3bMPEH U3BEIITAJ 3A OCOBMHUTE HA JIEKOT

Tecentriq/TeuenTpuk (atezolizumab) 1875 mg pacTBop 3a HHjeKTHpambe



1. IME HA JIEKOT, JAUMHA 1 ®PAPMAIIEBTCKA JO3UPAHA ®OPMA

Tecentrig/Tenentpuk 1875 mg, pacTBop 3a MHjeKTUpPAHE

2. KBAJIUTATUBEH U KBHATUTATUBEH COCTAB
Enna Bujana ox 15ml, pactBop 3a uHjexTHpame, coapxu 1875mg atezolizumab.

Cexkoj ml oz pacTBopoT cozpxu 125mg atezolizumab.

*Atezolizumab e xymanusupanHo IgGl MOHOKIOHAJIHO AHTUTENO MPOTUB JIMTAHJ PELENTOp
nporpamupa 3a kierouHa cMpt | (aurnucku programmed death ligand 1, PD-L1) npou3sBeaeHo
co Fc-umKeHepuHr BO KJIETKM Ha jajHULM OJi KMHECKHM Xpyak co pekomObuHanTHa JIHK
TEXHOJIOTHja.

ExcupnueHc co nmo3Hart edext

Cexoja Bujana ox 1875 mg Tecentriq coapxu 9 mg nonucop6bar 20.

3a 1eJI0CHA JIMCTA Ha EKCIUITMEHCH, BUIETE BO AenoT 6.1.

3. DPAPMAIIEBTCKA TO3UPAHA ®OPMA
PacTBOp 3a MHjeKTUpambE.

buctpa, 6e3bojua m0 cnabo xonTeHukaBa Te4yHocT. PactBopor uma pH ox 5,5-6,1 u
ocmosapHocT of; 359 - 459 mOsm/kg.

4. KIMHUYKH IIOJATOLIA

4.1 TepaneBTCKH HHAHMKALMHU

VYporenen kapuubgom (UC)

Tecentriq kako MOHOTepamnuja € WHAMLMPAH 32 JIEKyBalke Ha BO3PACHU MALMEHTU CO JIOKATHO
HamnpeaHaT WK MeTacTasupaH ypoTeneH kapuuHoM (aHrnucku urothelial carcinoma - UC):

e  KOM MPETXO/IHO NPUMaJle XeMOTpaluja Koja COAPIKH MIaTHHA I
e [AlMEHTH KOU Ce cMeeTaar 3a HeroJOOHHU 3a JIEKyBame co cisplatin, ¥ YK TyMOpH UMaaT
PD-L1 excnpecuja > 5% (Bugete nen 5.1).

Pan-cTagyM Ha HE-CUTHO }gﬁw: MHOM Ha 6enu apobosu (NSCLC)
N JE, ’7
b




knetku (TC) u kou Hemaar EGFR-mytupan wnu ALK-nosutuen NSCLC (Bumu nen 5.1 3a
CEJISKTUBHU KPUTEPUYMH).

Hanpennatr NSCLC

Tecentriq Bo komOuHanuja co bevacizumab, paclitaxel u carboplatin e wunauIMpan 3a
NPBOJMHUJCKM TpPeTMAaH Ha BO3pacHM TMAllMEHTH CO METacTaTCKU He-CKBaMO3€H He-
CUTHOKJIETOYEH KapLMHOM Ha Genute n1podoBu (anrnucku non-small cell lung cancer - NSCLC).
Kaj nauuentn co EGFR myrauuja unu ALK-nos3utuBen NSCLC, Tecentriq, Bo komOuHauuja co
bevacizumab, paclitaxel u carboplatin, e wWHAMUMpaH camMO MO HEycnex Ha COOJBETHHUTE
TapreTupaHu Tepanuu (Buzere gen S.1).

Tecentriq, Bo komOuHauMja co nab-paclitaxel u carboplatin, e uHgMIMpPaH 3a NMPBOJMHUCKU
TpeTMaH Ha BO3pacHU MauueHTH co Meractarcku He-ckBamo3zeH NSCLC kou Hemaar EGFR
mytauuja unu ALK nosutuBen NSCLC (Buau men 5.1).

Tecentriq kako MOHOTepaIyja € MHAMLKMPAH 3a MPBOJMHUCKHA TPETMaH Ha BO3PACHU MAIUEHTH CO
METacTaTCKHM He-CUTHOKJIETOYeH KapuuHoM Ha Oenute apoboBu (NSCLC) kou umaar PD-LI
excripecuja > 50% na Tymopcku kietku (TC) unu > 10% Tymop-uHGUATPUPAUKH UMYHH KIIETKU
(IC) u xou nemaat EGFR myrauuja unu ALK-no3utusen NSCLC (Bunu pgen 5.1).

Tecentriq kako MOHOTeparuja € UHAMLMPaH 3a TPETMaH OJ] NpBa JMHUja Ha BO3PACHU MALlUEHTH
co HanpegHat NSCLC kou He ce noio0HM 3a Tepanuja 6a3upaHa Ha ruiatuHa (Buzete jen 5.1 3a
KpUTEpUyMmHu 3a uzbop).

Tecentriq kako MOHOTepanuja € WHAULMPAH 32 JIEKyBalhe Ha BO3PACHU MALMEHTH CO JIOKAIHO
HanpeaHat win meractazupad NSCLC kou nperxoHo npumane xemorepanuja. [lanuenrure co
EGFR wmyrauuja wim ALK-nosutuBen NSCLC TpeGa ucTo Taka Ja MMaar NpPUMEHO
TapreTupaHu Tepanuu npej ynorpebda Ha Tecentriq (Bunere aen S.1).

CuTHO KJIeTOueH KapuuHoM Ha 6enu apooosu (SCLC)

Tecentriq Bo komOuHanuja co carboplatin u etopside, € uHIMLIMpPaH 32 MPBOJUHUJCKH TPETMaH
Ha BO3PAaCHM MAaI[MEHTH CO CUTHO KJIETOUEH KapLMHOM Ha Genu ipoboBu Bo HanpeHa ¢asa (ES-
SCLC) (Bupgere nen 5.1).

TpojHo-HeratuseHd kapuuHoM Ha nojka (TNBC)

XCMOTCpaHI/Ija 3a ME€TacTaTCKa 6OJICCT

XenarouenynapeH kapuuaoMm (HCC)

Harpe/ieH Wi uHonepabusieH xenaTouenynapeH KapuHOM (HCC) O TIPETXO/IHO HE Mpumalie
cucTeMcka Tepanuja (Buau aen 5.1).



4.2 Jlo3upame U HAUMH Ha ynorpeba

JlexyBameTo co Tecentriq Mopa Ja ro MHULMpPa U HabJbylyBa Jiekap CO UCKYCTBO BO JIEKYBabe
Ha KapLIMHOMM.

[TaupeHTH KOM MOMEHTAJHO Ceé Ha HMHTpaBEeHCKa Tepanuja co atezolizumab moxe na ce
npedpnat Ha Tecentriq pacTBop 3a UHjeKTUPame U 00paTHO.

PD-L1 tectupame 3a namyedty co UC mnu TNBC unu NSCLC

Monomepanuja co Tecentrig

JlokoNKy € HaBeIEeHO BO MHAMKalMjaTa, U300pOT Ha MaLMEHTOT 3a TpeTMaH co Tecentriq Bp3
OCHOBa Ha TyMopckaTa ekcripecuja Ha PD-L1 Tpeba na ce noTepau co BaluaupaH TecT (BUAETE
nenoBu 4.1 u 5.1).

Tecentrig 6o kombuHUpana mepanuja

[MTanuenture co nperxoaHo HeTpetupad TNBC Tpeba na ce cenexrupaar 3a TpeTMaH Bp3 OCHOBA

Ha HHUBOTO Ha TyMopckara ekcrpecuja Ha PD-L1 noTBpaeHo co BanuaupaH TecT (BUAETE A
3l ).

ﬂompaﬁ,e

[penopauanara mo3a Ha Tecentriq pacTBop 3a MHjakTuUpame € 1875mg, aaMuHMCTpUpaHa Ha
CeKOoU 3 HeJieNu, Kako LITO € npe3eHThpaHo Bo Tabena 1.

Kora Tecentriq ce anMuHHCTpUpa Kako KOMOMHUpaHa Tepamnuja Be MOJMME Ja ce MOBUKATEe Ha
LIEJJOCHUKTE 30UpHU M3BELUTaW 3a OCOOMHMUTE Ha JIEKOBUTE HAa KOMOMHHMpAHWUTE MpPOLYKTH
(Bugmere nen S5.1).

Ta6ena 1: Iipenopauanu 103u Ha Tecentriq co cyGKyTaHa aiMHHHCTpaNHja

WNuaukanuja | IIpenopayana n03a u pacnopen Bpemerpaewe Ha TpeTMaH
Tecentriq KaKo MOHOTepanuja
1L YporeneH xapuunom (UC) e 1875mg Ha cekou 3 Henenu Jlo porpecuja Ha Gosecra

1LmeTacTaTcKH He-

CUTHOKJIETOYEH KapLUHOM Ha
6enute aqpobosu (NSCLC) / !

WJIK JI0 TI0jaBa Ha
TOKCHYHOCT CO KOja HE MOXKe
Jla ce ynpaByBa

1L NSCLC HenomobeH Ha /’ a
[JIaTHHA | )

1 roguHa ocBeH ako Gonecra
ce MOBTOPH WM Ce T0jaBU
HernpudaTiIiBa TOKCUYHOCT.
Bpemerpaeme Ha TpeTMaH

£
[
Pan craguym na NSCLC ; ‘




Nuaukanmja

Ilpenopayana 1032 U pacnopen

BpemeTpaeme Ha TpeTMaH

nojioiir ox | roguHa He OUII0
UCIIMTYBAaHO.

2L UC

2L NSCLC

e 1875mg Ha cexou 3 Henenu

Jo rybeme Ha KIMHUYKUOT
OeHeduT WK 10 rojasa Ha
HETO/IHOC/IMBA TOKCUYHOCT

Tecentriq Bo koMOHHHpaHa Tepanuja

1L ne-ckBamo3en NSCLC
co bevacizumab, paclitaxel, u
carboplatin

Wupykiyja u 1031 Ha OfpIKyBakbe:
e 1875mg Ha cexou 3 Hepenu

Tecentriq Tpeba fa ce aAMUHUCTpHPA
IPB KOTa Ce JaBa UCTHOT JIeH

Wunykuucka ¢aza (MHALMjaTHA) 32
KoMOuHaIMja (YETUPU UITH LIECT
LUKITYCH):

Bevacizumab, paclitaxel, u nmoroa
carboplatin ce anMUHUCTpHpaaT Ha
CEKOM 3 HeZlenu.

®a3a Ha ofpxcyBame (6e3
xeMorepanuja): Bevacizumab Ha cekon
3 Henenu.

Jo nporpecuja Ha Gonecra
WJIK TOKCHYHOCT CO KOja He
MOJKE J1a Ce yIrpaByBa.
ATUNWYHU OATOBOPH (HA TIp.
WHUIMjaTHA TTPOrpecHja Ha
Oorecra Koja cieau o
HaMmaJlyHBambe Ha TyMOPOT)
6uite 3abenexxaHu co
KOHTHHYHUpaH TPETMaH Ha
Tecentriq mo mporpecuja Ha
Gonecra. TpermMaHoT 10
nporpecyja Ha GoJsiecta
Tpeba 1a ce 3eMe BO
MPE/IBUJI CO OJUTYKa Ha
JIEKapoT.

1L ne-ckBamozeH NSCLC
co nab-paclitaxel u
carboplatin

Wunykiucka Gaza (MHALMjaTHA) |
(a3a Ha opPIKyBambE:
e 1875mg Ha cexou 3 Hepenu

Tecentriq Tpeba fa ce aAMUHUCTPHpPA
TpB KOra Cce JlaBa UCTHOT JIeH
Wunykuunona ¢asa 3a komOrHanuja:
(uerupu wiy LecT LUKIycH): Nab-
paclitaxel, u carboplatin ce
aIMUHUCTpPHUpaar Ha JieH 1;
JIOTIONIHUTEITHO, nab-paclitaxel ce
aJIMMHHCTpHpa Ha eHoBuTe 8 U 15 oxt
CEKOj 3-HefleNIeH LIUKITyC

®a3a Ha O/ip>KyBambe: 10
nporpecuja Ha GoJiecta win
TOKCHYHOCT CO KOja HE MOXe
Jia ce ynpaByBa. ATHITHYHA
onroBopu (Ha 1p.
WHHULMjaJTHA TIPOrpecHja Ha
Oornecra Koja cienu mo
HamaJlyuBakkhe Ha TYMOpPOT)
Oure 3abenexaHu co
KOHTHHYHMpPaH TPeTMaH Ha
Tecentriq mo mporpecuja Ha
6onecra. TpermaHoT o
nporpecyja Ha GoJecta




Nupukanuja

IIpenopayana 1032 U pacnopen

BpemeTpaene Ha TpeTMaH

1L cuTHO KJIETOUEH
KapIrHOM Ha Oenu qpoboBu
BO HanpenHa ¢aza (ES-
SCLC)
co carboplatin u etoposide

Wunykiucka ¢aza (MHALMjaHa)u Gaza
Ha OZIIPIKYBakbE:
e 1875mg Ha cexou 3 Hemenu

Tecentriq Tpeba na ce anMUHUCTpUpa
IpB KOra Ce JaBa UCTHOT JICH.
WunykuroHa ¢a3za 3a koMOMHaIMja
(uetnpm nuxtycu): Carboplatin, a
notoa etoposide ce afMUHUCTpHpaar Ha
IieH 1; etoposide ucro Taka ce
aJIMUHUCTPUPA HA ICHOBUTE 2 U 3 0f
CEeKOj 3-HemeneH UKITYC.

®Daza Ha OfIpXKYyBabE: 10
nporpecuja Ha 6oecta uiu
TOKCHYHOCT CO KOja HE MOXe
Ila ce ynpaByBa. ATUIHYHU
onrosopu (Ha mp.
WHUILIMja]THA TIPOrpecHja Ha
OoJiecTa Koja cieau mo
HaMaJlyHBake Ha TYMOPOT)
Oune 3abenexanu co
KOHTHHYHUpaH TPeTMaH Ha
Tecentriq mo nporpecuja Ha
6onecra. TperMaHOT 10
nporpecuja Ha 6onecra
Tpeba f1a ce 3eMe BO
IPENBH CO OTyKa Ha
JIeKapoT.

1L HepecekTaOUIIEH JIOKAITHO
HarpeqHaT Uik METaCTaTCKU
TPOjHO-HETATUBEH KapLIMHOM
Ha nojka (TNBC) co nab-
paclitaxel

e 1875mg Ha cexou 3 Henenu

Tecentriq Tpeba fa ce aiMUHUCTPHUpPa
npen nab-paclitaxel xora ce nasaat
ucTuoT JieH. Nab-paclitaxel Tpeba na ce
anmuHKcTpupa co 100 mg/ m’ Ha
neHoBute 1, 8, u 15 on cexoj 28-nHeBeH
LUKJITyC.

Jlo mporpecuja Ha 6onecra
WJTA TOKCUYHOCT CO KOja He
MOXe [1a Ce yIpaByBa..

Hanpenen unu nHOnepabuneH

XEMaToUenyIapeH KapLiuHOM
(HCC) co bevacizumab

e 1875mg Ha cexou 3 Henenu

Tecentriq Tpeba aa ce agMUHUCTPHpPA
nipex bevacizumab kora ce naBa UCTHOT
neH. Bevacizumab ce aqmMuHHCTpHpa cO
15 mg/kg TT na cexon 3 Henenu.

Jlo nporpecuja Ha Gonecta
WJIK TOKCUYHOCT CO KOja He
MOJKe Jia Ce YIpaByBa.

Qonooiceru uny nponyuLmeny 003u

He ce npenopaq ’

ﬁa,n\ganysa‘{{be Ha fo3ata Ha Tecentriq.
VasH
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Qonoorcysarve uny npe 3ama (eudeme Oen 4.4 u 4.8)




TaGena 2: IIpenopaka 3a npuJjaroayBame Ha 103aTa Ha jJiekoT Tecentriq

Texuna IIpuaaroayBame Ha JIEKYBakeTO
ITHeBMOHMTHC 2 creneH Ja ce ook ynotpeda Ha Tecentriq
JlexyBameTo MOXe 1a Ce MPOLOJKH Kora
HacTaHUTe ke ce nonodpart no cremne 0.
i 1. Bo pamkure Ha 12 Henenu, a go3ata
Ha KOPTHUKOCTEPOUU Ke Ce HaMalli Ha <
10 mg nueBHO prednisone win
€KBUBAJICHTEH JIEK.
3 unu 4 crenex TpajHo J1a ce MPeKUHE JIEKYBABETO CO
Tecentriq
XenaTuruc Kaj | 2 creneH: Ja ce omoxku ynorpeba Ha Tecentriq
NAUUEeHTH 0e3 | (ALT umu AST > 3-5 x Hax
XenaTouesyJiapeH ropHa rpaHuiia Ha HopMaia JlekyBameTo MOXE Aa Ce MPOJOJIKU Kora
kapuuHom (HCC) (I'TH) HacTaHuTe ke ce noxobpar no cremnex 0.

WA

Bunupy6un Bo kpsra > 1,5-3 X
I'TH)

win 1. Bo pamkute Ha 12 Heneny, a no3ara
Ha KOPTHUKOCTEPOUIU K€ Ce HaMaJli Ha <
10 mg nHeBHO prednisone unu
€KBUBAJICHTEH JIEK.

3 unu 4 crenex:
(ALT wnu AST > 5x ITH

WA

Bunupy6us Bo kpsra > 3 x [TH)

TpajHo 1a ce mpeKuHe JIEKYBakeTo CO
Tecentriq

XenaTHTHC Kaj
NanHeHTH ¢Oo
XenartouesyJiapeH
kapuuHom (HCC)

Jokonky AST/ALT ce Bo
HOPMAaJTHU TPaHHUIIM Ha
MOYETOKOT U Ce MoKayar 1o >3X
1o <10x I'TH

unu

JoxonkyAST/ALT ce >1 mo <3x
I'TH Ha 11oYeToKOT M Ce IoKayaTr
1o >5x no <10x I'TH

unu

HoxonkyAST/ALT ce >3x mo
<5x I'TH Ha nmo4eTokoT u ce
nokayat 10 >8x no <10x 'TH

Jla ce npekune coTecentriq

Tepanujara Moxe Jia ce POIOIIKH
nokonky HJT ce momo6pu Ha Creren 0
wu CreneH | Bo Tek Ha 12 Henenu u
KOPTHKOCTEPOUIIUTE C& HAMAJICHH Ha

< 10 mg prednisone unu eKBUBAIEHT Ha
JIeH

JHoxonky AST/ALT ce nmokauat
Ha>10x I'TH

WA

(@]
b

&-Sﬁftp&mﬁ%@
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Tecentriq




BKYITHHOT OUMpyOuH ce
srosiemu >3x ['TH

Koauruc

Hujapea 2 wu 3 creneH
(3ronemyBame 3a > 4
CTOJIMIIW/JIEH CTIOPENEHO MpEen
TIOYETOKOT Ha Teparujara)

UIn

CHUMIITOMATCKH KOJIUTHC

Ja ce oqnoxu ynotpeba Ha Tecentriq

JlekyBameTo MOXeE Jia ce TPOIOJIKU Kora
HacTaHuTe ke ce nmomodpar no cremneH 0.
unu 1. Bo pamkute Ha 12 Hepenw, a qo3ara
Ha KOPTHUKOCTEPOUIH Ke ce HaMaJTi Ha <
10 mg nHeBHO prednisone wiu
€KBUBAJIICHTEH JICK.

Jlujapea vy KOMUTUC 4. cTeneH
(omaceH 1o HBOT, MHAULIPAHA
e

XUTHA UHTEPBEHIINja)

TpajHo A2 ce MPEeKHHE JIEKYBABETO CO
Tecentriq

Xunorupeosa uiu
XHIIePTHPeo3a

CuMnToMaTcka

Ia ce omoxu ynorpedara Ha Tecentriq

Xunomupeosa:
JlexyBameTo MOXeE Jia ce POJIOJDKU Kora

CHUMIITOMHTE KE CE CTaBaT MoJ| KOHTPOIa
CO XOPMOH 3aMECTHTEJIHA Teparija 3a
TUPOUIHATA XKJIE3Ma, & BPEAHOCTHUTE Ha
TSH ke mouHar fga omaraaT

Xunepmupeosa:
JlexyBameTo MOXKe Jia ce POIOJIKU Kora

CHMIITOMUTE Ke Ce CTaBaT MoJ| KOHTpOJa
CO QaHTUTHPOMIHHU JIEKOBH, a QyHKIHjaTa
Ha THPOMJHATA XKJIe3a ke ce MomoOpH.

Uncypuuuenuuja na
HAI0YOPesKHM KJIe3H

CumnromMarcka

Ia ce omyoxu ynorpebara Ha Tecentriq

JlekyBambeTo MOXe J1a ce MPOJOJKU Kora
cumnoTmure ke ce mogodpar o 0. wnu 1.
CTEMeH BO paMUKTe Ha 12 Henenu, no3ata
Ha KOPTHKOCTEPOUIUTE Ke ce HaMaJli Ha <
10 mg prednisone WM eKBUBAJICHTEH JIEK
Ha JIeH, a cocToj0dara Ha MALMEeHTOT ke ce
CTabMIIM3Kpa CO HAOMECTHUTETHA
Tepanuja.

Xunopusutuc

2 Yiu 3; CcTentH

o, S

Ia ce omnoxu ynorpebara Ha Tecentriq

JlexyBameTo MOXE J1a ce TIPOI0JDKU Kora
cumnoTmure ke ce nogodpar o 0. wu 1.
CTereH BO paMUKTe Ha 12 Hemenu, no3ara




Ha KOPTUKOCTEPOMIUTE Ke Ce HaMalu Ha <
10 mg Ha neH prednisone uiu
€KBHBAJICHTEH JIeK, a cocTojbara Ha
MALKEHTOT Ke ce cTabuIu3upa co Teparuja
32 HaJIOMECTYBabhe

4 crenen

TpajHo a ce MpeKHHe JIEKYBakETO CO
Tecentriq

Jujaderec mellitus Taun
1

Xwunepriavkemuja 3 win 4 crerneH
(rmyko3a Ha ryajgHo > 250 mg/dl
i 13,9 mmol/l)

Ja ce ook ynorpebara Ha Tecentriq

HeKyBa}bero MOXKE€ [ia C€ MPOAOJDKU KOora
ke ce BocrocTaBy MeTaboruka KOHTpOJ1a
CO MHCYJIMH 3aMECTUTEIIHA Teparmja

Ocun/CepHo3HH KOKHH
HeCaKaHH pPeaKLHH

3 creneH

WK COMHEX 3a Stevens-Johnson
cunapom (SJS) unu TokcuyHa
enuiepMaHa HEKJI0JIn3a (TEN)l

Ja ce omoxu ynorpebata Ha Tecentriq

JlekyBambeTo MOXeE Jia Ce MPOJOJDKU Kora
CUMITTOMUTE Ke ce rnogodpar ao crenex 0
WM cTerneH | Bo TekoT Ha 12 Hepenu u
J103aTa Ha KOPTUKOCTEPOHIUTE Ke ce
Hamamu Ha < 10 mg Ha ieH prednisone uiu
€KBUBAICHTEH JIEK

4 creneH

WM notBpaeH Stevens-Johnson
cunzipoM (SJS) minu TokcuuHa
enuiepMajiHa HeKJI0/113a (TEN)'

TpajHo 1a ce mpeKuHe JIEKYBambeTo CO
Tecentriq

Cunapom Ha
MHjacTeHHja/
MHjaceTeHH]ja rpaBHC,
Guillain-Barre-oB
CHHAPOM,
MeHHHroeHuedaJIuTHc U
napesa dganujajauc

[Tapesa danujanuc crenen 1 wiu

Ja ce npekune co Tecentriq.

TpermMaHoT MOBTPOHO MOXKE Jia Ce 3arlouHe
co nofoOpyBame Ha CUMITOMUTE Ha
creneH 0 wiu creneH 1 Bo Tek Ha 12
HEJIeH 1 JIOKOJIKY ce Hamasar
KOpTUKOCTEepOuaANTe NHEBHO Ha < 10 mg
prednisone WiN €KBUBAJIECHT

Cure creneHy Ha MUjaCTeHUUEH
CHHIPOM/MHjacTeHUja rpaBuUC,
Guillain-Barre-oB CHHIPOM H,
MEHHHTOeHLEehaTUTUC

TpajHo 1a ce NpeKrHe JIEKYBambETO CO
Tecentriq

Muenntuc Crenen 2,3 unu 4 TpajHo 12 ce NpeKuHe JIEKyBaBETO CO
Tecentriq
IMankpeaTuTne 3 unu 4 creneH Ha 3roJieMeHH Ja ce omoxu ynorpebara Ha Tecentriq

CepYMCKH BPETHOCTH Ha aMIIasa
wiu nunasa (> 2 x I'TH) wim 2
WK 3 CTENeH Ha MaHKPEaTUTHC

II /‘\
€KyB }se;a Moﬁte,gg '€ TIPOJIOJIKM KOTa
cepyﬂém{fﬁ%‘éﬂﬁw ammiasa u

M é;z ce, Hog06pa*i<216,\ wi 1.

cTy I‘I%ﬂ?ﬁO pﬁMnKTegﬂa 12 Aejeny, win
K rg 1<:é ce naneqay CHM] T
n g‘peﬁmmc; _Aggata l;;p 4

KO J(G@grepounﬁ're lg@cg Mayi Ha < 10
mg QH pre;dmsbr@ C€KBUBAJICHTCH
e NLr <konsE




4 creneH WK peKypeHTeH
NaHKPEaTUTHC Of OUIIO KOj
CTETIeH

TpajHo 1a ce MpekuHe JIEKyBaABETO CO
Tecentriq

Muoxapauruc
CrenieH 2 wnu Haj 4 creneH TpajHo a ce MpeKUHE JIEKyBabeTo CO
Tecentriq
Hedpuruc 2 CTemeH: Ja ce omnoxu ynorpebara Ha Tecentriq
(HuBO Ha kpeatuHuH > 1,5 1o 3,0
X OCHOBHO HMBO wiH > 1,5 1o 3,0 | JlekyBameTo Moke a2 IPOOKH Kora
x [TH) cumnTomure ke ce nonodpar go 0. wnu 1.
CTemeH 3a BpeMe o1 12 Hezienu U fo3ara
Ha KOPTUKOCTEPOUIUTE Jla Ce HaMalK Ha <
10 mg Ha neH prednisone unu
€KBUBAJICHTEH JIEK
3 u 4 crenen: TpajHo 12 ce MpeKuHe JIEKYBABETO CO
(HuBO Ha kpeatuHuH > 3,0 X Tecentriq
ocHOBHO HUBO uiu > 3,0 x I'TH)
Mmuo3zutue 2 yunu 3 creneH Ja ce omnosxu ynorpebara Ha Tecentriq
4 cremneH WX PeKypeHTeH 3 TpajHo na ce mpeKuHe JeKyBabeTo CO
CTEIeH MUO3UTHUC Tecentriq
Mepuxapaujanun 1 crenen nepuKapAaWTUC Ia ce omnoxu ynorpebara Ha Tecentriq
3aboJyBama
2 cTemneH Wiy noseke TpajHo na ce mpeKUuHe JIEKYBabeTo Co
Tecentriq
XemodarouuTHu CycriekTHa XeModarouTHa Tpajuo na ce npekune co Tecentriq
JUM(OXHCTOLHUTO3H JTUM(OXUCTOLUTO3A

JIpyru uMyHOJIOIUKH
HeCaKaHHU peaKuHu

2 U4 3 creneH

Ia ce ooy ynorpebara noaexa
HecakaHWTe peakliu He ce moaoopar 10
0-1. crenen 3a Bpeme of 12 Henenu, u
[103aTa Ha KOPTHKOCTEPOHIUTE J1a Ce
Hamaiu Ha < 10 mg Ha el prednisone win
€KBHBAJICHTEH JIEK

4 cTermeH WM peKypeHTeH 3
cTerneH

TpajHo a ce MpeKHHE JIEKYBambETO CO
Tecentriq (OCBeH eHIOKPUHOMIATHI

e KOHTPOJIUPAHU CO XOPMOH 3aMECTUTENHA
e RALLL L :
AT Teparnuja)
/v PAISIEY, %ﬁ
Ocrtanatn HeCaKaHu/ C’«T ) %, 0 Moaudukanuu BO TPETMAHOT
pPaKuuH ¥ &

Peakuuu mnoBp3aHu cO'f

HHdy3mnjaTa

Jla ce Haman Gp3uHATA HA WHjEKTHpabe
WY IPUBPEMEHO J1a e MPEKUHE Hej3uHaTa
npyMeHa. JIekyBabeTo MoXe 1a ce
MIPOJIOJKY KOra peakiyjara ke ce rnosjieyue
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3 wiu 4 crenex TpajHo 1a ce mpeKuHe JIEKyBamkeTo Co
Tecentriq

ALT = ananun amuHotpaHcdepasa; AST = acnaprat amunorpancdepasza; ULN = ropHaTa rpaHuia Ha HOpMajara.
Hanomena: CreneHOT Ha TOKCHUHOCT Tpeba Ha ce olpelyBa CIOpEA 3aeAHHUYKH TEPMUHOJIOLIKH KPHTEPUYM 3a
HECaKaHH JIejCTBA Ha HALIMOHAJIHUOT MHCTUTYT 3a kaHuep (aHruiucku National cancer institute common terminology
citeria for adverse eventc, NCI-CTCAE ).

I. HesaBuchHo OJ1 TC)KUHaATa

? Jla e HanpaBy JleTaHA Kap/IujaiHa eBaTyaluja co 1eJl Jia Ce ISTSPMUHUPA ETHOJIOTH]aTa | J1a CE JIe/lyBa COOABETHO

[TocebHa nonynaluja

Ileoujampucka nonynayuja

besbennocra u eduxacHocta Ha nekor Tecentriq kaj Aeua v ajojiecueHTH nomuagd ox 18
FOJMHU CeylITe He € yTBpJeHa. MOMEHTaJIHO JOCTalHUTe MOJATOLM 3a HHTPAaBEeHCKa
aJIMMHUCTpaLMja Ha atezolizumab ce onuimanu Bo jgenosute 4.8, 5.1 u 5.2, HO He Moxe 1a ce
Harpasart Mpernopaku 3a J03Uparbe.

Cmapu nuya

Crnopen nomyJjauucka papMakOKMHETCKA aHallM3a, He € MOTPeOHO Jla ce MpUJIaroiyBa jo3ara Ha
nexot Tecentriq kaj mauueHTH Ha Bo3pacT ofi > 65 roaunu (Bujere Bo aenosure 4.8 u 5.1).

A3ucku nayuenmu

[Topaagu 3rosemMeHaTa XeMaToOJIOIIKAa TOKCHMYHOCT 3a0esexaHa Kaj a3WuCKUTE MalUeHTH BO
cryamjata IMpowerl50, ce npenopauyBa nouerHara 103a Ha paclitaxel 1a usnecysa 175 mg/m’
Ha CEKOH TPH HEJICJIH.

QOwumemena ghynxkyuja na 6yobpesume

Crnopej nomyJanucka papMakOKMHETCKa aHalli3a He € MoTpeOHO Ja ce Mpuilaro/yBa ao3ata Kaj
nauuMeHTd co Onaro MM ymepeHo olteTeHa (yHkuuja Ha OyOpesurte (Buumere gen 5.2).
[TopaTonute 3a ynorpeba Kaj MalueHTH co Tellka omTeTeHa GyHKIMja Ha OyOpes3u ce mpeMHOry
OrpaHMYEHH 3a J1a Bp3 OCHOBA Ha HUB CE JIOHECE 3aKJIy4OK 3a Taa MoMyJjaLuj

Owmemena gpyukyuja Ha ypH opoo

oy & 4
Cnopen monynauucka GpapMakoOKMHETCKa aHanu3a, He € noTpeGHo (1@ Le niﬂ
NAaLMEHTH CO JIECHA WM YMEpPEHO olTeTeHa (yHKUMja Ha 11 .(%)06{
MCIUTYBaH Kaj MalMeHTH CO TEILIKO OIITeTyBame Ha (yHKIHjaTa H ng"aglo*r Hpo
5.2). \\
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Oynuxyuonanen ECOG cmamyc > 2

[MauuenTu co pynkumonanen ECOG (Eastern Cooperative Ongology Group) craryc > 2 He Ouine
BKJIy4EHH BO KJIMHHMYKHUTE cTyauu 3a jekyBawe Ha, TNBC, ES-SCLC, 3a BToponuHHjcKo
nekyBame Ha ypoteneH kapuuHoM (UC) u HCC (Bunere nenosu 4.4 u 5.1).

Haunn Ha ynoTpeba

MHory e OMTHO Ja TM MPOBEpUTE HaANENMHULMTE Ha MPOM3BOJOT 3a Ja Ce OcCurypare Jeka
npaBuiHaTa popmynanyja (AHTpaBeHCKa UK cyOKyTaHa) My ce JaBa Ha MalUeHTOT, KaKo LITO €
NPOMUILAHO.

Tecentriq uHTpaBeHcka GopMyalyja He € HaMeHeTa 3a cyOKyTaHa aAMMHUCTpaLuja u Tpeda na
ce aJIMUHKCTPHpa caMo TIpeKy UHTpaBeHcKa MHDy3Hja.

[Ipen agMuuMcTpaiyja, u3Baaere ro Tecentriq pacTBOPOT 3a WHjeKTUpame 0J (QpIKUAEp U
0CTaBeTe PacTBOPOT Jia JOCTUIHE COOHa TemnepaTypa. 3a MHCTPYKLHH 32 yNoTpeda U paKyBame
CO pacTBOPOT 3a MHjekTHpame Tecentriq mpex aAMUHUCTpaLKja, MOTJIEJHETE BO AEJO0T 6.6.

Anvunuctpupajre 15 mL pactBop 3a uHjektupame Tecentriq cyOkyraHo Bo OyToT 3a
npubimmkHo 7 munytu. Ce mpenopadyBa ymoTpeba Ha ceT 3a cyOkyTaHa MHQYy3uja (Ha mp.
kpuiectu/menepyrku). HE ro ammuumpajte Ha NMaLMEeHTOT MPEOCTAaHATHOT BOJYMEH IUTO ce
3aip>KyBa BO LI€BKATa.

MecToTo Ha MHjeKTHpame Tpeba 1a ce MeHyBa caMo romery jeBaTta U AecHara OyTtuHa. HoBute
nHjeKuu Tpeba Na ce AaBaar Ha HajMalKy 2,5 cm OAJaJIeYeHOCT OJ] CTapOTO MECTO U HUKOTall
BO 00JIaCTH KaJie IITO KoXKaTa € L[pBeHa, MOJipa, OCET/IMBA WU TBpAA. 32 BpeMe Ha TPETMAHOT CO
Tecentriq pacTBOp 3a MHjeKTHpame, JOKOJKY € MOTpeOHO fAa ce JaBaaT APYTM MEIULUHCKU
NPOM3BO/IM 3a CyOKyTaHa a]MUHUCTpALMja, MOXKEJHO € Ja Ce UHJeKTUpaaT Ha pa3IMuHU MECTa.

4.3 KonTpauHaukanuu

[IpeuyBcTBUTENHOCT Ha atezolizumab wnu Ha Hekoja OJ MOMOLIHUTE JIEKOBUTU CYNCTaHLUH
HaBeJIeHU BO z1eNoT 6.1.

4.4 TloceOHH MepPKH HA MPETNA3JIUBOCT M NMOCeOHHU NMpeAyNpeyBama 3a ynorpeda Ha J1eKoT

CnenauBocT - "

3a ma ce momoOpu cieIMBOCTa JIOIIKUTE JIEKOBH, UMETO W OpOjoT Ha cepujata Ha
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IToBekeTo MMYHOJIOLIKM MOCPEAYyBaHW HecakaHW peakiuu (aHriauckud immune-related adverse
reactions) KOu ce jaBuiIe BO TEKOT Ha JIEKyBameTo co atezolizumab ce moBjekse co npuBpeMeH
NpeKHH Ha ynorpedaTa Ha atezolizumab 1 BoBeyBame Ha KOPTUKOCTEPOMIM U/UIIU CYTNIOPTUBHA
rpuka. 3abesie’eHn ce MUMYHOJIOLIKY MOCpelyBaHd HeCakaHW peaKiuu Kou 3adartuiie moBeke o
€/IeH TeJleCeH CHUCTEM. MIMyHOJIOIKY MOocpeayBaHu HeCaKaHW peakiMy MOBp3aHu CO yrnoTpeba
Ha atezolizumab MoxaT 1a ce jaBat ¥ nocie ynotpeba Ha nocjieiHata Jjo3a oJ] 0BOj JiekK.

AKO MOCTOM COMHEX 3a MMYHYJIOLIKM MOCpEJyBaHM HECakaHW peakiuu, MOTpeOHO € 1a ce
CIpoBeJie JIeTeJIHA MOpLEHKa 3a [a ce MOTBPAM €THOJIOTHjaTa WJIM Ja Ce MCKIy4yar ApYru
NpUUMHUTEIU. BO 3aBUCHOCT O/ TEe)KMHATAa HAa HECaKaHUTE peakiuu, Tpeba Aa ce OMJI0KH
ynotpebara Ha atezolizumab u na ce npumenat xoprtukoctepouu. [Tocne nomobpysame 10 <
l.crenen, ynorpebaTa Ha KOPTUKOCTEpOUIM Tpeba Jia ce MPEeKUHE CO MOCTENeHO HaMallyBame Ha
Jo3ara BO rnepuon ox > | Meceu. Bp3 ocHOBa Ha OrpaHW4eHH MNOJATOLM O] KIMHUUYKUTE
MCIIUTYBama Kaj MalMeHTH Kaj KOU UMYHOJIOLIKU MOCpe/lyBaHUTE HeCaKaHU peaKilii He MOJKelle
Jla ce KOHTPOJIMPAaT CO CUCTEMCKU KOPTHUKOCTEPOUIM, MOXKE Jla ce pasriiesia ynorpeba Ha Jpyru
CHCTEMCKH UMYHOCYIPECUBH.

JlexyBameTo co atezolizumab Mopa TpajHO Jia ce mpeKrHEe BO Ciiyuaj Ha OUJI0 KOW UMYHOJIOIIKH
nocpe/lyBaH! HECaKaHU peakLuu ol 3.CTeNneH KO MOBTOPHO Ce jaByBaaT WJIHM BO Cliydaj Ha OuIio
KOM HMYHOJIOIIKM TOCpPEAyBaHM HecakaHU peaklud OJ 4.CTeneH, cO HWCKJIy4yoK Ha
€HJIOKPUHOTIaTHja KOHTPOJIMpaHa CO XOPMOHCKa 3aMecTUTeNIHa Tepanuja (Buaere neiosu 4.2 u
4.8).

Kaj mauueHTu co Beke nocroeuka aBTOMMyHa 00JIECT, MOJJaTOLUTE OJ] OTICEPBALIUOHUTE CTYAUU
cyrepvpaar JeKa pPHU3MKOT OJi MMYHO-NOCpEJyBaHM HeCakaHH peakuud M0 MMYHOJIOIIKA
,,UEKIOMHT’’  MHXMOMTOpHA Tepanuja MOXE Ja ce 3rojieMd Bo criopenba co pU3HKOT Kaj
nauueHTy 0e3 MpeTxXoHO MOCToeuKa aBTOMMYyHa GosiecT. JIONOMHUTENHO, eNMM30AUTE HA Hamajl
WM BJIOLIYBarke Ha OCHOBHATa aBTOMMYHa OosiecT Ouie uyecTu, HO moBekero Ouie Giaru u
MOJKeJie Jla ce KOHTpOJIMpaar.

Hmynonoutky nocpedysan nHEYMOHUMUC

Bo xnuHuukure cryauu co atezolizumab 3abenexanu ce ciiydan Ha MHEYMOHHMTHUC, BKIyuyBajKu
ciyyau co cMpteH ucxon (Buaere zen 4.8). Ilauuenture tpeba na Gunar HabibyayBaHu 3apaau
MOJKHa T0jaBa Ha 3HALM M CUMIITOMM Ha MTHEYMOHUTHUC M Tpeba Jia ce MCKJIy4aT CHTe APYru
NPUUYMHUA KOU HE C€ UMYHOJIOLIKHU MOCPEaYyBaH MHEBMOHUTHC.

Bo cnyyaj Ha mHeyMOHMTHUC 0] 2.CcTeneH Tpeba Ja ce OO I ebara Ha atezolizumab u na
ce BoBene no3a ox 1-2 mg/kgrenecHa TexuHa/neH P/ﬁpedm\ggng ﬁng\ KBUBAJICHTEH JieK. AKO
CHMIITOMHTE Ce mojobpar 0 < l.creneH, ynmoTpe oazd Ha Kop*mﬁg epouau Tpeba na ce
NPEKMHE CO TOCTENIEHO HamallyBame Ha Ji03aTa (BO ‘Hepuon Of. > ‘l’ ¢cel. JlekyBamero co
atezolizumab MoXe J1a MPOJOJDKU aKO HACTaHUTE c§ ﬂonoﬁpaF 110 <3 .greneH Bo pamku Ha 12
HeJleNM, a J03aTa Ha KOPTUKOCTEPOMUJM Ce Ha ﬁpﬁma < IQ mg@” neH prednisone uiu
exkBuBasleHTeH Jiek. JlekyBameTo co atezolizumab o‘p&& peKHHe BO clyyaj Ha
MTHEYMOHUTHUC 3. Wi 4.CTeneH.

TpajHO na*’gé’
SHKU®
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Hmynonouiku nocpedysan xenamumuc

Bo knuHuukuTe CTyAuu co atezolizumab 3abenexaHu ce ciiyyau Ha XEMAaTUTUC, O]l KOU HEKOU

umane cmprteH ucxon (Bunere aen 4.8). Ilauuenture Tpeba na ce HabibyayBaatT 3apajy MOXKHa
rojaBa Ha 3HALM U CUMIITOMU Ha XENaTUTHUC.

Bpennocture Ha acmaprar amuHOTpaHcgepasa (AST), ananun amuHorpancdepasa (ALT) u
OunupyouH Tpeba na ce KOHTpoJMpaaT MNpej MOYETOKOT Ha JieKyBamwe co atezolizumab,
MEepPUOIUYHO BO TEK HA JIEKYBAaHETO M CEKOrall Kora € MHAMLMPAHO BP3 OCHOBA Ha KJIMHUYKA
MpOLIEHKA.

Kaj manumenture 6e3 HCC,ako Hacranute op 2.creneH (ALT wim AST > 3-5 x ITH wmm
ounupyoun Bo kpBTa > 1,5 — 3 x I'TH) Tpaatr nogonro ox 5-7 neHa, Tpeba na ce OJUI0XKH
ynotpebara Ha atezolizumab u na ce BoBezne 1-2 mg/kg TenecHa TexxuHa/neH prednisone uian
eKBMBaJIEHT. AKO HacTaHuTe ce momobpar mo < l.cremeH, ynorpebara Ha KOPTUKOCTEPOUAU
Tpeba /ia ce MpeKKHe Co MOCTENEeHO HaMallyBamke Ha fi03ata Bo nepuon oj > l.mecel.

JlexyBameTo co atezolizumab Moxe 1a ce NPOAOJIKHM aKO HacTaHUTe ce nopodpar 1o < l.crenen
BO paMKuTe Ha 12 Hejenu, a J03aTa Ha KOpTUKOCTepouau ce Hamanu Ha < 10 mg Ha JeH
prednisone uiu ekBuBajieHTeH JieK. JlekyBameTo co atezolizumab mMopa TpajHO Ja ce mpeKuHe BO
ciyuaj Ha HactaH 3. win 4.crened (ALT unu AST > 5,0 x I'TH unu 6unupy6un Bo kpsra > 3 X
['TH).

Kaj nmauuentu co HCC, TperMaHoOT co atezolizumab Tpeba na ce npekuHe JOKOJIKY BPeHOCTUTE
Ha ALT wnu AST ce nokavar Ha > 3 10 <10 x I'TH o HOpManHuTe BpeIHOCTH Ha MOYETOKOT,
wii > 5 10 <10 x I'TH kaj nanpenTu kaj kou Bpeauoctute 6une on> 1 I'TH no <3 x I'TH Ha
nouerokot, uiu > 8 no <10 x 'TH kaj manuenTu kaj kou Bpeanocture 6une og > 3 I'TH no

<5 x I'TH Ha nmo4eToKoT, ¥ Nep3ucTUpaar noseke oz 5 1o 7 neHa, u Tpebda na ce 3amnouxe co 1 10
2 mg/kgTT/nen co prednisone unu ekBuBaseHT. JIOKOJIKY HECAKAaHOTO JIEjCTBO c€ MOA00pH

< CreneHn 1, Tepanujata co KOPTUKOCTEpOU I Tpeba MOCTENEeHO Jia ce HaMalyBa Bo nepuon > |
Mecell.

Tpermanor co atezolizumab Moxe J1a ce OTOYHE MOBTOPHO JOKOJIKY HECAKAHOTO JEJCTBO Ce
nonobpu Ha < Crenen 1 Ha 12 Henenu ¥ KOPTHKOCTEpOUAUTE ce Hamanatr Ha < 10 mg
prednisone wiu exsupdiier it agENTpeTmanoT co atezolizumab mopa TpajHO Ja ce TpeKuHe
‘Ee'e *316 ENO >10x [TH unu BkynHUOT GunupyOuH ce 3rojeMu

>3 x ITH).

Hmynonowxu noc)

CHUMIITOMH Ha KOJIMTHUC.
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Vnorpebara Ha atezolizumab Tpeba na ce omyoxu Bo ciyyaj Ha aujapea 2. Wid 3. CTeneH
(3ronemyBame 3a > 4 CTONMLW/IEH BO OJIHOC Ha TMOYETHA BPEAHOCT) WM KOJHMTHC
(cumnromatcku). Bo cnyuaj Ha aujapea WM KOJMTHC OJ 2.CTENEH, aKO CHMIITOMMTE
npe3ucTupaar > 5 NCHOBM WM NOBTOPHO ce mojaBat, Tpeba ga ce BoBene 1-2 mg/kgTT/nen
prednisone uiu exBUBaJIeHTEH JieK. Bo ciyyaj Ha ujapea Wi KOJIUTKC o] 3.cTeneH Tpeba ja ce
3aroyHe JIeKyBame co UHTpaBeHCKU koptukoctepouu (1-2 mg/kgTT/nen methylprednisolone
win exBuBasieHTH). OTkako ke ce mojpoOpar cumnTomure, Tpeba Ja ce BOBEIE JIEKyBame CO
prednisone uinu exBuBaneHT Bo 103 oA | 1o 2 mg/kgTT Ha neH. Ako cumnromure ce nogoopat
Jo < 1. creneH ynorpebaTa Ha KOPTUKOCTEpOUAM Tpebda Ja ce MpPEeKUHEe CO TIOCTENEeHO
HaMmaJlyBam€ Ha Jl03aTa BO BpeMeTpaewe Bo nepuoj of > 1.mecel. JlekyBamero co atezolizumab
MOJKe Jia ce MpOJJIOKU aKo HacTaHuTe ce noaodpar 1o < l.creneH Bo pamkuTe Ha 12 Henenu, a
Jl03aTa Ha KOpTUKOCTepouu ce Hamanu Ha < 10 mg prednisone WM eKBUBAJICHTEH JIeK Ha JICH.
JlexyBameTo co atezolizumab Mopa TpajHO Jia ce mpeKuHe BO Clly4aj Ha Aujapea WIH KOJUTHUC O
4.cTeneH (omaceH IO JXKUBOT, 3a KOj € MHAMIMpaHa UTHA UHTepBeHLHMja). Tpeba ma ce 3emMat BO
Npe/iBU/I MOTEHLMjaIHUTE KOMIUIMKALMKU O/l FaCTPOMHTECTHHANHA nepdopaliyja acolupana co
KOJIUTHUC.

Hmynonowiku nocpedysaniu eHOpOKpPUHONAMUY

Bo kiuHMYkMTE CTyAMM co atezolizumab 3alenexaHu ce XMIOTHpeO3a, XHUIEPTHPEO3a,
uHcypuuMeHja Ha HanOyOpexHu sxne3mu, xunodusutuc u diasbetes mellitus Tum 1,
BKJIy4yBajku U aujabeTnyHa Kketoauuaosa (Bunere nen 4.8).

[Tauuenrture Tpeba na ce HabJbyIyBaaT 3apajii MOXKHA 110jaBa HA KIMHUYKK 3HALIM U CUMIITOMU
Ha eHJokpuHonaTvja. DyHKIMjaTa Ha TUPOUAHATA XKJe3a Tpeba Jia ce MPoBepH IMpeJ| MOYETOK
Ha JIeKyBameTo co atezolizumab u Ja ce KOHTpoiMpa MEpUOJMYHO BO TEKOT Ha JIEKYyBaHETO.
Tpeba na ce pasriiesia COOJBETHO JIEKYBamkhe Ha MAlMEHTUTE KOU Ha MOUYETOKOT Ha JIEKYBaETO
MMaat OTCTalyBakba BO HAO/UTE Ha TECTOBUTE 3a (DyHKIMjaTa HAa TUPOUIHATA JKJIe3/1a.

ACHUMNTOMaTCKUTE MALMEHTH CO OTCTalyBama BO HAOAMTE HAa TECTOBUTE 3a (yHKLMja Ha
TUpOMJHATA JKjIe3a MoXkaT Jja mpumaar atezolizumab. Bo cnywaj Ha cumnromarcka
Xxunotupeosa Tpeba na ce oJul0ku ynorpebara Ha atezolizumab u mo morpeba aa ce BoBene
XOpPMOH HaJIOMecTUTeNIHa Tepanuja. M3onupana xunortupeo3a Moxe Ja ce JieKyBa €O
HaJlOMECTUTENIHA Tepanuja u 6e3 KkopTukoctepor . Bo ciiydaj Ha cumMnToMarcka XUnepTipeosa
Tpeba na ce ojioku ynorpebara Ha atezolizumab u mo morpeba na ce BoBexe JeK Koj ja
noTucHyBa (yHKLMjaTa Ha TUpoujaHaTa d>kie3ja. JlekyBaweTo co atezolizumb Moxe ja
MPOIOKM KOra CUMIITOMMTE Ke ce CTaBaT Mo/ KOHTpoJa, a pyHKIHjaTa Ha THOPU/IHATA JKiIe3/1a
Ke rouHe Jia ce nojoopysa.

4
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Ji03aTa BO BpeMeTpaewme Bo nepuoj oj > 1 mecen. JlekyBaweTo co atezolizumab moxe na ce
NpOJIOJKM aKO HAcTaHUTe ce nojaodpar a0 < l. creneH BO paMmkute Ha 12 Henenu, a jgo3ata Ha
KOpTHKOCcTepouau ce Hamanu Ha < 10 mg prednisone nim eKBUBAJIEHT Ha JIeH, a cocTojbaTa Ha
MalKEHTOT Ce CTa0MIM3UpPa CO HAZIOMECTUTENHA Teparija (ako Toa € MoTpeOHO).

Bo cnyuaj Ha xunodusutuc 2. unu 3. creneH Tpeda a ce ou10ku ynorpedara Ha atezolizumab
U Jia ce 3aMoyHe CO MHTPABEHCKO JieKyBame co kopTukoctepouau (1-2 mg/kgTT/nen prednisone
WM €KBMBAJICHTEH JieK), a Mo noTpeda Ja ce 3amovyHe U XOPMOH HaJOMECTHTENHO JIEKYBambe.
Otkako ke ce momobpaT cummnroMute, Tpeba na ce MpoJOKM JieKyBame co prednisone uim
€KBUBAJIEHT JIeK BO 1034 o1 1 10 2 mg/kg Ha neH. Ako cumnromure ce nmoaobpar a0 < 1. creneH
ynotpebaTa Ha KOPTUKOCTEpOU U Tpeba Jla ce MPEeKHHE CO MOCTENEHO HaMallyBamke Ha J103aTa BO
BpeMeTpacke Bo nepuoj o1 > 1.mecel. JlekyBameTo co atezolizumab Moxe a ce nposIoKH aKko
HacTaHuTe ce nmoaodpar 1o < l.creneH Bo pamkute Ha 12 Heaenu, a 1o3aTa Ha KOPTUKOCTEPOUIU
ce namanu Ha < 10 mg prednisone unM eKBUBaJEHT Ha JEH M cocTojbara Ha MALMEHTOT ce
crabuiamM3upa CO HaJOMECTUTENHa Tepamuja (ako e motpebHo). JlekyBamero co atezolizumab
Mopa TpajHoO Jia ce MPEeKUHE BO Cily4yaj Ha XUNOPU3UTHC 4.CTENEH.

Bo cinyuaj Ha diasbetes mellitus Tun 1 Tpeba a ce BoBee JieKyBame co MHCYNIUH. Bo ciyuaj Ha
XureprivkeMuja > 3.creneH (raykosza Ha raagHo > 250 mg/dl unm 13,9 mmol/l) Tpe6a na ce
oJUI0KHK yroTpebara Ha atezolizumab. JlekyBameTo co atezolizumab Mosxe na ce NpoAOJIKH ako
ce BOCIIOCTaBHM METabOIMYKa KOHTPOJIA CO MHCYJIMH HaJlOMECTUTEIHA Teparnija.

Hmynonowxu nocpeoysan MeHuHeoeHued)aflumuc

Bo kaMHUUYKMTE CTyauM co atezolizumab 3abenexxaHa e mnojaBa Ha MEHHHroeHuehalIuTUC
(Bugete gen 4.8). Ilanumentute Tpeba na Oupar HaOJbyayBaHM 3apaJd MOJXKHA [0jaBa Ha
KJIMHUYKHM 3HAIM U CUIITOMU Ha MEHUHTUTHUC WK eHIedanuTuc.

Bo ciyyaj Ha MEHHHTUTHC WK eHLedanuTie o] OuIlo KOj CTerneH, JIeKyBameTo co atezolizumab
Mopa TapajHo Jia ce npekuHe. Tpeda na ce BoBe/e JEeKyBamke CO MUHTPABEHCKU KOPTUKOCTEPOUIN
(1-2 mg/kgTT/nen methylprednisolone wumu exBuBanentn). OTkako ke ce mnonodpar
CUMIITOMHTE, Tpeba Jja ce BOBeJe JIeKyBame co prednisone mii eKBUBaJEeHT BO 034 oj 1 Jio 2
mg/kgTT Ha nen.

HmyHonowku nocpedysana Heeponamuja

Kaj nauupentu xou npumase atezolizumab 3abenexanu ce MUjaCTEHUUKH CUHAPOM/ MUjacTeHHUja
rpaBuc win Guillain-Barre cunapom, kou Moxat jAa OujaT omacHU MO >KMBOT Kako M mapesa

daumjanuc. [Nanuenture Ouzat HabJbylyBaHU 3apaj i MOXHH CUMIITOMH Ha MOTOpHA U
CEH30pHA HEBPONATH}4, W

Bo ciyuaj Ha MUj3
KOj CTEreH, JieK aI-@TO co ’atezollzmﬁg MoOpa TapajHoO Jia ce MPEKHHE. Tpe6a Jia ce pasriiena
BOBE/lyBarb€ Ha ex}&a}be‘_/

no3u o 1 10 2 mgy \'
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Tpermanot co atezolizumab Tpeba na ce npekuHe kaj napesa auujanuc o crenex 1 wim 2, u
Tpeba na ce 3emMe BO MpPEeJBUJ TPETMaH co cucTeMcku koptukoctepouau (1 mo 2 mg/kg bw/nen
prednisone uiau exkBuBaseHT). Co TpPETMaHOT MOXKE MOBTOPHO Jia Ce 3aloyHe caMoO JOKOJIKY
HacTall¥ LEJIOCHO onopaByBame. TpermaHoT co atezolizumab Tpeba TpajHO 1a ce mpekuHe Kaj
napesa Qauujaauc oj creneH 3 wiu 4, uiu OUII0 Koja Apyra HeBpomnatuja Kajae Hema LEJIOCHO
OnopaByBam€ M0 MPEKUH Ha TeparnujaTta co atezolizumab.

Tpermanor co atezolizumab mMopa TpajHO Aa ce MpeKkuHe BO Cy4aj Ha MUEJUTHC OJ CTerneH 2, 3
uim 4.

Hmynonowxu nocpedysan nankpeamumuc

Bo knuHMukuTe cTyauu co atezolizumab 3abenexaHa € rnojaBa Ha MaHKPEATUTHUC, BKIY4yBajKu
3roJIeMyBam€ Ha CEPyMCKUTE BPEJHOCTH Ha amuiasa u junasza (Buzaete nen 4.8). [Nauuenture
Tpeba BHHUMATENHO Ja ce HaOsbyJlyBaaT 3apaJid MOXKHA I0jaBa Ha 3HALM U CUMIITOMH KOH
yKa)<yBaaT Ha MaHKpeaTHTHUC.

Bo ciyuaj Ha 3rojieMeHM cepyMCKH BpPEeIHOCTH Ha aMuJia3a Wid junasa > 3.crenen (> 2 x ['TH)
WM NaHKpeaTuTUC 2. uin 3.ctenel Tpeba Ja ce o/yuloxku ynotpebara Ha atezolizumab u na ce
BOBEJIE JIEKyBamke€ CO MHTpaBeHCKM Koptukoctepouaud (1-2 mg/kgTT/nen prednisone wnm
exBuBaneHT). Kora cumnromute ke ce mojgoOpar, Tpeba Ja ce MPOJO/DKH JIEKyBame CO
prednisone wnu exBuBaseHT Bo o3 oj 1 mo 2 mg/kgTT/nen. JlekyBamero co atezolizumab
MOXE J]a ce MPOJJIOKHA KOra CepyMCKUTE BPEJHOCTH Ha amuiia3za W JiMnasa ce nojobpar go <
l.crenen Bo pamkuTe Ha 12 Henenu, WM Kora ke ce MoBJieyaT CUNITOMUTE Ha MaHKPEaTUTHC, a
Jl03aTa Ha KOpTUKOocTepou] ce Hamanu Ha < 10 mg prednisone uiM €KBUBAJEHTEH JIeK Ha JICH.
JlexyBameTo co atezolizlumab mopa TpajHO fa ce mpekuHe BO Cllydyaj HAa MAaHKPATUTHC OJ
4.cTeneH WK peKypeHTeH NaHKpPeaTUTHUC 0] OMIIO KOj CTEreH.

Hmynonowku nocpedysan MuokapoOumuc

CnyyaeBM Ha MMOKapJUTUC, BKIyuuTeNHO (atanHu cioyyaeBu Oune 3abenexxaHd co
atezolizumab (Bunere nen 4.8). [Tanuenture Tpebda na ce HabbyIyBaaT 3apajii MOXKHa T10jaBa Ha
3HaLM U CUMIITOMHU HAa MUOKapAUTUC. MUOKapIUTUC MOJKe Jia Oujie M KIMHUYKa MaHuecTaluja
Ha MMO3UTHC U Tpeba Ja ce TpeTupa COOJIBETHO.

[TaumeHTH co KapAMjadHU WM KapJUOMYJIMOHAIHM cUMNTOMM Tpeba Ja OUAAT HCNUTAaHH
3apajy eBeHTyaJleH MMOKapIUTUC, CO LIeJ /1a C€ OCUT'ypa 3alouyHyBame CO COOBETHU MEPKH BO
panure (a3u. JJOKOJIKy MOCTOM COMHEX 3a MHUOKapAUTUC TPETAMHOT co atezolizumab Tpeba na
ce MpeKHuHe, M BeJIHALL JIa Ce 3al04YHEe CO CUCTEMCKH KOPTUKOCTEPOU O=HO3YU Ot 1 mo 2 mg/kg
TT/JIeH Ha prednisone WM €KBUBAJICHT, M Be/IHALI JIa C& KOHCYJIT Q%)@ ﬁ , a ce 3amouHe
TPETMAH COTJIACHO MOCTOCUKUTE KIMHUYKH MPOTOKOJIH. Ortka @&FﬂosaT 4%&- KapAUTHC €
BOCIIOCTaBeHa, TpeMaHoT co atezolizumab Tpeba TpajHO Aa
crernieH > 2 (Buau jen 4.2).

HmyHnonowxu nocpedysan Hedppumuc
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Bo knuHUYKKTE CTYIMHU cO atezolizumab 3abenexxan e Hedpurtuc (Buzere aen 4.8). [lauuenrture
Tpeba Jia ce HabJbyyBaaT 3a IPOMEHH BO peHalHaTa QyHKLH]a.

JlexyBameTo co atezolizumab Tpeba ma ce omnoxu npu 2. creneH Hedpurtuc, u Tpeba aa ce
3all0YHE TPETMAaH CO CUCTEMCKM KopTHKocTepouau Bo no3a onx 1 jpo 2 mg/kgTT/nHeBHO
prednisone wiM exBHBaNeHTEH JieK. TpeTMaHOT co atezolizumab Moxke NMOBTOPHO 1a 3amouHe
JIOKOJIKY cocTojbara ce monobpu no < 1. cremeH 3a Bpeme on 12 Hemenu, M Jo3aTa Ha
KOpTHKOCTepouauTe € HamaneHa Ha < 10 mg nHeBHO prednisone WM E€KBMBAJEHTEH JIEK.
Tpermanor co atezolizumab Tpeba TpajHo na ce npekuHe npu 3. UM 4. creneH Ha HepUTHUC.

Hmynonowrxu nOCD@OVGGH MUosumuc

Cnyyan Ha MHO3WTHC, BKIyYMTENIHO M (arajHu ciydad, ce 3abenexaHu co atezolizumab
(Bugmere nen 4.8). [Nanuenture Tpeba na ce HabbyyBaar 3a 3HaLM M CUMITOMHM Ha MMO3MUTHC.
[TaupeHTH CO MOYKEH MMO3UTHC Tpeba Jia ce cie/iv 3a 3HaLM 3a EBEHTYaJleH MUOKapAUTHC.

JIOKOJIKYy TalMeHTOT pa3BUe 3HALM M CHUMIITOMM HAa MHO3UTHC, Tpeba BHMMATENIHO Ja Ce
Hab/byyBa M Jia Ce ynaTh Ha MOHATAMOIIHA TNpOLEHa OJf CTpaHa Ha creuujanuct, 6e3
omnoxyBame. JlekyBameto co atezolizumab Tpeba fa ce 0[J10kM NpH 2. CTENEH MM 3. CTENeH
MMO3UTUC W Tpeba aa ce WHHIMpa TpeTMaH co koprtukocteponau (1mo2 mg/kgTT/nueBno
prednisone Wi eKBUBAJICHTEH JIeK). AKO CUMITOMUTE ce moJo0paT a0 < l. cTeneH, NoCTeneHo
HamaJlyBajTe ja J03ara Kako LITO € KIMHMYKM MHAauuupaHo. JlexyBameTo co Tecentriq moxe
NOBTOPHO Jia 3aloyvyHe ako HACTaHOT ce nmonobpu no < 1. cremeH 3a Bpeme ox 12 Heaenu, u
J03aTa Ha KOPTHKOCTEpOUAUTe € HamaieHa Ha < 10 mg nHeBHO mepopayieH prednisone uiIn
exBuBajieHTeH jiek. TperMaHoT co Tecentriq Tpeba TpajHO Aa ce npekuHe npu 4. creneH uim 3.
CTENeH peKypeHTeH MHWO3UTHUC, MM KOra He € MOXKHO Ja Ce HaMalu J03aTa Ha

Koptukoctepouaute 10 < 10 mg nHeBHO prednisone 3a Bpeme oj 12 Hejenu mo mojaBa Ha
HACTaHOT.

Hmynonowxu nocpedyeauu CepPUO3HU KOMHCHU HecaKaHUu peaxkyuu

VIMyHOJIOIIKKA TpEAM3BUKAHU CEpHO3HM KOXXKHM HecakaHu peakuuu_(SCARS), BKIy4HTETHO
cnyyaeBu Ha Stevens-Johnson cunzapom (SJS) u Toxcuuno enupepmanna Hekponusza (TEN),
OuJie MpUjaBeHU Kaj MaleHTy Kou npumare atezolizumab. IToTpe6HO € cieiemhe Ha NallMeHTHTE
3a MojaBa Ha EBEHTYaJIHW CEPHO3HM KOXKHM HECaKaHW PEeaKkLUM CO UCKIydyBame Ha JPYyrH
npeau3BUKyBauM. basupaHo Ha Te)xMHaTa Ha HecakaHWTe peakuuu, atezolizumab Tpeba na ce
NpeKuHe Kaj KOXHM peaklUM OJ CTenmeH 3 M Ja ce 3aloyHe CO TPETMaH CO CHCTEMCKM
KOPTUKOCTEPOU/U cO prednisone uiM eKBUBAIEHT €O 1032 04 1102 mg/kgTT/nen. Tpermanot co
atezolizumab moxe 71 ce-OTr TIOBTOPHO JIOKOJIKY MMa mnoaodpyBame 10 < cTeneH 1 Bo
‘ \KOPTHKOCTEpOMIH Ce peyLpa Ha < 10 mg prednisone
WM €KBUBAJICHT Ha ,zler Ql“peTMaf-fm to\atezolizumab Tpe6a TpajHO Ja ce NpeKMHE Kaj KOKHHU
peaKiuu oj1 cTeney 4, 4& n()Tpe6ﬁo e xaoé aJIMUHHUCTPUPAAT KOPTUKOCTEPOU/IH.
Kaj COMHEX 3a C .ﬂ(sa}u/l_', OXKHIE HeanaHM peakiun_SCARSs, nanuenture tpeba aa ce ynarat
Kaj CreLUjaucT 3 ﬁo«ﬂaTaMOmHa zu/uampcmxa u TpeTMaH. Atezolizumab Tpeba za ce npexuHe
Kaj MalMeHTH CO X 6%&621% 3a SJS m TEN. Kaj norBpmenu cnydau Ha SJS mnum TEN,
atezolizumab Tpeba Tf ,u’a*c“é‘é}pe He.
e, D62
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Co noce6Ho BHMMaHue Tpeba Jia ce pasriiela KOpUCTEHETO Ha atezolizumab kaj mauueHTH Kou
NPETXOJHO HMCKYCHJIE TEIKa WM >KMBOTO3arpo3yBauka KOXKHa HecakaHa peakiuja Tmpes
TPETMAHOT CO JIPYT'M UMYHOCTUMYJIATPOHU areHCH.

Hmynonowko nocpedysanu nepuxapoujaiuy 3a601yeard

[Tepuxapaujannure 3abosyBama, BKIYUYHUTENIHO MEpUKApAMTHC, NepUKapiaujanHa edysuja u
Kap/iMjajiHa TaMIIOHAJa, Ofl KOM HEKOM MOJXKe Ja JIoBejaT /1o (artajeH ucxos, 6une HabsbayBaHU
npu TpetMaH co atezolizumab (Buam gmen 4.8). [laumenrure TpebGa ma ce MOHHTOpHpaaT 3a
nojaBa Ha KJIMHWYKYU 3HALM ¥ CUMIITOMM Ha MEepUKap/1jaiHu 3a00/1yBarba.

3a cycneKkTeH nepuKapauTUC oJ cTeneH 1, TpetMaHoT co atezolizumab Tpeba na ce omioxu u na
ce MHHULMpAa UTHA KOHCYJTallja CO KapJUOJIOT COMVIACHO KJIMHUYKHTE BOJWYHU. 3a CYCHEKTHH
nepuKapujaiHu 3a00JyBama Ofl CTENeH > 2, TpeTMaHoT co atezolizumab Tpeba Ja ce npekuHe,
Jla ce 3aroyvHe BeJHalll CO Tepanuja co CUCTEMCKU KOpPTUKOCTepouau co no3a on 1 mo 2 mg/kg
bw/day co prednisone WM €KBMBaJEHT M Ja Ce WHUIMPA WTHA KOHCYJTallMja CO KapAHOJIOr,
COIJIACHO KJIMHUYKUTE BOAMYM. OTKako Ke ce BOCIOCTaBU JMjarHo3a Ha MepUKapdjaHoO
3aboiyBame, TpeTMaHOT co atezolizumab TpeGa TpajHO Aa ce NMpekuHe Kaj NMepuKapaujajTHUTe
3a0osyBama co creneH > 2 (Buau aen 4.2).

Xemodazoyumua numcoxucmoyumo3sa

XemodarouurHa aumdpoxucrouuroda (HLH), BiydurenHo ¢arannu ciyyaeBu, Ouiie npujaBeHu
Kaj mauuMeHTH Ha atezolizumab (Buau gmen 4.8). HLH Tpeba na ce 3eme Bo mpeaBuj Kora
Mpe3eHTalyjaTa Ha CUHIPOMOT Ha 0ciio00/lyBarmbe Ha LIUTOKMHU € aTUIMYHA WK MPOJ0JDKEeHa.
[Tauuenture Tpeba aa ce ciejar 3a NPUCYCTBO HAa KIMHUYKU 3HaUM U cumntomu Ha HLH. [Tpu
comHexx 3a HLH, atezolizumab mopa TpajHo na ce npekuHe W mauueHtuTe Tpeba jga Ouaar
yHaTeH! Ha CHELjaJIuCT 3a MOHATaMOLIIHA MjarHo3a U TPeTMaH.

Ocmanamu umMyHOIOUKY NOCPeOYBAHU HECAKAHU PeaKyull

[Topazn MexaHU3MOT Ha JienyBame Ha atezolizumab, Mojxe Ja ce 1nojaBaT v APYrd NOTEHIHjaIHH
MMYHOJIOLIKY NPEJU3BUKAaHU HECAKaHU peaKiK, BKIYUUTETHO U He-MH()EKTUBEH LIUCTUTHC.

HamnpageTe eBajiyanyja Ha CUT€ COMHUTEHY UMYHOJIOIIKHU MPEIU3BUKAHN HECAKAHU PEaKLUK CO
LieJ1 1a ce UCKITydaT Apyru npuuuHu. [Taunentute Tpeba na Gunat cieieHy 3a nojaBa Ha 3HALU U
CUMITOMHU Ha UMYHOJIOLIKU MpeJU3BUKaHU HECAaKaHU peakuuu U, 6azupa _CEpUO3HOCTA Ha
peakuuure, Ja MeHayupaaT MoAM(UKaLMM BO TPETMAHOT U E
koptukoctepous (Buznere nen 4.2 u 4.8).

Peaxkuuu Ha undysuja

3abenexaHu ce paKMK MOBP3aHU CO JIaBambEeTO Ha l/IHd)ySI/I_]a co at '
aHadunakca (Buzere nen 4.8).

Kaj nanuenTu co peakuuja Ha uHdy3uja 1. umm 2. creneH notpebHO e 1a ce Hamasu Op3uHaTa Ha
MHJEeKTUPAakEeTO WIJIM TNPUBPEMEHO Ja ce npekuHe ynotpebara. JlekyBawero co atezolziumab
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Tpeba TpajHO Ja ce MpeKWHe Kaj MalMeHTH cO peakuuja Ha uHdy3uja ox 3. unu 4. cremeH.
[Tanuenture co peakuuja Ha UHGY3uja of 1.uau 2. CTeNneH MOXaT Ja NMPOoA0JDKAT JAa MpumaaT
atezolizumab moj cTpor HaJa30p, a MOXKe Jia ce MPUMEHH U NpeMeAuKaluja co aHTUMHUPETHK U
AHTUXHUCTAMUHUK

Mepku 3a npeTna3JauBocT cnerd gy 3a 0oJiecta

Ynompeba na atezolizumab eo xombunayuja co bevacizumab, paclitaxel u carboplatin _so
MemacmamcKky HecK8amo3eH He-CUmHoKIemoyen kapyunom Ha beau opobosu (NSCLC)

Jlexapute Tpeba BHUMATENHO Jia T'M pasriefaaT KOMOMHUPAHUTE PU3MLM KOU NIPOM3JIETYBaaT Ol
ynotpebara Ha TEPANMCKMOT PEXHUM KOj €€ COCTOM OJi uYeTupu JiekoBu atezolizumab,
bevacizumab, paclitaxel u carboplatin npea nouerok Ha eKyBameTo (BUAETE BO AEOT 4.8).

Ynompeba na atezolizumab eo xombunayuja co nab-paclitaxel 6o mpemman nHa memacmamcky
mpojHo Hezamugen xapyurHom Ha oojxa (INBC)

Heyrponenujata u nepudepHara HeBponaTHhja KOM CE€ jaByBaaT 3a BPEME Ha TPETMAHOT CO
atezolizumab u nab-paclitaxel, Moxe na Gupat peBep3uOMIHM CO NPEKUH Ha Tepanujara co
atezolizumab wu/unu nab-paclitaxel. Jlekapute Tpeba aa ce moBUKaaT Ha 30MPHUOT U3BELITA) 32
ocobunute Ha JiekoT nab-paclitaxel 3a cneuMpuuHM MepKM Ha MPETNA3IUBOCT U
KOHTpaWHAMKAIIMKU MOBP3aHHU CO OBOj JIEK.

Ynompeba na atezolizumab 3a nexyeawe na ypomenen xapyurom (UC) kaj npemxoono
HeneKy8aHu NayueHmy Koy He ce cmemaam no200HY 3a Jiexysarse co cisplatin

[ToyeTHUTE ¥ MPOTHOCTUYKUTE KapaKTepUCTUKU Ha OosecTa kaj momyJsalujata oj Koxopta 1 Bo
cryaujara IMvigor210 ceBkynHO Guiie CIOpEANMBY CO OHUE Kaj MAlMeHTH O KJIMHUYKA Npakca
Kou OM ce cMeTaje HENOTrOJHM 3a JIeKyBame co cisplatin, HO MOroJHuW 3a JeKyBame CcO
KoMOMHKMpaHa XxemoTepanuja 6a3upana Ha carboplatin. Hema noBosiHo nojatouy 3a noarpynara
Ha MaIeHTH Kou OU ce cMeTalie HEeMoroAHu 3a 6uo Koj 0ONMK Ha XemoTepamnuja, na Kaj Tve
nanueHTy atezolizumab Tpeba na ce ynorpebyBa co BHUMaHKe, MOCIe BHUMATEHA MPOLIEHKa Ha
MOXHHOT OJTHOC 0J1 OeHE(DUT M PUBHUK 32 CEKOj MOEIMHEYEH Mal1eHT.

Ynompeba na atezolizumab o kombunayuja co bevacizumab, paclitaxel u carboplatin

CHA TyMOpCKa uH(UITpaLKja BO roJIeMHUTE TOPaKalHU KPBHU
CaJlOBU UM jaCHA K ,uTQ;gﬂj‘éJﬁasgy HAJIHK JIE3UH, CIIOpe]l HAoJauTe JOOMEHU CO MMHUIIMHT
TEXHUKHU, Ouie uc %Q}‘m ok pemc’i‘paunouaTa crynvja [IMpowerl150 no Hekousiky 3abenexanu
ciyyaud Ha daran :

bevacizumab.
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3apaJu HeJ0CTaTOK O MoJaTolH, atezolizumab kaj ropeHaBeJeHUTE MOMy/alMK HAa MAallUEHTH
Tpeba na ce ynorpedyBa cO rojieMo BHUMaHHUE TOC/e BUHUMATEJIHA MPOLIEHKA Ha OJHOCOT O]
O6eHeuT U pU3KK 3a NALIUEHTOT.

Ynompeba na_atezolizumab 6o xombunayuja co bevacizumab, paclitaxel u carboplatin xaj
EGFR+ nayuenmu co NSCLC kou umane npozpecuja na erlotinib+bevacizumab

Bo crynujara IMpowerl50, Hema nopatouu 3a epukacHocTa Ha atezolizumab Bo koMOuHalWja
co bevacizumab, paclitaxel u carboplatin kaj EGFR+ naingenTuTe Kaj KoM UMajo MpeTXoaHa
nporpecuja ox erlotinib+bevacizumab

Ynompeba na _atezolizumab eo xombunayuja co bevacizumab kaj xenamoyenyiapen kapyuHom

(HCC)

[Toparouure 3a HCC naumentu co Child-Pugh B xenmatanHo 3aGonyBame TpeTHpaHud coO
atezolizumab Bo komOuHanuja co bevacizumab ce MHOr'Y JIMMUTHpaHU ¥ MOMEHTAJHO Hema
pacnosioxnuBu nogarouu 3a HCC nauuentu co Child-Pugh C 3a6onyBame Ha HPHUOT apo0.

[TanmenTture TpeTupanu co bevacizumab umaat 3rojieMeH PU3MK O/ XeMOparuu, W ciiyyad Ha
TEUIKK raCTPOMHTECTUHAIHU XEMOparuy, BKIYUYUTEHO U (atanHu nocieauuu, 6uie npujaBeHu
Kaj mauuMeHTH co  xemarouenynapeH kapuuHom (HCC) tperupanu co atezolizumab Bo
komOuHaumja co bevacizumab. Kaj nanpentu co HCC, ckuHHHT 3a W MocieoBaTeNieH TpeTMaH
Ha e3odarujanHu Bapuuecd Tpeba Ja ce NpaBaT CrOpej yTBpJeHATa KIMHUYKA Mpakca Mpej
3aroyHyBamke Ha TPETMAHOT CO KoMOHWHanujaTa Ha atezolizumab u bevacizumab. Bevacizumab
Tpeba TpajHO na ce MpeKuHe Kaj MalueHTH Kou umalnie kpBapewe oA CreneH 3 wiu 4 of
KoMOuWHMpaHaTa Tepanuja. Be monume ynarere ce Ha 30MPHHOT W3BELITaj 32 OCOOMHHTE Ha
nekoT 3a bevacizumab.

Jlujabetec MenuTyC MOXE Ja ce TMOjaBM 3a BpeMe Ha TpeTMaHOT co atezolizumab Bo
KoMOuHaumja co bevacizumab. Jlekapure Tpeba a ja cienar BpeAHOCTa Ha IUIyKo3a BO KpBTa
npej ¥ MepruoJMUHO 3a BpeMe Ha TPETMAaHOT co atezolizumab Bo komOuHanmja co bevacizumab
KaKo IITO € KIMHUYKHA UHULIUPAHO.

Ynompeba na atezolizumab xaxo monomepanuja 3a NPEONUHUCKYU MPEMMAH_HA MEMACMAMCKY
NSCLC

Jlexapure Tpeba Jja ro 3emMaT BO MpeIBU/ OJUI0KEHUOT NMOYETOK Ha e(eKToT Ha atezolizumab

pT

[TauneHTr co clieiHMBe cOCTOj6U GUile MCKIY4eHH O]l KIMHMUYKUTE MCTIUTYBArba: MCTOpHja Ha
aBTOMMYHO 3a00JlyBam€, UCTOPHja Ha THEBMOHUTHUC, aKTUBHU MeTacTa3u BO Mo3okoT, , ECOG
PS > 2 (ocBen 3a nauuentu co HanpeneH NSCLC kou He ce nono6Hu 3a Tepamnuja G6asupana Ha
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mnatuda), HIV, undekuuja co xemarutuc B wnm C (3a mauueHntu Oe3 XemaTolenyiapeH
kapuuHoM - HCC), curHuuKaHTHO KapAMOBaCKylapHO 3a0oiyBame W MALUUEHTH CO
HeaJieKBaTHA XeMaToJIollKa U opraHcka QgyHkuuja. Op cryaujata OGuie UCKIy4eHU U MalUeHTH
KOW MpPUMMJIC J)KMBa, aTCHyHMpaHa BaKlMHA BO TEK Ha 28 [eHa Npej BKIy4yBameTO; CUCTEMCKH
MMYHOCTUMYJIUPAYKi areHTH BO MHTEpBajl o 4 Helenu WIM CUCTEMCKHM UMYHOCYNPECHBHU
JeKapcTBa BO MHTEpBal O 2 HeJeNH Mpel 3aloyHyBameTO Ha CTYAWjaTa; TPeaneBTCKH
NIepopaHi WJIM MHTPABEHCKA aHTUOMOTHLM BO MHTEpBal OJ 2 HEIENH IpeJ OTIIOYHYBABE Ha
CTYAMCKHOT TPETMaH.

EXCIIMITMEHCH CO MTO3HATO JIE]CTBO

OB0] MEAMLMHCKMA Tpou3BoJ coapku mosmcopbar 20. Cekoja BHjajia cO pacTBOp 3a
uHjekTupame Tecentrig 1 875 mg compxu 9 mg nmomucopbar 20, mTo € exkBHuBajeHTHO Ha 0,6
mg/ml. [Toaucop6at 20 MoXke 1a IPEeIU3BUKA aJIEPTUCKH PEAKIIMH.

Kaptuuka 32 maniueHTH

JlexapoT KOj ro TpenuilyBa JIEKOT MOpa Ja pasroBapa CO MAaLMEHTOT 3a DPU3UIUMTE O]
nexyBameto co yiekoT Tecentriq. ITarentoT ke noOue KapTHuKa 3a MalMEHTH, CO HANOMeHa
JIeKa cexorall Mopa Jia ja HocH co cebe.

4.5 UnTepakiuuu co JPYrHy JeKOBH H APYrd (JOPMH HA MHTEPAKIUH

He ce cnpoBesienu hopmantu hapMakOKMHETCKU CTyJUU 3a UHTEpaKlLuja nomery atezolizumab
¥ Jpyrd JiekoBu. bunejku atezolizumab ce enumuHMpa Of LMpKyjauujaTa IO MaT Ha
KaTaboJIM3aM, He ce OYeKyBaaT MeTabO0IMYKM UHTEPAKLIMU CO APYTH JIEKOBH.

Tpeba na ce u3bernypa ynorpeba Ha CUCTEMCKM KOPTUKOCTEPOUIN MJIM MMYHOCYIIPECUBU TPE]L
NIOYETOKOT Ha JIEKYBameTo co atezolizumab 3aToa ImTO THE JEKOBM MOXAT Ja BiIWjaaT Ha
(apmakosMHaMcKaTa aKTUBHOCT M edukacHOCT Ha atezolizumab. MerfyToa, cucremckure
KOPTHKOCTEPOUM MIIM JPYrM MMYHOCYNPECHBM MOXAT Ja ce ynorpeOyBaar 3a JIEKyBame Ha

MIMYHOJIOIIKY TIPEAM3BUKAaHN HECaKaHW peaKLMy Iocje BoBeldyBame Ha atezolizumab (Buzerte
nen 4.4).

4.6 IlioaHocT, OpeMeHOCT U A0eHe
JKenu BO penpolyKTUBHA BO3pacT

Xenute BO _PenpojlyKTUBHa BO3pacT Mopaar 1a ynotpebyBaaT edukacHa MeTola  Ha

(Bugete nen 5.3). OBWE pe3yNTaTu ymaTyBaaT Ha MOXKEH PU3MK KOra Mopajyd MEXaHU3MOT Ha
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JienyBame Ha atezolizumab, HeroBara ynotpe6a Bo GpeMEHOCT MOJKE Jia My HAIITETH Ha MJIOJ0T
¥ J1a JIoBeJie JI0 3roJieMeHa CTarka Ha abopTyc UM MPTBOPOJICHYE.

[loznaro e nexa xymanuor umyHornobymun Gl (IgGl) ja mpoara miaueHtapHata Gapuepa.
bunejiu atezolizumab e IgG1, Moxe na n0jie 1o HEroB NMPEHOC 0J1 MajKaTa Ha IIOJIOT BO Pa3Boj.

Atezolizumab He Tpeba sna ce ynorpeOyBa BO TEKOT Ha OpeMeHOCTa, OCBEH BO Cilyyau Kora
KJIMHMYKaTa cocToj0a Ha jkeHaTa nobapyBa JieKyBame co atezolizumab.

OCHE

He e nosnaro nanu atezolizumab ce uznauyBa Bo MajuMHOTO MJIeKO. buzejku atezolizumab e
MOHOKJIOHAQJIHO aHTUTENIO0, C€ OYeKyBa Jieka ke Ouje MpucyTeH BO MPBOTO MJIEKO, @ BO HUCKH
KOHLIEHTpaLlMK U rociie Toa. He Moxke na ce MCKIIyYd PU3UKOT 38 HOBOPOAEHUYETO/JOCHYETO.
3emajku ro Bo npeaBu] 6eHeQUTOT Ha JOCHETO 3a AETETO HACTIPOTH OeHepUTOT OJ TepanujaTa
3a JKeHaTa, MOpa Jia ce JIOHece OJylyKa Jali Ke ce MPEeKUHE JIOCHETO WIIM Ke Ce TpeKuHe
nekyBameTo co jekoT Tecentriq.

[InoaHOCT

He ce poctanHu KIMHUYKM MOJATOLM 32 MOKHUTE epekTu Ha atezolizumab Bp3 muogHocTa. He
ce CIPOBE/IEHH CTYJUH 3a PENnpoayKTHBHA U pa3BOjHAa TOCKUYHOCT Ha atezolizumab, mefyToa BO
26-HeJIeTHOTO MCIIUTYBakhe Ha TOKCUUHOCT Ha MOBTOPJIMBY JI03U Ha atezolizumab ce mokaxan
peBep3ubuiieH eekT Bp3 MeHcTpyaanHuTe Lukiycu rnpu npoueHer AUC koj O6un npubinmixHO 6
natu norojieM oA AUC Ha nauyeHTUTe KOM INpuMmalie mpernopadaHa aosza (Bugere aen 5.3).
Hemaro edexru Bp3 MalkuTe penpoayKTUBHUTE OPraHu.

4.7 Edextn Bp3 cnoco6HOCTA 32 BO3eHe H PaKyBaibhe CO MAaIUMHHU

Tecentriq Manky BiMjae Ha CrocOOHOCTA 3a yNpaByBame CO BO3WJIA M paKyBame CO MAllMHH.
[TauuentuTe Ko 4yyBCTByBaaT 3aMop Tpeba Ja ce COBETYyBaaT Jia He yrpaByBaaT BO3MJIa U Jia HEe
paboTar co MallMHK JJ0JIeKa CUMIITOMUTE He ce rnosjevat (Buaere aein 4.8).

4.8 Hecaxanm ejcTBa

Kpartok onuc Ha 0e30e JHOCHUOT IpoduI

ST

(18, 2%), , muapea (18.1%), m/lpexcnja (17 9%), , nucnHeja (166 %), ap pg H)a U6
npypuruc (13,3%) acrenuja (13%), 6oaxu Bo rpbot (12,2%), noBpakame (11
Ha ypuHapeH TpakT (11%) u rnaBo6oinka (10,2%).
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Besbennocta Ha atezolizumab 3a MHTaBeHCKa aJJMUHUCTpallMja AaJieH BO KOMOUHALMja co Apyru
areHcH, e eBajyrpaHa Kaj 4535 nanueHTu co pa3iMuHi TUMOBH Ha Tymop. Hajuecture Hecakanu
peakiuu (>20%) Oune anemuja (36.8%), Heytponenuja (36.6%), rageme (35.5%), 3amop
(33.1%), anoneuuja (28.1%), ocun (27.8%), nujapea (27.6%), Tpombouutonenuja (27.1%),
koHctunaiuja (25.8%), namanen anetut (24.7%) u nepudepHa HeBponatuja (24.4%).

s

Besbennocuror npodun Ha Tecentriq pacTBOpPOT 3a MHjeKTHpamwe OMI BO LENMHA CIMYEH Ha
N03HAaTUOT 0e30eIHOCEH Mo Ha UHTpaBeHCKaTa Gopmysaluja, co JIONOJHUTEHA HECaKaHa
peakidja Ha peakLdjaTa Ha MECTOTO Ha uHjekTupame (4,5% Bo rpynmata Bo Koja €
agmunuctpupad  Tecentriq cyOkyraHo HacnpoTd 0% BO rpymnara BO Koja € aAMHMHHCTPUPaH
WHTpaBeHCKH atezolizumab).

Ynompeba na atezolizumab npu adjyeanmen mpemman na NSCLC

Besbequocuuor npopun Ha atezolizumab kaj MauMEeHTH CO HE-CUTHO KiieToueH GenofpobeH
kapuuaoM (NSCLC) Bo agjyBanrteH cetuHr (IMpower(10) 61ua BOrjgaBHO KOH3UCTEHTEH CO
0e30eaHOCeH npodua BO MyaMpaHUTE CTYAMH 32 MOHOTEpaluja BO HanpeaHar ceTuHr. Cenak,
MHIMAEHLATA Ha HECAKaHW WMMYHOJIOIIKK TOCpPeyBaHH peakiuu Ha atezolizumab Bo
IMpower010 6una 51.7% cnopeneHo co 38.4% kaj momynaumjata oj IyJMPaHUTE CTYIWU 3a
MOHOTepanuja Kaj HampegHata Oonect. He Owne wuaeHTHGUUMPAHM HOBU MMYHOJIOIIKH
NoCpeyBaHH HECAKaHH PEakKiMy Kaj MalMeHTUTE OCTABEH!U Ha aJijyBaHTEH TPETMaH.

Ynompeba na atezolizumab o xombunayuja co bevacizumab, paclitaxel u carboplatin

Bo cryaujata 3a npBosuHucku TpetMaH Ha NSCLC (IMpowerl50), ceBkynHO mOBHCOKa
(dpexBeHIMja Ha HECaKaHW peakly Ouna 3abesexaHa BO TEPANEBTCKUOT PEXHUM €O 4 jieka u
Toa atezolizumab, bevacizumab, paclitaxel u carboplatin cnopeneno co atezolizumab, paclitaxel
u carboplatin, mTO BKIyuyBaso HecKaHW peakuuu oA cteneH 3 u 4 (63.6% cnopeneHo co
57.5%), HeckaHu peakiu ofi cteneH 5 (6.1% cnopeneHo co 2.5%), HecakaHu peakuuy Kou Ouie
on mocebeH uHTepec 3a atezolizumab (52.4% cnopeneno co 48.0%), Kako M HecakaHUTe
peakiuy Kou Bojese IO NMpeKuHyBame Ha Ouio koj cryaucku Tpermad (33.8% cmopeneHo co
13.3%). T'ageme, aujapea, CTOMATUTHC, MAaJlaKCAHOCT, MUpPEKCHja, MYKO3Ha HH(amaluja,
HaMaJleH aneTuT, ry0erhe Ha TeKHHA, XUIIePTEeH31ja U MPOTEUHYpHja Oue noyecTo NpujaByBaHU
(>5% pasnuka) Kaj malMeHTH Kou npumaie atezolizumab Bo xomOuHauuja co bevacizumab,
paclitaxel u carboplatin. OcraHaTW KIMHMUKM 3HA4YajHM HECAKaHW peakUUu Kou Ouie
3ab0enexanu co mnoyecra (pekBeHIMja BO rpynara Ha atezolizumab, bevacizumab, paclitaxel, u
carboplatin 6une enucrakcu, xe 34, LiepeOpOoBacKyapHu HACTaHU, BKIYYUTETHO U CMPTEH
HCXO/.

g “. ® oo

N =L P e "
32 CePUO3HM HECAKaHH JIejCTBA Ce 11a/IeHU BO Hen 4.4 Tloce6Huu Mmepku
HITIPEJiynpelyBarba 3a yrorpeda Ha JIEKOT.

&7

4:9/‘ R

[Toaeranuu nadopma
Ha MPETNa3I1BOCT U
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Hagenenu ce Hecakanute peakiuu criopes MedDRA knaca Ha opraHcku CHCTEM W KaTeropuja
Ha 3auecTeHocT BO Tabena 3 3a atezolizumab (MHCTpaBeHCKa M cyOKyTaHa) JaZeH Kako
MOHOTEpanuja WM Kako KoMOWHMpaHa Tepanuja. HecakaHute peakuuu MO3HATH JieKa ce
jaByBaart Kaj atezolizumab wiu XxeMoTepanujata JaJleH Kako MOHOTeparnuja Moxe Jia ce ciiyyat
3a BpeMe Ha TPETMAHOT CO OBME JIEKOBM BO KOMOMHalMja, Aypu ¥ aKo OBHE peakiuu He Ouie
npujaBeHW BO KIMHUYKM CTYAMHM co KomOuHupaHa Ttepnuja. Ce ynotpeOyBa clieHaTa
KaTeropuja Ha 3ayecTeHocT: MHory yecto (>1/10), yecto (=1/100 no <1/10), nomanky uecto
(>1/1,000 mo <1/100), perko (>1/10,000 mo <1/1000), muory petko (<1/10,000), Heno3Hato (He
MOXe Jia ce MPOLEHH O] pacrojioxkIuBKUTe nojaroiu) Bo pamkuTe Ha cekoja rpyna gopmupana
Crope/i 3a4eCTEHOCT, HeCAaKaHUTE PEeaKLuK ce MPUKaKaHU CIOpe]| peAociie]l Ha HaMallyBambe Ha
CepHO3HOCTA.

TaGesa 3: 30upeH onuc HA HECAKAHHU PeaKIIMH KOH ce jaBUJIe Kaj MAallMeHTH JeKYBaHH €O
atezolizumab

Atezolizumab MmoHoTepanuja | Atezolizumab Bo KoMGHHHpaHa Tepanuja

HNudexnnu H vHPecTaUHH

MHory 4ecTo WH(ekimja Ha ypUHAPEH TPAKT" Wndeximja Ha 6emu 1po6oBu”

Yecro cerca”

HapymyBame Ha KPBTa H JUM(HHOT CHCTEM

MHory 4ecTo Anemuja, TpoMGoLMTONIEHH]A
HEYTpOIeHH]a’, neyxonermjaf

Yecro Tpom6ouuTonenuja’ Jlumponenuja®

Perko XemodarouurHa tumpoxucronuroza | XemodarouTHa JTMMPOXUCTOLUTO3A

HapymyBarbe HA HMYHOJIOIIKHOT CHCTEM

Yecro | Peakumu noBp3anu co undysujata’ | Peakuun noBp3anu co uHpysujara’
EHI0KPHHOJIOIIKH HAPYIIYBabha
MHory uecto Xunoruponausam'
Yecro Xunorupouausam' Xuneprupouauzam’
Xuneprupouanzam’
[Tomanky yecto nuaberec Menutyc', nHcypuumentmja | Xunodusuruc™
Ha HanOyGpexHa xIesa’
Xuno¢usuruc™
HapyuyBamwe Ha MeTa00JIH3MOT H HCXPAHATA o
MHory uecTto Hawmanen anerur Hawmanen anerwr,
Yecro Xunokanemuja®, xunoxarpemuja’, Xurnokanemuja’; ] ja”,
XUMEpPrIHKeMuja XUIOMAarHe3 R Pa 040
HapyuryBamwe HA HEPBHHOT CHCTEM / @',ﬁ“ o '°"<<‘,, AN
MHory 4ecTo I"naBobosika [Tepudepii
Yecro ITepudepna Heponaruja’ Cunkorn
[Tomanky 4ecro Guillian-Barre cunupom’,
MeHHHroeHuedanuTuc’ P
Petko MujacTeHnueH CUHIpOM” rapesa [Tape3a ¢ary gm *
dbauujanuc, MUjesTUTHC
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OuHu HapyLIyBal

a

Petko

| VBentuc

CpueBH HapyllyBamba

Yecro ITepukapaunjannu 3abomyama’
ITomanky yero TlepukapaujanHu 3a6onyBara’’
Petxo Muoxkapautuc’

HapyumyBame Ha KPBHHTE CaJl0BH

MHory uecto

Xuneprensuja™

Yecro

XunoreHsuja

HapymyBame Ha pecnHPaTOPeH CHCTeM, IPaH H MeAHjaCTHHYM

MHory 4ecTo

JIMCIIHEA, KAIIJIKIIA,

JlucnHea, Kauuiuia, Ha3ohapuHruTue”

Yecro

TTHEBMOHMTHC , XUIIOKCHja",
nasohapuHruTuc””

Hucdonuja

HapymyBame Ha [

HI'€CTUBHUOT CUCTEM

MHory 4ecTo

MaunuHa, noBpakawe, aujapea”

MaunuHa, noBpakarbe, ujapea’,
KOHCTHIIAIIH]a,

Yecro

konurHc', 6ojika Bo abIOMeH,
nucharuja, opodapunreanta Gonka"
cyBa ycra

CTOMATHUTHC, IUCTE3H]ja, KOJIUTHC'

ITomasnky yecro

IMankpeaTuTHC”

Pertko

Llenujakuja

Lenujakuja

HapyumyBame Ha UPHHOT P00 M KOJIYKATA

Yecro

3ronemenu BpeaHoctu Ha AST,
sroneMeHu BpeaHocTy Ha ALT,
XenaTuTue’

3ronemenu BpeaHoctu Ha AST, 3ronemenn
BpenHoct Ha ALT

Hapymynarbe HA KOKaTa H MOTKOKHOTO TKHBO

MHory yecto

Ocwur’”, pypHUTHC

OcHIr’, IpypuTHC, anonenuja’

Yecto

Cysa koxa™

[Tomanky yecro

Cepuo3HU KOKHU HECAKaHU
peakuuu™, ncopujasa™, Lichen
HapyinyBarmba *

CEpUO3HHM KOXHH  HECaKaHU

nicopujaza™

peaKiyu’

Petko

[Temduronn

[Temduroun, Lichen napymysmwa™

HapymyBaH,e HA KOCKE€HO-MYCKYJIEH CUCTEM H CBP3HO TKHBO

MHory 4ecTo

Aptpanruja, 6omka Bo rpo,

Aprtpanruja, MycKyJIHO-KOCKeHa Gonka™,
6osika Bo rpb

Yecro

MyCKYyJIHO-KOCKeHa 6oyka™

[Tomanky 4ecto

Muozuruc™

PeHaJIHH ¥ yPHHAPHH HapYLIyBambha

Yecro [TokaueHn BpeqHOCTH Ha kpeaTunuH | [IporemHypuja™ IlokayeHu BPEOHOCTH Ha
BO KpBTa’ KPEaTHHUH BO KPBTa®

ITomMaiky 4ecto Hedpuruc™

Henoznato He—umbwnmmca'

OmwTH HAPYLIYBaKa M PeaKitifja Ha/MeeTo Ha ynorpea

MHory 4ecTo

pexcﬂja\, aam%)ﬁ,@cfg ja

IMupekcuja, 3amop, acreHuja, mnepudepex

& 00 enem
Yecro @vxh‘romn }IHHHH Ha%p‘ﬁ Tpecka,
gp I/IPPHa- Me; pIJO HA .
Fr
HcnutyBama x «\’/
Yecro

[TokaueHu BpeHOCTH Ha ajkaiHa ¢ocdaraza
BO KPBT2
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Onuc Ha onOpaHU HECAKaHU peaKLiuy

ITogatouute BO nNpojo/nKEHME OApa3yBaaT HMHGOpPMALMM 3a Ba)XKHM HECAaKaHU peakiuu 3a
atezolizumab kako MOHOTepanuja BO KJIMHUYKU cTyauu (Buaere aen S.1). Jleranu 3a 3Ha4YajHUTE
HecakaHM peakuuu 3a atezolizumab kora ce naBa Bo KOMOMWHalMja ce NMPE3EHTHPAHU aKo ce
3a0ee)kaHy KJIMHUYKY PEJIeBaHTHU Pa3iMKK BO criopeida co MOHOTepanujarta co atezolizumab.
Hacokute 3a HUBHO JIeKyBamb€ ce ONULIAHU BO JieJoBUTE 4.2 U 4.4,

Hmynonowku nocpedysan nHEYMOHUMUC

[TueBmonuTHC ce jaBun kaj 3% (151/5 039) ox maumeHtuTe KOW npumaie atezolizumab kako
moHotepanuja. Kaj Tpojua oj Tve manueHTH 3abesnexanu ce CMpTeH ucxo. [IpoceuHoro Bpeme
JI0 TojaBa Ha HACTaHOT u3HecyBayno 3,7 Meceuu (uHTepBan oj 3 geHa no 29,8 meceum).
[Ipoceunoro Bpemerpaewme 6o 1,7 meceuu (unrepsan oa Jlen 0 no 27,8 + meceuu, + o3HauyBa
LieH3ypUpaHa BpeaHOCT). [THeBMOHMTHUC 10BEN 10 MPEKUH Ha JIEKyBameTo co atezolizumab kaj
41 (0,8%) on naumenture. ITHEBMOHMTHUC KOj Mopasl Jja ce JieKyBa CO KOPTHUKOCTEPOUIU
3abenexxan e kaj 1,8% (92/5 039) on mnaumentute kou mnpumane atezolizumab kako
MOHOTeparnuja.

HUmynonowxu nocpedysamn xenamumiuc

Xenarutuc ce jaBun kaj 1,7% (88/5 039) on mamuentuTe kou npumaine atezolizumab kako
moHoTepanuja. O 88 mauuentu Tpojua umane daraneH ucxo. [IpocedHoTo Bpeme 10 1nojaBa Ha
HacTaHOT u3HecyBano 1,4 meceuu (uurtepBan ox 0 peHoBu o 26,3 meceuu). [Ipoceunoro
BpeMeTpaewe u3HecyBano | mecen (unrepBan on Jlen 0 jpo 52,1+ meceuu; + o3HauyBa
LIeH3ypHpaHa BpeHOCT). XenaTUTUCOT JI0BEN JI0 MPEKUH Ha JIeKyBambeTo co atezolizumab kaj 46
(0,9%) on manueHTture. XenaTUTUC KOj MOpaJl Jia ce JIEKyBa O KOPTUKOCTEPOUIM 3abeliexaH e
Kaj 2,6% (130/5 039) ox manupenTure Ko npumale atezolizumab kako MoHOTeparnuja.

HMVHOJZOWKU nocpedyeaH KoJumuc

Konutue ce jaBun kaj 1,2% (62/5039) oj mnauueHTuTe KOW MNpumane atezolizumab kako
MoHoTepanuja. IIpoceuHoTo Bpeme /10 nojaBa Ha HACTAHOT M3HECYBailo 4,5 meceuu (MHTepBa
on 15 nenoBu no 36,4 meceun). Ilpoceunoto Bpemerpaewe uzHecyBano 1,4 meceuu (MHTEpBa
oa 3 neH po 50,2 + Meceuy; + 03HauyBa LeH3ypUpaHa BpeaHOCT). KOJUTUCOT 10BN 10 MPEeKUH
Ha JieKyBamweTo co atezolizumab kaj 24 (0,5%) on naunuentute. Konuruce koj Mopai 1a ce jieKyBa
co Kkoptukocrepouau 3abenexan e kaj 0,6% (30/5 039) ox mnauueHTHTE KOU MpUMaje
atezolizumab kako MOHOTeparnuja.

Hmynonouiku nocpedyeanu eHOpOKDUHUNAMUY

Hapywysara na mupouonama sicne3oa
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on nen 0 no 38,5 mecenu). Xunotupouausam ce nojaBui kaj 17.4% (86/495) on maupenrure co
NSCLC kou mpuMaie MOHOTepamnuja co atezolizumab Bo amjyBanTeH ceTHHr. CpeHOTO Bpeme
Jo nojaBa 6umito 4.0 meceuu (oncer: 22 nena o 11.8 meceun).

Xuneptupeosa ce jaBuna kaj 2,4% (121/5 039) on nauuenure kou npumaie atezolizumab kako
MoHoTepanuja. [IpoceyHOTO Bpeme 10 MojaBa Ha HACTAHOT M3HeCyBaio 2,7 mecelu (MHTEpBa
on e 0 no 24,3 meceun). XunepTUpouau3am ce mnojaBui kaj 6.5% (32/495) on nauueHture co
NSCLC kou mpuMae MoHOTepamnuja co atezolizumab Bo azjyBanTeH ceTuHr. CpeiHOTO Bpeme
Jio nojara 6uiio 2.8 meceuu (omncer: 1 gen 1o 9.9 meceun).

Hucypuyuenyuja na naobybpesicna sicne3oa

Mucybunuenuyja Ha HanOyOpexkHa xie3sa ce japuia kaj 0,5% (25/5 039) on nauuenrture xou
npumaine atezolizumab kako MoHoTepanuja. [IpoceyHOTO BpemMe [0 NojaBa Ha HACTAHOT
u3HecyBano 6,2 meceuu (uHTepBan ox 3 geHa go 21,4 meceuu). MHcyduumenuuja Ha
HajOyOpeXxHa Jxie3jia JoBela 0 MNpeKUH Ha JieKyBaweTo co atezolizumab kaj 5 (0,1%)
nauyentd. Mucybunuennuja Ha HanOyOpexxHa >kie3fa Koja Mopaja Ja ce JieKyBa co
KopTuKocTepounu 3abenexana e kaj 0,4% (20/5 039) ox nauuenture Kou npumane atezolizumab
KaKo MOHOTeparuja.

Xunoghuzumuc

Xunodusuruc ce jaBun kaj 0,2% (9/5 039) onx nauueHture kou npumaine atezolizumab kako
MoHoTepanuja. CpeJHOTO BpeMe 10 ojaBa Ha HacTaHOT O6uio 5,3 Meceuu (uHTepBan: 21 neH nu
13,7 meceun). Kaj mect (0,1%) nanuentu 6una notpebHa ynotpeba Ha KOPTUKOCTEPOUIU U
JIeKyBameTo co atezolizumab 6uno npexunato kaj 1(<0.1%) nauuenT.

Xunodusuruc ce jaBun kaj 1,4% (15/1 093) on maumentute kou mpumane atezolizumab Bo
koMmOuHanuja co paclitaxel, npocnenenHo co atezolizumab, mo3Ho-ryct doxorubicin wunu
epirubicin u cyclophosphamide. ITpoceuHoTto Bpeme o nojaBara 6umno 3,8 meceuu (omncer: 2,4
go 10,7 wmecemm). Kaj enmunaecer mnauuenta (1,0%) Ouna mnortpebua ymoTtpeba Ha
koptukoctepouau. TpermaHoT co atezolizumab 6un npexunar kaj 7 (0,6%) nauueHTy.

Xunopusuruc ce jasun kaj 0,8% (3/393) on naumenture kou mnpumane atezolizumab co
bevacizumab, paclitaxel u carboplatin. CpenHoTo Bpeme 10 nojaBa Ha HactaH 6uno 7,7 meceuu

(untepBan: 5,0 mo 8,8 wmecenu). 3a [aBajua nauuMeHTd Ouno mnoTpedHO ymoTpeba Ha
KOPTUKOCTEPOU/IH.

Xunodusutuc ce }as/pm‘ Kay ‘Q,
KoMOMHaLM]a O ,ab-pacli’tax’éhu
Mecenu (MHTEpH: 5_1 -5,1-m0 9,3 1’110

(2/473) on nanuentute kKou mpumane atezolizumab Bo
oplatin. CpeaHoTO Bpeme 10 mojaBa Ha HacTaH Ouio 5,2
nf‘s) 3a aBajua nauMeHTd Owio moTpedHO ymoTpeda Ha
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Hujabetec menutyc ce jaBuu kaj 0,6% (30/5 039) on manueHTHTe KOoW npumalie atezolizumab
Kako MoHoTepamnuja. [IpocedyHOTO Bpeme J0 TMoOjaBa Ha HACTAHOT W3HECYBajlo 5,5 Mecelu
(unTepBan o 3 nexa 1o 29,0 meceuu). Jlujabetec MenuTyc A0BeJ OO0 MPEKUH Ha JIEKYBAHETO CO
atezolizumab kaj <0,1% (3/5 039) nauuentu. Kaj uernpu (,0,1%) nanuentu ce jaBuia notpeba
ol ynotpeba Ha KOPTUKOCTEPUOUIH.

Hujaberec menutyc ce jaByBa kaj 2.0% (10/493) on naumenture co HCC kou npumare
atezolizumab Bo komOuHauuja co bevacizumab. CpenHoTo Bpeme 3a nojaBa 6uno 4.4 meceiu
(oncer: 1.2 meceuu - 8.3 meceuu). Hema ciyuaeBu Ha aujaberec MENIUTYC KOW BOJAT JIO MPEKUH
Ha Tepanuja co atezolizumab.

Hmynonowxku nocpedysan MeHuﬁeoeHued)aftumuc

Menunroenuedanuruc ce jaBui kaj 0,4% (22/5 039) ox nauueHtuTe Kou npumale atezolizumab
Kako MoHoTepanuja. [IpocedyHoTo Bpeme 10 mMojaBa Ha HacTaHOT Ouio 15 neHoBU (MHTEpBa:
neH 0 no 12,5 meceun). [Ipoceunoro BpemeTpaewe u3HecyBasno 24 nena (MHTepBai: 6 JEHOBH JI0
14,5 + meceuu + 03HauyBa LIEH3ypUpaHa BPEIHOCT).

MenuHroeHuepanuTuc koj Tpedano ja ce jekyBa co ynorpeba Ha KOPTUKOCTEPOUIH HACTAIIMII
kaj 0,2% (12/5 039) ox nmaumenTure kou npumaie atezolizumab u ocym naumentu (0,2%) ro
NpeKuHale JIEKyBameTo co atezolizumab.

Hmynonowixu nocpedysana Heeponamuja

Guillain-Barré cunopom u OemuenuHusupayka noauHesponamuja

Guillain-Barre cunapom u neMuenvHu3upadka nojuHeBponaruja ce jasuie kaj 0,1% (6/5 039)
0J] MalMeHTUTe KoM npumaie atezolizumab kako MoHotepanuja. [TpoceuHoTo Bpeme 10 nojasa
Ha HacTaHOT u3HecyBano 4,1 meceuu (unrepsan ox 18 menosu no 8,1 meceum). [Ipoceunoro
BpemeTpaewe n3Hecysasno 8,0 meceuu (uHtepBan oa 18 neHoBu no 24,5+ meceuu, + o3HavyyBa
uensypupana BpezaHoct). Guillain-Barre cuHapom noBen 10 TNpeKHMH Ha JIEKYBambeTO CO
atezolizumab kaj 1 (< 0,1%) nmauument. Guillain-Barre cunapom koj Tpebano ja ce jnekysa co
ynotpeba Ha KopTHUKocTepou U 3abenexan e kaj < 0,1% (3/5 039) ox manueHTUTe KOu npumMale
atezolizumab kako MOHOTepanuja.

HmyHno nocpedyeana napesa hayujanuc

[Tapeza dauujanuc ce mnojaBuna kaj < 0.1% (1/5 039) ox nauueHTHTEe KOW mNpUMae
MOHOTeparuja co atezolizumab. Bpemero Ha mojaBa o1 moueTok Ha Tepanujata 6uao 29 1eHOBH.

Bpemetpaemero 6uno 1.1 meceu. OBoj HecakaH HacTaH HeMasl MoTpeda OA-BRIYHYBAMETO HA
) E
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Mujacmenuyuen cunopom

Mujacrenuja rpasuc ce jaBuna kaj < 0,1% (1/5 039) on nauentute (Bkiy4yBajku u 1 cMpreH
ucxon) kou mpumuie atezolizumab kako moHoTepanuja. [IpoceuyHoTO Bpemero 10 MojaBa Ha
HacTaH 6uno 2,6 mecenu (orcer: 1,5 meceuu 1o 4 meceuu).

Hmynonowxu nocpedyean nawkpeamumuc

[TankpeaTHTHC, BKIyuyBajKky 3rojieMeHa BpEJHOCT Ha amuiasza M junasa, ce jaBun kaj 0,8%
(40/5 039) ox manueHTUTE KOM npuMumiie atezolizumab kako MoHoTepanuja. [IpoceyHoTo Bpeme
JI0 T0jaBa Ha HACTAHOT M3HECyBano 5 Mecely (uHTepBan o aeH 0 no 24,8 meceun). [Ipoceunoro
BpeMeTpaewme u3HecyBano 24 pneHa (uHrepBan on 3 neHoBu 10 40,4 + meceuu; + o3HauyBa
LieH3ypupana BpeaHoct). [laHkpeaTuTic 10BeN 10 MPEKUH Ha Tepanujara co atezolizumab kaj 3
nauuentu (< 0,1%). [TankpeatuTuc koj Tpeban Aa ce JieKyBa CO IPUMEHA Ha KOPTUKOCTEPOUIH
3a0enexxan e kaj 0,2% (8/5 039) om mnammentute kou mnpumane atezolizumab kako
MOHOTeparuja.

Hmynonowku nocpedysar MUoKapOUmuc

Muokapautuc ce jasun kaj < 0,1% (5/5 039) on manueHTUTE KOM MpHUMasie MOHOTeparnuja co
atezolizumab. Ox 5 nauueHTH, Kaj efieH uMano (artajieH UCXOoJ MpU ajjyBaHTEH TPeTMaH Ha
NSCLC. CpenHoto Bpeme no mojaBa 6uio 3,7 meceuu (oncer 1,5 no 4,9 meceun). CpeaHoro
BpeMeTpaecibe O6uno 14 menoBu (omcer 12 pmena no 2,8 meceum). IlojaBata Ha MHOKapAUTUC
JioBena 10 NpekuH Ha atezolizumab kaj 3 (<0.1%) nauuentu. Tpojua naumentu (<0.1%) nmane
notpeba o1 ynorpeba Ha KOPTUKOCTEPOUJIH.

Hmynonouwku nocpedysan Hepumuc

Hedputrc ce mojaByBa kaj < 0,2% (11/5 039) on nauuentute kou mpumuie atezolizumab.
CpennoTto BpeMe Jio nojaBa Ha HacTaH 6uno 5,0 meceuu (uHrepsan: 3 nena no 17,5 meceunm).
Hedpuric moBen [0 NMpeKHH Ha NeKyBameTo co atezolizumab kaj 5 manmentu (0,1%). Kaj 5
(<0,1%) nmaunuentu 6una notTpedHa NpUMEHa Ha KOPTUKOCTEPOUIU.

Hmvynonouiku nocpedysan Muo3umuc

MmuosuTtrc ce nojaBysa kaj 0,6% (32/5 039) on nauuentute Kou nmpumuiie atezolizumab kako
MOHOTepan#uja. Cpe;u;lome Bpeme 110 nojaBa Ha HacTaH 6uno 3,5 mecenu (MHTepBan: 12 neHOBU
no 11,5mecenn). Cpe);tHQTO* Tpaewe 6uno 3,2 meceuu (MHTEpBal 9 JieHa 1o 51 1+MCCCI_U/I

SJEV~

uu_(anr. Severe cutaneous adverse reactions - SCARs) ce
OJ1 MAlMEHTUTE KOU MPUMMIIE MOHOTEpanuja co atezolizumab.
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On 30 nmanumenrtu, eneH uman ¢ataneH ucxon. CpenHoTo Bpeme 0 mojaBa 6wio 4,8 meceuu
(oncer: 3 nenoBu 0 15.5 mecenu). CpenHoTo BpemeTpaerme 6uno 2,4 mecenu (ormcer: 1 aeH 10
37,5+ meceuu; + o3HauyBa UeH3ypupaHa BpeaHocT). SCARs joBen 10 NpekuH Ha Tepamnuja co
atezolizumab kaj 3 (<0.1%) nauuentu. SCARs co notpeba 0 KOPUCTEHE Ha CHCTEMCKH
KopTUkocTepouau ce nojaBuna kaj 0.2% (9/5 039) ox mauueHTUTE KOM NpUMaJie MOHOTEpaIiuja
co atezolizumab.

Hmynonouwtku nocpedyeanu nepukapOujaitu 3a0601y6ared

[Tepukapaujanuure 3a6oiyBama ce nojaByBaat kaj 1% (49/5 039) on nauueHTHTE KOM MPUMHUIIE
MoHoTepanuja co atezolizumab. CpenHoTo BpeMme 3a mnojaBa Ha oBue 3abosiyBama Ouno 1.4
meceuu (omcer: 6 neHoBu 10 17.5 meceuu). CpenHoTo BpemeTpaewe 6uio 2,5 meceuu (orcer:
neH 0 go 51,5+ meceuu; + o3HauyBa LieH3ypupaHa BpeaHoct). [lepukapaujannute 3a60yBama
BOJIeJie 10 TMpekuH Ha Tepanujata co Tecentriq kaj 3 (< 0.1%) nmauuentu. [lepukapaujanuu
3abosyBama 3a KOM UMalio notpeda o ynorpeda Ha KopTHkoctepounu umaino kaj 0.2% (7/5
039) ox1 marMeHTUTE.

Edhexmu 00 xnacama na umynonowxu ‘‘vexnounm’’ unxubumopu

[IpujaBeHu ce ciayyad Ha cje/lHaBa HecakaHa peakiuja(d) 3a BpeMe Ha TPETMaHOT CO JIPYrd
UMYHOJIOIIKA “YEKNOMHT” HMHXUOUTOpPH, KOM MCTO Taka MOXE Ja ce [ojaBaT 3a BpeMe Ha
TPETMaHOT co atezolizumab:

er3okpuHa MHCY(ULIMEHIMja Ha TAHKPEacoT.

Hmynozernocm

CybOkyrana dhopmyianuija

Bo IMscin001, nHumaenuara Ha aHTu-atezolizumab aHTHTENna KoM ce MojaByBaaT 3a Bpeme Ha
TPETMAHOT Kaj MalMeHTH TPeTHpaHu co cyOKyTaHa M MHTpaBeHcka ¢opmynanuja Ha Tecentriq
ouna cnopemnuBa (19,5% [43/221] u 13,9% [15/108], coonetHO), BO mpocek ox 2,8 meceuu
tpetMad. MHumnenuata Ha antu-rHuPH20 anTuTena xou ce mojaByBaaT OJ TPETMAHOT Kaj
NalMeHTH TPETUPAHU CO cybkyrana popmynauuja Tecentriq 6una 5,4% (12/224). Knunuykara
BaXXHOCT Ha pa3BojoT Ha aHTHU-rHUPH20 antuTena mo TpermaH co Tecentrlq pacTBop 3a
MHjEeKTUparbe € Helo3Hata.

WuTpasencka GpopMyianuja

Bo noseke ¢aza 11 u IIT cryaun, 13,1% 10 54,1% of mauueHTHTE passie a@m Jiexg, HTUTEJA
ey b
(ADA) npenusBukaHu oJi JieKyBameTo. [lalimeHTuTe Kou pasB egaﬂm,-@( ggnﬁ‘egl

MMaJie TeHJICHLIMja Ha LIeJI0OKYITHO M0JIoLIa 3/IpaBCTBEHA COCTOj0 mn@pawggggguxg
Tpeji MOYETOKOT Ha TepanujaTa. Toj aucGananc Bo 31paBCcTBEHATA ct)g?sﬁa 1 Kgp

Ha GoJsiecta mpeJl MOYETOKOT Ha TPETMaHOT, MOXE Ja NpeAn3BUKA a\gé" (?(Q JEO
¢apmakokunerckure aHanusu (@QK), ananuszute 3a edukacHocra W=



CIIPOBEJICHU EKCIUIOpATUBHU aHalu3M 3a MpuiarojlyBame Ha JAUCOAHCOT BO OCHOBHATa
3/IpaBCTBEHA COCTOj0a M KapakKTepUCTHKUTE Ha Hosiecta 3a Aa ce npoueHu edexror Ha AJIA Bp3
epukacHocta. OBHME aHanM3M HE WCKIydyBaaT MOXHO ciabeeme Ha MNpUIOOMBKUTE 3a
euKacHOCT Kaj manueHTy kou passuiie AJIA Bo criopesda co mauyeHTH Kou He passuie AJIA.
Cpennoto Bpeme Jio nojaBa Ha AJIA ce aBukeno o 3 Helenu 10 5 HeAeu.

Oj mojaToly Ha MalMeHTH TPETUPaHU co MOHoTepamnuja co atezolizumab (N=3460) u co
KomOuHupaHa Tepanuja (N=2285), Gune 3abenexanu cieiHUTE CTalKKU Ha HECAKaH! JIejCTBa
(HJT) 3a ADA-no3utuBHaTa romyJaiuja Bo criopeada co ADA-HeraTuBHaTa NomyJalyja,
cooxsetHo: HJI crenen 3-4 46,2% vs. 39,4%, cepuo3nu Hecakanu jejcta 39,6% vs. 33,3%, H]L
KOM BOJAT JI0 OTKaXKyBame o] Tepanujara 8,5% vs 7,8% (3a moHoTepanuja); HJ] crenen 3-4
63.9% vs. 60.9%, cepuo3nu Hecakanu aejctea 43.9% vs. 35.6%, HJI xou Boaat 10 npekuH Ha
Tepanujara 22.8% vs 18.4% (3a komOuHMpaHa Tepanuja). Cenak, pacroyoK/IMBUTE NOJATOLH He
JI03BOJIyBaaT Jia Cce JOHecaT I[BPCTH 3aKJIy4OlM 3a MOYKHATA 1IeMa Ha pa3B0j HA HECAKaHUTE
JiejCTBa.

[lenujaTpucka nomyJjamuja

besbennocra Ha atezolizumab kaj jgeua v afoNieclieHTH He € yTBpJeHa. Bo KIMHMYKOTO
UCTIUTYBambe co 69 nenujarpucku nauueHTy (<18 roaunn) Hema 3abenexano HoBU 0€30€ITHOCHU
cHUrHau, U 6e30eIHOCHUOT PO OUIT CIOPEJIUB CO BO3PACHU MALUEHTH.

[ToBo3pacHU

I"'enepanHo, He ce 3abenexaHu paszauku Bo 6e30eaHocTa nomery nauueHture < 65, 65-74 u 75-
84 roguHM KoM MpUMaaT MOHoTepanuja co atezolizumab. [TopaTonure 3a nauueHty > 85 roguHu
ce MPEMHOr'y OTpaHMYEHU 32 Jia Ce M3BJleYaT 3HauajHH 3aKTy4yol 3a OBaa MoryJaluja.

Bo cryaujara IMpowerl50, Bo3pacta > 65 Guna acouupaHa co 3rojleMeH pU3MK O] pa3Boj Ha
HecakaHM JIejCTBa Kaj MalMeHTH Kou npumaat atezolizumab Bo xomOuHanuja co bevacizumab,
carboplatin u paclitaxel.

Bo cryauure IMpowerl50, IMpowerl33, Impower 110 u IMscin001, mnomarouute 3a
nauueHTuTe >75 roauHu Ouiie NPeMHOry OrpaHMYeHHU 3a Ja ce MOAroTBaT 3akiaydouu. Bo
crynujata IPSOS kaj naupenFi- SCLC kou He r' UCTOJIHYBaje YCIIOBUTE 3a Tepamnuja co
riatuHa Bo 1L, HeMalg” BKYH\H'PI;P B BO 6e36enHocHMOT npodun 3a 1L MoHoTepanuja co
atezolizumab momery 033345HI/IT€ ndgr YNy Ha MaLUEHTUTE.

Q) ,Q e

leuJaByBa}be Ha éﬁaymn ;re]g, a
[TpujaByBameTo Ha qgéxa}mjé ae] jéTBa pefucTpupanu 1o 106KBake Ha ON06peHNe 3a CTaBarbe
Ha JIEKOT BO MPOMEXY o,u ronéma Ea:ge, ct. Ha oBoj HauuH ce o6e30enyBa KOHTHHYHUpPAHO
cliefiene Ha KopHcTa Naepy g@m plﬁg@ o yr10Tpe6aTa Ha JIEKOT. 3paBCTBEHUTE pabOTHULIN
MOJKE J1a IO MpHjaBaT cex 4 HecakaHo JIeJCTBO OJ] IEKOT BO HarrioHanHHOT LieHTap 3a
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(bapmakoBurunaHua npu AreHuujara 3a JIGKOBU U MeauluHCcku cpexactBa (yi. ,,CB. Kupun u
Metoauj“ 6p. 54, xar 1) wiuM No eneKTPOHCKM NaTr Mpeky BeO- cTpaHulara Ha AreHlMjaTa
http://malmed.gov.mk/

JIoTOTHUTENTHO, HECAKaHUTE JIEjCTBA Ol OBOj JIEK MOXETE Jia T MPHjaBUTE U HA HOCUTEJIOT Ha
on00peHneTo 3a craBame Ha JiekoT Bo npomeT Bo Penybiuka CeBepHa Makenonuja: POILLI
Maxkenonuja JIOOEJI Ckomje, agpeca: yn. Makcum [opku 6p.13 kar 3, 1000 Ckomje, P.
Ceepna Makesionuja, Tenedon: 02 3103 500 unu Ha macedonia.drugsafety@roche.com

4.9 Ilpenozupame

Hewma nopaTtouu 3a npenosupame co atezolizumab.

Bo cnyyaj Ha npejno3upame NoTpeOHO € BHUMATENHO Ja ce HalJbylyBa MAalMEHTOT 3apajiu
MOXKHa T0jaBa Ha 3HALM WJIM CUMIITOMM 32 HECaKaHW peaklMd U Jila Ce BOBEIE COOJBETHO
CHMITOMATCKO JIEKYBaIbe.

S. PAPMAKOJIIIKH CBOJCTBA

5.1 ®apMaKOAHHAMCKH CBOjCTBA

dapmakoTepaneBTcka rpyna: AHTHHEOIIACTULIM, MOHOKJIOHAJIHU aHTUTea U JIEKOBU-KOH]yraTH
Ha anturena, PD-1/PDL-1 (ITporpamupan npoTeuH Ha KJ€TOYHAa cMpT |/ JMraHj Ha KJIETOYHA
cmpT 1) uHXUGUTOPHU.

ATC xon: LO1FFOS

PactBopoT 3a uHjekTHpame Tecentriq ja copxu akTHBHATa CyncTaHLMja atezolizumab koja ro
o6e30eyBa TepaneBTCKUOT e(eKT Ha OBOj MEAMIMHCKM MPOU3BOJ U PEKOMOMHAHTHA XyMaHa
xujanyponuaaza (rHuPH20), eH3uM Kkoj ce KOpHUCTH 3a 3rojieMyBame Ha Jucliep3ujata W
arcoprujaTa Ha Ko-popMyIMpaHUTe CYNCTaHLMU KOra ce aIMUHUCTPpHpa CyOKyTaHO.

MexaHu3aM Ha JIeyBaH€

Jlurann peuenrtop 3a nporpamupana kietoyHa cMpt 1 (anriucku: Programmed death-ligand 1
PD-L1) moxe na ce exkcrpecupa Ha TYMOPCKUTE KJIETKA W/WIM MMYHMTE KIETKU KOM TO
MHQUITPUpPAAT TYMOPOT M MOXE Jia MpUIOHece KOH MHXMOMIMja Ha aHTU-TYMOPCKHUOT UMYH
OJIrOBOp BO camaTra MUKpOCpearHa Ha TyMopoT. Bp3yBawero Ha PD-L1 3a peuenropure PD-1 u

B7.1 na T-knetkute W aHTUreH HpCSCHTI/IpaHKHTC KJIETKH ja Cynpecupa_aKTMBHOCTa Ha
Atezolizumab e xymaumupaﬂo umyHornobynun Gl (IgGl) Moﬁ'oxnouanﬂo&@ .
& es;w&xcyﬁg \

6iokaza Ha peuenropute PD- Ll u B7.1 u Ha TOj HauuH ja nq;cﬁuyBa %Kﬁﬁngup
MMYHUOT OJrOoBOp nocpeayBaH oJ komruiekcor PD-L1/ PD-1, mTo mg,n&quaﬁpeaKT@% Anjija Ha

BJIMjae Ha HHTepaKouaTa PD- L2/PD | u Taka OBO3MOXyBa W nox—xaTamy na ce IpeHecyBar
MHXUOUTOPHUTE CUTHAIU NocpeayBaHu o komriekcot PD-L2/PD-1.
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2,1 mecenu Bo rpynara jekyBaHa co vinflunine u paclitaxel u 1,6 meceuu Bo rpynara JiekyBaHa
co docetaxel.

JlemorpadckuTe KapaKTepUCTHKY U MOYETHUTE KapaKTepUCTKH Ha GoJsiecta BO Momyainujara 3a
npyMapHa aHainu3a 6uie 1006po BoeJHauyeHW romMery JieKyBaHUTe rpynu. [IpoceuHara Bospact
usHecyBana 67 roauHu (untepBan 31-88), a 77,1% ox nauuenture Oune maxu. IToekero
naueHty Oune oxn Gena paca (72,1%), 53,9% ojn nauueHTUTE BO TrpynaTta JieKyBaHa CO
xemorepanuja npumana vinflunine, 71,4% ox nauueHTuTe MMaie HajMaiKy eleH ¢akrop Ha
pu3MK 3a Jowa nporHo3a u 28,8% wumane meractaza Ha LPHUOT ApoO HA TMOYETOKOT Ha
crynujara. ITouerHuor ¢ynkuuonanen ECOG craryc usHecyBan 0 (45,6%) win 1 (54,4%).
MounuoT mMeyp Oun npuMapHo cequiiTe Ha TymMopoT kaj 71,1% ox mauuenture, ponaeka 25,4%
on HuB umane yporeneH kapuuHom (UC) Ha ropuu Mounu nartuinta. Mmano 24,2% on
MAaLMEeHTUTE KOM MNpPETXOJHO NpUMalie caMo aJjjyBaHTHAa WIJIM HEOa/ljyBaHTHa Tepanuja Koja
coJiprKena MiaTUHa U JJ0XKKUBeasie porpecuja Bo pamkure Ha 12 Mecenu.

[TpumapHa nen 3a ucxon Ha eduxacHocT Bo cryaujata IMvigor211 Guna BKYNHO MPEeXUBYBabE
(anraucku overall survival, OS). CekyHaapHu Liesu Ha UCX0[] 3a €(PUKACHOCT, KOU TH OLIEHYBaJl
MCTpaXKyBad Bp3 OCHOBaA Ha Bep3uja 1.1 kpuTepuyM 3a OlleHKa Ha OATOBOP Kaj COJIMIHU TYMOPH
(anrnucku Response Evaluation Criteria In Solid Tumors, RECIST), 6une cranka Ha 00jeKTHBEH
oarosop (ORR), npexuByBame 6e3 nporpecuja Ha 6onecta (PFS) u Bpemerpaewe Ha oaroBop
(DOR).

Crnopendu Ha OS nomerly TpeTupaHa U KOHTpoJiHa rpyna Bo pamkutre Ha 1C2/3, IC 1/2/3 u
nonyjanyjaTta TNpeJBueHa 3a JeKyBame (aHriucku intent-to-treat, ITT, cure BriIydYeHu
nauuMeHTH) Ouile TECTHMpaHM CO XMepapxucka nocranka co (ukceH pepocnesn 6asupaH Ha
crparuduumpan log-rang TecT npu ABOCTpaHO HHUBO of 5% kako wWTO clieayBa: l.dekop:
nonynauja 1C2/3, 2.yexkop: nmonynauuja ICI/2/3, 3.uexop: momynainuja Ha CHUTE BKIYYEHH
nauueHTd. CTaTucTHUKaTa 3Ha4ajHOCT Ha pe3ynTaroT 3a OS Bo 2.uekop U BO 3.4eKkop Moxele
dopmanHO na ce MCIUTaaT NOKOJIKY pe3yTaTUTe OJ] MPETXOAHUOT 4YeKop Ouie CTaTUCTUUKU
3HAYajHHU.

[IpoceuHoto cneneme Ha nNpexuByBame HU3HecyBano 17 meceuu. Ilpumapnara ananuza Ha
cryaujata IMvigor211 He ja mocturnana npumapHara uen — OS. Atezolizumab He moxaxain
CTATUCTHYKH 3HaYaeH OeHe(hUT Ha NMPEKUBYBAKETO BO OJIHOC HA XeMOTeparnuja Kaj naiueHTH co
MPETXO/HO JIEKYBaH, JJOKaJIHO HamnpeJHaT UK Metactasupan ypoteieH kapiunoM (UC). Cnopen
oJHamnpesa cneuuMpuLUUpaH pepocie]] 3a XHUepapXHUCKO TeCTHpame, HajIpBHH Ce TecTHpala
nonynaudjata 1C2/3, co koedpunment Ha onacHoct (HR) 3a OS opx 0,87 (95%CI:0,63, 1,21,
npoceynuor OS wusnecyBan 11,1 mecenu co atezolizumab Hacnporu 10,6 meceuu co
xemotepanuja). Ctpatuduuupana long-rang-p-BpeHOCT U3H 0,41, na pesyararure BO Taa
MOIyJanyja He Ce CMeTaaT CTaTHCTHUKH 3Hauajuu. Kakg ApeRe) Igtl;lé'd% Ba, HE MOJXeJe 1a ce
cnpoBeaar q)opmamm TECTOBH 3a CTAaTUCTHYKA 3HAYaj Qgﬁ“gﬁ\%S B0 ﬂ% auuja IC1/2/3 nury
BO TMOMYyJalMja Ha CUTE BKIIYYEHH MAlMeHTH, a pesynt 1;m‘e oz;eeme mg‘anmﬁ» 1 ce cMeTalle Kako

ce npuKamaHu Bo Tabena 4. Kaman Meupeosara 'gnga 3&:@\&30 _goﬂ nanujaTa Ha CUTE
NI 2
BKJIyYEHH MAaLMEHTH NpUKaXkaHa € Ha ciuka 1. = S8

s S 5
X‘A’KUP"’} Y

A

‘OI’]JE /
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Bo nonynauujata npenBueHa 3a JieKyBame Oelle CIpoBEAeHa a)KypupaHa EKCIIOpaTUBHA
aHajgM3a a 3a [MpPeXHUBYBAHETO, CO CPEJAHO Tpacwe Ha CIEACHETO 3a YTBpIyBame Ha
npexxuByBameTo of 34 Meceny. CpeHOTO BKYMHO NpexuByBame Oeme 8,6 meceuu (95% CI:
7.8, 9,6) Bo atezolizumab rpymara u 8,0 mecemm (95% CI: 7,2, 8,6) Bo rpymara co
XeMoTepanujara co cooiHoc Ha pusuk of 0, 82 (95% CI: 0,71, 0,94). Bo cornacHocT co TpeHI0T
3abenexxaH Kaj MpuMapHaTa aHajiu3a 3a l12-meceuHata cranka Ha OS, HyMEpUYKH MOBUCOKH
cranku Ha 24-meceuHeH W 30-meceuen OS ce 3abenexaHu Kaj MalMEHTH BO Trpymara co
atezolizumab Bo cropenba co rpymara co xeMmoTepanuja Kaj HolyjanyjaTa MpelBUeHa 3a
nekyBamwe. [IpoeHTOT Ha XUBU NalMeHTH Ha 24 meceuu (npoueHka Ha KM) Gewe 12,7% 3a
rpynara TpeTMpaHa co xemoTepanuja u 22,5% 3a rpynara co atezolizumab; u Ha 30 meceuu
(mpouenka Ha KM) 6eme 9,8% 3a rpymara Ha xemorepanuja u 18,1% 3a rpymara co

atezolizumab.

TaGena 4: 30MpeH mpuka3 Ha pe3yJTaTHTe 32 ePUKACHOCTA Kaj MomyjalHja Ha CHTe

BkJy4yeHu nanuentn (IMvigor211)

Atezolizumab XeMoTepanuja

CTyaMcKH e/ 32 e(pMKaCHOCT (n=467) (n=464)
Ipumapna yen 3a edhuxkacnocm
OS*
Bpoj Ha cMpTHE cityyau (%) 324 (69,4%) 350 (75,4%)
[TpoceuHO BpeMe 0 HacTaH (Meceln) 8,6 8,0
95% CI 7,8; 9,6 7.2;8,6
Crparuduimpan"” oxHoc Ha pusHk (95% CI) 0,85 (0,73;

0,99)
12-meceuer OS (%)** 39,2% 32,4%
CeKyHOapHU U eKCHI0PAYUCKY Yeau
PFES cnopeo npoyenka na ucmpaxcysay (RECIST v1.1)
Bbpoj Ha nacranu (%) 407 (87,2%) 410 (88,4%)
I[TpoceuHo Bpemerpaewe Ha PFS (Mecenn) 251 4,0
95% CI 21522 3,4;4,2
Crparuduimpan ongHoc Ha pusuk (95% CI) 1,10 (0,95;

1,26)
ORR cnoped npoyenxa Ha ucmpasicysay n=462 n=461
(RECIST v1.1) ‘Tm
Bpoj Ha MALMEHTH CO TOTBPHCH onronopf(%) CON 62 (13,4%) 62 (13,4%)
95% CI / €A 10,45;16,87 10,47, 16,91
bpoj Ha nmalueHTu co KOMH{Ie're,H OIlFOBop (%) q i\ 16 (3,5%) 16 (3,5%)
Bpoj Ha manueHTu co ;(enylheﬂ ©/ITOBOP. (%) o] 46 (10,0%) 46 (10,0%)
Bpoj Ha NalyeHTy co cTabuiHa Honecs (/j 3 7] 92 (19,9%) 162 (35,1%)
DOR cnopeo npoyenka Ha hcrgpaquyeau i / n=62 n=62
(RECIST v1.1) ;v v Bt
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ITpocek Bo Meceny *** 21.7 7,4

95% CI 13,05 21,7 6,1; 10,3

Cl=unrepBan Ha noepba, DOR=Bpemerpaeme Ha oxrosop, ORR=cranka Ha o0jekTHBeH oaroBop, OS= BKyIHO
npexxuByBawe, PFS= npexuByBamwe 6e3 nporpecuja Ha 6onect, RECIST v1.1 Kpurepuym 3a oueHka Ha OATrOBOp
Kaj COJIMIEH TYMOP.

**HMsppena e aHanu3a Ha OS BO LieJIOKyMHATa [OMyJalija Bp3 OCHOBa Ha crpaTh(uuupaH long-rang test, u
pe3ynraTtoT ce HaBemyBa camo 3a miyctpaudja (p=0,0378), cnopen onHanpen cneunduIMpaHaTa XHEpapXHCKa
aHaJu3a, p-BpeJHoCcTa 3a aHamu3a Ha OS Bo momynainyja Ha CHTE BKIIYYEHH MAlMEHTH HE MOXKE Jia Ce CMeTa 3a
CTaTUCTHYKH 3Ha4ajHa.

"Crpatudukauuja cnopen xemorepanuja (vinflunine uinu taxane), cratyc Ha excripecdja PD-L1 Ha uMyHH KJeTKH
kou ro unpunrpupaar Tymoport IC (< 5% unu > 5%), 6poj Ha nporHocTHuku dakropu Ha puzuk (0 wmm 1-3) u
MeTacTa3 Ha LPHUOT Apob (aa uiu He)

**Bp3 ocHoBa Ha npoleHka criopes Karutan-Meuneposa Metoa

*¥*¥*%Qpropop W MoHataMy uMane 63% OJ NalUHeHTHTe KOH OCTBapHjie OArOBOP BO TIpyrara JIEKyBaHH CO
atezolizumab u 21% o maLMEeHTHUTE KOM OCTBapHIIe OrOBOP BO rpyrnara JieKyBaHa CO XeMOTeparnuja.

Cauka 1: Kaniian-MajepoBa kpuBa Ha BKYNHO npesxkuByBame (Imvigor211)
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W
IMvigor210 (G029293) cmyouja co eoHa gpanxa Ka] npemxoo Q\e‘r?e omeJieH
EX R
@aza I, MynTuueHTpUUYHA, MHTEpHALMOHAIHA, BO JIBE KOXOPTH) VWAA 1‘&;“(;0 111-}§ HKa,
IMvigor210, Guna cnpoBejeHa Kaj MalMEHTH CO JIOKAJTHO HArpen é’r n MeTagxa}@ H UC
(McTO Taka Mo3HAT KaKo YpOTelieH KaHIep Ha MOYEH Meyp). \;‘ it Kq Lﬁ/
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Bo crynujara 6une BkiyueHu BKynHo 438 manuenTu Bo JBa KoxopTu. Koxoprara | BkiyuyBana
naiyeHy KOW MPETXOAHO He Ouiie JeKyBaHM W MMaJse JIOKAJHO HamnpeaHaT WM MeTacTa3upaH
UC u He OuIe TIOroIHM WM CIIOCOOHM 32 Jla MpuMaatr xemoTepanuja 6azupaHa Ha cisplatin uiu
KOM MMaJie TporpecHja Ha 6osiecta HajManky 12 mMecely rocie JeKyBame CO He0ajyBaHTeH Uin
aJljyBaHTEH XEMOTEpaneBTCKUA TMPOTOKOJ Koj cozapsken miatuHa. Koxoprata 2 BkiyuyBaia
MalMeHTd KOW NpUMalie HajMajKy eleH XeMOTEepaneBTCKM MPOTOKOJ Oa3vpaH Ha IJaTHHA 3a
JIOKaJIHO HampeaHat win Metactasupad UC unm Kou JoxKkuBease rnporpecuja Ha 6ojecra Bo TeK
Ha 12 Mecely OJ1 JIEKYBaETO CO HE0aJljyBaHTEH WM aJljyBaHTEH XEMOTEPAINeBTCKU MPOTOKOJI
KOj COJIpIKe MIaThHa.

Bo koxopta 1, 119 on nanuenTture 6une gekyBaHu co atezolizumab Bo no3u ox 1200 mg xowu ce
aJIMUHUCTpUpalie cO HMHTpaBeHCKa WH(Y3Wja cexou 3 Helenu A0 nporpecuja Ha OGonecra.
IMpoceunara Bo3pacT u3HecyBana 73 roauHu. [loBekero mauuentu 6une maxu (81%) wu
noseketo 6uie ox 6ena paca (91%).

Koxopra 1 Bkiyuysana 45 nauuentu (38%) co ¢pynkumonanen ECOG craryc 0, 50 nanuenTtu
(42%) co ¢yukumonanesn ECOG craryc 1 u 24 nauumentu (20%) co ¢ynkumonanen ECOG
craryc 2, 35 nauuetau (29%) 6e3 bajopunos daxrop Ha pusuk (pynkunonanen ECOG craryc >
2 ¥ BUCLIEpaJHU MeTacTa3u), 66 manuentu (56%) co enen bajopuHoB daxrtop Ha pusuk u 18
nanuentd (15%) co npa bajopuHoBu daxktopu Ha pusuk, 84 nmauumentu (71%) co omrerena
Oybpexxan ¢yHukuuja (rnomepynapHa ¢untpamuona pata [GFR] < 60mL/munyra) u 25
naipeHTy (21%) co MeTacTtazy Ha LPHUOT Apo0.

[TpumapHa cTyaucka 1ei 3a e()MKacHOCT BO KoxopTra 1 Ouia noTBpAeHa cranka Ha 00jeKTUBEH
oarosop (Objective Response Rate - ORR) cnopen npolieHka Ha HE3aBUCHO MPOLIEHYBAYKO TEJIO
Bp3 ocHoBa Ha Bep3uja 1.1 RECIST kpurepuymu.

[lpumapHaTa aHajiM3a € CIpOBEJCHa KOora CUTe MAalMeHTH MMalle HajManky 24 Henenu Ha
cnenewe. [IpocedyHOTO BpeMeTpacwe Ha JIeKyBameTo M3HecyBajlo 15 Henenu, pojexa
MPOCEYHOTO CJIE/ICHhe Ha MPEeKUBYBabe M3HECYBao 8,5 Mecel Kaj CUTe BKJIyYEHHU MAaLUEHTH.
3abenexkaH € KIMHUYKK peneBaHTeH creneH Ha ORR cnopen mnponeHka Ha HE3aBUCHO
npolieHyBauko Teno Bp3 ocHoBa Ha Bepsuja 1.1 RECIST kputepuym, mMelyroa xora Tue ke ce
criopeJat co oHamnpes crnetuuIpal KOHTPOJIEH CTENEH Ha OArOBOP OJ MPETXOAHUTE CTYIUU
ox 10%, BUAIKMBO € JieKa He € TOCTUrHATa CTaTMCTUUKA 3HAYajHOCT 3a MpUMapHarta CTyaujacka
nen. [TorBpaennor ORR cropen mporieHka Ha HE3aBMCHO MPOLIEHYBAukKoO TEJO Bp3 OCHOBA Ha
Bepsuja 1.1 RECIST kpurepuym wusnecyBan 21,9% (95% CI: 9,3, 40,0) xaj mauueHta co
excnpecuja Ha PD-L1 > 5%, 18,8% (95% CI: 10,9, 29,0), kaj naipenTyu co ekcrpecuja Ha PD-L1
> 1% xako u 19,3% (95% CI: 12,7, 27,6) kaj cute BKiIyueHHM nauueHTH. [IpoceyHoTO
BpemeTpaere Ha oarosop (duration of response — DOR) He 610 IOCTMrHaTO HUTY BO €/Ha
MOArpyna CHopej eKcrpeerja’ Ha' ‘P3N HMTY BO TrpymnaTta BO Koja Owie BKIyYEHH CHTE
nauuenty. [logarouure 4a; OS He Jéﬂﬂ{%p W, a OJIHOCOT HA HACTAaHW M MAllMEHTU W3HECYyBal

nHe: BKYT : yBame (OS) 3a cuTe MoArpynd Ha MNALUEHTH
& & fpynara Bo Koja Ouie BKJIYYEHU CUTE MalUEeHTH
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CnpoBezieHa € aHajlM3a CO aXXypHUpaHH TMOJATOLM, CO MPOCEYHO CIEJCHEe Ha MPEXKHUBYBABE 3a
koxopta 1 ox 17,2 meceuu, a pesyararute 30UpHO ce npukaxkaHd Bo Tabena 5. [IpoceuHoro
BpemeTpaewe Ha ojaroopor (DOR) He e AOCTMrHaTo HUTY BO €JlHa MOATpyNa CHOpen

excripecdja Ha PD-L1 Huty Bo rpynara Bo koja 6ujie BKJIy4YeHU CUTE MallUEHTH.

TaGena S5: 30uMpeH mMpukKa3 Ha aXKypHPaAHH

pe3yJaTaTtu 3a

epuxacnoct (Koxopra 1 o

cryaujaTta Imvigor210)
Excnpecuja Ha | Excnipecnja Ha | Curte
PD-L1 Ha | PD-L1 Ha | BKJY4YeHH
HMYHH KJETKH | HMYHH KJIETKH | NAlHeHTH
(IC) xom ce|(IC) kou ce
uHuaTpupaar | uHuUIATpUpAAT
BO TYMOpPOT BO TYMOpOT
CTyauckH 1eJiy 3a epHKacHOCT >5% >1%
ORR (cnopeo oyenka Ha HE3AGUCHO NPOYEHYBAYKO n=32 n=80 n=119
meno, RECIST v.1.1)
Bpoj Ha mauuentu co oaronop (%) 9 (28,1%) 19 (23,8%) 27 (22,7%)
95% CI 13,8; 46,8 15,0; 34,6 15,55.31,3
Bpoj Ha mauuenTu co komruieTeH oaronop (%) 4 (12,5%) 8 (10,0%) 11 (9,2%)
95% CI (3,5; 29,0) (4,4; 18,8) (4,7, 15,9)
Bpoj Ha manueHTy co aeinymMeH oaroop (%) 5(15,6%) 11 (13,8%) 16 (13,4%)
95% CI (5,3;32,8) (7,1; 23,3) (7,9; 20,9)
Bpemempaemwe na oozoeop - DOR (cnoped oyenka n=9 n=19 n=27
Ha He3asucHo npoyenysauko meno, RECIST v.1.1)
[MTauuenTu co HacraH (%) 3 (33,3%) 5(26,3%) 8 (29,6%)
[Tpocek (Meceun) (95% CI) HIT (11,1; HIT) HIT (HIT) HIT (14,1,
HIT)
Ipesicugysarwe 6e3 npozpecuja na 6onecm - PFS n=32 n=80 n=119
(cnoped oyeHKa HA HE3ABUCHO RNPOUEHYBAYKO
meno, RECIST v.1.1)
[Tauuentu co HactaH (%) 24 (75,0%) 59 (73,8%) 88 (73,9%)
[Tpocex (meceun) (95% CI) 4,1 (2,3; 11,8) 2,9(2,1;5,4) 2,7(2,1;4,2)
Brxynno npescusyeare - OS n=32 n=80 n=119
[TaumenTtu co HactaH (%) 18 (56,3%) 42 (52,5%) 59 (49,6%)
[Tpocek (mecerm) (95% CI) 12,3 (6,0; HIT) 14,1 (9,2; HIT) 15,9
Crenen Ha 1-roguiiex OS (%) 52,4% 54,8% (10,4;HIT)
57,2%

CI= unrepBan Ha jnosepba, DOR= Bpemerpaewe Ha oxaroBop, IC= MMyHHM KJIETKH KOW ce HMH(UITpUpaaT BO
tymopot, IRF= independent review facility T.e He3aBucHO npoueHyBauko Teno, HII= Hemoxe na ce mpoueHw,
ORR=crarnka Ha o6jekTiBeH oaroop, OS= BKYIHO NPEXHBYBatbe, PFS=n m_xsa\e 6e3 mporpecuja Ha Gosecr,
RECIST= KpurepryM 3a OLIeHKa Ha OJIrOBOp Kaj conumnu TymopH v1.1,27

eIH0 Bpeme Ha
e)KUBYBame Ouia
allMeHTH KOU ce

Bo Bpemero Ha ¢uHanHata aHanuza 3a Koxopra 1, ITamYeHgﬂT& umaa;_&\
clie/iee Ha npexuByBame o1 96,4 meceuu. CpeHara pgzmom* Ha\m@lnﬂ@
12,3 meceuu (95% CI: 6,0, 49,8) kaj nauuentu co PD ]_é @KCHer;jja > ﬁ/om
BKJIyUEHU BO TepaneBTCKaTa MHAMKALKja). S
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Konpumapuu ctyaucku 1enu 3a edukacHocT Bo koxoprta 2 6une motBpaeH ORR cnopen
MPOILIEHKa Ha HE3aBUCHO MpOLIEHYBayKo Teso Bp3 ocHoBa Ha Bep3uja 1.1 RECIST kpurtepuym u
ORR cnopen npolieHka Ha ucTpaxcyBau Bp3 ocHoBa Ha Moaupuumpan RECIST kputepuym
(mRECIST). Koxopra 2 BkiyuyBana 310 nmauueHtu xou 6une nekyBaHu co atezolizumab Bo
no3a o 1200 mg aAMUHUCTPHPAH CO MHTpaBeHcka MH(Y3Mja CeKOM 3 Heaenu 0 ryOuTOK Ha
KinHnaky 6enedur. [IpumapHaTa aHanu3a Ha KoxopTa 2 Guia crpoBeJieHa KOra CUTE MallueHTH
uMasie HajManky 24 Hezenu Ha ciefierme. CTyaujaTta r'd NOCTUrHANA JBETE KONPUMAPHU LIENU BO
KoxopTta 2, mNoKaxyBajku craTucTUukd 3HauaeH ORR cnopen mnpolieHka Ha HE3aBUCHO
NpoIeHyBauko Teyo Bp3 ocHoBa Ha Bep3uja 1.1 RECIST kpurepuym u cnopes npoLeHKa Ha
uctpaxxyBau Bp3 ocHoBa Ha moauduumpan RECIST kpurepuym Bo crnopenba co oaHampen
cneuudunupan ucropucku koutposieH ORR o 10%.

3a KoxopTa 2 CHpoBe/ieHa € aHajlu3a CO MPOCEYHO CIElCHhEe Ha npexuByBame of 21,1 mecen.
ITorBpaex ORR criopen npolieHKa Ha HE3aBUCHO MPOLIEHYBAYKO TEJO BP3 OCHOBA Ha Bep3uja 1.1
RECIST kputepuym usnecysan 28,0% (95% CI: 19,5, 37,9) kaj nauuentu co ekcnpecuja Ha PD-
L1 > 5%, 19,3% (95% CI: 14,2, 25,4), kaj nainuenta co ekcnpecuja Ha PD-L1 > 1%, kako u
15,8% (95% CI: 11,9, 20,4) Bo rpynara Bo Koja 6uie BkiyueHH cute naiuentu. [lorBpaen ORR
Cropeji MpOLEHKa Ha HCTpaxKyBadoT Bp3 ocHoBa Ha Moauduuupan RECIST kpurepuym
usHecyBan 29,9% (95% CI: 20,4, 38,9) kaj nauuentu co exkcnpecuja Ha PD-L1 > 5%, 23,7%
(95% CI: 18,1, 30,1), kaj mauuentu co ekcnpecuja Ha PD-L1 > 1%, kako u 19,7% (95% CI:
15,4, 24,6) Bo rpymata Bo Koja Ouie BkJIydeHHM cure nauueHTd. CTamnkara Ha KOMIUIETEH
O/IFOBOp CIOpe/ TpPOIEHKa Ha HE3aBMCHO MpOLEHYBAauKO TeJIo Bp3 OCHOBa Ha Bep3uja 1.1
RECIST kputepuym Bo rpyrnata Bo Koja Ouiie BKIy4YeHHU CUTE MauueHTu uzHecysan 6,1% (95%
CI: 3,7, 9,4). Bo xoxopTa 2, npoceuHoTO BpeMeTpaewe Ha oaroop (DOR) He e gocTurHar HuTy
BO €JHa O] MOArpymnurte cropei ekcrnpecuja Ha PD-L1, Hury Bo momynanuja Bo koja Ouie
BKJIy4EHH CHTE TaI[MeHTH, HO € JIOCTUIHAT Kaj mauueHTu co ekcnpecuja Ha PD-L1 < 1% (13,3
meceiy, 95% CI: 4,2, HIT). Cranka Ha OS Ha 12 mMecel kaj nmomnyJanyja Bo Koja Oune BKIy4eHU
CHUTe MalMeHTH u3Hecynana 37%.

Bo Bpemero Ha (uHanmHata aHanuza 3a Koxopra 2, mauueHTHTE MMale CpPeJHO BpeMe Ha
clieliere Ha MpexuByBame of] 46,2 mecer. CpejHaTa BpeJHOCT Ha BKYITHO MpeXUBYBame Ouna
11,9 meceun (95% CI: 9,0, 22,8) kaj mauuentu co PD L1 uzpasysame > 5%, 9,0 meceuu (95%
CI: 7,1, 11,1) xaj nanuentu co PD L1 uspasysamwe > 1% u 7,9 meceuu (95 % CI: 6,7, 9,3) kaj
CUTE BKJIyYEHU MALMEHTH.

IMvigor130 (WO030070): @aza III cmyouja co atezolizumab kaxo monomepanuja u 60
KombuHayuja co niamunym 6a3upaHa xemomepanuja Kaj nayueHmu co Hempemupau JOKAIHO
HANPeOHam UnU Memacmamcky ypomeneH KapyuHom

@aza 11, MYJTHLICHTPHYHA, PAHAOMU3UpPaHa, mianeb0-KoHTpoaupaHa, nenymHo ciena (['pyna A
uC, caMo) cTyauja, IMV1g0r 136;-6una cnpoBeieHa Ja ja eBayupa eduxacHocta u 6e3deaHocTa

A, unu moHoTepanuja co atezolizumab (I'pyna B,
ey Tepanuja 6a3upaHa Ha KOMOMHALIMM Ha MJATHHA
HaT MeTtactaTcku UC KoM MPEeTXO0HO He mpumale
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cCHUCTeMCKa MeTacTarcka Tepanuja. KompumapHute pesynaratd Ha edukacHOCT Ouie
npexuByBame J10 nporpecuja Ha 6osect (PFS) onenera o ucnutyBauot Bo ['pyna A HacnpoTH
I'pyna C u ceBkynHoTo npexuByBame (OS) Bo I'pyna A nacnpotu C a noroa rpyna B Hacnpotu
C, ananu3upaHu Ha Xupeapxucku HauuH. CEBKYNMHOTO MpEXHUBYBame HE OUJIO CTATUCTUYKH
curHudukaHTHO 3a crniopenba Ha ['pyna A Hacnporu ['pyna C u 3aTtoa He Moelle Ja ce
CMpoBeJie MOHATaAMOIIHO (JOPMAJIHO TECTUPaE Crope] oAHanpe AeGUHUPAHHOT XHUEPaPXUCKU
penociie]l Ha TECTUPAKE.

Cnopej mpenopakuTe o]l HE3aBUCHUOT KOMMTET 3a ciiefiere Ha nojarouute (independent Data
Monitoring Committee (iDMC)) kou cneayBaar Mo paH TMperyiei Ha TMOAATOLUTE 3a
NpeXHUBYBame, Kaj eBalyMpaHUTe TMalMeHTH OJ TIpyrnara Koja NpUMHJIA TPeTMaH Co
MOHOTepanuja co atezolizumab, kaj nauueHTUTe YK TyMOpu uMase Hucka PD-L1 ekcnpecuja
(momanky o 5% o1 UMYHOJIOLIKUTE KJIETKH KOU ce no3uThBHH 32 PD-L1 co uMyHOXHCTOXEMH]a
kopucrejku VENTANA PD-L1 [SP142] ananuza) Tepanujara 6uia npekuHara ro 3abenexaHo
HamMaJlyBamb€ Ha BKYITHOTO TNpPEXMBYBam€ 32 OBaa MOJArpyrna NpU HeIUlaHUpaHa paHa aHaju3a,
cernak, Toa ce 3abesexasno OTKaKo MOroJeMHOT Jej Ha MallUeHTUTe Beke Ouie BKITyUeHH. .

On 719 nmaumeHTH BKIYY€HHM Ha MOHOTepanuja co atezolizumab (n=360) u rpyma camo co
xemorepanuja (n=359), 50 u 43 nauueHTH, cooJBETHO, OUie HECOOBETHH 3a cisplatin criopes
by Galsky kputepuymure u umane tymop co Bucoka PD-L1 ekcripecuja (> 5% ox umyHute
KIeTku ce npedojysane no3utuBHo Ha PD-L1 co umyHoxuctoxemuja xopuctejku VENTANA
PD-L1 [SP142] ananuza). Bo exmioparopHa aHanu3a Kaj OBaa MOJArpyna Ha MalUEeHTH,
Hectpatupuuupanuor HR 3a OS 6un 0.56 (95% CI: 0.34, 0.91). CpeaHoTo CEBKYIHO
npexxuByBambe OS 6uno 18.6 meceuu (95% CI: 14.0, 49.4) Bo rpynara co MOHOTepamnuja co
atezolizumab nacnpotu 10.0 meceuu (95% CI: 7.4, 18.1) Bo rpymara camo Ha XemoTeparuja
(BuaM ciuka 2).

Cauka 2 Kanaan-MajepoBa KpuMBa Ha BKYIIHO NPEKHMBYBalbe Kaj NalHEHTH HECOOABETHH
3a Cisplatin co Tymopnm c¢o Bucok PD-L1 (Ipyma B vs. Ipyma C)

100 Treatment Group
90 3 s ALR20 MONO (N=50)
i e = = = Placebo+Chemo (N=43)

80 - id Censored

Overall Survival (%)
&

20 - Unstratified Analysis
i Hazard Rato 0.56
10 95% Lower CL 0.34
95% Upper CL 091

0 3 6 9 12 15 18 21 24 27 30

Patients remaining atrisk
Atezo Mono SO0 42 40 37 32 28 24 21 20 20 19
Placebo+Cheme 43 36 26 21 19 16 14 11 10 10 8

He-cumnoxnemouen kapyunom na 6enu 0pobosu
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Aojyeaumen mpemman Ha par-cmaouym Ha NSCLC

Humpasencka opmynayuja

IMpower010 (G0O29527): Panmomusupana, ¢aza III cryauja kaj manyeHTH €O peceKTHUpaH
NSCLC no xemoTtepanuja 6a3upaHa Ha cisplatin.

®asza III, oTBOpeHa, MyNTHLIEHTpUYHA, paHoMu3upana ctyauja, GO29527 (IMpower010), 6una
CIpoBeJieHa co el Jia ja eBanyupa edukacHocTa 1 6e36enHocTa Ha atezolizumab 3a agjyBanTen
tpetmaH Ha nainuentd co NSCLC Bo craguym IB (Tymop > 4 cm) — IIIA (cnopen - Union for
International Cancer Control/American Joint Committee on Cancer staging system, 7-mo
U3JIaHue).

Kputepuymure 3a cenexiyja Tu aeuHUpaie MaluueHTUTe CO BUCOK PU3UK OJ] NOBTOPHA M0jaBa
Ha OojlecTa a ce BKIyY4e€HH COIJIaCHO TepaneBCTKaTa MHJAMKAalMja M ce OJHecyBa Ha
nonynanujata Ha nauueHtd co craguym Il — IIIA cmopex 7to wmsmanue Ha  Union for
International Cancer Control/American Joint Committee on Cancer staging system:

["oleMuHa HA TYMOPOT > 5 ¢m; WK TyMOpH OJ1 OMJIO KOja rojieMHHa Kou ce npuapyxenu co N1
uii N2 craryc; WM TYMOpU KoM Ouile WHBA3MBHU BO TOPAKAJIHWUTE CTYKTypH (IMPEKTHA
MHBa3Mja Ha NapueTajHaTa MJeBpa, SUAOT Ha TPaJHUOT Koll, Aujadparmara, GpeHUYHUOT HEPB,
Me/MjacTUHAHATA [UIeBpa, MApUETANHUOT MEPUTOHEYM, MEIMjaCTUHYMOT, CPLETO, TOJIEMUTE
caJloBH, Tpaxeara, PEKYpPEHTHHOT JIapUHrealeH HepB, e30(arycor, pOETHUOT MpLLIEH,
KapyrHaTa); UK TYMOPH KO HaBJerie BO MIaBHUOT OpOHX < 2 cm AMCTaJIHO O] KapuHata Ho 6e3
Jla HaBjie3aT BO KapuHATa; UJIM TYMOPHU KOU C€ MPUIPYKEHU CO aTeNIEKTa3uu UM ONCTPYKTUBEH
MHEBMOHMTHUC Ha LEJOTO Oeoapobue; Wi TYMOpPU CO OJBOEH(M) HOIYJ(M) BO UCTHUOT J100YyC
WK BO pa3jiMyeH UICUiIaTepaleH Jo0yc KaKo NpUMapHUOT TYMOD.

Cryaujata He TY BKIydyBalia MalMEHTUTE KOM MMalie cTaTyc N2 co TyMOp KOj HaBIEryBaj BO
MeMjaCTUHYMOT, CpLETO, TOJIEMUTE CaJOBH, Tpaxeara, PEKYypPEHTHUOT JIapUHIealleH HepB,
e3odarycor, pOETHHOT MpIIJIEH, KapyuHaTa WM CO OAJEITHU TYMOPCKM HOJYJIU BO pasjivyeH
WrcuaaTepaeH nooyc.

Bxynno 1,280 manueHTd kou Oune BKIyu€HM MMaje KOMIUIETHA TyMOpCKa pecekuuja u Ouie
nojoOHu jga mpumar o 4 LPKITYCH - L xemoTepanuja 6asupana Ha cisplatin. Pexumure Ha
xeMoTepanujara 6azupaHa ua”?:tspla,tm cé ‘HaBeleHH Bo Tabena 6.
g « ‘70
TabGena 6: AgjyBaHTHHU &emTe’paneB'rcxﬁ;pe
:J

umu (IMpower010)
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AZjyBaHTHA XeMoTepanuja
G6asupana Ha cisplatin:

Cisplatin 75 mg/m® HHTpaBeHCKH Ha
JieH 1 ox cexoj 21 THEBEH LUKITYC CO
e/IeH O]] CJIEIHUBE TepaneBTCKH
PeXKUMH

Vinorelbine 30 mg/m’ unTpaBenckwy, neH 1 u 8

Docetaxel 75 mg/m’uHTpaBeHckH, feH |

Gemcitabine 1250 mg/m’ untpaBenckw, e 1 u 8

N

Pemetrexed 500 mg/m® By
Kt
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[To 3aBpiyBame Ha XemoTepanujara 6a3upana Ha cisplatin (10 4 uukiaycu), Bkynso 1005
nanyeHTy Ouiie paHJIoMU3UpaHu Bo cooaHoc 1:1 na mpumart atezolizumab (rpyna A) wim
Hajnobpa cynoptuBHa Hera (best supportive care -BSC) (rpyna B). Atezolizumab 6un
aJIMMHICTpUpaH Kako ¢pukcHa no3a o 1200 mg npexy IV uHdy3uja Ha cexou 3 Heaenu BO TeK
Ha 16 MKITyCH OCBEH aKO He HacTarnuie MOBTOPHO M0jaByBambe Ha 3a00J1yBaETO WU
HenpudaTiuBa TOKCHYHOCT. Pannomuzanyjata 6una crpatuduiypana cnopes rnoJi, CTaiuym Ha
6osecra, xucrosoruja u PD-L1 excnipecuja.

[TanpenTrTe 6UIE UCKITYUYEHH JOKOJKY MMaJie UCTOPHja Ha aBTOMMYHO 3a00I1yBabe; MpUMUIIE
’KMBa, aTeHyMpaHa BaKl[HA BO TEKOT Ha 28 1eHa npejl paHoMH3alijaTa; IpUMuUie CUCTEMCKH
MMYHOCTHMYJIATOPHHU areHCH BO TEKOT Ha 4 HeJIeNIM WJIM CUCTEMCKH UMYHOCYTPECUBH BO TEKOT
Ha 2 HejieNu npeq panaomusaipjata. [IporieHa Ha TyMOpOT OGuila HanpaBeHa Ha MOYETOKOT O]
paHJoMuU3alMjaTa ¥ NoToa Ha CEeKOM 4 Mecel BO TEKOT Ha MpBaTa roJ1Ha Cle/IejKU Io LIUKITYC
1, nen 1 1 moToa Ha cekou 6 Mecely 10 5-Ta To/IMHa, a 10Toa €HALl I'OULIHO.

Jlemorpadckute KapakKTepUCTUKU U KapaKTEPUCTUKUTE Ha 3a00/1yBameTO Ha 1oueToKoT Bo ITT
nomnyJjauujara 6uie 106po uzbanaHcupaHu nomery TepaneBrckuTe rpynu. CpeaHaTta BO3pacT
ouna 62 roaunu (orcer: 26 no 84) u 67% oxn nanueHTUTe 6UIe MaXku. HajrojaeMuoT 6poj Ha
naipeHTn ouie on 6ena paca (73%) u 24% 6une azujuu. [ToBekeTo nanyeHTy Oune akTUBHU
nymiayyu uiy nymesne Bo MuHatoto (78%) u nouerHuor ECOG cratyc kaj nauuenture oun 0
(55%) unu 1 (44%). CeBkynHo, 12% o nanuenture umane craauym 1B, 47% umane craauym 11
u 41% umane craguym IIIA Ha 3a60nyBameTo. [IpoUEHTOT Ha NALMEHTH KOU UMalle TYMOpPCKa
PD-L1 excnpecuja > 1% u > 50% ox TC mepenu cnpoes tector VENTANA PD-L1 (SP263)
ouna 55% u 26%, CO0JIBETHO.

ITpumapHata e 3a Mepere Ha edukacHocTa 6una npexuByBamwe 6e3 6onect (disease-free
survival -DFS) npouieHero oz ctpana Ha ucnutyBauot. DFS 6un neduHupan kako Bpeme of
JIaTYMOT Ha paHJoMH3alyja 10 JaTyMOT Ha I0jaByBame Ha OMJIO LITO OJ CJIEJAHOBO: PBO
JIOKyMEHTHPAHO MOBTOPHO NOjaByBamwe Ha Oonecrta, HOB npumaped NSCLC nnu cMpt o1 6110
KOja MPUUMHA, HE3aBUCHO LITO MPBO ke ce 1nojasu. [IpumapHara 1ien 3a Mepeme Ha euKacHoCTa
ouna na ce esanyupa DFS Bo mauuenrckara nonynauuja co PD-L1 > 1% TC craauym II ITIA.
CexynaapHata 1ien 3a edukacHocT Ouna Ja ce eBaqyupa nauueHTckara noynamuja co DFS Bo
PD-L1 > 50% TC craguym 11— IIIA u ceBkynHoTo npexuByBamwe (overall survival -OS) Bo ITT
nomnynaiujara.

Bo Bpemero Ha npuBpemenara DFE 3a, CTY/IMjara ja UCIOJIHUIIA TpUMapHaTa KpajHa 1ejl.
Bo ananuzara Ha nauueH ,,MdbganchD— 1 > 50% TC crapuym 11— 11IA 6e3 EGFR mytauuu
wiu ALK npeypenysa ,a (n}— 209), 51/1116/3&6 JIexaHo nojodpysame Ha DFS Bo rpynara co
atezolizumab criopene o:cb BSC A’yna'ra (Ija6eqla 7). Pesynrature 6uiie KOH3UCTEHTHH BO

BPEMETO HA KOHEUHATa DfS ax—xaa]nza,/ ,_‘o
- - »/
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Kiyunure pesynraru 3a edpukacHoct 3a DFS u OS kaj nanuenture co PD-L1 > 50% TC
craguym 1I- IIIA, 6e3 EGFR myranuu u ALK npeypenyBama, ce cymupanu Bo Tabena 7.
Kaplan-Meier-oBa kpuBa 3a DFS e npercraBena Ha ciuka 3.

Table 7: IIperyien Ha epukacHocTa Kaj nonyJjaanujara Ha nanueHTu co PD-L1 excnpecuja
>50% TC craguym II- ITIA 6e3 EGFR myrannu ALK npeypexyBama (IMpower(010)

CTyauck neiu 3a epMKacHOCT rpyna rpyna B

A(Atezolizumab)

(Best supportive care)

DFS npouenem 00 ungecmuzamopom n=106 n=103
bpoj na nacranu (%) 34 (32.1%) 55 (53.4%)
Cpenno Bpeme Ha DFS (mecenn) NE 42.9
95% CI (NE) (32.0,NE)
Crparudunuupan coonnoc Ha pusuk (95% CI) 0.52 (0.33, 0.80)
os” n=106 n=103
bpoj Ha Hactanu (%) 22 (20.8%) 41 (39.8%)
Cpenno Bpeme Ha OS (Mecern) NE 87.1
95% CI (NE) (72.0, NE)
Crpatudunupan’ coonsoc Ha pusuk (95% CI) 0.47 (0.28, 0.80)

DFS = npexuyBame 6e3 3abomysame; Cl = nunrepsain Ha joBep6a; NE = Hemoxe 1a ce npoueHu
* Asxypupana ananu3a Ha DFS u OS Ha kiMHHUKO HCKITy4yBame Ha 26 janyapu 2024 roauHa

t CrparudukysaH 1o (asa, 1o ¥ XUCTOJIOTHja.

Cnuka 3: Kaplan-Meier kpuBa 3a npe;kuByBame 6e3 3a00/1yBame kaj nanuentn co PD-L1
excnpecuja > 50% TC craguym II- I1IA 6e3 EGFR myranuu uin ALK npeypenyBama
(IMpower010)

Treatment arm Median DFS HR {95% Ci)
Arm A: Tecentriq NE 0.49 (0.29, 0.81)
1.0 4 ’__"‘"“w _____ . Arm B: Best supportive care 37.3 mo
= 0.9 4 "L\—'\_.‘_‘__\________
2 \ s
£ 08 /f W ME
@ C)
@ 0.7 4 \~O
‘E % ) 7 S
s 0.6 4 /
g
g 997
2 o4
=
= 0.3+
B
-1 0.2
&
0.1 71 —— Arm A: Tecentriq
0.0 4 Army B Best supportive care

.
s <
- v T T T v Y ECTH I > T
o 3 6 9 12 15 18 21 24 27 30 .33 36 -39 \4?19 51 54

Time (months)
No. Pationts at Risk
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3abenexanoto nopobpysame Ha DFS Bo atezolizumab rpynara cnopeaneno co BSC rpynara 6uno
KOH3MCTEHTHO Kaj MHO3HHCTBOTO OJf IPETXOJHO Crien(upanuTe NoA-rpyny kaj nauuentu co PD-L1 >
50% TC craguym II — IIIA 6e3 EGFR myrauuu unu ALK npeypenyBamwa, BKIIyuyBajku I'l NallMEHTUTE
co He-ckBamo3zeH NSCLC (uectpartuduuupan HR oxn 0.40, 95% CI:0.23, 0.70; cpenno DFS NE vs. 36.8
mecenu) u co ckBamozeH NSCLC (nectparuduiupan HR ox 0.67, 95% CI: 0.34, 1.32; cpenno DFS ne
MOXKE J1a Ce TIPE/IBUIH).

IIpeonunucky mpemman _HA _HAnpeOHam He-CUMHOKICMOYeH KapyuHom Ha _benu 0pobosu

(NSCLC)

Humpasencka ghopmynayuja

IMpower150 (GO29436): Panoomusupana ¢asza Il cmyouja xaj nayuenmu Kou npemxoono He
npumune xemomepanuja co memacmamcku ne-ckeamosen NSCLC, 6o xombunayuja co paclitaxel
u carboplatin co unu 6e3 bevacizumab

®asza IIl, oTBopeHa, MyJITHIEHTPUYHA, WHTEPHALIMOHAIHA, pAHIOMM3MpaHa CTy[Hja,
IMpower150, 6una cripoBejieHa 3a aa ce npoueHu edukacHocTa u 6e36eaH0cTa Ha atezolizumab
Bo Kom6uHaiuja co paclitaxel u carboplatin, co mmu 6e3 bevacizumab, kaj maumeHTH Kou
NPETXO/IHO HEe MPUMMIIE XeMOTepanuja co MeTacTaTcku He-ckBamoseH NSCLC.

[TauuenTuTe OMilE MCKIYYEHH aKO MMajie MCTOpHja Ha aBTOMMYHa 00JecT, ako NMPUMMIIE JKUBA,
aTeHyMpaHa BaKLMHA BO Mepuoj oj 28 neHa npen paHAOMU3aLMjaTa, ako NPUMUIIE CUCTEMCKH
MMYHOCTHMYJIATOPH BO POK 01 4 HEIENH UM CUCTEMCKH MMYHOCYNPECUBHU JIEKOBH BO POK OJ1 2
HeJIeNM NpeJ] paHIoMuU3aliijaTa, akTHBHY UM HeTpeTupanu metactasu Ha LIHC, jacna Tymopcka
uH(uUITpanMja BO rojeMHUTe KPBHM CaJOBM Ha TpPaJHUOT KOLI MM jacHa KaBUTaLMja Ha
MyJMOHAJIHM JIE3WH, IITO ce Iiieja Ha MMMUMHI TexHukute. [Iponenkure Ha Tymopor Ouie
CIIPOBE/IEHU Ha cekou 6 Henenu Bo npBute 48 Hepenu no 1. aeH ox 1.uuMKIiIyc, a MOTOA HA CEKOU
9 megenu. TyMmopckuTe npumepoln Gune eBanyupanu 3a excrpecuja Ha PD-L1 Ha TymopckuTe
knetku (TC) 1 Ha UMyHHUTE KJIETKH Kou ce uHpuntpupanu Bo Tymopot (IC), a pesynrarure 6uie
MCKOPUCTEHH 32 Jla ce AeduHMpaar noAarpynure crnopel HuBoTo Ha PD-L1 ekcnpecuja 3apaau
W3BE/yBabe aHATM3UTE OMUILIAHU MOAO0IY.

Bkynuo 1,202 nmanuentu Oune BkiayuyeHH M paHpgomusupanu (1:1:1) na npumar eznen on
, a 8. Panpmomuzauujara Guna crpatuduumpana Bo
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TaGesa 8: Pe:xxkumu Ha naTpaBencku Tpermal (IMpower 150)

Tpermancka HNupykuuja OnapxyBame
rpyna (YeTupu nau wect 21-1HeBHH HHKJIYCH) (21-qHeBeH LHMKJIYC)
A Atezolizumab® (1200 mg) + paclitaxel Atezolizumab® (1200 mg)
(200 mg/m*)°* + carboplatin® (AUC 6)
B Atezolizumab® (1200 mg) + bevacizumab® Atezolizumab® (1200 mg) +
(15 mg/kg) + paclitaxel (200 mg/m*)> + bevacizumab? (15 mg/kgTT)
carboplatin® (AUC 6)
C Bevacizumab® (15 mg/kgTT) + paclitaxel Bevacizumab® (15 mg/kgTT)
(200 mg/m?)*® + carboplatin® (AUC 6)

* Atezolizumab ce agMuHHCTpHpa 10 TyGerme Ha KIMHHYKMOT GEHeUT Kako IITO € OLEHETO Ofi CTpaHa Ha
HUCTPaXKyBadOT

TouerHata J03a Ha paclitaxel 3a maumeHTH of A3Mcka paca/eTHMuKa mpHmagHocT Guma 175 mg/m’ mopaau
MIOBUCOKOTO LIEJIOKYITHO HUBO Ha XEMAaTOJIOIIKA TOKCHYHOCT Kaj MaleHTH Off a3UCKU 3eMjH BO CIIOpeada co OHUE
0/1 HE-a3UCKH 3eMjH
¢Paclitaxel u carboplatin ce agMuUHHCTpUpaaT 10 3aBplIyBakbe Ha 4 WK 6 LMKIYCH, MM 10 Nporpecuja Ha Gonecta
WITH JI0 10jaBa Ha HenpudaTiIuBa TOKCUYHOCT, KO€ U Ja HaCTaIH MPBO
4 Bevacizumab ce aaMUHHCTpHpa 10 MpOrpecHja Ha GoJIecTa HIlK 10 10jaBa Ha HenpuaTIBa TOKCHYHOCT

Jlemorpadckure ¥ OCHOBHUTE KapaKTepUCTUKU Ha OoyiecTa Ha CTyJAMCKaTa romynanuja ouie
nobpo wuzbanaHcupaHu nomery cryauckute rpynu. CpenHara Bo3pact Ouna 63 roJuHU
(unrepBai: 31-90), a 60% ox nauuentute 6uie maxku. [loronemMuoT aen ol napeHTUTe Ouie ol
Oenara paca (82%). Okony 10% opn nanuenture umane nosHaru EGFR myrauuu, 4% umane
nozHatut ALK mnpeypenyBama, 14% wumane meractasu Ha LPHUOT ApoO Ha IOUYETOKOT, a
MOBEKETO MalueHTH Ouine MomMeHTaNHu wid nperxonauu nymadu (80%). [TouetHuor Ha ECOG
nepdopmanc craryc 6un 0 (43%) unu 1 (57%). 51% ox tymopure Ha nanuenture umane PD-L1
excripecja of > 1% TC wnu > 1% IC u 49% opn tymopute umaine PD-L1 excripecuja Ha <1%
TCu<1% IC.

Bo Bpemero Ha (uHanHata aHanusa 3a PFS, manueHtuTe MMane cpelHO Bpeme Ha Cliefieihe O
15,3 meceun. [lonynanujara npeasuaeHa 3a nekysawe (ITT), BkiIyuyBajku rvi ¥ nal@eHTUTE CO
EGFR myrauuu nnun ALK npeypenyBama KoM MPETXOAHO OuMie TPETUPAHU CO MHXMOMTOPHU Ha
TUPO3UH KHHa3a, MOKaXkaje KIMHWUYKK 3HadyajHo mnoaobpysame Ha PFS Bo rpymata B Bo
cniopendba co rpynara C (HR ox 0,61, 95% CI: 0,52, 0,72, cpenno PFS 8,3 nacnporu 6,8
MECeLH).

3a Bpeme Ha npeiaumMuHapHaTa OS aHanu3a, NalMeHTUTE POCEUHO Oule CeIeH! BO MEPHOJL O

19,7 meceuu. KnqunTe pe3ysITaTi OJf OBaa aHajiu3a, Kako U OJ a)xypupa/;g—“ T Ha PFS
%\’. e

<F4

Ha CJIUKUTE 6 1 7.
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TaGena 9: Ilpernexn Ha axkypupaHa edukKacHOCT BO MNoONyJalMjaTa NpeJBHAEHa 3a
JaexkyBame (ITT) (IMpower150)

Kpajuu neau Ha epukacnocra I'pynma A I'pyna B I'pyna C
(Atezolizumab + (Atezolizumab + (Bevacizumab
Paclitaxel + Bevacizumab + + Paclitaxel +
Carboplatin) Paclitaxel + Carboplatin)
Carboplatin)

CexyHaapHu ueau”

Investigator-assessed PFS (RECIST n =402 n =400 n =400

vI.1)*

bp. Ha HacTanu (%) 330 (82,1%) 291 (72,8%) 355 (88,8%)

Cpento Bpemerpaeme Ha PFS (Mecerm) 6,7 8.4 6,8

95% CI (5,7,6,9) (8,0,9,9) (6,0, 7,0)

CrpatuduiypaH COOIHOC Ha pl/rslzncI 0,91 (0,78, 1,06) 0,59 (0,50, 0,69) -—--

(95% CI) 0,2194 <0,0001

p-BpexHoct

12-meceun PFS (%) 24 38 20

OS npenumunapuu ananusu* n =402 n =400 n =400

Bp. Ha cMpTeH ciy4aj (%) 206 (51,2%) 192 (48,0%) 230 (57,5%)

CpenHo BpeMeTpaeme [0 1ojaBa Ha 1935 19,8 14,9

HacTaH (Mece1y) (16,3, 21,3) (17,4, 24,2) (13,4,17,1)

95% CI

Crparudunypas COOAHOC Ha pmnKI 0,85 (0,71, 1,03) 0,76 (0,63, 0,93) -

(95% CI) 0,0983 0,006

p-BpemHocT

6-meceuer OS (%) 84 85 81

12-meceuen OS (%) 66 68 61

Llenocno najooéap 00zoeop npoyenemno n=401 n=397 n=393

00 ucmpancyeay’* (RECIST 1.1)

Bp. Ha onrosopu (%) 163 (40,6%) 224 (56,4%) 158 (40,2%)

95% CI (35,8, 45,6) (51,4,61,4) (35.3,45,2)

Bp. Ha koMIuieTeH oarosop (%) 8 (2,0%) 11 (2,8%) 3 (0,8%)

Bp. Ha mapuujanen oxrosop (%) 155 (38,7%) 213 (53,7%) 155 (39,4%)

Bpemempaerse Ha 002080p npoyenento n=163 n=224 n=158

00 ucmpasrcysau* (RECIST v1.1)

Menujana Bo Mecenu 8,3 11,5 6,0

95% CI (7,1,11,8) (8.9, 15,7) (5,5, 6,9)

* IlpumapHuTe KpajHu ToukH 32 eduxacHoct 6ea PFS u OS u Tve 6ea ananusupanu Bo nomynauujara Ha ITT —-WT
MoImyJiaujaTa, OHOCHO CO MCKIy4ok Ha nmanueHTH co EGFR mytauuu unu ALK npeypenyBama.
! Baanpaﬂ Ha cTpatuduuupas log-rank Tect

? 3a nudpopmaTBHY 1ey; Bo ITT MOy TalHjaT enba nomery rpynute B u rpynure C kako u nomery
rpynata A u rpynata C He Oea ceyuite g)oﬁmanﬂb‘ ey 1 BO COTJIACHOCT CO MPETXOAHO neduHUpaHaTa
XHEepapXHja Ha aHaJlM3a Ha MOAATOLL ; < \x AJ/S ’/7&

? HenoxynHmT Hajo6ap oarosop 3 udj;@é‘eﬂ OZIFOBOP fﬁqw (ME€H OArOBOP
CTpaTﬂqmuupaH CIOpex, 1o, 1p yc1:§o Hameracf‘asu Ha up[ Mot 1pob u excripecuja Ha PD-L1 na TC u IC




CI = unrepan Ha noBepba; DOR = Bpemerpaeme Ha oarosop; OS = BKYITHO NPeXUBYBakbE.

TaGena 10: IIperien Ha axxypupaHa epukacHOCT 3a rpynara A HacnpotH rpynata B Bo
nonyJaanujata npeasujena 3a jiekyBamwe (ITT) (IMpower150)

Kpajua uen 3a epuxacHocra

I'pyna A
(Atezolizumab +
Paclitaxel +
Carboplatin)

I'pyna B
(Atezolizumab +
Bevacizumab +
Paclitaxel + Carboplatin)

PFS ouenemo 00 ucmpasicyeauom n =402 n =400
(RECIST v1.1)*

Bp. Ha HacTanu (%)

330 (82,1%) 291 (72,8%)

ITpoceuno Bpemerpaewe Ha PFS 657 8,4
(Meceny)

95% CI (5,7,6,9) (8,0,9,9)
CrpatnduuMpaHn oiHoC Ha pu3nk * (95% 0,67 (0,57, 0,79)

CD <0,0001
p-BpemHocT

OS nperumunapna ananusza* n =402 n =400
Bp. Ha cMpTHU ciiyaueBH (%) 206 (51,2%) 192 (48,0%)
CpenHo BpeMe JI0 NojaBa Ha HaCTaH 19,5 19,8
(mecenn) (16,3, 21,3) (17,4, 24,2)
95% CI

CrpaTuduimpan oaHoC Ha pusuK™" (95% 0,90 (0,74, 1,10)

CI) 0,3000

p-BpeaHocT
' Basupan Ha crpatuduumpan log-rank Tect
23a uHpopmaTuBHu Lenu; Bo ITT nonynauuja, ciopen6a momery rpyna A u rpyna B He Guiia BKiyueHa BO
NpeTxoaHo AeHHUpaHaTa XUepapXHja Ha aHaJIi3a Ha MOAaTOLUTE,

CrpaTtuduuupaH Cropes rnoJi, NPUCYCTBO Ha METAcTa3u BO LpH apob u PD-L1 ekcripecuja Ha TYMOPCKH KJIETKH
(TC) u umyH#H KIeTKH kou ro uHpuirpupaar tymopot (IC)
* Asxypupana PFS ananusza u npenumunapua OS aHanu3a npu KIMHMYKO 3aKilydyBake Ha romaTouure 22
janyapu 2018 roguna
A I'pynata A e criopedeHa rpyrma 3a CUTe 0OTHOCH Ha PU3UK

Cauxka 4: Kanaan-MeuepoBa KpuBa Ha BKYIH
npeasujena 3a jexkyBamwe (ITT) (IMpowerl50)

BO IMoNmyJjanuja
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1.0 4 .. Treatment am Median O3 HR(95%Cl)  pvalue
09 2 1. Tacentrigrbevac paclitaxetscatbopial 198mo  076(063,096) 0.0060

. Ry Tecentrigtpaciitaxel+carboplatin 195ma  0.85(0.71.1.03) 00983
0.8 - S, 8 i } plati 14.9mo

0.7 4
0.6 -
0.5
0.4 -
0.3

0.2 1

4 Tecentrigrix bepacitaelcarbag
0.1 oo Tooor‘mqh,xamzaxul‘mrlmfahn

—+‘- B
0.0 T T T l T T T ¥ T T T T T T T T T T T T ] 1 T T T T T T

012345678 910111213141516171819202122232425262728293031323334
Time {(months)

Probability of Survival

No Patients at Risk

Tecentriqh 2 boplatin 400 38C 367 361 351 347 333 320 308 207 288 281 265 244 208185162 147 130112 93 73 82 45 38 32 18 10 2 2 2
Tm"‘"ﬂ*m“”ﬂ“‘"c&lbodmm 402391 382 369357 343 332 314 301 287 275266258 237 204176 153 136 120167 93 76 59 44 31 25 15 10 7 1
Bovacizumab+pacitaxsi¢carbopiatin 400388 376 366 344 335317 303 203278 255241233200 180154 139 122104 90 78 68 51 41 36 27 15 & 3 1

1 1 %

Ciuka 5: I'paduuxu npuka3 Ha BKYNHO NPeXHBYBame cnopea HuBo Ha PD-L1 excnpecnja
BO mnonynanmuja mnpeaBuaena 3a JekyBawe (ITT), rpyna B mnacnporm rpyma C
(IMpower150)

Median OS, (months)

Tecentriqtbevacizumab+ Bevacizumab+
PD-L1 Expression Level 1 (% paclitaxel+carboplatin paclitaxel#carboplatin
TC 2 50% or IC 2 10% 148 (19) LN 25.2 132
0.78
TCorIC2 1% 404 (51) 24.0 16.4
TCandiIC < 1% 396 {50} 424 14.3
T 800 (100) O£ 19.8 14.9
04 10 1.4
Hazard Ratio®
In favour of
Tecentrigtbevacizumab#+
# Unslralifing hazard ralio paclitaxel+carboplatin

Ba KpuBa Ha7 npeﬂmByBaﬂ,e 0e3 nporpecuja na 6osect (PFS) Bo

nomnyJialMja mpeaBu/e ,Bf .[ggKyBalbe_.(ITT) (IMpower150)
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1.0 Treatment arm Median PFS  HR (95% Cl)  p-value
0.9 Tecentrig+bavaci; is litaxol+carbopl, 84mo  0.59(0.5¢,0.69) <0.0001

’ Tecentrig+paclitaxel*carbopiatin 87mo  091(0.78,1.06) 0.21%4
0.8 1 Bevaci. i €8ma

0.7 4
0.6
0.5
0.4 -
0.3 4

0.2 4 H'-. ”M
4 Tacentriqeb b 1+carbop \.N_,‘_

0.1 9 e Tecentriq+ paddaxeln:mbop‘alm "‘“ﬁ-«._w____,.*___ i
-+- il
O"OI S T T L i T I S S R i T T . S R, T R L

012345678 910111213141516171819202122232425262728293031323334
Time (months)

Probability of Progression-Free Survival

No Patlenls at Rlsk

T g 4 p 400 376 352 336 326 297262240215189 174 163141127 96 91 76 75 58 55 40 35 26 22 13 12 7 3 1 1 1
Tecemnq‘padxwxo!'cavbopa(m 402387343 313302258204 171154 116 105100 87 83 €6 62 48 43 31 20 25 23 14 13 6 6 3 3 1
B bepaciitaselycarboplatin 400385353318 207261213176154 122104 93 74 62 43 35 26 22 6 15 8 8 7 & 2 1

Cnuka 7: T'paduuxu npuxka3s Ha npexxuByBame 0e3 mporpecuja cmopej HHBOTO Ha
ekcnpecuja Ha PD-L1 Bo nomynanmjata npeasBugeHa 3a JjekyBamwe (ITT), rpyma A
Hacnporu rpyna C (IMpower150)

Median PFS, (months)

Tecentrigtbevacizumab+ Bevacizumab#+
PD-L1 Expression Level % paclitaxel+carboplatin paclitaxel+carboplatin
0.33
TC 250% or IC 2 10% 148 (19) e 154 6.9
0.43
TC or IC 2 5% 273 (34) L e ! 1.6 6.8
TCoriCz 1% 404 (51) ' «0‘4?0 074 1.1 68
TCond IC < 1% 396 (50) e 73 68
(T 800 (100) 0884 e 8.4 68
02 10 12
Hazard Ratio®
In favour of
Tecentrig+bevacizumab+
* Unstratified hazard ratio. paclitaxel+carboplatin

3a rpynata B Bo cnopenba co rpyna C, aHanuza of npe-o{e!
npelMMUHapHATA aHaM3a 338 BKYITHO MPEeXHUBYBabe MOKaXana JeK
npexuByBame 3a nauueHTd co EGFR myrauuu win ALK npeypenyw
on 0,54, 95% CI: 0,29, 1,03; cpenno OS He € NOCTUrHATO HACTIPOTH )M MeTacTasu
Ha upH apo6 (HR opx 0,52, 95% CI: 0,33, 0,82; cpenno OS 13,3 Hacnpom 9,4 meceun).
[Tono6pyBawe Ha PFS Ouno mpukaxano u 3a nauumeHtd co EGFR myrauum wmm ALK
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npeypenyBama (HR ox 0,55, 95% CI: 0,35, 0,87; cpeano PFS 10,0 nacnpotu 6,1 meceuu) u
Mmeractasu Ha upHuot Apod (HR ox 0,41, 95% CI: 0,26, 0,62; cpenno PFS 8,2 nacnporu 5,4
Mecenu). PesynraTute 3a BKYIHO NMPEXUBYBarkbe OUie CIIMUHY 33 CUTE NMALMEHTCKU MOArpyNny Ha
BO3pacT o < 65 u > 65, cooxserHo. [logaroun 3a nmauueHTH > 75 roAauinHa BO3PacT ce
NPEMHOTY OTPaHUYEHHU 3a Jia Ce W3BJIeUaT 3aK/Iy4OLM 3a OBaa MoMyJalyja. 3a CUTE aHaIM3H Ha
cyorpynu, He e TUIaHupaHo (HOPMATHO CTATUCTHUYKO TECTHPAE.

IMpower130 (GO29537): Panoomusupana ¢aza Il cmyouja Ha atezolizumab 6o xombunayuja
co nab-paclitaxel u carboplatin, kaj nayuenmu co memacmamcku ne-ckeamosen NSCLC, kou
Npemxo0HO He npumMule XemMomepanuja

®asza III, orBopeHa, pannomusupana cryauja, GO29537 (IMpower130), 6una crnipoejieHa 3a 1a
ru npouenu epukacHocta u 6e3deqHocTa Ha atezolizumab Bo komOuHauuja co nab-paclitaxel u
carboplatin, kaj mauueHTu co meractarcku He-ckBamo3eH NSCLC xou nperxosHo He MpUMMIie
xemortepanuja. [laumentn co EGFR myraumm wnu ALK npeypenysama Tpeba na Ouaat
MPETXOTHO TPETHUPAHU CO UHXUOUTOPHU HA TUPO3UH KHUHA3A.

CraguyMoT Ha OoJiecT Kaj MalMeHTH Ousl OJpefeH COrjacHO NPENOpaKuTe Ha 3aeJHUYKUOT
aMepUKaHCKU KOMUTET 3a kapuuHoM (aHr. American Joint Committee on Cancer - AJCC) 7m0
u3nanue. [lanpenture He Ouile BKIydyyBaHM BO CTyAMjaTa [OKOJKY MMalle MCTOpHja Ha
aBTOMMYHO 3a0o0JiyBambe, TMPUMMIIE )KMBA, aTeHyMpaHa BakKlLMHAa BO pPOK oj 28 jeHa mpej
paHIOMuU3allfja, MPUMUIE UMYHOCTUMYJIATOPHU areHCH BO POK OJ 4 HEJeNu WM CHCTEMCKM
MMYHOCYIPECHBHU MEIULIMHCKM TIPOU3BOJM BO POK OJ] 2 HEJENHU Mpes paHIoMHU3aLyja, U UMaje
aKTMBHU WM HeTpeTupanu Metactaszu Ha L{THC. [lanueHnTure kou npeTxoqHo Ouie Ha TpeTMaH
co aronucty Ha CD137 unu Ko npuMase Tepanuja co UMyHa YeKnouHT 61okana (autu-PD-1, u
autu-PD-L1 TepaneBTCKM aHTUTENa) HE OuIle MOroJHU 3a BKiyuyBame. Cenak, NnalMeHTUTe KOu
npetxoaHo npumune aHTu-CTLA-4 Tperman Moxene na OuaaT BKIyYEHH, JOKOJIKY T0C/eHaTa
npuMeHa Ji03a Gua 6 Heleny Npes paHAOMHU3aLkja, ¥ HEMajlo UCTOpHja Ha TEIKH UMYyHOJIOLIKH
necakanu Hactanu of aHTU-CTLA-4 (NCI CTCAE crtenen 3 u 4). IlponieHka Ha TymMopoT Ouiia
u3BeJieHa Ha cexou 6 Henenu ox npBute 48 Hexenu no uMkIyc 1, a notoa Ha cexou 9 Hezmenu.
[Mpumeponute 3a TymMop 6ea rcnuranu 3a npucyctBo Ha PD-L1 na knetkure Ha Tymopot (TC) u
tymop wuHpunrpupaukure umyHu kietku (IC) u pesynrarute Gea KOpPUCTEHM 3a Ja ce
neduHUpaar noArpynure crnopes exkcripecuja PD-L1 3a ananusure onyinaHu nojoiny.

[MTanuentute, BiayuutenHo onue co EGFR myrauuu unu ALK npeypenyBama, Oune BKIIydeHH
BO cTyaujata ¥ Oujie paHJOMU3MpaHUM BO coojHoc 2:1 na mpumar eeH OJ TPETMAaHCKHUTE
peXuMu onuiany Bo Tabena 9. Panpomusanujara 61ia HanpaBeHa CHopes MoJIOT, IPUCYCTBOTO
Ha MeTacTtasu Ha 1pHUOT Apod u PD-L1 excnpecujara Ha TC u IC. ITanuenture kou npumaie
pexuM Ha TpeTMaH B, Ouiie BO MOXKHOCT Ja MpeMMHAT U Jia MOYHAT Ja npumaar atezolizumab
MOHOTeparuja 1o nporpecuja Ha 6osecra.

TaGena 11: UHTpaBeHCKH TpeT™M

z‘” QRE PAsG
TpeTMaHCKH pPe:KUM Uupyxugja- .{ = ‘A@ ’% \ OnpxyBame
(ueTup lﬁlgmep uuli‘t@lycmoxifi JeH) (21-aHeBEH HUKJIYC)
A AtezoliZ(m (IZOO ‘g)*+ nab-padlitaxel Atezolizumab (1200 mg)*
(100 mgfis2)E° + carboplatin (KUQ6)°
B Nab- pacl\tdz(ekgl 00 mg/m")" +lc#boplatm Hajnobpa cynopTuBHa Hera win

0

',\ /
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(AUC 6)° pemetrexed

* Atezolizumab ce agMuHHCTpHpa c& 10 IyGebe Ha KITMHUYKHOT 6eHEUT, OLIEHETO O/l HCTPAXKYBauOT

® Nab-paclitaxel ce anmunncTpupa Ha 1., 8., u 15. 1eH on CeKOj LIUKIIYC

¢ Nab-paclitaxel u carboplatin ce anMuHECTpHpaarT 0 3aBpIIyBarbe Ha 4-6 LMKIIYCH, MM JI0 MPOrpecHja Ha GoecTta
WIH J10 HenpudaTIHBa TOKCHYHOCT, IITO U Ja CE CIIy4YH TPBO

Jlemorpadckure ¥ OCHOBHMTE KapaKTEpUCTUKM Ha Oosiecta Of CTyQMCKaTa MOIMyJaluja
nedunupanu kako ITT-WT (n=679) Gea nobpo uzbanaHcupaHu nMoMery TPETMAHCKUTE IPYITH.
Cpennara Bo3pact Oewie 64 rogunu (oncer 18 no 86 rogunu). [ToBekero nanueHT Ouie Maliku
(59%) u 6enu (90%). 14,7% npoueHTH OJ MaLMEHTHTE Ha MOYETOKOT MMaJie METacTa3d Ha
LPHUOT Apo0, a MOBEKeTO NalMeHTH Ousie aKTHUBHU WM mnopaHemHu nymayu (90%).
[Toronemuot aen ox nmauueHTure umaie nodyereH nepdopmanc craryc Ha ECOG ox 1 (59%) u
PDLI1 excnpecuja <1% (npubnmwkno 52%). Merfy 107 naumentu ox rpymara B kou no
MHIYKLHUCKA Tepanuja MuMajle CTaTyc Ha OJAroBop Ha crabuiHa OoJiecT, JelyMEH OJrOoBOp WIIHU
uesoceH oarosop, 40 6une npedpienu Ha pemetrexed Tepaniuja 3a OPIKYBabE.

[Ilpumapna ananuza Ouia W3BeJeHa HAa CUTE MNAlLMEHTH, UCKIy4yyBajku ru oHue co EGFR
myraiuu unn ALK npeypenysamwa, nepunupanu kako I[TT-WT nonynammja (n=679).
[TauuenTuTe MMalle MPOCEYHO BPEME Ha ClIE/IEHhE Ha NpexKuByBame o/ 18,6 Meceny u nokaxare
nono6pu OS u PFS co atezolizumab, nab-paclitaxel u carboplatin Bo copen6a co koHTpoJiara.
Knyunure pesynratu ce cymupanu Bo Tabena 10 u Kannan-Meueposute kpusu 3a OS u PES ce
npukaxanu Bo ciaukute 8 u 10, coonserno. McrpaxyBaukute pesynratu 3a OS u PFS npeky
PD-L1 excnpecuja ce cymupanu Bo ciukure 9 u 11, coonsetHo. [laumeHnTu co meracrasu Ha
LpHUOT Apob He nokaxane noaodbpyeawa Bo PFS unu OS co atezolizumab, nab-paclitaxel u
carboplatin, Bo cropenda co nab-paclitaxel u carboplatin (HR on 0,93, 95% CI: 0,59, 1,47 3a
PFS u HR ona 1,04, 95% CI: 0,63, 1,72 3a OS, cooaBeTHO).

[Tenecer u aeBeT MpoLEHTH Of MauueHTUuTe oA nab-paclitaxel u carboplatin rpynara npumuie
6uI0 Koja KaHLlep UMyHOTepamnuja 1o rnporpecuja Ha 6oJiecta, IITO ro BKIy4dyBa atezolizumab
Kako kpocoBep TpetmaH (41% on cute nauueHtu), Bo crnopenda co 7,3% oj mauuMeHTUTe BO
atezolizumab, nab paclitaxel u carboplatin rpynara.

Bo uctpaxkyBauka aHaiuza co Moaoro ciejeme (npoceuno: 24,1 meceuu), npoceunoro OS 3a
JBeTe rpynu He OMI0 MPOMEHETO BO OJHOC Ha mpuMmapHaTa aHanuza, co HR = 0,82 (95% CI:
0,67, 1,01).

TaGena 12: Pesume Ha edpuxacHocTa og IMpower130 Bo npumapHa anaiau3a (momyJianuja
Ha ITT-WT)

Kpajuu Touxn Ha epukacHocTa I'pyna A I'pyna B
Atezolizumab + nab-paclitaxel +
nab-paclitaxel + carboplatin

carboplatin

Ko-npumMapHu MepKH 32 HCX0 woslos

X ' n=451 708" * t¢ .\ n=228

Bpoj Ha cMpTHH ciyyau (%) 226 (50, I%Q"’ WE e # "{/31\\(57 5%)

ITpoceuHo Bpeme 10 1ojaBa Ha HACTaHU (Meceln) 18,6/ & A % 28,9

95% Cl (16,0; 2] ;z)i“ 5 @187

= o Z ol

Crpatuduuupan oHoC Ha pusuk’ (95% Cl)
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P-BpEAHOCT 0,033

12-meceuen OS (%) 63 56
PFES Ipoyenemo 00 ucmpaxcysay (RECIST v1.1) n=451 n=228
bpoj Ha ciyyau (%) 347 (76,9%) 198 (86,8%)
[TpoceyHo BpeMe [0 10jaBa Ha HACTaHH (Meceln) 7,0 5,5
95% Cl (6,2;7,3) (4.,4;5,9)
Crparuduumpan ogHoc Ha pusuk® (95% Cl) 0,64 (0,54; 0,77)
P-BPEIHOCT <0,0001

12-meceueH PFS (%) 29% | 14%
JIipyru MepKH 3a Hcxojx

ORR R Ipoyenemo 00 ucmpaxcyseau (RECIST n=447 n=226
vl.1)

Bpoj Ha motBpaenu ogrosopu (%) 220 (49,2%) 72 (31,9%)
95% CI (44,5; 54,0) (25,8; 38,4)
Bp. Ha kommieren oarosop (%) 11 (2,5%) 3 (1,3%)
Bp. Ha mapiwjanex oarosop (%) 209 (46,8%) 69 (30,5%)
DOR  npoyenemo 00 ucmpadicysay (RECIST n=220 n=72
vl. 1)

MenujaHa BO MeCelu 8.4 6,1
95% CI (6,9; 11,8) (3,9 .9)

* Crpatuduumpan ciopea o u excripecuja Ha PD-L1 na TC u IC

" Tlorepaer ORR u DoR ce uctpaxcyBauku KpajHH TOUKH

PFS = npexxuByBame 6e3 nporpecuja; RECIST = Kpurepuym 3a olieHka Ha OAroBOp Kaj CONMAHU TymopH v1.1.
CI = unrepsan Ha noBepba; DOR = Bpemerpaewe Ha oarosop; OS = BKyIHO NpeXHBYBae.

Cnuka 8: Kansian-MenepoBa KpuBa 3a BKynHo npexkuByBame (IMpower130)
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Cmuka 9: I'paduuxn 43 . HO npexuByBame npeky PD-L1 excnpecuja
(IMpower130) '



Median OS (months)
PD-L1 Expression Level 0i%) Tecentriq+ Nab-paclitaxel+

nab-paclitaxel+carboplatin  carboplatin
TC 2 50% or IC 2 10% 130 (19) o T S 3 169
TC<50%and 2 1% orIC< 1% and 2 1% 193 (28) ,“__,,EL@. B 237 159
ST v 0.81 "
TC and IC < 19 356 (52 el o 15.2 120
. y 0.79
ITT WY §70 {100} D . 8.6 13.0
az 10 20
Hazard Ratio*
in favor of
Tecentriq+

* Sraitied bavied 1an o0 the ITHWT,
UASUAIIRG NEZAAG (0§04 A DS SRGIOUOE. nab-paclitaxel+carboplatin

Cauka 10: Kannan-MeunepoBa kpuBa 3a npexxuByBame 0e3 nporpecuja (IMpower130)

1.04 - Tecentrig+nab-paclitaxel+carboplatin
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No. at Risk Time (months)
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Cnuka 11: I'paduuxu npuxkas Ha npe:xkuByBame 0e3 nporpecuja npeky PD-L1 excnpecnja
(IMpower130)

Median PFS (months)

PDLLE ion Lovel %) Tecentrigs Nab-paclitaxels
nab-paclitaxel+carboplatin carboplatin
—— o 41Nk 104 051 i :
TC 2 50% or IC 2 10% 130419} i @ iy 6.4 46
R R . o anas (61 . i
TC«50%and 2 1 or IC < 1% and 2 1% 1HOQRD) et T 6.3 6.0
. 72 n 2
TCand IC < 1% 356 (52 ?-*ZOM 62 4.7
064 ,
ITTwWY 678 (100) Yoo 0 55
62 10 26

Hazard Ratio*
in favor of

g+
* Sieathed hazard 1ali for P ITTNT, Tecenmc!
wrarattied Dazad o0 Kor 3 et SubGIOaps nab-paclitaxel+carboplatin

IMpowerl10 (GO29431): Panoomusupana, ¢pasa III cmyouja kaj nayuenmu co memacmamcku
NSCLC xou ne npumane xemomepanuja

®as3a III, oTBOpeHa, MyJITUIICHTPUYHA, paHIOMU3UpaHa cTyauja, IMpower110, 6una cipoBeeHa
na ce epanyupa edukacHocta U 6e3benHocTa Ha atezolizumab kaj malLMEHTH CO METAacTaTCKU
NSCLC xou mpeTxoiHO He mpumaine xemotepanuja. [Tanuenture umane PD-L1 excnpecuja >
1% TC (PD-L1 o6oenu > 1% opn tymopckute kinetku) wiaum > 1% IC (PD-L1 Tymop-
UHOUITPUPAYKM UMYHU KJIETKU Kou ondakaar > 1% oz nosero Ha TyMOpOT) 0asupaHo Ha
VENTANA PD-L1 (SP142) tecrupame.

Bkynno 572 nauuentd Ouiie paHIoOMHU3UpaHu Bo coonHoc 1:1 na mpumar atezolizumab (rpyna
A) unu xemorepanuja (rpyna b). Atezolizumab 6un agmMuHucTpUpaH kako ¢ukcHa no3a on 1200
mg co IV undysuja Ha cexou 3 Hemenu cé moJeKa He ce U3ryOMa KIMHUYKUOT OeHedwur,
NPOIEHET OJi WCMMTYBAa4oT WM 10 MojaBa Ha HenpudativuBa TOKCHMYHOCT. Pexxumute Ha
xXemoTepanuja ce onuiuaHd Bo Tabena 13. Panpomusanujata Ouna crparuduuupaHna 1o mnoi,
ECOG craryc, xuctonorujau PD L1 T cka excripecuja Ha TC u IC.

St :
Tab6ena 13: Tpermancku pexsaMusa nusﬂﬁu-}f'q Kka xemorepanuja (IMpower110)
(O &Y == 7, X\
I < g7 SR
e Hggyxmfj“ 'c'-,'v;,, OnpxyBame
TperMaHCKH - o S
pexUM (4.9.11146# m{gnycu'bn l-uen) (21-1eH HuKIyCcH)

b (ue- Cisplatin® (75 g/ssg:jil—'p‘éhlgtxe @ (500 mg/m?) UJIX | Pemetrexed™
CBaMO3€H) carboplatin®(AU fstréxed® (500 mg/m?) (500 mg/m?)
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b Cisplatin® (75 mg/m?) + gemcitabine™® (1250 mg/m®)
(ckBamo3seH) | MJIU carboplatin® (AUC 5) + gemcitabine™® (1000
mg/m?)

Hajno6pa
cynoptiBHa Hera

a Cisplatin, carboplatin, pemetrexed u gemcitabine Gue anMuHHUCTpUpaHu cé 0 3aBpIIYBabe Ha UMKIYC 4 Wiu 6,
JI0 mporpecHja Ha 60J1ecTa, MM J10 N0jaBa Ha HEOUeKyBaHa TOKCHYHOCT.

b Pemetrexed ce aaMHHHCTpHUpa BO PEXXKUMOT 3a OZIp)KyBarbe Ha cekou 21 JeH 10 nporpecuja Ha Gojiecta, WU 10
r0jaBa Ha HEOYEKyBaHa TOKCHYHOCT.

¢ Gemcitabine ce anMuHHCTpUpa Ha eH 1 1 8 o1 cekoj LuKIyc.

d He 6mi0 n03B0JIEHO NMpeMHHYBab€ Ofl KOHTPOJIHATA rpymna (Xxemorepanuja 6a3upaHa Ha IJIaATHHA) BO rpyrnaTa Ha
atezolizumab (rpyna A)

[TanuenTuTe He Ouie BKIyY4eHM JOKOJKY MMalle HCTOpHja Ha aBTOMMYHO 3a00iyBaibe;
aJIMMHHMCTpaLlMja Ha JKUBa-aTeHyHpaHa BaKIMHA BO POK OJ1 28 NeHOBM Mpej paHJOMU3allujara,
aIMMHHUCTpalMja Ha CUCTEMCKU UMYHOCTHUMYJIATOPEH areHc BO POK OJ1 4 HeJleNI WA CUCTEMCKH
MMYHOCYNPECUBHM MEIMLIMHCKM TMPOM3BOAM BO POK OJ 2 HEAENM Mpel] paHJoMHU3alujata,
akTMBHU uin HeTpeTupanu CNS metactasu. [Iponiena Ha TymopoT Guia cripoBe/ilyBaHa Ha CEKOU
6 Hesenu BO npBUTE 48 Helenu MOUHYBajku o LuKiIyc 1, ied 1 a noroa Ha cexou 9 Henenu.

Jlemorpad)cKuTe U OCHOBHUTE KapaKTEpUCTHKU Ha 3abosyBameTo Guie nobpo uzbanaHcHpaHu
nomery TpeTMaHckuTe rpynu kaj nagueHtd co PD-L1 ekcnpecuja > 1% TC wnu > 1% IC kou
Hemasne EGFR myrauum unu ALK npeypenyBama (n=554). Cpennara Bospact 6una 64.5 ronuHu
(oncer: 30 no 87) u 70% on nauuenture Oune maxu. HajronemuoT Opoj o nanuenture oue
oenu (84%) u asuuu (14%). [loBekero o nauueHTuTe Guiie aKTUBHU MyIIAYyd WIK MyLIeNe BO
muHatoto (87%) u nouernnor ECOG craryc kaj mauuenture 6un 0 (36%) uwnu 1 (64%).
BkynHo, 69% o nanueHTUTEe MMale He-CKBaMO3HO 3aboisiyBame U 31% oJ mauueHTuTe umase
CKBaMO3HO 3aboiyBame. Jlemorpadckure W KapakTepUCTUKUTE Ha 3a00JIyBameTo Ipej
MOYETOKOT Ha TepanujaTa Kaj nauueHtute co Bucoka PD-L1 ekcnipecuja (PD-L1 > 50% TC wunu
> 10% IC) xoum nemane EGFR wmyramyuun wunu ALK npeypenyBawa (n=205) Oune
penpe3eHTaTMBHM Ha [OIIMpOKaTa CTyJKMCKa nomnynanuja u Oune OanaHcHpaHu momery
TPETMAHCKUTE TPYITH.

[IpumapHaTa kpajHa Len Ouna BKYmHOTO npexxuByBame (overall survival - OS). Bo Bpemero Ha
npuspemenata OS ananu3a, nauueHTure co Bucoka PD-L1 excnpecuja, 6e3 EGFR myrauuu unu
ALK mnpeypenyBawa (n=205), nokaxane CTaTUCTUYKU 3HAYMTESTHO moaobpyBame Ha OS 3a
NalMeHTUTE paHIoMU3upaHy co atezolizumab (ryna A) Bo cnopenba co xemorepanujara (rpyna
B) (HR 0.59, 95% CI: 0.40, 0.89; cpeano OS opn 20.2 meceuu vs 13.1 meceru) co ABocTpaHa p-
BpeaHoct ox 0.0106. CpeaHoTto Bpeme Ha Clieiehe Ha NPEeKUBYBAETO Kaj MAlUEHTUTE CO
Bucoka PD-L1 ekcnipecuja 6uno 15.7 mecenn.

Bo excrinaparopnara OS aHaiu3a co noaosiro Bpeme Ha cneueH,e gepeqﬁ{b 3’1 3; ;MECELIH) 3a OBHE
nauueHtd, cpeaHoro OS Bo atezolizumab rpymara Ouio x?é\e(tffOMeHCT@fBQ \ OAHOC Ha
npusBpemeHarta OS ananu3za (20.2 mecenu) a 3a rpynaTa Ha XeMm AT%Q?.HPI 6mlg 1427%( ceru (HR
0.76, 95% CI: 0.54, 1.09). Knyunute pesynratu of ekenopaf &T&W% ce:cag UpaHU BO
tabena 14. Kaplan-Meier-oBure kpusu 3a OS u PFS kaj nauHeHTu L0 B’h?(ﬁca:‘?D{E’ cripecuja
ce npercraBeHy Ha ciuka 12 u 13. IToBucok npolueHT Ha nauue{uw KOM ndqnﬂaﬁe) 0 TEKOT Ha

4
‘,:;/_}/ -




npsute 2.5 Mecenu 6une Bo atezolizumab rpynata (16/107, 15.0%) Bo cnopenba co rpynara Ha
xemotepanuja (10/98, 10.2%). He 6une upentudpuxysanu cnenpduunu dakrop(u) xou ouie

MMOBpP3aHU CO OBUE CMPTHHU CIIy4acBHU.
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Cmyoucka yen 3a edpuxacnocm rpyna A rpyna B
(Atezolizumab) (xemoTepariuja)

Hpumapna kpajua yen

BkynHo npe:kuByBame (OS) n=107 n=98

Bpoj Ha cMpTHU ciiydaesu (%) 64 (59.8%) 64 (65.3%)

[TpoceuHo Bpeme 10 10jaBa Ha HACTAHU (MECeIn) 20.2 14.7

95% CI (17.2, 27.9) (7.4,17.7)

Crpatuduimpan oHOC Ha pu3nK * (95% CI) 0.76 (0.54, 1.09)

12-meceuen OS (%) 66.1 52.3

CeKkynoapHna Kpajna yen

PES Ilpoyenemo 00 ucmpasicysay (RECIST v1.1) n=107 n=98

Bpoj na ciyyau (%) 82 (76.6%) 87 (88.8%)

[TpoceuHo Bpeme 10 N0jaBa HAa HACTaHU (MeCceLH) 8.2 5.0

95% CI (6.8,11.4) 4.2,5.7)

Crpatuduimpan oaHOC Ha pu3uK * (95% CI) 0.59(0.43, 0.81)

12-meceuen PFS (%) 39.2 | 19.2

ORR IIpoyenemo 00 ucmparcyeauy (RECIST 1.1) n=107 n=98

bpoj Ha notBpzenu oarosopu (%) 43 (40.2%) 28 (28.6%)

95% CI (30.8, 50.1) (19.9, 38.6)
Bp. Ha komruiereH oarosop (%) 1 (0.9%) 2 (2.0%)
Bp. Ha napuujanen oarosop (%) 42 (39.3%) 26 (26.5%)

DOR npoyenemo 00 ucmpascysay (RECIST 1.1) n=43 n=28

MenujaHna BO MeceLu 38.9 8.3

95% CI (16.1, NE) (5.6, 11.0)

I Crpatuduumpan criopen noa u ECOG craryc (0 vs. 1)

PFS = npexuByBame 6e3 nporpecuja; RECIST = KpurepuyM 3a orieHka Ha OAroBop kaj conuauu tymopu v1.1; CI
= uHrepsai Ha poBepba; ORR = OGjexTuBHa cranka Ha oarosop; DOR = Bpemerpaewe Ha oarosop; OS = BkynmHO

npexuByBame; NE = He ce npolLieHyBa.

Ciauka 12: Kannan-MeunepoBa KpuBa 3a BKYNHO NpeKHBYBambe Kaj MallHEHTH CO BHCOKA
PD-L1 excnpecuja > 50% TC nan >10% IC (IMpower110)
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1.0

Treatment arm Median OS HR (95% Cl)

0.9- Arm A: Tecentrig 20.2mo 0.76 (0.54, 1.09)

0.8- Arm B: Chemotherapy 14.7 mo

0.7+
06-
0.5+
04-

L .
ﬂwwwq.ggww;-,@.,wv..wa.,;h;...a..“.........}

0.3-

Probability of Survival

0.2

0.1+ == Arm A: Tecentriq
0.0- =~ Arm B: Chemotherapy

0 2 4 6 8 10 12 14 16 16 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56
No. Patients at Risk Time (months)

ArmA: Tecentriq 107 95 86 81 77 74 70 64 64 59 54 51 43 38 27 25 22 18 16 14 13 8 5 4 3 1 0 0 O
Arm B: Chemotherapy 98 90 76 66 56 53 49 48 44 36 34 33 30 24 19 18 14 9 7 4 3 3 2 2 2 2 0 0 ©

Cimka 13: Kannan-MenepoBa KpuBa 3a Npe:KHBYBame 0e3 mporpecuja Kaj NauHeHTH €O
pucoxa PD-L1 excnpecuja >50% TC nin > 10% IC (IMpower110)

1.0+ Treatment arm Median PFS  HR {95% Cl)

0.9+ Arm A: Tecentrig 82mo  059{(0.43 031

0.8- Arm B: Chemotherapy 5.0 mo
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Probability of Progression-Free Survival
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3abenexaHoTo nonoopy alsbe: Hg, BKy;IH TO=, npexmByBaH,e OS Bo atezolizumab rpynara BoO
criopenba co rpynara H Sge@tompanyu ce rﬂQKél)Kano KOH3UCTEHTHO BO CHUTE MOA-TPYNU Kaj
nauuMeHTy co Bucoka PDiIs] %Kcnfaeeu}é'ak’ﬁyq BajkM M maumeHTH co He-ckBamo3eH NSCLC
) 'Q@Z@V ’5/3\@(1 0/ 0, 0.96; cpexno OS 20.2 vs. 10.5 meceun) u
MalMEeHTH CO CKBaMo3eH NS @(HKQA 250, 95% CI: 0.23, 1.37; cpeano OS He nmocTurHato
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Ta6ena 15: Pe:xkumu Ha Tperman (IPSOS)

Pexxum Ha TpeTMaH

A Atezolizumab 1 200 mg co IV undy3uja Ha 1 neH ox cexoj 21-qHEBEH LUKILYC.

B Vinorelbine: IV undysuja Ha 25-30 mg/m2 unu opanta anMuHucTpanuja Ha 60-80
mg/m2 Ha JlenoBute 1 u 8 o cexoj 21-nueBen uukiyc unu Ha 1, 8 u 15 en ox cexoj
28-IHEBEH LMKIIYC HITH HeJleIHA aIMHHUCTpAlKja UK

Gemcitabine: IV undy3uja Ha 1 000-1 250 mg/m2 na 1 u 8 nena o cexoj 21-1HeBeH
HMKIyc v Ha 1, 8 u 15 neH ox cexoj 28-1HEBEH LUKITYC.

Bxynuo 453 nauuentd Oune Bkiydenu Bo cryaujata (MTT nomynaumja). IMomynanmjara
NPETENHO ja counHypaine Oenu (65,8%) n mamku (72,4%) naumentu. IIpoceynara Bo3pact Ha
nanueHtute 6una 75 rogvnu, a 72,8% oj nanueHTuTe Omiie Ha Bo3pacT oj 70 roAMHU WU
nocrapu. IIpouenror Ha nauuerti co ECOG PS on 0, 1, 2 u 3 6un 1,5%, 15,0%, 75,9% u 7,5%,
cooznseTHo. CeBKynHO, 13,7% ox nauuentute umane craguyMm IIIB Gonect koja He e noanoxkHa
Ha MyJTUMOJaieH TpetMaH U 86,3% umane craguym IV Ha Gonecra. IIpoueHTOT Ha NAUMEHTH
xou mmane tymopu co PD-L1 excnpecuja TC<1%, 1-49% u > 50% wnsmepeHo co aHamusara
VENTANA PD-L1 (SP263) 6un 46,8%, 28,7% u 16,6%, cooaserHo, moxeka 7,9% op
NalyeHTUTe UMaJle HemosHat craryc Ha PD-L1 excripecuja.

[TpumapHaTa KpajHa TOYKa Ha CTyaujaTa 6uia nesokynHoto npexusysame (OC). Bo Bpemero
Ha (UHAIHATA aHalIu3a
euKacHOCTA CE MPETCT:
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TaGena 16: Pesume Ha eduxacHocra 3a nanueHTH co NSCLC kou He ce moaoOHM 3a
xemoTepanuja 6asupana Ha miatuna (IPSOS)

Atezolizumab XemoTepanuja

Kpajna Touka Ha edpukacHocT
(n=302) (n=151)

IlIpumapna Kpajua mouka
os
bpoj na Hacranu (%) 249 (82.5%) 130 (86.1%)
[Tpoceuno Bpeme 10 Hactanu (Mecelu) (95% CI) 10.3 (9.4, 11.9) 9.2(5.9,11.2)
CTp?THQ)HKyBaH koeuieHT Ha onacHocT (95% 0.78 (0.63, 0.97)
CI)
p-BpeaHocT (CTpaTU(UKyBaH €BUIEHTEH PaHT) p=0.028

CeKyHOapHu KpajHu mo4ku

PFES npoyenem 00 ucmpaycysavom (RECIST 1.1)

Bpoj Ha nacranu (%) 276 (91.4%) 138 (91.4%)
[Tpoceuno Bpemerpaewe Ha PFS (mecenn) (95% 4.2(3.7,5.5) 4.0 (2.9,5.4)
CI)

g’ll‘)pflTPl(bI/IKyBaH koeduuueHT Ha ornacHocT (95% 0.87 (0.70, 1.07)

ORR (RECIST 1.1)

Bpoj Ha norBpaeHu oarosopi (%) 51(16.9%) - 12 (7.9%)
DOR (RECIST 1.1)

[Tpoceuna BpenHocT Bo Mecenu (95% CI) 14.0 (8.1, 20.3) 7.8 (4.8,9.7)

CI = unrepBai Ha noBepba; DOR = Bpemerpaewe Ha onrosop; ORR = 00jekTHBEH cTeneH Ha 0/IrOBOp;
OS = nenokymnHo npexuByBame; PFS = npexuBysame 6e3 nporpecuja; RECIST = Kpurepuymu 3a
eBaJTyalija Ha OArOBOPOT Kaj UBPCTH TyMopu v1.1.

t Ipouerer cooaHoc Ha onacHocT U 95% CI nobuenu on Kokc Mozenor ¢
Bapujart. 3a crpaTuKyBaHaTa aHaIW3a, XMUCTOJIOIKUOT TOATHIT, PD-1/1;
)

Meractasu (1a/He) Ouie 1o1aileHd Kako (hakTopy Ha cTpaTuduKalujy. « «

centlny
ENCIA

P

po?
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Cmuka 14: Kpusun Kannan-Majep 3a mejiokynHo npexuByBame 3a nanueHtn co NSCLC
KOM He ce Mo00HM 32 XeMoTepanuja 6asupana Ha miatuna (IPSOS)

1.0 - Alezolizumab Events: 249 (82.5%), Median [95% CIJ: 10.3 [9.4;11.9],
p-value {log-rank): 0.028
] chigmalicrapy Events: 130 (86.1%), Median [95% CI}: 9.2 [5.9;11.2]
0.8 +  Censored
0.6
>
b
=38
(4
2R 0.4
€9
= =
Do
0.2
B e
0.0
0 6 12 18 24 30 36 42 48 54
Numbers of patients at Risk Time (Months)
Mezolizumab 180 122 86 64 50 37 17 5
Chemotherapy o, 80 52 3 16 9 7 2 2 0

Bmopoaunucky mpemman Ha Hecumuokiemoyer kapyunom Ha beau opobosu (NSCLC)

Cybxymana gopmynayuja

IMscin001 (BP40657) Panoomusupana cmyouja ¢paza Ib/IIl kaj nayuenmu co JNOKANHO
nanpeonam unu memacmamcku NSCLC kou npemxoOHo bune mpemupaunu co xemomepanuja
Umo coopatcu NNAMUHA.

@aza Ib/Ill, oTBOpeHa, MyJTHULEHTPUYHA, MelyHapoJHa, paHAoMHM3upaHa cTyauja, BP40657
(IMscin001), 6una cnpoBeneHa 3a jga ce mNpoueHW (apMakoKWHETHKaTa, edukacHocTa U
Oe3bemHocTa Ha cyOkyraHara (opmynauuja Ha Tecentriq Bo crmopeaba co MHTpaBeHcKara
¢dopmynanuja Ha atezolizumab kaj mauueHTH co JOKanHO HanpeaHat uiau metactarcku NSCLC
Kou He Owie w3noxkeHM Ha kaHuep umyHorepanuja (CIT) m 3a kou nperxonHa Tepanuja
GasupaHa Ha TiaTMHAa He Owna ycnemHa. IMscin001 e au3ajHupaHa Ja mHoKake He-
uHdepuopHocT Ha atezolizumab Bo umkinyc 1 (uuknyc 2 npen joszara) cepyMcKO Ciough M
MojieNl-pe/iBUeHaTa AUC on 0 no 21 neH BO LMKIYyCOT 1 Ha cy6KyTaHaTa (bopmynauuja Ha
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[Tauuenture Guie UCKIyyeHH JIOKOJIKY MMaje MCTOpPHja Ha aBTOMMYHa OOJIECT; aKTUBHM WJIM
MO30YHM METacTa3u 3aBUCHHM OJI KOPTHMKOCTEPOMIHM, aIMUHMCTpalldja Ha JKWUBA, aTeHyHpaHa
BaKI[MHa TpuUMeHa 4 HeJeNud TpeJ paHJOMHU3allMjaTa; aJMHHUCTpalldja Ha CHCTEMCKH
MMYHOCTUMYJIATOPHU areHCH BO POK O 4 HE/IeNU WM CUCTEMCKA UMYHOCYIPECHBHU JIEKOBH BO
POK 071 2 HeJlesIu MpeJi paHAoMHU3aLHjaTa.

[Ipoceunara Bo3pact 6una 64 rogunu (omncer: 27 no 85), a 69% oxn nauumeHTuTe OUile Maxcu.
[Toronemuor pen ox mnauuenture Oune Oena paca (67%). IlpubnuxkHO aBE TPETHHU O
nanuenture (65%) umane He-ckBamosHa OoJiect, 5% umane nosnara mytaiuja Ha EGFR, 2%
umasie noszHatu npeypenyBamwa Ha ALK, 40% 6une PD-L1 nosutusuu (TC>1% w/unu 1C>1%),
16% wumane HeakTuBHU MeTactazu Ha [|HC Ha mouerokor, 26% umane ECOG PS ox 0, 74%
umane ECOG PS on 1, a noBekero manueHTy Oune ceramuu Wiu npetxoaHu nymauu (70%).
80% npumuie e/ieH NPeTXo/ieH TePaneBTCKU PEHKUM.

Bo BpemeTo Ha nmpumapHaTa aHaju3a, CPeJHOTO Cleiehe Ha MpexUByBameTo 6uio 4,7 mecelu,
a pesynrarure o OC 6une Hespenu. Mmano 86 (35%) cMpTHH ciiyyau BO rpyrnaTta Ha NalueHTH
kou npumuiie cybkyrana ¢opmynanuja Tecentriq u 37 (30%) cMpTHUM ciiyyau BO rpymnara Ha
MalMeHTd KOM IpUMMIIE WHTpaBeHCKU atezolzimab. Post hoc axypupana ananuza Ouna
u3BeJeHa 9 MecelM MO MpUMapHaTa aHajlu3a CO CPEIHO BPEMETpacHmhe Ha NpPEXHUBYBame Ha
cneneme o 9,5 meceuu. Pezynrature oji eprkacHOCTa Ha aXKypUpPAHUTE aHAJIW3U CE CyMHUPaHH
Bo Tabena 17 nogony.

Tabesa 17. KpaTok nperJjiex Ha a:kypHpaHH aHAJu3H Ha epukacHoct (IMscin001)

Kpajua Touka Ha epuxacHoct Cy0xyrana HNuTpaBencka
hopmynanuja ¢opmynanuja
Tecentriq Tecentriq
ORR cnopeo npoyenka na ucmpadicyead (RECIST n =245 n=124
vl.1l)*
bpoj Ha morBpaenu oxaronapauu (%) 27 (11.0%) 13 (10.5%)
95% CI (7.39, 15.63) (5.70, 17.26)
PFES cnopeod npouenka na ucmpaycysay (RECIST n =247 n=124
vl.1)*
Bpoj Ha Hactanu (%) 219 (88.7%) 107 (86.3%)
[Tpocexk (mecenn) (95% CI) 2.8(2.7,4.1) 2.9(1.8,4.2)
OS* n =247 B Csvmren S 124
Bpoj Ha HacTauu (%) 144 (58.3%) - ol © T9463:3%)
Ipocek (mecenn) (95% CI) 10.7 (8.5, 13@)¢> 101795712 1)

CI=wunrtepBan Ha joBep6a; ORR =cramka Ha 06jeKTHBEH / cmr«’oaop, “OS¢ By HHY
npexuByBame; PFS = npexxuByBamwe 6e3 nporpecuja Ha 60neCT, ,’REGIS K‘?lfépny:w @11
OLIEHKA Ha OZIrOBOP Kaj coyMeH Tymop.vl.1 V37 B
* IeCKpUIITHBHA aHAJN3a

Humpasencka opmynayuja

OAK (GO28915): Panoomuszupana cmyouja ¢pasa Il kaj nayuenmu co 10KanHO HAnpeoHam uiu
memacmasupan NSCLC npemxoOHo nekyeanu co xemomepanuja
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3apaau npolieHKa Ha edukacHocta u 6e30eHOCTa Ha atezolizumab Bo cnopenba co docetaxel
Kaj MalMeHTH CO JIOKaJIHO HanpenHat unu Metactasupan NSCLC kou umarne nporpecuja Bo Tek
WIM TOclie JIeKyBalke CO IPOTOKOJ KOj COJpXKeNl TIUlaTWHA, CIOpBEJEHa € OTBOPEHA,
MyJITHLIEHTPUYHA, Mel'yHapo/iHa, paHjoMusupana cryauja ¢asa Il — (OAK). Bo cryaujara ne
Ousie BKIyYEHH NMalMeHTH KOU MMalie aBTOMMYHa 00JIeCT BO aHaMHe3a, KOW MMaJjle aKTUBHA UJIU
3aBHUCHA 0J1 KOPTUKOCTEPOUIM METacTa3za Ha MO30K, KOM NIPUMUIIE J)KMBa aTEHyHpaHa BaKLMHA BO
paMkuTe Ha 28 JNEHOBM TNpej BKIy4YyBarme BO CTyAWjaTa M OHHE KOM NpHUMaje CHCTEMCKU
UMYHOCTUMYJIATOPU BO paMKUTE Ha 4 HeJEeNu WM CUCTEMCKM UMYHOCYIIPECHBU BO PAMKHUTE Ha
2 Hemenu Tpen BKIyuyBamke BO cTyaujaTta. IlpoueHka Ha OJroBOp Ha TyMOpOT Ouia
CrpoBeyBaHa CEKOM 6 Helenu BO TeK Ha mpBuTe 36 Hexenu, a MOoToa CeKoM 9 Henenu.
ITpuMepoiy 01 TYMOPOT MPOCHEKTUBHO CE MPOLEHYyBae 3a Ja ce yTBpAu excrnpecuja Ha PD-L1
na Tymopckute kietku (TC) u umyHuTe kinetku kou ro uadaurpupaat tymopot (IC).

BkymnHo Bo cTyaujata 6une BiyueHd 1.225 nauueHTy, a cnope/ IIaHoT 3a aHanu3a npaute 850
paHIOMM3MpaHH MalMeHTH Oune BKIyYeHM BO TNpUMapHa aHauu3a 3a eQuKacHOCT.
Panjiomusanujata 6una crpatudulipana crnopes craryc Ha ekcrpecuja Ha PD-L1 Ha umynure
Ki1eTku Kou ro uauarpupaat Tymoport (IC), 6poj Ha NpeTXoAHN XeMOTEepaneBTCKH POTOKOJIH
¥ Xxucroyomkd Tun. [lanuentutre Oune paHaomMu3upaHu Bo ojaHoc 1:1 3a ymorpeba Ha
atezolizumab u docetaxel.

Atezolizumab ce ynorpeGyBan Bo ¢ukcHa n03a oa 1200 mg co uHTpaBeHcKa UH(pY3Mja cexou 3
nenenu. He 6uiio 103BoJieHO Jia ce HamanyBa jo3aTa. [lanuenture ce nekyBane A0 r'yOMTOK Ha
KIMHMYKY OeHeUT criopes oueHka Ha uctpaxyBau. Docetaxel ce ynorpeGysan Bo no3u of 75
mg/m® co mHTpaBeHcka uHdY3uja 1.JeH cekoj 3-HejleNeH LMKIyC [0 Mporpecuja Ha Gonecta.
[TpocevHOTO BpeMeTpaeHmhe Ha JIEKYBAameTO MOMery CUTE JIEKYBaHW MaluMeHTH W3HecyBano 2,1
Mecell BO rpyrnarta jekyBaHa co docetaxel u 3,4 meceru Bo rpynara jeKkyBaHa co atezolizumab.

Jlemorpad)ckiuTe M MOYETHUTE KApaKTEPUCTHMKM Ha OojiecTa BO MOMyjalujaTta 3a MNpUMapHa
aHanu3a Ouiie JnOOpo BoenHAueHM NOMeEry TpeTMaHckuTe rpynure. llpocednara Bospact
usHecyBana 64 rogunu (uHTepBan 33-85), a 61% on mauuenture Oune maxu. I[Toeekero
nanpeHTd Oune onx Gena paca (70%). [lpubnmkHO TpU YETBPTUHM OJ MALUUEHTUTE UMAJle
HECKBAMO3€H XHCTOJIOLIKH Haox (74%), 10% ox nmaumentute umane nosHara EGFR myrauuja,
0,2% wumane mo3HaTa mpoMeHa Bo penociieioT Ha 6aszute Bo reHot ALK, 10% on mauumenTture
umaiie Meractasu Bo LJHC Ha mo4eTokoT Ha cTyaMjaTa, a MOBEKETO MalMeHTH Ouie aKTUBHU WU
nopanemny nmymayn (82%). [louetnuot pynxuuonanen ECOG craryc usnecysan 0 (37%) nnu
1 (63%). Cenympuecet u neT npoueHTu (75%) ol mauyeHTuTe NpPeTX0JHO MPUMMIIE CaMO €/IeH
npoToko 6a3upaH Ha MiIaTHHA.

[TpumapHa crynujcka Lein 3a ed 13y OS Knyuynure pesynraru o oBaa CTyuja, co
QUPHO ce MnpuKaxaHu Bo Tabena 18. Karuan-
MeHepOBI/lTC kpuBu 3a OS H ‘ﬁQi‘lle/aHuja npé& IeHa 32 JICKyBaHe (ITT) npukaxkaHu ce Ha

'3 @quamyaa c3yma1*me 3a OS Ha ITT nomnyJnauyja u NOArpynu
criopen eKcnpecuja Ha PD L‘ﬂ noKamy
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TaGena 18: 36umpeH npuka3 Ha pe3yJTaTHTe 32 e(UKACHOCT BO MOMYJALHja 32 MPUMAapPHA
aHa/u3a (cuTe BKJAy4YeHU nanuentn)* (OAK)

C . Atezolizumab Docetaxel
TyAHjcKa 1eJ 3a eHKACHOCT (n=425) (n=425)

Ilpumapna yen 3a epuxacrocm

OS

bpoj Ha cMpTHU ciydau (%) 271 (64%) 298 (70%)

[TpoceuHo BpeMe 10 HacTaH (MeceLn) 13,8 9,6

95% CI (11,8; 15,7) (8,6;11,2)

Crpatuduuupan" onHoc Ha pusuk (95% CI) 0,73 (0,62; 0,87)

p-BpenHOCT** 0,0003

12-meceuen OS (%)*** 218 (55%) 151 (41%)

18-meceuen OS (%o)*** 157(40%) 98(27%)

CexyHOoapHu cmyoujcku yenu

PFS cnopeo npouenka na ucmpaxcysay (RECIST vi.1)

bpoj Ha nacrauu (%) 380 (89%) 375 (88%)
[Tpoceuno BpemeTpaewe Ha PFS (mecenn) 2,8 4,0
95% CI (2,6; 3,0) (3,3;4,2)
Crparuduuupan ogHoc Ha pusuk (95% CI) 0,95 (0,82;1,10)

ORR cnopeo npoyenxa na ucmpasicyeay (RECISTv1.1)

bpoj Ha nauyeHTH co oarosop (%) 58 (14%) 57 (13%)
95% CI (10,5; 17,3) (10,3; 17,0)
Bpemempaewe na o002060p (DOR) cnoped ouenka n=58
n=57

Ha ucmpascyeay (RECISTv1.1)

[Ipocek Bo Mecenu 16,3 6,2
95% CI (10,0; HIT) (4,9;7,6)

CI—HHTepBan Ha uosep6a DOR—Bpeme'rpae}be Ha om‘osop, HIT=Hemoxe jpa_ce npouenu, ORR=cranka Ha

NPETXOTHU XEMOTEPANEBTCKH MPOTOKOJIM U XUCTOJIOIIKH HAO
**Bp3 ocHoBa Ha cTpatiduuupan long-rang test
**¥*Bp3 ocHOBa Ha npolieHka criopen Kannan-MeuepoBa MeToza
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Cnauka 15: Kannan-MeuepoBa KpHBa HAa BKYNHO NpEKHBYBalme BO Nomyjanmja 3a

npuMapHa aHaau3a (cute Bkiay4enn nanuentn) (OAK)

1.0

Tecentrig Docetaxel
094 Median time {mo} 138 986
Hazard Ratio 073
§ 0.8+ {95% C) (0.62,0.87)
2 0.7 Log-rank p-value p=0.0003
-
0.6
s
0.54
2
:-g 0.4
0 .
8 0.3
& o2 ORI
b
0.14 sndus Tt ta0brieg !
o i i
0.0+ ~4-- Docetaxel H
1 i : | i i 1 i i i i
0 3 6 9 12 15 18 21 24 27

Time (months)
No. Patients at Risk

Tecentiq 426 407 382 363 342 326 305 279 260 248 234 223 218 205 108 188 175 163 167 141 118 74 54 41 28 18 4 1
Docetsxel 425 390 366 338 311 286 263 236 219 195 179 168 151 140 132 123 116 104 98 90 70 51 37 28 16 € 3

Hazard ratio is estimated based on a stratified Cox model: p-value is estimated based on a stratified log-rank test.

Cmuka 16: I'paduxon Ha uHTepBaJ Ha AoBepda 3a BKYNHO NPEKHBYBAam€ CIOpeN
excrnpecuja Ha PD-L1 Bo nonynanuja 3a npumapna anaausa (OAK)

Median OS (months)

PD-L1 Expression Level Tecentriq Docetaxel
0.41
TC250% orIC 2 10% (n=137) ® 0 oy 20.5 8.9
TCor IC 2 5% (n=265) bt 16.3 10.8
TCorIC 2 1% (n=463) . Ll 15.7 10.3
TCand IC < 1% (n=379) m a5 12.6 8.9
i N \(\a AJIS 1c :C:"r;\‘
ITT (n=850) = AW 13.8 9.6
2

Tecentrig

In favour of

70



* Crparuuuumpan HR 3a ITT u nauuentu co ekcripecuja Ha TC mim IC > 1%. Hectpatuduumpan HR 3a npyru
€KCIUIOPALMCKH MOATPYITH.

[Tono6pyBame Ha OS co atezolizumab Bo ogHoc Ha docetaxel 3aGenexaHo e ¥ Kaj MalUEHTH CO
HeckBamo3eH NSCLC (omnoc Ha pusuk [HR]: 0,73, 95% CI: 0,60 — 0,89, cpenHo BKynHO
npexxuByBame (OS): 15,6 meceuu co atezolizumab Bo ognoc Ha 11,2 Meceuu co docetaxel) u kaj
onue co ckBamoszeH NSCLC (HR: 0,73, 95% CI: 0,54 — 0,98, cpeiHO BKYIHO MpeXUBYBambe
(0S): 8,9 meceuu co atezolizumab Bo omnHoc Ha 7,7 meceuu co docetaxel). 3aGenexkaHoTo
nofoOpyBame Ha BKYIHOTO MpPEXHBYBarmbe OWUIO KOH3UCTEHTHO JEMOHCTPHPAHO BO CHUTE
MOArpYNM Ha TMALUEHTH, BKIyuyyBajKu T'd M OHHE KOM Ha IOYETOKOT Ha CTyJujaTta HMaje
meractazu Ha mo30ok (HR: 0,54, 95% CI: 0,31 — 0,94, cpenHo BkymHO npexuByBame (OS) on
20,1 mecenu co atezolizumab Bo ogHoc Ha 11,9 meceuu co docetaxel) ¥ marUeHTH KOU HUKOTal
He nywene (HR: 0,71, 95% CI: 0,47 — 1,08, cpeano BkynHo npexuByBambe (OS): 16,3 meceuu co
atezolizumab Bo onnoc Ha 12,6 meceuu co docetaxel). Mefyroa kaj mamuentn co EGFR
MyTaluM He e 3abenexaHo noaodpysamwe Ha OS co atezolzizumab Bo oxHoc Ha docetaxel (HR:
1,24, 95% CI: 0,71 — 2,18, cpenHo BkynHo npexuByBambe (OS): 10,5 meceuu co atezolizumab Bo
ojHoc Ha 16,2 meceuu co docetaxel).

3abenexaHo € MPOAOJIKEHO BpeMe JI0 BIOLIyBame Ha 0oJikaTa BO IpaiuTe Kaj MalUeHTUTe KOU
npumane atezolizumab crnopeaeHo co mnauueHtute kou npumane docetaxel, MepeHo co
npawaniuk EORTC QLQ-LCI13 (anrnucku European organization for reaserch and treatment of
cancer quality of life questionnaire — lung cancer, T.e mpamagHUK 3a KBaJIUTET Ha JKUBOT Kaj
kaHuep Ha Oenu apo6oBu Ha EBporickara opraHuzanuja 3a vcTpaxkyBamwe W JiekyBame) (HR:
0,71, 95% CI: 0,49, 1,05, cpeaHa BpeAHOCT HE € JOCTUrHATa HUTY BO €/Ha rpymna). Bpemero 110
BJIOLIYBAH-€ HA PYrUTe CUMNTOMHU Ha KaHLEep Ha 6enu ApoboBH (Kako IITO € KallIuLa, JUCIHea
u/unu 6onka Bo paue/pamenuun) criopes npamaiHukor EORTC QLQ — LC13 6uno cnuyHo co
atezolizumab u docetaxel. 3apasu OTOBpeH QU3ajH Ha CTyAMjaTa, OBUE pe3ynTaTture Tpeba ja ce
TOJIKYBaaT CO BHUMaHUE.

POPLAR (GO28735): panoomuszupana ¢paza Il cmyouja kaj nayuenmu co J10KAIHO HAnpeoHam
unu memacmazupan NSCLC kaj nayuenmu npemxo0Ho n1eKy8aHu co xemomepanuja

CnpoBeJieHa € MYJITULEHTPUYHA, MelyHapoJHa, paHJOMHU3UpaHa, OTBOpEHa, KOHTPOJIMpaHa
crymija ¢aza Il (POPLAR) kaj nmauueHTH co JIoKajqHO HampejaHat uid meractazupad NSCLC
KOM MMalle Mporpecuja BO TEK WIIM TOCJE JIEKyBale CO MPOTOKOJ KOj COApXeN IUlaTHHA,
He3aBUCHO oj1 ekcnipecrja Ha PD-L1. Ilpumapna cryaucka uen 3a e(bvl acuac\Gnno BKYITHO
npexxuByBamwe. Bkynno 287 on nmauuenture 6une paHaOMU3UpaHU B mb’ XOTpe6a Ha
atezolizumab (1200 mg HHTpaBeHCKa uH]y3uja cexou 3 Hexe ﬁowifﬁmdm,‘;fe,& UHUY KU
6enedur) umu docetaxel (75 mg/m” unTpaBencka nudysuja 1.1 H”’C@(Oj ;-mnenéﬁ
nporpecuja Ha Oonecra). Panpomuzauujara Ouna crpatudml vg)aﬂa«’ fcrrope)l gc yc Ha
excripecuja Ha PD-L1 Ha UMyHHTE KIETKM KOU TO HHOUITP ﬁaéxr T'yMﬁpo:r (I@)

Kaj MalUeHTH JIEKyBaHU CO atezollzumab usHecyBano 12,6 meceuu, a KaJ OHUE KO npumare
docetaxel 9,7 meceuu (HR: 0,69, 95% CI: 0,52 — 0,92). ORR wusnecyBain 15,3% 3a atezolizumab,
Hacripotu 14,7% 3a docetaxel, noneka cpeiHOTO BpeMeTpaewe Ha OJroBOpOT u3HecyBaso 18,6
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Mecelld Kaj MalMeHTHTe JieKyBaHu co atezolizumab, Hacmpotu 7,2 Meceuu Kaj MalLUEHTUTE
nekyBaHu co docetaxel.

Cumno xkiemoyeHr kapyuHom Ha beau 0pobosu

Humpasencka ghopmynayuja

IMpower133 (GO30081): Panoomusupana, pasa I/IIl cmyouja éo kombunayuja co carboplatin
u etoposide xaj nayuenmu Kou He npumuie XeMOMepanuja, umaam HanpeoHa Gaza Ha CUmHo
Kiemoyen kapyurom Ha 6enu opobogu (SCLC),

®asza I/III, pangomMusupaHa, MyJITHLIEHTPUYHA, IBOjHO-CJIENA, Manebo KOHTpOJIUpaHa CTy/auja,
IMpower133, Geme u3BeneHa 3a fa ru npoueHu 6e3benHocTa U edukacHocTa Ha atezolizumab
Bo KomOuHaiwja co carboplatin u etoposide kaj manueHTH KOM HE MpHUMaje XemoTepanuja
¥Maart HampeaHa ¢a3a Ha CUTHO KJeToueH KapuuHoM Ha 6enu apobosu (ES-SCLC).

[TanpenTuTe He OWIIEBKIYYyBaHM aKO MMalle aKTMBHA MM HeTpeTupaHa meractasza Ha I[HC,
WCTOpHja Ha aBTOMMYHa GoJiecTa, MPUMUIIE JKMBa, aTeHyMPaHa BaKIMHA BO NEPUOJ O 4 Heean
npea paHaoOMH3alyja, MPUMUIE CUCTEMCKM MMYHOCYNPECHBEH MEIMLMHCKM IPOU3BOJI BO
nepuo o 1 Henena npen panpomusanyja. IlpoieHka Ha TyMOPOT ce CIIPOBEYBaJle Ha CEKOU 6
Heziean Bo mpsuTe 48 Hemenu no uukayc 1, feH 1, u notoa Ha cexou 9 Henenu. Kaj nauuenture
KOU T'¥l MCIIOJIHYBAJie YTBPACHUTE KPUTEPUYMH U KOU C€ corjacuiie ja Ouaar TPETUPaHHW U 10
nporpecuja Ha Oojecra, MPOLEHKUTE Ha TyMOPOT €€ CIPOBEAYBaj€ Ha CEKOU 6 Helenu Jio
NpEeKUHYBabe Ha TPETMAHOT.

Bkynuo 403 mnamuentd Owune BKiydeHM M paHpomusupanu (l:1) na mpumaar enen on
TPETMAHCKWTE PEXHUMHU ONuIIaHu Bo Tabena 19. Panpmomusanmjata 6una crpatudukyBaHa 10

noji, ECOG nepdopmaHCeH cTaTyc ¥ NPUCYCTBO HA MO30YHU METACTa3H.

TaGena 19: MurpaBencku Tpermancku pexumu (IMpower133)

TpeTMaHCKH pexXuM Nupyknuja Opp:xyBame
(ueTHpH 21-THEBHH IIUKJIYCH) (21-nHeBeH LHKJIYC)
A atezolizumab (1200 mg)* + carboplatin atezolizumab (1200 mg)*
(AUC 5)° + etopside (100 mg/m*)"*
B mrane6o + carboplatin (AUC 5)° + etopside muane6o
(100 mg/m?)**

 Atezolizumab ce agMunaHCTpHpa ce 10 rydeme Ha KITHHUYKUOT OEHE(UT, OLIEHETO Ol HCTPaXKyBauoT
® Carboplatin u etopside Gye aTMMHHCTPHpaHH [0 3aBpLIYBalbe Ha 4 LMKITYCH, WK 10 IPOrpecHja Ha Gosecta Ui

aKTUBHY WM TIOPAHELIHUIYIIAYN® %@Jﬂﬁp‘ﬁbplﬂ ticunoT craryc ECOG 6un 0 (35%) wiu 1
(65%). <>
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3a BpeMe Ha MpuMapHaTa aHajliu3a, MalUeHTUTe UMaa CPEeJHO BpeMe Ha MpexuByBame oA 13,9
mecely. CTaTUCTUUKK 3HA4ajHO MoJ00pyBame BO BKYMHOTO npexuByBame (OS) e 3abenexaHo
Kaj atezolizumab Bo komOuHaluja co carboplatin u etoposide cnopeZieHO co KOHTpOJIHATa rpyna
(HR opn 0,70, 95% CI: 0,54, 0,91; npoceuen OS opn 12,3 meceun Hacnporu 10,3 meceun). Bo
uctpaxxyBaukata OS ¢uHanHa aHanu3a co MOAOJro cieaewe (MeaujaHa: 22,9 Mecenw),
cpeanuor OS 3a zaBeTe rpynu Oeiie HE NMPOMEHET BO OJHOC Ha MpHUMapHaTa NpeluMUHapHa
ananu3a Ha OS. Pesynraturte 3a PFS, ORR u DOR oxa npumapHara aHanu3a, Kako U pe3yJiTaTUuTe
on uctpaxyBaukute OS (uHanuu aHanusu ce cymupanu Bo Tabena 20. Karan-MeuepoBure
kpuBHu 3a OS u PFS ce npukaxanu Bo caukure 17 u 18. [lopaTonure 3a naleHTH CO MO30YHHU
MeTacTa3| ce MPEMHOr'Y OrpaHUUEHH 3a Jla Ce U3BJIeYaT 3aKJIy4Oolly 3a OBaa Momyalyja.

TaGesna 20: Pe3ume Ha epuxacHocra (IMpower133)

Sl

Kpajuun Touxkn Ha epuxacHocTa I'pyna A I'pyna B
(Atezolizumab + | (naane6o + carboplatin
carboplatin + + etopside)

etopside)

Ko-npuMapHH MepKH 32 HCXO/

os* n=201 n=202

bpoj Ha cMpTHU ciyyau (%) 142 (70,6%) 160 (79,2%)

[TpoceuHo Bpeme 10 1ojaBa Ha HACTaHU 12,3 10,3

(mecely)

95% Cl (10,8; 15,8) (9,3; 11,3)

CrpaTuduuupad OaHOC Ha pmm(t (95% CI) 0,76 (0,60; 0,95)

p-BpPEAHOCT 0,015

12-meceuen OS (%) 51,9 39,0

PFS Ilpouenemo 00 ucmpaxcysay (RECIST n=201 n=202

vl 1)**

Bbpoj Ha Hactanu (%) 171 (85,1%) 189 (93,6%)

[Tpoceuno Bpeme Ha PFS (meceun) 5,2 4,3

95% Cl (4,4; 5,6) (4,2; 4,5)

CrpaTuduuupad OAHOC Ha pusuk* (95% CI) 0,77 (0,62; 0,96)

p-BpEeaHOCT 0,0170

6-meceueH PFS (%) 30,9 22,4

12-meceuer PFS (%) 12,6 5,4

Jpyru Mepku 3a HCX0/

ORR IIpoyenemo 00 ucmpasicysay (RECIST n=201 n=202

v.1.1)**A

bpoj Ha noTBpeHH oarosopu (%) 121 (60,2%) 130 (64,4%)

95% CI (53,1; 67,0) (57,3: 71,0)

bp. Ha komnereH oarosop (%) 3(2,5%) - 2 (1,0%)

Bp. Ha napuujanen oarosop (%) 116 (57,7%),/:9% oie o 42RN(63,4%)

DOR npoyenemo 00 ucmpaxcysau (RECIST n=121 /%] __ q‘/’&‘@'r/{-r 0

vL.D)" [5 4% =%

MenujaHa BO Mecelu 42 152 0O 239

95% CI @L43=5 o7 @R

L7 .
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PFS = npexuByBame 6e3 nporpecuja; RECIST = Kputepuym 3a oleHKa Ha OArOBOp Kaj COMMIHU TyMopH V1.1,

CI = unrepsan Ha foBep6a; ORR = O6jexruBHa cranka Ha oarosop; DOR = Bpemerpaerwe Ha 0AroBop;
OS = BKYIHO NPEXHUBYBabe

1:CTpmml)mm»lpal-x criopen ot 1 ECOG nepdopmaHceH cTatyc

* Uerpaxysauka OS ¢uHanHa aHanu3a co KIMHUUKY npecek 24 janyapu 2019

** PFS, ORR 1 DOR ananu3u co kMMHU4kH npecek 24 anpun 2018

**% CaMo 3a ONMCHU LIENH

" Tlotepaen ORR u DoR ce ucTpaxcyBauku KpajHU TOYKH

Ciuka 17: Kansian-MeunepoBa KpuBa 3a BKynHo npexusyBame (IMpower133)

100 Treatment arm Median OS HR {95% Cl) p-value
90 4 Tecentrig+carboplatintetoposide 12.3mo 0.76 0.0154
80 Placebo+carboplatin+etoposide 103mo  (0.60,0.95)

¥
.E 70 =
=
[Z R
b
o
.‘2‘? 50
8 40+
¥
2 30
0.
20
10 4 ) : .
m—— Tecentriqtcarboplatinteloposide
v Mo Placebotcarboplatintetoposide

T ¥ T T T T T T T T T T T T T T 1 1 T T T T T T T ¥ ¥ T T T T T T
0123456 78 91011121314151617 1819202122 2324 252627 282930 3132
Time {months)

No. at Risk
Tece“"““’”;‘:gﬂ?;;g: 201191187182 180 174150142130 121100 10193 87 86 81 75 71 61 57 51 3328 25021 13 8 2 1 1
P'mb‘”‘“'g‘c’gggg‘; 202104130186 183 171160146131 114 97 88 74 63 53 55 40 45 3D 28 23 26 20 12 8 6 2 2 2 2 2

Ciuka 18: Kannian-MeunepoBa KpuBa 3a npexxuByBambe 6e3 nporpecuja (IMpower133)
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100 4

E Treatment arm Median PFS HR (95% Cl} p-value
Z 90+ Tecentriq¥carboplatin+etoposide 5.2mo 0.77
A ; 062,098 %0170
24 80 - Placebo+carboplaiin+etoposide 4.3 mo (0.62, 0.96)
s
w70+
5
‘5 60 -
8
5 50
2
o 404
S
2 30 -
8 204
o
a2
g 10+ } . .
o -t Tecentriqtcarboplatinteteposide
(1 o Placebotcarboplatintetoposide

0 1 2 3 4 5 8 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24
, Time (months)
No. at Risk

Tecem'iq*wggggo'ﬁ‘i‘g: 201190 178 158 147 98 S8 48 41 32 29 26 21 15 12 11 3 3 2 2 1 1

Placebotearbopiatint 545 193 184 167 147 80 44 30 25 23 16 15 9 9 6 5 3 3
etoposide

Tpojno necamuesen kapyunom Ha 0ojka

Humpasencra ¢popmynayuja

IMpassion 130 (W029522): Panoomusupana, ¢aza III cmyouja kaj nokanno Hanpeonam unu
memacmamcexu TNBC kaj nayuenmu kou npemxoOHO He Oune mpemupanu 3a Memacmamcka
bonecm

®aza III, nBojHO cnena, BO JiBe 'paHKM, MYJITULEHTPUYHA, HHTEPHAIIMOHAJIHA, paH/IOMHU3HUpaHa,
nianeb6o-KoHTposMpaHa cryauja, IMpassion 130, Geiie u3BeeHa 3a J1a ja npoLeHu ehuKacHoCTa
u Oe3zbenHocra Ha atezolizumab Bo komOuHauuja co nab-paclitaxel, kaj nauuMeHTH coO
HepecekTaOuiIeH JIoKalHO HanpejaHaT uiu meractatcku TNBC kou mperxogHo He NpuMuiie
XxeMmortepanuja 3a Metacratcka Oosiect. [lanuenTture Mopano jga Oupat npudariveu 3a
MOHOTepanuja co taxane (T.e. OTCYCTBO Ha Op3a KIMHHYKA MPOrpecHja, >KUBOTO-3arpo3yBayKu
BHCLIEPAJTHA METACcTa3|, WK notpebdara 3a Op3u MHTEPBEHLMU 32 KOHTPOJIA HA CUMIITOMU W/ WK
Ha camara OojiecT) W Ouie MCKIYy4eHM aKo TMpUMUJIE TpeTXoJHa XeMoTeparuja BO
HEO0aJljyBaHTHU WJIM aJijyBaHTHU YCJIOBU BO MEPUOJ| O/ MOCIeAHUTE 12 Meceln, umalie UCTopuja
Ha aBTOMMYHa Oosecta; MpUMMIIE XKMBA, aTeHyHpaHa BaKI[Ha BO MEpUOJ O] 4 Hejenu mnpej
paHjoMuU3aLMja, NPUMUIIE CUCTEMCKH UMYHOCTUMYJIATOPEH areHC 3a Bpeme OJ 4 HeJleNd WK
NpUMHIIE CUCTEMCKU UMYHOCYNPECHBHM MEAMLMHCKM MPOM3BOAM 32 BpeMe OJ] 2 HeJelu MNpej
paHzoMuU3alMja; HETPETUPAHW, CHMITOMATCKM MM METacTa3d Ha MO30K 3aBUCHU O]
CUMIITOMAaTCKU TPETMaH WJIM KOPTUKOCTEPOUEH TpeTMaH. [IpolieHka Ha TyMOpoT Ouna npaBeHa
Ha cexou 8 Henenu (£ 1 Hezpena) Bo mepuoa off mpBUTe 12 Meceuu noc OT JIEH O IPBUOT
LMKIIYC, U oToa Ha cexou 12 Henenu (£ 1 Henena).

&% N
& oo W
2

Bkynuo 902 naunentd 6uiie BKIy4eHH U CTpaTUGUUMPaHH CTOpex np,lfléyéTgochi\‘Ha‘; eTacTasu
Ha LPHUOT Jpo0, MPETXOJeH TpeTMaH co taxane M cropej HuBoTo Ha PD-LI

el .
o <
-

eKciipecuja Ha
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tymop-uHduntpupauku umyHu kietku (IC) (obojyBame Ha PD-L1 <1% om Ttymop-
MH()UATPUPAUKU UMYHM KJIETKM NPUCYTHU BO TyMopckara nospiuuHa [[C] nacnpotu > 1% on

TyMOpCKaTa TMOBpLIMHA), npoueHeTo co ynorpebda Ha anturenoro Ha VENTANA PD-L1 kinon
(SP142).

[TanpentuTe OwWyie paHAoMHM3MpaHu na mnpumar atezolizumab 840 mg wunu mnane6o co
uHTpaBeHcka uHBy3uja Ha 1. geH u 15. neH of cekoj 28-mHeBeH HMKIYyC, miayc nab-paclitaxel
(100 mg/m*) agMHUHUCTpUpaH NpeKy MHTpaBeHcKa MHdy3uja Ha 1., 8. m 15. new ox cekoj 28-
JAHeBeH wnukinyc. [lanueHTuTe npumane TpeTMaH 0 paauorpadceka mporpecja Ha Oonecta
ciopen RECIST vl1.1 kputepuymoT unu 1o HenpudariuBa TOKCHYHOCT. JlekyBamero co
atezolizumab Moxxe na mpojomku kora nab-paclitaxel e mpexunat nmopaau Henpudatiba
TOKCUYHOCT. CpeaHUOT Opoj Ha LIMKJIyCUTE Ha TpeTMaHoT Ouie 7 3a atezolizumab u 6 3a nab-
paclitaxel Bo cexoja TpeTMaHcKa rpyna.

JlemorpadckuTe ¥ OCHOBHUTE KapaKTEpUCTUKM Ha OojiecTa BO CTyaucKaTa nomynauuja 6ea
no6po uzbanaHcupanu nomery TperMaHnckure rpynu. [lopekero nauuentu 6une xenu (99,6%),
67,5% oune 6enmu u 17,8% Asujku. Cpennara Bospact O6wuna 55 romunu (omcer: 20-86).
Ocnoruuot cratyc Ha ECOG 6ewte 0 (58,4%) wiu 1 (41,3%). I'enepanno, 41% on BriyyeHuTe
naupentd uMaine PD-L1 ekcnpecuja >1%, 27% umane Meractazu Ha LPHUOT Apod u 7% Ha
MIOYETOKOT MMaJie aCUMITOMATCKM MO304HM MeracTazd. OKosly MOJOBMHA Of MalMeHTUTE
nobune taxane (51%) unu anthracycline (54%) Bo (Heo) anjyBaHTHU ycnoBu. Jlemorpadcekure
KapaKTEPUCTUKA M OCHOBHUTE KapaKTEPUCTHKM Ha TyMmMopckaTa GoJecT Mpu BKIyuyBame Kaj
nanpentd co PD-L1 exkcnpecuja >1% renepanHo Oea penpe3eHTaTMBHM 3a MNOLIMpOKAra
CTyAMjCKa MOMmyialuja.

Ko-npumapHuTe KpajHH 1elu 3a e(pUKacCHOCT BKIy4yBaaT npexuByBame 6e3 nporpecuja (PFS)
BO KOE Ce MCIUTYBa MomnyJanujata HameHera 3a nekyBame (ITT) u kaj nanueHT co ekcnpecuja
Ha PD-L1 > 1% cnopen RECIST vl.1, kako u BkynmHO mnpexuByBame (OS) kaj ITT
nonynanujara ¥ kaj manumentd co PD-L1 excnpecuja > 1%. CekyHaapHUTEe KpajHU Lienu 3a
euKacHOCT BKJIydyBaar cranka Ha oOjextuBeH onaroBop (ORR) u Bpemerpaewme Ha 0AroBop
(DOR) no RECIST vl.1 kpurepuymor.

PFS, ORR u DOR pe3ynrarute ox IMpassion130 kaj nanuentu co PD-L1 excnipecuja > 1% 3a
BpeMe Ha KoHeuHarta aHanu3a 3a PFS co cpenno mpexuByBame nocne 13 meceuu ce cymupanu
Bo Tabena 19 co Kannan-Meueposute kpuBu 3a PFS na cnuka 19. [MauuenTture co ekcnpecuja
Ha PD-L1 <1% ne nokaxaa nono6pena PF atezolizumab e noxaneH Ha nab-paclitaxel (HR
01 0,94, 95% C1 0,78, 1,13). il o TCEN

/'| S

nogo6pen OS. kora: 6eme J0JlaIeH at / f
1,24).
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Amnanusute Ha eKcIulopaTopHara noarpyna 6ea usBefieHu kaj nauuentu co PD-L1 excripecuja >
1%, ucnuryBajku nperxoaHa (Heo) anjyBanTHa Tepanuja, BRCA1/2 myTauuja u acHMIITOMaTCKu
MO30YHHM METACTa3H Ha MOYETOKOT.

Kaj manueHTH Kou npumaie npetrxoiHo (Heo)aljyBaHTHa Tepanuja (n = 242), COOJHOCOT Ha
pusuk 3a npumapHo (punanno) PFS 6un 0,79 u 0,77 3a ¢unanHoro OS, mojeka Kaj maiueHTH
KOM HE TNpuMmalle NMpeTxoAHo (Heo)aijyBaHTHa Tepanuja (n = 127), cCOOMHOCOT Ha PU3MK 3a
npumapHoTo (¢puHanHo) PFS Gewe 0,44 u 0,54 3a punannoro OS.

Bo crynujara IMpassion130, ox 614 tectupanu nauuentH, 89 (15%) umane natorenu BRCA1/2
mytauuu. On noarpynara co PD-L1+/BRCA1/2 myrauuu, 19 nauuentu npumuie atezolizumab
v nab-paclitaxel u 26 nanuentu npumumie mnane6o miyc nab-paclitaxel. Bp3 ocHoBa Ha
MCTpa)KyBauKaTa aHajiu3a U MMajKu ro npeaBu] MajuoT Opoj Ha MalUeHTH BO MPUMEPOKOT,
npucycrBoto Ha BRCA1/2 myrauujara ce uuHu aeka He Bidjae Ha Ha PFS Ha kiMHUuUKHOT
6enedurt Ha atezolizumab u nab-paclitaxel.

Hemamie foka3u 3a €pUKacHOCT Kaj MAlMEHTH CO ACUMITOMATCKM MO30YHM METacTasu IMpH
BKJIy4yBamb€ BO CTy[Hja, Mako OpojoT Ha TpeTupaHu nauueHTH Oewe man; cpeaHuoT PFS Gun
2,2 meceuu kaj atezolizumab myc nab-paclitaxel (n = 15) Bo cropenba co 5,6 mMecenu Kaj
nianebo miyc nab-paclitaxel (n = 11) (HR 1,40; 95% CI 0,57, 3,44).

TaGena 21 — Pe3ume Ha eduxacHocTta kaj nmapueHtH co PD-L1 excnpecuja >1%
(Impassion130)

I'yiaBHH 1esH 3a epHKACHOCT Atezolizumab + nab-paclitaxel | Placebo + nab-paclitaxel
Hpumapnu yenu 3a ehuxacnocm n=185 | n=184
PFS cnopen nponenka Ha ucrpaxysad (RECIST v1.1) — Ilpumapna anannza’

bpoj Ha HacTauu (%) 138 (74,6%) 157 (85,3%)
CpenHo  Bpemerpaewe Ha  PFS 7,5 5,0

(mMecery)

95% Cl (6,7;9,2) (3,8; 5,6)
Crpatuduuupad OJHOC HAa PHU3HK] 0,62 (0,49, 0,78)

(95% CI)

p-BpEHOCT <0,0001

12 meceuen PFS (%) 29,1 | 16,4
PFS cnopen npouenka Ha ucrpaxysad (RECIST v1.1) — AskypupaHna eKcijiopaTopHa aHajimusa’
Bpoj Ha nactanu (%) : 149 (80,5%) 163 (88,6%)
Cpenno  Bpemerpaeme Ha  PFS 7,5 5,3
(mMecery)

95% CI (6,7;9,2) v (3:8;5,6)
CrpatuduuupaH OJHOC Ha PH3UK] 0,63 (0, qg,ﬁi&(f)“" "4,/,&:17,;(\
(95% CD « s AR Lr
p-BpEHOCT <,0001 & _f %

12 meceuen PFS (%) 30,3 T T
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BxynHO npexuByBame (OS)I’Z’4

bpoj Ha cmpTHU citydau (%) 120 (64,9%) 139 (75,5%)
CpenHOo Bpeme [0 IMojaBa Ha HacTaH 25,4 17,9
(mecery)

95% Cl (19.6, 30.7) (13,6; 20,3)
Crpatuduuupad OJHOC Ha PH3UK] 0,67 (0,53, 0,86)

(95% CI)

CeKkyHOapHu u eKCn10pamopHu yeau

Cranka Ha o0jexTnBeH oarosop (ORR) n=185 n=183
CIope/ MPOoLeHKa HAa HCTPaXKyBay

(RECIST v1.1)°

bpoj Ha ucnutanuuu (%) 109 (58,9%) 78 (42,6%)
95% CI (51,5; 66,1) (35,4; 50,1)
Bpoj Ha nenocen oarosop (%) 19 (10,3%) 2 (1,1%)

Bpoj Ha nenymen onrosop (%) 90 (48,6%) 76 (41,5%)
Bpoj Ha crabunHa 6omnect 38 (20,5%) 49 (26,8%)
BpemeTpaeme Ha ogrosop (DOR) cnopen n=109 n=78
IPOIEHKA HA HCTPAKYBAY

ITpocek Bo mecenu 8,5 5.5

95% CI (7.3;9,7) Bii; 7.1)

" Cnopen ctpatudpuumpan log-rank Tecr.

% OS cnopenba momefy TpeTMaHCKkuTe rpynu kaj nmaumentu co PD-L1 ekcnpecuja >1% dopmanHo He Guia
TECTHPaHa, KaKo LITO € HABEJEHO BO Mpe-crielduLMpaHaTa aHaIu3Ha XUepapxuja.

3 unannata ananmsa 3a PFS, ORR, DOR u mppara npenuMuHapHa aHanusa 3a OS e HampaBeHa BO BpeMe Ha
KJIMHMYKOTO 3aK/IydyBame Ha mojaTouy Ha 17 anpun 2018 roauna

% excrutoparopua PFS ananusa Bo BpeMe Ha KJIMHMYKOTO 3aKilydyBaibe Ha nojarouu Ha 2 janyapu 2019 rogusa

>, 3a ¢uHanHarta aHanu3a Ha OS 32 BpeMe Ha KIMHUUKO 3aKiydyBawe 14 Anpun 2020

¥ CrparuduumpaHo Criope1 IPUCYCTBO HAa METACTa3U BO LPHUOT APOG, U CIOPEZ MPETXO/IEH TPETMAH €O taxane.
PFS=npexuByBame 6e3 mporpecuja Ha Gonect; RECIST=Kpurtepuym 3a oLieHKa Ha OATOBOp Kaj COJNHMAEH TyMOp
vl.1.; Cl=unrepBan Ha mosep6a; ORR=cranka Ha oGjexruBeH oxroop; DOR=Bpemerpaewe Ha oxarosop; OS=
BKYIHO NpexuByBame, H[I=He Moxe na ce mpoueHH
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Cinka 20: Kannan — MenepoBa kpuBa 32 BKYNHO NpeXHBYBambe Ha nanuentn co PD-L1
excnpecuja > 1% (Impassion130)
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0.0 { -*-Placebo + nab-paclitaxel

1 ¥ T 1 ¥ Y ¥ SR | { ¥ 1 S !

0 38 6 8 12 15 18 21 24 27 30 33 38 39 42
Time (months)

Probability of Survival

No. of Patients at Risk
Tecontiq + nab-paclitaxel 185 177 18 145 135 121 106 69 43 28 21 10 6 3 NE
Placebo + nab-paclitaxel 184 170 147 128 114 83 81 47 26 20 15 10 1 NE NE

Bpemero Ha BiowyBame (KOHTHMHyupaH mnaja > 10-rouku o
napamMeTapoT KOj ro OTCIMKYyBa OMIUTHOT 3/paBCTBEeH craTyc/H
life/ cnopen ouena Ha namuenTtot, usmepen cnopes EORTC/A
CIMYEH BO CEKOja O] TepallMCKUTe TPYIU ILITO YKaKyBa

BpPEIHOCT) Ha
ted quality of
mure Oere
oJpxae

Xenamoyenynapen kapyurom

Hnmpasencka gpopmynayuja
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IMbravel 50 (YO40245): Panoomusupana cmyouja, ¢haza Ill kaj nayuenmu co Heonepabunen
HCC xou npemxoono ne npumane cucmemcka mepanuja, 80 kombunayuja co bevacizumab

®asza III, pangomMuszupana, MyJITH-LIEHTPUYHA, UHTEPHALIOHAIHA, OTBOPEHA CTYAH]a,
IMbravel50, 6una u3BeneHa co 1ei Ja ru eanyupa edukacHocta u 6e3deHOCTa Ha
atezolizumab Bo koMOuHanuja co bevacizumab, kaj nalMEeHTH CO JIOKAJIHO HaMpeaHaT Win
MetactaTcku w/unu HeonepabuieHn HCC, kou npeTxoiHO He NpuMale CUCTEMCKU TPETMaH.
Bkymnuo 501 6une pangomusupanu (2:1) na npumaar unm atezolizumab (1,200 mg) u 15 mg/kg
bevacizumab cexou 3 HeJeaM aIMUHUCTPUPAH CO UHTpaBeHcKa UHQYy3uja, unu sorafenib 400 mg
TiepopasiHo, JBanaTy Ha aeH. Panjomusaiyjara 6uina crpaTuduLypana no reorpagcku peruoH,
MaKpoBacKyJiapHa WHBa3Mja W/UIIM €KCTpaxenaTajHo HHUPEHhe, IOUYETHU BPEJIHOCTH Ha O
fetoprotein (AFP) u ECOG craryc. [Tauuenture Bo 1BeT€ MCIUTYBAuKU rPyNy NpuMae
Tepanuja 0 ryOUTOK Ha KIMHUYKKA OeHeduUT, UM 0 NojaBa Ha HenmpudaTIBa TOKCUYHOCT.
[TaupeHTUTE MOJKEJIE Ia TO JUCKOHTUHYHMpaaT uiu atezolizumab unu bevacizumab (H.n 3aBUCHO
0JI HECAKAHMTE JIEjCTBA) U Jia MPOIOJDKAT CO eJMHEeYHa Tepanuja 10 ryOMTOK Ha KIMHUUKUOT
OeneuT WM MojaBa Ha Henpu(aTIBa TOKCUYHOCT MOBP3aHa CO €/IMHEeUHaTa Teparnuja

Bo cryaujata 6uie BKIIy4eHH BO3pacHU JIMLa Yue 3a001yBame He GUIIO TIOTOJHO 33 MU
IPOrpeanparIo Mo XUpypiiKka MHTEPBEHIMja W/ UK TOKO-peruoHanHa tepanuja, co Child-Pugh
A, ECOG 0/1, 1 Kot MpeTX0/IHO He MpuUMalie cucteMcka tepanuja. Kppapemwe (BKI1y4UTeNHO U
co (haraneH UCXO0/T) € MO3HATO HECAKaHO JIejCTBO cO bevacizumab u racTpoMHTECTHHAIHOTO
KpBapembe 0J TOPHUOT JIe]T Ha AUTECTUBHUOT TPAKT € YECTa U )KMBOTO3arpo3yBauka
xoMiuiikaiyja kaj nanuent co HCC. 3aroa, nauueHture 6uie eBanyrpaHy 3a NPpUCYCTBO Ha
BAPUKO3WTETH BO MHTEPBa O/l 6 MeceLy MpeJ| BKIydyBambe Ha TepanujaTa, , u oumie
MCKJIy4yBaHH JOKOJIKY UMaJlo BAPUKO3UTETHHU KpBaperma BO MHTEpBaAJ 0J 6 Meceuy npej
BKJIy4yBarbe Ha Teparnujara, HeTpeTUPaHHU WM HEKOMIIJIETHO TPETHPAHU BAPUKO3ZUTETH CO
KpBapeme UM CO BUCOK PU3MK O KpBapemwe. Kaj naluueHTy co akTuBeH xenatutuc B,
npenycio 6uno HBV DNA na e co Bpeguoct < 500 IU/mL Bo TexoT Ha 28 neHa npef
WHUIIMjallkja Ha TPETMaHOT, U Jia ce Ha cTanjap/aHa aHTu-HBV tepanuja Munumym 14 nena
Tnpe]| 3aM0UYHYBAKETO CO CTY/IMjaTa U 32 BpEMETPACHETO Ha CTyAUjaTa.

[TarueHTHUTE UCTO TaKa oune UG HHU JOKOJIKY UMaJI€ YMEPEH UJIU TCIKOK aClUT; I/ICTOpI/Ija Ha

e ri(f'{ ;}%‘gm namenapen HCC; capkomatuonen HCC, mewan
XO0JIAaHTMOKAPLIMHOM U ¥ @C ‘AKTMBHA f(‘t) Im exuuja co HBV u HCV; ucropuja Ha aBTOMMYHU
3a00nyBamwa; aiMUHU ]],*p&jill/lj& Ha-)KHBI/I aTe,y paHM BaKIMHU BO TEK Ha 4 He/esu npej
paHIoMM3alMjaTa; aj IgaH{rlc;Tpau 1ja Ha cpici"eyacxu MMYHOCTUMYJATOPHU areHTH BO TeK Ha 4
HeleJU MU CHCTeMCK ‘xzmyﬂocygpecuBHu JUIMHCKY MPOU3BOJIM BO T€K Ha 2 HEJIeNU Npej,
paHioMH3allMjara; HeTp ﬁ«}géﬂu J/IHMH&)}?«I‘ OCTEPOUAHO-3aBUCHUA METACTa3u Ha MO30KOT.
[Tpouiena Ha TYMOpOT GUTAHAE e’zl)EB a cexou 6 HeZeNy BO TEKOT Ha npBuTe 54 Hepenu no 1.
JeH ol 1. nquKiyc, ¥ NoToa Ha CeKou 9 Hesenu.

XernarajHa eHuedanonaTyf
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Hemorpadckure KapaKTepUCTUKU U MOYETHUTE KapaKTepUCTUKU Ha GoJiecTa Ha CTyAUCKaTa
nonynauuja ousne 1o6po nzbanaHcupanu nomery tepaneBrckute rpynu. CpeaHara Bo3pact Ouna
65 roaunu (oncer: 26 no 88 roguuu) u 83% Oune Maxku. [ 1aBHMHATA HA MALMEHTH OUIIE CO
a3ucko notekyo (57%) u 6enum (35%). 40% Gune ox Azuja (uckinyuyBajku ja u JarnoHuja),
nojeka 60% 6uiie ox octaTokoT Ha cBeTOT. [IpubmmkHo 75% on nanpeHTure 6uie co
MaKpOBacKyJlapHa UHBa3uja W/UIIM €KCTpaxenaTaiHo upemne U 37% umalie MoYeTHH BPEAHOCTH
AFP >400 ng/mL. ITouernnot ECOG cratyc 6un 0 (62%) unu 1 (38%). [IpumapHHOT pu3HK
¢akrop 3a nojaa Ha HCC 6une xenarutuc B BupycHa undexuuja kaj 48% oj nauueHrure,
xenarutuc C BupycHa uHpexuuja kaj 22% o1 naleHTuTe, U He-BUPYCHO MOoBp3aHa GoJiect
umaio kaj kaj 31% ox nauuenture. HCC 6un kareropusupan kako Barcelona Clinic Liver
Cancer (BCLC) crenen C kaj 82% on nauuenture, crenex B kaj 16% o maunMeHTUTE, U CTENEH
A xaj 3% on nanyeHTuTe.

Ko-npumapuute kpajuu uenu 3a eduxacHoct 6une OS u IRF-npouenero PFS cornacho co
RECIST vl1.1. Bo BpemeTe Ha npumapHa aHajiu3a, NalMeHTUTE UMaJie MPOCEYHO BpeMe Ha
ClIEe[ICHE 3a YTBP/yBame Ha NpexuByBame o 8.6 meceuu. [logarouure ykaxyBaar Ha
CTaTHCTUYKHU 3Ha4YajHO NMoJoOpyBame Ha BKYMHOTO npexuByBame (OS) 1 Bpeme JI0 nmporpecuja
(PFS) xaxo npoueneto ox crpana Ha IRF cniopen RECIST vl1.1 co atezolizumab + bevacizumab
crniopezieHo co sorafenib. CraThcTuuku 3HauajHO NOAOOpYBamke OMIIO UCTO Taka 3abeieaHo Kaj
norBpAeHaTa objekTuBHa cranka Ha oaroBop (ORR) ox crpana Ha IRF cnopen RECIST v1.1 u
3a HCC moguduuupan RECIST (mRECIST). Knyunute pesynratu Ha epuKacHOCT 01
npyUMapHaTa aHajau3a ce CyMupaHu Bo Tabena 22.

JleckpunTUBHA a)KypUpaHa aHajiu3a Ha e()UKacHOCT O1iia U3BEJeHa CO MPOCEYHO ClIe/Iehe Ha
naguenture ox 15.6 meceuu. Cpennoro OS 6uno 19.2 mecenu (95% CI: 17.0, 23.7) kaj
atezolizumab + bevacizumab rpynara nacnpotu 13.4 mecenu (95% CI: 11.4, 16.9) kaj sorafenib
rpynara co HR oz 0.66 (95% CI: 0.52, 0.85). Cpennoro PFS npouenero ox crpana Ha IRF
cnopea RECIST v1.1 6una 6.9 meceuu (95% CI: 5.8, 8.6) kaj atezolizumab + bevacizumab
rpynata Hactipotu 4.3 meceuu (95% CI: 4.0, 5.6) kaj sorafenib rpynara co HR o 0.65 (95% CI:
0.53,0.81).

ORR npouenero o ctpana Ha IRF cnopex RECIST vl1.1 6uno 29.8% (95% CI: 24.8, 35.0) kaj
atezolizumab + bevacizumab rpynara u 11.3% (95% CI: 6.9, 17.3) kaj sorafenib rpynara.
Cpennoto Bpemerpaewme Ha oaroBop (DOR) npouenero ox crpana Ha IRF cnopen RECIST vl.1
Kaj MOTBpJIEHUTE NManueHTH co oaroBop 6w 18.1 meceru (95% CI: 14.6, NE) Kaj atezolizumab +
bevacizumab rpynara cnopeneto co 14.9 meceuu (95% CI: 4.9, 17 02’](&_] sorafemb rpymnara.

yH 2 0.~ Lz
/ ':—C A t,\\

Kaplan-Meier kpuBa 3a OS (axypupana ananusa) u PFS (anM
BO ciimKa 21 u 22, coonBeTHo.
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TaGena 22: Pesume Ha edpuxacnocrta (IMbravel50 Ilpumapna ananusa)

Kpajuu Toukn Ha eduxacHocTa Atezolizumab + Bevacizumab Sorafenib
0S n=336 n=165
Bpoj Ha cMpTHU ciy4dau (%) 96 (28.6%) 65 (39.4%)
IpoceuyHo BpeMe 10 MojaBa Ha NE 13.2
HacTaHu (MecelH)

95% CI (NE, NE) (10.4, NE)
Crpatuduumpan OIHOC Ha PU3HK® 0.58 (0.42, 0.79)

(95% CI)

p-BPEIHOCT | 0.0006

6-month OS (%) 84.8% 72.3%
PES IIpouyenemo 00 ucmpasicysau, n=336 n=165
RECIST 1.1

Bpoj Ha Hactanu (%) 197 (58.6%) 109 (66.1%)
IIpoceuno Bpeme Ha PFS (Mecenn) 6.8 43
95% CI (5.8,8.3) (4.0, 5.6)
Crpatuduuypas 0OqHOC Ha pu3nK* 0.59 (0.47, 0.76)

(95% CI)

p-BpemHoCT ' <0.0001

6-meceueH PFS 54.5% 37.2%
ORR IIpouyenemo 00 ucmpasicysad, n=326 n=159
RECIST 1.1

Bpoj Ha notepaeHu oarosop (%) 89 (27.3%) 19 (11.9%)
95% CI (225, 32.5) (7.4, 18.0)
p-BpeaHoCT <0.0001

Bp. Ha koMmmuieTeH oaroopH (%) 18 (5.5%) 0

Bp. Ha napuujanes oarosopu (%)

71 (21.8%)

19 (11.9%)

Bp. Ha crabunna 6onect (%)

151 (46.3%)

69 (43.4%)

DOR npoyenemo 00 ucmpasycygad, e n=89 n=19
RECIST 1.1 7 RERAL LGN

Mepujana Bo MeceLy S gF FENSIErS " SRIE 6.3
95% CI [ Z “ANE\\NE) (4.7, NE)
Oncez (meceyu) ( iy fr' 5 (1{3-&;; ]\3 4+) (1.4+,9.11)
ORR Ipoyenemo 00 ucmp(mcyaa&f-, 5= ,%h%? 5 n=158
HCC mRECIST 44 -

Bpoj na motepaeHu oarosopu (%)

7

>

21 (13.3%)

B Y . 5 =(»\~<\\;\1)t9 33.2%)
N, c O
‘v
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95% CI (28.1, 38.6) (8.4, 19.6)
p-BpeaHOCT <0.0001

Bp. Ha xommuiereH oarosop (%) 33 (10.2%) 3 (1.9%)
Bp. Ha napuwmjanes oarosopu (%) 75 (23.1%) 18 (11.4%)
Bp. Ha crabunna 6onect (%) 127 (39.1%) 66 (41.8%)
DOR npoyenemo 00 ucmpasicygadu, n=108 n=21
HCC mRECIST

MenujaHa Bo MeceLH NE 6.3
95% CI (NE, NE) (4.9, NE)
Oncee (meceyu) (1.3+,13.4+) (1.4+,9.14)

¥ Crpatuduimpana no reorpadcku pervon (Asuja 6e3 JanoHuja HACIPOTH OCTATOKOT OJI CBETOT), MAKPOBACKyJIapHa
WHBa3Mja WM eKCTPaxXenaTaiHo MHUperhe (MPUCYCTBO HACIIPOTH OTCYCTBO), U rnovyeTHa BpexHocT Ha AFP (<400 vs.
>400 ng/mL)

1. BasupaHo Ha aBocTpaH crpathduimpan log-rank Tect
2. Homunanua p-BpenHoct 6asupana Ha nsoctpad Cochran-Mantel-Haenszel Tect

+ O3HauyBa LEH3ypHUpaHa BPEIHOCT

PFS= npexusyBame 6e3 nporpecuja; RECIST= Kpurepuym 3g
mRECIST = Moauduuupana RECIST npouena 3a xenato
O6jexTuBHa cranka Ha oarosop; DOR= Bpemerpaeme Ha

7] 5
s £~

n’§)8§p; QS/:’—‘??W{H
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Cunuka 21: Kaplan-Meier kpusa 3a OS Bo ITT nonynanujatsa (IMbravel50 Askypupana Ananun3za)

1.0
0.9
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0.7
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Probability of Overall Survival

047+ Atezo + Bev (N=336)
=4~ Sorafenib (N=165)

0123456 7 8 91011121314 151617 181920212223 24252627 28 29
Time {(months)
No. of Patients at Risk

Atezo + Bev 336 328 320 312 302288 276 263 252 240 233 221 214 209 202 192 186 175 164 156 134 105 80 57 42 24 12 11 2 NE
Sorafenib 165 158 144 133 128118 106 95 92 88 85 81 78 72 66 64 1 55 55 49 44 32 24 18 12 7 3 2 NE NE

Hazard tatiois from siratiied analysis. Stratification factors include Geographic region {Asia excluding Japan vs. rest of worid), macrovascular invasion and/or extrahepatic
spread {presence vs absence) and AFP (<400 vs >=400 ng/mi) al screening per RS

Cnuxa 22: Kaplan-Meier kpusa 3a IRF-PFS cnopex RECIST v1.1 kaj ITT nonynanujara
(IMbravel50 Ilpumapua Ananu3za)
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EdukacHocT kaj moBo3pacHu

He ce 3abenexanu pasznuku Bo e(uKacHOCTa MoMery MalMeHTUTe Ha BO3pacT > 65 roAuHU U
NoMJIa¥ MalMeHTH KOM MpuMaaTr MoHoTepanuja co atezolizumab. Bo cryaujata IMpowerl50,
BO3pacTa > 65 Ouna acouupaHna co HamalleH edekT Ha atezolizumab kaj nauMeHTH KOU MpUMaaT
atezolizumab Bo komOuHauuja co carboplatin u paclitaxel.

Bo crynuure IMpowerl50, IMpowerl33, IMpower 110 u IMscin001, nomatouute 3a
MaLMEeHTUTE >75 TOAMHU Ce MPEMHOrY OrpaHMYEeHH 3a Jla ce M3BJIeyaT 3aKiydyolld 3a OBa
nomnynanyja.

[leaujaTpucka momnyJjanuyia

Humpasencka ¢popmynayuja

Ha nenujarpuckure nauuentd (<18 roaunu, n=69) u Ha muaau Bo3pacHu mnauueHTd (18-30
rofuMHy, n=18) co penarceH U NMpPOrpecuBeH COJNMAEH TYMOp Kako M OHME cO XOUKMHOB U He-
XoukrHOB numdom Oemie u3BeaeHa paHa (asza, MyJNTHLEHTpPUYHA, OTBOPEHA CTIHja 3a 1a ja
npoueHu Oesdbenocra v (apmakokuHeTukara Ha atezolizumab. [lanuenTture Oune JeKyBaHU
uHTpaBeHcku co 15 mg/kg atezolizumab Ha cekou 3 Henenu (Buaete e 5.2).

Cybrymana gpopmynayuja

He ce cnpoBenenu nocebHu cryauu Ha Tecentriq pacTBop 3a WHjeKTHpame Kaj MeaujaTpUCKu
MalUeHTH.

5.2 ®apmMaKOKHHETCKH CBOjCTBA

Moien- npeBuAeHaTa METPUKA Ha U3JI0KEHOCT Ha atezolizumab no axMuHucTpupame Ha 1 875
mg Q3 W cybkyrana ¢popmynanuja Tecentriq u UHTpaBeHCcKka aAMUHKUCTpalMja Ha atezolizumab
(1200 mg Q3W) Bo cryaujara IMscin001 e npukaxana Bo Tabena 23.

- —

W "4, Ve

atezolizumab Bo pacTBOpPOT 3a HHjeKTUpare Te ntgi@q BO o;moc&ﬂa TPaBEHO3HHOT
atezolizumab, co reoMeTpUCKH cpeJieH 0JHOC ( ) o;;i 1,05 (909" &) 8-10).

o o ; & ol

Z > & D
GMR 3a uuknyc 1 moaen-npeasuaeH 3a AUC 50 2 ggg(Ag(})&’ nen) 0111 0,87 (90% CI:

A O
N

0,83-0,92).

» ,
MaKcHMaJHHOT CTETeH Ha CUCTEMCKA akyMysialuja o 1-875mg Q3W pacTBop 3a MHjeKTHparhe
Tecentriq e 2,2.

Mopen-npeasuaeHUTe Cirough 1 AUC Bo cTabuitHa coctojOa 6uite criopeaiuBy 3a cyokyTaHara
dopmynanuja Tecentriq 1 uHTpaBeHcka Gopmynanuja Ha atezolizumab (Buau TaGena 23).
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dapmaKkoKMHETCKaTa aHallu3a cyrepupa aeka crabuinara coctojba ce 1o6uBa no 6 g0 9 Henenu
MOBEKEKPATHO JA03UPAE.

TaGena 23: Atezolizumab moaesn-npenBuaeHa U3J10XKeHOCT (TeoMeTpHCKa cpeAuHa co 5-95
MEePUEeHTHIIN) N0 CyOKyTaHA M HHTPAaBeHCKA aIMUHHMCTpanuja Ha atezolizumab

IMapametap Cy0xyTaHna ¢gopmysanuja HNuTTpaBeHcka
Tecentriq dhopmynanuja
Atezolizumab
Crough BO cTAOMITHA cOCTOj6A" 205 179
(mcg/mL) (70.3 —427) (98.4-313)
AUC Bo crabuiHa cocrojba’ 6163 6107
(mcg/mLenen) (2561 —11340) (3890 — 9334)

* MoJieN-Nipe/IBUJICHA U3JIOKEHOCT Oa3rpaHa Ha (papMaKOKMHETCKA aHallk3a Ha MomnyJalja

Ancopniuja

PactBopoT 3a uHjektupame Tecentriq ce aAMUHUCTPHUpPA KaKko CyOKyTaHa MHjEKLH)a.

Bp3 ocHoBa Ha mnonynauuckara @K anHanuza Ha mnoparouuTe O LMKIycOoT 1 on
paHIOMU3MpaHUoT 1en ox cryaujata IMscin001, anconyrHara 6Guopacnonoxusoct 6una 61%, a
crarnkaTa Ha ancopnuuja ox nps pen (Ka) e 0,37 (1/nen).

['eoMeTpuckaTa cpeiHa MakCHMajHa cepyMcKa KOHLEHTpauuja Ha atezolizumab (Cmax) 6una

189 mcg/mL, a cpenHOTO Bpeme 10 MakcuMmalHaTta cepymcka koHueHTtpauuja (Tmax) 6uno 4,5
IieHa.

Jluctpubynuja
[Monynaiuckara (apMakOKMHETCKa aHallk3a yKaKyBa Ha Toa JeKa Kaj TUMHYEH MalUeHT,
BOJIYMEHOT Ha JUCTPUOYIHja BO CPEJHUOT KOMMAapTMaHT u3HecyBa 3,28 L, a BoiymeH BO

cocTojba Ha MMHaMHUYKa pamHoTexa 6,91 L.

Buorpanchopmanuija

He ce cnpoBeneHM AMPEKTHU CTyIuHM 3a MeTabonu3MoT Ha atezolizumab. AnruTenara oj
OpraHu3MOT C€ OTCTpaHyBaaT MpeJ| ce co karabonuzam.

EnvMunanuja
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Cnopen momynauucka (apMakOKMHETCKAa aHalW3a M aHajiu3a Ha IOJATOLM 3a OJroBOp Ha
eKcrnosuuuja, Bo3pact (21-89 roaunu), peruoH, €THUUKA NPUNAJHOCT, olITeTeHa (QyHKLHMja Ha
OyOpesu, Onaro omrereHa (yHKUMja Ha LPHUOT JApoO, HMBO Ha ekcnpecuja Ha PD-L1 u
¢ynkumonanen ECOG cratyc Hemaar BidjaHMe Ha (papMakoKMHeTHKara Ha atezolizumab.
TenecHata TexuHa, MOJOT, MO3UTUBHMOT HaoJ Ha aHTUTena Ha jek (ADA), BpeaHocta Ha
al0yMUH U TYMOPCKOTO ONTEPETYBakhe MMaaT CTATUCTUYKK 3HaYaeH, HO He W KIIMHUYKH 3HAYaeH
edekT Bp3 ¢papMakoKuHeTHKaTa Ha atezolzumab. He ce npenopauyBa npuiaroiyBame Ha J103ara.

lloso3spachu

He ce crpoBesenu crnemuduunu ctyquu 3a atezolizumab kaj mocrapu nauueHtd. Edexror Ha
BO3pacta Bp3 (papMakokuHeTHKaTa Ha atezolizumab ce mponeHyBan Bo mnomynanucka OK
anainusa. CriopeJ| moAaToLuMTe 3a NauyueHTH Ha Bo3dpact oj 21 o 89 roaunu (n=472), uuj npocek
Ha BO3pacT M3HecyBa 62 roJWHHM, BO3pacTa HE € YTBpJEHa Kako 3HauajHa KOBapHjaHTa Koja
BIMjae Bp3 (apMaKOKMHETMKaTa Ha HHTpaBeHcka (Qopmynauuja Ha  atezolizumab. He e
3aenexaHa KJIMHMYKM 3HayajHa pas3iivuka BO (papMakokuHeTHKaTta Ha atezolizumab momery
NalMeHTH Ha Bo3pacT o1 < 65 roaunu (n=274), nauuMeHTy Ha Bo3pacT oA 65-75 roaunu (n=152)
HUTY NMALUMEHTH Ha Bo3pacT > 75 roaunu (n=46) (Bujere aen 4.2).

He Ouna 3abenexaHa KIMHWUYKK peneBaHTHa pasnvka Bo ®K Ha cyOkyrana dopmynanuja
atezolizumab kaj mauuentu < 65 rogunu (n = 138), nanuentu nomery 65 - 75 rogunu (n = 89) u

MalMeHTH Ha Bo3pacT > 75 roauuu (n = 19).

Iledujampucka nonyiayuja

DapMaKOKMHETCKUTE pe3ysITaTh O/ €[1Ha OTBOpEHa CTy/1ja BO paHa (haza, MyJITULEHTPUYHA, CO
rpyna koja Oewe u3BejeHa Ha neaujatpucku (<18 roxuuu, n=69) 1 mMyiaad BO3paCHU MALUEHTH
(18-30 roguuna Bo3pact, n=18), nokaxane aeka KIMPEHCOT U BOJIYMEHOT Ha JUCTpUOyLMja Ha
UHTpaBeHckaTa (opmyianuja Ha atezolizumab e criopeayiuB nomery neaujaTpUCKUTE MallUEHTH
xou npumaat 15 mg/kgTT u mnagu Bo3pacHu mauueHTd kou npumaar 1,200 mg uHTpaBeHCKa
¢dopmynanuja Ha atezolizumab Ha cexou 3 Hemenu Kora Jo3ara ce HOpPMalM3Mpa CIOpes
TeJlecHaTa TEeXKWHA, CO MOMajl TPEHJI Ha W3JIOKEHOCT Kaj MeJujaTpUCKUTE MalMeHTH Ouiejku
¥Maar nomaja TejiecHa TexuHa. OBue pa3iuku He Ouile MOBp3aHM CO HaMalyBame Ha
KOHILIEHTpaljaTa Ha atezolizumab mox TepameBTCKa Taprer M3ioxeHoOcT. OrpaHuyeHd ce
nojiaTouuTe 3a Aeua <2 roAMiiHa BO3pacT, MOpajyu IUTO HE MOXeE Ja ce HampaBu (UHaleH
3aKJTy4OK.

NMaluCHTHU.

Quimemena yuxyuja Ha 6ybpesu

He ce cnpoBenenu cnenuduuHu cTyauu 3a atezoliz
¢ynkuuja. Bo mnonynauuckata (apMakoKMHETCKa €
3HaYajHU pas3MKd BO KIMPEHCOT HAa MHTpaBEeHCKara Taudja Ha atezolizumab kaj
nmauMeHTH co Onara (mpoueHera Op3uHa Ha riaomepyiapHa ¢uarpanuja (eGFR) 60-89
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ml/min/1,73 m%, n=208) mmm ymepeHo omTereHa GyHkimja Ha 6y6pesure (eGFR 30-59
ml/min/1,73 m% n=116) Bo oJHOC Ha MALMEHTH co HopManHa OybpexHa Qynkuuja (eGFR
noroneMo win eaHakso Ha 90 ml/min/1,73 m% n=140). CamMo HEKOJKy MALMEHTH UMaje TEIIKO
omreryBame Ha Oyopesute (eGFR 15-19 ml/min/1,73 m?, n=8) (Buznere nen 4.2). Edextor Ha
Temkara omrereHa (yHKuMja Ha OyOpe3ute Bp3 (hapMakoKMHETHKaTa Ha atezolizumab He e
TO3HaT.

He Owne mnpoHajaeHd KIMHUYKK pEJIEBAaHTHU pa3iMKM BO KIMPEHCOT Ha cyOKyTaHata
¢dopmynanuja Ha atezolizumab kaj nmanuentu co 6aaro (eGFR 60 no 89 mL/min/1,73 m2; n =
111) unu ymepeno (eGFR 30 mo 59 mL/min/1,73 m2; n = 32) OyOpeixHO OLITETyBambe BO
criopeba co nanuenty co Hopmanua (eGFR noronema nnu eanaksa Ha 90 mL/min/1,73 m2; n =
103) 6y6pesxHa GpyHKIH]a.

Owmemena pynxyuja Ha ypHuom opob

He ce crnipoBesieHyn crienMuuHu CTyauu 3a atezolziumab kaj maumeHTH co omrereHa GyHKIMja
Ha UpHHMOT apo6. Bo momynaiycka (apMakOKMHETCKAa aHajiM3a He Ce MPOHAjJEHU KIMHUUYKH
3HAYajHU pa3jMK¥ BO KIMPEHCOT HAa HWHTpaBeHCKaTa WiM cyOkyTaHata Qopmynauuja Ha
atezolizumab nomery mnaumueHTH co Onaro owTeTyBawme Ha (yHKLUMjaTa HA LPHUOT JApoO
(6wnupyoun <I'TH u AST > I'TH unu 6unupy6un > 1,0 — 1,5 x 'TH u 6uno koja BpeaHoCT Ha
AST) ) win ymepeHOo XemaTajHO HapyuryBame (Oumupyoun > 1,5 no 3x I'TH u 6uno koja
speanoct Ha AST) Bo criopesfa co MalMeHTy co HopMaiHa XenartajiHa QyHkuuja (Gunupyoun <
I'TH u AST <I'TH). Hema ocTanuu noJatoly 3a NalMeHTy CO TELIKO OlTeTeHa GyHKIHja Ha
upauotT Apob (6mnupyoun > 3 x ITH u 6uno koja Bpeanoct Ha AST). OmreryBamero Ha
dyHKuMjaTa Ha UPHUOT JApoO ce neduHMpana cHopes KpPUTEPUYMOT 3a TMNPOLEHKAa Ha
aucyHKIMja Ha LPHUOT ApoO criope]l HALMOHATHUOT MHCTUTYT 3a KaHuep (anrnucku National
cancer institute, Organ Dysfunction Working Group (NCI-ODWG) NCI) (Bunere gmen 4.2).
Edekror Ha Temko omrereHata GyHKIHMja Ha UPHUOT Apob Ounupy6un > 3 x I'TH u 6uno xoja
spennoct Ha AST) Bp3 apmakokuHeTukaTa Ha atezolizumab He e nosHar.

5.3 MlpeTkaIMHUYKH NoAaTOLH 32 6e30eqHOCT

Kanueporesnoct

He ce cnipoBeieH# CTY MU CO KOU OM ce yTBpUI KallepOreHHoT MoTeHLKja Ha atezolizumab.

MyTtareHoct

He e CrpoBE/ieHH CTYUH CO_KOM Ou ce yTBpIWJI MYTareHUOT MOTEHLHjan Ha atezolizumab.

XpOMO30MI/ITe

I1nomHOCT

XPOHUYHA TOKCUYHOCT mryzivygg e, gp@g
Mmakaku (cynomoglus) majm flzl

a Ha MallKH U J)XeHCKU PENpOIyKTUBHHU OpPraHU Ha
Ta Ha MHTpaBeHckaTa (opmynaudja Ha atezolizumab
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e/lHall HeJEeJHO Kaj XXCHKUTe Ha MajMyHOT, BO /03 CO KOW € mocturHar nporeHer AUC
npubJIMKHO 6 maTv TOroJieM OJi OHOj KOj ce MOCTUTHYBa Kaj MALMeHTH JIEKyBaHH CO
npernopavyaHa /03a, NpPeAu3BUKal HEPEJOBHM MEHCTPYAaLMCKUM LUMKIYCH W W30CTaHyBame Ha
dopmMupare Ha HOBHU JKOJITH TeNla BO jajHULMTE, HO THe edekTu Ouie peep3ubuanu. Hemaino
eexT Bp3 penpolyKTUBHUTE OpraHH Ha MaX<jaluTe.

Teparorenoct

He ce crnpoBenieHn CcTyauu 3a penpojyKTUBHM WM TepaToreHu edextd Ha atezolizumab Bp3
’KUBOTHU. CTyAMUTE BP3 KUBOTHU MOKaxase Aeka uHxubuudja Ha natot PD-L1/PD-1 moxe na
JI0BEJIE 10 UMYHOJIOUIKM MOCPeNyBaHO OT(pJialke Ha IUIOAOT BO pa3BOj M Taka Ja JOBEAE JI0
CMpT Ha MJI0J0T. YnoTtpebaTa Ha atezolizumab 61 Moxena aa HAIUTETH Ha TUIOJOT, BKIYyuyBajKu
CMPT Ha 3a4€TOK/TIJIO/.

CyOkyrana dopMyJianuja

XujanypoHuaszata ce Haofa BO MOBEKETO TKMUBA Ha YOBEYKOTO Teslo. HEKIIMHUYKUTE 1OJaTOLH
3a peKkOMOMHAHTHA XyMaHa XHjallypoHHJa3a He OTKpUBaaT rnoceGHa OMacHOCT 3a JyfeTo Bp3
OCHOBAa Ha KOHBEHLMOHAJIHUTE CTYJIMM 32 TOKCUYHOCT CO TIOBTOPEHH JI03U, BKIYYyBajKu I'M U
Oe3zbeqHOCHUTE (PapMakKoJIONIKK KpajHU TOUKU. CTyquuTe 3a pernpomyKTHBHAa TOKCHMYHOCT CO
rHuPH20 orkpune emOpuoderanHa TOKCHMYHOCT Kaj TJYBUM TPH BHCOKAa CHUCTEMCKa
M3JI0)KEHOCT, HO HE MOKax<ajie TepaToreH NnoTeHLujall.

6. PAPMAILIEBTCKH IIOJJATOLIA

6.1 JIncra Ha eKCUHITHEHCH

PexomOuHaHTHa XyMaHa xujanyponuzaasa (rHuPH20)
JI-xuctuauH

OuerHa KucenuHa

JI-MeTHOHUH

[TonucopOar 20 (E 432)

Caxapo3sa

Boja 3a uHjexTrpame

6.2 UuxkoMIIaTHOHJIHOCTH

/

" HNRY i P
Bo 0TCyCTBO Ha CTY/IMH 32 KOMITATHGHIHOCT, 0BO] GKHETCMEE 71a Ge Mg
g W AN TS

O JIpyru JICKOBH.
AN

6.3 Pok Ha ynorpeba

HeoTBopeHa Bujaa

3 roguHu
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IToaroTeeH wnpuiy

Otkako Ke ce MpeHece OJ BUjanara BO ILUMPULIOT, PacTBOPOT 3a MHjeKTHpamwe Tecentriq e
¢buznuku 1 xemucku ctabunen 1o 30 nena Ha remnepatypa oz 2 °C go 8 °C u o 8 yaca Ha < 30
°C npu audy3Ha JHEBHA CBETJIMHA U OJ] BPEMETO Ha MOArOTOBKA.

On MukpoOHoOJIOIIKa Tlie/lHa TOYKa, pacTBOPOT Tpeba Aa ce ynoTpedu BeJHall OTKaKo ke ce
npeHece OJi BWjajlaTa BO INNPHULIOT OMJEJKM JIEKOT HE COJAPXKM HUKAKBU AHTHMMUKPOOHU
KOH3epBaHCH WM OaKTepuocTaTcku areHcu. JIOKOJKy He ce KOPUCTHM BeJHAlll, BPEMETO MU
YCJIOBUTE 32 UyBame Mpej| ynorpeda ce 0AroBOPHOCT HAa KOPUCHUKOT ¥ BOOOUYAEHO He Ou OGuie

nojoaru oj 24 yaca Ha temneparypa oz 2 °C no 8 °C, ocBeH ako MOAroTOBKaTa ce OJBMBaja
TMO/i KOHTPOJIUPAHU U NOTBPJAEHU aCENITUUHU YCIIOBH .

6.4 IloceOHM MepKH Ha MPETNA3JIUBOCT NIPH YyBame

Jla ce uyBa Bo dppwxuzep (2°C - 8°C).

Jla He ce 3aMp3HYBa.

Bujanara na ce uyBa BO Ha/IBOPEIIHO MaKyBambe 3apajiy 3aLITUTA OJ] CBETIIMHA.

3a YCJIOBUTE 3a YyBam€ MMOCJIE MOArOTOBKA Ha IIMNPULOT BUACTE BO ACJIOT 6.3.

6.5 Ilpupoaa u coap:kMHa HA NAKYBaETO

Crakiena Bujana (ctakio Tdn 1) co OyTuiieH ryMeH 3aTBOpyBay M alyMUHMYMCKaA 3allTUBKa CO
BrosieToBo mactuuHo kamnayve (flip-off) koe compixu 15ml pacTBop 3a uHjekTUpambe.

[TakyBame o1 elHa BUjaa.

6.6 IloceOHM MepKHU HA NPETNA3/IMBOCT NPH yNoTpeda U Apyro paKkyBame
[ToaroroBka Ha WNPULIOT

INpen agMuUHKCTpaLMjaTa, pacTBOPOT 3a MHjekTUpame Tecentriq Tpeba fa ce nperiena BU3yelHO
3a Jia ce OCUTrypa Jieka Hema YeCTUUKU Uik 00e300jyBambe.

PacTBOpOT 3a MHjeKTHparbe Tecentrlq € TIOArOTBEH 3a ynotpeba pactBop koj HE Tpeba na ce

("' -4
< !
oy,

& 0D s ) In !
He ce 3abenexaHu HekoMII THGHHHOCTI/}/ ﬁomery,/ pacTBOpOT 3a uHjekTHpame Tecentriq u
nonunponuined (PP), monuka 6oﬂa®p§pcg,\,\4ﬁgp cyBauku 4enuk (SS), MOJMBUHUI XJIOPUJ
(PVC) u nonuyperanu (PU). 73,

,.

062
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PactBopoTt 3a uHjekTupame Tecentriq He COAPXKM HUKAKBU aHTMMHUKPOOHH KOH3EPBAHCH WIIHU
0aKTepUOCTaTCKU areHCH.

* M3zBaziete ja Bujanata oJ pprkuiep ¥ OCTaBETE PaCTBOPOT Jia JI0jAe Ha coOHa Temneparypa.

» M3Bneuere ja nenata coapkuHa Ha Tecentriq pacTBOpOT 3a MHjEKTHpame OJ BHjajara CO
CTEepUJIEH INpUL U Uria 3a TpaHcdep (npenopauwiuso 18G).

* Orctpanere ja uriara 3a npedpiambe M NpuUKaueTe CeT 3a MOTKOXKHa HHQY3uja (Ha Tp.
Kpuiecra/nenepyTka) Koja COApXM Wria oj HeprocyBauku uenuk 23-25G 3a UHjeKTHpame.
Kopucrere nH(y3ucku ceT 3a MOTKOXKHA MHjeKLIMja cO pe3uyalieH BoJlyMeH Ha 3aapxyBawe HE
norojiem ox 0,5 mL 3a agMuHHCcTpanuja.

* [TogroTeere ja siuHKjaTa 3a cyOKyTaHa MH(pY3Hja cO pacTBOPOT Ha MEULIMHCKUOT MPOU3BO/I 38
Jla ce eMMMUHKMpa BO3yXOT BO JIMHUjaTa 3a MH(Y3Hja U CTOMHUPAjTE NMpeJi TEYHOCTA Jia CTUT'HE JI0
urjiara.

* [IpoBepere jnanu NPULOT COAPKM TOYHO 15 mL ox pacTBOpOT OTKako Ke ce MOATrOTBU U
uc(piv BULIOKOT BOJYMEH OJI LITPUILIOT.

* AnMuHMCTpUpajTe BeAHall 3a ga u3berHere 3atHyBame Ha wuriara. HE UYBAIJTE ro
MOJArOTBEHHOT LINPHULL KOj € MpUKaueH Ha Beke noarorseHuoT SC ceT 3a uHpysuja.

AKo /103aTa He ce AIMUHHUCTpHpa B€AHAll, MOTrJIEAHETE BO ,,‘{yBaH:e Ha I.[Il'IpI/IHOT“ rnoaoJy.

YyBame Ha MINPULIOT

* Ako pmo3aTta He Tpeba Ja ce aJIMUHUCTpUpA BEJHAIL, KOPUCTETE acenTHYHa TeXHHUKa 3a Ja ja
noBJieyeTe LenaTa coapxuta Ha Tecentriq pacTBOPOT 3a WHjEKTHpame O/ BUjasiaTa BO LIMPULIOT
3eMajKky ro BO NpeABMJ BOJIYMEHOT Ha ao3aTta (15 mL) u mpumapHUOT BOJyMEH Ha CETOT 3a
cyOkyTana uH(py3uja. 3ameHeTe ja uUriara 3a NPeHOC cO Karmaue 3a 3aTBOpame Ha mnpuiot. HE
npuKaudyBajTe cer 3a cyokyraHa MH(Y31ja 3a CKIIaAuparke.

* AKO IINPULIOT Ce YyBa BO (pUIKULIEP, OCTABETE IO LUMPHLIOT Jia JOCTUrHEe coOHA Temreparypa
npej Aa ce aAMUHUCTpUpa

OTtcrpaHyBame
OrtctpanyBamwe Ha JiekoT Tecentriq Bo okosinHarta Tpeba Ja ce cBeJie BO HajMalla MOXKHa MepKa.

HeynoTtpe6eHHOT ek UM OTnagHKOT MaTepujall NoTpedHO € 1a ce OTCTpaHaT BO COTJIACHOCT CO
HalMOHAJTHUTE MPOIHCH.

7. HOCUTEJ HA OJOBPEHMUE 3A CTABAIHLE HA JIEK B IKOMET
POILI Makezonunja JIOOEJI Ckomje, yi. Makcum ['opku 6p 1 02/8303.500
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9. JATYM HA IIPBOTO OJOBPEHME 3A CTABAIGE HA JIEKOT BO IIPOMET "

JATYM HA TIOCJIEJHOTO OJOBPEHO OJOBPEHHUE
24.07.2024

10. JATYM HA IIOCJIEJHA PEBU3UJA HA TEKCTOT
CentemBpu 2025 roauna
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