
3BHPEH H3BEIIITAJ 3A OCOBHHITTE HA JIEKOT 

Tecentriq (atezolizumab) 1200 mg KoHnempaT 3a pacTBop 3a Hey3Hja 

Tecentriq (atezolizumab) 840 mg KomieirrpaT 3a pacTB 	m1)373Hja 
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1. IMME HA JIEKOT, JAIIHHA H EDAPMAIIEBTCKA ,L10314PAHA FOPMA 
Tecentriq/Tenemm 1200 mg KoHnemaT 3a pacTriop 3a Hey3Hja. 
Tecentriq/Teu,eHTpHK 840 mg KoHnewrpaT 3a pacTsop 3a HHe3Hja 

2. KBAJIHTATHBEH H KBHATHTATHBEH COCTAB 
Tecentriq/Teu,eHTpHK 840 mg KOHHeHTpaT 3a pacTeop 3a HFKle3Hja 

CeKoja BHjana og 14 ml og KoHneHTpaToT cogp)KH 840 mg atezolizumab*. 

Tecentriq/TenewrpHK 1200 mg KoHnempaT 3a pacisop 3a Hey3Hja 
CeKoja BHjana og 20 ml og KoHneunpaToT COAMICH 1200 mg atezolizumab*. 

Hocne pa3pegyBatbe (BHgeTe BO ,aeJlOT 6.6), 44HanHaTa KoHneHTpanHja og pacisopoT Tpe6a ,aa 
6Hge Emma)/ 3,2 H 16.8 mg/ml 

*Atezolizumab e xymaHH3HpaHo IgG1 MOHOKJI0HaJIHO aHTHTe.110 npoTHB JIHTBE,Lt penenTop 
nporpammpaH 3a KneToxma cmpT 1 (aHr.rnicKH programmed death ligand 1, PD-L1) npoH3BegeHo 
CO Fc-HH)KeHepuHr BO KneTKI4 Ha jajmum Og KHHeCK14 Xp'-IaK CO peKom6HHaHTHa z4K 
TexHonormja. 

3a menocHa nHcTa Ha excuHnHeHcH, BHgeTe BO genoT 6.1. 

3. 41PAPMAIIEBTCKA ,1103HPAHAEDOPMA 
KoHnewpaT 3a pacTBop 3a Humby3Hja. 

Emma, 6e36ojHa gO CJIa6o wonTeHmKaBa TeuHOCT. PaCTBOpOT Hma pH o,q 5,5-6,1 H 

ocmonapHocT og 359 - 459 mOsm/kg. 

4. KJIHHIPIKH 

4.1 TepanewrecH HHAxKauHn 
YpoTeneH KapuHHom (UC)  

Tecentriq Kam moHoTepanHja e HHAHHHpaH 3a nm/salbe Ha Bo3pacHH nanHeHTH co noKanHo 
HanpegHaT HJIH meTacTa3HpaH ypoTeneH KapHHHom (aHrnHcKH urothelial carcinoma - UC): 

• Kok" npeTxogHo npHmane xemoTparwja Koja cogpx04 nnaTHHa kum 
• nau,HeHTH KOH ce cmeeTaaT 3a Henogo6HH 3a neKyBaube co cisplatin, H 	TymopH HmaaT 

PD-L1 eKcnpecHja > 5% (BHgeTe gen 5.1). 

PaH-cTagHym Ha He-CHTHO KneTotieH KapumHom Ha 6e.r114 gpo6oBH (NSCLC) 

Tecentri 	 a e HHAHnHpaH 3a aieBaHTeH TpeTmaH no KomnneTHa peceKnHja H 
no xe 	 H nnaTHHa Kaj Bo3pacHH nanlieHTH co NSCLC CO BHCOK p14314K Og 
HOBTO 	 opoT (114i Tymop Hma PD-L1 emnpecHja Ha > 50% og TymopcKwre 
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KJIeTKH (TC) H KOH HeMaaT EGFR-myTkipaH 14.11H ALK-110314THBeH NSCLC (BH,L414 Aen 5.1 3a 
cenexTHSHH 9HTepHymH). 

Hanpe,AHaT NSCLC  

Tecentriq so Kom6HHanHja co bevacizumab, paclitaxel H carboplatin e HHAHumpaH 3a 
1113BOJIHHI4jCKH TpeTmaH Ha so3pacan nanHeHTH CO meTacTaTcxyl He-cKBaMo3eH He-
cHTHoxneTogeH xap Lumom Ha 6enHTe Apo6osH (aHrnHcia4 non-small cell lung cancer - NSCLC). 
Kaj naeleimt co EGFR myTanHja HJIH ALK-no3HTHseH NSCLC, Tecentriq, so xom6HHannja co 
bevacizumab, paclitaxel 14 carboplatin, e HHAHnHpaH camo no Heycnex Ha COOL BeTHHTe 
Tapre-mpanm Tepankim (sHAeTe Aen 5.1). 

Tecentriq, so xom6HHaunja co nab-paclitaxel H carboplatin, e HHAHnHpaH 3a HpBOJIHHHCKH 
TpeTmaH Ha so3pacm4 nauHeHTH CO meTacTaTcm He-cxsamo3eH NSCLC KOH HeMaaT EGFR 
MyTa1J$ja 1411H ALK 1103HTHBell NSCLC (MUH Aen 5.1). 

Tecentriq KaK0 moHoTeparmja e HHAHumpaH 3alipBOJIHHHCKH TpeTmaH Ha so3pacHH rianHeHTH CO 
meTacTaTcm4 He-CHTHOKJIeTOLIeH Kapmumm Ha 6enHTe npo6osH (NSCLC) KOH HmaaT PD-L1 
excnpecHja > 50% Ha Tymopcio4 KJIeTKH (TC) HJIH > 10% Tymop-mulnurrpHpaimi HmyHH KlIeTKH 
(IC) H KOH HeMaaT EGFR myranHja Hfl 14 ALK-4103HTHBell NSCLC (BMW Aen 5.1). 

Tecentriq xaxo moHoTepanHja e HHAHuHpaH 3a TpeTMaH Ojt npsa nHHHja Ha so3pacHH nanHeHTH 
co HanpeAHaT NSCLC KOH He ce noAo6HH 3a TepanHja 6a3HpaHa Ha nnaTHHa (sHAeTe Aen 5.1 3a 
xpwrepHymH 3a H360p). 

Tecentriq Kaxo moHoTepanuja e HHAHumpaH 3a nmsalbe Ha so3pacHH nameHTH co noxanHo 
HanpemaT 14.4IH meTacTampaH NSCLC KOH npeTxo,AHo npHmane xemoTepannja. llanHeHTHTe co 
EGFR myTannja HJIH ALK-1103HTHBeH NSCLC Tpe6a HCTO Taxa ,Aa HmaaT nplimeHo 
TaprenipaHll Tepankm npeA ynoTpe6a Ha Tecentriq (sHAeTe Aen 5.1). 

CHTHO KJIeTOLICH xapumHom Ha 6enn Apo6osH (SCLC)  

Tecentriq BO xom6HHausja co carboplatin 14 etopside, e HHAHuHpaH 3a nps0nHHHjcia4 TpeTmaH 
Ha so3pacHH nauseHTH CO CHTHO xneToLICH xapinmom Ha 6e.r114 Apo6osH BO HanpeAHa (tem (ES-
SCLC) (sHAeTe Aen 5.1). 

TpojHo-HeraTHseH xapnHHOM Ha Aojxa (TNBC) 

Tecentriq 130 xom6HHaumja co nab-paclitaxel e HHAHnHpaH 3a TpeTmaH Ha so3pacHH nameHTH co 
HepecexTa6unell .TIOKaJIHO HanpeAHaT HJ1H meTacTaTcm4 TpojHo-HeraTHseH xapukniom Ha 11OjKa 
(TNBC) 41414 TymopH HmaaT PD-LI excnpecHja > 1% 14 KOH npeTxoAHo He npHmHne 
xemoTeparmja 3a meTacTaTcxa 6oJ1eCT. 

XenaTouenynapeH xapullHom (HCC)  

Tecentriq BO KOM614HaUllia co bevacizumab, e HHAHuHpaH 3a TpeTmaH Ha so3pacHH naumeHTH co 

	

HanpeneH HJIH HHonepa6HneH xenaTouenynapeH xapuHHom (HC 	1141"''Ho He npHmane 
,s,  cHcTemcxa TepanHja (sHAH Aen 5.1). 
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4.2 Amwalke II Hal111H Ha ynorpe6a 

J1eKysaFbeTo co Tecentriq mopa „Eg ro HHHunpa H Ha6.rbyRysa neKap co HCKyCTBO so neKysarbe 
Ha KapunHomn. 

PD-L1 TecTnpatbe 3a naoHeFrrn co UC HJI14 TNBC nns NSCLC 

Monomepanuja co Tecentriq 

ROKOJIKy e HasegeHo BO sHAsKaumjaTa, H360pOT Ha nanneHToT 3a Tperman CO Tecentriq 
ocHosa Ha TymopcKaTa excnpecnja Ha PD-L1 Tpe6a 4a ce noTspAs co salumnpaH TecT (smileTe 
,ae.nosn 4.1 14 5.1). 

Tecentriq eo Kom6unupana mepanuja 

flanneurrwre co npeTxo,sHo HeTpernpaH TNBC Tpe6a „sa ce ceneKrmpaaT 3a TpeTmaH sp3 ocHosa 
Ha HHBOTO Ha TymopcKaTa eKenpecnja Ha PD-L1 noTsp,seHo CO sann,snpaH TeCT (sHseTe Aen 
5.1). 

go3npaube 

llpenopaqaHaTa pio3a Ha Tecentriq e WM 840 mg a1MHHIICTpHpaH14 nwrpaseHcKs ceKos 2 
HeRens, HJIH 1 200 mg az,mmincTpnpaHn sHwaseHcKs ceKon 3 Hege.sH, H.TIH 1 680 mg 
agmnunicwnpaHn swrpaseHcKn ceKos 4 HeRenn, KaK0 HITO e npHKawaHo BO Ta6e.na 1. 

Kora Tecentriq ce aAmsHscTpspa KaKo Kom6kmnpaHa Tepannja Be monnme ,sa ce nosuKaTe Ha 
neJIOCHHKTe 36HpHH smenrras 3a OCO6HHHTe Ha JICKOBHTe Ha Kom6mHnpaHnTe nposyKTH 
(sHReTe gen 5.1). 

Ta6e.ria 1: IlpenopanaHn AO3H Ha Tecentriq co HfurpaHencHa aminumeTpaumja 

IllifkliKaUllja 	 Ilpenopagalla no3a II pacnopen BpeMeTpaeH,e Ha TpeTmaH 
Tecentriq kaico moHoTepanHja 
1L YpoTeneH Kapxmom (UC) • 840 mg Ha ceKom 2 Henenn 

I4J114 

• 1 200 mg Ha ceKom 3 Hegear 

I4J114 

• 1 680 mg Ha ceKom 4 Henenn 

go nporpeduja Ha 6onecTa 
W114 RO nojaaa Ha 
TOKCHLIHOCT co KOja He momce 
Ra ce ynpaByBa 

1LmeracTaTcKH He-  
CHTHOKJIeTOtleH KapuxHom Ha 
6enkne npo6oBH (NSCLC) 
1L NSCLC Henono6ex Ha 
rinaTHHa 
Pax cranllym Ha NSCLC • 840 mg Ha ceKox 2 Hegern,' 

14J114 

• 1 200 mg Ha ceicox 3 Henenx 
1.4J114 

• 1 680 mg Ha ceicom 4 Henenn 

1 ronffla ocBeH axo 6onecTa 
ce nowropx xnx ce nojaBm 
Henpwbamema TOKCHLIHOCT. 

BpemeTpaethe Ha TpeTmaH 
nononr on 1 roßma He 614no 
HCIIHTyBaHo. 

2L UC 
____ • 840 mg Ha ceicox 2 Henenm Jo ry6elbe Ha KJIHHHLIKHOT 

6eHednAT KUH no nojaBa Ha 
He110)J1-10CJIllsa TOKCHLIHOCT 

NAH , 
As,  ite \  1 200 mg Ha ceicox 3 Henenx 

'ei__ 1-A 

--i-P t»kt-7 " 
2L NSCLC 	7V.  eHE P 
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14Hntcautqa IlpenopagaHa no3a H pacnopen BpemeTpaethe Ha TperMaH 
HJI14 

• 1 680 mg Ha ceKom 4 Hegenit 
Tecentriq BO Kom6HHHpaHa Tepannja 
1L He-cKBaMo3eH NSCLC 
co bevacizumab, paclitaxel, 14 
carboplatin 

14 KayKIJI4ja H ,LIO3H Ha ogpKysathe: 
• 840 mg Ha ceKoH 2 Heseant 

HJIH 
• 1 200 mg Ha ceKom 3 Hemm',' 

14JIH 
• 1 680 mg Ha ceKoH 4 HegenH 

Tecentriq Tpe6a Zia ce anmHHHcrpHpa 
nps Kora ce nate HcrHoT geH 

14HgyKuHcKa ttia3a (HHHLII4janHa) 3a 
Kom6HHanHja (iterHpH wm meer 
uHK.nycH): 
Bevacizumab, paclitaxel, H noToa 
carboplatin ce agmHHHcrpHpaar Ha 
ceKon 3 Hegeaut. 

Da3a Ha ogimysaibe (6e3 
xemoTeparntja): Bevacizumab Ha ceKom 
3 HegenH. 

go nporpecHja Ha 6onecra 
14J1H TOKCHLIHOCT CO Koja He 
Atme Zia ce ynpasysa. 
ATHIIWIHH ogrosopH (Ha rip. 
HmuntjanHa nporpecHja Ha 
6onecra Koja cnegH no 
HamanyHsathe Ha TymopoT) 
6Hne 3a6enewaHH co 
KOHT14Hyl4paH TpeTmaH Ha 
Tecentriq no nporpecHja Ha 
6onecra. TpeTMaHOT no 
nporpecHja Ha 6onecra 
Tpe6a na ce 3eMe so 
npegsHg CO ognyKa Ha 
neKapoT. 

1L He-cKBaMo3eH NSCLC 
co nab-paclitaxel H 
carboplatin 

14HgyKttcKa (1)a3a (14HI4LIHiarma) H 
cPa3a Ha oggpwysarbe: 

• 840 mg Ha ceKoH 2 HesenH 
HJII4 

• 1 200 mg Ha CCKOH 3 HegenH 
HJII4 

• 1 680 mg Ha ceKom 4 HegenH 

Tecentriq Tpe6a na ce agmHHHcrpHpa 
nps Kora ce gasa HCTHOT geH 
14HgyKuHoHa (1)a3a 3a Kom6HHaintja: 
(iterHpH NAH utecr uHKnycH): Nab- 
paclitaxel, H carboplatin ce 
agmHHHcrpHpaaT Ha geH 1; 
ROHOJIHHTWIHO, nab-paclitaxel ce 
agmHHHcrpHpa Ha geHosigre 8 H 15 og 
ceKoj 3-11eACJIOH 1414KJIye 

ezDa3a Ha ogpwysaube: no 
nporpecHja Ha 6onecra HJIH 
TOKCW1HOCT CO Koja He monce 
na ce ynpaByBa. ATH1-114t1HH 
ogrosopH (Ha up. 
HHHuHjanHa nporpecHja Ha 
6onecra Koja cnegH no 
HamanyHsatbe Ha TymopoT) 

Hie 3a6enewaHH co 
KoHTHHyHpaH TpermaH Ha 
Tecentriq no nporpecHja Ha 
6onecra. TpermaHoT no 
nporpecHja Ha 6onecra 
Tpe6a na ce 3eMe so 
'wegmin CO ognyKa Ha 
neKapoT. 
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Iiimmcaunija IlpenopagaHa Ro3a n pacnopei BpemeTpaeibe Ha Tpermaii 
1L CHTHO wie-m=1ex 

KapuHHom Ha 6enn Rpo6osH 
so Hanperma (l)a3a (ES- 
SCLC) 
co carboplatin H etoposide 

HHAyKuHcKa (pa3a (HHHumjanHa)14 (pa3a 
Ha ogap)Kysaibe: 

• 840 mg Ha ceKoH 2 HeRenH 
HJIH 

• 1 200 mg Ha ceKoH 3 HeRenki 
HJIH 

• 1 680 mg Ha ceKoH 4 Heuern,' 

Tecentriq Tpe6a Ra ce asmHHHcrpHpa 
nps Kora ce garia FICTHOT ReH. 
FIHRyKumoHa clia3a 3a Kom6HHauHja 
(genippt uHKnycH): Carboplatin, a 
noToa etoposide ce agmHHHcrpHpaar Ha 
Ren 1; etoposide Hcro TaKa ce 
aRmHHHcrpHpa Ha Rexofufre 2 H 3 o, 
ceKoj 3-HeReneH unKnyc. 

ta3a Ha orip)Kysaube: Ro 
nporpecHja Ha 6onecra linki 
TOKCHHHOCT CO Koja He mo)Ke 
Ra ce ynpasysa. ATHIIIVIHH 
oRrosopH (Ha np. 
HHHuHjanHa nporpecHja Ha 
6onecra Koja cneRH no 
HamanyHsafbe Ha Tymopor) 
6Hne 3a6ene)KaHH co 
KoHTHHyllpaH TpermaH Ha 
Tecentriq no nporpecHja Ha 
6onecra. Tpermaxor no 
nporpecHja Ha 6onecra 
Tpe6a Ra ce 3eMe BO 
npeRsHR co oz,nyKa Ha 
neKapor. 

1L HepeceKra6HneH noKanHo 
HaripeRHaT HJIH meracTaTcKH 
TpojHo-HeraTHseH KapumHom 
Ha RojKa (TNBC) co nab- 
paclitaxel 

• 840 mg Ha ceKom 2 Hene.n14 
PU114 

• 1 200 mg Ha ceKon 3 HeRenH 
HJIH 

• 1 680 mg Ha ceKoH 4 HesenH 

Tecentriq Tpe6a ;Ja ce afflamicTplapa 
npeR nab-paclitaxel Kora ce gasaaT 
Hemm.  ReH. Nab-paclitaxel Tpe6a Ra ce 
anmHHHcrpHpa co 100 mg/ m2  Ha 
Retim:erre 1, 8, H 15 Qiz ceicoj 28-AlleBCH 
LIHKJIye. 

AO nporpecHja Ha 6onecra 
HJIH TOKCHLIHOCT CO Koja He 
mme Zia ce ynpasysa.. 

HanpeneH HJIH HHonepa6HneH 
xenaTouenynapeH KapuHHom 
(HCC) co bevacizumab 

• 840 mg Ha ceKoH 2 HeRenH 
1431I4 

• 1 200 mg Ha ceKom 3 Henenn 
HJIH 

• 1 680 mg Ha ceKoH 4 HeRenH 

Tecentriq Tpe6a Ra ce aummumcrpHpa 
npen bevacizumab Kora ce Rasa HcrHoT 
Ren. Bevacizumab ce aRmHHHcrpHpa co 
15 mg/kg TT Ha ceKon 3 HeRenH. 

go nporpecHja Ha 6onecra 
HJIH TOKCHHHOCT CO KOja He 
MO)KC Ra ce ynpasysa. 

Oäziomenu unu nponyttanettu a03Z1 

AKO nnaHHpaHaTa Ro3a Ha Tecentriq ce nponynrrH, HcTaTa Tpe6a Ra 6HRe agmHHHc-rpHpaHa LUTO 
e Klomm no6p3o. PacnopeRoT Ha aRmHHHcTpanHjaTa mopa Ra 6HRe npllnaroReH co uen Ra ce 

Wie 

ty  ,A0314Te. 
0  	zeI4E 

ama3a  e feA 

oRp)KH cooRHeTeH HH 

ilpunazodvearbe  
He ce npenopa 

a Aeleealbenla 
aTa Ha Tecentriq. 
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Odnodicyeatbe unu npeKuit Ha do3ama (eudeme den 4.4 u 4.8)  

Ta6e.aa 2: IlpenopaKa 3a npunaroaynaibe Ha no3aTa ua neKur Tecentriq 

14MyHOJI0IIIICH HecaKaHH 
peaKHHH 

Teaculla HpHaarogyeafbe Ha Aeesalbe-1e 

HHCBMOHHTHC 2. cTeneH Aa ce °XIWICH ynorpe6a Ha Tecentriq 

JleKyambero moxce ‚im ce npogon)KH Kora 
Hacramrre Ike ce nogo6par go creneH 0. 
HJIH 1. BO pamnrre Ha 12 Hege.rm, a go3ara 
Ha Kopratimerepol'uni ke ce Hamarm Ha < 
10 mg gHeHHo prednisone WM 
eKBHBa.ReHTeH JleK. 

3. itTM 4. creneH TpajHo ga ce npenme neKyBaubero co 
Tecentriq 

XerlaTIITHC 	 Kaj 
rialtHeHTH 	6e3 
xenwroueayaapeH 
KapullHom (HCC) 

2. creneH: 
(ALT HJIH AST> 3-5 x Hag 
ropHa rpaHmta Ha Hopmana 
(rni) 

HJIH 

BHJ1Hpy6HH BO KpBTa> 1,5-3 X 
rrH) 

Aa ce og.nomm ynoTpe6a Ha Tecentriq 

JleKyaatbero mme ia ce npogon)KH Kora 
Hacramrre lie ce nogo6par go creneH 0. 
HJIH 1. BO paMKHTe Ha 12 Hege.m4, a go3ara 
Ha KoprHKocrepongH Ike ce Hamasm Ha < 
10 mg gHeHHo prednisone NAH 
eKBHBalleHTeH JleK. 

3. HJIH 4. creneH: 
(ALT HOU AST > 5x ITH 

HJIH 

BHuHpy6HH BO KpBTa> 3 x rni) 

TpajHo ga ce npenme .KeKyHaH,cro co 
Tecentriq 

XellaTHTHC Kaj 
naumeHrH CO 
xenaroue.ny.napeH 
KapumHom (HCC) 

AoKarmy AST/ALT ce BO 
Hopmamm rpaHmtH Ha 
TI011eTOKOT H ce noKagar go >3x 
go 10x FTH 

um 

goKonKyAST/ALT ce >1 go 53x 
rm Ha HOWTOKOT H ce noKamar 
go >5x go .10x FTH 

WW 

AoKonKyAST/ALT ce >3x go 
<5x FTH Ha II0tleTOKOT H ce 
noKa itar go >8x go 	10x rTH 

,E1a ce npenme coTecentriq 

TepanHjaTa mowe ga ce npogomm4 
ROKOJIKy HA ce nogo6pH Ha CTeneH 0 
HJIH CTerIeH 1 BO TeK Ha 12 Regem, H 
KoprHKocrepommre ce HamaneHH Ha 
< 10 mg prednisone HJIH eKBHBatleHT Ha 
nex 

4--;-N ,t, 	M E 
 14:DgE pAdzies, 
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AOKOAKy AST/ALT ce noKagar 
Ha >10x FTH 

HAH 

BK)MHHOT 6H.nHpy6HH ce 
3ronemH >3x ITH 

11epMaHeHTHo na ce npenme co Tecentriq 

KOANTHC gmjapea 2. HAH 3. creneH 
(3ronemysathe 3a > 4 
cronmni/neH cnopeneHo npen 
H011eTOKOT Ha TepanHjaTa) 

HAH 

CHMHTOMaTCKH KOAHTHC 

i(a ce OAAO)KH ynoTpe6a Ha Tecentriq 

JleKysaubeTo mowe na ce npononm4 Kora 
HacraHwre ke ce no,ao6paT AO creneH 0. 
Will 1. BO pamiarre Ha 12 HenenH, a no3aTa 
Ha KopTHKocTepollim ke ce HamanH Ha < 
10 mg nHesHo prednisone HnH 
eKBI4BalleHTeH ACK. 

,E(Hjapea NAH KOAHTHC 4. creneH 
(onaceH no )KHBOT, minHuHpaHa 
e XHTHa HHTepseHnHja) 

TpajHo na ce npeKHHe neKysarbeTo co 
Tecentriq 

X11110T1Ipe03a HJIH 
XHnepnipeo3a 

CHMIITOMaTCKa J1a ce onnom4 ynoTpe6aTa Ha Tecentriq 

Xunomupeo3a: 
JleKysaubero MO)K na ce npononma4 Kora 
cHmnTomwre ke ce cTasaT non KOHTp0Aa 
co XOpMOH 3amecrkrrenHa TepanHja 3a 
THpoHnHaTa acne3na, a spenHocTHTe Ha 
TSH ke noLmaT ,i(a. onaraaT 

Xunepmupeo3a: 
JleKysaubeTo mowe na ce npononam Kora 
CHMEITOMHTe ke ce crasaT 110A KOHTp0Aa 
CO aHTIIT19014,RHI4 fleKOBH, a clemamjaTa 
Ha THpoHnHaTa wne3na ke ce nono6pH. 

14Hcy4niulleinaHja Ha 
Han6y6peKHH 2Kne3,1H 

CHmnTomaTcKa Aa ce onno)KH ynoTpe6aTa Ha Tecentriq 

JleKysaH‚eTo mowe na ce nponomKH Kora 
cHmnoTmkne ke ce nono6paT "to 0. Will 1. 
cTeneH so pammcre Ha 12 HenenH, no3aTa 
Ha KopTHKocrepoHnwre ke ce Hamar4 Ha < 
10 mg prednisone HAH eKsHsaneHTeH ACK 
Ha neH, a cocroj6aTa Ha naimewroT ke ce 
cra6k3m3Hpa co HanomecrwrenHa 
TepanHja. 

X1111304111311TFIC 

• 
Off'

t rmif  
k- 	-1 / 44. 	3' 

2. KIM 3. creneH ga ce OATIONCH ynoTpe6aTa Ha Tecentriq 

JleKysaFbeTo momce Za ce nponon)KH Kora 
cHmnoTmffre ke ce nono6paT no 0. Will 1. 
creneH BO pammcre Ha 12 HenenH, no3aTa 
Ha KopTHKocrepoHnuTe ke ce Hamarm Ha < 
10 mg Ha neH prednisone HAH 

hR € A piiii.,  
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eKBHBalleHTeH JleK, a cocToj6aTa Ha 
nauseHToT ke ce cra6kunnspa co TepanHja 
3a HaRomecrysaH,e 

4. cTeneH TpajHo Ra ce npeKHHe neKysalbero co 
Tecentriq 

guja6eTec mellitus TllIl 
1 

XsneprnHKemsja 3. HA 14 4. 
creneH (rnyKo3a Ha rnaRHo > 
250 mg/dl HAB 13,9 mmo1/1) 

/ja ce ogno)KH ynoTpe6aTa Ha Tecentriq 

JleKysaißero monce Ra ce npoRonws Kora 
ke ce BOCLIOCTBBH meTa6onwiKa KOHTpOJIB 
CO 14HCyJI14113amecrsTerma Tepansja 

OCIIII/Cep14031111 KO)KHH 
HeeaKaHH pealcumi 

3. cTeneH 
HJIH comHew 3a Stevens-Johnson 
csnapom (SJS) HB II TOKCIelfla 
enH,EtepmanHa Hemon13a (TEN)I  

oga ce OJIJIONCI4 ynoTpe6aTa Ha Tecentriq 

fleKysalbero moxce Ra ce npoRonws Kora 
csmrrromkrre ke ce noRo6paT Ro creneH 0 
BRH creneH 1 BO TeKOT Ha 12 Hege.1114 H 
Ro3aTa Ha KopTsKocreposRHTe ke ce 
Hamarm Ha < 10 mg Ha ReH prednisone sns 
eKSI4BalleHTeH JleK 

4. cTeneH 
1411 14 noTspReH Stevens-Johnson 
csRapom (SJS) 1411 14 TOKCI411Ha 
enszepmanHa HeKnons3a (TEN)I  

TpajHo Ra ce npeKHHe neKysarbeTo co 
Tecentriq 

CHHapom Ha 
MlljacTelluja/ 
rusjaceTemtja rpautte, 
Guillain-Barre-ou 
au Hapom, 
meHHHroetutetimmiTHe 14 
nape3a (bauiljaalle 

1iape3a (Pausjause creneH 1 1411 14 
2 ga ce npeKHHe co Tecentriq. 

TpeTMaHOT 11OBTp0H0 mo)ce Ra ce 3ano4me 
co noRo6pysalbe Ha CHMIITOMI4Te Ha 
creneH 0 HAB eTeneH 1 BO TeK Ha 12 
Heniens 14 ,E1OKOJ1Ky ce HamanaT 
KopTsKocTeponanTe ,L1HBBHO Ha < 10 mg 
prednisone HJIH exessaneHT 

Cffre creneHH Ha mHjacreHstieH 
CHHApom/mlljacTeHmja rpassc, 
Guillain-Barre-os csgspom 14, 
memeiroeHnetpanHTHC 

TpajHo Ra ce npeKHHe neKysaFbero co 
Tecentriq 

MHeaHTFIC ereneH 2,3 HJIH 4 TpajHO Ra ce npeKHHe neKysaffiero co 
Tecentriq 

IlaHicpeaTHTHe 3. 14,1114 4. creneH Ha 3ronemeHs 
cepymcm spe,sHocri Ha ampina3a 
lins nsna3a (> 2 x rrH) Hns 2. 
14J1 14 3. creneH Ha naHKpeaTsTsc 

Aa ce oRnoncs ynoTpe6aTa Ha Tecentriq 

JleKysaFbero monce Ra ce npoRonws Kora 
cepymcKwre speRHocrs Ha amana3a 14 
nsna3a ke ce noRo6paT Ro 0. WI 14 1. 
creneH so pamsKTe Ha 12 HeRens, BAH 
Kora ke ce nosnegar csmrrromsTe Ha 
naHKpeaTsTsc, Ro3aTa Ha 
KopTsKocreponasTe ke ce HamanH Ha < 10 
mg Ha Rex predniso I - 	B14BalleHTeH 
JleK 	 N e MEqk 

/ , C) _t 01-IE P4:414, 
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4. cTeneH HJIH peKypeHTeH 
namcpeaurnic OJJ 6HJI0 KOi 
creneH 

TpajHo Ra ce npenme nmsalber° co 
Tecentriq 

M nolCapooToc 

CTeneH 2 .  IU 14 HaR 4. CTeneH TpajHo Ra ce npenme neKyambeTo co 
Tecentriq 

HeepuTuc 2. creneH: 
(HHBO Ha KpeaTHHHH > 1,5 JJO 3,0 
X OCHOBHO HHBO HJIH > 1,5 J:10 3,0 
x FFH) 

ga ce oRnomm ynoTpe6aTa Ha Tecentriq 

AmBar1,m mo)Ke Ra npoRonmm Kora 
CHMIITOM14Te ke ce noRo6paT Ro 0. 14IIH 1. 
creneH 3a Bpeme OJJ 12 HegenH 14 Ro3a-ra 
Ha KopTHKocrepoHmfre Ra ce Hamarm Ha < 
10 mg Ha ReH prednisone HJIH 
exEmBaneHTeH JIeK 

3. 14 4. c-reneH: 
(HHBo Ha KpeaTHHHH > 3,0 x 
OCHOBHO HHBO HJIH > 3,0 x rrH) 

TpajHo Ra ce npennie nexyBaubeTo co 
Tecentriq 

mllowinic 2. HnH 3. creneH ga ce OXIONCH ynoTpe6aTa Ha Tecentriq 

4. creneH H.TIH peKypeHTeH 3 
CTeneH MHO3HTHC 

TpajHo Ra ce npennie neKyBarbeTo co 
Tecentriq 

Elepoicapooja.noo 
3a6onyeaiba 

1. creneH nepuKapRHTHc „Eta ce 0,11.110>KH ynoTpe6aTa Ha Tecentriq 

2. cTeneH arm noseke TpajHo Ra ce npenme neKyaalbe-ro co 
Tecentriq 

XemearOLUITHII 
JIHM4/0XNCTOUNTO3N 

CycneKrHa xemearomaTHa 
m4m(4oxHc-ronwro3a 

TpajHo Ra ce npeKHHe co Tecentriq 

ZIpyro 11My110.110 WICH 
oecakaoo peatc000 

2. HJIH 3. c-reneH ,L(a. ce ofinomm ynoTpe6aTa ,RoReKa 
Hemal-1141e peaKtm He ce noRo6paT Ro 
0-1. creneH 3a speme oR 12 HeRenH, 14 
Ro3aTa Ha KopTHKocrepokamTe Aa ce 
HamanH Ha < 10 mg Ha ReH prednisone NAH 
examtaneHTeH neK 

4. CTeneH WM pexypeffreH 3. 
creneH 

TpajHo Ra ce npenme neKyBaube-ro co 
Tecentriq (ocBeH eaaoKfflona-rma 
KOHTp0J1HpaHH CO X0pM0H 3amecTHTenHa 
TepanHja) 

Oc-raoaTo 	Hemmini 
paklIFIN 

Tewooa Mogemimtem BO TpermaHoT 

Peak11111 14 	n0op3ami 	co 
HadealljaTa 

ii 
" 

	

-..e 	ue 

1. HJIH 2. creneH 

uii,---/  - z 	
sl'i. P 

Ra ce HamanH 6p3HHaTa Ha Hey3HjaTa 
ono npoopemeoo Aa  ce npeKooe Hebkomm 
npomeoa. flen:taubem mo)Ke Ra ce 
npoRonxm Korn peaKuHja-ra ke ce nmmeile 
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3. kinki 4. cTeneu TpajHo Aa ce npexHHe nexyHafbeTo co 
Tecentriq 

  

ALT = anaHHH ammioTpaHccpepa3a; AST = acnapTaT amHHoTpaHceepa3a; ULN = ropHaTa rpaHHua Ha HopmanaTa. 
HanomeHa: CTeneHoT Ha TOKCH4HOCT Tpe6a na ce onpegyHa cnopen momeHTanHo Hawegnan Bep3Hja Ha 
3aeLIHFI4KHOT TepMHHOJI0111K14 xpwrepHym 3a HeCaKaHH nejarHa Ha HaHHOHaJIHHOT HmTHTyT 3a KaHuep (aHrfmcio4 
National cancer institute common terminology citeria for adverse eventc, NCI-CTCAE). 

He3ankicHo OJ Te)KHHaTa 
2 Ra e Hanpam neranHa napnHjanHa enanyamija co uen na ce nerepmHimpa ernonormj gra H Ha ce Renyna coonHerfto 

11oce6Ha nonynauuja 

Heäujampuoca nonvnauuja  
Be36efflocTa 14 44KacHocTa Ha neKoT Tecentriq Kaj gena H asonecueifru nomnum oR 18 
rozuniu ceynrre He e yrsp,seHa. MOMCHTBJIHO xtocTanHuTe no,saTonu ce 01114111aH14 BO Renoskrre 
4.8, 5.1 14 5.2, Ho He mowe Aa  ce HanpasaT npenopam 3a p,o3upame. 

Cmapu nutia  
CnopeR nonynauucKa (PapmaKonmeTcKa aHanH3a, He e noTpe6Ho Aa ce npunaroÄysa go3aTa Ha 
neKoT Tecentriq Kaj naunewru Ha so3pacT oA > 65 rozu4Hu (simeTe so Aenoskrre 4.8 14 5.1). 

A3UCKU nauueumu  
Hopanki 3ronemeHaTa xemaTonounca TOKCIPIHOCT 3a6enewaHa Kaj amcKkrre nauneffru so 
cTy,s,ujaTa IMpower150, ce npenopagysa nogeTHaTa Ao3a Ha paclitaxel Aa  143Hecysa 175 mg/m2  
Ha ceKou Tp14 Heitenn. 

Outnlernerla Oymcuuja xa 6y6pe3ume  
Cnopezt nonynauncKa (PapmaKoKuHeTcKa aHanu3a He e noTpe6Ho Aa  ce npunaroAysa Ao3aTa Kaj 
naumewru co 6.saro 14J1 14 ymepeHo ourreTeHa chHKuuja Ha 6y6pe3Hre (mem Aen 5.2). 
FIfflaToukrre 3a ynoTpe6a Kaj nanuewru co Telma ourreTeHa emmuja Ha 6y6pe3H ce npemHory 
orpaHugeHu 3a Aa  Bp3 ocHosa Ha HI4B ce ,aoHece 3aKnytiox 3a Taa nonynauuja. 

Otumemeua efacyuja Ha upu äpo6 
Cnope,s nonynauucKa (PapmaKonmeTcKa aHanu3a, He e noTpe6Ho Aa  ce npunarogyea Ao3a Kaj 
naunewrm co necHa unu ymepeHo onrreTeHa (PyHKuuja Ha npH Rp06. Tecentriq He 6un 
ucrurrysaH Kaj nannewru CO Te111K0 owTeTysarbe Ha cpymmujaTa Ha LIpH140T Ap06 (EumeTe Ren 
5.2). 

Ovuxuuouanert ECOG cmamyc > 2  
Flaumeirril co enalmoHaneH ECOG (Eastern Cooperative Ongology Group) cTaTyc > 2 He 6une 
BKJir4e1-114 BO KJIHHHHKI4Te mem 3a neKysaffie Ha, TNBC, ES-SCLC, 3a BTOpOJIHHHiCK0 
neKysafbe Ha ypoTeneH KapunHom (UC) H HCC (sugeTe zlenosu 4.4 H 5.1). 

r. 

_,.e. DHE p,i_ ,, 4/4,_ , 
VI ME-4
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Hatn4H Ha ynoTpe6a 

Baxmo e ja ce npoeepaT HanenHmaTe Ha nponnognTe 3a p,a ce ockwypa geKa npaannHaTa 
cpopmynalmja (nurrpaaeHcKa HnH cynKyraHa) my ce gaaa Ha nannewroT, KaKo IIITO e 
nponnwaHo. 

Tecentriq nunpaaeHcKaTa (bopmynaunja He e HaMeHeTa 3a cynKyraHa agmmincTpannja H Tpe6a 
ce agmkumcwnpa camo npeKy mHTpaaeHcKaaHemja. 

Hey3nwre He cmeeaT Aa ce agmaHncTpapaaT KaK0 6p3a 14J1 14 60.11yCHanHTpaaeHcKa nuemja. 

flannewrwre KOH BO momeHToT nimmaal' knfrpaBeHcKa (Fopmynannja Ha Tecentriq mowe ga ce 
npeft)pnaT Ha TepanHja co atezolizumab paclaop 3a 14*K-wanz WEIH o6paTHo. 

FlotieTHaTa go3a Ha nirrpaaeHcKaTa (bopmynannja Ha neKoT Tecentriq mopa Aa ce agmknincTpnpa 
BO nepHo.z og 60 MI4HyTH. AKo nanneHToT go6po ja nogHece nimm nue3nja, cnTe cnegun4 
141445/314H MO)KaT ga ce agmnHnewnpaaT BO nepnog o.i 30 MI4HyT14. 

3a ynaTcTaa 3a pa3pe,gyaebe 14 paKyaarbe co neKoT npeg ,ga ce ynoTpe6n, angeTe BO genoT 6.6. 

4.3 KOHTpaHHJIHICaULHH 

flpegyacTanTenHocT Ha atezolizumab HJIH Ha HeKoja 0,E( HOMOLIIHI4Te JleKOBI4TH cyncTammn 
HaaegeHn BO ReJlOT 6.1. 

4.4 Hoce6HH meptcH Ha npeTnaunaHocT H noce6HH Hpoynpeesama 3a ynoTpe6a Ha JleICOT 

Cfle)11114BOCT 
3a Aa ce Hogo6pH cne,asnmocTa Ha 6H0110111KHTe neKoall, HmeTo 14 6pojoT Ha cepljaTa Ha 
ynoTpe6eHnoT JIeK noTpe6Ho e jacHo Aa ce eangeHTnpaaT (Hasegal). 

I4myHonoua4 nocpegyaaHn HecaKaHn peaKuum 

floaekeTo 14MyHOROLIIKI4 nocpegyaaHn HecaKaHn peanum (allF.E1HCKH immune-related adverse 
reactions) KOH ce jaanne BO TeKoT Ha neKysaubeTo co atezolizumab ce noaneKne co npmapemeH 
npeKnH Ha ynoTpe6aTa Ha atezolizumab 14 Boseesehe Ha KopTnKocTepongn 14/14.am cynopTnaHa 
rpnwa. 3a6ene)KeHn ce 14MyHO.T10111KH nocpegysaHn HecaKaHn peaKunn KOH 3eaTnne noaeke oij 
egeH Tenecell cncTem. 14MyHOJIOLLIKH nocpegyaaHn HecaKaHn peaKu,nn noap3aHm Co ynoTpe6a 
Ha atezolizumab mo)KaT ga ce jaaaT H nocne ynoTpe6a Ha nocnegHaTa go3a o,a osoj .neK. 

AKo HOCTOH comHew 3a nmyllynouno4 nocpegyaaHn HecaKaHn peaKLU4H, noTpe6Ho e Aa ce 
cnposege geTenHa nopuema 3a Aa ce noTapgn eTnonornjaTa 14J1H Aa ce ncKnyqaT ppm,' 
npHHHHHTe.rai. Bo 3aBHCHOCT op, TemaiHaTa Ha HecaKaHnTe peaman, Tpe6a ita ce 0,E(J10)KH 
ynoTpe6aTa Ha atezolizumab H ga ce npkimeHaT KopTmocTepongn. flocne nogo6pyaaube go < 
1.cTeneH, ynoTpe6aTa Ha KOpTHKOCTep 	!TWA/ 	e npennie co nocTeneHo HamanyBalbe Ha 
go3aTa BO nepnog og > 1 meceu. leetöietmigt- paHH9eH14 nogaTonn OJE KIIHHHIIKHTe 
nenkrryttauba Kai nalmeHT14 Kai KOH 	 nocte aHnTe HecaKaHn peaKunn He mowene 
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n: 
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ce KoHTponnpaaT co cmcTemcm4 icopTnicocTeponAn, mo>xe Ra ce paarnem ynoTpe6a Ha gpyrkt 
CI4CTeMCK14 nmyHocynpecnsm. 

Jlekysamerro co atezolizumab mopa TpajHo Aa ce npeKHHe BO cnyqaj Ha 6nno KOH nmyHonouncm 
nocpeRysaHm HecakaHn peaminn 0,L( 3.CTeIleH KOH 11OBTOpHO ce jaByBaaT HJIH BO cnyqaj Ha 6HJIO 
K014 14MyHOJI0IIIKI4 nocpe)I ysaH14 HecakaHn peamman OZ( 4.cTeneH, CO PICKJIrlOK Ha 
eHmkpmHonaTnja KomponnpaHa co xopmoHcKa 3amecTkrrenHa Tepannja (snReTe Renosn 4.2 14 
4.8). 

Kaj nannewrn co seke nocToeqica asTonmyHa 6onecT, noRaronwre OL oncepsannoHnTe CTy,L(14H 
cyrepmpaaT Reim p14314KOT 0,£( nmyHo-nocpeRysaHn HecalcaHn peaK141414 no nmyHOBOLIIKa 
„qeknonwr" mHxn6wropHa Tepannja momce Ra ce 3ronemn so cnopeR6a co p14314KOT Kai 
nattnewrm 6e3 npeTxoRHo nocToeqxa asTonmyHa 6onecT. g0110JIHHTeJIHO, el11430,1114Te Ha HanaR 
14n snoutysaube Ha OCHOBHaTa aBT014MyHa 6onecT 614JIe tleCT14, HO nosekeTo 6nne 6narn 14 
mowene Ra ce KoHTponnpaaT. 

Plititynallouncu nocpedyean nneymonumuc 

kBo KnmHmqxwre cTyRnm co atezolizumab 3a6enewaHn ce cnrian Ha nHeymoHnTnc, sx.nyqysajkn 
cnyqam co cmpTeH mcxoR (smReTe Aen 4.8). flammeHTnTe Tpe6a 6nRaT Ha6.rbyRysaHn 3apaR1 
momma nojasa Ha 3Hamm 14 C14MLITOMH Ha nHeymoHnTmc H Tpe6a Ra ce mcKnyqaT cwre Rpyrn 
npientun4 KOH He ce HMyHOJI0111K14 1-10CpegyBaH IlHeBMOH14THC. 

Bo cnyqaj Ha nHeymoHnTmc 2.cTeneH Tpe6a Ra ce 0,L(.110)104 ynoTpe6aTa Ha atezolizumab H Ra 
ce soseite Ro3a 0,L( 1-2 mg/kgrenecHa TexcnHa/ReH prednisone HJIH emm4sanewreH nm AKO 
CHMLITOMHTe ce noRo6paT Ro < 1.cTeneH, ynoTpe6aTa Ha KopTuxocTeponRm Tpe6a Ra ce 
npeKknie co nocTeneHo Hamanysathe Ha Ro3aTa BO nepnoR o,q > 1 mecett. JleicysaFbeTo co 
atezolizumab momce Ra npoRonwn aKO HacTaHnTe ce no,go6paT Ro < 1.cTeneH BO pamkm Ha 12 
HeRenn, a Ro3aTa Ha kopTmcocTeponAm ce Hamann Ha < 10 mg Ha Reit prednisone HJ1H 
eksmsanewreH mex. JleicysarbeTo co atezolizumab mopa TpajHo Aa ce npennie so cnyqaj Ha 
IllieyMOH14THC 3. HJIH 4.CTelleH. 

Plieuo.notuKu nocpedyean xenamumuc  

Bo KIIHHHIIKI4Te CTyjUHH co atezolizumab 3a6enewaHm ce cnyqam Ha xenaTkunc, oR K014 Heiton 
nmane cmpTeH ncxoR (snReTe Ren 4.8). flannewrwre Tpe6a Aa ce Ha6.rhyRysaaT 3apaRn moxcHa 
nojasa Ha 3HaL(14 14 CHMLITOMH Ha xenaurrnc. 

BpeRHocTkrre Ha acnapTaT amnHoTpaHc4)epa3a (AST), anaHnH ammoTpaHccPepa3a (ALT) 14 
6nnmpy6km Tpe6a j a ce kowrponnpaar npeR nogeToKoT Ha nekysarbe co atezolizumab, 
nepmoRnitHo BO TeK Ha nekysaFbeTo 14 ceicorant kora e mtentnpatio Bp3 OCHOBa Ha KJII4H1411Ka 

npomeHica. 

Kaj nanneHurre 6e3 HCC,ako HacTaHnTe oR 2.cTeneH (ALT 
6nnmpy6ki BO 9sTa > 1,5 — 3 x 	TpaaT 110,L(0J1F0 o 
ynoTpe6aTa Ha atezolizumab 14 Ra ce soseRe 1-2 mg/kg T  

> 3-5 x 1TH 14J114 
a Ra ce oRnomcm 

rednisone HJ1H 
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eKB14BaneHT. AKO HacTaHmTe ce noRo6paT Ao < 1.cTeneH, ynoTpe6aTa Ha KopTmKocTepomos 
Tpe6a Aa  ce npeKmHe co nocTeneHo Hamanysaffie Ha RosaTa BO nepmoR (IR > 1.mecem. 

JleKysalbeTo co atezolizumab mo)Ke Aa  ce npoRon)Km aKo HacTaHmTe ce noRo6paT Ro < 1.cTeneH 
so pamKkrre Ha 12 HeRenm, a RosaTa Ha KopTmKocTepom,Rm ce Hamanm Ha < 10 mg Ha HeH 
prednisone mnm eKsmsaneHTen neK. JleKysarbeTo co atezolizumab mopa TpajHo Ra ce npeKmHe BO 

cnyqaj Ha HacTaH 3. HHH 4.cTeneH (ALT 14J1 14 AST > 5,0 x rru HH 14 6HnHpy6HH BO KpsTa > 3 x 
rn-). 

Kaj nanmeHTm co HCC, TpeTmaHoT co atezolizumab Tpe6a Aa  ce npeKmHe RoKonKy speRHocTmTe 
Ha ALT 1411H AST ce noKaqaT Ha > 3 Ro <10 x rTH 0,/t HopmanHwre speRHocTm Ha 110t1eTOKOT, 

1411H > 5 ,a0 <10 X rni Kaj nammeHTm Kaj KOH speRHocTmTe 6mne OA > 1 1TH ,Lp <3 x FFH Ha 
141114 > 8 Ro <10 x rrn Kaj naumewrm Kaj KOH speRHocTwre 6H11e Oa > 3 fru go 

<5 x 1TH Ha HOtleTOKOT, H nepsmcTmpaaT noseke oR 5 go 7 ReHa, H Tpe6a Aa  ce 3anoinie co 1 Ro 
2 mg/kgTT/ReH co prednisone 141114 eKBHBaJICHT. gOKOJIKy HecaKaHoTo RejeTso ce noRo6pm 
< CTeneH 1, TepanmjaTa co KopTmKocTepomm Tpe6a nocTeneHo Aa  ce Hamanyaa BO 119140H > 1 
mecen. 

TpeTMaHOT co atezolizumab mowe ,Ra ce OTI1011He HOBTOpHO ZIOKOJIKy HecaKaHoTo Rejciso ce 
no,io6pH Ha < CTeneH 1 BO TeK Ha 12 Hegenm m KopTmKocTepomerre ce HamanaT Ha < 10 mg 
prednisone HnH eKsmsaneHT Ha ReH. TpeTMaHOT co atezolizumab mopa Tpajuo Ra ce npenme 
,»KonKy ALT mnm AST ce sronemaT ,Ro > 10 x FFH 141114 sKynHmoT 6mnmpy6mH ce sronemm 
> 3 x rni). 

Hmyitanotunt nocpedyeau Kanumuc 

Bo KIIHHI4tIKHTe CTyR14H co atezolizumab 3a6ene)KaHm ce cnyqam Ha Amjapea 14111 KOJIHTHC 
(smReTe ,Ren 4.8). flaumeHTwre Tpe6a Aa  ce Ha6shyRysaaT sapaRm momma nojasa Ha sHamm 14 
CHMIITOM14 Ha KOJIHTHC. 

YnoTpe6aTa Ha atezolizumab Tpe6a Ra ce OATIONCH so cnytiaj Ha Rmjapea 2. WW 3. cTeneH 
(sronemysalbe sa > 4 CTOJIHLI14/,aeH BO 0,LIHOC Ha flogelsa speRHocT) KUH KOJIHTHC 
(C14MIITOMaTCK14). Bo CJIriaj Ha Rmjapea 14314 KOJIHTHC 0,a 2.cTeneH, aKo CHMIITOMHTe 
npesmcTmpaaT > 5 ReHosm 141114 nosTopHo ce nojaBaT, Tpe6a Aa  ce soseRe 1-2 mg/kgTT/,ReH 
prednisone 141114 eKsmsaneHTeH neK. Bo cnyqaj Ha Rmjapea mnm KOJIHTHC Oa 3.cTeneH Tpe6a ,Ra ce 
3anotnie neKysaube co mwrpaseHcKm KopTmKocTepomRm (1-2 mg/kgTT/ReH methylprednisolone 
141114 eKsmsanewrm). OTKaKo ICe ce no,Ro6paT CHMHTOMHTe, Tpe6a Aa  ce BoBeRe neKysafbe co 
prednisone H1114 eKBHBaJleHT BO 0a03H Qa 1 ,LIO 2 mg/kgTT Ha ReH. AKO CHMIITOM14Te ce no,Ro6paT 
Ao < 1. cTeneH ynoTpe6aTa Ha KopTmKocTepomet Tpe6a Ra ce npeKmHe co nocTeneHo 
Hamanysaube Ha RosaTa BO spemeTpaeffie BO nepmoR oR > 1.meceu. JleKysarbeTo co atezolizumab 
mo)Ke Aa  ce npoRnomm aKo HacTaHmTe ce no,Ro6paT Ro < 1.cTeneH BO paMKI4Te Ha 12 HeRenm, a 
RosaTa Ha KopTmKocTepomRm ce Hamanm Ha < 10 mg prednisone mnm eKsmsanewreH neK Ha ReH. 
JleKysaubeTo co atezoliz 	 Ho ,Ra ce npeKmHe so c.nytmj Ha Rmjapea 141I 14 KOJIHTHC oA 
4.cTeneH (onaceH no 	 14umpaHa HTHa mwrepsemmija). Tpe6a Ra ce semaT BO 

e 	s, 
t 0' 

< s fi 
i 	 g: 1:73' 	 14  

\ s ei 0 
• s HKu? 



ripegam,EL noTemw4jaJIHI4Te KOMM 1,1KaL(14 14 02 racTpomurrecTuHanHa riep(Popawija acotimpaHa co 
KOJIIITIIC. 

Ilmytionottacu nocpedyeanu enäpoeuxonamuu 

Bo K1114H144K14Te cTynkni co atezolizumab 3a6enewaHH ce x14noTHpeo3a, minepTHpeo3a, 
knicyclmumeHnHja Ha HaR6y6pema14 xne34H, X14110(1)14314THC 14 diasbetes mellitus THn 1, 
sknymysajkm 14 RHja6eTHiffla KeToanHno3a (sHneTe nen 4.8). 
flanHeHTHTe Tpe6a na ce Ha6sbynysaaT 3apaRH momma nojasa Ha K.TI 14HWIKI4 3HB1114 14 CHMEITOM14 
Ha enamTHHonaTHja. cbyHKLu4jaTa Ha THpoHRHaTa wne3Ra Tpe6a Aa ce nposepH npeR nogeTok 
Ha nekysaubeTo co atezolizumab 14 Ra ce xowrponHpa nepHonHinio so TeKOT Ha nekysalbeTo. 
Tpe6a ce pa3rneRa coonseTHo nekysebe Ha nanHeHTHTe K014 Ha notieTokoT Ha nekysa}beTo 
HmaaT oTcTanysaFba BO HaoRwre Ha TeCTOB14Te 3a 41)y}amjaTa Ha THpoHnHaTa wne3,na. 

AcHmnTomaTcm4Te nau,HeHTH CO oTcTanysalba BO Haonkrre Ha TCCTOBHTC 3a clemawja Ha 
THpoHnHaTa *Ileum momcaT Aa npilmaaT atezolizumab. Bo cnytiaj Ha cHmnTomaTcka 
xHnoTHpeo3a Tpe6a Aa ce 02110)KH ynoTpe6aTa Ha atezolizumab 14 110 noTpe6a Ra ce sosene 
xopmoH HaRomecTwrenHa TepanHja. 1/13onHpaHa x14noTHpeo3a mowe na ce nekysa co 
HaRomecTwrenHa Teparmja 14 6e3 kopnwocTepoHRH. Bo cnriaj Ha cHmnTomaTcka minepTHpeo3a 
Tpe6a Aa ce onnom4 ynoTpe6aTa Ha atezolizumab 14 no noTpe6a na ce Bosege nek Koj ja 
noTHcHysa (PywcumjaTa Ha THpoHRHaTa mcne3na. jlekysaibeTo co atezolizumb mo)Ke Aa 
npoRomku Kora CIIMEITOMI4Te ke ce cTasaT non KOHTpOJIB, a (1)yman4jaTa Ha THopHRHaTa )kne3na 
ke notiHe j a ce nono6pysa. 

Bo cnriaj Ha cHmnTomaTcka HHcycknuieHnHja Ha Han6y6pemma wne3na Tpe6a 	ce 02.1.10)K14 
ynoTpe6aTa Ha atezolizumab 14 ,aa ce sosene nexysafbe co HHTpaseHcm4 kopTokocTepoRH (1-2 
nig/kgTT/ReH methylprednisolone 14214 emwsanewreH nek). 
OTKaK0 ke ce nono6paT cHmnTomyrre, Tpe6a ,rta cnenH nmsaFbe co prednisone 14214 
eKB1413aJleHTeH JleK BO 20314 0,E( 1 20 2 mg/kgTT Ha ReH. AKO cHmirromwre ce noRo6paT Ro < 1. 
cTeneH ynoTpe6aTa Ha kopTincocTepoHnH Tpe6a Aa cc npenme co nocTeneHo Hamanysalbe Ha 
Ro3aTa BO spemeTpaefbe BO nepHoR Oq > 1 mecen. JImsaibeTo co atezolizumab mowe Aa cc 
npo,n,on)kH aKo HacTaHwre ce noRo6par no < 1. cTeneH BO pannagre Ha 12 HenenH, a no3aTa Ha 
KOpT14KOCTep014214 ce HamanH Ha < 10 mg prednisone 11214 exsHsaneHT Ha neH, a cocToj6aTa Ha 
naumewroT cc cTa6HnH314pa co HanomecTwrenHa Teparmja (am Toa e noTpe6Ho). 

Bo cnygaj Ha X1411414314T14C 2. HnH 3. cTeneH Tpe6a Ra ce onnowm ynoTpe6aTa Ha atezolizumab 
14 2a ce 3an0inge co HHTpaseHcko nmsalbe co kopTHkocTepoHnH (1-2 mg/kgTT/neH prednisone 
141114 eksHsaneHTeH nek), a no noTpe6a 	ce 3anoinie 14 XOpMOH HaRomecnrrenHo nmsaube. 
0-mako ke ce nono6paT cHmnrrommTe, Tpe6a Aa cc nponon)km nmsam co prednisone 14214 
eKI314BaJleHT nek BO ,q0314 oR 1 no 2 mg/kg Ha neH. AKO CHMEITOMHTe ce nono6paT Ro < 1. cTeneH 
ynoTpe6aTa Ha kopTkucocTepoHnH Tpe6a Aa cc npeicHHe co nocTeneHo Hamanysalbe Ha pi,o 3 a Ta BO 
BpemeTpame BO nep1404 on > 1 .mecen. Jleeseberro co atezolizumab mowe na cc np04nom4 aKO 
HacTaHmTe cc no4o6paT 40 < 1 .cTeneH BO paMKI4Te Ha 12 HeRenH, a 4o3aTa Ha KOpTHKOCTep014214 
cc HamanH Ha < 10 mg prednisone 141114 eKBI4BaJICHT Ha Rex 14 C 	 nameHToT cc 
cTa6H.r1H3Hpa co HanomecTwrenHa TepanHja (am) e noTpe6Ho). ic>llseivA4-, tezolizumab 
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11.114yHallOWKU nocp 

Bo KJIHHH'-IKHTe 
3ronemysaibe Ha 

Bo cnyqaj Ha diasbetes mellitus THI1 1 Tpe6a Ra ce soseRe neKysafbe co HHcynHH. Bo cnyqaj Ha 
xHneprnHKemHja > 3.cTeneH (rnyKo3a Ha rna)Ho > 250 mg/dl WW 13,9 mmol/1) Tpe6a Ra ce 
04110)KH ynoTpe6aTa Ha atezolizumab. JleKysaibeTo co atezolizumab monce ce npoitonx04 aKo 
ce socnocTasH meTa6onwma KoHTpona co micynHH HaRomecTkrrenHa TepanHja. 

frimwranouticu nocpedvean memm2oemie0anumuc 

Bo KnHHHqKwre cTyr14H co atezolizumab 3a6enewaHa e nojasa Ha mem4HroeHnecpankrrHe 
(sHReTe Ren 4.8). flahmeHTHTe Tpe6a Ra 6HRaT Ha6sbyRysaHH 3apaRH mo)KHa nojasa Ha 
KJ1 1411144K14 3HB1114 H CHI1TOM14 Ha MeHHHIETI4C 14414 exgelenknlic. 

Bo cnymaj Ha meHHHrHTHc Will einieankmic oi 6ano Koj cTeneH, neKysaubeTo co atezolizumab 
mopa TapajHo Ra ce npeKHHe. Tpe6a Ra ce soseRe neKysame co HHTpaseHcKH KopTHKocTeponam 
(1-2 mg/kgTT/ReH methylprednisolone Will eKsHsaneHTH). OTKBKO ke ce noRo6paT 
CHMEITOMHTO, Tpe6a Aa ce soseRe neKysaibe co prednisone H1114 eKsHsaneHT so 403H OJE 1 Ro 2 
mg/kgTT Ha ReH. 

PLeHanottacu nocpedyaana neaponamuja 

Kaj naumeHTH K014 npHmane atezolizumab 3a6enewaHH ce mHjacTeHksiKH ckumpom/ mmjacTeHmja 
rpasHc 144H Guillain-Barre CI4H4130M, KO 14 moncaT Ra 6HLaT onacHH 110 )KHBOT KaKo 14 nape3a 
(1)anHjanHc. flaulleHurre Tpe6a Ra 6HRaT Ha6s,y4ysaHH 3apan,H MO)KHH cHmnTomm Ha MOTOpHa H 
ceH3opHa HesponaTHja. 

Bo cnyqaj Ha mHjacTeHHqKH cHHRpom/mHjacTeHmja rpasHc HnH Guillain-Barre cHHApom on 6Hno 
Koj cTeneH, neKysaibeTo co atezolizumab mopa TapajHo Ra ce npeKHHe. Tpe6a na ce pa3rneRa 
sosegysaube Ha nmsalbe co CHCTCMCKH KopTHKocTepoHRH co prednisone HJ1H eKsHsaneHT BO 
403H oR 1 Ro 2 mg/kgTT Ha ReH. 

TpeTMaHOT co atezolizumab Tpe6a Aa ce npeKHHe Kaj nape3a clmilljanHc o,a cTenell 1 HJ1H 2, 14 
Tpe6a ,L(a. ce 3eme BO npeRsHR TpeTmaH CO CHCTCMCKH KopTHKocTepoHRH (1 40 2 mg/kg bw/4eH 
prednisone 14414 eKsHsaneHT). Co TpeTmaHoT monce nosTopHo Ra ce 3anoinie camo POKOJIKy 
HacTanH nenocHo onopasysawe. TpeTmaHoT co atezolizumab Tpe6a TpajHo Ra ce npeKHHe Kaj 
nape3a (PanHjanHc oR cTeneH 3 HJII1 4, HnH 6Hno Koja Rpyra HesponaTHja Kaj e Hella u,enocHo 
onopasysaibe no npexHH Ha TepanHjaTa co atezolizumab. 

TpeTmaHoT co atezolizumab mopa TpajHo qa ce npeKHHe so cyqaj Ha MI4eRHTHC 04 cTeneH 2, 3 
144H 4. 

3a6ene)KaHa e nojasa Ha naHKpeaTHTHc, sKnyqysajkm 
Ha amkum3a H nmna3a (3H4eTe Ren 4.8). flanHeHTHTe 
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Tpe6a summaTenHo ,Aa ce Ha6.neAysawr 3apaA1 momma nojasa Ha 3Hann 14 CHMITTOM14 KOH 
ykawysawr Ha naHkpeaTHTHc. 

Bo cnyilaj Ha 3ronemeHH cepymcia4 spenHocTH Ha amnna3a 14,1114 nilna3a > 3.cTeneH (> 2 x FFH) 
HnH nampeaTHTHc 2. 141114 3.cTeneH Tpe6a Aa ce OX10)104 ynoTpe6aTa Ha atezolizumab 14 Aa ce 
sosene nexysalhe co HHTpaseHcm4 KopTiecocTeponAH (1-2 mg/kgTT/AeH prednisone HJIH 
emillsaneHT). Kora cilmrrromwre ke ce no,Ao6pwr, Tpe6a Aa ce nparxonmax nexysafbe co 
prednisone I4J114 eksmataneHT BO ,a0314 0,LI 1 Ao 2 mg/kgTT/AeH. JlekysaileTo co atezolizumab 
mowe Aa ce npognoilax Kora cepymciarre spezmocTil Ha amHna3a H nilna3a ce noAo6pwr AO < 
1.cTeneH BO pammxTe Ha 12 HezenH, 1411H Kora ke ce nosneilaT cHnTomwre Ha naHxpeaTHTHc, a 
no3wra Ha kopTilxocTeponA ce HamanH Ha < 10 mg prednisone HJ114 exsilsanewreH nek Ha AeH. 
nekysaxbeTo co atezolizlumab mopa TpajHo ,Aa ce npexame BO cnyilaj Ha namcpwrilTmc oA 
4.CTelleH HJIH pexypeHTeH namcpeaTHTilc OA 6ilno KOj cTeneH. 

Plivonionowicu nocpedyean muoicapäumuc 

CnyilaesH Ha mmokapAHTHc, sknyilwrenHo (barranHH cnyilaesH 6ilne 3a6ene)cam4 co 
atezolizumab (mmeTe Aen 4.8). FlanileHurre Tpe6a na ce Ha6.rbyresawr 3apaAH momaxa nojasa Ha 
3Ha1UH 14 CIIMIITOMH Ha mmokapnHTHc. MHOKapi114THC mowe Aa  6H,L10 14 !UI 14H1411Ka mam4(1)ecTanHja 
Ha MHO3HTHC 14 Tpe6a na ce TpeTilpa cooAseTHo. 

flauseHTH CO xapAiljanmx HJ1 14 kapAHorenmoHanmx cHmrrromil Tpe6a Aa 6HAaT HCIIHTaHH 
3äpa,s14 eseHTyaneH mHoxapAHTHc, co nen Aa ce ocilrypa 3anoiliesalbe co COO,LIBeTHH meplax BO 
paHI1Te 4m3H. gOKOJIKy HOCT014 comHemc 3a MHOKapgHTHC TpeTamHoT co atezolizumab Tpe6a ,Aa 
ce npeKi4He, 14 seAHaul Aa ce 3anotoie co cHcTemcm4 kopTilkocTepoilAil co ,/103H 0,/1 1 ,Ao 2 mg/kg 
Tr/AeH Ha prednisone HA 14 elawsaneHT, H 'exmain Aa ce koHcynTHpa 'mgodw.flor H Aa  ce 3anoilHe 
TpeTmaH C01-11aCHO 1OCTOV1KHTe KJIHHIPIK14 11pOTOKOJIH. OTKaKO AiljarHo3aTa Ha mnoxapAHTHc e 
socnocTaseHa, TpemaHoT co atezolizumab Tpe6a TpajHo na ce npexilHe 3a mmokapenue an 
cTeneH > 2 (BH,L114 Aen 4.2). 

IliwynallotuKu nocpeayeati HeOpumuc 

Bo KIII4H14141CHTe CTy,aHH co atezolizumab 3a6enewaH e HepHT14C (sHAeTe Aen 4.8). FlailHewrwre 
Tpe6a Aa  ce Ha6.rbyAysawr 3a npomemi so peHanHaTa demaxilja. 

JlexysaH‚eTo co atezolizumab Tpe6a Aa ce oAnomax npH 2. cTeneH HeclerrHc, 14 Tpe6a Aa ce 
3anoinie TpeTmaH CO CHCT0MCK14 xopTHxocTeponAH BO Ao3a 04 1 ,a0 2 mg/kgTT/AHesHo 
prednisone Hnix exmillaneHTeH nex. TpeTMaHOT co atezolizumab mowe nowropHo na 3ano9me 
noxonxy coCToj6aTa ce nom6pH AO < 1. cTeneH 3a BpeM0 an 12 HeAenH, H Ao3wra Ha 
kopTywocTepoHAwre e HamaneHa Ha < 10 mg AnesHo prednisone 141114 examaneHTeH nek. 
TpeTMaHOT co atezolizumab Tpe6a TpajHo ,Aa ce npelame npH 3. 14JIH 4. cTeneH Ha HedTHTHc. 

HAIVH0.1101,11KU nocpedvecm .441,103UMUC 



HMyH0.110U1K0 noc 	 apaujannu 3a6anyeatba 

FlepmKapgmja 
KapnnjanHa T 

nymkrrenHo nepnKapgkrrnc, nepkwapgmjanHa edky3nja 14 
mo)Ke ga gooenaT go  iteTaneH HCXO,L1, 6nne Ha6n)nymaHn 
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Cnymam Ha M140314THC, BKnymkrrenHo 14 (PaTanHn cnyman, ce 3a6enewaHn co atezolizumab 
(ongeTe gen 4.8). flausexTkrre Tpe6a ga ce Ha6fhygyoaar 3a 3Hau,1 14 CHMLITOM14 Ha MH03HT14C. 

riaffleHT14 co mo)KeH M140314THC Tpe6a ga ce wiezu,' 3a 3Hann 3a exewryaneH M140Kapi114T14C. 

JOKOJ1Ky nannewroT pa3mme 3Hanm 14 C14114 11TOM14 Ha MHO3HTHC, Tpe6a BH14MaTeJIHO ga. ce 
Ha6.rbygyBa 14 ga ce ynaTn Ha noHaTamonnka nponeHa og cerpana Ha cneumjanncT, 6e3 
ognowymaibe. JleKykkakbeTo co atezolizumab Tpe6a na ce 0,11,110>KH npn 2. cTeneH lel 14 3. cTeneH 
M140314THC 14 Tpe6a Ra ce kiHnunpa TpeTmaH co KopTnKocTeponon (1-2 mWkgTT/nHeoHo 
prednisone Hnn eKonmaneHTeH neK). AKO cllmnTomkrre ce nono6paT go < 1. cTeneH, nocTeneHo 
HamanyoajTe ja go3wra KaKo IIITO e KR 14H141.1K14 nHekkipaHo. JleKymaubeTo co Tecentriq mowe 
nomTopHo na 3anomHe aKo HacTaHoT ce nogo6pn go < 1. cTeneH 3a opeme an 12 Hegenn, 14 

p,o3wra Ha KopTkwocTepongkrre e HamaneHa Ha < 10 mg RileBHO nepopaneH prednisone 1411 14 
eKommanewreH neK. TpeTMaHOT co Tecentriq Tpe6a TpajHo na ce npeKnHe npm 4. cTeneH 14.11 14 3. 
cTeneH peKypeHTeH M140314T14C, 1411 14 Kora He e MO)KHO ga ce Hamann go3aTa Ha 
KopTnKocTepongkrre go < 10 mg 111eBHO prednisone 3a xpeme og 12 Henenn no nojaBa Ha 
liaCTaHOT. 

IliwynanotuKu nocpedyeanu cepuo3nu Komnu necaxanu peamuu 

14MyHOJ10111K14 Ilpe,L1143B14KaH14 cepHounk KO)KHH HecaKaHn peaKumm_(SCARs), BKJ1r1HTe.11H0 

cnymaexm Ha Stevens-Johnson cnRopom (SJS) H TOKC1411H0 ennnepmanHa HeKponn3a (TEN), 
6nne npnjameHn Kai nannewrn Kon npkimane atezolizumab. floTpe6Ho e cnegekbe Ha nannewrkrre 
3a nojaBa Ha eileimanum cepno3Hm KO)KHH HecaKakni peaKunn co kicKnymymakbe Ha Apyrm 
npenn3Bkwysamm. BampaHo Ha Texo4HaTa Ha HecaKakurre peaKumm, atezolizumab Tpe6a ga ce 
npeKnHe Kai KO)KHH peaKumn og cTeneH 3 H Ra ce 3anomHe co TpeTmaH CO CHCTeMCKH 

KopTkwocTepongn co prednisone 1411H eKBHBalleHT CO Z103a og 1-2 mg/kgTT/gen. TpeTmaHoT co 
atezolizumab mo>Ke ga ce OTHOL1He nowropHo goKonKy nma nogo6pyoakbe go .--.... cTeneH 1 130 

TeKoT Ha 12 HeReJIM, 14 TepannjaTa co KopTmKocTepokkom ce pegynnpa Ha --•__ 10 mg prednisone 
14,11 14 eKB1413aJICHT Ha neH. TpeTmaxoT co atezolizumab Tpe6a TpajHo ga ce npeKnHe Kaj KO)KHH 

peaKumm og cTeneH 4, 14 noTpe6Ho e na ce anmkanicTpnpawr KopTikKocTepomgm. 

Kaj comHew 3a cepno3Hm KO)KHH HecaKakuk peaKuknk_SCARs, nanneHTkrre Tpe6a ga ce ynaTaT 
Kaj cnennjanncT 3a noHaTamonma gmjarHocTkwa 14 TpeTmaH. Atezolizumab Tpe6a na ce npeKnHe 
Kaj nannewrn co comHew 3a SJS HE 14 TEN. Kaj nummern,' cnyman Ha SJS lel 14 TEN, 
atezolizumab Tpe6a TpajHo ga ce npeKnxe. 

Co noce6Ho BllmmaHne Tpe6a ga ce pa3rnega KopncTelbeTo Ha atezolizumab Kaj nannewrm K014 
npeTxonHo mcKycnne Team HJIH xamoTo3arpo3yma4Ka Komma HecaKaHa peaKunja npep, 
TpeTmaHoT co gpyrm nmyHocrnmynarpoHn areHcm. 



npH TpeTmaH co atezolizumab (BHAH Aen 4.8). flaudieHTHTe Tpe6a Aa ce moHwropmpaaT 3a 
nojaBa Ha KJIHHHLIKH 3HaL(H H CHMHTOMH Ha nepHKapAHjamut 3a6onyBalba. 

3a cycneKTeH nepHKapAHTHc oA cTeneH 1, TpeTmaHoT co atezolizumab Tpe6a Aa ce 0,£(.110)KH 14 Aa 
ce Hmitutpa I4THa KoHcynTanHja co KapAttonor cornacHo KJIHM4LIKHTe BOAHLIH. 3a cycneKTHH 
nepHKapAHjanHH 3a6onyBaFba OA cTeneH > 2, TpeTmaHoT co atezolizumab Tpe6a Aa ce npelante, 
Aa ce 3anoinie BeAHaut co Teparntja co cHcTemcKH KopTHKocTepoHAH co Ao3a oA 1 Ao 2 mg/kg 
bw/day co prednisone W114 eKBHBaneHT H Aa ce HHHtutpa HTHa KoHcynTanHja co Kap,RHonor, 
COTJlaCHO KJII4H1411K14Te BOAHLIH. OTKaKO ke ce BOCIIOCTaB14 zutjarHo3a Ha nepHKapAHjanHo 
3a6onyBaFbe, TpeTmaHoT co atezolizumab Tpe6a TpajHo Aa ce npemtHe Kaj nepHKapintjanHwre 
3a6onyBaFba co cTeneH > 2 (B14,L(H Aen 4.2). 

Xemo0azoimmita numOoxucmouumo3a 

XeM04afOLLHTHa 1114M(1)0XHCTOILHT03a (HLH), BKJ1r1HTeJIHO (1FaTanifit cnyitaeBH, 611w npHjaBeHH 
Kaj naelex-1m Ha atezolizumab (BHAH Aen 4.8). HLH Tpe6a Aa ce 3eMe BO npeABHA Kora 
npe3eHTa1u4jaTa Ha C14H,VOMOT Ha ocno6oAyBaFbe Ha l(HTOKHHH e alltrauma Hnit npownweHa. 
Flau,HeHTHTe Tpe6a Aa ce cneAaT 3a npHcycTBo Ha KJII4H14LIKH 3HaL(14 14 CI4MIITOM14 Ha HLH. flpH 
comHe)K 3a HLH, atezolizumab mopa TpajHo Aa ce npemtHe H natuteHTHTe Tpe6a Aa 6HAaT 
ynaTeHH Ha cnewijanHcT 3a noHaTamounta AlljarHo3a H TpeTMaH. 

Ocmanamu 	 nocpeseecniu ttecaKanu pecucuuu 

flopagH mexam43moT Ha Aenyealbe Ha atezolizumab, mowe Aa ce nojaBaT 14 Apyrit noTemutjanmt 
14MyHOJIOWKH ripeAH3BHKaHH HecaKamt peanuet, BKJIrl 14TeJIHO 14 He-FmcPeKTHBeH ILI4CTHTHC. 

HanpaBeTe eBanyauntja Ha cHTe COMH14TeJIHH HmyHonouna4 npeAH3BHKaHH HecaKaHH peaKuttH co 
u,en Aa ce HcKnyqaT Apyrit nplentHH. flannewarre Tpe6a Aa 6HAaT cneAeHH 3a nojaBa Ha 3HanH 14 
cHmnTomn Ha HMyHOJ101.11K14 11pei(H3BHKaHH HecaKamt peaKuntH 14, 6a3HpaHo Ha cep1o3HocTa Ha 
peaKuHl4Te, Aa meHaumpaaT MO):(141:1)HKa1(14H BO TpeTmaHOT 14 KJIHHHLIK14 HH,L(14LuipaHHOT 
KopTHKocTepoHA (BHAeTe Aen 4.2 14 4.8). 

PeaKwut Ha NH4 3Hja 

3a6enewaHH ce pamtHH noBp3aHH co AaBaFbeTo Ha Hey3Hja co atezolizumab (BHAeTe Aen 4.8). 

Kaj nanHeHTH co pealatHja Ha HHe3Hja 1. 141114 2. cTeneH noTpe6Ho e Aa ce HamanH 6p3HHaTa Ha 
NH4 3HjaTa HnH npHspemeHo Aa ce npeKHHe ynoTpe6aTa. JleKyBalbeTo co atezolziumab Tpe6a 
TpajHo Aa ce ripeKHHe Kaj nanHeHTH co peaKuHja Ha HH(1)y3Hja 0,£( 3. NAH 4. cTeneH. flanmeHTFrre 
co peaKumja Ha Futemja OA 1.145114 2. cTeneH mo)KaT Aa npoAonwaT Aa npHmaaT atezolizumab 
noA cTpor HaA3op, a mowe Aa ce npitmemi 14 npemeenca ' 	THIII4peTHK 14 
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Ynompe6a Ha atezolizumab eo KoM6unauuja co bevacizumab, paclitaxel u carboplatin eo 
memacmamcKu HecKeamo3eu He-cumuoKnemogen KapuuHom Ha 6enu dpo6oeu (NSCLC)  

JIeKapwre Tpe6a simmaTenHo rH pa3rnesaaT Kom6HHHpaHwre p1431411,14 KOH npomnerysaaT os 
ynoTpe6aTa Ha TeparificKHoT pexcHm Koj ce COCTOH os geTHpH IleK0B14 atezolizumab, 
bevacizumab, paclitaxel 14 carboplatin npes notw.rot( Ha nm/Halbem (sHseTe so senoT 4.8). 

Ynompe6a Ha atezolizumab eo Kom6uHauuja co nab-paclitaxel eo mpemmaH Ha MemacmamcKu 
mpojHo He2amuße/1 Kaimulm/1 Ha dojKa (TNBC)  

HeyTponeHHjaTa H nepwPepHaTa HesponaTHja K014 ce jasysaaT 3a spende Ha TpeTmaHoT co 
atezolizumab 14 nab-paclitaxel, moxce ,ja 6HsaT pesep3H6Hnum co npeKHH Ha TepanHjaTa co 
atezolizumab 14/14JIH nab-paclitaxel. JIeKapwre Tpe6a sa ce nosificaaT Ha 361ipHHOT H3sewTaj 3a 
oco6marre Ha neKoT nab-paclitaxel 3a CHe1.1141411H14 mem,' Ha npeTna3nHsocT H 
KOHTpaHH,L(14KBHHH nosp3aHH CO OBOj JleK. 

Ynompe6a Ha atezolizumab 3a neKyeaffie Ha ypomenen Kapuunom (UC) Kaj npemxodHo 
HeneKyeaHu nauuenmu Kou He ce cmemaam noeodHu 3a neKyearbe co cisplatin  

1101-leTHHTe 14 nporHocTwucHTe KapaKTepHcTHKH Ha 6onecTa Kaj nonynanujaTa oi KoxopTa 1 BO 
crrysktjaTa IMvigor210 cesKynHo 6Hne cnopesnnsH co oHHe Kaj nanHeHTH O,L KNI4H141-1KB npaKca 
K014 614 ce cmeTane HenorosHH 3a neKysaibe co cisplatin, HO 1.101-0,M14 3a neKysathe co 
Kom6HHHpaHa xemoTepanHja 6a3HpaHa Ha carboplatin. Hella AOBOJIHO nosaTow4 3a no,arpynaTa 
Ha nanneHTH KOH 6H ce cmeTane HenorosHH 3a 6Hno Koj 06nHK Ha xemoTepanHja, na Kaj THe 
nau,HeHTH atezolizumab Tpe6a Aa ce ynowe6ysa co BHHMBHHe, nocne sHmmaTenHa nponeunca Ha 
MONO-1140T ORHOC OJE 6eHeCtil4T 14 p14314K 3a CeKOj noesmemeH namief-1T. 

Ynompe6a Ha atezolizumab eo Kom6uHauuja co bevacizumab, paclitaxel u carboplatin 

flaHHeliTH CO NSCLC KOH Hmane jacHa TymopcKa Hwinurrpawija BO ronemwre TopaKanHH Kr1BHH 
cum' 14JIH jacHa KaswranHja Ha nynmoHanHH Ne3H14, cnopes Haoswre so6HeHH co HMHHHHr 
TeXH14K14, 6Hne HcKnrieHH os permcwanHoHaTa crysHja IMpower150 no HeKosKy 3a6enexcaHH 
cnyitakt Ha (PaTanHa nynmoHarma xemoparHja, LUTO e 1103HaT p14314K (PaKTop 	TpeTmaHoT co 
bevacizumab. 
3apas4 HesocTaToK os nosaTotm, atezolizumab Kaj ropeHaseseHwre nonynatuffl Ha 11UHHTM 
Tpe6a i>a ce ynoTpe6yBa co ronemo sHHmaHHe nocne sHHHmaTenHa npoueffica Ha O)HOCOT 0,B 
6eHe4:114T H pH3HK 3a nauHewroT. 

Ynompe6a Ha atezolizumab eo Kom6uHauuja co bevacizumab, paclitaxel u carboplatin Kaj 
EGFR+ nauuenmu co NSCLC Kou umane npoepecuja Ha erlotinib+bevacizumab  

Bo cTysHjaTa IMpower150, Hella nosaTom 3a eclunecHocTa Ha atezolizumab BO Kom6HHanHja 
co bevacizumab;  paclit 	arboplatin Kaj EGFR+ naumeHTwre Kaj KOH Hmano npeTxosHa 
nporpecHja os erlo • kb* es47-m„,, 
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Ynompe6a Ha atezolizumab eo Kom6uHauuja co bevacizumab Kaj xenamouenynapen Kaptomau 
(HCC)  

floRaTonkne 3a HCC nanmewn4 co Child-Pugh B xenaTanHo 3a6onysalbe TpeTHpaHH co 
atezolizumab BO KOM61411anklia CO bevacizumab ce mHory RI4M14THpaHH 14 momeHTanHo HeMa 
pacnonofflmsm noRaTonm 3a HCC nanmeHr4 co Child-Pugh C 3a6onysame Ha upHmoT ßpo6. 

flau,meHTmTe TpeTmpaHm co bevacizumab mmaaT 3ronemeH pH3FIK OL xemoparmm, 14 cnriam Ha 
wumm racTpomwrecTmHasnim xemoparmm, BKJIy111,1TeJIHO 14 (PaTanHm nocneRmum, 6mne npmjaseHm 
xaj nammeHTm co xenaTonenynapeH xapumHom (HCC) TpeTmpaHm co atezolizumab so 
Kom6mHanmja CO bevacizumab. Kaj nanmeHTm CO HCC, CKHHHH1' 3a 14 nocneRosaTeneH TpeTman 
Ha e3o(4armjanHm sapmnecm Tpe6a ua  ce npasaT cnopeß yrspReHaTa xnkniminca npaxca npeR 
3ano9nesalbe Ha TpeTmaHoT co Kom6mHanmjaTa Ha atezolizumab 14 bevacizumab. Bevacizumab 
Tpe6a TpajHo Aa ce npexmHe xaj nammeHTm KOH mmane xpsapeme OJt CTeneH 3 NAH 4 oR 
Kom6mHmpaHaTa Tepanmja. Be monmme ynaTeTe ce Ha 3614pH140T m3sewTaj 3a 0C0614H14Te Ha 
nexoT 3a bevacizumab. 

)mja6eTec menkrryc mowe ce nojasm 3a speme Ha TpeTmaHoT co atezolizumab BO 

Kom6mHausja co bevacizumab. Aeimme Tpe6a Ra ja cneRaT speRHocTa Ha rnyxo3a so xpsTa 
npeR 14 nepmoRminio 3a speme Ha TpeTmaHoT co atezolizumab so xom6mHanmja co bevacizumab 
KaK0 IIITO e KJ1 14 H 14LIK14 HHI(141I14paHO. 

Ynompe6a Ha atezolizumab KaKo mouomepanuja 3a npeommucKu mpemman Ha memacmamcKu 
NSCLC 

geiminne Tpe6a Aa ro 3emaT BO npeRsuß, OJIJI0)KeHHOT 1104eTOK Ha ectiexToT Ha atezolizumab 
npe.L Ra 3ano4HaT CO HpB01114HHCK14 TpeTmaH KaK0 moHoTpeanmja xaj nammeHTm CO NSCLC. 
Florollem 6poj Ha CMpTH14 cnriam BO pOK OR 2,5 mecenm no paHRomm3mpalbero cneßeHo co 
np1go6msxa 3a RonropoliHo npexu4sysatbe 6mno 3a6enewaHo co atezolizumab BO cnopeR6a co 
xemoTepanmja. He mo)xen Aa ce HJ eHTmckwysa cmein-141144ex (Pawrop (m) nosp3aH co paHa cmpT 
(num Ren 5.1). 

llauiieHTM mcx.nrieHm Ou KJIHHHHK14Te mcnwrysauba 

FlausemTm CO cnemmse cocToj6m 6mne mcxnytieHm oR KJ1 14HHHK14Te mcnkrrysatba: mcTopmja Ha 
aBTOHMyHO 3a6onysaFbe, mcTopmja Ha IlHeBMOHI4T14C, aKTHBHH meTacTa3m BO MO3OKOT, ECOG PS 
> 2 (ocBeH 3a nanmeHTm co HanpeReH NSCLC K014 He ce noRo6Hm 3a Tepanmja 6a3mpaHa Ha 
nnaTmHa), HIV, meexnmja co xenwarnic B HJ1H C (3a flLU4HTM 6e3 xenaTonenynapeH 
Kapummom - HCC), CHT11144)HKaHTHO xapRmosacxynapHo 3a6onysame 14 11a414e11T14 CO 

HeaßexsaTHa xemaTonounca 14 opraficKa 4)yHKUHja. OR cTyRmjaTa 6mne mcxnytieHm 14 nanmeHTm 
KOH npmmmne mcmsa, aTeHympaHa saxmmum BO TCK Ha 28 ,L(e H a npeR smytlysaibeTo; CHCTeMCK14 

mmyHocTmmynmpa4a4 areurnm BO mwrepsan oR 4 HeRenm HJIH CHCTeMCK14 mmyHocynpecmsHm 
neKapcne so murrepsan oR 2 He)1 m'! npeR 3ano4esaubeTo Ha  GQ,  maze;,e,  •eanesTexm 
nepopaßuni HJI14 HHTpaBeHCKH aHTH6HOTHH14 BO murrepsan o.i 2 He 	a 	bzu6u» Bube Ha Viett „• 
CTyZIHCKHOT TpeTmaH. . 	 qQ e 42*-   e 	fr• <zr 
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KapTwinca 3a naumeHTH 

JIeKapoT Koj ro upenmumm neKoT mopa na pa3rosapa co naHHefrroT 3a pH3Hukrre an 
neKysaubeTo co neKoT Tecentriq. llauHewroT ke Ao6He KapTHinca 3a nameHTH, co Hanomella 
nem ceKoram mopa na ja HOCH co ce6e. 

4.5 HInepalmali co Apyru JICICOBH H Apyrif rhopma Ha Hinepalmla' 

He ce cnposeneHH (bopmanun4 (PapmaKoKHHeTcKH cTynkm 3a kurrepatamja nomety atezolizumab 
H 	npyrn neKosH. Bllnejkm atezolizumab ce en Hmknimpa an umpKynanHjaTa no naT Ha 
KaTa6onmam, He ce ogeKysaaT meTa6o.rnriKH HwrepaKHHH co npyrki neKosH. 

Tpe6a na ce H36erHysa ynoTpe6a Ha CHCTeMCKH KopTHKocTepoHnH 141114 HmyHocynpecHsH npen 
HOLICTOKOT Ha neKysarbeTo co atezolizumab 3aToa IIITO THe neKosH mo)KaT na snmjaaT Ha 
(PapmaKonHHamcKaTa aKTHBHOCT H e4H4KacHocT Ha atezolizumab. Mama, cHcTemcKwre 
KopTHKocTepoHnH WM npyrll HmyHocynpecHsH mo)KaT Ra ce ynoTpe6ysaaT 3a nmsalbe Ha 
HMyH011OWKH npenH3sHKaHH HecaKaHH peaKHHH nocne sosenysaube Ha atezolizumab (sHaeTe 
nen 4.4). 

4.6 Ilno3nocT, 6pemeHocT H muhe 

NCeHH BO penpoeKTHsHa so3pacT 

XeHmTe BO penponyKTHBHa BO3pacT mopaaT na yllowe6ysaaT ect,HKacHa meTona Ha 
Kowrpauenumja 3a speme Ha neKysaubeTo H }girre 5 mecem nocne neKysaubeTo co atezolizumab. 

BpemeHocT 

Hella nonaTous 3a ynoTpe6a Ha atezolizumab Kaj TpynHHHH. He ce cnposeneHH mem 3a 
elimacHocT Ha atezolizumab 93 pa3soj H penponyKusja. Crynknfre Ha WHBOTE-1H noKmane 
neKa HHxH6HuHjaTa Ha naToT PD-Ll/PD-1 Kaj 6pemeHm monenH Ha rnysum mowe na nosene no 
HMyHOROLIIKO npenH3sHKaHo oT4)pnauhe Ha ELTIOROT BO pa3soj H na nosene ,LIO CMpT Ha HCTHOT 
(BH/jeTe nen 5.3). OsHe pe3ynTaTH ynaTysaaT Ha mo)KeH p14314K Kora nopanH mexam43moT Ha 
nenysaube Ha atezolizumab, HerosaTa ynoTpe6a so 6pemeHocT mo)Ke na my HaurreTH Ha nnonoT 
H na nosene no 3ronemeHa cTanKa Ha a6opTyc HRH MpTB0pOgeHtle. 

Ilo3HaTo e neu xymaHHoT HmyHorno6ynHH G1 (IgG1) ja npoafa nnanewrapHaTa 6apHepa. 
BkinejkH atezolizumab e IgG1, mowe na »lite no Heros npeHoc O. majKaTa Ha nnonoT BO pa3soj. 

Atezolizumab He Tpe6a na ce ynoTpe6ysa BO TeKOT Ha 6pemeHocTa, oeseH so c.nyvaii Kora 
KnHHHincaTa cocToj6a Ha )KeHaTa no6apysa neKysebe co atezolizumab. 

TIo e m 
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He e no3HaTo AanH atezolizumab ce H3nailysa so majiwHoTo mneKo. EHAejkH atezolizumab e 
MOHOKJI0HaJIH0 amuren°, ce ogeKysa Reu. ke 6H,Re npHcyTeH BO 11pBOTO MJIeKO, a BO HHCKH 
KoHneHTpankn4 14 nocne Toa. He moxce Aa ce 14CKJIyIIH p14314K0T 3a HosopogewieTo/AoewieTo. 
3emajkH ro BO npeAsHA 6eHectwrroT Ha AoeibeTo 3a geTeTo HacnpoTH 6eHedHfroT og TeparmjaTa 
3a )KeHaTa, mopa Aa  ce AoHece ognyKa ganH ke ce npeKHHe RomeTo 145114 ke ce npeKHHe 
neKysatbeTo co neKoT Tecentriq. 

rl JI 0 egH 0 CT 

He ce ZIOCTaIIHH KJIHHHLIKH 1101(aTOW4 3a MO)KHHTe esi)eKTH Ha atezolizumab sp3 11J101WOCTa. He 
ce cnposeAem4 CTyi114H 3a penpogyKTHsHa 14 pa3sojHa TOCKWIHOCT Ha atezolizumab, met yroa 130 
26-HeAenHoTo Hcnkrrysarbe Ha TOKCHLIHOCT Ha HOBTOpJIHBH ,1103H Ha atezolizumab ce noKamcan 
pesep3H6HneH e() 1(T sp3 meHcTpyaanHHTe waknycH 11p14 nponeHeT AUC KOi 61411 npH6meKHo 6 
naTH noronem Og AUC Ha nanHeHTHTe KOH npHmane npenopagaHa Ao3a (sHgeTe gen 5.3). 
Hemano e(beKTH sp3 mannckrre penpo,gyKTHsHkrre opraHH. 

4.7 EeeKTH Bp3 cnoco6HocTa 3a ao3eibe H patcyaame co MaIIIHHI4 

Tecentriq mamcy snmjae Ha cnoco6HocTa 3a ynpasysaffie co BO3WrIa 14 paKysaibe co maumm4. 
fIamewrwre K014 ilysorsysaaT 3amop Tpe6a ,ga ce coseTysaaT ga He ynpasysaaT BO3HJIa 14 Ra He 
pä6oTaT co maun4HH »Reim cHmfrromwre He ce nomegaT (spmeTe gen 4.8). 

4.8 Hecalcalm mejeroa 

KpaTOK 0111,1C Ha 6e36efflocHHoT npodmn 

Be36eAHoora Ha atezolizumab KaKo moHoTepanHja ce 6a3Hpa Ha 36HpHH noAwroum co6paHH og 5 
039 nanmeHTH Og pa3J11411HH TymopcKH T14110BH. HajtiecTH HecaKaHH peaKnHH (>10%) &nie 
3amop (29,3%), HamaneH aneTHT (20,1%), upseHHno -paus (19.7%), malnimm (18,8%), Kanunina 
(18,2%), AHjapea (18.1%), nHpeKcHja (17,9%), mcnHeja (16,6 %), apTpanrHja (16,2%), 
npypHTHc (13,3%) acTelmja (13%), 6onKH 130 rp6oT (12,2%), nospakame (11,7%), Hwl)eKnHja 
Ha yfflapell TpaKT (11%) H rnaso6onKa (10,2%). 

Be36eAHoora Ha atezolizumab AaAeH BO Kom6HHanHja co ApyrH areHcH, e esanympaHa Kaj 4535 
nmwurm co pa3menn4 THUOBH Ha Tymop. Hewonne HecaKam4 peaKuHH (>20%) 6Hne aHemilja 
(36.8%), HeyTponem4ja (36.6%), rageFbe (35.5%), 3amop (33.1%), anonenHja (28.1%), ocHn 
(27.8%), Alljapea (27.6%), Tpom6onwronefffija (27.1%), 	KoHormanHja (25.8%), HamaneH 
alleTI4T (24.7%) H nepwl)epHa HesponaTHja (24.4%). 

Ynompe6a na atezolizumab npu adiveanmen mpemman na NSCLC 

Be36e11,HOCH140T npociwn Ha atezolizumab Kaj nanHeHTH CO He-CHTHO KneTotre 
Kapnkim 	 nm (NSCLC) BO änjysawreH cenir (IMpower010) 6H51 sojgi 	m£  
6e36e,AHoceH npodnui BO nynHpaHHTe CTy1(14H 3a moHoTeparwja BO 

HMyH0JI0111KH nocpeRysaHH peaK 
< 	 tzt• 

S "t3 
• Pn. ey 

0  0 
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HHI1H,LteHuaTa Ha HecaKaHH 
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IMpower010 6nna 51.7% cnopeReHo co 38.4% Kaj nonynausjarra oA nynnpaHkrre CTy,/134 14 3a 
moHoTepannja Kaj Hanpe.11HaTa 6onecT. He 6mne nReHT144mu4paHn HOB14 14MyH0110111K14 
nocpeRyBaHm HecaKaHn peaKunn Kaj naunewarre nocTaBeHn Ha anjyBaHTen TpeTmaH. 

Ynompe6a Ha atezolizumab eo Kandunauuja co bevacizumab, paclitaxel u carboplatin 

Bo cTyRmjaTa 3a HpBOJIHHHCK14 TpeTmaH Ha NSCLC (IMpower150), ceBKynHo 1-101314C0Ka 
(ppeKBeHumja Ha HecaKaHn peaKunn 6nna 3a6ene)KaHa BO TepanewrcKwyr pena4m co 4 nen 14 
Toa atezolizumab, bevacizumab, paclitaxel 14 carboplatin cnopeReHo co atezolizumab, paclitaxel 
14 carboplatin, WTO BKnyxyBano HecKaHn peaKuinn oR cTeneH 3 n 4 (63.6% cnopeReHo co 
57.5%), HecKann peaKunn OZ( cTeneH 5 (6.1% cnopeReHo CO 2.5%), HecaKaHn peaKum KOH 6 14Jle 
oA noce6eH nifrepec 3a atezolizumab (52.4% cnopeReHo co 48.0%), KaKo H HecaKaHnTe 
peaKunn KOH BoRene Ro npeKnHyBafbe Ha 6nno Koj CTMHCK14 TpeTmaH (33.8% cnopeReHo co 
13.3%). FaRex,e, Rnjapea, CTOMaT14THC, manaKcaHocT, nnpeKcnja, myKo3Ha nenamannja, 
Hamallex aneTHT, ry6erbe Ha Te)KnHa, xnnepTeH3nja 14 npoTenHypnja &nie noxecTo npmjaByBaHn 
(>5% pa3m4Ka) Kaj naumeHTH KOH npnmane atezolizumab BO KOM614HanI4ja co bevacizumab, 
paclitaxel H carboplatin. OCTaHaTH KnHHHHKH 3HanajHn HecaKaHn peaKwin KOH 6mne 
3a6enexaHn co nonecTa cl)peKBeHunja BO rpynaTa Ha atezolizumab, bevacizumab, paclitaxel, 
carboplatin 6nne enncTaKcn, xemonTn3n, nepe6poBacKynapHn HacTaHn, BKnrinTenHo 14 cmpTeH 
ncxon. 

HoReTanuna HH4lopmaunn 3a cepnomn HecaKaHn Rejcuta ce RageH14 BO gen 4.4 floce6Hn mepKn 
Ha npeTna3nnBocT 14 noce6um npeRynpenyBa}ba 3a ynoTpe6a Ha neKoT. 

Ta6enapeH npmKa3 Ha HecaKaHn peaKunn 

HaBeReHn ce HecaKannTe peaKuHH cnopeR MedDRA Knaca Ha opraHcKm cmcTem 14 KaTeropnja 
Ha 3anecTeHocT BO Ta6ena 3 3a atezolizumab RaReH KaKo moHoTepannja 1411 14 KaKo Kom6mHmpaHa 
Tepannja. HeCaKaHHTe peaKunn 1103HaT14 ReKa ce jaByBaaT Kaj atezolizumab 14J1 14 
xemoTepannjaTa Ragenn KaKo moHoTepannja mo)Ke Aa ce enrin 3a Bpeme Ha TpeTmaHoT co 
OBHe JleK0B14 BO Kom6nHaxnja, ep14 14 aKO (ne peaKunm He 6nne npnjaBenn 130 KJ1 14H1411K14 
CTygHH co Kom6nHnpaHa Tepnnja. Ce ynoTpe6yBa. cneRHaTa KaTeropnja Ha 3axecTeHocT: MHOry 
xecTa (2_1/10), mem (1/100 go <1/10), HeBoo6kriaeHa 1/1,000 09 <1/100), peTKa (?1/10,000 
Ro <1/1000), mHory peTKa (<1/10,000), Heno3HaTo (He monce 	ce nponeHn OL 
pacnono)Knwerre noRaTonn) Bo pammgre Ha ceKoja rpyna 4)opmnpaHa cnopeR 3anecTeHocT, 
HecaKaHnTe peaKunn ce npnKawaHn cnopez peRocneR Ha HamanyBaibe Ha cepno3HocTa. 

Ta6e.rm 3: 36HpeH 01111C Ha HecaHaim peaHHHH KOH ce jamine Kaj naumeHTH aeHyBaHH co 
atezolizumab 

Atezolizumab mottoTepanuja Atezolizumab BO Kom6uttpalla Tepanuja 
HeeKuma 11 umbecrauun 
MHory necro HH ex eke"piff 	axTa  14whenntja Ha 6enH gpo6oaub  
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HapymyBalbe Ha KpBTB H JIHMeHHOT CHCTM 
MHory tiecro AHemHja, Tpom6ow4ToneHHjad, 

HeyrponeHHjae, neyKoneHHjaf  
tlecro Tpom6ou4roneHHjad  JIHmcboneHHjag  
PeTKO Xemocl'arouHTHa nHe0xlleTonwro3a Xemocl'arouHTHa nHeoxHcronwro3a 

Hapruysaibe Ha HMyHOJIOMICHOT CHCTCM 
4ecro PeaKuHH noup3aHH CO wuk3HjaTah  •  PeaKum4 noup3aHH CO kicle3Hiarah  
EHzKotcpHito.uow1C11 Hapywysalba 
MHory ilecro XHBOT19011,B143BMI  
LiecTo XHnoTHpol4R143aMI  

XHnepnwoHnH3ami 
XHnepnwoHzunami  

HeBoo6HimeHo nHa6crec menknyck, HHcyclmwaemwja 
Ha Han6y6pexam mcne3nat  
XHnodn,13HTHe 

XHI104)14314THen  

Hapriellaibe Ha meTa6onu3moT H HexpaHaTa 
MHory Liecro HamaneH anerwr HamaneH aneTHT, 
tlecro XHnoKanemHja", xkinoHaTpemHjaat, 

xHneprumemnja 
XllnoKanemiija", Xl4notialpemllje, 
xHnomarHe3emHja" 

Hapriellaibe Ha HepsHnoT cHcrem 
Muory gecro Fnauo6onKa IlepeepHa HeuponarHje, rnauo6onKa 
LiecTo CHHKona, 3awemeTeHocr 
Hesoo6HimeHo Guillian-Barre ckffinpomP, 

meHHHroeHneankiTHeq 
PeTKo .„ › 

MHjacreHHLieH cwmpomr'nape3a 
l'anHjanHe, mHjenwrHe 

Flape3a (PanHjanHe 

O4HH Hapywyualba 
PeTKO 	 YBeHTHC 
Cputeull Hapriellama 
tlecTo FlepHKapzwja.TIMI 3a6onyarba" 
HeBoo6HimeHo IlepHKapzwja.BH14 3a6anyumba" 
PeTKO MHOKBABHTHCs  
Hapriellaibe Ha Kpmurre eauosu 
MHory aecro XnnepTeH3Hje 
tlecro XHnoTeH3Hja 
Hapyueuafbe Ha eennpaTopeH cHeTem, rpanw H mennjaennem 
MHory ilecro nmenHea, Kanumna, Allcrima, Kanunina, Ha3O(j)aPHHFHTMC 
Ilecro IlHeBMOHYITHet, X14110KCIliaag, 

Ha3ocl'apHHarrHcam  
,EVIC(1)0H14ja 

Hapriellaibe Ha RHFeCTHBHHOT CHCTCM 
MHory 'war° MailwaHa, noupakarbe, Ri4j apee Ma'IHHHa, noupakalbe, A Hjapee, 

KoHenulanHja, 
LlecTo KOMITHCv, 60J1KB BO a6) omeH, 

nHc(Panaja, opoct'apuHreanHa 6onKaw' 
cyBa ycra 

CTOMBTI4THC, itHere3nja 

HeBoo6HimeHo HaHKpeaTHTHex  
PeTKO ilenHjaKHja 1_1(enHjaKHja 	.. 
Hapriellaibe Ha H HHOT upo6 H )KoaqicaTa 	 — 
tlecro 3ronemeHH upezwoen' Ha AST, 

3ronemeHH upezwoen,' Ha ALT, 
xenaTHTHeY 

3ro.nemeHH upezni97feitse.' 	Aelesh0 	meHH 
upezwoen' Ha A 	se.t.,,,,e,sie  8 HE  iii; "<e,_\ , 
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S/fp  34,-e 	widokill uHuunadomotiodue 
uNdull'HX)103 	'EtrEanic tHwad9X9reli EH ErHnHoHnmqono  ,fifraeviectre  Hnmcpart HormomiudomoxiCu.i 
`eilichi OH HilliodiounidON HairEINEN `grEalfmc Eliwac9X911EH EH griell 	 EH HuhX1f3 HHaaE[HdU EHX1-.X1rNsg 

SE0.111411RaLON `gEorHITEaLaN gmiluageni '1 Uni 00,La9grkir `30109Ertir EH H1hAr0 HHOHEfHdll gaiChiiinig 
*OXINIrE.140EJO `4111.ELIOINIrE14)0 glikidmaillia '13311'09 EHOVOL-Eg `BEOaditidainix EH HEhX1r3 HHaagfi4d11 Eakdinig 

`3H,LHUHOditi. 
"HHHOdH10110r-Hcii, H0110901.1'3 EH oHN H 0HOINairan `1414H0dHiO1br-Hdl H0110901f3 EH OHHH OHWEINEH `HHHOC1141.0170f 
-Hdl H011090113 EH OHHH OHIrginid0Hge `HHHOdH10110f-Hdi EH OHHH °Hallaltan `HHHOd14.1.0r0f-Hdi EH OHHH 
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BKnynyna npHjaBeHH caynaH Ha cenca, cenntneH 1110K, ypocenca, HeyrponeHtma cenca, nynmoHapHa cenca, 
6aKTepHcKa cenca, Kne6cHena cenca, a6gommanHa cenca, cenca Qu. KaHitRna, cenca oa entepHxHja, 
nceyztomoHanHa cenca, crackinoKoKHa cenca. 

akEticnyvyBa npHjaBeHH cnynati Ha 6y.no3eH RepmaTHTHc, etccthonHaTHBeH ocHn, efflema mynTeopme, 
eKctbontijamtBeH nepmaTHTHc, reHepanH3HpaH eKc(bonHaTHBeH nepmaluntc, TOKCIPIHI4 epyruttnt Ha KO)KaTa, 
Stevens-Johnson cmnpond, peaKumt Ha neK co eo3HHo4mnHja H cHcremcKH CHMIITOM14, ToKcHnHa entinepmanHa 
HexponH3a, KOMM BaCKy5114114C. 

al BK.nynytta npujaBeHH cnynaeBH Ha He-HeeKTHneH LIFICTI4THC 14 14MyHOJI0111K14 npextmencaH I(ICTI4THC 

am  BKnynyBa npHjaBeHH wir-mem Ha Ha3otbapHHrHTHc, Ha3anHa KoHrecTHja M pHHopeja. 
an Blair9re npHjaBeHH cnynaeBH Ha ncopHja3a, ncopHja34opmeH RepmaTHTHc 
" BKnynyna npHjaBH Ha nepHKapetTitc, nepHKapetjanHa e41y3Hja, KapintjanHa TamnoHana H KOHCTpl4KTI4BeH 

nepHKapntrrHc. 
aP BK.nynyBa H3BemTaH 3a cyna KO)Ka, Kcepo3a. 

OnHc Ha os6paHH HecaKaHH peame4 

FlosaTouffle so nposomKeHHe ospa3ypaaT HeopmausH 3a sa)KHH HecaKaHH peamn414 3a 
atezolizumab KaKo moHoTepanHja BO KI114111411K14 cTysku4 (sHseTe ,aen 5.1). gelumpt 3a 3Ha9ajHITTe 
HecaKaHH peaKumm 3a atezolizumab Kora ce sate so Kom6HHanHja ce npe3eHTHpaHH aKo ce 
3a6enewaHH KIII4H144K14 penesaHTHH paannKH BO cnopes6a co moHoTepanHjaTa co atezolizumab. 
Haconrre 3a HI4BHO JieKysaube ce 01114111aH14 BO senoswre 4.2 H 4.4. 
Ilkomanotuxu nocpeayacm nneymouumuc 

11HepmoHHTHc ce jasHn Kaj 3% (151/5 039) os naumeHTHTe KOH npHmane atezolizumab KaKo 
moHoTepannja. Kaj Tpojna os 'nie nanmeHTH 3a6enewaHll ce 2 cmpTHH HcxosH. flpocetmoTo 
speme AO nojalla Ha HacTaHoT H3Hecysano 3,7 mecenH (HHTepsan os 3 sella so 29,8 mecenH). 
flpocellHoTo ppemmaelbe 6Hno 1,7 mecenH (HHTepsan an JIeH 0 ao 27,8 + mecells, + o3Hallypa 
u,eH3ypHpaHa ppesHocT). FlHeBM01114THC Rosen ,r(0 npeKHH Ha neKypaFbeTo CO atezolizumab Kaj 
41 (0,8%) of( nanHeHTHTe. HHeBMOHHTHC Koj mopan j a ce neKysa CO KopTHKocTepoHsH 
3a6enemcan e Kaj 1,8% (92/5 039) 0,E( nankleHTHTe KOH npHmane atezolizumab KaK0 
moHoTepanHja. 

1/1.114),H0.1101UKU nocpedvean xenamumuc 

XenaTHTHc ce jasHn Kaj 1,7% (88/5 039) os nanHeHurre KOH npHmane atezolizumab KaKo 
moHoTeparmja. Ozt 88 nankiel-1TH Tpojna Hmane (PaTaneH HCXQL(. np0Ce9HOTO Bpeme Ao nojapa Ha 
HaCTaHOT H3Hecypano 1,4 mecenH (HHTepsan os 0 ,EIgH0B14 ,E(0 26,3 mecenH). llpocellHoTo 
ppemeTpaerbe 143Hec 	M -mecen (HHTeppan os geH 0 ao 52,1+ mecenH; + o3Hallypa 
nemypHpaHa Bpe I 	 .0 ü4letiecoT »pul ,ao npeKHH Ha neKyparbeTo co atezolizumab Kaj 46 
(0,9%) os nanH 	Ä9aTdre611Koj mopan na ce neKyBa co KopTHKocTepollam 3a6ene)KaH e 
Kaj 2,6% (130/ .125% oafenlleHTHW,KoH npHmane atezolizumab KaKo moHoTepanHja. 
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11.49Hanouacu nocpedyeaH Kanumuc 

K01114THC ce jaBwri Kaj 1,2% (62/5 039/4739) og malmmurre Kopf npHmane atezolizumab Kam) 
moHoTepanmja. FlpocemHoTo Bpeme AO  nojaBa Ha HacTaHoT HsHecyBano 4,5 meceffl (HHTepBan 
og 15 geHom go 36,4 mecem). IlpocemHoTo BpemeTpame H3HecyBano 1,4 mecem (HHTepBan 
04 3 geH go 50,2 + mecemm; + osHamyBa meHsypmpaHa Bpe4HocT). KORI4THCOT 40Be.T1 40 npexHH 
Ha nexyBaffieTo co atezolizumab Kai 24 (0,5%) og naulleHTHTe. KORHT14C KOj mopan Aa  ce nexyBa 
co KopTmcocTepomgm 3a6enewaH e Kai 0,6% (30/5 039) og nmewurm KOH npmmane 
atezolizumab Kaico MoHoTepanHja. 

Hetynonotaxu nocpeayeanu eHeovuHunamuu  

Hapywyearba na mupoudnama dielle3da 

XmnoTHpeo3a ce jaBmna Kaj 8,45% (427/5 039) og nauewarm K014 npHmHne atezolizumab Kai«) 
moHoTepanHja. llpoceMHoTo Bpeme go nojaBa Ha HacTaHoT m3HecyBano 4,2 meceus (HHTepBan 
og geH 0 go 38,5 meceum). XmnoTHpomgmsam ce nojaBmn Kai 17.4% (86/495) og nanHewrwre co 
NSCLC KOH npmmane moHoTepanHja co atezolizumab BO agjyBaHTeH ceTHHr. CpegHoTo Bpeme 
40 nojaBa 6Hno 4.0 meceux (oncer: 22 geHa go 11.8 mecemH). 
XmnepTmpeo3a ce jamna Kai 2,4% (121/5 039) og nausemiTe KOH npHmane atezolizumab Kam) 
moHoTepanmja. IlpocemHoTo Bpeme go nojaBa Ha HacTaHoT HsHecyBano 2,7 mecem (HHTepBan 
oq Aell 0 go 24,3 mecemm). XHnemponaHsam ce nojaBmn Kai 6.5% (32/495) og naumeHTHTe co 
NSCLC Kola npmmane moHoTepanuja co atezolizumab BO aeBaHTeH ceTHHr. CpegHoTo Bpeme 
go nojaBa 6Hno 2.8 meceLui (oncer: 1 geH go 9.9 meceum). 
lincyOuyuenyuja Ha Had6y6pe3,ena dicne3da 

1/1HcysimuseHmja Ha Ha46y6pexcHa wnesga ce jamina Kai 0,5% (25/5 039) 04 nagmefrarre K014 
npmmane atezolizumab Kam) moHoTepanmja. flpocetmoTo Bpeme go nojaBa Ha HacTaHoT 
m3HecyBano 6,2 meceum (HHTepBan og 3 geHa go 21,4 mecemm). khicyeihmeHusja Ha 
Ha46y6pexcHa mcne3ga goBena go npenni Ha nexyBaibeTo co atezolizumab Kai 5 (0,1%) 
nanmeHTH. 14HcyclmlumeHnHja Ha Ha46y6pexcHa wne3ga Koja mopana Aa ce nexyBa co 
KopTHKocTepomgH 3a6ene)KaHa e Kai 0,4% (20/5 039) og nameHTFrre KOH npmmane atezolizumab 
KaKo moHoTeparmja 

Xuno0u3umuc 

XIIMXIM4314THC ce jaBlln Kaj 0,2% (9/5 039) og nammeHTHTe KOH npmmane atezolizumab Kalco 
moHoTepanHja. CpegHoTo Bpeme go nojaBa Ha HacTaHoT 6Hno 5,3 mecemH (HHTepBan: 21 ;WH go 
13,7 mecew4). Kaj HiecT (0,1%) FIUHCHTM 6Hna noTpe6Ha ynoTpe6a Ha KoprecocTepomm pf 
nexyBaFbeTo co atezolizumab 6Hno npeKHHaTo Kajl(<0.1%) naewwr. 

XH1-104W1314THC ce jaBmn Kai 1,4% (15/1 093) og nanHeHTHTe Ko.H• npmmane atezolizumab BO 
KOM614Hallfflia co paclitaxel, npocnegeHo co atezolizumab, go3Hci-rycT doxorubicin I4R14 
epirubicin H cyclophosphamide. flpocemHoTo Bpeme Ao  nojaBaTas  6 	tb,1 	H (oncer: 2,4 
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go 10,7 meceuu). Kaj eghHaeceT naumeHTH (1,0%) 6llna noTpe6Ha ynoTpe6a Ha 
ui. TpeTMaHOT CO atezolizumab 6un npeKuHaT Kaj 7 (0,6%) naumeHTu. 

X1414H3HTHC ce jaspul Kaj 0,8% (3/393) Of( nausewrwre KOH npkimane atezolizumab co 
bevacizumab, paclitaxel 14 carboplatin. CpegHoTo Bpeme go nojaBa Ha HacTaH 6un0 7,7 mecenu 
(“wrepsan: 5,0 go 8,8 mecera4). 3a ABajlla naumeHTH 6uno noTpe6Ho ynoTpe6a Ha 
KopTuxocTepoktos. 

X1411414314THC ce jaskin Kai 0,4% (2/473) og nauheHTkrre K014 npumane atezolizumab BO 
Kom6uHansja co nab-paclitaxel 14 carboplatin. CpegHoTo speme AO  nojaBa Ha HacTaH 6uno 5,2 
mecehu (mkrrepsan: 5,1 go 5,3 months). 3a gsajug naukteHTm 6llno noTpe6Ho ynoTpe6a Ha 
KOpTI4KocTepol4414. 

juja6emec Menumyc 

guja6eTec menuTyc ce jaBHn Kaj 0,6% (30/5 039) og naukteHTkrre KOH npHmane atezolizumab 
Kam moHoTepanuja. flpocetnioTo speme go nojaBa Ha HaCTaHOT umecysano 5,5 meceuu 
(uwrepsan og 3 geHa Evce 29,0 meceuh). Auja6eTec menkrryc »sen go npeKkra Ha neKysakbeTo co 
atezolizumab Kaj <0,1% (3/5 039) natmeHTh. Kaj tfeTkIps (,0,1%) naukieHTH ce jasmna noTpe6a 
04 ynoTpe6a Ha KOpT14KOCTep14014414. 

JIHja6eTec mensTyc ce jasysa Kaj 2.0% (10/493) og naukieHTuTe co HCC K014 mumme 
atezolizumab so Kom6uHauuja co bevacizumab. CpegHoTo Bpeme 3a nojaBa 6uno 4.4 meceuk4 
(oncer: 1.2 meceuu - 8.3 meceu,k). Hella cnytmeski Ha guja6eTec menkrryc Kok' sogaT go upela/1H 
Ha Tepansja co atezolizumab. 

klmynanozuKu nocpedyean menunwenue0agumuc 

MensHroeHgefi)ankrrllc ce jassn Kai 0,4% (22/5 039) og nameHTkrre KOH npsmane atezolizumab 
KaK0 MOHOTepanHja. IlpoceuHoTo speme 40 nojaBa Ha HaCTaHOT 614.T10 15 f(CHOBH (sHTepsan: 
geH 0 go 12,5 meceuu). HpoceuHoTo spemewaekbe u3Hecysano 24 i(eHa (uwrepsan: 6 Re1-10B14 go 
14,5 + meceun + o3Ha4ysa ueH3ypHpaHa spegHocT). 

MekraHroeHue(Pankrkic Koj Tpe6ano Aa  ce neicysa co ynoTpe6a Ha KopTkucocTepokigu HacTanun 
Kaj 0,2% (12/5 039) og naukfewrkrre K014 npmmane atezolizumab 14 ocym nauktewru (0,2%) TO 
npeKsHane neKysaubeTo co atezolizumab. 

Ilmynonouum nocpeayeana neeponamuja 

Guillain-Barrd cundpom u demuenunu3upainca nanuneeponamuja 

Guillain-Barre ckutopo 	 Humpaluca nonkmesponaTuja ce jaskine Kaj 0,1% (6/5 039) 
Of( nanuewrkrre K014 ettlee ffiktl  ‘mab KaKo moHoTepansja. HpocetnioTo speme go nojaBa 
Ha HaCTaHOT  H3He' e. 4 _meceniekiHTepsan og 18 geHoski go 8,1 meceuu). FlpoceikHoTo 
spemeTpaekbe H3 	 cee  t•  HTepsan Qg 18 ACHOBH ,Erio 24,5+ meceffu, + o3Hatlysa 
ugH3ypupana sp 	 n- 	CHH4p0M 40BCJI 40 npeKuH Ha neKysakbeTo CO 

co 

30 



atezolizumab Kai 1 (< 0,1%) naewwr. Guillain-Barre cHHRpom Koj Tpe6ano Aa  ce Amiga co 
ynoTpe6a Ha KopTHKocTepongH 3a6enexcaH e Kai < 0,1% (3/5 039) og naullenrwre KOH npHmane 
atezolizumab Kam) moHoTepanHja. 

Hen° noepedyeana nape3a Oauujcuzue 

flape3a (PauHjankic ce nojamina Kai < 0.1% (1/5 039) og nauHewrwre KOH npHmane 
moHoTeparmja co atezolizumab. BpeMeTo Ha nojasa og notier« Ha TepanHjaTa 6Hno 29 geHomi. 
BpemeTpameTo 6Hno 1.1 meceu. OBoj HecaKaH HacTaH Heman noTpe6a OA sKnyiaysafbeTo Ha 
KopTHKocTepowH4 H He Aorten go npeKHH Ha TepanHjaTa co atezolizumab. 

Mei-to nopcpedyean muenumuc 

M14eRHTHC ce nojamn Kaj < 0.1% (1/5 039) og naulleHTHTe KOH npHmane moHoTepanHja co 
atezolizumab. BpeMeTo Ha notieToK 6Hn 3 geHa. HacTaHoT Hman noTpe6a oA mcnytlyBa}be Ha 
KomucocTepomgH Ho He goBen „go npeKHH Ha TeparmjaTa co atezolizumab. 

Mujacmenutien cundpom  
MHjacTenHja rpaBkic ce jaskum Kai < 0,1% (2/5 039) 0,L1 nauHenrwre (BKRyt114TeRHO 1 cmpTeH 
chyqaj) KOH npHmHne atezolizumab Kam moHoTepanuja. CpegHoTo Bpeme go nojaBa Ha HacTaH 
6Hno 2,6 meceum (oncer: 1,2 meceum go 4 meceuH). 
Ilityllonouacu nocpedyean nanxpeamumuc 

FlamcpeaTHTHc, sxnytlyBajkH 3ronemeHa BpeLHocT Ha ammna3a H nmna3a, ce jamn Kai 0,8% 
(40/5 039) oR naumewarre Icon npHmHne atezolizumab Kam) moHoTeparatja. flpoceimoTo speme 
AO nojaBa Ha HacTaHoT H3Hecysano 5 meceum (HHTepBan OA geH 0 go 24,8 meceuH). flpocetmoTo 
BpemeTpaeFbe H3HecyBano 24 ,LteHa (Hirrepsan OR 3 )11eHOBH go 40,4 + mecem; + o3HatiyBa 
ueH3ypHpaHa BpeRHocT). flaumpeaTHTHc Aorten go npeKHH Ha TepanHjaTa co atezolizumab Kaj 3 
naumeHTH (< 0,1%). IlaHxpeaTHTHc Koj Tpe6an Aa  ce neKysa co npHmeHa Ha KOpTHKOCTMOHRH 
3a6ene)KaH e Kai 0,2% (8/5 039) og nanHeHTHTe KOH npHmane atezolizumab Km) 
moHoTepanHja. 

Plmynonouacu nocpedyean muoicapaumuc 

MIIoKapIIwTMc ce jung Kai < 0,1% (5/5 039) Qg naumeHTHTe KOH npHmane moHoTepanHja co 
atezolizumab. Og 5 naumeHTH, Kaj egeH Hmano (PaTaneH HCXO,L1 npH agjysaHTeH TpeTmaH Ha 
NSCLC. CpegHoTo BpeMe Ao  nojaBa 6Hno 3,7 meceum (oncer 1,5 go 4,9 meceuH). CpegHoTo 
epemeTpaelbe 6Hno 14 ReHoBH (oncer 12 geHa go 2,8 meceuH). FlojaBaTa Ha MHOKap,L114THC 
RoBena go npeKHH Ha atezolizumab Kaj 3 (<0.1%) nauHeHTH. Tpojna nanHeHTH (<0.1%) Hmane 
noTpe6a og ynoTpe6a Ha KopTHKocTepoHRH. 

Huvrionoluicu nocpedvean neOpumuc 

HeITHTHc ce nojaBysa Kaj < 0,2% (11/5 039) og naumeHTHTe KOH npHmHne atezolizumab. 
CpegHoTo Bpeme AO  nojaBa Ha HacTaH 6Hno 5,0 mecenH (HHTepsan: 3 Re 	, mecenn). v, 	A4t,, 
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HeclerrHc »Ken ,L(0 npeKHH Ha neKyKaFbeTo co atezolizumab Kaj 5 nauHeHTH (0,1%). Kaj 5 
(50,1%) nauHeHTH 6kina noTpe6Ha npHmeHa Ha KopTHKocTepoKKH. 

HmyHonoutxu nocpedy6aH )141403UMUC 

MHO3HTHC ce nojaByBa Kaj 0,6% (32/5  039) oK nauHeHTHTe K014 npHmHne atezolizumab KaKo 
moHoTepanHja. CpeKHoTo Bpeme go nojasa Ha HacTaH 6Hno 3,5 meceuH (HHTepBan: 12 BellOBH 

Ao 11,5mecem). CpeKHoTo BpemeTpaeube 6Hno 3,2 meceus (HirrepBan 9 ReHa Ko  51,1+mecenH; 
+ o3HatlyKa ueH3opHpaHa BpegHocT). MHO3HTHC Kosen Ko npeKHH Ha atezolizumab Kaj 6 (0,1%) 
nauHeHTH. )IeceT (0,2%) oK nanHeHTHTe Hmane noTpe6a og KopTHKocTepoKKH. 

14.41vHallouacu nocpedyeaHu cepuo3Hu Kommt HecaxaHu peaxuuu 

CepHo3HH KONCHH HecaKaHH peane4 JaHr. Severe cutaneous adverse reactions - SCARs) ce 
nojaByBaaT Kaj 0.6% (30/5 039) oK naumeHTHTe KOH npHmHne moHoTeparmja co atezolizumab. 
OK 30 nauHeHTH, e4eH Hman (PaTaneH HCX02. CpeKHoTo Bpeme „Bo nojaBa 6Hno 4,8 mecenH 
(oncer: 3 ,ACHOB14 Ko 15.5 meceum). CpegHoTo spemeTpame 6Hno 2,4 meceum (oncer: 1 KeH Ko 
37,5+ meceux + o3HailyBa ueH3ypHpaHa BpegHocT). SCARs Kosen )10 npeKHH Ha TepanHja CO 

atezolizumab Kaj 3 (<0.1%) nauHeHTH. SCARs co noTpe6a os, KopHcTeube Ha CHCTCMCKH 

KOpTHKOCTep0H,J14 ce nojaKHna Kaj 0.2% (9/5 039) oK nameHTHTe KOH npHmane moHoTepanHja 
co atezolizumab. 

HmyHanouacu nocpeayeaHu nepwcapdujannu 3a6onyeatba 

IlepkwapAsjanHHTe 3a6onyBaH‚a ce nojaByBaaT Kaj 1% (49/5 039) oK naumeHTHTe 1C014 npHmHne 
moHoTeparmja co atezolizumab. CpegHoTo Bpeme 3a nojaBa Ha oKkie 3a6onyBaH‚a 6Hno 1.4 
meceu,H (oncer: 6 geHom4 f(0 17.5 mecenH). CpeKHoTo spemeTpame 6Hno 2,5 mecenH (oncer: 
KeH 0 go 51,5+ meceum; + o3HagyBa ueH3ypHpaHa BpelHocT). FlepHKamjanHHTe 3a6onyBaulia 
Boitene go npeKHH Ha TepanHjaTa co Tecentriq Kaj 3 (< 0.1%) nauHeHTH. FlepHKapin4janHH 
3a6onyeauba 3a K014 Hmano noTpe6a oK ynoTpe6a Ha KopTHKocTepowni Hmano Kaj 0.2% (7/5 
039) oK nanHeHTHTe. 

E0eicmu ad Knacama Ha uhryHanotaxu "HeKnoutun" urau6umopu 

llpHjaseHH ce cnriam Ha cnegHaKa HecaKaHa peaKnHja(H) 3a Bpeme Ha TpeTmaHoT co Apyrm 
HMyHOJIOLLIKH "tieKnoHHT" HHX14614TOpH, K014 14CTO TaKa mowe Ka ce nojaBaT 3a Kpeme Ha 
TpeTmaHoT co atezolizumab: 
er3oKpllHa HHcy4)HuHeHuHja Ha naHKpeacoT. 

HMyHOZeHOCM 

Bo noBeke (4a3a  II H II .  yKudrF174 o 
,HE 	. e . . :N  (ADA) npein43BHKaH •<0K.derityKmAtrei, / 	,,,,.  Hmane TeRgeHuHja 	ejl 0 K 	0 4 Je 
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go 54,1% oK naumeHTHTe pa3KHne aHTH-neK aHTHTena 
aumeHTHTe KOH pausHne BETH-ACK aHTHTena (ADA) 
npascTBeHa cocToj6a 14 KapaKrepHcTHKH Ha 6onecTa, 

HC BO 3KpaKcTKeHaTa cocToj6a 14 KapawrepHcTHKHTe 
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Ha 6onecTa npeR 11011eTOKOT Ha TpeTmaHoT, mowe Ra  npeRH3sHKa 3a6yHa BO TOJIKyBalbeTO Ha 
(PapmaKoKI4HeTCKI4Te aHanI43 14 (nK), aHaJIH3HTe 3a e4)HKacHocTa 14 6e36e,LIHOCTa. Bleie 
cnposegeH14 eKCFInopaTHBH14 aHaJII43I4 3a Hpwriarogysathe Ha RHc6aHcoT BO OCHOBHara 
3RpascTseHa cocToj6a 14 KapaKTepHeTHKHTe Ha 6onecTa 3a Ra  ce nponem4 eseeKToT Ha AgA sp3 
ecfmKacHocTa. OsHe alla/H4314 He HcKnyqysaaT MO)KHO cna6eefbe Ha npmRo6HsKwre 3a 
eckncacHocT Kaj nanHeHTH KOH pa3mine AgA BO cnopeR6a CO nanHeHTH KOH He pa3sHne AAA. 
CpermoTo speme Ro nojasa Ha ARA ce ,LIBH)Ke.30 oR 3 HeRenm Ro  5 HeRenH. 

OR nogaTous Ha nanmeHTH TpeTmpaHH co moHoTeparmja co atezolizumab (N=3460) 14 co 
Kom6HHHpaHa Tepanmja (N=2285), 6Hne 3a6enewaHm cneRHHTe CTaIIKH Ha HecaKaHm RejeTsa 
(H)1) 3a ADA-110314THBHaTa nonynanHja BO cnopeR6a co ADA-HeraTmsHaTa nonynalmja, 
C00,/(BeTHO: HJI cTeneH 3-4 46,2% vs. 39,4%, cepHo3HH HecaKaHm RejcTsa 39,6% vs. 33,3%, HA 
KOH BORGT RO  oTKawysarbe oR TepanHjaTa 8,5% vs 7,8% (3a moHoTeparmja); 	cTeneH 3-4 
63.9% vs. 60.9%, cepHo3HH HecaKam4 RejeTsa 43.9% vs. 35.6%, HA K014 sog,aT Ro npeKkm Ha 
TepanmjaTa 22.8% vs 18.4% (3a Kom6HHHpaHa Teparmja). CenaK, paCTIOJIMK.FIHMITe II0fIaT01.114 He 
go3sonysaaT Ra  ce »Heen III3pCTH 3aKnyqonm 3a mo)KHaTa Luema Ha pantoj Ha HecaKaHwre 
ii,ejeTsa. 

17. aujampucKa nonynauuja 

Be36egHocTa Ha atezolizumab Kaj Rel.la 14 agonecneHTH He e yrspReHa. Bo KJIHHWIKOTO 
HcrwrrysaFbe co 69 neRmjaTpmcKm nanmeHTH (<18 r0)3(14HH) HeMa 3a6enewaHo HOBH 6e36eitHOCHH 
c(-HrHanH, 14 6e36e,LIHOCHHOT npoilmn 6ws cnopegnms CO so3pacHH nanmeHTH. 
Ho6o3pacim  

reHepanHo, He ce 3a6enewatm pa3J1HKH BO 6e36e,IIHOCTa nomety nanmewrwre < 65, 65-74 14 75-
84 FO,L114HH KOH npmmaaT moHoTepanmja co atezolizumab. IloRaTomHTe 3a naHmeHTH > 85 rogknim 
ce npemHory orpameiemi 3a Ra  ce H3sneqaT 3HaqajHH 3aK.syqous 3a osaa nonynamja. 
Bo cTygmjarra IMpower150, so3pacTa > 65 6Hna aconmpaHa co 3ronemeH pH3I4K og pa3soj Ha 
HecaKaHm RejcTsa Kaj nanmeHTH K014 npmmaaT atezolizumab so Kom6HHanHja co bevacizumab, 
carboplatin H paclitaxel. 

Bo cTyrunne IMpower150, IMpower133 H Impower 110, noRaToHHTe 3a Halmewune >75 
FO,L114HH 6Hne npemHory orpaHm4em4 3a Ra  ce noRroTsaT 3mm/qmm. Bo cTyRHjarra IPSOS Kaj 
nanmeHTH co NSCLC Kok' He rH HcnonHysane ycnomne 3a TepanHja co anaTHHa BO 1L, Hemano 
sKyrnm pa3m4KH BO 6e36e,LIHOCHHOT npodwn 3a 1L moHoTeparmja co atezolizumab nomefy 
so3pacHwre noRrpyrn4 Ha Halmewune. 

HpujaByBalbe na corviture.alla HecaKaHa peammja 

IZOCne Ro6Hsaube Ha ogo6peHme 3a cTasarbe Ha neK BO npomeT, sa5KHo e Ra ce npHjasysaaT cwre 
COMHMH 3a HecaKaHm peaKumm npeRH3m4KaHH OR JICKOT. CO  npmjasysalbe Ha COMHHTeJIH14Te 
peaKusH ce oso3mo)Kysa KOHTHHyHpaHO cneReFbe Ha ORHOCOT K 	 oR ynoTpe6aTa Ha 
neKoT. HecaKaHwre peaKHHH oR nmminne mowe Ra rH npmja 	 HOT Hewrap 3a 

• 

cpapmaKomirmnama npm AreHnHjaTa 3a neKosH 14 Me,L(14II B. Kllpm.ri 14 
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MeTozu4j 6p.54 KaT 1, Cxonje) H1114 no enewrpoHcKH naT ripexy se6 cTpaHaTa Ha AreHnHjaTa 
http://malmed.gov.mk/.  
,E(0110JIMITeJIHO, Hecaxamrre RejcTsa OBOi ACK mo)KeTe Ra TH 
npHjaskrre 14 Ha HOCI4Te.110T Ha oRo6peHmeTo 3a cTasaffie Ha JleKOT BO npomeT BO 
Peny6.rma CesepHa MaxemHuja: P0111 Maxezwirnla Z(00EJI Cxonje, mpeca: yn. MaKCHM 
FopKH 6p.13 KaT 3, 1000 Cxonje, P. CesepHa Maxeitofflja, TenecPoH: 02 3103 500 141114 Ha 
macedonia.drugsafety@roche.com  

4.9 IlpeRo3Hpatbe 

Hella noRaToum 3a npezto3Hpaube co atezolizumab. 
Bo cnriaj Ha npezmHpa}be noTpe6Ho e sHmmaTenHo Aa  ce Ha6.rbyRysa nanHeHToT 3apasH 
momma nojasa Ha 3Haum 141114 CHMHTOMH 3a HecaxaHH peaKHHH H Aa  ce BoBezke C00,3BeTHO 
cHmnTomaTcxo .riexysaFse. 

5. eAPMAKOJIIIIKH CBOJCTBA 

5.1 (DapNlaKOJJ14HaNICKII cBojcTBa 

(I)apmaxoTepanesTcxa rpyna: AHTHHe01111aCTHL1H, MOHOK.110HaJIHH aHTI4TeJla 14 .nexosH-KoHjyraTH 
Ha aHTHTena, PD-1/PDL-1 (IlporpamnpaH npoTenH Ha KJleT04Ha CMpT 1/ smrana Ha KJIVTOLIHa 
CMpT 1) HHXH614T0p14. 
ATC KOR: LO1FF05 

MexaHH3aM Ha ,senysafse 

JIHrauts peuenTop 3a nporpamHpaHa xneToima CMpT 1 (aHrfincto4: Programmed death-ligand 1 
PD-L1) mowe Aa  ce excnpecHpa Ha TymopcxHTe KneTKH 14/14.314 HmyHmTe KneTKH KOH f'0 
krnstikurrpHpaaT TyM0pOT 14 mowe Aa  npH,soHece KOH 14HX146141.114ja Ha aHTH-TymopcxnoT 14MyH 
oprosop BO camaTa mmxpocpezrnma Ha TyMOpOT. Bp3ysaubeTo Ha PD-LI 3a pettenTopwre PD-1 
B7.1 Ha T-101eTKHTe 14 aHTHCCH npe3eHTHpainufre KJICTK14 ja cynpecnpa aKTMBHOCTa Ha 
LIHTOTOKCHLIHHTe T-KJIeTKH, npo.neepauHja Ha T-KileTKI4Te 14 comanaubeTo Ha 1_114TOKI4H14. 

Atezolizumab e XyMaH14314paHO HMyHOT11063/11 14H G1 (IgG 1 ) MOHOICII0HaJIHO aHTI4Te110 
npomsezteno CO FC-HUDICHHepHHT, xoe ce sp3ysa ,/(14PeKTHO 3a PD-L1 14 OBO3MONCyBa )1160jHa 
6.Tioxasa Ha peuenTopHTe PD-L1 14 B7.1 H Ha TOi Hat1HH ja npenmysa nHxn6muttjaTa Ha 
HMyHHOT ORTOB0p nocpeAysaH o,s xomanexcoT PD-L1/ PD-1, LIITO BKJIrlyBa peaKTnnannja Ha 
14MyHHOT ORTOB0p Ha TymopoT 6e3 HfflynHpai-be Ha KlIeT011Ha WITOTOKCHILIHOCT 3anncHa 0,L1 
aHTHTena (aHrnHcm4: antybody-dependant cellular cytotoxicity (ADCC)). Atezolizumab He 
s.rifijae Ha HHTepaxnHjaTa PD-L2/PD-1 H Taxa oso3mowysa 14 11OHTM Aa  ce npeHecynaT 
14HXH6HTOpHHTe cHrHain4 nocpezkysarm OR KOMITTICKCOT PD-L2/PD-1. 

ZHE P4 ji  S 
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IMvigor211 (G029294): Panöomu3upatta cmyöuja Kaj nayuenmu co Juncanno nanpeanam wiu 
memacma3upan ypomenen Kapywiom Kou npemxoano 6wie netcyeauu co xemomepanuja 

OTsopeHa, myKrklueffrpkunia, mefyHapozm, paHRomH3HpaHa crryzwja 43a III (IMvigor211) 
cnposeReHa e 3apaim npoueinca Ha ecInecacHocera H 6e36ezmocTa Ha atezolizumab BO ozuwe Ha 
xemoTepankija (vinflunine, docetaxel HJ1H paclitaxel, cnopeR H36op Ha HeTpancysamoT) Kaj 
nauHeHTH CO J10KaJIHO HaripaRHaT HJ1H meracTampaH ypoTeneH Kapukmom Kaj K014 60JleCTa 
nporpenkipana BO TeK HJIH nocne neKysakbero co npoToxon Koj coRpmcki nnaTHHa. Bo osaa 
eTyRkija He 6Hne BxnyLIeHH nauHeHTH KOH Hmane asToHmyHa 6onecT BO aHamHe3a, KOH Hmane 
aKTIII3Ha HJ1H 3asHcHa 04 KOpTHKOCT90144H meTacTa3a Ha M030K, K014 rummle-1e ncHsa 
aTeHykipaHa saKuknia BO pamxkrre Ha 28 geim npeR sxnyilysakbe BO cTyRHjaTa 14 oHkie K014 
npkimane CHCTeMCKH kimyHoeTkimynaTopH BO paMKHTe Ha 4 HeRenH HJIH CHCTeMCK14 
kimyHocynpeckisH BO paMKITTe Ha 2 HeRenkt ['per( sKnytiysakbe BO enzu4jaTa. I-IpouekcaTa Ha 
cTaTycoT Ha TymopoT (04f0B0p Ha TyMopoT) ce enposeRysana cexokt 9 HeResui BO TeK Ha 54 
Hemmt, a noToa ceicoH 12 HeRenH. flpHmepouH oR TymopoT npocneKrHsHo ce npoueHysane 3a 
Aa ce yTBp,LtH eKenpeckija Ha PD-L1 Ha Hmymfre KJIeTKH K014 ro HHciriwrpHpaaT TymopoT 
(aHrnHcKH: tumour-infiltrating immune cells (IC)), a Ro6HeHHTe pe3ynTaTH ce ynoTpe6Hne 3a Ra 
ce necimm4pa nozrpyna cnopeR excupecHja Ha PD-L1 3apa1ki cnposeRysakbe Ha aHanina 
oriknuaHa so npoilonweHme. 

Bo cnnHjaTa 6Hne BKJ1r9eHH BKyl-IHO 931 nauHeHTH. flauHeHTHTe 6Hne paH,A0MH3HpaHH (1:1) 
3a-  ynoTpe6a Ha atezolizumab HJ1H xemoTepanHja. PaHRomH3aukijaTa 6kina eTpaT4HukipaHa 
enopen xemoTepanHja (vinflunine kinki taxane), cTaTyc Ha PD-L1 eiccripeckija Ha kimyHkrre 
KJ1eTKH K014 ro kiwimerrpkipaaT TymopoT (IC) (<5% HJIH >5%), 6poj Ha 11p0fHOCT141.1K14 cFaKTOpH 
Ha pH3HK (0 HJ1H 1-3) H meracTa3H Ha upHHoT Rpo6 (Ra HJIH He). IlporHocTiencwre cliaxTopki Ha 
pH3HK sicnresane speme oR npeTxozma xemoTeparmja < 3 meceum, encukioHaneH ECOG 
eTarryc > 0 KaK0 H Bpe4HOCT Ha xemorno6HH < 10 g/dl. 

Atezolizumab ce npkimeHysan BO (PHiccHa zuma oR 1200 mg co HHTpaseHexa H4y3Hja ezmaku Ha 
ceicoH 3 HeRenH. He 6kino 403BOJIeHO Aa  ce Hamanysa Ro3aTa Ha atezolizumab. Ilaukiewrwre ce 
neKysane ce 40 ry6wroK Ha KJII4H1411KHOT 6eHe4mT criopezt npouekwa Ha HeTpancysatioT HJ1H 40 
nojaBa Ha HeripkliteTnkisa TOKCHIIHOCT. Vinflunine ce ynoTpe6ysan so 40314 oR 320 mg/m2  co 
knfrpaseHcKa Hey3kija Ha 1.ReH oR ceKoj 3-HeReneH unKnyc Ro nporpecHja Ha 6onecTa kinki 
nojaBa Ha HenpeaTnHsa TOKCHHHOCT. Paclitaxel ce ynoTpe6ysan so 403H 04 175 mg/1n' co 
kurrpaseHexa kim4y3kija so spemeTpaekbe oR 3 qaca, Ha 1.ReH OA ceKoj 3-HeReneH ukncnyc Ro 
nporpeckija Ha 6onecTa HJ1H nojaBa Ha Henp4aTnHsa TOKCH1-IHOCT. Docetaxel ce ynoTpe6ysan 
75 mg/m2  co HHTpaseHeica HHe3Hja Ha 1.ReH oR ceicoj 3-HeReneH ukucnyc Ro riporpecHja Ha 
6onecTa 141114 nojaBa Ha Henpk4aTnHsa TOKCHIIHOCT. llpoceimoTo spemeTpaekbe Ha neKysakbeTo 
nomay cwre neicysami nauHeHTH H3Hecysa: 2,8 meceukt so rpyriaTa neKysaHa co atezolizumab, 
2,1 meCeLM BO rpynaTa neKysaHa co vinflunine H paclitaxel 14 1,6 meceuki BO rpyriaTa neKysaHa 
co docetaxel. 

Remorpa(Pciafre 
npkimapHa aHan 
H3Hecysana 67 
nauHeHTH 6Hne 

KapaKrepkicTHKH H notiernarre KapairrepHeTKH Ha 60JIeCTa BO nonynauHjaTa 3a 
soezmageHH nomety neKysaHHTe rpyrm. lipocetmaTa so3pacT 

roRHHH (HHTepsan 31-88), a 77,1% oR naukieHT Te-6 	maxcH. IlosekeTo 
et bi Mi oR 6ena paca (72,1%), 53,9% oR naukieHT igle Aneid, neKysaHa co 
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xemoTepanHja npHmana vinflunine, 71,4% oi nanHeHTHTe Hmane HajmanKy egeH cfaKTop Ha 
pH3HK 3a nonia nporHo3a H 28,8% Hmane meTacTa3a Ha 1.1pH140T apo6 Ha 110tleTOKOT Ha 
cTyalljaTa. llotieTHHoT (1)ymau4oHaneH ECOG cTaTyc H3Hecysan 0 (45,6%) HJ1 14 1 (54,4%). 
MOLIHHOT meyp 6H.ri npHmapHo ceaHurre Ha TymopoT Kaj 71,1% Qa nanHeHTHTe, ao,aeKa 25,4% 
ozt HHB Hmane ypoTenen Kapnifflom (UC) Ha ropHH MOLIH14 naTHurra. Hmano 24,2% o,a 
nausewrwre K014 npeTxo,rwo npHmane camo aajysaHTHa Hfl 14 HeoaAjysawma Tepankija Koja 
coAp)Kena rinaTHHa 14 AommBeane nporpecHja BO pamKwre Ha 12 mecenki. 

IlpHmapHa u,en 3a HCX04 Ha e4)HKaCHOCT BO cryamjaTa IMvigor211 6kina sKynHo npexcHsysaH‚e 
(aHrnHcKH overall survival, OS). CeKyHaapHil nem,' Ha HCX04 3a egmacHocT, KOH rH oneHysan 
Hcipawysaii sp3 OCHOBa Ha sep3Hja 1.1 KpwrepHym 3a oneHKa Ha 041'0B0p Kaj COJ1 1441-1H Tymopm 
(aHrmicKH Response Evaluation Criteria In Solid Tumors, RECIST), 6Hne cTanKa Ha o6jeKTHseui 
oarosop (ORR), npemaisysafbe 6e3 nporpecHja Ha 6onecTa (PFS) 14 spemeTpame Ha oarosop 
(DOR). 
Cnopea6H Ha OS nomety weispalm 14 KoHTponHa rpyna so pamKwre Ha IC2/3, IC 1/2/3 14 
nonynankijara npeasHaeHa 3a neKysafbe (aHrnkicKH intent-to-treat, ITT, cwre sKnytieHH 
nauseHTH) 6Hne TecTi4paHH co xllepapxHcKa nocTanKa co cl)HicceH peaocnea 6a3HpaH Ha 
cTpaTeknuipaH log-rang TecT npH asocwaHo HHBO 04 5% KaKo HITO cnedaysa: 1.meKop: 
nonynankija IC2/3, 2.tieKop: nonynansja ICl/2/3, 3.geKop: nonynausja Ha cHTe sKnymeHH 
nanHems. CTaTmcnitiKaTa 3Ha4ajHocT Ha pe3y.11TaTOT 3a OS BO 2.14eKop 14 130 3.tieKop mowene 
EpopmanHo 	ce Hcrikrrawr 40KOJIKy pe3ynTaTHTe Ojt npeTxo,aHHoT tleKop 6Hne CTaTHCTHLIK14 

3HatiajHH. 

IlpoceinioTo cneaeFbe Ha npexu4sysarbe H3Hecysano 17 mecenH. IlpHmapHaTa aHanma Ha 
cTyaHjaTa IMvigor211 He ja nocTHrHana npkimapHaTa nen — OS. Atezolizumab He noKman 
CTaTI4CT144K14 3HatiaeH 6eHe(1)HT Ha npe*HsysaubeTo so 041-10C Ha xemoTepanHja Kaj nau,HeHTH co 
ripeTxoaHo neKysaH, JI0KaJ1H0 HanpeaHaT 14J1H meTacTa3HpaH ypoTeneH KapumHom (UC). Cnopeit 
oaHanpeR cneneknnipaH peaocnea 3a xHepapxkicKo Tecuipaube, HajnpsHH ce TecTHpana 
nonynanHjaTa IC2/3, co HR 3a OS 04 0,87 (95%CI:0,63, 1,21, npoceinffloT OS H3Hecysan 11,1 
mecem co atezolizumab HacnpoTH 10,6 meceum co xemoTepanHja). erpaTeHnHpaHa long-rang-
p-speaHocT H3Hecysa 0,41, na pe3ynTaTifre BO Taa nonynanHja He ce cmeTaaT CTaTI4CTI4LIK14 
3HatiajHH. KaKo nocneaHna Ha osa, He mowene aa ce cnpose,aaT (4opmanum TeCTOBH 3a 
CTaT14CTHL1Ka 3HatlaiHOCT 3a OS BO nonynaiuija IC1/2/3 H14Ty BO nonynanHja Ha cHTe BKIlyleHH 
nanHeHTH, a pe3ynTaTwre o,a THe aHaJIH3H 614 ce cmeTane KaKo eKcnnopankicKH. KnytiHkrre 
pe3ynTaTH 04 nonynanHjaTa Kaj cHTe BKJIrieH14 rianHeHTH 36HpHo ce npkwawaHH BO Ta6ena 4. 
KannaH MeHpeosaTa KpHsa 3a OS BO nonynanHjaTa Ha cwre sKnytieHH nanHeHTH npkiKa)KaHa e 
Ha cnkiKa 1. 

Bo nonynanHjaTa npeasHaeHa 3a neKysaibe 6eme cnposeaeHa mypHpalla excnnopaTHsHa 
aHanH3a a 3a ripefflisysafbeTo, co cpeaHo Tpaebe Ha cneameTo 3a yrspaysaFbe Ha 
npexcHsysaffieTo oje 34 mecenH. CpeaHoTo sKynHo npemdisysaube 6eme 8,6 mecenH (95% CI: 
7,8, 9,6) so atezolizumab rpynaTa 14 8,0 mecenH (95% CI: 7,2, 8,6) so rpynaTa co 
xemoTepanHjaTa co C004110C Ha pH3HK 04 0, 82 (95% CI: 0,71, 0,94). Bo cornacHocT co TpeHaoT 
3a6enewaH Kaj npHmapHaTa aHanH3a 3a 12-mecelmaTa cTanKa Ha OS, HymepHLIKH 110B14COKI4 
CTaTIK14 Ha 24-mece i I.E 	. etieH OS ce 3a6enewaHH Kaj nanHeHTH so rpynaTa co 
atezolizumab 130 	Pdes> Ta co xemoTepanHja Kaj nonynanHjaTa npeaskiaeHa 3a 
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nexyBebe. IlpoueHToT Ha )104B14 nanHeHTH Ha 24 meceuH (npoueuca Ha KM) 6eme 12,7% 3a 
rpynaTa TpeTHpaHa co xemoTepanHja 14 22,5% 3a rpynaTa co atezolizumab; 14 Ha 30 meceull 
(nponemca Ha KM) 6eme 9,8% 3a rpynaTa Ha xemoTepanuja 14 18,1% 3a rpynaTa co 
atezolizumab. 

Ta6e.rta 4: 36HpeH HpHica3 Ha pe3y.irraTHTe 3a eduncacHocTa Kaj nonynaullja Ha cwre 
Hic.ririeHH narmewm (IMvigor211) 

CTyJ1HCKH uerm 3a etimicaenoeT 
Atezolizumab 

(n=467) 
Xemyrepannja 

(n=464) 

Hpumapna gen 3a euuacnocm 
OS* 
Epoj Ha CMpTHI4 CJIrlaI4 (%) 324 (69,4%) 350 (75,4%) 

Ilpoceinio speme go HacraH (mecenu) 8,6 8,0 
95% CI 7,8; 9,6 7,2; 8,6 
CrparkulmupaH" ORHOC Ha p14314K (95% CI) 0,85 (0,73; 

0,99) 
12-meceiteH OS (%)** 39,2% 32,4% 
Celcyndapnu u eucnnopagucKu uenu 
PES cnoped npogenua na ucmpaxeyeaq (RECIST v1.1) 
Bpoj Ha Hacrami (%) 407 (87,2%) 410 (88,4%) 
IIpoceimo spemerpaeube Ha PFS (mecem) 2,1 4,0 
95% CI 2,1; 2,2 3,4; 4,2 
CrparkulmumpaH ogHoc Ha pH3HK (95% CI) 1,10 (0,95; 

1,26) 
ORR 	cnoped 	npogenua 	na 	ucmpaowyeaq 
(RECIST v1.1) 

n=462 n=461 

Bpoj Ha naumeHru CO norsprteH ogrosop (%) 62 (13,4%) 62 (13,4%) 
95% CI 10,45;16,87 10,47; 16,91 
Epoj Ha nanklemm CO KOMILTIeTeH ogrosop (%) 16 (3,5%) 16 (3,5%) 
Bpoj Ha nauueHrm co genymeH ogrosop (%) 46 (10,0%) 46 (10,0%) 
Epoj Ha nameHru co cra5Puum 6onecr (%) 92 (19,9%) 162 (35,1%) 
DOR cnoped npogenua na umpumpmal 
(RECIST v1.1) 

n=62 n=62 

IIpoceK BO MeCe1414 *** 21,7 7,4 
95% C1 13,0; 21,7 6,1; 10,3 
CI=uHrepsan Ha gosep6a, DOR=spemerpame Ha uroBop, ORR=cTanKa Ha o6jeKT14BeH oxtroBop, OS= BKynHo 
npemmsysaFbe, PFS= npemaisysarbe 6e3 nporpecaja Ha 6onecr, RECIST v1.1 Kpurepuym 3a onemm Ha ogrosop 
Kaj C0J114)40H rymop. 
**143spmeHa e aHamna Ha OS so u,enoKynHara nonynauuja sps ocHosa Ha crparmillampaH long-rang test, H 
pesynraror ce Hasegysa camo 3a unycrpanuja (p=0,0378), cnopeg ogHanpeg cnenwinumpaHara xuepapxucKa 
ananum, p-spenfflocra 3a aHanusa Ha OS so nonynanuja Ha eure sKnyqem4 nauneHru He mme 	ce cmera 3a 
CUTHCTHLIKH 3HavajHa. 
"CrparkeKauxja cnopeg xemorepanuja (vinflunine HJIH taxane), craTyc Ha excnpecuja PD-LI Ha umymi KnerKu 
KOH 1-0 umimnrpupaar rymopor IC (< 5% HJ1H _?_> 5%), 6poj Ha 11pOrHOCTI4LIK14 4IaKTOpH Ha pH3HK (0 NAH 1-3) 14 

meTacTa3H Ha upHHoT Apo6 (Ra HJ1H He) 
**Bp3 ocHoBa Ha nponeHKa cnopeR Kannall-Meueposa meroga 	 -  .----- 
***Ogrosop HOHTM nmane 63% og nanueHrure Kou ocrsapnne cmret tome 	BexyBaHH co 
atezolizumab 14 21% og natmeHrure KOH ocrsapune ogrosop BO rpynaTa nenset cOixPitigre 
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Camca 1: Karmall-Majepona Kpuua Ha BKyll 110 upeamenalbe (Imvigor211) 

08 

Tecentnq Chem0therapy 
Kleetan tune (mo) 	B.-6 	 8.0 
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--4-- Chernotherapy 

1 2 

Tere,,,nq 467 443 405 
Cnaexes4,apr 464  a28 397 

3 4 5 6 7 8 9 10 	11 	12 	13 	14 	15 1G 17 18 10 20 21 22 23 24 25 
Time (months) 

349 327 309 290 259 245 219 201 	192 	177 196 138 	113 90 76 59 4/ 34 20 13 5 1 
364 330 299 288  244 219 191 175 156 140 126 	99 	78 60 49 42 30 17 11 7 2 1 

IMvigor210 (G029293): cmyöuja co edna 2painca Kaj npemxodno ne.nexyean ypomenen 
Kapyunam Kaj nayuenmu xou ne ce nozoanu 3a cisplatin mepanuja u Kai ypomenen Kaptimrom 
Kaj nayuenmu xou npemxoatto 6u.ne nexycanu co xemomepanuja 

Etia3a II, mynTmiewrpHtma, HurepHatmoHanHa, BO aae KoxopTH, cTyamja co einia rpamca, 
IMvigor210, 614na cnposeaeHa Kaj natmeHTH co noKanHo HanpeaHaT HnH meTacTa3HpaH UC 
(HCTo TaKa 1103HaT KaK0 ypoTeneH Kamtep Ha mcrieH meyp). 

Bo cryaHjaTa 6Hne BKJIrleHH BKyllHO 438 nattHeHTH BO atm KOXOpTH. KOXOpTaTa 1 aKnyityaana 
naumem4 KOH npeTxoaHo He 6Hne neKysamt 14 Hmane noKanHo HanpeaHaT H.1114 meTacTa3HpaH 
UC H He 6Hne 110F0g1114 14.11H cnoco6HH 3a aa npHmaaT xemoTepanHja 6a3HpaHa Ha CiSpiatin 14J114 
KOH Hmane nporpecHja Ha 6onecTa HajmanKy 12 meceu“ nocne neKysaffie co HeoanjyBawreH 14.1114 
aajyBaHTeH xemoTepanewrcKH 11pOTOKOJI KOj CO,L1p)KCJI 1111aTHHa. KoxopTaTa 2 BicarlyBana 
nattHeHTH KOH npHmane HajmanKy eaeH xemoTepaneaTcKH 11pOTOK011 6a3HpaH Ha nnannta 3a 
noKanno Hanpe,aHaT HnH meTacTa3HpaH UC 14.11H KOH amnimage nporpecHja Ha 6onecTa BO TeK 
Ha 12 meceum OJE neKysalbeTo co HeoaeaaHTeH 141114 aajyaairreH xemoTepanewrcKH IlpOTOKOJI 
KOj coamKen nnaTHHa. 

Bo KoxopTa 1, 119 o 
aaml4H14cTpHpane c 
llpoceitHaTa Bo3pa 
noaekeTo 6Hne oa 6  

}samt co atezolizumab BO ,L103H oft 1200 mg K014 ce 
'a ceicom 3 Heae.rm AO nporpecHja Ha 6onecTa. 
HH. IloBekeTo nanHeHTH 6Hne ma)KH (81%) H 
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KoxopTa 1 BKnynyBana 45 nattneHTn (38%) CO cleHKunoHaneH ECOG cTaTyc 0, 50 nanneHTH 
(42%) CO clemanioHaneH ECOG cTaTyc 1 H 24 nannewrn (20%) CO clemuinoHaneH ECOG 
cTaTyc 2, 35 nanneTHn (29%) 6e3 BajopnHoe clmwrop Ha p143HK ((ymainoHaneH ECOG cTaTyc 
2 H sncnepamin meTacTa3n), 66 flal.114eHT14 (56%) CO erteH BajopnHos cl)aKrop Ha p14314K 14 18 
nannewrn (15%) CO zum BajopnHorm (1:etc.rom,' Ha pH3HK, 84 nanklemm (71%) CO ourreTeHa 
6y6pe)KaH chtnamja (rnomepynapHa clnuTpannoHa paTa [GFR] < 60mL/MHHyTa) H 25 
naumeHTH (21%) CO meTacTa3n Ha UpH140T )1pO6. 

HpHMapHa vry,ancKa nen 3a enKacHocT BO KoxopTa 1 6nna noTspgeHa cTanKa Ha o6jewrnBeH 
ogroBop (Objective Response Rate - ORR) cnopeit nponeHKa Ha He3aBncHo npotteHyBanKo Teno 
Bp3 OCHOBa Ha Bep3Hja 1.1 RECIST Kpwrepnymn. 

IlpnmapHaTa aHann3a e cnpoBeReHa Kora CHTe nannewrn nmane HajmanKy 24 Hegenn Ha 
cneneFbe. IlpocenHoTo BpemeTpaeFbe Ha neKyeaubeTo n3Hecysano 15 He,Benn, zumexa 
npocenHoTo cmegelbe Ha npewnsyBaube n3HecyBano 8,5 Neeein' Kaj CHTe BK.nyneHn nauHeHTH. 
3a6ene)KaH e KJII4H14t1K14 peneBawreH cTeneH Ha ORR cnope4 [Tonefixa Ha He3aBHCHO 
nponeHyBanKo TeJI0 Bp3 OCHOBa Ha Bep3Hja 1.1 RECIST Kpwrepnym, MetyT0a Kora Tne ke ce 
cnopenaT CO offlaripe,a cnennclmunpaH KOHTp0J1eH cTeneH Ha o,BroBop OA nperxoimkrre vry,Lun4 
cm, 10%, BHÄJIHBO e it,exa He e nocTnrHaTa CTaTHCT1411Ka 3HanajHocT 3a npnmapHaTa cTymjacKa 
nen. nOTBp,LteHHOT ORR cnope,A upottefixa Ha He3aBHCHO nponeHyBanKo TeJ10 Bp3 OCHOBa Ha 
Bep3Hja 1.1 RECIST KpIrrepnym n3Hecysan 21,9% (95% CI: 9,3, 40,0) Kaj nannewn CO 
eKCnpeCHja Ha PD-L1 > 5%, 18,8% (95% CI: 10,9, 29,0), Kaj nannewrn co eKenpecnja Ha PD-L I 
> 1% KaK0 14 19,3% (95% CI: 12,7, 27,6) Kaj cwre BKJIrleH14 nauseHTn. IIpocenHoTo 
BpemeTpaelbe Ha onroBop (duration of response — DOR) He 6iuio ,BocTnrHaTo HHTy BO effla 
no,Brpyna cnopeR excnpecnja Ha PD-L1 HnTy BO rpynaTa BO Koja 6nne BKnyneHn cwre 
nau,neHTm. llogaToturre 3a OS He 6nne 3penn, a ogHocoT Ha HacTaHn 14 lialeleHTH H3HeCyBaJ1 
flp146J14)KHO 40%. Cpe,AHO BKyLIHO 'wemmiefeibe (OS) 3a cwre noupynn Ha naunewrn 
(excnpecnja Ha PD-L I > 5% H > 1%) 14 3a rpynaTa so Koja 6nne BKnytteHn cwre nannewrn 
n3Hecysan 10,6 mecenn. 

CnpoBeAeHa e aHann3a co ancypnpaHn nogaTonn, co npocenHo cnembe Ha npexcnBysa}be 3a 
KoxopTa 1 ozt 17,2 mecenn, a pe3y.wraTkrre 36npHo ce npnKawaHn so Ta6ena 5. IlpocenHoTo 
spemeTpame Ha oAroBopoT (DOR) He e RocutrHaTo Hkrry Bo e,tnia noArpyna cnopeR 
eKenpecnja Ha PD-L1 HI4Ty BO rpynaTa BO Koja 6Hne BKJIytleHH cwre nanneurrn. 

Ta6eaa 5: 36HpeH npmca3 Ha aacypHpama pe3yaTaTH 3a ecimicacnoerr (KoxopTa 1 oa 
cTyAHjaTa Imvi or210) 

CTYJIHCKH Helm 3a elnucacHocT 

EiccupecHja 	Ha 
PD-Ll 	Ha 
umyHil Menai 
(IC) 	K011 	ce 
HH4maTpHpaaT 
BO TymopoT 	' 
> 5 °A 

Eiccupecnja 	Ha 
PD-L1 	Ha 
Hmyfill 	ICJICTICII 
(IC) 	KOH 	CC 
HmimmTpHpaaT 
BO TymopoT 
> 1 ° 

CHTe 
BKJIrletill 
BallOICHT11 

ORR (cnoped onemca Ha He3a8ucno nponenyeaguco n=32 	,,---6" a o et  = 4 n=119 
meno, RECIST v.1.1) fej-ev E DHE ed  41 
Bpoj Ha naumeHTH co Qnroaop (%) 9 (28,1°/ 4.  •;" 	194Z3,e4) 1., , 27 (22,7%) 
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95% CI 13,8; 46,8 15,0; 34,6 15,5; 31,3 
Bpoj Ha nauHeHrm CO KomanereH ouroaop (%) 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 naulleHrH co genymeH ozrosop (%) 5 (15,6%) 11 (13,8%) 16 (13,4%) 
95% CI (5,3; 32,8) (7,1; 23,3) (7,9; 20,9) 
Bpemempaethe na odz000p - DOR (cnopeä ogenna n=9 n=19 n=27 
Ha nemaucno npogenyeatuco men°, RECIST v.1.1) 
IlaumeHTH co HacraH (%) 3 (33,3%) 5(26,3%) 8 (29,6%) 
IlpoceK (MeceuH) (95% CI) HEI (11,1; HEI) H11 (HH) HH (14,1; 

HEI) 
enmufflelilie 6e3 npozpecuja na 6onecm - PFS 
(cnoped °Henna na nemoucno npownyeaHno 
men°, RECIST v.1.1) 

n=32 n=80 n=119 

lianneHTH co HacraH (%) 24 (75,0%) 59 (73,8%) 88 (73,9%) 
IlpoceK (meceuH) (95% CI) 4,1 (2,3; 11,8) 2,9 (2,1; 5,4) 2,7 (2,1; 4,2) 
BnynHo npexcuoyeame - OS n=32 n=80 n=119 
IlauHeHrH co HacraH (%) 18 (56,3%) 42 (52,5%) 59 (49,6%) 
IlpoceK (meceuH) (95% CI) 12,3 (6,0; 1111) 14,1 (9,2; HII) 15,9 
CTeneH Ha 1-rouffineH OS (%) 52,4% 54,8% (10,4;1111) 

57,2% 
CI= Hurrepaan Ha ,aoaep6a, DOR= Bpemerpaeibe Ha ogrosop, IC= HmyHH 1010TKII KOH ce HekuiTpkipaaT BO 

Tymopor, IRF= independent review facility T.e He3aBHcHo npougHyBainco Teno, HH= Hemme na ce npoueHH, 
ORR=c-ranica Ha o6jeKTHBeH onroBop, OS= Bxyrnio npexcHByBaike, PFS= npema4ByBaFbe 6e3 nporpecHja Ha 6onecT, 
RECIST= KpHTepHyM 3a oneHica Ha onroBop Kai COJIHJWM TymopH v1.1. 

Bo spemeTo Ha dmHanHaTa aHanm3a 3a KoxopTa 1, naumeHTmTe mmane cpesHo speme Ha 
cneseibe Ha npenmsysarbe os 96,4 meceum. CpejHaTa spesHocT Ha sKynHo npexa4sysafbe 6mna 
12,3 meceum (95% CI: 6,0, 49,8) Kaj naumeHTm co PD Ll eKcnpecmja > 5% (naumeHTm 1(014 ce 
BKJIrleHH 130 TepanesTcKaTa HH,J14KaHl4ja). 

KonpHMapHH cTysmjcKm uenm 3a ec4m4KacHocT BO KOXOpTa 2 6mne noTspseH ORR cnopes 
npoueHKa Ha He3aBHCHO npoueHysamKo TeJ10 Bp3 OCHOBa Ha sep3mja 1.1 RECIST Kpwrepmym 14 
ORR cnopes npotteunca Ha mcwayKysam Bp3 OCHOBa Ha moswiniumpall RECIST Kpwrepmym 
(mRECIST). KoxopTa 2 BKnytiyaana 310 naumeHTm KOH 6mne neKysaHm co atezolizumab BO 
.103a Oft 1200 mg asmmHmcwmpaH CO mHTpaseHcKa mw:Py3mja ceKom 3 Henenm AO ry6mToK Ha 
10114HHLIKH 6eHeCill4T. FIpmmapHaTa aHanm3a Ha KoxopTa 2 6mna cnposesella Kora cmTe naumeHTm 
mmane HajmanKy 24 Hesenm Ha cnesethe. CrysmjaTa rH nocTmrHana sseTe KonpmmapHm uenm BO 
KoxopTa 2, noKancysajkm CTaTHCTHIllo4 3HamaeH ORR cnopez Elpottefixa Ha He3aBHCHO 
npoueHysamKo TeJ10 Bp3 OCHOBa Ha sep3mja 1.1 RECIST Kpwrepmym H cnope,s npouema Ha 
mcwancysaii sp3 ocHosa Ha mosemumpaH RECIST KpmTepmym so cnopes6a co offlanpe,a 
crieueHuHpaH HCTOpHCKH KOHTp0J1ell ORR 0,L[ 10%. 

3a KoxopTa 2 cnposeseHa e aHanm3a co npoce'iHo cmegerbe Ha npemoutyHaube os 21,1 meceu. 
IloTspseH ORR cnopes muteilca Ha He3aBHCHO npoueHyaainco Teno Bp3 OCHOBa Ha sep3mja 1.1 
RECIST Kpwrepmym 	gae 0% (95% CI: 19,5, 37,9) Kaj naumeHTm co excnpecmja Ha PD- 
LI > 5%, 19,3% 	eGitE 1144> 0,  Kaj HaumeHTH co excHpecHja Ha PD-L1 > 1%, KaKo m 
15,8% (95% CI: 	40,  139 rp 1ie  BO Koja 6HIle BKJI)ftleH14 cHie naulleHTH. lloTspseH ORR 
cnopes npoueH  g ta ei 	safidt \
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H3Hecysan 29,9% (95% CI: 20,4, 38,9) Kaj natmeHTH co eicenpecHja Ha PD-L1 > 5%, 23,7% 
(95% CI: 18,1, 30,1), Kaj nauHewni co eKenpecHja Ha PD-L1 > 1%, KaKo 14 19,7% (95% CI: 
15,4, 24,6) BO rpynaTa BO Koja 6Hne BKJIrleHH cwre HaLtHeHT14. CTanKaTa Ha KOMEIJIeTeH 
0,a1-0B0p cnopeR npouemca Ha He3aBHCHO npoueHysainco MIO sp3 OCHOBa Ha sep3Hja 1.1 
RECIST KfflepHym BO rpynaTa BO Koja 6Hne BKJIytleHH eifre natmeHTH H3Hecysan 6,1% (95% 
CI: 3,7, 9,4). Bo KoxopTa 2, npoce4HoTo Bpemerpaebe Ha oRrosop (DOR) He e RocTHrHaT HHTy 
BO e,LHa 0,a noRrpyrikrre cnopeR eiccnpecHja Ha PD-L1, HHTy so nonynauja BO Koja 6Hne 
mcnytiemi cHTe nankiel-1TH, Ho e RocTHrHaT Kaj natmeHTH co eiccripecHja Ha PD-L1 < 1% (13,3 
meceu, 95% CI: 4,2, HH). CTanKa Ha OS Ha 12 mecettH Kaj nonynausja BO Koja 6Hne mcnyitem4 
cwre naukiewai H3Hecysana 37%. 

Bo spemeTo Ha clmHanHaTa aHanina 3a KoxopTa 2, flanklex-n/1-re Hmane cpefflo speme Ha 
cnemFbe Ha npema4sysafbe oR 46,2  meceu. CpeRHaTa speRHocT Ha sKyraio npexcHsysafbe 6wria 
11,9 meceu (95% CI: 9,0, 22,8) Kaj natmeHTH co PD Ll excnpecHja > 5%, 9,0 meceu (95% 
CI: 7,1, 11,1) Kaj naumeHTH co PD LI eiccripecHja 1% 14 7,9 meceu (95 % CI: 6,7, 9,3) Kaj 
cwre BKJIyLICHH naUHeHTM. 

IMvigor130 (W030070): 0a3a III cmyauja co atezolizumab Kam monomepanuja u eo 
icom6unauuja co nnamunym 6a3upaua xemomepanuja Kai nayuenmu co Hempemupan noicanno 
nanpeänam unu memacmamcKu ypomenen Kapquitodu 

croa3a III, mynTimewrpiema, paHRomiimpalla, nnaue6o-KowrpoupaHa, RenymHo cnena (Fpyna A 
C, camo) cTyRkija, IMvigor130, 6Hna cnposeReHa Ra ja esayHpa ecin4KacHocTa 14 6e36eRHocTa 

Ha atezolizumab + xemoTeparmja 6a3HpaHa Ha Kom6HHaukm Ha nnaTua (Ha np., H.TH4 cisplatin 
kinki carboplatin co gemcitabine), BO Fpyna A, 11.1114 moHoTeparmja co atezolizumab (Fpyna B, 
oTsopeHa rpyna) HacnpoTH placebo + xemoTepanHja 6a3HpaHa Ha Kom6HHauHH Ha nnaTHHa 
(Fpyna C) Kaj naumeHTH co noKaneH HanpeRHaT meTacTaTcKH UC KOH npeTxofflo He npHmane 
cHc-remcKa meTacTaTcKa Tepanklia. KonpitmapHwre pe3ynTaTH Ha e(1)14KaCHOCT 6Hne 
npexcHsysalbe Ro nporpecHja Ha 6onecT (PFS) otteHeTa oR HcnifrysatioT BO Fpyna A HacnpoTH 
['pyna C 14 CeBKyllHOTO 1-wemmiesalbe (OS) BO Fpyna A HacnpoTH C a noToa rpyna B HacnpoTH 
C, aHankimpaim Ha xHpeapxHcKH Hat1HH. CeBIVIIHOTO npexcHsysaFbe He 614J10 CTaTHCT1411K14 
C141111414KaHTHO 3a cnopeR6a Ha Fpyna A HacnpoTH Fpyna C 14 3aToa He mowewe Ra  ce 
cnposem noHaTamonmo ctopmanHo Teenwebe cnopeR offlanpeR RecimmipaHHoT xHepapxHcKH 
peRocneR Ha TeCTHpa}be. 

CnopeR npenopamfre oR He3aBHCHHOT KOM14Ter 3a cneReffie Ha nomranufre (independent Data 
Monitoring Committee (iDMC)) KOH cneRysaaT no paH nperneR Ha noRaTouTe 3a 
npexcHsysaube, Kaj esanyHpainfre naulleHTH 073( rpynaTa Koja ripHmHna TpeTmaH co 
moHoTepauja co atezolizumab, Kaj natuteHTwre x1HH TymopH Hmane HHcKa PD-L1 eiccupecHja 
(nomanKy oR 5% 0,a 14MyHOJIOLIIK14Te KJICTKH KOH ce HO3HTHBHH 3a PD-L1 CO HmyHoxi4c-roxemmja 
KopHcTejlcH VENTANA PD-LI [SP142] aHanH3a) TeparmjaTa 6H.ria npemmaTa no 3a6enexcaHo 
Hamanysaibe Ha sKynHoTo npemisysaFbe 3a osaa noRrpyna npH HennaHHpaHa paHa aHanina, 
cenaK, Toa ce 3a6enewano oTKaKo noronemHoT Ren Ha nauHewrifre seke-614r1e mcnygeHH.. 

OR 719 naltHeirm sKnyllem4 Ha moHoTepanHja co atezolizumab (n=360) H rpyna camo co 

	

xemoTeparmja (n=359), 50 14 43 natuteHTH, cooRseTHo, 6Hne Heco 	Timm 	 'splatin cnopeR 
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by Galsky KpwrepHymyrre H Hmane Tymop co sHcom PD-L1 excnpecHja (> 5% og HmyHkrre 
KneTK14 ce npe6ojyBane 110314THBHO Ha PD-L1 co HMyHoxMcToxeMHja kopkicTejkH VENTANA 
PD-L1 [SP142] aHanH3a). Bo eminopaTopHa attagH3a Kaj osaa nogrpyna Ha naumeHTH, 
HecTpaTwin4mpaHHoT HR 3a OS 6H.n 0.56 (95% CI: 0.34, 0.91). CpegHoTo ceskynHo 
npexcHsysalbe OS 6H.so 18.6 meceHH (95% CI: 14.0, 49.4) BO rpynaTa co moHoTepanHja co 
atezolizumab HacnpoTH 10.0 meceull (95% CI: 7.4, 18.1) BO rpynaTa camo Ha xemoTepankija 
(B14,a14 CJ1HKa 2). 

Catina 2 Kannan-Majepona npuna na Benno upelumplaibe naj nannemt neeminmin 
3a Cisplatin co Tretopn co BHCOK PD-1,1 (Tpyna B vs. Tpyna C) 

100 

90 

80 

70 

60 

50 

40 
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Atezo Mono 	50 42 40 37 32 28 24 21 20 20 19 19 19 19 17 17 16 12 11 8 5 2 NE NE NE 
Placeba*Chemor 43 36 26 21 19 16 14 11 10 10 9 9 9 5 5 5 5 5 3 1 1 1 NE NE NE 

He-cumnomemogen Kapuunam na 6e.nu dpo6oeu 

Adjyeanmett mpemman xa pan-cmaduym xa NSCLC 

IMpower010 (G029527): Pandamu3upana, 0a3a III cmyduja Kai nayuenmu co pecemupan 
NSCLC no xemomepanuja 6a3upana na cisplatin. 

4:1)a3a III, oTsopeHa, mynTkatewrpHima, paimomH3HpaHa cTygHja, G029527 (IMpower010), 6H.na 
cnposegeHa co uen /Ja ja etlaetwa eti»wacHocTa H 6e36egHocTa Ha atezolizumab 3a agjysaurreH 
TpeTmaH Ha Hauklemm co NSCLC so cTagHym IB (TyMop > 4 cm) — IIIA (cnopez - Union for 
International Cancer Control/American Joint Committee on Cancer staging system, 7-Mo 
Humme). 

KpHTepHyMHTe 3a cenemHja rH ge(PHHHpane nauHeHurre co BHCOK pH3HK 0)1 nosTopHa nojasa 
Ha 6onecTa a ce sknyHeHH corgacHo TepanescTicaTa Hnsmalmja 14 ce ogHecysa Ha 
nonynaumjaTa Ha naumeHTH co cTagHym II — IIIA cnopeg 7To H3gaHHe Ha Union for 
International Cancer Control/American Joint Committee on Cancer staging system: 

Fonemin-la Ha TymopoT ..,cirefunii 	opH 0,£( 6HJI0 Koja ronemkma K014 ce npktsppkeHH CO NI 
1451H N2 cTaTyc; 14  ‚ * *oh Pke 	e 14HBa3HBH14 BO Topalmimme cTykrypH (gspekrHa 
Huisamja Ha napHe 	 pa, giedie't Ha rpa,AHHOT KOLLI, gHjeparmaTa, SpeHIPIHHOT HepB, 
megHjacTHHagHaTa 	 a.relet• nepHToHeym, megHjacTifflymoT, cpueTo, ronemkrre 
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caaomm, TpaxeaTa, pexypeHTHHoT napmHrearteH HepB, e3ocbarycoT, p6eTHHoT npumeH, 
KapHHaTa); 14JI7 Tymopn KOH Ham.nerne BO I'JlaBHHOT 6poHx < 2 cm ,IIHCTajIHO 0,a KapHHaTa HO 6e3 
qa Hanne3aT BO KapHHaTa; 14.1114 TymopH KOH ce npHapy)Kem4 co aTeneKTa3m4 HJIH oncTpyKTHmeH 
IIHeBMOHHTI4C Ha nenoTo 6e.noapo6He; HJIH Tymopm co oanoeH(H) HO) yJI(H) BO HCTHOT Jio6yc 
I4J114 BO pa3mmeH mnem.naTepaneH no6yc KaK0 npmmapHHoT TyMop. 

eryamjaTa He 1'14 mimsam natmeHTHTe KOH Hmame cTaTyc N2 co Tymop KOj Ham.neryman BO 
meaHjacTHHymoT, cpueTo, ronemmTe CaROBH, TpaxeaTa, pexypeHTHHoT napuHreaneH Hepm, 
e3octiarycoT, p6eTHHoT npnmeH, KapHHaTa 14J114 CO OffACJIHH TymopcKH HOAyJIH BO pw.nlit.feil 
kincHnaTepaneH mo6yc. 

BKynHo 1,280 nanmeHTm KOH 6H.rie BK.nyHeHH Hmame Komn.rieTHa TymopcKa peceKnHja H 6m.ne 
noao6Hm j a npumaT ao 4 nmKnycm Ha xemoTepanmja 6a3HpaHa Ha cisplatin. Pexa4mmTe Ha 
xemoTepanHjaTa 6a3HpaHa Ha cisplatin ce Hameaem4 BO Ta6e.ria 6. 

Ta6ena 6: ArK.jyBaHTHH xeivioTe anewrciat pexcHMH IM ower010 
AI jyHawrHa xemoTepanuja 

6a3npana Ha cisplatin: 

Cisplatin 75 mg/m2  HHTpaBeHcKH Ha 
iteH 1 of( cexoj 21 amesem nHK.11yc co 

ezteH oz( cnegHHHe TepanewrcKH 
pexcHmH 

Vinorelbine 30 mg/m2  HwrpaseHcm, AeH 1 H 8 

Docetaxel 75 mg/m2HHTpaBeHcKH, ReH 1 

Gemcitabine 1250 mg/m2  HHTpaBeHCKH, ,geH 1 14 8 

Pemetrexed 500 mg/m2HHTpaBeHcm, geH l(He-cxHamoseH) 
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Ho 3aspuesaube Ha xemoTepanHjaTa 6a3HpaHa Ha cisplatin (Ro 4 umulycH), sKyrnio 1005 
nauHeHTH 6Hne paHRomH3HpaHH so cooRHoc 1:1 Ra npHmaT atezolizumab (rpyna A) MN 

Haj,Ro6pa cynopTHsHa Hera (best supportive care -BSC) (rpyna B). Atezolizumab 6Hn 
as,mHHHcTpHpaH KaK0 ClIFIKCHa R03a OL 1200 mg ripeKy IV knut)y3Hja Ha ceKom 3 HeRenH BO TeK 

Ha 16 LIFIKJ1yCH OCBeH aKo He HacTarmne IlOBTOpHO nojasysaube Ha 3a6onysaubeTo 14J114 

Henp4aTmasa TOKC1411HOCT. PaH,LIOM143aLIHiaTa 6Hna cwaTHeimumpaHa umpeil non, cTaRHym Ha 
6onecTa, micTonormja H PD-L1 excnpecHja. 

HauHewrwre 6Hne HcKnyxema RoKonKy Hmane HcTopHja Ha aBT014MyHO 3a6onysaube; uinimme 
*Hsa, aTeHympaHa BaKLIHHa BO TeKOT Ha 28 Lena npe,R paHRomH3auHjaTa; npHmHne CHCTeMCKH 

HmyHocTHmynaTopm4 areHcH BO TeKOT Ha 4 HeRenH 14j1H CHCTeMCK14 HmyHocynpecHsH BO TeKOT 

Ha 2 HegenH npeR paHRommaumjaTa. HpoueHa Ha TymopoT 6Hna HanpaseHa Ha H011eTOKOT OL 
pagnommauHjara 14 noToa Ha ceKom 4 mecetu4 BO TeKOT Ha npsaTa rozuma cneRejfm ro umnyc 
1, Rex 1 14 noToa Ha ceKoH 6 meceull Lo  5-Ta rozuma, a noToa eitHam romwHo. 

gemorpacPcKwre KapaKTepHcTHKH 14 KapawrepHcTHKHTe Ha 3a6onysaubeTo Ha I10,1eTOKOT BO ITT 
nonynauHjaTa 6Hne Ro6po H36anaHcHpaum nomay TepanesTcKHTe rpyr4. CpeRHaTa s03pacT 
6Hna 62 1-0,AHHH (oncer: 26 Ro 84)14 67% OL nameHTure 6Hne ma)KH. HajronemHoT 6poj Ha 
nameHTH 6Hne OL 6ena paca (73%) 14 24% 6Hne a3Hjum. HosekeTo nameHTH 6Hne aKT14BH14 

nymamm FIJI 14 nymene BO MHHaTOTO (78%) 14 II0xleTHI4OT ECOG cTaTyc Kaj naumeHTHTe 6Hn 0 
(55%) 14J114 1 (44%). CesKyrmo, 12% oR nauHeHTHTe Hmane cTaRktym IB, 47% Hmane cTaRHym II 
H 41% Hmane cTaLHyM IIIA Ha 3a6onyBaibero. HpoueuroT Ha naumeHTH K014 Hmane TymopcKa 
PD-LI eKcnpecHja > 1% H > 50% oR TC mepeHH cnpoej TeCTOT VENTANA PD-LI (SP263) 
6Hna 55% H 26%, cooRseTHo. 

IlpHmapHaTa uen 3a mepeibe Ha ecimacHocTa 6Hna npmHsysaube 6e3 6onecT (disease-free 
survival ,DFS) npoueHeTo oR CTpaHa Ha HC1-114TyBagOT. DFS 6Hn RecimmwaH KaKo Bpeme 0,PI 

gaTyMOT Ha paunomH3aumja Ro RaTymoT Ha nojasysaFbe Ha 6Hno IIITO OL CJle,TIHOBO: npso 
goKymeHTHpaHo IIOBTOpHO nojasysebe Ha 60J1eCTa, HOB npHmapeH NSCLC HJIH cmpT OL 6Hno 
Koja npienma, He3asHcHo HITO npso ICe ce nojaBH. HpHmapHaTa uen 3a mepeube Ha 4HKacHocTa 
6Hna La  ce esanyHpa DFS so naullewrcKaTa nonynauHja co PD-L I > 1% TC cTaRHym II IIIA. 
CeKyunapHaTa uen 3a e4m4KacHocT 6Hna Ra ce esanyHpa nauHeurcKaTa nonynaullja co DFS so 
PD-L1 > 50% TC cramym II— IIIA H cesKynHoTo npexcHsysame (overall survival -OS) BO ITT 
nonynaudijaTa. 

Bo spemeTo Ha npHspemeHaTa DFS aHanH3a, cTymjaTa ja Hcnonm4na npHmapHaTa KpajHa uen. 
Bo aHanH3aTa Ha naumeHTH K014 Hmane PD-L1 > 50% TC cTaimym II— IIIA 6e3 EGFR myraum4 
NAH ALK npeypeRysauba (n = 209), 6Hno 3a6enewaHo noRo6pysaibe Ha DFS BO rpynaTa co 
atezolizumab cnopeReHo co BSC rynaTa (Ta6ena 7). Pe3ynTaTHTe 6Hne KOH3HCTCHTHH so 
spemeTo Ha KoHetmaTa DFS  ap Kfe ig  eRHo speme Ha cneReibe oR 65 meceum. 
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KnyHHHTe pe3ynTaTH 3a ecimixacHocT 3a DFS H OS Kaj naumeHrwre CO PD-Ll > 50% TC 
CTMM II— IIIA, 6e3 EGFR myraHHH H ALK npeypezoatba, ce cymmpaHH BO Ta6ena 7. 
Kaplan-Meier-oHa KpHaa 3a DFS e npercTaBeHa Ha cninca 3. 

Table 7: Hperae,3 Ha elniKacuocTa Kaj nonyaaniHjaTa Ha naumeirrn co PD-L1 eKcHpecHja 
50% TC c'raiwym IIIA 6e3 EGFR myraHHH ALK npeypegyHaika (IMpower010) 

CTyfiliCkit ne.11ii 3a elnucacHoci rpyna A 

(Atezolizumab) 

rpyna B 

(Best supportive care) 

DFS npogenem od uneecnureamopom n= 106 n = 103 
Bpoj Ha HacTaHH (%) 34 (32.1%) 55 (53.4%) 
Cpezmo Hpeme Ha DFS (meceuH) NE 42.9 
95% CI (NE) (32.0, NE) 

CiparmimuHpaH* COCMHOC Ha p143141( (95% CI) 0.52 (0.33, 0.80) 

OS*  n=106 n=103 
Bpoj Ha Hac-ram4 (%) 22 (20.8%) 41 (39.8%) 
CpegHo npeme Ha OS (meceuH) NE 87.1 
95% CI (NE) (72.0, NE) 

CTpaTwImuHpaH* COOZHOC Ha p1,1314K (95% CI) 0.47 (0.28, 0.80) 
DFS = npencHeyame 6e33a6onyaam; CI = HHTepnan Ha gonep6a; NE = HeMo)Ke Aa ce npoueHH 

* ANcypHpaHa aHanH3a Ha DFS H OS Ha KJIHHW1KO HcKnytiyaaise Ha 26 janyapH 2024 romma 

erpaTHinmysaH HO ea3a, 110a H xmcronormja. 

CanKa 3: Kaplan-Meier Kpnna 3a npewnenaibe 6e3 3a6oaynaibe Kaj nannenTH co PD-Ll 
eKcnpecnja 50% TC craanym 11— IIIA 6e3 EGFR myrauma Hin ALK u c yge . .a 
(IMpower010) 
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3a6ene)KaHoTo nono6pysaffie Ha DFS so atezolizumab rpynam cnopeneHo co BSC rpynaTa 614no 
KOH3HCTeHTHO Kaj MHO3HHCTBOTO Oft npeTxonHo cneukulm4paHHTe noR-rpyr4 Kaj natuleHTH co PD-L1 > 
50% TC cm,sHym II — IIIA 6e3 EGFR myTaum4 HJIH ALK npeypenysan,a, sKnylysajkH rH natmeHTHTe 
co He-cKsamo3eH NSCLC (HecTpaTHclmnspaH HR on 0.40, 95% CI:0.23, 0.70; cpenHo DFS NE vs. 36.8 
mecenH)14 co cKs8mo3eH NSCLC (HecTpaTeHuHpaH HR o.i 0.67, 95% CI: 0.34, 1.32; cpenHo DFS He 
mowe j a ce npensHRH). 

17peanuHucKu mpemman Ha Hanpednam He-cumHomemoiien Kapuunam Ha 6enu dpo6oeu 
(NSCLC)  

IMpower150 (G029436): PaHdomu3upana 0a3a 111 cmyduja Kai naguenmu KOU npemxodHo He 
npumune xemomepanuja co memacmamcKu ne-cKeamo3en NSCLC, eo Kom6unaguja co paclitaxel 
u carboplatin co unu 6e3 bevacizumab 

(Da3a III, oTsopella, MyJITHHeHTpHilHa, HurrepHau,HoHanHa, paHnom14314paHa crryin4ja, 
IMpower150, 614na cnposeReHa 3a Aa ce nponeHH e4n4KacHocTa H 6e36esHocTa Ha atezolizumab 
so Kom6HHam4ja co paclitaxel H carboplatin, co HJIH 6e3 bevacizumab, Kaj natmeHTH KOH 
npeTxo,sHo He Himmle xemoTeparmja co meTacTaTcKH He-cKsamo3eH NSCLC. 

IlatmeHTHTe 6Hne HcKnytiem4 aKo Hmane HcTopHja Ha asToHmyHa 6onecT, aKo npHmiane )oisa, 
aTeHympaHa sainuma so nepHoR oR 28 ReHa npeR paHRomH3anHjaTa, aKo npHmHne c14cTemcK14 
HmyHocTHmynaTopH BO poK OJE 4 HeRem4 HJII4 CHCTeMCKH HmyHocynpec14Bm4 JleK0B14 so pox oR 2 
HeRenH npe,s paHRomH3an4jaTa, aKTHBH14 HJIH HeTpeTHpaHH meTacTa314 Ha UHC, jacHa TymopcKa 

	

14H4)14.1TpanHja so ronemliT 	giele  OBI4 Ha rpaRm4oT KOLLI HJIH jacHa KaBHTaLu4ja Ha 
nynmoHanm4 Jle3HH, IIITo 	tteigabAs4 	mir TeXHHKPITe. I1poneHm4Te Ha TymopoT 614.ne 
cnposeRem4 Ha ceKoH 6 etetii4 EseALpsi4/158,, en,em4 no 1. ReH Qs 1414Knyc, a noToa Ha ceKoH 
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9 Hegen'''. TreopcKwre npHmepou,H 6Hne esanympaHH 3a excnpecHja Ha PD-L I Ha Tymopcnrre 
KJIeTKI4 (TC) H Ha HmyHkrre KJIeTKI4 K014 ce HFIC1IJITplipaHH BO TymopoT (IC), a pe3ynTaTHTe 6Hne 
14CKOpHCTeHH 3a Aa  ce RetimnillpaaT no,arpynwre cnopeR HHBOTO Ha PD-L1 excnpecHja 3apaRH 
H3se,aysa1-be aHanH3HTe 011141.11a1114 noRony. 

BKyIIHO 1,202 naffleHTH 6Hne sx.syneHH H paHRomH3HpaHH (1:1:1) ,L(a npHmar eReH 0,L1 
TpeTmaHcicHre pexcHmH orannaHH BO Ta6ena 8. PaHRomH3aHHjaTa 6Hna cTpausimumpaHa BO 
oRHoc Ha non, npmcycTso Ha meTacTa3H Ha upHHoT Rpo6 H excnpecHja Ha Ha PD-L1 Ha TC H IC. 

Ta6e.sa 8: PencHmH Ha HHTD BCHCICH T 	IM ower 150 
Tpermamca 

rpyna 
HuRyKuHja 

(ileTHpu HJIH weeT 21-Rxemm HHIC.TlyeH) 
ORRfflyBathe 

(21-RneBeu umcaye) 
A Atezolizumaba  (1200 mg) + paclitaxel 

(200 ingirn2,b,c 
) 	+ carboplatinc (AUC 6) 

Atezolizumaba  (1200 mg) 

B Atezolizumaba  (1200 mg) + bevacizumabd  
(15 mg/kg) + paclitaxel (200 mg/m2)1),° + 

carboplatin` (AUC 6) 

Atezolizumaba  (1200 mg) + 
bevacizumabd  (15 mg/kgTT) 

C Bevacizumabd  (15 mg/kgTT) + paclitaxel 
(200 nighn2.13,c 

) 	+ carboplatina  (AUC 6) 
Bevacizumabd  (15 mg/kgTT) 

Atezolizumab ce aRmHHHcTpHpa Ro ry6elbe Ha KMHHHLIKHOT 6eHeerr KaKo uITO e 01.(eHeTO oR crpaHa Ha 
HcTpa)KyBagoT 
b FlogeTHaTa Ro3a Ha paclitaxel 3a natweHTH oR A3HcKa paca/eTweca npHnartHocT 6Hna 175 mg/m2  nopam 
HOBHCOKOTO uenoKynHo HHBO Ha xemaTonowKa TOKOHLWOGT Kaj naulleHTH oR a3HOKH 3eMjH BO cnopeR6a co offle 
Qa He-a3HcKH 3eMjH 

PaClitaxel H carboplatin ce aRmHHHcrpHpaaT Ro 3w:mm/salbe Ha 4 WM 6 HHICIlyCH, HnH a0 nporpecHja Ha 6onecTa 
HAH JLO nojaBa Ha HenpwbaTnHBa TOKOHLIHOCT, KOe H J a HacTarni npBo 
d  Bevacizumab ce aRmHmacTpkwa Ro nporpecHja Ha 6onecTa MBH Ao nojaBa Ha Henpw4)ann4Ba TOKCHLIHOCT 

gemorpacPcKwre 14 0CHOBHHTe KapaKTepHcTina4 Ha 6onecTa Ha cTyinicKaTa 'Ionmauilja 6Hne 
Ro6po H36anaHcHpaHH 110Mety cTyRHCKHTe rpynH. CpeRHaTa so3pacT 6Hna 63 ro,a14H14 
(HHTepsan: 31-90), a 60% o,a naffleHTHTe 6Hne mamcm. IloronemHoT Ren oR naumwalle 6Hne OA 
6enaTa paca (82%). OKony 10% 0,a nanHeHTHTe Hmane no3HaTH EGFR myraHHH, 4% Hmane 
1103HaTH ALK npeypeRysaFba, 14% Hmane meTacTa3H Ha ll,pH140T gp06 Ha 11011eTOKOT, a 
nosekeTo flIU4CHTM 6Hne MOMeHTaJIHH 14J114 npeTxoRHH nyma'w (80%). nOtleTHHOT Ha ECOG 
nempopmaHc cTaTyc 6H.ri 0 (43%) HJ114 1 (57%). 51% oR Tymopkrre Ha flammewune Hmane PD-LI 
eKenpecHja oR > 1% TC HnH > 1% IC H 49% oR Tymopkrre Hma.se PD-L1 excnpecHja Ha <1% 
TC H <1% IC. 
Bo spemeTo Ha (PHHasmaTa aHanH3a 3a PFS, naulleHTHTe Hmane cpe4Ho speme Ha cneReFbe Qa 
15,3 mecew4. llonynanHjaTa npeRsHReHa 3a neKysa}be (ITT), sxnynysajkH rll 14 nanmetrum co 
EGFR myranHH 14n14 ALK npeypeRysaFba 1C014 npeTxofflo 6Hne TpeTHpaHH co HHXH6HTOpH Ha 
THp0314H KHHa3a, noica)ca.ne KJII4HHI1KH 3Ha4ajHo no2o6pysalbe Ha PFS BO rpynaTa B BO 
cnopeR6a co rpynaTa C (HR oR 0,61, 95% CI: 0,52, 0,72, cpeRHo PFS 8,3 HacnpoTH 6,8 
meceuH). 

3a speme Ha npenHmHHapHaTa OS aHanH3a, nanHeHTHTe npoceHo 6Hne cnejseHH BO nepHoR 0,a 
19,7 meceum. KnynHHTe pe3ynTaTH ozt osaa aHanH3a, Kaico H •0,A WK 	Ta....9.HanH3a Ha PFS 
so ITT nonynaumjaTa ce cymmpaHH so Ta6enHTe 9 H 10. Kann 	e edelioepHsa 3a OS so 

elos ______ 4,45:, 
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ITT nonynaulljaTa e HpHKa)KaHa Ha c.rewa 4. Cmilca 5 FH cymHpa pe3ynTaTHTe Ha OS og ITT 
nonynaHHjaTa H PD-L1 noArpynwre. AncypHpaHHTe pe3ynTaTH 3a PFS ce HCTO TaKa npkwa)KaHH 
Ha CJIHICHTe 6 14 7. 
Ta6eaa 9: IIperagrj Ha awypHpana e(PHICaCHOCT BO HonynauHjaTa npenonmeHa 3a 
imleoalbe (ITT) (IMpower150) 

Kpajim nenn Ha eemcacHocTa I'pyna A 
(Atezolizumab + 

Paclitaxel + 
Carboplatin) 

rpyna B 
(Atezolizumab + 
Bevacizumab + 

Paclitaxel + 
Carboplatin) 

Fpyna C 
(Bevacizumab 
+ Paclitaxel + 
Carboplatin) 

Cmpimpf-1n ue.rnif  
Investigator-assessed PFS (RECIST 
v/./)* 

n= 402 n = 400 n = 400 

Bp. Ha HacTaHH (%) 330 (82,1%) 291 (72,8%) 355 (88,8%) 
CpejHo spemerpaekse Ha PFS (MeceuH) 6,7 8,4 6,8 
95% CI (5,7, 6,9) (8,0, 9,9) (6,0, 7,0) 
erparkHinkukipaH COO,RHOC Ha p1434cr  
(95% CI) 
p-spesHocT1 '2  

0,91 (0,78, 1,06) 
0,2194 

0,59 (0,50, 0,69) 
< 0,0001 

--- 

12-MeCen0 PFS (%) 24 38 20 
OS npenumunapnu ana.au3u* n= 402 n = 400 n = 400 
Bp. Ha cmpTeH cnytiaj (%) 
CpesHo spemeTpaekse ZO nojasa Ha 
HacTaH (mecetu4) 
95% CI 

206 (51,2%) 
19,5 

(16,3, 21,3) 

192 (48,0%) 
19,8 

(17,4, 24,2) 

230 (57,5%) 
14,9 

(13,4, 17,1) 

CTpaT141441(14paH COOMIOC Ha p14314K rs  
(95% CI) 
p-spesHocT1 '2  

0,85 (0,71, 1,03) 
0,0983 

0,76 (0,63, 0,93) 
0,006 

--- 

6-meceneH OS (%) 84 85 81 
12-mecegeH OS (%) 66 68 61 
Ltememo Hajdoöap odzo6op nponenemo 
od ucmpaowyean3* (RECIST 1.1) 

n = 401 n = 397 n = 393 

Bp. Ha osrosopH (%) 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 KomnneTeH osrosop (%) 8 (2,0%) 11 (2,8%) 3 (0,8%) 
Bp. Ha napuHjaneH osrosoP (%) 155 (38,7%) 213 (53,7%) 155 (39,4%) 
Bpemempaeme na odzoeop npogenemo 
a ucmpancyean* (RECIST v1.1) 

n= 163 n = 224 n = 158 

MeskkjaHa so mecem 8,3 11,5 6,0 
95% CI (7,1, 11,8) (8,9, 15,7) (5,5, 6,9) 

lipHmapHkrre Kpajunk TOLIKI43a eekKacHocT 6ea PFS H OS 14 THe 6ea aHanH3Hpaknk BO nonynauktjaTa Ha ITT —WT 
nonynamjaTa, ORHOCHO CO HCKJITIOK Ha nauHeHTH co EGFR myTauk4 KUH ALK npeypesysauba. 
' Baupan Ha cTpaTeHuHpaH log-rank TecT 
2  3a 14H4 0pMaTI4BH14 uenkk; BO ITT nonynauHjaTa, cnope16a nomefy rpynwre B H rpynwre C KaKo H nordd.),  
rpynaTa A 14 rpynaTa C He 6ea ceyurre cbopmanHo TecTkipaink BO cornacHocr co npeTxosHo sekniktpaHaTa 
xllepapxkija Ha aHanki3a Ha nosaToukne. 
3 LtenoKynHHoT Haj11o6ap osrosop 3a uenoceH osrosop H senymeH osrosop 

erpaTkeuHpaH cnope11 non, npkicycTso Ha meTacTa3H Ha upinkur spo6 H excnpecHja Ha PD-L1 Ha TC 14 IC 
^ fpynaTa C e cnopes6eH 	krre ORHOCH Ha p14314K 
*AncypHpakia PFS a HiaeH'"Htte.iim apHa aHanka3a Ha OS npH KAHHWIKO 3aTHopaHse Ha nosaTonwre 22 
jaHyapH 2018 rosH 	 ' ekr- 4J.,,s, -7,4,\ 4--  .1  . 	...s.t.  .,/,..• ZQ 
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PFS = npexcHeynaH>e 6e3 nporpecHja; RECIST = KpHTepHyM 3a onemca Ha onronop Kai C01114AHHTymopH v1.1. 
CI = HHTepnan Ha gonep6a; DOR = BpemeTpame Ha onroeop; OS = exynHo npencHeynaH>e. 

Ta6eaa 10: 11peraeik Ha a2HypHpaHa einmacHoeT 3a rpynaTa A HaenpoTH rpynaTa B BO 

nony.riamijarra npeimmgeHa 3a aeHyHaibe (ITT) (IMpower150) 

KpajHa ue.3 3a eduncacnocTa Fpyna A 
(Atezolizumab + 

Paclitaxel + 
Carboplatin) 

Fpyna B 
(Atezolizumab + 
Bevacizumab + 

Paclitaxel + 
Carboplatin) 

PFS °gellem° od ucmpamyeagom 
(RECIST v1.1)* 

n= 402 n = 400 

Bp. Ha HacraHH (%) 330 (82,1%) 291 (72,8%) 
ripOCOLIHO BpemerpaeFbe Ha PFS 
(mecenn) 

6,7 8,4 

95% CI (5,7, 6,9) (8,0, 9,9) 
CrpaTeHumpaH offloc Ha p14314K A 

(95% CI) 
p-BpezHocT1'2  

0,67 (0,57, 0,79) 
< 0,0001 

OS openiustunapna aualuna* n = 402 n = 400 
Bp. Ha CMpTH14 cnyatiesH (%) 
Cpendio Bpeme Ro nojasa Ha HacTaH 
(mecenH) 
95% CI 

206 (51,2%) 
19,5 

(16,3, 21,3) 

192 (48,0%) 
19,8 

(17,4, 24,2) 

CTpaT144)141.114paH 0,1(1-10C Ha p143141A 
(95% CI) 
p-epefflocTi'2  

0,90 (0,74, 1,10) 
0,3000 

Ba3HpaH Ha cTpaTHilmumpaH log-rank TecT 
23a 141-40pMaTI4BH14 HenH; BO ITT nonynanHja, cnopei6a nomety rpyna A 14 rpyna B He 6H.aa BanyHeHa so 
npeTxonHo ne44HHpaHaTa xnepapxnja Ha aHanma Ha noAaTonkre. 

OrpaTwimumpaH cnopeni non, npmcycTeo Ha meTacram BO OpH npo6 H PD-LI eacnpecHja Ha Tymopcam KJIBTK14 
(TC)14 HmyHH KJIOTK14 K014 ro HHcimmrpHpaaT TymopoT (IC) 
* AwypHpaHa PFS allanma H npenHmuHapHa OS aHanma npH ICJIHH144K0 3axny4yeaibe Ha noaaTouwre 22 
jaHyapH 2018 rozama 
A rpynaTa A e cnopen6eHa rpyna 3a eifre onHocH Ha p14314K 

C.ninca 4: Kannall-MeHepoHa Hpinta Ha Hemm 
npe,EKHHaella 3a aeHyHaibe (ITT) (IMpower150) 

49 



Treatment arm Median OS HR (95% C1) rmratue 
Teontricrbeevac.zornab*Ixeclilame>earixepietin 198 n. 0.761063.096) 00060 
Tecentritopeclitexerl,certoplutin 
0evacizurreab.pacl4axe11-cwboAtin 

19.5 mo 
14.9 rno 

0.8510.71. 1.03) 0.0983 

1.0 - 
0.9 - 
0.8 
0.7 - 

tn 
5 0.6 - 

0.5 - 

2 0.4 - 
0.3 -
0.2 -
0.1 - 
0 0 - 

- Teceumumemcizumabmaciaamucamealie 
- Tecontriq-1.0aditaxeKerbeAtin 

Bevadznenab.pacl4axel.caeoplatin 

0 1 	2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 
Time (months) 

No. Patients at Risk 
Tecenviebevacatmeab.pacltaxe4carboplatm 

Tecetn61q•pscr4axel•rarbop1a0re 
Bovacizurnab.pad4axel.carbop4atin 

400380 367 361 351 3.47 333 320 308 297 288 281 265244 208185 162 147 130 112 93 73 62 45 38 32 18 10 	2 2 2 
402 391 382 369357343 332 314 301 287 275 266258237 204176 153 136 120107 93 76 59 44 31 25 15 10 	7 1 
400 388 376 366344 335 317 303 293278 255 241233 209 180154 139 123 104 90 78 88 51 41 36 27 15 6 	3 1 1 1 	1 

Cllinca 5: Upwilligtzu npuica3 na mcynno upellcullyllan.e cnopezi HHBO Ha PD-L1 eiccnpecuja 
130 nonyllanuja upgellwella 3a aeicyllafbe (ITT), rpyna B nacupoTu rpyna C 
(IMpower150) 

PII.L1 Expression Levet nre' 

au+  

Median OS, (months) 
Tecentriq+bevacizumab+ 	Bevacizumab+ 

paclitaxel+carhoplatin 	paclitaxel+carboplatin 

TO 2 50% or IC 2 10% 148 (19) 75.2 13.2 

0.78
* TC or IC 9 5% 273 (34) 22 5 15.0 

TO or IC 91% 404 (51) 0.73
, 

0 
24.0 16.4 

TO and IC < 1% 396 (50) 17.1 14.3 

ITT 800 (100) 0.
77•• 19.8 14.9 

0.4 	 1 0 
Hazard Ratio» 

Unstrardied 807014 00110 

In favour of 
Tecentriq+bevacizumab+ 

paclitaxel+carboplatin 

Caulla 6: Kan.rian-lVIeneposa llpllua na upeamorlaibe 6e3 uporpecuja na 6ollecT (PFS) BO 
nonyaannja upezuluwella 3 Aeleoalbe (ITT) (IMpower150) 

50 

• 41 

..4,•  SHKut  • 

C K 0‘1 



61 0.5 
0.4 

s 0.3 
g.' 0.2 
2 0.1 

00 Lt. 

7. 1.0 - .e. e 0.9 - 
0.8 - 

ti 0.7 - 
o Oß 

Tombonol ann Modion PFS HR (95% Cl) p-voloe 
Tecontriq•bovacizomabe pactilazol.conmplobn 8.4 mo 0.59 (0.50. 0.69) <0.003) 
Tecontnevaclitaxol•carbopgaim 
Bevacizurnab.pacioaxel.carboplalin 

6.7 mo 
6 8 mo 

0.91 (0.78. 1.06) 02194 

Tecenokri,eracizumab.parldaxel,carboplatin 
Teoentrio•poolitaxel.coetxmhälin 
Bevacizumab.peataxe4.carboplatin 

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 
Time (months) 

lt • 

No. Patienta at Risk 
To<motriq•Omocizumat,paellaxota-cortmMatin 400 376 352 336 326297262 240215 

1oomwkrimolOoma9-omboplatin 402 387 343 313 302 258204 171 154 
Revadmormbee-acktaxot.marboplatin 400 385 353 318 287261213 176 154 

189 174 163 141 127 96 91 76 75 58 55 40 35 26 22 13 12 	7 3 1 1 	1 
116 105 100 87 83 66 62 48 43 31 29 25 23 14 13 6 6 	3 3 1 
122 104 93 74 62 43 35 26 22 16 15 8 8 7 6 2 1 

Camca 7: Fpaerincn npinca3 na npefflinynan.e 6e3 uporpecnja cnopeg HHBOTO Ha 
eKenpecuja na PD-Ll BO nonyaanHjaTa upegolf gena 3a miesalbe (ITT), rpyna A 
nacnpoTH rpyna C (IMpower150) 

PO-L1 Expression Level 

50% or IC 2 10% 
	

148(19) 	0.33 

TC or IC ki 5% 
	

273 (34) 

TC or IC 1% 	 404 (51) 
TG and IC a 1% 	 396 (50) 

ITT 	 800 (100) 

1(, 
Hazard Ratio' 

In favour of 
Tecentriebevacizumab+ 

, Unstrabgiod hazard ratio. 	 paclitaxel+carboplatin 

3a rpynaTa B BO cnopeg6a co rpyna C, aHaJni3a og npe-cnenHcinnnwaHa cy6rpyna oA 
npummHHapHaTa aHann3a 3a BKyllHO npe)moyombe noKawa.na geKa nogo6pyoaffie Ha BKyllHOTO 

npemmoyoalbe 3a nannena' co EGFR myrawn4 14J114 ALK npeypegynaH4 (ogHoc Ha p14314K [HR] 
oj 0,54, 95% CI: 0,29, 1,03; cpegHo OS He e nocTHrHaTo HacnpoTH 175_mecenH), 14 meTacTa3H 
Ha upH gpo6 (HR og 0,52, 95% CI: 0,33, 0,82; cpegHo osz 3 iffit-4e 	9,4 Nieeein'!). 
Ilogo6pyoaube Ha PFS 6nno npkwawaHo 14 3a nanHeHTH 	GI'Veys 	pun4 ALK 
npeypegynauba (HR og 0,55, 95% CI: 0,35, 0,87; cpegHo P  .>ee,0 	orif 	mece„.)  14 
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Median PFS, (months) 
Tecentriq+bevacizumab+ 	Bevacizumab+ 

paclitaxel+carboplatin 	paclitaxel+carboplatin 

15.4 	 6.9 

• 11.6 6.8 

0.47 
• .74 6.8 

• 7.3 6.8 

0.584 8.4 6.8 
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a Atezolizumab ce gammiummpa T 6eHe4)14T, OneHeTO OA meTpaNcyeaLioT 
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meTacTa3H Ha upHHoT Rpo6 (HR oR 0,41, 95% CI: 0,26, 0,62; cpeß,Ho PFS 8,2 HacnpoTH 5,4 
meceum). Pe3ynTaTkrre 3a BK)/11H0 npemmsysalbe 6Hne CJI144H14 3a cwre naumeHTcni noRrpyrna Ha 
so3pacT oA < 65 H > 65, COO,I1BeT110. 110,LtaT011H 3a naulleHTH > 75 roßmuma so3pacT ce 
npemHory orpaHwieum 3a Aa  ce H3sne4aT 3ax.1ytiouH 3a osaa nonynaumja. 3a urre aHanki3H Ha 
cy6rpynH, He e nimmpaulo (PopmanHo CTaTHCT1411K0 TecTHpalbe. 

IMpower130 (G029537): Pandomumpana /ia3a III cmyduja Ha atezolizumab 6 0 Kom6unauuja 
co nab-paclitaxel u carboplatin, Kaj naguellmu co memacmamcKu ne-cKeamo3ex NSCLC, Kou 
npemxoano xe npumune xemomepanuja 

ctea3a III, oTsopeHa, paHRomm3HpaHa cTyRkija, G029537 (IMpower130), 6H.na cnposeReHa 3a Aa 
rH npoueHH etimecacHocTa H 6e36eRHocTa Ha atezolizumab so Kom6HHauHja co nab-paclitaxel 14 
carboplatin, xaj naumeHTH co meTacTaTcm He-cicsamo3eH NSCLC K014 npeTxoRHo He npHmkine 
xemoTepanHja. IlanHeHTH co EGFR myraum4 NAH ALK npeypeRysalba Tpe6a Aa  6HRaT 
ripeTxoRHo TpeTHpaHH CO 14HXH6HTOpH Ha TI4p0314H nma3a. 
eranlemur Ha 60necT Kai naulleHTH 61411 oRpeReH cornacHo npenopatane Ha 3aeAHHLIKHOT 
amepkwaHcKH KOMHTCT 3a Kapw4Hom (aHr. American Joint Committee an Cancer - AJCC) 7Mo 
H3RaHHe. IlaumeHTHTe He 6Hne malresam/1 BO cTys,Hjara AOKORKy Hmane HcTopHja Ha 
aBT014MyHO 3a6onysaube, npHmHne MCHBa, aTeHys[paHa satauffla BO pox oR 28 ReHa npej 
paHRommanHja, nimmpule HmyHocTHmynaTopm4 areHcH BO poic oR 4 HeRe.rui WEIH CHCTeMCKH 
HmyHocynpecHsHH Me,E1141.114HCKH 11p0H3B0Z114 BO pOK OJJ 2 He,aemt npeR paHRomH3auHja, 14 14Mane 
aKTMBH14 14JIH HeTpeTHpaHH meTacTa3H Ha UHC. llaumeHTHTe K014 npeTxo,nHo 6Hne Ha TpeTmaH 
co ar0H14CT14 Ha CD137 14.1114 KOH npHmane TepanHja co HmyHa NeKHOHHT 6.noKazta (aHTH-PD-1, H 
aHTH-PD-L1 TepanewrcicH amuresla) He 6Hne noroRHH 3a sx.nymysarbe. CenaK, naumeHTHTe K014 
npeTxoß,Ho npHmilne aHTH-CTLA-4 TpeTmaH mowene Ra 614,qaT BKJIrleHH, AOKOJIKy nocneRHaTa 
npkimeHa Ro3a 60.na 6 HeRenki npez paHRomH3au1ja, 14 Hemano HcTopHja Ha TewKH HmyHonounm 
HecaKaHH HaCTaHH oß, aHTH-CTLA-4 (NCI CTCAE cTeneH 3 H 4). flpoueHxa Ha TymopoT &Ina 
H3se1eHa Ha cexon 6 HeRenH oA npswre 48 HeRenH 110 umcnyc I, a noToa Ha ceKom 9 HeRenH. 
IlpHmepoukrre 3a TyMOp 6ea HCIII4TaH14 3a ripmcycTso Ha PD-L1 Ha KJIeTKHTe Ha TymopoT (TC) 14 
Tymop HusImerrpHpaxnufre 14MyHH KJ1eTK14 (IC) H pe3ynTaTHTe 6ea KOpHCTeHH 3a Aa  ce 
Re(1)HHHpaaT noRrpynwre cnopeR excnpecHja PD-LI 3a aHaJI143HTe onHinaHH noRony. 

flaukiewrwre, BKJ1r1HTeJIHO oHHe CO EGFR myraHHH HJ114 ALK npeypeRysaiba, 6Hne BICTIrleHN 
BO c-rynHjaTa H 6Hne paHRomH3HpaHH BO COO,L11-10C 2:1 Ra npHmaT eRell os, TpermaHcmgre 
pe)cHmki onksuaHH BO Ta6ena 9. PaHRommaumjaTa 6H.na HanpaseHa cnopeR nonoT, npmcycTsoTo 
Ha meTacTa3H Ha NpHHOT Rpo6 H PD-LI excnpecHjaTa Ha TC H IC. llanmeHurre K014 npHmane 
pe)KI4M Ha TpeTmaH B, 6Hne BO MO)KHOCT Ra npemHHaT 14 Ra nomHaT Ra npHmaaT atezolizumab 
moHoTepanHja 110 nporpecHja Ha 6onecTa. 

Ta6e.ria 11: Hirrpasexciat TKnnimm peDicHm (IMpower 130) 

TpermalicKn peDICIIM Iliturcullja 	-E  - 	..-..-- 
(yeTiwn 	de 	21 Am) 

OikpmcyBatbe 
(21-iweBeH 11111Kaye) 

A 
r 	

\ o,a 
Atezoli ' 	ye 	44-19eb-paclitaxel .r., (100 	'  -kr' - 	1 	CAUC 6)c  

Atezolizumab (1200 mg)a  

B Nab- , 	doce 	-ie m 	c  Klarboplatin 
gC1r1:1) (AU 	e 	 cet  ..1 	 r 1; 

Haj,ao6pa cynopTHaua Hera linki 
pemetrexed 



b Nab-paclitaxel ce azoninnacrpHpa Ha 1., 8.,14 15. iteH oH ceKoj HHKnyc 
Nab-paclitaxel H carboplatin ce azudHHHc•rpHpawr /10 3artpulysaiße Ha 4-6 u,HKnycH, HnH qo nporpecHja Ha 6onecra 

NAH ,I10 HenpwbaTHHHa TOKCHLIHOCT, IIITO 14 Aa ce cnrat nimm 

kIemorpacPcKHTe 14 OCHOBHHTe KapawrepHcTHKI4 Ha 6onecTa 0,E( cTyzu4cKaTa nonynauHja 
ztedmm4paHH KaK0 ITT-WT (n=679) 6ea Ro6po 1436anaHcHpaHH Homer)/ TpeTmaHcKwre rpynH. 
CpezulaTa so3pacT 6eute 64 rozu4H14 (oncer 18 ,q;$ 86 r0414H14). llosekeTo nauHeHTH 614ne mauncH 
(59%) H 6en14 (90%). 14,7% npoueHTH O.L nauHewrwre Ha noiteToKoT Hmane meTacTa314 Ha 
upHNOT ,Ikp o6, a nosekeTo nauHeHTH 6H1Ie aKT4113H14 HA 14 nopaHeIIIHII nyInatIH (90%). 
IloronemHoT Ren oR naumewrwre Hmane notieTeH nepcPopmaHc cTaTyc Ha ECOG o,R 1 (59%) H 
PDL1 elccnpecHja <1% (np146suplato 52%). May 107 nauHeHTH oR rpynaTa B KoH no 
HH,L(yKL(I4CKa Teparnlja Hmane cTaTyc Ha ogrosop Ha cTa614nHa 6onecT, RenymeH oRrosop HA 14 
uenoceH oRrosop, 40 614ne npecPpneHH Ha pemetrexed TepanHja 3a °exviel-1,e. 

IIpHmapHa aHan143a 614na 143seReHa Ha cwre nauHeHTH, HcKnyiesaj114 r14 oHHe co EGFR 
myraum4 14n14 ALK npeypeRysalba, Re4s4m4paHH KaKo ITT-WT nonynaullja (n=679). 
IlauHewrwre Hmame npocelmo speme Ha cneRewe Ha npem4sysalbe oR 18,6 meceul4 14 mumme 
noRo6pH OS 14 PFS co atezolizumab, nab-paclitaxel 14 carboplatin BO cnopeR6a co KomponaTa. 
KnyitHwre pe3ynTaTH ce cymHpam4 BO Ta6ena 10 14 KarmaH-MeHeposkrre KpHsH 3a OS H PFS ce 
[wummmilkt BO CJ1HKHTe 8 14 10, COORBeTHO. PICTpaXyBalIKHTe pe3yJITaTFI 3a OS H PFS npeKy 
PD-L1 excripecHja ce cymmpam4 BO CIIHK14Te 9 H 11, C00413eTHO. IlaumeHTH CO meTacTa314 Ha 
npHHOT ,/ipo6 He noKmane noRo6pysa4ba 130 PFS 14J1 14 OS co atezolizumab, nab-paclitaxel 14 
carboplatin, so cnopeR6a co nab-paclitaxel 14 carboplatin (HR oR 0,93, 95% CI: 0,59, 1,47 3a 
PFS 14 HR 0,£( 1,04, 95% CI: 0,63, 1,72 3a OS, cooRseTHo). 

FleReceT 14 ReseT npoueHTH oft naumewrwre oR nab-paclitaxel H carboplatin rpynaTa npHmkule 
614no Koja KaHuep HMyHoTepanHja no nporpecHja Ha 6onecTa, II1TO ro sKnyilysa atezolizumab 
KaK0 Kpocosep TpeTmaH (41% oR cwre nauHeHTH), BO cnopeR6a CO 7,3% oR nattHewrwre BO 
atezolizumab, nab paclitaxel H carboplatin rpynaTa. 

Bo 14cTpawysalma aHanma co noRonro cneRelbe (npocexmo: 24,1 meceu14), npocetmoTo OS 3a 
RseTe rpyrn4 He 614no npomeHeTo BO 0,E(HOC Ha npHmapHaTa aHan143a, co HR = 0,82 (95% CI: 
0,67, 1,01). 

Ta6e.aa 12: Pe3Hme Ha ecisficaellocTa oR IMpower130 so nprimapHa allanH3a (nonynauHja 
Ha ITT-WT) 

Kpajnn TOgICH na elmicacnocTa rpyna A 
Atezolizumab + 
nab-paclitaxel + 

carboplatin 

rpyna B 
nab-paclitaxel + 

carboplatin 

Ko-npnmapnu meinen 3a HCXCIA 
OS 13-7-.45,1 	" n=228 
Spoj Ha CMpTHH c.nyHan (%) 226.(50,1%) - 	131 (57,5%) 
Flpoceimo Hpeme zto nojaHa Ha Hacram (meceux) '18,6 13,9 
95% Cl :(1,6,0; 21,2) (12,0; 18,7) 
CTpaTHcinumpaH omoc Ha pH3HK;  (95% CI) , 	0,79 (0,64; 0,98) 

. 	. 	.€„, p-Hpe,aHocT ri2 	- --, 
63 	A.,_--02,,,,,„6 12-meceHeH OS (%) 
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---e— Tecentrig3nah-packiaxel+carboplatin 
Nab-pacIttax01+carboplatin 

09 

aer - 

2-1 04- 
2 0 

02- 

0 1- 

$1 03 

0,0- 

0 1 2 3 4 5 6 7 8 	9 10 

No. 4113451. 
Tacesee,  451 433 422 466 634 366 263 335 313 9125 »4 .st>eaKet8x84,8e93,4184 

3ab-p4eitax4i* 228 213 266 132 176 167 131 134 142 13e 332 

234 

124 119 Ice oe 90 74 43 44 le 

14 /47 147 120 183 

20 21 22 23 24 25 26 27 28 29 3 32 33 34 

44 ‚e 39 4Z 4-el 20 =0 12 10 e 4 2 

312 	31 24 fl tl 0 8 3 

—1---"T'="311 lirm 1111 -r—T-1-- 111 	 r--T 
1112 13 14 15 16 17 18 19 

Time (months) 

PFS IlpogeHemo a ucmpaoicyeaq (RECIST v1.1) n=451 n=228 
Bpoj Ha cnyvaH (%) 347 (76,9%) 198 (86,8%) 
lipoceinto Bpeme no nojaBa Ha HacraHH (MeceuH) 7,0 5,5 
95% Cl (6,2; 7,3) (4,4; 5,9) 
CTpaT4143141B4paH ORHOC Ha p1,1314K; (95% C1) 0,64 (0,54; 0,77) 
p-BpenHocT <0,0001 
12-mecegeH PFS (%) 29% 14% 
Apyru mepKH 3a Hexoa 
ORR Ilpogenemo od ucmpaowyeaq (RECIST 
v.1.1)^  

n=447 n=226 

Bpoj Ha BOTBpBeH14 ORCOB0p14 (%) 220 (49,2%) 72 (31,9%) 
95% CI (44,5; 54,0) (25,8; 38,4) 
Bp. Ha KomnneTeH onroBop (%) 11 (2,5%) 3 (1,3%) 
Bp. Ha napmjaneH onroBop (%) 209 (46,8%) 69 (30,5%) 
DOR npogeuemo oö ucmpaowyeatt (RECIST 
v1.1)' 

n=220 n=72 

MegHjaHa BO mecem4 8,4 6,1 
95% CI (6,9; 11,8) (5,5; 7,9) 
:OrpaTeHuHpaH cnopen non H excnpecHja Ha PD-LI Ha TC H IC 
A flurnp,neH ORR H DOR ce HcipmyBaLIKH Kpajum TOtIKH 
PFS = npemmyBalbe 6e3 nporpecHja; RECIST = KpHTepHyM 3a oneHKa Ha onroBop Kaj COAMRUM Tymopm v1.1. 
CI = HHTepBan Ha noBep6a; DOR = BpemeTpame Ha onroBop; OS = BKynHo npe)KHByBaibe. 

CauKa 8: Kannaa-1VIeuepoBa KpuBa 3a BKynuo upexumBame (IMpower130) 

• 

CuuKa 9: Fpa4m4K 	I 	 Kylluo upe2KunyBaiße upeKy PD-L1 eicoupeclip 
(IMpower130) 	4. le 	...  4t
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Medien OS (months) 
Tocentder 	Nab.paclitaxel+ 

nab-paclitaxel+carboplatin carboplatin PO.L1 Expression Level jaLty 

17.3 	 16.9 

23.7 	 15.9 

15.2 	 12 0 

18,6 	 13.0 

TC 	 50% r 	103tri 	 130 (19) 

TC < 50% and 1% or IC <10% and 2 1% 193 (28) 

TC and IC < 1% 	 356 (52) 

ITT w r 	 670 (100) 

2,0 1 0 
Hasard Ratio' 

In tavor of 
Tecentriq+ 

nab-paclitaxel+carboplatin 

02 

tW,34 	grT 
l..E>le+ A A*/ :A4:DtrA 

CnHKa 10: Kannan-Menepona Kpnoa 3a upexamenalbe 6e3 nporpecHja (IMpower130) 

0 1 2 3 4 5 6 7 8 9 10 11 1213141516171819202122232425 
Time (months) 
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Nab-paclitaxel+carboplatin 
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Medien PFS (months) 

TeCentrie 	Nabpaciitaxel+ 
nab-paclitaxel+carboplatin 	carboplatin 

ead  

T 	t IC 10% 

TC < 50%  tunt ;: 114 ef IC< 

TC and IC < 1% 

130(19) 

356 (52) 

0,51 
• • 

0 72 

0.3 

6.2 	 .1.1 

004 
679 (100) 

0 2 	 t 0 	2 
Haaard Ratio' 

• 5!,•,,•,£.1,ezerd at. 1ex V. ertlYr 
°eineef £S:.d tr.efe 00ex,  xerouve 

In favor of 
Tecentr1q+ 

nab•pacIltaxel+carboplatin 

IMpower110 (G029431): Pandomu3upana, 0a3a III cmyduja Kaj naquenmu co memacmamcKu 
NSCLC Kou xe npumane xemomepanuja 

eea3a III, oTBopeHa, mynTHuempwma, paHRomH3HpaHa cTyRkija, IMpower110, 6Hfla cnpoBeLeHa 
,t(a ce eoanyHpa e(PHKacHocTa 14 6e36e4HocTa Ha atezolizumab Kaj naumeHTH co meTacTaTcKH 
NSCLC KOH npeTxoRHo He upHmane xemoTepanHja. llaumewarre Hmane PD-L1 eKenpecHja > 
1% TC (PD-L1 o6oeHn > 1% oR TymopcKHTe KJICTKH) HJ114 > 1% IC (PD-L1 Tymop-
141-14N4J1TpHpatIK14 14MyHH lUleTKH KOH oruPakaaT > 1% oR 110JleTO Ha TyMOpOT) 6a3HpaHo Ha 
VENTANA PD-L1 (SP142) TecTmparbe. 

13KynHo 572 naumeHTH 6line paH4OM14314paHl4 BO COOZ1HOC 1:1 Ra npHmaT atezolizumab (rpyna 
A) 14.TIH xemoTepanHja (rpyna B). Atezolizumab 6n.ri agmmincrpnpan KaKo fin4KcHa Ro3a oR 1200 
mg co IV HHe3Hja Ha ceKom 3 HeRenH ce RoReKa He ce H3ry6Hn KJIHHHLIKHOT 6eHeHT, 
nponeneT OJE 14CIIHTyBaHOT 14.1114 40 nojatia Ha Henpkubaumna TOKC14HHOCT. Pe)KI4M14Te Ha 
xemoTepanHja ce onHwaHH BO Ta6ena 13. Pannomm3au,HjaTa &Ina cTpaTwj)HuHpaHa no non, 
ECOG cTaTyc, xvicTonorHja H PD Ll TymopcKa eKenpecHja Ha TC 14 IC. 

Ta6ena 13: Tpermanenn peamin na mrrpa-Benena xelenrrepannja (IMpower110) 

TpermancKll 
Kamm 

llnapcnnja 

(4 11.11H 6 umeen oa 21-aen) 

Offlayoalbe 

(21-aen mummt) 

B (He- Cisplatina  (7 	. .  gor 	semetrexeda  (500 mg/m2) HJIH PemetrexedM  
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csamo3eH) carboplatina(AUC 6) + pemetrexeda (500 mg/m2) (500 mg/m2) 

B 
(cKBaMo3eH) 

Cisplatina (75 mg/m2) + gemcitabinea'c (1250 mg/m2) 
141114 carboplatina (AUC 5) + gemcitabine° (1000 
mg/m2) 

Hajgo6pa 
cynopTHBHa Herad  

a Cisplatin, carboplatin, pemetrexed 14 gemcitabine 6Hne agmHHucTpHpaHH c6 go 3aBpmyBaube Ha usxnyc 4 HnH 6, 
go nporpecHja Ha 6onecTa, 14.1114 ,11,0 nojasa Ha HeouexysaHa TOKCHLIHOCT. 
b Pemetrexed ce agnowncTpHpan BO peNCHMOT 3a ogpncysaibe Ha cesom 21 geil go nporpecHja Ha 6onecTa, HnH go 
nojasa Ha HeomexysaHa TOKCHL1HOCT. 
c Gemcitabine ce agrukumcisipan Ha seil 1 14 8 og cexoj uHxnyc. 
d He 6Hno /40360.11OHO npens4Hysafbe os xompanHaTa rpyna (xemoTepanHja 6a3upaHa Ha nnaTHHa) so rpynaTa Ha 
atezolizumab (rpyna A) 

FIatweirruTe He 6Hne BKJIrleHH f(OKOJIKy umane HCTopHja Ha aBT014MyHO 3a6onysaube; 
agmHunicTpatwja Ha naisa-aTeHyHpaHa sarawHa BO pOK Of( 28 ReHOB14 npe,I paHgomm3au,mjaTa, 
agmrmucTpaumja Ha CHCTeMCK14 umyHocTmmynaTopeH areHc BO poK Of( 4 HeReJ114 141114 CHCTCMCKI4 
HmyHocynpecHsHm Mef(141(HHCK14 Ilp0143B0gH BO pOK Of( 2 Henesur npeI pangomH3auktjaTa, 
aKTHBH14 141114 HeTpeTHpam4 CNS meTacTa3u. llporteHa Ha TymopoT 6Hna cnposegysaHa Ha ceKoH 
6 Hegenm BO npskrre 48 Hei erm 1-1011HyBai1C4 0,L( IPIKIlyC 1, geit 1 a noToa Ha ceKoH 9 Hegerm. 

itemorparbcKHTe H OCHOBHI4Te KapaKTepricTiem Ha 3a6onysarbeTo 6Hne go6po H36anaHcHpaHH 
nomery TpeTmaHcm4Te rpyrui Kaj naumeHTH co PD-LI excnpecHja > 1% TC HI114 > 1% IC K014 
Hemane EGFR myrawm mnm ALK npeypenysatba (n=554). CpegHaTa so3pacT 6rina 64.5 rog14m4 
((Meer: 30 go 87) H 70% oi naumeHTHTe 6Hne manm. HajronehmoT 6poj og natweHTHTe 6Hne 
6erm (84%) H a3111.X14 (14%). floBe1eTo og nawieHTkrre 6Hne aKTFIBH14 nyuratat H1114 nywene so 
MHHaTOTO (87%) H 11014eTHI4OT ECOG cTaTyc Kaj narrueffrwre 6H11 0 (36%) 141114 1 (64%). 
BKynHo, 69% oi nanuetrane umane He-cKsamo3Ho 3a60nysarbe H 31% og narmeHTuTe mmane 
cKsamo3Ho 3a6onysarbe. gemorpattscKwre H Kaparcrepllcuwwre Ha 3a6onysarbeTo npeg 
nomeToKoT Ha TepanmjaTa Kaj naw4eHTkrre co sucoKa PD-L1 excnpecnja (PD-LI > 50% TC HAH 
> 10% IC) KOH Hemane EGFR MyTaHHH 141114 ALK npeypegysafba (n=205) 6Hne 
penpe3eHTaTusHu Ha noumpoKaTa cTygmcKa nonynarwja 14 6Hne 6anaHcHpam4 nomety 
TpeTmaHcKmTe rpynH. 

11pHmapHaTa KpajHa uen 614.na sKyrrHoTo npemmsysebe (overall survival - OS). Bo spemeTo Ha 
npHspemeHaTa OS aHanu3a, naumeHTuTe co spicoKa PD-L1 excnpecmja, 6e3 EGFR myrau144 lull 
ALK npeypezrysatba (n=205), noKawane CTaTHCTI44IKH 3HainiTenHo no4o6pysarbe Ha OS 3a 
nauseHTHTe paH4om143Hpar14 co atezolizumab (ryna A) so cnopeg6a co xemoTeparmjaTa (rpyna 
B) (HR 0.59, 95% CI: 0.40, 0.89; cpe.wio OS og 20.2 meceuu vs 13.1 mecerw) co gsocTpaHa p-
spegHocT og 0.0106. CpegHoTo speme Ha cnegethe Ha npenmsysarbeTo Kaj nanueHTHTe co 
sHcoKa PD-L1 excnpecmja 6mno 15.7 meceum. 

Bo eKcnnapaTopHaTa OS aHanma co nogonro speme Ha cnembe (cpeguro: 31.3 mecerw) 3a (ne 
naumeurm, cpegHoTo OS so atezolizumab rpynaTa 6Hno Henpo 	TO BO Of(110C Ha 

0.76, 95% CI: 0.54, 1.09). Knymkrre pe3yrrraTu og excnnopaTo 
npmspemeHaTa OS aHanma (20.2 meceum) a 3a rpynaTa Ha xem9Te 

4442.4193t, 	lMHpaH14 BO 
d 	mecerw (HR 
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Ta6e.na 14. Kaplan-Meier-01314-re KpHBH 3a OS H PFS Kaj nauHeHTH co HHcoKa PD-Ll eKcnpecHja 
ce npeTcTaBeHH Ha csn4Ka 12 H 13. nOBHCOK npoueHT Ha nauHeHTH KOH notunia.rie BO TeKOT Ha 
npurre 2.5 meceum 6H.rie BO atezolizumab rpynaTa (16/107, 15.0%) BO cnope,u6a co rpynaTa Ha 
xemoTepanHja (10/98, 1 n 9v.) He 6 _pule 14,LteHTH4H4KyBaH14 Cile1114411414HH cPaKTop(H) KOH 6HJle 
110Bp3BEH co ome CMpTHH c.nyHaeHH. 

Ta6e.aa 14: ehejette 	acllocTa Kaj nauKeKTK co micoKa PD-L1 eKcopecoja > 50% 
TC H.nn>1S% OW6t1C10) 
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CmyducKa «en 3a euKacnocm rpyna A 
(Atezolizumab) 

rpyna B 
(xeMoTepariHja) 

Hpumaptia gpajna gen 
Benno npeacnnyeane (OS) n = 107 n = 98 
Bpoj Ha CMpTHH cnriaesH (%) 64 (59.8%) 64 (65.3%) 
np0CeilHO Bpeme go nojasa Ha Hacrem (woetui) 20.2 14.7 
95% CI (17.2, 27.9) (7.4, 17.7) 
CipansImtutpaH oftHoc Ha p14314K I  (95% CI) 0.76 (0.54, 1.09) 
12-meceveH OS (%) 66.1 52.3 
CeKyfidapia Kpajua gen 
PFS Hpogenemo od ucmpamyeaa (RECIST v1.1) n= 107 n = 98 
Bpoj Ha cnyitalt (%) 82 (76.6%) 87 (88.8%) 
lipoceinto Bpeme ,B0 nojasa Ha HacraHH (mecema) 8.2 5.0 
95% CI (6.8, 11.4) (4.2, 5.7) 
CTpaTHcIstutipaH ofisoc Ha p14314K 	(95% CI) 0.59 (0.43, 0.81) 
12-meceiteH PFS (%) 39.2 19.2 
ORR Hpogetemo od ucmpaxcyaaq (RECIST 1.1) n = 107 n = 98 
Bpoj Ha noTsp,uemt QarosopH (%) 43 (40.2%) 28 (28.6%) 
95% CI (30.8, 50.1) (19.9, 38.6) 

Bp. Ha sommtereH om-osop (%) 1 (0.9%) 2 (2.0%) 
Bp. Ha napultjaneH oftrosop (%) 42 (39.3%) 26 (26.5%) 

DOR npogenemo od ucmpaowyeati (RECIST 1.1) n = 43 n = 28 
MexuajaHa so mecetut 38.9 	 - 8.3 
95% CI (16.1, NE) (5.6, 11.0) 

$ CTpaTeHumpaH cnopej HOJI 14 ECOG cTaTyc (0 vs. 1) 
PFS = npesmsysaH>e 6e3 nporpecHja; RECIST = KpHTepHyM 3a °Hemm Ha o,srosop Kai C0J114,a1114 TymopH v1.1; CI 
= Hwrepsan Ha sosep6a; ORR = 06jemuma crarma Ha osrosop; DOR = BpemeTpaetbe Ha oRrosop; OS = stcynHo 
npemmsysathe; NE = He ce npoueHysa. 

Cmilca 12: Kan.naH-MeHepoila Kpllaa 3a atcyruno upennes 	tlänkr TH CO BHCOICH 
/ 4-v t tiFIF 04 

PD-L1 eccupecuja > 50% TC HJIFI 10% IC (IMpower110) /ee, 	 4,•\ Ke  0  • 
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Treatment arm 	Medien PF S HR (95% CI) 

Arm A Tecentriq 	8.2 mo 	0.59 (0,43. 0 311 
Arm 8 Chemotherapy 5.0 nie 

44 	4 	4I 	4 

No. Patients at Risk 
Arm A Tecentriq 

Arm 8: Chemotherapy 

-- Arm A: Tecentriq 

0.0- 
	-i- Arm II. Chemotherapy 

1.0 - 

0.9 -
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-I- Arm A: Tecentriq 
Arm Et: Chemotherapy  

Treatment arm 	Medien OS HR (95% CI) 

Arm A: Tecentriq 	20.2 mo 0.76 (0.54. 1.09) 
Arm B: Chemotherapy 14.7 mo 

I 	I 

No. Pattents at Risk 
Arm A: Tecentriq 

Arm B: Chemotherapy 

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 

Time (months)  
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 0 
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 0 

Camca 13: Kannall-Melleporsa Kpllaa 3a npeacnayambe 6e3 nporpecnja Kai nangerm co 
BEICOICH PD-L1 eiccupecaja > 50% TC Hall > 10% IC (IMpower110) 

3a6enewaHoTo no,Ao6pyB 
cnopeR6a co rpynaTa Ha 
nattHeHTH CO B14COKB PD 

)amyeafbe OS BO atezolizumab rpynaTa BO 

e  die  >Kam KOH314CTeHTHO BO cHTe noR-rpym4 Kai 
_rn 

eSICi ty liby  apo4 14 naulleHTH CO He-CKBaMo3eH NSCLC 

aCSKHOkü: :. 
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• 0.1 

(cTarwa Ha pH314K [HR] os 0.62, 95% CI: 0.40, 0.96; cpesHo OS 20.2 vs. 10.5 meceun) H 
natweHTH CO CKBaMO3CH NSCLC (HR 0,a 0.56, 95% CI: 0.23, 1.37; cpesHo OS He nocTHrHaTo 
vs. 15.3 mecenH). llosaTow4 3a narmeHTH >75 rosHHH 14 naumeHTH KOH Hmcoram He nywene ce 
mHory manxy 3a Aa ce143BAellaT3axnrionm OR nos-rpyrmTe. 

IPSOS cmyauja (M029872): Panöoitiu3upaHa cmyduja ba3a III, Kaj nayuenmu Kou He notmane 
co mepanuja, co noxanxo HanpedHam Hepecemna6wien unu memacmamcKu NSCLC Kou He ce 
KeanuOwcyaaam 3a xemomepanuja 6a3upana Ha manluna 

(Da3a III, oTsopeHa, paHsomH3HpaHa, xoHTponmpalla cTysHja, M029872 (IPSOS), 6kula 
cnposeseHa 3a zig ce npouem4 eclmxacHocTa H 6e36esHocTa Ha atezolizumab so cnopes6a co 
pezmm Ha xemoTepanHja co eLeH areHe (vinorelbine NAH gemcitabine no H36op Ha 
HeTpa)KysamoT) xaj nanHeHTH KOH He 6Hne Ha Teparmja, co HanpesHaT NAH pexypeHTeH 
(cTasHym IIIB [cnopes 7-To 143saHHe Ha AJCC] He e nosnoweH Ha mynTHmosaneH TpeTmaH) 
HnH meTacTaTcm4 (1a3a IV) NSCLC KOH ce cmeTane 3a Henoso6HH 3a xemoTepanHja 6a3HpaHa 
Ha nnaTHHa. 

C.nesm4se xpHTepHymm 3a H36op r14 AecinnmpaaT natmeHTHTe KOH He ce noso6HH 3a 
xemoTepanHja 6a3HpaHa Ha n.flaTI4Ha KOH ce BKAygem4 BO TeparreBTexaTa 14H,LII4xanHja: 
IlaumeHTH > 80 rozunni HAN CO cTaTyc Ha ECOG nemPopmaHcH (PS) 0,a 3, NAH nauHeHTH CO 
ECOG PS 2 BO Kom6HHanHja CO peneBaHTHI4 xomop6naHTeTH HAH Ha nocTapa so3pacT (> 70 
rosHHH) BO xom6HHau,Hja CO penesaHTHH xomop6HrurreTH. PenesaHTHHTe KOM0p6KLIHTeTH ce 
nosp3aHH CO CpUeBH Hapywysarba, Hapywysane Ha HepBHHOT cHcTem, ncHxHjaTpHcfai 
Hapymysaae, sacxynapHI4 Hapyruyseba, 6y6pewHH HapyinyBatba, Hapywysaiba Ha 
MeTa60.11H3MOT H HcxpaHaTa, HA 14 6e.T10,906HH Hapywysarba K014 xoHTpaHinuenipaaT TpeTmaH 
co Teparmja 6a3HpaHa Ha ananma, KäKO WTO nponemin nexapoT LUTO ro nexysa. 

CTysHjaTa HcKnymna nankteHTH nomnasH os 70 1"0„aHHH KOH Hmane ECOG PS os 0 NAH 1; 
nanHeHTH CO aKTHBHH 14.114 HeTpeTnpaHH meTacTa3H Ha UHC; asmknurcTpanHja Ha )KHBa, 
aTeHyHpaHa sanuma BO pOK ofj 4 Heztemll npeA paHsommanHjaTa; asmHHHcTpanHja Ha 
C14CTeMCKH HmyHocTHmynaTopm4 14A14 CHCUMCKH vimyHocyripecHsHH Me,LIHW4HCK14 11p0143B0A14 
BO pOK Oa 4 Heserm npes pansommatwjaTa. llauseHTHTe CO EGFR MyTaW4H MAN ALK 
npeypesysafba VWTO Taxa 6Hne HcxnytreHH os cTysHjaTa. IlawieHTHTe 6Hne noso6HH 6e3 ornes 
Ha H14BHHOT TMO PD-L I cTaTyc. 

flanHeHTHTe 6Hne paHsomn3HpaHH BO coosHoc 2:1 3a Aa  so6HjaT atezolizumab (rpyna A) HAH 
xemoTeparmja (rpyna B). Atezolizumab 614n asmkimicTpHpaH xaxo 4»1KCHa so3a os 1200 mg co 
HHTpaseHcxa Hey3Hja Ha cexom 3 HesenH. PexcHmwre Ha xemoTepannja ce onHwaHn BO Ta6ena 
15. TpeTmaHoT ce asmHm4cTpHpan qO nporpecHja Ha 6onecTa no RECIST v1.1 NAH 
HenpwPaTJIlisa TOKCHLIHOCT. PaiWOM143aW4iaTa 6Hna cTpaTH4)HxysaHa CO XHCTOROCklia 
(cxsamo3eH/He-cxsamo3eH), excnpecHja Ha PD-L 1 (PD-L 1 IHC cTaTyc DITO ce mepH co 
VENTANA PD-L1 (SP142) aHanH3a: TC3 NAH IC3 vs TCO/1/2 H IC0/1/ 2 HacnpoTH Heno3HaTo) 
Fl MO3041114 meTacTam (Aa/He). 
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Peacum Ha Tperaan 

A Atezolizumab 1 200 mg co IV Hey3kija Ha 1 net" on ceKoj 21-.&HeBeH unKnyc. 

B Vinorelbine: IV H4y3Hja Ha 25-30 mg/m2 NAH opanHa anmkmucTpankija Ha 60-80 
mg/m2 Ha fIeHoBwre 1 H 8 0,a ceKoj 21-,aHeBeH allKnyc HI114 Ha 1, 8 H 15 neH an ceKoj 
28-,L(HeBell 11HKJ1yC 141114HenenHa anmkmucTpanHja HJIH 

Gemcitabine: IV Hm4 y3Hja Ha 1 000-1 250 mg/m2 Ha 1 1 8 geHa oa ceKoj 21-,1Hesell 
1114KJIye 141114 Ha 1, 8 14 15 ;Jeff o,a ceKoj 28-,aHeBeH allKnyc. 

BKynHo 453 nannewn 6nne BKnytteHn BO cTyAktjaTa (KITT nonynannja). IlonynausjaTa 
npeTemoko ja coinkHyBane 6enn (65,8%) 14 matuKki (72,4%) nankiew'''. llpoceinkaTa Bo3pacT Ha 
nanktewkne 6kula 75 roznmkt, a 72,8% oA nannewkrre 6nne Ha Bo3pacT og 70 ro,nmitn  HJ1H 
110CTapH. 11ponewoT Ha Hanklemm co ECOG PS oR 0, 1, 2 H 3 6kin 1,5%, 15,0%, 75,9%14 7,5%, 
coonBeTHo. CeBKynHo, 13,7% ozt nannewkne nmane cTannym IIIB 6onecT Kola He e nosno)KHa 
Ha mynTnmo,naneH TpeTmaH 14 86,3% nmane cTaiknym IV Ha 6onecTa. flponewroT Ha nannewm 
K014 nmane Tymopn co PD-LI excnpecnja TC<1%, 1-49% 14 > 50% n3mepeHo co aHann3aTa 
VENTANA PD-L1 (SP263) 61n 46,8%, 28,7% kt 16,6%, coozweTHo, no,AeKa 7,9% on 
nawimmle nmane Heno3HaT cTaTyc Ha PD-L1 eKenpeckija. 

1-IpktmapHaTa KpajHa ToliKa Ha cmakjaTa 6nna nenoKynHoTo npexakeyBakbe (OC). Bo BpemeTo 
Ha 4n4HanHaTa anankt3a Ha OC, cpezukoTo cneRekbe 61.no 41,0 mecenn. Pe3ynTaTkne ozt 
eekKacHocTa ce npeTcTaBeHm BO Ta6ena 16 H C.rnma 14. 

xemoleparmja 6a3upaH 
Ta6eaa 16: Pennte Ha e 3a naulleHTH CO NSCLC KOH He ce HoLo6HH 3a 

SOS) 
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Kpela Toirma Ha ednucacHocT 
Atezolizumab 

(n = 302) 
Xemo-reparmja 

(n = 151) 

Hpumapia Kpajna rnotoca 

OS 

spoj Ha HacraHH (%) 249 (82.5%) 130 (86.1%) 

Hpoceimo Bpeme Ro HacraHH (mecenH) (95% CI) 10.3 (9.4, 11.9) 9.2 (5.9, 11.2) 

CTpaminecysaH KoerimulleHT Ha OrlaCHOCT (95% 
CI) / 

0.78 (0.63, 0.97) 

p-spe,sHocr (cTpaTerecysaH esnneHTeH pair) p = 0.028 

Ceicridaptiu Kpajtui motocu 

PFS npogeoem od ucmpadwyeatiom (RECIST 1.1) 
Epoj Ha HaeTamr (%) 276 (91.4%) 138 (91.4%) 

HpoceirHo spemeTpaerbe Ha PFS (mecerm) (95% 
CI) 

4.2 (3.7, 5.5) 4.0 (2.9, 5.4) 

CTpaTkulmysaH KoernmeHT Ha onacHocr (95°A 
C1), 

0.87 (0.70, 1.07) 

ORR (RECIST 1.1) 
Bpoj Ha noTspseHH ozrosopm (%) 51 (16.9%) 12 (7.9%) 

DOR (RECIST 1.1) 
IIpoceima spesHocr so meceum (95% CI) 14.0 (8.1, 20.3) 7.8 (4.8, 9.7) 
CI = HHTepsan Ha sosep6a; DOR = spemeTpaerbe Ha QaTOB0p; ORR = o6jercrHseH c-reneH Ha o,nrosop; 
OS = nenoxynHo npemmsysarbe; PFS = npexcHsysarbe 6e3 nporpeeHja; RECIST = KpHTepHymH 3a 
esanyarmja Ha o,nrosopoT Kai IWpCTH TymopH v1.1. 

+ FlpOlIeHeT COOAHOC Ha 011aCHOCT H 95% CI Ro6llem4 0,a KOKC MORCJIOT CO rpyna 3a TpeTmaH KaK0 KO-
Bapkijar. 3a crpaTrulmysaHaTa aHamr3a, XHCTOJIOLIIKHOT [TORTIM, PD-L1. IHC cTaTycoT H M03011HHTe 
meTacra3H (Ra/He) 6nne ,nona,neHH Kam (barcropH Ha crpaninecanHja. 

CJIHKa 14: Kimm Kannaa-Majep 3a Hemleim° npexcusyHaibe 3a Halmeuni co NSCLC 
KOH He ce nogo6Hu 3a xemoTepanuja 6a3HpaHa Ha naaTHHa (IPSOS) 
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Atezolizumab 

Chemotherapy 

+ Censored 

Events: 249 (82.5%), Median [95% C1]: 10.3 [9.4;11.9], 
p-value (log-rank): 0.028 

Events: 130 (86.1%), Median [95% Cij: 9.2 [5.9;11.2] 

0.6 

— 
AS  42 

e, 0.4 
2 rna  

0.2 

0.0 

1.0- 

0.8- 

0 	6 	12 	18 	24 	30 
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48 
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Numbers of patients at Risk 
	 Time (Months) 

	

Atezolizumab 	
302 
	180 	122 	86 	64 	50 	37 	17 	5 	0 

	

Chemotherapy 	151 	80 	52 	31 	16 	9 	7 	2 	2 	0 

BmoponuHucxu mpemmall Ha HecumHoxnemotreH Kapuunom Ha 6enu dpo6oeu (NSCLC)  

OAK (G028915): Pandomu3upana cmyduja /ia3a III Kaj nagueHmu co noxaimo HanpedHam unu 
memacma3upan NSCLC npemxodno nekyeanu co xemomepanuja 

3apajH nponeunca Ha elmacHocTa 14 6e36eg,HocTa Ha atezolizumab so cnopej6a co docetaxel 
Kai natimelift,' co noxanHo HanpegHaT 14.1114 meTacTa3npaH NSCLC KOH nmane nporpecnja BO 'rex 
14J114 nocne nexysaffie co npoToxon xoj cogpwen nnaTnHa, cnopsegeHa e oTBopena, 
mynTnuempntiHa, metyHapoma, paRgomn3npalla cTygnja sima III — (OAK). Bo cTygnjaTa He 
6nne BKJIrleH14 natmeHTH K014 nmane asTonmylla 60JIeCT BO aHaMHe3a, K014 nmane aKTIABHa 141114 
3asncHa og xopTmcocTepongn meTacTa3a Ha MO3OK, KOH npnmnne )1(14B8 aTeHynpana saxunHa BO 
paMKI4Te Ha 28 geHOBI4 npeg sxnytlysathe BO cTygnjaTa 14 oHne K014 npnmane C14CTeMCKH 

nmyHocTnmynaTopn BO paMKI4Te Ha 4 Hegulk' 14J114 CHCTeMCKH nmyHocynpecnsn BO pammre Ha 
2 Hegenn npe,g sxnyllysafbe BO crygnjaTa. Ilponemca Ha ogrosop Ha TymopoT 6nna 
criposegysaHa cexon 6 Hegenn BO TeK Ha ripskrre 36 Hegerm, a noToa cexon 9 Hegenn. 
flpnmepoun oA TymopoT npocnewrnsHo ce nponeHysane 3a Aa  ce yrspgn excnpecnja Ha PD-L1 
Ha Tymopcmfre KIIeTKH (TC) 14 HMyH14Te KneTKI4 KOH VO ninennTpnpaaT TymopoT (IC). 

BKynHo BO cTygnjaTa 6nne BKJIrleHH 1.225 naUHeHTH, a cnopeg nnaHoT 3a aHanm3a npswre 850 
paHgom143npaHn naunewrn 6nne BKJIrleHH BO npnmapHa aHanm3a 3a ed)mKaCHOCT. 
PaH,J0M14381114i8T8 6nna cTpaTneaunpaHa cnopeg cTaTyc Ha excnpecmja Ha PD-LI Ha mmyHmTe 
KJ1eTKH KOH ro nwIninenpaaT TymopoT (IC), 6poj Ha npeTxogHm xemoTepanesTcxn IlpOTOKOJIH 
14 XHCTOJIOILIKI4 THII. IlanneHTnTe 6nne paRgommnpaHn BO ORHOC 1:1 3a ynoTpe6a Ha 
atezolizumab 14 docetaxel. 

Atezolizumab ce ynoTpe6ysan so 4mxcHa go3a og 1200 mg co nwrpaseHcxa ney3nja cexon 3 
Hegen'''. He 6nno g03 	 amanysa go3aTa. Ibnnmurre ce nexysane go ry6krrox Ha 
KJIHHHIIKH 6eHecinfr nboexekeenee4 ncTpawysaq. Docetaxel ce ynoTpeesan so R0314 og 75 
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mg/m2  co karrpaBeHexa Hey3Hja 1.ReH cexoj 3-HeReneH tuncnyc Ao  nporpecHja Ha 6onecTa. 
IlpoceilHoTo BpemeTpaeFbe Ha nexyBafbeTo nomety cHTe nexyBaHH nameHTH H3HecyBano 2,1 
MeCe1.1 130 rpynaTa nexyBaHa co docetaxel 14 3,4 mecem BO rpynaTa nexyBaHa co atezolizumab. 

JIeMorpacj)cKHTe 14 nogeTHHTe KapaRTepHmecH Ha 6onecTa 130 nonynannjaTa 3a npHmapHa 
aHanH3a 6Hne Ao6po BoefflageHH nomety TpeTmaHcxwre rpyrugre. IlpoceiniaTa Bo3pacT 
143HecyBaria. 64 ro,RHHI4 (HHTepBan 33-85), a 61% op, nanHeHTurre 6Hne mamm. nosekeTo 
flUh4HTM 6Hne oR 6ena paca (70%). Flp145J114WHO TpH 4eTBpTHH14 OR nanHeHTHTe Hmane 
HecxBamo3eH Xl4CTOJIOILIK14 HaoR (74%), 10% oR nanHeHTHTe Hmane n03HaTa EGFR myranHja, 
0,2% Hmane no3HaTa npomeHa BO peRocneRoT Ha 6a3HTe BO reHoT ALK, 10% oR nattHeHTHTe 
Hmane meTacTam BO IJHC Ha H011eTOKOT Ha cTyRHjaTa, a noBekeTo nanHeHTH 6Hne aKTHBH14 HJIH 
110paHe111H14 nyma4n4 (82%). FlOgeTHHOT c4emau4oHaneH ECOG cTaTyc H3HecyBan 0 (37%) 14J1 14 
1 (63%). CeRymReceT 14 neT nponeHTH (75%) 0,11 nanHeHTHTe npeTxop,Ho npHmHne camo eReH 
11pOTOKOJI 6a3HpaH Ha rinaTHHa. 

IlpHmapHa cTymjcxa nen 3a ecknocacHocT 6H.Ba OS. KJIr1H14Te pe3yJITaT14 0)1 oBaa eTyRHja, CO 
Cpe,LIHO cneRethe Ha npemmByBaffie op, 21 mecen, 36HpHo ce npHicawaHH BO Ta6ena 17. KannaH-
MeHepoure xpHBH 3a OS Ha nonynanHja npepBmpeHa 3a nmriebe (ITT) npHicawaHH ce Ha 
cfneca 15. Cnieca 16 36HpHo rH npmcawyBa pe3ynTaTHTe 3a OS Ha ITT nonynanHja 14 noRrpyrn4 
criopeR excnpecHja Ha PD-L1, noxawyBajkH 6eHecluIT Ha atezolizumab Bp3 OS BO cHTe 
noprpyri, BxnygyBajkli 14 oHHe CO excnpecHja Ha PD-L1 < 1% Ha KJICTKI4Te Ha TymopoT (TC) H 
HM yH wre KJICTKI4 K014 ro HwiwurrHppaaT TymopoT (IC). 

Ta6e.aa 17: 36HpeH HpHica3 Ha pe3y.rrraTHTe 3a etinmacHoeT BO norw.flauilja 3a HpHmapHa 
aHa.rma (cHTe HKnreim naulleHTH)* (OAK) 

CTyunjcica uea 3a e4micacnocT Atezolizumab 
(n=425) 

Docetaxel 
(n=425) 

Hpumapna «en 3a e0uHacnocm 
OS 
Bpoj Ha CMpTHI4 CJIy4B14 (%) 271 (64%) 298 (70%) 

ripoceLmo Bpeme ao HacTaH (meceuH) 13,8 9,6 
95% CI (11,8; 15,7) (8,6; 11,2) 
CTpaTmlmuHpaH" 0,B1-10C Ha p14314K (95% CI) 0,73 (0,62; 0,87) 
p-opeuHocr** 0,0003 
12-mece4eH OS (%)*** 218 (55%) 151 (41%) 
18-mece4eH OS (%)*** 157(40%) 98(27%) 
CeHyndapnu cmydujaal Henri 
PFS cnoped npogenHa Ha ucmpaxeyeaH (RECIST v1.1) 
Bpoj Ha HacTaHH (%) 380 (89%) 375 (88%) 
npocetim Bpemerpaelbe Ha PFS (mecem) 2,8 4,0 
95% CI (2,6; 3,0) (3,3; 4,2) 
erpannimullpaH ozHoc Ha p14314K (95% CI) 0,95 (0,82;1,10) 
ORR cnoped npogeHHa Ha ucmpadayeaH (RECISTv1.1) 
Bpoj Ha natmeHTH co onronop (%) 58 (14%) 57 (13%) 
95% CI (10,5; 17,3) ,,,..,...e---:‘,,--i.--i---. ----tz.„_(10,3; 17,0) 
Bpemempaeme Ha odz000p (DOR) cnoped °Heim 	n=58 	ze:MnHEASe 	n=57 
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Median time (mo) 
I lezerer Ratio 
(95% CI) 
Log-rank p-value 

Tec entilg 	Docetaxel 
13.8 	9.6 

0.73 
(0.62. 0.87) 
1)=0.0003 

fiernotrirl 
Docetaxei 
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na ucmpaowyeaq (RECISTv1.1) 
np0CeK BO mecem 16,3 6,2 
95% CI (10,0; 1-111) (4,9;7,6) 
CI=HHTepnan Ha Ronep6a, DOR=spemeTpaeffie Ha oRronop, H11=Hemonce 	ce npoueHH, ORR=cranKa Ha 
o6je1crimeH ogronop, OS=IncynHo npenninynalbe, PFS= npencHnynaibe 6e3 nporpecHja Ha 6onecT, RECIST v1.1 
KpuTepHym 3a ()Hemm Ha oRronop Kai co.nHReH TyMop. 
*flonynaumjaTa 3a npmmapHa aHnH3a rH coHHHyna npnwre 850 paHRomH3HpaHH nattHeHTH 
"CTparwlmattHja cnopeR eKenpecHja Ha PD-LI Ha HmyHwre KJICTKH K014 ro HuHimnempaaT TymopoT, 6poj Ha 
npeTxoRHH xemoTepanesTcKH lipOTOKOJI14 H Xl4CTOJIOLUK14 HaoR 
**Bp3 ocHona Ha crparHcinumpaH Jong-rang test 
***Bp3 ocHona Ha npouemca cnopeR KannaH-Menepona meToRa 

Cruma 15: Kanaan-MeHepolla Hpusa Ha Benno Hpexunlysaiße so nony.rlauuja 3a 
npumapua auaaH3a (eifre BHarmut nanueHTH) (OAK) 

12 	15 	18 	21 	24 	27 
Time (months) 

Patients at 1;bse 
Toceneiq 426 407 382 363 342 328 306 279 260 248 234 223 218 205 198 188 175 163 157 141 116 74 54 41 28 16 4 	1 
(»cone' 425 390 385 338 311 286 263 236 219 195 179 188 151 140 132 123 118 104 98 90 70 51 37 28 16 6 3 

Hazard ratio is esemater' based an a stratified Gas model;p•value is estenated based an a stratitied logrank test. 



PO-LA Expression Level  

TC a  50% or IC k 10% (n=137) 
TC or IC 5% (n=265) 
TC or IC 2 1% (n=463) 
TC and IC < 1% (n=379) 

Median OS (months) 
Tecentriq 	Docetaxel 

0 A 1 
• 20.5 	8.9 

0.67 	16.3 	10.8 
0.74 	15.7 	10.3 
0.75 	12.6 	8.9 

ITT (n=850) 

 

0.73 	13.8 	9.6 

    

     

0.2 
	 2 

Hazard Ratio' 

In favour of 
Tecentriq 

C-rpaTHenumpaH HR 3a ITT 14 naumeHTH co excnpecHja Ha TC NAH IC a' 1%. HecTpaT4auapan HR 3a a,pyru 
eKennopanHcia4 nogrpyrn4. 

Floao6pysaFbe Ha OS co atezolizumab BO OLHOC Ha docetaxel 3a6enewaHo e 14 Kai naumeHTH co 
HecKsamo3eH NSCLC (OHoc Ha p14314K [HR]: 0,73, 95% CI: 0,60 — 0,89, cpeaHo BKy11H0 
npexcHsysaibe (OS): 15,6 meceum co atezolizumab so oaHoc Ha 11,2 meceus co docetaxel) H Kai 
°um CO CKBaM03eH NSCLC (HR: 0,73, 95% CI: 0,54 — 0,98, cpesHo sxynHo npemu4sysatbe 
(OS): 8,9 meceuH co atezolizumab BO osHoc Ha 7,7 Nieeein,' co docetaxel). 3a6enewaHoTo 
noso6pysalbe Ha BKyllHOTO npenmsysaffie 6HJ10 KOH3HCTeHTHO semoHcTpHpaHo BO cwre 
noarpyrm Ha nanHeHTH, siuiyHysajkll rll 14 oHHe KOH Ha HOLICTOKOT Ha cTypiHjaTa Hmane 
meTacTa3H Ha M030K (HR: 0,54, 95% CI: 0,31 — 0,94, cpeaHo BKy11110 npenu4sysaFbe (OS) OH 
20,1 mecens co atezolizumab BO OHHOC Ha 11,9 meceum co docetaxel) H nanHeHTH K014 Hincoram 
He nyinene (HR: 0,71, 95% CI: 0,47 — 1,08, cpesHo sKynHo npemmsysaube (OS): 16,3 Niecelli,' co 
atezolizumab so o)Hoc Ha 12,6 meceus co docetaxel). Mama Kai nanHeHTH co EGFR 
myTaussi He e 3a6enewaHo noso6pysaFbe Ha OS co atezolzizumab so osHoc Ha docetaxel (HR: 
1,24, 95% CI: 0,71 — 2,18, cpeaHo sxynHo npenu4sysaFbe (OS): 10,5 meceuH co atezolizumab BO 
OLHOC Ha 16,2 meceum co docetaxel). 

3a6enencaHo e npoponnceHo speme pp snouesaffie Ha 6onxaTa so rpaawre Kai nauHewrwre KOH 

npmeane atezolizumab cnopep,eHo co naHHewrwre KOH npHmane docetaxel, mepeHo co 
npawantunc EORTC QLQ-LC13 (aHrnHcKH European organization for reaserch and treatment of 
cancer quality of life questionnaire — lung cancer, T.e npaulanHHK 3a KsanwreT Ha >KHBOT Kaj 
KaHnep Ha 6enn ppo6osH Ha EsponcKaTa opraHmanHja 3a HcTpancysaube 14 neKysaffie) (HR: 
0,71, 95% CI: 0,49, 1,05, cpesHa spesHocT He e socTHrHaTa H14Ty BO eaHa rpyna.).BpemeTo HO 
snowysaFbe Ha apyrwre CHMHTOMH Ha KaHuep Ha 6enH apo6osH (KaKo IHTO e IsawnHua, amenHea 
H/HnH 6onxa so paue/pameHHHH) cnopea npaumniuncoT EORTC QLQ — LC,I3'6Hno CJIWIHO co 
atezolizumab 14 docetaxel. 3apasH oTospeH smajH Ha cTypsjaTa, osHe 	JriaTwre Tpe6a Aa  ce 
TonKysaaT CO sHmmaHme. 
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POPLAR (G028735): pandomu3upana jba3a II cmyduja Kaj nagummi co Roxaluto nanpednam 
wut Atemacma3upan NSCLC Kai nayuenmu npemxodno nexyeanu co xektomepanuja 

CnpoBegeHa e mynnumemuma, mefyHapogHa, paHgomH3HpaHa, OTBOpeHa, Kommeaula 
cTygmja clua3a II (POPLAR) Kaj natuHem co noKanHo HanpegHaT 141114 meTacTa3HpaH NSCLC 
KOH Hmane nporpecHja BO TeK HJIH nocne neKysaube co npoToKon Koj cogp)Ken nnaTHHa, 
He3aBHCHO OZ( emnpecHja Ha PD-L1. IlpHmapHa mgleim nen 3a ecimuKacHocT 6HJI0 BKyll HO 
npemeyeaube. BKynHo 287 og nanHemTe 6Hne paHgomH3HpaHH BO 0,t1140C 1:1 3a ynoTpe6a Ha 
atezolizumab (1200 mg HmaseHcKa Hu4e3Hja ceKoH 3 HegenH AO  ry6urroK Ha KJIHHHLIKH 

6eHeurr) H.FIH docetaxel (75 mg/m2  HunpaseHcKa uue3Hja 1.geH ceKoj 3-He4eneH numnyc go 
nporpecHja Ha 6onecTa). PaHgomH3aumijaTa 6Hna cwaT4u4umpaHa cnopeg cTaTyc Ha 
excripecHja Ha PD-L1 Ha HmyHurre KJIeTKI4 KOH ro HusimurrpHpaaT TymopoT (IC), 6poj Ha 
reeTxogHo reHmeHH xemoTepanewrcKH npoToKonll H XHCT0J10111KH Haog. AHaJIH3a Ha 
awypHpaum nogaTow4 nocne BKynHo 200 3a6enexcaHH CMpTHH 14CX0,I114 14 cpegHo cnegen,e Ha 
npmeyBaubeTo og 22 mecem, noKawane Aexa. cpegHo Bpeme Ha BKynHo npexauBysatbe (OS) 
Kaj nanHem neKyBaHH co atezolizumab H3HecyBano 12,6 mecem, a Kaj oHHe KOH npHmane 
docetaxel 9,7 mecewu (HR: 0,69, 95% CI: 0,52 — 0,92). ORR H3Hecysan 15,3% 3a atezolizumab, 
HacnpoTH 14,7% 3a docetaxel, gogeKa cpegHoTo spemeTpaeube Ha ogrosopoT H3HecyBano 18,6 
mecewu Kaj nauHeurrurre neKyBaHH co atezolizumab, HacnpoTH 7,2 mecem Kaj nanHeHTurre 
neKyBaHH co docetaxel. 

Cumno Knemotten Kapuuno.n4 na 6eint äpo6oeu 

IMpower133 (G030081): Pandomumpana, 0a3a I/III cmyduja eo Kokt6unayuja co carboplatin 
u etoposide Kai naquenmu xou ne npumwte xemomepanuja, umaam nanpedna ba3a na cunmo 
Knemotten Kapyunom na 6e.nu dpo6oeu (SCLC), 

ea3a 	paHgomm3HpaHa, mysrrHtuewrpHima, gsojHo-cnena, nnage6o KowrponmpaHa cTygiuja, 
IMpower133, 6etne H3BegeHa 3a fa ruu npoueHH 6e36egHocTa 41 ecbuwacHocTa Ha atezolizumab 
Bo Kom6HHan4ja co carboplatin H etoposide Kaj natmeHTH KOH He npHmane xemoTepanuja 14 
HmaaT HanpegHa clua3a Ha CHTHO KneTogeH KapHHHom Ha 6enH gpo6oBH (ES-SCLC). 

llaumeHTurre He 6HneBKny4yBaHH aKo Hmane aKTHBHa 14JIH HeTpenapaHa meTacTa3a Ha UHC, 
HcTopHja Ha awrommyHa 6onecTa, npuimHne )KHBa, aTeHyHpaHa BaKHHHa BO nepHog og 4 HegenH 
npeg paHgomm3auHja, nplummne CHCTeMCKH HmyHocynpecHseH Me,11141X14HCKH flp0H3BOA BO 
nepHoL og 1 Hegena npeg paHgomunanHja. FIponeHKa Ha TymopoT ce cnporiegysane Ha ceKoH 6 
HegenH BO npmfre 48 HegenH no wuKnyc 1, geH 1, 14 noToa Ha ceKom 9 Hegeltn. Kaj nanulex.rune 
K014 rui HcnonHysane yriegeHHTe KpwrepHymH H KOH ce cornacHne Aa  6HgaT TpeTHpaHH 14 no 
nporpecHja Ha 6onecTa, npogeHKHTe Ha TymopoT ce cnpoBegyeane Ha ceKom 6 Hegenu go 
npentHyBaube Ha TpeTmaHoT. 

BKynHo 403 natuHeHTH 6Hne BKnyileunu 14 paHgomH3HpaHH (1:1) Aa  npHmaaT egeH og 
TpeTmaHcKHTe pexaumH onHulaHH BO Ta6ena 18. PaHgomH3awujaTa 6Hna crpaTwkwyBaHa no 
non, ECOG ne e 

l‘ 
 gmatige 

(
sjaTyc  H npucycTBo Ha MO3OLIHH MCTaCTa3H. . e; II 

-  e .,\ Ta6ena 18: preteneofeletpermaocKn pexcHmH (IMpower133) 
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(HentpH 21-AHestm umcnycn) 	 (21-AHesen utitc.nyc) 
A 	 atezolizumab (1200 mg)a + carboplatin 	atezolizumab (1200 mg)a 

(AUC 5)b  + etopside (100 meim2)b,c 
B 	 nnaue6o + carboplatin (AUC 5)" + etopside (100 nnaue6o 

mghn2)b,c 
a  Atezolizumab ce aamtmlleTpHpa Ce Ao ry6elbe Ha KAHHHLIKHOT 6eHecin4T, otteHe-ro oJ HeTpancysaHoT 

Carboplatin H etopside 6Hne gamHHHcrpmpamt Ao 3aspinysaiße Ha 4 umcnycH, Hnit ,ao nporpecHja Ha 6onecra HJ1H 
Heripmparnmsa TOKCHLIHOCT, HITO H Aa ce cnytut npso 

Etopside 6Hne anmHHHcrpHpaH Ha 1., 2., H 3. AeH Oft cesoj umcnyc 

gemorpaiticnrre 14 OCHOBHI4Te KapaicTepHcTHKH Ha 6onecTa 04 cTy,sHjcicaTa nonynaullja 6Hne 
,so6po H36anaHcHpam4 nomety TpeTmaHcxllTe rpynll. CpesHaTa so3pacT 61na 64 ro4Hm4 (oncer 
26 to 90 rosllHll) CO 10% 04 nauHenurre >75 roslluma BO3paCT. llosekeTo naumeHTH 6Hne 
mawicH (65%), 6enH (80%) H 9% Hmane meTacTa3H Ha M030K 14 nosekeTo naulleHTH 6Hne 
aKTI4BHI4 HJ1 14 nopaHellumnymaint (97%). llepül)opmaHcHHoT cTaTyc ECOG 6Hn 0 (35%) HJI14 1 
(65%). 

3a speme Ha npllmapHaTa aHanH3a, naumeHTHTe HMaa cpesHo speme Ha npemonlysaffie os 13,9 
meceuH. CTaTHCTHIIKH 3HallajHo no,so6pysame BO BK)/EIHOTO npellu4sysarbe (OS) e 3a6enewaHo 
Kai atezolizumab BO KOM614Hal.114ja co carboplatin H etoposide cnopeseHo co KoHTponHaTa rpyna 
(HR o,L( 0,70, 95% CI: 0,54, 0,91; npocelleH OS os 12,3 mecem HacnpoTH 10,3 meceuH). Bo 
ktmaxviel-11(am OS (PHHanHa aHarma co nosonro cneseiße (mesHjaHa: 22,9 mecem4), 
cpesHHoT OS 3a RHere rpynll 6euie He npomeHeT so osHoc Ha npHmapHaTa npenHmHHapHa 
alianma Ha OS. Pe3ynTaTwre 3a PFS, ORR 14 DOR os npHmapHaTa aHallma, KaK0 14 pe3ynTaurre 
OA HcTpa)Kysallxwre OS 4H4HanHH aHanH3H ce cymllpaHll BO Ta6ena 19. KannaH-MeHeposwre 
Kp1'1B14 3a OS 14 PFS ce ripmcawaHH BO CJIHK14Te 17 14 18. {kmmumie 3a mumm' CO M03041-1H 
meTacTa3H ce npemHory orpaHHlleHH 3a Aa ce ll3snellaT 3asnylloull 3a oaaa nonynaullja. 

Ta6e.aa 19: Pe3Hme Ha eimimefiona (IMpower133) 

KpajHH TO'IKH Ha etimicacHocTa fpyna A 
(Atezolizumab + 

carboplatin + etopside) 

Tpyna B 
(nnaue6o + carboplatin + 

etopside) 
Ko-npnMapHH mepicH 3a liCX0/1( 

OS*  n=201 n=202 
Bpoj Ha CMpTHI4 cnrian (%) 142 (70,6%) 160 (79,2%) 
Flpoceinto spende 40 HojaHa Ha Hac-raHH (meceuH) 12,3 10,3 
95% CI (10,8; 15,8) (9,3; 11,3) 
CTpaTWIMUHpaH OgHOC Ha pH314K; (95% CI) 0,76 (0,60; 0,95) 
p-spezmocr 0,015 
12-meceHeH OS (%) 51,9 39,0 
PFS Ilpogenemo od ucmpaNcyeaq (RECIST 
v/./)** 

n=201 n=202 

Bpoj Ha Hac-raHH (%) 171 (85,1%) 189 (93,6%) 
Flpoceimo speme Ha PFS (meceuH) 5,2 4,3 
95% Cl (4,4; 5,6) (4,2; 4,5) 
erparkalmutpaH ORHOC Ha pH3HICI  (95% CI) 0,77 (0,62'1 • - 
p-speAHocr w  1,Ioäe 	idie4,, 
6-mecegeH PFS (%) 30,9 1  \lt  °NE  7 	- c ,e 
12-meceHeH PFS (%) 12,6 7z .. i ',--,:,,%. 	tej  I., 
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0.76 0.0154 (0.60, 0.95) Placebo+certx)plalin+etoposide 	10.3 mo 
Tocentriry+carnoplatIn+otoposido 	12.3 mo 

Crunca 17: Kanaan-Menepoaa Kpmaa 3a Benno apeacllayaame (IMpower133) 

Treatment arm 	 Median OS HR (95% CI) p-value 
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, jpyrn mepica 3a nexog 
ORR Ilpogenemo od ucmpaxcyoaq (RECIST 
v.1.1)*" 

n=201 n=202 

Bpoj Ha 110TBpRe1114 OgrOB0p14 (%) 121 (60,2%) 130 (64,4%) 
95% CI (53,1; 67,0) (57,3; 71,0) 
Sp. Ha KomruieTeH oaroaop (%) 5 (2,5%) 2 (1,0%) 
Bp. Ha napuajaneH onroaop (%) 116 (57,7%) 128 (63,4%) 
DOR npogeffemo od ucmpaomyeav (RECIST 
v/./)^  

n=121 n=130 

MenajaHa BO wem,' 4,2 3,9 
95% CI (4,1; 4,5) (3,1; 4,2) 
PFS = npemmaynalbe 6e3 nporpecHja; RECIST = KpHTepHyM 3a ouemca Ha oaroaop Kaj C0.1114BH14TymopH v1.1. 
CI = Hwrepnan Ha 1 oeep6a; ORR = 06jeiffnena cranKa Ha oaroaop; DOR = BpemeTpaenz Ha onronop; 
OS = BKynHo npenmayaa}be 
t OrpaTHeHumpaH cnopen non 14 ECOG neimpopmaHcen craTyc 
*HcTpancyaanKa OS enlamm aHanH3a co K.1114H1411K14 npeceK 24 jaHyapH 2019 
** PFS, ORR 14 DOR aHanH3H co ICJIHHH4K14 npeceK 24 anpnn 2018 
*** Camo 3a 04114CH14 nenH 
A Ihnagen ORR 14 DOR ce HcTpancynanKn Kpajum T041114 

10 

0 

No. at Risk 
Tecentriecathoplatin+ 

etoposide 
Placebo+carboplatin+ 

etopocide 

Plecebo+carboplatin+etoposide 
Tecergriecarboplatin+etoposide,  

0 1 2 	3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 
Time (months) 

201 191 187182 180174 159142130121109 101 93 87 88 81 75 71 81 57 51 39 78 25 21 13 3 2 1 1 

202 104 129 186 183 171 160146'131114 97 86 74 63 54 55 49 45 39 36 33 26 20 12 6 6 3 7 2 2 
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Treatment arm 

Tecentrig+carboplatin+etoposide 
Placebo+carboplatimetoposide 

••••1•••• Tecentriq+carbopletin+etoposide 
	 Placebo+carbcplatin+etoposide 

Median PFS HR (95% CI) p-value 

5.2 MO 	0.77 
4.3 mo 	(0.62, 0.96) 0.0170  

0 
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1 	1 	1 	1 	 1 1 
10 	11 	12 	13 	14 151  161  17 1  18 ' 19 20 211 22 23 24 

Time (months) 

201 190 178 158 147 98 58 48 41 32 29 	26 	21 	15 	12 11 3 3 2 2 1 1 

202 193 184 167 147 80 44 30 25 23 16 	15 	9 	9 	6 5 3 3 
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Tpopio He2amueen Kapnullan,: Ha dojica 

IMpassion 130 (W029522): Panäomu3upaua, 0a3a III emyauja Kai noicanHo Hanpeanam unu 
Me m ac m am ocu TNBC Kai nagueumu xou npemxoano He 6une mpemupanu 3a Memacmamcica 

6allecm 

OMR III, ,EIBOiHO cnena, Bo ,nBe rpaHKH, MyJ1THueHTpM'IHa, HHTepHanHoHanHa, paHBom14314paHa, 
nnane6o-KoHTponmpaHa cTysHja, IMpassion 130, 6eme H3seseHa 3a ,sa ja npouem4 e4m4xacHocTa 

6e36eJHocTa Ha atezolizumab so KoM6HHaIu4ja co nab-paclitaxel, Kai nanHeHTH co 
HepeceKTa6HneH JIOKBAHO HanpesHaT 141114 meTacTaTcKH TNBC K014 npeTxosHo He ripHmHne 
xemoTepanHja 3a meTacTaTcxa 6onecT. llanHeHTHTe mopano Aa 6HsaT npeaTni4m4 3a 
moHoTeparmja co taxane (T.e. OTCyCTBO Ha 6p3a Kr114H1411Ka nporpecHja, )u4BoTo-3arpo3yBalna4 
micnepa.nm4 meTacTa3H, HJIH noTpe6aTa 3a 6p3H 14HTepBeHIX1414 3a KOHTpOJIB Ha CHMIITOM14 14/H.I1H 

Ha camaTa 6onecT) H 614ne Hcx.nyileHH aKO npHmH.ne npeTxo,nHa xemoTepanHja BO 
Heoa,qjysaHTHH 1411H afijysanTHH ycnosH BO nepHos os nocnesm4Te 12 mecem4, Hmane HcTopHja 
Ha asTonmyHa 6onecTa; npHmpule )KHBa, aTeHyllpaHa sax1114Ha BO nepHos os 4 Henern4 npe.z 
paRnom143anHja, npm4H.ne cncTemcKH HmyHocTi4my.naTopeH areHe 3a Bpeme oA 4 Hesen14 KUH 

npHMHne CHCTeMCKH HmyHocynpecHBHH memni4Hcial 11p0143BOXII4 3a Bpeme o,n 2 HesenH npes 
paHROM143am4ja; HeTpeTHpaHH, 014MHTOMBTOKI4 141114 meTacTa3 14 Ha MO3OK 3aBHCH14 

cHmnTomaTcKH TpeTmaH an14 KopTHKocTepomBeH TpeTmaH. 'bowlilca Ha TymopoT 614.na npaBeHa 
Ha cexma 8 Hegenla (f 1 Hesena) BO nepHo.z os npswre 12 mecenH noc.ne HpBHOT qeH o,n npB14oT 
uHK.nyc, H noToa Ha cexo14 12 Hesenn (± 1 Hesena). 

BKynHo 902 nanmeHTH 614ne BKflytICHI4 H cwaT144,141114paHH cnopeB np 	 TacTa3 H 
Ha upm4oT spo6, npeTxoseH TpeTmaH co taxane H cnopes HHBOTO 	 a Ha 
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Tymop-Hekurrpmpatwm HMYHH KJIeTK14 (IC) (060jyBaube Ha PD-L I <1% on Tymop-
HH(bkurrp14pa1na4 HMYHH KJICTKI4 npHeyTHH BO TymopcKaTa nospauma [IC] HacnpoTH > 1% on 
TymopcKaTa noBpunma), nponeHeTo CO ynoTpe6a Ha aHTHTeJlOTO Ha VENTANA PD-L1 KJIOH 
(SP142). 

HaumeHurre 6Hne paHnomH3HpaHm na npmmaT atezolizumab 840 mg 141114 nnane6o co 
HHTpaBeHcKa Hu4y3Hja Ha I. Rex 14 15. Rex oft ceKoj 28-nHeseH umnyc, nnyc nab-paclitaxel 
(100 mg/m2) anmknimcipHpaH npeKy HHTpaBeHcKa kne3Hja Ha 1., 8. 14 15. Rex oR ceKoj 28-
zweBeH nHKnyc. FIaumeHurre npHmane TpeTmaH no panmorpacPcKa nporpecmja Ha 6onecTa 
cnopen RECIST v1.1 KpwrepHymoT 14JIH RO  HenpwPaTmwa TOKC14LIHOCT. JICKyBal-beTO CO 
atezolizumab mme na nponon)KH Kora nab-paclitaxel e npeKHHaT nopanm HenpeaTnmBa 
TOKCHIIHOCT. CpenHHoT 6poj Ha uknolycHTe Ha TpeTmaHoT 6Hne 7 3a atezolizumab 14 6 3a nab-
paclitaxel BO ceKoja TpeTmaHcKa rpyna. 

Remorpa(PcKwre H ocHosterre KapaKTepHeTHKH Ha 6onecTa BO crrynHcKaTa nonynaumja 6ea 
Ao6po H36anaHcHpam4 nomety TpeTmaHcmfre rpynH. HoBeIeTo naumeHTH 6Hne )KCHH (99,6%), 
67,5% 6Hne 6enH 14 17,8% A3HjKH. CpenHaTa Bo3pacT 6mna 55 ronmm4 (oncer: 20-86). 
OCHOBHHOT cTaTyc Ha ECOG 6enie 0 (58,4%) 14n1 1 (41,3%). FeHepanHo, 41% og mulyileHmTe 
fIa11,14CHTH Hmane PD-L1 excnpecHja >1%, 27% Hmane meTacTa3H Ha upHHoT 406 14 7% Ha 
1101leTOKOT Hmane aCHMIITOMaTCKH M03011HH meTacTa3H. OKOJIy 110110BHHa OR nauHeHTHTe 
go6nne taxane (51%) 14J1 14 anthracycline (54%) BO (HeO) anjyriaHTHH ycnosH. gemorp*Kwre 
KapawrepHeTHKH 14 OCHOBH14Te KapaKTepHcTHKH Ha TymopcKaTa 60necT npm BKnygyBafbe Kai 
naumeHTH co PD-L1 excnpecHja >1% reHepanHo 6ea penpe3eHTarmww 3a nowHpoKaTa 
cTyznajcKa nonynanmja. 

Ko-npmmapHkrre KpajHH uenH 3a eclmacHocT mcnymysaaT npemanilyBaube 6e3 nporpecmja (PFS) 
so Koe ce mcrurryBa nonynamjaTa HameHeTa 3a neKysaffie (ITT) 14 Kaj naiverrat co excnpecHja 
Ha PD-L1 > 1% cnopen RECIST v1.1, KaK0 H BKyfHO npe)KHByBaube (OS) Kaj ITT 
nonynauHjarra H Kaj naumeHTH co PD-L1 eKenpecHja > 1%. CexyunapHure Kpajuni nenH 3a 
edm4KacHocT sKnytlymaaT cTanKa Ha o6jeKTHseH onroHop (ORR) H BpemeTpaefbe Ha onroBop 
(DOR) no RECIST v1.1 KpwrepHymon 

PFS, ORR H DOR pe3ynTaTHTe on IMpassion130 Kaj nanHeHTH co PD-L1 excnpecHja > 1% 3a 
speme Ha KoHemHaTa aHanm3a 3a PFS co cpenHo npe*HByBaibe nocne 13 meceuH ce cymHpam4 
so Ta6ena 20 co KannaH-MemepoBwre KpHsH 3a PFS Ha cnkum 19. flaumeHTHTe co excnpecHja 
Ha PD-LI <1% He noKa)Kaa nono6peHa PFS Kora atezolizumab e nonaneH Ha nab-paclitaxel (HR 
on 0,94, 95% CI 0,78, 1,13). 

cIMHanHaTa OS aHanH3a beule cnpoBenella Kaj nauHeHTH co excnpecHja Ha PD-L1 >1% co 
cpenHo eneneiße on 19.2 meceuH, pe3ynTaTHTe Ha OS ce npmKawam4 so Ta6ena 20 14 KannaH- 

	

MempoBwre KpHBH Ha 	 FIaumeHTHTe co excnpecHja Ha PD-L1 <1% He noKa)Kaa ..-ME..), , 
nono6peH OS Kora 6 eihugairkenvat olizumab KOH nab-paclitaxel (HR on 1,02, 95% CI 0,84, 
1,24). 	 K, •(-  hab  -- Je 7‚c, e ..1- .• \ 
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AHanH3HTe Ha eKcnnopaTopHaTa no,srpyna 6ea 143BeReH14 Kaj naumeHTH co PD-L1 excnpecHja > 
1%, Hcm4TysajkH npeTxoffla (Heo) snjysaHTHa TepanHja, BRCA1/2 myTauHja 14 acHmnTomaTcKH 
M0304M14 meTacTa3H Ha noileToKoT. 
Kaj naumeHTH KOH npumane npeTxo,sHo (Heo)a.ajyBaHTHa TepanHja (n = 242), COOÄHOCOT Ha 
p143HK 3a npHmapHo (4H4HanHo) PFS 6Hn 0,79 14 0,77 3a 4H4HanHoTo OS, soseKa Kaj naumeHTH 
KOM He npHmane npeTxosHo (Heo)sajysaHTHa TepanHja (n = 127), COO,L(1-1000T Ha p14314K 3a 
npHmapHoTo (c1H4HanHo) PFS 6ewe 0,44 14 0,54 3a CIMHBJIHOTO OS. 

Bo cTy,ssjaTa IMpassion130, os 614 TecTmpaHH nauHeHTH, 89 (15%) Hmane naTorem4 BRCA1/2 
myTaukui. OA nosrpynaTa co PD-L1+/BRCA1/2 myTaw4H, 19 nameHTH npHmHne atezolizumab 
14 nab-paclitaxel 14 26 nauHeHTH npHmase nnaue6o nnyc nab-paclitaxel. Bp3 ocHosa Ha 
HcTpawysatiKaTa aHanH3a 14 Hmajkii ro npe,sens MBJ114OT 6poj Ha naumeHTH BO npHmepoKoT, 
npmcycTsoTo Ha BRCA1/2 myTamjaTa ce 14M14 seKa He snHjae Ha Ha PFS Ha KIIHHHLIKMOT 
6eHed»r Ha atezolizumab 14 nab-paclitaxel. 

HeMawe ROKa314 3a e4H4KacHocT Kaj nauHeHTH co acHmnTomaTcKH M03011H14 meTacTam npH 
sKnyqysarbe BO cTysHja, HaKo 6pojoT Ha TpeTHpaHH nauHeHTH 6euie man; cpesHHoT PFS 6Hn 
2,2 meceum Kaj atezolizumab nnyc nab-paclitaxel (n = 15) so cnopes6a co 5,6 meceum Kaj 
nnaue6o nnyc nab-paclitaxel (n = 11) (HR 1,40; 95% CI 0,57, 3,44). 

Tä6e.ria 20 - Pe3HMe Ha elHnzacHocTa Kaj EIBULIMHTH CO PD-Ll mcenpecnja >1(1/0 
(Im assion 130) 
ramm Heim 3a eeincacHocT Atezolizumab + nab-paclitaxel 	Placebo + nab-paclitaxel 
flpumapau gereu 3a eeacactiocm n=185 n=184 
PFS cnopen npoueuica Ha Heipapayaan (RECIST v1.1) -1IpHmapHa aHanma3  
6poj Ha HacTaHH (%) 138 (74,6%) 157 (85,3%) 
Cpenuo apemerpaetbe Ha PFS (meceuH) 7,5 5,0 
95% C1 (6,7; 9,2) (3,8; 5,6) 
CTpaTkalaiLtklpaH OJLHOC Ha pH3HK 	(95% 
CI) 

0,62 (0,49, 0,78) 

p-apefflocT <0,0001 
12 meceiteH PFS (%) 29,1 16,4 
PFS cnopen npouemca Ha HcrpaacyHam (RECIST v1.1) - AncypHpaHa excHaopaToptut aHanH3a4  
6poj Ha HacTaHH (%) 149 (80,5%) 163 (88,6%) 
CpeuHo opemeTpaethe Ha PFS (MeceuH) 7,5 5,3 
95% Cl (6,7; 9,2) (3,8; 5,6) 

CipaT4HumpaH °zum Ha pH3HK 	(95% 
CI) 

0,63 (0,50, 0,80) 

p-npefflocT <0,0001 
12 mecegeH PFS (%) 30,3 17,3 
BuynHo npeamayHatbe (OS)1'24 

6poj Ha CMpTHI4 CJIrlall (%) 120 (64,9%) 	p0µ %i  
0 

m ei4 	139 (75,5%) 
CpenHo apeme no nojaaa Ha HacTaH 
(MeCel.(14) 
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95% CI (19.6, 30.7) (13,6; 20,3) 

OrperwimumpaH ormoc Ha p14314K t (95% 
CI) 

0,67 (0,53, 0,86) 

Ceendapuu u exclumpamopuu gereu 
CTantca na o6jetrumen oRroBop (ORR) 
cnopei molkeilka na Hicipawynam (RECIST 
v1.1)3  

n=185 n=183 

Bpoj Ha HCHHTHHHHH (%) 109 (58,9%) 78 (42,6%) 
95% CI (51,5; 66,1) (35,4; 50,1) 
Bpoj Ha nenoceH oRrosop (%) 19 (10,3%) 2 (1,1%) 
Bpoj Ha Renymen ozroBop (%) 90 (48,6%) 76 (41,5%) 
Bpoj Ha cra6HaHa 6oneer 38 (20,5%) 49 (26,8%) 
Bpemerpaeme Ha oaroHop (DOR) cnopea 
nponenKa HH ncTpa9cyBa93 

n=109 n=78 

HpoceK BO M000H14 8,5 5,5 
95% CI (7,3; 9,7) (3,7; 7,1) 

Cnopej erpaultina umpall log-rank Teer. 
2' OS cnopet6a nomety TpeTmaHcKHTe rpynH Kaj nattHeHTH co PD-L1 eKcnpecHja >1% cbopmarnio He 6Hna 
TeCTHpaHa, KaKo HITO e HaBeReHo BO npe-cneuHcbHuHpaHaTa aHanH3Ha xllepapxHja. 
3. (DHHanHaTa aHarnna 3a PFS, ORR, DOR H npBaTa npermmuHapHa aHanH3a 3a OS e HaripaBeHa BO Bpeme Ha 
KHHHHHKOTO 3aKnyityBatbe Ha norw.mull Ha 17 anpHrt 2018 rortunia 
4.  eKennopaTopHa PFS aHanH3a BO Bpeme Ha KHHHHHKOTO 3aKnytyBat-be Ha noRaTonH Ha 2 jaHyapH 2019 FOHHHH 
5. 3a cbaaarniaTa aHarma Ha OS 3a Bpeme Ha KAHH144K0 3aKnyvyrsaibe 14 AnpHn 2020 

OrpaTHcimumpano cnopeR npmcycreo Ha meracTa3H BO upHHoT Rpo6, 14 cnopeR nperxoReH TpeTmaH co taxane. 
PFS-npemnegymbe 6e3 nporpecHja Ha 6onecr; RECIST=KpHTepHyM 3a otteHKa Ha oRroBop Kaj conH,ReH TMO 
v1.1.; CI=HHTepaa.rt Ha RoBep6a; ORR=eranKa Ha o6jeKTHBeH oRroBop; DOR=BpemerpaeH,e Ha ortroBop; OS= 
BKyHHO npeRn4ByBaibe, HH=He mo)Ke Ra ce nponeHH 

Canna 19: Karman — Menepona npuna 3a npennnyname 6e3 nporpecuja na Haimemo co 
PD-L1 eiccupecnja > 1% (Impassion130) 
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Camca 20: Kannan — Meueposa HpHsa 3a BKyHHO Hpennnlysaffie Ha HaumeHTH co PD-L1 
eiccnpecHja > 1% (Impassion130) 

la 	A 

Tocontrig 4- nob-paditaxot 
-4- Placotan 4 nab-paclitainel 

3 6 9 12 15 18 21 24 27 30 33 30 39 42 
Time (rnontbs) 

177 180 145 135 121 106 89 43 28 21 10 6 3 NE 
170 147 129 111 93 81 47 26 20 15 10 1 NE NE 

0 

No. of Patient* at Risk 
Teknntliq nal>eaclitaxel 185 
Pf aceDo nata-Faclitaxel 184 

BpeMeTo Ha moutynarbe (KOHTHHyHpaH nag > 10-T011K14 oR noneTHaTa npepsocT) Ha 
napameTapoT KOj ro OTCJIHKyBa OfILLITHOT 3,/tpancTneH cTaTyc/HEOR-health related quality of 
life/ cnopeg oueHa Ha naullewroT, HsmepeH cnopeg EORTC QLQ-C30 KpwrepHynorre 6eiue 
c.skaeH BO ceKoja O,L Teparmcmgre rpyrn4 111TO yxmytia Reim cwre nauneHrrn ro oRrmane 
HHBHOTO nojgonHo HHBO Ha HRQoL 3a cnopezumno BpeMeTpaelbe. 

Xenamoyenynapeu icapywiam 

IMbrave150 (Y040245): Panaamu3upana cmyauja, 0a3a III '<cif nayueumu co neonepa6unen 
HCC icou npemxoäno ne npumalle cucmemcica mepanuja, eo xam6uHatiuja co bevacizumab 

(120a3a III, paHRomn3npaHa, my,frrn-ttewrpninta, nwrepHaunoHanHa, oTuopeHa cryzwja, 
IMbrave150, 6n.na n3BeReHa co nen Ra rn enanympa ecinncacHocTa 14 6e36eRHocTa Ha 
atezolizumab BO KOM614HBLII4ja co bevacizumab, Kaj nanHeHTH co .noKanHo HanpezwaT HnH 
meTacTaTcKH H/kuni Heonepa6nneH HCC, KOH npeTxop,Ho He npnmane CHCTeMCK14 TpeTmaH. 
BKynHo 501 &nie paHRommnpam4 (2:1) Ra npnmaaT H.I114 atezolizumab (1,200 mg) 14 15 mg/kg 
bevacizumab ceKoH 3 He,AenH a,smiwncTpHpaH co HHTpaseHcKa HeysHja, HJIH sorafenib 400 mg 
nepoparmo, Reana'rn Ha Rex. PaHRomu3aunjam ün.na cwannintunpaHa no reorpacPcxn pernoH, 
maxponacxynapHa HHBa3Hja 14/H.1114 exclipmulmuni-10 wHpethe, noiieTHH spegHocTH Ha a-
fetoprotein (AFP) 14 ECOG c-ranc:IlaulleHTwre so pse're Henwrysatnoi rp 
Tepanl4ja ,E(0 ry6wrox Ha KIII4H1414KH eeHest)HT, HJ1H 	nojaBa Ha Henpn4) 
IlaumeHerwre mo)cepe Ra ro pncxowrnHympaaT HJIH atezolizumab 14J114 



os, HecaKaHifre sejcTBa.) 14 Ra  nposon)KaT CO exumetnia TepanHja so ry6wroK Ha KJII4H144K140T 

6eHesti4T 14J114 nojaBa Ha HeripeaTnHBa TOKCI49HOCT noBp3aHa CO exunietiHaTa Teparmja 

Bo crysHjara 6Hne BK.nrieHH Bo3pacHH nktna ItHe 3a6onyBaffie He 6H.no HOFOL(110 3a HnH 
nporpesHpano no xllpypunca HHTepBeHuHja 14/HAH noKo-perHoHanHa TepanHja, co Child-Pugh 
A, ECOG 0/1, H KOH npeTxosHo He npHmane cHcTemcKa TepanHja. KpBaperbe (BKnyinfrenHo 14 

CO (PaTaneH Hexof) e 1103HaTO HecaKaHo sejcTBo CO bevacizumab H faCTp0HHTeCTHHaJ1HOTO 

KpBapeFbe 0):( ropHHoT sen Ha RHFeCTHBHHOT TpaKT e ItecTa 14 )a4BoTo3arpo3yEea4ca 
KomrumauHja Kaj nameHTH co HCC. 3aToa, nanHeHTHTe 6Hne esasylwarm 3a npmcyciso Ha 
BapHKO3HTeTH BO HHTepeas os 6 mecenn npext BKnyttyBathe Ha TepartHjaTa„ 14 6Hne 
HcKnyilyBaHH ROKOJIKy Hmano BapHK0314TeTHH KpBapeae BO parrepBan os 6 MCCCWI npe.0 
BKnytlyBaffie Ha TeparmjaTa, HeTpentpaHH HJIH HeKOM11.11eTHO TpeTHpaHH BapHKo3krreTH CO 

KpBapeibe HJIH CO BHCOK p14311K 0,q KpBapube. Kaj nanHeHTH CO aKTI4BCH xenaTHTHc B, 
npeszycnos 6Hno HBV DNA Ra  e co BpesHocT < 500 IU/mL BO TeKoT Ha 28 seHa npes 
HHHHHjauHja Ha TpeTmaHoT, H Ra  ce Ha cTaHsaps,Ha aHTH-HBV TepanHja MHH14MyM 14 Aula 
npes 3an0t4HyBaubeTo co cTysHjaTa 14 3a BpemeTpaubeTo Ha cTysiljarra. 

flaullewrwre HCTO TaKa 6Hne HCK.Ilytle}114 ROKOJIKy Hmane ymepell HJIH Te)KOK acukrr; HCTOpHja Ha 
xenaTanHa eHneanonaTHja; no3HaT f:PH6ponamenapeH HCC; capKomaTHoseH HCC, mewaH 
xonaHrHoKapnHHom H HCC; alCTI4BHa KO-141-141eKliNia CO HBV 14 HCV; HCTopHja Ha aBTOHNlyM4 
3a6onyBaFba; asmHHHcTpau,Hja Ha )1(14BH, aTeympaHH Banum BO TeK Ha 4 HesenH npe.L 
paHsomm3auktjaTa; asmHHHcTpau,Hja Ha CHCTeMCKH HmyHocTumynaTopHH areHTH BO TeK Ha 4 
HesenH HJIH C14CTeMCKH HmyHocynpecHBHH MeelLNIIICKH 11p0H3BORI4 BO TeK Ha 2 HesenH npej 
paHsomm3auHjaTa; HeTpeTHpaHH HJIH KOpTHKOCTep014)1$0-3aBHCH14 meTacTa3H Ha MO3OKOT. 

FlpONeHa Ha TymopoT 6Hna H3BeayBaHa Ha ceKom 6 HegeJ1 14 BO TeKOT Ha npurre 54 HesenH no 1. 
seH os 1. miKnyc, 14 noToa Ha ceKoH 9 HextenH. 

gemorpacpcKwre KapaKTepHcTHKH 14 notieTHHTe KapaKTepHcTHKH Ha 6onecTa Ha cTys,HcKaTa 
nonynanHja 6Hne ao6po H36anaHcHpaHH nomety Tepanencnrre rpym4. CpesHaTa Bo3pacT 6Hna 
65 rosHHH (oncer: 26 so 88 rosHHH) H 83% 6Hne ma)KH. rnaBHHHaTa Ha nmelft-14 6Hne co 
a3HcK0 noTeKno (57%) H 6e.T1 1114 (35%). 40% 6Hne os A3Hja (HcKnygyBajkll ja H Janowtja), 
soseKa 60% 6Hne oa OCTaTOKOT Ha CBCTOT. 11pH6nH)KHo 75% os naumeHTHTe 6Hne co 
maKpoBacKynapHa HHBa3Hja 14/14.11H eKcTpaxenaTanHo umperbe 14 37% Hmane no4eTHH BpesHocTH 
AFP ?400 ng/mL. IlotteTHHoT ECOG cTaTyc 6H.n 0 (62%) 141114 1 (38%). 1-1pHmapHwyr p14314K 
cpaKTop 3a nojaBa Ha HCC 6H.rie xertaTHTHc B BHpycHa HeentHja Kaj 48% os nanmeHTHTe, 
xenaTHTHc C BHpycHa HeetatHja Kaj 22% OZ( naumeHTHTe, 14 He-BHpycHo noBp3alla 6onecT 
Hmano Kaj Kaj 31% os nankteHTHTe. HCC 614n KaTeropH3HpaH KaKo Barcelona Clinic Liver 
Cancer (BCLC) cTeneH C Kaj 82% os na 	e, cTeneH B Kaj 16% os natimmurre, 14 cTeneH 
A Kaj 3% os nauHeHTHTe. 
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cnegeFbe 3a yTgpgyga}be Ha npexanegalbe og 8.6 meceuH. llogaTouHTe yxawygaaT Ha 
CTBTNCTWIICH 3HamajHo nogo6pygathe Ha BKyllHOTO 'wemanegal-1:z (OS) H Bpeme go nporpecHja 
(PFS) Kaxo npoueHeTo og cTpaHa Ha IRF cnopeg RECIST v1.1 co atezolizumab + bevacizumab 
cnope)leHo co sorafenib. CUTHCTI4LIK143HamajHo nogo6pygmbe 614110 NCTO Taxa 3a6enewaHo Kai 
noTgp,aeHaTa o6jeKTHBHa cTarixa Ha oprogop (ORR) oA cTpaHa Ha IRF cnopeg RECIST v1.1 14 

3a HCC mogwimumpaH RECIST (mRECIST). KnytmHTe pe3ynTaTH Ha eclmxacHocT og 
npHmapHaTa aHanH3a ce cymnpaHH BO Ta6ena 21. 

gecxpkinTkuma awypHpaHa allanma Ha ecimxacHocT 6Hna H3ge4eHa co npoceimo cnegeffie Ha 
nauHeHTHTe og 15.6 meceus. CpegHoTo OS 6Hno 19.2 mecem4 (95% CI: 17.0, 23.7) xaj 
atezolizumab + bevacizumab rpynaTa HacnpoTH 13.4 meceuH (95% CI: 11.4, 16.9) xaj sorafenib 
rpynaTa co HR op, 0.66 (95% CI: 0.52, 0.85). Cpe4HoTo PFS npoueHeTo og cTpaHa Ha IRF 
cnopeg RECIST v1.1 6Hna 6.9 meceuH (95% CI: 5.8, 8.6) xaj atezolizumab + bevacizumab 
rpynaTa HacnpoTH 4.3 meceim (95% CI: 4.0, 5.6) xaj sorafenib rpynaTa co HR og 0.65 (95% CI: 
0.53, 0.81). 

ORR npoueHeTo og cTpaHa Ha IRF cnopep RECIST v1.1 6Hno 29.8% (95% CI: 24.8, 35.0) xaj 
atezolizumab + bevacizumab rpynaTa 14 11.3% (95% CI: 6.9, 17.3) Kai sorafenib rpynaTa. 
CpegHoTo gpemeTpaeffie Ha ogrogop (DOR) npoueHeTo og cTpaHa Ha IRF cnopeg RECIST v1.1 
Kaj noTgp4em4Te naumeHTH co ogrogop 6Hn 18.1 mecem (95% CI: 14.6, NE) xaj atezolizumab + 
bevacizumab rpynaTa cnopegeHo co 14.9 meceull (95% CI: 4.9, 17.0) xaj sorafenib rpynaTa. 

Kaplan-Meier xpHga 3a OS (awypHpaHa aHanH3a) 14 PFS (npHmapHa aHanH3a) ce npeTcTageHH 
BO cnkwa 21 14 22, COORBeTHO. 

Ta6e.ria 21: Pe3HMe Ha ednumeHocTa (IMbrave150 HpHmapHa allaaH3a) 

KpajHu TO4KI4 Ha etinficacHocTa Atezolizumab + Bevacizumab Sorafenib 

OS n=336 n=165 
Bpoj Ha CMpTHI4 Cnytlakl (%) 96 (28.6%) 65 (39.4%) 

FLpoemto Bpeme no nojaBa Ha 
HaCTaHH (MeceuH) 

NE 13.2 

95% CI (NE, NE) (10.4, NE) 

CrpanicImuspan 0,AHOC Ha p143141C: 

(95% CI) 
0.58 (0.42, 0.79) 

p-apeaHocT i 0.0006 

6-month OS (%) 84.8% 72.3% 
PFS Ilpogetemo od ucmpaotcyeav, 
RECIST 1.1 

n=336 n=165 

Bpoj Ha Havramt (%) 197 (58.6%) -0, iol m.. 
4-9 	 .̀4 ,NiE °NE P 

109 (66.1%) 
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Iipoceifflo Bpeme Ha PFS (MeceuH) 6.8 4.3 

95% CI (5.8, 8.3) (4.0, 5.6) 

CTpaTH4»iuHpaH ORHOC Ha pH3HK$ 
(95% CI) 

0.59 (0.47, 0.76) 

p-BpenHocT i  <0.0001 

6-mecegeH PFS 54.5% 37.2% 

ORR Hpmenemo od ucmpaxeyean, 
RECIST 1.1 

n=326 n=159 

Bpoj Ha noTBpReHH onroBopH (%) 89 (27.3%) 19 (11.9%) 

95% CI (22.5, 32.5) (7.4, 18.0) 

p-BpenHocT 2 <0.0001 

Bp. Ha KOMIIJIBTCH ogroBopH (%) 18 (5.5%) 0 
Bp. Ha napuHjaneH oRroBopH (%) 71 (21.8%) 19 (11.9%) 
Bp. Ha cra6unna 6onecT (%) 151 (46.3%) 69 (43.4%) 
DOR npmenemo a ucmpaxeyean, 
RECIST 1.1 

n=89 n=19 

MezwjaHa BO Mecenu NE 6.3 
95% CI (NE, NE) (4.7, NE) 
Oncee (meceipi) (1.3+, 13.4+) (1.4+, 9.1+) 
ORR Ilpogenemo od ucmpmicyoan, 
HCC mRECIST 

n=325 n=158 

Bpoj Ha noTspneHH oRroBopH (%) 108 (33.2%) 21 (13.3%) 

95% CI (28.1, 38.6) (8.4, 19.6) 

p-BpenHocT 2 <0.0001 
Bp. Ha KONTI/10TM OJTOBONI (%) 33 (10.2%) 3 (1.9%) 
Bp. Ha napuHjaneH onroBopH (%) 75 (23.1%) 18 (11.4%) 
Bp. Ha cra6HnHa 6onecT (%) 127 (39.1%) 66 (41.8%) 
DOR npogenemo a uempaawyean, 
HCC mRECIST 

n=108 n=21 

MeffljaHa BO mecem NE 6.3 
95% CI (NE, NE) (4.9, NE) 
Oncee (Mecezju) (1.3+, 13.4+) (1.4+, 9.1+) 

OrpaminiumpaHa 00 reorpackim perHoH (A3Hja 6e3 Janow4ja HacnpoTH OCTBTOKOT 0):( CBBTOT), makpoBackynapHa HHBa3Hja 
14/141114 excwaxenaTanHo umpeibe (npHcycTBo HacnpoTH OTCyCTB0), H noLieTHa BpefflocT Ha AFP (<400 vs. >400 ng/mL) 

1. Ba3HpaHo Ha ABOCT 	4144A4401114« 	log-rank TecT 
4_0(-4tOte Pkie "Yo \ 
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2. HomHHanHa p-apenHocr 6a3HpaHa Ha ,axoc-rpaH Cochran-Mantel-Haenszel Tecr 

+ 03Hagyea neH3ypHpaHa speittim' 

PFS= npewomynaube 6e3 nporpecHja; RECIST= KpitTepHym 3a otteinta Ha oRroaop xaj Cafinal-1H TymopH v1.1.; HCC mRECIST 
MoRwinnutpaHa RECIST npotteHa 3a xenaTottenynapeH xamtmom ; CI= Htrrepaan Ha gosep6a; ORR= 06jewrmma vrarixa Ha 
onronop; DOR= Bpemerpaethe Ha onroxop; OS= axynHo mufflesehe; NE=He e npotteHeTo 
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Cnnica 21: Kaplan-Meier Kpusa 3a OS so ITT nonynaunjaTsa (IMbrave150 Aweintpalm Anwilna) 

0.1-  "+" Atem Bev (14.336) 
0 ^ 
	Smtalab (N.165) 

1 	I 	• 	• 	 I 	 I 	 f 	I 	 I 	I 

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 
Time (months) 

No. of Patients at Risk 
Atezo 	Bov 336 325 320 312 302 288 276 263 252 240 233 221 214 209 202 192 186 175 164 156 134 105 80 57 42 24 12 11 2 	NE 
Sorafenib 176 nfl 144 133 128 119 106 96 02 $:>., 35 81 70 72 66 74 61 5.3 35 49 44 32 24 10 12 7 3 2 NE NE 

liazard ratio is front 51(40500 analysis. Stratificatton factors incede geograpn regem (Asia excludon Japan os fest ot work», maccovascifiar invasen and er eictfatieSlie 
seread (presence vs at,sence) and AFP e,400 vs a=400 nein) at screening per 1SRS 

Caluca 22: Kaplan-Meier Kplisa 3a IRF-PFS cnopei RECIST v1.1 Kaj ITT nonynannjaTa 
(IMbrave150 Upimpfla Anann3a) 

Z • 0.9 
3 0.8 e 0.7 
+1. 0.6 
N 0.9 
0. 0.4. 
o 0.3 
• 0.2 

0.1 
0 	

Solfifanib (N=165) 
"+" eletz9 e Efav (N,336) 

nig 	t 

1. 

No. of Patients at Risk 
Alezo Bev 
SOrafanib 

ö 1 2 3 4 

336 322 270 243 232 
165 148 109 84 80 

5 6 7 8 9 
Time (months) 

201 169 137 120 74 
57 44 34 27 15 

10 11 12 13 14 15 

50 46 34 11 7 NE 
9 4 2 1 1 NE 

Haeald ratio and p-vatuo aro fron soatified analysis. 
Stratification tattere inetode flaaftralfifie refion thata eedtten0J4114s vs- rast of wand), rnegeteeeetominvasion andlor ruerarrepatic sprean (presence vs ahsence1 and AFP (<400 vs 1=400 /Igel) 41 streening per le§. 

EcimiKacHocT Kaj 110B03paCHH 

He ce 3a6ene>Karm pa3nHK 	egkc.  -ra Homety nattmeHTkrre Ha uo3pac-r > 65 ronHum H 
nomnandi nmwurm KOH I e  4tter§uSfiterjKa ja co atezolizumab. Bo c-ryzutja-ra IMpower150, 
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so3pacTa > 65 6wia aconmpaHa co HamaneH eeicr Ha atezolizumab Kai nameHTH KOH npHmaaT 
atezolizumab so Kom6HHauHja co carboplatin H paclitaxel. 
Bo enewirre IMpower150, IMpower133 H IMpower 110, noAaTonwre 3a nanHeHTHTe >75 
roAHHH ce npemHory orpampleHH 3a Aa. ce H3sneuaT 3aKnyliouB 3a cm nonynanHja. 

Ile,n,HjaTpmcKa nonynaullja 

Ha neAmjaTpHcKwre naumeHTH (<18 roAHHH, n=69) H Ha mnaAH so3pacHH nauHeHTH (18-30 
roAHHH, n=18) co penanceH H nporpecHseH COJIH,LIeH TMO KaK0 H oHHe CO X014KHHOB H He-
XOLIKI4HOB nmmi:Fom 6enie H3seAeHa paHa (Pa3a, mynTHneHTpwma, oTsopeHa cTAHja 3a Aa ja 
nponeHH 6e36eAocTa 14 (1)apmaKonieTHxaTa Ha atezolizumab. llanHeHTHTe 6H.ne nexysaHH 
HurrpaseHcKH co 15 mg/kg atezolizumab Ha cexoH 3 HeAenH (sHAeTe Aen 5.2). 

5.2 eapmaKoicHlleTecn cBojcTBa 

Excno3Humjarra Ha atezolizumab ce 3ronemyBana nponopuHoHanHo Ha „uo3aTa BO Hwrepsan oA 1 
mg/kgTT Ao  20 mg/kgTT, sxnyuysajkll (1»wcHa Ao3a o„A 1.200 mg cexom 3 Hemm''. 
HonynanHcKaTa aHanH3a Koja ombaTH.ria 472 nanHeHTH ja °nmnlana (1)apmaxoxHHerkwaTa Ha 
atezolizumab so Hurrepsan Ha Ao3a o„u 1 Ao 20 mg/kgTT co nHHeapeH moRen Ha Amcno3HuHja co 
Asa KomnapTmaHH H enHmHHanHja OA nps peA. (1)apmaKoKHHeTcxyrre KapawrepHmum Ha 
atezolizumab HHTpaseHcia4 840 mg agmHHHcTpHpaHH Ha ceicoH 2 HeAenH, 1200 mg 
an,mHHHcTpmpaHH Ha cexom 3 HeAenH, and 1680 mg aAmHHHcTimpaHH Ha ceKom 4 HeAenH ce 
14CTI4; Ce oveKysa Aa ce nocTHrHe ToTanHo H3nowysarbe co osHe 3 pe*I4M14 Ha go3Hpathe. 
llonynanHcKaTa (PapmaKonmeTcKa aHann3a yxa)Kysa. Ha TOa Reim cocroj6aTa Ha AHHamHxwa 
pamHoTexca ce nocTHrHysa nocne 6-9 HeAenH Ha nosekeicpaTHo »webe. CHCTeMCKaTa 
aKymynanHja BO noApagjeTo nOA Kpkimm, maxcHmanHaTa KOHILIeHTpafflja H HajHHcKaTa 
KoHnempanHja ce 3ronemme 3a 1,91, 1,46 offlocHo 2,75 naTH, cooAseTHo. 

Ancopnu,Hja  

Atezolizumab ce ynoTpe6ysa BO 06JIHK Ha HHTpaseHcKa HH4e3Hja. 

,E(HcTpH6yukija 

HonynauscKaTa simpmalcoicHHeTcKa aHanH3a yKawysa Ha Toa Aexa Kai TIMWICH nanmeHT, 
BOJIyMeHOT Ha AmTpH6ynHja BO cpeAHHoT KomnapTmaHT H3Hecysa 3,28 L, a sonymeH BO 

cocToj6a Ha AHHamwixa pamHoTexca 6,91 L. 

BHoTpaHc(popmauHja 

He ce cnposeAeHH AHpeKTHH CTy„E114H 3a meTa6onH3moT Ha atezolizumab. AHTHTenaTa oA 
opraHH3moT ce oTcTpaHysaaT [weg ce co KaTa6onH3am. 

EnHmknianHja 

HonynanHcKaTa (PapmaKoxHHeTcxa aHanH3a yxaxes 
H3Hecysa 0,2001/AeH, a TH111411H0 TepmkmanHo nony 	 27 AeHosH. 

CT Ha atezolizumab 
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floce6Ha nonynanHja 

Cnopeg nonynanHcKa (PapmaKoKHHeTcKa allanH3a 14 aHaJ1H3a Ha nogaTonm 3a ogrosop Ha 
eKcno3HnHja, so3pacT (21-89 CO,LIHHH), perHoH, eTHH'IKa npHnagHocT, ourreTeHa clmnuntja Ha 
6y6pe3H, 6naro ourreTeHa 4yHKUHja Ha 1IpHHOT gpo6, H14BO Ha eKcnpecHja Ha PD-L1 H 
thmunloHanell ECOG cTaTyc HeMaaT snHjaHHe Ha (1)apmaKoKHHeTHKaTa Ha atezolizumab. 
TenecHaTa Te)KHHa, HOJIOT, II03HTHBHHOT Haog Ha aHTI4TeJla Ha JleK (ADA), spegHocTa Ha 
an6ymHH 14 TymopcKoTo onTepeTysalbe HmaaT CTaTI4CT1411KH 3Ha'IaeH, HO He 14 KJIHH1411K14 3Ha4aeH 
ecpeKT sp3 (apmaKoKHHeTHKaTa Ha atezolzumab. He ce npenopagysa npHnarogysaH)e Ha 1 o3aTa. 

Hoeo3paellu 

He ce cnposegeHH eneneklimm CTy,I114H 3a atezolizumab Kaj nocTapH nanHeHTH. Ed)ewroT Ha 
so3pacTa 13p3 (PapmaKoKHHeTHKaTa Ha atezolizumab ce nponellysan BO nonynanHcKa 
(bapmaKoKHHeTcKa aHanH3a. Cnopeg nogaTowiTe 3a nanHeHTH Ha so3pacT oi 21 rI0 89 rogHHH 
(n=472), iimj npoceK Ha so3pacT H3Hecysa 62 TOr(14H14, so3pacTa He e yrspgeHa KaK0 3HatiajHa 
KosapHjawra Koja snmjae Bp3 limpmaKoKHHeTHKaTa Ha atezolizumab. He e 3a6ene)KaHa KIIHH149KH 
3HamajHa pa3nHKa BO (PapmaKoKHHeTHKaTa Ha atezolizumab nomety nanmeHTH Ha so3pacT oL < 
65 CO,L114H14 	 nanHeHTH Ha so3pacT og 65-75 rogHHH (n=152) HHTy 11a1.114eHTH Ha so3pacT 
> 75 rogHHH (n=46) (sHgeTe gen 4.2). 

17edujampucKa nonynaguja 

OapmaKoKHHeTcKHTe pe3ynTaTH 0/1, egna oTsopeHa cTygHja BO paHa (1)a3a, mynTHu,eHTpHinia, co 
rpyna Koja 6eine H3segeHa Ha negHjaTpHcKH (<18 rogHHH, n=69) H mnagH so3pacHH nau,HeHTH 
(18-30 rogsania so3pacT, n=18), noKawane geKa KJI 14peHCOT 14 BOJIyMeHOT Ha rwcTpH6ynHja Ha 
atezolizumab e cnopegmis nomefy negHjaTpmcKHTe nau,HeHTH KOH npHmaaT 15 mg/kgTT 14 
mnagH so3pacHH nanHeHTH K014 npHmaaT 1,200 mg atezolizumab Ha ceKoH 3 Hegenvi Kora 
go3aTa ce HopmanH3Hpa cnopeg TenecHaTa Te)KHHa, co noman TpeHg Ha 143.110)KeHOCT Kaj 
ne,EmjaTpHcKHTe naumeHTH 6Hgej1 H HmaaT nomana TenecHa Te)KHHa. OsHe pa3n1KH He 6Hne 
nosp3aHH co Hamanysam Ha KoHnewrpanHjaTa Ha atezolizumab nog TepanesTcKa TapreT 
H3.110)KeHOCT. OrpaHwieHH ce nogaTounTre 3a gena <2 rogHwHa so3pacT, HOparIH HITO He mowe 
zig ce HanpasH ii14HaneH 3aKnytioK. 

Ommemew 0yrcuuja ua 6y6pe3u 

He ce cnposegeHH CrIeLI144H4t1H14 CTyr114H 3a atezolizumab Kaj nanHeHTH co ouneTeHa 6y6pexcHa 
szpymniHja. Bo nonynanHcKaTa (1)apmaKoKHHeTcKa aHanH3a He ce npoHajgeHH KnHHH4KH 
3HaiiajHH pa3J114K14 BO KnmpeHcoT Ha atezolizumab Kaj nanHeHTH co 6nara (nponeHeTa 6p3mia Ha 
rnomepynapHa simnwanHja (eGFR) 60-89 ml/min/1,73 m2, n=208) WW ymepeHo ourreTeHa 
(pymn.nija Ha 6y6pe3HTe (eGFR 30-59 ml/min/1,73 m2, n=116) so ogHoc Ha nanHeHTH co 
HopmanHa 6y6pem(Ha skunainja eGFR noronemo 14.1IH egHaKso Ha 90 ml/min/1,73 m2, n=140). 
CaMo HeKOJ1Ky IlaIIHeHTH 	rrglei  ourreTysaFE,e Ha 6y6pe3HTe (eGFR 15-19 ml/min/1,73 
m2, n=8) (sHgeTe JIeJ1 	*eterefil  TeulKaTa ourreTeHa chHKukija Ha 6y6pe3wre 
(trapmaKOKHHCTI4KaTa 	ol b einißHaT. 

>-•< oef 	e g\\ 
fl 

.8. 

82 



Ozumemena JiynKuuja na upnuom öpo6 

He ce cnpose,neHH cneud4H4HH CTM1414 3a atezolziumab Kai naimeHTH co otuTeTeHa cPyHmHja 
Ha upHHoT ,npo6. Bo nonynanHcka (papmaxonmeTexa aHanma He ce npoHalneHH KJIHHWIKH 
3HatlaiHH pa3nkno4 BO xnmpeHcoT Ha atezolizumab nomay nanHeHTH co 6.naro ourreTysafbe Ha 
efa_mjaTa Ha 1WHI4OT 43°6 (6HnHpy6HH < ITH 14 AST > FFH 14.11H 6HnHpy6HH > 1,0 — 1,5 x 
ITH H 6Hno xoja spepsocT Ha AST) ) NAH ymepeHo xenaTanHo Hapywysame (6HnHpy6HH > 1,5 
,no 3x ITH H 6Hno xoja spefflocT Ha AST) so cnopep,6a co nallHeHTH co HopmanHa xenaTanHa 
cleuau4ja (6HnHpy6HH < FFH H AST < FFH). Hella ,nocTanHH noRaTogH 3a nagmeHTH CO 
TellIKO ourreTeHa (Pyrcumja Ha 1WHHOT Apo6 (6HnHpy6HH > 3 X IT'H 14 6HJIO Koja spefflocT Ha 
AST). OwTeTysa}beTo Ha (1)ymiHjaTa Ha UpHHOT ,np06 ce Aectmnipana cnope,n xpwrepHymoT 3a 
npougHka Ha AkicemaiHja Ha UPHHOT 406 cnope.L Hag140HaJIHI4OT HHCT14TyT 3a xamlep 
(aHrnHcKH National cancer Institute, Organ Dysfunction Working Group (NCI-ODWG) NCI) 
(sH,neTe Aen 4.2). al)exToT Ha TellIKO ourreTeHaTa elnumja Ha IWHHOT Rpo6 6HnHpy6HH > 3 x 
rrH 14 6Hno koja spefflocT Ha AST) 93 cpapmakommeTHicaTa Ha atezolizumab He e no3HaT. 

5.3 IlpeTKA14111111KH no,naToull 3a 6e36eJwocT 

KaHueporeHocT 

He ce cnpose,neHH CTy,L114H CO KOH 6H ce yrBpAHJI kageporeHHoT noTemmjan Ha atezolizumab. 

MyTareHocT 

He ce cnposegeHi4 cTyAHH co KOH 614 ce yrspAHR myTareHHoT noTeHuHjan Ha atezolizumab. 
Metyroa, He ce onekysa moHoknoHanHHTe aHTHTena Aa HanpasaT npomeHH BO gliK 14.1114 
xpomo3omHTe. 

11.110,L(HOCT 

He ce cnpoBeReHH CTy,L1,HH Ha eci)ekr Bp3 nno,mocTa Ha atezolizumab, mefyroa, cTyp,kurre Ha 
Xp0H1414Ha TOKCIP1HOCT Bx.nyHyBane nponeHxa Ha mannm H )KCHCKH penpopylm4sHH opraHH Ha 
maxakm (cynomoglus) majmyHH. YnoTpe6aTa Ha atezolizumab e,nHam HegenHo Kai werikkrre Ha 
majmyHoT, BO ,r1,03H CO K014 e nOCTHI'HaT nponeHeT AUC flpH6J114)KHO 6 naTH noronem op, OHOi KOi 
ce nocTHrHysa Kai naffleHTH nekysaHH co npenopanaHa ,ao3a, npe,n143sHican Hepep,osHH 
meHcTpyankickm 1.114KJIyCH 14 H3ocTaHyBaube Ha (PopmHpalbe Ha HOBH )KOJIT14 eia BO jajtanurre, 
HO THe ectiekrm 6H.ne pesep3H6HnHH. Hemario e(PeKri4 Bp3 penpoRyKrHBHHTe opram4 Ha 
mawjaHHTe. 

TepaToreHOCT 
He ce cnpoBeReHH CTy,L(14H 3a penpogykTHBHH H.T114 TepaToreHH e TH Ha atezolizumab sp3 
>K14BOTH14. CTyL(H14Te Bp3 )KHBOTHH noxawa.ne Re Im HHX1461411,14 	 1/PD-1 mowe Aa 
RoBeRe Ro HMyH0.1101.11KH nocpe,aysaHo ouPpnalhe Ha nno 	t 	Aa RoseRe AO 
cmpT Ha nno,noT. YnoTpe6aTa Ha atezolizumab 6H mowenai I ILLIT 	 ns nYrofto , malygysajkH 
cmpT Ha 3atierroxinno,n. 	 f. 0 

1:If 
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6. (DAPMAI1EBTCK14 110AAT01114 

6.1 JIncra Ha enmanuellen 

Dlall114jarnia onerHanicemina 
Caxapo3a 
FlonHcop6aT 20 
Boja 3a HHjexnHja 

6.2 Hil1comnaTH6HaHOCT 

Bo OTCyCTBO Ha CTy,RHH 3a KOMEIBT11614JIHOCT, OBOj JleK He cmee Aa ce menta CO ,Apyru JleKOBFI, 
OCBCH co omie HaseReHH BO RenoT 6.6. 

6.3 POK na Tpaeibe 

HeoTsopella sHjana  

3 TORFIHH 

Pa3peReH pacTsop 

RoxamcaHa e xemllexa H 411431411KB cTa6HnHocT 3a nepHoR oR HajmHory 24 qaca Ha TemnepaTypa 
oR 2°C - 8°C HJIH BO TeK Ha 24 qaca Ha < 30°C 0,LI MOMeHTOT Ha IlOgrOTOBKa. 

CA MHKpO6HOHOILIKH acnexT, HO,LICOTBeHHOT paCTB0p 3a kict,y3Hja Tpe6a seRHaw Ra ce 
ynoTpe6H. AKO He ce ynoTpe6H seRHaw, BpemeTpaerbeTo H ycnosHTe 3a qysaFbe ynoTpe6a Ha 
JleKOT ce Off0B0pHOCT Ha KOpHCHHKOT H HopmanHo He 614 Tpe6ano Aa Tpae noRonro ot 24 qaca 
Ha TemnepaTypa oR 2°C ,rea 8°C HJIH 8 qaca Ha co6Ha TemnepaTypa (<5°C) 

6.4 Hatum Ha nynaibe 

ce qysa so st)pknKHRep (2°C - 8°C). 

Ja He ce 3amp3Hysa. 

BHjanaTa Ra ce mysa so HaRsopenwo naivsalbe 3apaRH 3aumrra cseTnnHa. 

3a ycnosHTe 3a qysaube nocne pa3peRysaibe sHReTe BO RenoT 6.3. 

6.5 Ilpnpopm H cozipacHHa Ha Haienalbern 
_ 	_____ e  mE44----..., 

CTaxneHa sHjana (CTBKJI0 THn 1  etwlupe 	3aTsopysaq, CO CHBO 1-111aCTHLIHO xanaqe xoe 
,k- sz,.. e 	,_ 	, conpncH 14 ml HJIH 20 1111 KOH eeTeIT  Afjaop-91#  \upy3Hja. 
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flaxyBalbe ozt egum BHjana.  II < 	.:/,12- ...:it 7: im  1 
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6.6 YllaTCTBO 3a ynoTpe6a H patcyHathe 

Tecentriq He coRpxcH aHTHmHxpo6HH KoH3epsaHcH HJ1 14 6aKrepHocTaTcKH areHcH H Tpe6a Ra ro 
1104FOTB14 3RpaBcTseH pa6oTHHK CO ynoTpe6a Ha acenTwma TexHinca 3a Ra  ce ocHrypa Reim 
cTepHnHocTa Ha 1104VOTBeHHOT pacTsop. KopHcTeTe cTeptinHa Huta 14 an-1pm 3a npHripema Ha 
Tecentriq. 

AcenTwtHa noRroTosxa, paicyBaFbe H tlysa}be:  
flpH noztroTosKa Ha HHc4y3HjaTa mopa Ra ce o6e36ess acenTHInio patcysalbe. FloRroTosKaTa 
Tpe6a Ra 6HRe: 

• EbseReHa H04 acenTH4HH ycnom oR cTpaHa Ha o6y4eH nepcoHan BO COFMaCHOCT co 
npaskinaTa Ha Ro6pa na6opaTopmcKa npaKca oco6eHo co sHHmaHme Ha acenTH4HaTa 
noRroTosKa Ha napeHTepanHH npoRyKTH. 

• HoRroToseHa BO npocTopHja CO namHHapeH 11pOTOK HJIH 6HOJIOLLIKH 6e36e4eH Ka6HHeT 
KopmeTejkH cTamaapRHa npeTnaarnasocT npn 6e36eRHa ynoTpe6a Ha HHTpaseHcKH 
areHcH. 

• -ripocneReHo CO COO4BeTHO llysaffie Ha 1104rOTBeHHOT pacTsop 3a HHTpaseHexa Hey3Hja 
3a Ra  ce ocHrypa °exviel-1)e Ha acerrnentwre ycnosH. 

ga He ce npoTpecysa. 

YnaTcTso 3a pa3penyBafbe 

3a npenopaitaHaTa Ro3a oR 840 mg: iteTHpHHaeceT ml Tecentriq KoHnempaT ce H3BnetcysaaT oR 
EnijanaTa 14 ce AsnyHpaaT BO PVC, nonHonet1H4H (PO), MR HeTHJICH (PE) 14J1 14 11011 14 11p011HJIeHCK14 
(PP) 14HCh3HCKI4 keCH K014 coRpwaT 9mg/ml (0,9%) paCTB0p 3a HHjeKTHparbe. 

3a npenopagaHaTa Ro3a 04 1200 ml noTpe6Ho e Ra  ce 143BJIVIaT 20 ml KoHneHTpaT 04 JICKOT 
Tecentriq oR sHjanaTa 14 Ra  ce pa3peRH co s6pH3rysafbe BO PVC, nonmeTHneHcKa (PE) HJIH 
nonwpeHcKa 14HCle3HCKa Bpeka Koja cowicH pacisop Ha HaTpHym xnopHR 3a HHjeKTHpatbe 04 9 
mg/ml (0,9%). 
3a npenopagaHaTa Ro3a oR 1680 mg: RBaeceT 14 ocym ml Tecentriq KoHneHTpaT ce H3sneKysaaT 
oR Ree sHjanH Ha Tecentriq 840mg H ce RmnympaaT BO PVC, nonHoneilmH (PO), Honkiennlex 
(PE) HJ1H nonHnponHneHcKH (PP) Hey3HcKH 1ZeCH K014 coRp)KaT 9mg/ml (0,9%) pacTsop 3a 
HHieKTHpaibe. 

flo pacTsopyBanero, 4114HanHaTa KoHnewrpauHja Ha pacTsopoT Tpe6a Aa 6HRe nomefy 3.2 14 
16.8 mg/mL 

BpekaTa Tpe6a HexcHo Ra ce npespTH 3a pacTsopoT Ra  ce npomeuta, a Ra ce H36erHe nojasa Ha 
neHa. 144y3Hjarra Tpe6a Ra ce ynoTpe6H BeRHaut nocne noRroTosica (sHReTe Ren 6.3). 

JleKom4Te 3a napeHTepanHa ynoTpe6a Tpe6a npeß ynoTpe6a 13 
yrspiut Rankt coRp)KaT mecTHHH H RanH npomeHHne 6oja. Pac , 
ce npmcyTHH B144JIHBH tleCTI4H14 HJIH npomeHa Ha 6oja. 

eRawr 3a Ra  ce 
noTpe6H axo 
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He e 3a6enewaHa HHKonaTH6HnHocT nomety nexoT Tecentriq 14 HHTpaseHcKwre Hpekm L1 1414 
110Bp111HH14 KOH goafaaT BO KOHTaKT CO .11eK0B14 ce H3pa6oTeHH OLL 110J1H1314H14J1XJ10pHil (PVC), 
110JIHeTHJleH (PE) HJ1H nonHonec1H4H (PO). OCBeH Toa, He ce 3a6enewaHH 14HK011aTH6HJIHOCTH CO 
Brpaikeim (in-line) (4H.TITpal.1HCKH mem6paHH H3rpaReHH o.L nonHeTepcynifem HnH nonHcynüpou 
H14Ty HH45/314CHK14 CCTOBH H ApyrH HFHPy3HcKH nomarana H3pa6oTemi OZ( PVC, PE, 
nonH6yrameH HnH nonHeTepypeTaH. Ynowe6a Ha nrpanem4 (panTpanHcKH mem6aHH He e 
o6np3ynaiiKa. 

He Ko-agmHHHcTpHpajTe npyrm JleKOBH ripexy mcTa mme3mcKa Jimmmja. 

OuTpaHynathe  

OuTpallyHaube Ha neKoT Tecentriq BO oKonHHaTa Tpe6a ce cHezie BO Hajmana momoia mepKa. 
Hey110Tpe6eHHOT JleK MIM OTHaaHHOT maTepHjan noTpe6Ho e Aa ce oTcTpaHaT BO COnflaCHOCT CO 
Hal.1140HaJIHwre nponl4CH. 

7. HOCHTEJI HA 0iI0EPEHHE 3A CTABAII)E HA JIEK BO HPOMET 
P0111 MaKen,oHHja ji(00EA CKonje, yn. MaKCHM ropKH 6p 13, Ten 02 3103 500 

8. BPOJ HA 0i1OBPEHHE 3A CTABAIbE HA JIEK BO HPOMET 
Tecentriq 840 mg, 11-1961/1 o,a 20/02/2020 
Tecentriq 1200 mg 11-6014/1oR 20.06.2023 

9. AATYM HA HPBOTO OAUSPERRE 3A CTABAIbE HA JIEKOT BO HPOMET H 
ZIATYM HA HOCJIEZIHOTO Oi(OBPEHO 0,TIOBPEHHE 
13.07.2018 

10. ,LIATYM HA HOCJIMHA PEBH3HJA HA TEKCTOT 
JanyapH 2025 roiffla 
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