
3BHPEH H3BEIIITAJ 3A OCOBHHHTE HA JIEKOT 

Tecentriq/TeuexTmc (atezolizumab) 1875 mg pacTsop 3a Imjewmpatbe 
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PaH-cTanHym Ha He-CHTHO 

Tecentriq kaxo moHoTe 
no xemoTeparmja Koja 
noBTopHo nojaByBaibe 

HOM Ha 6enH npo6oBH (NSCLC) 

azüyBaHTeH TpeTmaH no komnneTHa pecemmja H 
3pacHH nauHeHTH CO NSCLC CO BHCOK pH3HK 0,LI 
ma PD-L1 excnpecHja Ha > 50% oA Tymopcnrre 
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1. ITME HA JIEKOT, JAIIHHA H (DAPMAIIEBTCKA )I03HPAHA 4130PMA 

Tecentriq/TeuewrpnK 1875 mg, pacTBop 3a HHjerrHpalbe 

2. KBAJIHTATHBEH H KBHATHTATHBEH COCTAB 
EuHa BHjana oA 15m1, pacTBop PmjerrHpalbe, CO)KH 1875mg atezolizumab. 

Cekoj ml oA pacTBopoT coupxcH 125mg atezolizumab. 

*Atezolizumab e xymam43HpaHo IgG1 MOHOKTIOHKIHO aHTHIVIO HpOTHB JIHTBEA peuenTop 
nporpamHpaH 3a KneTo‘ma cmpT 1 (aHrnmcm4 programmed death ligand 1, PD-L1) npoH3BeueHo 
CO FC-1411)KeHepHHT BO KTIeTKH Ha jahmull OA KHHCCKH xp'IaK CO peKOM6HHaHTHa JH( 
TexHonormja. 

ExcummeHc co no3HaT ecl)eler 

Ceiwja BHjana oA 1875 mg Tecentriq coRpxo4 9 mg nonHcop6ar 20. 

3a HenocHa .rmvra Ha excHHHHeHcH, HmieTe BO ZW.HOT 6.1. 

3. EDAPMAIIEBTCKA AL0314PAHA gl3OPMA 
PacTBop 3a kmjewmpalbe. 

Emma, 6e36ojHa AO CJIa60 )KOJITeHHKasa TeHHOCT. PacTBopoT 14Ma pH oA 5,5-6,1 14 
ocmonapHocT oA 359 - 459 mOsm/kg. 

4. KJIHHIPIKH 110,JAT01114 

4.1 TepaneurcKH umuuncaunn 

YpoTeneH kapuHHom (UC)  

Tecentriq kaxo moHoTeparmja e HumumpaH 3a nen/salbe Ha Bo3pactm nameHTH co nokanHo 
HanpemaT Hnn meTacTampaH ypoTeneH Kapmmom (aHrnncial urothelial carcinoma - UC): 

• KOH npeTxofflo npiimane xemoTparmja Koja co,up)m4 nnanma 14.1114 

• naumeHTH KOH ce cmeetaar 3a Henono6HH3a nen/Barbe co cisplatin, H 11HH Tymopm HMaaT 
PD-L1 excnpecHja 5% (mmeTe Aen 5.1). 



KJIeTKI4 (TC) H KOH HeMaaT EGFR-MyTHpaH I4J111 ALK-110314TI4BeH NSCLC (sHRH Ren 5.1 3a 
ceneKrHsHH xpwrepHymH). 

HanpezmaT NSCLC  

Tecentriq BO KOM6HHa1114ja co bevacizumab, paclitaxel H carboplatin e HHRHuHpaH 3a 
11pB0J114H14jCK14 TpeTmaH Ha so3pacHH nauHeHTH CO meTacTaTcicH He-CKBaMo3eH He-
cHTHoicneTolieH Kapukmom Ha 6enwre Rpo6osH (aHrnucicH non-small cell lung cancer - NSCLC). 
Kaj naumeHTH co EGFR myraumja 14.1114 ALK-110314THBell NSCLC, Tecentriq, BO KoM6HHauHja co 
bevacizumab, paclitaxel 14 carboplatin, e HHRHuHpaH camo no Heycnex Ha cooRseTHHTe 
TapreTHpaHH Tepank4 (nmeTe Ren 5.1). 
Tecentriq, BO KOM6HHaI114ja co nab-paclitaxel 14 carboplatin, e HHRHuHpaH 3a npsoninseKH 
TpeTmaH Ha so3pacHH nauHeHTH CO meTacTaTcm He-cKBaMo3eH NSCLC KOH HeMaaT EGFR 
myrauHja HJIH ALK 110314TI4Bell NSCLC (BI4,1114 Ren 5.1). 

Tecentriq KaK0 moHoTepanHja e 14HZ(141114paH 3a 11pB0J114H14CK14 TpeTmaH Ha so3pacHH nauneHTH CO 
meracTaTcm4 He-CHTHOKJIeTOIleH Kapumom Ha 6enwre Rpo6osH (NSCLC) KOH HmaaT PD-L1 
excripecHja > 50% Ha Tymopcm4 KJ1eTK14 (TC) MIN > 10% Tymop-HH4surrpmpai3cH HMYHH KIIeTKH 
(IC) H K014 HeMaaT EGFR myrangja 14JIH ALK-HO3HTHBeH NSCLC (sHRH Ren 5.1). 

Tecentriq KaKo moHoTepanHja e HHRHuHpaH 3a TpeTMaH oR npsa AHHHja Ha so3pacHH nauHeHTH 
co HanpeRHaT NSCLC KOH He ce noRo6HH 3a TepanHja 6a3HpaHa Ha nnaTHHa (Bluffe Ren 5.1 3a 
KpwrepHymll 3a H36Op). 

Tecentriq KaK0 moHoTepanHja e HHRHuHpaH 3a neKysase Ha so3pacHH naumeHTH CO JI0KaJIHO 
HanpeRHaT HJ114 meTacTampaH NSCLC KOH npeTxoRHo npHmane xemoTepanHja. flauHeHTHTe co 
EGFR myramja HJIH ALK-HO3HTHBeH NSCLC Tpe6a 14CTO Taxa Ra HMaaT nplameHo 
TapreTHpaHH TepanHH npeR ynoTpe6a Ha Tecentriq (sHReTe Ren 5.1). 

CHTHO KJIeTOLIeH KapuHHom Ha 6enn Rpo6osH (SCLC)  

Tecentriq BO KOM6HHaI114ja co carboplatin H etopside, e HHRHuHpaH 3a npsonHHHjcia4 TpeTmaH 
Ha so3pacHH 11a1j14eHTI4 CO CHTHO KneTogeH Kapumom Ha 6e/n4 ,ap060B14 BO Haripexia (1)a3a (ES-
SCLC) (sHReTe Ren 5.1). 

TpojHo-HeraTHseH KapunHom Ha RojKa (TNBC)  

Tecentriq 130 KOM614Ha1114ja co nab-paclitaxel e HHRHuHpaH 3a 	 ipplteie C1114 nauHeHTH CO 
Hepeceicra6HneH noKanHo HanpeRHaT 14J114 meracTaTcKH Tp,,Rfoeigiii%fietrit 	HHOM Ha RojKa 

(  

(TNBC) 'um TymopH HmaaT PD-L1 excnpecHja 
xemoTeparmja 3a MCTaCTaTCKa 6onecT. 	 5 	 - 	0 

XenaTouenynapeH KapuxHom HCC)  
	`' 

r17 	

He npHmHne 

I  

t03 CH14 nauHeHTH CO 
eTxoRHo He npHmane 

Tecentriq so Kom6HHamja co bevacizumab, e HHRHuHpaH 3a 
HanpeReH HJIH HHonepa6HneH xenaTouenynapeH Kapmumm (HCC 
cHcTemcKa Teparmja (BI4,1114 Ren 5.1). 
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4.2 i1o3upathe u Hauinn Ha ynurpe6a 
JleKysaibeTo co Tecentriq mopa Ra  ro 14H141V4pa 14 Ha6.1byRysa neKap co 14CKyCTBO BO neKysaffie 
Ha Kapumomu. 

flaWleHT14 KOH momewranHo ce Ha uHTpaseHcica Tepanuja co atezolizumab mowe Ra  ce 
npeenaT Ha Tecentriq pacTsop 3a uHjewrupalbe 14 o6paTHo. 

PD-L 1 Teenyalbe 3a nauseHTH co UC RAH TNBC 11.1114 NSCLC 

Monomepanuia co Tecentriq 

ROKOJIKy e HaseReHo BO sHRificauujaTa, 1436opoT Ha naulleHToT 3a TperrmaH CO Tecentriq 
ocHosa Ha TymopcKaTa excnpecsja Ha PD-L1 Tpe6a Ra ce HOTBAM co sanuzuwaH TecT (suReTe 
Renosu 4.1 H 5.1). 

Tecentriq eo Kandunupana mepanuja 

IlaumeHTkrre co npeTxo,sHo HeipeTupaH TNBC Tpe6a Ra ce ceneKrupaaT 3a TpeTmaH Bp3 ocHosa 
Ha HHBOTO Ha TymopcKaTa excripecuja Ha PD-L1 noTspseHo CO sannsupaH TeCT (suReTe Ren 
5.1). 

Zomparbe 

flpenopaziaHaTa Ro3a Ha Tecentriq pacTsop 3a uHjawruparbe e 1875mg, aRmullucTpupaHa Ha 
ceicou 3 HeRens, Kam) 111TO e npe3eHTupaHo so Ta6ena 1. 

Kora Tecentriq ce aRmsHucTpupa Kam Kom6uHnpaHa TepanHja se monume Ra ce nosmaTe Ha 
neJlOCH14KTe 3614pHH umeulms 3a OCO6HHHTe Ha JleKOBI4Te Ha Kom6uHupamrre npoRyKru 
(suReTe Ren 5.1). 

Ta6ena 1: IlpellopaHatut AO3H Ha Tecentriq co cy6HyTaHa anmHtutcTpatutja 

11nnincannia lipenopagana ao3a u pacnopeu Bpeuelpaeme na 'mental' 
Tecentriq icalco monurepanztja 
1L YpoTeneH Kapwumm (UC) • 1875mg Ha ceKom 3 HeRenx AO nporpecHja Ha 6onecra 

14.1114 AO nojaBa Ha 
Toxcxxxocr co Koja He moxce 
Ra ce ynpaxyBa 

lLmeracrarcKH He- 
CHTHOKJIeTOIleH Kapw4Hom Ha 
6enwre Rpo6ortx (NSCLC) 

---- - -,..., 9,LAkx4i,tiy 
/,„-4,  '„,,,„, PAJis j 	e÷ 
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z 	-----  H.  '''' 	' 	- 	vi 	el 

1L NSCLC HenoRo6eH Ha 
nnanixa 
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Pax cramym Ha NSCLC ez 
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KOH 3 HeRenx 
1 roRxHa ocrieH axo 6onecra 
ce nouropx HRR ce nojam 
Hexpauxma TOKCH'IHOCT. e 
BpeMerpaewe Ha we'rmall 
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ilHanHawaja flpenopayana Ro3a u pacnopej BpemeTpaelbe Ha 'mental' 
noRonr oni 1 roRmHa He 6mno 
mcnwrysaHo. 

2L UC • 1875mg Ha cexom 3 Hegern,' go ry6mbe Ha K.1114HRLIKHOT 
6eHe4urr HUH ,/j0 nojasa Ha 
Henomommsa TOKCHMHOCT 2L NSCLC 

Tecentriq BO Hom6HHHpana TepanHja 
1L He-CKBaMo3eH NSCLC 
co bevacizumab, paclitaxel, H 

carboplatin 

FIHRyxumjamgo3m Ha oRpocysalbe: 
• 1875mg Ha cmcom 3 HeRenm 

Tecentriq Tpe6a Ra ce agmmm4cTpmpa 
nm, Kora ce Aua mcTmar Rex 

Plmoyxumcxa (1)a3a (HHHHHjamia) 3a 
xom6mHaumja (nermpm HJI14 mecr 
mucnycia): 
Bevacizumab, paclitaxel, 14 noToa 
carboplatin ce aRmmmeTpmpaar Ha 
cexom 3 HeRenm. 

cba3a Ha oRmysarbe (6e3 
xemoTepanmja): Bevacizumab Ha cmcom 
3 HeRenm. 

Ao nporpecmja Ha 6onecTa 
14.1114 TOKCHMHOCT CO xoja He 
mowe Ra ce ynpasysa. 
AT141114111114 oRrosopm (Ha np. 
kmmumjanHa nporpecmja Ha 
6onecra xoja cneRm no 
Hamanymsmbe Ha TymopoT) 
6mne 3a6enexcaHm co 
xotramympaH TpeTmaH Ha 
Tecentriq no nporpecmja Ha 
6onecra. TpeTMaHOT no 
nporpecmja Ha 6onecTa 
Tpe6a Ra ce 3eMe so 
npeRsma co oRnyxa Ha 
nexapoT. 

1L He-cxsamo3eH NSCLC 
co nab-paclitaxel 14 

carboplatin 

14Hexumexa 4)a3a (mmumjanHa) H 
(1)a3a Ha offluxysaibe: 

• 1875mg Ha cmcom 3 HeResm 

Tecentriq Tpe6a Ra ce asmmHmcrpmpa 
nps Kora ce Rale HCTHOT Rex 
14HRymmoHa (1)a3a 3a xom6mHaumja: 
(xermpm HJIH mecr ummycm): Nab- 
paclitaxel, 14 carboplatin ce 
osmmmcipmpaar Ha ReH 1; 
RononmffenHo, nab-paclitaxel ce 
artmmmlarpmpa Ha Rexmuffe 8 14 15 oR 
cexoj 3-HeReneH mucnyc 

// 
/ zi- 

cba3a Ha oRpocysaibe: Ro 
nporpecmja Ha 6onecra HUH 
ToxeminfocT co xoja He MO)K 
Ra ce ynpasysa. ATH111411HH 

oRrosopm (Ha np. 
mmiumjanHa nporpecmja Ha 
6onecTa xoja cneRm no 
Hamanymsalbe Ha TymopoT) 
6mne 3a6eneummi co 
xoHTmHympaH TpeTmax Ha 
Tecentriq no nporpecmja Ha 
6onecra. TpeTmaHoT no 
npor ecm.a Ha 6onecra 
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AK° nnaHnpaHaTa Ao 
e MO)KHO n06p30 
oRpmcH coome 

Ilpwzazodyea  

He ce npenopaH 

riq ce nponyinTH, HcTaTa Tpe6a Ra 6HRe aminifincTpnpalla IIITO 
MI4H14CTpanHiaTa mopa Ra 6HRe npHmaroReH co Hen Ra ce 
0314Te. 

nekyearbemo  

o3aTa Ha Tecentriq. 

* C Mnweyealbe tau npe  	 3ama (Guaeme ()ei! 4.4 u 4.8) 

IIHRHHaumja ripenopanama ao3a la pacnopea Bpemerpaeme Ha TpeTmaH 
1L CHTHO xneroneH 

Kapwumm Ha 6enH Rpo6osH 
so Hauezula 4ia3a (ES- 
SCLC) 
co carboplatin H etoposide 

lemparnicxa ()a3a (HHHuHjanHa)H (Pa3a 
Ha offlpwysaibe: 

• 1875mg Ha cexoll 3 HeRenn 

Tecentriq Tpe6a Ra ce aRmHHHcrpmpa 
npa Kora ce Aua HCTHOT Rex. 
HrnexulloHa (bam 3a xom6HHanHja 
(tictepH unxnycH): Carboplatin, a 
noToa etoposide ce a,amHHHcrpHpaaT Ha 
ACH 1; etoposide HCTO Taxa ce 
aamanwrpmpa Ha ReHosffre 2 14 3 oR 
cexoj 3-HeReneH umnyc. 

ba3a Ha oRpacysame: Ro 
nporpecHja Ha 6onecra 14.11H 
TOKCHTIHOCT CO xoja He mowe 
Ra ce ynpasysa. ATI4111e1H14 
oRrosopm (Ha np. 
HHHHHjarma nporpecHja Ha 
6onecra xoja cneRH no 
Hamanymsaibe Ha TymopoT) 
6Hne 3a6enexcanH co 
xornimHympaH TpermaH Ha 
Tecentriq no nporpecnja Ha 
6onecra. TpeTMaHOT no 
nporpecHja Ha 6onecra 
Tpe6a Ra ce 3eMe BO 
npeRsHR CO oRnyxa Ha 
nexapoT. 

1L HepeceKra6HaeH noxanHo 
HanpeRHaT 14.1114 meTacraTcm4 
TpojHo-HeraTrnseH xapugHom 
Ha gem. (TNBC) co nab- 
paclitaxel 

• 1875mg Ha cexoll 3 Hexwall 

Tecentriq Tpe6a Ra ce aRmHHHcrpmpa 
npeR nab-paclitaxel Kora ce Aasaar 
HCTHOT ReH. Nab-paclitaxel Tpe6a Ra ce 
aRmHHHcrpmpa co 100 mg/ m3  Ha 
ReHosrnre 1, 8, 14 15 OZ( cexoj 28-RHeseH 
umknyc. 

i10 nporpecHja Ha 6onecra 
14.1114 TOKCHLIHOCT CO xoja He 
moace Ra ce ynpasysa.. 

HanpeReH rum HHonepa6HneH 
xenaTonenynapell KapHHHOM 
(HCC) co bevacizumab 

• 1875mg Ha cexom 3 HeRenH 

Tecentriq Tpe6a Ra ce aRmHHHcrpHpa 
npeR bevacizumab Kora ce Aale HCTHOT 
ReH. Bevacizumab ce aRmHHHcerpHpa co 
15 mg/kg TT Ha cexom 3 Hexwall. 

Ro nporpecHja Ha 6onecra 
14J1H TOKCHLIHOCT CO xoja He 
mowe Ra ce ynpasysa. 

Oanomenu unu nponinumenu i)0314 
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Ta6e.na 2: IlpenopaHa 3a nintaaronyHame Ha igo3aTa Ha nemyr Tecentriq 

TexcHHa Hpu.sarosysaffie Ha neesame-1e 
HHeBMOHHTHC 2 creneH oga ce OXIONCH ynoTpe6a Ha Tecentriq 

JlexysaffieTo moxce Ra ce npoztonmat Kora 
Hacram,rre ke ce noRo6par Ro creneH 0. 
HJIH 1. BO pamnrre Ha 12 HeRenn, a RosaTa 
Ha kopTmocrepon,an ke ce Hamann Ha < 
10 mg RHesHo prednisone HJIH 
e10314BajleHTCH JleK. 

3 nnn 4 creneH TpajHo Ra ce npetutHe netcysameTo co 
Tecentriq 

XenaTirnic 
nanHeHTH 
xenwroue.syaapeu 
Kapminirma (HCC) 

Kai 
6e3 

2 creneH: 
(ALT HAR AST > 3-5 x HB 
ropHa rpaHmta Ha Hopmana 
Trio 

}IAH 

BILT114py614H BO xpwra > 1,5-3 x 
rno 

tja ce OXIONCH ynoTpe6a Ha Tecentriq 

jlexysatheTo mo)Ke Ra ce npoRonmcn Kora 
Hacramue ke ce nogo6paT Ro creneH 0. 
tun 1. BO pamfflre Ha 12 Hemm'', a »aua 
Ha kopTincocreponint ke ce Hamann Ha < 
10 mg RHesHo prednisone KUH 
exansaneHTeH neK. 

3 HUH 4 creneH: 
(ALT am AST > 5x rru 

HJIH 

Bannpy6HH BO 'Tura > 3 x rrE) 

TpajHo Ra ce npetante netcysaffieTo co 
Tecentriq 

Xenanmic Kai 
nanneHTH co 
xenaToue.sympell 
KapumHom (HCC) 

»mann AST/ALT ce so 
HOpMaJIHH rpaintun Ha 
noneroxoT H ce Holtmal. ,so >3x 
so glOx FTH 

li AU 

goKonKyAST/ALT ce >1 Ro ._.3x 
FTH Ha HOtleTOKOT H ce nokaitax 
go >5x Ro 10x rTH 

wiu 

goxonicyAST/ALT ce >3x Ro 
5_5x ITH Ha noticroxoT H ce 
'tokann RO >8x go .g.iox FTH 

Aa ce npenute coTecentriq 

Tepanxjara monce Ra ce np0Ronno4 
ROKOJIKy Hoe ce roRo6pn Ha CTeneH 
HJIH CTeneH 1 BO TeK Ha 12 Hegern,' 
tcopTincocTepongwre cesamaneHn 
< 10 mg prednisone HJIH exsusaneHT 
ReH 

,;:z 	• 	. 
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7 



BK)MHHOT 614J1Hpy6I4H ce 
3ronems >3x rTH 

KOMITHC 
Alljapea 2 BRH 3 creneH 
(3ro.nemysarbe 3a > 4 
cronnun/ReH cnopeReHo npeR 
11011eTOKOT Ha Tepansjara) 

14.1B4 

CsmnrromaTcm4 imnkram 

,L(a. ce OXIOWII ynoTpe6a Ha Tecentriq 

Jlexysafficro mo)Ke Ra ce npoRonsai Kora 
Hananne ke ce noRo6paT Ro creneH 0. 
BAH 1. so pamxprre Ha 12 HeRens, a Ro3ara 
Ha xoprecocrepo1m4 ke ce Hamans Ha 
10 mg RHesHo prednisone WM 
eKBHBaJleHTeH nex. 

gmjapea 14.414 xonarrnc 4. creneH 
(onaceH 110 )1O4BOT, mmnunpalla 
e 
xirrHa mrrepsemmja) 

TpajHo Aa  ce npemme nexysafficro co 
Tecentriq 

Xnnornpeo3a 11.311 
xnnepTnpeo3a 

CnmffromaTcxa ga ce ognosal ynoTpe6aTa Ha Tecentriq 

Xunomupeo3a: 
Jlexysaiscro mosce Ra ce npoRonna4 xora 
ckmnromirre ke ce crasar noR xonpona 
co xopmoH 3amecarrenHa Tepannja 3a 
TspommaTa mcne3Ra, a speRHocrprre Ha 
TSH ke noimar Ra onafaar 

Xunepmupeo3a: 
Jlexysaibcro mowe Ra ce npoRonmal Kora 
cHmrrromprre ke ce crasar noH icompona 
co aHrHTHponaHH Aexotik', a 4)yHKUHjaTa 
Ha THpogaHaTa sc.ne3Ra ke ce noRo6ps. 

Hllcyellunalunja na 
img6y6pemaill HUMAN 

CHAnTromaTcKa Aa ce oRnown ynoTpe6aTa Ha Tecentriq 

JlexyHarbeTo momce Ra  ce HpogonmcH Kora 
CI4M110TMHTe ke ce noRo6par Ro 0. HIHI 1. 
creneH BO pammcre Ha 12 HeRenn, Ro3aTa 
Ha xopnewcrepogerre ke ce Hamann Ha < 
10 mg prednisone 14.1114 exmasaneirreH nes 
Ha Ren, a cocroj6aTa Ha nannerroT ke ce 
cra6mmelipa co HaRomecnrrenHa 
TepanHja. 

.,_-- 
jegvi 14kiii , \' 	. 	kille \ , 	, ?toisJefr 	e , 	,e -- 	F 	0 Z 	s 	-o ' 	2, 	, ..., 	- 	4
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',.> 	Pov 	,.?,‘"•• 
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Aa ce ORTIONCH ynoTpe6aTa Ha Tecentriq 

JlexysalbeTo mosce Ra ce npo,aonmcH Kora 
cmenmurre ke ce noRo6par Ro 0. BAH 1. 
crenen so pammcre Ha 12 HeaenH, Ro3ara 
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Ha KoprmocreponaHre ke ce HamanH Ha < 
10 mg Ha geH prednisone HAR 
exafflaneHTeH nex, a cocroj6aTa Ha 
naulleHroT ke ce cra6nnH3npa co Teparmja 
3a HagomecTyaaibe 

4 creneH TpajHo ga ce npexHHe nmsamer° co 
Tecentriq 

Anja6eTec mellitus THI1 
1 

XHneprnaxemHja 3 NAH 4 creneH 
(rnyxo3a Ha rnagHo > 250 mg/dl 
14.1114 13,9 mmol/1) 

)(a ce UMMICH ynoTpe6aTa Ha Tecentriq 

JlexyambeTo mowe ga ce npogonmat Kora 
ke ce Hocnocrarm mera6onwma xoffrpona 
co HHcynHH 3amecurrenHa TepanHja 

OeHn/CepHo3HH KO2K1111 
Heuwann peaKuHH 

3 creneH 
KUH comHenc 3a Stevens-Johnson 
crntapom (SJS) 1U111 TOKCI41111a 
enHgepmanHa Hemonn3a (TEN)' 

,11(a ce WWMICH ynoTpe6aTa Ha Tecentriq 

Jlexyaaibero monce ga ce HpOJJOJDKI4 Kora 
cHmffromprre ke ce nogo6par go creneH 0 
HJI14 creneH 1 BO TeKOT Ha 12 HegenH 14 
go3ara Ha xoprecocrepollgwre ke ce 
Hamanki Ha < 10 mg Ha gen prednisone Hm 
eKB1413aJleHTeH JIeK 

4 creneH 
Hm noTapgeH Stevens-Johnson 
cmiapom (SJS) 14JIH TOKCI411Ha 
enngepmanHa Heimnina (TEN)' 

TpajHo ga ce npexHHe neeaal':4m co 
Tecentriq 

CHHApom Ha 
MHiacTemaja/ 
mlljacereHnja rpa BH c, 
Guillain-Barre-oB 
ennapom, 
meHHHroenueeannTnc H 
nape3a cbmofjamie 

flape3a eaunjanHc creneH 1 HJIH 
2 )2(a ce npennie co Tecentriq. 

TpermaHoT norrrpoHo monce ga ce 3anoinie 
co nogo6pyBaH,e Ha cHmrrromwre Ha 
creneH 0 'VHlareflex 1 BO lex Ha 12 
HegenH 14 gOKOJIKy ce HamanaT 
xopnixocrepouffre gHeaHo Ha < 10 mg 
prednisone WM enumaneHT 

CHTe creneHH Ha reHjacremeieH 
cHHgpom/mHjacreHmja rpaamc, 
Guillain-Barre-oa cminpom H, 
mem4HroeHue4iannTHc 

TpajHo ga ce npexHHe nexyHamero co 
Tecentriq 

M H enfirme CTeneH 2,3 11,11114 TpajHo ga ce npenme nexyamero co 
Tecentriq 

IlaHKpeaurruc 3 HUH 4 cTeneH Ha 3ronemem4 
cepymcm HpegHocTH Ha amnna3a 
RAH nkma3a (> 2 x ITH) 14.1111 2 
HJIH 3 creneH Ha naHxpearnTHe 

oga 

J114 

K 4 

im 
mg 
nex 

ce 0g110)K14 ynoTpe6aTa Ha Tecentriq 

J1exy9.1r.e 
cepy 

cr-dektao 

n..-.4 

gefite* 	npogonma4 xora 
Wieigele 	ammna3a 11 

'  %, V Cen0A0.6Patek Mii 1. 

	

priiniKreHa fj ii 	enn,14.1114 
..er 	-,' 	,---. 	 , 	-. 	C) 

	

re ite,  ce»Bnexey,C14  x rn 	krre Ha 
eine 	hia  gyi  23 

-, 	0 bi ;,i aerepoYtee leite 	manH Ha .. 10 . ,sne,H firgdpisterie 	examanenreH 
.'"--- cfrconse 
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4 cTeneHielli pexypeHTeH 
nameeaTHTHc oR 614no xoj 
creneH 

TpajHo ,r(a ce npexime nexyHatbeTo co 
Tecentriq 

Mummwurme 

CTeneH 2 HJW HaR 4 cTenell TpajHo Ra ce npexHHe nexyHatbeTo co 
Tecentriq 

Heewrite 2 creneH: 
(HHBO Ha xpeaTmem > 1,5 ILo 3,0 
X OCHOBHO HHBO 14.1114 > 1,5 Ro 3,0 
x FFH) 

,Lta ce oRnoxa4 ynoTpe6aTa Ha Tecentriq 

JlexyHalbeTo mo)Ke i a" 	Kora 
cHmnTolvarre ke ce noRo6paT Ro 0. HAR 1. 
creneH 3a Bpeme ctit 12 HeRenH 14 Ro3ara 
Ha xopTHxocrepoHrulTe Ra ce Hamann Ha < 
10 mg Ha ReH prednisone I4.1114 
eKBI4BaJleHTeH JleK 

3 14 4 creneH: 
(HHBO Ha xpeaTHHHH > 3,0 x 
OCHOBHO HHBO 14.1IH > 3,0 X ITH) 

TpajHo Ra ce npexime nexyHatbeTo co 
Tecentriq 

MI40311THC 2 44m4 3 creneH orla ce oRnow4 ynoTpe6aTa Ha Tecentriq 

4 creneH HJW pexypeffreH 3 
creneH MHO3HTHC 

TpajHo Ra ce npenme nexynalbero co 
Tecentriq 

IlepHicapRHjaJIHH 
3a6onyHalba 

1 creneH Hemmamme LV ce oRnowt4 ynoTpe6aTa Ha Tecentriq 

2 creneH arm noBeke Tpajuo Ra ce npem4He nexyHalbeTo co 
Tecentriq 

XemmbarowITHH 
.1111111410XHCTOUHT0314 

CycnerrHa xemocbarom4THa 
nHmeoxmcrouvrro3a 

TpajHo Ra ce npemme co Tecentriq 

ilLpyrn 11MyH0.1101111CH 
Hecalcalm pealcum 

2 a14 3 creneH ga ce oRnoxcH ynoTpe6aTa »Reim 
HecaxamTre peaxum4 He ce noRo6paT Ro 
0-1. creneH 3a Hpeme oR 12 HeRenH, 14 
Ro3aTa Ha KopTHicocTepogRffre Ra ce 
HamanH Ha < 10 mg Ha ReH prednisone 14.1114 
extemanerrreH nex 

4 creneHHIM pexypeHTeH 
creneH 

3 TpajHo Ra ce npextme nexyHalbeTo co 
Tecentriq (ocHeH eHRoxpimonaTHH 
xomponHpam4 co xopmoll 3amecurrenHa 
Tepamlja) et.A1-4i4,9c_ 

OcraHaTH 	HecaKämt  4 	 Heme 
	c, 
e 	•(+ 

/ 	4- 	 ,  palcumt 	 . 	1-  35,  , 	2 	I ' 	Iß' 
M0,1:11414KaL11414 BO TpermaHoT 

Pealentm noHp3ann C 
neyTHja-ra 

.-, r_ 	.‚, ., 	u, 	... 

	

elelit-A jelJeg 	0 u; z.f) 	',-, /... -,e,.....,, 	zi  n .1 	,,,,, 	,.., 	4:- -,,?,..y, 	rn 
-,-_) - --f.:% 	• 4 	,.., 	--_,::,---' 	ez 	• ..-1. 	.....,_ 	.,,.. 	,,,,, 

74> '''PD 5,  . --?,÷* 

ga ce HamanH 6p3HHaTa Ha 14Hjelmealbe 
RAH npmeemeHo Ra ce npenme Hej3HHaTa 
HpHmeHa. JlexyHaftero 'Howe Ra ce 
npoRonna4 Kora peaxunjara ke ce nmwege 
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3 IHM 4 cTeneH TpajHo Ra  ce npenme nexyaaibeTo co 
Tecentriq 

  

ALT = anaHHH amHHoTpaHccbepa3a; AST = acnapTaT amimoTpaHcclepa3a; ULN = ropHaTa rpaHnua Ha Hopmanna. 
HanomeHa: CTeneHoT Ha ToiccHtmocT Tpe6a Ra ce oiipeffla cnopeg 3aeaHHIncH TepmHHononnu4 xpirrepHym 3a 
HecaicaHH Rejc-rsa Ha HauHoHanHHoT HiicTirryr 3a aamiep (aHr.nHcKH National cancer institute common terminology 
citeria for adverse eventc, NCI-CTCAE ). 
1. Hemmlimo OJ nmnina 
2 Ra e Hanpasm gcrarma Keanjulia esanyannja co uen ua ce Äerephnumpa eleonormj am H ‚na ce ‚Timm coouserHo 

Iloce6Ha nonynaunja 

Iledujampucica nonynaguja 

Be36emocTa H esinncacHocTa Ha nexoT Tecentriq Kai RUM. 14 aaWleCIWHT14 nomnaRn oR 18 
l'0,111,1H14 ceynrre He e rspReHa. MOMeHTaJIHO AOCTallill4Te nom...min,' 3a kurrpaBeHexa 
gamnm4cTpannja Ha atezolizumab ce ollnmami BO Renomfre 4.8, 5.1 H 5.2, Ho He mmxe Ra  ce 
HanpaBaT npenopam4 3a Rompaibe. 

Cmapu nuya 

CnopeR nonynauncxa (PapmaxonmeTcxa aHann3a, He e noTpe6Ho Ra  ce npnnaroRyBa Ro3aTa Ha 
JleKOT Tecentriq Kai nannewrn Ha Bo3pacT OR > 65 TOR14H14 (mmere BO RenoBwre 4.8 14 5.1). 

14.311CKU naziuenmu 

IIOpaRH 3ronemeHaTa xemaTonounca TOKCIIIIHOCT 3a6enewaHa xaj amclane nannewrn BO 
cTyRnjara IMpower150, ce npenopagyBa nogeTHaTa Ro3a Ha paclitaxel Ra n3HecyBa 175 mg/m2  
Ha cexon TpH Heguni. 

Ozumemena Oynxiluja Ha 6y6pe3ume 

CnopeR Honplanleim (bapmaxonmeTcxa aHann3a He e noTpe6Ho Ra  ce npnnaroRyBa Ro3aTa xaj 
naunewrn co 6naro HJIH ymepeHo ourreTeHa emajnja Ha 6y6pe3wre (m4ReTe Ren 5.2). 
IloRaTonwre 3a ynoTpe6a xaj nannewrn co Tema ourreTeHa siemamja Ha 6y6pe3n ce npemHory 
orpaHnlieHn 3a Ra sp3 OCHOBa Ha HEM ce RoHece 3aKJIrlOK 3a Taa nonynaud 

Ozumemena Oynxquja na zjpn apo6 

CnopeR nonynanncxa (1)apmaxmomercxa aHanffla, He e noTpe6Ho 
nanneHTH co necHa HAU ymepeHo ourreTeHa cleHxunja Ha 
ncnkrryBaH xaj nannewrn CO 'MIM ourreTyBame Ha ()ymuuljaTa 
5.2). 

a xaj 
6nn 

e Ren 
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Ceymaluoucuien ECOG cmamyc > 2 

HaUHeHTH co eymamoHaneH ECOG (Eastem Cooperative Ongology Group) cTaTyc > 2 He 6Hne 
BKHrle1414 BO K.1114111411K14Te vryiner 3a Rexynathe Ha, TNBC, ES-SCLC, 3a BT0p0J114H14jeK0 
mexynarbe Ha ypoTeneH KapunHom (UC) H HCC (n4ReTe Renonn 4.4 n 5.1). 

Haium Ha ynoTpe6a 

MHory e 614THO Aa  rH Lyonepure HanemmunTe Ha npon3noRoT 3a Aa  ce ocnrypaTe Reim 
npannnHaTa stropmynaunja (rmTpaneHcica 14.T1H cy6xyraHa) my ce »na Ha nanneuroT, xaxo HITO e 
nporunnaHo. 

Tecentriq nurpaneHcKa (1)opmyflan4ja He e HameHeTa 3a cy6xyraHa agmmuncTpannja H Tpe6a /La 
ce ammincTplapa camo men/ mrrpaneHcica HHcle3nja. 

HpeR aRmnHncTpannja, n3BaReTe ro Tecentriq pacisopoT 3a HHjeKTHpafbe oR (1)pmmemep H 
ocTaBeTe pacTnopoT Ra RocurrHe co6Ha TemnepaTypa. 3a nricTpymnan 3a ynoTpe6a H paKynathe 
co paCTB0pOT 3a nHjewmparbe Tecentriq npel aRmnm4cTpannja, norneRHeTe BO RemoT 6.6. 

ArkmnmeTpnpajTe 15 mL pacTnop 3a nHjewrnparbe Tecentriq cy6xyraHo BO 6yToT 3a 
npn6nnwcHo 7 MHHyTH. Ce npenopamysa ynoTpe6a Ha ceT 3a cy6xyraHa ru14y3nja (Ha np. 
xpunecm/nenepyrxm). HE ro arunumpajTe Ha nauneuroT npeocTaHaTnoT no.nymeH IUTO ce 
3arunKyna BO nemma. 

MecToTo Ha nHjewrnpatbe Tpe6a Aa  ce meHyna camo nomety nenna H Am-1am 6yTHHa. Honirre 
nujexnmn Tpe6a Ra ce Ranan Ha Hajmamy 2,5 cm omaneireHocT oR cTapoTo mecTo H Hmcoram 
BO o6nacm KaRe HITO xo)KaTa e upneHa, moRpa, oceTrum HJ1H TBNIa. 3a Bpeme Ha TpeTmaHoT co 
Tecentriq pacTsop 3a nHjetornparbe, Roxonxy e noTpe6Ho Aa  ce Ranan Rpyrm MeRHIIHHCKH 
Hp0143BOAH 3a cy6xyraHa aRmrmncTpannja, nowermo e Ra ce HHjeKTHpaaT Ha pa3memn mecTa. 

4.3 Komparnmiucaurm 

FlpegyncinwrermocT Ha atezolizumab RAH Ha HeKoja OA HOMOIIIHHTe HeKOMITI4 cyncTamem 
HaneReHn BO Aenur 6.1. 

4.4 Iloce6Hn luepull Ha Hpe-rna3nunocT u noce6Hu upeziyHpezgynatba 3a ynoTpe6a Ha .neunr 

CHe,[1.11HBOCT 
3a Ra ce no4o6p14 cnernmnocTa 
ynoTpe6eHnoT nex nowe6Ho 	PA 	A st, 

O JF,  .!r
e 

  
HM HOJI0111KH noc e na 	a ater rn 

.nomxure neKomr, nmeTo 14 6pojoT Ha cepnjaTa Ha 
effrnpan (HaneRaT). 

• re 	 P < ry 0  
< az 	 u) 

0 -I 

	

6 6 	 rn .2. , ... 
"i , 	g • 

., s))7bfr 	t.ot.-\  ./..,,, 	.  s 	„ 
fr 	cYso`' 

12 



flosekeTo HmyHonormal nocpeRysaHH HecaxaHH peanum (aHrnmcm4 immune-related adverse 
reactions) KOH ce jasHne BO Texur Ha neicysawero co atezolizumab ce nosnexne co npHspemeH 
ripexHH Ha ynoTpe6aTa Ha atezolizumab H Boseesalbe Ha KopTrecocTeponsH H/HJIH cynopTmma 
rpHmca. 3a6enexcem4 ce HmyHonounm nocpeRysami HecaxaHH peamm KOH 3acterHne noseie oR 
eReH Tenecex cHcTem. nmyHonounor nocpeRysaHH HecaxaHH peamer nosp3aHH co ynoTpe6a 
Ha atezolizumab momcaT Ra  ce jasaT H nocne ynoTpe6a Ha nocneRHaTa Ro3a OR osoj 

AKO nocToH comHemc 3a HmyHynorma4 nocpeRysam4 HecaxaHH peaxmm, nurpe6Ho e Ra ce 
cnposeRe ReTerma nopnemca 3a ,r(a ce noTspRH eTHonorHjaTa HJIH Ra  ce HcknyiraT RpyrH 
npHHHHHTenH. Bo 3aBHCHOCT 0,/1 Te)KHHaTa Ha HecaxaHwre pearanm, Tpe6a ,L(a. ce QMMICH 
ynoTpe6aTa Ha atezolizumab H Ra ce npHmeHaT KopuncocTepokum. Ebene noRo6pysarbe Ao < 
1.cTeneH, ynoTpe6aTa Ha KopTmcocTeponsH Tpe6a Aa  ce npemme co nocTenexo Hamanysebe Ha 
Ro3aTa BO nepHoR oR > 1 Nieeen. Bp3 OCHOBa Ha orpammeHH noRwronH OZ( K.1114H1414KHTe 
mcnwrysama Kai nanHeHTH icaj Kopf HmyHonormal nocpeRysamrTe HecaxaHH pearcrum He momcene 
Ra ce KompomrpaaT co cHcTemcm4 icopTmcocTepoHRH, momce Aa  ce pa3rneRa ynoTpe6a Ha ApyrH 
CHCTeMCK14 HmyHocynpecHsH. 

Aen/Jenem co atezolizumab mopa TpajHo Aa  ce npenme BO cnyHaj Ha 6Hno KOH HmyHononnor 
nocpeesam4 HecaxaHH peamum oR 3.cTeneH KOH nowropHo ce jasyBaaT Hall BO CJIrlai Ha 614JI0 
KOH 14MyHOJI0111K14 nocpeRysaHH HecaxaHH pealanm oA 4.CTelleH, CO HCKJIyilOK Ha 
exsoxpimonaTHja KowrponnpaHa co xopmoHcxa 3amecTHTenHa Teparmja (sHReTe RenosH 4.2 14 
4.8). 

Kaj nanHeHTH co seke nocToexxa asTommyHa 6onecT, noRaTormTe oR oncepsanHoHwre CTy14H 
cyrepHpaaT Reim p143HKOT oR HmyHo-nocpeRysam4 HecaxaHH peannur no HmyHonomm 
„HeicnoHHT" mrxH6wropHa Tepannja momce Ra  ce 3ronemH BO cnopeR6a co pH3HKOT Kai 
nanHeHTH 6e3 npeTxoß,Ho nocToexxa awroHmyHa 6onecT. gOIIOJIH14TeJIHO, enH3oRwre Ha HanaR 
HJIH snomysarbe Ha OCHOBHaTa awroHmyHa 6onecT 6Hne xecTH, HO nosekeTo 6Hne &am 14 
mowene Ra ce KowrponHpaaT. 

PhemagozuKu nocpeayeau mieymonumuc 

Bo KJIHHIPIKHTe CTy1(14H co atezolizumab 3a6enemcaHH ce cnyHaH Ha nHeymoHwrirc, mcnrrysajkll 
cnyHaH co cmpTeH 14CXOLI (B14)1eTe Ren 4.8). flanHewrwre Tpe6a Ra 6HRaT Ha6AyRysam4 3apazur 
momma nojaBa Ha 3Harm 14 cirmwromm Ha nHeymoHHTHc H Tpe6a Ra ce HcKnyHaT cwre RpyrH 
npHHHHH KOH He ce 14MyHOJI0111K14 nocpeRysaH 1111eBMOHHTHC. 

H K %.) 
\c__K o n 

Bo cnriaj Ha nHeymomITHe oR 2.cTeneH Tpe6a Ra ce o 
ce HoHeRe Rom oR 1-2 mg/kgrenecHa Temama/ReH 
CHMIITOM14Te ce noRo6paT ,r(o < 1.cTeneH, ynoT 
npexHHe co nocTenexo Hamanysame Ha Ro3aTa 
atezolizumab mowce Ra npoRonmm axo HacTaHwre 
Hemrill, a Ro3aTa Ha KopTmcocTepown4 ce Ha 
eKBI4BaneHTeH JleK. JleKyBalbeTO CO atezolizumab 
IIHeyMOH14T14C 3. 14J114 4.CTeIleH. 

e6aTa Ha atezolizumab H Ra 
KBHBaJIeHTeH JIeK. AKO 

epoHRH Tpe6a Ra ce 
cen. Jlexysampero co 
neH BO pallo4 Ha 12 
Rex prednisone 14J114 

pexHHe BO cnyHaj Ha 

rre
E - fetlet§on9.-en». 

Ha -KOITM 
7 7 

»ep4021 OZt > 
et 	• i 	, 

	

8o,neepaT 	<e. 
gle  Ha 
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Plienanowicu nocpedyeau xenamumuc 

Bo K1114H1411K14Te CTy,/114H co atezolizumab 3a6enewaHu ce cnytias Ha xenaTuTsc, os K014 Hekos 
smane cmpTeH scxos (sffseTe sen 4.8). HaumeHTsTe Tpe6a sa ce Ha6.1bysysaaT 3apas4 moma 
nojaBa Ha 3Haus H CHMIITOMI4 Ha xenaTuTuc. 

BpesHocTwre Ha acnapTaT amsHowaHcctlepa3a (AST), anaHsH amsHoTpaHc(j)epa3a (ALT) 14 
6mnupy6sH Tpe6a sa  ce KomponspaaT npes 5104eTOKOT Ha nekysaibe co atezolizumab, 
nepuosugHo BO TeK Ha neicysameTo H cekoram Kora e sHssuspaHo sp3 OCHOBa Ha KJIHHWIKa 
npouemm. 

Kaj nauseHTsTe 6e3 HCC,aso HaCTaHHTe os 2.CTeneH (ALT 14,1114 AST > 3-5 x FFH HJIH 
614.sHpy6sH BO spErra > 1,5 — 3 x FFH) TpaaT nosonro os 5-7 seHa, Tpe6a sa  ce °AHWICH 
ynoTpe6aTa Ha atezolizumab H sa ce BoBeae 1-2 mg/kg Tenecm Texama/seH prednisone uns 
eKB14BaJICHT. AKO HacTaHuTe ce noso6paT so < LeTeneH, ynoTpe6aTa Ha KOpTHKOCTepOHI(14 
Tpe6a sa ce npeKsHe co nocTeneHo Hamanysaffie Ha so3aTa BO nepuos os > 1.meceu. 

JleicysaffieTo co atezolizumab mowe sa ce nposonnu4 am) HacTaHsTe ce noso6paT so < 1.cTeneH 
so pamxure Ha 12 Hesens, a so3aTa Ha KopTmocTepouss ce Hamms Ha < 10 mg Ha seH 
prednisone HJI14 exsusaneHTeH mex. JleesameTo co atezolizumab mopa TpajHo sa ce npem4He BO 
cnymaj Ha HacTaH 3. HI114 4.cTeneH (ALT 141114 AST > 5,0 x FFH HJIH 6unupy6HH BO 'qmm > 3 x 
FFH). 

Kaj HLU1HTM co HCC, TpeTMaHOT co atezolizumab Tpe6a sa ce npenme sokomy spesHocrprre 
Ha ALT HJIH AST ce noicamaT Ha > 3 so <10 X FFH os HopmanHuTe spesHocTu Ha HOHeTOKOT, 

HJIH > 5 so <10 x FFH icaj naulleHTs Kai KOH spesHocTuTe 61.111e os > 1 FFH so <3 x FFH Ha 
HOHeTOKOT, HJIH > 8 so <10 x FFH Kai nanklemm Kaj Kos spesHocTsTe 6une os > 3 FFH 
<5 x FFH Ha nogeToxoT, 14 nep3ucTspaaT noseke os 5 so 7 seHa, 11 Tpe6a sa ce 3ano=me co 1 so 
2 mg/kgTT/seH co prednisone HRR elawsaneHT. Aolconicy HecaKaHoTo sejciso ce noso6ps 
< CTeneH 1, TepansjaTa co kopuncocTepollsH Tpe6a nocTeneHo sa ce Hamanysa BO nepHos > 1 
meceg. 

TpeTMaHOT co atezolizumab monce sa ce °Triotale nowropHo soiconky HecaKaHoTo sejeTso ce 
noso6pu Ha < CTeneH 1  Te  Ha 12 Hesens 14 KopTmcocTeponskrre ce HamanaT Ha < 10 mg 
prednisone 115114 eKBH Mtleite TpeTMaHOT co atezolizumab mopa TpajHo sa ce npem4He 

yy 
,a0K051Ky ALT 145111 ttt1 /4311d 	0 > 10 x FFH 14511i BKyIIIIHOT 6unHpy6uH ce 35051eM14 
> 3 x FFH). 

H.49HOJIOUIKU noc 

BO KTIIIHWIKI4Te 
(BI4f(eTe sen 4.8). Ha 
CHMIITOMI4 Ha KOJII4TFIC. 

ab 3a6enexcam4 ce cnyqaH Ha sujapea 115114 KOJI14THC 
ä sa ce Ha6.1E.ysysaaT 3apasu monma nojasa Ha 3HaUH 
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YnoTpe6ara Ha atezolizumab Tpe6a Ra  ce 0)1J10)104 BO carfaj Ha efjapea 2. 14J114 3. cTeneH 
(3ronemyBaffie 3a > 4 CTOJI141.[HigeH BO 0)1HOC Ha nogeTHa BpeRHocT) 14J114 KOJIHT14C 
(CHMI1TOMaTCK14). Bo cnrfaj Ha eljapea 14n1 KOJI14T14C 0,a 2.cTeneH, axo CHMIITOMI4Te 
npe3HcTifpaaT > 5 ACHOB14 14J114 HOWFOPHO ce nojaBaT, Tpe6a Aa  ce BoBege 1-2 mg/kgTT/ReH 
prednisone 14J111 exBHBaneHTeH nex. Bo cnrfaj Ha RHjapea 14J114 KOJI14THC oR 3.cTeneH Tpe6a Aa  ce 
3anoinfe nexyBafbe co HHTpaBeHcmf kopTHxocTepolum (1-2 mg/kgTT/ReH methylprednisolone 
14J114 efeHBaneHTH). &malm ke ce nogo6paT cifmnTomfrre, Tpe6a Ra  ce BoBege nexyBafbe co 
prednisone 14J114 efamfBaneHT BO ,L10314 0)1 1 go 2 mg/kgTT Ha Reff. Axo cHmIrromfrre ce nozo6paT 
RO < 1. cTeneH ynoTpe6aTa Ha kopTmocTepoggif Tpe6a Aa  ce npefaufe co nocTeneHo 
Hmlaesalbe Ha go3aTa BO BpemeTpaelbe BO nepHoR OR > 1.mecen. IlexyBalbeTo co atezolizumab 
mowe Ra ce npoRnomuf axo HacTeurre ce nogo6par go < 1.cTeneH BO pammfre Ha 12 HegenH, a 
Ro3aTa Ha kopTmocTepoffel ce Hamanif Ha < 10 mg prednisone 141114 em3HBaneHTeH nex Ha geH. 
JlexyBalbeTo co atezolizumab mopa TpajHo Aa  ce npenme BO cnriaj Ha efjapea HnH KOnlinie 0,a 
4.cTenell (onaceH no )1CHBOT, 3a Koj e HfugempaHa 14THa HHTepBeHnHja). Tpe6a Ra  ce 3emaT BO 
npeRBHR noTemufjanfurre KOMHJIHKall1414 o,g racTpoffifrecTHHanHa nemimpaffHja aconHpaHa CO 
KOJIHTHC. 

limytionouncu nocpedyeanu endpoeunonamuu 

Bo KIII4H1411114Te cryznuf co atezolizumab 3a6enexcamf ce xHnoTHpeo3a, xffnepTHpeo3a, 
HHcrinuefeHelja Ha HaR6y6pemanf )101e3,1(14, X111104)14314THC H diasbetes mellitus T1411 1, 
BknygyBajkif H Rifja6eTHinfa keToauffRo3a (mtgeTe Ren 4.8). 

flauffeHTHTe Tpe6a Aa  ce Ha6.rhyRyBaaT 3apaRH momfa nojaBa Ha KJIHHIPIKH 3Haum H CI4M11TOMH 
Ha eHRoxpHHonaTHja. OymaufjaTa Ha THpongHara xcne3Ra Tpe6a Ra  ce npoBepH npeg nogeTox 
Ha nexyBalbeTo co atezolizumab 14 Ra ce koirrpomipa Hemmenufo BO TexoT Ha nexyBaffieTo. 
Tpe6a Ra ce pa3rnega coos,BeTHo nexyBaffie Ha naugeHTHTe KOH Ha nogeroxoT Ha .nexyBafbeTo 
HmaaT oTcTanyBafba BO Hao,gwre Ha TeCTOB14Te 3a flemaufjaTa Ha THpoggHaTa xne3,ga. 

AcHmnTomaTcxwre nauffeHTH CO oTcTanyBafba BO HaogifTe Ha TeCTOB14Te 3a eymufHja Ha 
THpoHRHaTa mcne3Ra mmaT Ra  npHmaaT atezolizumab. Bo cnriaj Ha cHmnTomaTcka 
xlmoTHpeo3a Tpe6a Ra  ce 0,1(.30)KH ynoTpe6aTa Ha atezolizumab 14 110 noTpe6a Ra  ce BoBege 
xopmoH HaRomecTifTenHa TepanHja. 143onmpaHa xHnoTHpeo3a mowe Ra ce nexyBa co 
HagomecTwrenHa TepanHja 14 6e3 kopTifkocTepolum. Bo cnrfaj Ha cHmnTomaTcka xffnepTHpeo3a 
Tpe6a Ra ce °Anomal ynoTpe6aTa Ha atezolizumab 14 110 noTpe6a Aa  ce BoBege nex Koj ja 
noTHcHyBa emaufjaTa Ha THpolfgHaTa mcne3Ra. JlexyBafbeTo co atezolizumb monce Ra 
11p0,110MKH Kora C14MHTOMHTe ke ce cTaBaT 110,a xofrrpona, a clemamjaTa Ha THomfgHaTa mole3,ga 
ke norme )3(a ce nogo6pyBa. 

Bo cnriaj Ha cHmnTomaTexa HHcy(lnunfeenfja Ha HaR6y6pewHa 
ynoTpe6aTa Ha atezolizumab H Ra  ce BoBeRe nmsalbe co 14HT 
mg/kgTT/ReH methylprednisolone 14.1114 emumaneirreH nex). 
°malm ke ce noRo6paT cHMnToMHTe, Tpe6a Aa  cneef 
eKBI4BaJICHTeH ACK BO ,a0314 0,/1 1 )10 2 mg/kgTT Ha Rex. Alm 
cTeneH ynoTpe6aTa Ha xopTHxocTepoHRH Tpe6a Ra  ce npemf  

ce ()grimm 
epoinf (1-2 

one HJ1H 
T ,a0 < 1. 
yBame Ha 
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Ro3aTa BO spemeTpaerbe BO nepHoR oR > 1 meceu. JimsarbeTo co atezolizumab mo)ke Ra  ce 
npoRon)km axo HacTaHHTe ce noRo6paT RO < 1. crenell BO pammfre Ha 12 HeRenz, a Ro3aTa Ha 
kopTmocTepogRH ce Hamanil Ha < 10 mg prednisone HJIH enmsaneHT Ha Rex, a cocToj6aTa Ha 
naugeHToT ce cTa6HnH3Hpa co HaRomecarrenHa TepanHja (axo Toa e noTpe6Ho). 
Bo enyHaj Ha Xl4H04114311THC 2. NAH 3. cTeneH Tpe6a Ra  ce OZIO)K11 ynoTpe6aTa Ha atezolizumab 
H Ra  ce 3anotme co HHTpaseHm) nekysaibe co kopTincocTepoHRH (1-2 mg/kgTT/ReH prednisone 
141114 eiaelsaneiner' nex), a no noTpe6a Ra  ce 3anoi3He H xopmoH Hammecarreim nmsalbe. 
arkaxo ke ce noRo6paT CHMHTOM14Te, Tpe6a Ra  ce npoRomm4 nm/salbe co prednisone 141111 

eKB14BaJleHT JleK BO A0311 OJJ 1 AO 2 mg/kg Ha Rex. AKO CPIMIITOMHTe ce noRo6paT RO < 1. cTeneH 
ynoTpe6aTa Ha kopTmocTepoHRH Tpe6a Ra ce npenme co nocTeneHo Hamanysame Ha Ro3aTa BO 

spemeTpaelbe BO nepHoR oR > 1.mecen. Jleesalberro co atezolizumab mo)ke Ra ce npoRnomm axo 
HacTamfre ce noRo6paT Ro < 1.cTeneH so pamnfre Ha 12 Hemm'', a Ro3ara Ha kopucocrepown4 
ce HamanH Ha < 10 mg prednisone pinpi elowsaneHT Ha Reif 14 cocToj6aTa Ha nanHeHToT ce 
cra6HnH3Hpa co HaRomecTprrenHa TepanHja (axo e noTpe6Ho). neesaibeTo co atezolizumab 
mopa TpajHo Ra ce npenme BO cnyHaj Ha Xl4H04:114314T14C 4.cTeneH. 

Bo cnyHaj Ha diasbetes mellitus THH 1 Tpe6a Ra  ce sosege nen/same co kicynHH. Bo enyHaj Ha 
xHnepramcemmja > 3.cTeneH (rnyko3a Ha rnafflo > 250 mg/dl H/114 13,9 mmol/1) Tpe6a Ra  ce 
Of(HO)KH ynoTpe6aTa Ha atezolizumab. JlekysalbeTo co atezolizumab monce Ra ce npoRon)kH axo 
ce socnocTasH meTa6onwwa koffrpona co HHcynkm HaRomecTHTenHa TepanHja. 

HenonoutKu nocpeeecut menun2oenue0anumuc 

Bo KJIHHWIKIITe mem co atezolizumab 3a6enexcaHa e nojasa Ha memniroeHue(1)anwrkic 
(sHReTe Ren 4.8). flanneHTHTe Tpe6a Ra 6HRaT Ha6.rhyRysam4 3apaRH monam nojasa Ha 
KIII4H1411K14 3HaH14 14 CHIITOM14 Ha MeHl4H114THC HJIH emie(1)anHTHe. 

Bo cnyHaj Ha MCHHHI'HTHC 14514 emieanwrHe oR 6Hn0 xoj cTeneH, neesameTo co atezolizumab 
mopa TapajHo Ra  ce npenie. Tpe6a Ra ce soseRe nexysame co HxrpaseHcm4 kopTpwocTepopum 
(1-2 mg/kgTT/ReH methylprednisolone 115114 elamsaneHTH). OTicalco ke ce noRo6paT 
cHmuromwre, Tpe6a Ra ce soseRe nekysarbe co prednisone 145114 elammaneHT BO ,aO3H 0,a 1 „Ro 2 
mg/kgTT Ha Rex. 

PlenionmuKu nocpeayeana neeponamuja 

Kaj nanmeHTH KOH npHmane atezolizumab 3a6enexam4 ce mnjacTemeno4 cHHRpom/ mHjacTeHmja 
1-pasple 141111 Guillain-Barre cHHApom, K014 mo)kaT Ra 614RaT onacHH HO )104BOT KaK0 H nape3a 
lienHjanHc. IlanHewarre 	614RaT Ha6.rbyRysaHH 3apaRH MOWHH CHMHTOMH Ha moTopHa 
cex3opHa HesponaT 

Bo cnyHaj Ha mmj 
koj cTeneH, JleK 
soseRysame Ha 
R0314 OR 1 Ro 2 m  

acTeHHja rpasHe Hall Guillain-Barre cHHApom oR 6Hno 
mopa TapajHo Ra ce npemme. Tpe6a Ra  ce pa3rneRa 
KOpTHKOCTep014,a14 CO prednisone 1451H eKB14BaJ1eHT BO 
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TpeTMaHOT co atezolizumab Tpe6a sa ce npexHHe xaj nape3a clenHjanHc os cTeneH 1 I4J114 2, 14 
Tpe6a sa ce 3eme BO npessgs TpermaH co cHcTemcm4 xopTHxocTepoHRH (1 so 2 mg/kg bw/geH 
prednisone Hirn exsHsaneHT). Co TpeTMaHOT moxce nosTopHo sa ce 3anoinie camo solconicy 
HacTanu menocHo onopasysaffie. TpeTMaHoT co atezolizumab Tpe6a Tpajno sa  ce npexHHe xaj 
nape3a cpanHjanHc os cTeneH 3 M114 4, 14J114 6Hno xoja spyra HesponaTHja Kase HeMa RenocHo 
onopasysaibe no npeickm Ha TepanHjaTa co atezolizumab. 
TpeTMaHOT co atezolizumab mopa TpajHo sa ce npexHHe so criaj Ha MHCJII4THC O,q cTeneH 2, 3 
14M4 4. 

liktynanouncu nocpedyean natiKpeamumuc 

Bo 10114M4HKI4Te cTysHH co atezolizumab 3a6enexcaHa e nojasa Ha naHmeaTHTHc, sicnyqysajkH 
3ronemysaffie Ha cepymcxwre spesHocTH Ha amma3a H nmna3a (sHseTe sen 4.8). flanHeHTHTe 
Tpe6a sHHmaTenHo sa ce Ha6.rbysysaaT 3apasH momma nojasa Ha 3Hats4 14 CI4MIITOM14 K014 
ykaxcysaaT Ha namcpeaTHTHc. 

Bo cnyqaj Ha 3ronemeHH cepymcm spesHocTH Ha amisna3a KIM nHna3a > 3.cTeneH (> 2 x ITH) 
I4J114 namcpeaTHTHc 2. Hirn 3.cTeneH Tpe6a sa ce osnoxcH ynowe6aTa Ha atezolizumab 14 sa ce 
mese neicysame CO HHTpaBefICK14 xopTmcocTepoHRH (1-2 mg/kgTT/geH prednisone 141114 
eksHsaneHT). Kora CHMIITOMI4Te Ke ce noso6paT, Tpe6a sa ce nposonxcH nexysaffie co 
prednisone 14.1114 elamsaneHT BO R0314 OZ( 1 so 2 mg,/kgTT/seH. JlexysameTo co atezolizumab 
moxce sa ce nposnoxcH Kora cepymcickrre spesHocTH Ha ammna3a 14 nvina3a ce noso6paT so < 
1.CTeneH BO paMKI4Te Ha 12 HesenH, 14J114 Kora ICe ce nosnenaT CMITOMI4Te Ha naHxpeaTHTHc, a 
so3aTa Ha kopTHKocTepoHs ce HamanH Ha < 10 mg prednisone HnH exEmsaneHTeH nex Ha gell. 
JlexysalbeTo co atezolizlumab mopa TpajHo sa  ce npexHHe BO cnyqaj Ha nampaTHTHc os 

HJI14 pexypeHTeH nampeaTHTHc os 6H.no KOj cTeneH. 

Henionouncu nocpeayeau muoicapaumuc 

CnriaesH Ha mHotcapsHTHc, mcnytarrenHo cl)aTanHH wirlamm 6ktne 3a6enexcaHH co 
atezolizumab (sHseTe sen 4.8). flanHeHTHTe Tpe6a sa ce Ha6zysysaaT 3apasH moxma nojasa Ha 
3Hats4 H CHMHTOMH Ha mHoicapsHTHc. Mimkapskute moxce Ra 6Hge 14 iummenca maHeecTannja 
Ha M140314THC 14 Tpe6a Ra ce TpeTHpa COORBeTHO. 

FlaumeHTH co icapsHjanHH HHH KapsHonynmoHanHH CHMIITOMI4 Tpe6a sa 6HgaT HCHI4TaH14 
3apasH esewryaneH mHolcapsHTHc, co lle.rr sa ce ocHrypa 3anoimysaibe co coosseTHH merno4 BO 
paHHTe (1)a3H. Roxonxy nocToH comHexc 3a mHolcapsHTHc TpeTamHoT co atezolizumab Tpe6a sa 
ce npexHHe, 14 sesHam sa ce 3anotme CO CHCTCMCKH xopTHKocTepo 	os 1 so 2 mg/kg 
Tr/seH Ha prednisone HJ114 eicsHsaneHT, 14 sesHani ce KolicynT 	 mie <, a ce 3anolme 
TpeTmaH cornacHo 110CTOCHKHTe KM4H144K14 npoToxonH. OTKa 	eieHo3aTäleair4. IcapsHTHc e 
socnocTaseHa, TpemaHoT co atezolizumab Tpe6a TpajHo sa;Qejipemem-He ß m$ psHsHc os 
cTenell > 2 (sHsH gen 4.2). 	 r-3 	 rnc'0 

11.11411HOROWlai nocpedyean ileOpumuc 	 . 	,04  
;,•Ilsonu  JP.  • 



Bo KJII4H1411K14Te cTyRHH co atezolizumab 3a6enewaH e Hecl)pwrHe (Bgnere Ren 4.8). HameHrwre 
Tpe6a Ra  ce Ha6JeRyBaar 3a npomem4 BO peHanHara itemamja. 

AexyBatbeTo co atezolizumab Tpe6a Ra ce o4.TIONCI4 npH 2. creneH Heeknie, H Tpe6a Aa  ce 
3a11011He TpeTmaH CO CHCTeMCKH KOpTHKOCTep014414 BO 403a 04 1 40 2 mg/kgTT/RHermo 
prednisone HJIH emmaneHTeH mex. TpeTMaHOT co atezolizumab monce nowropHo Ra 3anoime 
Rolcone coCToj6aTa ce nozw6pH Ro < 1. cTeneH 3a Bpeme 04 12 HeRenH, H Ao3aTa Ha 
KopTmocTeponnwre e HamaneHa Ha < 10 mg 4HeBHO prednisone HJIH eKB14BaJleHTCH JICK. 
TpeTmaHoT co atezolizumab Tpe6a TpajHo Ra  ce npeKHHe ripm 3. HJIH 4. cTeneH Ha HesiTHTHc. 

Plemanomu nocpeayean MUO3UMUC 

Cnrian Ha MI40314THC, mnytiffrenHo H (1)wranim cnymm, ce 3a6ene)KaHH co atezolizumab 
(BH4eTe Ren 4.8). flagmewarre Tpe6a Ra ce Ha6.1by4yBaaT 3a 3Ham H CHMHTOMH Ha MH0314THC. 
flanHeHTH co monceH MHO3HTHC Tpe6a Aa  ce cnezm 3a 3HaHH 3a eBeHryaneH mmompAHTHc. 

ROKOJIKy nazwewroT pa3B14e 3HaH14 H CHMIITOMH Ha MH0314THC, Tpe6a BHHMaTeJIHO Ra ce 
Ha6.1by4yBa H Ra ce plant Ha noHaramomm nponeHa 04 cTpaHa Ha cneuHjanHer, 6e3 
oRnowyBairbe. AexyBarbero co atezolizumab Tpe6a Ra ce oRnoncH ripm 2. cTeneH HJIH 3. cTeneH 
MHO3HTHC H Tpe6a Ra ce HHHHHpa TpermaH co KopTHKocTepokum (1Ro2 mg/kgTT/RHemo 
prednisone HJIH ememaneHTeH neK). AKO cHmnTomwre ce nozw6pwr Ro < 1. ereneH, HocTeneHo 
HamanyBajTe ja Ro3ara Kam LUTO e KAHMNICH HHRHugpaHo. Aen/Halbem co TeCentriq monce 
noBTopHo zw. 3anotme aK0 HaCTaHOT ce no4o6pH Ro < 1. cTeneH 3a Bpeme oR 12 HeRenH, 
zw3aTa Ha Kopuncovrepoiewre e HamaneHa Ha < 10 mg RHeBHo HepopaneH prednisone HJIH 
exmlBaneHTeH ACK. TpeTMaHOT CO Tecentriq Tpe6a TpajHo Ra ce npeKHHe ripm 4. cTeneH HJIH 3. 
cTeneH peKypeHTeH MHO3HTHC, HnH Kora He e MO)KHO Ra ce HamanH zw3ara Ha 
KopTmocTepoHRwre Ro < 10 mg RHemo prednisone 3a Bpeme oR 12 HeRenH no nojaBa Ha 
HaCTaHOT. 

Ilkonionowicu nocpeayeariu cepuo3nu Koaviu uecaKanu peantuu 

MMyHOJI0IIIKI4 IIpe4143BHKaH14 cepHo3HH KO)KHH HecalcaHH peaKHHH_(SCARs), BKJIr1HTeJIHO 
wir-mem Ha Stevens-Johnson cHHRpom (SJS) H TOKCPPIHO engnepmanHa HexponH3a (TEN), 
6Hne HpHjaBeHH Kai nanHeHTH KOH npHmane atezolizumab. floTpe6Ho e cneReme Ha naumeHurre 
3a nojaBa Ha eBeHryanHH cepHo3HH KO)KHH HecaKaHH pealane4 co HcKnynyBaibe Ha Rpyrm 
npeRH3BHxyBatm. Ba3HpaHo Ha Temmara Ha HecaxamaTe peame1F4, atezolizumab Tpe6a Ra  ce 
npeKHHe Kai xoncial peamm oR cTeneH 3 14 Ra ce 3anoime co TpeTmaH CO CHCTeMCKH 
KOpTHKOCTep014414 CO prednisone HJIH eKBHBaneHT CO 403a 04 1402 mg/kgTT/ReH. TpeTMaHOT co 

IIOBTOpHO 40KOJIKy mim no4o6pyBairbe 40 < cTeneH 1 BO 
KopTHKovrepoHRH ce peRynmpa Ha < 10 mg prednisone 

atezolizumab Tpe6a TpajHo Ra ce npexHHe Kai KO)KHH 
41,41 HOtPiße10 e Ra e aRmHHHerpmpaar KopnecocTepoHRH. 
itje$3H134(6 ?ICW64 	peaKHHH_SCARs, naugeHTHTe Tpe6a Ra ce ynaTaT 
eperdwetic 411,eepCTI4Ka H TpeTmaH. Atezolizumab Tpe6a Ra ce npeiHme 

H TEN. Kaj noTBpReHH cnytiaH Ha SJS 14.TH4 TEN, 
ae'i- pe /He. 

atezolizumab monce Ra  c_gr,  
TeKOT Ha 12 Hezwn 

j f er HJII4 eKBHBBIleHT H nee- peirmafi "-P'  
peamun4 oR erene 
Kaj comHenc 3a C 
Kai CIIeHHiaffliCT 3 
Kaj naugeHTH co 
atezolizumab Tpe6a 
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Co noce6Ho HHHmaHHe Tpe6a Ra ce pa3rneRa KopmcTelberro Ha atezolizumab Kai nameHTH KOH 
npeTxofflo HcxycHne Teunca HnH wHooTo3arpo3ysainca Komma HecamHa peammja npeR 
TpeTmaHoT co Rpyrn 14MyHOCTI4MyJIBTp0HH areHcH. 

liktynanounco nocpeayeanu nepwcapaujaviu 3a6anyeatba 

FlepfecapedanHwre 3a6onysarba, mnyinfrenHo nepincapRwmc, nepincartoHjanHa ee3Hja H 
KapRHjanHa TamnoHaRa, 0,II KOH HekoH momce Ra  RoHeRor ItiaTaneH Hcxoo, 6Hne Ha6g,oyoaHH 
npH TpeTmaH co atezolizumab (B14,1(14 Ren 4.8). flaffnewrwre Tpe6a Ra  ce mollwropHpaaT 3a 
nojaBa Ha KJIHHHITK14 311B1I14 14 CHMIITOMH Ha nepkwapRHjanHH 3a6onyouba. 

3a cycnex-reH nepHicapRwmc oR cTeneH 1, TpermaHoT co atezolizumab Tpe6a Ra  ce OftrIO)KH H Ra 
ce HHHHHpa HTHB KoHcynTawija co Kapfflonor cornacHo KJIHHIPIKHTe BORHI1H. 3a cycnex-THH 
nepHicapRHjanHH 3a6onyoafba OR cTeneH > 2, TpermaHoT co atezolizumab Tpe6a Ra  ce ripenme, 
Ra ce 3anoime BeRHauf co Teparmja co cHcTemcm4 KopTificocTepowm co R03a oR 1 Ro 2 mg/kg 
bw/day co prednisone HJIH exHHHanewr H Ra  ce HHHimpa HTHa KoHcynTagHja co Kapefonor, 
cornacHo K.III4H1411KHTe BOR141.1H. OTKBKO ICe ce BOCHOCTBB14 RHjarHo3a Ha nepificapmfjanHo 
3a6onyoarbe, TpeTmaHoT co atezolizumab Tpe6a Tpajno Ra ce ripexHHe Kai nepHicapRHjanHwre 
3a6onysafba co cTeneH > 2 (Bum Ren 4.2). 

Xemo0azouunma numOoxucmouumo3a 

XeMO(4ar0III4THB JIHM4/0X14CTOIIHT03a (HLH), BKJI)AIHTeJIHO stl)oranHH cnygaeHH, 6Hne npHjaBeHH 
Kaj nanneHTH Ha atezolizumab (BH,EIH Ren 4.8). HLH Tpe6a Ra  ce 3eme BO npeRoHR Kora 
npe3ewrauHjara Ha CHH)Ip0MOT Ha ocno6oRysarbe Ha III4TOKHH14 e aTHnwnia 14J114 npoRomKeHa. 
Flaumewrwre Tpe6a Ra ce cneRaT 3a npmcycToo Ha KJIHHHIIKH 3HBLII4 14 CHMI1TOMH Ha HLH. flpH 
comHew 3a HLH, atezolizumab mopa TpajHo Ra  ce npenme 14 nauFfewrwre Tpe6a Ra  6HRor 
ynaTeHH Ha cneumjanHcT 3a noHaramonma RHjarHo3a 14 TpeTMaH. 

Ocmaltamu unemonozune nocpedyeanu neccucanu peaniuu 

HopaRH mexam43moT Ha Renyoalbe Ha atezolizumab, moxce Ra  ce nojaHor 14 ApyrH noTeHumjanHH 
14MyHOJI0111K14 npeRH3BincaHH Hecaxam4 peafamm, BKI1r414TeJIHO 14 He-HHcl)errHoeH III4CTI4T14C. 

HanpaseTe eBanyalmja Ha cwre COMHHTCJIHI4 14MyHOJIOLIIKH npernimencaHH HecaxaHH peaKHHH co 
nen Ra ce Hcknyxfor Rpyrif npHimm4. flaffleHurre Tpe6a Ra &mar cneReHH 3a nojaBa Ha 3Hatill 14 
CHMIITOMH Ha 14MyHOJI0IIIKH npeRH3ifincam4 HecaxaHH pealcum 14, 6a314pa. 	cepHo3HocTa Ha 
peaKumwre, Ra meHanHpaaT MOJI14)14KBLIHH BO TpeTmaHoT 14 	effitikee 	ffHpaHHoT 
KopuncocTepowo (HHReTe Ren 4.2 14 4.8). 	 e(,' -  te "E /-.4 s. ,e, 	e e -S- e-  . 	'es i. ./.. fl e) 	 re 5. 
Peafaum Ha Hey3Hja 	 < ,z 4,  -, 	 e.' 0 

3a6enexcaHH ce paKUHH noop3aHH co Raoaffi 	e eTo Ha Hy3Hja co of ,ze
ss- ,

eeuteat
ri
erca------_.; ,27't7  

.. rn z - 

,. aHadmnaxca (oHRere Ren 4.8). 	 \ 6- . * 
Q H K 13 ? . 
K o n 3 e 

Kaj natmeHTH co peammja Ha HHclemja 1. 14./IH 2. creneH noTpe6Ho e Ra ce HamanH 6p3HHaTa Ha 
HHjeKTHpaffieTo 14J114 npHopemeHo Ra ce npeicHHe ynoTpe6ora. JlexyoarbeTo co atezolziumab 
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Tpe6a TpajHo ,rg ce npenme Kai nalmeHTH co peaxw4ja Ha Heysmja oz( 3. HJIH 4. cTeneH. 
Ilatmeurwre co pealamja Ha HH(bysHja o,n 1.mm 2. crenell mo)Kar ua npo,nonwar npHmaaT 
atezolizumab noR cTpor Hansop, a mowe ,na ce npHmeHH H npememwat(Hja co aHT141-11,1peTHK H 

aHTI4X14CTaMHHIIK 

MepKH 3a npeTnasnnsocT cnembHimH 3a 6onecTa 

Ynompe6a na atezolizumab eo KoM6unauuja co bevacizumab, paclitaxel u carboplatin eo 
memacmamcKu necKeamo3en ne-cumnomemouen Kapuunam na 6enu dpo6oeu (NSCLC)  

JIewapwre Tpe6a mmmaTenHo ua rll pasrne)iaaT wom6Hm4paHkrre pmpam KOH npoHsneryBaaT oz( 
ynoTpe6aTa Ha TepanHcmoT pexmm woj ce COCTOH OH nerrllpm newom4 atezolizumab, 
bevacizumab, paclitaxel 14 carboplatin npe,n notw.rot( Ha newyBaHero (sknerre BO genoT 4.8). 

Ynompe6a na atezolizumab eo KoM6unauuja co nab-paclitaxel eo mpemMan na memacmamcKu 
mpojno rie2amueen Kapuuriam na dojKa (TNBC)  

HeyrponenHjaTa 14 nepeepHaTa Hesponarllja KOH ce jazyBaar 3a Bpeme Ha TpeTmaHoT co 
atezolizumab H nab-paclitaxel, momce qa &mar pesep3H6HnHH co ripewHH Ha TepannjaTa co 
atezolizumab 14/HJIH nab-paclitaxel. JIewapwre Tpe6a ,na ce nosHwaaT Ha 3614pHmyr H3Benrraj 3a 
oco6marre Ha newoT nab-paclitaxel 3a cnegenemll mepwll Ha npeTnamllBocT 14 

KOHTpaHHHHKaIII414 noBp3am4 CO OBOj JIeK. 

Ynompe6a na atezolizumab 3a neKveatbe na ypomenen Kapuunam (UC) Kaj npemxodno 
neneKyeanu nauuenmu Kou ne ce cmemaam no2odnu 3a neeealbe co cisplatin  

IlogeTHHTe 14 lipOITIOCTIPIKIITe wapawrepncTmcm Ha 6onecTa waj nonynamjaTa Ou woxopTa 1 BO 

cryzmjara IMvigor210 ceswynHo 614ne cnopeanm3H co oHne wai naulleHTH Ou wnnmenca npawca 
K014 6H ce cmeTane Henoro4m4 3a newysarbe co cisplatin, Ho norozum 3a newysame co 
wom6mmpaHa xemoTeparatja 6a3mpaHa Ha carboplatin. Hella RosonHo no,narmm 3a nurpynaTa 
Ha nameHTH KOH 614 ce cmeTane Henoro,z(m4 3a 6Hno woj o6nHK Ha xemoTeparmja, na wai THe 
nanneHTH atezolizumab Tpe6a z(a ce ynoTpe6yBa co BHHMaHHe, nocne sm4maTenHa nponemca Ha 
MO)KHHOT OHHOC O q 6eHecinfr 14 pH3HK 3a cewoj noezumeileH natmeHT. 

Ynompe6a na atezolizumab eo KoM6unauuja co bevacizumab, paclitaxel u carboplatin 

11amieHTN co NSCLC 	 Tymopcwa mwinurrpauHja BO ronemmTe Topawanm4 KpBHH 
canom4 I4J114 jacHa K 	 HaJIHH J1e31/1H, cnope,n HammTe Ro6pleHN CO HMHIJHHr 

\ 
TeXHI1K14, 614He HC 	 =ne 	cTyznija IMpower150 no Hewonwy 3a6enexcaHH 
cnytian Ha (baran 

 c
tm9,H ,._>a:;_x_emlir

i 3
r
„

14.1a,  IHTO e nosHaT p143HK (bawrop 	TpeTmaHoT co 
bevacizumab. 	„, v.)  
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3apg4H HeRocTwrox 04 noRwrouH, atezolizumab xaj ropeHaseReHkrre Honplankipf Ha nauHeHTH 
Tpe6a Ra ce ynoTpe6ysa co ronemo skillmaHHe nocne sHm4maTenHa npouemca Ha 0411000T 04 
6eHe4nfr 14 p14314K 3a naunewroT. 

Ynompe6a Ha atezolizumab eo Kom6uHauuja co bevacizumab, paclitaxel u carboplatin Kaj 
EGFR+ nauueHmu co NSCLC Kou miaue npozpecuja Ha erlotinib+bevacizumab  

Bo cTymjaTa IMpower150, HeMa noRwrouH 3a ecbmacHocTa Ha atezolizumab so Kom6HHauHja 
co bevacizumab, paclitaxel H carboplatin Kai EGFR+ naimekrarre xaj KOH Hmano npeTxozma 
nporpeenja oR erlotinib+bevacizumab 
Ynompe6a Ha atezolizumab eo Kom6uHauuja co bevacizumab Kaj xenamouenynapex KapuuHom 
[HCC)  

IUtuffmuffe 3a HCC nauneHTH co Child-Pugh B xenaTanHo 3a6onysakbe TpeTHpam4 co 
atezolizumab BO KOM6HHalgHia co bevacizumab ce mHory JIHMHT14paHH 14 momeHTanHo HeMa 
pacnonomotHsH noRwroun 3a HCC nauHeHTH co Child-Pugh C 3a6onysakbe Ha upHHoT 4po6. 

IlaulleHTHTe TpeTkipaHn co bevacizumab Hmawr 3ronemeH pH3HK 04 xemoparHH, 14 enyxan Ha 
TeLLIK14 racTpoHHTecTHHank114 xemoparkm, BKJI)/1114TeJIHO 14 (1)aTankm IlOCJIe4141.1H, 6HJle npHjasem4 
Kai nauHeHTH co xenwrouenynapeH Kapukmom (HCC) TpeTnpaHH co atezolizumab BO 
KOM614HaW4ja co bevacizumab. Kaj 11UHHTM co HCC, exmemr 3a H nocneRosareneH TpeTmaH 
Ha e3o4)arHjanHH saplluecH Tpe6a Ra ce npasaT cnopeR yrspReHaTa lummema npaxca npeR 
3anotmysakbe Ha TpeTmaHoT co Kom6kmauHjarra Ha atezolizumab H bevacizumab. Bevacizumab 
Tpe6a TpajHo Ra ce npexkme xaj nauneHTH KOH Imme xpsapekbe oR CTeneH 3 HJI14 4 oR 
Kom6knmpaHaTa TepanMja. Be monllme ynaTeTe ce Ha 3614pHHOT H3seurraj 3a OCO6HHHTe Ha 
neKoT 3a bevacizumab. 
AHja6eTec menwryc mowe 	ce nojasH 3a BpeMe Ha TpeTmaHoT co atezolizumab BO 
KOM6HHal44ja co bevacizumab. JIeKapkrre Tpe6a Ra ja cneRaT speRHocra. Ha rnyxo3a BO Kpwra 
npeR H nepnoRkemo 3a speie Ha TpeTmaHoT co atezolizumab BO KOM6HHafflja co bevacizumab 
KaK0 IIITO e KJIHHHIIKH 14H4141114paHO. 

Ynompe6a Ha atezolizumab Kai«) Monomepanuja 3a npeanunucKu mpemmaH Ha memacinamcm 
NSCLC 

JIexapHTe Tpe6a Ra ro 3emaT BO npeRsHR oRnmeHnoT noxeTox Ha eülewroT Ha atezolizumab 
npeR Ra 3anoimaT co npsonHHHcm4 TpeTmaH xaKo moHoTpeanHja Kai num 	LC. 

evi ' e44, Iloronem 6poj Ha cmpTHH cnyxakt BO pOK 04 2,5 mecelln no paHROMH314 	011e4etie 
S` xe. 	"*(S' 4. npHRo6Hinca 3a Ronropoimo npexmsysakbe 6Hno 3a6enewaHo co atez'weliabBCerl  Ope • CO -;,-, 	e,  s xemoTeparmja. He mowen Ra ce HReHTkupkwysa eneum'nelex (1)axTop (ieosMax,edepaHd •T 

' s 0 	 ;,'--.--" 	 -j2.. 	r r, -o 
(BH414 Ren 5.1). 	.s. ,.,.., 	re.  2z, 1 	2. 	'  --"1  ..,---"-r,C.' ''....  ,-; 	2C NI 

. , ..e 	--.:,*_--,*....- 	c., • \ v,  0,.. 	-›- --7:_—•-• •-...2 	r% 0 
\"s , . . 	"b... e `e -.  . ‘2NKu?' — 

eKonJe- ' 
IIaUHeHTM CO cneRHHse cocToj6n 6une Hcxnriem4 oR KJIHHIVIKHTe 14C1114TyB 	HCTOpHja Ha 
aBT014MyHO 3a6onysarbe, HcTopHja Ha IlHeBMOH14THC, aKT1413H14 meTacTa3H BO M030KOT„ ECOG 
PS > 2 (ocBeH 3a naumeHTH CO HanpeReH NSCLC K014 He ce n0406m4 3a upanilja 6a3HpaHa Ha 
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nnaTnHa), HIV, Heemmja co xenaTnne B 14.1114 C (3a nannewrn 6e3 xenaTonenynapeH 
KapunHom - HCC), CHTHH4H4KaHTHO KaperoBacKynapHo 3a6onyBarbe 14 nannewrn co 
HeaReKBaTHa xeMaTonomKa 14 opraHcKa (yncunja. OR cryerjaTa 614ne mcKnygem4 H nanmeHTH 
KOH npnmnne )KHBa, aTeHynpaHa Barancia BO TeK Ha 28 ReHa ripeR BKnytryBarbeTo; CHCTeMCKH 
nmyHocrnmynmpaincn areHTH BO nwrepBan oR 4 Hexrin HJIH CHCTeMCKH mmyHocyripecnBHH 
.nercapcnia BO nwrepBan oR 2 HeRenn ripeR 3an0xrHyBarbeTo Ha CTy.zv1jaTa; Tpeanewrcm4 
fiepopal-11m 14J114 HHTpaBeHCK14 aHT146140THLI14 BO HHmBar' oR 2 HeRenll npeR ouroinryBarbe Ha 
CTMHCKI4OT TpeTmaH. 

EKCIII41114eHCH CO HO3HaTO RejcTBo 

OB0j Me,t(1411HHCKI4 Hp0143BOR coRpxcll nonncop6aT 20. CeKoja BI4jana CO paCTB0p 3a 
HHjeKTHparbe Tecentriq 1 875 mg coRpm4 9 mg nonncop6aT 20, HITO e eKBHBaneHTHo Ha 0,6 
mg/ml. Honkrcop6aT 20 mo)Ke Ra npeRn3Bruca aneprncKH peaKuFH4.  

Kapncirca 3a nanneHT14 

JleKapoT Koj ro ripernnnyBa JIeKOT Mopa Ra  pa3roBapa co nameHToT 3a p14314LII4Te oR 
neKyBarbeTo co neKoT Tecentriq. HaUHeHTOT ke Ro6ne Kapnenca 3a naUHeHTH, co HanomeHa 
gem. ceKoram mopa Ra ja HOCH co ce6e. 

4.5 ihrTeparcono co Apyrn JICICOBH H frpyrn $opMH Ha noTepararoo 

He ce cnpoBeReHn stiopmanHll rirapmarcorcnHeTcKH CTMI4H 3a HHTepararmja nomety atezolizumab 
Rpyrn meKoBn. Bgrrejim atezolizumab ce ennmnHnpa oR unpKynamjaTa no naT Ha 

KaTa6on13am, He ce onercyBaaT meTa6onrccn nffreparcunn co Rpyrkr neKom4. 

Tpe6a Ra  ce n36erHyBa ynoTpe6a Ha CHCTeMCKH KopTHKocTepormm 14J114 HmyHocynpecnBH npeR 
notreToKoT Ha neKyBarberro co atezolizumab 3aToa IIITO nie .11eK0B14 mo)KaT Ra rinnjan Ha 
drapmaKoRnHamcKaTa aKTI4BHOCT 14 ecimacHocT Ha atezolizumab. Metyroa, cmcTemcKurre 
KopuncocTeponAH 14JIH Rpyrm mmyHocynpecnBn moxcaT Ra ce ynoTpe6yBaaT 3a nercyBarbe Ha 
nmyHonornm4 npeRn3BmKaHn HecaKaHn pearcum4 nocne BoBeiryBarbe Ha atezolizumab (BHReTe 
Ren 4.4). 

4.6 11.nomfocT, 6peMeHocT H goeibe 
)KeHH BO penpoRyKTHBHa BO3paCT 

)KeHHTe BO penpoR KTHBHa Bo3pacT mopaaT Ra ynoTpe6yBaaT erinecacHa meToRa Ha 
BaibeTo 14 ynrre 5 mecenH nocne neKyBarbeTo co atezolizumab. 

BpemeHocT 

zolizumab Kaj Tpyinumn. He ce cnpoBeReHn CTyRk114 3a 
a3Boj 14 penpogyurnja. eryruurre Ha )KHBOTHH norcawane 

lagr *fisnmeg 
Ne w° 

	

	pnarbe Ha nnoRoT BO pa3BOj H Ra RoBeRe ,r_ro cmpT Ha HCTHOT 
1/PD-1 Kaj 6peMeHH moRenn Ha rnymna mowe Ra  RoBeRe z) 

e3yrrran4 ynaTyBaaT Ha moNceH pll3HIC Kora nopaRn mexam43moT Ha 
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RenysaFbe Ha atezolizumab, HerosaTa ynoTpe6a so 6pemeHocT mo)Ke Ra my HaurreTm Ha 11110,a0T 
H Ra  RoseRe  RO  3ronemeHa crranKa Ha a6opTyc 141114 mpTsopoRenqe. 

1103HaTO e Reixa xymaxmoT 14myHorno6ynmH GI (IgG1) ja npoata nnauexTapHaTa 6ap1epa. 
EmRejkm atezolizumab e IgGl, MO)K Ra RojRe Ro Heros npeHoc oR majKaTa Ha 11J10,1OT BO pa3soj. 

Atezolizumab He Tpe6a Ra  ce ynoTpe6ysa BO TeKoT Ha 6pemeHocTa, ocseH BO cnyqam Kora 
KnkumuncaTa cocToj6a Ha >KeHaTa no6apysa neKysaffie co atezolizumab. 

goeube 

He e no3HaTo Ranm atezolizumab ce 143nagyBa so majqnHoTo mneKo. EnRejkm atezolizumab e 
MOHOKJI0Ha.11110 aHTI4TeJ10, ce ogeKysa Reim ke 6mge npmcyren BO HpBOTO MIleKO, a BO HHCKH 
KoHmewrpaumm 14 'weile Toa. He mo)Ke Ra  ce 14CKJ1r4 H p14314KOT 3a HosopoRemeTo/Roexqe-ro. 
3eMajkn ro BO npezum4R 6exem-roT Ha goetbeTo 3a Re-re-ro HacripoTm 6eHe4 HroT 0,a TeparntjaTa 
3a weHaTa, mopa Ra ce goilece oRnyKa Ramm ke ce npenme „werbeer() kinm ke ce upenixe 
neKysalbeTo co neKoT Tecentriq. 

allORHOCT 

He ce AOCTaTIH14 KJIHHHIIKI4 1.10,RaTOHH 3a MO)KH14Te ecteKerm Ha atezolizumab sp3 1-1J10,AHOCTa. He 
ce cnposeReHm CTy,{1,1414 3a penpoRywrmsHa 14 pa3sojHa TOCKWIHOCT Ha atezolizumab, metyroa BO 
26-11e,aeJIHOTO menwrysalbe Ha TOKCHLIHOCT Ha 11OBTON114B14 A0314 Ha atezolizumab ce noKawan 
pesep3m6mneH esteKT Bp3 meHcerpyaanHkrre Ill4KIlyCH npH riponeHeT AUC Koj 6mn np16nkDKHo 6 
na-rm noronem ()A AUC Ha naelex-nue K014 npmmane npenopaqaHa Ao3a (smReTe Ren 5.3). 
Hemano eeKTm sp3 maumwre penpoRyKTmsHmere opraHil. 

4.7 EeeKTH Bp3 cnoco6HocTa 3a B03elbe H paKyoaff.e co malimmi 

Tecentriq manKy snmjae Ha cnoco6HocTa 3a ynpasysarbe co B031411a H paKysaffie CO MaIll 14H14. 
HaumeHTm-re K014 mysc-rsysaaT 3amop Tpe6a Ra ce coserrysaaT Ra He ynpasysaarr so3nna H Ra He 
pa6oTaT co mann4Hm RoReKa cmmn-romn-re He ce nosneqaT (smReere Ren 4.8). 

4.8 HecaKaHH piejc-roa 

KpaTOK 01114C Ha 6e36eRHocHmoT npcxlmn 

Be36eRHocTa Ha atezolizumab Kako moHorrepanmja ce 6a3npa Ha 3619m4 noR 
039 nanmewrn oR pammqHm TymopcKm T14110B14. HailleCTI4 Heemaxi,' pe 
3amop (29,3%), HamaneH ane-rwr (20,1%), upseHmno -paus (19.7%), mamm4H 
(18,2%), Rnjapea (18.1%), nHpeKCHja (17,9%), RHcuHeja (16,6 %), a 
npypwrmc (13,3%) acTeHmja (13%), 6onKm BO rp6oT (12,2%), nospakaihe (1 
Ha ypmHapeH TpaKT (11%) 14 rnaso6onKa (10,2%). 
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Be36efflocTa Ha atezolizumab 3a HifraseHcKa aRreHmeTpaukija ,aaiteH BO Kom6HHanHja co gpyrki 
areHcH, e esanyHpaHa Kaj 4535 naumeHTH CO pa3J11411H14 THHOBH Ha Tymop. Hajgecurre HecaKaHH 
peaKum4 (>20%) 6Hne aHemmja (36.8%), HeyrponeHmja (36.6%), raReibe (35.5%), 3amop 
(33.1%), anonew4ja (28.1%), ocHn (27.8%), imjapea (27.6%), Tpom6o1NToneHHja (27.1%)„ 
KoHcTvfnaumja (25.8%), HamaneH aneTHT (24.7%) 14 nepwl)epHa HesponaTHja (24.4%). 

Be36efflocHwyr npo4H4n Ha Tecentriq paCTB0pOT 3a HHjeKTHpaibe 6Hn BO nenHHa cnwieH Ha 
1103HaTHOT 6e36einioceH npocinAn Ha mrrpaseHcKaTa eopmynanHja, co RononHHTenHa HecaKaHa 
peaKnHja Ha peammjaTa Ha mecToTo Ha HHjeKTHpalbe (4,5% so rpynaTa BO Koja e 
ar(mHHHcipHpaH Tecentriq cy6KyraHo HacnpoTH 0% so rpynaTa BO Koja e axemnacTpmpaH 
HHTpaseHcKH atezolizumab). 

Ynompe6a Ha atezolizumab npu aaiveanmen mpemman Ha NSCLC 

Be36eAHocHHoT npocimn Ha atezolizumab Kaj nameHTH co He-CHTHo KneTogeH 6enoApo6eH 
KapunHom (NSCLC) BO aajyBaHTeH ceTHHr (IMpower010) 6Hn BOT.TlaBHO KOH314CTCHTeH CO 
6e36eRHOCeH npoclum BO nynHpaHHTe CTyfH11/1 3a moHoTeparmja BO HanpemaT ceTHHr. CenaK, 
HHHHAeHnaTa Ha HecaKaHH HmyHonouncH nocpeRysaHH peaKUHH Ha atezolizumab BO 
IMpower010 6Hna 51.7% cnopeAeHo co 38.4% Kaj nonynamjaTa oi( nynHpaHHTe cTym4 3a 
moHoTeparmja Kaj HanpeAHaTa 6onecT. He 6Hne HAeHTeHnHpaHH HOBH HmyHonoinKH 
nocpeRysaHH HecaNaHH peaKHHH Kaj naumeHurre nocTasem4 Ha aesaffreH TpeTMaH. 

Ynompe6a Ha atezolizumab eo Kokt6unauuja co bevacizumab, paclitaxel u carboplatin 

Bo cry,mjaTa 3a HpBOJIHHIICK14 TpeTmaH Ha NSCLC (IMpower150), cesKyrnio HOBHCOKa 
(1)peKseHnHja Ha HecaKaHH peaKHHH 6Hna 3a6ene)KaHa so TepanewrcKHoT pexcHm co 4 neKa 
Toa atezolizumab, bevacizumab, paclitaxel H carboplatin cnopejieHo co atezolizumab, paclitaxel 

carboplatin, IHTO sKnygysano HecKaHH peaKugH OA cTeneH 3 14 4 (63.6% cnopeReHo co 
57.5%), HecKaHH peaKHHH oR cTeneH 5 (6.1% cnopeReHo co 2.5%), HecaKaHH peaKHHH KOH 6Hne 
oA noce6eH HHTepec 3a atezolizumab (52.4% cnopeReHo co 48.0%), KaKo H HecaKaHHTe 
peaKuHH KOH BoAeme AO  npeKHHysaibe Ha 6Hno Koj CTMFICKH TpeTmaH (33.8% cnopeAeHo co 
13.3%). FaAeme, AHjapea, CTOMaT14THC, manaKcaHocT, nmpeKcHja, myKo3Ha HenamanHja, 
HamaneH aneTHT, ry6eme Ha TexcHHa, xHnepTeH3Hja H npoTemHypHja 6Hne nonecTo npHjasysaHH 
(>5% pa3nHKa) Kaj nanneHTH KOH npHmane atezolizumab BO KOM6HHaHHia co bevacizumab, 
paclitaxel H carboplatin. OcTaHaTH KnifinencH 3HatiajHH HecaKaHH peamena KOH 6Hne 
3a6enewaHH co notiecTa st)peKseHHHja so rpynaTa Ha atezolizumab, bevacizumab, paclitaxel, 14 
carboplatin 6Hne enHcTaKcH,..xe 	3H, nepe6posacKynapHH HaCTaHH, BKJIr114TeJIHO H cmpTeH 
14CX0A. 	 s*."----;: A PAtiJI4S/11.-/Yet 

9 
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, '" 	.̀"1•"‘ 
jef 

1-Imemami Hwbopm  g  3a.,pepleann IoOaI4äHH AejcTsa ce AarjeHH BO Ren 4.4 lloce6HH mepKH 
Ha npeTna3m4socT ct6HH-Ipsnlyee4ylmiba 3a ynowe6a Ha neKoT. 

+4'  Ta6ena eH n HKa3 Ha   
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Hanegem4 ce Hecaxamfre peaKuHH cnopeg MedDRA xnaca Ha opraHcxn cncTem H xaTeropnja 
Ha 3amecTeHocT BO Ta6ena 3 3a atezolizumab (nHcwaneHcxa H cy6xyraHa) gageH xaxo 
moHoTepannja WEH xaxo xom6nmwaHa TepanHja. Hecaxamere peammn 1103HaTI4 gexa ce 
jasyBaaT xaj atezolizumab 14J114 xemoTepannjaTa gagem4 xaxo mowyrepannja mowe ga ce cnymaT 
3a speme Ha TpeTmaHoT co onne JleK0B14 BO xom6nHannja, gypn n axo onne peaxunn He 6nne 
npnjaneH14 BO K11141-114111(14 cTygm4 co KOM6HmipaHa Tepnnja. Ce ynoTpe6yBa CJIegHaTa 
xaTeropnja Ha 3amecTeHocT: mHory mecTo (>1/10), mecTo (>1/100 go <1/10), nomanxy mecTo 
(?_1/1,000 go <1/100), perxo (?1/10,000 go <1/1000), mHory peTxo (<1/10,000), Heno3HaTo (He 
mo)Ke Aa ce npoueHn O.I paC110.110NUMBHTC 110RaTOIX14) Bo pamxgre Ha cexoja rpyna (bopmxpaHa 
cnopeg 3amecTeHocT, HeCaKaHHTe peammn ce npmca)Kam4 cnopeg pegocneg Ha HamanyBarbe Ha 
cepno3HocTa. 

Ta6ena 3: 36npe1 onnc na HecaKann peaminn K011 CC jamtne Kaj HartureHTH netcyBaHH co 
atezolizumab 

Atezolizumab moHoTepamija Atezolizumab BO Kom6mmpatra TepanHja 
14H4 eICHHH H HilibeCTBHHH 
MHory neer° HeeKulija Ha yprmapeH -man' HruPeranTja Ha Germ npo6omb  
tlecro cencdg 
Hapymysame Ha ic_pBTa H JIHMeHHOT encrem 
MHOry necro AllemHja, Tpom6onwroneHHjad, 

HeyTpone1mjae, neyKonermjaf  
tlecro Tpom6ounTonemTjad  AHhalmneililja' 
PeTKO XeMOsearOWITHa nrimilmarcronwro3a Xemorbaronw-ma immc4oxwcrouirro3a 

Haenesame Ha HMyHO.TIOHHCHOT cHerem 
tlecro PeaKum4 n0up3am4 co Tme3Hjarak  Pearamw noup3aHH co mu4e3Hja-rak  
EH11101911HOJIOHHCH Hapyruyeatba 
MHory necro XHnoTxpommaml  
Llecro X14110T19014g113KM1  

XllnepTHpownH3amj 
XwneprrHpoHnH3ard 

HOMaJIKy neer° 4Ha6crec menwryck, Tmcyclnumemmja 
Ha Haa6y6pe)IcHa *.ne3nal  
Ximocinnwrwen  

XHBO(PH3HTHCm  

Haeinplane Ha mera6onH3mwr H HexpaHaTa 
MHory necro HamaneH anerwr HamaneH anerwr, 
liecro XimoKanemmja", minoHaTpemHja", 

xHneprnnxemaja 
XHnoKanemmja" 	 ja", 
xHnomarHe3 	v,gE Pki 	ey /+. 	,.‘e.. 	e., 	c Hapyrnyttalbe Ha HeptunioT CHCTeM 	 lie _,Ii. 	 ..e. 4. 

' 	-9' 	 --- -::.--.e 	-- 	'4. 
MHory nec-ro rnaHo6onKa flepeep 

S'-  
ehoefrija; yrna eet a 1:0 

Ilecro flepIalepHa HeuponaTwja°  CNHK011ai '3 IlleMen 	..":„ 	r;1  7-2n 

flomanxy necro Guillian-Barre cmtapomP, 
meHHHroeHnecbankrrHcq 

	

, _.) .. 	c,.;< 	 y 	[hoz 
5. 	(-) 	`,.= 	r-,--7-7-A;',.+- 	0 	<2 VG',  , 7  e 2 

)",a Pei«) MajacreHnneH cminpomr' nape3a 
(#11,14janmc, mHjerarrnc 

llape3a cpa 	Ad*  s H K1)9 . * 
,..„,_'' 	cKon.1  
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011HH Hapywynan,a 
PeTKO YBeHTHC 
Cpuesu HapyinyHama 
necro HepsxapssjanHs 3a6onyaffia" 
Homanxy neTo HeplucapssjanHs 3a6onysaibaa°  
PeTKO Msoxaperrscs  
Hammesame Ha ic Imme caoonu 
MHory mecro XsnegreH3sje 
tlecro XI4110TeH3Itia 
Hapymykunbe Ha ecnupwropen encrem, rpaon H meonjacrnnym 
MHory mecro sncrmea, xauumga, AHenilea, xamnsga, Ha3o4)apHHrprrscani  
%aro nHeBMOHITITICt, XHII0KCI•liaag, 

Haao(PapsHrsTscam  
gi4c(bomija 

Haprimlaue Ha oureciniannoT CHCTM 
MHory mecro MamHsHa, nospaicaffie, ssjapeau  MamHsHa, nospakaibe, ssjapee, 

xoHcTsnausja, 
Ilecro Komme, 6onxa so a6someH, 

ssearsja, opoimpsHreanHa 6onxa`"' 
cysa ycra 

CTOMaTPITHe, ,Ixmcrenija, KOJIPITHCv  

Homanxy mecro flaHxpearirrscx  
PeTKO llensjamija I4enHjaKHja 
Hapywyname Ha 11( HHOT op06 0 woutucara 
tiecro 3ronemeHs spesHocrs Ha AST, 

3ronemem4 spesHocrs Ha ALT, 
xenarsTscY  

3ronemeHs apesHocrs Ha AST, 3ronemem 
spesHocTs Ha ALT 

Hapruyname Ha Konarra H HOTKODKHOTO TKHBO 
MHory mecro Ocsd, HpypsTnc OcHnz, 'Typlulle, anoneusjaA  
liecro Cysa KO)Kaaq  
Homanxy mecro CepHomm KO)KHH Heemami 

peamunek, Hcopsja3a", Lichen 
Happsysawa aq 

cepnoaHs 	KOACHH 	Hecaxam4 	peamseek, 
an ncopsja3a 

PeTKO rieMeHT014,1( flemciniross, Lichen Hapymysibaaq 
Hapywyname Ha nocuello-mycnyaeH CHCTM u CBp3HO TKHBO 
MHory necTo AprpanrHja, 6onxa BO rp6, ApTpanrsja, mycxynHo-xocxeHa Game', 

6onxa BO rp6 
%aro mycxylmo-xocxeHa 60nxaaa  
Homanxy mecro MHO3HTHCab  
Penaunn H nunlamm HapyinyHalba 
liec-ro HoxameHs spesHocrs Ha xpearsHsH 

BO 'Tura" 
HpuresHypsja" HoxameHs spesHocrs Ha 
xpearsHsH BO 'Tura' 

Homme mecro Hepwrscad  
Heno3HaTo He-sHcle 	carrimg  
OHUITH HappnyHama H fekkiiAciini 	o na ynoTpe6a 
MHory mecro iesi, 2,säl'Ido  i 	a ÷ •  fispexcsja, 	aamop, 	acTeHxja, 	riepeepeH 

xlecro gettroM14 cnsiiiiii Ha» 	TpecKa, 
gjaPpe'pae e4T00 ie . 

' 	., SO , , 	e.  
eetn4Pae,  ,`)'r 	4, 

ilaurrynama 4 	s>> -' tn ,.-  47, 	x* 	4 ' 
Ilecro • ‘-- 	-A( 	* ,  ni 	31'0\1 	4.- rfri, 

1-- 	13Jv 
HoxameHs spesiloen,' Ha asixasnia ckoccbaTa3a 
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liktynanoum nocpedyeauu eudpoeuminamuu 

Hapywyealba na mupoudllama atcRe3da 

XHnoTHpeo3a ce jasHna Kaj 8,45% (427/5 039) os nauHeHTHTe KOH npHmHne 
moHoTepanHja. 11p0Cex1HOTO Bpeme ISO nojasa Ha HaCTaHOT H3Hecysano 4,2 M 

29 

Orme Ha os6paHH HecaKaHH peaKuHH 

1-Iosmulm BO nposonxceHHe ospa3ysaaT Herbopmaum4 3a Ba)KHH HecaKaHH peaKuHH 3a 
atezolizumab KaK0 moHoTeparmja BO KJ114H1411K14 CTyf(1414 (sHseTe sen 5.1). AeTanH 3a 3HatiajHwre 
HecaKaHH peaKuHH 3a atezolizumab Kora ce AaBa BO Kom6HHau4ja ce npe3eHTHpaHH axo ce 
3a6ene)KaHH KJIHHHITKII penesaHTHH pa3m4KH so cnopes6a co moHoTeparmjara co atezolizumab. 
Haconrre 3a HI4BHO neKysaffie ce oninuaHH BO senosifre 4.2 14 4.4. 

Hemanouacu nocpeayeau nneymouumuc 

IIHesmoHHTHc ce jasHn Kaj 3% (151/5 039) os nauHeHTHTe KOH npHmane atezolizumab KaKo 
moHoTeparmja. Kaj Tpojua os THe nameHTH 3a6ene)KaHH ce cmpTeH 14CX0,1t. IIpocegHoTo Bpeme 
so nojasa Ha HacTaHoT H3Hecysano 3,7 meceun (HHTepsan os 3 seHa so 29,8 meceuH). 
flpocelmoTo spemeTpaeffie 6Hno 1,7 meceum (HHTepsan os ReH 0 so 27,8 + meceuH, + o3Hagysa 
ueH3ypHpaHa spesHocT). 11HCBMOHI4T14C AOBCJI RO npeKHH Ha neKysalbeTo CO atezolizumab Kaj 
41 (0,8%) os naumeHTHTe. IlHeBMOHHTHC KOj Mopan Aa ce neKysa CO KopTHKocTepollsH 
3a6ene)KaH e Kaj 1,8% (92/5 039) os nauHeHTHTe KOH npHmane atezolizumab KaKo 
moHoTepanHj a. 

limynonozuKu nocpedyeau xenamumuc 

XenaTHTHc ce jasHn Kaj 1,7% (88/5 039) os nauHeHTHTe KOH npHMane atezolizumab KaKo 
moHoTepanHja. 0,a 88 naumeHTH Tpojua Hmane ctaTanell Hcxos. IIpoceimoTo speme nojasa Ha 
HaCTaHOT H3Hecysano 1,4 meceum (HHTepsan OZ( 0 seHosH so 26,3 meces(4). I-IpoceinioTo 
spemeTpaeffie H3Hecysano 1 meceu (HHTepsan OJE )eH 0 so 52,1+ meceull; + o3Hailysa 
ueH3ypHpaHa spesHocT). XellaTI4THCOT goaen so npeKHH Ha neKysaffieTo co atezolizumab Kaj 46 
(0,9%) os nauHeHTHTe. XenaTHTHe Koj mopan Aa ce neKysa co KopTHKocTepoHsH 3a6ene)KaH e 
Kaj 2,6% (130/5 039) os nauHeHTHTe KOH npHmase atezolizumab KaKo moHoTepanHja. 

limyuanozuKu nocpedyean KOJIUMUC 

KOJII4TIIC ce jasHn Kaj 1,2% (62/5 039) os naulleHTHTe KOH npHmane atezolizumab KaKo 
moHoTepanHja. 11p0CellHOTO Bpeme so nojasa Ha HaCTaHOT H3Hecysano 4,5 meceum (HHTepsan 
os 15 seHosH so 36,4 meceuH). 1-IpocelmoTo spemeTpaeibe H3Hecysano 1,4 meceum (HHTepsan 
0,E( 3 seH so 50,2 + meceuH; + o3Hamysa ueH3ypHpaHa spesHocT). KOJIHTHCOT ,I(OBeJI i o npeKHH 
Ha neKysalbeTo co atezolizumab Kaj 24 (0,5%) os nanuewarm. KonkrrHc Koj mopan sa ce neKysa 
co KopTHKocTepomsH 3a6enewaH e Kaj 0,6% (30/5 039) os nauHeHTHTe KOH npHmane 
atezolizumab KaKo moHoTepanHja. 



oA i(eH 0 Ao 38,5 mecem). XHnoTHpoHRH3am ce nojamn Kai 17.4% (86/495) o,rt naltHeHTHTe co 
NSCLC KOH npHmane moHoTepanHja co atezolizumab BO azüyHaHTeH ceTHHr. CpemoTo Bpeme 
,T(0 nojaHa 6Hno 4.0 mecetut (oncer: 22 AeHa Ao 11.8 meceum). 

XHnepTHpeo3a ce jamna Kai 2,4% (121/5 039) oR naivetaue KOH npHmane atezolizumab Kat«) 
moHoTeparmja. IlpoceintoTo Hpeme Ao  nojaHa Ha HacTaHoT. H3HecyHano 2,7 meceitH (HirrepHan 
oA ,ReH 0 Ao  24,3 mecenH). XitnepTHpomenam ce nojamn Kai 6.5% (32/495) oR natutewaffe co 
NSCLC KOH npHmane moHoTepanHja co atezolizumab BO agjyHaHTeH centHr. CpeztHoTo Bpeme 
Ao nojaHa 6Hno 2.8 meceitH (oncer: 1 AeH Ao 9.9 meceum). 

PincyOutiuellyuja Ha Haa6y6pexcHa aelle3aa 

PhicylifinktemtHja Ha Ha,it6y6pemcHa wneuta ce jamtna Kai 0,5% (25/5 039) ox( nanietrune KOH 
npHmane atezolizumab Kam, moHoTeparmja. llpOCe'IHOTO Bpeme Ao  nojaHa Ha HacTaHoT 
H3HecyHano 6,2 mecem (HHTepHan on 3 i(etta ,E(0 21,4 mecenH). 14HeyentHemtHja Ha 
HaR6y6pexcHa xcnema Rosena Ao  npexitH Ha nexyriameTo co atezolizumab Kai 5 (0,1%) 
nanmeHTH. 14HcytintumemtHja Ha Haft6y6pexcHa wne3,zta Koja mopana Aa ce nexyHa co 
KopuncocTepogrut 3a6enexcaHa e Kai 0,4% (20/5 039) oz( naltHewrwre KoH npHmane atezolizumab 
Kam moHoTepanHja. 

Xuno0u3umuc 

XH1104$14314THC ce jamtn Kai 0,2% (9/5 039) ozt naltHetrurre KOH npHmane atezolizumab xaxo 
moHoTepartja. CpeintoTo meme AO  nojaHa Ha HacTaHoT 6Hno 5,3 meceug (mrrepsan: 21 jteH AH 
13,7 mecenH). Kaj tnecT (0,1%) nanHeHTH 6Hna norpe6Ha ynoTpe6a Ha KopTincocTepofflt H 
nmreibe-1'o co atezolizumab 6Hno npexmaTo Kai 1(<0.1%) nanHeHT. 

XIMOC1)14314THC ce jaHmn Kai 1,4% (15/1 093) og naltHeHTHTe KOH npHmane atezolizumab BO 
KOM6HHallffija co paclitaxel, npocneReHo co atezolizumab, Ao3Ho-rycT doxorubicin HAR 
epirubicin H cyclophosphamide. IlpoceimoTo Hpeme Ao  nojaHaTa 6Hno 3,8 mecenn (oncer: 2,4 
Ao 10,7 mecenH). Kaj extHaeceT nmweit-1m (1,0%) 6Hna noTpe6Ha ynoTpe6a Ha 
xopTHKocTepoHRH. TpeTMaHOT co atezolizumab 6Hn npeicHHaT Kai 7 (0,6%) naltHeHTH. 

X141104114314THC ce jamn Kai 0,8% (3/393) oi( naltHeHurre Icon npHmane atezolizumab co 
bevacizumab, paclitaxel H carboplatin. CpeAHorro Hpeme Ao  nojarta Ha HacTaH 6Hno 7,7 mecenn 
(HirrepHan: 5,0 Ao 8,8 meceitH). 3a ,asajga naltHeHTH 6Hno noTpe6Ho ynoTpe6a Ha 
KOpTHKOCTepOHAH. 

w 
e.) ‘1) 	
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(2/473) og naltHeffrwre KOH npHmane atezolizumab BO 
oplatin. CpemoTo Bpeme Ao  nojaHa Ha HacTaH 6Hno 5,2 
s). 3a ABajua nameHTH 6Hno noTpe6Ho ynoTpe6a Ha 
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gHja6eTec menHTyc ce jaBHn Kai 0,6% (30/5 039) og naumewrwre KOH ripHmane atezolizumab 
Kam moHoTepanHja. HpocetmoTo Bpeme go nojaBa Ha HacTaHoT H3HecyBano 5,5 meceim 
(HHTepBan OJE 3 geHa go 29,0 mecegH). AHja6eTec menwryc Rosen AO npeKHH Ha nexyBalbeTo co 
atezolizumab Kai <0,1% (3/5 039) nauHeHTH. Kaj lieTHpH (,0,1%) nagmeHTH ce jamma noTpe6a 
0,1( ynoTpe6a Ha KOpTHKOCTepHOHaH. 

gHja6erec menwryc ce jaByBa Kai 2.0% (10/493) og mimewarm co HCC KOH npHmane 
atezolizumab BO Kom6HHaugja co bevacizumab. CpegHoTo Bpeme 3a nojaBa 6Hno 4.4 mecem4 
(oncer: 1.2 mecem - 8.3 mecegH). Hella cnriaeBH Ha RHja6eTec menwryc KOH BogaT npeKHH 
Ha Tepannja co atezolizumab. 

Phrtyllanoutxu nocpeäyeau menun2oetme0anumuc 

MeHHäroem_xectanwrHe ce jaB14.11 Kai 0,4% (22/5 039) og nmmex.ufre 1COH npHmane atezolizumab 
KaK0 moHoTepanHja. ripOCVIHOTO Bpeme ,a0 nojaBa Ha HaCTaHOT 6Hno 15 ,ACHOBH (HwrepBan: 
,Rex 0 ,a0 12,5 mecem). flpOCCIIHOTO BpemeTpaelbe H3HecyBano 24 ,Reza (HirrepBan: 6 geHoBH go 
14,5 + mecemi + o3HagyBa rzeH3ypHpaHa spegHocT). 
MemmroemrecpararrHe Koj Tpe6ano Ra ce neicyBa co ynoTpe6a Ha KopuncocTepowm HacTarmn 
Kai 0,2% (12/5 039) og nalmeHTHTe KOH npHmane atezolizumab H ocym natmeHTH (0,2%) ro 
npeKHHane netcyBaffieTo co atezolizumab. 

Plemallouocu nocpeäyeaua ueeponamuja 

Guillain-Barrj cunapom u aemuemmu3upatoca nonuneeponamuja 
Guillain-Barre cHHRpom 14 gemHenHHH3Hpaqxa nonkmesponaTHja ce jaBHne Kai 0,1% (6/5 039) 
OR naullewrkrre KOH npHmane atezolizumab Kam moHoTeparmja. IlpoceimoTo Bpeme nojaBa 
Ha HaCTaHOT H3HecyBano 4,1 mecerm (HwrepBan og 18 aCHOBH a0 8,1 mecelm). FlpoceimoTo 
BpemeTpaeffie H3HecyBano 8,0 mecem (HwrepBan og 18 ReHoBH go 24,5+ mecegH, + o3Ha'iyBa 
ireH3ypHpaHa BpegHocT). Guillain-Barre cmgpom RoBen 	npeKHH Ha neicyBaffieTo co 
atezolizumab Kai 1 (< 0,1%) nawwr. Guillain-Barre cmgpom Koj Tpe6ano ,Ra ce nexyBa co 
ynoTpe6a Ha KopTmcocTepoggH 3a6enewaH e Kai < 0,1% (3/5 039) og namiewarre K014 npHmane 
atezolizumab Kam moHoTeparmja. 

limyno nocpeäyeana nape3a Oayujamic 

flape3a (ParmjanHc ce nojamna Kai < 0.1% (1/5 039) og nankielfarre K014 npHmane 
moHoTepanHja co atezolizumab. BpeMeTo Ha nojaBa oA noileToK Ha TepanHjaTa 6Hno 29 ReHoBH. 
BpemerpaerbeTo 6Hno 1.1 meceir. OBoj HecaKaH HacTaH Heman noTpe6a 	aFbeTo Ha zev, 	E,ek KopTHxocTepoHRH 14 He ,Rosen go npexHH Ha TepanHjaTa co atezolizuma  +0 DNE p 

xe 	Ale 

42 	 e e  

MlleHITHC ce nojan Kai < 0.1% (1/5 039) og null'lexufre K014 	 e  r.2 .T 	 m 	CO 
atezolizumab. BpeMeTo Ha notierox 6Hn 3 geHa. HacTaHoT Hman n 	fiet oÄ BK.T1 	e Ha 

o “.)? KopuncocTepogrm HO He ,losen RO npeKHHnpeKHH Ha TepanHjaTa CO atezolizum e
si- 
kort3 

Ilmwo nopcpeäyean muenumuc 
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Mujacmenutieu cuudpom 

MHjacTeHnja rparific ce jamma Kaj < 0,1% (1/5 039) oa HauHemarre (BKnygyBajkm 14 1 empTeH 
Hcxoa) KOH nmeimme atezolizumab KaKo moHoTepanHja. HpoceimoTo BpemeTo ao nojaBa Ha 
HacTaH 6Hno 2,6 mecem (oncer: 1,5 mecemi mo 4 mecenta). 

Plemanouum nocpeayeau natucpeamumuc 

HamTeaTHTHe, BK.nyHyBajkH 3ronemeHa BpeAHocT Ha ammna3a 14 mnna3a, ce jamin Kaj 0,8% 
(40/5 039) QA nauHemrwre K014 nmmime atezolizumab KaKo moHoTepanmja. flpocexmoTo Bpeme 
RO HojaBa Ha HacTaHoT H3HecyBano 5 meceim (HHTepBam QA geil 0 Ao 24,8 meceum). flpocenHow 
BpemeTpaelbe H3HecyBano 24 Aela (HHTepBan QA 3 meHom4 Ao 40,4 + mecenu; + o3HailyBa 
HeH3ypHpaHa BpeIHocT). flamTegrwrme Rosen Ao npeKHH Ha TepanmjaTa co atezolizumab Kaj 3 
naumeHTH (< 0,1%). IlaHKpeaTIITHC KOj Tpe6an Aa ce meKyBa CO ripmmeHa Ha KOpTHKOCTep0H,L114 
3a6enewaH e Kaj 0,2% (8/5 039) oa nanHeHrwre K014 npHmane atezolizumab KaKo 
moHoTeparmja. 

limytionowicu nocpedyeau muoKapaumuc 

MmoKapamTmc ce jaBHn Kaj < 0,1% (5/5 039) QA naumeHTffre KOH npmmame moHoTepanHja co 
atezolizumab. 0,A 5 nauHeHTH, Kaj eaeH mmano (InTaneH HCX0A npH a)rjyBaffreH TpeTmaH Ha 
NSCLC. CpeaHoTo Bpeme Ro nojaBa 6Hno 3,7 mecem (oncer 1,5 mo 4,9 meceuH). CpeAHoTo 
BpemeTpaelbe 614.110 14 zigHom4 (oncer 12 AeHa Ao 2,8 meceHH). HojaBaTa Ha mHoKapamTHe 
»sena ao npeKHH Ha atezolizumab Kaj 3 (<0.1%) nauHeHTH. Tpojua nammeHTH (<0.1%) Hmane 
nurpe6a o,a ynoTpe6a Ha Kommeirepolym. 

Hieuanouucu nocpedyean HeOpumuc 

HecppwrHe ce nojaByBa Kaj < 0,2% (11/5 039) QA naulleffrwre KOH npHmmne atezolizumab. 
CpemHoTo Bpeme ao nojaBa Ha HacTaH 6Hno 5,0 meceum (HirrepBan: 3 AeHa ,L(43 17,5 mecem4). 
Heem4Tmc Amen Ao npeKHH Ha neKyBarbew co atezolizumab Kaj 5 HaumeHTH (0,1%). Kaj 5 
(< 0,1%) naumeHTH &Ina noTpe6Ha npmmeHa Ha KopTHKocTepoHAH. 

Pliwynanoutxu nocpeöyeau M21031111111C 

MI40314THC ce nojaByBa Kaj 0,6% (32/5 039) Qa naHmeHTHTe KOH ripHmmme atezolizumab KaKo 
moHoTepanlija. Cpe i • 4:), 
Ao 11,5meceHH). 
+ o3HauyBa He 34mpäiiäi3Nv> 
naimeHTH. 	ifi•ei,2%)  enaitAilLtuil 

0 1:31 
A > 
rn 

3 0 eme Ao nojaBa Ha HacTaH 6Hno 3,5 MeceuH(HHTepBan: 12 ,AeHoBH 
waelbe 6Hno 3,2 mecemll (HHTepBan 9 AeHa Ao 51,1+mecem; 

. MH0314THC Rosen npeKHH Ha atezolizumab Kaj 6 (0,1%) 
Te Hmane noTpe6a om KopTHKocTepomAm. 

110JIMUK  • • 14031-1 KWICHU neccucanu • eaK uu 
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HH_(aHr. Severe cutaneous adverse reactions - SCARs) ce 
oa nmlexufre K014 HpHmmme moHoTepanHja co atezolizumab. 
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Og 30 nauHeHTH, ei(eH Hman cbaTaneH HcxoA. CpeimoTo speme Ao  nojasa 6Hno 4,8 meceuH 
(oncer: 3 ReHosH Ro 15.5 meceuH). CpemoTo spemerpaelbe 6Hno 2,4 mecem4 (oncer: 1 AeH Ao 
37,5+ meceum; + o3Hamysa uen3ypHpaHa speRHocT). SCARs ,uosen ,uo npexHH Ha TepanHja co 
atezolizumab xaj 3 (<0.1%) nauHeHTH. SCARs co noTpe6a oA xopmcTelbe Ha CHCTeMCKI4 
xopTmocTepoHzu4 ce nojasHna xaj 0.2% (9/5 039) og naulleHTHTe KOH npHmane moHoTepanHja 
co atezolizumab. 

limynanouncu nocpedyeanu nepuxapdujannu 3a60nyeane 

IlefflawmjanHHTe 3a6onysama ce nojasysaaT xaj 1% (49/5 039) oz( nameHTHTe KOH npHmune 
moHoTepanHja co atezolizumab. CpezmoTo Bpeme 3a nojasa Ha osHe 3a6onysana 6Hno 1.4 
meceum (oncer: 6 seHosH ,uo 17.5 meceuH). CpezmoTo spemerpaeibe 6Hno 2,5 mecem (oncer: 
geH 0 Ro 51,5+ mecem4; + o3Hailysa ueH3ypHpaHa spemocT). IlepmartumjanHHTe 3a6onysaffia 
sogene Ao npem4H Ha TepanHjaTa co Tecentriq xaj 3 (< 0.1%) naimeHTH. llepHimpgHjanHH 
3a6onysaiba 3a KOH Immo no'rpe6a ozt ynoTpe6a Ha xopumocTepousH Hmano xaj 0.2% (7/5 
039) os nalmeHTHTe. 

4exmu od Knacama Ha umylionouacu "geimulm" unxu6umopu 

1-1pHjaseHH ce caygaH Ha enesmau. HecaxaHa peammja(H) 3a speme Ha TpeTmaHoT co Apyrm 
14MyHOJI0111K14 "IleK110HHT" 14HXH614TOpH, KOH HCTO TaKa mowe Aa  ce nojasaT 3a speme Ha 
TpeTmaHoT co atezolizumab: 
er3oxpkma kmcyclmumemmja Ha namcpeacoT. 

linlynoeenoem 

Cy6xyTaHa (bopm ynauHja 

Bo IMscin001, HmluueHuaTa Ha aHTH-atezolizumab aHTHTena KOH ce nojasysaaT 3a speme Ha 
TpeTmaHoT xaj naumeHTH TpeTHpaHH co cy6xyTaHa H HHTpaseHcxa (Popmynaumja Ha Tecentriq 
6Hna cnopegruma (19,5% [43/221] 14 13,9% [15/108], couseTHo), so npocex oR 2,8 meceim 
TpeTMaH. HinumeHuaTa Ha aHTH-rHuPH20 aHTI4TeJla KOH ce nojasysaaT OA TpeTmaHoT xaj 
naugeHTH Tpenipam4 co cy6xyTaHa ctopmynamja Tecentriq 6una 5,4% (12/224). KJIHHHilKaTa 
Ba)KHOCT Ha pa3sojoT Ha aHTH-rHuPH20 aHurrena no TpeTmaH co Tecentriq pacTsop 3a 
HHjewmpatbe e Heno3HaTa. 

I4HTpaBeHCKa (popmynauHja 

Bo noseke c])a3a II 14 III CTMHH, 13,1% ,so 54,1% og nauHeHT  Tilia34ne awm-yele, HTHTena 
(ADA) npemnsmcaHH OA nexysameTo. IlameHTHTe KOH pangie<airpikneneu Tkar (ADA) 
Hmane TeHAemmja Ha uenoxynHo nonoma 3gpascTseHa cocToj6 	 onecTa, 
npezt noileToxoT Ha TepanHjaTa. Toj zu4c6anaHc BO 3gpascTseHaTa fea  14 Kp 	a 14CTHKHTe 
Ha 6onecTa npeg 11011eTOKOT Ha TpeTMaHoT, moxce Aa  npezm3smca • 6441 	safbeTo Ha 
clepmaxommeTcxHTe aHaJI13314 (OK), aHa.F114311Te 3a ectmxacHocTa 	efflocTa. BHne 
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cnponeueHn excnnopaTnnHn aHan14314 3a npnnarouynarbe Ha unc6aHcoT BO OCHOBHaTa 
3upaBcTneHa cocToj6a 14 KapaKrepncumrre Ha 6onecTa sa Aa  ce npoueHn eitiexToT Ha AM Bp3 
ecinncacHocTa. Orme aHa1114314 He Hemmsaar moncHo cna6eme Ha npnno614ma4Te 3a 
e(inucacHocT Kai naunewn K014 pannne AZI,A BO cnope46a CO nauneHT14 K014 He pannne AM. 
CpezHoTo Bpeme uo nojaBa Ha AAA ce AB14)Ke.110 04 3 HeRenn uo 5 Heuen'''. 

Ou nouaToun Ha nangeurn TpeTnpaHn co moHoTepannja co atezolizumab (N=3460) 14 co 
icom6nHnpaHa Tepannja (W2285), 6nne 3a6enemcalm cneuHPrre cranxn Ha HecaxaHn uejcTsa 
(HR) 3a ADA-I10314THBHaTa nonynaunja BO cnopei6a CO ADA-HeraTnnHaTa nonynaunja, 
coo4BeTHo: 	creneH 3-4 46,2% vs. 39,4%, cepHo3m4 Hecaxam4 uejcuta 39,6% vs. 33,3%, HA 
KOH BOJJaT uo oTicancynaibe OA TepanHjaTa 8,5% vs 7,8% (3a moHoTepannja); 	cTeneH 3-4 
63.9% vs. 60.9%, cepno3Hm Heemami uejeTna 43.9% vs. 35.6%, HA K014 nouaT uo ripexnH Ha 
Tepannjara 22.8% vs 18.4% (3a Kom6i4inpaHa Tepannja). Cenax, pacnonononnerre nouaToun He 
uo3nonyBaaT Aa  ce uoHecaT 1H3pCT14 3axnrioun 3a moncHaTa mema Ha pa3Boj Ha Heemalufre 
uejcTsa. 

Ilennjarpncxa nonynaumja 

Be36e4HocTa Ha atezolizumab Kai Rella H auonecuenrn He e yrnpueHa. Bo KJIHHIPIKOTO 
ncnkrrynaibe co 69 neunjaTpncxn naunewrn (<18 FO4HH14) HeMa 3a6enencaHo HOBH 6e36e4HocHn 
CHI-HaJ114, 14 6e36e4HOCHHOT npoclynn 6nn cnopeunkm CO no3pacHn naunenrn. 

fIoBo3pacHn 

FeHepanHo, He ce 3a6enencaHn pa3n14x14 BO 6e36e4HocTa nomety naunewrwre < 65, 65-74 n 75-
84 rounm Icon npnmaaT moHoTepannja co atezolizumab. HouaTounre 3a naunewn > 85 mulm',' 
ce npemHory orpaHwieHn 3a Aa  ce n3nnegaT 3Hamajm4 3axnyqoun 3a onaa nonynaunja. 
Bo cryunjaTa IMpower150, Bo3pacTa > 65 6nna acounpaHa co 3ronemeH p14311K ou pamoj Ha 
Hecaxaun uejeTna Kai nauneHTH Icon npnmaaT atezolizumab BO KOM614HalH4ja CO bevacizumab, 
carboplatin 14 paclitaxel. 

Bo crynnyrre IMpower150, IMpower133, Impower 110 n IMscin001, noRaTouwre 3a 
naumewrwre >75 rciAHHH 6nne npemHory m 	in anntle' 3a Aa ce HouroTnaT 3axnylioun. Bo 
cTynnjarra IPSOS Kai nanu 	SCLC K014 He FH HcnonHyBane ycnouHrre 3a Tepannja co 
nnarama BO 1L, Heman 	 ‘H 130 6e36euHocH14oT npoilmn 3a 1L moHoTepannja co 
atezolizumab nomety ot3 HnTe r r % Ha nankielinne. 

IlpnjasyBakke na •2:lea4k! 	je 
4-2•  

1-IpnjaüyumeTo Ha e‘peariteeiene pe ncTpnpaHn no no6nnalbe Ha ouo6peHne 3a cTaname 
Ha J1eKOT BO npome 	14Ci71Aa 	s CT. Ha OB0j Hat114H ce o6e36enyna KOHTHHyl4paHO 
cnembe Ha KopncTa  13,15.e.,p4,  04 yno'rpe6aTa Ha nexoT. 3upancTneHnTe pa6oTHnun 
moxce Aa  ro npnjanaT cex 	 HecaxaHo Aejens° 04 JIeKOT BO Ha11140HaJIHHOT ueHTap 3a 
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(PapmaxosnrnnaHua npn AreHunjaTa 3a nexosn 14 Me,414HHHCKH cpescTsa (yn. „CB. Knpnn 14 
MeTosnj" 6p. 54, im 1) HJIH 1-10 enexrpoHcm naT npexy se6- cTpaHnuaTa Ha AreHunjaTa 
http ://malmed. gov. m k/  
R0110.11H14TeJIHO, HecaxaHnTe sejcTsa os 0B0j JIeK moweTe Aa  rH npnjasnTe H Ha HOCHTeJIOT Ha 
oso6peHneTo 3a cTasalbe Ha nexoT so npomeT BO Peny6nma CesepHa MaxesoHnja: POLLI 
MaxesoHnja gOOEJI Cxonje, aIpeca: yn. MaKCHM rent 6p.13 xaT 3, 1000 Cxonje, P. 
CesepHa MaxesoHnja, Tene4xm: 02 3103 500 Hnn Ha macedonia.drugsafety@roche.com  

4.9 Ilpeimllpaibe 

Hella nosaToun 3a npeso3npaffie co atezolizumab. 
Bo cnygaj Ha npeso3npaibe noTpe6Ho e sHnmaTenHo Aa  ce Ha6zysysa nauneHToT 3apasm 
monaia nojana Ha 3}1aH14 HJIH CHMITTOMH 3a Hecaxam4 peaxunn H Aa ce &ese coosseTHo 
ClIMEITOMaTCK0 nmsalbe. 

5. 4DAPMAKOJIIIIK11 CBOJCTBA 

5.1 dlepmalcommanicKH cmkrim 

(DapmaxoTepanesTexa rpyna: AHTI4He011J1aCTI41.114, MOHOKJI0HaJIHI4 aHTnTena 14 nexosn-xoHjyraTn 
Ha aHTnTena, PD-1/PDL-1 (IIporpamnpaH npoTenH Ha xneTonHa cmpT 1/ AMMER Ha xneTonHa 
cmpT 1) HHXH614TOpH. 
ATC xos: LO1FF05 

PacTsopoT 3a nHjexTnpaffie Tecentriq ja cospxo4 axTi4sHaTa cyncTaHunja atezolizumab xoja ro 
o6e36esysa TepanesTcxnoT eclexT Ha OB0j Me,a14L114HCKH 11p0143BOA H pexom6nHaHTHa xymaHa 
xnjanypoHnsa3a (rHuPH20), eH3I4M xoj ce KOpHCTII 3a 3ronemysaffie Ha slicnep3njara 14 
ancopnunjaTa Ha xo-f:bopmynnpaHnTe cyncTaHunn Kora ce asmnHncTpnpa cy6xyTaHo. 

MexaHH3aM Ha ,senysalbe 

JInraHs peuenTop 3a nporpamnpaHa xneTonHa cmpT 1 (aHrnncxn: Programmed death-ligand 1 
PD-L1) monce Aa  ce excnpecnpa Ha TymopcxnTe KfleTKI4 14/HJIH nmyHnTe KfieTKI4 K014 ro 
nekurrpnpaaT TymopoT 14 monce Aa  npusoHece KOH 14HXI46141X14ja Ha aHTn-TymopcxnoT nmyH 
OpT0B0p BO camaTa mnxpocpesma Ha TymopoT. Bp3ysaffieTo Ha PD-L1 3a peuenTopnTe PD-1 
B7.1 Ha T-101eTKI4Te H allTnreH npe3eHTnpainufre KJIeTKI4 ja cynpeces KT14BHOCTa Ha 
1114TOTOKCI411H14Te T-KlIeTKI4, nponwl)epaunja Ha T-K.TIeTKI4Te H c03sasath 	Mt% H. 

' c 
vt
o DHE ,e4 f< 

_ Atezolizumab e xymaHn3npaH0 nmyHorno6ynnH G1 (IgG1) Moefoxijöffenio 
44  npo3nseseHo CO FC-}1)1(14Hepl4H1', Koe ce sp3ysa snpexTHo 3a P 	 14 33.13 03M 14  

	

\ • - 	ojHa 
6noxasa Ha peuenTopnTe PD-L1 14 B7.1 H Ha Toj HannH ja n eAdaHys 	 a Ha 
I4MyHHOT 0ar0B0p nocpesysaH 0,a KOMIIJIeKCOT PD-L 1/ PD-1, 	 Llyüal.g.K

a 
 y  ja Ha 

HMyHHOT osrosop Ha TymopoT 6e3 nusyunpalbe Ha xneTotffla uH Toiciumwecir 	cHa OA 
annnena (aHrnncxn: antybody-dependant cellular cytotoxicity (AD. 	g  rAte 	umab He 
snnjae Ha kniTepannijaTa PD-L2/PD-1 H Taxa oso3mo)cysa H noHaTamy Aa  ce npeHecysaT 
14HXH614TOpH14Te CHnlaan nocpesysaHn 0):( KOMHJIeKCOT PD-L2/PD-1. 
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2,1 meceum so rpynaTa nexysaHa co vinflunine paclitaxel 14 1,6 m eCeLj14 BO rpynaTa nexyBana 
co docetaxel. 

gemorpacpcnrre impanelnimm 14 noileTHHTe xapawrepHcTio4 Ha 6onecTa so nonynagHjaTa 3a 
ripHmapHa aHanH3a 6Hne Ro6po soe,matieHH nomety nexysaHHTe rpynH. fIpoceimaTa so3pacT 
H3Hecysana 67 roRHHH (HHTepsan 31-88), a 77,1% o„q naimeHTHTe 6Hne mamm. flosekeTo 
nammeHTH 6Hne oR 6ena paca (72,1%), 53,9% oR naimeHurre BO rpynaTa nexysaHa co 
xemoTepanHja npHmana vinflunine, 71,4% oR naugeHTHTe HMane Hajmanxy e,seH (1)awrop Ha 
pH314K 3a nonia nporHo3a 14 28,8% Hmane meTacTa3a Ha ITHI4OT ,s 	11 po6 Ha 01IeTOKOT Ha 
cry,sHjaTa. 1-1014eTHHOT (1:)yma moHaneH ECOG cTaTyc H3Hecysan 0 (45,6%) 14JIH 1 (54,4%). 
MOIIHHOT meyp 6Hn npHmapHo ceRHurre Ha TymopoT xaj 71,1% o.,nameHTHTe, RoRexa 25,4% 

HHB Hmane ypoTeneH xapw4Hom (UC) Ha TopHll MOIIH14 naTHurra. Hmano 24,2% oR 
nanuewune KOH npeTxoRHo ripHmane camo apjysaHTHa HJI14 HeogsjysaHTHa TepanHja xoja 
coexcena nnaTHHa 14 Rommeane nporpecHja BO pamnrre Ha 12 meceRH. 

1.1pHmapHa uen 3a HcxoR Ha eitimxacHocT BO cry,sHjaTa IMvigor211 6Hna sicynHo ripexcHsysalbe 
(aHrnHcia4 overall survival, OS). CexygsapHH isenH Ha HCX0,/( 3a e4niKacHocT, KOH oneHysan 
Hcipawysaii 	OCHOBa Ha sep3Hja 1.1 xpwrepHym 3a oneHica Ha oRrosop xaj 	TymopH 
(aHrnHcia4 Response Evaluation Criteria In Solid Tumors, RECIST), 6Hne cTanxa Ha o6jexTHseH 
oRrosop (ORR), npemmsysarbe 6e3 nporpecHja Ha 6onecTa (PFS) 14 spemerpaeme Ha oRrosop 
(DOR). 
Cnope,s6H Ha OS nomefy TpermpaHa 14 xowrponHa rpyna BO pamnrre Ha IC2/3, IC 1/2/3 14 
nonynawijaTa npeRsHReHa 3a nexysaffie (aHrnHcia4 intent-to-treat, ITT, cwre sicarieHH 
laannemil) 6Hne TecuipaHH co xklepapxHcica nocTanica co (1)HxceH peRocneR 6a3HpaH Ha 
crpanxillumpall log-rang TecT npm RsocTpaHo wiso oR 5% xaxo IIITO cne,sysa: 1.4exop: 
nonynauktja IC2/3, 2.Liexop: nonynamja ICl/2/3, 3.nexop: nonynafflja Ha cifre sxnygeHH 
naumeHTH. OraTHeTHincaTa 3HamajHocT Ha pe3ynTaToT 3a OS BO 2.11eKOp 14 BO 3.11e1C0p mowene 
cbopmanHo Ra ce Henknan gOKOJIKy pe3ynTaTigre OJEnpeTxoRHHoT ilexop 6HJIe CTaTI4CTI4x1K14 
3HaxiajH14. 

IlpoceimoTo cne.iewe Ha npefflisysalbe H3Hecysano 17 mecem. fIpHmapHaTa aHanina Ha 
clyskijaTa IMvigor211 He ja nocTHrHana npHmapHaTa Hen — OS. Atezolizumab He noxman 
CTaTPICTIIIIK11 3HaziaeH 6eHeE4HT Ha npexu4sysameTo BO OZIHOC Ha xemoTepanHja xaj naisHeHTH CO 
npeTxo,sHo nexysaH, JI0KaJIHO HanpeRHaT NAH meTacTampaH ypoTeneH impunHom (UC). CnopeR 
oRHanpeR cneRks:PHuHpaH pe,socne,s 3a xuepapxHcxo TecTHpaffie, HajnpsHH ce TecTHpana 
nonynaukijaTa IC2/3, co xoe4:1HugeHT Ha onacHocT (HR) 3a OS oR 0,87 (95%CI:0,63, 1,21, 
npoceinmoT OS H3Hecysan 11,1 mecem co atezolizumab HacnpoTH 10,6 meceum co 
xemoTepanHja). erpaTwinumpaHa long-rang-p-spe,sHocT H3H 	41, na pe3ynTaTHTe BO Taa 
nonynanHja He ce cmerawr CTaTHCTH'IKH 3HagajHH. Kax 
cnposeRaT i:PopmanHH TCCTOBH 3a CTaTI4CTIIIIKa 3Hagaj 
BO nonynauHja Ha eifre imariern,' nauHeHTH, a pe3ynT 
excnnopamcm. Kenfarre pe3ynTaTH 0)J nonynamj 
ce npHxamcaHH BO Ta6ena 4. KannaH MempeosaTa 
sicnyiieHH naiveHTH npnKa)KaHa e Ha cnim 1. 
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Bo nonynaunjara ripeiumeHa 3a nexysarbe 6enie cnposemHa awypnpaHa excnnoparnsHa 
aHann3a a 3a npemcHsysarbeTo, co cpemo ipaeibe Ha cnegerbeTo 3a yrspesalbe Ha 
npewlsysalbeTo o,R 34 meceuH. CpeffloTo sicynHo ummiesalbe 6etne 8,6 Alecelli,' (95% CI: 
7,8, 9,6) BO atezolizumab rpynaTa H 8,0 meceun (95% CI: 7,2, 8,6) BO rpynaTa co 
xemoTeparmjara co COOL Hoc Ha p14314K 04 0, 82 (95% CI: 0,71, 0,94). Bo cornacHocT co TpeHsoT 
3a6enencaH Kai npHmapHaTa aHann3a 3a 12-mecegHaTa cTarnca Ha OS, HymepHincH HOBHCOKH 
crarucH Ha 24-Teecentlex H 30-meceireH OS ce 3a6enencaHH Kai naumeHTH BO rpynaTa co 
atezolizumab BO cnopeffia co rpynaTa co xemoTeparmja Kai nonynannjaTa npemn,aeHa 3a 
nexysaibe. IlpoueHroT Ha )KHBH nauneHTH Ha 24 reeceun (npouema Ha KM) 6eure 12,7% 3a 
rpynaTa TpeTHpaHa co xemoTepannja H 22,5% 3a rpynaTa co atezolizumab; 14 Ha 30 meceum 
(1-wonetwa Ha KM) 6eme 9,8% 3a rpynaTa Ha xemoTeparmja H 18,1% 3a rpynaTa co 
atezolizumab. 

Ta6eaa 4: 36HpeH npHKa3 Ha pe3yaTaTure 3a elnaKacHoera Kaj nonynaunja Ha eifre 
Bicarleim nanHeHTH (IMvigor211) 

CTyglICKII uean 3a etbincamion-  
Atezolizumab 

(n=467) 
XemoTepanuja 

(n=464) 

llpumapna nen 3a eOuuacnocm 
OS* 
Bpoj Ha cmprau cnriam (%) 324 (69,4%) 350 (75,4%) 

Ilpoceimo Bpeme zko HacTaH (meceun) 8,6 8,0 
95% CI 7,8; 9,6 7,2; 8,6 
erpaultimnmax" uattoc Ha p14314K (95% CI) 0,85 (0,73; 

0,99) 
12-mecegeH OS (%)** 39,2% 32,4% 
Ceuyndapuu u examopaguam nenn 
PFS cnoped npogetum na ucmpaNcyeaq (RECIST v1.1) 
Bpoj Ha HacTaHH (%) 407 (87,2%) 410 (88,4%) 
Ilpoceimo upemmaeibe Ha PFS (mecettH) 2,1 4,0 
95% CI 2,1; 2,2 3,4; 4,2 
CTpaTINPHIgHpaH ORHOC Ha p143141C (95% CI) 1,10 (0,95; 

1,26) 
ORR 	cnoped 	nponenKa 	na 	ucm amyeaq n=462 n=461 
(RECIST v1.1) 	 AU)  ilt..p, 
Bpoj Ha nauHeHTH co nomu 	oufonprA(P4), et ep , 62 (13,4%) 62 (13,4%) 
95% CI 	 ' - 	- --: - 	<̀s-,5- 	c-1e 10,45;16,87 10,47; 16,91 
Bpoj Ha HatuteHTH co Komn eTQU Won-op (%) `.(; -n 16 (3,5%) 16 (3,5%) 
Bpoj Ha Haunennt co HenymeHkUträt3e(%)';-:- ruT Z")2  I 46 (10,0%) 46 (10,0%) 
Bpoj Ha nautteHTH co cra6tegdo 	 -(  ,-;„. 	;;›,,, ,,,, 92 (19,9%) 162 (35,1%) 
DOR cnopeä npogenua na  iii 	iiiie 	- 
(RECIST v1.1) 	\:1'. 	fr . s  vt`+4\ 	''' 

n=62 n=62 

c 
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21,7 7,4 
95% CI 6,1; 10,3 13,0; 21,7 
CI=Hirrepsan Ha Rosep6a, DOR=spemeTpame Ha oRrosop, ORR=cramca Ha o6jeKrHseH ogrosop, OS= mcynHo 
npexamysaffie, PFS= npexcHsysaffie 6e3 nporpecHja Ha 6onecT, RECIST v1.1 KpwrepHym 3a ()Hemm Ha oRrosop 
xaj C0J114,BeH Tymop. 
**1,13spmeHa e aHaRH3a Ha OS BO nenoxynHaTa nonynanHja sp3 ocHosa Ha cTperwimuHpaH long-rang test, H 
pe3ymraToT ce HasegyBa camo 3a anyerpannja (p=0,0378), cnopeR ozmanpeR cnenwinnmpaHaTa xHepapxmcxa 
aHami3a, p-spefflocra 3a aHamma Ha OS BO nonyammja Ha cwre mcnrcemi naumeHTH He moxce Aa ce cmera 3a 
crerHerHincH 3HaicajHa. 
"OrpaTemannja cnopeR xemoTepanHja (vinflunine 14.1114 taxane), craTyc Ha excnpecHja PD-L1 Ha HmyHH xnerm 
KOH tO mulmErpHpaaT TymopoT IC (< 5% HJIH > 5%), 6poj Ha 11pOtHOCTWIKII (1/aKTOpH Ha pH3HK (0 HJIH 1-3) H 
meracTa3H Ha upHHoT Rpo6 (Ra MBH He) 
**Bp3 ocHosa Ha nponemca cnope1 KannaH-MeHeposa meToRa 
***ORrosop 14 noHaTamy Imme 63% OR nannewrirre KOH ocrsapHne oRrosop BO rpynaTa nexysaHH co 
atezolizumab II 21% oR nanHenTrre KOH ocTsapHne oRrosop BO rpynaTa netcysaHa co xemoTeparmja. 

Cama 1: KarmaH-MajepoHa KpnBa Ha [Hemm HpeamByHathe (Imvigor211) 

0 1 2 3 4 5 6 7 8 9 10 11 112 113 14 15 18 17 18 19 20 21 22 23 24 25 
Time (months) 

[k tagtlehme; et fetek 

74crenq 467 40 405 345 327 309 230 259 245 216 201 192 177 166 136 113 90 76 59 47 34 20 13 5 1 
Chotme7e4,40i 484 428 397 364 330 299 266 244 219 191 175 1 es 140 126 99 76 60 49 42 30 17 11 7 2 1 

IMvigor210 (G029293): cmyduja co edna epawca Kaj npemxod 
Kaptiunom xaj naguenmu Kou xe ce noeodnu 3a cisplatin mepanuja 
Kaj naziummu Kou npemxodno 6ffle nexyeanu co xemomepanuja 

(Da3a II, my.TITHHeHTpHima, HHTepHaffloHanHa, BO' aBe KOXOpTH 
IMvigor210, 6H.na cripose,aeHa xaj nameHTH co Roxa.rmo HanpeR 
(HcTo TaKa 1103HaT KaKO ypoTeneH KaHnep Ha molieH meyp). 
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Bo cTyRkijaTa 614,11e BKJIr4eH14 BKy11H0 438 nauHeHTH BO Rita KOXOpTH. KoxopTaTa 1 knownynana 
Halmexil K014 npeTxonHo He 6Hne neKyHam4 14 Hmane nokanHo Hanpe4HaT 14m4 meTacTampaH 
UC 14 He 6Hne noronm4 141111 enoco6m4 3a Ra npkimaaT xemoTepanHja 6a3HpaHa Ha eisplatin 14JIH 
KOH Hmane nporpecHja Ha 6onecTa HajmanKy 12 mecenH nocne nen/Halbe co HeoanjynaHTeH 14.1114 
anjyHameH xemoTepanenTcKH npoToKon KOi COM)KCJI nnaTHHa. KoxopTaTa 2 nknynynana 
nauneHTH K014 npHmane HajmanKy eneH xemoTepanewrcia4 npoTokon 6a3HpaH Ha nnaTHHa 3a 
noKanHo Hanpe)HaT 141114 meracTa3HpaH UC 141114 KOH nownseane nporpecHja Ha 6onecTa BO TeK 
Ha 12 mecem4 on neKynanieTo co HeoaRjyHaureH HJ114 anjynagreH xemoTepanewrcKH npoTokon 
KOj coRp)Ken nnaTHHa. 

Bo KoxopTa 1, 119 on nanneHTkrre 6Hne neKynam4 co atezolizumab BO ,1(03H on 1200 mg KOH ce 
anmHHHcrpHpane co knrrpaneHcka Hey3Hja ceKom 3 HeRenH no nporpecHja Ha 6onecTa. 
IlpocenHaTa no3pacT H3Hecynana 73 ronHm4. IlonekeTo nauHeHTH 6Hne mama4 (81%) H 
nonekeTo 6Hne an 6ena paca (91%). 

KoxopTa 1 BKnymyBana 45 nauHeHTH (38%) co emakHoHaneH ECOG cTaTyc 0, 50 naulleHTH 
(42%) co ciiymau4oHaneH ECOG cTaTyc 1 14 24 nauneHTH (20%) co (1)ymakHoHaneH ECOG 
cTaTyc 2, 35 nauneTHH (29%) 6e3 BajopHHon (1)awrop Ha p14314K (4))/HKII140HaJICH ECOG cTaTyc > 
2 14 malepalm meTacTa3H), 66 nauHeHTH (56%) co eneH BajopHHon (1)akTop Ha p14314K 14 18 
naumeHTH (15%) co ,Rna BajopHHom4 (PaKTopH Ha p143HK, 84 naumeHTH (71%) co onkTeTeHa 
6y6pexcaH chmamja (rnomepynapHa 4n4nTpatukoHa paTa [GFR] < 60mL/MHHyra) H 25 
naumeHTH (21%) co meTacTa3H Ha upm4oT np06. 

llpHmapHa crynkicKa nen 3a e4n4KacHocT BO KoxopTa 1 6mia Houtp,aeHa cmluca Ha o6jewrnneH 
oRroHop (Objective Response Rate - ORR) cnopen npouemm Ha He3ankicHo nponeHynanko Teno 
Hp3 OCHOBa Ha Bep3Hja 1.1 RECIST KpkrrepHymm. 

IlpHmapHaTa aHan143a e enponeReHa Kora eure nauHeHTH Hmane Hajmanky 24 HeReall Ha 
cneaerbe. IlpocenHoTo BpemeTpaeibe Ha neKyHameTo H3Hecynano 15 HenenH, noneica 
npocenHoTo cne,ame Ha npemmyHame 143Hecynano 8,5 mecem4 Kaj eine mcnynemk nauHeHTH. 
3a6enewaH e KJIHHH1IKH penenaureH creneH Ha ORR cnopeR nponekum Ha He3am4cHo 
npoueHynainco Teno Bp3 ocHona Ha Bep3Hja 1.1 RECIST KpwrepHym, metyroa Kora THe ke ce 
cnopeRar co offlanpen crienwinumpaH KOHTp0J1eH cTeneH Ha OATOB0p On nperxo,AHHie mem 
cm 10%, B144J114B0 e „Reim He e nocuarHaTa CTaTHCTI414Ka 3HallaiHOCT 3a npHmapHaTa cTyzukjacKa 
uen. flump,aeHHoT ORR cnopeR npouemm Ha He3anHcHo npouellynanKo Teno Hp3 ocHoHa Ha 
nep3Hja 1.1 RECIST KpmepHym H3Hecynan 21,9% (95% CI: 9,3, 40,0) Kai nauHeHTH co 
eKenpeckija Ha PD-L1 > 5%, 18,8% (95% CI: 10,9, 29,0), Kaj nauHeHTH co excnpecHja Ha PD-L1 
> 1% 'mim H 19,3% (95% CI: 12,7, .27,6) Kaj eifre nxnyneHn nauHeHTH. IlpocenHoTo 
npemeTpaenie Ha oRronop (durainn of response — DOR) He 6Hno RocTHrHaTo Hkrry no enHa 
noRrpyna cnopeR exer-11)e 	 HHTy BO rpynaTa BO Koja 6Hne BKJIrleH14 cwre 
nauHeHTH. Flommumie a:954iederies 	H, a 0,LIHOCOT Ha HacTam4 H Halme= HmecyHan 
11pH6J114XCHO 40%. .,j) „Jkler Beute_ II 	ynakbe (OS) 3a cHTe nonrpyr4 Ha nauHeHTH 
(exenpecHja Ha PD-L f 3% -14 g-134  Jag  pynara BO Koja 6Hne nKnynem4 ckrre naumeHTH 

I 4 rr: H3HecyHan 10,6 meceu 	 to 
r  
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CnpoBe,aeHa e aHanma co ancypHpaHH nogaronm, co npocenHo cne,aeme Ha npenalByBalbe 3a 
KoxopTa 1 0,E( 17,2 mecenH, a pe3ynTarwre 36HpHo ce npmancam4 BO Ta6ena 5. rIpocenHoTo 
Bpemeipaeme Ha oRroBopoT (DOR) He e AocTHrHaro HHTy BO ei(Ha no,arpyna cnopeR 
excnpecHja Ha PD-L1 Hwry BO rpynaTa BO xoja 6Hne mnyneHH cwre nanHeHTH. 

Ta6eaa 5: 36HpeH npmca3 Ha awypHpatm pe3y.TraTH 3a ednmacHorr (KoxopTa 1 oa 
e 	arra Imvi or210 

erynnenn Hean 3a einncacHocT 

EicenpecHja Ha 
PD-L1 	na 
nmyrni 	KaeTK11 
(IC) 	K011 	ce 
nmimaTpHpawr 
BO TymopoT 
> 5 % 

Eiccapecnja Ha 
PD-L1 	Ha 
nmywo Kamm 
(IC) 	KOH 	ce 
uminawrpHpaaT 
BO TymopoT 
> 1 % 

Cwre 
HicarieHH 
naunenTH 

ORR (cnoped ogenua na ne3aeucno npotienyaatuco 
meno, RECIST v.1.1) 

n=32 n=80 n=119 

Bpoj Ha nauHeHTH co ogronop (%) 9 (28,1%) 19 (23,8%) 27 (22,7%) 
95% CI 13,8; 46,8 15,0; 34,6 15,5; 31,3 
Bpoj Ha naleeirr',' co KomnnereH ogronop (%) 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 nawreHTH co ,nenymeH Qnronop (%) 5 (15,6%) 11 (13,8%) 16 (13,4%) 
95% CI (5,3; 32,8) (7,1; 23,3) (7,9; 20,9) 
Bpemempaeme na odzodop - DOR (cnoped ogenua 
na Hemmen° npogenyeauuo mem, RECIST v.1.1) 

n=9 n=19 n=27 

flauHe11TM co HacraH (%) 3 (33,3%) 5(26,3%) 8 (29,6%) 
Ilpocex (mecegn) (95% CI) 1111 (11,1; HH) HH (H11) HII (14,1; 

HFI) 
Ilpexcueyeame 6e3 npozpecuja na 6onecm - PFS 
(cnoped o«enna 	na ne3aducno 	npouenyeaquo 
mem, RECIST v.1.1) 

n=32 n=80 n=119 

llanHeHTH co HacraH (%) 24 (75,0%) 59 (73,8%) 88 (73,9%) 
Ilpocex (mecenH) (95% CI) 4,1 (2,3; 11,8) 2,9 (2,1; 5,4) _2,7 (2,1; 4,2) 
Buynno npexcudyeame - OS n=32 n=80 11=119 
IlaumeHTH co HacraH (%) 18 (56,3%) 42 (52,5%) 59 (49,6%) 
Ilpocex (mecele) (95% CI) 12,3 (6,0; H11) 14,1 (9,2; HH) 15,9 
CTeneH Ha 1-roeureH OS (%) 52,4% 54,8% (10,4;H11) 

57,2% 
CI= Hirrepsa.n Ha rtosep6a, DOR= BpemeTpaelse Ha ogrosop, IC= HmyHH sneTsH KOH ce mitinurrpitpawr so 
TymopoT, IIIF= independent review facility T.e He3asHcHo riponeHysamico Tem, I-111= Hemosce Aa  ce nponeHH, 
ORR=cTanKa Ha o6jeicrmseH oirosop, OS= ssynHo npefflisysaffie, PFS-  n _____esaee 6e3 nporpecHja Ha 6onecT, 
RECIST= KpwrepHyM 3a ottemca Ha ozkrosop Kai COHHAHH TymopH v1.1 	oeM 11 Afe 
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K011p14MapHH CTMHCK14 nenn 3a ecimicacHocT BO xoxopTa 2 6Hne noTspzigH ORR cnope,a 
npouemca Ha He3aBHCHO 11pOlIeHyBalIKO TeJ10 sp3 OCHOBa Ha sep3Hja 1.1 RECIST xpwrepHym 
ORR cnopeR npouemca Ha HcTpawysaH sp3 ocHosa Ha hmenmax RECIST xpkrrepHym 
(mRECIST). KoxopTa 2 mcnynysana 310 nauHeHTH KOH 6Hne nexysam4 co atezolizumab so 
Ao3a 0,LI 1200 mg ammmicipHpaH CO pnrrpaseHcica Hey3Hja cexoH 3 HeAem4 Ao  ry6wrox Ha 
10114H1411KI4 6eHectwrr. IlpHmapHaTa aHanma Ha xoxopTa 2 6ana cnposeÄeHa xora eifre nauHeHTH 
Hmane Hajmanxy 24 HeAenH Ha cne,netbe. CryzmjaTa rm nocTHrHana AseTe xonpHmapHH lIeJ114 BO 
xoxopTa 2, noxawysajim CTaTHCT1411KH 3Ha'iaeH ORR cnopeR npouemca Ha He3aBHCHO 
npoueHysamco Teno sp3 ocHosa Ha sep3Hja 1.1 RECIST xpHTepHym H cnopen npouemca Ha 
HcTpawysaH sp3 ocHosa Ha momemmpaH RECIST xpwrepHym so cnopeA6a co °AHamen 
cneukulmumpaH PICTOplICKH KOHTp0J1e11ORR og 10%. 

3a xoxopTa 2 cnposegeHa e aHanH3a co npoceimo cneRerbe Ha npexcHsysarbe o4 21,1 meceu. 
IloTspRell ORR cnopeg npouemca Ha He3aBHCHO npoueHysamco Teno sp3 OCHOBa Ha sep3Hja 1.1 
RECIST xpliTepHym H3Hecysan 28,0% (95% CI: 19,5, 37,9) Kai nauHeHTH co excnpecHja Ha PD-
L1 > 5%, 19,3% (95% CI: 14,2, 25,4), xaj nauHeHTH co excnpecHja Ha PD-L1 > 1%, xaxo 14 
15,8% (95% CI: 11,9, 20,4) BO rpynaTa BO xoja 6Hne BKJIrleHH cwre naumeHTH. IloTspRen ORR 
cnopeR npouemca Ha HcTpaxcysanoT sp3 OCHOBa Ha mozu«ImumpaH RECIST xpHTepHym 
H3Hecysan 29,9% (95% CI: 20,4, 38,9) icaj Halme= co excnpecHja Ha PD-L1 > 5%, 23,7% 
(95% CI: 18,1, 30,1), Kai naumeHTH co excnpecHja Ha PD-L1 > 1%, xaxo 14 19,7% (95% CI: 
15,4, 24,6) BO rpynaTa BO xoja 6Hne mcnyHeHH cHTe naumeHTH. eranima Ha KOMMIeTeH 
onrosop cnopeg npouemca Ha He3aBHCHO npoueHysamco TeJI0 sp3 OCHOBa Ha sep3Hja 1.1 
RECIST xpwrepHym so rpynaTa BO xoja 6Hne mcnyHeHH eifre naimeHTH H3Hecysan 6,1% (95% 
CI: 3,7, 9,4). Bo xoxopTa 2, npoceimoTo spemeTpame Ha onrosop (DOR) He e RocTHrHaT HHTy 
BO effla oA noupynwre cnopeik excnpecHja Ha PD-L1, HHTy BO nonynaumja BO xoja 6Hne 
mcnyHem cffre naumeHTH, Ho e RocTHrHaT xaj naumeHTH co excnpecHja Ha PD-L1 < 1% (13,3 
meceum, 95% CI: 4,2, HII). eramca Ha OS Ha 12 meceuH xaj nonynaumja BO xoja 6Hne mcnyHema 
cwre naumeHTH H3Hecysana 37%. 

Bo spemeTo Ha emanHara aHankna 3a KoxopTa 2, naumeHTHTe Hmane cpefflo speme Ha 
cneneibe Ha 'wemnesalbe oR 46,2 meceum. Cpemara speRHocT Ha mcynHo npexcHsysarbe &Ina 
11,9 meceull (95% CI: 9,0, 22,8) icaj nameHTH co PD L1 H3pa3ysarbe > 5%, 9,0 meceum (95% 
CI: 7,1, 11,1) xaj nauHeHTH co PD L1 H3pa3ysaibe > 1% 14 7,9 mecemi (95 % CI: 6,7, 9,3) Kai 
cwre RKnriefe' naumeHTH. 

IMvigor130 (W030070): Pa3a III cmyduja co atezolizumab xaxo monomepanuja u eo 
Kom6unaguja co nilamunym 6a3upana xemomepanuja xaj naguenmu co nempemupan noKanno 
nanpednam unu memacmamcKu ypomenen Kapyunom 

Da3a III, mynTHueHTpHima, paHimmH3HpaHa, nnaue6o-xoHTponHpaHa, RenymHo cnena (Fpyna A 
H C, camo) cTyzmja, IMvigor 
Ha atezolizumab + xe 
HJ1H carboplatin co ge 
ontopeHa rpyna) Ha 
(Fpyna C) xaj naume  

a cnposeReHa Aa ja esaympa ecimacHocTa H 6e36enHocTa 
a Ha KOM6HHaUHH Ha nnaTHHa (Ha np., HJI14 cisplatin 

A, HnH moHoTepanHja co atezolizumab (Fpyna B, 
Teparmja 6a3HpaHa Ha KOM614HaIVH Ha unaTHHa 
aT meTacTaTcm4 UC KOH npeTxofflo He npHmane 
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cHcTemcica meTacTaTexa upanilja. KonpHMapHHTe pe3ynTaTH Ha eclniKacHocT 6Hne 
npexcHsysaffie so nporpecHja Ha 6onecT (PFS) oueHeTa os HcrarrysanoT 130 Fpyna A HacnpoTH 
Fpyna C 14 cesKynHoTo npexcHsysalbe (OS) BO Fpyna A HacnpoTH C a noToa rpyna B HacnpoTH 
C, aHaJ114314paH14 Ha xnpeapxmcma HaHHH. CesicynHoTo 'Texasesalbe He 6Hno CTaTI4CTI4x1K14 
cHrHeincawrHo 3a cnopes6a Ha Fpyna A HacnpoTH Fpyna C 14 3aToa He mosceuie 	ce 
criposese noHaTamounio cbopmarnio TecTiwaibe cnopes osHaripes seclneikipaHHoT miepapxkicio4 
pesocnes Ha TecTiwame. 

Cnopes npenopaxkrre Os He3aBHCH140T immin.er 3a cneseffie Ha nosaTouwre (independent Data 
Monitoring Committee (iDMC)) KOH cnesysaar no paH npernes Ha nosaToullTe 3a 
npexcHsysaffie, Kai esanyHpaHwre nauHeHTH Os rpynaTa Koja npHmlina TpeTmaH co 
moHoTepanHja co atezolizumab, icaj naimewrwre 111414 TymopH Image HHcica PD-L1 excnpecHja 
(nomanicy os 5% 0,1:( 14MyHOJIMIIKI4Te KJIeTK14 KOH ce 110314T14BH143a PD-L1 CO HmyHomicToxemmja 
icopkicTejfcH VENTANA PD-L1 [SP142] aHanH3a) TepanHjaTa 614.na inpen-1am no 3a6enexcaHo 
Hamanysaffie Ha sicynHoTo npexcHsysaibe 3a osaa nosrpyna npu HennainwaHa paHa aHanina, 
cenaK, Toa ce 3a6enexcano °Timm noronemHoT sen Ha nanHewrwre seke 6Hne sicariem4.. 

Os 719 naHmeHTH sicnrieHH Ha moHoTepanHja co atezolizumab (n=360) 14 rpyna camo co 
xemoTepanHja (n=359), 50 H 43 nauHeHTH, coosseTHo, 6Hne HecoosseTHH 3a cisplatin cnopes 
by Galsky icpwrepHymyre 14 Hmarie TM0 co sHcoKa PD-L1 excnpecHja (k. 5% os HmyHwre 
KileTKH ce npe6ojysase HO3HTHBHO Ha PD-Ll CO HMyHOXIICTOXeilHia KOplICTeilZH VENTANA 
PD-Ll [SP142] aHanina). Bo exnnopaTopHa aHanH3a icaj osaa nosrpyna Ha nauieHTH, 
HecTpaTHclnumpaHHOT HR 3a OS 6Hn 0.56 (95% CI: 0.34, 0.91). CpesHoTo cesicynHO 
npexcHsysalbe OS 6Hno 18.6 meceun (95% CI: 14.0, 49.4) so rpynaTa co moHoTeparmja co 
atezolizumab HacnpoTH 10.0 meceun (95% CI: 7.4, 18.1) BO rpynaTa camo Ha xemoTepanHja 
(nisH csima 2). 

Canica 2 Kannau-Majepona Kpnua Ha Benno npexcnsysaibe Kaj nannenTH necoarineTnn 

t Z -%-if- i, /2'  ,_'e4.'- 	52 Patents remaining at risk 
Atezo Mono 	50 42 40 37 32 
Placebo.Chemo 43 36 26 21 19 

28 24 21 20 20 19 19 
16 14 11 10 10 9 9 

'1196,14 17 17.-16 IU  lel  8 5 2 NE NE NE 

U S  P '.4b 54> 	1 1 NE NE NE 
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Adiveanmen mpemman na pan-cmaduym na NSCLC 

Humpaeencica Oopmynayuja 

IMpower010 (G029527): PaHuomm3mpaHa, (I)a3a III crygmja Kai naumeHTm co pecewrmpaH 
NSCLC no xemoTeparimja 6a3mpama Ha cisplatin. 

(Da3a III, oTmopeHa, mywrmueirrpmillia, pamuomm3upaHa crryfflja, G029527 (IMpower010), 6Hna 
cnpomeueHa co uen Ra ja emanympa ecluncacHocTa 14 6e36eRHocrra Ha atezolizumab 3a aLjyBaHTeH 
TpeTmaH Ha Haumewrm co NSCLC BO crramym IB (TyMop > 4 cm) — IIIA (cHopeu - Union for 
International Cancer Control/American Joint Committee on Cancer staging system, 7-Mo 
mugHme). 

Kpwrepliymwre 3a cenexumja rH gelm4HPipane naumemmTe co BHCOK p14314K ou nowropHa nojama 
Ha 6onecTa a ce BxnyHeHH cornacHo TepariemeTxwra mmencaumja 14 ce ouHecyaa Ha 
nonynaumjara Ha naumewrm co cTazulym II — IIIA cnopeR 7To inuaHme Ha Union for 
International Cancer Control/American Joint Committee on Cancer staging system: 

Foneminla Ha TymopoT > 5 cm; HJIH Tymopm 43,a 6mno xoja ronemmHa KOH ce npmappiceHm co N1 
111114 N2 cTaTyc; 141114 Tymopm KOH 61411e 14HBa314BH11 BO TopaxanHwre cTyx-Typm (AmpexrHa 
HHBa3Hja Ha napmeTanHara nnempa, SHLIOT Ha rpaRI-1140T K0111, umjaciparmaTa, (1)peme1HmoT HepB, 
megmjacTmHanHaTa nnempa, napmeTanHmoT nepwroHeym, mezmijacTmHymoT, cpueTo, ronemwre 
cauomm, TpaxeaTa, pexypewrHmoT nappiHreaneH HepB, e3oderycoT, p6eTHmoT npulneH, 
xapmHaTa); 1411H Tymopm KOH Hmlerne BO 1-11aBHHOT 6poHx < 2 cm APICTaJIHO 0,11 xapmHaTa Ho 6e3 
,T(a. Haune3aT BO xapmHaTa; 141114 Tymopm K014 ce ripmnpyweHm CO wrenexra3mm 141114 onc-rpyiummeH 
IIIICBMOHHTFIC Ha uenoTo 6eJ1090614e; 141114 Tymopm CO OAB0e11(14) HO,ar1(14) BO HCTHOT no6ye 
HJIH BO pa3nmileH imickinaTepaneH no6ye KaK0 ripmmapHmoT Tymop. 

CiyumjaTa He rm micnytiymana naumewrwre K014 mmane cTaTyc N2 co Tymop KOj Hauneryman BO 
mefuljacTmHymoT, cpue-ro, ronemwre caI oBI3, TpaxeaTa, pexypeHTHmoT napvffireanell HepB, 
e30c4erycoT, p6eTHmoT npuineH, Kapmiara 141114 CO 011,1(eJ1H14 Tymopcxm HO,aylIFI BO pa3nwieH 
mncmnaTepaneH no6yc. 

BKy11H0 1,280 naumewrm K014 614J1e BKJIrleHH mmane KOMILTIeTHa Tymopcxa pecemimja 14 6mne 
no,jo6Hm Aa  npmmar ,To 4 umglycii; 	emoTepanmja 6a3mpaHa Ha cisplatin. PenGimwre Ha 

P. L41, xemorrepanmjaTa 6a3mpaHa ›pisube ccp 	AeHm BO Ta6ena 6. 
cts- 

Ta6e.rm 6: ApjyBairrim eI Tee eterc t4f mau (IMpower010) 
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ApjyHaHTHa xemoTepanHja 
6a3Hpana Ha cisplatin: 

Cisplatin 75 mg/m2  HHTpazeHcm4 Ha 
Heil 1 ofl cexoj 21 wieseH nmayc co 

ezeH oz( cneHHHHe Tepanewrcm 
pexalmll 

Vinorelbine 30 mg/m2  HwrpaBeHcm, ,AeH 1 H 8 

Docetaxel 75 mg/m2HHTpaHeucm, Heil 1 

Gemcitabine 1250 mg/m2  HHTpaBeHcKH, Hell 1 14 8 
...,.-:-.---:2"-777-7-zz-s, •:•,3'. 	' p, 

Pemetrexed 500 mg/m` 	tpäifflete,g44e"«, 	e-cxHamo3eH) 
,, 	,-,Y 	•";› 	 ,N 0 	 , 
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no 3aspmysame Ha xemoTepannjaTa 6a3npaHa Ha cisplatin (so 4 Lumnycn), skynHo 1005 
nanklemm 6nne pattsominiwarn-1 130 COOMIOC 1:1 Aa npnmaT atezolizumab (rpyna A) HJI14 
Hajso6pa cynoprrnsHa Hera (best supportive care -BSC) (rpyna B). Atezolizumab 6nn 
afkmHHHcTpHpaH KaK0 4/14KCHa so3a 0,L( 1200 mg npexy IV mul)ymja Ha cexon 3 Hesenn BO TeK 
Ha 16 IWKJIyC14 OCBell aKO He HacTamme HOBTOpHO nojasysmbe Ha 3a6onysameTo HAU 
HenpHsteTniaBa TOKCIelHOCT. PaH,L(OMH3a1114jaTa 6Haa cTpaTmcimumpaHa cnopeA Hon, cTasnym Ha 
6onecTa, xmcTonornja H PD-L1 excnpecnja. 

HaulleurnTe 6pine ncxnyuem4 Aolcomy Hmane HcTopHja Ha aBTOHMyHO 3a6onysame; ripkgranne 
sama, aTeHynpaHa BaKII14Ha BO TexoT Ha 28 seHa npes paxsomn3aunjaTa; npnmnge clicTemcial 
nmyHocrnmynaTopm4 areHCH BO TeKOT Ha 4 HeAe.rm 14J114 CHCTeMCKH HmyHocynpecHBH BO TCKOT 
Ha 2 Hesenn npe.l paxsommannjaTa. IIponeHa Ha TymopoT &um HanpaseHa Ha noxerroxoT os 
pallsomn3annjaTa 14 noToa Ha cexon 4 MeCeWl BO TexoT Ha npsaTa FOAHHa cnesejkn ro nmcnyc 
1, .ieH 1 H noToa Ha cexon 6 meceun ZOO  5-Ta rosima, a noToa esHam rognumo. 

Remorpacbcxffre kapairrepncTmcn H kaparrepncTmcwre Ha 3a6ogysarbeTo Ha noneToxoT BO ITT 
nonynaulljaTa 6nne so6po 1436anaHcnpam4 nomety TepanesTmulTe rpynn. CpesHaTa so3pacT 
6nna 62 TOi(14H14 (oncer: 26 so 84) 14 67% os nanneHTnTe 6xne maxm. Hajronemnur 6poj Ha 
nmmetra' 6nne os 6ena paca (73%) 14 24% 6nne a3njun. HosekeTo nankimm 6nne aKTI4BH14 
nyinatm 14J114 nymene BO MHHaTOTO (78%) 14 1-1011eTHHOT ECOG cTaTyc Kai nanneHTure 6nn 0 
(55%) 14J114 1 (44%). CeskynHo, 12% os nannexTure Imme cTainem IB, 47% nmane cmsem II 
n 41% mmane cTasnym IIIA Ha 3a6onysalbeTo. HpouexToT Ha nankimm KOH HMane Tymopcxa 
PD-L1 excnpecnja > 1% lt > 50% os TC mepem4 cnpoes TeCTOT VENTANA PD-L1 (SP263) 
6Hna 55%n 26%, coosseTHo. 

HpnmapHaTa nen 3a mepeibe Ha efinaxacHocTa 6nna npega4sysmbe 6e3 6onecT (disease-free 
survival -DFS) nponeHeTo os crrpaHa Ha ncnwrysanoT. DFS 6HA RegillamwaH xalco Bpeme on 
gaTymoT Ha paHsomn3auI4ja go gaTymoT Ha nojasysmbe Ha 6nno WTO 0Zj CJ1e,L(HOBO: npBo 
RoKymeHTHpaHo HOBTOpHO nojaByBarbe Ha 6onecTa, HOB nimmapex NSCLC Hirn cmpT 0,L( 6Hno 
Koja ripHineia, He3aBHcHo HITO npso ke ce nojasn. IIpnmapHaTa uen 3a mepefbe Ha ecinecacHocTa 
6nna Aa ce esanynpa DFS so nannexTexaTa nonynannja co PD-L1 > 1% TC crrasnym II IIIA. 
CexyllsapHaTa nen 3a enucacHocT 6nna Aa ce esanynpa nannexrckarra nogynannja co DFS BO 
PD-L1 > 50% TC cTasnym IIIA H cesxynHoTo npe)msysame (overall survival -OS) BO ITT 
nonynaffljara. 

Bo BpemeTo Ha npHBpemeHa 	 N3a, cTymjaTa ja Hmwumm npHmapHaTa KpajHa nen. 
Bo aHanH3aTa Ha nanHe 	 fi elelithg 	1 > 50% TC mujinym II— IIIA 6e3 EGFR myrannn o 
14.1114 ALK npeypes 	i,ysa e--  209)7-,e4 na egmHo noso6pysalbe Ha DFS BO rpynaTa co .... 	, 	.. 	:-  T.,- 
atezolizumab cnopese ce Be.9-yus, (teils. 7). Pe3yEraTure 6HJIe KOH3HCTCHTHH BO 
spemeTo Ha koHeimaTa F& aHljäsraU ci  o speme Ha cneseibe os 65 meceun. z. 4. 	-,- 
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KHytIHHTe pe3y.wraTH 3a e4n4KacHocT 3a DFS H OS Kai Haumeffrwre CO PD-L1 > 50% TC 
crra,amym II- IIIA, 6e3 EGFR myraHHH 14 ALK HpeypegyHatba, ce cymkipaHH BO Ta6e.na 7. 
Kaplan-Meier-oBa Kffla 3a DFS e npenTaBeHa Ha c.rn4Ka 3. 

Table 7: 11peraea Ha efinucacHorra icaj Hony.rfauffjarra Ha Halmefirm co PD-L1 efccupecHja 
> 50% TC cTaimpf IIIA 6e3 EGFR myraHHH ALK npeypezHafba (IMpower010) 

CTYLIHCKH He.rm 3a eencacHocT rpyna 
A(Atezolizumab) 

rpyna B 

(Best supportive care) 

DFS npogeilem od toweemuzamopom n = 106 n = 103 
Bpoj Ha HavraHH (%) 
CpegHo meme Ha DFS (MeceuH) 
95% CI 
CTIMTWIML(Hpall COO,AHOC Ha p14314K (95% CI) 
OS*  

34 (32.1%) 
NE 

(NE) 
0.52 

n=106 

55 (53.4%) 
42.9 

(32.0, NE) 
(0.33, 0.80) 

n=103 
Bpoj Ha HacTaHH (%) 22 (20.8%) 41 (39.8%) 
CpeilHo Bpeme Ha OS (meceuH) NE 87.1 
95% CI 
CTpaTeHHHpaHl COOMOC Ha p14314K (95% CI) 

(NE) 
0.47 

(72.0, NE) 
(0.28, 0.80) 

DFS = npexcHeyealbe 6e33a6onyearbe; CI = HurrepHan Ha AoRep6a; NE = Hemo)Re Ra ce nponeHH 

* AoxypHpaHa aHanH3a Ha DFS H OS Ha KI1141114,1K0 Hemmsalbe Ha 26 jaHyapH 2024 roRHHa 

I OrpaTH4wHyBaH no (ba3a, DOM H xmcronorHja. 

Camca 3: Kaplan-Meier Kplisa 3a upewillenalbe 6e3 3a6o.aymbe xaj nanneirrn co PD-Ll 
eicciapecnja > 50% TC c-ra,allym 	IIIA 6e3 EGFR m yraunn Half ALK npeypeAynalba 
(IMpower010) 

Treatment arm 	 Median DFS HR (95% CI) 
Arm A: Teeentrio 	 NE 	0.49 (0.29. 0.81) 
Arm B: Best supportive care 	37.3 mo 

--‘`N 	 

Arm A 1'er:entee 
• Arm Et; Best supportive care 

0 3 6 9 12 15 18 21 24 27 30 33 
Time (months) 

14o. Patient* M Risk 
Arm 	Tocentrin 106 101 98 ea 89 88 87 84 78 87 56 43 

Amt 1 Beet supportiva e.ara 103 98 84 78 72 68 65 64 57 52 42 32 

36 39 

26 15 9 5 4 1 

17 13 9 3 3 2 2 

54 
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3a6enewaHoTo nono6pysalbe Ha DFS BO atezolizumab rpynaTa cnopeseHo co BSC rpynaTa 6Hno 
KOH3HCTeHTHO Kai MHO3HHCTBOTO O. npeTxosHo cneuHtinipaHwre nos-rpynH Kai nawHeHTH co PD-L1 > 
50% TC cranHym II — IIIA 6e3 EGFR MyTaIIHH I4J111 ALK npeypesysaffia, sxnytiysajkH rH nmkiewufre 
co He-cxsamo3eH NSCLC (HecTpaneumpaH HR os 0.40, 95% CI:0.23, 0.70; cpesHo DFS NE vs. 36.8 
MeCe1114) H co cxsamoseH NSCLC (HecTpaTeHuHpaH HR os 0.67, 95% CI: 0.34, 1.32; cpesHo DFS He 
monce Aa ce npesswaH). 

Hpeallimucxu mpemman na nanpeanam 1x-cumflomemotten Kaputtnan,: Ha 6eint dpo6oeu 
(NSCLC)  

Iltunpaeencica Oopmynatiuja 

IMpower150 (G029436): Pandomu3upana 0a3a III cmyduja Kaj nayuenmu KOU npemxodno ne 
npumune xemomepanuja co memacmamcKu ne-cxeamo3en NSCLC, eo Kom6unayuja co paclitaxel 
u carboplatin co tont 6e3 bevacizumab 

(I)a3a III, ursopeHa, mynTHHewrproma, karrepHanHoHanHa, paHsomm3HpaHa cTysHja, 
IMpower150, 6Hna cnposeseHa 3a ;ja ce nponeHH e4w4KacHocTa 14 6e36esHocTa Ha atezolizumab 
BO KOM6HHan1ja co paclitaxel H carboplatin, co HJIH 6e3 bevacizumab, Kai nawHeHTH KOH 
nperrxosHo He npHmHne xemorrepanHja co meTacTaTcm4 He-cKBaMo3eH NSCLC. 

IlawHewrwre 6Hne Hexariela' axo Hmane HcTopHja Ha awroHmyHa 6onecT, axo npHmHne )KHBa, 
aTeHympaHa smpula BO nepHos os 28 geHa npeR paHsomH3anHjaTa, axo npilmllne cHcTemcma 
HmyHocTkimynaTopH BO pOK 0),I 4 HesenH HJ114 CHCTCMCKH HmyHocynpecHsHH JICK0B14 BO pOK OA 2 
HesenH npes paHsomusanHjaTa, awa3HH 14J114 HeTpeTHpaHH meTacTa3H Ha LIFIC, jacHa Tymopcxa 
HisiwurrpawHja BO ronemwre KpBH14 Cai(OB14 Ha rpasHHoT K0111 I4J114 jaCHa xaswramja Ha 
11yJIMOHaJIHH 11e31414, IIITO ce rnesa Ha HMHIIHHr TeXHIIKI4Te. lIpOLICHKI4T0 Ha TymopoT 6Hne 
cnposeseHH Ha cexom 6 HesenH BO npBwre 48 Hesenu no 1. seH os 1.1wwnyc, a noToa Ha cexom 
9 HesenH. Tymopcxwre npHmepotwi 6Hne esanyHpaHH 3a excnpecHja Ha PD-L1 Ha Tymopcmfre 
KJIeTKII (TC) 14 Ha Hmywrre KJIeTKH KOH ce HH(1)14JITpHpaH14 BO TymopoT (IC), a pe3ynTaTHTe 6Hne 
HcxopncTeHH 3a Aa ce secinempaaT nosrpynwre cnopes HHBOTO Ha PD-L1 excnpecHja 3apasH 
H3sesysarbe aHanH3krre onifinaHH nosony. 

BxynHo 1,202 nauHeirrH 6Hne sxnyHeHH 14 paHsomH3HpaHH (1:1:1) Ra npHmaT eleH Oq 
TperrmaHcxwre pena4mH OHHHI 	 a 8. PaHsomH3anHjaTa 6Hna cwaTeHnHpaHa BO 
osHoc Ha HOJI, npncycTso H 	 OT sp06 H excnpecnja Ha Ha PD-Ll Ha TC HIC. 
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Ta6eaa 8: Pexama Ha III1T aHeacHH T miau IM ower 150 
TpeTmanaca 

rpyna 
fInnyinwja 

("lumpe NAH 'Herr 21-nmennn UHKJIyCli) 
Witweeatbe 

(2 1-AHeBeH unicayc) 
A Atezolizumaba (1200 mg) + paclitaxel 

(200 mg/1j b,c ) 	+ carboplatina  (AUC 6) 
Atezolizumaba (1200 mg) 

B Atezolizumaba (1200 mg) + bevacizumabd  
(15 mg/kg) + paclitaxel (200 mg/m2)b'a  + 

carboplatina  (AUC 6) 

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

C Bevacizumabd  (15 mg/kgTT) + paclitaxel 
(200 mghnzsb,c ) 	+ carboplatinc (AUC 6) 

Bevacizumabd  (15 mg/kgTT) 

Atezolizumab ce agmHHHcTpHpa ,t(o ry6effie Ha KAHHHIIKHOT 6eHe4mT xatco IHTO e oneHeTo oa crpaHa Ha 
HcTpancyeagoT 
b FlogeTHaTa nom Ha paclitaxel 3a na meHTH ozt A3Hcxa paca/eTHHmea npmnanHocT 6Hna 175 mg/m2  nopam 
110BHCOKOTO uenoxynHo HHBO Ha xemaTonoullca TOKCHMHOCT Kai HaHHCHTH 0)X B3HCKH 3eMjH BO ceopen6a CO OHHe 
OB He-B3HCKH 3eMjH 
c Paclitaxel H carboplatin ce agmHHHcTpHpaaT JJO 3aspinyBaHse na 4 NAH 6 mecnycH, 14BH Ao nporpecHja Ha 6onecTa 
HJIH AO nojaBa Ha Heumbaunina TOKCHIMOCT, xoe H Aa Haemuli nimm 
d Bevacizumab CC agmninicrpnpa AO nporpecnja Ha 6onecTa HJIH 1O nojana Ha Reepeanum ToxcHimocT 

gemorpalteicHTe 14 OCHOBH14Te KapalcrepHenum Ha 6onecra Ha maHeicara nony.naumja 6Hne 
Ao6po H36anaHcspaHH nomety CTy)11HCKI1Te rpyrst. CpegHaTa so3pacT 6Hna 63 rumst 
(swrepsan: 31-90), a 60% oft nauseirrwre 6Hne ma)104. noronemHoT ften oft nasHewrwre 6Hne oft 
6enaTa paca (82%). OKony 10% o,n nagsewrwre Hmane 1103HaTH EGFR myrawni, 4% Hmane 
HO3HaTH ALK npeypeftysatba, 14% Hmane meTacTa3H Ha spHHoT ftpo6 Ha HoseToxoT, a 
nosekeTo nasHeHTH 6Hne momeHTa.nHH HJIH ripeTxoRHH nymais4 (80%). HOtleTHHOT Ha ECOG 
neptimpmaHc cTaTyc 6Hn 0 (43%) HJIH 1 (57%). 51% oft Tymopwre Ha nassewrwre Hmane PD-L1 
excnpecHja oft > 1% TC 14J114 > 1% IC 14 49% oft Tymopwre Hmane PD-L1 excnpecHja Ha <1% 
TC H <1% IC. 
Bo spemeTo Ha sismanHaTa aHans3a 3a PFS, nasHeirrwre Hmane cpeftHo speme Ha cnefteffie oft 
15,3 mecesm. HonynassjaTa npeftssneHa 3a nen/salbe (ITT), mcnymysajks FH 14 nassewrwre co 
EGFR myraw4H HJ1H ALK Hpeypeftysaffia K014 npeTxoftHo 6Hne TpeTHpaHH co HHXH6HTOpH Ha 
T14p0314H KHHa3a, noxaNcane KJII4H1411K14 3HallajHO nogo6pysalhe Ha PFS BO rpyriaTa B BO 
cnopeg6a co rpynaTa C (1-IR oft 0,61, 95% CI: 0,52, 0,72, cpe.iHo PFS 8,3 HacnpoTH 6,8 
mecesH). 

3a speme Ha npensmsHapHaTa OS aHanH3a, naffleHurre Hpoceifflo 6Hne cnefteHH BO nepHoft oft 
19,7 mecesH. Knraune pe3ynTaTs oft osaa aHanH3a, Kaxo H oft awypspa 	a Ha PFS In  
BO ITT nonynanHjaTa ce cymHpaHH so Ta6ent4Te 9 H 10. KannaH-Men 	

de 	
BO 

ITT HonynasHjaTa e npmca)KaHa Ha c.reca 4. Cnisca 5 rH cymHpa pe Tetewre_ss. 	ITT 
nonynassjara H PD-L1 noftrpynwre. PoKypHpaHHTe pe3ynTaTs 3a PF 	 HH 
Ha CJ114K14Te 6 14 7. 
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Ta6ena 9: liperaeA Ha awcypHpaHa elmucacHocT BO Honyaawija-ra upezunwella 3a 
aeicyHaibe (ITT) (IMpower150) 

Kpajum nem' Ha e4nmacHoc-ra Fpyna A 
(Atezolizumab + 

Paclitaxel + 
Carboplatin) 

Tpyna B 
(Atezolizumab + 
Bevacizumab + 

Paclitaxel + 
Carboplatin) 

1-pyna C 
(Bevacizumab 
+ Paclitaxel + 
Carboplatin) 

CeicynAapnn nenn" 
Investigator-assessed PFS (RECIST 
v/./)* 

n = 402 n = 400 n = 400 

Bp. Ha HacTaHm (%) 330 (82,1%) 291 (72,8%) 355 (88,8%) 
Cpefflo Bpemerpaebe Ha PFS (mecenn) 6,7 8,4 6,8 
95% CI (5,7, 6,9) (8,0, 9,9) (6,0, 7,0) 
CTpaT1414B14paH COORHOC Ha p14314Kr 
(95% CI) 
p-spefflocT12  

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

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

--- 

12-mecenx PFS (%) 24 38 20 
OS npenuntunapnu ananu3u * n = 402 n = 400 n = 400 
Bp. Ha empTeH cnynaj (%) 
CpeIHo spemeTpaeibe ,to nojaBa Ha 
HacraH (mecenx) 
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) 

CTpaT1441141B1paH COORHOC Ha p14311K I' 
(95% CI) 
p-spexHoeT1'2  

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

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

--- 

6-mecegeH OS (%) 84 85 81 
12-mecemeH OS (%) 66 68 61 
Ifenocno najdo6ap odz000p npogenemo 
IM ucmpancyoan3* (RECIST 1.1) 

n = 401 n = 397 n = 393 

Bp. Ha oftrosopm (%) 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 KomnseTeH oarosop (%) 8 (2,0%) 11 (2,8%) 3 (0,8%) 
Bp. Ha napuxjaneH ctarosop (%) 155 (38,7%) 213 (53,7%) 155 (39,4%) 
Bpemempaetbe na odz000p nponenenio 
a itempumptan* (RECIST v1.1) 

n = 163 n = 224 n = 158 

MemijaHa BO MOCOBH 8,3 11,5 6,0 
95% CI (7,1, 11,8) (8,9, 15,7) (5,5, 6,9) 

# HpxmapHaTe KpajHH TOtIKH 3a eclwxacHocT 6ea PFS 14 OS atme 6ea aHanH3HpaHH so nonynammatra Ha ITT -WT 
nonynauajaTa, °ZBJOCH° co Hcicnriox Ha naumeHTH co EGFR myraHHH HJIH ALK npeyperwsarba. 
' Ea3HpaH Ha crpaTHcine.mpaH log-rank Tem- 
2 3a HH41opMaTHBHH 11e.11 14; BO ITT nonynan[i 	es6a immer),  rpynwre B H rpynwre C saso 14 nomety 
rpynaTa A H rpynaTa C He 6ea ceyarre 4), ,anHUtegy 	H BO corsacHocT co nperxoaxo Re4x4HapaxaTa 
xxepapxxja Ha axanx3a Ha nosaToux ,e1.,..,%..:,.. 0 i". E PA je 4% 

UOJI0KylIHHOT Halso6ap OgrOB0p 3 , leleeH71ePOB0p eil ex °Arcamp 

	

- 	, 	c• - , 4  CrpanicImumpaH cnopea non, np yetgo Hemerwell Ha 119 . HOT apo6 H excnpecxja Ha PD-Ll Ha TC 14 IC 
A Tpynatra C e cnopen6eHa rpyna etre 0e0e14 Ird124131411  rr  1 

E 	,4%,-- 	-.,--- - - *AwypHpana PFS aHanH3a 14 np siimEtHapaa "ererb (fit'.  npx KJIHHH4KO 3arsoparbe Ha nosaTonwre 22 
jaHyapH 2018 rormHa 	 `,'y T,-;› 	'-j:i42-z--e>=.5 	--/ 
PFS = npexalsysalbe 6e3 nporpecHja; 

	m -_,----- - ey 4t,  
a oueHKa. Ha oRroreop Kai conmaHH Tymopm v1.1. 

N2,:__c
8' i  s=KfiK

o
e
n
erm-  - 
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' 
23a 14140pMaTHBH14 Hel1H; BO ITT nonynaunja, cnopes6a nomay rpyna A H rpyna B He 6Hna sxnyiieHa so 
npeTxosHo geduempaHaTa xHepapxnja Ha aHarnna Ha no,saToukfre. 

CrpansimunpaH cnopes non, npHcycTso Ha meTacTa3H BO UH ppo6 H PD-L1 excnpecHja Ha TymopcKH KJIeTKH 
(TC) H HMyHH KjleTKI4 ROH rO HisimerrpHpaaT TymopoT (IC) 
* AwypHpaHa PFS aHarma H npesHmHHapHa OS aHasnna npi KnHHHHxo 3aK.nyHysaH‚e Ha nosaTouwre 22 
jaHyapH 2018 rosHHa 
^ Fpyna'ra A e cnopes6eHa rpyna 3a cwre osHocH Ha p11311K 

Kpela nen 3a e(IncacnocTa rpyna A 
(Atezolizumab + 

Paclitaxel + 
Carboplatin) 

rpyna B 
(Atezolizumab + 
Bevacizumab + 

Paclitaxel + Carboplatin) 
PFS ogeHento od ucmpaxcyeafrom 
(RECIST v1.1)* 

n = 402 n = 400 

Ep. Ha HacTaHH (%) 330 (82,1%) 291 (72,8%) 
FIpoceilHo spemeTpame Ha PFS 
(meceuH) 

6,7 8,4 

95% CI (5,7, 6,9) (8,0, 9,9) 
CrpaTHckimpaH ogHoc Ha p14314K A (95% 
CI) 
p-spegHocT1 '2  

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

OS npenumuttapna wianu3a* n = 402 n = 400 
Bp. Ha CMpTHH cnyailesH (%) 
CpesHo Bpeme go nojaBa Ha HacTaH 
(Meceuu) 
95% CI 

206 (51,2%) 
19,5 

(16,3, 21,3) 

192 (48,0%) 
19,8 

(17,4, 24,2) 

CTpaTeHuHpaH offloc Ha pH3HK:A (95% 
CI) 
p-spegHocTi '2  

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

CI = HHTepsan Ha 2 osep6a; DOR = Bpemerpaeube Ha ogrosop; OS = sKynHo npexcHsysaise. 

Ta6e.ria 10: Hperaen Ha amcypHpalla ecimicacHoeT 3a rpynaTa A HaenpoTH rpynaTa B so 
nonyaanHjaTa npensHneHa 3a aeicysalbe (ITT) (IMpower150) 

Cnillca 4: ICanaaH-MeHeposa Kpnsa Ha senil° p4iiiiss 	 so nonynaullja 
npensHneHa 3a Aeiesalbe (ITT) (IMpower150) 	_els' >jiNAVE 0  1  '1 .\ 

-7 e .zr 
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Treatreant ann Medien OS HR (95% CI) p-vaNe 
Tecenbiebovac;alinab.poraittexe4extboplatin 19.8mo 0,76 (0.63, 0,96) 0.0060 
Tecentrig.padtaxe"carbelnlin 
Bovecizurneb,pacfitaxel.carboptalin 

19.5mo 
14.9mo 

0.85 (0.71. 1.03) 0.0983 

0.7 
tn 
6 0.6 
g'0.5 
to 0.4 
a. 0 3 

111111111111111111111 

0.2 
0.1 
00 

Tecenlriqeevacizornab.paclitaxel.earbegaün 
1 	 Teconuiepaditaxel*-carboplatin 

Bevadzoneb«pachtmel.e9hoplatin 

1.4 9.4 1.0 
Hazard Ratio. 

Tecentriebevacizumab+ 
paclitaxel+carboplatin 

Bevacizumab+ 
paclitaxel+carboplatin 

25.2 13.2 

22.5 15.0 

24.0 16.4 
17.1 14.3 

0674> 

0.73* 

19.8 14.9 

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 3334 
Time (months) 

No. Patlents at (fleh 
Tecen9iebevacizumatr.paclitaxel->carbop4a5n 

TectentikrpaclAemel.ca[be1a8n 
Bevacizornab.pac0axel.carbap4a0n 

400380367361351347 333 320308 297 288281265244 208185162 147 130112 93 73 62 45 38 32 18 10 2 2 2 
402 391 382369357343332314 301 287 275265258237 201176153 136 120107 93 76 59 44 31 25 15 10 	7 
400388 376 366344335317 303293278 255241 233209 180154 139 123 104 90 78 68 51 41 36 27 15 6 	3 1 1 1 	1 

CanKa 5: FpaeunKu npuKa3 na sKynno npepKusysame cnopeA 1111B0 na PD-L1 eKcupecnja 
so nonymannja npeouluiReua 3a aeKysalhe (ITT), rpyna B nacnporrn rpyna C 
(IMpower150) 

Median OS, (months) 

P13.1.1 Expression Level n (%) 

TC 2 50% or IC 2 10% 148 (19) 

TC or IC 2 5% 273 (34) 

TC or1C2 1% 404(51) 
TC and IC < 1% 396(50) 

ITT 800(100) 

Unabralitiod tezo.rd ratio. 

 

In favour of 
Tecentriq+bevacizumab+ 

paclitaxel+carboplatin 

   

• oa, etz„ 

	

fc- 	 c-7 

C 

	

.. 	, 	- 	., Ca 	 .....,.uKa 6: Kan.rian-M Jesa Kpusa 19>npe2Kusysalhe 6e3 nporpecuja na 6onecT (PFS) BO 

nonyaanuja upeimme  4 /J3919,7„iejb'e,  ,(IT,T) (IMpower150) 
tr  
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Ttoalment arta Median PFS HR (95% CI) p-valon 
Tecontriq.bavacirmabt paclitairolittcarbop/abn 
rocentratipachtaxolticarbop(aan 

8.4 mo 
6.7 mo 

0.59 
0.91 

(0.50, 
(0.78. 

0.69) 
1.06) 

<0.0001 
0.2194 

Bevactzumattit-paclitaxelircarboplatin 6.8 mo 

-...... 
-+- TecantriebevacizornabitpactitaxaK 	

,
carboplatin 	/+.,,,,„„4...  --i.-- Tecentriq•paclitaxeireabooatio 	 ^-4 441.  

••̀ _+N- 
-.4-- Bevacizurnabr-paclitaxelircarboplatin 	

++--- 
 ...,___, 

I 	 11111 
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 

To 1.0 
.e. e 0.9 z 
Inw  0.8 
Elf 4. 0.7 

5 0.6 

N, 0.5  

0.4 

0.3 

0.2 111   .o 0.1  
00 

Time (months) 

No. Pattents at Risk 
Tecentriqrbayacizianattr.pactilaxelt‘taittopiritin 400 376 152 336 326 297 262 240 215 

Tocen9-epac01axercatboo1atin 402 387 343 313 302 258 204 171 154 
Revaoizarnabrpteilaxaliiicarboplatin 400 385 353 318 297 261213 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 28 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 

Canica 7: l'padnuncn npmca3 Ha npewnsysalbe 6e3 nporpeenja enopeii HHBOTO Ha 
eKenpeenja na PD-L1 so nonynannjaTa npeAsimena 3a neigsalbe (ITT), rpyna A 
nacnpoln rpyna C (1111power150) 

Median PFS, (months) 
Tecentriq+bevacizumab+ 	Bevacizumab+ 
paclitaxel+carboplatin 	paclitaxel+carboplatin 

15.4 	 6.9 

PD-L1 Expression Level 	n 

TC 	50% or IC 2 10% 	148(19) 
	0.33 

TC or IC 2 5% 
	

273 (34) 
	 0.

43* • 

TC or IC 1% 
TC and IC < 1% 

<0---6Vi H M d, 
e• 	\jE. DN - '14/ ‘..‘P• 	A4  </ ,./ 

0;?.  ".. 	.  -z_T -7- 	 ,5,  75, 

w 4, 	 ,,, ,..2.  
,r r; 4 ii, 

3a rpynaTa B BO cnopes6a co rpyna C, ananm3a os npe- 	(-) --,---- , . ; : e 
143(1)44eigeFe eire na os 

npenHmHHapHaTa aHanH3a 3a sKynHo npemmsysafse noKamcana se pigore3)--:--g-eibezett# IIHOTO 
npencHsysalbe 3a nauseHTH co EGFR MyTaHHH H.TH4 ALK npeypes H,, ,s(94upc'ei% ix [HR] 
0,21 0,54, 95% CI: 0,29, 1,03; cpesHo OS He e HOCTHrHaTO HacnpoTH 	geceal 	meTacTa314 
Ha upH spo6 (HR os 0,52, 95% CI: 0,33, 0,82; cpesHo OS 13,3 HacnpoTH 9,4 mecens). 
Iloso6pysaube Ha PFS 6sno npkwawaHo H 3a nalweHTH co EGFR myTaHHH KUH ALK 
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0.47 
0.74 

• 

9.584,  ITT 

Unstratified (ward ratio. 

404 (51) 
396 (50) 

800 (100) 

0.2 1.0 	1.2 
Hazard Ratio' 

4 	  
In favour of 

Tecentriq+bevacizumab+ 
paclitaxel+carbopiatin 

	

11.6 	 6.8 

6.8 

	

7.3 
	

6.8 

	

8.4 
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Ta6ena 11: 

TpeTMaHCKH 

HHTpaBCHCKH 'mem e  eAE PAe, Ye 0 	 .1. pewum 0,gpacyBaibe 
(_21-nueseu mulme) 

Mpower 130) 

lluaywu 	 e 
(nerup 	 Ren) 
Atezoli 

-(100 m 
Nab-pac 'tü5. 

(YrngAt na,137'n  
+ wt.(e)A.-in  

litaxel 	Atezolizumab (1200 mg)a 

HajAo6pa enomama Hera 14.J114 lefieM2)b,e+-2 boplatin 

A 

B 
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npeypeRyRaiba (HR oR 0,55, 95% CI: 0,35, 0,87; cpeRHo PFS 10,0 HacnpoTH 6,1 mecenH) H 
meracTa3H Ha npm4oT Rpo6 (HR oR 0,41, 95% CI: 0,26, 0,62; cpeRHo PFS 8,2 HacnpoTH 5,4 
mecenH). Pe3y.frraurre 3a mynHo npexcHnyRaffie 6Hne CHWIHI4 3a cwre nanHeHTcm4 noRrpyrm Ha 
no3pacT oR < 65 H > 65, COORBeTHO. HoRaTonH 3a nanmeHTH > 75 roznunHa BO3paCT ce 
npemHory orpaHwieHH 3a Ra ce 143BHeliaT 3aKnytionH 3a onaa nonynanHja. 3a cwre aHaJ114314 Ha 
cy6rpynH, He e nnamwaHo cbopmanHo CTaTI4CTI411K0 TecTHpame. 

IMpower130 (G029537): PaHdomu3upaHa 0a3a III cmyauja Ha atezolizumab eo Kom6uHaquja 
co nab-paclitaxel u carboplatin, Kaj nayuemnu co memacmamcKu He-ciceamo3en NSCLC, Kou 
npemxoaHo He npumune xemomepanuja 

(Da3a III, urnopeHa, pangomm3HpaHa cTyRnja, G029537 (IMpower130), 6Hna cnponeReHa 3a Ra 
rH nponeHH enxacHocTa H 6e36eRHocTa Ha atezolizumab 130 xom6HHanHja co nab-paclitaxel H 
carboplatin, xaj nanneHTH co meTacTaTcm4 He-cKBaMo3eH NSCLC KOH npeTxo)IHo He npHmHne 
xemoTepanHja. IlauHeHTH co EGFR MyTa1114H HJIH ALK npeypeRynama Tpe6a Ra 6nRaT 
nperxoRHo TpeTHpaHH CO IIHXH614TOpH Ha TI4p0314H xnHa3a. 
CTaRHymoT Ha 6onecT xaj nanHeHTH 614n oRpeReH cornacHo npenopanrre Ha 3aeRHHIncHoT 
amepHxaHcia4 KOM14TeT 3a xammom (aHr. American Joint Committee an Cancer - AJCC) 7Mo 
H3RaHme. IlanHeHurre He 6Hne maygynam4 BO cryeljaTa Roxonxy Hmane HcTopHja Ha 
awroHmyHo 3a6onynarbe, npHmkule Rune, aTeHympaHa namnnia BO pox oR 28 ReHa npeR 
paHRomH3ankija, npHmHne HmyHocTHmynaTopHn areHcH BO pox oR 4 Hemm,' I4J114 CHCTeMCKH 
HmyHocynpecHnHH Me4HL1HHCK14 11p0143B0414 BO pOK 04 2 HeRenH npeR paHRomm3anHja, H Hmane 
aKTHBHI4 I4J114 HeTpeTHpam4 meTacTa3H Ha WTC. flanmeHurre K014 npeTxofflo 6Hne Ha ipeTmaH 
co ar0H14CT14 Ha CD137 14J114 KOH npHmane TepanHja co HmyHa ilexnoHHT 6noicaRa (aHTH-PD-1, 14 
aHTH-PD-L1 Tepanewrcial aHTHTena) He 6Hne noroRm4 3a marlynalbe. Cenax, nanneHTHTe KOH 
npeTxoRHo npHmHne aHTH-CTLA-4 TpermaH mowene Ra  6HRaT mcnyueHH, Roxonxy nocneRHaTa 
npHmeHa Rom 6Hna 6 HeRenH npeR paHRomm3anHja, 14 Hemano HcropHja Ha Teunm HmyHonounm 
Hecaxam4 HacTaHn 04 aHTI4-CTLA-4 (NCI CTCAE cTeneH 3 14 4). Ilponemca Ha TymopoT 6Hna 
H3BeReHa Ha cexom 6 HeRenH oR npRkrre 48 HeRenH no umnyc 1, a noToa Ha ceicom 9 HeRenH. 
IIpHmeponwre 3a TyMOp 6ea HCIII4TaH14 3a npncycTso Ha PD-L1 Ha KJ1eTKHTe Ha TymopoT (TC) 14 
Tymop HwinurrpHpainufre Hmym4 KlIeTKI4 (IC) H pe3ynTaurre 6ea xoppicTem4 3a Ra ce 
ReHmwaar noRrpymgre cnopeR excnpecHja PD-L1 3a aHanH3HTe omunaHH noRony. 

llanHenrwre, nx.nyinuenHo oHHe co EGFR myTanHH HJIH ALK npeypeRynama, 6Hne EncnylieHH 
BO CTy4HjaTa 14 6Hne paHRomm3HpaHH BO C00,41{0C 2:1 Ra npHmaT eReH 04 TpeTmaHcmfre 
pe)KHMH onmnaHH BO Ta6ena 9. PaHRomH3anHjaTa 6Hna HanparteHa cnopeR HOHOT, npHcycTnoTo 
Ha meTacTa3H Ha npHHoT Rpo6 14 PD-L1 excnpecHjaTa Ha TC H IC. IlanmeHTHTe KOH nimmarie 
pexa4m Ha TpeTmaH B, 6Hne BO MO)KHOCT Ra npemmHaT H Ra nonHaT Ra  npHmaaT atezolizumab 
moHoTepanHja no nporpecHja Ha 6onecTa. 



(AUC 6)° 	 pemetrexed 
Atezolizumab ce agmHHHc-rpHpa ce go ry6eme Ha icamumxHoT 6eHedH4T, oneHero og HeTpaxcyaagoT 

b Nab-paclitaxel ce agmHHHcrpHpa Ha 1., 8., n 15. geH oA cexoj umcnyc 
Nab-paclitaxel H carboplatin ce agrAHHHcrpHpaaT go 3aspluyambe Ha 4-6 umnycH, RUH go nporpecHja Ha 6onecTa 

NAH ,a0 HenpHcbarnHaa TOKCHIIHOCT, IUTO H Aa ce cnrm npHo 

gemorpecnrre H OCHOBH14Te KapaKTepHcTincH Ha 6onecTa oq cTysHcicara nonynaugja 
secfilmmami KaK0 ITT-WT (n=679) 6ea so6po H36anaHcHpaHH nomety TpeTmaHcKHTe rpym4. 
CpesHaTa so3pacT 6eiue 64 rO,LIHH14 (oncer 18 so 86 rosHHH). Hoseer° nauHeHTH 6Hne mauncH 
(59%) H 6enH (90%). 14,7% npoueHTH 	naumeHTHTe Ha notieToKoT Hmane meTacTa3H Ha 
upHPLOT spo6, a nosekeTo nauHeHTH 6Hne aKTHBHH HJI14 nopaHemm4 nymalm (90%). 
HoronemmoT sen os nauHewrifre Hmane notieTeH nepcpopmaHc cTaTyc Ha ECOG os 1 (59%) 14 
PDL1 excnpecHja <1% (npH6nHxcHo 52%). Met,/ 107 nauHeHTH oA rpynaTa B KOH no 
HnsyKuncica TepanHja Hmane cTaTyc Ha osrosop Ha cTa6HnHa 6onecT, senymeH osrosop 14J1 14 
uenoceH osrosop, 40 6Hne npet:1)pneHH Ha pemetrexed Teparmja 3a ospmcysame. 

llpHmapHa aHanH3a 6Hna H3seseHa Ha eifre naumeHTH, HcKnyqysajkH rH ollHe co EGFR 
myraum4 14.11H ALK npeypesysarba, seitiHmwaHH Kam) ITT-WT nonynauHja (n=679). 
llaumeHTHTe Hmane npoceimo speme Ha cnezewe Ha npexcHsysaffie os 18,6 MeCe1I14 H noKamcane 
noso6pH OS 14 PFS co atezolizumab, nab-paclitaxel 14 carboplatin BO cnopes6a co KoirrponaTa. 
Knyiniwre PC3YJITTM ce cymHpam4 BO Ta6ena 10 H KannaH-MeHeposwre KpHsH 3a OS 14 PFS ce 
npmaxcaHH BO CJI14KHTe 8 H 10, COO,aBeTHO. Hcipamcysagicifre pe3ymraTH 3a OS H PFS npeicy 
PD-L1 excnpecHja ce cymHpaHH 130 CJIHK14Te 9 14 11, coosseTHo. llauHeHTH co meTacTam Ha 
upHHoT spo6 He noKaxcane noso6pysalba 130 PFS Hfl 14 OS co atezolizumab, nab-paclitaxel H 
carboplatin, BO cnopes6a co nab-paclitaxel H carboplatin (HR os 0,93, 95% CI: 0,59, 1,47 3a 
PFS 14 HR os 1,04, 95% CI: 0,63, 1,72 3a OS, coosseTHo). 

fleReCeT 14 seseT npoueHTH os naumeHTHTe oA nab-paclitaxel H carboplatin rpynaTa npHmHne 
6Hno Koja Kamiep HmyHoTepanHja no nporpecHja Ha 6onecTa, UITO ro sx.nyesa atezolizumab 
Kam Kpocosep TpeTmaH (41% os cwre nauneHTH), BO cnopes6a co 7,3% os nauHeHTHTe BO 
atezolizumab, nab paclitaxel H carboplatin rpynaTa. 

Bo HcTpawysatwa aHanH3a co nosonro cneseme (npoceimo: 24,1 meceuH), npoceimoTo OS 3a 
sseTe rpynn He 6Hno npomeHeTo so osHoc Ha npHmapHaTa aHanH3a, co HR = 0,82 (95% CI: 
0,67, 1,01). 

Ta6eaa 12: Pe3Hme Ha eencacHovra oa IMpower130 BO npHmapHa allanwia (nonyaaullja 
Ha ITT-WT) 

Kpajnit TOLIKII Ha e4»ncadnocTa rpyna A 
Atezolizumab + 
nab-paclitaxel + 

carboplatin 

rpyna B 
nab-paclitaxel + 

carboplatin 

Ko-npHMapHH Nt e pul 3a HCX05 -:----== -  - 
OS n=451 	/,0£)‘' A 	

', 
	n=228 

Bpoj Ha cmpum wirf an (%) e.:" 	t 226 (50,1V t` xeN e 
. u 	Pq  l-,  g 07,5%) 

flpoce(mo apeme go nojaHa Ha Hacram4 (meceu,H) 18,6 	re mP 	• g -------- 	t  -5' 	9 › 	e ,  0 	9 

95% Cl (16,0; 2 	p.1_, 	...-: _,. , 	18,7) 
CTparwimumpaH ogHoc Ha p14314K; (95% Cl) t :s 	.:1,79'.(0,64;:.0i98)  rc-77, 	P ! 
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Totentriq+n b-pachtaxel+tarboplatin 
--+-- Nob-patlitaxel totoplatin 

al Risk 
Teetreee 

et•caregeatoN 

C.eteptee 

Cnnica 9: Fpadnuncn up 
(IMpower130) 

uo upelanesalbe npeicy PD-L1 eicenpecnja 

p-npefflocr 0,033 
12-meceneH OS (%) 63 56 
PFS Ilpogeiemo oä ucmpaNcyoaq (RECIST v1.1) n=451 n=228 
Bpoj Ha cnriam (%) 347 (76,9%) 198 (86,8%) 
Hpocetmo Hpeme ,go nojaHa Ha HacraHH (meceuH) 7,0 5,5 
95% Cl (6,2; 7,3) (4,4; 5,9) 
erpareHumpaH ORHOC Ha p143141j (95% Cl) 0,64 (0 54; 0,77) 
p-HpenHoor <0,0001 
12-meceleH PFS (%) 29% 14% 
Apyrn meinet 3a ncxoa 
ORR Ilpogenemo oä umpoolcoat: (RECIST 
v./3i 

n=447 n=226 

Bpoj Ha noTHpgeHH oRroHopH (%) 220 (49,2%) 72 (31,9%) 
95% CI (44,5; 54,0) (25,8; 38,4) 
Bp. Ha KOMfilleTen ORFOBOp (%) 11 (2,5%) 3 (1,3%) 
Bp. Ha napuHjaneH onronop (%) 209 (46,8%) 69 (30,5%) 
DOR npogenemo oä ucmpaxeyeagt (RECIST 
v/./)^  

n=220 n=72 

MenHjaHa BO MeCeln4 8,4 6,1 
95% CI (6,9; 11,8) (5,5; 7,9) 

OrpaTeHnHpan cnopen non H excnpecHja Ha PD-L1 Ha TC H IC  
A HoTspneH ORR n DoR ce ncTpawyaamxn Kpainkl TOtIKH 
PFS = npexcHBynaffie 6e3 nporpecHja; RECIST = KpHTepHyM 3a onemca Ha onrosop Kai COSMAHN Tymopm v1.1. 
CI = Imreiman Ha nonep6a; DOR = BpemeTpaeibe Ha onronop; OS = EncynHo npemmayname. 

Camca 8: ICannam-Menepona Kplisa 3a mcynno npexcnnynalbe (IMpower130) 
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Camca 11: Tpatinuma HpHica3 Ha upewillesame 6e3 nporpecnja upeKy PD-L1 eKcnpecuja 
(IMpower130) 

Medlan PFS (months) 

IMpower110 (G029431): PanaoMu3upana, 0a3a III cmyöuja Kaj nayuenmu co memacmamcxu 
NSCLC Kou ne npumane xemomepanuja 

ba3a III, oTsopeHa, mynTHueirrpHinia, paHsomH3HpaHa crysHja, IMpower110, 6Hna cnposeseHa 
jja ce esanyHpa ecln4KacHocTa H 6e36esHocTa Ha atezolizumab Kaj naumeHTH co meTacTaTcKH 
NSCLC KOH npeTxosHo He npHmane xemoTepanHja. IlanHenTHTe Hmane PD-L1 excnpecHja > 
1% TC (PD-L1 o6oeHH > 1% 0,T1 TymopcKwre KJICTKI4) I4J114 > 1% IC (PD-L 1 Tymop-
H4kurrpHpailKH HmyHH KJICTKH KOH onclekaar > 1% 0,11 110J1eTO Ha TymopoT) 6a3HpaHo Ha 
VENTANA PD-L1 (SP142) TecTmparKe. 

BKynHo 572 naumeHTH 61ne paHsomH3HpaHH so coosHoc 1:1 sa npkimaT atezolizumab (rpyna 
A) I4J114 xemoTepannja (rpyna B). Atezolizumab 614n asmHHHcTpHpaH KaKo (InuccHa so3a os 1200 
mg co IV H4y3Hja Ha ceKoH 3 HesenH Ce soseKa He ce H3ry6Hn KTIHHHIIKHOT 6eHe4m4T, 
nponeHeT Og HC1114TyBalIOT 14J114 )10 nojasa Ha Henpearmsa TOKCHIIHOCT. Pe)KHMHTe Ha 
xemoTeparmja ce orannaHH BO Ta6ena 13. PansommanHjaTa 6Hna cTpaTemumpaHa no non, 
ECOG cTaTyc, xmcTonorHja 14 PD Ll TVKa excnpecHja Ha TC H IC. 

Ta6ena 13: TpermaHcKH pe 	itzeiitPugunlYfite-/r. 	xemoTepamaja (IMpower110) 
, 

TpeTmaHeKH 
pexami 

I1 
	 e<- 	`%•  iligrünu*0. , 	. 	..  , 4 	m ...• :, • 	,•::, 	0 

" 	I.,  ,  j  

	

--4..2''''='' 	3 \  t4 e.rm-, ifejiteculoit ,  1-gell) ..--, 	0.,, 	- ,3--• 	. 
.9..,› '7>>2., 	\y' . 	, 	,, 

OppKysaihe 

(21-gell unwayen) 

5 (He- 

cHamo3eH) 

--, 	a Cisplatina (75 	39,4-ptiefe 	d (500 mg/m2) WM 
y's,-,  

carboplatina(AU 	exeda (500 mg/m2) 
113,d Pemetrexea 

(500 mg/m2) 
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E 
(cKBaMo3eH) 

Cisplatina (75 mg/m2) + gemcitabine 	(1250 mg/m2) 
PIJIll carboplatina (AUC 5) + gemcitabinee (1000 
mg/m2) 

Hajgo6pa 
cynopTHBHa Herad 

a Cisplatin, carboplatin, pemetrexed H gemcitabine 6Hne agmHHHcTpHpaHH c6 go 3aapmyaaibe Ha uHx.nyc 4 HIHI 6, 
go nporpecHja Ha 6onecTa, 	nojaaa Ha HeogexyBaHa TomwmocT. 
b Pemetrexed ce agbAHHHarpHpan BO pexcHmoT 3a ogpxyaame Ha cexom 21 geH go nporpecHja Ha 6onecTa, lugt „go 
nojaaa Ha HeoilexyBaHa TOKCHHHOCT. 
c Gemcitabine ce agmHHHc9Hpan Ha ,BOH 1 H 8 og cexoj ulmnyc. 
d He 6Hno go3BoneHo npehmHysaffie og xompanHaTa rpyna (xemoTepanHja 6a3HpaHa Ha nnaTHHa) BO rpynaTa Ha 
atezolizumab (rpyna A) 

flarmeHurre He 6Hne murrlern,' ÄOKOJIKy Hmane HcTopHja Ha aBTOHMyHO 3a6onyBaFbe; 
agmirmrcTpaurrja Ha mo4Ba-aTeHyHpaHa Bamuma Bo pox og 28 geHoBH npeg paHgomH3aulljaTa, 
agmHmeTpauvrja Ha cricTemcim HmyHocTHmynaTopeH arellc BO pOK og 4 HegenH 14J114 cHcTemcim 
HmyHocyripecHBHH Me):(141.414HCK14 11p0143B0414 BO pOK 0,r[ 2 Hegerm npeg pan1 omH3auHjaTa, 
aKTHBHH 14J114 HeTpeurpaHH CNS meTacTa3H. flpougHa Ha TymopoT 6Hna cnpoBegyBaHa Ha cercom 
6 Hegerm BO HpB14Te 48 HegenH notrHyBajkH og rumnyc 1, geH 1 a noToa Ha cexoH 9 HegenH. 

Remorpad)cxwre 14 OCHOBHHTe xapaxTepHcTmar Ha 3a6onyBalbeTo 6Hne go6po H36anaHcHpamr 
nomety TpeTmaHcragre rpyrm xaj natureHTH co PD-L1 excnpecHja > 1% TC 14J114 > 1% IC K014 
Hemane EGFR myraum4 HJIH ALK npeypegyBarba (n=554). CpegHaTa Bo3pacT 6Hna 64.5 I'0,7J14HH 
(oncer: 30 go 87) 14 70% og narrHewrwre 6Hne mamm. HajronemHoT 6poj og naumeHurre 6Hne 
6e3m (84%) H a3kum (14%). floBekeTo og naturerrarre 6Hne aKTHBHH nyuraim 14J114 nymene BO 
MHHaTOTO (87%) 14 nomeTHHoT ECOG craTyc xaj narmeHTHTe 6kin 0 (36%) 14J114 1 (64%). 
BKynHO, 69% OZ( narmeHTHTe Hmane He-CKBaMO3H0 3a6onyBaibe H 31% og Tramewarm Hmane 
cxBam03Ho 3a6onyBaue. Remorpa#Bwre H xapaxTepricTmurTe Ha 3a60nyBameTo npe,it 
notreroxoT Ha TeparmjaTa xaj naurreHTHTe co BHcoxa PD-L1 excnpecHja (PD-L1 > 50% TC HJIH 
> 10% IC) K014 Hemane EGFR myraurm HJ114 ALK npeypegyBalba (n=205) 6Hne 
penpe3eirraTHHHH Ha normipoxaTa cTygHcxa nonynauHja 14 6Hne 6anaHcHpamr nomety 
TpeTmaHcnrre rpyrm. 

flpirmapHaTa xpajHa uen 6Hna mynHoTo npexurByBalbe (overall survival - OS). Bo BpemeTo Ha 
npHspemeHaTa OS aHarm3a, nauHeHTHTe co BHcoxa PD-L1 excnpecHja, 6e3 EGFR myraurm 14JIH 
ALK npeypegyBaua (n=205), noxawane CTaTIICTIVIKI4 3HalmTenHo nogo6pyBarbe Ha OS 3a 
nauHerfarre paugomH3HpaHH co atezolizumab (ryna A) BO cnopeg6a co xemoTeparmjara (rpyna 
B) (HR 0.59, 95% CI: 0.40, 0.89; cpegHo OS og 20.2 meceum vs 13.1 meceuH) co gBocTpaHa p-
spegHocT og 0.0106. CpegHoTo Bpeme Ha cnegerbe Ha npe*HByBarbeTo xaj naulleurwre co 
BHcoxa PD-L1 excnpecHja 6Hno 15.7 meceull. 

Bo excnnapaTopHaTa OS aHanH3a co nogonro Bpeme Ha cnegerbe eiefere  g3;15?NiteceuH) 3a °im 
nauHeHTH, cpermoTo OS BO atezolizumab rpynaTa 6Hno 	womeHeistrA,<'  ogHoc Ha 
npHBpemeHaTa OS aHanma (20.2 meceuH) a 3a rpynaTa Ha xem Rfne 6-H49 lt ceur4 (HR re 
0.76, 95% CI: 0.54, 1.09). Knyirmgre pe3yrraTH og excnnopa  egaTegevel cecx r HpaHH BO 
Ta6ena 14. Kaplan-Meier-mme 9HBH 3a OS 14 PFS xaj narrHerfid.golDf cnpecHja 
ce npeTcTaBeHH Ha cnima 12 14 13. nom4cox nporreHT Ha narui 	 o TexoT Ha 
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npsHTe 2.5 meceum 614.ne BO atezolizumab rpynaTa (16/107, 15.0%) so cnopeR6a co rpynaTa Ha 
xemoTeparmja (10/98, 10.2%). He 6Hne 14t1CHT14(1)14KyBaH14 ClIeH141411H14 (1)awrop(H) 1C014 614Jle 
nosp3aHH CO °feie CMpTHI4 cnyHaesH. 

. - 	- 	- 	• 	. 
Ta6e.ii 41- '

1 e- edniKacllocTa Kai naunetrrn CO BHCOKa PD-L1 eKenpectija > 50% 
TC H 'd

, ilii!leMc 
>=166/0 ICIleip er110) 
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Cmyducaa gen 3a eOuaacnoctn rpyna A 
(Atezolizumab) 

rpyna B 
(xemoTepanHja) 

Ilpumapaa Kpajna gen 
Benno nponnnyaame (OS) n = 107 n = 98 
Bpoj Ha empTHH enyttaexx (%) 64 (59.8%) 64 (65.3%) 
Ilpocetmo xpeme go nojaBa Ha HacraHH (meceug) 20.2 14.7 
95% CI (17.2, 27.9) (7.4, 17.7) 
Cmmulmmax 0,1:(HOC Ha pH3HK (95% CI) 0.76 (0.54, 1.09) 
12-meceneH OS (%) 66.1 52.3 
Ceryadapaa :Teta gen 
PFS Hpogettemo od ucmpaNcyeaa (RECIST v1.1) n = 107 n = 98 
Bpoj Ha enymax (%) 82 (76.6%) 87 (88.8%) 
Ilpoeetmo xpeme go nojaBa Ha Hae-ramt (MeceuH) 8.2 5.0 
95% CI (6.8, 11.4) (4.2, 5.7) 
CrpareHumpaH QAHOC Ha p143HK (95% CI) 0.59 (0.43, 0.81) 
12-Ateeeilex PFS (%) 39.2 19.2 
ORR Hpogenemo od acmpaawyeaa (RECIST 1.1) n= 107 n = 98 
Bpoj Ha HOTIMMOHN ORTOBOPH (%) 43 (40.2%) 28 (28.6%) 
95% CI (30.8, 50.1) (19.9, 38.6) 

Bp. Ha Komm tereit ogroxop (%) 1 (0.9%) 2 (2.0%) 
Bp. Ha nammjanex ogroxop (%) 42 (39.3%) 26 (26.5%) 

DOR npogeaemo od ucmpaowyeav (RECIST 1.1) n = 43 n = 28 
MegHjaHa BO MeCe141 38.9 8.3 
95% CI (16.1, NE) (5.6, 11.0) 

OrparmeHumpaH cnopen non H ECOG cranc (0 vs. 1) 
PFS = npencHsysaibe 6e3 nporpecHja; RECIST = KfflepHym 3a °Hemm Ha oRroaop Kaj COBH,BHH Tymopit v1.1; CI 
= HHTepBan Ha RoBep6a; ORR = O6jeicrHBHa cranKa Ha ogroaop; DOR = Bpemerpaeibe Ha onroaop; OS = wcynHo 
npencHsysalbe; NE = He ce nponeHyna. 

Cama 12: Kanaan-MellepoBa Kpuoa 3a Benno upelamyome Kai nauuerru co sucoKa 
PD-L1 eiccupecllja > 50% TC 14.311 10% IC (IMpower110) 
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Treatment arm Medien PFS HR (95% CI) 

0.3 

0.2 

0.1 

0 

0.0 
a. 

Ami A: Tecentaq 	8.2 mo 0.59 (0.43, 0.81) 
Arm 13. Chemotherapy 5.0 mo 

if 	1 

-1- Arm A: Tecentriq 
-,- Arm B: Chemotherapy 

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 

0.9 

0.8 

trt 	0.7 

g 

1.0-4 	 Treatment arm 

0.9-1 

Pr
ob

ab
ili

ty
  o

f S
ur

vi
va

l 

Medien OS HR (95% CI) 

Arm A: Tecentriq 	20.2 mo 0.76 (0.54, 1.09) 

0.81 
0.7-1 

0.6-? 

0.51 

	

0 A 1 	 41 11 n u 	 

0.3-1 

0.2I 

	

0.1 -1 	Arm A: Tecentriq 

	

0.0 - 	  

	

I 	-4- Arm 13: Chemotherapy 

Arm B: Chemotherapy 14.7 mo 

Wo. Patients 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 

CanKa 13: Kanaall-Meneposa Kpaoa 3a npeamoyaanbe 6e3 nporpecaja Kaj laaaneale co 
BacoKa PD-L1 eimimeeilja 50% TC Kau ?_ 10% IC (IMpower110) 

3a6enexcaHoTo noio6py 
cnope,a6a co rpyllaTa H 
natuteHTH co BHCOKa PD 
(cTarixa Ha p14314K [HR] o"::e 
namteHTH co ciatamoseH NS 

No. Patients at Risk 
Arm A: Tecentriq 107 83 73 63 54 

Arm B: Chemotherapy. 98 74 62 36 3  4,14 t4A 
 J 

 11 	cst,   

rie9Teripexa4sysarbe OS Ho atezolizumab rpyllaTa so 
a 	44)Kano KOH314CTeHTHO BO cHTe no,q-rpyrm Kai 7, 

,efgej  Bji  sajkpi 14 Ilagl4eHT14 CO He-cKBaMo3eH NSCLC 
t,9.9/g,,,,C1:.,(9 0, 0.96; cpefflo OS 20.2 vs. 10.5 meceum) 14 

90:4 	, 95% CI: 0.23, 1.37; Cpe,1Ho OS He HOCTI4FHaTO 

2 30 25 21 15 15 12 11 8 7 7 3 3 2 1 1 0 0 0 
3 3 2 0 0 0 0 0 0 0 0 0 0 0 0 0 

Time (months) 
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Ta6ena 15: Pe9KHA414 na TpeTmax (IPSOS) 

Pezmivi Ha TpeTman 

A 
	Atezolizumab 1 200 mg co IV Hey3Hja Ha 1 AeH oA cexoj 21-AHeBeH uHxnyc. 

B 
	Vinorelbine: IV HHe3Hja Ha 25-30 mg/m2 14.1114 opanHa agmHHHcTpauHja Ha 60-80 

mg/m2 Ha i(eHortHTe 1 H 8 0i1cexoj 21-AHeBeH tunotyc 14.1114 Ha 1, 8 14 15 Aex oA cexoj 
28-Allelex 1114KnyC 11.1114 HeAenxa aAmHHHcrpauHja Hall 

Gemcitabine: IV HH(py3Hja Ha 1 000-1 250 mg/m2 Ha 1 14 8 AeHa oA CeK0i 21-AHeBeH 
tuncnyc linH Ha 1, 8 14 15 ,reH oA cexoj 281mi:ex tuncnyc. 

Bxyrmo 453 nauHeHTH 6Hne rixnytieHH BO cTymjara (KITT nonynanHja). HonynanHjara 
npeTemmo ja coln4HyBane 6enH (65,8%) H ma1na4 (72,4%) nanHeHTH. HpocenHaTa Ho3pacT Ha 
nanHeHurre 6Hna 75 roAHHH, a 72,8% oA nanHeHTHTe 6Hne Ha Ho3pacT oA 70 roAHHH WEIH 
nocTapH. IlpoueHToT Ha natmeHTH co ECOG PS oA 0, 1, 2 14 3 61411 1,5%, 15,0%, 75,9%14 7,5%, 
COO,L1BeTHO. CeBKynHo, 13,7% oA natmeHTHTe Hmane cerafflym IIIB 6onecT («ja He e noAnoxam 
Ha mynTHmoAanex TpeTmaH 14 86,3% Hmane erramm IV Ha 6onecTa. HponexToT Ha nanHeHTH 
Icon Imme Tymopm co PD-L1 excnpectaja TC<1%, 1-49% 14 > 50% H3mepeHo co aHanmaTa 
VENTANA PD-L1 (SP263) 6Hn 46,8%, 28,7% 14 16,6%, coffleTHo, AoAexa 7,9% oA 
nanneHurre Hmane Heno3HaT cTaTyc Ha PD-L1 excnpecHja. 

IlpHmapHaTa xpajHa Toinca Ha CT ,T114iaTa 614na uenoxynHoTo npexanexame (OC). Bo xpemeTo 
Ha (14HanHaTa aHanH3a 	41 41 	OTO cmeimme 614no 41,0 meceun. Pe3ynTaTHTe oA 
ecixecacHocTa ce npe-rcT 	Heuegel  H Cninca 14. 
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Ta6e.ria 16: Pe3HMe Ha edilneacHocTa 3a HauHeHTH co NSCLC KOH He ce noAo6HH 3a 
xemoTepanHja 6a3HpaHa Ha nawilma (IPSOS) 

KpajHa Tontca Ha etinmacHoeT 
Atezolizumab 

(n = 302) 

XemoTeparmja 

(n =151) 

reumalm' Kpajna motwa 

OS 

Bpoj Ha Haemin,' (%) 249 (82.5%) 130 (86.1%) 

lipoceimo speme go HacTaHu (meceun) (95% CI) 10.3 (9.4, 11.9) 9.2 (5.9, 11.2) 

CTpaTHclmecysaH KoecimumeHT Ha 01IaCHOCT (95% 
CI) I  

0.78 (0.63, 0.97) 

p-BpeAHocr (cTpaTmcmyBaH el314,/(eHTeH pair) p = 0.028 

CeKyndapitu Kpajtiu MOWCII 

PFS npo«euem od ucmpaNcyeatiom (RECIST 1.1) 

Bpoj Ha HacTaHH (%) 276 (91.4%) 138 (91.4%) 

FIpoceimo speme-rpaem Ha PFS (mecenu) (95% 
CI) 

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

erpaTmcinuyBaH Koe(1)HuseHT Ha onacHocT (95% 
CI) 

0.87 (0.70, 1.07) 

ORR (RECIST 1.1) 

Bpoj Ha noTspaeHn QaroBopn (%) 51 (16.9%) 12 (7.9%) 

DOR (RECIST 1.1) 

FIpoceima spegHocT BO MeCe1414 (95% CI) 14.0 (8.1, 20.3) 7.8 (4.8, 9.7) 
CI = knfrepsan Ha imep6a; DOR = spemeTpaeffie Ha ozrosop; ORR = o6jeK-THBen c-reneH Ha oRroBop; 
OS = ne.rioxynuo npexcmsysaH,e; PFS = npexcHeysaH‚e 6e3 nporpecnja; RECIST = Kpll-repnymn 3a 
eBanyannja Ha oRrosopoT Kaj usperu TymopH v1.1. 

1 FIponeHeT coozHoc Ha OflaCHOCT 14 95% CI Ro6Hem4 OZ KOKC mogenoT 	t1Sted3ä141 	H KaKO 

BapiijaT. 3a cTparni:PHKyeaHaTa aHamna, Xl4CTOJIOLIIKHOT TIORT1411, PD- I 	eeräT}eree 	iiHmTe 
<5, n 	 .s. meTacTa3H (Ra/He) 6nne go,aa,aeHn Kam) (pawropm Ha cTpaTllciucannj ..r ct., 	,e-- ------ ; 	. c,  \ 	‘, (., 	.,. 
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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% CI]: 9.2 [5.9;11.2] 

0.8- 

1.0 

0.0- 

C.rmica 14: Kpluan Kannaa-Majep 3a He.rHucynno npexunerHame 3a HaumeHTH co NSCLC 
KOH He ce HoHo6HH 3a xemoTepanHja 6a3HpaHa Ha Haanina (IPSOS) 

Numbers of patients at Risk 
Atezolizumab 

Chemotherapy 

0 6 12 18 24 30 36 42 48 54 

Time (Months) 

302 180 122 86 64 50 37 17 5 0 

151 80 52 31 16 9 7 2 2 0 

BmopanunucKu mpemman na necumnomemouen Kapnunam na 6e.nu apo6oeu (NSCLC)  

Cyfficymana Oopmynayuja 

IMscin001 (BP40657) Pandamtaupana cmyduja 0a3a Ib/Ill Kaj nayuenmu co nonumo 
nanpednam unu memacmamcKu NSCLC Kou npemxoano 6u.ne mpemupanu co xemomepanuja 
wmo codpxcu nnamww. 

'Da3a Ib/III, oTHopexa, mynmempwma, metyxapoRHa, paxgomn3HpaHa cryelja, BP40657 
(IMscin001), 6Hna cnporteRexa 3a Aa ce npouelm cbapmaKonmeTmcaTa, eencacHocrra H 
6e36eRHocra Ha cy6KyraHaTa ftiopmynaumja Ha Tecentriq BO cnope&6a co mrrpaxexcicaTa 
(Popmynaumja Ha atezolizumab Kai naumeHTH co noxanxo HaripezmaT H.TI 14 meTacTaTcm4 NSCLC 
KOH He 6Hne H3no)cem4 Ha KaHuep HmyHoTepanHja (CIT) H 3a K014 npe'rxoRHa TepanHja 
6a3HpaHa Ha nnaTHHa He 6Hna ycneuma. IMscin001 e RH3ajm4paHa Ra noxaxce He-
HeepHopHocT Ha atezolizumab BO HI4KJIye 1 (uHKnyc 2 npeR Ro3aTa) cepymcico Cfrough 14 
moRen-npeRBHReHaTa AUC oR 0 Ro 21  Rex BO umcnycoT 1 Ha cy6KyTaHaTa (Popmynaumja Ha 
atezolizumab 130 cnopeR6a 	;Inpalm  c  aTa (Fopmynaumja Ha atezolizumab (Ko-npHmapHa 
KpajHa Toxica). CeKyuRapH esiaji-riileepfek nyHyBaa'r ecinucacxocT [PFS, ORR, OS, DOR] H 7 	• 

c2,0  
• .;;., -z 	7 • - 	— 0 

Bo Ren 2 (cDa3a III), xxy 447 L'eetell  eie  mcnyHeim H paHRomn3Hpam4 2:1 3a Ra Ro6Hjarr 
HH 14 1 875 mg cy6Ky felyzipmpieenid centriq Q3W will 1 200 mg Hirrpasexcica 
(bopmynauHja atezolizuma • O s s 	g oneHo xamanyxame Ha Ro3aTa. 

Js  
C f 
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Halmewune 6Hne HcKnygeHH goxonxy Hmane HcTopHja Ha aBToHmyHa 6onecT; aKTHBHH 141114 
M0301,1H14 meTacTam 3aBFICH14 0,11 KOpTHKOCT9014)H4, agmHmeTpaguja Ha )KHBa, aTeHyupaHa 
Baxmma npumella 4 HegenH npeg paggominalmjara; agmHHHcTpaLtHja Ha CHCTeMCKH 
HmyHocTmmynaTopm4 areHcH BO pox og 4 Regem,' HJIH CHCTCMCKH HmyHocynpecHBHH JIeKOBH BO 
poic og 2 HegenH npeg pangomm3agHjaTa. 

HpocelmaTa B03pacT 6ana 64 f0,1114HH (oncer: 27 go 85), a 69% og natmewrwre 6Hne maxm. 
IloronemHoT Ren Oft naulfewune 6Hne 6ena paca (67%). lipH6mexHo gBe TpeTHHH 
natmewarre (65%) Hmane He-cKBaMo3Ha 6onecT, 5% Hmane n03HaTa myramija Ha EGFR, 2% 
Hmane HO3HaTH npeypelyBaIba Ha ALK, 40% 6Hne PD-L1 H0314THBH14 (TC>1% H/HnH IC>1%), 
16% Hmane HeatcrHBHH meTacTa3H Ha L1HC Ha nogeToxoT, 26% 14Mane ECOG PS og 0, 74% 
Image ECOG PS og 1, a noBekeTo natmeHTH 6Hne ceraumm H.TIH npeTxogm4 nyntaim (70%). 
80% ripHmHne egeH npeTxogeH Tepanewrcni pe)KHM. 

Bo BpemeTo Ha npHmapHaTa allankua, cpegHoTo cnegeffie Ha npexmByBaffieTo 6Hno 4,7 mecenvi, 
a peenTarwre og OC 6Hne He3penH. HMano 86 (35%) cmpTHH cnyqaH BO rpynaTa Ha nammeHTH 
KOH ripHmHne cy6KyraHa simpmynaugja Tecentriq 14 37 (30%) cmpTHH cnyttaH BO rpynaTa Ha 
natmeHTH K014 npHmHne mnpaBeHcKH atezolzimab. Post hoc awypHpaHa aHanma 6Hna 
H3BeIeHa 9 mecegH no npHmapHaTa aHanma co cpegHo BpeMeTpaeH,e Ha npezumBa}be Ha 
cne„geme og 9,5 meceim. Peesnwrwre etimxacHocTa Ha awypHpaHwre aHaTI14314 ce cymHpaHH 
BO Ta6ena 17 nogony. 

Ta6ena 17. KpaToK nperaej* Ha amepapitim anaaH3H Ha e4mHacHorr (IMscin001) 

Kpajna Toluca Ha edutHacHocT Cy6Kyrana 
thopmynatotja 

Tecentriq 

HirrpaHeucKa 
chopmyaaitHja 

Tecentriq 
ORR cnoped npouemea na ucmpaoicyoaa (RECIST 
v1.1) * 

n = 245 n = 124 

Bpoj Ha noTspneHH ogrompaim (%) 27 (11.0%) 13 (10.5%) 
95% CI (7.39, 15.63) (5.70, 17.26) 
PFS cnoped npouenxa na acmpancyeaa (RECIST 
v/./)* 

n = 247 n = 124 

Bpoj Ha HaCTaHli (%) 219 (88.7%) 107 (86.3%) 
IlpoceK (MeceuH) (95% CI) 2.8 (2.7, 4.1) 2.9 (1.8, 4.2) 
OS* n = 247 	 ,,,,,:--:.7--------- 124 
Bpoj Ha HacTamt (%) 144 (58.3° ol, .91/ Xo) 

16.11%M ) Ilpoceic (Mecewl) (95% CI) 10.7 (8.5, ,t5ii? 
CI = HwrepBan Ha goBep6a; ORR = crarnm Ha o6jeKTHBeH szsitriiKe O = Beiii 
HpemautyBalbe; PFS = npe)K4ByBalbe 6e3 nporpecmja Ha 6onecT; 	 ApH 
onemca Ha ogroBop Kai conkigeH Tymop.v1.1 
* ,aecKpHnTHHHa aHarima 	 'Y \ 	. \*skiKu?' — 

cxonie- 
linmpaoencica Oop.mynaziuja 

OAK (G028915): Paridomumpana cmyöuja /ia3a III Kaj nayuelanu co .110KCUIHO manpednam unu 
memacma3upan NSCLC npemxodno nexyeanu co xemomepanuja 
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3apann nponemca na ecinecacnocTa 14 6e36ennocTa na atezolizumab BO cnopen6a co docetaxel 
Kai nannenTn CO JI0KaTIHO naripennaT HJIH meTacTa3npan NSCLC KOH Hmane nporpecnja BO TeK 
HnH nocne neesalbe co npoTmcon Koj conpxcen nnaTnna, cnopsenena e oTsopena, 
mynTnnenrpnima, mefynaponna, pannomm3npana cTynnja (1)a3a III — (OAK). Bo cTynnjaTa ne 
6Hne mcnygem4 nanneffrn KOH nmane asTonmyna 60JIeCT BO anamne3a, KOH nmane aKT14BHa HJIH 
3asncna xopTmcocTeponnn meTacTa3a na M030K, KOH npnmnne xcnsa aTenynpana samnma BO 
pammere Ha 28 ReHom4 npeR mcnytlysalbe BO crynnjaTa 14 °nie KOH npmmane CHCTeMCKH 
nmynocrnmynaTopm BO paMK14Te na 4 Henenn HJIH CHCTeMCK14 nmynocynpecnsn BO pammTe na 
2 Henenn npen mcnyllysatbe BO crynnjaTa. Hponemca na onrosop na TymopoT 6nna 
cnposenysana cexon 6 Henenn BO 'rex na npswre 36 Henenn, a noToa cexon 9 Henenn. 
Hpnmeponn on TymopoT npocnexTnsno ce nponenysane 3a Ra ce yispnn excnpecnja na PD-L1 
na Tymopcxwre KJIeTKH (TC) H nmym4Te K.ReTKH KOH ro mulmwrpnpaaT TymopoT (IC). 

BKynHO BO crrynnjaTa 6Hne BKJIrleHH 1.225 nannewrn, a cnopen IIJIaHOT 3a anwilna npswre 850 
pannommnpann nanminn 6Hne mcnyqem4 BO npnmapna anann3a 3a ectmcacnocT. 
Pannominannjara 6nna crpaTncimumpana cnopen cTaTyc na excnpecnja na PD-L1 Ha mmymtrre 
KfIeTKH KOH TO nminurrpnpaaT TymopoT (IC), 6poj na nperxonm4 xemoTepanesTcm4 HpOTOKOJIH 
H XHCTOJIOHIKH THH. Hannenrwre 6Hne pannomn3mpann BO 0,11110C 1:1 3a ynoTpe6a na 
atezolizumab H docetaxel. 

Atezolizumab ce ynoTpe6ysan BO fineccna no3a an 1200 mg co mrrpasencxa mu4y3nja cexon 3 
Henenn. He 6Nno no3soneno Ra ce namanysa no3arra. Hannewrwre ce nexysane no ry6wrox na 
KJIHH1411KH 6eneclmT cnopeR onemca Ha ncTpawysan. Docetaxel ce ynoTpe6ysan BO ,IVI3H 0,a 75 
mg/m2 co nnipasencxa ney3nja Lnen cexoj 3-Henenen nmcnyc no nporpecnja na 6onecTa. 
HpoceimoTo spemeTpaelbe na nexysaffieTo nomety cwre nexysam4 HUHHTM  n3necysano 2,1 
mecen BO rpynaTa nexysana co docetaxel H 3,4 mecenn BO rpynaTa nexysana co atezolizumab. 

Remorpacpcxwre H nogeTnwre KapawrepncTmcn Ha 6oneCTa BO nonynannjaTa 3a npnmapna 
ana.sma 6Hne no6po soennagem4 nomefy wemaxelufre rpynwre. IlpoceimaTa so3pacT 
n3necysana 64 ronnm4 (nwrepsan 33-85), a 61% an nannewrwre 6Hne maxcn. llosekeTo 
nannewrn 6Hne 	6ena paca (70%). fIrm6mmcno Tpm geTBpTI4H14 on nannewrwre nmane 
necxsamo3en XHCT0.110111K14 HaO11 (74%), 10% on nannewrwre nmane no3naTa EGFR m yrannja, 
0,2% nmane no3naTa npomena so penocnenoT Ha 6a3wre BO renoT ALK, 10% an nanneffurre 
nmane meTacTa3n BO UHC na 11011eTOKOT Ha cTynnjaTa, a nosekeTo nannenTn 6Hne aKTHBHI4 HJIH 
nopanennm nyniamn (82%). HotieTmloT chmanionanen ECOG cTaTyc n3necysan 0 (37%) HJIH 
1 (63%). CenymneceT H neT nponenrn (75%) on nannenrwre npenconno npnmwse camo enen 
11pOTOKOJI 6a3HpaH na nnanma. 

OS. Knytmwre pe3yJITHT14 OA osaa cTynnja, CO 
npno ce npmcaxcam4 BO Ta6ena 18. Kannan-
ena 3a nexysarbe (ITT) 'Tkmmann ce na 

Twre 3a OS na ITT nonynannja 14 nonrpynn 
1 	no caxcy ajei Zen )• clnaT na atezolizumab sp3 OS so cwre r  
epreeKCIIiiftcHj Nila .1

Ts ,Zelt  
' -1, 1 < 17o na KJ1eTKHTe na TymopoT (TC) H 1,44, 

Hpnmapna cTynnjcica nen 3a e(1) 
cpenno cnenerbe na npexcnsys 
MeHepOBI4Te KpI4BF1 3a OS H 
cnnica 15. Cmilca 16 36npno 
cnopen excnpecnja Ha PD 
nonrpynll, mcnytlysajkll H OH 
HMyH14Te KJIeTKH K014 TO P11414 

Meg 

Yeeite, 
3yJ  

Dee ) 
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Ta6eaa 18: 36upeH nrunca3 Ha pe3yaTaTHTe 3a egnucacHoeT BO Honyaaumja 3a HpHmapHa 
anaaH3a (eHTe HKaytienH HaumeHTH)* (OAK) 

eryunjaca ue.0 3a eenicacnocr Atezolizumab 
(n=425) 

Docetaxel 
(n=425) 

Hpuinapna gen 3a eOuxacnocm 
Os 
Bpoj Ha CMpTHH cnymaH (%) 271 (64%) 298 (70%) 

Ilpoce4Ho Hpeme go HacTaH (meceuH) 13,8 9,6 
95% CI (11,8; 15,7) (8,6; 11,2) 
Orpanulmunpan" offloc Ha p14314K (95% CI) 0,73 (0,62; 0,87) 
p-HpemocT** 0,0003 
12-mecemeH OS (%)*** 218 (55%) 151 (41%) 
18-mecexieH OS (%)*** 157(40%) 98(27%) 
Cexynäapnu cmyäujcxu nenu 
PFS cnoped npogenua na ucmpaxcyeaq (RECIST v1.1) 
Bpoj Ha HacTaHH (%) 380 (89%) 375 (88%) 
IIpoceinio HpemeTpaelbe Ha PFS (MeceuH) 2,8 4,0 
95% CI (2,6; 3,0) (3,3; 4,2) 
erpaTHcl)HuHpaH OX(HOC Ha pH3HK (95% CI) 0,95 (0,82;1,10) 
ORR cnoped npoueniza na acmpaaicyoaq (RECISTv1.1) 
Bpoj Ha naulleHTH co ozwoHop (%) 58 (14%) 57 (13%) 
95% CI (10,5; 17,3) (10,3; 17,0) 
Bpemempame na oäz000p (DOR) cnoped oyenEa 	 n=58 
n=57 
na ucmpencyean (RECISTv1.1) 
npOCOK BO Meceum 16,3 6,2 
95% CI (10,0; HIT) (4,9;7,6) 
CI=Hyrepnan Ha nonep6a, DOR=BpemeTpaeffie Ha onronop, HIT=Hemonce 
o6jeKTHneH onronop, OS=rcynHo npemmynalbe, PFS= npexamyKalbe 6 
KpwrepHym 3a oneHKa Ha oRronop Kaj conHgeH Tymop. 
*llonynaulljaTa 3a npHmapHa aHnH3a rn conmyna npaHTe 850 patt,» 
"CrpaTHemainija cnoped excnpecHja Ha PD-L1 Ha Hmymrre Kn 
nperxo,RHH xemoTepanewrcKH HpOTOKOHH H XHCTOJIOUIKH HaOR 

**Bp3 ocHona Ha CTpaTH4n11HpaH long-rang test 
***Bp3 ocHona Ha npoueHKa cnopen KannaH-MeHepona meTo,na 

ce  npogeHH, ORR=cranKa Ha 
6onecT, RECIST v1.1 

TymopoT, 6poj Ha 
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Median time (mo) 
lemed Ratio 

(95% CI) 
Log-rank p-vatue 

Tecen(riq 	Docetaxel 
13,8 	 9.6 

0:73 
(0.62. 0 87) 
020,0003 
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1.0 
0.9 
0.8 
0.7 
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0.5 
0.4 

0.2 
0.1 
0.0 

—4— Tatantritt 
-4-- Cocataxet 

12 	1 
Time (months) 

18 	21 	24 	27 

Canua 15: Kanuall-Meueposa upusa na suynuo npeuusysame so nonymauuja 3a 
HpHmapHa wumm (cuTe sunyuellu naulleHTH) (OAK) 

Ne. Patients et Risk 
Teefirma 426 407 382 363 342 326 305 279 260 248 234 223 218 206 

Docataxal 425 390 385 336 311 286 263 236 219 195 179 188 151 140 
108 188 175 163 157 141 116 74 54 41 28 15 4 	1 
132 123 116 104 98 90 70 51 37 28 16 6 3 

Hazard ratio is estirnatedbased an a seatified Cox roodel, p.value is estimated based an a strat'glied log-rank test. 

Cullua 16: Tpacluncoll na mrrepsan Ha gosep6a 3a men» upewunesame cnope,1 
euenpecuja Ha PD-L1 so nonynaullja 3a HpHmapHa wumm (OAK) 

PD-L1 Expression Level Tecentriq 
0,41 

TC e 50% or IC 	10% (n=137) 20.5 • 
TC or IC 	5% (n=265) 

0.67 
• i 16.3 

0.74 
• TC or IC 	1% (n=463) 15.7 
0.75 
• TC and IC < 1% (n=379) 12.6 \est. J3 

ITT (n=850) 
 	 j jt 

o _e. 	---, - k.. 	,e,. 	,;:„.,--- 
Lu 	.k. 	• 

e;  
,-e-• 	f 

4,•• ,..,-, 	.. 0.73 
- 	' 	4 • 13.8 
'1' 	'c--, 'il cr, 	i -... , 	.,. 	zi---  

	

52 tl, 	 U" 
rg 2..  / `•••• 	 _-f•-'-' 	/ 

• i. 	Ar , 	 Q 
,>, 'ft, 	..4,,  (c, 	Hazard Ratio° 

Median OS (months) 
Docetaxel 

,, 	Jfr. s, ,, 	.,) 
-ifr . C  y.0 	In favour of 

Tecentrig 

8.9 
10.8 
10.3 
8,9 

9.6 

2 
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a  OrpaTHcl»ampaa HR 3a ITT 14 nauHeHTH co excnpecHja Ha TC man IC > 1%. HecTpanalmapaa HR 3a ,apy rm 
eacnnopanacm4 no,arpyr4. 

llono6pysalbe Ha OS co atezolizumab BO onHoc Ha docetaxel 3a6enexaHo e 14 Kaj nankimm co 
HecKsamo3eH NSCLC (oaHoc Ha pH3HK [HR]: 0,73, 95% CI: 0,60 — 0,89, cpeaHo BKyIII10 
npemmsysatbe (OS): 15,6 mecem co atezolizumab BO offloc Ha 11,2 meceuH co docetaxel) H Kaj 
oHme CO CKBaM03eH NSCLC (HR: 0,73, 95% CI: 0,54 — 0,98, cpeaHo sKynHo npemotsysalbe 
(OS): 8,9 mecen,H co atezolizumab BO °gime Ha 7,7 mecem co docetaxel). 3a6enewaHoTo 
noao6pysaibe Ha BKyllHOTO npexcHsysalbe 6HJI0 KOH314CTeHTHO ,ItemolicTpHp ax o BO cwre 
noarprm Ha nanuewill, sKnyrenajkH rH H oHme KOH Ha 11011eTOKOT Ha cTynHjaTa Hmane 
meTacTam Ha MO3OK (HR: 0,54, 95% CI: 0,31 — 0,94, cpeatto BKy11H0 npexcHsysaibe (OS) oa 
20,1 meceum co atezolizumab BO oaHoc Ha 11,9 meceu4 co docetaxel) H natmeHTH K014 HHKoram 
He nymene (HR: 0,71, 95% CI: 0,47 — 1,08, cpeaHo sicynHo npenmsysaibe (OS): 16,3 meceun co 
atezolizumab BO °arm Ha 12,6 meceull co docetaxel). Metyroa Kaj nauHeHTH co EGFR 
myramtH He e 3a6ene)KaHo nono6pysatbe Ha OS co atezolzizumab BO OHHOC Ha docetaxel (HR: 
1,24, 95% CI: 0,71 — 2,18, cpeaHo sKynHo 1-wemnesalbe (OS): 10,5 meceum co atezolizumab BO 
oaHoc Ha 16,2 meceum co docetaxel). 

3a6enewaHo e npo,aon)KeHo Bpeme AO  snomysaffie Ha 6onKaTa BO rpaerre Kaj natuteHTHTe Kopf 
npHmane atezolizumab cnopeaello co nameHrwre KOH npHmane docetaxel, mepeHo co 
npautaaHHK EORTC QLQ-LC13 (aHrmicKH European organization for reaserch and treatment of 
cancer quality of life questionnaire — lung cancer, T.e npamanm4K 3a KsankrreT Ha )1ü4BOT Kaj 
KaHuep Ha 6enH npo6osH Ha EsponcKaTa opraHH3aullja 3a HcTpawysaibe H neKysaa,e) (HR: 
0,71, 95% CI: 0,49, 1,05, cpenHa speaHocr He e nocTHrHaTa H14Ty BO eLHa rpyna). BpeMeTo Z) 
snoutysaffie Ha apyrwe CHMITTOMH Ha Kamtep Ha 6enH Apo6osH (KaKo IHTO e Kaimama, aucnHea 
H/HJ114 6onKa so paue/paMeHHuH) cnopen npamanm4KoT EORTC QLQ — LC13 6Hno enwill° co 
atezolizumab H docetaxel. 3apalH oTospeH aH3ajH Ha cnaHjaTa, osHe pe3ynTaurre Tpe6a Aa  ce 
TonKysaaT CO BHHMaHHe. 

POPLAR (G028735): paudohneupana /ia3a II cmyduja Kaj natiueumu co noleumo uanpeduam 
unu memacma3upan NSCLC Kaj nagummi npemxodno nexyeanu co xemomepanuja 

CnposeaeHa e mynTHuellTpHHHa, mefyHapoma, paHnomH3HpaHa, oTsopeHa, KoirrponHpaHa 
cryaHja 4)a3a II (POPLAR) Kaj naumeHTH co noKanHo HanpenHaT HIHI meracTa3HpaH NSCLC 
KOH Hmane nporpecHja so TeK 14J114 nocne neKysalbe co npoToKon Koj coapxcen nnaTHHa, 
He3asHcHo on excnpecHja Ha PD-L1. flpHmapHa cryamcKa uen 3a e(1H4 ac T 614J10 sKynHo ,-,- npexcHsysaffie. BKynHo 287 on nauHeHTHTe 6Hne paHaomH3HpaHH B 	`l :"1'%e  urpe6a Ha 
atezolizumab (1200 mg HffrpaseHcKa mul)y3Hja ceKoH 3 Hegeeik\•\ MIM  1 	HHHIWI,' 
6eHeclilrr) 14.1114 docetaxel (75 mg/m2  HHTpaseHcKa HHe3Hja 1.,a ,ri4oj,i-itexene. 	yc ao 
nporpecHja Ha 6onecTa). PaHnomH3auHjara 6llna cTparm egoaHj( -.90kz(  39  ö  yc Ha 
excnpecHja Ha PD-L1 Ha Hmyrarre KJ1eTKH KOH ro HH4/14JITp ea-4ir 71-140p#  (I);77 poj Ha 
npeTxo,aHo npHmeHH xemoTepanesTcKH 11pOTOKOJII4 14 X14CT .ftetinat 	 H3a Ha ..),-e, 
axypHpamt nojaaTouH nocne BKy1I110 200 3a6enexcam4 CMpTH14 H A 41KeipeHFIG! eame Ha 
npexcHsysaffieTo 0,I1( 22 meceuH, noKawane aexa cpe,aHo speme Ha B 	a, 	ysaffie (OS) __ 
Kaj naumeHTH neKysaHH co atezolizumab H3Hecysan0 12,6 meceuH, a Kaj_ oHHe KOH npHmane 
docetaxel 9,7 mecem (HR: 0,69, 95% CI: 0,52 — 0,92). ORR H3Hecysan 15,3% 3a atezolizumab, 
HacnpoTH 14,7% 3a docetaxel, aoneKa cpeaHoTo spemeTpame Ha oarosopoT H3Hecysano 18,6 
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mecenn Kai HauneHurre nm/Bam' co atezolizumab, HacripoTH 7,2 meceun xaj nanneHurre 
nexyBaHn co docetaxel. 

Cumno wiemotten Kapuunom na 6e.nu dpo6oeu  

HumpaeencKa Oopmynayuja 

IMpower133 (G030081): Pandomu3upana, Oasa I/III cmyauja 80 KoM6unaquja co carboplatin 
u etoposide Kaj nayuenmu Kou ne npwwune xemomepanuja, wwaam nanpeana Oasa na cumno 
Knemouen Kapyunom na 6enu dpo6oeu (SCLC), 

laa3a UIII, paHRomn3npaHa, mynTHueffrpnima, RBojHo-cnena, nnane6o xowrponnpaHa cTyRnja, 
IMpower133, 6euie 143Bejjetm 3a Ra r14 npougHH 6e36efflocTa 14 efinecacHocTa Ha atezolizumab 
BO KOM614Hafflia co carboplatin 14 etoposide xaj nanlex-1'n KOH He npnmane xemoTepannja 14 

HmaaT HanpeRHa (Pa3a Ha CHTHO xneTozieH xapunHom Ha 6enn Rpo6oBn (ES-SCLC). 

Ilaunewarre He 6nnemoirlyBaHll axo Hmane aKTI413Ha I4J114 HeTpernpaHa meTacTa3a Ha LZEIC, 
ncTopnja Ha aBTonmyHa 6onecTa, nmmime )KHBa, aTeHynpaHa BaxnnHa BO nepnoR o.L 4 HeRenn 
npeR paH,Rommaunja, Hinmeine cncTemcm nmyHocynpecnBeH meRnunHcm4 npon3BoR BO 
nepmoR oR 1 Hegella npeR pagRominaHnja. lIponemca Ha TymopoT ce cnpoBeRyBane Ha cexom 6 
HeRean BO npmaTe 48 HeRenn 110 unxnyc 1, ReH 1, H noToa Ha cexon 9 He/Jen'''. Kaj nannenrwre 
KOH rH mcnonHysane yrBpRemrre xpffrepnymn 14 KOH ce cornacnne Aa 61VLaT TpeTnpaHn 14 no 
nporpecnja Ha 6onecTa, npouemmTe Ha TymopoT ce cnpoBeRyBane Ha cexoll 6 HeRenu Ro 
npen'HyBarbe Ha TpeTmaHoT. 

BxynHo 403 naumeHTH 6Hne BxnytieHn 14 paHRomn3Hpam4 (1:1) Ra npnmaaT eReH oR 
TpeTmaHcmgre peffluen °HHmalm BO Ta6ena 19. PaHRomn3an14jaTa 6nna cTpaTwinncyBaHa 110 
11011, ECOG nembopmaHceH cTaTyc 14 npmcycTBo Ha M03OHH14 meTacTa3n. 

Ta6ena 19: UnTpasemcH TpeTmallecH pencHmn (IMpower133) 

TpeTManCKH penoim 

A 

lIngpcnnja 
(neTupn 21-nnemm nicayen) 

atezolizumab (1200 mg)a + carboplatin 
(AUC 5)1' + eto•side (100 mg/m2)b,c 

Qmmesame 
(21-nneHen I1HKJ1yC) 

atezolizumab (1200 mg)a 

B 	 nnane6o + carboplatin (AUC + etopside nnage6o 
(100 mg/m2)b,c 

Atezolizumab ce aRnmmacrpHpa ce ,Ro ry6eFbe Ha KAMHINKHOT 6eHe4 Hr, oueHe'ro oq Hcrpawynamor 
b Carboplatin H etopside 6Hne aRmHHHcrrpHpaHH Ro uniolivnalbe Ha 4 umnycH, H.11H ,j43 nporpecHja Ha 6onecra MIN 

HenpHcParnme Toxcnimocr, HITO H Aa ce cn 
Etopside 6Hne gareHHHc-rpHpaH Ha 1., 2.,  4, 	mcgeir 	yc 

gemorpatbcnrre H OCHOBHHTe ,afrairepfkieng4 	.o\zlevra oR cTyRnjcxarra Honynaunja 6Hne 
Ao6po 1436anaHcnpaHn nomety ..erIancxprreirpyn. übeRHaTa Bo3pacT 6nna 64 rozunni (oncer 
26 Ro 90 rown4) co 10% 021 Leenigr -e7-;5 rienlima Bo3pacT. HosekeTo nauHenrn 6Hne 
ma1nno4 (65%), 6enn (80%) Hq lilma:TW-seeTezia3 Ha MO3OK H noBekeTo nanneirrn 6Hne 
aKTHBH14 14,1114 HopaHemHnnymaxm 	 CHHOT cTaTyc ECOG 61411 0 (35%) 141114 1 
(65%). 
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30,9 
12,6 

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

22,4 

rH me ICH 3a ncxou • 

Kpajmi TOIIKII Ha eemcacHocTa Fpyna A 
(Atezolizumab + 
carboplatin + 

etopside) 

Fpyna B 
(nname6o + carboplatin 

+ etopside) 

Ko-npnmapnft memcn 3a ncxou 
OS* n=201 n=202 
B io Ha CM .THH CJI 'lall (%) 142 (70,6%) 160 (79,2%) 
IlpoceitHo Bpeme Ro nojasa Ha HacTamt 
(mecetut) 

12,3 10,3 

95% Cl (10,8; 15,8) (9,3; 11,3) 
CTpaTewllutpaH oimoc Ha p14314K: (95% CI) 0,76 (0,60; 0,95) 
p-speRHocT 0,015 
12-meceiteH OS (%) 51,9 39,0 
PFS Ilpo«exemo od ucmpaxeyeaq (RECIST 
v1.1)** 

n=201 n=202 

Bpoj Ha Haemin,' (%) 171 (85,1%) 189 (93,6%) 
llpoceitHo speme Ha PFS (meceuH) 5,2 4,3 
95% C1 (4,4; 5,6) (4,2; 4,5) 
CTpaTkulmtutpaH offloc Ha p1131,11( (95% C1) 0,77 (0,62; 0,96) 
p-speRHocT 0,0170 

Bp. Ha KOMILTIeTeH oRrosop (%) 
B . Ha na • uHaneH oRroso • (%) • 
DOR npogenemo od ucmpamyeatt (RECIST 
v1.1)^  
MeRitjaHa so meceum 
95% CI 

4,2 
(4,1; 

3a speme Ha npkimapHaTa aHas1143a, naltHeHurre Hmaa cpeRtio speme Ha npewllsysarbe oR 13,9 
MeCeL114. CTaTI4CTI411K14 3HamajHo noRo6pysa.R.e BO sxynHoTo npexatsysathe (OS) e 3a6eRmaHo 
Kai atezolizumab BO KOM614Halelia co carboplatin 14 etoposide cnopeReHo co KomposmaTa rpyna 
(HR oR 0,70, 95% CI: 0,54, 0,91; npoceiteH OS cm, 12,3 mecem HacnpoTH 10,3 mecemt). Bo 
HcTpamcysaincaTa OS (Imanna aHa.runa co noRonro cneRetbe (mezutjaHa: 22,9 mecetut), 
cpeRHHoT OS 3a AseTe rpyrut 6eiue He npomeHeT BO oRHoc Ha npHmapHaTa npenHmHHapHa 
aHanma Ha OS. Pe3yrrraTHTe 3a PFS, ORR M DOR oR npitmapHaTa aHarm3a, KaK0 14 pe3yKraTHTe 
os, HcTpawysaincwre OS (PHflammt aHam4314 ce cymitpaHH so Ta6e.ria 20. KannaH-MeHepostrre 
Kp1,11314 3a OS 14 PFS ce npmcamcaHH BO CJII4KMTe 17 14 18. HoRaTousTe 3a IlaMlleFITH CO M030'-IHH 
meTacTa314 ce npemHory orpamtgemt 3a Ra  ce manetiaT 3aKRyliou1 3a osaa nonynamja. 

Ta6ena 20: Pe3Hme Ha etPHHacnocTu (IMpower133) 

Bpoj Ha noTspReHH oRrosopH (%) 
95% CI  

121 (60,2%) 
(53,1; 67,0)  

n=202 

130 (64,4%) 
(57,3; 71,0) 

ORR Ilpogenemo od twmpancyeaq (RECIST 
v.1.1)**A 

n=201 

5 (2,5%) 	
oe" 

n=121 /4. 

M E 	2 (1,0%)  
DHE  i;f 	63,4%) 

-re
4f 
 4._  A 

v 
<A 5 

,2) 
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Treatment arm 	 Median OS 
Tecontriecarboplafin+otoposido 	12.3 mo 
Placebo+corboplatinietoposide 	10.3 mo 

HR (95% CI) p-value 

0.76 0.0154 (0.60, 0.95) 
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PFS = npexmllynalhe 6e3 nporpecllja; RECIST = KpHTepHyM 3a ollema Ha onronop Kaj C05114,11H14 TymopH v1.1. 
CI = HIfreinan Ha 1ollep6a; ORR = 06jeiallma cmluca Ha oAronop; DOR = Bpemerpaeffie Ha ozkronop; 
OS = mcynHo npemmnyllaube 
OrpaTellullpaH cnopen 11011 H ECOG ner4opmaHceH cTaTyc 

*14c-rpawynainca OS (bllHanlla ananll3a CO KJIHHHLIKH npeceK 24 janyapH 2019 
** PFS, ORR H DOR aHanH3ll co 1CJIHHH4KH npeceK 24 anplln 2018 
*** Camo 3a OHHCHH uenH 
A  IlommeH ORR H DOR ce HcTpam(yBatini KpajH14 TO4KH 

Caluca 17: Kannan-Meuepona Kpnua 3a incynno npeumayname (IMpower133) 

—e— Tecantrievarboplatin4etoposide 
Plecebo+carbopiatio+etoposide 

11111111111111111111111 

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 

10 - 

0 - 

No. at Risk 
Tecentriecarboplatin+ 

etopeside 
P1acebo+carbop1atin+ 

etoposicle 

Time (monthe) 

201 191 137182 180 174 159 142130121 109101 93 87 86 81 75 71 61 57 51 39 28 25 21 13 8 2 1 1 

202 194 189186 183 171 160146 131 114 97 88 74 63 58 55 49 45 39 36 33 28 20 12 8 6 3 2 2 2 	2 

Cninca 18: Kannan-Menepona upnna 3a npencnnyname 6e3 nporpecuja (IMpower133) 
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Treatment arm 
Tecentriq+carboplatin+etoposide 
Placebo+carboplatIn+etoposide 

-4- Tecentriq+cerboplatieetoposide 
Plecebo+cerboplatin+etoposide 

Median PFS HR (95% CI) p-value 
5.2 mo 	0.77 
4.3 mo 	(0.62, 0.96) 0.0170  

Tpojno Heeamueen KapHuHam Ha aofica 

Hmnpaeencica Oopmynailuja 

IMpassion 130 (W029522): Pandanlim.paria, ba3a III cmyduja Kaj noicanno HanpedHam unu 
memacmamcKu TNBC Kaj nayuemnu Kou npemxodno ne 6une mpemupanu 3a memacmamcica 
6anecm 

lzrea.3a III, guojHo cnena, BO gue rpamm, mynTnuenrpwma, nifrepHannoHanHa, paHgomn3npaHa, 
nnane6o-KoHTponnpaHa mygnja, IMpassion 130, 6enie n3BegeHa 3a Aa ja nponeHn efinucacHocTa 
14 6e36eJHocTa Ha atezolizumab BO Kom6nHaunja co nab-paclitaxel, Kai nannewn co 
HepeceicTa6llneH »Kam) HanpegHaT HJIH meTacTaTcm4 TNBC Icon npeTxogHo He riptimnne 
xemoTepannja 3a meTacTaTcKa 6onecT. flaunewrwre mopano ila 6ngaT npeaTnnun 3a 
moHoTepannja co taxane (T.e. OTCyCTBO Ha 6p3a KnnHninca nporpecHja, )mnoTo-3arpo3ynagxn 
uncuepamm meracTa3n, 143I4 noTpe6aTa 3a 6p3n nnrepnemmn 3a Kowrpona Ha CHMIITOMH I4/14JIH 
Ha camaTa 6onecT) H 6nne ncx.nriem4 aKO npminne npeTxogHa xemoTepannja BO 
HeoggjynaHTm4 14311 aajyBaHTHH yCJI0B14 BO nepHo1O.I nocnegHwre 12 mecenn, nmane HCTopHja 
Ha anTonmyHa 6onecTa; npnmnne nama, aTeHympaHa BaKItI4Ha BO nepnog og 4 Hegern,' npei 
pangomn3aunja, npnmnne CHCTCMCKH nmyHocrnmynaTopeH areHc 3a Bpeme og 4 Hegenn nnn 
npnmnne cncTemcim mmyHocynpecnum4 MeRHEIHHCKI4 np0n3nogn 3a Bpeme 0,It 2 Hegenn npeg 
paHgomn3amja; HeTpeTnpaHn, CHMIITOMSTCKH HJIH meTacTa3n Ha M030K 3aBlICHH 
CHMLITOMBTCK14 TpeTmaH I4JIH KopuncocTepongeH TpeTmaH. Hpogemca Ha TymopoT 6nna npaueHa 
Ha ceicon 8 Hegenn (± 1 Hegena) BO nepHo.z 	npnwre 12 mecem4 HOC 	OT 	I-IpB140T 
UHKJIye, H noToa Ha ceKon 12 Henenn (± 1 Helena). 	 megy 

eLE Ati?e l• a.  
rz:vief.:e 

BKynHo 902 nauneffrn 6nne BKJIrleHH cTpanimumpam4 c Reg npicybieoTffiria eTacTa3n 
Ha npHnoT gpo6, npeTxogeH TpeTmaH co taxane cnopeg  14230•0 --11)-.1-. 1  jicA r ecxja Ha 
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Tymop-mulgunpmpagni 14MyHH KJIeTKI4 (IC) (o6ojysarbe Ha PD-L1 <1% oR Tymop-
mulgurrpmpatsm 14MyHIA KJIeTKI4 npmcyTHH BO TymopcxaTa nospunma [IC] HacnpoTH > 1% 04 
TymopcxaTa nospumHa), npogeHeTo CO ynoTpe6a Ha aHTI4TeJIOTO Ha VENTANA PD-L1 KJIOH 
(SP142). 

HaumeHTHTe 6Hne pag4omH3HpaHH Ra  npHmaT atezolizumab 840 mg 14.1114 nnage6o co 
HirrpageHcKa Hispy3Hja Ha 1. Rex H 15. Rex oR ceicoj 28-meseH glecnyc, nnyc nab-paClitaxel 
(100 mg/m2) aRmHHHc-rpHpaH npeicy PurrpageHcxa HHcpy3Hja Ha 1., 8. 14 15. Rex oR ceKoj 28-
RHeseH gmcnyc. flagHeHTHTe npHmane TpeTmaH Ro paRHorpactice nporpecHja Ha 6onecTa 
cnopeR RECIST v1.1 ximaTepHymoT 14JIH Ro  Hemeatme TOKCHIIHOCT. J1eicysarbeTo CO 
atezolizumab mme Ra  npoRomicH Kora nab-paclitaxel e npexHHaT nopaRH Henpkernmsa 
TOKCIIIIHOCT. CpeRHHoT 6poj Ha gmcnycwre Ha TpeTmaHoT 6Hne 7 3a atezolizumab H 6 3a nab-
paClitaxel BO cexoja TpeTmaHcica rpyna. 

Remorpacpcxgre 14 ocHosHwre icapawrepHcTificH Ha 6onecTa BO cryeicicaTa nonynagHja 6ea 
R06po H36anaHcHpaHH nomety wenlaxelaffe rpynH. flosekeTo nagmeHTH 6Hne wein' (99,6%), 
67,5% 6Hne 6enn 14 17,8% A3HjKH. CpeRHaTa so3pacT 614na 55 roRHHH (oncer: 20-86). 
OCHOBH140T cTaTyc Ha ECOG 6enie 0 (58,4%) HJI14 1 (41,3%). Fexepalm°, 41% oR mcnygeHgre 
naumeHTH Hmane PD-L1 excnpecHja >1%, 27% ilmane meTacra3H Ha gpHHoT Rpo6 H 7% Ha 
11011eTOKOT Hmarie aCHM11TOMaTCKH M030i1H14 meTacTa3H. OKOJIy 110JI0B14Ha 04 nagmeHTHTe 
Ro6Hne taxane (51%) HJIH anthracycline (54%) BO (Heo) aRjysaHTHH ycnosH. Remorpa4)cmgre 
KapaKTep14CT14104 14 OCHOBHHTe KapaICTeplICTHKH Ha TymopcKaTa 6onecT npm smygysage Kai 
nagmeHTH co PD-L1 excnpecHja >1% reHepanHo 6ea penpe3egraTHBHH 3a noumpoicarra 
cTyRmjce nonynagHja. 

Ko-npHMapHHTe Kpajll UCJTM 3a ectikwacHocT mcnygysaaT npexcHsysalbe 6e3 nporpecHja (PFS) 
BO Koe ce Hcrarrysa nonynagHjara HameHeTa 3a nexygalbe (ITT) H Kai nagmeHTH co excnpecHja 
Ha PD-L1 > 1% cnopeR RECIST v1.1, nm) 14 sKynHo npexcHsysaibe (OS) Kai ITT 
nonynagHjaTa H Kai naglimm co PD-L1 excnpecHja > 1%. CexyHRapHwre KpajHH genH 3a 
ecInucacHocT seynysaaT cTane Ha o6jexTHseH oRrosop (ORR) 14 BpemeTpaeffie Ha offosop 
(DOR) no RECIST v1.1 KpwrepHymoT. 

, vjAvit-IgFi Cs 
9;d~ 	G

.
IS JE,  
in.

0 

cteHHanHaTa OS aHanH3a 6eule crip jeeHgyej sagH IT3,1; co excnpecHja Ha PD-L1 >1% co 
cpeRHo cneRelbe oR 19.2 mecegH, p gyea-41-rd:s-a9S e j15PIKaWaH14 BO Ta6ena 21 H KannaH- 
Memoinne KpHBH Ha Oneca 20. HgeH 	2e4tnpecmja Ha PD-L1 <1% He noxamma 
noRo6peH OS. Kora6eige RoRaReH at (emäh'icos,ßa4aclitaxel (HR oR 1,02, 95% CI 0,84, 
1,24). 	 .-YPDv 

PFS, ORR FI DOR pe3yEraTgre oR IMpassion130 Kai Hauviel-1TH co PD-L1 excnpecHja > 1% 3a 
speme Ha KoHeimaTa aHamma 3a PFS co cpeRHo npexamysage nocne 13 mecegH ce cymmpaHH 
BO Ta6ena 19 co KannaH-MeHeposgre xpHsH 3a PFS Ha envie 19. llagneHTHTe co excnpecHja 
Ha PD-L1 <1% He noxmaa noRo6peHa PF 	olizumab e RoRaReH Ha nab-paclitaxel (HR 
oR 0,94, 95% CI 0,78, 1,13). 
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Axan14314Te Ha excnnopaTopHaTa nogrpyna 6ea m3seAeHm Kai flankfenn,' co PD-L1 excripecmja > 
1%, 14cm4Tysajkm npeerxoRHa (Heo) azüysaHTHa TepanHja, BRCA1/2 myraumja 14 aCHMIITOMaTCKI4 
M0301-1H14 meTacTa3m Ha 1-1014CTOKOT. 

Kaj nanmeHTki K014 npmmane npeTxo,Emo (Heo)apjysaHTHa TepanHja (n = 242), cooRHocoT Ha 
p14314K 3a npmmapHo (4m4HanHo) PFS 6mn 0,79 14 0,77 3a (ImmanHoTo OS, gogeKa Kai nanmewrm 
R014 He npmmane npeTxogHo (Heo)aßjysaHTHa Tepankija (n = 127), COO,LLHOCOT Ha p14314K 3a 
npmmapHoTo (44HanHo) PFS 6eme 0,44 14 0,54 3a cimHanHoTo OS. 

Bo cnimjaTa IMpassion130, og 614 TecTmpaHm nanmewrm, 89 (15%) mmane naToreHm BRCA1/2 
myrankm. OA nosurpynaTa co PD-L1+/BRCA1/2 myrankm, 19 na nenn,' ripmmmne atezolizumab 

nab-paclitaxel 14 26 U1IIHCHTM npmmmne nnane6o nnyc nab-paclitaxel. Bp3 ocHosa Ha 
kicTpamcysamxaTa aHan143a 14 mmajkm ro npeAskm manmoT 6poj Ha nanmeHTm so npmmepoxoT, 
npmcycTsoTo Ha BRCA1/2 myranmjaTa ce 9l4H14 ,Etexa He snmjae Ha Ha PFS Ha KJIHHHIIKHOT 
6eHecimT Ha atezolizumab 14 nab-paclitaxel. 

HeMBIlle ROKa314 3a edmxacHocT Kai nanmewrm CO aCIAMIITOMaTCKH M030'IHH meTacTa314 npm 
imuresalbe BO cTyRkija, malm 6pojoT Ha TpeTmpaHm nanmeHTm 6eme man; cpe,rwHOT PFS 6kul 
2,2 meceum Kai atezolizumab nnyc nab-paclitaxel (n = 15) so cnopeA6a co 5,6 mecenm Kai 
nnane6o nnyc nab-paclitaxel (n = 11) (HR 1,40; 95% CI 0,57, 3,44). 

Ta6e.aa 21 - Pe3HMe Ha ecinmacHocTa Kaj HanueHTH co PD-L1 eiccnpecHja >1% 
(Impassion130) 
Taamm trenn 3a eemcacnocT Atezolizumab + nab-paclitaxel 	Placebo + nab-paclitaxel 
Hpumapuu ue.au 3a e0uKacuocm n=185 n=184 
PFS cnopen npouemca Ha Hc-rpmeHait (RECIST v1.1) - HpumapHa allamt3a3  
Bpoj Ha HacTaHH (%) 138 (74,6%) 157 (85,3%) 
Cpezmo 	HpemeTpame 	Ha 	PFS 
(mecegll) 

7,5 5,0 

95% Cl (6,7; 9,2) (3,8; 5,6) 
CTpambHuHpaH omoc Ha pH3nxt 
(95% CI) 

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

p-Bpe.IHocT <0,0001 
12 mecemeH PFS (%) 29,1 16,4 
PFS cHopen upouemca Ha HcTpancyHaq (RECIST v1.1) - AwyptipaHa eNcrumpalepHa aHamt3a4  
Bpoj Ha HacTaHm (%) 149 (80,5%) 163 (88,6%) 
Cpe,rxHo 	spemeTpaekbe 	Ha 	PFS 
(meceuH) 

7,5 5,3 

95% Cl (6,7; 9,2) 1,,, 0. 	(3,8; 5,6) 
CTIMTHCPI4B14paH 	ORHOC 	Ha 	p143144 0,63 (0, ei3AM  Cr  

-4-.\ -",-----, 

f P4,,,,s,Yies, 

p-spegHocT ci s <0 ölel 	_,  e0  ,.. 
12 meceikeH PFS (%) 30,3 	! 	.2-  . \ 	 ' :-; 	-'''..- 	* 	;J.,j, i  - 	.._-. 	' 	 ›,.4-3 
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Demo npenciumsame (OS)1'24  
Bpoj Ha cmpTHH cnyHam (%) 120 (64,9%) 139 (75,5%) 
CpegHo Bpeme no nojaHa Ha HacTaH 
(meceuH) 

25,4 17,9 

95% Cl (19.6, 30.7) (13,6; 20,3) 
erpanelmax oimoc Ha pk131111: 
(95% CI) 

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

Ceuyndapuu u exampamopuu geau 
eranna Ha o6jennmen onroaop (ORR) 
cnopen upnixeluca na Hmweilan 
(RECIST v1.1)3  

n=185 n=183 

Bpoj Ha 14C1114TaHHUH (%) 109 (58,9%) 78 (42,6%) 
95% C1 (51,5; 66,1) (35,4; 50,1) 
Bpoj Ha HenoceH oAroHop (%) 19 (10,3%) 2 (1,1%) 
Bpoj Ha nenymeH onronop (%) 90 (48,6%) 76 (41,5%) 
Bpoj Ha cTa6HnHa 6onecT 38 (20,5%) 49 (26,8%) 
Dpamamaelbe Ha onroaop (DOR) cnopen 
npouenaa Ha Hemmeaale 

n=109 n=78 

1Ipoceic BO MeCe1114 8,5 5,5 
95% CI (7,3; 9,7) (3,7; 7,1) 
1.  Cnopeg crpaTHcinnutpaH log-rank TecT. 
2' OS cnopes6a nomery wentatmurre rpynll xaj naugeHTH co PD-L1 excnpecHja ?1% tlgopmanHo He 6Hna 
TecrrHpaHa, xaxo HITO e Hasel eHo BO npe-cnenetnutpaHaTa aHanH3Ha xHepapxitja. 
3. (DHHanHaTa aHanH3a 3a PFS, ORR, DOR 14 npsaTa npenttmxHapHa aHaint3a 3a OS e HanpaseHa so speme Ha 
ICAHHINKOTO 3axnymysane Ha nogaToutt Ha 17 anpHn 2018 rogHHa 
4. excnnopaTopHa PFS aHanH3a BO speme Ha Kntnnentcrro 3aicnynysaube Ha nonaTonn Ha 2 jaHyapH 2019 rogHHa 
5. 3a (PHHanHaTa aHanH3a Ha OS 3a speme Ha KAHHINKO 3aKnygysabe 14 Anptin 2020 
ICTpaTwIntitHpaHo cnopeg npitcycTso Ha meTacTa3H so upHHoT gpo6, H cnopeg npeTxogeH TpeTmall co taxane. 
PFS=npematsysatbe 6e3 nporpecHja Ha 6onecT; RECIST=KpHTepHyM 3a onemca Ha ogrosop icaj conHgeH TMO 
v1.1.; CI=HHTepsan Ha gosep5a; ORR=c-ranica Ha o6jeKrHseH ogrosop; DOR=spemeTpaethe Ha ogrosop; OS= 
skynHo npenatsysalbe, HII=He moste na ce nponeHH 

Cmuca 19: Kannau — Melleposa 	upelumplaibe 6e3 nporpecoja na nanuemil co 
PD-L1 eiccopecnja > 1% (Im  sibiliee9c  

'ke 
zu , 

1-9/ 
9 

oft. s  ../t/  
c K__G> 

78 



2 0.2 

0.1 

0.0 

9 	12 	15 	18 24 27 

NE 

Time (months) 

NE 
NE 

Na ei Patento M Ritt( 
Tecefel feteadittm4 
Pimoto • 64.6.4edni.44 	7C4 

'-tb 	 9:e 	 6 
127 	 44 	22 	11 	 5 

0. 

0.4 

. 

0. 

Pr
o b

ab
ili

ty
  o
f P

ro
gr

es
si

on
-F

re
e  

Su
rv

iv
a l
 

0. 

0.7 

0.9 

	Li 

4 	 -4- - — 	4 
Tooereri 46-pachtaxel 
Pixebo • nab-pmttmol 

33 

HE 
NE 

C.rmica 20: Kannall — Meuepoila Hpima. 3a BICy11H0 upewillename Ha natutenTH co PD-L1 
eccimecHja > 1% (Impassion130) 

1.0 
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1-; 	0.8 

e 0.7 

9) 0.8 

IS 0.5 

= 0.4 

0.3 
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Time (months) 

"re -1 

-4-- Toeenteig + nab-peditaxol 
- Placete 4 nab-paclitaxel 

-1- f 	r 
90 33 38 39 42 

No. of Pationto st Risk 
Tocenth + nateeeiltaxel 
Placebo +nab-paclitaxel 

185 177 160 145 135 121 
184 170 147 129 111 93 
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IMbrave150 (Y040245): Pandammpalm cmyöuja, 0a3a III Kaj naquenmu co neonepa6uneu 
HCC Kou npemxodno ne npumane cucmemcKa mepanuja, eo Kondunatoja co bevacizumab 

4:12ea3a III, panRomn3npana, mywrn-uenTpwma, mnTepnaunonanna, oTsopena cTysnja, 
IMbrave150, &Ina H3negeHa co Hen Ra  rH euanyHpa ecimxacHocTa 14 6e36eRnocTa na 
atezolizumab BO Kom6HHauHja co bevacizumab, xaj naunenTH co noxanno nanpeRnaT 141114 
MCTaCTaTCKH 14/14J114 Heonepa6HneH HCC, KOH npeTxoRno ne npnmane CHCTeMCKI4 TpeTman. 
Bxynno 501 6Hne panRomn3Hpann (2:1) Ra npnmaaT min atezolizumab (1,200 mg) 14 15 mg/kg 
bevacizumab cexon 3 HegenH agrAHHHcTpmpaH co nurpasencxa 14H1by314ja, 14.1114 sorafenib 400 mg 
nepopanno, RsanaTn Ha Ren. Paugomn3aunjaTa 6nna cTpanicimunpana no reorpa(l)cxn permoll, 
maxposacxynapna nnsamja 14/14J114 excTpaxenaTanno umpeffie, nogeTHH megHocTH Ha a-
fetoprotein (AFP) H ECOG cTaTyc. IlaumeHTHTe BO )1BeTe ncnnTysaina4 rpynn npnmane 
Tepannja ,J0 ry6wrox Ha KJIHHHHKI4 6eHe(1)14T, 14J114 RO nojasa na neripeaTnnsa TOKC14HHOCT. 
Hauffewarm moncene Ra  ro AncxonTnnympaaT nnn atezolizumab ;um bevacizumab (H.n 3asmcno 
0,II necaxannTe RejCTBa) 14 Ra ripoRomicaT CO ezumeinta Tepannja RO Ty6HTOK na KJIHHIPIKHOT 
6ene(tinT 14J114 nojasa na nenpwlmTnnsa TOKCHHHOCT nosp3ana co efuffleiniaTa Tepannja 

Bo cTyRnjaTa 6Hne 'mirlena so3pacnn nnua uHe 3a6onysatbe ne 6llno noroRno 3a I4J114 
nporpempano no xvipypunca nnTepsenunja nimm noxo-pernonanna Tepannja, co Child-Pugh 
A, ECOG 0/1, H KOH npeTxoRno ne npnmane cncTemcxa Tepannja. Kpsaperbe (sxnrunenno H 
CO (I)aTanen ncxoR) e 1103HaTO necaxano RejcTso CO bevacizumab 14 FaCTp014HTeCTHHajIHOTO 
xpsapem OR TOpHHOT Ren na ,LII4FeCT14BHHOT TpaxT e xtecTa H mcnsoTo3arpo3ysainca 
Kommmau* Kai HaumeHTH co HCC. 3aToa, Hameirrwre 6Hne eganyHpaHH 3a npmcycTuo Ha 
Bamncourreut 130 HnTepsan oR 6 meceun npeR motygysalbe na TepannjaTa„ 14 6Hne 
ncKnyitysann AOKOJIKy nmano Bapl4K03HTeTH14 xpsapeu.a BO HnTepsan oR 6 meceun npeR 
sx.nytesame na TepannjaTa, neTpeTnpann HJIH HeKOMI1J1eTHO TpeTnpann BapHK0314TeTH CO 
xpsapeuz HJIH CO BHCOK pH3HK 0,LI KpBapelbe. Kaj nmwenn' CO aKTHBOH xenaTnTnc B, 
npeRycnos 6nno HBV DNA Ra e co speRnocT < 500 IU/mL so TexoT na 28 Reim npen 
nnnunjaunja na TpeTmanoT, H Ra  ce na cTanRapRna aHTH-HBV TepanHja mi4m4mym 14 Rena 
npeR 3anotmysaffieTo co cTyRnjaTa 14 3a BpemeTpameTo na cTyRnjaTa. 

IlaunenTnTe HCTO Taxa 6Hne 	HH ,LIOKOJIKy nma.ne ymepen 142E14 Te)KOK acuHT; ncTopnja na 
xenaTaffla enuectianonaT ;,titibme• 	namenapen HCC; capxomaTnoRen HCC, meinan 

A • 
xonanrnoxapLIHHOM 14 	;%xillsna 	exunja co HBV H HCV; ncTopnja na aBTOHMyHH 

• 3a6onysatba; aRmmin 	Fug Ha Au4BH, arg` paHH BaKLIHH14 BO TeK na 4 neRenn npeR 
?2. 	 in „1:,a 4---- 	(1) pangomH3auHjgra; ag pecTp eia krä C14CT  CKM nmynocTnmynaTopun arenTn BO TeK na 4 

neRenn HJIH CHCTCMCK IVe IglHeCyllpet14B/114 RHIII4HCK14 Hp0143BOAH BO TeK na 2 Hei(em4 npeR \,e• 
pausommaunjaTa; neTp 	11111 .14i1Witb 	OCTepOHRHO-3aBHCHH meTacTa3n Ha M030KOT. 

C:1\ Ilpouena Ha TymopoT 6nna 	 a CCKOH 6 HeRe.rm BO TeKOT na npsnTe 54 neRenn no 1. 
„ICH 0,a 1. 1114KJIye, 14 noToa na CCKOH 9 neRenn. 
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gemorpacbciafre KapaicrepHeTHKH 14 nolieTHHTe Kapaneplenum Ha 6onecTa Ha cTymicKaTa 
nonynauHja 614ne go6po 1436anaHcHpaHH nomety Tepaneurcmgre rpyr4. CpeLHaTa Bo3pacT 614na 
65 rogHHH (oncer: 26 go 88 rogmn4) n 83% 614ne maxo4. rnaBHHHaTa Ha naw4eHTH 614ne co 
amicKo noTeKno (57%) H 6ente4 (35%). 40% 614ne oA A3Hja (HcKnygyBajk14 ja H Janom4ja), 
gogeKa 60% 5Hne 0,a OCTaTOKOT Ha CBCTOT. flp146nHwHo 75% og nmnerufre 614ne co 
maKpoBacKynapHa HHBa3Hja14/145111 exmaxenamrum umpelbe 14 37% Hmane nogeTHH BpegHocT14 
AFP 2400 ng/mL. lloneTHHoT ECOG cralyc 614n 0 (62%) 14n14 1 (38%). IlpHmapHHoT pH3HK 
(PaKrop 3a nojaaa Ha HCC 614ne xenaTHTHe B BilpycHaHH(Pexmja Kaj 48% og nanmex.ufre, 
xenaTHTHc C BHpycHa HHcl)eicumja Kaj 22% og naumewarre, 14 He-BHpycHo noBp3aHa 6onecT 
Hmano Kai Kaj 31% og nanneHTHTe. HCC 614n KaTeropH3HpaH KaKo Barcelona Clinic Liver 
Cancer (BCLC) cTeneH C Kaj 82% og naulleHTHTe, cTeneH B Kai 16% og namiefrune, 14 cTeneH 
A Kaj 3% og nawleHTHTe. 

Ko-npHmapHHTe KpajHH Helm 3a es1m4xacHocT 614ne OS 14 IRF-npouelleTo PFS cornacHo co 
RECIST v1.1. Bo BpemeTe Ha npHmapHa aHanH3a, naw4eHTHTe Hmane npocemo Bpeme Ha 
enegelbe 3a yrBpgyBarbe Ha npemulByBalbe og 8.6 mece1414. flogarow4Te yKawyBaaT Ha 
CTaT14CTIPIKH 3HatiajHo nogo6pyBaffie Ha BKyllHOTO npexcHByBafbe (OS) H Bpeme go nporpecHja 
(PFS) KaKo npogeHeTo oA cTpaHa Ha IRF cnopeg RECIST v1.1 co atezolizumab + bevacizumab 
cnopegeHo CO sorafenib. CTaTHCTWIKH 3HagajHo nogo6pyBalbe 614n0 HCTO Taxa 3a6enexaHo Kai 
noTBpgeHaTa o6jeKTHBHa cTanKa Ha ogroBop (ORR) og cTpaHa Ha IRF cnopeg RECIST v1.1 14 

3a HCC mogwinumpaH RECIST (mRECIST). Knylimfre pe3ynTaTH Ha e(PHKacHocT OA 

nplimapHaTa aHanH3a ce cymHpam4 BO Ta6ena 22. 

AecKpHnTHBHa axypHpaHa aHanH3a Ha etimacHocT 614naH3BegeHa co npoceifflo cnegewe Ha 
namewrwre og 15.6 mecem. CpegHoTo OS 6Hn0 19.2 mecem4 (95% CI: 17.0, 23.7) Kai 
atezolizumab + bevacizumab rpynaTa HacnpoTH 13.4 mecegH (95% CI: 11.4, 16.9) Kaj sorafenib 
rpynaTa co HR og 0.66 (95% CI: 0.52, 0.85). CpegHoTo PFS npoueHeTo oA cTpaHa Ha IRF 
cnopeg RECIST v1.1 6Hna 6.9 mecem (95% CI: 5.8, 8.6) Kai atezolizumab + bevacizumab 
rpynaTa HacnpoTH 4.3 mece1414 (95% CI: 4.0, 5.6) Kaj sorafenib rpynaTa co HR og 0.65 (95% CI: 
0.53, 0.81). 

ORR nponeHeTo og cTpaHa Ha IRF cnopeg RECIST v1.1 6Hno 29.8% (95% CI: 24.8, 35.0) Kai 
atezolizumab + bevacizumab rpynaTa 14 11.3% (95% CI: 6.9, 17.3) Kai sorafenib rpynaTa. 
CpegHoTo BpemeTpaeibe Ha ogroBop (DOR) nponeHeTo oA cTpaHa Ha IRF cnopeg RECIST v1.1 
Kai nomegewrre naumeHTH co ogroBop 61in 18.1 mecem4 (95% CI: 14L6, NE) Kaj atezolizumab + 
bevacizumab rpynaTa cnopegeHo co 14.9 meceum (95% CI: 4.9, 17,9 Apsoien& rpynaTa. 

p4  9,  • V4  
Kaplan-Meier ignma 3a OS (awypHpaHa aHanH3a) H PFS (npHm 	 cepp TaBeHH 
BO CJIHKa 21 H 22, COORBeTHO. 	 l a w 	 ce  

\." „. e ii K u ; rt9 ‘..:». 
.3 .*---.  __,/, -,CK071 /  -----  
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Ta6e.aa 22: PeaHme Ha eemacHorra (IMbrave150 IlimmapHa aHa.allaa) 

Kpajnn TOIIICH Ha etjuncacHocTa Atezolizumab + Bevacizumab Sorafenib 

OS n=336 n=165 
Bpoj Ha cMpTHH enyHatt (%) 96 (28.6%) 65 (39.4%) 

FIpocenHo Hpeme no nojaza Ha 
Havramt (meceuH) 

NE 13.2 

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

CTIMTHCIMLI,HpaH 0,L(HOC Ha pH3HK1 

(95% Cl) 
0.58 (0.42, 0.79) 

p-HpenHom. i  0.0006 

6-month OS (%) 84.8% 72.3% 
PFS Hpogetemo od acmpawyeaq, 
RECIST 1.1 

n=336 n=165 

Bpoj Ha Hacramt (%) 197 (58.6%) 109 (66.1%) 

Hpocetmo Hpeme Ha PFS (mecemt) 6.8 4.3 

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

CTIMTHI:1B4fflpall 0,LI,HOC Ha pH3HK; 
(95% CI) 

0.59 (0.47, 0.76) 

p-HpenHocr 1  <0.0001 

6-mecettell PFS 54.5% 37.2% 

ORR Hpogeuenzo a ucmpffleyeaq, 
RECIST 1.1 

n=326 n=159 

Bpoj Ha nonspHeHH onrorlopH (%) 89 (27.3%) 19 (11.9%) 

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

p-HpenHocT 2 <0.0001 

Ep. Ha KOMEIJIeTCH Quosem (%) 18 (5.5%) 0 
Bp. Ha naplutjaneH onroHopH (%) 71 (21.8%) 19 (11.9%) 
sp. Ha cra6HnHa 6onecr (%) 151 (46.3%) 69 (43.4%) 
DOR npogenemo a ucmpancyeav, 
RECIST 1.1 

n=89 n=19 
/;i:‘ 	IVA L-4N,y, 

MenHjaHa BO meeelm 	 , / 
7 	,MiSj- 	 ,/, e ,,..-, ' 	z ke,  • 0 	E fQ 	.., 6.3 

95% CI 	 c • 
4- ...\`<- 	----- 	7 	E %-- 	.2., (4.7, NE) 

Oncez (mecee) 	 1;--! g 	„. 	_ ,  (1:222 3.4+) (1.4+, 9.1+) 
ORR Hpogenemo od ucmpaiwyea ,',::). 
HCC mRECIST 	 ,4. 

rj-.' 	:'_, 	Z..-, 	% 	5 
'• 	rn j>  , .•• 1- 	..- — 	• 

,  '5,  

n=158 

, Bpoj Ha HOTBp,BeHH onroHopH (%) \›..., - 9  
-,,,,,, 	fbv . sl,..\\L's)  I, 	33.2%) 
\-/ t, 	. 	C'11-OP 

21 (13.3%) 
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95% CI (28.1, 38.6) (8.4, 19.6) 

p-BpegHocT 2  <0.0001 
Bp. Ha KomaneTeH ogrosopH (%) 33 (10.2%) 3 (1.9%) 
Bp. Ha napumjaneH oitrosopH (%) 75 (23.1%) 18 (11.4%) 
Bp. Ha cra6H.Ima 6onecr (%) 127 (39.1%) 66 (41.8%) 
DOR npogenemo a ucmpaaayeaq, 
HCC mRECIST 

n=108 n=21 

MeintjaHa BO MeCeLIH NE 6.3 
95% CI (NE, NE) (4.9, NE) 
Oncez (Meceyu) (1.3+, 13.4+) (1.4+, 9.1+) 
: OrpantclmumpaHa TIO reorpacbctcH perHoH 
mmantja H/HJUI excTpaxenaramto Lumpeibe 
?400 ng/mL) 

1. Ba3HpaHo Ha AsocTpaH crpaTwinumpaH 

2. Hobnmama p-spegHocr 6a3HpaHa Ha 

+ 03Ha9ysa tteH3ypHpaHa spefflocT 

PFS=npexuaBysathe 6e3 nporpecHja; RECIST= 
mRECIST = MoitemtHpaHa RECIST 
06jen-THsHa cranxa Ha ogrosop; DOR= 

(A3Hja 6e3 JanoHHja HacnpoTH OCTBTOKOT oi 

(npHcycTso HacnpoTH OTCyCTB0), H nomeTHa 

log-rank TecT 

itsocrpaH Cochran-Mantel-Haenszel TecT 

CBeTOT), maxposacxynapHa 
spefflocT Ha AFP (<400 vs. 

COJIHRHH TymopH v1.1.; HCC 
mrrepBan Ha Rosep6a; ORR= 
Hiesame; NE=He e npotteHeTo 

	

KptrrepHym 3 	eise 	O 	Kai 
E npotteHa 3a xenaTo 	e  Kamt 	— 

.e• BpemeTpaethe Ha Mumm; 9S--4-iinHieät 
--) 	< 	:,7. • 	"-----s , !Zi 

"3  
tr, 

* 	

1:3 eS. 4;Y 
* 4‘4KUP • -4 

CKOrlie • 
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Calilca 21: Kaplan-Meier Kpnsa 3a OS so ITT nonynasnja-rsa (IMbrave150 Aocypnpasa Asamna) 

No. of Patients at Risk 
Atezo 8ev 	336 
Sorafenib 	165 
Hazard rate *+ hem stramm anatysts. Stratincaeon facters Karde geograpnec regen (Asta exenetne. Japan vs. test et worie). matrovascutar invasen andrer extranepate 
spread (preseme vs absente) 3440 AFP (4e6 "..400 normt) St sueene  per IxRs 

CnnKa 22: Kaplan-Meier Kmnla 3a IRF-PFS cnopea RECIST v1.1 icaj ITT nony.nannjaTa 
(IMbrave150 Hpumapna Anami3a) 

4„:#41.9, 
 fr 
	Vet 

,A 

7 8 9 10 11 12 13 14 15 
Time (months) 

137 120 74 50 46 34 11 7 NE 
34 27 15 9 4 2 1 1 NE 414 	10  .4 d 

HOZ3fd ratio and peakto ore from stratified anal siC) 
Stralificadon factors include geographic regiert ( 	jeelaie  Japrtp..1-, reg 

No. of Patients at Risk 
Atem .+ Bev 	 33 
Sorafenib 	 16 

7, 1.0- • 	 
0.9-

ä 0.8  
0.7- 

0.6 
0.4 

o 	.,,z.„ 'e ,i,  1,241.3 /,, v .  1-,>. 
- 0 _e,  — , 	• -,-, ii,:,-- .2.- 	i‘t----- -e,, 	-,-,, ,,, 

/1=321r 27 ' 2 '  iä2  2  '2,166 
-...•_:. - -,  5' C4( 

4/ye 
!

tti 

5rtliaLrieleitieraston  endror exItahepatic spread (presence vs absente) and AFP (<400 vs 4400 nen() et screening per le13 .  

e 0.3 
F2 0 2 

e, • 0.1. 
• o- 

94N,C1 
Seefismib 	4.3 (4». 5.6) 
etee,tpe„. 6.6(4.7,13) 

HaAsimis 921451 059(047.0A 
'mem Aokräzi8 	• .ceot 

—R--  Atezu 

• 
• 

329 320 312 302288 276 263 252 240 233 221 214 209 202 192 186 175 164 156 134 105 80 57 42 24 12 11 2 	NE 
158 144 133 128 119 106 96 92 89 85 81 78 72 65 64 61 58 55 49 44 32 2.1 18 12 7 3 2 NE NE 

Atezo Bei (N.336) 
Sorafenib (N=165) 
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Seedienb 	114(11.4,16.9) 

	

Mee-13sr 	192(118,2):0 

	

Hund gatiä 95NC1 	086(932.0.81) 



Ecin-wacHocT Kai nono3pacHn 

He ce 3a6enencam4 pa3n1-1K14 BO e4)HKaCHocTa nomefy nannerrwre Ha no3pacT > 65 1"0)104H14 14 
nomnagm nannewrn KOH npumaaT moHoTepannja co atezolizumab. Bo cTyAnjaTa IMpower150, 
no3pacTa > 65 614na aconnpaHa co HaManeH ecleicr Ha atezolizumab xaj nanneHTn KOH npnmaaT 
atezolizumab BO xom6nHamja co carboplatin H paclitaxel. 
Bo CTMH14Te IMpower150, IMpower133, IMpower 110 H IMscin001, noAaTounTe 3a 
nanneffrwre >75 1-0,a14HH ce ripemHory orpaHnnem4 3a Aa ce n3BnenaT 3aRnynonn 3a °na 
nonynannja. 

lleAnjawncxa nonynannja 

Phimpaeencica Oopmynayuja 

Ha neAnjaTpncnrre nannewn (<18 roenni, n=69) 14 Ha mnaAn no3pacHn naffleHTH (18-30 
romm4, n=18) CO penanceH 14 nporpecnneH COJIHAeH Tymop KaK0 14 oHne CO X0IIKHHOB 14 He-
X0q1CHHOB nnm(Pom 6euie n3neAeHa paHa c2a3a, mynTnnewrpnnHa, oTnopeHa crAgja 3a Aa ja 
nponeHn 6e36eAocTa 14 (iapmaxonnienwaTa Ha atezolizumab. Hannewarre 6nne nexynam4 
14HTpaBCHCKH CO 15 mg/kg atezolizumab Ha cexon 3 HeAenn (nmeTe Aen 5.2). 

Cy6Kymaxa Oopmyllayuja 

He ce cnponeAeHn noce6HH c-ryi(HH Ha Tecentriq pacTnop 3a nHjeKrnpalbe Kai neAnjaTpncia4 
nannewrn. 

5.2 (DapmaKoKnHeTcKn cnojc-rna 

MoAen- npeAnnAeHaTa meTpma Ha 143110)KeHOCT Ha atezolizumab no aAmnmeTpnpalbe Ha 1 875 
mg Q3W cy6xyraHa (Dopmynannja Tecentriq H nffrpaneHcxa umnHncTpannja Ha atezolizumab 
(1 200 mg Q3W) BO cTyAnjaTa IMscin001 e npnxancaHa BO Ta6ena 23. 

Atezolizumab umnyc 1 Ctrough  (T.e.Ao3a npeA uH ogetrepia 	-HeepnopHocT Ha 
atezolizumab BO pacTnopoT 3a nHjewrnpaffie Te' atettnp_e-44A TpaBeHO3HHOT 
atezolizumab, co reomeTpncm4 cpeAeH offloc ( 	) 04000 	8-10). 

hi 

GMR 3a umcnyc 1 moAen-npeAmmeH 3a AUC 	 '.980 	 Um 0,87 (90% CI: 
0,83-0,92). 	 \ 4- 

ckonie. ,,- 
MaxcnmanHnoT cTeneH Ha cncTemcxa axymynannja no 	Q3W pacTnop 3a HHjewmpaube 
Tecentriq e 2,2. 

MoAen-npeAnnAem-rre Cfrough H AUC BO cTa6nnHa cocToj6a 6nne cnopeAnnnn 3a cy6eTaHaTa 
si)opmynagnja Tecentriq H kurrpaneHcxa eopmynannja Ha atezolizumab (nnAn Ta6ena 23). 
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(DapmaKoxHHeTcxaTa aHanma cyrepHpa Aexa cTa6HnHara cocToj6a ce m6HBa no 6 ,a0 9 HeÄenH 
noBekexpaTHo Ro3Hpatbe. 

Ta6e.na 23: Atezolizumab monen-npemmpLena n3nomenocT (reomeirpncica cpemma co 5-95 
nepueirrnan) no cy6Kyrana H mrrpanencKa aniununcrpaunja Ha atezolizumab 

HapameTap Cy6Kyrana eopmy.naunja 
Tecentriq 

14nrrpanencica 
eopluyaamaja 
Atezolizumab 

Ctrough  BO cTa6HnHa cocToj6aa 205 179 
(mcg/mL) (70.3 — 427) (98.4 —313) 
AUC BO cTa6tunta cocToj6aa 6163 6107 
(mcg/mL•neH) (2561 — 11340) (3890 — 9334) 
a  monen-npenmineHa H3J10)KeHOCT 6a3HpaHa Ha cbapmaKomtHeTcKa aHanH3a Ha nonynamtja 

Ancopramja 

PacTBopoT 3a HHjeKTHpatbe Tecentriq ce azBeHHHcipmpa xaxo cy6KyTaHa HHjeKLu4ja. 

Bp3 OCHOBa Ha nonynattmcKaTa OK armnina Ha nonaTowrre OA HHICHYCOT 1 0,a 

paHHomH3HpaHHoT Ren oR cTymjarra IMscin001, anconyTHaTa 6HopacnonommocT &Ina 61%, a 
cmnimm Ha ancopratHja oA npB pen (Ka) e 0,37 (1/AeH). 

reomeTpHcKaTa cpeffla maxcHmanHa cepymcKa KoHnempauHja Ha atezolizumab (Cmax) 6Hna 
189 mcg/mL, a cpeRHoTo Bpeme Ao maxcHmanHaTa cepymcica xoHneffrpaullja (Tmax) 6Hno 4,5 
ReHa. 

,t1HcTpH6yuHja 

flonynanHcKaTa tpapmaxoxHHeTcxa aHanH3a yxaxcyBa Ha TOa gexa Kai THHIPIell nanmeHT, 
BOAYMeHOT Ha ,LHICTP146YHHja BO CPCRHHOT KomnapTmaHT H3HecyBa 3,28 L, a Bonymell BO 
cocToj6a Ha ,zumamkruca pamHoTewa 6,91 L. 

BHoTpaHc(1)opmanHja 

He ce cnpoBeReHH nHpexTHH crryiu4H 3a meTa6onH3moT Ha atezolizumab. AHTHTenaTa oA 
opratemmoT ce oTcTpaHyBaaT npeA ce co KaTa6onH3am. 

EnHmHHauttja %\tAIM.4,14/y, 
PAJIS‘eketir, 

killeitea;mennt, 	yBa Ha Toa ,Aexa xnmpeHocT Ha atezolizumab 
1ti1eHo#epmiiiianie:404yBpeme Ha enHmHHannja e 27 ReHom. 
4 02

ta 	
f 	 II 

- • >2 4. 4.  
•,5 	 • 

--/te 

IlonynanHcxaTa 4apmaxo 
H3HecyBa 0,200 1/AeH, a T 

Iloce6Ha nonynanHja 

86 



Cnopen nonynanHcKa (1)apmaKonmeTcka aHankna 14 aHanH3a Ha nonaTow4 3a onrosop Ha 
excnounwja, so3pacT (21-89 ronHHH), perHoH, ennema npunasHocT, ourreTeHa clemamja Ha 
6y6pe3H, 6naro onneTeHa chinawja Ha LIpHHOT ,npo6, HHBO Ha excnpecHja Ha PD-L1 14 
(tymugHoHaneH ECOG cTaTyc HemaaT armjamie Ha 4:sapmakommeTincaTa Ha atezolizumab. 
TenecHaTa Temaffla, HOJIOT, 110314THBHHOT Haon Ha aHTHTCJIa Ha JleK (ADA), spenHocTa Ha 
an6ymHH 14 TymopckoTo orrrepeTysalbe HmaaT CTaTHCTIPIKH 3HanaeH, HO He 14 KJIHH1411KH 3HamaeH 
ecpewr Bp3 (4apmakom4HeTnicarra Ha atezolzumab. He ce npenopagysa umnarmsalbe Ha no3sra. 

110803paC1-111 

He ce cnposeneHH cneuHriminn4 cTynkm 3a atezolizumab Kai nocTapH nanneHTH. abekroT Ha 
so3pacTa Bp3 (PapmakonmeTHicaTa Ha atezolizumab ce nponeHysan BO nonynanHcKa cDK 
amnina. Cnopen nonaTonwre 3a nanHeHTH Ha so3pacT on 21 ,i(o 89 l'0,/114HH (n=472), 1n4j npoceK 
Ha so3pacT H3Hecysa 62 rOLHHH, so3pacTa He e yTspneHa KaK0 3Ha1iajHa kosapHjaHra koja 
snHjae Bp3 cpapmakokHHeTHicaTa Ha HHTpaseHcka feopmynanHja Ha atezolizumab. He e 
3a6enewaHa KJIHHIPIKH 3HagajHa pa3nHica so seapmakoKHHermaTa Ha atezolizumab nomety 
Liane= Ha so3pacT on < 65 l'ORHHH (n=274), nanneHTH Ha so3pacT 0,7:165-75 l'OAI4HH (n=152) 
H14Ty nanHeHTH Ha so3pacT > 75 FORHHH (n=46) (sHneTe nen 4.2). 

He 6H.na 3a6enewaHa KJIHHIP1K14 penesaHTHa pa3JIHKa 130 (DK Ha cy6kyraHa cl)opmynanHja 
atezolizumab Kai nanHeHTH < 65 ronHHH (n = 138), nanHeHTH nomety 65 - 75 ronHHH (n = 89) H 
nanHeHTH Ha so3pacT > 75 ronHHH (n = 19). 

HeaujampucKa nonyllauuja 

i:DapmakomnieTckwre pe3yJITaTH oA enHa oTsopeHa crynHja BO paHa cl)a3a, mynTHnewrpHima, CO 
rpyna koja 6eiue H3seneHa Ha nenHjaTpHcKH (<18 1-0,11HHH, n=69) H mnanH so3pacHH nanmeHTH 
(18-30 ronninHa so3pacT, n=.18), nokawcane neka lompeHcoT 14 BOJIyMeHOT Ha nncTpH6ynHja Ha 
HHTpaseHckaTa (PopmynauHja Ha atezolizumab e cnopennHs nomety nenHjarpHcmfre nanHeHTH 
K014 npHmaaT 15 mg/kgTT 14 mnanH so3pacHH naumeHTH KOH npHmaaT 1,200 mg pnrrpaseHcka 
(bopmynanHja Ha atezolizumab Ha ceicou 3 HenenH Kora no3aTa ce HopmanH3Hpa cnopen 
TenecHaTa TexcHHa, co noman TpeHn Ha 143J10)KeHOCT Kai nenujaTpHcmfre nanneHTH 6Hnejim 
HmaaT nomana TenecHa TexcHHa. OsHe pa3nmot He 6ane nosp3aHH co Hamanysaffie Ha 
KoHneirrpaumjaTa Ha atezolizumab non TepaneaTcKa TapreT 143J10)KeHOCT. OrpaHwieHH ce 
nonaTonwre 3a neun <2 ronknuHa so3pacT, nopanH LUTO He mowe na ce HanpasH (I4HaneH 
3aKJIrlOK. 

...2, v't M E/.7 4 ---..N.1 
He ce cnposeneHH noce6HH CTyR14H Ha Tecentriq p Ze se met( 	alle Kai nenHjaTpHcm4 
nauHeHTH. 	 7s- '' --  'Sie <2- 	/-;,,, - --7'- 	I- •z- ‘;t> 	.----,e 	•.s , g,, e 	.4.• 	, 4, 	5  

<  1 	•e' - /77 --'' 	`-- g Ouanemena Oynxuuja na 6y6pe3u 	 Ina tt.„, 	.,:>'- --..,,, ,:„,--,1=:,,  Z rrij 

	

1- 	'.''`i:_f 	cl 0 ..5. ei 	.-'•..e,t.:-.--• ..›..2 A9 c 
He ce cnposeneHH cneukstnenn4 CTyaH14 3a atezoliz 	"(aj Hirnlee 

 7" 

 o ourreTeHa 6y6pemma 
cpyinamja. Bo nonynagmckara (PapmakommeTcm 	na° re 	nponajneHH KJII4H1411KH 
3Hailajm4 pa3JIHKI4 130 KnHpeHcoT Ha HHTpaseHcKaTa 	nannja Ha atezolizumab Kai 
nanneHTH co 6nara (nponeHerra 6p3HHa Ha rnomepynapHa cinurrpaugja (eGFR) 60-89 
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IIJIORHOCT 

AHocTa Ha atezolizumab, meryToa, CTMI414Te Ha 
a Ha manncki 14 )KCHCKH penpoexTHHHH opraHH Ha 

Ta Ha HHIpaHeHcKara (Popmyfiamja Ha atezolizumab 
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‹t: 
He ce cnponeAeHn CT 

xpomenia TOKCIIIIHOCT 
maxam4 (Cynomoglus) mai 

ml/min/1,73 m2, n=208) NAH ymepeHo ourreTeHa 4ynKuHja Ha 6y6pe3nTe (eGFR 30-59 
ml/min/1,73 m2, n=116) BO OAHOC Ha nauneHTH co HopmanHa 6y6penaia ftsymanija (eGFR 
noronemo 14J114 enmaxso Ha 90 ml/min/1,73 m2, n=140). CaMo Hexonxy nannenrn Hmane Tem«) 
ourreTynalbe Ha 6y6pe3wre (eGFR 15-19 ml/min/1,73 m2, n=8) (nnAeTe Aen 4.2). apexToT Ha 
wumm ourreTeHa encnnja Ha 6y6pe3nTe Bp3 (bapmaxonmeTnxaTa Ha atezolizumab He e 
no3HaT. 
He 6puie npoHajAeHn KTINH1411K14 penenaHTHn pa3J114KI4 BO KJ114pelICOT Ha Cy6KyTaHaTa 
(1)opmynannja Ha atezolizumab Kai nannewrn co 6naro (eGFR 60 Ao 89 mL/min/1,73 m2; n = 
111) 14J114 ymepeHo (eGFR 30 Ao  59 mL/min/1,73 m2; n = 32) 6y6pen(Ho oarreTyname BO 

cnopeA6a co nannenrn co HopmanHa (eGFR noronema HJ114 einlamm Ha 90 mL/min/1,73 m2; n = 
103) 6y6pemia (hmuni a. 

°zinnernem Ownapdja na upnuom dpo6 

He ce cnponeAeHn enenelenin cryAkin 3a atezolziumab Kai naugenrn co onrreTeHa enamja 
Ha uplanyr Apo6. Bo nonynannexa (1)apmaxoxinieTcxa aHanina He ce npoHajAeHm KJIHH1411K14 

pa3J114K14 BO KniweHcoT Ha nirrpaneHcxara I4J114 Cy6KyTaHaTa eopmynaunja Ha 
atezolizumab nomety nauneHin co 6naro ourreTyname Ha (pyHxunjaTa Ha npHnoT Apo6 
(6kunipy6pm < FFH 14 AST > FFH 1,1J114 614nnpy6Fm > 1,0 — 1,5 x FFH H 6nno Koja npeAHocT Ha 
AST) ) 14J114 ymepeHo xenaTanHo Hapyinyname (6nnlipy614H > 1,5 Ao 3x FFH 14 614no Koja 
npefflocT Ha AST) BO cnopeA6a co nannewrn co HopmanHa xenaTanHa cpyinanija (614nnpy6km < 
FFH 14 AST < FFH). Hella AOCTal1H14 noAaTonn 3a Hannewrn CO TellIKO mirreTeHa clemunja Ha 
UpH140T Apo6 (6puinpy6i4H > 3 x FFH 14 614n0 Koja npeAHocT Ha AST). OnrreTynameTo Ha 
cpriximjaTa Ha npHnoT Apo6 ce Ae(Inninpana cnopeA xpwrepllymoT 3a nponema Ha 
Ancenamja Ha upHnoT Apo6 cnopeA HannoHanHnoT nHcarryr 3a KaHnep (aHrnnexpi National 
cancer institute, Organ Dysfunction Working Group (NCI-ODWG) NCI) (nnAeTe Aen 4.2). 
al)ex-roT Ha TCIIIKO oinTeTeHaTa (hinamja Ha UpHHOT Ap06 6kinnpy6i4H > 3 X FFH 14 614n0 Koja 
speAHocT Ha AST) Bp3 (bapmaxoxinieTnicaTa Ha atezolizumab He e no3HaT. 

5.3 llpeTicaninitucn noaaToun 3a 6e36eJHOCT 

KaHneporeHocT  

He ce criponeAeHn cryAnn co 1C014 614 ce yrnpAnn xaneporeHnoT noTeHunjan Ha atezolizumab. 

MyTareHocT 

He ce cnponeAeHn cTyAnn co KOH 614 ce yrnpAnn myrareHnoT noTemmjan Ha atezolizumab. 
Metyroa, He ce o'ieKyBa *Kin 	Te ammTena Aa HanpanaT npomem4 BO i(HK 141114 

.Z) 
PAJIzj C‚r 

zz) 
/0 	• •o 

xpomo3omkrre. 
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ge-cmyelva M o 	JleKOBH. BO OTCyCTBO Ha cTyAHH 3a KOMMTH6HJIHOCT, OB0j JI 
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6.2 IIHKOMIlaTH6HJIHOCTII 

6.3 PoK Ha ynoTpe6a 

HeursopeHa sHjana 

3 ro,aHHI4 

..z  tu 	i,1  --' j:, 	e 0 -, < 	.:... - . 	, 	• 	,-,-, ..„, 
x m 

,  0 	, 	...)........ -..... 	_0,,, 
• \...-.-  , ,3- . 	•• '-' 	-b7 sY e 

• sHKu9  ' 
\9frzon Je- 

eRHain HeRenHo xaj WelIKI4Te Ha majmyHoT, BO ,/(03H CO K014 e nocTHrHaT nponeHer AUC 
ripH6nHxcHo 6 naTH noronem OJE OHOi xoj ce nocTHrHysa xaj nattneHTH nexysaHH CO 
npenopanaHa Ro3a, ripezunsman HepeRosHH meHcTpyaumcm4 UHKIlyCH H mocTaHysaibe Ha 
tpopmHparbe Ha HOBH )KOJITH Tena BO jajHHUHTe, HO THe e(PexTH 6Hne pesep3H6HnHH. Hemano 
eclexTH sp3 penpoRywrHsHwre opraHH Ha maxcjainfre. 

TepaToreHocT 

He ce criposeReHH CTy21HH 3a penpo2ywrHsm4 H.TIH TepaTorem e(bexTH Ha atezolizumab Bp3 
)KHBOTHH. CTy21414Te Bp3 )KHBOTHH noxamcane Reim HHxn6mtHja Ha HaTOT PD-Ll/PD-1 mowe 
RoseRe Ro HmyHonouncH nocpeRysaHo °DITnalbe Ha 11.110,a0T BO pa3soj H TaKa Ra RoseRe 
cmpT Ha HJIO,LIOT. YnoTpe6aTa Ha atezolizumab 6H mowcena Ra Hatirrem Ha IIHOWT, muirlysajkll 
cmpT Ha 3ageTox/nnoR. 

Cy6KyraHa tPopmynattHja 

XHjanypoHHRa3aTa ce Haota BO nosekeTo TKHBa Ha ItoselixoTo Teno. Helunenencwre noRaToug 
3a pexom6HHaHTHa xymaHa xlljanypomma3a He oTxpHsaaT noce6Ha 011aCHOCT 3a nyteTo Bp3 
OCHOBa Ha KOHBeHLIHOHaJIHHTe CTyAHH 3a TOKCHIMOCT CO nosTopeHH ,a0314, malyttysajkH TH H 
6e36eRHOCHHTe timpmaxonounn4 KpajHH TOLIKH. eryRHHTe 3a penpoexTHsHa TOKCIIIIHOCT CO 
rHuPH20 oTxpwne em6pHo(l)eTanHa TOKCHIIHOCT xaj rnysttH npH BlICOKa cHaremcm 
143J10)KeHOCT, HO He noxmane TepaToreH noTemtHjan. 

6. (DAPMAUEBTCKI4 HOAATOIgH 

6.1 JIHe-ra Ha excuurniellcH 

Pexom6HHaHTHa xymaHa xmj anypomea3a (rHuPH20) 
.11-XIICTHAHH 
OneTHa lawennla 
JI-MeTHOHHH 
flonHcop6aT 20 (E 432) 
Caxapo3a 
BoRa 3a HHjeicrllpalbe 



HoRroTseH tunpmt 

OTKaxo Ke ce npeHece oR aHjanara BO IIIHp141I0T, paCTB0pOT 3a HHjetampatbe Tecentriq e 
(1)1431411K14 14 xemuctcH cTa6HneH Ro 30 ReHa Ha TemnepaTypa oR 2 °C Ro 8 °C H ,/(0 8 gaca Ha < 30 
°C npn in4c1)3/3Ha imesHa CBeTJ114Ha H OR aperem Ha noRroTonxa. 

OR mHxpo6Honomica rneRHa Tolnca, paCTB0pOT Tpe6a Ra ce ynoTpe6H HeRHam oncaxo Ice ce 
npeHece oR BHjanara BO nmpHuoT 6HRejicH JICKOT He coRpncH H14KaKB14 amumHxpo6m4 
KoH3epHaHcH 14J114 6arrepHocTaTcm areHcn. ROKOJIKy He ce KOpl4CTI4 Remain, HpemeTo 14 
ycnoBwre 3a =vHalbe npeR ynoTpe6a ce ORTOB0pHOCT Ha KopHcHmcur 14 Hoo6HuaeHo He 6H 6Hne 
noRonrm oR 24 =laza Ha Temneparypa oR 2 °C Ro 8 °C, (met' alco noRroToaKaTa ce QABHHana 
110A KOHTp0J114paH14 14 noutpRem4 acenTHUHH yCJI0B14 . 

6.4 lloce6HH Nimmt Ha HpeTna3ntmoeT npH ityHathe 

Ra ce itysa BO tbpkincHRep (2°C - 8°C). 

Ra He ce 3aMp3HyBa. 

BHjanara Aa  ce gyHa BO HaRHopenmo naxyaathe 3apaim 3anrrwra Qa, eseulksla. 

3a ycnoterre 3a nynathe nocne nururoma Ha umpunorr remerre so genoT 6.3. 

6.5 IlimpoRa n commuma Ha natcyHatbe-ro 

GraKneHa aHjana (CTaKJI0 T1411 1) CO 6yrHneH rymeH 3araopyHan H anymHHHymcKa 3aIITI4BKa CO 
BHOJIeT0B0 nnacTwmo xanage (flip-off) Koe coLp)KH 15m1pacTaop 3a HHjexTHparbe. 

IlatcyHarbe oA eRHa HHjana. 

6.6 Iloce6m4 meptcH Ha rwerna3.3HHoeT num ynoTpe6a H apyro paKyHathe 
floRromaxa Ha nmpHltur 

Hpei aRmHHHcipannjwra, pacTsopoT 3a HHjewrHpatbe Tecentriq Tpe6a Ra ce nperneRa Bn3yenHo 
3a Aa  ce ocHrypa Reim HeMa itecTHLH04 HJIH o6e36ojyHatbe. 

PacTsopoT 3a HHjex-rnpaffie Tecentriq e noRroTaeH 3a ynoTpe6a pacTaop Koj HE Tpe6a Ra ce 
pa3peRyHa MN metua Co Rpyrn Me 1.H  Iah 	3BoRH. He TpeceTe. 

.1-- ,,,  s. ,.. 
Pacrraopur 3a kmjetcrHpame T; :ntrui,e_camp ieg KpaTHa ynoTpe6a 14 Tpe6a Ra TO HOZITOTBH 

.---• 	4" 	 ,' 	Cr,'  n 3RpancTseH pa6OTHHK. 	-  2  ' 	 on _d 

f. .• 	
. , He ce 3a6enemcam4 Heicomn ftinumödr %-'

k 

omery pacTaopoT 3a HHjeKrHpaffie Tecentriq H 
nommpormneH (PP), IIOJIHKa iijiiddergig,weep cyBainat item« (SS), 110J1141314H14J1 xnopHR 
(PVC) PI 110.1114ypeTaHH (PU). 	/ -iv  . C-°  
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PaCTB0pOT 3a sHjewrsparbe Tecentriq He coRpno4 HMKaKB14 aHTHM14906H14 KornepBallcu 14111,1 
6arrepsocTaTcxs areHcs. 

• 143saRe're ja smjana:1u oR (Pps)csRep 14 ovrase're paCTB0pOT Aa  Rojge Ha co6Ha TeMnepaTypa. 
• Pinnegele ja nenaTa coRpmuma Ha Tecentriq pacTsopur 3a sHjewrsparbe OA ssjanara co 
c'repsneH umpsu H srna. 3a TpaHccbep (npenopwinnso 18G). 
• OwrpaHe're ja urnaTa 3a npe(Ppname 14 npmcwre're ceT 3a noTko)Ka mu4e3sja (Ha np. 
msneora/nenepyrKa) Koja coRpmcs 14rna oR Hepfocysaism gern« 23-25G 3a sHjewrsparbe. 
Kopsvre're m(tiy3scim ceT 3a 1.10TKO)KHa HHjeKuHja CO pe3sAyaneH sonymeH Ha 3aRpncysarbe HE 
noronem oR 0,5 mL 3a aRmsHscTpausja. 
• floRroTsere ja nimsjgra 3a cy6KyraHa sm4 y3sja CO paCTB0pOT Ha MeRHILHHCKI4OT npos3soR 3a 
,L(a ce ensmsHspa B03,1eXOT BO nimsjaTa 3a sml)y3sja 14 cTonspajTe npeR Toitrimm Ra CTI4THe AO 
urnaTa. 
• Flposepere Rans ampsnoT coRpno4 Toimo 15 mL OA paCTB0pOT OTKaK0 ke ce 110,1(POTBH 14 
sc(1)pris B141110KOT sonymeH oR umpsugr. 
• ARmsm4cTpspajTe seRHam 3a Ra s36erHe're 3aTHysaffie Ha srnaTa. HE IlYBAJTE ro 
110,/(TOTBeH140T umpsu KOj e ripmcaireH Ha seke noRroTsellsoT SC ceT 3a smby3sja. 

AKO Ro3aTa He ce aRmsHscwspa seRHarn, norneRHeTe BO „Jesalbe Ha umpmsyr" noRony. 

llysarbe Ha umpsuoT 

• AKO Ro3wra He Tpe6a Aa  ce aRmsHscwspa seRHaur, KopsoreTe acerrrwma Textnrica 3a Ra ja 
nosnege're nenaTa coRpn(ma Ha Tecentriq pacTsopur 3a sHjeirrsparbe oR ssjanwra BO runpsuoT 
3eMajkH ro BO npe4rs4R BOJIyMeHOT Ha R03aTa (15 mL) H npsmapHsur sonymeH Ha CeTOT 3a 
Cy6KyTaHa sey3sja. 3ameHeTe ja Firnan 3a npeHoc co Kanage 3a 3aTsopaibe Ha umpsuoT. HE 
npmcatlysajTe ceT 3a cy6KyraHa sey3sja 3a mriaRsparbe. 
• AKO umpimoT ce trysa BO (1)p1na4Rep, ocrase're ro runpsuoT Ra RocTsrHe co6Ha TemnepaTypa 
npeR Ra ce aRmsmwrpspa 

OuTpaHysame  
arcrpaHysaFbe Ha nexur Tecentriq BO °imnimm Tpe6a Ra ce cseRe 130 Hajmana momma mepica. 
Heynowe6eHsol.  nex HJIH OTHUHHOT maTepsjan noTpe6Ho e Aa  ce urcipaHaT BO cornacHocT co 
HaLIHOHaJIHHTe npormcs. 

7. HOCHTEJI HA OZLOBPEHHE 3A CTABAIBE HA JIEK B 1 1 POMET 
POLH MaKe4om4ja ROIDER CKonje, yn. MaKCHM ropks 6p. 	Ibn 500 • • . 	 DHE 

/ er- 	V4P 
P) F̀G 

8. BPOJ HA 0A0BPEHHE 3A CTABAIliE HA JIE V>  Imme'  6e.   
Tecentriq 1875mg/15m1, 6poj Ha peuleime 11-3641/2 ctrx 24. 	4. 

- 4/KUP .13:b" 
OnJe 
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9. AATYM HA IIPBOTO 0,TIOBPEHHE 3A CTABALbE HA JIEKOT BO HPOMET 14 
AATYM HA 110CJIEAHOTO 0,TIOEPEHO 0,1:10BPEHHE 
24.07.2024 

10. ZIATYM HA 110CJIEZIIIA PEBH3HJA HA TEKCTOT 
CerrremBpH 2025 roema 
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