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IMpower010: Primary Results of a Phase 3 Global Study of Atezolizumab
vs BSC After Adjuvant Chemo in Resected Stage IB-IlIA NSCLC

Study design
No crossover
Atezolizumab
Completely resected " Cisplatin + ) 1200 mg q21d
stage IB-IlIANSCLC pemetrexed, 16 cycles
per UICC/AJCC v7 gemcitabine, R Survival
- Stage IB tumors 24 cm dv?ﬁitaefsilnc;r {D N=1005 follow-up
« ECOG 0-1
+ Lobectomy/pneumonectomy \ 1-4 cycles J “
«  Tumor tissue for PD-L1 analysis
N=1280
Stratification factors Primary endpoints Key secondary endpoints
- Male/female - Investigator-assessed DFS tested « OSin ITT population
- Stage (IB vs Il vs llIA) hierarchically: « DFSin PD-L1 TC 250% (per SP263)
- Histology « PD-L1TC 21% (per SP263) stage II-11lA population
PD-L1 tumor expression status?: stage II-1llA population « 3-y and 5-y DFS in all 3 populations
TC2/3 and any IC vs TC0/1 and « All-randomized stage Il-IlIA population
1C2/3 vs TCO/1 and 1C0/1 « ITT population (stage IB-III1A)
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IMpower010: Primary Results of a Phase 3 Global Study of Atezolizumab
vs BSC After Adjuvant Chemo in Resected Stage IB-IlIA NSCLC

Patients’ characteristics

All patients PD-L1 TC 21% (SP263) (stage lI-1llA) All randomized (stage II-llIA) ITT (stage IB-llIA)
Characteristic (N=1005) Atezolizumab BSC Atezolizumab BSC Atezolizumab BSC
(n=248) (n=228) (n=442) (n=440) (n=507) (n=498)

Median (range) age, y 62 (26-84) 61 (34-82) 62 (26-84) 62 (33-82) 62 (26-84) 62 (33-83) 62 (26-84)
Age 265y, n (%) 382 (38.0) 92 (37.1) 97 (42.5) 161 (36.4) 177 (40.2) 184 (36.3) 198 (39.8)
Sex, male, n (%) 672 (66.9) 171 (69.0) 147 (64.5) 295 (66.7) 294 (66.8) 337 (66.5) 335 (67.3)
Race, n (%)

White 738 (73.4) 162 (65.3) 166 (72.8) 307 (69.5) 324 (73.6) 362 (71.4) 376 (75.5)

Asian 242 (24.1) 78 (31.5) 56 (24.6) 121 (27.4) 106 (24.1) 130 (25.6) 112 (22.5)

Other 25 (2.5) 8(3.2) 6 (2.6) 14 (3.2) 10 (2.3) 15 (3.0) 10 (2.0)
ECOG PS, n (%)

0 556 (55.3) 140 (56.5) 125 (54.8) 239 (54.1) 252 (57.3) 273 (53.8) 283 (56.8)

1 446 (44.4) 107 (43.1) 102 (44.7) 201 (45.5) 187 (42.5) 232 (45.8) 214 (43.0)

istology, non-squamous, n (%) 659 (65.6) 152 (61.3) 143 (62.7) 292 (66.1) 296 (67.3) 328 (64.7) 331 (66.5)
Stage, n (%)

IB 123 (12.2) - - - - 65 (12.8) 58 (11.6)

A 295 (29.4) 85 (34.3) 76 (33.3) 147 (33.3) 148 (33.6) 147 (29.0) 148 (29.7)

IIB 174 (17.3) 46 (18.5) 37 (16.2) 90 (20.4) 84 (19.1) 90 (17.8) 84 (16.9)

A 413 (41.1) 117 (47.2) 115 (50.4) 205 (46.4) 208 (47.3) 205 (40.4) 208 (41.8)
[Tobacco use history, n (%)

Never 222 (22.1) 51 (20.6) 41 (18.0) 100 (22.6) 96 (21.8) 114 (22.5) 108 (21.7)

Current/previous 783 (77.9) 197 (79.4) 187 (82.0) 342 (77.4) 344 (78.2) 393 (77.5) 390 (78.3)
PD-L1 by SP263, TC21%, n (%)2 535 (54.6) 248 (100) 228 (100) 248 (57.8) 228 (53.0) 283 (57.4) 252 (51.9)
EGFR mutation status, n (%)P

Positive 117 (11.6) 23 (9.3) 20 (8.8) 49 (11.1) 60 (13.6) 53 (10.5) 64 (12.9)

Negative 527 (52.4) 123 (49.6) 125 (54.8) 229 (51.8) 234 (63.2) 261 (51.5) 266 (563.4)

Unknown® 361 (35.9) 102 (41.1) 83 (36.4) 164 (37.1) 146 (33.2) 193 (38.1) 168 (33.7)
ALK rearrangement status, n (%)°

Positive 33 (3.3) 12 (4.8) 11 (4.8) 14 (3.2) 17 (3.9) 15 (3.0) 18 (3.6)

Negative 574 (57.1) 133 (53.6) 121 (53.1) 251 (56.8) 256 (58.2) 280 (55.2) 294 (59.0)

Unknown® 398 (39.6) 103 (41.5) 96 (42.1) 177 (40.0) 167 (38.0) 212 (41.8) 186 (37.3)

Wakelee et al. ASCO 2021
e




IMpower010: Primary Results of a Phase 3 Global Study of Atezolizumab
vs BSC After Adjuvant Chemo in Resected Stage IB-IlIA NSCLC

The primary DFS endpoint was tested hierarchically in 3 primary analysis populations

DFS in PD-L1 TC 21% stage lI-llIIA population
2-sided 0=0.05

If positive: l

DFS in all-randomized stage II-1lIA population
2-sided a=0.05

If positive: l

DFS in ITT population (stage IB-llIA)

2-sided 0=0.05

If positive: l

OS in ITT population
2-sided a=0.05

Wakelee et al. ASCO 2021



IMpower010: Primary Results of a Phase 3 Global Study of Atezolizumab
vs BSC After Adjuvant Chemo in Resected Stage IB-IlIA NSCLC

The primary DFS endpoint was tested hierarchically in 3 primary analysis populations

DFS in PD-L1 TC 21% stage II-IA population - gl DFS in the PD-L1 TC 21%? stage I-lllA population
2-sided 0=0.05 1004
Atezolizumab BSC
e (n=248) (n=228)
If positive: l S 80+ Median DFS (95% Cl), mo | NE (36.1, NE) | 35.3 (29.0, NE)
= Stratified HR (95% CI) 0.66 (0.50, 0.88)
DFS in all-randomized stage II-1lIA population g 60, P value® 0.004¢
2-sided a=0.05 »
é ,,,,,,,,,,,,,,,,,,,,,,
If positive: l § 401
3
DFS in ITT population (stage IB-llIA) o 204
2-sided a=0.05
e ————
If positive: l 0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54
Months

Atezolizumab 248 235 225 217 206 198 190 181 159 134 111 76 54 31 22 12 8 3 3

BSC 228 212 186 169 160 151 142135117 97 80 59 38 21 14 7 6 4 3

OS in ITT population
2-sided a=0.05

‘ No. at risk

Wakelee et al. ASCO 2021



IMpower010: Primary Results of a Phase 3 Global Study of Atezolizumab
vs BSC After Adjuvant Chemo in Resected Stage IB-IlIA NSCLC

The primary DFS endpoint was tested hierarchically in 3 primary analysis populations

DFS in PD-L1 TC 21% stage lI-llIIA population
2-sided 0=0.05

If positive: l

DFS in all-randomized stage II-1lIA population
2-sided a=0.05

If positive: l

DFS in ITT population (stage IB-llIA)
2-sided a=0.05

If positive: l

OS in ITT population
2-sided a=0.05

DFS in the all-randomized stage II-IlIA population

1004
Atezolizumab BSC
(n=442) (n=440)
& 80+ Median DFS (95% Cl), mo | 42.3 (36.0, NE) |35.3 (30.4, 46.4)
= Stratified HR (95% CI) 0.79 (0.64, 0.96)
» 2 0.02°
a 60- Median follow-up: 32.2 mo (range, 0-57.5)
L B
2 ! 1
% 404 3 ' 49.4%
[7] I
©
[}
n
o 20-
0_ T 1 1 T T 1 I T 1 1 I T ‘I 1 I T 1 1 T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Months
No. at risk

Atezolizumab 442 418 384 367 352 337 319 305 269 225 185120 84 48 34 16 11 5 3
BSC 440 412 366 331 314 292277 263 230 182 146102 71 35 22 10 8 4 3
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IMpower010: Primary Results of a Phase 3 Global Study of Atezolizumab
vs BSC After Adjuvant Chemo in Resected Stage IB-IlIA NSCLC

Subgroup analysis for DFS in stage lI-1lIA (any PD-L1): correlation DFS with PD-L1 expression

Subgroup N HR (95% CI)? Subgroup N HR (95% CI)2
i 882
All patients 882 o 0.79 (0.64, 0.96) All patients —0 0.79 (0.64, 0.96)
Age Stage
——]
<65y > | 0.79 (0.61, 1.03) 1A 295 - 0.68 (0.46, 1.00)
265 y 338 — 0.76 (0.54, 1.05) 1B 174 —® 0.88 (0.54, 1.42)
S'ex e o A 413 — 0.81(0.61, 1.06)
Male 589 0.76 (0.59, 0.99) Regional lymph node stage (pN)
Female 293 b 0.80 (0.57, 1.13) NO 229 B 0.88(0.57,1.35)
B T N1 348 —— 0.67 (0.47, 0.95)
Race N2 305 — 0.83 (0.61, 1.13)
White 631 . 0.78 (0.61, 1.00) —
Asian 227 il 0.82 (0.55, 1.22) :(PJZGSOPD'“ status 220 0431027 068
> ——
ECOGPS TC;?“ " 476 —— 0'66 (0'49' 0.8?)
0 491 . 0.72 (0.55, 0.95) - 0/" 383 - 0'97 (0'72' 1'31)
1 388 el 0.87 (0.64, 1.18) TC<1% 97072131
. EGFR mutation status
Tobacco use history v 109 e 0.99 (0.60. 1.62
Never 196 le— 1.13(0.77, 1.67) es 463 Y 07 (0'59' 1'05)
Previous 547 —— 0.62 (0.47, 0.81) No 310 0'70 (0'49' 1'01)
Current 139 e 1.01 (0.58, 1.75) Unknown * 70(0.49,1.01)
. ALK rearrangement status
Histology 31 1.04 (0.38, 2.90
Squamous 294 . 0.80 (0.54, 1.18) :es co7 o8 (0'66' 1'10)
Non-squamous 588 —— 0.78 (0.61, 0.99) ° T 85(0.66,1.10)
: s Unknown 344 ——— 0.66 (0.46, 0.93)
0,1 1,0 10,0 T —
HR 0.1 1,0 10,0
HR

Atezolizumab better BSC better

Atezolizumab better BSC better

Wakelee et al. ASCO 2021



IMpower010: Primary Results of a Phase 3 Global Study of Atezolizumab
vs BSC After Adjuvant Chemo in Resected Stage IB-IlIA NSCLC

The primary DFS endpoint was tested hierarchically in 3 primary analysis populations

DFS in PD-L1 TC 21% stage lI-llIIA population
2-sided 0=0.05

DFS in the ITT population (stage IB-IIIA)

If positive: l 1004
Atezolizumab BSC
(n=507) (n=498)
DFS in all-randomized stage II-1lIA population s 80+ 21 4% Median DFS (95% Cl), mo | NE (36.1,NE) | 37.2 (31.6, NE)
2-sided a=0.05 = ' Stratified HR (95% CI) 0.81(0.67, 0.99)
2 P value® 0.04b
g 60
If positive: l % ____________________________________ .
E 4. 152.6%
DFS in ITT population (stage IB-llIA) » & .
2-sided 0=0.05 3 | |
Q204 DFS in the ITT population'did not cross the
If positive: 1 significance boundary at this interim DFS analysis
0 ! l
0S in ITT population 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
2-sided a=0.05 _ Months
No. at risk

Atezolizumab 507 478 437 418 403 387 367 353 306 257 212139 97 53 38 19 14 8 4
BSC 498 467 418 383 365 342 324 309 269 219 173122 90 46 30 13 10 5 4

Wakelee et al. ASCO 2021




IMpower010: Primary Results of a Phase 3 Global Study of Atezolizumab
vs BSC After Adjuvant Chemo in Resected Stage IB-IlIA NSCLC

OS data were immature at this interim analysis

PD-L1 TC 2 1% stage II-llIA All-randomized stage lI-llIA ITT

1004 1004 1004
. *MX ) \ | \
_ —_ —_
£ = g :
S 604 S 60- S 604
< I c
= I e N et T T T PP = I D e R e T E P e e
? ) I}
3 404 T 404 T 401
@ Q (]
I HR,2 0.77 (95% CI1 0.51, 1.17) é HR,2 0.99 (95% C1 0.73, 1.33) 3 HR,2 1.07 (95% CI1 0.80, 1.42)
20 20 204
— Atezolizumab —— Atezolizumab —— Atezolizumab
BSC — —+ BSC
0— i T T T T 0- BSC O— T T T T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Months Months Months
No. at risk No. at risk No. at risk
Atezolizumab 248 241 241 237 234 231225222218 196 164 126 99 62 40 26 13 5 3 NE Atezolizumab 442 429428 420 416 408 396 386378344 279203152 97 66 32 17 8 4 NE Atezolizumab 507 492 488 478 472463 450 439430392315227170108 71 36 20 11 7 2
BSC 228 220 214 210 205201 198 192 185172135110 80 57 32 17 10 7 5 2 BSC 440426416 405 396 389 382 373 361331258204 143100 55 26 16 10 5 2 BSC 498484 473462452444 437 428415384 304236169121 71 31 19 12 6 3
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IMpower010: Primary Results of a Phase 3 Global Study of Atezolizumab
vs BSC After Adjuvant Chemo in Resected Stage IB-IlIA NSCLC

Despiste no new safety signals, there were 52% of irAEs (only 8% G3-4) and 4 toxic deaths

Atezolizumab BSC
n (%) (n=495) (n=495)
Any-cause AE 459 (92.7) 350 (70.7)
Treatment-related AE 335 (67.7) -
Grade 3-4 AE 108 (21.8) 57 (11.5)
Treatment-related grade 3-4 AE 53 (10.7) -
Serious AE 87 (17.6) 42 (8.5)
Treatment-related serious AE 37 (7.5) —
Grade 5 AE 8 (1.6)° 3 (0.6)°
Treatment-related grade 5 AE 4 (0.8) —
AE leading to dose interruption of atezolizumab 142 (28.7) —
AE leading to atezolizumab discontinuation 90 (18.2) —
Immune-mediated AEs 256 (51.7) 47 (9.5)
Grade 3-4 immune-mediated AEs 39 (7.9) 3 (0.6)
Immune-mediated AEs requiring the use of systemic corticosteroids 60 (12.1) 4 (0.8)

Wakelee et al. ASCO 2021
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IMPACT (WJOG6419L): A randomized phase lll trial comparing adjuvant
gefitinib vs CDDP-VNR in Japanese patients with completely resected,
EGFR mutated, stage Il-1ll NSCLC

IMPACT vs ADJUVANT (CTONG-1104)

ADJUVANT study design (NCT01405079)

Study design

Gefitinib 250mg/day for 24 months

or until disease ression
Completely resected stage II-lil NSCLC il unacceptableﬂ’;gcny
Lobectomy or more Gefitinib 250 mg/day for 24 months or

/ Ci letel ted pathological st: 11-11A isease
EGFR mutation (Ex19-del or L858R) ° (NINZINSOLE | Penoaicalsage el

Without T790M EGFR activating mutation
ECOG PS 0-1 Age 220 & <75 years Cisplatin 80mg/m2 day1 (exon 19 deletions or exon 21 L858R)
N=230 plus vinorelbine 25mg/m2 day1 and 8 ECOG PS 0-1
every 3 weeks, for 4 cycles Age 218 years & <75 years Vinorelbine (25 mg/m? Days 1 & 8)

Stratification factors n=220 plus cisplatin (75 mg/m? Day 1) every
3 weeks, for up to 4 cycles

institute Primary endpoint : S =
stage Il vs. Il Disease free survival by BICRC. . EGFR mutation
UICC TNM classification (7*" version) Secondary endpoint + Nstage + DFs :
ender i . o :
g <65 >65 Overall survival - = y ; + 3-year DFS rate, 5-year DFS rate, OS, 5-year OS rate,
age or= Safety and tolerability + Every 12 weeks in 3 years safety, HRQoL (FACT-L, LCSS, TOl),
Efficacy assessment schedules Relapse pattern + Every 6 months after 3 year exploratory biomarker analyses
every 6 months :
contrast chest/abdominal CT ECOGPS: Easte

FACT-L: Functio

every 12 moths : brain MRI. PET/CT or bone scan UMIN000006252 ung Ca randomi e Index Thong WZ et al. Lancet Oncol 2018;19:139-148

In both IMPACT and ADJUVANT, patients were randomized to gefitinib OR adjuvant chemotherapy, a treatment with
a proven survival benefit.

Tada et al. ASCO 2021
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IMPACT (WJOG6419L): A randomized phase lll trial comparing adjuvant
gefitinib vs CDDP-VNR in Japanese patients with completely resected,
EGFR mutated, stage Il-1ll NSCLC

Outcomes of the IMPACT consistent with ADJUVANT (CTONG-1104)

ADJUVANT

Disease- Free Survival (%)

Disease Free Survival ( ITT population)

Overall Survival ( ITT population)

\ |
\w‘ Grouyp Events/N median DFS (95%C.l.)
N i Gefitinib  80/116 359mo. (30.0-47.7) A
\ : —— Cislin  71/116 250mo. (17.7-41.8) 5 i,
e U HR.092  p=0.63 ! L1y

Median follow up; 70.1 mo.

Group Events | 5-year survival rate
Gefitinib  24/116 |  78.0%
Cisvin  28/116 | 746%

HR. 1.03 | p=0.89

“"il

|
| 5 yr. DFS rate of Gefitinib : 31.8%
1 5 yr. DFS rate of Cis/vin

2 yr. DFS rate pf Gefitinib : 63.7%
2 yr. DFS rate pf Cis/vin

isk (no. at censored)
inib 116 108(7) 102(0) 100(0) 94(0) 85(0) 52(24) 36(14) 16(18
6 108(4) 105(0) 98(1) 90(2) 80(1) 56(22) 41(13) 20(18

Overall survival (ITT population)

[ ]
Median follow up; 70.1 mo

'KEY POINTS:

Overall survival was
negative in both studies.
DFS curves come
together around 48
months (2 yrs after
completion of TKI)

In the SELECT trial? of
adjuvant erlotinib, median
time to relapse was also 25
mos after stopping TKI.

Are we curing, or delaying
time to relapse?

How will these results
translate to ADAURA?

1. WuYL, ASCO 2020
2. Pennell N, JCO 2019

Tada et al. ASCO 2021




EMERGING (CTONG-1103): Neoadjuvant erlotinib vs chemotherapy for

stage IlIA-N2 EGFR mutant NSCLC - Final OS analysis of the randomized
phase |l trial

Study design

Treatment naive llIIA-

N2 NSCLC Erlotinib 150 mg/d for 12

Erlotinib 150 mg/d for 42 months or until disease

days progression or
unacceptable toxicity

N2 confirmed by
mediastinoscopy /
EBUS / PET-CT

EGFR activating
mutation

ECOG PS 0-1 Gemcitabine (1250 g/m? G (1250 g/m? Days 1 & 8)
Days 1 & 8) plus cisplatin plus C (75 mg/m? Days 1)

Age 218 years (75 mg/m?2 Day 1) every every 3 weeks for 2

n=72 3 weeks for 2 cycles cycles
Stratification factors:
* Lymph node status Primary endpoint:
+ Histology « ORR
* Smoking status
* Gender

Secondary endpoints:
Efficacy assessment: * pCR, downstaging rates of pathological lymph nodes, PFS,
+ Every 6 weeks during neoadjuvant treatment OS, 3-year OS rate, 5-year OS rate

« Every 3 months postoperative « safety, HRQoL (FACT-L, LCSS, TOI),
OG PS: Eastern Cooperative Oncology Group Performance Status; PFS: Progression-Free survival; exploratory biomarker analyses

Wu et al. ASCO 2021



EMERGING (CTONG-1103): Neoadjuvant erlotinib vs chemotherapy for

stage IlIA-N2 EGFR mutant NSCLC - Final OS analysis of the randomized

phase |l trial
Updata PFS (ITT population)

DFS Benefit does not always translate into OS L ey Mot 5
(particularly with EGFR TKI)

32/37 21.5(16.6 - 26.4)

L EE e 33/35  11.4(7.1-15.7)

Hazard ratio (95% Cl) = 0.36 (0.21- 0.61) p<0.001

Primary endpoint: ORR (ITT population)

Secondary endpoint: PFS (ITT population)

=X
©
=
>
<
=
)
o
o
[
Y
<
=
w
wv
o
o
Qo
o
=
o

Erlotinib i 60 -
= = mEg 50 -
ooy
40
30
=
E 2 . "3,
5OV i L LN I 10 2 =1
g; ( I 0 Group Events/N Median (m ,95% Cl)
T ..
Erlotinib GC - Erlotinib Group PEYEY 42.2(29.8 - 54.6)

- GC Group 24/35 36.9(25.6-48.1)

MUNICH ” l congress PR, partial response; SD, stable disease; PD, progressive disease
2018

At ESMO 2018: ORR = 54.1 vs 34.3% (p=0.092)

Hazard ratio (95% Cl) = 0.83 (0.47 -1.47) p=0.513

Overall Survival (%)

Wu et al. ASCO 2021




EMERGING (CTONG-1103): Neoadjuvant erlotinib vs chemotherapy for
stage IlIA-N2 EGFR mutant NSCLC - Final OS analysis of the randomized
phase |l trial

Efficacy of subsequent EGFR TKils

Post Hoc analysis:
the subsequent treatment for the disease pro

EMERGING-CTONG1103
Best response for the subsequent TKIs

100%
90%
80%

70% : ceive ived 1 EGFR TKI
60% ived 2 EGFR TKls

. ceive
= 86.5% I .7% received 3 EGFR TKIs 7% received 3 EGFR TKIs
50% ~~<_ 6.7% received 4 EGFR TKls .3% received 3 EGFR TKIs

40%
30%
20%
10%
0%

26.1%
21.7%

!

GCarm GC arm
(n=5) (n=6)

13.5% -

Erlotinib (n=37)  Events for PFS in GC (n = 35) Events for PFS in
erlotinib (n = 32) GC(n=33)

Events for PFS On follow up B Subsequent TKI B Subsequent other treatments Il Without subsequent treatments

Wu et al. ASCO 2021




Surgical outcomes from the CheckMate 816

Most patients in both arms had surgery within the pre-specified time window and length of
hospitalizacion was comparable among arm.

Hospital stay summary

Key eligibility criteria
» Newly diagnosed, resectable,
stage IB (> 4 cm)-I1lA NSCLC NIVO 360 mg Qaw
(per TNM 7t edition) _— NIVO + chemo Chemo
+ ECOG PS 0-1 N =338 chemod CERERSP S Radiologic [ (within 6 Optional | Follow-up (n = 135) (n=124)
+ No known sensitizing EGFR JSestaging weeks J— i Ml . )
it ateneor Al K Al et ations posts C::;:’;’i";T Length of hospital stay, median (IQR), days 10.0 (7.0-14.0) 10.0 (7.0-14.5)
treatment) . .
— Chemo® Q3w (3 cycles) Length of hospital stay by surgery type,® median (IQR), days
stage (IB/Il vs llIA), Lobectomy 10.0 (7.0-15.0) 9.0 (6.0-14.0)
PD-L1b (2 1% vs < 1%c), and sex Pneumonectomy 10.0 (8.0-13.0) 11.0 (9.0-16.0)
Other® 8.5 (4.0-13.0) 9.0 (7.0-14.0)
Primary endpoints Key secondary endpoints Key exploratory endpoints included Length of hospital stay per region,<< median (IQR), days
* pCRby BIPR *  MPRby BIPR *+ ORR by BICR North America 4.0 (4.0-7.0) 6.0 (4.0-8.0)
+ EFS by BICR < 0S » Feasibility of surgery; peri- and Europe 9.5 (8.0-14.0) 13.0 (7.0-18.0)
+  Time to death or distant metastases post-operative surgery-related AEs Asia 11' 0 (9' o 16' 0) 13 0 “6 o 16. 0)

S U rge ry de lay S U m marya » Length of hospital stay was similar regardless of baseline stage of disease in both the NIVO + chemo and

chemo arms

All stages Stage IB/II Stage IIIA
NIVO + chemo Chemo NIVO + chemo NIVO + chemo
(n = 149) | (n = 135) (n = 55) = LERZ))
Patients with delayed surgery,®<n (%) 31 (21) 24 (18) 9 (16) 13 (25) 22 (23) 11 (13)
AE 6 (4) 9 (7) 2 (4) 7 (13) 4 (4) 2 (2)
Length of delay in surgery, weeks
Median (IQR) 2.0 (0.6-3.0) 2.4 (1.0-3.7) 2.1 (0.9-2.9) 2.1 (1.3-3.6) 1.9 (0.6-3.0) 2.6 (0.6-4.9)

Of patients with delayed surgery,
proportion n (%) with delay ofd

< 2 weeks 17 (55) 11 (46) 4 (44) 6 (46) 13 (59) 5 (46)
> 2 and < 4 weeks 8 (26) 8 (33) 4 (44) 5(38) 4 (18) 3(27)
> 4 and < 6 weeks 3 (10) 2 (8) 0 0 3 (14) 2 (18)

> 6 weeks 3 (10) 3 (12) 1(11) 2 (15) 2(9) 109 Spicer et al. ASCO 2021
e




Surgical outcomes from the CheckMate 816

A subset of patients in the nivo-chemo arm were not resected (12% IB/1l; 17% IlIA) mainly due
to PD or AE, no significant differences in the control arm (13% & 25% respectively)

N = 358 patients randomized

NIVO + chemo? Chemo?
n=179 n :I179
+ v 4 b
Stage IB/II Stage IlIA Stage IB/II Stage IlIA
n =65 n=113 n=63 n=115
Definitive surgery® Definitive surgery® Definitive surgery® Definitive surgery®
12% 17% 13% 25%
Cancelled Cancelled Cancelled Cancelled
+ Disease progression 5% * Adverseevent 2% * Disease progression 2% * Adverse event 2%
« Other< 8% * Disease progression 8% « Other< 1% * Disease progression 14%
* Other¢ 7% * Other¢ 10%
v v . v

Received Received Received Received
Median duration Median duration Median duration Median duration
of surgery¢ of surgery¢ of surgery¢ of surgery¢
169 minutes 186 minutes 210 minutes 218 minutes

Spicer et al. ASCO 2021




Surgical outcomes from the CheckMate 816

Median residual viable tumor percentage in chemo +nivo was 28% in IB/Il and 8% in llIA, while in the
control arm was 79% and 70% respectively

Depth of pathological regression in primary tumor by stage?

NIVO + chemo? Chemo?

pPCR by baseline stage of disease

e 0 Patients (n = 52) = Patients (n = 49)
-~ S -~
3 __-10 A 3 -
o R o R
v <-20 o<
30 4 St 82 5 w2
: ! | age 58 8
b ‘ : | B NIVO + chemo 8 2 Y-40 gd.
40 | H | W chemo 1B/11 2 B-50 2g-
40 1 i i i £ 3-60 £3-
§2 0] 51
9 7 @ -80 + nom-
= 30 4 £ > 90 P>y
N(’b g‘ < 10% viable tumor cells w
- ¢ -100 <
I PCR fn primary tumor
e (0% viable tumor cells)
5 20 A é 3 i Patients (n = 89) § b 5 Patients (n = 77)
[} z =10 z = -104
&£ 20 - &€ 20+
10 a2 3 a2 3]
Stage 5 53
Ex-199 £« 41
"IA 3%.50- 3%-50-
0 - £ 3-60 - £ 3 -601
BL stage© 1B A 1B A £ -70 £ o -70-
7800 78 %0
[N [T
n/N 4/10 0/8 7/30 1/32 6/25 2/23 26/113 1/115 5> % o BT T 21 P v
& -100 & -100

CR in prim umor
(0% viable t cells) (0% viabl
* The median residual viable tumor percentage in stage IB/Il and IlIA was 28% and 8% with NIVO + chemo vs 79% and
with chemo, respectively

‘Response-evaluable patients.
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Surgical outcomes from the CheckMate 816

Median residual viable tumor percentage in chemo +nivo was 28% in IB/Il and 8% in llIA, while in the
control arm was 79% and 70% respectively

Surgical approach by baseline stage of disease Type of surgery by baseline stage of disease
Thoracotomy Minimally invasive¢ Minimally invasive->open?
100 100 - 100 -
= NIVO + chemo = NIVO + chemo aNIVO + chemo Lobectomy Pneumonectomy
100 - 100 1
=Cheme W Chgfmo =Cheme mNIVO + chemo = NIVO + chemo
80 | 80 - 80 A u Chemo = Chemo
80 - 80 -
P 77 79
g 601 63 .y 60 60 |
E 5 58 P 7 60
$ 8
- c
£ 40 40 4 40 4 £
5 40 - 40
. 20 “i i . N
BL stage All* 1B/11 1A All* 1B/11 1A All" 1B/11 A BL stage All’ 1B/11 MA All’ 1B/11 A
n/N® 88/149 B5/135 32/55 35/52 56/94 50/83 44/149 29/135 16/55 13/52 28/94 16/83 17/149 217135 7/55 4/52 10/94 17/83

n/N 115/149 82/135 41/55 33/52 74/94  49/83 25/149 34/135 9/55  9/52 16/94  25/83

‘Completeness of resection: all randomized population

100 +

Il NIVO + chemo

83 78 B Chemo

80 -

60 -

Patients (%)

40 -

20 A

0 -
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VIOLET: VATS vs open lobectomy in patients with early-stage lung cancer

VATS lobectomy associated with les pain and lower complications rate

Phase 2, in 9 centres (24 months recruitment) Clinical efficacy (pain tO one year)

All patients referred for lobectomy for lung cancer (100%) n=1312

1004
90

P

g Not eligible, 40%, n= 525

A 0, : i | o 4
Eligible for VIOLET (60%) Not recruited, 50% in phase Prolonged incision pain (v=482) —e—i | RR=0.82, 95% C1 (0.72, 0.94) § -
1 . 0, | =0.003 2 704
Iy > 1 centres, 70% phase 2 . } T T 60
. 05 1 2
centres in first 6 months, vou & 50+
336 randomised to: s s g
50% thereafter, n= 411 sl = 404
S 3047
2 20- E
10 |
168 VATS 168 om surgery Randomised to Randomised to open 0¥
Out T T T T T T
uicome VATS (n=247) surgery (n=255) Baseline 2 weeks Sweeks 3months 6months 12 months
Phase 1 & 2 patients (162+336) followed up after surgery, n=498 Prolonged incision pain * 143/240 (59.6%)  175/242 (72.3%) Wie &9 s s ed L e
Open: 243 189 227 207 194 178
Data are /N (%). Analyses are adjusted for operating surgeon. pen
>95% followed to primary outcome (5 weeks), 80% followed to 1 year 2 need Biranslgexiaaher s wesls postandooiisalion
~—&—- VATS —4&— Open

Higher scores indicate more symptoms.

Procedural safety (complications & readmissions)

Randomised to

Randomised to p
Outcome open surgery RR (95% CI)
VATS (n=247) value
(n=255)
In-hospital before discharge
Any in-hospital AE 81/247 (32.8%) 113/255(44.3%) RR=0.74(0.66,0.84) <0.001
Any in-hospital SAE 20/247 (8.1%) 21/255(8.2%) RR=0.98 (0.59, 1.63) 0.948 Lim et al. ASCO 2021




VIOLET: VATS vs open lobectomy in patients with early-stage lung cancer

VATS lobectomy associated with shorter length of stay, no compromise of oncologic outcomes and
no differences in DFS or OS

Randomised to Randomised to open E-s- ] Open
Outcome s VATS
VATS (n=247) surgery (n=255) 2 0
Total number of lymph node stations harvested 5(4.0.6.0) 5(4.0.6.0) §d
Mediastinal nodes harvested (stations 2 to 9) 3(3.0,4.0) 3(3.0.4.0) };“,8 J—
=4 =]
Complete (RO) resection 210/215 (97.7%) 219/224 (97.8%) %
Site of residual (R1) disease é § 1
L
Bronchial margin 2/5 (40.0%) 3/5 (60.0%) §8
Vascular margin 0/5 (0.0%) 1/5 (20.0%) - i : : :
0 3 6 12
Lung parenchymal margin 2/5 (40.0%) 0/5 (0.0%) Time (months)
t risk
Other 1/5 (20.0%) 0/5 (0.0%) ao;r):n 65 37 31 27 23
VATS 58 35 28 25 17
No data 0/5 (0.0%) 1/5 (20.0%)
1al tumour. 8 8
= S =N - B
Randomised to  Randomised to open 2
Outcome & e
VATS (n=247) surgery (n=255) ¢S | 3
oNO fo pN1 53 Open gs s
£3 VATS -
Yes 15/244 (6.2%) 13/252 (5.2%) g A %—g e
No 211/244 (86.5%) 219/252 (86.9%) ] £
Not cancer 18/244 (7.4%) 20/252 (7.9%) g ' , ' , ’ 8 - : - . .
cNO/1 to pN2 ¢ 2 Time (S\onths) 8 @ . 3 Time (r?\onths) 9 e
Number at risk Number at risk
Yes 15204 62%)  12252(45%) =E B £ 5 & Gmze @ omoomm
No 211/244 (86.5%) 220/252 (87.3%)
Not cancer 18/244 (7.4%) 20/252 (7.9%) Lim et al ] ASCO 202 1
Data are presented as /N (%).



VIOLET: VATS vs open lobectomy in patients with early-stage lung cancer

VATS lobectomy associated with improved QoL and more cost-effective

N © 100
o 100 : g
g 904 90 @
£ 80 2 801 £
3 704 S 701 S
= 60- S 60 5
o -
% 50 o 501 ®
g 40 S 401 8
g 301 S 30- 3
§ 2 T 20 4
c
g 101 g 10 g 10
1= : : ; : : Z o 2 o
Baseline 2 weeks 5 weeks 3months 6 months 12 months Baseline 2 woeks 5 weeks 3 months 6months 12 months Baseline 2 weeks 5 weeks Amonths Bmonthe 42 monihis
alt, & 15 il 1% 10 78 VATs: 235 181 205 197 190 178 VATS: 234 183 205 197 191 178
Open: 243 189 227 206 195 178 Open: 243 189 227 207 104 178 Open: 243 189 227 207 194 178
L R —
e —- VATS Open P —rm—— 7> VT
Higher scores indicate better health. Mlighes soaces indicake betes Badlit
£14,000
1 «
4
s £12.000 = Post hospital discharge
8 to 12 months
3
ﬂ ’ -‘; e = n hospital
s g complications
§ 41 g £8,000 1
% T = Ward stay
§ 21 §
= i £6.000
04 i = Intensive care and high
T T T T T T o dependency unit stay
Baseline 2 weeks 5 weeks 3months 6 months 12 months § £4,000
13
VATS: 217 173 191 186 190 182 ; = Surgery
Open: 225 180 211 203 195 191 200, —1
" Lim et al. ASCO 2021

[-—e--VATS —a— Open] VATS
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