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6H : ASCOICT. REMBEREROT > NItk S (TBP)
TBP : treatment beyond disease progression (:J:éﬁﬁﬂ'iﬂ’\]/\ij b&#ﬁ%ﬁbk?ﬁﬁiﬁiﬁ%a

TMB : tumor mutational burden

1) Barlesi F, et al.: Ann Oncol 27(suppl 6): Abst. LBA44-PR 20164

2) AR FXREH : Az 57(5): 046-5 .
3) Gandara DR, et al.: Ann Oncol 28(suppl 5): Abst. 12950 108 : ESMOICT. OAKRERIEREIRED
4) Gadgeel S, et al.: : Ann Oncol 28(suppl 5): Abst. 12960
5) Garandara DR, et al.: J Clin Oncol (suppl 15): Abst. 9001
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NSCLC 1)R5a9

NFIENEFEMHAE| CBDCA+PTX + BEV: IMpower150 adjuvant

CBDCA +nab-PTX : IMpower130
{E=REHAE| CBDCA+PTX/nab-PTX : IMpower131
CBDCA/CDDP + PEM : IMpower132

IMpower110
Tt MOBEI| IMpower010
B-FAST (TMB&¥4il)

SCLC

{E¥FEHA| CBDCA+ETP : IMpower133

CBDCA : DILARTSF>; PTX:/{OU&FEIL; BEV: RNINSXTT; CDDP: XTSF; nab-PTX: +T/\0UsFtIL; );:
PEM : RA RLFER; ETP: ITMRIK; SQ: RFELKE; NSCLC: 3E/MEFfHE; TMB (Tumor Mutation Burden) : [BE{HR#HOELFERS TECE NTR IQ‘

ClinicalTrials.gov. atezolizumab
https://clinicaltrials.gov/
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Chen DS, Mellman I.: Immunity. 2013; 39 (1) : 1-10&DZE
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*CTL (cytotoxic T lymphocyte) : fHR2ES=4THIFE (CDS+THIRR)
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Chen DS, Mellman I.: Immunity. 2013; 39 (1) : 1-10&028Z 4
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MHC (major histocompatibility complex) : FE#EHBESELCFESK
TCR (T cell receptor) : THIFISZEIA

IFN : 4/>4-2J10>

IL-2 : 12A9-04%>-2

Abbas AK, et al.: Basic immunology: Functions and disorders of the immune system. 4th edition; 2014&D/FR 45
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PD-1 : programmed (cell) death-1
PD-L1 : programmed (cell) death-ligand 1
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TCR (T cell receptor) : THIFISZE4A
CTL (cytotoxic T lymphocyte) : fHRZEZETHIRE

Abbas AK, et al.: Basic immunology: Functions and disorders of the immune system. 4th edition; 2014&D{EX] 14
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TCR (T cell receptor) : THIRRRZEIA
CTL (cytotoxic T lymphocyte) : fHAZSE4THIAZ

Hui et al.: Science 355, 1428-1433 (2017)
Abbas AK, et al.: Basic immunology: Functions and disorders of the immune system. 4th edition; 2014&D/ERI 45
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Abbas AK, et al.: Basic immunology: Functions and disorders of the immune system. 4th edition; 2014&D/ER] 44
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Chen DS, Mellman I.: Immunity. 2013; 39 (1) : 1-10&D28%Z 47
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@ IFN-yORIEICLD
PD-L1FIRNGEE

(AX=2K])

MEBRERIGIHIFEIENS

CTL (cytotoxic T lymphocyte) : fHRBSZETHIRE
IFN : />4-2J10>
IL-2 : 129-04%>-2
Zou W, Chen L. Nat Rev Immunol. 2008; 8 (6) : 467-77.
Chen DS, Mellman I. Immunity. 2013; 39 (1) : 1-10.; Herbst RS, et al.: Nature. 2014; 515 (7528) : 563-7. 4g
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Chen DS, et al.: Clin Cancer Res 2012; 18 (24) : 6580-7.; Herbst RS, et al.: Nature. 2014; 515 (7528) : 563-7.;
Powles T, et al.: Nature. 2014; 515 (7528) : 558-62.; Hui E, et al.: Science. 2017; 355 (6332) : 1428-1433.;
Kamphorst AO, et al.: Science. 2017; 355 (6332) : 1423-1427. 19
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Direct Complete Selective
[E7= RO REiilaRmo THRE I ED T [CHAE TR PD-L2/PD-1#Zg& 1517
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THilazBiE (LT S512 FES I FIVICHhDhDbBB7-1& HEFF I 545.6,7,8
PD-L1D#ZIEAEICLS
“EJOvIh S ENS3

1. Chen DS, Mellman I. Immunity. 2013; 39 (1) : 1-10.; 2. Sznol M, Chen L. Clin Cancer Res 2013; 19 (5) : 1021-34.;
3. Paterson AM, et al.: J Immunol. 2011; 187 (3) : 1097-105.; 4. Chen DS, et al.: Clin Cancer Res. 2012; 18 (24) : 6580-7.;
5. Latchman Y. et al.: Nat Immunol. 2001; 2 (3) : 261-8.; 6. Akbari O, et al.: Mucosal Immunol 2010; 3 (1) : 81-91.;
7. Brown JA, et al.: J Immunol 2003; 170 (3) : 1257-66.; 8. Matsumoto K, et al. Biochem Biophys Res Commun. 2008; 365 (1) : 170-5. 5,
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Chen DS, et al.: Clin Cancer Res 2012; 18 (24) : 6580-7. Paterson AM, et al.: J Immunol 2011; 187 (3) : 1097-105.
Yang J, et al.: J Immunol 2011; 187 (3) : 1113-9. Brahmer JR, et al.: N Engl J Med 2012; 366 (26) : 2455-65. o4
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Chen DS, Mellman I.: Immunity. 2013; 39 (1) : 1-10 (E&E(IGenentechttDtETHB) ;
Abbas AK, et al.: Basic immunology: Functions and disorders of the immune system. 4th edition; 2014;
Chen DS, et al.: Clin Cancer Res. 2012; 18 (24) : 6580-6587 (&&E(iGenentechtt®DtETHD) ;
Herbst RS, et al.: Nature 2014; 515 (7528) : 563-567; Powels T, et al.: Nature. 2014; 515 (7528) : 558-562;
Hui E, et al.: Science 2017; 355 (6332) : 1428-1433; Kamphorst AO, et al.: Science 2017; 355 (6332) : 1423-14274D/FR o5
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NCCN#TRSH>=(Version2-2018)-

Non-Small Cell Lung Cancer ADENOCARCINOMA, LARGE CELL, NSCLC NOS
INITIAL CYTOTOXIC THERAPY SUBSEQUENT THERAPYmM, bbb

Systemic immune checkpoint
inhibitors (preferred)

Nivolumab (category 1) <«cor
pembrolizumab (category 1) ww, ddad
or atezolizumab (category 1) ccc ,
PS0-2 —»{ — Progressionff
Other systemic therapy : ww
Docetaxel or pemetrexed or
gemcitabine or

Progression -
ramucirumab+docetaxel

Systemic Tumor Best supportive care

-2 —» —> -4 —»
PS0-2 therapyb®b ;?/Sarl)ggtsignbbb PS 3-4 See NCCN Guidelines for Palliative Care

Progression = see Subsequent therapy, above

Efzggbnlsée gy-/gles :;sr;g;se Continuation maintenancebbb
disease (total) evaluationbbb ‘Bevacizumab (category 1)
-Pemetrexed (category 1)

i Progression
-Bevacizumab-+Pemetrexedeee ogression,

Response . e see
Best supportive care or stable gcramcrcabme (category 28) | Subsequent
PS 3-4 —»| See NCCN Guidelines disease Switch maintenancebbb g%%r\ff Vs
for Palliative Care -Pemetrexed

or
Close observation
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g EIF/) i RE A B S
1,22561 (EA101H1EZ8)

ResyF)VEf
BRI SRER — n=425 (EA n=28)
n=850 (EA n=64) 75mg/m2% 3 BERET _idaiE
[ERIXF :

- PD-L1¥3R (ICO. IC1. IC2.1IC3) .
« BEFEADLOASER (1XI(32) |
- fHEE CGERY¥ LREX(IERE L)

FEMIER : 47 (0S) (PD-L1FIRAZRIHBRVERNEARIT U SREM.
PD-L1ZFIRUIBZN MR II SRER])

BIRGEHMIAR : SIEEATHIR (PFS) =303, &=30HAR (WINHBRECIST vi1.1,
I8 EET4M)

B i A CEIDS AN B E 85061z = B M AFATIF OB AT I RER L

Ulz. BRIGTEICE DFIHCAICL BPD-L1FIRIAN., BRI DERD EM]

BRI 1T DI,
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TCAd” PD-L1EIRMDEI G ICAd”7 PD-L1XIRHMREDEIS
TC3 50%LA & IC3 10%A &
TC2 5% £ 50%K IC2 5% £ 10%K
TC1 1% LA £ 5%Ki IC1 1% LA _E5%K i
TCO 1%Kii ICO 1%Kiw
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BEA5 (OAKER)

“ |

(n=425) (n=425)
£ (5) hoE (E6H) 63.0 (33-82) 64.0 (34-85)
65m Lt 190 (45%) 207 (49%)
- S 261 (61%) 259 (61%)
% 164 (39%) 166 (39%)
BHA 302 (71%) 296 (70%)
VTON 85 (20%) 95 (22%)
PN 2A 5 (1%) 11 (3%)
Z0Afth* 13 (3%) 9 (2%)
A<BH 20 (5%) 14 (3%)
0 155 (36%) 160 (38%)
ECOG PS
1 270 (64%) 265 (62%)
2L 84 (20%) 72 (17%)
N2 AR R M2 59 (14%) 67 (16%)
1B\ECHD 282 (66%) 286 (67%)

* PAUNFER. PIANFER. \D1KER KFFEERBE
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BAS = (OAK:)

(n=425) (n=425)
=1k 42 (10%) 43 (10%)
EGFREEFZER Pt 318 (75%) 310 (73%)
N 65 (15%) 72 (17%)
LA ALK L 2 (<1%) 0
E{ﬁﬁmm = ={Es 223 (52%) 201 (47%)
BB 200 (47%) 224 (53%)
e FRELRE 313 (74%) 315 (74%)
R RS 112 (26%) 110 (26%)
TC3X(IC3 72 (17%) 65 (15%)
TC2/3X(31C2/3 129 (30%) 136 (32%)
PD-L1%35, TC1/2/3X(3IC1/2/3 241 (57%) 222 (52%)
TCONDICO 180 (42%) 199 (47%)
A<BH 4 (1%) 4 (1%)
[EPEST/Enf3 % 1 320 (75%) 320 (75%)
FE/NHIRBAIEICT D
HRAEEL S5 2 105 (25%) 105 (25%)
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PD-L1ZzRRULLBZEETHNRER : 54%
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bR TEZFRVEEE] 1 84%
(TCO0/1/2 and 1C0/1/2)

IEHEM : 45%
(TCO and ICO)

ekl
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PD-L1FRERID RS A AT A S SE B DOS
(OAK:GRER)

EHilE=

OSHE (95% CI)
(%) — 7> M8t (n=425) | 13.8nH (11.8-15.7)

100 -
RzAt+tILEE (n=425) 9.65H (8.6-11.2)
80 - HR*: 0.73 (95% CI: 0.62-0.87) . p*t=0.0003
+ Censored
(0)
2 co- 54.70%
= : 40.04%
R 407 : ;
41.12% | ;
20 -
, 26.92%
O L} | | l I l L} | [}
0 3 6 9 12 15 18 21 24 27 (B)
No. at risk ,HE FEﬁ
FEIRNJBE 425 363 305 248 218 188 157 74 28 1
REes+t)LBE 425 336 263 195 151 123 98 51 16 —
* JERIHR

t JERlLog-rankiRiE
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EHilE=

OSHE (95% CI)

%00) — Tt NJBE (n=241) 15.758 (12.6-18.0)
ReAFt)LEE (n=222) 10.3nH (8.8-12.0)
304 HR*: 0.74 (95% CI: 0.58-0.93) . p*'=0.0102
+ Censored
;i: 60 - 15.7518
B [——— D :
% 40 10.31H
20
O 1 1 1 I I 1 1 1 1
0 3 6 9 12 15 18 21 24 27 (B)
No. at risk ,HE FEﬁ
FEONIBE 241 207 176 145 131 115 98 47 19 1
ResFwILBE 222 172 136 105 81 65 55 28 8 —~

* JERIHR
t JERlLog-rankiRiE
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B e o e E e TS
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TEMMIEE W Sh)SEEIfET

n (%) OSthofE (H) HR*

T MOE INLaadliE | (95% CI)
e B N 96 e (0.63-0.87
TC3X(31C3* o 20.5 89 |[F—e— 020 60
isic/3* G 16.3 108 T (0.49-0.90)
Rilen2/3" (5 157 10.3 Il (0.56-0.93
PoICO/2° (59) 12.6 98 '_H (0.68-0.98)
TCOAICO* o 12.6 8.9 |—0—| 0.5 56

« EERRATI R ETRUTC/2/3R(31C1/2/3 : BRIHR. , : ——— 1
EDMOESER : FEAIHR 0.2 1 >

+ EEHHAR =2 >

+ EPYERARAT TEONDEE B PeSTTILEE BT

A

Rittmeyer A, et al.: Lancet 2017; 389 (10066) : 255-65.

40



OS: BRI DYIHI=3

T—(OAK:LER)

JEfRE _ER7T=E R BT
(%) (%)
100~ TN 100 TN
— 17, — 17
904 kzaEtl 904 ke gl
804 80-
70- . 70- *
HR=0.73 HR=0.73
£ 604 (95% CI: 0.60-0.89) % 607 (95% CI: 0.54-0.98)
Nl = O p=0.0015 Rl I =0.033
= =
= 404 R 40+
301 301 Median
20 ) P 20 7.7mo: :
104 Median 11.2 mo §Med|an 15.6 mo 10- (95% CI: : Median 8.9 mo
(95% CI: 9.3-12.6) (95% CI: 13.3-17.6) 6.3-8.9) i (95% CI: 7.4-12.8)
0 1 1 I |} 1 I |} | | 0 I |} | | |} | I | |
0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24 27
No. at risk ,HH F‘Eﬁ No. at risk ,HH F'Eﬁ
FUUNEE 313 270 231 197 175 153 127 59 20 1 FEUNpEE 112 93 74 51 43 35 30 15 8
RuyFLILBE 315 246 196 156 123 99 82 44 14 ReoFwLBE 110 90 67 39 28 24 16 7 2
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osSHME (A)
(o) BE (o)
0 e e e
BT SREM] 850 (100) 13.8 9.6 —o— ¢ 0.73 (0.62-0.87)
JERIE LR 628 (74) 15.6 11.2 —eo— 0.73 (0.60-0.89)
¥ R 222 (26) 8.9 7.7 ——: 0.73 (0.54-0.98)
* BRI SRER: BRIHR. 2335 FEERIHR 0'2 T T T i 1 11 é
2 < >

TEONDRE B FeYFTILEE BT
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OS::

SRETFHYT DT Wi (OAKIER)

oSthoa (8)

n (%) T HR* (95% CI)
pogis 330 (39) 16.2 11.2 —e— 0.64 (0.49-0.85)
B 520 (61) 12.6 9.2 —o— 0.79 (0.64-0.97)
65 A 453 (53) 13.2 10.5 —o—i 0.80 (0.64-1.00)
655 E 397 (47) 14.1 9.2 —e— | 0.66 (0.52-0.83)
ECOG PS 0 315 (37) 17.6 15.2 —eo—4 0.78 (0.58-1.04)
ECOG PS 1 535 (63) 10.6 7.6 —o— i 0.68 (0.56-0.84)
HIAEL DA 1 640 (75) 12.8 9.1 —e— i 0.71 (0.59-0.86)
BIAEL A 2 210 (25) 15.2 12.0 —e— 0.80 (0.57-1.12)
IERE LR 628 (74) 15.6 11.2 —o— | 0.73 (0.60-0.89)
" ER7YE 222 (26) 8.9 7.7 ——e— 0.73 (0.54-0.98)
DRAEFERL 156 (18) 16.3 12.6 : ~— 0.71 (0.47-1.08)
BRERETSIERESD | 694 (82) 13.2 9.3 —o— 0.74 (0.61-0.88)
XA RER D 85 (10) 20.1 11.9 | & | 0.54 (0.31-0.94)
HARAE RERFS L 765 (90) 13.0 9.4 —o— i 0.75 (0.63-0.89)
KRASZE et 59 (7) 17.2 10.5 : * | 0.71 (0.38-1.35)
KRASZ RIaM 203 (24) 13.8 11.3 : —i— 0.83 (0.58-1.18)
EGFRZER M 85 (10) 10.5 16.2 : . 1 [1.24 (0.71-2.18)
EGFRERE 628 (74) 15.3 9.5 —o— 0.69 (0.57-0.83)
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« [TTEH : BRIHR, YJJ)L—7 : IEEBRIHR M T T T — T T T 717

0.2, 1 2

<
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PD-L1XR RIS RE-= 3B =(0OAK:ER)

(B U —Jfi#tr)
EHIYNSEENES
BRI Z=3hHEARI
Tty NYHEE 16.35nH
—— T(n;58*) 13.6% (95% CI: 10.0-le35)
RS o] FE: 13.49% HR: 0.34 (0.21-0.55)
(n=57%*) <470 p <0.0001. Cochran-Mantel-Haenszeli&7E
TEDTE | 30.6%
T NIJEE
TC2/3 | (n229%) | 2257
FBIC2/3 | FESFIB | | o
T NIB 16.0n3
TC1/2/3 (n=43*) 17'80/0 (950/0 CI. 97-NE)
Fz(3IC1/2/3 Fa’ii‘gib)ﬁ 16.2%
TEMTE 7.8%
TCOMIICO | kprpimp e L0.6%
(n=21%) -070

* CR/PROZEE
NE: ¥ITEAEE

1
0 2 4 6 8 10 12 14 16 18 (A)

Rittmeyer A, et al.: Lancet 2017; 389 (10066) : 255-65, Supplementary appendix 43



s
e LR OIS RiGR=ITTSRE

Tt NJDEE ResFt)L B

(n=425) (n=425)
RIEEE 19 (4.5%) 73 (17.2%)
iy V|4 16 (3.8%) 58 (13.6%)
EDLA 7 0 7 (1.6%)

(HIPD-L1E/70—-F)idk) *2
L-DOS47 (#1CEACAM6

. 0 o)
AFAIKL2A AJOVS 145 —K) *2 2 (0.5%) 3 (0.7%)
Lambrolizumab™? 0 4 (0.9%)
1BV LT 0 2 (0.5%)
Durvalumab™? 0 1 (0.2%)
RO6958688 (THHAEbispecific o
E/IO—F Ak 2 1 (0.2%) 0
Tremelimumab’™? 0 1 (0.2%)
X1 RIBICHBWVWTNSCLCICH U THRAFASR
X2 AREBCHVTERAEAR

TORI-VEEEMN TEBEENRUIM T THONEELEIEHRU. BRI TTHNERIOEERELL THYY MUz,
CEACAM6=carcinoembryonic antigen related cell adhesion molecule 6
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Z2EOH
(n=609) (n=578)

ETNEESER 573 (94.1%) 555 (96.0%)

BEEERESR 390 (64.0%) 496 (85.8%)
Grade 3-40BEER 227 (37.3%) 310 (53.6%)

Grade 3-4D8EEERESER 90 (14.8%) 247 (42.7%)
2TORT 10 (1.6%) 14 (2.4%)

e EEIESE 0 1 (0.2%)
BELMEESR 194 (31.9%) 181 (31.3%)
BB CEEEER 46 (7.6%) 108 (18.7%)
KR5S E0ZE. 50U, T 152 (25.0%) 210 (36.3%)
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%
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0
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An
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R AR AR AE :L 1451

T 141 (0.2%)
0

1451 gO.Z%g

0.2%
12451 (2.0%)
21 (0.3%)

67/ (11.0%)

9441 (15.4%)

n=609 FIRHIEL (%)

15941 (26.1%)

%£Grade [ Grade 321t
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RIZREEDBEHR

REFEEOEESR (ZEMEAFEITTREM)
St NJJBE

e=n 1 IGESE)) EIRGEA] (n=56)

& AR 14 (2.3%) 5 (0.8%) 5 (8.9%) 1 (1.8%)
Fr&aERRE . IR 67 (11.0%) 18 (3.0%) 10 (17.9%) 2 (3.6%)
AN 2 (0.3%) 0 0 0
T 94 (15.4%) 4 (0.7%) 8 (14.3%) 0
FEX 1 (0.2%) 1 (0.2%) 0 0
1 BUAEPRIR 1 (0.2%) 0 0 0
ERIRARAEREfE = 34 (5.6%) 0 3 (5.4%) 0
2 S 3 (0.5%) 0 0 0
DESZEES 1 (0.2%) 0 1 (1.8%) 0
A, BRAR A 5 (0.8%) 3 (0.5%) 4 (7.1%) 3 (5.4%)
FREE 39 (6.4%) 5 (0.8%) 1 (1.8%) 1 (1.8%)
SEAHIRAE 0 0 0 0

AGRESSHMIER] : Rittmeyer A, et al.: Lancet, 2017; 389 (10066) : 255-65.
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