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MDT facing early and locally advanced resectable NSCLC
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Five-year survival absolute benefit of 4% with neo/adjuvant chemotherapy

NSCLC Meta-analysis Collaborative Group Lancet 2010; 2014



MDT facing early and locally advanced resectable NSCLC
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ADAURA study

Phase lll EGFR-TKI studies in resected EGFRm NSCLC

Date Adjuvant treatment Phase Il study Key results Conclusion

2= ENatinibive piacebe (5225 '@;TEA) DFS HR 0.75E(gsFozrg|s:%t.)gzr;lf1:6); p=0.1906 N°'?§f.i,f’r2if§22§?“

2020 | Gefitinib vs chemotherapy c@gﬁuéﬁﬁlz’s Upda:)eg 32,80'752%%? /‘5905|°:/o0<_3é:2 ?fgég.ggt));.g;g.oot Sigglilfti;ing E;F:e::;::ﬁt,
(stage [I-11I1A)

2020 | Osimertinibvs placebo (s’?a%':‘fBRf\l:"Z) DFS HR, 0.20 (99.12% CI: 0.14, 0.30); p<0.0001 "igg::yss;‘-;':‘ﬁfta“t

PHASE [l ADAURA STUDY DESIGN

Patients with completely resected

stage* IB, Il, lIA NSCLC, with or without
adjuvant chemotherapy®

Planned freatment duration: 3 years

Key inclusion criteria: Osimertinib 80 mg, Jreafment continues unti: 1.0
>18 years (Japan / Taiwan: 220) once daily = Treatment completed 0.9
WHO performance status 0/ 1 Stratification by- - Discontinuation criterion met 0.8
Confirmed primary non-squamous NSCLC stage (IB vs Il vs llIA) Randomisation > 07
Ex19del / L858RY EGFRm (Ex19del vs L858R) 11 Follow up: £ 0.
Brain imaging, if not completed pre-operatively race (Asian vs non-Asian) (N=682) = Unfil recurrence: Week 12 and 24, § 0.6
Complete resection with negative margins$ then every 24 weeks o 5 years, g 0.5
Max. interval between surgery and randomisation: then yearly » 04
- 10 weeks without adjuvant chemotherapy = o After recurrence: every 24 weeks for & 03
- 26 weeks with adjuvant chemotherapy o years, then yearly 0.2
0.1
0.0
Endpoints
* Primary endpoint: DFS by investigator assessment in stage Il / [lIA patients, designed for superiority under the assumed DFS HR of 0.70 P
* Key secondary endpoints: DFS in the overall population DFS at 2, 3, 4, and 5 years, OS, safety, health-related quality of life gfa‘gi‘:’”b
* Pre-specified exploratory endpoints: Patterns of recurrence, time to CNS disease recurrence or death (CNS DFS)

DFS 65.8 vs 28.1 months
(HR0.27 - 95% Cl 0.21-0.34)

ADAURA updated DFS analysis®* (stage IB—IIIA)f
JCO January 2023

Median DFS, months (95% Cl)
Osimertinib  65.8 (61.7, NC)

Placebo 28.1(22.1,35.0)

HR (95% Cl)

0.27 (0.21, 0.34) Maturity. 45%

osimertinib, 28%; placebo, 62%

1 1 1 Ll 1 1 1 1 1 1 1 1
6 12 18 24 30 36 42 48 54 60 66 72
Time from randomization (months)

316 307 289 278 270 249 201 139 73 33 5
288 230 205 181 162 137 115 84 48 25 -

oo

Herbst, ASCO 2023



ADAURA - 0OS data

OS still immature

Significant improvement

OS overall population (stage IB-llIA)
(HR 0.49 — 95.03% CI 0.34-0.70)

WITH or WITHOUT
Chemotherapy??

- StagelB . Stage IB Stage |l Stage llIA
£ T — 5 year OS rate,
¥ 08 ' 88% % (95% Cl)
o
F I . . e
s . . Osimertinib 94 (86,97)  85(77,91)  85(76,91)
= I
£ 044 ‘
5 04 : Placebo 88 (80, 93) 78 (69, 85) 67 (57, 75)
= I
5 " ! Overall HR 0.44 0.63 0.37
o0 (95% ClI) (0.17,1.02)  (0.34,1.12)  (0.20, 0.64)
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
> Time from randomization (months)
No. at risk
Osimertinib 106 103 101 100 98 97 9% 96 94 82 H 39 17 0 -
Placebo 106 106 106 105 104 102 100 99 96 8 70 44 19 1 0
104 Stage |l 1.0 _ Stage IlIA
b 1 78% 5 i
2 o6 . < 0.6- 167%
g ] g |
2 0.4+ : 2 0.4 :
5 1 = 1
§ 0.2 | § 024 .
> >
[¢) ! o |
0'0 Ll A A \J ) 8 J L \J Al : \J L \J Al 1 0‘0 L \J L L ¥ \J \J \J A\l £ Al \J \J L]
6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Time from randomization (months) Time from randomization (months)
No. at risk No. at risk
Osimertinib 118 116 112 112 112 109 104 104 100 83 61 36 19 0 - Osimertinib 115 113 112 112 109 105 104 101 100 87 54 33 14 5 0
Placebo 118 118 117 114 110 107 104 103 94 79 56 32 16 2 0 Placebo 119 114 109 107 100 95 86 79 77 59 38 21 9 1 0
With adjuvant chemotherapy Without adjuvant chemotherapy
1.0 1.0 -
-=z: g Wrﬂnib
2 08 2L 2 084 .. ks
8 ' 8 o
- ! B 9/
2 0.6 4 ! a 0.6 | % -
E : g : Placebo
e 04 1 2 04 !
> I = I
L 1 ®. I
g 0.2 4 Overall HR (95% ClI) : g 024 Overall HR (95% Cl) :
3 0.49 (0.30, 0.79) ! 3 0.47 (0.25, 0.83) !
0'0 L) L) T  § T T T T T : L) Ll T T 1 o'o L] L) L) L] T T L) T T = T L) T L) L]
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 9 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
s Time from randomization (months) - Time from randomization (months)
No. at risk No. at risk

Osimertinib 203 200 197 197 196 192 188 185 182 155 104 58 25
207 204 200 197 189 182 174 166 159 133 92

Placebo

48

19

7
7

0
2

Osimertinib 136 132 128 127 123 119 116 116 112 97 72 50 25 8 0

0 Placebo

136 134 132 129 125 122 116 115 108 90 72 49 25 10 1

Herbst, ASCO 2023



Subgroup

Overall (N=682) Stratified log-rank

Sex

Age

Smoking history

Race

Stage*

EGFR mutation

Adjuvant

chemotherapy

Unadjusted Cox PH

Male
Female

<65 years
265 years

Yes
No

Asian
Non-Asian

B
I
A

Ex19del
L858R

Yes
No

No. of events /

124 |
124 |

42 |
82 /

60 /
64 /

34/
90 /

73 1
511/

24 |
46 /
54 |

65 /
59/

74 |
50/

ADAURA - OS data

patients

682
682

204
478

380
302

194
488

434
248

212
236
234

378
304

410
272

Hit b

1.0
HR for overall survival (95% CI)

Favors osimertinib Favors placebo

10.0

HR

0.49
0.48

0.62
0.41

0.56
0.42

0.45
0.49

0.61
0.33

0.44
0.63
0.37

0.35
0.68

0.49
0.47

95% ClI

0.34, 0.70
0.33, 0.70

0.33, 113
0.25, 0.66

0.33, 0.94
0.24, 0.69

0.22, 0.89
0.31, 0.76

0.38, 0.97
0.17, 0.61

0.17, 1.02
0.34, 112
0.20, 0.64

0.20, 0.59
0.40, 1.14

0.30, 0.79
0.25, 0.83

Herbst, ASCO 2023



Osimertinib W/O Chemotherapy — comutations as predictors

B 24-month DFS rate with adjuvant chemotherapy (%)
O 24-month DFS rate without adjuvant chemotherapy (%)
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Zhang SS; Lung Cancer Targets and Ther 2022; Liu SY, Nat Commun 2021
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ADAURA - CNS DFS

Improved CNS efficacy with osimertinib treatment ADAURA updated CNS DFS analysis®® (stage II—IIIA)

JCO January 2023
== /“”.\\ *  Osimertinib has shown 1.0 __w TR PN ISR
. [' Y greater penetration of the 0.9 - ey
= ) blood-brain barrier and 2 08 o - il
4& - . = - -'F“{"_ﬂ, '
~ \\"'*t/ higher exposure in the 2 07 -
: : j : ki i
AR brain compared with other g 9 2
- A\ & 2-4 0.5 H
) EGFR TK'S g 0.4 —| Median CNS DFS, months (95% Cl)
. 5 A Osimertinib NR (658, NC)
«  Adjuvant osimertinib g 0.3 - . H":o" e
- | Plac . NC)
demonstrated CNS DFS* 02 4 &=
f 0.1 o HR(95% clI) 0.24 (0.14, 0.42) Maturiy: 13%
benefit vs placebo in both b0 osimertinib, 9% placebo, 17%
A 1 1 1 1 1 1 1 1 1 1 1 1
thestage |l IIIA ange 0 6 12 18 24 30 36 42 48 54 60 66 72
IB—IIIA populations™ Time from randomization (months)
No. at risk
Osimertinib 233 222 216 202 196 192 175 138 90 45 20 2 0
Placebo 237 192 142 126 107 91 74 61 41 23 11 1 0

AE, any cause*, n (%) Osimertinib (n=337) - Placebo (n=34:
Any AE 330 (98) 309 (90
IAny AE Grade 23 79 (23) 48 (14)
Any AE leading to death 1(<1) 2(1)
Any serious AE 68 (20) 47 (14)
Any AE leading to discontinuation 43 (13) 9(3)
Any AE leading to dose reduction 42 (12) 3(1)
Any AE leading to dose interruption 91 (27) 43 (13)

AE, possibly causally related*t, n (%)

Any AE 308 (91) 199 (58)
Any AE Grade 23 36 (11) 7(2)

| Any AE leading to death 0 0
Any serious AE 10 (3) 2(1)

Herbst, ASCO 2023



Stage IA Adjuvant Phase 3 Design: ADAURAZ2
Adjuvant Osimertinib vs Placebo in Completely Resected Stage IA EGFRm NSCLC e

Adjuvant (3-year treatment AU R&..-.l-.-
duration) /*" \

e N\ ( N |

It Study Population \
Patients with pStage IA2 or IA3 (8" edition) NSCLC | 1 ArmA
O Post complete (RO) resection Osimertinib 80 mg PO QD Secondary:
[ Exon 19 deletion or L858R EGFR mutation DESinITT
O Tumor sample submission for central pathology . J 0S in high-risk stratum
assessment of: oSinITT
. rvasi':'e tumnlur s_ize _ 40 HRQoL
- Tumou isology N=380 - ~ Safety/tolerability
a PS0-1 ' PK /
W No pre-/post-operative RT or systemic therapy > Arm B \ Exploratory: MRD J./
|\ O Not eligible for any local SOC treatment ' 1 Placebo PO QD B N
\ / L ) 4 Stratification A
i . ~ - «  High risk® vs low risk
I./;High risk defined as presence of 2 1 of the following factors: \*. + Exon 19 del vs L858R
+ Invasive tumour size = 2 cm « Race (Chinese Asian vs
*  Lymphovascular invasion non-Chinese Asian vs
= =20% micropapillary, solid or complex gland adenocarcinoma histology \\ non-Asian) /

Low risk defined as absence of any high-risk factors

. Estimated prevalence of high risk ~60%
sb\Enrich high risk to 67% of ITT population (33% cap on low risk) /



MDT facing early and locally advanced resectable NSCLC

Future
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Future adjuvant option in oncogene-addicted

ALINA: ALK+ NSCLC; adjuvant setting LIBRETTO 432: RET+ NSCLC; adjuvant setting

Adjuvant Alectinib phase 3 trial _
P scoonrs P oncudy s ey o mmimumot o) Folowar 3

ALINA (BO40336)?

* RET fusion-positive

Selpercatinib

Alectinib NSCLC (stage IB/I/IIIA) v
Resected SO0 e B . ;gg?’:gsleD . S
2 years = \Faceived lovamgional Participants <50 kg 9 <
Stage IB definitive therapy . 120 mg BID 2 =
(surgery or radiotherapy) Randomize (1:1) g 3
(=4cm)-1IA n (overall) = 170 —— 3 g
+ o z
ALK+ NSCLC . * No evidence of disease . n Placobc - (%
ECOG 0-1 recurrence following Double-blind trial Mkt T A Crossover
definitive therapy as well ARMEB atching osae?le units to arm
n=255 as adjuvant therapy* -
**Crossover to selpercatinib allowed
ONLY at disease recurrence or
A progression (per RECIST v1.1 and/or
| Stratification factors histopathological confirmation)

= | Disease stage (stage IB/I/IIIA)
= | Prior definitive therapy (surgery/radiotherapy)

Alectinib  Delivers Unprecedented Phase Ill Results for People
With ALK-Positive Early-Stage Lung Cancer

2023

MADRID SPAIN ‘
20-24 OCTOBER 2023
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MDT facing early and locally advanced resectable NSCLC
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osimertinib in EGFRm+ atezolizumab in PDL1>50%
[EGFR and ALK neg]




Rationale for adjuvant chemotherapy + immunotherapy
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CHEMOTHERAPY + IMMUNOTHERAPY: SINERGISTIC effect on MINIMAL RESIDUAL DISEASE
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Postoperative Immunological effects
E ;-:‘, P immunosuppression of chemotherapy
= Minimal Residual
@EK’E} Disease l l

1) Activation of the innate immune system
2) Promotion of dendritic cell maturation
3) Activation of effector T cells

Tang et al, Frontiers, 2023



Adjuvant

Clinical trials with ICIs in the adjuvant setting

Clinical trial®

IMpower 010

PEARLS

Adjuvant treatment

Platinum-doublet (mandatory)

Platinum-doublet x four cycles
Platinum-doublet x four cycles
~ Platinum-doublet plus pembrolizumab x four cycles

© e | e

I-%‘-l

L

Atezolizumab x 16 cycles
Observation

Pembrolizumab x 18 cycles

== oy

Nivolumab x 16 cycles

Pembrolizumab x 16 cycles
Pembrolizumab x 12 cycles

Primary end points

DFS
(hierarchical testing)®

DFS all-comers®
DFS in PD-L1 2 50%

DFS in PD-L1 2 25%¢

DFS, 0s®

DFS, 0Ss°

Disease stage

IB(= 4 cm)-llIA
(seventh TNM)

IB(=> 4 cm)-lIIA
(seventh TNM)

IB(= 4 cm)-llIA
(seventh TNM)

IB(> 4 cm)-llIA
(seventh TNM)

IB-NIB(T3N2)
(eighth TNM)

Passaro A, JCO 2022



IMpower 010 study

4 Completely resected

stage IB-lIIA NSCLC
per UICC/AJCC v7

+ Stage IB tumours 24 cm
* ECOG PS 0-1
* Lobectomy/pneumonectomy

o

* Tumour tissue for PD-L1 analysis

vy

1-4 cycles
cisplatin +
pemetrexed,

gemcitabine,
docetaxel or
vinorelbine

N=1280

Atezolizumab
1200 mg q21d
16 cycles

Primary endpoints
Sex « Investigator-assessed DFS tested hierarchically:
+ Stage (IBvs llvs llIA) 1

Stratification factors

+ Histology

+ PD-L1 tumour expression status
(TC2/3 and any IC vs TCO/1 Key secondary endpoints
and IC2/3 vs TCO/1 and ICO/1)? -

+ 3-y and 5-y DFS in all 3 populations

DFS: PD-L1 TC 21%
stage Il-lllA population

1004~
o
£ 809 A, ~, = L T4E%
' TN Mo
a 610%™ -\_ -, . .
o
£ | DFS HR (95% CI)*: 0.66 (0.50, 0.88)
. P=0.0039"

Hierarchical statistical testing

' AR~

AGENZIA ITALIANA DEL FARMACO

0 3 8 9 1215 18 21 24 27 30 33 36 30 42 45 48 51 54

Nao, at risk

Maonths

Asarnlzumab 248 235 225 217 206 183 10D 1B1 158134 111 ™6 54 3 22

L]

3

3 Aternizumsh 442 418 384 357 352 33T 319 305 259 225 185120 84 4B M 16 11

PD-L1 TC 21% (SP263) stage II-IlIA population
2 All-randomised stage II-11|A population
3. ITT (all-randomised stage IB-IllA) population

OSin ITT (all-randomised stage IB-111A) population
» DFSin PD-L1 TC 250% (SP263) stage II-lllA population

DFS: All-randomised
stage II-lllA population

DFS: ITT (randomised
stage IB-IlIIA) population

e ( DFS in PD-L1 TC 21% )
in PD- 21%
g stage 1A population® SP263 PD-L1 status
é If positive: * TC>50% 229 ¢ 043 (027, 068)
(<]
= DFS in all-randomized TC21% 476 —- 0.66 (0.49,0.87)
> stage II-llIA population® )
2 0
@ If positive: ‘ TC<1% 383 0.97 (072, 131)
DFS in ITT population® N EGFR mutation status
(all-randomised stage IB-IIIA) ) Yes 109 —— 0.99 (0.60, 1.62)
If positive: * No 463 —— 0.79 (0.59, 1.05)
P— — Unknown 310 —— 0.70 (0.49,1.01)
in ITT population
(all-randomised stage IB-IIIA) ALK rearrangement status
Yes 31 1.04 (0.38, 2.90)
gEndpoinlwas met at DFS 1A No 507 — 0.85 (0.66, 1.10)
Endpoint was not met at DFS IA, and follow-up is ongoing
[ os data were immature, and endpoint was not formally tested Unknown 344 — 0.66 (046’ 093)

100 — 1004 =
£ a A ‘:: TN 70.2 g 0 - *:x e _\?'.-'1"4
g T M k- R W
£ o o — § o o
| - ) — .
'E 40+ Jryvas -E 40 S26% |
g H
& x4 DFS HR (95% Cl)?: 0.79 (0.64,0.96) 5 2| DFS HR (95% Cl)®: 0.81 (0.67, 0.99)
ol P=0.0205" N P=0.0395"

{IJ é é El 1I2 1I5 1rE 2.1 214 EI?' EICI 3:3 DB EIB AIIE AIIE 415 5I1 5:4 U 3 E B‘ 1I2 1I5 1"3 211 2:4 EIT 30 5"3 BB :!-B 4I2 45 4-3 5I'I 54

No, af risk Months Mo. af nzk Months

5 3

Alezolzumaly 50T 4T8 43T 416 403 387 26T 353 306 257 12130 07 53 38 19 W B 4

BSC 2 M2 186 168 160 151 142138 117 &7 A0 5B 38 29 14 7 & 4 3

CS0 4 412 306 231 314 00 277 260 P30 AF 148102 71 35 3@ M 8 4 3

BEC 408 467 418 363 IG5 342 324 309 260 210 173122 00 46 20 13 10 5 4

Felip E, WCLC 2022; Wakelee H, ASCO 2021



IMpower 010 study: DFS by KRAS status

B KRAS WT, stage II-llIA
190+ 12-mo DFS 82.9 72.9
. (95% Cl), % (77.9,882) | (67.1,79.3)
X g0 - 24-mo DFS 70.4 59.8
s (95% Cl), % (64.4,77.0) = (53.4,67.0)
2
? 60
3 mDFS, 42.3 mo
o) :
§ 407 mDFS, 31.4 mo
w H H
5 . .
20
HR, 0.74 (95% ClI: 0.55, 1.00)
0 - i ;
T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54
No. at risk Months
Atezo 208 182 169 150 132 95 50 20 6 2

B mKRAS, stage II-llIA: PD-L1 TC <1%

100 + 12-mo DFS 90.0 773
(95% Cl), % (77.8,1.00) | (61.6,96.9)
. 24-mo DFS 70.0 63.6
= (95% Cl), % (52.5,93.3) | (46.4,87.3)
=
% o mDFS, NE
8
2 40 i mDFS, 31.6 mo
2 5
a
20
HR, 0.67 (95% CI: 0.26, 1.73)
0 i
T T T T T 1 T T
0 6 12 18 24 30 36 42 48
No. at risk Mot
Atezo 22 18 18 16 13 10 4 2 0
BSC 24 19 17 15 13 9 5 1 1

C mKRAS, stage II-lIIA

100 —

80 —

60 —

40

Disease-free survival (%)

20 —

0

No. at risk

Atezo 62
BSC 56

53
42

C mKRAS, stage II-llIA: PD-L1 TC 21%

100

80

60 —

40 -

Disease-free survival (%)

20

Atezo BSC
(n=62) (n=56)
12-mo DFS 81.4 69.2
(95% Cl), % (72.0,91.9) (57.8, 83.0)
24-mo DFS 74.6 55.8
(95% Cl), % (64.3, 86.6) (43.8,71.0)
mDFS, NE
| mDFS, 25.2 mo
HR, 0.56 (95% CI: 0.32, 0.99)
T T B T T T
12 18 24 30 36 42 48
Months
48 46 41 31 15 6
38 31 28 16 8 2 1
Atezo BSC
(n=39) (n=32)
12-mo DFS 76.3 63.3
(95% ClI), % (63.9,91.1) (48.2,83.2)
24-mo DFS 76.3 50.0
(95% Cl), % (63.9,91.1) | (35.0,71.5)

mDFS, NE

{ mDFS, 21.7 mo

HR, 0.52 (95% CI: 0.25, 1.08)

o-

No. at risk
Atezo 39
BSC 32

o

T T : T T
12 18 24 30
Months

29 29 27 20
9 1% 19 7

T T T
36 42 48

10 4 2
g 9 0

Reck M, ASCO 2023



Eligibility for Registration
* Confirmed stage IB (T 24 cm),
I, or [IA NSCLC per AJCC v7

* Complete surgical resection
with negative margins (RO)

PD-L1 testing
done centrally
using
PD-L1 IHC
22C3 pharmDx

* Provision of tumor tissue for
PD-L1 testing

Eligibility for Randomization
* No evidence of disease

* ECOGPSOor1

* Adjuvant chemotherapy
* Considered for stage IB
(T 24 cm) disease
* Strongly recommended for
stage Il and IlIA disease
* Limited to <4 cycles

KEYNOTE 091 study

Pembrolizumab 200 mg Q3W
for <18 administrations (~1 yr)

Placebo Q3W
for <18 administrations (~1

yr)

Stratification Factors
* Disease stage (IB vs Il vs IlIA)

* PD-L1 TPS (<1% vs 1-49% vs 250%)

Dual Primary End Points
* DFS in the overall population

* DFSin the PD-L1 TPS 250%

Secondary End Points
* DFSin the PD-L1 TPS 21% population

* OS in the overall, PD-L1 TPS >50%,

No significant DFS benefit

« Receipt of adjuvant chemotherapy (yes vs population and
o) PD-L1 TPS 21% populations Placebo overperformance?
* Geographic region (Asia vs Eastern * Lung cancer-specific survival in the
Europe vs overall population
Western Europe vs rest of world) * Safety
. “ % u )
DFS Overall Population e DFS PD-L1 TPS250% T
199 18-me rate o o b+ 18- . ok
4 73 4% Pamrdlzumac  359% 536 (M2NR) o oy o rate Pembroizumab  32.1% NR (44.3-NR)
. PMacess 443% 420 (31.3NR} !_ ] 170.2% Placebo 38.2% NR (35 8-NR)
10+ HE
w §04 - b
w54 —-J_g_.” I':==|n w55
= s
e T
10 - 184 HR 0.82 (95% CI, 0.57-1.18)
- HR 0,76 (95% CI, 0.63-0.91) . P=o14
104 P = 0.0014 E 7
e 14
u T T T T T T T T T T 1 i | T T 1 T T T T T T 1
0 g i? 18 M 3 if i3 i 5 gl i 1] 1 H i i 30 1§ i 1] §d 4] H
A Hanths Wo_ st ik Honths
W wooom w1 T S T TR T S RN S

Pt prs i arvcieiond pomy REC BT w1 1y sers Lt low s
(e corto® date Sapternier 0 3001

Roepeieriton peptp i pesr FEECFST oL N b irocsp STRIENST et i
Cuts ounol! dane: Sepasmbaer 20 2021

Paz-Ares L, ESMO Virtual Plenary 2022



Control Arm

Description
Primary endpoint

Randomized patients
Stratification Factors
Stage pIB / 11 / lIA (7t)
PD-L1 distribution
Adjuvant CT
Design / Compliance

Follow up, months

' Primary endpoint: DFS

Approval

KEYNOTEO091 and IMpower-010

IMpower010

Observation (open-label)

Global, open label

Hierarchical testing DFS pll-1lIA PD-L1>1% DFS pllI-llIA; all
comers DFS pIB-llIA; all comers OS

1280
Sex / Tumor histology / Stage / PD-L1 expression
11.8% /46.7% [ 41.1%
<1% [ 21%: 44% [ 53.5%
1-4 Cisplatin-based cycles
Atezolizumab post-CT / 65% *
46

*pll-IlIA, PD-L121%: HR 0.66 (0.50, 0.88)
*plI-1IA: HR 0.79 (0.64, 0.96)
*ITT pIB-1IIA: 0.81 (0.67, 0.99)

*FDA: PD-L1+ (TC 21%) Stage II-1IIA :
*EMA: PD-L1+ (TC 250%) with EGFR / ALK -

PEARLS/Keynote 091
Placebo *

ETOP/EORTC placebo controlled

Co-primary endpoints (dual-testing)
DFS pIB-llIA; all comers DFS pIB-IlIA; PD-L1250%

1177
Stage / CT adjuvant / PD-L1 expression
14.3% / 56.7% [ 28.8%
<1% [ 1-49% [ 250%: 39.5% / 32.3% / 28.3%
Recommended for stage pll/IlIA, (Carboplatin allowed)
Pembrolizumab post-CT / 48%

35.6

*pIB-IllA: HR 0.76 (0.63, 0.91)
*pIB-1lIA, PD-L1250%: HR 0.82 (0.57, 1.18)

*FDA: Stage IB (T 24 cm), Il or lIIA
*EMA: not approved yet

Isla, WCLC 2023



KNO091 study: subset analysis in pts receiving adjuvant chemotherapy

No. of Events/No. of Patients HR (95% Cl)

Overall 408/1010 —_— 0.73 (0.60-0.89)

Age <65y 203/516 —— 0.72 §0.55—0.96§
265y 205/494 —— 0.74 (0.56-0.98

Sex Female 138/324 — 0.61 éO 44—0.86;
Male 270/686 B 0.79 (0.62-1.00
Geographic region Asia 79/174 —— 0.71 (0.46-1.11
Eastern Europe 83/201 ————= 0.75 (0.49-1.16
Rest of the World 30/108 = 0.72 (0.35-1.49
Western Europe 216/527 — 0.71 (0.54-0.93
Stage at baseline IB 32/115 = 0.54 (0.26-1.10
I 210/576 — 0.67 (0.51-0.89
A 164/317 — 0.87 (0.64-1.18
Adjuvant chemo cycles 1or2 28/67 L 0.59 (0.28-1.26
3 47/112 L 0.56 (0.30-1.02
4 333/830 == 0.77 (0.62-0.95
Smoking status Never smoker 73/137 — R ——1 0.65 (0.41-1.02
Former smoker 291/737 — 0.78 (0.62-0.98
Current smoker 44/136 = 0.39 (0.20-0.76

Histology Squamous 110/341 — = 0.80 50 55—1.17;
Nonsquamous 298/669 — = 0.68 (0.54-0.85

ECOG PS 0 245/618 o= 0.76 50 59-0. 98;
1 163/392 ——— 0.69 (0.50-0.95

mutation status (o :
(EerRmuation statis | N e — ey
es = ;

S— Unknown 206/562 0.72 (0.55-0.95
PD-L1 status TPS 250% 100/284 = 0.89 (0.60-1.32)°

TPS 1%—49% 140/330 — 0. 67 0.48-0.9 ;
TPS <1% 168/396 —— 0.69 (0.51-0.94

I I

0.1 1 10
) Pembrolizumab better Placebo better )

*For the PD-L1 TPS 250% subgroup, HR for DFS by multivariate Cox regression model with treatment adjusted by stratification factors, histology (squamous vs
nonsquamous), and smoking status (never vs former/current) was 0.80 (95% CI, 0.54—1.20).

Oselin K; Ramalingam SS, ASCO 2023



KNO091 study: subset analysis in pts receiving adjuvant chemotherapy

Figure 3. Disease-free survival in patients who
received 21 cycle of adjuvant chemotherapy « 1010 out of 1178 (86%)

Events, HR randomized patients
18-mo rate n (%) (95% ClI)

73.8% Pembrolizumab 177 (35.0)  0.73 received > 1 cycle oli
63.1% | Placebo 231 (45.8) (0.60-0.89) adjuvant

chemotherapy

' No major differences in
Median (95% Cl) baseline characteristics
58.7 mo (39.2 mo—-NR)

34.9 mo (28.6 mo_NR) between Pembro and.
placebo groups for this

patient subset

X
©
=
c
S
)
@
@
1™
5 o
@
"
©
@
2
o

42 48 54 60 66
No. at Risk

506 422 372 308 61 27 16 1
504 422 349 272 47 17 15 1

NR, not reached. Oselin K et al, Abstract # 8520

Oselin K; Ramalingam SS, ASCO 2023



Adjuvant immunotherapy: open questions

» Number of chemo cycles?

» Type of chemo regimen?

» Patients selection and treatment duration
» Survival benefit

IMpower 010
ITT population stage IB-llIA

All G AEs

IMpower010

Atezolizumab vs.
BSC

92.5% vs. 70.9%

KNO091
Pembrolizumab vs.
placebo

95.9 vs. 91%

AEs G >3

23.8% vs. 0.6%

34.1% vs. 25.8%

KEYNOTE-091/PEARLS

88%
1(85-90)

89%
1(86-91)

i 82%
1 (78-85)

i 80%
| (76-84)

i — Pembrolizumab group
1 —— Placebo group

Hazard ratio 0-87 (95% Cl 0-67-1-15);

p=0-17

100
90—
80 ~ 80
= T 707
E 60 - g 60
T 404 Atezo (n=507) BSC (n=498) 3 40-
v
8 Events, n (%) 127(25.0%) 124 (24.9%) 3 304
0 mOS (95% Cl), mo NR NR sl
HR (95% Cl) 0.995(0.78, 1.28) i
P value® 0.9661¢
0- lllllllllllllllllllllllll C
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 0
Months
No. atrisk
Atezolizumab 507 492 488 478 472 463 450 439 430 419 408 393 381 372 328 262 203 144 96 61 30 17 8 4 1
BSC 498 484 473 462 452 444 437 428 417 405 391 381 371 357 325 253 207 148 101 57 25 14 11 5 1

Median Follow Up: 45 months (interim analysis)

o

12 18 24

30 36 42 48 54 60

Time since randomisation (months)

66 72

Median Follow Up: 35.6 months (interim analysis)

Awad MM, ASCO 2023




Patient’s selection for adjuvant NSCLC

Relapse risk prevention
Survival improvement
CURE

\A\

Declined by patient (12.6%)

Comorbidities (11.9")

Complication Q}&Eelayin % (8.7
surgery recovery | 4

= Reasons for not receiving adjuvant chemotherapy?*

,

52% did not receive
adjuvant
chemotherapy

Retrospective analysis of 831
French, German, and UK
patients with complete

Stage resection of stage IB-IlIA2
Hlstologlcal features Poor p%!ormance stéttx’s (7.0 S
Age / 8
Comorbidities
Performance Status \ )
Recovery from surgery
é?:ka 2?1:8;2{:;' Fatient_'s selection fn_r adjuvaqt n:herputherapy Is the
key point: a cumulative dose intensity of 300 mg/sm

Compliance should be administered. Early interruption of adjuvant
Patient's preference

chemo translate into a worse prognosis and a delay of
subsequent adjuvant strategies




Adjuvant immunotherapy: the role of MRD

Impower 010 — Exploratory results for ctDNA

DFS in ctDNA-defined subgroups
10 e (stage lI-IlIA population) = In all ctDNA-evaluable stage II-IIIA

e patients, mDFS was NR (atezo) vs
e 31.4 months (BSC), with an HR of

[ - CtDNA- CtDNA-
a ) !
mDFS, mo
HR (95% Cl) | 0.72 (0.52, 1.00)
} CIRNA* Atezo BSC
D
CIDNA+
T T T T T T T T T T T T T T T T T T 1 ITIDFS, mo 19.1 79
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
HR (95% Cl) | 0.61 (0.39, 0.94)
No. at risk Months

Atezo, ctDNA+ 53 47 37 33 29 28 27 25 23 17 14 10 6 3 - | 0 0 0 0 0

BSC, ctDNA+ 59 53 34 24 21 16 15 13 13 9 8 6 a4 1 1 0 0 0 0 0

Standard phase  Adaptive phase

o Treatment Continue to monitor cIDNA
r *_ as appropriate to address
s ‘ research guestions
e ]
g - - -

Continue to progression Potential methods of escalation

- Switch to more aggressive therapy
- Increase the dose of a treatment

Escalation  OctDNA mests «
trial threshold

Escalate treatment

meet threshold

De-escalation  ActDNA mests »
trial threshold

- Switch to a less toxic therapy

_ : - Reduce the dose of a treatment
Continue to progression

ActDNA does not  &—#
meet threshold

*—
ActONA does not &% # — E—— — - Add a second treatment in combination
De-escalate treatment Potential methods of de-escalation
Y
&

- Remove an agent from the combination

Low Risk Patients

Current
standard of care

No ACT

Current
standard of care

ACT

T

Future

ctDNA-guided care

ol

ctDNA positive‘ ) (ctDNA negative)
No

Serial ctDNA
surveillance

High Risk Patients

Future

ctDNA-guided care

ctDNA positive ) (ctDNA negative

\ 4
No[ ™ |
Serial ctDNA
surveillance

Sanz-Garcia E, Sci Adv 2022



MDT facing early and locally advanced resectable NSCLC

Future

Stage lI-1ll upfront resection
cT2NO
# - - ]
o M
FE.
pT2N1

/7 \

Oncogene-addicted @ Non oncogene-addicted fNon oncogene-addicted Oncogene-addicted

JIITIO bbiee

~N

.
o NEOADAURA CM816 o CM77T
o ALNEO KN671 o RATIONALE315

o)
o)
o AEGEAN o NCT05157776
o NEOTORCH
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9th edition TNM proposal

Proposed gt Edition N-categories | 9 Edition |

mmmm) /o changes

Split in N2a and N2b

— il

L] adle o >
8t Ed TNM Categories
T/M |Label NO N 2
T1 [T1a 1A1 1B §§ A
T1b 1A2 IIB 1A
T1c IA3
T2 |T2a 1B
T2a >3-4 1B 1
T2b >4-5 1A B | A
T3 |T3>5-7 1B | A
T3 Inv 1B 1A
T3 Sat 1B | 1A
T4 |[T4>7 A | 1lIA
T4 Inv A | 1A
T4 Ipsi Nod A | 1A
M1 |[M1a Contr Nod
M1a Pleur
M1b Single Lesion
M1c Multiple Lesions

Split in M1c1 and M1c2

Proposed 9" Ed TNM Categorie:

Regional lymph nodes cannot be assessed No changes
NO No regional lymph node metastasis No changes
N1 Metastasis in ipsilateral peribronchial and/or ipsilateral hilar lymph nodes and intrapulmonary No changes
nodes, including involvement by direct extension
N2 Metastasis in ipsilateral mediastinal and/or subcarinal lymph node(s)
N2a  Single N2 station involvement Subdivided
N2b  Multiple N2 station involvement Subdivided
N3 Metastasis in contralateral mediastinal, contralateral hilar, ipsilateral or contralateral scalene, No changes
or supraclavicular lymph node(s)
Proposed 9th Edition M-categories m
No distant metastasis No changes
Distant metastasis No changes
M1a Separate tumor nodule(s) in a contralateral lobe; tumor with pleural nodules or malignant ~ No changes
pleural or pericardial effusion. Most pleural (pericardial) effusions with lung cancer are due
to tumor. In a few patients, however, multiple microscopic examinations of pleural
(pericardial) fluid are negative for tumor, and the fluid is non-bloody and is not an exudate.
Where these elements and clinical judgment dictate that the effusion is not related to the
tumor, the effusion should be excluded as a staging descriptor.
M1b Single extrathoracic metastasis in a single organ and involvement of a single distant No changes
O DS ION S LEOS
M1c1 Multiple extrathoracic metastases in a single organ system Subdivided
M1c2 Multiple extrathoracic metastases in multiple organ systems Subdivided

T/M |Label 1 N3
gth N2a | N2b
T1 [T1asicm 1A1 IBR 1A
T1b >1 to <2 cm AMIB R A
IA3 11BN IIA
T2 |T2a 1B LA
T2a >3 to <4 cm 1A
T2b >4 to €5 cm A
1B | 1A | 1A
T3 Invasion 1B | A | A
T3 Satellite nodules 1B | A | IHA
T4 [T4>7cm A | A
T4 Invasion 1A | HA
T4 Ipsilateral nodules A | TNA
M1 |M1a Contralateral nodules

M1a Pleural, pericardial effusion

M1b Single Extrathoracic Lesion

M1c1 Mult. Lesions, Single Organ system

M1c2 Mult. Lesions, Mult. Organ systems

Today
T1N1
TIN2

Stage IIB
Stage IlIA

r

.

Future

TIN]1 )
TIN23 e—)
TIN2b —)

Stage |IA
Stage |IB
Stage lIIA

Asamura, WCLC 2023
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