJeKyBaHH JI0cera
nanueHTH = 6,5 Mecela  JIEKyBaHU Ipeiu ToBa nanueHT = 94,3 mecena). Cpen JieKyBaHUTE MPEIH
TOBA MAIUEHTH MeANaHaTa Ha Opos Ha IPEIUTITHUTE JIedeHus ¢ 2 (auama3oH, 1 mo 6 nedenus). Ha
U3XOJTHO HUBO MeJMaHaTa Ha cToitHocTuTe Ha IgM B cepyma e 3,2 g/dl (mmanason, 0,6 mo 8,3 g/dl),
63% ot manuenTHte ca ¢ anemus (xemornooux <11 g/dl unu 6,8 mmol/l), a myraruu MYDS88 L265P
ce ycraHoBsaBat nipu 77% ot maruentute, aurcear npu 13% ot mamuentute, a 9% oT manueHTHTe He
ca MOJXO/IAIIN 32 OLCHKA Ha MyTaIlUOHHUS CTATYC.

[Ipu mppBUYHUS aHATHN3, C MEAMAHA Ha MpociensBaneTo 26,5 mecera, onenenus ot IRC xoedumment
Ha puck 3a PFS e 0,20 [95% CI (0,11; 0,38)]. Koeduuentst Ha puck 3a PFS npu neyenune na
HEJIEKyBaHHU JI0Cera MamnyeHTH, JIEKyBaH! MPeId TOBa NalMeHTH U MAMeHTH ¢be uin 6e3 MYDSS8
L265P myTauuu choTBeTCTBa Ha KoeduipenTta Ha puck 3a PFS B ITT nonmynanusra.

Peakiuu, cBbp3anu ¢ nH(Y3UATa CTENeH 3 win 4 ca HaOtomaBaHu npu 1% OT malMeHTuTe, JCKyBaHU
¢ IMBRUVICA+purykcumad, u nipu 16% OT nanueHnTure, JeKyBaHH ¢ ane0o+purykcumMad.

AxTuBHpaHe Ha Tymopa 1nox ¢popmara Ha noBuineHue Ha IgM ce nabmonasa npu 8,0% ot
yuactauure B pamoto ¢ IMBRUVICA-+putykcumab u ipu 46,7% OT y4acTHUIIUTE B paMOTO C
miane0o+puTykcuMao.

Oxonuamernen ananu3s cied 63-meceyno npocieossane

ITpu obm10 mpocensBane oT 63 Mecella, pe3yaTaTure 3a epukacHocT, orieHenn ot IRC no Bpeme Ha
okonuartenHus aHanus 3a PCYC-1127-CA, ca nokaszanu B Tabnuua 17, a kpusara Ha Kaplan-Meier 3a
PFS e nokazana na @urypa 12. KoepunuentsT Ha puck 3a PFS npu nedenne Ha HenekyBaHu gocera
nmarmenTn (0.31 [95% CI (0,14; 0,69)]) u tekyBaHM TPeIH TOBA MAI[MEHTH

(0,22 [95% CI (0,11; 0,43)]) cvoTBeTCcTBa Ha KoeduimenTa Ha puck 3a PFS B ITT nomynanusra.

Tabauua 17:  Pesyararu 3a epukacnoct B npoyusane PCYC-1127-CA (OkonyaTeieH aHAIU3 )

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

IpexussieMmocT Ge3 nporpecus™ °

bpoii ceoutus (%) 22 (29) 50 (67)

Menuana (95% CI), mecenm He e nocturnara 20,3 (13,0; 27,6)

HR (95% CI) 0,25 (0,15; 0,42)

P-value <0,0001
Bpeme 10 ciienBaimoTo jgeyeHue

Menuana (95% CI), mecerm He e nocrturnara | 18,1 (11,1; 33,1)

HR (95% CI) 0,1 (0,05; 0,21)
Haii-noosp 0611 otrosop (%)

CR 13 13

VGPR 29,3 4,0

PR 45,3 25,3

MR 16,0 13,3
O6ma yectora Ha otroop® (CR, VGPR, PR, MR) (%) 69 (92,0) 33 (44,0)

Menuana Ha POIBIDKUTEITHOCTTA HA OOIIHS OTTOBOD, He e nocturaara 27,6 (1,9; 55,9+)

Mecely (quana3oH) (2,7, 58,9+)
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Yecrora Ha otroBop (CR, VGPR, PR)*" (%) 57 (76,0) 23(30,7)
MennaHa Ha TPOABIKUTEIIHOCTTA Ha OOIINS OTTOBOP, He e nocturnara He e nocturnara
MeCeH (Irana3on) (1,9+; 58,9+) (4,6; 49,7+)

YecToTa HA YCTOIUMBO NMOA00peHUe HA XeMOrJ100MHa™ " 77,3 42,7

(%)

Cl = noseputenen unrepsar; CR = meieH orroBop; HR = koedunnent Ha puck; MR = He3HaunTeI€H OTTOBOD;
PR = gactuuen otroBop; R = purykcnmad; VGPR = MHOr0 100Bp YacTHYEH OTTOBOP
* MenuaHa Ha BpeMeTO Ha MPOCIIeIsBaHe o BpeMe Ha mpoyuBaHeto = 49.7 mecena.

& oneneno ot IRC.

®  Usumcnenara 4-rogumna PFS e 70,6% [95% CI (58,1; 80,0)] 8 pamoro na IMBRUVICA + R cnpsimo 25,3%

[95% CI (15,3; 36,6)] B pamoTo Ha ruare6o + R.

p- cTOMHOCTTA, CBBpP3aHa C YeCTOTaTa Ha 0TroBop, € <0.0001.

YecToTara Ha oTroBOp € 76% vs 41% Ipu HelaeKyBaHU Jocera manueHTu u 76% vs 22% npu JekyBaHU IIpey TOBa
ManyeHTu cboTBETHO B pamoto Ha IMBRUVICA + R vs pamoro Ha muiane6o + R.

OmnpeneneHo kaTo nopuineHue >2 g/dl Hax U3XOIHOTO HUBO, HE3aBUCHMO OT U3XOIHATA CTOHHOCT, WJIH TIOBHIIICHHE JI0
>11 g/dl ¢ mogo6penue >0.5 g/dl, ako usxomauoro Huso e <11 g/dl.

®@urypa 12: Kpusa na Kaplan-Meier 3a PFS (ITT nonynauus) B npoyuBane PCYC-1127-CA
(OxoHuaTeIeH aHAIU3)
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B nmpoyusane PCYC-1127-CA nma oTzenHo paMo ¢ MOHOTepanus, ¢ 31 malueHTy ¢ JeKyBaHa npean
ToBa WM ¢ HeycreniHa mpeaxoaHa Tepamus, Chabpkalia puTyKCUMad, KOUTO TOJydaBaT
IMBRUVICA camocTostenHo. MenuanaTta Ha Bb3pactta € 67 rogunu (nuamasos, 47 go 90 roquan).
OcemMpaeceT 1 eAMH MPOLEHT OT MalUeHTUTe UMaT u3xoieH pynkuuonaiex craryc no ECOG 0 unw 1,
a 19% umar uzxoneH pynkiuonanex cratyc no ECOG 2. Menuanara Ha Oposi Ha MIPEIXOTHUTE
niedeHus ¢ 4 (quanasoH, 1 10 7 neuenus). [1pu o010 npocieasBane ot 61 Mecera, yecTorata Ha
otroBop criopen IRC, HabmogaBana B paMoTo ¢ MoHoTepanus B poyuBane PCYC-1127-CA e 77%
(0% CR, 29% VGPR, 48% PR). MenuanaTa Ha MpoABIDKUTEIHOCTTa HA OTTOBOpa € 33 mecewa
(nmnamnason, 2,4 to 60,2+ Meceria). O01iara yecroTa Ha oTroBop cnopen IRC, HaOIr01aBaHa B paMOTO C
monoTtepanus ¢ 87% (0% CR, 29% VGPR, 48% PR, 10% MR). Meauanata Ha NpOABIKUTEITHOCTTA
Ha o0mmwms otroBop e 39 mMecena (nuana3ox, 2,07 to 60,2+ Mecerna).

IlenuaTpuyHa nonyJanus
BesonacHoctTa, eukacHoctTa n papmakokuHetnkata Ha IMBRUVICA npu neanaTpuvHu 1 Miaau
BB3PACTHH NAlMEHTH C PEUUANBUPAI WK pedpakTepeH 3psi B-kineTrueH HeXOMKKUHOB TUMGOM ca
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OIICHSBaHU B MHOT'OLIEHTPOBO, OTKpUTO IpoyuBane dasza 3 (LYM3003) ot aBe yacTu Ha
IMBRUVICA B koMOUHAIIMS ChC CXEMa Ha JICUCHHE WM ¢ pUTYKcUMa0, udochamui, kapOoriaTHH,
erono3un u aekcamerazoH (RICE), nunu ¢ purykcuma0, BUHKpUCTHH, Hocdamua, kapOoIuiaTHH,
unapyounun u aexcamera3od (RVICI) kaTo ocHOBHaA Teparnus.

B gact 1 Ha mpoyuBaneTo (21 manmeHTH Ha BB3pacT oT 3 10 17 roanHN) ce oleHsBa 103aTa, KOATO J1a
ce n3nomsBa B yacT 2 (51 nanuenTu Ha Bb3pact oT 3 10 19 rogunu) (Bx. Touka 5.2).

B wact 2 nanuenTute ca pangomusupanu 2:1 na nomysasar IMBRUVICA 440 mg/m? nresHo (Ha
Bb3pacT nox 12 rogunn) unu 329 mg/m? (sb3pact 12 1 noBeye TOAMHK) 3a€IHO C OCHOBHA Teparnus
WM CaMO OCHOBHA Teparnus 0 3aBbpIIBaHe Ha 3 LUKbBJIA OT TEPANHTa, TPAHCIUIAHTALHS, TIPOTPECHSI
Ha 3a00JIsIBAaHETO M HETIPHEMITNBA TOKCUYHOCT. [IbpBrYHaTa KpaitHa TOUKa 3a MPEBH3XOICTBO I10
OTHOLIeHKE Ha TIpexxuBsieMocTTa 6e3 croutne (EFS) He e mocTuraata, KoeTo mokasea, ue HsMa
JOIBJIHUTEIHA 10132 OT 100aBsHeTo Ha nOpyTuHHO KbM RICE wimu RVICI (Bk. Touka 4.2).

5.2 dapMaKkoKHHETHYHH CBOHCTBA

Abcopbuus
NopytraN6 ce abcopOupa 6bp30 cien mepopaTHo IPUIIOKEHHE ChC CPeTHO Tmax OT 1 70 2 Haca.

AoGcomoTHaTta OMoHaMYHOCT Ha TiaaHo (n = 8) € 2,9% (90% Cl = 2,1 — 3,9) u ce ynBosiBa, KoraTo ce
KoMOuHMpa ¢ xpaHa. PapMakOKMHETHKATa Ha HOPYTHHUO HE ce pa3innyaBa 3HAYUTEITHO NPH MAUEeHTH
C pa3nuyHH B-kneThuHM 310KadecTBeHN 3a00saBanus. Excrio3nnusaTa Ha HOpYyTHHUO ce yBenniaBa ¢
no3u o 840 mg. HaGmonaranara npu crarpoHapHo chetossaue AUC npu manuenTr Ha 560 mg e

953 + 705 ng h/ml (cpeano + crangapTHO oTKIOHEHHE). [Ipuoxennero Ha HOPYTUHUO Ha TIIAJHO
Bozu 110 npubnuzutenHo 60% excnosuust (AUC.st) B cpaBHeHue ¢ 30 MuHyTH nipenu, 30 MUHYTH
cllest XpaHeHe Win 2 gaca cief] 0orata Ha Ma3HUHH 3aKyCKa.

No6pyTHHHO MMa pa3TBOPUMOCT, 3aBUCcUMa OT pH, ¢ mo-HHCKa pa3TBOPUMOCT MPH MO-BUCOKO pH.
[Tpu 3mpaBu moOpoBoIIH, TpUeMaIy Ha TiagHo 560 mg eAMHUYHA 1032 HOPYTHHUO CIie/ MIPHEeM Ha
40 mg oMenpasoll BeIHBK THEBHO B MPOABIDKEHHE HA 5 THA B CPAaBHEHHUE C HOPYTHHUO
CaMOCTOSITEHO, CpeHUTE TeoMeTpruHH choTHOMmEHM (90% CI) ca 83% (68-102%), 92% (78-
110%), u 38% (26-53%), cbotBeTHO 32 AUCq24, AUClast ¥ Crnax.

Pasnpenencuue
OO6paTUMOTO CBBP3BaHE HA HOPYTHHHO C YOBELIKUTE IIa3MEHH IPOTEHHH N Vitro e 97,3% u He

3aBHCH OT KOHIleHTparusTa B Auamna3ona ot 50-1000 ng/ml. [IpuBuaHuAT 00em Ha pasnpeneneHue
npu crarmoHapHo cbetosaue (Vas/F) e mpubmmsurentno 10 000 1.

buorpancdopmanus

NopyTnHH6 ce metabonmzupa riaaBao upe3 CYP3A4 no nomydaBaHe Ha JUXUAPOAHOIIOB METaOOJHNT C
WHXUOUTOPHA aKTHUBHOCT 10 oTHoueHue Ha BTK npubnusurtenHo 15 mbTr no-HUCKA OT Ta3H Ha
n6pytuan6. Usrnexxaa yuacruero Ha CYP2D6 B metabonnsma Ha HOpyTHHNO € MUHUMAJIHO.

CrnenoBaTenHo, He ca He0OXOANMH MPEANa3Hl MEPKY Ipy narueHTy ¢ pazmunaau CYP2D6
TE€HOTHUIIOBE.

Enumunupane
[pusngaust kmpsHC (CL/F) e npubnuzutenso 1 000 1/h. [TomykuBOTHT Ha HOPYTHHUO € OT 4 J10

13 vaca.

Criest eIHOKPATHO NEPOPATHO NPUIIOKEHHE HA N30TONHO Oenssan [*Cl-ubpyTurub npu 3apasu
WHIUBUIY, TpUOIm3uTeTHO 90% OT paanoakTUBHOCTTA Ce EKCKpEeTHpa B paMKuTe Ha 168 daca, kaTo
no-rossimara vact (80%) ce otaens B usnpaxuenusTa u < 10% B ypunara. Henpomenenusr
nOpYTUHHO MpeacTaBisiBa 0KoJI0 1% OT M30TONMHO Oensa3anus MPoayKT, eKCKpETHpaH BbB (ereca, a B
ypHUHaTa HE CE OTKPHBA.
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CrenpanaHy monyJIaliu

Cmapuecka 6v3pacm
[NomynanuonauTe hapMakKOKMHETHUYHH JIaHHU TTOKA3BaT, 4¢ Bh3pacTTa He BIIUsC 3HAUUMO BhPXY
OYMCTBAHETO HA HOPYTHHUO OT KPBHBTA.

Ileouampuuna nonynayus

DapMaKOKMHETUYHUTE JaHHU ITOKa3BaT, Y€ eKCIO3ULMATa Ha HOPYTUHUO NIpH ela ¢ peLyIuBIpal
win pedpakTepeH 3psi B-ki1eTbueH HeX0MKKUHOB JIMM(OM Ha Bb3pacT 12 U noBeye roguHy,
ToJTyYaBally JHEBHA 1032 329 Mg/M2, u nena Ha Bb3pacT oT 3 10 nox 12 roguHu, moyyasamm
nHeBHa 103a 440 Mg/m?2, 0GMKHOBEHO € B Mana3oHa Ha eKCIO3MIMUTE, HA0I01aBaH| NP Bb3PacTHHU
MaIeHTH, Ha KOUTO € IPHIOKEeHa JHEBHA 103a 560 mg.

Lon
[HonynanmnonnuTte (hapMaKOKHHETUYHU JAHHU TIOKA3BaT, Y€ MOIBT HE BIHSIEC 3HAUNMO BBPXY
OYMCTBAHETO Ha HOPYTHHUO OT KPBHBTA.

Paca
Hsma moctarbuHO TaHHU 32 OIIEHKA Ha MOTEHIUATHUS e()eKT Ha pacaTa BbpXY (papMaKkOKHHETHKaTa
Ha HOpyTHUHHO.

Tenecno meano
[MomynanuonHuTe hapMaKOKMHETHYHH JAaHHHU ITOKa3BaT, Y€ TeJACCHOTO Terao (auanason: 41-146 Kg;
cpenna [SD]: 83 [19 kg]) uma He3HauuTeneH epeKT BbPXY OUUCTBAHETO HA HOPYTHHHO.

bwvbpeuno yspescoane

NopyTnHHO MMa MUHUMaJeH ObOpeueH KITUPBHHC; yPUHHATA eKCKpelus Ha metabonutute e < 10% oT
no3ara. J1o To3u MOMEHT He ca POBE/ICHH KOHKPETHU MPOYYBAHUsI ITPU MAllMEHTH C HapyIleHa
0b0peuna QpyHKuys. JIMTICBAT JaHHY MIPH MAIUEHTH C TEXKKO OBOPEUTHO YBpEKIaHEe WITH MTPH
NalMeHTH Ha Auanu3a (BK. Touka 4.2).

Yeproopobno yspedxcoane

Nopytnanb ce MeTabonm3upa B uepHUs ApoO. B mpoydBane mpu MarueHT ¢ 9epHOAPOOHO
yBpekJaHe U 6€3 OHKOJIOTHYHO 3a00IIsIBaHe € MPUIIOKeHa eAMHUYHa 103a oT 140 mg ot
JIeKapCTBEHUS MPOAYKT Ha riagHo. EdekTsT Ha HapyieHa yHKIuUs Ha YepHUs Jpo0 Bapupa
3HAYUTEIIHO MEX/Y OTAEIHNUTE WHAWBUAN, HO CPETHO Ce HAOII01aBa YBEIIMUEHUE Ha EKCIIO3ULIMATA Ha
uopytuHu6 (AUC)ast) ¢ 10 2,7-, 8,2- 1 9,8- bTH, CHOTBETHO IpH marmeHTy ¢ jieko (n = 6, Child-Pugh
kiac A), ymepeno (n = 10, Child-Pugh xiac B) u Texxko (n = 8, Child-Pugh xmac C) geproapo6Ho
yBpexaane. HecBbp3anata ¢pakuus Ha HOpyTHHUO CHIIO CE yBEIMUYaBa ChC CTENIEHTA Ha yBPEXIaHE
¢ 3,0, 3,8 u 4,8% CcHOTBETHO MPU HAIUEHTH C JIEKO, YMEPEHO U TEXKKO YEPHOAPOOHO YBpEKIaHe, B
cpaBHeHue ¢ 3,3% B ruia3mara Ipy CbOTBETCTBAIIIUTE 3/IPaBH KOHTPOJIH B PAMKHTE Ha TOBA
npoyusaHe. CbOTBETHOTO YBEIMYCHUE HA eKCIo3uluATa Ha HecBbp3aH HOPYTUHUO (AUCunbound, last) €€
ouaksa na 0w1e 4,1, 9,8 1 13 IbTH CHOTBETHO MIPHU WHAUBH/IY C JIEKO, YMEPEHO U TEXKKO YEPHOIPOOHO
yBpexaane (Bx. Touka 4.2).

Eonospemenno npunooicenue ¢ mpancnopmuu cyocmpamu/unxubumopu

In vitro npoyuBaHus moka3sar, 4e HOpyTHHHO He e cyOcTpat Ha P-gp, HUTO Ha IPyTrH OCHOBHH
TpaHcnoprepH, ¢ m3kirodenne Ha OCT2. AuxuapoanoaoBusIT MeTaboNINT U IPyTH METabONINTH ca
P-gp cyocrpatn. MOpyTHHUO € in Vitro maxudurop Ha P-gp u BCRP (Bx. Touka 4.5).

5.3 IlpeakIVHUYHYU JAHHU 32 0€30MACHOCT

CrneHHTE HEXKENaHU €PEKTH ca HAOII0JaBaHK B TPOYYBAHUS C IMIPOIBIDKUTEIHOCT 13 ceMunu mpu
IUThXOBE U KyueTa. Y CTAHOBEHO €, ue HOPYTUHHO NMPEIU3BUKBA CTOMAIITHO-YPEBHU €PEKTH (MEKU
U3MPaKHEHUS/AMAPHUS ¥/WJTH Bb3MaJicHUe) U IMMGOHTIHO W34YEePIIBaHE IPHU IUIHXOBE M KydeTa MpH
HUBO 0Oe3 HabmonaBan HexenaH edekt (No Observed Adverse Effect Level, NOAEL) 30 mg/kg/nen u
npu aBaTa Buja. Bb3 ocHoBa Ha cpennara excriozuius (AUC) mpu 560 mg/nen kinuandna no3a, AUC

36



croTHOMEeHUATa ca 2,6 u 21 mpu NOAEL, chOTBETHO ITPH MBXKKH | KEHCKH IThX0Be U 0,4 u 1,8 mpu
NOAEL, ch0TBETHO ITPU MBXKKH ¥ )KEHCKH KydeTa. [ paHunuTe Ha Hall-HUCKHUTE HUBA, TIPH KOUTO CE
HaOmonaBa epext (Lowest Observed Effect Level, LOEL) (60 mg/kg/nen) npu ky4deta ca 3,6 mbTH
(Mpxkn) 1 2,3 meTH (keHckH). [Ipu murbxoBe ce HabM0AaBa yMepeHa aTpodus Ha allMHAPHUTE KICTKU
Ha MaHkpeaca (cMsTaHa 3a Hexxenana) npH qo3u > 100 mg/kg npu MBXKH TUTbXOBE (TPaHUIHA HA
excrozurus 2,6 meti AUC) 1 He ca HaOJIIoaBaH! TIPH JKCHCKUTE ITHXOBE TIPH T03H 10

300 mg/kg/nen (rpanuiy Ha excrio3urus 21,3 et AUC). Habnronasa ce cnabo HamasneHa
TpabeKyJapHa U KOPTUKATHA KOCT MPH KESHCKHU TLTbX0Be, Tpetupanu ¢ > 100 mg/kg/nen (rpaHuny Ha
excriozutys 20,3 mbtH AUC). Benukn cToManrHo-9peBHH, TUM(POUIHNA U KOCTHH HaXOIKH ca
o0paTUMH clies Iepro]] Ha Bb3cTaHOBsIBaHe OT 6-13 ceqmuuu. HaxonkuTe B maHkpeaca ca 4aCTUYHO
0o0paTUMH IO BpeMe Ha ChIIOCTABUMH MEPHOAN Ha BH3CTAaHOBSBAHE.

He ca MMPOBCKAAHU NTPOYUYBAHUA 3a TOKCUYHOCT IMMPU FOBCHWJIHU JXKUBOTHHU.

Kanyepozennocm/zenomoxcuunocm

N6pyTHHUO He € KaHIlepoTeHeH B 6-MeceuHo MpoyuBaHe npu TpaHcreHHr mumku (Tg.rasH2) mpu
nepopaiau 1034 110 2 000 mg/kg/nHEeBHO, ¢ TpaHUIla HA SKCIIO3UIUATA IPUOJIU3UTEITHO OT

23 (Mmpxku) 10 37 (keHckn) T AUC mipu xopa ¢ JHeBHA 1032 nOpyTHHUO 560 M.

NopyTHHNO HSIMa TEHOTOKCHYHH CBOMCTBA, KOTATO € U3CJeIBaH NPy OaKTepHH, KJIETKH Ha 003aiHUIIN
WJIU IIPpU MUILIKH.

Penpooykxmuena moxcuunocm

[Tpu 6pemenHu urbXoBe, HOPyTHHUO Mpu K032 80 mg/kg/neH ce cBBp3Ba ¢ yBenuieHa
MOCTUMIUTAHTAI[MOHHA 3ary0a 1 TOBUIICHHU BUCIIEPATHH (Ha ChPIIETO M TOJIEMHUTE ChJIOBE)
Ma(opMaIuy U CKeJIETHU BapHallyd, ¢ rpanniia Ha ekcriosurus 14 metn AUC, ycTaHOBeHA MTpH
MaIeHTy ¢ nHeBHa no3a 560 mg. [Ipu no3a > 40 mg/kg/nen, nOpyTHHHUO ce CBBp3Ba C HAMAICHO
teryio Ha wioaa (AUC ceoTHoIIEHHE > 5,6 B cpaBHEHUE ¢ JHEBHa Jj03a 560 mg npu naueHTH).
Crnenosarenno ¢eranauar NOAEL e 10 mg/kg/nen (mpubnmsurento 1,3 mbt AUC Ha uOpyTrHUO
npu 103a 560 mg qHEBHO (BXK. TOuKa 4.6).

[Tpu GpeMeHHM 3al1K TPUIOKEHUETO HA HOPYTHHUO ¢ 103a 15 mg/kg/neH i mo-Bucoka e CBbp3aHo
ChC CKeJIETHH Malipopmaluu (CpacTBaHe HAa IPUMOPIHATIHUTE CTEPHATHN CETMEHTH), a HOPYTUHHO C
no3a 45 mg/kg/neH e cBBp3aH ¢ MOBHIIIEHHN MOCTUMIDIAHTAIIMOHHY 3aryon. UOpyTHHUO puunHsIBa
Masipopmanuu npu 3aiim ¢ no3a 15 mg/kg/nen (mpubamzurenno 2,0 metr Hax excriosunusta (AUC)
npu nauuertu ¢ MCL, Ha kouTo ce npunara uopytuHu0 560 mg nHeBHO, U 2,8 mbTH Hax
ekcriosuisaTa rpu nanuertu ¢ CLL nimm WM, nonyyaBamy ubpytuau6 ¢ go3a 420 mg Ha JieH).
Crnenosarenno, peramnoro NOAEL e 5 mg/kg/nen (mpubmuzurenno 0,7 met AUC Ha HOpyTHHHO
npu 103a 560 mg aHeBHO) (BK. Touka 4.6).

Depmunumem

He ca HabmonaBanu ehekTy 1o OTHOIICHUE Ha (DEPTHIMTETA WIIK PEIIPOAYKTUBHUTE CIIOCOOHOCTH
MIPH MBKKH HITH JKEHCKH TUTHXOBE JI0 MaKcHMasHaTa TectBaHa jo3a - 100 mg/kg/nen (doBemka
exkBuBaJieHTHA 7032 - HED16 mg/kg/nen).

6. DAPMAIIEBTUYHU JAHHHU
6.1 Cnucbk HAa IOMOIIHHUTE BELIeCTBA

KarncynHo cbabpxKUMO
KpOCKapMeso3a HaTpuid
MarHes3ueB creapar
MUKPOKPHUCTAITHA IIeTyJI03a
Harpues jaypuicyidar (E487)

CncraB Ha KaricyJjara
KEJIIaTUH
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tutanoB auokcuna (E171)

[leyaTHO MacTUIIO

IeJIIaK

gepeH xeneseH okenp (E172)
npormmteHr kol (E1520)

6.2 HecnbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHocT

3 ronuHU

6.4 CnenuajJHM yCJI0BHUS HA ChbXpaHeHHUe

To3u nexapcTBeH NPOAYKT HE U3UCKBA CIICIIUAHN YCIOBUS HA ChXpaHEHHE.

6.5 Bwuxu chabpkaHNe HA ONMAKOBKATA

HDPE O6yTuiku chbe 3amuTeHa oT Jera MoJUIIPONIICHOBA 3aITyIIaiKa.

Bcesika kapTOHEHA OIakoBKa ChIIbpika enHa OyTiiika ¢ 90 wiu 120 TBbpan Karncyu.

He Bcuuku BHIOBE ONTAKOBKU MOTAT Aa OBJIAT ITyCHATH B IPOAAKOA.

6.6 CrHenuajaHu nNpeaNa3Hu MEPKHU MPH U3XBbPJIsIHE

Hewusmnon3paHusT JIeKapCTBEH MPOIYKT WM OTHAIbYHUTE MaTEPHAIH OT HErO TPSOBA J1a CE U3XBBHPIIAT

B CHOTBETCTBUE C MECTHUTE U3MCKBAHUS.

7. MHNPUTEXATEJI HA PABPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

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

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

9. JATA HA ITbPBO PASPEIIABAHE/IIOITHOBSBAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

Jata Ha mepBO pazpemasane: 21 okromBpu 2014 1.

Jlata Ha nocneHo moaHOBsBaHe: 25 oHu 2019 .

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

02/2025
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[Tonpo6ua nHdOpMarMs 3a TO3M JIEKApCTBEH NPOAYKT € MpeJocTaBeHa Ha yeOcaiita Ha EBponeiickara
areHuus 1o Jiekapcrpata https://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
Bceska 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 1akT03a MOHOXHUJAPAT.

IMBRUVICA 420 mg dhunmMupanu TabJIeTKH
Bcesika gunmmupana Tabnerka chabpika 420 mg ubpytunuo6 (ibrutinib).

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

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

IMomorHo(1) BemecTo(a) ¢ U3BECTHO NEUCTBHE
Bcesika punmupana tabnerka ot 560 mg cpappka 112 mg 1akTo3a MOHOXHIPAT.

3a IIBJIHUS CUCHK Ha ITOMOIIHHUTEC BEUICCTBA BHXXTEC TOYKA 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 nmpyrara cTpaHa.

IMBRUVICA 280 mg ¢dbunmMupanu TabJieTKH
Jlunasu npoxparoBat TabeTKu (15 mm AbHKMHA B 7 mm IIHUPHUHA), C BATHOHATO penedHO
o3HaudeHue “ibr” oT egHara cTpaHa u “280” oT gpyrara crpaHa.

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

IMBRUVICA 560 mg dhunmMupanu tabiieTKU
Kbt 10 opamkeBH npoabiaroBaT TadseTku (19 mm apmkuaa u 8,1 mm mmpHHAa), ¢ BIUTEOHATO
penedno o3HaueHue “ibr” ot exHaTa cTpana u “560” oT npyrarta cTpaHa.
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4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHU MOKA3AHUS

IMBRUVICA kato MOHOTepamnus € IoKa3aH 3a JICUCHHE Ha B3PACTHU MAIUCHTH C PEIUIUBHPAII HITH
pedpakTeper MaHTeIHOKIIEThYEH JTuMdomM (mantle cell lymphoma, MCL).

IMBRUVICA xaTo MOHOTepamnusi Wi B KOMOWHAIHS C pUTYKCHUMa0, OOMHYTY3yMab WiTH
BEHETOKJIAKC € [TOKa3aH 3a JICYeHHe Ha Bb3PacTHU MAIMEHTH C HeJIeKyBaHa JJ0cera XpOHHYHa
auMdornTHa eBkemus (chronic lymphocytic leukaemia, CLL) (Bx. Touka 5.1).

IMBRUVICA kaTo MOHOTepamnus Wiu B koMOuHaIma ¢ OeHaamycTiH u putykcumad (BR) e mokazan
3a ie4eHue Ha Bb3pacTHU nanueHTy ¢ CLL, KouTo ca moayyuin moHe eAHa MpeAiecTBaIla Teparnus.

IMBRUVICA kato MoHOTepanus € moka3aH 3a JeUeHUEe Ha B3PACTHHU MAITUEHTH C
makpornooynunemus Ha Waldenstrom (Waldenstrom’s macroglobulinaemia, WM), kouTo ca
MOJIYYMJIM [IOHE €Ha MPEALIecTBAIlA TEPANUs UM KaTo IbpBa JIMHUS IPH MALUEHTH, KOUTO ca
Henoaxoasmy 3a xumuo-umyHotepamnusi. IMBRUVICA B komOnHaius ¢ purykcumad e rokasas 3a
JICYEHHUE Ha Bb3paCTHU NaeHTu ¢ WM.

4.2 Jlo3MpOBKA M HAYMH HA MPUJIOKEHHE

JleueHHneTO C TO3U JIEKAPCTBEH MPOAYKT TPsIOBa J1a ce 3al04He U J1a ce MPOCie/IsiBa OT JIeKap ¢ OIMT B
IPUIaraHeTo Ha MPOTUBOPAKOBH JIEKAPCTBEHH IIPOAYKTH.

203H[20BK3

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

CLLu WM

[Ipenopruntennara go3a 3a euenre Ha CLL 1 WM, uim kato MOHOTepanws, Wik B KOMOWHAITUS €
420 mg BeqHBXK THEBHO (32 MoBeue HH(OpMaIKs OTHOCHO cXeMara Ha IpuiiaraHe Ha KOMOMHAIAATA
BX. Touka 5.1).

Jleuenneto ¢ IMBRUVICA Ttpsi6Ba 1a IpobJKU 10 IPOTpecus Ha 3a00JISIBAHETO HITH 10
HETMOHOCHMOCT Ha MalMeHTa KbM Tepanusira. B komOnHauus ¢ BeHeTokiIakc 3a jieuenue Ha CLL
IMBRUVICA TpsibBa 51a ce mpuiiara KaTo CaMOCTOSITEIHO CPEACTBO B MPOJBIDKCHUE HA 3 IUKbBIIa
(1 uuxba e 28 guu), nocnensano ot 12 nukbia IMBRUVICA mitoc BeHeTOKIaKC. 3a mbJHa
MH(pOpMaLK 3a JO3UPAHETO Ha BEHETOKIIAKC BIDKTE KpaTKaTa xapakTepuctuka Ha npoxykra (KXII).

Koraro IMBRUVICA ce npuiara B komOuHaiwus ¢ antu-CD20 Tepamnus, npenopbusa ce
IMBRUVICA na ce npunara npenu antu-CD20 tepanusita, ako ce npuiarat B €IUH U ChIIH JICH.

Aoanmupane na 0ozama

Ymepennte u MomHuTe CYP3 A4 nHXUOUTOPH yBeTUYaBaT EKCIO3ULMATAa HAa HOPYTUHHO (BXK.
touku 4.4 u 4.5).

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

Korato ce uznonssa eqnoBpemenHo ¢ Motau CYP3 A4 uaxuburopu, 1o3ara Ha HOpyTHHUO TpOBa 1a
ce HamMaiu 10 140 mg BeIHBK AHEBHO WJIM JIEYEHHUETO Jia C€ MPEyCTaHOBH 3a HE NIOBEYE OT 7 AHH.
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Tepamusata ¢ IMBRUVICA Tpsi6Ba 1a ce mpeyCcTaHOBH IPH BCSKA HOBOIIOSIBHJIA CE FUTH BIIOIIIABAIIA
ce ChpJIeuHa HEIOCTATHYHOCT CTETICH 2, ChP/ICYHN apUTMHUH CTETICH 3, HEXeMAaTOJIOTHYHA TOKCHIHOCT
CTETeH > 3, HEYTPOIICHUS CTEIICH 3 WK MO-TOJIIMa C MH(EKIIHS WK MTOBHUIIIEHA TEMIIEpaTypa, WiIu
XEMaTOJIOrMYHa TOKCUYHOCT cTeneH 4. Cliel KaTo CHMIITOMHUTE Ha TOKCUYHOCT C€ BH3CTAHOBSAT JI0
crerieH | Wiy 10 M3X0IHO HUBO (BB3CTaHOBsIBaHE), mogHoBeTe TepanusaTa ¢ IMBRUVICA ¢
NPENopPbYUTENHATA 7034, IOCOYCHA B TAOIHITUTE MO-/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 O6H.[I/IT€ TEPMHUHOJIOTUYHHN KPUTECPUHU 3a HEXKECIIAaHU CHOUTHS Ha HaIlI/IOHaJ'IHI/IH

onkonornuen uuctutyt (National Cancer Institute-Common Terminology Criteria for Adverse Events, NCI-CTCAE),
WK KpUTepHHuTe Ha MeXayHapoaeH CUMUHAD 3a XpoHHYHa uMponuTHa neskemus (International Workshop on Chronic
Lymphocytic Leukemia, IWCLL) 3a xemarosnoru4yna Tokciuaroct pu CLL/SLL.

Korarto Bb300HOBsIBATE JICYCHHUETO, 3aTI0YHETE CHC ChIL[ATa MM [I0-HUCKA 1032 Bh3 OCHOBA Ha OI[CHKATa Ha
CHOTHOIIICHUETO T0J13a-pHCK. [1py TOBTOpHA 10sIBa Ha TOKCHYHOCTTA HaMaleTe JHeBHaTa 1o3a ¢be 140 mg.

HpeHOp’b'-II/ITe.HHI/ITe KOPCKIMHU Ha J103aTa Ipu crOUTHS Ha ChpA€YHA HCAOCTATHYHOCT UJIN CHbPACUYHU
ApUTMHU Ca OIMMCAHU I1O-I0JTYy:

Cnourns IlosiBa Ha Kopurupane na nozara Kopurupasne Ha go3ara
TOKCHYHOCT | cJel Bb3CTAHOBSIBaHe NMPHU cjel Bb3CTAaHOBSIBaHE MPH
MCL CLL/WM
IIvpBa Bp3o6HOBsBaHE ¢ 420 mg Bp3o0HOBsIBane ¢ 280 Mg
Copaeuna JHEBHO JTHEBHO
HEJIOCTaTHYHOCT Bropa Bb3o6HoBsBane ¢ 280 mg Bw3o6HoBsBaHe cbe 140 mg
CTeTIeH 2 JTHEBHO JTHEBHO
Tpera [IpeycranosaBane npueMa Ha IMBRUVICA
IIvpBa Bp3o6HOBsBaHE ¢ 420 Mg Br3o0HOBsIBarHe ¢ 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 Bb300HOBSIBAHE Ha JICYCHUETO OIICHETE CHOTHOIICHHUETO 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 NPOITyCHATATa /103a.
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Cneyuannu nonyiayuu

Cmapuecka ev3pacm

He e HeoOX0qMMO CrieIMaiHo alaliTUPaHe Ha J103aTa MU MAIMEHTH B CTapyecKa Bb3pacT
(> 65 rogunm).

bvopeuno yepesicoane

He ca nmpoBexxgann KOHKPETHN KIMHWYHH MMPOYYBAHUS TIPH NAIHEHTH C OBO0pedHO yBpEkKIaHEe.
[TanmenTH ¢ eKoO WM yMepeHo OBOPEYHO yBpekaaHe ca OUITH IEKyBaHH B KITMHIYHUTE ITPOYIBAHUS
¢ IMBRUVICA. He ce Hanara amanTipaHe Ha J03aTa Py MaUeHTH ¢ JICKO WIH YMEPEHO ObOpeYHO
yBpexkIaHe (KpeaTHHUHOB KIUPBHC mo-rojsiM oT 30 ml/min). TpsOBa na ce moagbpka XuapaTupaHe u
Jla ce MPOCIIeasBaT MepHOJNYHO HUBaTa Ha cepyMHus kpeatnHuH. IMBRUVICA tpsioBa na ce
npuiiara npy NalueHTH ¢ TEKKO 0bOpedHo yBpexaaHe (kpeaTuHUHOB KiupbHC < 30 ml/min), camo
aKo IoJ3aTa MPEBUIIABA PUCKA U TTALIMEHTUTE CE CIEAT 0TOIN30 3a MPU3HAIM Ha TOKCUYHOCT. Hsima
JIAHHY TIPH MAIMCHTH C TeKKO ObOPEUHO YBPEKIaHE WU NP MAIMEHTH Ha Tuain3a (BXK. Touka 5.2).

Yeproopobno yspedcoane

NopytraN6 ce meTabonm3upa B uepHUs Apod. B mpoyuBane mpu MaueHTn ¢ 9epHOAPOOHO
YBpEKIaHe, JaHHUTE ITOKa3BaT yBEIMICHNE Ha EKCIIO3UIUATa Ha HOPYTHHUO (BXK. Touka 5.2). [Ipn
MAIUeHTH C JIeKo uepHoapoOHo yBpexaane (Child Pugh knac A), npenopbuntennara qo3a e 280 mg
nHeBHo. [Ipy manuentu ¢ ymepeno depHoapo6Ho yBpexnane (Child Pugh knac B) npenopbsuntennara
nmo3a e 140 mg naeBHo. [lanmenTure na ce HabmroAaBar 3a mpu3Hany Ha TokcuaaocT Ha IMBRUVICA
W J1a ce ClIe/IBaT HACOKHTE 3a aflanTUpaHe Ha Jj03aTa, KakTo € Heobxoaumo. He ce mpenopbuBa
npuioxenue Ha IMBRUVICA npu manueHTH ¢ Texko 4epHoapooHo yBpexxaaHe (Child Pugh

kiac C).

Teoicko cvpoeurno 3abonseane
IMarnueHTH ¢ TEXKO ChPACYHOCHI0BO 3a00IABAHE Ca M3KITIOYSHH OT KIIMHUYHHUTE TPOYUYBAHHUS C
IMBRUVICA.

Ileouampuuna nonynayus

Ynorpebara Ha IMBRUVICA npu nena u toHomu Ha Bb3pacT oT 0 10 18 rogunu He ce mpenopbuBsa,
TBH KaTo e(pUKACHOCTTA HE € ycTaHOBeHa. HannynuTe moHacTosIeM JTaHHH P NALUEHTH ChC 3PSl
B-knerpueH HEXOHKKUHOB TUM(OM ca onrcanu B Touku 4.8, 5.1 u 5.2.

Hauun Ha npwioxxeHue

IMBRUVICA TpsibBa 51a ce mpuiiara nepopaiHo BeIHBXK THEBHO C Yallia BoJIa MPUOIM3UTEITHO TI0
€JIHO ¥ CBIIO BpeMe Bceku JjieH. Tabnerkure TpsOBa /1a ce MOTIbIIAT LEIH C BOJIa U He TpsOBa ja ce
yynsaT win aeByat. IMBRUVICA He Tpsi0Ba Aa ce npreMa cbC COK OT IpeindpyT Ui CeBUICKH
noprokaiu (Bx. Touka 4.5).

4.3 TIlpoTuBOmOKAa3aHUS

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

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

4.4 ChnenuanaHu nmpeaynpesaeHus: U NpeAna3sHyl MepKH NpU ynoTpeda

Cb0uTHS CBBP3aHU C KbPBEHE

Nma chobmienus 3a ciyyan Ha KbpBeHe pH nanueHTH, JiekyBanu ¢ IMBRUVICA, kakto cbe Taka
6e3 TpomOonTONIeHN. Te BKIIIOYBAT HE3HAUMTENHHU CIIydal Ha KbPBEHE, KaTO KOHTY3HH, €MICTAKCHUC
Y TIETEXWH; U CIIy4ad Ha TOJIEMH KPbBOU3IHUBH, HIKOH OT KOWUTO JIETAJIHH, BKIIFOYUTEITHO CTOMAIITHO-
YPEBHO KBbPBEHE, BBTPEUEPENICH KPbBOU3IUB U XEMATypPHS.
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Bapdapun wim apyru aHtaroHucTH Ha BuTaMuH K He TpsOBa Ja ce npuiiaraT eHOBPEMEHHO €
IMBRUVICA.

Ynorpebara Ha aHTUKOATYJIAHTH WM JICKAPCTBEHU MPOYKTH, KOUTO HHXUOHUPAT TPOMOOIIUTHATA
¢byHKIMS (aHTHArperaHTHA cpeacTa) exHoBpeMenHo ¢ IMBRUVICA, moBummasa prcka oT rojieMu
KpBhBOM3IUBU. [10-BHCOK PHCK OT TOJIEMH KPHBOU3JIHMBH € HAOMIOAaBaH MPH aHTUKOATYJIAHTH,
OTKOJIKOTO TIPY aHTHATPEraHTHH cpejicTBa. [IpernieHeTe puckoBeTe U MOJI3UTE OT aHTUKOATyJIaHTHATA
WJIN aHTHPOMOOIIMTHATA Tepalns, KoraTo ce npmiarat eqaopemedro ¢ IMBRUVICA.
Hab6momaBatiTe 3a MpuU3HANN W CUMIITOMH Ha KbPBEHE.

Tps6Ba na ce n30sTBaT 100aBKM Kato puOEHO Macio U npenapaTty Ha BuTtamuH 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. [Ipu rossim 6poit
mupkynupamu sumdonuta (> 400 000/pul) moxe 1a uma noBuiieH puck. [a ce oOMUCTH BpEMEHHO
npeyctanoBsiBane Ha nprema Ha IMBRUVICA. IlanmentuTe TpsioBa na Ob1aT BHUMATETHO
HaOmonaBaHy. Jla ce mpuIIokKaT moIbPIKaIy MEPKH, BKIIFOUUTEIIHO XUAPaTalns U/ WIn
IUTOPEAYKIUS, KAKTO € TIOKa3aHo.

Pynrypa Ha cneskara

CroOmIaBaT ce ciiydad Ha pyInTypa Ha ciie3KaTa ciel npeycTaHoBsaBaHe Ha jJeuenue ¢ IMBRUVICA.
Koraro neuennero ¢ IMBRUVICA ce npexbcBa win npekpartsiea, TpsiOBa BHUMATEIHO Ja ce
MPOCIIe/sBa CTaTyca Ha 3a00ISIBAHETO M TOJIEMHUHATA Ha ClIe3KaTa (Hamlp. KIIMHWYEH MPerJie],
exorpadus). [laruenTrure, KOUTO MoJTydaT O0JIKA B JIsIBaTa rOpHA YacT HA KOpeMa WU BbB BbpXa Ha
pamoTo, TpsiOBa J1a ce OlleHIBAT, KaTO C€ MMa MPEABKL JUAarHo3a PynTypa Ha clie3KaTa.

HNndexknnn

WHadexnmn (BKIIOYHTEIHO CETICUC, HEYTPOTIEHUYEH CETICUC, OaKTepHaIHH, BUPYCHH WIN T'HOWYHN
nH(peKnrn) ca HabIroaaBaHy npu naruenTy, ekyBanu ¢ IMBRUVICA. Hskou ot Te3u nHpekum ca
CBBP3aHH € XOcIUTanu3anus 1 cMbpT. [loBeyeTo nauneHTr ¢ HHGEKIHUHN C JIeTaleH U3X0[] ca UMAJIH
HeyTporeHus. [lanmenTure TpsiOBa 1a ObIAT HAOMIOAaBAHH 33 TPECKA, OTKJIOHEHHS B USPHOPOOHUTE
(GYHKIMOHATHY [TOKA3aTel M, HEyTPOTICHHS M HHPEKIUHY, U TPSOBa Jia c€ Ha3HAYH IOAXO/ISIIa
aHTUMH(EKINO3Ha Tepanys, KakTo e mokasaHo. [Ipy nauneHTuTe ¢ MOBUILEH PUCK OT
OTIOPTIOHUCTUYHU MH(PEKIMU TPSOBA 1a ce MUCIHU 32 TPOQHIAKTHKA B ChOTBETCTBUE ChC CTAaHIapTa 3a
JIeYeHue.

Cro0ImaBar ce ciayvyad Ha WUHBa3MBHU MUKOTHYHHM WH(EKIIMH, BKIFOYUTEIHO CIIyYal Ha aclepruiosa,
KPHIITOKOKO3a ¥ HH(pEKIHH, mpruarHeHn oT Pheumocystis jiroveci, ciaen ynorpeda Ha nOpyTHHUO.
Cno0IneHuTe ciiydan Ha WHBa3MBHA MUKOTHYHY WH(EKIIMK Ca CBBP3aHHU C JICTAJICH H3XO/I.

CroOl1aBaHu ca cliydad Ha Imporpecupariia Mmyatudokaita jieskoenedanomnarus (IIMJI),
BKITIOUHTEITHO C JIETAIICH U3XO0/l, CJie]] yIoTpeda Ha MOPYTHHHO B KOHTEKCTA Ha MpeJIIIecTBAIA W
CBHII'BTCTBAIlA UMYyHOCYIIpECUBHA Tepanus. [Ipu manueHTy ¢ HOBU WM BIIOIIABAIIN CE€ HEBPOJIOTUYHH,
KOTHUTUBHU WJIH TTOBEJICHICCKH TIPU3HAIY I CUMITTOMH, JIEKapuTe TpsiOBa ma umat npeasus [TMJI
npu nudepeHnramHaTa nuarqos3a. Axo ce mogosupa [IMJI, TpsOBa ma ObaaT MPEATIPUETH TIOTXOISIITH
JIMAarHOCTUYHU OLICHKH U JICYEHUETO Ja c€ MPEYCTaHOBH, A0KaTo ce uskiatoun [IMJL. [Ipu nanuuue Ha
ChMHEHHE, TPSOBA J1a ce€ 0OMUCIIM HACOYBAHE KbM HEBPOJIOT U MOIXOSIIN JUATHOCTHYHU METO/IH 32
ycraHoBsiBaHe Ha [IMJI, BKITIOUUTENHO A/IpEHO-MarHUTEH PE30HAHC, 3a IPEANIOUUTAHE C KOHTPACT,
u3cneBane Ha nepedpocnuHanHaTa teanoct 3a JC-supycua JIHK u moBTOpHa HEBpOJIOTHYHA OlIEHKA.
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UepHonpobHH chOUTHS

IIpu maruenTy, nekyBaan ¢ IMBRUVICA, ca HACTBIIMIIN CITy4an Ha XeTaTOTOKCUIHOCT,
peakTUBUpaHe Ha XenatuT B u cioyyaun Ha xenatut E, kouto Moxxe aa 0bnat xpoHudHu. YepHoapoOoHa
HEJ0CTAaThYHOCT, BKJIFOUUTEITHO C JICTAIICH U3XO0]l, € HACTHITWIIA TIPH MAIIUCHTH, JIEKYBaHH C
IMBRUVICA. IIpenu 3anouBane Ha iedenne ¢ IMBRUVICA tps6Ba ga Ob1aT OrieHeHH
yepHOApoOHaTa (GYYHKITUS U CTaTyca Ha BUPYCHUS xenaTtut. [lo Bpeme Ha JIe4eHneTo MaIleHTuTe
TpsAOBa MEPHOAMYHO Ja ce HAOII0AaBaT 32 MPOMEHH B MTOKA3aTEIIUTE Ha YSPHOPOOHATA (DYHKIIHSL.
BupycHuaT TOBap M CEpPONIOTHYHAUTE U3CIEeIBaHNS 32 MH(PEKIINO3EH XETaTUT TPsOBa Ja ce U3BHPIIBAT
B CHOTBETCTBHE C MECTHUTE MEIUITMHCKH PHKOBOJICTBA U KaKTO € KITMHIUYHO MMoKazaHo. [1pu
MAIUCHTUTE C TUArHOCTULIUPAHN YePHOIPOOHU CHOUTHSI, JICUSHUETO TPSOBA J1a CE 00CHAH ChC
CIICIUAITUCT 110 YePHOAPOOHH 3a00JISIBaHUS.

u HUTONCHUH

[Tpu nanumenty, nexyBanu ¢ IMBRUVICA ca cho0maBany Bb3HUKHAIN BCIIEACTBUE HA JICUSHUETO
[UTOTIEHUH cTeneH 3 win 4 (HeyTpONeHHs, TPOMOOIIMTOIICHNS M aHEMUS), M3UCKBAI He3abaBHA
nexkapcka Hameca. [IpnHaTa KpbBHA KapTHHA Ja ce HAaOII01aBa €KEMECEUHO.

Hntepcrunuanna 6enoapobna 6onect (MBB)

Crobmennca cirydan Ha UBb npu manmenTy, nexysann ¢ IMBRUVICA. TlpocnensBaiite nanueHTure
3a O6eJ0ApoOHH CUMITTOMH, TIokazarennu 3a UBb. Ako ce mosBAT cMMITOMH, IPEyCTaHOBETE
npuioxenueTo Ha IMBRUVICA u na3nauere noaxosaio seuenue Ha Ubb. Ako cumnromute
MIEPCUCTUPAT, TIPETleHeTe pruckoBeTe u monsute ot Jedennero ¢ IMBRUVICA u cnenBaiite
MPENOPBKUTE 32 MOTUPHUIMPAHE Ha 103aTa.

CbpaeyHa apuTMUsI U ChpJeYHA HEAOCTATHYHOCT

IIpu nanuenty, nexyBanu ¢ IMBRUVICA, ca Bb3HUKBaJIU JIETAIHU U CEPUO3HU CHPACYHU APUTMUU U
ChpAeYHa HeJocTaTh4HOCT. [lanieHTiTe B HaNpeAHaNa Bb3pacT, GyHKIMOHANIEH craTtyc no Eastern
Cooperative Oncology Group (ECOG) >2 unu ChIIBTCTBAIIM ChPACYHH 3a00JIABAHMS MOXeE Ja ObaatT
BB3JI0’KEHH HA MO-TOJISIM PUCK OT ChOUTHS, BKIIIOYBAIIM BHE3AITHHU JICTATHU ChPACYHN CHOUTHSI.
CrolmaBanu ca

MPEACHPAHO MBXIEHE, IPEACHPAHO TPENTEHE, KAMEPHA TaXUAPUTMUSA U ChbpAEYHA HENOCTATHEYHOCT,
0c00€HO NpH MALMEHTH ¢ OCTPU MH(EKIUH WK ChPJICYHN PUCKOBU (PAKTOPH, BKIFOUUTEIIHO
XHUIIEPTOHMS, 3aXapeH JuadeT U MpeauiliHa aHaMHE3a 3a ChbpACYHA apUTMHUSL.

[Ipenu 3anouBane Ha IMBRUVICA T1psi6Ba 51a ce HampaBu MOIXO0/s11a KIMHAYHA OI[eHKa Ha
chpledHaTa aHaMHe3a U pyHknus. [lannenture TpsiOBa 1a ce HaONMrOMaBaT BHUMATETHO 10 BpeMe Ha
JICYCHUETO 32 MPU3HALM Ha KIIMHUYHO BJIOIIABAHE HA ChpJcuHaTa (DYHKIIMSA, KOSTO JIa CE OBJIA/ABAT
knHnYHO. [Tomucnere 3a nompaHuTenHa orteHka (Hamp. EKT, exokapamorpama), KakTo € ToKa3aHo
TIPH MAIUEHTH ChC ChPJCYHOCHIOBH MTPOOIEMH.

[Tpu manueHTH ChC 3HAYUMH PUCKOBH (PAKTOPH 33 ChPJCUHN CHOUTHSI BHUMATEIIHO OIICHETE
CHOTHOIIIEHUETO ITOJI3a/pUCK Tpeu 3anouBane Ha eueHrne ¢ IMBRUVICA; moxe na ce oOmucan
aITEPHATHBHO JICYCHHE.

[Ipu nauyeHTH, KOUTO PAa3BUBAT MPU3HALM W/WIM CUMITOMH HA KAMEPHA TaXUAPUTMHUSL, JIEUCHUETO C
IMBRUVICA TtpsiOBa BpeMEeHHO Jia c€ MPEeyCTaHOBH, U 1a CE M3BBPLIM 33AbJI00YeHa KIMHUYHA
OLICHKA Ha T0JI3aTa/pHUCKa MIPEN €BEHTYaTHOTO MOAHOBSABAHE HA TEPAIHATA.

IIpu nanueHTH C npeauecTBallo IpeIchpIHO MBXKIEHE, Hallarallo aHTUKOAaryJIaHTHa Tepamnus,
TpsioBa na ce oomucar antepHaruBHr Ha IMBRUVICA Bapuantu 3a neuenue. [Ipu nanueHTH, KOUTO
pa3BUBaT NpeAchpAHO MbxaeHe npu Tepanus ¢ IMBRUVICA, tps0Ba na ce npeanpruemMe 1sUI0CTHA
OIICHKA Ha PUCKa OT pa3BUTHE Ha TpoMOoeMOomu4HO 3abossiBane. [1pu manueHTH ¢ BUCOK PUCK U TIPU
KouTO HsMma moaxo sy anrepHarueu Ha IMBRUVICA, Tps6Ba 1a ce 0OMHUCITH CTPUKTHO
KOHTPOJIMPAHO JICUCHHUE C aHTHKOATyJIAHTH.

[NanuenTure TpsOBa a ce mpocieasBaT 3a MPU3HALM U CHMITOMH Ha ChbpAeYHa HEIOCTAThYHOCT 110
Bpeme Ha seuerrne ¢ IMBRUVICA. B Hsikou OT Te3u ciy4an ChpJeYHaTa HeJOCTaThUHOCT €
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OT3BYyYaJIa WK ce ¢ mogoopuna cien npekparssane Ha IMBRUVICA wnmu ciien HamansBaHe Ha
Jl03ara.

MO03bYHOCHI0BY MHITUACHTH

Crydan Ha MO3BYHOCHIOB MHITH/ICHT, TPEXO0/IHA HICXEMHIYHA aTaka U UICXEMUYEH HHCYIIT,
BKITFOUYUTEITHO CMBPTHH CIIy4aw, ce choOIIaBar npu namuenTw, jekyBanu ¢ IMBRUVICA, cwc u 6e3
CHITBTCTBAIIO MPEACHPIHO MBXKIICHE W/WITU XUTICPTOHUA. B citydanTe, Mpu KOUTO € ChOoOIIeHa
JATEHTHOCT Ha TosiBaTa, BpeMeTo oT 3amouBaHe Ha jieueHueTo ¢ IMBRUVICA no mosata Ha
MCXEMUYHH CHJI0BHU 3a00JISIBAaHMSI HA IICHTPAIHATA HEPBHA CHCTEMA B IIOBEYETO CIyYaH € HIKOIKO
Meceria (moseue ot 1 mecer ipu 78% u noBeue oT 6 Mecena npu 44% ot ciy4aute), Kato ce
nmoryepTaBa HEOOXOIMMOCTTA OT PEJAOBHO HAOJIIOICHUE Ha NaIeHTuTe (BXK. Touka 4.4 ,,Chpaedna
apuTMus” u ,, XUrepTorus” u Touka 4.8).

CuHIpOM Ha TYMOPEH pasnaj

IIpu neuenne c IMBRUVICA ce cpo0rmiaBa 3a cuHAPOM Ha TyMOpeH pasmnaf (tumour lysis

syndrome, TLS). [lanmenTnTe € pUCK OT CHHAPOM Ha TYMOPEH pasIaj] ca Te3! C BUCOKO TyMOPHO
HATOBapBaHE MPEIU 3all0UBaHe Ha JeueHueTo. [lanuenTure TpsaOBa Ja ce MpoceasaBaT BHUMATEIHO U
Jla ce B3eMaT MOIXOSIIN peArna3Hi MEPKH.

HeMenaHOMEH KOXKEH pak

HemenanomHuTE BUZOBE KOXKEH PaK ce ChOOIIABAT MO-YECTO MPH MAUEHTUTE, JIEKYBaHHU C
IMBRUVICA, 0TKOJIKOTO TIpH MAIUEHTUTE, JIEKyBaHH ¢ KOMIIAPaTOPH, B COOPHUTE CPAaBHUTEITHU
paHgoMuU3MpaHy poyuBanus ¢asa 3. [lauuenture TpsiOBa 1a ce HaOMOAABAT 32 MOsIBA HA
HEMeJIaHOMEH KOXKEH PakK.

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

MpociesBaliTe apTePUATHOTO HaJIsraHe Ha manuenture, iekyBanu ¢ IMBRUVICA, u 3anounere uinu
KOpUTHpaiTe aHTUXUIIEpTEH3MBHATa Tepanus B XxoAa Ha geuennetro ¢ IMBRUVICA, kakto e
MOJIXOISIIIO.

XeMmodarouutHa muMmdoxuctuounTosa (XJIX)

CrobmaBar ce cirydan Ha XJIX (BKIIOYUTETHO JIETATHU CIIy4aun) PH IMalueHTH, JIEKYBaHU C
IMBRUVICA. XJIX e »uBoTO3acTpalllaBalll CHHIPOM C [1aTOJOTHYHA UMYHHA aKTHBAlINA,
XapaKTepu3upall ce ¢ KIIMHWYHH TPU3HANY U CHMIITTOMH Ha TEKKO CHCTEMHO Bh3nanenne. XJIX ce
XapaKTepu3upa ¢ TOBUIIICHA TeMIIepaTypa, XeMaTOCITICHOMET AV, XUIIEPTPUTIUIICPUAECMHUS, BUCOK
cepyMeH QepuTuH u nuroneHun. [lanuenture TpsiOBa na ca nHGopMupanu 3a cumnromure Ha XJIX.
[NaruenTrTe C paHHM MPOSBY HA MATOJIOTHYHA UMYHHA aKTUBAIUs TPsiOBa He3a0aBHO Ja ObaaT
OLICHEHH, KaTo ce uMa npenBu auaruosa XJIX.

JIexkapCTBEHU B3aUMOJIEHCTBYS

EnnoBpemenHoTo npuioxeHue Ha Moutau win ymepeaun CYP3 A4 uaxuburopu ¢ IMBRUVICA moxe
Jla T0BeJIE JI0 MOBHUILEHA EKCIO3UIHS HA MOPYTUHUO U CIIe0BATENHO 0 I10-BUCOK PHUCK OT
TOKCHYHOCT. ThKMO 00paTHOTO, €THOBPEMEHHOTO NpriioxkeHne Ha MHIYKTopu Ha CYP3 A4 moxe na
noBeze 1o HamansBaHe Ha ekcno3unusata Ha IMBRUVICA u ciepoBatenHo uMa puck OT JIMIICA Ha
edpukacHoct. CrenoBareiHo egHoBpeMenHaTa ynorpedba Ha IMBRUVICA ¢ Moy nHXuOUTOpH Ha
CYP3A4 n moutan unn ymepenu uaayktopu Ha CYP3 A4 tps6Ba na ce n304rea, KOrato € Bb3MOXKHO,
Y eTHOBPEMEHHO IMpHIIoKEeHHE TPsIOBa Jja ce MMa MpeIBU]] CaMO KOTaTO MOTEHITHATHUTE TTOJI3H SICHO
NPEBUIIABAT MOTEHIHATHNTE prcKoBe. [lanmenTure TpsiOBa na ObIaT HAOMIOAaBaHU BHUMATEIHO 32
npusHaiy Ha TokcnaHocT Ha IMBRUVICA, ako tpsi6Ba na ce uznonssa CYP3 A4 uaxudurop (Bx.
Touku 4.2 u 4.5). [lanmentute TpsOBa na ObJJaT BHUMATEITHO HAOJII0JaBaH! 32 MPHU3HAIM HA JIUTICa Ha
epuxacaoct Ha IMBRUVICA, ako TpsioBa na ce u3nonssa unaykrop Ha CYP3A4.

2KeHu ¢ nerepoieH noreHnman
Kenwu ¢ nerepojieH noTeHman TpsOBa Jia U3MOJI3BaT BUCOKO e()EKTUBEH METOJ Ha KOHTPALIECIINS TI0
Bpeme Ha npuema Ha IMBRUVICA (Bx. Touka 4.6).
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IToMonTHM BemiecTBa C U3BECTHO ACHCTBUE
ITanmenTH ¢ peKu HACIEACTBEHU IPOOIEMH Ha HEITOHOCUMOCT KbM TaJIaKTO3a, ITBJICH JIAKTa3¢H

I[e(I)I/IHI/IT WJIN T'TIFOKO30-TaJIaKTO3Ha Maﬂa6cop6u1/m HC Tpﬂ6Ba Ja nIpucMat To3U JICKApCTBCH POAYKT.

Bcesika ¢punmupana tabneTka chabpika mo-Manko ot | mmol Hatpwit (23 mg), T.€. IpaKTUIeCcKH 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 KOHLICHTPALUU HAa HOPYTUHUO

Ennospemennara ynorpeba Ha IMBRUVICA u nekapcTBeHH MPOAYKTH, KOUTO MOLIHO MK YMEPEHO

uaxudupar CYP3A4, Mmoxe 1a yBeIMUYU KCIO3HUIUATA HA NOPYTHHUO M MOIIHA HHXUOUTOPHU Ha
CYP3A4 TpsabBa na ce n30sATBAaT.

Mownu unxudumopu na CYP3A4

EnHOBpeMeHHOTO NpHIIOKEHNE Ha KETOKOHA30J1, MHOTO MolieH naxuoutop Ha CYP3 A4, npuer Ha
rimagHO Tipu 18 3npaBu 1oOpoBomIH, MoBHIaBa eKcno3unuATa (Cmax 1 AUC) Ha HOpyTHHHO
ch0TBETHO 29 1 24 mpTH. CHMyJallUK ¢ U3IIOJI3BaHE Ha YCJIOBUS Ha INIaHO JaBaT OCHOBaHUE Jia ce
npexmnonara, ue MoHuIT CYP3 A4 nHXuOUTOp KIapuTpoMuiyH, moxke aa yeennuu AUC Ha
nopyTHHUO ¢ kKoedurment 14. [Ipu manuenTn ¢ B-kneTsyan 3m0Kav9ecTBEHN 3200IIIBaHNUs, TIPUEMAIIN
IMBRUVICA c xpana, e1HOBpeMEHHOTO MPHIIOKEeHHE Ha MoIHUS nHxuoutop Ha CYP3A4
BOpUKOHa301 yBenndaBa Cmax 6,7 bt 1 AUC 5,7 mbTH. Yniorpebara Ha MOIIHA HHXHOUTOPH Ha
CYP3A4 (manp. KeTOKOHA30JI, HHIWHABUD, HeM(hUHABUD, PUTOHABHP, CAKBIHABHP, KIAPUTPOMHUIINH,
TEJIUTPOMHUIINH, HTPAKOHA30JI, He(a30I0H, KOOUIIMCTAT, BOPUKOHA30I M TI03aKOHA30J1) TpsiOBa 1a ce
n30sTBa. AKO 10J13aTa HAJBHUINIABA PUCKA U TPsOBa J1a ce M3IoJI3Ba MolieH naxuourop Ha CYP3A,
no3ara Ha IMBRUVICA Tpsi6Ba na ce nHamanu o 140 mg, 1okaTo ce mpuiara MHXUOUTOPBT, WK
IMBRUVICA na ce mpeycTaHOBH BpeMEHHO (3a 7 THU WU 1T0-Malko). [laruenTsT TpsiOBa na ce
Ha0JII01aBa BHUMATETHO 32 TOKCUYHOCT U J1a ce CJIeBaT yKa3aHUsTa 3a MPOMSHA Ha 103aTa, aKo €
HEo0X0anMO (BX. TOUKH 4.2 u 4.4).

Ymepenu unxubumopu na CYP344

[Tpu maruenTn ¢ B-xiersunn 310kadectsern 3abomnsaBanus, npuemamu IMBRUVICA c xpana,
€HOBPEMEHHOTO IpujiokeHue Ha nuxuouropa Ha CYP3A4 eputpomunus yBennyasa Cmax 3,4 IbTH U
AUC 3,0 mpTu. AKO € IOKa3aHO NPUIIOKEHHETo Ha ymepeH uaxuoutop Ha CYP3A4 (nanp.
(ITyKOHA3011, PUTPOMHUIINH, AMIIPEHABUD, allPEIUTAHT, aTa3aHaBHUp, HUIPODIOKCAIIMH, KPU30THHHO,
JTUITHAa3eM, po3aMIpeHaBup, UMaTHHHUO, BepanaMil, aMUOJapoH U JJPOHEAPOH ), 103aTa Ha
IMBRUVICA Tpsi6Ba na ce Hamanu 10 280 mg 1o BpeMe Ha M3I0JI3BAHETO Ha HHXHUOUTOPA.
[TarmeHTHT Na ce HaOII0/1aBa BHUMATETHO 32 TOKCUYHOCT U JIa C€ CJIeIBaT HACOKUTE 3a aJanTHpaHe
Ha J103aTa, ako € Heo0xoauMo (BX. Touku 4.2 u 4.4).

Jlexu unxubumopu na CYP3A44

Cumynanuuu ¢ U3M0J3BaHe Ha yCIIOBUS Ha IJIaJIHO 1aBaT OCHOBAHMUE Jla Ce IIPeAIoara, e JeKuTe
naxubutopu Ha CYP3A4 asurpomunus u ¢uryBokcamun Morat aa ysenundat AUC Ha uOpyTuHuO ¢
<2 mpTH. He ce Hanara Kopekuus Ha j103aTa B KOMOMHALMS € JIeKd HHXUOUTOpH. [lanmeHTsT Na ce
Ha0J1r0/1aBa BHUMATEIHO 3a TOKCHUYHOCT U J]a € CJIe/lBaT HACOKUTE 3a aJlaliTUpaHe Ha 103aTa, ako €
HE00X0IUMO.

EnHOBpeMEHHOTO NMPUIIOKEHHE Ha COK OT rpeindpyT, chabpkait naxuoutopu Ha CYP3 A4 npu ocem
3/[paBU MHIUBHIH, BOAHU 110 NoBUIIeHA eKCTIO3UIHSA (Cmax 1 AUC) Ha HOPYTHHUO CHOTBETHO € OKOJIO
4 u 2 mptu. ['peiindpyTHTe U CEBIICKUTE TOPTOKAIU TPsIOBA J1a ce U304TBaT Mo BpeMe Ha JICYEHUETO
¢ IMBRUVICA, T5i1 kato Te chabpxat ymepenu naxuouropu Ha CYP3A4 (Bx. 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 NPpUIIOKEHUE Ha prUdaMIuiiiH, MolieH uaaykrop Ha CYP3A4, npu 18 3apaBu
JOOpOBOJIIM HA TTIaTHO, HaMalsiBa ekcro3unusaTa Ha HOpyTHUHUO (Crax 1 AUC) cbec choTBETHO 92 1
90%. [da ce n30srBa enHOBpeMeHHaTa ynorpeda Ha Mouau win ymepenu CYP3 A4 unaykropu (Hamp.
KapOamasenuH, pudaMuImH, GeHuTonH). IIpemapaTu, CbIbpIKaIy KbIT KAaHTAPHOH ca
MIPOTHUBOITOKa3aHu 1o BpeMe Ha JieueHueTo ¢ IMBRUVICA, 1rii kaTo edyukacHOCTTa MOXKE 1a Obe
HamaseHa. [la ce OOMUCIAT aNTepHaTUBHH CPEACTBA, KOUTO Mo-cnabo uaaykuupat CYP3A4. Ako
MoJI3aTa Ha/IBHIIaBa PUCKA U € He0OXOANMO 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 HAOIIOIABAaHM 32 TIOTCHLMATHA JIUIICa HA €(PUKAaCHOCT.

NopyTHUO MMa pa3TBOPUMOCT, 3aBUCHMa OT pH, ¢ Mo-HKCKa pa3TBOPUMOCT IIpH O-BUCOKO pH.
HabmonaBana e no-aucka Cpmax Ha TITaJHO TP 34paBu T0OPOBOJIIIH, HA KOUTO € mpuiioxena 560 mg
eMHNYHA JT03a HOpyTHHHO ciies mpueM Ha 40 mg oMenpaso BeJHBK THEBHO B MMPOJBIDKEHNE Ha

5 mam (Bk. Touka 5.2). Hsima mokasaterncTsa, e mo-Huckata Cmax OM MMajia KITMHAYHO 3HAUCHUC H
JIEKapCTBEHUTE MPOLYKTH, KOUTO MOBUIIABAT cToMamHoTo pH (Harmp. MHXMOUTOPH Ha IPOTOHHATA
TOMIIa) Ce U3MOJN3BAT 0€3 OrpaHMYCHHUS B OCHOBHUTE KIIMHUYHU MTPOYIBAHUS.

CpelcTBa, YMUTO MJIa3MEHU KOHIICHTPAILMK MOYXKE J1a Ce TOBJIUSISAT OT HOPYTHHHO

No6pyTnan6 e naxudutop Ha P-rmukonporenna (P-gp) v Ha mpoTenHa Ha pEe3UCTEHTHOCT Ha paka Ha
repaara (breast cancer resistance protein, BCRP), in vitro. Tbit kaTo JHUIICBAT KIMHAYHYU JaHHH 32
TOBA B3aUMOJICHCTBUE HE MOKE JIa C€ U3KIIIOYH, Ye HOPYTHHUO OM MOT'BJ 1a MHXUOMpa upeBHUs P-gp
u BCRP cnex TepaneBtuyHa 103a. 3a 1a ce HaMald NOTEHIMAIBT 32 B3aUMOACHCTBHE B CTOMAIITHO-
4YpeBHHUA TPaKT, cyocTpaTu Ha P-gp mmu BCRP, ¢ Tecen TepaneBTHYeH Auamna3oH 3a MepopaiHo
NPUIIOKEHUE, KaTO JUTOKCHH WIM METOTPEKCaT, TPSOBA J1a ce B3eMaT Haii-MaJIko 6 yaca mpeau Win
cien npueM Ha IMBRUVICA. U6pyTrHn6 Moxe cbio aa naxudbupa BCRP B uepnus npob u na
MOBHUIIIN €KCTIO3UIMSITA Ha JIGKAPCTBEHH MPOAYKTH, KOUTO ca noyioskeHn Ha BCRP-meaunpan
4epHOAPOOEH e(IyKC, KaTo pO3yBacTaTHH.

B npoyuBanus Ha nbpytuHu6 (420 mg) B komOuHanus ¢ BeHetokmnakce (400 mg) npu nauuentn ¢ CLL
€ HaOJII0JaBaHO MOBUIIIEHUE HA EKCIIO3ULIUATA HA BeHETOKIaKe (mpubiau3uTesHo 1,8 mbTu Bb3 OCHOBA
Ha AUC) B cpaBHEHHE C JaHHU OT MOHOTEPAIHS C BEHETOKIIAKC.

B nmpoyuBane 3a IeKapCTBEHU B3aMMOIEHCTBHUS NPH NMALMEHTH ¢ B-KJIeThYHM 3710Ka4eCTBEHN
3a0omsiBaHus, €qMHUYHA 103a 560 mg nOpyTHHUO He OKa3Ba KIMHUYHO 3HAYUM €(EeKT BbPXY
excrio3unuaTa Ha cyoctpata Ha CYP3A4 munaszonam. B cpuioro npoyusane, 2-ceAMUYHO JIEYEHHE C
560 mg uOpyTrHUO THEBHO, HAMA KIIMHIUYHO 3HAUYUM e(eKT BHPXY (apMaKOKHHETHKATa Ha
NepOpAIHUTE KOHTPALENTUBH (€THHUIIECTPAIMOI U JIeBOHOprecTpen), cyocrpara Ha CYP3A4
MUJ1a30J1aM, HUTO BBpXY cyoctpara Ha CYP2B6 OymponuoH.

4.6 @epTHIAUTET, )PEMEHHOCT H KbpMeHe

Kenw ¢ nereponen norennman/KonTpanenius npy KeHu

BB3 ocHoBa Ha Haxonkute npu )KkUBOTHH, IMBRUVICA Moxe a npuunHN yBpeXIaHE Ha TUI0AA,
KOTaTo ce mpuiara npu OpeMeHHH >keHu. JKeHnte TpsaOBa na n30sArBat 1a 3a0peMeHsBat, J0KaTo
npuemat IMBRUVICA u 1o 3 mMecerna ciieqt mpekpatsiBade Ha JedeHneto. CaeaoBaTeTHo KeH! C
JIETepOJICH TIOTSHITAN TPsIOBA J1a H3II0JI3BAT BUCOKO €(PEKTHBEH METO/ 32 KOHTPAIICIIIHS 110 BpeMe Ha
npueMa Ha IMBRUVICA u B npoaskeHue Ha Tpy Mecelia clie]] IpeKpaTsBaHe Ha JICYEHHUETO.

BpemenHocT
IMBRUVICA =e Tps6Ba na ce npuiara o Bpeme Ha OpeMeHHOCT. JIuncar ganHu oT yrorpedara Ha

IMBRUVICA npu 6pemennu xenu. [IpoyuBaHusTa npu KHUBOTHH IOKa3BaT PENIPOIYKTUBHA
TOKCHUYHOCT (BXK. Touka 5.3).
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Kwpmene
He e u3BecTHO naau HOpyTHHUO MM HETOBUTE METa0OJIUTH c€ EKCKpeTHpaT B KbpMmarta. He Moxke 1a

ce U3KJII0YM PUCK 3a KbpMadeTaTa. KbpMeHeTo TpsiOBa J1a ce IpeyCcTaHOBHU 110 BPEME Ha JICUEHUE C
IMBRUVICA.

depTunurer
He ca nabnronaBanu eekT BHpXy (DEPTHINTETA WIH PEIPOYKTUBHUTE CLIOCOOHOCTH Ha MBKKHU HITH

JKEHCKH TUTBXOBE JI0 MaKcuMaltHata TecTBana jo3a - 100 mg/kg/nen (doBenika eKBUBAJICHTHA 1034 -
Human Equivalent Dose [HED] 16 mg/kg/nen) (Bx. Touka 5.3). JIumnceat gaHHA OTHOCHO epekTa Ha
MOpYTUHHO BHPXY (EepTUIUTETA IIPH XOPa.

4.7 EdexTu BbpXy ciocodHOCTTA 32 mioupaHe U padoTa ¢ MAIIUHA
IMBRUVICA nonusiBa B MaJika CTEIICH CIIOCOOHOCTTA 3a Io¢upaHe U padboTa ¢ MallluHU.

IIpn maxon nanwenty, nmpuemanu IMBRUVICA, ca cro0maBanu ymopa, 3aMaiiBaHe W aCTEHHS U TOBa
TpsiOBa J1a ce MMa IpeABU] ITPH OLICHIBAHETO Ha COCOOHOCTTA HA MAlMEHTa 3a MopupaHe Win
paboTa ¢ MalIMHA.

4.8 Hexenanu JeKapcTBeHH peaKuu

O0606mieHne Ha mpoduta Ha 6€30MacHOCT

Haii-uecto cpemanute Hexenanu peakiuu (> 20%) ca nuapusi, HEYTPOIICHUS, MyCKYJIHO-CKEJIETHA
00J1ka, KPHBOU3IIMB (HAIp., KPbBOHACSIAHNUS ), 0OPHB, TaJIcHe, TPOMOOIIMTONICHUS, apTPAJITHUs U
WH(EKIHS Ha TOPHUTE JMXATeTHU MhTHINA. Hali-uecTo cpeiannTe Hexenanu peakiiuu

creneH 3/4 (> 5%) ca HeyTponeHus, TUM(POLUTO32, TPOMOOIIUTONICHHUS, XUTIEPTOHHUS ¥ THEBMOHHUSL.

Tabnu4eH cIUCHbK Ha HEXEINAHUTE PEaKIUU

[IpoduabT Ha Ge3omacHOCT ce 6a3upa Ha coopauTe AaHHU 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, iekyBanu 3a CLL wim WM B
KIIMHUYHY Tpoy4BaHusl, ca norydasanu IMBRUVICA 420 mg BenHbk qHEBHO. Bcuuku manueHTw,
y4acTBaJM B KIIMHWYHU poyuBaHus, ca noiayvasanu IMBRUVICA no nporpecus Ha 3a60sBaHETO
WIN 10 HENOHOCUMOCT KBbM TeparusTa ¢ u3kitodenus Ha npoyusanus ¢ IMBRUVICA B komOunanus
C BEHETOKJIAKC, IPU KOUTO MALMEHTUTE ca MOIyyaBaliy JeueHne ¢ GUKCUpaHa MpOIbIKUTEIHOCT
(npoyuBanust CLL3011 u PCYC-1142-CA). Menunanara Ha MpOAb/DKUTEITHOCTTA Ha JICYUCHUETO C
IMBRUVICA B cOopnuus HaOop ot gannu € 14,7 mecenia. Meananara Ha MpObKUTETHOCTTA Ha
neuenneto Ha CLL/SLL e 14,7 mecena (1o 52 mecena); MCL e 11,7 mecena (o 28 mecena); WM e
21,6 mecena (o 37 mecena).

Hexxenanute peakuuu npy NauyueHTH, JIEKyBaHU ¢ HOPYTHHUO 3a B-KieThuHN HEOIU1a3Mu U
HEXKEJIaHUTE PEAKLUH OT HOCTMAPKETUHTOBHSI OIIUT, ca M30POSHM MO-10JTy IO CUCTEMO-OPraHeH Kilac
U ca TpyIupaHu 1o yectoTa. YectoTuTe ca NepUHUPaHU KaKTo cie/iBa: MHOTo yecTd (> 1/10), uectn
(> 1/100 mo < 1/10), meuectu (= 1/1 000 mo < 1/100), peaxu (=1/10 000 g0 <1/1 000), ¢ HeU3BecTHA
yecToTa (0T HAJIMYHUTE JaHHHU HE MOKe /1a Ob/ie HarpaBeHa olieHKa). [Ipu Besiko rpynupaHe B
3aBHCUMOCT OT YECTOTaTa, HeXKEIAHNUTE JICKAPCTBEHU PEAKIMU Ce U30POSBAT B HU3XOJIAL] pell 110
OTHOIIIEHWE Ha TAXHATa CEPHO3HOCT.
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Tadanna 1. Heskenanu peaknuu, cb00IeHH B KIIMHNYHUTE MPOYYBAHUS WJIH 10 BpeMe Ha

MOCTMAPKETHHIOBOTO HAOII0IeHHE npHu MAUEHTH C B-KkjIeTb4YeH THII 3JI0KAYeCTBEeHI

3a6oasBanus’
Cucremo-opraneH Kjiac YecroTa He:xenaHu peaknuu Benukn
(Benuku CTeneHu Crenen 23
(%)
CTEeNeHN) (%)
Wndexunn u nadectanun | Muoro uectu | [TueBMoHus** 12 7
MHdexims Ha TOPHATE INXATETHNA 21 1
MBTHUIIA
Mudexuus Ha Koxara™* 15 2
Yectu Cencuc** 3 3
Mudexiys Ha MMKOYHUTE ITHTHINA 9 1
Cunysur* 9 1
Heuectn KpunrtokokoBu nHpekmun™ <1 0
Wndexuun ¢ Pneumocystis* # <1 <1
WNudexnuu ¢ Aspergillus* <1 <1
PeakruBupane Ha xemarut 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 TpOMGOIHTONCHHS 29 8
JIumdormrosa” 15 11
Yectu DebpuitHa Hey TPONICHUS 4 4
JleBkonuTO3a 4 4
Penku JIeBKOCTa3€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 ['maBoOosme 19 1
Yectn [lepudepra HeBponaTus™ 7 <1
Heuectu MO3BYHOCHIOB HHIIHICHT" <1 <1
[Ipexoana ucxeMuyHa ataka <1 <1
VcxemuueH HuCynT" <1 <1
Hapyiienus Ha ounre Yectn 3aMbIIIeHO 3peHne 6 0
Heuectn KpbBousznus B ounre’ <1 0
ChpaeuHy HAPYIIEHUS Yectn Chbp/edHa He0CTaThUHOCT ' 2 1
[MpeacbpaHO MBXKICHE 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
HapyIICHHS
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Hapymenust Ha koxxatau | MHoro yecti | 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
I[TnoreHeH TpaHyIOM <1 0
KoskeH BacKyJuT <1 0
Penxu Cunnpom Ha Stevens-Johnson <1 <1
Hapymenus Ha MyckyinHO- | MHOTO 4ecTH | ApTpairus 24 2
CKeJeTHaTa cucremMa u MyckynHU cria3Mu 15 <1
ChEMHHUTEIIHATA ThKaH MyckynHo-cKesieTHa Oonka* 36 3
Hapymenns na 6s0penute Octpo yBpexaane Ha 6b6pernte” <2 <1
Y MUKOYHUTE IIHTHUIIA
OO0y HapymeHus 1 MHoro gectu | [Tupexcus 19 1
CBCTOSIHUSL Ha MAICTOTO Ha [Mepudepen otox 16 1
NPUJIOKECHHUE
W3cnenBanus Yectu IloBullleH KpeaTUHUH B KPBBTA 10 <1

T Yecrorure ca 3aKpBIJICHH J0 Hail-0JM3KOTO LSII0 YHUCIO.

BxirouBa MHOXKECTBO TEPMUHH HA HEXKEIIAHU PEAKIINI
B msixoit ciydan, cBpp3aH che 3aryda Ha 3peHHe.
BxutrouBa chOHMTHS C JIeTaIeH H3XOM.

@%—i——r;(.

Msnon3BaH e TepMUHBT 3a mo-HUCKO HUBO (LLT).

Onucanue Ha N30PAHU HEKEIAHU PEAKLIUY

Ilpeycmanosaeane Ha 1edeHuemo u HaMaIA6ane Ha 003ama Nopaou HeMHCelaHu peaKyuu

Ot 1 981 nanuenty, nexyBanu ¢ IMBRUVICA 3a B-knetrsunu Heomnasmu, 6% npexparsBat
JICUCHUETO TIABHO MOPaAIX HeXKelaHW peakluuy. Te BKIIUBaT MHEBMOHUS, IPEACHPIHO MBXKIICHE,
HEYTpOIeHUs, 00pHUB, TPOMOOIIMTONIEHHSI U KPBBOU3IHB. Hexkenanu peakiuu, JOBENn 10 HaMaJlsiBaHe
Ha J103aTa ca HaOJItoJaBaHy NpH MPpUOIN3UTETHO 8% OT MallUeHTHUTE.

Cmapuecka 6v3pacm

Ot 1 981 nanuenty, nexkyBanu ¢ IMBRUVICA, 50% ca Ha 65-TonuinHa Bb3pacT WM [10-Bb3PACTHH.
Crernen 3 i no-Bucoka crenet maeBMoHus (11% ot manmeHTHTe Ha BB3pacT >65 cripsamo 4%
NalMeHTH Ha Bb3pacT <65 roauuun) u tpomobormtonenus (11% ot nanueHTuTe Ha B3pacT >65
crpsimo 5% manueHTH Ha Bh3pacT <65 roanHm) ce HabIro1aBa Mo-4ecTo Cpel MAIMEHTH B CTapuecKa
BB3pacT, jgekyBanu ¢ IMBRUVICA.

Jwsarocpouna 6€30macHOCT

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

5 romuau npu 1 284 nanmentun (HenexyBanu gocera 3a CLL/SLL n = 162, ¢
peunauBupany/pedppakreped CLL/SLL n = 646, u ¢ penuausupany/pegpakrepes MCL n = 370, u WM
n = 106). Menuanara Ha npoabDKUTENTHOCTTa Ha JteueHne mpu CLL/SLL e 51 mecena (1nana3oH oT
0,2 mo 98 mecena) karo 70% u 52% OT NaNMEHTUTE Ca MOIyYaBallv JICYCHHE ChOTBETHO TIOBEYE OT

2 roauHu U 4 ToauHM. MenuaHaTa Ha IpoIbDKUTeIHOCTTa Ha jteueHue mpu MCL e 11 meceria
(mmamnazoH ot 0 1o 87 mecena), kato 31% u 17% oT manueHTUTE ca MoJIydYaBaliv JIEYeHHE ChOTBETHO
MoBeyYe OT 2 roJIMHU U 4 ronuHu. Meauanata Ha IPOIBKUTEIHOCTTA Ha JieueHue npu WM e

47 mecena (quanasoH ot 0,3 10 61 mecena), karo 78% u 46% OT MaMEHTUTE ca TOTy4YaBallv JICUCHHUE
CBOTBETHO ITOBEYE OT 2 TOJMHU U 4 TOMWHU. Y CTAHOBEHHSIT 00T POt Ha OE30MacHOCT TP
nanuentute ¢ excrno3uuusa Ha IMBRUVICA ocrtaBa nocTosiHeH, He ca yCTAaHOBEHU HOBU JIAHHU
3acsramy 0e30MacHOCTTa C U3KIIFOUEHUE Ha TIOBUIIIEHA YeCTOTa Ha XUIIEpTOHMS. YecToTaTa Ha
XUIIEPTOHMS CTEMEeH 3 i mo-Brucoka e 4% (rogwmna 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%.

IlenuaTpuyHa nonyJanus
OrneHkara Ha 6€301aCHOCTTa Ce OCHOBaBa Ha JIaHHU OT npoyusane ¢aza 3 Ha IMBRUVICA B
KOMOMHAIUS ChC CXeMa Ha JICYCHUE WM C PUTYKCUMa0, udochamun, kKapOomiIaTuH, ETONO3U U
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nexcameta3oH (RICE), miu ¢ puTykcuMald, BUHKPUCTHH, HpochaMu, KapOOIUTaTuH, HAapyOUIIdH 1
nekcameta3oH (RVICI) kato ocHOBHA Tepamnus WIH caMO OCHOBHA TEPaIsl pY eAUATPUIHN U
MJIaJId Bb3PACTHU MalMEHTH (Ha BB3PAcT OT 3 10 19 ronuHu) ¢ peuuanBrpal Wik peppakTepeH 3psit
B-kneThueH Hex0HKKUHOB uM@oM (Bk. Touka 5.1). B ToBa mpoy4BaHe He ca HaOJIOJaBaHU HOBU
HEXXEJTaHU PeaKIlHy.

Cpo011aBate Ha NOJA03UPAHU HEKEIAHU PEAKIIMHI

Cro01maBaHeTo Ha IMOJIO3MPAHN HEXKENIaHU PEaKIUH CIIe]] pa3peliaBaHe 3a ynorpeda Ha JIEKapCTBEHHUS
NPOAYKT € BaxkHO. TOBa MO3BOJISIBA J1a TIPOIBIKH HAOIOICHUETO Ha ChOTHOIICHUETO TI0JI3a/PHUCK 3a
JICKapCTBEHUS NPOAYKT. OT MEIUIIMHCKUTE CIICITUAIMCTH CE U3UCKBA Ja ChOOIaBaT BCAKA
[I0I03UPaHa He)KEIaHa PeaKiys Ype3 HaIlMOHAIHATA CHCTEMA 3a ChOOIIaBaHE B:

W3mbaHuTe Ha areHIus 10 JeKapcTBaTa

yi. ,,Jlamsia I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaitr: www.bda.bg

4.9 TIlpemo3upane

Nma orpanndenu qannu 3a edexture ot npenosupane c IMBRUVICA. He e nocturaara
MaKcHMaJHaTa IOHOCHMa J103a B IpoyuBaHe (a3a 1, B KOeTO MalMeHTUTe ca MOIyYHIIH 10

12,5 mg/kg/nen (1 400 mg/muHeBHO). B oTHemHO mpoyuBaHe, Mpw €UH 3/IpaB MalUeHT, MOTyYHIT 1032
ot 1680 mg, e HabmogaBaHO 0OPATUMO TTOBUIIICHUE HAa YepHOIpoOHHTEe eH3uMu CrereH 4 [acmapTar
amuHoTpancgepasa (AST) u anannn amuHoTpaHcdepasa (ALT)]. Hama cnenududen antuaor 3a
IMBRUVICA. ITaninenTHTE, KOUTO MOT'BIHAT MTOBEUE OT MPENOPhUMTENTHATA 1032 TPsiOBa Ja ObaaT
CTPUKTHO MOHUTOPHUPAHH U [1a UM ObJie HA3HAYCHO MOJXOAAIIO MOATBPKAILO JCUECHHUE.

5. ®APMAKOJIOTMYHHA CBOMCTBA
51 ®@apmakoguHAMUYHM CBOMiCTBA

dapmakoTeparneBTHYHA rpyna: AHTHHEOIUIACTHYHH CPEJICTBA, MPOTEHHKUHA3HU HHXUOUTOpH, ATC
xox: LO1ELO1.

MexaHu3beM Ha JIEUCTBUE

No6pyTHHHO € MOllIeH, HUCKOMOJIEKYJIeH HHXUOUTOpP Ha TUPO3WHKHHA3aTa Ha Bruton (Bruton’s
tyrosine kinase, BTK). M6pyTrHHO 00pa3yBa KOBaJICHTHA BPb3Ka C IIUCTEUHOB ocTaThk (Cys-481) B
akTuBHUSA ydacThk Ha BTK, KoeTo Boiu 10 MpOIBIDKUTETHO NHXHONPaHEe Ha €H3UMHATa aKTHBHOCT
Ha BTK. BTK, unen Ha cemeiicTBOTO Ha Tec kMHa3uTe, € BaXKHA CUTHAIHA MOJIEKYJIa Ha MbTUILIATA HA
aHTHUTeH-pasno3HaBaius B-kierpuen penenrop (B-cell antigen receptor, BCR) u nuroknHOBHTE
peuentopu. ITpTaT Ha BCR yyacTBa B maToreHe3zara Ha HIKOJIKO B-KieThbuHH HEOMIa3MH,
BimountennHo MCL, nudysen B-enpokiersuen mtumdpom (diffuse large B-cell lymphoma, DLBCL),
donukynapen aumdom u CLL. Kirouorata poss va BTK B curnanuzanusra upe3 B-kinerbunure
MOBBPXHOCTHH PELIETITOPH BOJH 10 aKTUBHPAHE Ha IIbTHUIIIATA, HEOOXOIMMHU 3a IBUKEHHETO Ha B-
KIIETKUTE, XeMOTAKCUC U aaxe3us. [IpeAKTMHnYHN TPOyYBaHUs TIOKa3BaT, Ye NOPYyTHHNO e(PEeKTHBHO
UHXHOMpA 37I0KauecTBeHaTa B-kieThuHa nposudeparus u in ViVo IpexUuBsIeMOCT, KaKToO U
KJIeThYHATA MHUTPAIIUS U KIIETKAa-CyOCTpar ajxe3usta in Vitro.

B npeaxnuHUYHE TyMOpPHH MOJIEJIM KOMOMHAIMITA Ha HOPYTHHNUO M BEHETOKJIAKC BOJIU JI0 ITOBHIICHA
KJIEThYHA aroNTo3a ¥ aHTUTYMOPHA aKTHBHOCT B CPaBHEHHE C BCSIKO OT CPE/ICTaBaTa, MPHII0KEHN
camocTtositenHo. Uaxubupanero Ha BTK ot nbpytunu6 yBenmuasa 3aBucumoctta Ha CLL kietkure
ot BCL-2, mbT Ha KIeThYHA MPEKUBIEMOCT, JIOKATO BeHeToKIake naxnoupa BCL-2, koeto Bou 110
arornTo3a.
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JlumdonumTosa

IIpu 3amouBane Ha JIeUeHUE € HAOIIOJaBaHO 00PaTUMO YBeIWUeHUE Ha Opost Ha TUMGOITUTHTE (T.€.,
> 50% yBenuueHue cupsMo U3XOAHUTE CTOHHOCTH U abcomoTeH Opoii > 5 000/ul), koeto yecto e
CBBP3aHO C HaMaJsIBaHe Ha IMM(paJCHONATHSITa IPU OKOJIO TPU YeTBHPTH OT naruentute ¢ CLL,
nexyBaau ¢ IMBRUVICA. To3u edexr chiio ce HabIoaBa mpu OKOJIO €IHA TPETA OT MAIUEHTHTE C
pernuBupama wiu pedpakrepaa MCL, nexkyBanu ¢ IMBRUVICA. HabnrogaBanara mumdonurosa e
(dapmakoguHaMudeH e(heKT U HE CJIe/[Ba 1a CE CUUTA 3a MPOrPECcUpaIio 3a00sBaHe MPH JIUIICA Ha
JIpYTH KIMHIYHU Haxonku. M mpu nBata tuma 3a0oisBade, 1TuM(oIruTo3a 00MKHOBEHO BH3HUKBA IO
BpeMme Ha ppBus Mecetn oT jJedeHneto ¢ IMBRUVICA u 00MKHOBEHO OTIIYMSIBA B paMKHTE Ha
cpenno 8,0 cenmuiu npu narueHT ¢ MCL u 14 ceaqmurm npu nanuentu ¢ CLL. IIpu vskou
MAIUCHTH Ce HAa0JII01aBa TOJIIMO YBEIMUEHUE Ha OpOsI HA IIUPKYJIUPAIIUTE TUMQPOLUTH

(marp. > 400 000/ul).

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

In vitro TpomMGounTHA arperanus

B enHo npoyuane in Vitro ubpyTHHUO MoKa3Ba MHXHUOMPaHE HA MHIyLUpaHaTa OT KOJIAareH arperamus
Ha TpoMmOonmTuTe. UOpYyTHHNO HE TTOKa3Ba 3HAYMMO HHXUOWpaHe Ha arperanusaTa Ha TpPOMOOIUTHTE
IPH U3M0JI3BAaHE HA JPYTH arOHUCTH HA TPOMOOIIMTHATA arperarys.

Edexrt Bbpxy QT/QTc untepBana u cbpaedHara eaeKTpoQu3noIorus

EdexrsT Ha nOpyTHHUO BHpXy QTC MHTEpBaNa € orneHeH mpu 20 31paBu MBbXKe U )KEHU B
PaHIOMHU3UPAHO, IBOMHOCIINO, OCHOBHO mpoyuBaHe 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
Pa3IMKU Ha U3XOTHO HUBO MEX Iy HOpyTHHHO U muiaredo e moa 10 ms. B cpmoro npoyusane e
HaOJro1aBaHo ckbesiBaHe Ha QTc nHTEpBana B 3aBUCUMOCT OT KoHIeHTpanusTa (-5,3 ms [90% Cl:
-9,4, -1,1] ipu Cmax 0T 719 ng/ml cnen cynpatepaneBtiudna go3a ot 1 680 mg).

Kinnnnuza edukacHoCT ¥ 6€300aCHOCT

MCL

besonacnoctra n epukacHocrra Ha IMBRUVICA npu nauueHTy ¢ peunauBupani win pedppaxkrepex
MCL ca orieHeHH B OTBOPEHO, MHOTOIIEHTPOBO mpoyuBate (aza 2 (PCYC-1104-CA), BrirouBaIio
111 nanmentu. Meaunanara Ha Be3pacTTa € 68 roqunu (auamazoH: ot 40 mo 84 roguan), 77% ca Mbxe
u 92% ca ot Osutata paca. [launenTu ¢ pyHknuonanex craryc 3 win noseue ceriaacHo ECOG ca
M3KIIIOYEHH OT Mpoy4BaHeTo. MennaHaTa Ha BpEMETO OT ITOCTAaBSIHETO Ha AMarHosara e 42 mecena, a
MeauaHaTa Ha Opost Ha TIpeNIIHUTE JieueHus € 3 (auamna3oH: ot 1 10 5 jgedeHus), BKItounTeaHo 35%
C TIpeIIIecTBallla XUMHAOTEpan¥sl ¢ BUCOKH J103H, 43% c mpemecTnaia Tepanus ¢ 6oprezomuo, 24%
C TIpeecTBala Tepanus ¢ JeHanuaomMua u 11% c npemectsalia TpaHCIIJIAHTAIUS Ha aBTOJIOKHU
WM aJIOTEHHU CTBOJIOBH KieTkU. Ha m3xomHo HIBO 39% OT ManMeHTuTe MaT MacuBHO 3a00JIsiBaHe
(=5 cm), 49% umMat ckop 3a BUCOKa CTeTeH Ha pucK 1o ONpOCTeHHS MEXTyHAPOIeH MPOTHOCTHICH
MHeKC 3a MaHTenHokIeTbueH JuMpom (Simplified MCL International Prognostic Index, MIPI) n
72% ca ¢ HanpeaHao 3a00JsBaHe (EKCTPAHOAAIHO H/UIIH ChC 3acAraHe Ha KOCTHUS MO3bBK) ITPH
CKPUHUHTA.

IMBRUVICA e npunaran nepopainso 560 mg BeJHBX THEBHO JI0 IPOrpecHs Ha 3200 IIBAaHETO WITH
HETPUEMJINBA TOKCUYHOCT. OTrOBOPHT HAa TYMOPA CE OIICHSBA B ChOTBETCTBUE C KPUTEPUHTE HA
pesBu3upanata MexxayHapoaHa padotHa rpyna (International Working Group, IWG) 3a HeXOIKKHHOB
mimdom (non-Hodgkin’s lymphoma, NHL). [TspBrunaTa kpaiiHa To4Ka Ipy TOBa MPOYUYBAHE €
OIIEHEHAaTa OT U3Cie/JoBaTelNs cTerneH Ha oo otroBop (overall response rate, ORR). OtroBopute kbM
IMBRUVICA ca noka3auu B Tabnuna 2.
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Taéauna 2: ORR u DOR npu nanuenTH ¢ penuaupupa wim peppaxkrepeds MCL
(ITpoyusane 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) (mecern) 17,5 (15,8, NR)
MennaHa Ha BpEMETO [0 IIbPBOHAYAIICH OTTOBOP, MECENH ([IHAIa30H) 1,9 (1,4-13,7)
Menunana Ha Bpemero 1o CR, Meceny (quamna3on) 5,5(1,7-11,5)
Cl = nosepurenen untepsar; CR = mbied orrosop; DOR = npoabikurenHoct Ha otroBopa; ORR = crenen Ha 0611

OTrOBOD;
PR = gactuueH otroBop; NR = HEmOCTUTHAT OTTOBOP

JlannuTe 3a eyukacHOCT, KOUTO ca orieHeHn oT Komucus 3a HezaBucumMa orenka (Independent Review
Committee, IRC), mokazsat 69% ORR, 21% menen otrosop (CR) u 48% uactuden orrosop (PR).
N3uncnenata ot IRC Mennana Ha TpOABJDKUTEIHOCT Ha OTroBopa € 19,6 mecena.

Oo6mwst orroBop kbM IMBRUVICA e HezaBuCHM OT IPEAXOHO JIeUeHHE, BKIIOYBAII0 OOPTE30MUO
Y JICHAJTNIOMU/] WIIK HaJlMuUe Ha PUCKOBU/IPOTHOCTHYHH (PaKTOPH, MACHBHO 3a00JIsIBaHE, TIOJT WIIN
BB3pacT.

Bbesonacnoctra u epukacHocrra Ha IMBRUVICA ca nokazanu B €JHO paHIOMU3UPAHO, OTBOPEHO,
MHOTOIIEHTPOBO Mpoy4Bane (aza 3, Bkmousaiio 280 nanmuentu ¢ MCL, kouTo ca moyduiny Haii-
Manko exna npeaxoxna tepanus (IIpoyasane MCL3001). [lanmentuTe ca pannomusupann 1:1 ga
nonydaBaT IMBRUVICA nepopanno mo 560 mg BeIHBK JHEBHO B IPOIABIKEHUE Ha 21 THU UITH
TEMCHUPOJIMMYC HHTPAaBEHO3HO 1o 175 mg Ha 1, 8 1 15 neH oT mbpBUS UMKBI, TOCIEABaHO 0T 75 Mg
Ha 1, 8 u 15 neH Ha Bceku cneaBan 21-1HEBEH HUKBIL. JIeueHHETo B IBETE paMEeHa Ha MPOYYBAHETO
NPOABIDKABA J0 MPOrpecHs Ha 3a00JIsIBAHETO WM HENMPUEMIIHBA TOKCHYHOCT. MennaHara Ha
BB3pactTa ¢ 68 roauHu (quanasoH, 34 no 88 rogunm), 74% ca Mmexe u 87% ca OT eBpomeHIHATA paca.
Menunanara Ha BpeMETO OT [TOCTaBsiHEe Ha JuarHo3ata € 43 mecena, a MeJuaHaTa Ha Opost OT
MIPEeUIIHATE JIeYeHns € 2 (muana3oH: oT 1 1o 9 nedenns), BKIFOUATENHO 51% ¢ mpeaxomaHa
XUMUOTEPAITUS ¢ BUCOKH 1031, 18% ¢ mpeaxoHo edeHne ¢ 6opTe3oMuo, 5% ¢ MpeIxoaHo JIeUeHHE C
neHanuaoMun, u 24% c npealiecTalla TpaHCIUIaHTalUs Ha CTBOJIOBU KieTku. Ha uzxonno HuBo 53%
OT NaMEHTUTE ca UMAJIM MacuBHO 3abomsaBaHe (= 5 cm), 21% ca uManu BUCOKa OLIEHKa Ha PHCKa MO
onpoctenus uuaexc MIPIL, 60% ca nmanu exctpaHonarHo 3a0osiBaHe U 54% ca nmaiu 3acsirane Ha
KOCTHHSI MO3BK, YCTAHOBEHO I10 BpeMe Ha CKpUHHHTA.

[IpexxussiemoctTa 6e3 mporpecus (PFS) ce ornensia ot IRC chriacHo peBu3npannTe KpUTEPUH HA
MesxayHapoanara pabotHa rpyna (International Working Group, IWG) 3a HexomkknHOB tuMdp oM
(non-Hodgkin’s lymphoma, NHL). Pe3ynrarure 3a epuxacuoct ot [Ipoyusane MCL3001 ca
nokaszanu B Tabnuua 3 u kpusara Ha Kaplan Meier 3a npexxuBsemoct 6e3 nporpecus — Ha @urypa 1.

Ta6auna 3: Pe3yaTarure 3a epMKacHOCT NPH NALMEHTH ¢ penuauB Hiu pegppakreped MCL

(ITpoyuysane MCL3001)
Kpaiina Touka IMBRUVICA TeMcuposaumyc
N =139 N =141
PFS?
Cpenna PES (95% CI), (mecenn) 0 (10,4;2 Ii)o,43 [95|% Cl: 0,32(,5,02,5(&2, )
ORR (%) 71,9 | 40,4
p-croitHOCT p <0,0001

NE = ne e onernmo; HR = koedurnent Ha puck; Cl = nosepurenen natepsaia, ORR = crenen na o6 otrosop; PFS =
MPEKUBAEMOCT O€3 MPOTpecHst

& IRC oreHeH.
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[To-MarbK IPOLIEHT OT MAMEHTHUTE, JIEKYBaHU C HOPYTHHUO, Ca UM KIMHUYHO 3HAYUMO
BJIOIIaBaHE HA CHMIITOMHTE Ha JIMM(poMa B CpaBHEHHE ¢ TeMcuponumyc (27% cpery 52%) u BpemeTo
JIO BIIOIIABaHE Ha CUMIITOMHUTE HACTBIIBA M0-0aBHO ¢ HOPyTUHUO ciipsiMmo TeMcuponumyc (HR 0,27,

p <0,0001).

®@urypa 1: Kpusa na Kaplan-Meier 3a PFS (ITT nonymaanus) B Ilpoyusane MCL3001
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THayuenmu, nenexysanu ooceea 3a CLL
Monomepanus

IIpoBeseHO € eHO PaHIOMH3UPAaHO, MHOTOIIEHTPOBO, OTKPHUTO MpoyuBane ¢asza 3 (PCYC-1115-CA)
Ha IMBRUVICA crnpsimo ximopamOyIiu1 mpy NayeHTy ¢ HejdekyBaHa gocera CLL Ha Bp3pacT

65 roauHM WM No-BB3pacTHU. [laruenTrure Ha Bb3pacT Mexay 65 u 70 roguHu TpsOBa 1a UMAT Hal-
MaJIKO €JHO ChITBTCTBAIIO 3a00JIs1BaHe, KOETO Ja M3KIII0UBa yIoTpedara Ha IbpBa JMHUS XUMHO-
uMyHoTepanus ¢ Quynapabus, mukinopochamun u putykcumad. [Tammenture (n = 269) ca
panmomusupanu 1:1 na momygasar win IMBRUVICA 420 mg aaeBHO 10 mporpecus Ha 3a00JIIBaHETO
WJIM HETIPUEMIIMBA TOKCHYHOCT, WK XJopaMOynmi ¢ HadanHa fo3a 0,5 mg/kg B aau 1 u 15 ot Bcekn
28-1HeBeH IMKBII 32 MAaKCUMyM 12 IHKBIIA, KaTo € TI03BOJICHO MOBHINaBaHe Ha fgo3ata 10 0,8 mg/kg
Bb3 OCHOBa Ha oHOCcUMOCTTa. Clie/l MOTBBpIeHA MPOrpecHs Ha 3a00JISIBAHETO NMa BH3MOKHOCT
NalUeHTHTE, JEKYBaHH ¢ XJIOpaMOyIHJI, Aa NPEMHUHAT Ha JIeYeHUe ¢ HOpyTHHHO.

Menuanata Ha Bp3pacTTa ¢ 73 roaunu (rpanury, 65 mo 90 roguamn), 63% ca mexe u 91% ca ot
Ostmata paca. JleBeTaeceT U €aUH MPOLEHT OT MAlMEHTHTE UMAT HA U3XOJHOTO HUBO (PYHKIMOHAJICH
craryc 0 unu 1 mo ECOG, a 9% umar ¢pynkuuonanex craryc 2 no ECOG. IlpoyuBaHeTo BKIIIOUBa
269 narmentu ¢ CLL. Ha u3xonno HuBo 45% ca B HanpeaHan KiiuHu4YeH craaui (crauii 1 win IV
nio Rai), 35% oT marnpenTHTE MMAT HAl-MaJKO eUH TyMop > 5 cm, 39% UMaT aHeMusi Ha U3XOJ/THO
HUBO, 23% uMaT TpOMOOLIMTONIEHHUS HA U3XOTHO HUBO, 65% MMaT moBuilIeH P2 MUKpOTI0OyIuH

> 3500 pg/l, 47% umat CrCL < 60 ml/min, 20% ot naruentute umar dell 1q, 6% ot manuenture
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umar dell 7p/mytanust B ymoper nipotent 53 (TP53), a 44% ot maiueHTUTe UMaT HEMYTHUPAT
BapraOMJIEH PETHOH B TEXKUTE UMyHOrTo0yarnHoBH Bepurn (IGHV).

[pexuBsemoctTa 6e3 mporpecust (PFS), ouenena ot IRC criopen xputepuute Ha MexxayHapoaHus
cemunap 1o CLL (International Workshop on CLL - IWCLL), moka3Ba 84% cTaTHCTUYECKH 3HAYUMO
HaMaJIeHWe Ha PHCKa OT cMbPT min nporpecus B pamoto ¢ IMBRUVICA. Pesynrature 3a
edukacroct ot [Ipoyusane PCYC-1115-CA ca nokaszanu Ha Tabnuiia 4, a kpusure o Kaplan-Meier
Ha PFS u OS ca nokazanu croTrBeTHO HAa Durypu 2 u 3.

HabmronaBa ce cTaTUCTHYECKH 3HAYMMO MPOABIDKUTEIHO MTOA00PEHUE 110 OTHOIIICHHUE Ha
TpoMOonuTuTe WK xemoriioorHa B ITT monynanusra B moji3a Ha MOPYTHHUO CIIPAMO XJIOPaMOYITHUIL.
[Ipu manueHTy ¢ UTONCHUS HA U3XOAHOTO HUBO, IIPOAB/DKUTEIIHOTO XeMAaTOJOTHYHO [TOI00pEHHE ce
u3passsa B: Tpomborutu 77,1% crpsimo 42,9%; xemornooun 84,3% crpsimo 45,5% chOTBETHO 3a
MOPYTUHHO U XJIOPaMOYLIUII.

Tab6auna 4: Pesyararu 3a epukacuoct B Ilpoyusane PCYC-1115-CA

Kpaiina Touka IMBRUVICA XaopamMOyui
N =136 N =133

PES?

Bpotii 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-croiinocT < 0,0001

os°®

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

HR (95% Cl) 0,163 (0,048, 0,558)

Cl = noseputenen unrepsar; HR = xoedunment Ha puck; CR = nmeyien otroBop; ORR = crenen Ha o061 otroBop; OS =
obma npexussiemoct; PFS = npesxxussiemoct 6e3 nporpecus; PR = wactudeH oTroBop
a

0

Ouenena ot IRC meaunana Ha npocnensasane 18,4 mecena;
Mennanata Ha OS He e JocTHrHATA B ABETe pameHa. p < 0,005 3a OS.

®urypa 2: Kpusa na Kaplan-Meier 3a PFS (ITT nonysanust) B IlpoyuBane PCYC-1115-CA
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®urypa 3: Kpupa na Kaplan-Meier 3a OS (ITT nonyaauus) B Ilpoyusane PCYC-1115-CA
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EdextsT oT nedenuneto ¢ ubpytuand B mpoyuBaHe PCYC-1115-CA e mocTosHeH npu
BUcOKopuckoBute nanuenty ¢ dell 7p/TP53 myrtanus, dell 1q w/unu nemytupan IGHV.

Oxonuamenen ananus npu meouana na npocieosisane > 9 coounu (115 meceya)

[Tpu menuana Ha npocnenssane 115 mecena B npoyusane PCYC-1115-CA u HEroBoTo MpoabIKEHHE,
npu naruenTute B pamotro ¢ IMBRUVICA ce na6monaBa 85% HamaneHue Ha prucka OT CMBPT WU
nporpecus Cropes OlleHKaTa Ha u3ciienoatens. Meananarta Ha PFS, onenena ot nscienoBarens, B
pamoto ¢ IMBRUVICA e 107 mecena, a B pamoTo ¢ xiaopamOymit — 15 mecena (HR = 0,155 [95% CI
(0,110; 0,220)]. Axryanusupanara kpusa Ha Kaplan-Meier 3a PFS e noka3ana na ®urypa 4. 3ana3pa
ce nonoopenuero Ha ORR B pamoto ¢ ubpytunu6 (91,2%) B cpaBHEHHE € paMOTO C XJIOpaMOyLIHII
(36,8%). Uecrorara Ha mesieH otroBop (CR u CRi) B pamotro ¢ IMBRUVICA ce yBennuasa ot 11%
Ha 36% Mex1y MbPBUYHUS aHAIN3 U MIPUKIIIOYBAHETO Ha npoyusaHeTo. Ouenkara Ha OS mo Kaplan-
Meier B onpenenena Bpemena Touka (landmark) ciex 108 mecera e 68,0% B pamoro ¢ IMBRUVICA.
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®urypa 4. Kpupa na Kaplan-Meier 3a PFS (ITT nonyaanus) B npoyusane PCYC-1115-CA
npu 115-meceuno npociensiBane

PFS (%)

304

201 | l

0+
o & 12 18 24 30 36 42

48 54 60 66 72 TE B4 90 96 102 108 114 120 126 (Mecey)

H B pHCK

WSy THHME: 136 129 124 121 112 108 104 99 93 90 83 78 69 68 63 60 56 50 46 35 7
¥nopamGyun: 133 8 69 57 41 33 29 25 19 16 12 6 5 5 4 3 2 7 1 1 0

Kombunupana mepanus

bezomacHoctTa 1 edmkacHoctta Ha IMBRUVICA npu HenekyBanu nocera namuertu ¢ CLL/SLL ca
OLICHEHH JOIBJIHUTEHO B PAHIOMU3UPAHO, MHOTOLIEHTPOBO, OTKPHUTO Tpoy4uBane (aza 3 (PCYC-
1130-CA) na IMBRUVICA B koMOuHa1ms ¢ 00MHYTY3yMal cripsMo XJopaMOynnin B KOMOUHAIIUS C
o0uHyTyMa0. B mpoyuBaHeTo ca BKIIIOYEHH MALMEHTH HA Bb3pacT 65 WiK noBede rOANHYU WIH

<65 roaMHU ChC CHITBTCTBAINN 3a00sIBaHUS, HaMaJleHa ObOpedHa (HyHKITHS, U3MepeHa upe3
KpeaTHHUHOB KIUpbHC <70 ml/min, unn Hanmuue Ha dell7p/TP53 myrauus. [Tanpenture (n=229) ca
pangomuzupanu 1:1 ga nomyuasat i IMBRUVICA 420 mg nHeBHO /10 Tporpecus Ha 3a00JIIBaHETO
WA HENIPUEMIIMBA TOKCUYHOCT, MK XJjopamOy1wi ¢ mo3a 0,5 mg/kg B Jlen 1 u 15 ot Bcexu 28-
JTHEBEH IIMKBJI B MPOIbJDKEHKE Ha 6 1uKbIa. B nBeTe pamena nanuenture noaydasat 1 000 mg
obunryTy3ymab B [en 1, 8 u 15 oT mbpBUS IUKBII, TOCTIEABAHO OT JICUCHUE B IIBPBUS JICH HA

5 mocneaBamy mukbIa (00110 6 MKBIa OT 28 1HU Beekn). [IbpBaTa 103a 00MHYTY3yMab € pasjeneHa
mexy aed 1 (100 mg) u nen 2 (900 mg).

Menunanara Ha Be3pactTa € 71 rogunu (auanasoH, 40 no 87 rogunn), 64% ca mexe, a 96% ca ot
Ostnata paca. Benuku nauyenTn umat usxolieH pynkuuonaies craryc no ECOG 0 (48%) nim 1-2
(52%). Ha u3xoano HuBo 52% ca B HanpeaHas kiauHudeH crafauii (cramuit 111 wau [V mo Rai), 32% ot
MaleHTUTE UMaT MacUBHO 3aboisBane (=5 cm), 44% ca ¢ aHeMHs Ha U3XOQHO HUBO, 22% ca ¢
TpoMOOLMTOIIEHHS Ha U3XOAHO HUBO, 28% nmat CrCL <60 ml/min, a MenuaHata Ha KyMyJIaTHBHUS
CKOD 3a Kiacu(puKaius Ha 3a0ossBaHeTo B repuarpusta (Cumulative Illness Rating Score for
Geriatrics, CIRS-G) e 4 (nnamason, 0 qo 12). Ha usxoxuo HrBo 65% ot manuenrute nmar CLL/SLL ¢
Brcoko puckosu (akropu (dell7p/TP53 myranus [18%], del11q [15%] wim vemyTtupan IGHV
[54%]).

IIpexussemoctTa 6e3 mporpecus (PFS), onenena ot IRC B crotBeTcTBHE ¢ Kputepuute Ha IWCLL,
nokassa 77% CTaTUCTUYECKH 3HAYMMO HaMaJlsiBaHE Ha PUCKA OT CMBPT WJIH MIPOTPECHs B PaMOTO C
IMBRUVICA. B pamkute Ha poy4BaHETO, IPY MeIMaHa Ha BPEMETO Ha MpociesBane 31 mecera,
meauanara Ha PFS He e mocturaara B pamoro ¢ IMBRUVICA+o00unyTy3ymab u ¢ 19 mecena B
paMoTo ¢ xjopaMOymiI+o0uHyTy3ymad. Pesynrarute 3a epukacuoct B npoyuBane PCYC-1130-CA
ca nokazanu B Tabnuma 5, a kpusara Ha Kaplan-Meier 3a PFS e nokaszana na ®urypa 5.
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Tab6auna 5: Pe3ysararu 3a epukacHoct B npoyusane PCYC-1130-CA

IMBRUVICA-+00unyTY3ymMa0

XnopamOyuuia+o0uHyTy3yMad

Kpaiina Touka N=113 N=116
IpexxuBsiemocT 6e3 nporpecus®
bpoii cuoutus (%) 24 (21,2) 74 (63,8)

Menmnana (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 untepsar; HR=koepuuunent Ha puck; CR=mwien orroBop; PR=uactuuen otrosop.

a
6

Oneneno ot IRC.

Mo35K (CRi).
¥ PR=PR+nPR.

Brumrousa 1 nauuent B pamoto ¢ IMBRUVICA+00uHyTY3yMa0 ¢ IbJIeH OTTOBOP C HEIIBJIHO BH3CTAHOBSIBAaHE HA KOCTHHS

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

100 4
m».

% 4

PFS %

104 PO

[ b oo e e e g —

0 3 ]

N B puck
breOb: 113 %09 106
Cld«0b: 116 m 9

EdexTsT OT NeuenneTo ¢ nOpyTUHHUO € eIHAKBB NMpH BUCOKopuckoBara momynanus ¢ CLL/SLL
(del17p/TP53 myranus, dell 1q wiu memytupan IGHV), kato HR 3a PFS e 0,15 [95% CI (0,09; 0,27)],
KaKTO € 1mokazano B Tabnuia 6. M3uncnenara 2-rogumniaa PFS 3a BucokopuckoBara momymanus ¢
CLL/SLL e crotBeTHO 78,8% [95% CI (67,3; 86,7)] u 15,5% [95% CI (8,1; 25,2)] B pamoToO ¢

IMBRUVICA+00unyTy3yMa0 u ¢ XJI0paMOyIniI+o0MHyTY3yMa0.

Ta6auna 6: Anajaus Ha PFS no noarp

nu (npoyuBane PCYC-1130-CA)

N KoeduuueHnrt Ha puck 95% CI

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

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

Ia 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
Craamii 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

Koeduunent Ha puck, OCHOBaH Ha HeCTpaTH(OUIMPAH aHAIH3

Peakiuu, cBbp3anu ¢ nH(Y3UATa, OT BCUYKH CTEIICHU ca HAOM0qaBaHu mpu 25% OT MaIrueHTuTe,
nexyBanu ¢ IMBRUVICA+o6unyTy3yma0, u npu 58% OT nauueHTuTe, JIEKyBaHHU C
xJiopamMOynmi+oonHyTy3yma0. Peakinu crerneH 3 WK MO-BUCOKA WIIM CEPHO3HH PEAKIINHU, CBhP3aHU C
uHby3usATa, ca HaOmoaaBanu npu 3% oT nanueHture, JekyBanu ¢ IMBRUVICA-+o0OunyTy3yma0, u
pu 9% OT NalMEHTHUTE, JICKYBaHHU C XJIOPaMOyIuiI+o0HHyTy3yMa0.

besomacHoctTa 1 edmkacHoctTta Ha IMBRUVICA npu mannenTu ¢ HenekyBaHa npean ToBa CLL wm
SLL ca onieHeHH AOTBIHUTEIHO B PaHJOMU3UPAaHO, MHOTOLIEHTPOBO, OTKPHUTO Mpoy4BaHe ¢aza 3
(E1912) na IMBRUVICA B xom6unanus ¢ putykcumab (IR) copsimo crangapTHa
XUMUOUMYHOTepanus ¢ ¢pirynapadu, uukinodochamun u purykcumad (FCR). B npoyusaneTo ca
BKJIFOUCHH HeJleKyBaHu mipenu ToBa narueHTn ¢ CLL winu SLL Ha BB3pact 70 TOIWHA WIH TTO-MJIA]IH.
[Maruentu ¢ dell7p ca uskiouBaHu oT npoy4uBaneto. [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 HETNPUEMIINBA TOKCUYHOCT. Dy napabun e mpuiarad B 103a 25 mg/m?, a
uuknodochamun e mputaran B no3a 250 mg/m?; u gBara npoaykra ca npunarani B Jluu 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 UUKBI U

500 mg/m? B Jlen 1 Ha 5-Te mocieaBany MUKbIA 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. Bcruku nanuienTH umar usxojeH gynknuonanen craryc no ECOG 0 wm 1 (98%) nim 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 myranms [6%], dell1q [22%] nwau nemyTtupan IGHV
[53%]).

Pesynrarure 3a epukxacuoct B E1912 ca nokazanu B Tabumna 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: Pesyararu 3a epuxacHoct B [Ipoyusane E1912

HNopyTUHUO dDaygapaduH,
. +purykcumad (IR nukjgaogochamun n
Kpaiina rotka P yN=354 o pI/ITyK(:lI)/lM:Il)ﬁ (FCR)
N=175
IpexxuBsieMocT 6e3 nmporpecus
Bpoii ceoutus (%) 41 (12) 44 (25)
[Tporpecus Ha 3a00JIIBaHETO 39 38
Cp0uTHs CBC CMBPT 2 6
Menunana (95% CI), mecenu NE (49,4; NE) NE (47,1; NE)
HR (95% CI) 0,34 (0,22; 0,52)
P-croitHoct? <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 OlLieHeHa OT M3CJIeI0BaTE.

P-croitHocTTa € oT HecTpatuduumpan log-rank Tect.

HR = koepunuent Ha pucka; NE = He Moke 1a ce olleHH

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

L | A, o R——
| T
90 | l ‘ IMBRUVICA +
I | PUTYKCUMaG
Wik,
80
70 1 {1 ||”| $nypapabun,
f= [l | | ynknodocdamup

60 + PUTYKCUMaB
L3
i
& 504

40

30

20

107

p<0.0001
[0 L S e B e L e e e B B e B B
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

+ puTykcumab

$nypapabun, 175 158 152 148 145 134

umnknopochammg
+ puTykcumab

332 324 307 270 227 185 159 108 79 52

EdexTsT OT NedenneTo ¢ HOpyTHHHUO € MOCTOSHEH BB BUCOKOpUcKoBata momynarus ¢ CLL/SLL
(TP53 myranwms, dell1q wm memytupan IGHV), ¢ HR 3a PFS 0,23 [95% CI (0,13; 0,40)], p <0,0001,
KaKTo e rmokaszano B Tabnuia 8. M3uncnenara 3-roaumiHa yecrota Ha PFS BBB BUCOKOpHCKOBaTa
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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Ta6auna 8: Ananus no noarpynu Ha PFS (IIpoyusane 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 nonyxaaunusi) B [Ipoyusane E1912

| IMBRUVICA
100 31 bbbt r *+ puTyKCAMaG
o Wl | A L | bt SnyRapain,
umknodochammp,
+ pUTYKcMMa6
80 1
701
60
g
vy
o 50
o
307
207
10
p=0.0007
[ e e I L O e e e e B e e B LU i B e e B e S e e et
o 3 6 9 12 15 18 21 24 27 30 33 3 39 42 45 48 51 54 (Meceu)
N B puck

IMBRUVICA 354 351 349 348 347 346 344 343 343 308 263 225 195 152 100 73 39 8 0

+ putykcnmab

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

Kombunupana mepanus ¢ ghuxcupana npoowaricumennocm

BesonacnoctTa 1 edukacHOCTTa Ha TepanuaTa ¢ pukcupana npoabpkutenHoct ¢ IMBRUVICA B
KOMOWHAIIWS C BEHETOKJIAKC CIIPSIMO XJIOpaMOyIIHI B KOMOUHAIIUS ¢ OOMHYTY3yMal MpH NaIUeHTH C
HenekyBana rpeau ToBa CLL ca orieHeHn B paHIoMU3UpaHo OoTKpuTo npoyusane daza 3 (CLL3011).
B nmpoyuBaneTo ca BKIIOYEHH MALMEHTH ¢ HeJeKyBaHa npeau ToBa CLL Ha Bp3pacT 65 mim moseue
TOJVMHHU ¥ Bh3pacTHH nanueHtn <65 roguan ¢ CIRS ckop >6 wiu CrCL >30 go <70 ml/min.
ITammmentu ¢ del 17p umm n3BectHr TPS53 MyTarnuu ca m3kmouBany. [lamuentute (n=211) ca
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pargommsupann 1:1 3a nomydaBane Ha IMBRUVICA B koMOWHAITHS ¢ BEHETOKJIAKC WITH
XJI0paMOyIIHI B KoMOMHAIWs ¢ 00mHyTy3yMa0. [Tammmenture B pamoro ¢ IMBRUVICA mmioc
BeHeTokJakce nonydaBaT IMBRUVICA camocTosiTeTHO B IPOBIKEHNE HA 3 IUKBJIA, TOCIEABAHO OT
IMBRUVICA B xoMOMHAIMS ¢ BEHETOKIIAKC 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 € mprtara exeIHeBHO, KaTo ce 3amousa ¢ 20 mg B MpoAbDKeHNE Ha

1 cenmunia, mocieaBaHo ot 1 ceamuia Ha BCSIKO 030B0 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 Mpuiarat B
no3a 1 000 mg 8 Aum 1, 8 u 15 B Huksn 1. B [len 1 ot Luknute 2 1o 6 e naBan oOMHyTY3ymMad

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 cien 3aBbpiiBaHe Ha BCsKa 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
Osutata paca. Benuku nanmenTn nMat usxojeH pyuakunonanes cratyc no ECOG 0 (35%), 1 (53%)
i 2 (12%). Ha uzxoauo vuBo 18% ot nanuenture umar CLL ¢ del 11q, a 52% ca 6e3 IGHV
MYTaI[HH.

[Tpu orieHKa Ha U3XOTHOTO HUBO 32 PUCK OT CHHAPOM Ha TYMOpPEH pasnaz 25% OT MalueHTUTe UMaT
BUCOK TyMoOpeH ToBap. Ciiest 3 1MKbJIa Ha BbBEK/AINA TEPANUs ChC CAMOCTOSATEIIHO MpUIIaraHe Ha
IMBRUVICA 2% oT nanueHTuTe UMaT BUCOK TyMOPEH TOoBap. BucokuaT TyMopeH ToBap ce
ompeiesis KaTo Bceku JIuM@eH Bb3en >10 cm uian Bceku TuMdeH Bb3en >5 cm u abcoroTeH Opoit
numporutu >25%109/1.

[Tpu Meamana Ha BpeMeTO Ha MPOCIesIBaHe B IPOyUYBaHEeTO 28 Mecela pe3ynTaTuTe 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 HETaTHBEH CTaTyC 3a
MHHHMAJTHO OCTaThuHO 3a0oisBane (MRD) e moka3zana B Ta6mmma 10.

Ta6auna 9: Pesyaratu 3a epukacnoct B [Ipoyusane CLL3011

Kpaiina Touka? IMBRUVICA + XmopamOynmia +
Beneroknakc Oo0unyTy3ymad
N=106 N=105
IIpexxuBsieMocT 0e3 mporpecust
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-croitnocT" <0,0001
YectoTa Ha 0011 0TroBop(%o)" 86,8 84,8
95% ClI (80,3; 93,2) (77,9; 91,6)

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

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

kocTHUsE 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 Mo3Ke Jia ce orenn; nPR = HofyeH YacTideH oTroBop; PR = yacTuuen otroBop
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®urypa 8: Kpueu na Kaplan-Meier na npexxusiemoctra 0e3 nmporpecusi (ITT nonynamus) npu
nanuentu ¢ CLL B IIpoyusane CLL3011

100

90

80+

70

60

50+

40

30+

% oT nauuenTuTe Hea crhuTH

20+

0 3 6 9 12 15 18 21 24 27 30 33 36

Mecern OT aTaTa Ha paHAOMH3AL[MA
TTameHTH B

puck lbr+Ven 106 98 98 94 92 91 89 87 71 59 20
Clb+Ob 705 104 101 95 93 63 54 47 36 25 6

—%— |br+Ven - —& - - Clb+Ob

EdextsT 0T euennero ¢ IMBRUVICA 1utroc BEeHETOKIIAKC ce 3ama3Ba CTaOUJICH BbB
Bucokopuckosara CLL monynanust (TP53 myrauus, del 11q nim IGHV 6e3 myTauus) ¢ PFS HR 0,23
[95% CI (0,13; 0,41)].

JannauTe 3a 001IaTa MPEXUBSIEMOCT HE ca T0ocTaThuHU. [Ipn MenuaHa Ha pocnesBane 28 Mecena
HSIMa 3Ha4KMMa pa3livKa MeXAy paMeHaTa Ha jJedeHue ¢ o0mo 23 cmbpthH ciaydau: 11 (10,4%) B
pamoro ¢ IMBRUVICA mitoc Benetokiakc u 12 (11,4%) B paMOTO ¢ XJI0paMOYITHII TUTIOC
obunytyzymab ¢ OS HR 1,048 [95% CI (0,454; 2,419)]. Cien 6 Meceria JOIBIHUTEITHO POCTIEIABAHE
ce cpobmanar 11 (10,4%) u 16 (15,2%) cMbpTHU citydau cboTBeTHO B pamoto ¢ IMBRUVICA mtoc
BEHETOKJIAKC U paMOTO ¢ XJIOpaMOyITWII TUTFoC 00uHyTy3yMa0, ¢ u3uncien OS HR 0,760 [95% CI
(0,352; 1,642]).

Ta6auna 10: YecToTa HA HETATHBEH CTATYC 32 MUHHMMAJIHO OCTATHYHO 3200/I5IBaHe B

IpoyuBane CLL3011
NGS Ananus ? dDyioyuuToMeTpus’®
IMBRUVICA + | Xaopamoyuua + | IMBRUVICA + | XnopamOyuuJi +
Beneroknakc OounyTy3ymad Beneroknakc Oo0unyTy3ymad
N=106 N=105 N=106 N=105
Yectora Ha MRD HeraTuBeH cTaTyC
Kocten Mo3sK, 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)
P-croitHocT <0,0001
(r(f/eofﬂ‘i’ep‘*a KprB, I 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 HeratupeH cTraryc TPHM Mecela cJieJl 3aBbpIIBAHE HA JICYEHHETO
Kocten M03bK, 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)
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g/eo§)n®epﬁa KpBB, N 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) (315, 504)

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

kocTeH M03bK ¢ NGS e ocHOBHUAT aHaiu3 33a MRD.

2 Bp3 ocHOBA Ha mparoBa croitHocT 10™ npu n3m03BaHe Ha aHAIM3 ChC CCKBEHMPAHE OT CICABALLO TIOKOICHHE

(clonoSEQ)
® MRDe OLICHSIBAHO 4pe3 (IIOYIUTOMETpHS Ha NeprdepHa KpbB WM KOCTEH MO3BK OT IIEHTpaIHa J1abopaTopusl.

Omnpenenennero Ha HeratuBeH cratyc € <1 CLL xietka Ha 10 000 neBkonmTa (<1X 104).
CI = nosepurenen naTepBar; NGS = cekBeHHpaHe OT ClIe/{BalIO TOKOJICHUE

JBaHaneceT Mecena ciiel] 3aBbPIIBAHETO Ha JieyeHueTo yectorara Ha MRD HeraTtuBeH craryc B
nepudepHara kpbB € 49,1% (52/106) upe3 NGS ananus u 54,7% (58/106) upe3 dhaoyuroMeTpus npu
nanuentute, JekyBanu ¢ IMBRUVICA miroc Bererokiakc, u 12,4% (13/105) upe3 NGS ananuz u
16,2% (17/105) upe3 dhaoynuToMeTpus IPH MANUEHTUTE, JIEKYBAHHU C XJIOPaMOYIIHI TITFOC
00uHyTYy3yMal, B ChOTBETHATA BPEMEBa TOYKA.

TLS ce cpo0maBa npu 6 MaMeHTy, IEKyBaHU C XJIOpaMOYIIII TUTFOC OOMHYTY3yMa0, U He ce
crobmmaBa mpu IMBRUVICA B koMOWHaIMs ¢ BEHETOKIIAKC.

Meouana na ipocnensBane 64 mecera

ITpu menuana Ha npocnensBane 64,0 mecena B npoyusane CLL3011, ce naGmronaBa 73% HamaneHue
Ha pUCKa OT CMBPT HUJIK NPOTPEeCUA CIOpe OLCHKAaTa Ha U3CJICA0BATCIIA IIPU IMAIUCHTU B paMOTO Ha
IMBRUVICA. KoedunueHTsT Ha puck 1o otHomenne Ha PFS e 0,267 [95% CI (0,182; 0,393),
HomuHanHO p<0,0001, He e koHTponMpana rpeuika tum 1]. Mma 20 (18,9%) cMbpTHE ciiydas B
pamoto ¢ IMBRUVICA mtoc Benetokiakc u 40 (38,1%) B paMOTO Ha XJ10paMOYIIHIT TLTHOC
o0uHyTy3yma0, koeto crotBercTBa Ha HR 0,462 (95% CI: 0,269; 0,791, Homunanuo p=0,0039, ne ¢
KOHTpoJIMpaHa rpemka tun 1). MeauanaTta Ha BpeMeTo 10 CJIeABAIOTO JCUCHUE HE € JOCTHIHATA B
pamoro ¢ IMBRUVICA mttoc BeHeTOKIIaKC U € 65 Mecena B paMOTO Ha XJIOPaMOYITHIT TUTFOC
obunyty3ymad (HR=0,233; 95% ClI: 0,130; 0,416 ), xaro 15,1% OT y4acTHULIUTE B paMOTO C
IMBRUVICA mttoc BeneTokiakce u 41,0% OT y4aCTHUIIUTE B PAaMOTO C XJIOpaMOYIIHJI TUTIOC
00MHYTYy3yMal ca 3al0YHAIH MTOCIIE/IBAIA IPOTHBOPAKOBA TEPAITHSL.
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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 64 mecena Ha mpocieasiBane
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be3zonacHocTTa M ehukacHOCTTa Ha TepanusiTa ¢ pukcupana npoabkuTenHoct ¢ IMBRUVICA B
KOMOMHANUs C BEHETOKIIAKC TPH MAILMEHTH ¢ HeJleKyBaHa rpeau Tosa CLL ca qonbaHUTENHO
OLICHSIBAaHH B KOXOPTa Ha MHOTOIICHTPOBO, 2-KOXOpTHO npoyuBane ¢asa 2 (PCYC-1142-CA). B
MPOYYBAaHETO Ca BKIIIOUYEHH HelleKyBaHH npenu ToBa nanuenT ¢ CLL Ha Bb3pacT 70 ToIMHH WIH TI0-
mitagu. B mpoyuBaHeTo ca BkimoueHH 323 alMEHTH, OT TAX 159 manueHTr ca paHaoMHU3HpaHy Ha
Tepanus ¢ GUKCUpaHa IPOIbIDKUTEITHOCT, ChCTOSIIA CE OT 3 IIUKbJIa HAa CAMOCTOSATENTHO IPHJIaraHe Ha
IMBRUVICA, nocnensano or IMBRUVICA B koMOMHaIMs ¢ BEHETOKIIAKC B IIPOIBIDKEHUE HA

12 nukbia (BKIOYUTETHO S-CeIMUYHA CXeMa Ha TUTPUPaHE Ha J03aTa). BCeKH IUKBI Ce ChCTOU OT
28 mau. IMBRUVICA e npunaran B 1o3a 420 mg nHeBHO. BeHeToknake e nmpuiarad exXeJHeBHO, KaTo
ce 3arouBa ¢ 20 mg B IpOIbJDKEHUE Ha | ceaMHULIa, OCIEeBaHO OT | ceaMuIIa Ha BCAKO 1030BO HUBO
ot 50 mg, 100 mg u 200 mg, cien ToBa HMpenopbUnTEeIIHATA THEBHA 103a OoT 400 mg. [TanuenTure ¢
noTBbpAeHa nporpecus no kpurepuure Ha IWCLL ciien 3aBbpiiBane Ha cxemara ¢ GUKCHpaHa
MPOABIDKUTEITHOCT MOTaT J1a ce JiekyBaT ¢ MoHoTepanus ¢ IMBRUVICA.

Menunanata Ha Bb3pacTTa ¢ 60 ronuuu (auamason, 33 1o 71 ronunun), 67% ca mbxe 1 92% ca ot
Osutata paca. Benuku nanuenTy uMat usxojeH ¢pynkiuonanex cratyc no ECOG 0 (69%) nmn 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 mytaiuu u 19% ca ¢ xomruiekceH kapuoTHil. [Ipu olieHka Ha U3XOHOTO
HUBO 3a PUCK OT CHHJIPOM Ha TyMOpeH pa3naz 21% oT manueHTuTe UMaT BUCOK TYMOPEH TOBap.

Crnen 3 nuKbiIa Ha BbBEXKJIAIlla Tepanus cbe camocToATesHo npwiarane Ha IMBRUVICA 1% ot
NalMeHTUTE UMaT BUCOK TYMOPEH TOBap. BUCOKUAT TyMOpeH ToBap ce onpeaess KaTo BceKu TuMpen
Bb3e1 >10 cm mim Beekn uMder Bb3en >5 cm u abconmroter 6poit mumdormta >25x10%/1.

66



[Tpu Menmana Ha BpeMeTO Ha MpOCIieIsIBaHe B MPOYUBAHETO OT 28 Mecela pe3yaTaTHTe 3a
epukacHoct B PCYC-1142-CA, ouenenu ot IRC criopen kpurepunte Ha IWCLL, ca moka3asu B
Tabmuia 11, a yecToTaTa Ha HETATUBEH CTATYC HA MUHUMAITHO OCTaTh4HO 3abonsBane (MRD) e

rnokasana B Ta0Osmma 12,

Ta6auna 11: PesyaraTtu 3a epuxacHoct B IIpoyuBane PCYC 1142-CA (koxopTta ¢ pukcupana
NPOABJIKUTETHOCT)
Kpaiina Touka® IMBRUVICA + BeHeTOKJIaKC
be3 Del 17p Beunuku
(N=136) (N=159)
YecToTa Ha 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 npoasmKuTenHocT Ha CR, NE (0,03+, 24,9+) NE (0,03+, 24,9+)
Mecen (quanason)

B53 ocHoBa Ha orenka Ha IRC
O6u1 otroBop = CR + CRi + nPR + PR

o o o @

3HaKET ,, T IOKa3Ba HEIBIHO HAOIIOAEHHE

Bxumrousa 3 NaqUEHTHU C I'bJIEH OTTOBOP C HEMIBJIHO BH3CTAHOBSBAHE HA KOCTHHA MO3BK (CRI)

CR = e otroBop; CRi = mbJieH OTTOBOP C HEMBJIHO BH3CTAHOBSIBAHE HAa KOCTHHS MO3bK; NPR = HomyneH yacTHyeH
otroBop; PR = uactuuen orrosop; NE = He Moxke Ja ce oLleHU

Taoauna 12:

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

IIpoyuBane PCYC 1142-CA (xoxopTa ¢ puKCHPaHa NPOIbJIKUTETHOCT)

Kpaiina Touka

IMBRUVICA + BenerokJjakc

Be3 Del 17p Benuku
(N=136) (N=159)
Yectora Ha MRD HeraTuBeH cTaTyC
Kocren Mo36K, n (%) 84 (61,8) 95 (59,7)
95% ClI (53,6; 69,9 (52,1; 67,4
IMepudepna kpbB, n (%) 104 (76,5) 122 (76,7)
95% ClI (69,3; 83,6) (70,2; 83,3

Yecrora Ha MRD HeratuBeH craryc TpH MecC

cla ¢Jjiea 3aBbpIIBAHC HA JICUCHHETO

Kocren Mo3bK, n (%) 74 (54,4) 83 (52,2)
95% ClI (46,0; 62,8) (44,4, 60,0

Iepudepna kpwB, n (%) 78 (57,4) 90 (56,6)
95% ClI (49,0; 65,7) (48,9; 64,3

MRD e oneHsiBaHO Upe3 HOTOYHA OUTOMETPHS Ha IeprQepHa KPbB WM KOCTEH MO3BK OT IIEHTpaTHA 1a00paTopHs.

Onpenenenuero Ha HeratuBeH ctatyc € <1 CLL xietka Ha 10 000 nexoruru (<1 XI04).

CI = noBepuTeneH HHTEPBA

ITpu nmanmentu ¢ mytanus del 17p/TP53 (n=27) B PCYC-1142-CA uectoTara Ha 001 OTTOBOD BB3
ocHoBa Ha oueHka Ha IRC e 96,3%, yectoTaTa Ha mbJeH OTroBOp € 55,6%, a MeAraHara Ha
MPOIBIDKUTEITHOCTTA HAa ITBJICH OTTOBOP HE € JIOCTUTHATA (Auana3oH, 4,3 1o 22,6 mecena). YectotaTta
Ha MRD neraruseH craryc npu nanueHtu ¢ Mmyrtanus del 17p/TP53 3 mecemna ciiest 3aBbpIliBaHe Ha

JICYCHUETO B KOCTEH MO3BK U B nepudepHa KpbB € cboTBeTHO 40,7% 1 59,3%.

He ce cvoOmiarar cinyyaun Ha TLS npu naruentute, gekyBanu ¢ IMBRUVICA B komOuHaIus ¢

BCHCTOKIJIAKC.

Hayuenmu ¢ CLL, koumo ca noiyyunu Hati-mMaiko eoHd npeoxoona mepanus

Monomepanus

Bbesonacnocrra n euxacHoctra Ha IMBRUVICA npu nauuentu ¢ CLL ca neMOHCTpHpaHH B €IHO
HEKOHTPOJIMPAHO MPOYYBAHE U €THO PAHIOMH3UPAHO, KOHTPOJIMPaHO npoyuBane. OTBOPEHOTO,
MHoroueHTposo npoyusane (PCYC-1102-CA) pxirouBa 51 nalMeHTH ¢ pelyIMBUpala Wil
pedpakrepHa CLL, xouto ca nomyuyaBaim 420 mg Beaabx naeBHo. IMBRUVICA e npunaras 10
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nporpecus Ha 3a00JIIBAHETO WM HETIPHEMIIMBA TOKCHYHOCT. MeuaHnaTa Ha Bb3pacTTa € 68 rofuHu
(mmanazon: ot 37 g0 82 roauHN), MEIMAaHATA HA BPEMETO OT YCTAaHOBSIBAHE Ha IMAarHO3aTa €

80 mecena, a MeanaHaTa Ha OpOsl Ha IPESAMILIHKTE JieueHus € 4 (quana3oH: ot 1 g0 12 nedyenus),
BKIIFOUHUTENHO 92,2% ¢ mpenxoIHO JIeYeHUE ¢ HyKJIeo3uaeH aHanor, 98,0% c npeaxoaHo JeueHue ¢
putykcumad, 86,3% ¢ mpeaxoaHo IeYeHre C aJKWIHPAIIo CPencTBo, 39,2% ¢ mpeaxoaHo IeUeHne C
6ennamyctuH u 19,6% ¢ npeaxonHo nedeHue ¢ oparymymad. Ha usxonHo auso 39,2% ot
nanuenTute uMat craauit IV mo Rai, 45,1% umat macusHo 3abonsBane (> 5 cm), 35,3% umat
nenenns 17p u 31,4% umar nenenms 11q.

ORR e ouenen B crotBeTcTBHE ¢ Kputepunte Ha IWCLL ot uscnenosarenure u ot IRC. ORR,
onereH ot IRC, Ha 51 marieHTy ¢ perunus win pedpaktepHo 3a00sBaHe, IPU CPEIHA
MPOIBIDKUTETHOCT Ha TIpociensBane 16,4 mecena, € 64,7% (95% CI: 50,1%; 77,6%), Bcuuku ¢ PR.
ORR, Brimrountenno PR ¢ mumdornurosa, e 70,6%. Meauanara Ha BpemeTo 3a oTroBop ¢ 1,9 mecerna.
DOR e ot 3,9 no 24,2+ mecena. Meauanara Ha DOR He € gocTursara.

IIpoBeneHo e paHAOMHU3UPAHO, MHOTOIICHTPOBO, OTBOpeHO IpoyuBaHe (paza 3 Ha IMBRUVICA
capsimo opatymymad (PCYC-1112-CA) npu manenTy ¢ peuuanBupaiia uim pegpakrepaa CLL.
[armmenture (n = 391) ca pangommsupanu 1:1 na momydasar wim IMBRUVICA 420 mg nHeBHO 110
TIpOrpecus Ha 3a00JIBAHETO MIIM HETIPUEMIINBA TOKCHYHOCT, Wil odaTtymymad a0 12 mo3u

(300/2 000 mg). IleTmecer u cefeM MAIMEHTH, PAHIOMH3UPAHH Ja MOIyJYaBaT oparymymao, ca
npemusanu Ha IMBRUVICA crnen nporpecus. MeananaTta Ha Bb3pactra € 67 rogunu (auamnazos: 30
1o 88 rogunn), 68% ca mexe, a 90% ca ot Osa1ara paca. Bcuuku nanueHTd UMaT PyHKIHOHAIEH
craryc o ECOG 0 wiu 1 Ha u3xoaHO HMBO. Meuanara Ha BpEMETO OT IIOCTaBSHETO Ha JuarHos3ara €
91 mecena, a MenaHaTa Ha OpOsl Ha IPESAULITHNTE JieueHus € 2 (auana3oH: ot 1 mo 13 neuenus). Ha
U3XO0AHO HUBO 58% OT ManMeHTUTe UMaT Hal-MaJIKo eIuH TyMOp > 5 cm. Tpuaecer u 1Ba npoLeHTa
oT nauueHrtute ca ¢ geneuns 17p (kato 50% ot nmanuenTure umat genenus 17p/TP53 myranus), 24%
ca c neneuus 11q, a 47% ot nmanuenture umar Hemytupan IGHV.

[IpexxuBsemoctTa 6e3 mporpecus (Progression free survival, PFS), kakTo e onenena ot IRC B
croTBeTcTBHE ¢ KpuTepunre Ha IWCLL, moka3Ba 78% craTucTHUECKH 3HAYMMO HaMajeHHe Ha pUCKa
OT CMBPT WK Tporpecus 3a nauentute B pamoro Ha IMBRUVICA. Ananu3st Ha OS mokassa 57%
CTaTHUCTUYECKH 3HAYMMO HaMaJleHUE Ha PUCKA OT CMBPT IpHU nanueHtute B pamoro Ha IMBRUVICA.
Pesynrarure 3a epuxacuoct B npoyuBane PCYC-1112-CA ca npeacrasenn B Tabnuua 13.

Ta6auna 13:  Pesyararure 3a epuxacnoct npu nanuentu ¢ CLL (mpoyuBane PCYC-1112-CA)

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

HR = koepuunent Ha puck; CI = noBepurenen nntepsai; ORR = crenen Ha 0611 otroBop; OS = o6mia npexussiemoct; PFS
= npexuBseMocT 6e3 nporpecusi; PR = yactuden otrosop
a

6

Mennana Ha OS He e mocTHrHaTa 3a ABeTe pameHa p < 0,005 3a OS.

[TareHTuTe, paHIOMH3MpaHH Ha odaTymMyMal, ca neH3ypupanu npu 3anousane Ha IMBRUVICA, ako e npuioxumo.

®  AHanu3 Ha 4yBCTBUTENHOCTTA, IPU KOWTO MALMEHTUTE, NPEXBBPIIEHH OT PaMOTO Ha ohaTyMyMal, He ca LleH3ypUpaHu

KbM JaTaTa Ha mbpBata qo3a IMBRUVICA.

" Cnopen IRC. Ioeropro KT ckenupane, HEOOXOAMMO 3a MOTBBHPKAABAHE HA OTTOBOPA.

A Beuuku nocturaata PR; p < 0,0001 3a ORR.
Meinana Ha BpEMETO Ha MPOCIIe/IsIBAHE B PAMKHTE Ha IPOYYBAaHETO=9 Mecella.

EdukacHoctTa € 1mogo0Ha cpeji BCHUKU U3CIIEIBAHU MOATPYIIH, BKIIFOUNTEIIHO MTPH MAIUSHTH ChC U
6e3 nenenus 17p, npenBapuTesHo onpeneseH crparuduiipar dhakrop (Tabmuia 14).

68




Ta6auna 14: Amnaau3 na PFS no noarpymu (npoyusane PCYC-1112-CA)

N KoeduiueHT HAa pUCK 95% ClI
Bcenuku nanuentn 391 0,210 (0,143; 0,308)
Henerus 17P
Ha 127 0,247 (0,136; 0,450)
He 264 0,194 (0,117, 0,323)
Pedpaxrepro
3a00JIIBaHE KbM
MYPUHOB aHAJIOT
Ha 175 0,178 (0,100; 0,320)
He 216 0,242 (0,145; 0,404)
Bs3pact
<65 152 0,166 (0,088; 0,315)
> 65 239 0,243 (0,149; 0,395)
bpoit npenunian
JIMHUN
<3 198 0,189 (0,100; 0,358)
>3 193 0,212 (0,130; 0,344)
MacugHoO 3a00Js1BaHe
<5cm 163 0,237 (0,127; 0,442)
>5cm 225 0,191 (0,117, 0,311)

KoeduuuneHnt Ha puck Bb3 0CHOBa Ha HECTpAaTH(OUIMPAH aHAIN3
Kpusara na Kaplan Meier 3a PFS e nokazana na ®urypa 10.
®@urypa 10: Kpusa na Kaplan-Meier 3a PFS (ITT nonyaanusi) B mpoyuBane PCYC-1112- CA
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OxoHnyamenen ananus cied 65-meceurno npociedsadane

B pamkure na npoyusanero PCYC-1112-CA, npu MeanaHa Ha BpEMETO Ha mpociiesBane 65 mecela,
npu nanuertute B pamoro ¢ IMBRUVICA e HabmogaBano 85% HamaisiBaHe Ha prcKa OT CMBPT WK
MIpOTpecust CTIope]] OlleHKaTa Ha u3cinenonarens. Meananara Ha PFS, onienena ot u3cnegoBarens B
croTBercTBHUE ¢ KpuTtepunte Ha IWCLL, e crotBeTHO 44,1 Mecena [95% CI (38,47; 56,18)] B pamoTo
¢ IMBRUVICA u 8,1 mecena [95% CI (7,79; 8,25)] B pamoto ¢ oparymymad; HR=0,15 [95% CI
(0,11; 0,20)]. Axryanusupanara kpupa Ha Kaplan-Meier 3a PFS e noka3zana na ®urypa 11. ORR,
OlleHEHa OT u3cnenonarens, B pamoto ¢ IMBRUVICA e 87,7% cnpsimo 22,4% B paMoTO C
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odarymymab. [To Bpeme Ha okoHuaTenHus ananu3 133 (67,9%) ot 196 yyacTHUIH, TbPBOHAYAITHO
PaHIOMHU3UPaHHU B PAMOTO 3a JIedeHue ¢ ohaTyMymMad, ca MpEMUHAIH KbM JICUeHHE C NOPYTHHHO.
Menunanara va PFS2, onenena ot nscnenoatens (Bpeme oT pangomusupaneto 1o PFS croutne cnen
IbpBaTa ClieABalla aHTHHEOIUIACTHYHA Tepanusi) B CboTBeTCTBHE ¢ kKputepunure Ha [IWCLL e
croTBeTHO 65,4 Mecena [95% CI (51,61; ve moxe na ce ornenn)| B pamoro ¢ IMBRUVICA u

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

EdexTsT oT neuenneTo ¢ nopyturu6 B mpoyuBaneto PCYC-1112-CA cu choTBeTCTBa U
BHUCOKOPUCKOBHTE ManueHTH ¢ aeneuus 17p/TP53 mytauus, nenenus 11q w/umu semytupan IGHV.

®urypa 11:  Kpusa na Kaplan-Meier 3a PFS (ITT nonysiauusi) B npoyuBane PCYC-1112-CA
- OKOHYATEJIEH aHAJIU3 cJIe] 65 Mecena Ha NMPOCJIeasiBaHe

100 | m— opyTIEmG
Odparynrynad

207
801 |
701

60 1

z
£ 504
4_0_
304
20
107 |
‘ | M
0 T T T T T i T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 (Mecem)
N & pack
Hopyrammt: 195 18% 179 171 161 154 149 146138 123 115 110 105 99 92 B4 82 8O0 77 70 65 5 33 6
Odarysrymad: 196 159 120 67 34 22 19 14 10 9 6 5 5 4 4 4 4 4 3 3 3 3

Kombunupana mepanus

BbezonacHoctTa 1 epukacHoctta Ha IMBRUVICA npu nmanuenTH, jekyBanu npeau Tosa 3a CLL, ca
JIOIBJTHUTEITHO OLIEHEHH B €JHO PaHIOMHU3UPAHO, MHOTOIICHTPOBO, IBOHHOCIISINO npoy4BaHe (asza 3
Ha IMBRUVICA B komOunanus ¢ BR cnpsmo mnane6o + BR (IIpoyusane CLL3001). [TanmentnTe
(n = 578) ca panmomusupanu 1:1 na nmoiydasar win IMBRUVICA 420 mg aHeBHO, WiH 1u1aie6o, B
koMOuHarus ¢ BR 1o nporpecus Ha 3a00JIsIBAHETO WM HEPUEMITNBA TOKCUYHOCT. BCHYKY TTAaIueHTH
nonyyaBaT BR 3a makcuManeH cpok oT mecT 28-1HeBHH LIUKBJIA. BeHnaMyCTHH ce mpuiara 1o

70 mg/m? upes untpaBeHo3Ha nHQy3us 3a 30 MUHYTH Ha JieH 2 1 3 OT UMKBA 1, KakTo 1 Ha jeH 1 u 2
OT IMKJIHK 2-6 3a MakcuMyM 6 1uKbIa. Putykcumab ce mpunara ¢ go3a 375 mg/m? ma nen 1 ot mbpsus
uuKb1 1 500 mg/m? Ha nen 1 ot nukim ot 2 10 6. JIeBeTIeceT NaUeHTH, PaHI0MU3HPAaHU Ha
iane6o + BR npemunapar Ha neuenne ¢ IMBRUVICA cnen notebpaena ot IRC mporpecust.
Menuanata Ha Bb3pacTTa ¢ 64 rogunu (auama3on ot 31 mo 86 rogmam), 66% ca Mbxe, a 91% ca ot
eBporenHaTa paca. Beuukn nanpenty umart gyHkiponanex ctaryc mo ECOG 0 unu 1 Ha n3xonHO
HUBO. MeimaHaTa Ha BpEMETO OT IMOCTaBSHETO Ha JuarHo3ara € 6 TOIMHH, a MeaHaTa Ha Opost Ha
npeecTBanure jgeueHus e 2 (auamnazoH ot 1 g0 11 nedenus). B Hayanoro Ha nmpoyuBaneTo 56% ot
MaIeHTUTE UMaT TIOHE eANH TyMOp > 5 cm, 26% numar aenenus 11q.
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IIpexusemoctTa 6e3 porpecus (PFS) ce onenssa ot IRC criopen kpurepunte Ha MexXayHaApOTHUS
cemunap mo CLL (International Workshop on CLL - IWCLL). Pe3ynratute 3a epuKacHOCT OT
npoyusane CLL3001 ca moka3anu Ha Tabiuna 15.

Ta6auna 15 Pesyarature 3a epukacHoct npu nauuedTu ¢ CLL (IIpoyuBane CLL3001)

IMBRUVICA + BR Ilnane6o + BR
Kpaiina Touka N =289 N =289

PFS®

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

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

ORR’ % 82,7 | 67,8

os* HR = 0,628 [95% CI: 0,385; 1,024]

Cl = nosepurenen untepsar; HR = koedurment Ha puck; ORR = crenen Ha o611 otroBop; OS = o6mia npexussemoct; PFS

= IPEKUBAEMOCT O€3 IPOrpecus;

& onenena ot IRC.

6 oneHeHa oT IRC, ORR (mrbieH 0TroBop, IbJieH OTTOBOP € HEMIBJIHO BH3CTAHOBSIBAaHE Ha KOCTHUS MO3BK, YACTHUCH

HOJLyJIapeH OTrOBOP, YaCTUUEH OTIOBOP).
Mennana Ha OS He e IOCTUTHATa 3a ABETE paMeHa.

WM

Monomepanus

beszomacHoctTa 1 edmkacHoctTa Ha IMBRUVICA mpu WM (mumdorniasmMonnuTer TumM¢poMm ¢
npoaykius Ha I[gM), ca olleHeHH B OTBOPEHO, MHOTOIIGHTPOBO IPOYUYBAHE C €THO paMo IpH

63 manueHTH ¢ Mpe/IIecTBalllo JiedeHre. MeuaHara Ha Bb3pacTTa € 63 roauHu (quamas3oH: ot 44 1o
86 ronunm), 76% ca mpxe u 95% ca ot Gsnata paca. Benuku nanueHTH uMat GyHKIHMOHAJIEH CTaTyC
mo ECOG 0 unu 1 Ha uzxonHo HUBO. MenuaHnaTa Ha BpEMETO OT IMOCTaBSHETO Ha JuarHos3aTa €

74 Mecena, a Menuanarta Ha Oposi Ha TIpeIMIIHUTE JiedeHus e 2 (auana3oH: ot 1 qo 11 neuenus). Ha
M3XOAHOTO HUBO cpeaHarta croiHocT Ha IgM B cepyma e 3.5 g/dl 1 60% OT manueHTuTe ca ¢ aHeMUs
(xemoro6un < 11 g/dl wau 6,8 mmol/l).

IMBRUVICA e npunaran nepopainto 420 mg BeAHBK AHEBHO /10 IPOrpecus Ha 3a00JIIBaHETO HIIH
HEeNpHeMJIMBa TOKCUYHOCT. [IbpBHUYHATA KpaifHa TOUKa IIPU TOBA MIPOYUYBAHE € OLIEHEHATa OT
uzcnenonatenss ORR. ORR 1 DOR ce oneHsiBaT B ChOTBETCTBHE C KPUTEPUUTE, aAANTHPAHN HA
Tperara mexaynapoana padotna cpema mo WM (Third International Workshop of Waldenstrom’s
macroglobulinaemia). Otrosopure kbM IMBRUVICA ca noka3zanu B Ta6mumna 16.

Ta6auna 16: ORR u DOR npu nauuentu ¢ WM

O6mro (N = 63)
ORR (%) 87,3
95% CL (%) (76,5; 94,4
VGPR (%) 14,3
PR (%) 55,6
MR (%) 17,5
Mennana Ha DOR mecenu (mana3on) NR (0,03+, 18,8+)

CL = nosepurenen naTepsar; DOR = npogsmxuTenHocT Ha otroBopa; NR = Henocturaar orrosop; MR = mambsk
otroBop; PR = wactuuen otrosop; VGPR = mHoro 106%p yactuyen orroeop; ORR = MR+PR+VGPR
MenuaHa Ha BpeMeTO Ha MpociesBaHe Mo BpeMe Ha npoyuBaHeTo=14,8 mecena

Menuanara Ha BpemeTo 3a otroBop e 1,0 mecery (quanazon: 0,7-13,4 mecera).
Hannwute 3a epukacHocT, KouTo ca oueHeHu cbio oT IRC, mokassar 83% ORR ¢ 11% VGPR u 51%

PR.

Kombunupana mepanus

be3onachocrra u epukacHocrra Ha IMBRUVICA npu WM ca OMBJIHUTETHO OIIEHEHH MPU
MAIMEHTH C HEJIEKyBaHa JJOCera WIH JeKyBaHa peau ToBa WM B paHIOMHU3UpPaHO, MHOTOLIEHTPOBO,
JBoiiHocsMo npoyyBane ¢daza 3 Ha IMBRUVICA B koMOMHAIMS ¢ pUTYKCUMA0 CIIPSIMO TI1areo B
komOuHanus ¢ purykcumad (PCYC-1127-CA). [anuenture (n=150) ca panmomuzupanu 1:1 na
nonyvasat wi IMBRUVICA 420 mg aueBHo, min miane6o B KoMOWHaLus ¢ puTyKcuMad 1o
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nporpecus Ha 3a00JITBAHETO WM HETIPHEMITMBA TOKCHYHOCT. PUTYKcMMa0 e mpuiiaraln BeTHbK
CEeIMMYHO ¢ 03a 375 Mg/m? B IpoabIKEHHE HA 4 MTOCIEI0BATEIHN CeAMULM (ceamuiy 1-4),
MOCJICABAHO OT BTOPH KYPC HA PUTYKCUMA0 BEAHBXK CSMHUYHO 3a 4 TIOCICIOBATCIIHHA CEAMMIIA
(cenmurm 17-20).

Menmnanara Ha Bp3pacTTa € 69 rogunu (auamnaszoH, 36 g0 89 roannn), 66% ca mexe, a 79% ca ot
OsimaTa paca. JleBeTaeceT U TpH MPOILIEHTA OT MAIIMEHTUTE UMAT U3XOZCH (PYHKLIMOHAJIEH CTaTyC IO
ECOG 0 nnu 1, a 7% ot nauueHTHTe UMaT n3xozeH ¢pyHkuuoHaueH craryc no ECOG 2. Yetupunecer
U TIET MPOIEHTA OT MAI[USHTHTE He ca JIEKYBaHH Jiocera, a 55% OT MalueHTHTe ca JIEKyBaH! peIn
ToBa. MeauraHaTa Ha BPEMETO OT IIOCTaBSIHETO Ha AWarHosara e 52,6 mecela (HeJeKyBaHH JI0cera
nanueHTH = 6,5 Mecela  JIEKyBaHU Ipeiu ToBa nanueHT = 94,3 mecena). Cpen JieKyBaHUTE MPEIH
TOBA MAIUEHTH MeANaHaTa Ha Opos Ha IPEIUTITHUTE JIedeHus ¢ 2 (auama3oH, 1 mo 6 nedenus). Ha
U3XOJTHO HUBO MeJMaHaTa Ha cToitHocTuTe Ha IgM B cepyma e 3,2 g/dl (mmanason, 0,6 mo 8,3 g/dl),
63% ot manuenTHte ca ¢ anemus (xemornooux <11 g/dl unu 6,8 mmol/l), a myraruu MYDS88 L265P
ce ycraHoBsaBat nipu 77% ot maruentute, aurcear npu 13% ot mamuentute, a 9% oT manueHTHTe He
ca MOJXO/IAIIN 32 OLCHKA Ha MyTaIlUOHHUS CTATYC.

[Ipu mppBUYHUS aHATHN3, C MEAMAHA Ha MpociensBaneTo 26,5 mecera, onenenus ot IRC xoedumment
Ha puck 3a PFS e 0,20 [95% CI (0,11; 0,38)]. Koeduuentst Ha puck 3a PFS npu neyenune na
HEJIEKyBaHHU JI0Cera MamnyeHTH, JIEKyBaH! MPeId TOBa NalMeHTH U MAMeHTH ¢be uin 6e3 MYDSS8
L265P myTauuu choTBeTCTBa Ha KoeduipenTta Ha puck 3a PFS B ITT nonmynanusra.

Peakiuu, cBbp3anu ¢ nH(Y3UATa CTENeH 3 win 4 ca HaOtomaBaHu npu 1% OT malMeHTuTe, JCKyBaHU
¢ IMBRUVICA+purykcumad, u nipu 16% OT nanueHnTure, JeKyBaHH ¢ ane0o+purykcumMad.

AxTuBHpaHe Ha Tymopa 1nox ¢popmara Ha noBuineHue Ha IgM ce nabmonasa npu 8,0% ot
yuactauure B pamoto ¢ IMBRUVICA-+putykcumab u ipu 46,7% OT y4acTHUIIUTE B paMOTO C

miane0o+puTykcuMao.

Oxonuamernen ananu3s cied 63-meceyno npocieossane
ITpu obm10 mpocensBane oT 63 Mecella, pe3yaTaTure 3a epukacHocT, orieHenn ot IRC no Bpeme Ha
okonuartenHus aHanus 3a PCYC-1127-CA, ca nokaszanu B Tabnuua 17, a kpusara Ha Kaplan-Meier 3a
PFS e nokazana na @urypa 12. KoepunuentsT Ha puck 3a PFS npu nedenne Ha HenekyBaHu gocera

nmarmenTn (0.31 [95% CI (0,14; 0,69)]) u tekyBaHM TPeIH TOBA MAI[MEHTH

(0,22 [95% CI (0,11; 0,43)]) cvoTBeTCcTBa Ha KoeduimenTa Ha puck 3a PFS B ITT nomynanusra.

Tabauua 17:  Pesyararu 3a epukacuoct B npoyusane PCYC-1127-CA (OkonyaTejieH aHAIU3 )
IMBRUVICA +R Ilnane6o + R
Kpaiina Touka N=75 N=75
IpexussieMmocT Ge3 nporpecus™ °
Bpoii cxouTtus (%) 22 (29) 50 (67)
Menuana (95% CI), mecenm He e nocturnara 20,3 (13,0; 27,6)

HR (95% CI)

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

P-value

<0,0001

Bpeme 10 ciienBaimoTo jgeyeHue

Mennana (95% CI), mecenn

He e nocturnara

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

HR (95% CI)

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

Haii-noosp 0611 otrosop (%)
CR 1,3 1,3
VGPR 29,3 4,0
PR 45,3 25,3
MR 16,0 13,3
O6ma yectora Ha otroBop® (CR, VGPR,
PR, MR) (%) 69 (92,0) 33 (44,0)
Menuana Ha TPOABIKUTEIHOCTTA HA He e nocturnara (2,7; 27,6 (1,9; 55,9+)
OOIIIHs OTTOBOP, MECEITH (Anana3omn) 58,9+)
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Yecrora Ha otroBop (CR, VGPR, PR)>"

(%) 57 (76,0) 23 (30,7)
MennaHa Ha IPOABIKUTEIIHOCTTA HA He e nocturnara (1,9+; He e nocturnara (4,6;
0OI1IMsI OTTOBOP, MecelH (Anana3oH) 58,9+) 49,7+)

YecToTa Ha YCTOHYMBO NMOJ00peHne Ha 77,3 42,7

xemor100mHa™ " (%0)

Cl = noseputenen unrepsar; CR = meieH orroBop; HR = koedunnent Ha puck; MR = He3HaunTeI€H OTTOBOD;
PR = gactuuen otroBop; R = purykcnmad; VGPR = MHOT0 100Bp YacTHYEH OTTOBOP

*  MenuaHa Ha BpeMeTO Ha IPOCIIeIsBaHe [0 BpeMe Ha IpoyuBaHeTo = 49.7 mecena.

oueneno ot IRC.

®  Usumcnenara 4-rogumna PFS e 70,6% [95% CI (58,1; 80,0)] 8 pamoro na IMBRUVICA + R cnpsimo 25,3%
[95% CI (15,3; 36,6)] B pamoTo Ha ruare6o + R.

p- cTOMHOCTTa, CBbpP3aHa ¢ YeCToTaTa Ha 0TroBop, € <0.0001.

a

YecToTara Ha 0TroBOp € 76% vs 41% Ipu HelaeKyBaHU Jocera manueHTu u 76% vs 22% npu JekyBaHU IIpeId TOBa
nanyeHTu cboTBeTHO B pamoto Ha IMBRUVICA + R vs pamoTo Ha mmane6o + R.

OmnpeneneHo kaTo nopuinenne >2 g/dl Hax U3XOIHOTO HUBO, HE3ABUCUMO OT U3XOHATA CTOHHOCT, HJIH TIOBHIIICHHE JI0
>11 g/dl ¢ mogo6penue >0.5 g/dl, ako usxomauoro Huso e <11 g/dl.

®@urypa 12: Kpusa na Kaplan-Meier 3a PFS (ITT nonynauus) B npoyuBane PCYC-1127-CA
(OkoHyaTesieH aHATU3)

 HEDYTHHHE+R
Maayeso+R.

1007

PFS (%)
2
|

I=H - - I 1

Log-Rank p-croMnoct: <.0001
H—-—r———————r—r— T T T

o 2 & 9 12 15 18 M M I7 N 33 ¥ 32 N 45 4@ 5 5B 5 &0 (Meceu)

H B prcx
MopymimwE+ R 7% 73 69 &7 66 60 60 G5B 57 56 54 G54 49 48 4 M4 312 12 15 7
MnayeGo+ R: 75 64 54 48 43 29 33 32 M 2F 23 19 19 17 17 15 7 4 3 2

B nmpoyuBane PCYC-1127-CA uma oTzieHO paMo ¢ MOHOTepanws, ¢ 31 malueHTy ¢ JIeKyBaHa npein
ToBa WM ¢ HeycreniHa mpeaxoaHa Tepamus, Chabpkalia puTyKCUMa0, KOUTO TOJy4daBaT
IMBRUVICA camocTtosTenno. Meaunanara Ha Be3pactrta € 67 rogunu (auarasoH, 47 1o 90 ronuHm).
OcemMpaeceT 1 eAMH NPOLEHT OT MalUeHTUTe UMaT 3xoieH pynkuuonanex craryc no ECOG 0 unw 1,
a 19% umar usxoaeH pyukiuonaieH cratyc no ECOG 2. Menuanara Ha Opost Ha MIPEIXOIHUTE
siedenus ¢ 4 (quanasoH, 1 10 7 neuenus). [1pu o010 npocieasBane ot 61 Mecera, yecTorata Ha
otrosop cnopex IRC, HabnrogaBana B paMoTo ¢ MoHOoTepanus B npoyuBaHe PCYC-1127-CA e 77%
(0% CR, 29% VGPR, 48% PR). Mennanara Ha MpoabKUTETHOCTTAa HAa OTrOBOpa € 33 Mecena
(nmnamnason, 2,4 to 60,2+ Meceria). O01miara yectoTa Ha oTroBop cropen IRC, HaOr01aBaHa B paMOTO C
monoTtepanus e 87% (0% CR, 29% VGPR, 48% PR, 10% MR). Meananata Ha NpOABIKUTEITHOCTTA
Ha o0mmwms otroBop e 39 mecena (nuana3ox, 2,07 to 60,2+ Mecerna).
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IlenmarpudHa Homyams

be3onacHoctTa, epukacHocTTa M1 hapmakokmHeTkata Ha IMBRUVICA npu neguaTpudHu U MITaTu
BB3PACTHU MAIMCHTHU C PEIUIUBUPAI WK pedpakTepeH 3psi1 B-KiIeThYeH HEXOHKKUHOB TIUMGOM ca
OLICHSIBAaHM B MHOTOLIGHTPOBO, OTKpUTO mpoyuBaHe ¢aza 3 (LYM3003) ot aBe yacTu Ha
IMBRUVICA B xoMOWHaIMsI ChC CXeMa Ha JIeYeHHE WIH ¢ pUTyKcuMao, udochamua, kKapOommaTiH,
eroro3up u AekcamerazoH (RICE), unm ¢ purykcumad, BUHKpHCTHH, Hdochamua, KapOomaTHH,
unapyounus u aexcamera3on (RVICI) kaTo ocHOBHA Teparnus.

B gact 1 Ha mpoyuBaneTo (21 manmeHTH Ha BB3pacT oT 3 10 17 ToanHN) ce OleHsBa 103aTa, KOATO J1a
ce n3nomsBa B yacT 2 (51 nanuenTu Ha Bb3pact oT 3 10 19 rogunu) (Bx. Touka 5.2).

B wact 2 nanuenTute ca pangomusupanu 2:1 na nomyuasar IMBRUVICA 440 mg/m? nuesHo (Ha
Bb3pacT noA 12 rogunn) unu 329 mg/m? (sb3pact 12 1 noBeye TOAMHK) 3a€IHO C OCHOBHA Teparnus
WM CaMO OCHOBHA Teparnus 0 3aBbpIIBaHe Ha 3 LUKbBJIA OT TEPANHTa, TPAHCIUIAHTALHS, TIPOTPECHSI
Ha 3a00JIsIBAHETO M HETIPHEMITNBA TOKCUYIHOCT. [IppBrYHaTa KpaiiHa ToUKa 3a MPEeBH3XOICTBO I10
OTHOIIIEHUE Ha mpexuBsieMocTTa 6e3 croutne (EFS) He e mocTuraara, KoeTo mokaspa, ue HiMa
JOIBJIHUTEIHA 1107132 0T 100aBsHeTo Ha nOpyTHHUO KbM RICE win RVICI (Bxk. Touka 4.2).

5.2 ®apmakokuHeTHYHH CBONCTBA

AOGcopOuus
NopytraN6 ce abcopOupa Obp30 cien MepopaTHo IPUIIOKEHHE ChC CPEeTHO Tmax OT 1 70 2 gaca.

AoGcomoTHata OMoHaIMYHOCT Ha TiaaHo (n = 8) € 2,9% (90% Cl = 2,1 — 3,9) u ce ynBosiBa, KoraTo ce
KoMOuHMpa ¢ XxpaHa. PapMakOKMHETHKATa Ha HOPYTHHUO HE ce pa3innyaBa 3HAYUTEITHO NPH MAHEeHTH
C pa3nuyHH B-KJIeThYHH 370KaYeCcTBEHH 3a00sBanus. Excriourusara Ha HOpyTHHUO ce yBelruyaBa ¢
mo3u o 840 mg. HabmonaBanara npu cranuoHapHo chetosiane AUC npu manmenTn Ha 560 mg e

953 + 705 ng h/ml (cpeano + crangapTHO oTKIOHEHHE). [Ipuoxennero Ha HOPYTUHUO Ha TIIAJHO
Bou 10 npubmmzuteaHo 60% excnosunus (AUC)st) B cpaBHeHue ¢ 30 MunyTH nipeau, 30 MUHYTH
CJIeJ XpaHeHe WITH 2 yaca cliesi borara Ha Ma3HHUHH 3aKyCKa.

NoOpyTHHHO MMa pa3TBOPUMOCT, 3aBHCcUMa OT pH, ¢ mo-HHCKa pa3TBOPUMOCT MPH MO-BUCOKO pH.
ITpu 3apaBu 1oO6pOBOIILIM, IPUEMAIH HA MTagHo 560 mg eanHNYHA 1032 HOPYTHHUO Cile]] IpUeM Ha
40 mg omenpasoi1 BeIHBK THEBHO B IPOABIDKCHHUE HA 5 JHU B CPaBHEHUE C HOPYTUHUO
CaMOCTOSITEHO, CpeHUTE reoMeTpruHH choTHOMmEeHMs (90% CI) ca 83% (68-102%), 92% (78-
110%), u 38% (26-53%), cbotBeTHO 32 AUCq.24, AUClast ¥ Crnax.

Pasnpenenenue
OOpaTuMOTO CBBP3BaHE HA HOPYTHHHO C YOBEMIKKUTE MJIa3MEHH TIPOTEHHH iN Vitro e 97,3% u e

3aBHUCH OT KOHIIeHTparusTa B Auamna3ona ot 50-1000 ng/ml. [IpuBuaHuAT 00eM Ha pasnpeneneHre
npu crarmoHapHo cbetosuue (Vas/F) e mpubmmsurentno 10 000 1.

buorpancdopmanus

No6pyTHn6 ce merabonusupa riaasHo upe3 CYP3A4 no nomydaBaHe Ha JUXUAPOAMOIIOB METAOOIHT C
WHXUOUTOPHA aKTHBHOCT 10 oTHomIeHue Ha BTK npubnusurenHo 15 mbTr no-HUCKA OT Ta3H Ha
nopytuan6. Usrnexaa yuactuero Ha CYP2D6 B metabonnsma Ha HOpYyTHHHO € MUHUMAJIHO.

CrnenoBaTenHo, He ca He0OXOANMMH MPEANa3Hi MEPKY Npy naruenTy ¢ pazmunaau CYP2D6
TE€HOTHUIIOBE.

Enumunupane
[pusngaust kmpsHC (CL/F) e npubnuzutenso 1 000 1/h. TTomykuBOTHT Ha HOPYTHHUO € OT 4 J10

13 vaca.

Ciiest €JHOKPATHO TIEPOPATHO TIPUIIOKEHHE HA M30TONHO Oessizan [*C]-ubpyTuHuG 11py 31paBu
WHIUBUIY, TpUOIm3uTeTHO 90% OT paanoakTUBHOCTTA Ce€ EKCKpEeTHpa B paMKuTe Ha 168 daca, kaTo
no-rossimara gact (80%) ce otaens B m3npaxuenuara u < 10% B ypunata. Henpomenenust
nOpYTUHHO MpeacTaBisiBa 0KoJI0 1% oT u30TONMHO Oensa3anus NpoayKT, eKCKpEeTHpaH BbB (ereca, a B
ypuHaTa He ce OTKpHUBA.
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CrenpanaHy monyJIaliu

Cmapuecka 6v3pacm
[omynanuonauTe GapMakOKUHETUYHU JAHHU TI0Ka3BaT, Y€ Bh3PACTTa HE BIIHSC 3HAYNMO BHPXY
OYMCTBAHETO HA HOPYTHHUO OT KPBHBTA.

Ileouampuuna nonyrayus

DapMaKOKHHETHYHUTE JaHHH MTOKA3BaT, Y€ eKCIO3HINATA Ha NOPYTHHUO MIPH JIela ¢ peluIuBUpal
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 nox 12 roguHu, moyyasamm
nHeBHa 103a 440 mg/m?, OGMKHOBEHO € B AMANa30HA HA €KCIIO3ULMUTE, HAOIIOIaBaHU NIPH Bb3PaCTHH
MalMeHTH, Ha KOUTO € MPUJIOKeHa JHEBHA Ao03a 560 mg.

Ilon
[omynanyonauTe GpapMakOKUHETUYHU JJAHHU TIOKA3BaT, Y€ MOJTBT HE BIUsAC 3HAYMMO BHPXY
OYMCTBAHETO Ha HOPYTHHUO OT KPBHBTA.

Paca
Hsma noctarbuHO AaHHM 32 OLIEHKA Ha TIOTCHUIUATHHS e(EeKT Ha pacata BbpXy (papMaKOKHHETHKATa
Ha HOpyTHUHHO.

Tenecrno mezano
[MomynanuonHuTe hapMaKOKMHETHYHH JAaHHHU ITOKa3BaT, Y€ TeJACCHOTO Teriao (auanason: 41-146 Kg;
cpenna [SD]: 83 [19 kg]) uma He3HaunTeneH €PeKT BbPXY OYUCTBAHETO HA HOPYTHHHO.

bvopeuno yepescoarne

NopyTnHHO nMa MUHUMaJeH Ob0OpedeH KITUPBHHC; yPUHHATA eKCKpelus Ha metabonutute e < 10% oT
no3ara. Jlo To3u MOMEHT He ca IPOBEICHH KOHKPETHU NPOYYBAHUS [IPU NALMEHTH C HapyILIeHa
0b0peuHa QyHKMsL. JIMTICBAT TaHHH NIPY MALMEHTH C TEKKO OBOPEUHO yBpEXKJaHEe WU MPH
NalMeHTH Ha Auanu3a (BK. Touka 4.2).

Yeproopobno yspedxcoane

NopyTnHH6 ce Metabonu3upa B uepHus apob. B npoyuBane npu maiieHTy ¢ 4epHOIPOOHO
yBpexIaHe u 0e3 OHKOJIOTMYHO 3a00JIsiBaHe € MPUIIOKEeHa elnHIYHa fo3a oT 140 mg ot
JIeKapCTBEHUS MPOAYKT Ha TiagHo. EdexTsT Ha HapyieHa GyHKIus Ha YepHus Jpo0 Bapupa
3HAYUTEITHO MEXKAY OTIEITHUTE UHIUBUIN, HO CPEIHO ce HaOJtoJaBa yBelTMueHHE Ha EKCTIO3UIHSITA Ha
uopytuHu6 (AUC)ast) ¢ 10 2,7-, 8,2- 1 9,8- bTH, CHOTBETHO IpH maimeHTy ¢ jieko (n = 6, Child-Pugh
wiac A), ymepero (n = 10, Child-Pugh knac B) u texko (n = 8, Child-Pugh kinac C) uepHoapoGHO
yBpexkane. HecBbp3anata ¢pakius Ha HOPYTHHHO CHINO CE yBEIMUYaBa ChC CTEIIEHTA Ha YBPEXKIaHE
¢ 3,0, 3,8 u 4,8% CcHOTBETHO MPU HAIUEHTH C JIEKO, YMEPEHO U TEXKKO YEPHOAPOOHO YBpEKIaHe, B
cpaBHeHue ¢ 3,3% B ru1a3MaTa py ChbOTBETCTBALIMTE 3/{PaBU KOHTPOJIM B PAMKHTE Ha TOBA
npoyusaHe. CbOTBETHOTO YBEIMYCHUE HA eKCIo3uluATa Ha HecBbp3aH HOPYTUHUO (AUCunbound, last) €€
ouaksa na 0bje 4,1, 9,8 1 13 1bTH CHOTBETHO IIPHU UHAUBUIH C JICKO, YMEPEHO U TEKKO YEPHOAPOOHO
yBpexkaHe (Bxk. Touka 4.2).

Eonospemenno npunodicenue ¢ mpancnopmuu cyocmpamu/unxuoumopu

In vitro npoyuBaHus moka3sar, 4e HOpyTHHHO He e cyOcTpat Ha P-gp, HUTO Ha IPyTrH OCHOBHH
TpaHcnoprepy, ¢ uskiaoueHne Ha OCT2. JIuxuapoanonoBuaT MeTaboJIuT U IpYrH METaOOINUTH ca
P-gp cybcrparu. Mopytuau6 e in vitro uaxubdurtop Ha P-gp u BCRP (k. Touka 4.5).

5.3 IlpeakIMHMYHHU JaHHU 32 0€30MACHOCT
Crnenaurte HexelaHu ePeKTH ca HAOII0IaBaHH B TIPOYYBAHUSI C TIPOBIDKUATEHOCT 13 cenmuny npu
TUTBXOBE U Ky4eTa. Y CTAHOBEHO €, Ye HOPYTUHHO MPeTU3BUKBA CTOMAITHO-YPEBHH e(heKTH (MEKH

W3MPAXHEHUS/ THapus W/UIK Bh3MAJICHNE) U TUM(POUTHO U3UEPIBAHE MPH MUTHXOBE U KydyeTa MpU
HUBO Oe3 HaOoaaBad HexenaH edekT (No Observed Adverse Effect Level, NOAEL) 30 mg/kg/nen u

75



mpu aBaTa Buja. Bb3 ocHoBa Ha cpennara excriosunus (AUC) mpu 560 mg/nen kinuandHa no3a, AUC
croTHOMEeHUATa ca 2,6 u 21 mpu NOAEL, chOTBETHO ITPH MBKKH | KEHCKH IThX0Be U 0,4 u 1,8 mpu
NOAEL, ch0TBETHO NPU MBXKH U KEHCKHU KydeTa. | paHUIINTE Ha HAll-HUCKHUTE HUBA, TPU KOUTO CE
HaOmonaBa epext (Lowest Observed Effect Level, LOEL) (60 mg/kg/nen) mpu ky4deta ca 3,6 IbTH
(MBxkn) 1 2,3 meTH (keHckn). [Ipu mrpxoBe ce HaOMr0MaBa ymepeHa aTpodus Ha alliHAPHUTE KIIETKH
Ha MaHkpeaca (cMsTaHa 3a HexxenaHa) npH o031 > 100 mg/kg npu MBXKH TUTbXOBE (TPaHUIHA HA
excnozunus 2,6 met AUC) 1 He ca HaOIro1aBaHy NIPH JKEHCKUTE MTbXO0BE MPH 03U J10

300 mg/kg/nen (rpanumy Ha ekcro3unus 21,3 mbtr AUC). HabmonaBa ce ciiabo HamaiieHa
TpabeKyJapHa U KOPTUKAIHA KOCT MPH KESHCKHU TLTbX0Be, Tpetupanu ¢ > 100 mg/kg/nen (rpaHuny Ha
excnozunus 20,3 metu AUC). Benuku cToManHo-4peBHHU, TUM(OUIHN U KOCTHH HAXOJIKHU Ca
o0paTUMH clies Iepuo]] Ha Bb3cTaHOBsABaHe OT 6-13 ceqmuuu. HaxonkuTe B maHkpeaca ca 4aCTUYHO
o0paThMu TI0 BpeMe Ha ChIIOCTaBHMU NIEPHUOIN Ha BH3CTAHOBSIBAHE.

He ca MMPOBCKAAHN NTPOYUBAHUA 3a TOKCUYHOCT IMMPU FOBCHWJIHU JKUBOTHHU.

Kanyepozennocm/zenomokcuynocm

NopyTnHHO HE € KaHIepOreHEeH B G-MeceuHo NpoyyBaHe npu TpaHcreHHn Muliku (Tg.rasH2) npu
nepopanau 1031 110 2 000 mg/kg/nHeBHO, ¢ TpaHUIA HA €KCIIO3UIHUATA TPUOIN3UTENHO OT

23 (Mmpxku) 10 37 (xkeHckn) T AUC mipu xopa ¢ JHeBHA 1032 nOpyTHHUO 560 M.

NopyTHHHO HAMA TeHOTOKCHYHH CBOMCTBA, KOTATO € M3CJIeBaH MpHu OaKTepuH, KIETKH Ha 003aliHUIN
WJIN TIPH MUIIKH.

Penpooykxmuena mokcuunocm

[Tpu 6pemenHu urbXoBe, HOpyTHHUO Npu K032 80 mg/kg/neH ce cBbp3Ba ¢ yBenuieHa
NOCTUMITIAHTAMOHHA 3ary0a ¥ MOBUILICHN BUCIEPATHHU (Ha CHPILETO H TOJIEMHUTE ChI0BE)
Ma(opMaIuy U CKeJIETHU BapHallyd, ¢ rpanniia Ha ekcriosurus 14 metn AUC, ycTaHOBeHA MTpH
MAIMeHTH ¢ THEBHA 103a 560 mg. [Ipu no3a > 40 mg/kg/neH, uOpyTHHHUO Ce CBBP3Ba ¢ HAMAJICHO
teryio Ha wioaa (AUC ceoTHoOLIEHHE > 5,6 B cpaBHEHUE ¢ JHEBHa Jj03a 560 mg npu MaueHTH).
CrnenoBatenno peraramst 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 MIPUIIOKEHNUETO Ha MOPYTHHUO ¢ 1032 15 mg/kg/neH niu 1mo-Bucoka € CBbp3aHo
ChC CKeJIETHH Malipopmaluu (CpacTBaHe HAa MPUMOPIHATIHUTE CTEPHATHN CETMEHTH), a HOPYTUHHO C
no3a 45 mg/kg/neH e cBbp3aH ¢ MOBUIICHU MOCTUMILIAHTAIIMOHHHU 3aryou. MOpyTHHHO npuuuHsBa
Mandopmanuy npu 3aiim ¢ go3a 15 mg/kg/nen (mpubmmsurenno 2,0 meTH Hag excriozuiusata (AUC)
npu nauuertu ¢ MCL, Ha kouTo ce npunara uopytuHu0 560 mg nHeBHO, U 2,8 mbTH Hal
excriosuisaTa npu namuertu ¢ CLL i WM, nonyyaBaiiy uopytunu6 ¢ go3a 420 mg Ha JieH).
Cnenosarenno, peramnoro NOAEL e 5 mg/kg/nen (mpubmuzurenno 0,7 met AUC Ha HOpyTHHHO
npu 103a 560 mg aHeBHO) (BXK. ToUKa 4.6).

Depmunumem

He ca mabnronaBanu eexTd 10 OTHOIIEHHE Ha (PEPTIITUTETA WIIH PETIPOTyKTUBHUTE CIIOCOOHOCTH
MIPH MBKKH HITH JKEHCKH TUTHXOBE JI0 MaKCHMasHaTa TecTBaHa jo3a - 100 mg/kg/nen (doBemka
exkBuBaNeHTHa j103a - HED16 mg/kg/nen).

6. DOAPMAIIEBTUYHU JAHHHU
6.1 Cnucbk Ha MIOMOIIHHUTE BELIECTBA

Slnpo Ha TabneTkara

CHIIMIIMEB JUOKCHUI, KOJIONIEH OE3BOIEH
KpOCKapMeno3a HaTpui

JIAKTO3a MOHOXHIpAT

MarHe3ueB creapar

MUKPOKPHUCTAITHA IIeTyJI03a

HOBUJIOH
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Harpues jaypuicyidar (E487)

DUIMOBO MOKPUTHE

IMBRUVICA 140 mg durmupanu mabnemxu u IMBRUVICA 420 mg ¢purmupanu mabremxu
MaKpOTroJ

TTOJTMBUHIIIOB aJTKOXOJ

TaNK

tutanoB auokcuna (E171)

gepeH xeneseH okenp (E172)

KBIIT kene3eH okcun (E172)

IMBRUVICA 280 mg ¢urmupanu mabnemxu
MaKporoJ

TIOJIMBUHUIIOB aJIKOXOJT

TaJNK

tutanoB auokcuna (E171)

yepeH xene3eH okcun (E172)

yepBeH xkeneseH okcun (E172)

IMBRUVICA 560 mg ¢urmupanu mabremku

MaKpoTroJl

MOJIMBUHUIIOB aJIKOXOJ

TaNK

tutanoB auokcun (E171)

yepBeH xkeneseH okcun (E172)

KBAT Xkene3eH okenn (E172)

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHoCT

2 TOMHU

6.4 CheuuajJHM ycJI0BHUS HA CbXpaHeHUe

To3u JtekapcTBEH MPOAYKT HE H3UCKBA CIICIIMAIHH YCIIOBUS HA ChbXPaHEHHE.

6.5 Bwuau chabp:kaHue HA ONAKOBKaTa

[Ba Gimctepa ot nomuBuHMIXIopua (PVC), naMuHupaH ¢ moIMXIopoTpUQIyopoeTUIeH
(PCTFE)/anymunuii, no 7 punmupany TaOJIETKH BCEKH, B €1HA KAPTOHEHA OIIAKOBKA THII
»hoptdein®. Beska kaproHeHa OmakoBKa chabpika (28 Gpunmupany TabIeTKH) 2 OMAaKOBKH TUIT
,»OpThein®.

JBa 6muctepa ot monmuBuHWIXI0pH L (PVC), maMuHanpan ¢ monuxiopoTprgIyopoeTUieH
(PCTFE)/anymunuii, o 5 ¢punmupaHu TabJE€TKH BCEKH, B €/JHa KAPTOHEHA OMAKOBKA THIT
,hnoprdein®. Beska kaproneHa onakoBka cbabpka (30 punmupanu TadneTku) 3 oMakoBKH TUII
,,TOpThein™.

He Bcuuku BUOBE ONAaKOBKH Morat Aa ObAaT IMyCHATH B pojaaxoa.

6.6 CnenuaJHu mpeanazHu MEPKH NMPH U3XBbPJIsIHE

Hewnsnon3panusr JICKAPCTBCH NPOAYKT WIN OTHAABYHUTC MATCPUAJIN OT HETO Tpﬂ6Ba Aa CC U3XBBPJIAT
B CbOTBETCTBUEC C MCCTHUTC N3UCKBaHMU.
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7. HNPUTEXATEJI HA PASBPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA
IMBRUVICA 140 mg dbunmMupanu tabJIeTKH

EU/1/14/945/007 — 28 Tabnetku (2 onmakoBKU TU ,,IOpTdhein ¢ 14)
EU/1/14/945/008 — 30 TabieTku (3 omakoBKH THUI ,,mopTdeiin“c 10)

IMBRUVICA 280 mg dhunmMupanu tabJIeTKH
EU/1/14/945/009 — 28 Tabnetku (2 OMaKoBKU TUI ,,IOpTdhein ¢ 14)
EU/1/14/945/010 — 30 Tabnetku (3 onmakoBku TUI ,,iopTdheiin” ¢ 10)

IMBRUVICA 420 mg dhunmMupanu tabJIeTKH
EU/1/14/945/011 — 28 Tabnetku (2 OMaKoBKU TUI ,,IOpTdheiin ¢ 14)
EU/1/14/945/005 — 30 Tabnetku (3 omakoBKH TUII ,,opTdeiin” ¢ 10)

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

9. JATA HA IT'bPBO PAZPEINABAHE/IIOJTHOBABAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

Hata Ha mbpBO pa3pewmaBane: 21 okromBpu 2014 1.
Jlata Ha nmocneaHo noaHoBsBaHe: 25 roHu 2019 .

10. [JATA HA AKTYAJIM3BUPAHE HA TEKCTA

02/2025

IMToapo6Ha nHdpOpMaIKs 3a TO3H JEKapCTBEH MPOAYKT € MpeocTaBeHa Ha yeOcaiita Ha EBporeiickara
areHIus mo JiekapcreaTa https://www.ema.europa.eu.
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MNPUJIOXKEHUE I1

MMPOU3BOJUTEJ], OTTOBOPEH 3A OCBOBOK/JABAHE HA
MAPTUIU

YCJIOBUA NJIN OTPAHUYEHNA 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUSA U U3BUCKBAHUSA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJIOBUSA WJIKN OT'PAHUYEHMUSA 3A BE3OITACHA U
E®OEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A.  TIIPOU3BOIUTEJI, OTTOBOPEH 3A OCBOBOKJIABAHE HA ITAPTHUIN

HwMe 1 afipec Ha TPOU3BOJIUTENS, OTTOBOPEH 3a OCBOOOKIaBaHE HA MAPTHIUTE

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 ChIbPKa UMETO U ajpeca Ha
MIPOU3BOAMTENS, OTTOBOPEH 32 OCBOOOXKIABAHETO HAa CHOTBETHATA TAPTH/IA.

IMBRUVICA ¢puamupanu TadjeTku
Janssen-Cilag SpA

Via C. Janssen,

Loc. Borgo S. Michele,

04100 Latina,

Uranus

b. YCJIOBHUA WK OIT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA
JlexapcTBEHUSAT MPOYKT C€ OTITyCKa 110 OrPaHUYEHO JieKapcko npeanucanue (Bx. [punoxenne I
Kpatka xapakTepucTuka Ha MpojayKra, Touka 4.2).

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

. IlepuoguyHu aKkTyaJau3npanm aokjaanau 3a oesonacuoct (ITA/IB)

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

Hupextusa 2001/83/EO, 1 BbB BCUUKH CIIE/IBAIIH aKTyJIM3aIlH, TTyOJIMKYBaHH Ha €BPOTCHCKUS
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 IIPOCIIesIBaHe Ha JIeKapcTBeHaTa 0€301acHOCT, mocoueHu B ogoopenus 11YP,

npenctaBed B Monyn 1.8.2 na Pa3zperenneTo 3a ynotpe6a, KakTo ¥ BbB BCHUKH CJIE/IBAIIN O00pEeHU

akTyanu3anuu Ha ITYP.

Axryanusupan [IYP tps6Ba na ce monasa:

L 10 UICKaHC Ha EBpOHCﬁCKaTa arcHuuys 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 JOBENIE 0 3HAYNMH ITPOMCHH B
CHOTHOITIICHUETO ITOJI3a/PHCK, WITH CJIeNT JOCTUTAHE Ha BaJKCH eTall (BbB BPb3Ka C IpOCieasBaHe
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) BEHIECTBO(A)

Bcesika TBBEpAa Karcyna ceappxka 140 mg uOpyTHHHO.

| 3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA 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 MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEITA

Ja ce cpxpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCIIA.

‘ 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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TAX, AKO CE U3UCKBAT TAKHUBA

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

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

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 xancyna ceappka 140 mg ubpytunuo.

| 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. CIIEHNUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEITA

Ja ce cpxpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCIIA.

‘ 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 INPOAYKTHU NN OTIIAABYHU MATEPUAJIN 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 JIEKAPCTBEHMSA TPOAYKT

IMBRUVICA 140 mg ¢pwimupanu tabiaeTku
nOpyTHHHUO

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

Bceskxa punmupana tabnerka cpabpika 140 mg ubpyTunuo.

| 3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

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

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

28 puiMupanu TabJICTKH
30 dhunmupanu TaOICTKH

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

[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
IlepopaiiHo npuIIOKEHHE

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

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

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

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA 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 NN OTIIAABYHU 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 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

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 cpabpika 140 mg ubpyTunuo.

3.

CIIMCBK HA TIOMOIIHUTE BEHIECTBA

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

| 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 IHOTJIEJA U TIOCET'A HA JIELIA

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. 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/1/14/945/007

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 CBABP/KA IITBPBUYHATA 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)

Bceskxa punmupana tabnerka cpabpika 140 mg ubpyTunuo.

| 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 CCAMHUIIATA UJIN JaTaTa B IPCAOCTABCHOTO MSCTO.

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, HCAOCTBIIHO 3a ACHA.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, 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 NN OTHHAABYHU 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/1/14/945/008

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 CbADBPXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP 140 mg TABJIETKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

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

94



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)

Beska punmupana tabnetrka cpabpika 280 mg nbpyTuHuoO.

| 3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

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

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

28 puiMupanu TabJICTKH
30 dhunmupanu TaOICTKH

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

[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
IlepopaiiHo npuIIOKEHHE

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

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

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

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA 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 NN OTIIAABYHU 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/1/14/945/009 (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 UAEHTUO®OUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoj ¢ BKJIIOYECH YHUKAJIEH HACHTU(HUKATOP.

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

PC
SN
NN

96



JAHHU, KOUTO TPABBA JA CBABP/KA IITBPBUYHATA OITAKOBKA

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

1.

HUME HA JIEKAPCTBEHMSA TPOAYKT

IMBRUVICA 280 mg ¢pwimupanu tabiaeTku
nOpyTHHHUO

| 2.

OBSBSBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Beska punmupana tabnetrka cpabpika 280 mg nbpyTuHuoO.

3.

CIIMCBK HA TIOMOIIHUTE BEHIECTBA

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

| 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 IHOTJIEJA U TIOCET'A HA JIELIA

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. 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/1/14/945/009

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 IITBPBUYHATA OITAKOBKA

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

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

IMBRUVICA 280 mg ¢pwimupanu tabiaeTku
nOpyTHHHUO

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

Beska punmupana tabnetrka cpabpika 280 mg nbpyTuHuoO.

| 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 CCAMHUIIATA UJIN JaTaTa B IPCAOCTABCHOTO MSCTO.

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, HCAOCTBIIHO 3a ACHA.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, 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 NN OTHHAABYHU 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/1/14/945/010

13.

ITAPTUJAEH HOMEP

[Taptuna:

| 14,

HAYHMH HA OTITYCKAHE

| 15.

YKA3AHUSA 3A YIIOTPEBA

| 16.

WH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Imbruvica 280 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 CbADBPXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP 280 mg TABJIETKHU

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

IMBRUVICA 280 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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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 nmucToBKaTa 3a JOMBJIHUTEIHA HH)OPMALIKSL.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

28 puiMupanu TabJICTKH
30 dhunmupanu TaOICTKH

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

[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
IlepopaiiHo npuIIOKEHHE

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

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

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

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA 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 NN OTIIAABYHU 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/1/14/945/011 (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 WAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

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

OITIAKOBKA THII ,,lTIOPT®EMJI“ 420 mg TABJIETKA (28 ann)

1.

HUME HA JIEKAPCTBEHMSA TPOAYKT

IMBRUVICA 420 mg ¢pwimupanu TabiaeTku
nOpyTHHHUO

| 2.

OBSBSBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceskxa punmupana tabnerka cpabpika 420 mg nbpyTuHuo.

3.

CIIMCBK HA TIOMOIIHUTE BEHIECTBA

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

| 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 IHOTJIEJA U TIOCET'A HA JIELIA

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. 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/1/14/945/011

13. TAPTHJAEH HOMEP

[MapTuaa:

| 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. WH®OPMAIIMS HA BPAHJIOBA 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 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 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 CCAMHUIIATA UJIN JaTaTa B IPCAOCTABCHOTO MSCTO.

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, HCAOCTBIIHO 3a ACHA.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, 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 NN OTHHAABYHU 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/1/14/945/005

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 HIEHTU®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 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 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.
BwxTe nmucToBKaTa 3a JOMBJIHUTEIHA HH)OPMALIKSL.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

28 dhunMupaHu TaOJETKH
30 dhunmupanu TaOICTKH

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

[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
IlepopaiiHo npuIIOKEHHE

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

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

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

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA 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 NN OTIIAABYHU 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/1/14/945/012 (28 TabneTk)
EU/1/14/945/006 (30 TabmeTkm)

13. TAPTHUJAEH 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

OIIAKOBKA THII ,,TIOPT®ET“ 560 mg TABJIETKA (28 nun)

1.

HUME HA JIEKAPCTBEHMSA TPOAYKT

IMBRUVICA 560 mg ¢pwimupanu tadiaeTku
nOpyTHHHUO

| 2.

OBSBSBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska punmupana tabnerka cpabpika S60 mg nbpyTuHuo.

3.

CIIMCBK HA TIOMOIIHUTE BEHIECTBA

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

| 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 IHOTJIEJA U TIOCET'A HA JIELIA

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. 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 A3BBYKA

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

OIIAKOBKA THI ,,TIOPT®ET“ 560 mg TABJIETKA (30 nun)

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.
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 CCAMHUIIATA UJIN JaTaTa B IPCAOCTABCHOTO MSCTO.

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, HCAOCTBIIHO 3a ACHA.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, 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 NN OTHHAABYHU 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 HIEHTU®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 ManueHTa

IMBRUVICA 140 mg TBbpau Kancy/u
nbpyTuHHO (ibrutinib)

IIpoyereTe BHUMATEIHO LAJIATa JIMCTOBKA, IIPEIH 1A 3all0YHeTe a IpHeMaTe TOBA JIEKapcTBO,

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

- 3amaseTe Ta3u JUCTOBKAa. MOXKe 1a ce HAJIOKH J1a S IPOYETETE OTHOBO.

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

- Toga sekapcTBO € npeanucaHo JuyHo Ha Bac. He ro npeorcrsnBaiite Ha npyru xopa. To moxe
Jla UM HaBpeI, He3aBUCHMO Y€ IIPU3HAIMTE Ha TSXHOTO 3a00JisBaHe ca chliuTe KaTo BamuTe.

- AKO NOJTyYuTe HAKaKBU HEXEJIaHU JIEKAPCTBEHM peaKklMy, yBegoMmere Bamms igexap,
(apmareBT WM MEAULMHCKA cecTpa. ToBa BKIIIOYBA U BCHUYKH B3MOYKHH HEXKEJIAaHHU PEaKILIUH,
HEOIIMCaHU B Ta3H JUCTOBKA. Brokre Touka 4.

KakBo cbabp:ka Ta3u JUCTOBKA

Kaxgo npencrasnsisa IMBRUVICA u 3a kakBoO ce U3M0J13Ba
Kakso TpsiOBa na 3naere, mpeau ga npuemere IMBRUVICA
Kak na npuematre IMBRUVICA

BBb3M0KHM HEXEIaHU pEeaKLUU

Kak na cexpanssate IMBRUVICA

ChbabpkaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

Uk wdE

1. Kakso npeacrasiasia IMBRUVICA u 3a kakBo ce M3110JI3Ba

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

3a kakBo ce n3no3Ba IMBRUVICA
Uzmnon3Ba ce 3a nedeHne Ha CIIEAHUTE BUAOBE PaKk HAa KPbBTA IPHU BH3PACTHU:

o Manrennoxserpuer tumbpom (MKII), Bug pak, 3acsramg TMM(HUTE Bb3JIU, KOIaTo
3a00JIIBAHETO c€ € Bb300OHOBIJIO MJIM HE CE MOBJINSABA OT JICUCHUETO.
. XponnuHa auMponnTHa eBkemust (XJIJI), Bun pak, 3acsramny OeMTe KPbBHU KJIETKH, HApEYeHU

mumMponmty, Koiito 3acara u nuMduute Bp3a. IMBRUVICA ce n3non3sa npu nanueHTH,
KOHTO He ca JieKyBaHu jaocera 3a XJIJI win xoraro 3a001sBaHeTO ce € Bb30OHOBUIIO HIIH HE Ce
MIOBJIHSIBA OT JICYCHHUETO.

o Makpornobynmuaemus Ha Waldenstrom (MW), Buz pak, 3acsirain 6ei1ure KpbBHU KIETKH,
HapeueHu auMdorutu. M3monsBa ce npu nanueHTy, KOUTO He ca JIeKyBaHH focera 3a MW nmn
KOTaTo 3a00JIIBAaHETO C€ € Bb30OHOBMIIO WIIM HE CE MOBJUBA OT JICUSHUETO, U IIPU
MAIMEHTH, TIPH KOUTO XUMHOTEPAIUsATA, TIPUIaraHa 3aeJJHO C aHTUTSUIO, HE € TOAXO/IsIIa
Tepanus.

Kak npeiictea IMBRUVICA

IMBRUVICA netictea npu MKIJI, XJIJT 1 MW karo Gnokupa THpO3MHKHHA3aTa Ha BpyToH, npoTenH
B OpraHu3Ma, KOWTO IloMara Ha Te3H PakoBH KIJIETKH Jja pacTaT u onenssar. Kato Oiokupa To3u
nporeud, IMBRUVICA nomara na ce yousT pakoBuTe KJISTKH U J1a ce HaManu opost uM. Toii cbio
Taka 3a0aBsl BIOIIABAHETO HA PAaKOBOTO 3a00IIsIBaHE.

2. KakBo TpadBa na 3Haere, npeau aa npuemere IMBRUVICA

He npuemaiite IMBRUVICA

o aKo CTe aJlepru4Hu KbM UOPYTHHUO WM KbM HSKOSI OT OCTaHAJIMTE ChCTABKH Ha TOBA
JeKapcTBO (M30pOCHHU B TOUKA 6)
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. aKo TpueMare OMIKOBO JISKapPCTBO, HAPSUSHO KBJIT KAaHTAPHOH, H3TIOI3BAHO 32 JICUCHUE Ha
Jenpecus. AKO HE CTe€ CUTYpHH 3a TOBa, KOHCYJITUpalTe ce ¢ Baius jekap, papMaiieBT Win
MEIHNIIMHCKA CECTPa, PN A MIPHEeMeTe TOBa JIEKapCTRBO.

IpenynpexaeHust U Mpeana3sHu MEPKH

T'oBopete ¢ Bamms stekap, ¢hapMarieBT WM MeIUITMHCKA cecTpa, mpeau na nmpuemere IMBRUVICA:

o aKO HJIKOTa CTEC UMaJId HeOOMUYaliHi CHHUHY WM KbPBEHE WITU MPUEMATe HAKAKBH JICKapCTBa
WM 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, CNa0d0CT, 3aMasiHOCT, MPUMaJIsIBAHE, MPHUIIAIBK WITU TOYTH MPUTIAIBK, 00TKa B T'BPIUTE
WM MTOJTyBaHE Ha KpakaTa

o aKo “MaTe YepPHOAPOOHHU MPOOIIEMH, BKIFOUNUTEITHO aKO HIKOTa CTe UMAJIM WIIM Cera UMaTe
uHpeknus ¢ xenatut B (MHeKIus Ha YepHU 1pod)

o aKO MMaTe BUCOKO KPBHBHO HAJISITaHE

o aKO HACKOPO CTE MMaJIM HAKAKBa olepalys, OCOOCHO ako TOBa MOXE Ja MOBJIHsIe HA HAYWHA, TIO
KOMTO yCBOSIBATE XpaHa WK JIEKapCTBa MPe3 CTOMaxa WiTH YyepBaTa

o aKo IIaHupaTe Jia UMaTe HAKaKBa ornepanus — Bamust gekap Moxxe na Bu momonu na cripere

npuema Ha IMBRUVICA 3a xpatko Bpeme (3 10 7 1HH) IpEu U clie onepalusTa.
o aKko uMare ObOpeyHH MPOOIEMH.

AKo HSIKOE OT H30pOEHUTE MO-TOpe ce OTHACS A0 Bac (nnm He cTe curypHu), ropopere ¢ Bamms
nexap, (papManeBT WIK MEIULMHCKA CECTPA, IPEIH WIN JOKATO IPHEMaTe TOBA JIEKAPCTBO (BIKTE
To4ka ""Bb3MOKHHN HexkeaHU peakuun'’).

[Tpu mpuem Ha IMBRUVICA, He3za0aBHO kaxete Ha Bamms ekap, ako 3a0eirexuTe Win HIKOH
3abenexu npu Bac: 3ary0a Ha nmaMeTTa, 3aTpyJHCHO MHCJICHE, 3aTPYAHEHO XOICHE WK 3aryoa Ha
3pEHHETO — TOBA MOXKE JIa C€ IBJDKU HA MHOTO PSJIKa, HO Cepro3Ha MH(MEKIHS Ha MO3bKa, KOSITO MOXKE
Jia IPUYMHU CMBPT (TIporpecupaiia myatudokainHa geBkoeHnedanonarus v [IMJT).

He3abaBHo choOieTe Ha Barus jiekap, ako 3a0esIexuTe Wi HIKOW Apyr 3a0enexu mpu Bac:
BHE3aITHAa CKOBAHOCT MJIM CJIa0OCT Ha KpalHHIIMTE (0COOCHO OT €JHaTa CTpaHa Ha TSUIOTO), BHE3aITHA
00BPKAHOCT, 3aTPYAHCHHE B TOBOPA WJIHM pa30UpaHeTo Ha ped, 3aryda Ha 3peHHe, 3aTPYAHEHO XOeHE,
3ary0a Ha paBHOBECHE WJIU JIUIICA HAa KOOPAMHAIIUS, BHE3AIMHO CUIHO TJ1aBo0oue 0e3 3BecTHa
npuurHa. ToBa MOYXKe J1a ca MPU3HAIM K CHMIITOMH Ha HHCYJIT.

Kaxxete Bemnara Ha Bamus siekap, ako, cien karo cnpere IMBRUVICA, nonydute 0oJika B JsiBaTa
TOpHA YacT Ha KopeMa, 0oJiKa BIISIBO IO/ pedpaTa Wil Ha BbpXa Ha JSBOTO CH paMo (TOBa MOXKeE J1a
OBJaT CUMIITTOMH Ha pa3KbCBAHE Ha JalaKa).

EdexT BBPXY CHPLETO

Jleuernneto ¢ IMBRUVICA moxxe ia 3acerHe CbpLeTo, 0COOCHO aKo Beue UMaTe ChPIEHYHO
3a0oJsiBaHe, KaTo HaMp. MpoOJIeMH C pUThMa, ChpJlieuHa HEAOCTaThUHOCT, BUCOKO KPHBHO HANATAHE,
uMare 1uabeT WiK CTe B HarpeaHaa Bs3pact. Edexture Moxe 1a ObIaT TEKKH U J1a TPUIUHST
CMBPT, BKIIOUUTEIHO MOHAKOra BHe3anHa cMbpT. Chpaeunarta Bu GpyHkus e ce mpoBepsiBa npeau
u o Bpeme Ha sieueHrero ¢ IMBRUVICA. Kaxere Beqnara Ha Bamus siekap, ako 1o Bpeme Ha
nedenne ¢ IMBRUVICA nouyBcTBaTe 3a7yx, 3aTpyJHEHO AWIIAHE B JIETHAJIO MOJIOKEHNE, OTHYaHE
Ha CThIIaJaTa, TIIe3eHUTE WIN KpaKaTa 1 cIadoCcT/yMopa - ToBa MOKe Jja ObIaT MPU3HALY Ha
CBhpJEYHA HEOCTATHYHOCT.

ITo Bpeme Ha neuenue ¢ IMBRUVICA moxe n1a pa3Buere BUPYCHH, OaKTEepHUATHN I THOMYHU
nHdexuu. CBbpkeTe ce ¢ Bamus nexap, ako uMaTe MOBUIIIEHA TEMIIEpaTypa, BTpucaHe, ciadocr,
00BPKaHOCT, OOJIKH B TSUIOTO, CAMITOMH HA HACTUHKA WJIM TPHUII, yMOPa WU 3a]lyX, OXKBITSABAHE HA
KOXKaTa Win ounte (KbIaTeHuna). ToBa MOXe Jia ca Ipu3HaIK Ha WHEKIHS.
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XemodaronurHa JUMGOXHUCTHOINTO3a

Psaxo ce cpo011aBa 3a MPEKOMEPHO aKTUBHPAHE Ha OeIUTe KPEBHU KIETKH, CBBP3aHO C Bh3IAJICHHE
(xemoaronuTHa TMM(OXUCTHOLINTO3a), KOETO MOKE JIa IOBEJE O CMBPT, aKO HE CE JUarHOCTUIIPa
U JIEKyBa paHo. AKO TOIy4UTe MHOXKECTBO CHUMIITOMH KaTo MOBHIIEHA TEMIIEpaTypa, MOLyBaHe Ha
XKJIe3UTe, CAHUHN WM KOXKEH 00pHB, CBBp)KETE ce He3abaBHO ¢ Bammst ekap.

W3zcaenBanus v nperJieau Npead U M0 BpeMe Ha JIeYeHHETO

Cunnpom Ha TymopeH pasnaj (CTP): nabmiogaBanu ca HeoOW4YaiiHi HUBAa HA XUMHYHH BEIIECTBA B
KpPBBTa, MPUYUHEHH OT OBbP30 pa3pyllaBaHe HA paKOBUTE KIETKH M0 BpeMe Ha JIeYeHre Ha pak, a
MOHSIKOTA JTIOpH U Oe3 jieueHue. ToBa Moxke J1a IoBeIe 10 MPOMEHH B ObOpeuHaTa QyHKIUS, HapyIICHA
ChpJICYHA JICHHOCT WM MPUTIAAbIU. BallvaT Jiekap Wiv Apyr MEIUITMHCKY CIISITUATUCT MOXKE Ja
HaIlpaBW KPBBHU M3CIeABaHM, 3a Aa mposepu 3a CTP.

Jlumdonurosa: JlJaboparopHu u3cieaBaHus MOXKE Ja MOKA3BaT YBEIUUYCHUE HA OCITUTE KPhBHU KIICTKH
(mapedenn "muMporuTi'") BB Bamara kpbB Ipe3 IbPBUTE HAKOJIKO CEIMUITH OT JIeueHHeTo. 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 [IPEAM UIIU T10 BpEME Ha JICUEHUETO
W B PEIIKU CITy4ad MOXe Jla ce HAIOXKH Ja Bu mpenmnuiie apyro iekapctBo. ['oBopete ¢ Bamus nekap
KaKBO O3HAYaBaT PE3yJTATUTE OT M3CIICIBAHUSITA.

Cw0utusi, CBbp3aHU ¢ YepHUS qpo0: BammsT gekap 1e HanpaBy HAKOM KPBBHU M3CIIeIBaHUs, 32 J1a
MIPOBEPH Jau YepHUAIT Bu qpob paboTu mpaBuitHO, 4e HAMaTe WH(GEKIH Ha YepHUs Apo0, N3BECTHA
KaTo BUPYCEH XEMaTUT, WM JIAJId XeNaTuT B OTHOBO € cTaHan akTUBEH, KOETO MOXKeE Ja JOBEJE JI0
CMBDT.

Jleua u roHOIIHN
IMBRUVICA ne Tps10Ba fa ce U3MoJ3Ba MpH Jela U FOHOIIH.

dpyru aekapcrea u IMBRUVICA

Wudopmupaiite Bamms nekap nim ¢papmaiieBT, ako mpreMaTe, HaCKopo CTe MpUeMalii WiH €
BB3MOXKHO JIa IpUEMETE JIPYTH jekapcTBa. ToBa BKIIFOUBA U JIEKAPCTBA, OTITYCKAaHHU O3 pelienTa,
OMIIKOBY JIEKapCTBa M XpaHUTeIHHN no0aBku. Topa e Taka, 3amoro IMBRUVICA moxxe na nosnusie
HaYMHA Ha JIEHCTBYE Ha JAPYTH JiekapcTBa. Hsakou npyru jgexapcTBa ChIIo MOTaT J1a TIOBJIHSAT HAYHHA
Ha aevicrsue Ha IMBRUVICA.

IMBRUVICA moske 1a OBMIIHN CKIOHHOCTTA KbM KbpBeHe. ToBa 03HauaBa, ue Bue Tpa6Ba na
KakeTe Ha Bammmst jexap, ako rpueMare ApyrH JieKapcTBa, KOUTO YBEIHMUaBaT pUCKa OT KbpBeHe. ToBa
BKJIIOYBA!

. aleTHICATHIIMIOBA KUCEIMHA U HECTEpOUIHU poTuBoBB3nanutenau cpeactsa (HCIIBC) karo
nOyrpoeH MM HaIpOKCEeH

o JIeKapCTBa, pa3pekaalliy KpbBTa Kato BapdapyH, XenapuH WK IpyTHU JIEKapCTBa 3a JICUeHUE Ha
KPBBHU ChCUPEIH

o Jn00aBKH, KOUTO MOTaT Jia MOBUIIIAT PUCKa OT KbPBEHE KaTo puOeHO Maciio, BUTaMuH E uiu

JICHCHO CCME.

AKo HsIKOE OT H30pPOEHUTE MO-TOpe ce OTHACS 10 Bac (nnm He cTe curypHu), ropopere ¢ Bamus
nekap, hapMaleBT WK MEIUIIMHCKA cecTpa, npeau aa npuemere IMBRUVICA.

Cp1o Taka kakere Ha Bamust 1exap, ako npueMarte HAIKOe OT H30pOeHNTe JIEKAPCTBA —
Edexrure Ha IMBRUVICA wiu npyru siekapctBa MoraT Ja ObJiaT MOBJIHSIHH, aKO [IpHeMaTte
IMBRUVICA 3aenHo C HIKOE OT CJICTHATE JICKapCTBa:

. JIeKapCcTBa, HAPEUSHH aHTUOWOTHUIH, 32 JICUeHUE Ha OaKTepraTHi HHPEKINU —
KJIAPUTPOMULMH, TETUTPOMULIUH, TUITPOQIIOKCAIMH, €PUTPOMHULIMH WIH pUaAMIULIUH

o JIeKapCTBa 3a JIeYeHUe Ha FbOMYHN HHPEKIUH — NT03aKOHA30J1, KETOKOHA30JI, HTPAaKOHA301,
(ITyKOHA30J1 MM BOPUKOHA30I

o nekapcTBa 3a jeuenue Ha XVB nnpekuns — puToHaBup, KOOMLMCTAT, MHAWHABHD,

Hel(UHABHD, CAKBUHABHD, aMIIPEHABUD, aTa3aHaBHp WK (HO3aMIIPEHABUD
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L JICKApCTBA 3a NPEAOTBPATABAHC HA Ia/ICHC U NOBPBIIAHE, CBbP3aHU C XUMHUOTCPAIIUs —

anpernuTaHT

. JISKapCTBa 3a JICUCHHE Ha Jienpecus — He(ha3o10H

. JICKapCTBa, HAPEUCHU KMHA3HU MHXUOMTOPH, 3a JICUCHUE Ha JPYTH BUIOBE PaK — KPU3OTUHUO
WA UMAaTHHUO

. JICKapCTBa, HApeYeHU OJIOKEPY Ha KaJIIIUEBUTE KaHAJIH, 33 JICUCHUE Ha BUCOKO KPhBHO HAJIAraHe
win 0OJIKa B ThPIUTE — NIWITHA3EM WITH BeparaMuil

. JIeKapCTBa, HAPCUCHH CTATUHH 32 JICYEHUE HA BHCOK XOJIECTEPOJ — pO3yBaCTaTHH

. JICKapCTBa 3a ChPLETO/aHTHAPUTMHYHHU CPEACTBA — aMHUOJaPOH WIIK APOHEIAPOH

. JICKapCTBa 3a MPEJOTBpaTIBaHE HA IbPUYOBE MM 3a JICUCHHE Ha CIHIICIICHS, WM JIEKapCTBa 3a

JIeYeHUE Ha OOJIC3HEHO ChCTOSIHHUE Ha JIUIETO, HAPEUYCHO TPUTeMUHAIIHA HEBPAJITHS —
KapOamMasenuH Wir (EeHUTOMH.

AKo HsIKOE OT M30POCHUTE MO-TOpe c€ OTHACS A0 Bac (unu He cTe curypHu), ropopere ¢ Bamus
nekap, hapMareBT WA METUITMHCKA cecTpa, pean na npuemere IMBRUVICA.

AKo mprieMaTe AUTOKCHH, JIEKapCTBO U3IMOJI3BaHO NPH CHPIACYHH MTPOOIEMHU, HITH METOTPEKCAT,
JIEKapCTBO, U3MOI3BAHO 3a JIEYCHUE Ha APYTH BHIOBE PaK U 32 HAMAJSIBaHE aKTHBHOCTTA HA MIMyHHATa
cucTtema (Harp. 3a peBMaTOUACH apTPUT W TICOPUA3HC), TOU TpsiOBa Ja ce mpruemMa Hall-Mallko 6 gaca
npeau uiu cien IMBRUVICA.

IMBRUVICA ¢ xpana

He npuemaiite IMBRUVICA c rpeiingpyT Wwin ceBUWICKH NOPTOKAJIM (TOPYMBHU NIOPTOKAIH) —
TOBA BKJIIOYBA SIJICHE HA IUIOJ, TMEHE Ha COK WJIU IIPUEeM Ha 100aBKa, KOATO MOXKE J1a TO ChbpiKa.
ToBa e Taka, 3a110TO TOBa MOe Ja yBennuu KonudecTBoTo Ha IMBRUVICA B kpbBTA.

BpemenHnocT n KbpMeHe
He 3abpemensiaiite, nokato npuemate Tosa jekapctBo. IMBRUVICA He TpsiOBa na ce n3noissa mno
BpeMme Ha OpemeHHOCT. Hsama mrdopmanms 3a 6e3omacHoctta Ha IMBRUVICA npu 6pemeHHH XeHH.

JKenute B 1eTepoiHa Bb3pacT TPsAOBaA J1a U3I0I3BAT BUCOKO €(PESKTUBEH METOJI 32 KOHTPOJI Ha
paxaaeMocTTa o BpeMe Ha U 1o Tpu Mecena cien npuemane Ha IMBRUVICA, 3a na npenorBpatar
3abpemensiBane, Jokato ce jJekyBaT ¢ IMBRUVICA.

o Kaxxete Ha Bamms nexap He3a6aBHO, ako 3a0peMeHeeTe.
. Heneiite na kbpmuTe, JOKaTO NpUeMaTe TOBA JEKAPCTBO.

Ilopupane u padora ¢ MAILIMHH

Bue moxe na ce uyBcTBare ymopenu wiu 3amasinu cien npuem Ha IMBRUVICA, koeto moxe na
OKa’Ke BIMSIHHUE BBPXY criocoOHOCTTa Bu 1a modupate nim ga paboTHTE ¢ HHCTPYMEHTH HITH
MaIIVHH.

IMBRUVICA cbabpika HATpHUid
IMBRUVICA cpaspxa mo-manko ot 1 mmol natpwuii (23 mg) Ha 1034, T.€. IPAKTUUECKU HE ChIbPKa
HaTpui.

3. Kak na npuemate IMBRUVICA

Bunaru npuemaiite ToBa IEKapcTBO TOYHO KakTO Bu e kazan Bammust siekap, hapMareBT wim
MEIMIIMHCKA cecTpa. AKO He CTe CHUTYpPHU B HEllo, onuTaite Bamms gekap, ¢papMareBT wiu
MEJULMHCKA CecTpa.

Koako na npuemare

ManTeaHokierb4eH Jumbpom (MKJIT)
[Ipenopruntennara go3a IMBRUVICA e yetnpu karcymnu (560 mg) BeIHBXK THEBHO.
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XpouuuHa gumponutHa deBkemus (XJIJI)/Makporaodyiunemuss Ha Waldenstrom (MW)
IIpenopruntennara qo3a IMBRUVICA e Tpu kancymu (420 mg) BeTHBX JHEBHO.

Barmusr jiekap Moxe Ja KOpUrupa j03ata.

IIpuem Ha JieKapCTBOTO

. IIpuemaiite KancyauTe mepopaiHo (Ipe3 ycraTa) ¢ Jaiia Boja.
o [Ipuemaiite kancynnTe NPUOIU3UTEIHO 110 €IHO U CHIIO BPEME BCEKHU JIEH.
. ITornpuiaiite kancynure uenud. He ru oTBapsiiTe, 4yynere Uiu AbBUETE.

AKO cTe pueu noBeye oT Heodxoaumarta no03a IMBRUVICA
AKxo cte mpuenu moBede ot HeoOxomuMmara go3a IMBRUVICA, roBopeTe ¢ jiekap Wim OTHACTE B
OonHuIa BeqHara. Baemere karcynure v Ta3u JIMCTOBKA ¢ Bac.

Ako cte nponycHanu n1a npuemere IMBRUVICA

o AKO cTe MpoIyCHaU €Ha 1034, TS MOXKE /1 Ce IPUeMe Bb3MOXKHO HAli-CKOPO B CHLIHS JCH C
BpbIIlaHE KbM HOpMaJIHaTa cXeMa Ha CJIeBaIlIMs JeH.

. He B3emaiiTe aBoiiHa 1032, 32 Aa KOMIIEHCHpATE IpoIlycHAaTaTa 103a.

o AKo He cTe CUT'YpHH, roBopeTe ¢ Bamms nekap, hapMarieBT win MEIUIIMHCKA CECTpa 3a TOBa,

Kora a npueMeTe ciicaBaniara 103a.

Ako cTe cupesan npuema Ha IMBRUVICA

He cnupaiite na npuemate ToBa JEKapcTBO, OCBEH ako Bamusr nexap He Bu kaxe.

AX0 MMaTe HAKaKBH JOIBIHUTEIHH BBIIPOCH, CBBP3aHH C YIOTpeOaTa Ha TOBA JIEKAPCTBO, HOMHUTANTE
Bamms nexap, ¢papmaneBT HiIM MEJUIIMHCKA CECTPA.

4. Bb3MOKHHN HeKeTaHU PeaKIuu

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BHUKA HEXKCIIAaHU PE€aKIIUH, BHIIPEKU Y€ HC
BCCKH I' TIOJTy4aBa.
HpH TOBaA JICKAPCTBO MOTaT Aa CC MOABAT CICAHUTC HCIKCIIAHU PCAKIIUN:

Cupere g1a npuemate IMBRUVICA n kaxxere Ha Jiekap BeJHara, ako 3a0eje:kurTe HIKOS OT
cJIeHUTe HesKeJAHH PeaKum:

ChpOSIL, HAIUTHAT OOPHB, 3aTPYTHEHO JMINAHE, TOyBaHE HA JIUIETO, YCTHUTE, €3UKA WK THPJIOTO —
MOJKE /1a UMaTe ajJepruyHa peakius KbM JIeKapcTBOTO.

Kazkere Ha JIEKap B€aHara, axko 3a0eJ1e;KNTe HAKOSA OT CJIEAHUTE HesKeJIaHu pPeaKkumm:

MHoro yectn (Moxe 11a 3acerHar nosede ot 1 Ha 10 xyrim)

° MOBHILIEHA TEMIIEPaTypa, BTpUCAHE, OOJIKU B TSJIOTO, OTIAAHAIOCT, CAMIITOMH Ha HACTUHKA WIIN
TPHII, 33IyX — TOBA MOXeE J1a ca Mpu3HaIK Ha nHpeKkus (BUpycHa, OaKTepruaiHa WK I'bONYHA).
Moske na BKJII0OUBa HHPEKIMK HA HOCA, CHHYCHUTE HIIM I'bPJIOTO (MHGEKIIMS Ha TOPHUTE
JIUXaTETHH MIBTUIIA), UK Ha Oenrst Apo0, WK KoxKaTa

CUHHUHHM WJIM MTOBHILICHA TCHICHIIMS KbM 00pa3yBaHe HA CHHUHU

a(Tu B ycTara

3aMastHOCT

rj1aBo0oJIHe

3arex

rajicHe WM IOBPbIaHe

HapYIICHO XPaHOCMHUJIaHE

Juapusi, MOXe Jla ce HaJloxu BamusT nexap 1a Bu nane BogHO-CONEBH pa3TBOP WU APYTO
JIEKapCTBO

KOXKEH 00pHB

. 0ome3HeH! PhIIe WK KpaKa
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001KH B TBp0Oa WK OOJIKH B CTABUTE

MYCKYJIHU ClIa3MH, OOJIKH WK CIIa3MHU

HUCBHK OpOH Ha KJIETKUTE, KOUTO MOMaratr Ha KpbBOCHCHPBAHETO (TPOMOOIIMTH ), MHOTO HUCHK
Opoit Ha GenuTe KPBBHU KIETKH — ITPU KPHBHU H3CIIEABAHUS

yBeInu4aBaHe Ha OpOs WM CHbOTHOILICHUETO Ha OENUTE KPBBHU KIETKH, IIOKAa3aHO 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 (CErCcuc)

UH(EKIMK Ha TTMKOYHUTE TbTHIIA

KbPBEHE OT HOCA, MAJIKH YePBEHH HJIH JINJIABH MIETHA, B PE3YJITaT OT KbPBEHE MO KoXKarta
KbPBEHE OT CTOMAaxa, yepBara, KpbB B U3NPAKHCHUATA WM YPHUHATA, O-TEKKA MEHCTPYaIHU
IIVKJIM WK KbPBEHE OT TPaBMa, KOETO HE MOXKETE J]a CIIPETe

ChpJIeYHa HEJOCTaThYHOCT

IPOITYCHATH CHPJCYHH yIapH, ciad Wi HepaBHOMEPEH ITyJIC, 3aMasiHOCT, HEJIOCTHT Ha BB3YX,
JUCKOMGOPT B I'bPAUTE (CUMIITOMU Ha IPOOJIEMHU ChC ChPIACYHUS PUTHM)

HUCBHK Opoii Ol KPBBHU KIETKH ¢ Tpecka ((peOpriiHa HeyTPOTICHHS)

HEMEJIAHOMEH KO)KEH PaK, Hali-4eCTO CKBaMO3HOKJIETHUYCH M 0a3aTHOKIETHYCH KOXKEH paK
3aMBIIICHO 3PCHUE

3a4yepBsBaHe Ha KoXKara

BB3IaJIeHHEe Ha OenuTe 1podoBe, KOETO MOXKE J1a IOBEJIE 10 TPAHO YBpEeXKIaHe

BHCOKO HMBO Ha MMKOYHA KUCEJMHA B KPHBTA (ITOKAa3aHO B KPHBHHUTE U3CIIEIBAHMS), KOCTO
MOJKe J1a MpeAn3BUKa Mmojiarpa

YYyIIJIMBU HOKTHU

BHE3AITHO YBpEXkKIaHe Ha ObOpenuTe

c1abocT, CKOBAaHOCT, M3TPBIIBAHE MIIH OOJIKA B PBIETE WIIM KpaKarta, WM B IPYTH 4acTH Ha
Ts10TO (TIeprudepHa HEBPOTIATHS).

Heuectn (Moxxe na 3acernat 10 1 aa 100 mgymu)

4epHOIPOOHA HEJOCTATEYHOCT, BKIIIOYUTEITHO CITydaH C JIETAJICH U3X0[]

TEXKH I'bOMYHH MH(PEKINU

00BPKaHOCT, TIABOOOJIHE C HESICEH TOBOP WIIM MMPUMAJISIBAHE — TOBA MOTAT Jia ObJIaT MPU3HAIH
Ha CEpHO3HO BHTPEIIHO KbPBEHE B MO3bKa

HeoOMYaiiHN HUBa HA XMMUYHU BELIECTBA B KPHBTA, MPHYMHEHU OT OBbP30 pa3pylliaBaHe Ha
PaKOBHTE KIIETKH 110 BpeMe Ha JIeYeHHe Ha pak, a MOHsAKora A0pu 1 0e3 ieueHne (CHHAPOM Ha
TYMOPEH pasman)

aJlepruvHa peakiys, MOHIKOTa TeXKKa, KOSTO MOXKE Jia BKIIFOUBA OTOK Ha JIMIIETO, YCTHUTE,
ycTara, e31uKa WU I'bPIIOTO, 3aTPyTHEHO NPETIbIaHe WK TUIIaHe, ChpOsI 0OpuB
(ypTuxapus)

Bb3NaJICHUE Ha MTOJKOKHATA MaCTHA ThKaH

BpPEMEHEH eNM30/] Ha MOHWKEeHa (QYHKIHUI Ha MO3bKa WM HEPBUTE, IPUUMHEHA OT IPEKbCBAHE
Ha KPbBOCHAOISIBAHETO, WHCYJIT

KPBBOU3IIMB B OKOTO (B HIKOM CIIydad, CBbP3aH CbhC 3ary0a Ha 3peHue)

ChbpAEUEH apecT (ChpLeTo crnupa aa oue)

HEOOMYaiHO yCKOpeHa chpJeyHa JeHHOCT

0oJ1e3HEHO pa3a3BsiBaHEe HA KOXkaTa (IMoepMa raHrPeHO3yM) WK YEPBEHH, HAJAUTHATH
0O0JIe3HEHH TUIaKH 110 KOXKaTa, MOBUIIIEHA TeMIIepaTypa U yBellnyaBaHe Ha Oposi Ha Oenute
KPBBHH KJIETKH (TOBa MOXKe J1a ObJaT MpU3HALM HA OCTpa (peOpuiTHa HEYTPOPHIIHA IepMaTo3a
i cuaapoM Ha Cywr)

MaJIKa, YepBeHa MOyTHHA MO KOXKaTa, KOATO MOXe JIECHO A2 KbPBHU (TMOT€HEH rPaHYJIOM)
Bb3NaJICHH KPbBOHOCHH CHJIOBE B KOXATa, KOETO MOXKE J1a I0OBEJE 1O OOPUB (KOXKEH BACKYJIHT).
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Peaxu (Moxxe ma 3acersar g0 1 ma 1 000 myrmm)

L SHAYUTCIIHO YBCIIMYAaBAHC HA 6p0$1 Ha OenuTe KPBbBHU KJICTKH, KOCTO MOKEC Ja ITPUINHHA
CJICTIBAHC HA KJIICTKHUTC
L TCKBK O6pI/IB C MEXYpH U JIOUICHE Ha KOXKaTa, 0C00EHO OKOJIO ycrarta, HoCa, OYUTE U ITOJIOBUTE

opraau (cuHIpoM Ha CTUBBHC-/[)KOHCHH).

Cpo0maBaHe HA HesKeJIAHU PeaKIIun

AKXO ToTyunTe HAKAKBU HEXKEJIAHU JICKAPCTBEHN PEaKLuy, yBeroMeTe Bamms ekap, hapmaneBT wim
MeIUIMHCKA cecTpa. ToBa BKIIIOUBAa BCUUKU Bb3MOXKHU HEOMHMCAHM B Ta3M JIUCTOBKA HEXKEJaHH
peakin. MokeTe ChII0 a ChOOIIUTE HEeXKENaHH PEaKIIMU 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 cpolmiaBate HexXelnaHu peakiuy, MOKETe Ja AajieTe CBOsI IPUHOC 3a MOoJy4YaBaHe Ha MTOBeUe
nH(pOpPMAIUS OTHOCHO 0€30IMacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansBate IMBRUVICA
Jla ce cbxpaHsBa Ha MSICTO, HEJAOCTBITHO 3a JIela.

He u3non3BaiiTe ToBa JIEKapcTBO Clie]] CPOKa Ha TOJHOCT, OTOENA3aH BhPXY KAPTOHEHATA ONaKOBKA U
eTUKeTa Ha OyTuikara cien ,,l 'ofgeH 10:”. CpoKbT Ha TOJHOCT OTTOBaps Ha MOCIEIHUS IEH OT
MOCOUYCHHS MECEII.

To3u nekapcTBeH NPOAYKT HE U3UCKBA CIIELUATHH YCIOBHS HA ChbXPaHEHHUE.

He usxBbpisiiTe nekapcTBaTa B KaHaIU3alMATa WIM B KOHTEMHEpPaA 3a JJOMAIIHU OTHaAbIIH.
[Momuratite Bamus apMalneBT Kak j1a U3XBBPIISTE JIEKapcTBaTa, KOUTO Bede He M3MNo3Bare. Te3n
MEpPKH L€ CLIOMOTHAT 3a OIa3BaHE HAa OKOJIHATA CPeaa.

6. Chbabp:kaHue HA OIAKOBKATA M JOINBJIHUTEIHA HHpOpManus

Kaxkso cpabp:xa IMBRUVICA

. AKTHBHOTO BeIIeCTBO ¢ nOpyTHHNO. Besika TBbpaa Kancyia chappxa 140 mg ubpyTruHuo.
. Hpyrure cbcraBku ca:

- KaIrCyJIHO ChIBPIKUMO: KPOCKapMeso3a HaTpHid, MarHe3ueB CTeapar, MUKPOKPHCTAIHA
1eyio3a u Harpues naypuicyndat (E487)

- CHCTaB Ha KarcyJjaTa: *eJlaTHH U TUTaHoB nuokcua (E171)

- HeYaTHO MacTHIIO: HIeJIaK, uepeH xenedeH okeu (E172) u nponmnenriukon (E1520).

Kak m3rie:xxna IMBRUVICA u kakBo ¢hIbpiKa ONaKoBKAaTa

IMBRUVICA ca 6enu, Heripo3payHu TBEPIMU Karcyii, 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 wiu 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

Hranus

3a JOIIBJIHUTCIIHA I/IH(i)OpMaHI/Iﬂ OTHOCHO TOBa JICKapCTBO, MOJIsI, CBBPIKETC CC C JIOKAJTHUSA

NpPEICTaBUTEN Ha MPUTEKATENsI Ha Pa3pelIeHHeTo 3a yrnorpeoa:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

Buarapus

»JoKOHCBH & [IxoHChH bparapus” 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: 0800 086 9247 / +49 2137 955 6955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

EALado

Janssen-Cilag ®apuaxevtikiy Movorpdownn
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

Tél/Tel: +32 14 64 94 11
janssen@jacbe.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +31 76 711 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
JNJ-Sl-safety@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 MOCJIeTHO Mpepa3riekaane Ha JucToBkara 02/2025

JApyru u3ToYHUIIM HA HHPOpMaIUs

IMoxpoOHa uH(popMalus 3a TOBA JIKAPCTBO € MPeA0CTaBeHa Ha yeOcalita Ha EBponeiickaTa areHuus
1o Jiekapcteata https://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 TadjaeTkn

IMBRUVICA 560 mg ¢puamupanu TadjaeTkn
nbpytuHHO (ibrutinib)

IIpoyereTe BHUMAaTEIHO LAJIATa JMCTOBKA, IIPEIH 1A 3all0YHeTe a IpHeMaTe TOBa JIEKapcTBo,

TBhH KaTo TS ChAbPKa BaxHa 3a Bac nudopmanus.

- 3amazeTe Ta3u JUCTOBKA. Moke a ce HaJIOKU J1a 1 IPOYETETE OTHOBO.

- AKO MaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, oNUTaiTe Bamus sekap, papmaneBT uin
MEIMLMHCKA CECTpa.

- Toga nekapcTBO € npeanucaHo JuyHo Ha Bac. He ro npeorcrsnBaiite Ha npyru xopa. To moxe
Jla UM HaBpey, HE3aBUCUMO Y€ IPU3HAIMTE Ha TSXHOTO 3a00JsBaHe ca chliuTe KaTo BamuTe.

- AKO mosryunTe HIKaKBU HEXEJaHU peakluH, yBenomere Bammus nexap, papmaneBt miu
MCIUIMHCKA CeCTpa. ToBa BKJII0OYBA U BCUUKH BB3MOXKHU HEXKCIaHU pCaKknuumn, HCONMMCAaHU B
Ta3u JUCTOBKA. Brokre Touka 4.

KakBo cbabp:ka Ta3u JUCTOBKA

Kakso mpencrasnsgsa IMBRUVICA u 3a kakBo ce u3mnos3Ba
Kakso TpsiOBa na 3naere, mpeau aa npuemere IMBRUVICA
Kak na npuematre IMBRUVICA

BBb3M0KHM HEXEIaHU pEeaKLUU

Kak na cexpanssate IMBRUVICA

ChbabppkaHue Ha ONIAaKOBKATa M JOIBIHUTEIHA HH(POPMALIUS

U wdE

1. Kakso npeacrasiasia IMBRUVICA u 3a kakBo ce M3110JI3Ba

Kaxkso npeacraBiassa IMBRUVICA
IMBRUVICA e npoTuBopakoBo JI€KapCTBO, KOETO ChABPKa aKTUBHOTO BelecTBo HOpyTuHUo. To
NPUHAUIEXKH KbM KJIAc JIEKapCTBa, HApeUeHH HHXUOUTOPH Ha IPOTEHHKUHA3ATA.

3a kakBo ce m3no3Ba IMBRUVICA
U3mnon3Ba ce 3a nedeHne Ha CIIEAHUTE BUAOBE PaK HAa KPbBTA IPHU BH3PACTHU:

o Manrennoxiierpuer mumbpom (MKIJI), Bun pak, 3acsramg TMM(OHUTE Bb3JIU, KOIaTo
3a00JIIBaHETO c€ € Bb300OHOBIJIO MJIM HE CE MOBJIUSABA OT JICUCHUETO.
o XponunuHa muMponnTtHa neBkemust (XJUI), Bun pak, 3acaramny OeuTe KPbBHU KJIETKH, HApEUEHU

JUMQOLIUTH, KOUTO 3acsra u iuMpuute B3, IMBRUVICA ce u3nos3Ba nmpu naueHTy,
KOMTO He ca JieKyBaHu jgocera 3a XJIJI win xoraro 3a00i1sBaHeTO ce € Bb30OHOBMIIO HIIH HE C€
TIOBIIMSBA OT JICYEHHETO.

o Makpornobynmuaemus Ha Waldenstrom (MW), Buz pak, 3acsirain 6ei1ure KpbBHU KIETKH,
HapeueHu TuMdonunT. V3monssa ce mpu ManueHTy, KOUTo He ca JIeKyBaHu Jocera 3a MW nim
KOTaTo 3a00JIIBAaHETO Ce € Bb30OHOBUIIO WIIM HE CE MOBIUBA OT JICUSHUETO, UM IIPU
MAIUEHTH, TP KOUTO XUMHOTEPAIINATA, TPUJIAraHa 3a€HO C aHTUTSIIO, HE € MOAXO/AIIa
Tepanusl.

Kak npeiictea IMBRUVICA

IMBRUVICA netictea npu MKJI, XJIJT 1 MW karo Gnokupa THpO3UHKHHA3aTa Ha BpyToH, mpoTtenH
B OpraHM3Ma, KOMTO TloMara Ha Te3H PaKoBH KJIETKH Ja pacTaT u onensBaT. Karo Oi1okupa To3u
nporeud, IMBRUVICA nomara na ce yousT pakoBuTe KJISTKH U J1a ce HaManu OposT uM. Toii cbio
Taka 3a0aBsl BIOIIABAHETO HA PAaKOBOTO 3a00IIsIBaHE.
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2. KakBo TpadBa 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, HAPEUEHO KBJIT KAHTAPUOH, U3II0JI3BAHO 3a JICYEHHE Ha

nenpecus. AKO HE CTe CUTYpHH 32 TOBa, KOHCYNTUpalTe ce ¢ Bamms nekap, ¢papMareBT uin
MEIHNIIMHCKA CECTPa, PN a MIPHEeMEeTe TOBa JIEKapCTRBO.

Ipenynpexnaenusi u NpeanasHu MepKU

T'oBopete ¢ Bamms stekap, ¢hapMarieBT WM MeIUITMHCKA cecTpa, mpeau na nmpuemere IMBRUVICA

o aKo HSKOTra CTe MM HeoOWYalHi CHHHHU MM KbPBEHE HIIM MTpUEMaTe HIKaKBH JeKapCcTBa
WK J0OABKY, KOWTO YBEIHYaBaT PUCKA OT KbPBEHE (BIIKTE TOYKA ,,JIpyru JiekapcTBa u
IMBRUVICA”)

o aKO MMaTe HEPaBHOMEPEH ChPJICYCH PUTHM WU CTC UMAJIM B MUHAJIOTO HEPAaBHOMEPCH
ChPJCUYCH PUTHM, HIIH TEKKA ChPJICYHA HEJOCTATHYHOCT, UITH MOJYYUTE HIKOE OT CICIHUTE:
3a7yX, ¢1aboCT, 3aMasiHOCT, TIPUMAISIBaHE, TIPUTIAJIBK WIH MTOYTH MPHUIAIBK, 00JIKA B I'BPAUTE
HJIK IIOJAYBaHC Ha KpaKaTa

o aKo “MaTe YepHOAPOOHU NMPOOJIEeMH, BKIFOUUTEITHO aKO HAKOTa CT€ UMAaJIM WM Cera UMaTe
uH(peknus ¢ xenaTut B (MH}exusa Ha YepHUs 1pod)

o aKO MMaTe BUCOKO KPHBHO HAJSATaHE

o aKO HACKOpO CTEe MMaJIM HIKAaKBa OIepalusi, 0COOEHO ako TOBa MOKE Jja OBJIUAE HA HAYMHA, [0
KOWTO yCBOSIBaTE XpaHa MIIH JIEKapCTBa Ipe3 cTOMaxa WM depBara

o aKo IUTAHUpATe J1a UMaTe HAKaKBa orepanus — Bammsar nexap Moxe 1a Bu momomnu na cpere

npuema Ha IMBRUVICA 3a xpatko Bpeme (3 10 7 1HH) IpEu U e onepalusTa.
o aKko nmare ObOpedHH MpPobIEMHU.

AKo HsIKOE OT H30pOEHUTE MO-TOpe ce OTHACS A0 Bac (nnm He cTe curypHu), ropopere ¢ Bamms
nekap, papMaieBT WM METUIIMHCKA CECTPa, IPEIH WK JI0KATO MpHeMaTe TOBa JIEKAPCTBO (BIKTE
To4ka ""Bb3MOKHHN HexKeJIaHU peakuun').

IMpu npuem Ha IMBRUVICA, He3abaBHO kaxxeTe Ha Bamms nexap, ako 3a0enexure Hi HIKOH
3abenexu npu Bac: 3ary0a Ha nmaMmeTTa, 3aTpyJHEHO MHCJICHE, 3aTPYAHEHO XOICHE WU 3aryoa Ha
3PEHHUETO — TOBa MOXKE JIa CE JbJDKU Ha MHOTO PSIJIKA, HO CEpUO3Ha UH(DEKIUSA Ha MO3bKA, KOSTO MOXKE
Jia IPUYMHU CMBPT (TIporpecupaiia myatudokanHa geBkoeHnedanonarus wiv [IMJT).

HesabaBHo choOieTe Ha Bamus jiekap, ako 3a0eiexnuTe Wid HAKOU IpyT 3abeexu npu Bac:
BHE3aITHAa CKOBAHOCT MJIM CJIa0OCT Ha KpalHHIIMTE (0COOCHO OT €JHaTa CTPaHa Ha TSUIOTO), BHE3aITHA
00BPKAHOCT, 3aTPyIHEHHUE B TOBOPA MJIH Pa3dMpaHeTo Ha ped, 3aryba Ha 3peHue, 3aTPyTHEHO XOICHE,
3ary0a Ha paBHOBECHE HJIU JIUIICA HAa KOOPAMHAIIUS, BHE3AIMHO CUIHO TJ1aBo0oMe 0e3 n3BecTHa
npuyrHa. ToBa MOYXKe J1a ca MPHU3HAIM K CHMIITOMH Ha HHCYJIT.

Kaxete Bennara Ha Bamms mekap, ako, cinen kato cripetre IMBRUVICA, onydnte 6oika B JisBaTta
rOpHa 4acT Ha KopeMa, 00JIKa BIISBO IO pedpara MM Ha BhpXa Ha JISIBOTO CH paMo (TOBa MOXE Ja
OBlIaT CUMITTOMH Ha pa3KbCBaHE Ha JaJlaka).

EdexTn BbpXY cbpLETO

Jleuernneto ¢ IMBRUVICA moxxe ia 3acerHe cbpLeTo, 0COOCHO aKo Beue UMaTe ChPIEHHO
3a00JsIBaHe, KaTo HaIp. MPOOJIEMH C PUTHMa, ChpJIeYHa HEJOCTATHYHOCT, BUCOKO KPHBHO HANATAHE,
uMare 1uabeT WiK CTe B HarpeaHaa Bs3pact. Edexture Moxe 1a ObIaT TEKKH U J1a TPUIUHST
CMBPT, BKIIOUUTEIHO MOHAKOra BHe3anHa cMbpT. Chpaeunarta Bu GpyHkus e ce mpoBepsiBa npeau
u o Bpeme Ha sieueHrero ¢ IMBRUVICA. Kaxere Beqnara Ha Bammus sekap, ako 1o Bpeme Ha
nedenne ¢ IMBRUVICA nouyBcTBatTe 3a7yx, 3aTpyJHEHO AWIIAHE B JIETHAJIO MOJIOKEHNE, OTHYaHE
Ha cThIIaNaTa, TIe3eHUTE WM Kpakara 1 ci1adocT/yMopa - ToBa MOXKe Jja ObJaT Npu3Haly Ha
Chp/ACYHA HEJOCTAThYHOCT).
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ITo Bpeme Ha meuenune ¢ IMBRUVICA Moxe na pazBuete BUPYCHH, OAaKTEPUATHY WU T'HONTHH
uHdekmu. CBBpKeTe ce ¢ Bamus nexap, ako nMaTe MOBHUIIIEHA TEMIIepaTypa, BTpUcaHe, cladocr,
00BPKAHOCT, OOJIKU B TSJIOTO, CHMIITOMU Ha HACTUHKA WJTU TPUII, yMOPA WIH 33]1yX, TOXKBITSIBAHE HA
KOXarta win ounte (KbATeHUIa). ToBa MOXKe J1a ca MpU3HAIM Ha UH(EKITU.

XeModaronuTHa JUMHOXHCTHOLUTO3A

Psinko ce choO111aBa 3a MpeKOMEPHO aKTUBUPAHE Ha OSTUTE KPhBHU KJIETKH, CBBP3aHO C Bh3MAJICHUC
(xemoaromuTHa TUM(OXUCTHOIINTO3a), KOETO MOXKE J1a IOBEJE 0 CMBPT, aK0O HE C€ TUArHOCTUITIPa
U JIEKyBa paHo. AKO TIOJy4YHUTe MHOXKECTBO CHMIITOMH KaTO MOBHIIICHA TEMIIEpaTypa, MOIyBaHe Ha
JKJIE3UTE, CHHHHU WM KOXKEH OOPHB, CBBpPIKETE ce He3a0aBHO ¢ Bamus nekap.

H3caeaBanus u nperJieau Npead U Mo BpeMe HA JieYeHHETO

Cunnpom Ha TymopeH paznaj (CTP): nabmiogaBanu ca HeoOMUYaiiHM HUBA HA XUMHYHU BEIIIECTBA B
KPBBTa, IPUYMHEHHU OT OBP30 paszpyllaBaHe HA PAKOBUTE KJIETKH MO0 BpeMe Ha JIeYeHUE Ha pak, a
MOHSKOTA JTIOpH U 0e3 euenne. ToBa Moxe /1a JoBezie 10 MpoMeHH B Ob0pedHaTa QyHKINS, HapyIlleHa
ChpJeYHa AeHHOCT WIH MPUTIAAbIN. Bammsar ekap wiu ApyT METUIIMHCKH CIISIIHATNCT MOXKE Ja
HaIpaBy KPbBHU M3CIeABaHuUs, 3a aa nmpoBepu 3a CTP.

Jlumdonuroza: JIabopaTopHH M3CIEABAHUS MOXKE J1a TIOKa3BaT yBEIUUEHHE Ha OETIUTE KPBBHU KICTKH
(napeuenn "nmumonuTu") BB BamaTta KpbB npe3 MbPBUTE HIAKOJIKO CEIMHIIN OT JieueHneTo. Tosa 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 IPEIX WIIH 10 BpeMe Ha JICYCHUETO
U B PEIIKU ClIyyad MOXe Jia ce HaJloxKu 1a Bu npennuiie apyro sexkapcrso. I'oBopete ¢ Bamus nexap
KaKBO O3HA4aBaT Pe3yJITaTUTE OT U3CIEIBaHUATA.

Cu0utusi, CBbp3aHu € YepHUs Opo0: BammsaT gexap mie HanpaBy HAKOM KPbBHU M3CIIEIBAaHUS, 32 1
MPOBEPH NI YepHUAT By 1po06 paboTu npaBuiHo, Ye HIMaTe HHMEKIU Ha YepHUS Ipo0, M3BecTHA
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 U3IMo3Ba MpH Jela U FOHOIIH.

JApyru nekaperea u IMBRUVICA

WNudopmupaiite Bamms nexap wim dapmanesT, ako preMaTe, HACKOPO CTe MpUeMalli WA €
BB3MOXKHO JIa TIpUeMeTe JIPyTH JeKapcTBa. ToBa BKIIFOUBA U JIEKAPCTBA, OTITYCKAaHHU O3 perierTa,
OMIKOBU JIEKapCTBa U XpaHUTETHU J00aBku. ToBa e Taka, 3amoto IMBRUVICA moxe na moBiusie

HayMHa Ha IEUCTBUE Ha APYTH JIEKapcTBa. Hskou apyru gexkapcTBa ChIO MOTAT J1a TMOBIHSAT HAUWHA
Ha nerictBue Ha IMBRUVICA.

IMBRUVICA mo:ke 1a IOBHIIM CKJIOHHOCTTA KbM KbpBeHe. ToBa 03Ha4aBa, ue Bue TpsOBa na
KaxeTe Ha Baius nekap, ako mpuemate Ipyry JIEKapCcTBa, KOUTO YBEIMYaBaT pUcKa OT KbpBeHe. Toa
BKJIFOYBA!

o aleTUICATMINIIOBA KUCEJIMHA U HECTEPOUAHN poTuBoBb3nanuTentu cpeactsa (HCIIBC) karo
nOympodeH MM HampOKCeH

. JIEKapCTBa, pa3pexaally KpbBTa KaTo Bap(apuH, XenapuH WU IpyTu JIEKapcTBa 3a JIeYeHUe Ha
KPBBHH ChCUPELU

. J00aBKH, KOUTO MOTAT J]a IOBUIIIAT PUCKA OT KbPBEHE KaTo pHOCHO Maciio, BUTaMuH E wuiu

JICHCHO CCMC.

AKo HSKOE OT U30pOCHUTE MIO-TOpe ce OTHAcA 0 Bac (wim He cre curypHu), ropopete ¢ Bamus
nekap, (apManeBT Wi MeJUIMHCKA cecTpa, npeau aa npuemere IMBRUVICA.
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Cohiuro Taka kaxkere Ha Bamus jexap, ako npueMare HsIKoe 0T H30POEHUTE JieKapcTBa —
Edexture Ha IMBRUVICA wmnm npyry iekapcTBa Morat J1a ObIaT MOBJIHMSHHE, aKo IIpHeMaTe
IMBRUVICA 3aenHo ¢ HSIKO€ OT CJIEIHUTE JIEKapCTBa:

. JIeKapCcTBa, HAPEUYECHN aHTUOMOTHITH, 3a JICUCHNE Ha OaKTepHaTHH NHOEKITH —
KJIAPUTPOMUITUH, TSIIUTPOMUIIMH, ITUTIPOQPIIOKCAIIUH, SPUTPOMUIIUH HIH PUDAMITUIIMH

o JICKapCTBa 32 JICUCHUE Ha ThOMYHU HH(DEKIIMU — IT03aKOHA30J1, KETOKOHA30J1, UTPAKOHA30JI,
(ITyKOHA301T VITH BOPUKOHA30IT

o JieKkapcTBa 3a jeueHue Ha XM B uHdekus — puToHaBup, KOOUIUCTAT, HHIUHABHD,
Hen(UHABHUp, CAKBUHABHD, aMIIPEHABUD, aTa3aHaBUp WK (HO3aMIIPEHABUD

o JIeKapCTBa 3a MPEIOTBPATIBaHe Ha TaJIeHe W TIOBPBIIaHe, CBhP3aHU ¢ XUMHOTEpAIns —
anpenuTaHT

o JICKapCTBa 3a JICUCHHE Ha Jienpecus — He(ha3o10H

o JICKapCTBa, HAPEUCHU KMHA3HU MHXUOMUTOPH, 3a JICUCHUE Ha JPYTH BUIOBE 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 JICYEHUE HA BUCOK XOJIECTEPOI — pO3yBaCTATHH

o JIEKapCTBa 3a ChPIIETO/aHTHAPUTMUYHH CPEJICTBA — AMUOIAPOH WU IPOHEIApOH

o JIeKapCTBa 3a MPEIOTBPATIBaHE HA IHPUYOBE HIIM 32 JICUCHUE HA CMTUIICTICHS, WITH JIeKapcTBa 3a

JedeHue Ha O0JIC3HEHO ChCTOSIHUE Ha JIMIETO, HApEeUYeHO TPUTEMHHAIHA HEBPAJIT U —
kapOamazennH Wi GEeHUTONH.

AKO HAKOE OT U30pOCHUTE MO-TOpe ce OTHAcs A0 Bac (vim He cTe curypHu), ropopete ¢ Bamus
nekap, papmaneBT Wi MeJUIMHCKA cecTpa, npean aa npuemere IMBRUVICA.

AKo mprieMaTe AUTOKCHH, JIEKapCTBO U3IMOJI3BaHO NPH CHPIACYHH MTPOOIEMHU, HITH METOTPEKCAT,
JIEKapCTBO, U3IIOJI3BaHO 32 JICYEHUE Ha JPYTH BUIOBE PaK U 3a HaMaJsiBaHE aKTHBHOCTTA HA MIMyHHATa
cucTtema (Harp. 3a peBMaTOUACH apTPUT W TICOPUA3HC), TOW TpsiOBa Ja ce mpruemMa Hall-Mallko 6 gaca
npeau unu cinen IMBRUVICA.

IMBRUVICA ¢ xpana

He npuemaiite IMBRUVICA ¢ rpeiindgpyT niu ceBWICKH NOPTOKAIHU (TOPYMBH MOPTOKAJIN) —
TOBA BKJIIOYBA S/ICHE Ha IUIOJI, TMEHE Ha COK WJIM MpHeM Ha J00aBKa, KOSITO MOXKeE J1a IO ChAbPIKa.
ToBa e Taka, 3a110TO TOBa MOXe Jia yBennun konudectBoto Ha IMBRUVICA B kpbBTa.

BpeMeHHOCT 1 KbpMeHe
He 3abpemensiaiite, nokato npuemate Tosa iekapctBo. IMBRUVICA He TpsiOBa 1a ce n3noissa mno
BpeMe Ha OpemenHocT. Hsama nadopmanus 3a 6e3onacnocrra Ha IMBRUVICA npu OpeMeHHH >KeHH.

JKenwnre B nerepogHa Bb3pact TpsOBa Ja U3MOI3BAT BUCOKO e(peKTUBEH METOJ 32 KOHTPOJI Ha
paxaaeMocTTa o BpeMe Ha u 110 Tpu Mecera cien npuemane Ha IMBRUVICA, 3a ga npenotpatsr
3abpemensiBane, Jokato ce jJekyBaT ¢ IMBRUVICA.

o Kaxere na Bammus nexap He3abaBHO, ako 3a0peMeHeeTe.
o Heneiite na kppmuTe, 10KaTO MpHEMAaTE TOBA JIEKAPCTBO.

Hlodupane u padora ¢ MAIIMHU

Bue moxxe na ce uyBcTBaTe yMOpeHH WK 3aMasiHu cien npueM Ha IMBRUVICA, koeto moxe na
OKaKe BIMSIHHE BBPXY criocoOHOCTTa BU 1a modupate nim ga paboTHTE ¢ HHCTPYMEHTH HITH
MaIIVHH.

IMBRUVICA cbabp:ka JakTo3a
IMBRUVICA cpabpxa nakto3a. Ako Bammsr nekap Bu e ka3an, e nmaTe HEOHOCHMOCT KbM
HSIKOU 3aXapH, CBBPXKETE CE C HEro, IIPEIH Ja IIPUEeMeTe TO3H JIEKapCTBEH IPOIYKT.
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IMBRUVICA cbabp:ka HATPHId
IMBRUVICA cbabprxa mo-manko ot 1 mmol Hatpuii (23 mg) Ha 1034, T.€. IPAKTUYCCKU HE ChIbpiKa
HaTpuil.

3. Kak na npuemate IMBRUVICA
Bunaru npuemaiite ToBa JIeKapcTBO TOUYHO KakTo Bu e ka3zan BamusT nekap, papmanesT wim
MEIHNIIMHCKA CecTpa. AKO He CTe CHTYpPHH B HEllo, monuTaite Bamms gexap, ¢papMareBT wiu
MEIHNIINHCKA CECTpa.
Koako na npunemare

ManrenHokjeTb4YeH JuMmpom (MKJI)

[Ipenopruntennata no3a IMBRUVICA e 560 mg BeaHBX THEBHO.

XponuuHa JumdouutHa jJeskemus (XJIJI)/MakporinooyanHemus Ha Waldenstrom (MW)
IIpenoppuntennara noza IMBRUVICA e 420 mg BeAHBX THEBHO.

Bamusr nexkap Moxe Ja KOpurupa gosaTta.

IIpuem Ha JieKapcTBOTO

o [Tpuemaiite TabneTkuTe mepopaHo (IIpe3 ycTara) ¢ yaiia BoJa.
o ITpuemaiite TabneTKUTE MPUOINZUTETHO IO €THO U CHILO BPeMe BCEKH JACH.
. [ormpmaiite Tabnerkure nenu. He ru uymnere wim apBYeTe.

AKo cTe mpuesu moBedve oT Heodxoaumara no3a IMBRUVICA
Ako cte npuenu nosede oT HeoOxoaumara go3a IMBRUVICA, rosopere ¢ iekap Ui OTHAETE B
OonHMIa 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 HAl-CKOPO B CHLIHS JEH C
BpBIIaHE KbM HOPMaJHaTa CXeMa Ha Clie/IBallHs JICH.

o He B3emaiiTe qBOMHA 71032, 33 Jja KOMIIEHCHpATEe TPOITyCHATATA JI034.

o AKoO He CTe CHT'YpHH, ToBopeTe ¢ Bamms nekap, GapManeBT nim MeTUIIMHCKA CecTpa 3a TOBa,

KOra ia npueMeTe ciieaBaniara 103a.

AKxo cTe cipesu npuema Ha IMBRUVICA

He criupaiite na npuemare ToBa JieKapcTBO, OCBEH ako Bamusit iekap He Bu kaxe.

AKO MMaTe HIKAKBH JIOMBJIHUTEIIHNA BBIIPOCH, CBBP3aHU € yIoTpebara Ha TOBa JICKAPCTBO, MOMHUTANTE
Bamus nexap, hapmaiieBT Wi MEAMIIMHCKA CECTpa.

4. Bb3MOKHHN HeKeTaHU PeaKIuu

KakTo Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BHUKA HEXCIIAHU PpEaKIIUH, BBIIPEKU Y€ HE
BCCKH I'l TIOJTy4aBa.
HpI/I TOBA JICKApCTBO MOTaT Aa CC MOABAT CJICAHUTEC HEKCIIaHU PCaKIIN:

Cnpete 1a npuemate IMBRUVICA u ka:xere Ha jJeKap BeJHAra, ako 3a0ejie;KuTe HIAKOS OT
CJIeJHUTE HeKeJIAaHU PeaKHuu:

C’bp651HI, HaJWuTrHaT O6pI/IB, 3aTPyAHEHO AMIIAHE, II0AYyBAaHE HA JIUIIETO, YCTHUTE, €3UKa WIN I'bPIIOTO —
MO3K€ J1a UMaTe aJlepruiHa peakius KbM JEKapCTBOTO.

KaxeTte Ha JIEKap BeaHara, axko 3a0eJ1e;KNTe HAKOSA OT CJEAHUTE HesKeJTaHu pPe€aKkumm:

MpHuoro yectn (Moxe /a 3acerHat noseue oT 1 Ha 10 gyrn)
o MOBHIIIEHA TEMITEPATypa, BTPUCAHE, OOJIKU B TAJIOTO, OTIAIHAIIOCT, CAHMIITOMH Ha HACTUHKA WIIN
TpHII, 33IyX — TOBA MOXE J1a ca MpU3HaIK Ha HHpeKnus (BUpycHA, OaKTepHaHa WiIN I'HONTHA).
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Moske 1a BKITFOUBA HH(EKINH Ha HOCA, CHHYCHTE WU I'bPIIOTO (MH(EKINS Ha TOpHHUTE
JMXaTeJTHN TBTHIIA), WK Ha OelHs Apo0, WK Koxkarta

CHHMHU WJIM NOBUIIEHA TEHACHIMS KbM 00pa3yBaHe HAa CHHUHH

adTu B ycTara

3aMasHOCT

riaBo0osme

3arek

rajieHe Wix IOBPbIIaHe

HapyLICHO XpaHOCMUJIAHE

Iuapusi, MOXe 1ia ce HaJoXKu Bammsr nekap na Bu nane BonHO-coneBr pa3TBOp WM APYTO
JIEKapCTBO

KOXKeH 00pHuB

OoJIe3HEHM PBIlE HIIH KpaKa

0oJkH B rbp0a MM OOJIKH B CTaBUTE

MYCKYJIHHU CIIa3MH, OOJIKH WU CIIa3MHU

HUCBHK OpOii Ha KIIETKUTE, KOUTO TIOMarat Ha KPbBOCHCHPBAHETO (TPOMOOITUTH ), MHOTO HUCHK
Opoii Ha OenuTe KPBBHU KIETKH — ITPU KPbBHU U3CIICIBAHMUS

yBeIu4aBaHe Ha OpOs WM CHbOTHOILICHHETO Ha OENUTE KPBBHU KIETKH, TIOKA3aHO B KPBBHHUTE
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(PEKIUI Ha OpraHn3Ma (CErcuc)

WHQEKIUY Ha TUKOYHUTE IHTUIIA

KbPBEHE OT HOCa, MaJIKK YEPBEHHU HJTU JIMJIABH [IETHA, B PE3YJITaT OT KbPBEHE IOJ1 KOXKaTa
KbPBEHE OT CTOMaxa, yepBara, KpbB B U3NPAKHEHUATA WM YPHHATA, TIO-TEKKH MEHCTPYAIHU
IIUKJTM WK KbPBEHE OT TpaBMa, KOETO HE MOXKETE Jla CIIpeTe

ChpJIeYHa HEJOCTaThYHOCT

IPOITyCHATH CHhPJICYHH yIapH, cial Wi HepaBHOMEPEH ITyJIC, 3aMasiHOCT, HEJIOCTHT Ha BB3/YX,
JUCKOM(OPT B I'bPJUTE (CUMIITOMU Ha TIPOOJIEMHU ChC ChPJCYHUS PUTHM)

HUCBHK Opoii Oeni KpBBHU KIIETKH ¢ Tpecka ((peOpriiHa HeyTpOTICHHS)

HEMeJIaHOMEH KO)KEH PaK, Hali-4eCTO CKBaMO3HOKJIEThUYCH M 0a3aTHOKIETHYCH KOXKEH paK
3aMBIIICHO 3pCHUE

3a4yepBsBaHe Ha KoXKara

BB3MaJIeHHe Ha OenuTe 1podoBe, KOETO MOXKE J1a IOBEJIE JI0 TPAHO YBpeXKIaHe

BHCOKO HMBO Ha MMKOYHA KUCEJMHA B KPHBTA (ITOKAa3aHO B KPHBHHUTE M3CIIE/IBAHMS), KOCTO
MOJKe Jia MIpe3BHUKa MoJlarpa

YYIUIUBH HOKTH

BHE3AITHO YBpEXJIaHe Ha ObOpenure

CJ1aboCT, CKOBaHOCT, U3TPBIIBAHE MU OOJIKA B PHIETE MM KpaKaTa, WK B JPYTH 4YacTH Ha
TSOTO (TepudepHa HEBPOMATHS).

Heuectn (Moxxe a 3acerrat 10 1 xa 100 mgymu)

YepHOAPOOHA HEOCTATHYHOCT, BKIIFOUUTEITHO CIy4au C JIETAIEeH U3X0]

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, IPHYMHEHU OT OBbP30 pa3pyliaBaHe Ha
PaKoBUTE KJIETKH MO BpeMe Ha JIeUeHHE Ha paK, a IOHIKora J0py U 0e3 JieueHune (CHHAPOM Ha
TYMOPEH pasIan)

ajiepruyHa peaxius, MOH;IKOra TeXKKa, KOsITO MOXKe J1a BKII0YBA OTOK Ha JINLETO, YCTHUTE,
ycTarta, e3uKa WM T'bPI0TO, 3aTPYTHEHO NPErIbIaHe UiTH TUIIaHe, ChpOsI 00prB

(ypTukapus)
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Bh3MAIICHUE HA MOJIKOYKHATA MACTHA ThKaH
BPEMCHEH €MH30/] Ha MOHWKEeHA (DYHKITUS HAa MO3bKa UITH HEPBUTE, MPUUNHEHA OT MPEKbCBAHE
Ha KPhBOCHAOISIBAHETO, HHCYIIT.

KPBBOU3IMB B OKOTO (B HIKOM CIIy4dad, CBbP3aH ChC 3ary0a Ha 3peHue)

ChbpACYCH apecT (ChpLEeTo cnupa aa oue)

HEOOMYaiHO yCKOpeHa chpAeyHa JeHHOCT

00J1e3HEHO pa3a3BsiBaHE HA KoXkaTa (ITHOAepMa raHrPEHO3YM) WM YePBEHH, HAJAUTHATH
0oJe3HEeHM IJIaKH 110 KOXKaTa, MOBHUIIIEHA TEMIIEpaTypa U yBeIndaBaHe Ha Oposi Ha OenmuTe
KPBBHHU KJIETKH (TOBa MOXe Ja ObAaT MpU3HALK Ha 0cTpa (eOpuaHa HeyTpo(UIHA 1epMaTo3a
unu cuapoM Ha Cywur)

MaJIKka, YepBeHa MMOJyTHHA MO KOXKaTa, KOATO MOXKeE JIECHO Ja KbpBHU (TMOTCHEH rPaHYIIOM)
Bb3NaJICHH KPbBOHOCHH CHJIOBE B KOXKATa, KOETO MOXKE J1a IOBEJE O OOPUB (KOKEH BACKYJHT).

Penxn (Moxe na 3acernar o 1 Ha 1 000 myrm)

3HAYUTEIHO yBEINYaBaHe Ha Oposi Ha OelnTe KPhBHU KIETKH, KOGTO MOYKE 3 IPHIHHI
ClICTIBaHE Ha KJIETKUTE

TEKBK OOpUB ¢ MEXYPH U JIFOILEHE Ha KOXKaTa, 0COOEHO OKOJIO yCTaTa, HOca, OYUTE U IOJIOBUTE
opranau (cuaIpoM Ha CTUBBHC-/[KOHCHH).

Chol0maBaHe HA HesKeJIAHH PeaKIuu

AKXO ToTyunTe HAKAKBU HE)KEIIAHU JICKAPCTBEHN PEaKLUy, yBeroMeTe Bamms siexap, hapmaneBT wim
MeIUIuHCKa cecTpa. ToBa BKIIIOYBAa BCHYKH Bb3MOYKHI HEOITMCAHU B Ta3W JIMCTOBKA HEXKEIAHH
peakuu. MoxeTe ChIIO J1a ChOOIINTE HEXKENaH! PeaKluu TUPEKTHO Ype3 Hal[oOHaTHATa CHCTEMa 32
ChOOIIaBaHE B:

M3meinHUTENHA areHnus 1Mo JIeKapcTBaTa

yi. ,,JJamsia ['pyeB” Ne §

1303 Codus

Ten.: +359 2 8903417

yebcaitt: www.bda.bg

Kato cho0miaBare HexxelnaHH peakiiy, MOXKETe Ja 1a/IeTe CBOS TPUHOC 3a TI0JTy4aBaHe Ha MOBeUe
WHQOpMAIUS OTHOCHO 0€30MaCHOCTTA Ha TOBA JIEKapCTBO.

5.

Kak na cbxpansaBate IMBRUVICA

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

He u3non3BaiiTe TOBa JIEKAPCTBO CJIE]] CPOKA HA TOAHOCT, OTOEIISA3aH BhPXY KapTOHEHATa ONaKOBKa
cien ,,l'onen n1o:”. CpOKBT Ha TOTHOCT OTTOBAPS HA MOCIEIHUS JCH OT ITOCOYCHHUS MECEII.

To3u ileKkapcTBEH NMPOAYKT HE U3MCKBA CIIEUAIIHU YCIOBHUS HA ChbXPaHEHHUE.

He usxBbpisiiTe nekapcTBaTa B KaHAIU3alMATa WIM B KOHTEMHEpPaA 3a JJOMAIIHU OTHaAbIIH.
ITonuratite Bamms hapmaneBT kak Jja H3XBBPIISATE JIEKAPCTBATa, KOUTO Beue He U3nosBare. Te3u
MEpKH 11I€ CIOMOTHAT 3a Olla3BaHE Ha OKOJHAaTa cpeja.

6.

Cun)pma}me Ha OIMaKOBKaTa U JONIbJHUTE/IHA I/IH(l)OpMaIII/IH

Kakso cpabp:xka IMBRUVICA

AKTHUBHOTO BEIIECTBO € HOPYTUHUO.

- IMBRUVICA 140 mg ¢pmimupanu tabnerku: Besika tabnetka cpappika 140 mg
nopyTHHHUO.

- IMBRUVICA 280 mg ¢puimupanu 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
HOpyTHUHUO.

. Hpyrute cbcTaBky 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 JIKOXO0JI, MAKPOTOJ, TaJK, TUTaHOB Auokcua (E171);
IMBRUVICA 140 mg ¢punmupanu tadierkn 1 IMBRUVICA 420 mg dbunmupanu
TaOJETKH ChIBPIKAT CHITIO YepeH xkene3eH okcuna (E172) u xbit xene3ed okcun (E172)
IMBRUVICA 280 mg ¢punmupanu TabiaeTKu ChIbPKaT ChILO YePEH JKEIe3eH OKCUJ
(E172) n yepBen xene3en okcup (E172)

IMBRUVICA 560 mg ¢puimupanu TabJIeTKH ChIABPKAT CHINO YEPBEH JKEIE3eH OKCHT
(E172) n xopat xenezen okeup (E172).

Kak m3rie:xxna IMBRUVICA u kakBo ¢ChIbpiKa ONaKOBKAaTa

IMBRUVICA 140 mg duimupanu TabiaeTku

JKbnro-3enenu 1o 3eseHu Kpbriy Tabnetku (9 mm), ¢ Haanuc “ibr” ot enmHaTa crpaHa u “140” ot
npyrara ctpaHa. Besika kapToHeHa KyTrs 3a 28 THH ChIbpxa 28 pummupanu TabieTky B 2 KapTOHEHH
OTIaKOBKH THII ,,IopTdhein’ ¢ 14 punmupann TabneTku Beska. Besika kaproneHa kytus 3a 30 gau
cbpabpka 30 punmupanu TabneTK B 3 KapTOHEHU OMAKOBKHU THII ,,IOpTdein ¢ 10 dpunmupanu
TabJeTKH BCSKA.

IMBRUVICA 280 mg dhunmMupanu tabJIeTKH

Jlunasu npoabiroBaT Tabnetku (15 mm abmkuHa M 7 mm MMpHHA), ¢ HAAMHC “ibr” OT eqHaTa
ctpaHa u “280” ot npyrara cTpaHa. Beska kapToHeHa KyTHs 3a 28 JHH ChABPKA 28 QUIMUpaHA
Ta0JIETKN B 2 KapTOHEHHW OMAaKOBKH THIT ,,opTdeitn* ¢ 14 dunmupanu TabneTku Besika. Besika
KapToHeHa KyTus 3a 30 1au cbabpka 30 puamMupanu TabIeTKH B 3 KAPTOHEHU OMIAKOBKU THIT
Hrnoptdeitn® ¢ 10 dummupanu TabIeTKH BCSKA.

IMBRUVICA 420 mg dunMupanu tabJIeTKU

JKbnTo-3enenu 10 3eyeHu npoabiiroBatu Tabnerku (17,5 mm abokuHa U 7,4 mm MIUPHUHA), C HAJIIUC
“ibr” ot exnHara crpaHa u “420” ot ApyraTa cTpaHa. Besika kapToHeHa KyTus 3a 28 THU ChIbpKa

28 ¢unmMupanu TabNeTKH B 2 KAPTOHEHU OMAKOBKH THUT ,,lTOpThein’ ¢ 14 ¢punmmupanu tadneTkn
Besika. Besika kaproneHa kyTus 3a 30 UM cbbpixka 30 puamupany TabeTK B 3 KapTOHEHU
OTIaKOBKH THII ,,IopTdheiin ¢ 10 ¢punmupann TabIETKH BCSIKa.

IMBRUVICA 560 mg dwimupanu TabiaeTku

Kbt 10 opamkeBu npoapiroBaty TadseTku (19 mm apmkuaa 1 §,1 mm mmpuHa), ¢ Haamuc “ibr”
OT elHaTa cTpaHa u “560” or apyrara ctpana. Besika kapToHeHa KyTus 3a 28 THU ChAbpXKA

28 punmupaHu TabNETKH B 2 KAPTOHEHHU OTIAKOBKH THII ,,TIOPTein ¢ 14 ¢punmupanu tabieTku
Besika. Besika kapronena kyTus 3a 30 U cbabpika 30 punmupany TabeTK 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 JOBIHATENHA HHPOPMAITUS OTHOCHO TOBA JIGKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHHSI
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

»okoHCHH & [[xoHchH 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: 0800 086 9247 / +49 2137 955 6955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

EALGda

Janssen-Cilag ®oppakevtiky Movorpoomnn
A.EB.E.

TnA: +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 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

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



Ireland Slovenija

Janssen Sciences Ireland UC Johnson & Johnson d.o.o.
Tel: 1 800 709 122 Tel.: +386 1 401 18 00
medinfo@its.jnj.com JNJ-Sl-safety@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

Kdbzpog Sverige

Bopvéapag Xattnmavoyng 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 Mpepa3riexaane Ha JuctoBkara 02/2025

JApyru u3ToYHUIIM HA HHPOpMaIUs
IMoxpoOHa uH(popMalus 3a TOBA JIKAPCTBO € MPeA0CTaBeHa Ha yeOcalita Ha EBponeiickaTa areHuus
1o Jiekapcteata https://www.ema.europa.eu.
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