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Evolving Landscape of Perioperative Therapy
in Locally Advanced NSCLC

LACE Meta-Analysis

No Deaths Hazard
Category /No.Entered (Chemotherapy / Control) HR [95% CI]
Stage IA 104 /347 a @0.96;2.09]
. StageIB  515/1371 —=- 0.92 [0.78;1.10]
Stage 11 893 /1616 ‘5‘ 0.83 ][0.73;0.95]
Chemotherapy .
S Stage 111 878 / 1247 g =i p 0.831[0.73;0.95]
1 2 3 a 5 >6 | | | | |
Time From Randomization (years) 0.5 1.0 1.5 2.0 2.5

Chemotherapy better  Control better

Test for trend: P = 0.051

Absolute improvement in survival with adjuvant cisplatin-based chemotherapy of 5.4% at 5 years,

greatest benefit for stage II and III and may be detrimental for stage IA

Pignon JP, et al. J Clin Oncol. 2008;26:3552-3559.
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Evolving Landscape of Perioperative Therapy
in Local Advanced NSCLC

1. Adjuvant Targeted Therapy: EGFRm, ALK

2. Immunotherapy (10)

a. Adjuvant 10

b. Neoadjuvant ChemolO

c. Neoadjuvant + Adjuvant 10
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Evolving Landscape of Perioperative Therapy

in Locally Advanced NSCLC

No Mutations 1.2%
L UMD 12.0%

EGFR sensitizing 19.4%

Other Drivers 2.9%
PTENoss 0.7%
CDKNZ2A loss 1.9%

BRAF nonV600E 1.3%
NF1loss 1.9%

EGFR T790M 5.5%.

EGFR exon20 2.1% —
EGFRWT Amp 1.0% 0 9

ALK fusion 3.8% ~\_

ROS1 fusion 2.6%
RET fusion 1.7%
BRAF V600E 2.1%

MET splice 3.0%
MET Amp 1.4%
ERBB2 Amp 1.4%
BRCA1/2 loss 1.3% PIK3CA 2.0%

o, MAP2K10.7%
TSC1/2 loss 0.7 /°EHBBZ Mut 2.3%

KRAS 25.3%

— FGFR1/2 0.7%
—~NRAS51.2%

Adjuvant Anti-EGFR Therapy

( )

EGFR ~25%

EGFR Sensitizing 19.4%
EGFR T790M 5.5%
EGFR Exon20 2.1%

- J

Jordan EJ et al. Cancer Discovery 2017

1. Osimertinib is an irreversible TKI

2. EGFR T790M mutation in 2017

3. 1’tLine Advanced EGFRm in 2018
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ADAURA Phase lll double-blind study design

Planned treatment duration: 3 years

Patients with completely resected
stage* IB, Il, lIA NSCLC, with or without

Osimertinib

Treatment continues until:
« Disease recurrence
« Treatment completed

80 mg, once daily

adjuvant chemotherapyt
Key inclusion criteria:

>18 years (Japan / Taiwan: =20) Stratification by: L . s N

WHO performance status 0/ 1 stage (I8 vs Il vs [lIA) Randomization « Discontinuation criterion met
Confirmed primary non-squamous NSCLC EGFRm (Ex19del vs L858R) 1:1

Ex19del / L858R? race (Asian vs non-Asian) (N=682) Follow up:

Brain imaging, if not completed pre-operatively + Until recurrence: Week 12 and 24,
Complete resection with negative marginss then every 24 weeks to 5 years,
Max. interval between surgery and randomization: then yearly
2 ik > —
+ 10 weeks without adjuvant chemotherapy « After recurrence: every 24 weeks
+ 26 weeks with adjuvant chemotherapy for 5 years, then yearly
Endpoints

+ Primary: DFS, by investigator assessment, in stage II/IIIA patients; designed for superiority under the assumed DFS HR of 0.70
« Secondary: DFS in the overall population¥, DFS at 2, 3, 4, and 5 years, OS, safety, health-related quality of life

* Following IDMC recommendation, the study was unblinded early due to efficacy; here we report an unplanned interim analysis
+ At the time of unblinding the study had completed enrollment and all patients were followed up for at least 1 year

ASO H . NGTO2511106; ADAURA dala cutof January 17, 2020. *AJCG Th edéion; TPrior, post, or pianned radiotherapy was not alowed;
PRESENTED AT: 2020 of the althor: PRESENTED 8Y: Roy S erpst Centrally conirmed in fissue; SPalents received a CT scan afer resecfon and wihin 28 days pri e WSiage 1B/ 11/ llIA.
ANNUAL MEETING reuse. T, o 9 delefion,

IDMC, Independent Dafa Mondoring Commiiee; WHO, World Healh Qrganizafion.
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Adjuvant Osimertinib Significantly Improved DFS

No. at risk:
Osimertinib
Placebo

B

No. at risk:
Osimertinib
Placebo

DFS (probability)

DFS (probability)

Median DFS, months (95% CI)

1.0 4
90% Osimertinib 65.8 (54.4 to NC)
0.9 Placebo 21.9 (16.6 to 27.5)
os HR (95% Cl) 0.23 (0.18 t0 0.30)
. Maturity 51%:
0.7 osimertinib 32%, placebo 70%
0.6
0.5
0.4 1 !
I
0.3 1 1
I
: | 29% |
0.2 1 1 1
I | |
0.1 4 —— Osimertinib I | 1
—— Placebo : : :
T T T t T t T t T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72
Time Since Random Assignment (months)
233 222 216 202 196 192 174 138 90 45 20 2 0
237 191 141 124 106 91 74 61 41 23 1 1 0

Median DFS, months (95% CI)

10 0% Osimertinib 65.8 (61.7 to NC)
0.9 4 Placebo 28.1(22.110 35.0)
HR (95% CI) 0.27 (0.21t0 0.34)
0.8 4
Maturity 45%:
0.7 4 osimertinib 28%, placebo 62%
0.6
0.5 4 :
0.4 4 : 1
1 1
g 1 1 38% |
L 1 1 !
1 1 1
0.2 1 1 1
1 1 1
0.1 4 —— Osimertinib : : :
—— Placebo | 1 1
T T T t T f T f T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72
Time Since Random Assignment (months)
339 316 307 289 278 270 249 201 139 73 33 5 0
343 288 230 205 181 162 137 115 84 48 25 4 0

A
98% 9
104 97%
! 1
0.9 ' |
! i
__ 081 K |
£ i | I
= 074 ! : 75% |
S 06 | ! |
e 1 | :
?2: 05 - i ! : +
i
X 04 i ! i Median CNS DFS, months (35% C1)
i
%) : i | Osimertinib NR (65.8 to NC)
3 031 : : ! Placebo NR (NC to NC)
0.2 : : : HR (95% CI) 0.24 (0.14 to 0.42)
1
1
014 —— Osimertinib : i |  Maturity 13%:
—— Placebo H ! : osimertinib 9%, placebo 17%
0.0 T T T t T T T t T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72
Time Since Random Assignment (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 1" 1 0
Staging by AJCC/UICC Eighth Edition Staging Manual
Stage IB Stage Il Stage IlIA
Osimertinib Placebo Osimertinib Placebo Osimertinib Placebo
Disease-Free Survival (n =101) (n = 98) (n=113) (n =119) (n = 110) (n = 115)
Months, median (95% CI) NR (61.7 to NC) NR (45.0 to NC) 65.8 (54.4 to NC) 33.1 (24.51049.8) 55.1 (49.5t0 NC) 14.4 (11.0to 21.3

HR (95% CI)? 0.33 (0.21 to 0.50) 0.22 (0.15 10 0.31)

Patients alive and
disease-free, %
(95% ClI), months

0.44 (0.25 to 0.76)

36 86 (77 to 92) 68 (57 to 76) 85 (76 to 90) 47 (38 to 56) 84 (75 to 89) 24 (17 to 32)
48 80 (69 to 87) 60 (49 to 69) 75 (65 to 83) 43 (34 to 52) 66 (55 to 75) 16 (10 to 24)
60 78 (67 to 86) 55 (43 to 65) 60 (44 to 72) 37 (27 to 47) 47 (33 to 59) 15 (8 to 23)

Abbreviations: AJCC, American Joint Committee on Cancer; FAS, full analysis set; HR, hazard ratio; NC, not calculable; NR, not reached; UICC, Union for
International Cancer Control.

“The subgroup analysis was performed using a Cox proportional hazards model including treatment, subgroup, and a treatment-by-subgroup interaction
term. An HR < 1 favors osimertinib.

Herbst, RS JCO 2023



2> Banner. MD Anderson &aneerCenter

Impact of Osimertinib Approval

* Adjuvant Osimertinib for stage IB/II/IITA
EGFRm NSCLC after complete tumor resection

* EGFR testing (NGS) for all new Non-squamous
NSCLC

. %;)‘;e for adjuvant chemotherapy, in particular, in

* No definitive answer, personalized approach

*OS ?



ADAURA trial: Overall Survival

OS across subgroups: patients with stage IB / Il / llIA disease

Subgroup No. of events / patients HR 95% Cl
[ [ Overall (N=682) Stratified log-rank 124/ 682 — 0.49 0.34, 0.70
overa" suwlval by dlsease stage Unadjusted Cox PH 124 | 682 — 0.48 0.33, 0.70
Sex Male 42/ 204 —1 0.62 0.33, 113
Female 82/ 478 — 0.41 0.25, 0.66
Ty Stage IB 94% Stage IB Stage I Stage A Age <65 years 60 / 380 — 0.56 0.33, 0.94
X 265 years 64 / 302 —_—— 0.42 0.24, 0.69
Z f 5 year OS rate, Smoking history Yes 341 194 —_— 0.45 0.22, 0.89
2 084 | g8 % (95% Cl) No 90 / 488 . 0.49 0.31, 0.76
-@ 1 Race Asian 731 434 — 0.61 0.38, 0.97
& 06 | ] . Non-Asian 51/ 248 — 0.33 0.17, 0.61
ﬁ | l OSImertlnlb 94 (86, 97) 85 (77, 91) 85 (76, 91) stage' B 24 | 212 — e} 0.44 0.17, 1.02
% - | I 46 1 236 — 0.63 0.34, 1.12
44 | A 54 | 234 —_— 0.37 0.20, 0.64
£ ;
3 | Placebo 88 (80, 93) 78 (69, 85) 67 (57,79) TR g S 03 020,050
T 02l L858R 59 / 304 I 0.68 0.40, 1.14
§ : Overall HR 0.44 0.63 0.37 Adjuvant Yes 74 | 410 — 0.49 0.30, 0.79
chemotherapy N 50 / 272 —_— 0.47 0.25, 0.83
S 1o . (95% Cl) (047,102)  (034,112)  (0.20,0.64) Py No . .
. 1 T 1 1 1 T 1 1 T 1 1 T T 1 1
6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 = e e I
e s Time from randomization (months) - ravorsiosimertinib, Favors placebo
Qsimeftinib 06 103 101 100 98 97 9% 9% 94 8 61 B/ 17 6 0 -
Placebo 106 106 106 105 104 102 100 99 96 85 70 4 19 g 1 0 . . ' '
Stage |l Stage llIA With adjuvant chemotherapy Without adjuvant chemotherapy
& 47 : 85% 5 U . 85% 183 : e .
@ 0.8 | w (.84 | 2 084 | 2 98] I
2 | 9 | a I Q [
E I78% E- | g 0.6 :77% g 0.6 :79%
< 067 | + 0.67 167% 2 064 | Placebo o 064 !
2 | g [ S i S i Placebo
% 0.4 : 3 041 ! g 044 : 2 04] !
b e 4 I 2 |
g g : g 02 : § 024 Overall HR (95%CI) ! g 024 overall HR (95% Cl) !
3 i 2 i g |049(030,0.79) | £ |047(0.25,089) |
0 | | 00 T T T T T T T T T : T T T T 1 00 T T T T T T T T T : T T T T 1
0. ——T—TTTTT—TTT—TT N+ T 0 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 90
0 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 . — ) o
3 B o T : . Ime from randomization (months,
Time from randomization (months) Time from randomization (months) No. at risk Time from randomization (months) sBiE Time f domization (months)
No. at risk No. at risk i S p
Osimertinib 203 200 167 197 196 192 188 185 182 155 104 58 25 7 0 - Osmertinb 136 132 128 127 123 119 116 116 112 97 72 50 25 8 0 -
Osimertind 18 116 112 112 112 109 104 104 100 83 61 36 19 4 0 - Osimerinb 115 113 112 112 109 105 104 101 100 87 5 3 14 5 )
el LS TR D B e T s b e Rk R Rl B R Placebo 207 204 200 197 189 182 174 166 150 133 92 48 19 7 2 0 Placebo 136 134 132 129 125 122 116 115 108 90 72 49 25 10 1 0

OverallOS HR  0.49 (0.34, 0.70)
(95.03% CI) p<0.0001

Herbst et al. ESMO 2023
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Adjuvant Osimertinib

A 69 y/o man, with 16 PKY smoking history, MVA, s/p
neurostimulator placement, preventing MRI

6/30/2020, L lobectomy, pT2aN2MJ0, I1IB, EGFR L858R S/P
ChemoRT and completed 4 cycles of chemotherapy

11/2020, Adjuvant Osimertinib was started
4/2022, Developed multiple brain mets, largest one 3.4 cm, S/P
WBXRT

PET/CT negative for mets

1.1 - - 6/2022 - Present, Osimertinib 160 mg PO daily was started
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Osimertinib Improves OS in Resected EGFRm NSCLC

Questions Raised

These unprecedented OS results in early-stage NSCLC are practice changing
or confirming — Adjuvant treatment is superior to treatment upon recurrence

s 5 ey g0 g )

What is optimal duration of Osimertinib?

Is chemotherapy necessary for all patients, IB?

Can we use ctDNA to choose the right population?

What happens after relapse? What is the resistance mechanisms?
What about stage IA?

What about Neoadjuvant Osimertinib?

What about stage II/I1I treated with definitive chemoRT?

What about other mutations, such as ALK, RET fusion?



ADAURA-2: Phase 111 Trial

Target accrual (n = 380)

* Age >18 years

* Nonsquamous histology

* EGFR mutation
(Ex19del, L858R)

 WHO PS 0-1

o - [OREON




Key inclusion criteria

NeoADAURA: Phase 111 Trial

Age >18 years
Primary nonsquamous
Stage II-11IB N2
NSCLC

Resectable disease
Confirmed EGFRm
(Ex19del/L858R)
ECOG PS 0/1

MPR

pCR

Follow up
to EFS
event or
withdrawal
of consent,
if sooner;
EFS, DFS &
()




ALINA trial: Adjuvant Alectinib

Disease-free survival: stage lI-llIA*

Resected Stage IB (24cm)-llIA - 100 ~
ALK+ NSCLC Alectinib
per UICC/AJCC 7t edition 600 mg BID Recurrence 804 Alectinib
Other key eligibility criteria: 2 years Further <
+ ECOG PS 0-1 treatments at % 60
« Eligible to receive platinum-based R lngﬁosit;ga;:;s E _______________________________________ Chemotherapy
chemotherapy 11 ] 2 i 1
« Adequate end-organ function survival § 40 .
« No prior systemic cancer therapy Platinum-based follow-up @ DFS HR 0.24 013,043
I chemotherapy! Recurrence S ol (95% CI) pt<0.0001
Stratification factors: Q3W; 4 cycles T
+ Stage: 1B (2 4cm) vs Il vs IIIA ’ i i
o Race: Asian vs non-Asian . ' ' | :
CNOS'DFS HR 0.22 °3 6 12 18 24 30 36 42 48 54
- . (95% CI) ) (0.08, 0.58) Time {(months)
Primary endpoint Other endpoints No. at risk
- DFS per investigator,* tested hierarchically: + CNS disease-free survival aponb 130 B 3 U8 o e 3 2 19 3
- Stage II-IlIA — ITT (Stage IB-I11A) « OS
- Safety Median survival follow up: alectinib, 27.8 months; chemotherapy, 28.4 months

Sites of disease recurrence (ITT)

Subgroup No. of events / patients DFS HR (95% CI)
0,
100 sptmiet- I98.4A) 95.5% Alectinib 100% All patients 65 /257 I—-—lI 024 (0.14-0.43)
1 | L No disease No disease Age <65 43 /196 I—_F—! 026 (0.13-052)
. : 90% recurrence recurrence =65 22 1 61 - 0.24 (0.08-0.71)
g 04 185.8% | Chemotherapy . (= (n=77) Sex Male 35 /123 —_—— 0.26 (0.11-0.60)
= i | 80% Female 30 /134 — 022 (0.10-0.50)
H i 1 79.7% :
g | ! 70% Race Asian 31 /143 —_— 0.36 (0.17-0.79)
7 60+ : : Non-Asian 34 /114 Y 0.16 (0.06-0.38)
@ L
2 ‘2 60% ECOG PS at 0 32 1137 — 0.20 (0.09-0 46)
ﬁ 10 CNS-DFS HR* 0.22 g baseline 1 33 /120 : 031 (0.14-0.69)
T 50%
o o Toba Never 37 /154 s e | 027 (0.13-055)
2 (95% ClI) (0.08, 0.58) e history Current 0/ 8 ; NE
» T 40% Previous 28 1 95 — - 022 (0.08-0.57)
& 04 | | Localiegona Stage 1B 6 / 26 : 021 (0.02—1.84)
| > e - . — 1
! ! 30% Neu primary. SN *+ distant (n=5) Stage Stage II 22/ 92 . 0.24 (0.09-0.65)
: : lung cancer (n=22) Stage A 37 /139 I—_—! 025 (0.12-0 53)
(n=1) =. -
0 T T T T T r T T T 20% Regional lymph NO 11 / 39 . 0.19 (0.04-0 88
0 6 12 18 24 30 36 42 48 54 Local/regional node status N1 20 / 88 : 034 %D13—UBQ%
Time (months) 10% + distant (n=2) Locallregional N2 34 /130 4—.—:—! 0.21 (0.09-0.47)
. n=22) L
No. at risk Locallregional (n=3) VEEEGEe)) ( Y 5 y
Alectinib 130 124 124 118 74 55 39 2 10 3 0% b 03 1.0 .
Chemo 127 113 98 %0 57 43 27 18 1" 2 Alectinib Chemotherapy! Alectinib better

Chemotherapy better

Solomon et al. ESMO 2023
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Evolving Landscape of Perioperative Therapy

in Locally Advanced NSCLC

1. Adjuvant Targeted Therapy — Osimertinib
Alectinib?

EGFR, ALK mutation (IB, II, IITA)

2. Immunotherapy (10)
a. Adjuvant 10
NSCLC b. Neoadjuvant ChemolO

c. Perioperative 10

Resected
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Impower 010: Study design

No crossover

- Wa ~
Completely resected 1-4 cycles Atezolizumab
stage IB-IlIA NSCLC cisplatin + 1200 mg q21d
per UICC/AJCC v7 pemetrexed, 16 cycles
* Stage IB tumors 24 cm %i?:;;izlun:,f
* ECOGPS 0-1 vinorelbine
* Lobectomy/pneumonectomy N=1280
k\' Tumor tissue for PD-L1 analysi_s:/, e /

Stratification factors
+ Male vs female

- Stage (IB vs Il vs llIA)
+ Histology

+ PD-L1 tumor expression status@:
TC2/3 and any IC vs TCO/1 and

IC2/3 vs TCO/1 and ICO/1

Primary endpoints

Survival follow-up

- Investigator-assessed DFS tested hierarchically:

1. PD-L1TC 21% (SP263) stage |I-IlIA population
2. All-randomized stage II-1l1lA population
3. ITT (all-randomized stage IB-IlIA) population

Both arms included observation and reaular scans for disease recurrence on the same schedule.

Wakelee HA, et al. J Clin Oncol. 2021

Hierarchical statistical testing

DFS in PD-L1 TC 21%
stage lI-llIA population®

If positive: l

DFS in all-randomized
stage II-lllA population®

If positive: l

DFS in ITT population®
(all-randomized stage IB-IlIA)

If positive: ,l,

|
[
|
|

OS in ITT population®
(all-randomized stage IB-IlIA)

O Endpoint was met at DFS |A

O Endpoint was not met at DFS 1A, and follow-up is ongoing

|:| OS data were immature, and endpoint was not formally tested
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Impower 010: DES

| [ stratified HR (95% 1)

0.66 (0.50, 0.88)

P valuet

0.004¢<

All-randomised ITT (randomised
100_\ stage lI-lIllA population ‘°°‘~‘~=\ stage IB-IlIIA) population
T
E 804 RN N & 809 \:‘:t:x"“ 71.4°
: e - S
-3 = T
g | —‘H“ . £ ] 57.9%
2o
'E 40 49.4% - E 40 52.6%
B 3
a 204 & 20
0_ T T T T T T T T T T T T T T T T T T T o_ 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 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Meonths Months
Atezolizumab Atezolizumab
(n=442) (n=507)
Median DFS 42.3 35.3 Median DFS NE 37.2
(95% Cl), mo (36.0, NE) (30.4, 46.4) (95% Cl), mo (36.1, NE) (31.6, NE)
Stratified HR (95% CI) 0.79 (0.64, 0.96) Stratified HR (95% CI) 0.81 (0.67, 0.99)
P value® 0.02= P valueb 0.04¢
PD-L1 TC =1%
‘m‘“w stage lI-llIA population
T‘_\\“\:\Mﬂx
& 80 - 74.6%
% 60 \:‘b 60.0%
a 610%™y
ﬁ ™~
g 404 482%
& 2]
04
0O 23 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Months
Atezolizumab BSC
(n=248) (n=228)
Median DFS NE 35.3
(95% CI1), mo (36.1, NE) (29.0. NE)
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Impower 010: DES

IMpower010: DFS in key subgroups of the
all-randomized stage lI-lllA population

Subgroup N HR (95% CI)* Subgroup N HR (95% Cl)?
: i 882 ——|
All patients 882 ey 0.79 (0.64. 0.96) All patients £ 0.79 (0.64, 0.96)
Age Stage
A 205 — 0.68 (0.46, 1.00)
<65 544 st 0.79 (0.61,1.03
aasy 338 4 0.76 Eu 54, 1 05:; I8 174 3 0.88 (0.54, 1.42)
Sex ' i STt A a13 o 0.81(0.61, 1.06)
s i - o ﬁggmﬂa“ymph L 229 i 0.88 (0.57, 1.35)
Femal 293 : 0.80 (0.57,1.13 ERNNY
R::;“ > [ } N1 348 —— 0.67 (0.47, 0.95)
—pr
White 631 o 0.78 (0.61, 1.00) N2 305 : 0.83 (0.61, 1.13)
Asian 227 o & 0.82 (0.5, 1.22) _?szf”‘“ Sty - st
= i
ECOG PS TE_S? 3 476 i 0.66 {0'49- t:r'ar:I
0 491 N 0.72 (0.55, 0.95) bzl e il s e
1 388 e 0.87 (0.64, 1.18) Sk . 97 (0.72, 1.31)

AP b bl mce mbmidiea

Tobacco use history

Never October 15, 2021: FDA approved atezolizumab for adjuvant 5o o

Previous 0.79(0.59, 1.03)
° ° ° 0.70 (0.49, 1.01)
et treatment following resection and platinum-based PEERED

s chemotherapy in patients with stage II to IIIA NSCLC with  csos.10
0.66 (0.46, 0.93)

PD-L1 > 1% of tumor cells. e~ "

Atezolizumab better BSC better v
Clinical cutoff: January 21, 2021. ® Stratified for all patients; unstratified for all other subgroups. Abaeailenals: bytier SN utie 9
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Impower 010 Trial: OS analysis

- To evaluate the efficacy and safety of atezolizumab in patients with resected NSCLC in the IMpower010
study (an interim analysis)

Atezolizumab BSC
Atezolizumab 1200 mg q3w )
(16 cycles) All randomized (stage lI-llIA), n 442 440
(n=495)
Key patient inclusion criteria Stratification Events, n (%) 115 (26.0) 116 (26.4)
+ Stage IB (24 cm)-lIIA NSCLC® C'Spt'iat:j" U | . Sex mOS, mo (95%Cl) NR NR
pemetrexed, docetaxel, RY .
+ Completel ted Stage (IB vs. Il vs. llIA)
. Egn;gep:yorfece gemcitabine or vinorelbine ) . Histology HR (95%Cl) 0.95 (0.74, 1.24)
- (1-4 cycles) + PD-L1 status® ITT (stage IB-IlIA), n 507 498
Best supportive care Events, n (%) 127 (25.0) 124 (24.9)
(n=495) mOS, mo (95%CI) NR NR
Primary endpoint Secondary endpoints HR (95%ClI); p-value 0.995 (0.78, 1.28); 0.9661
+ DFS + OS, safety
[1]
PD-L1 TC =21% (stage ||—|"A) PD-L1 TC -250 Yo (stage “—l"A)
excluding EGFR/ALK+
100 — 100 —yver
82.1% i S8%
) 76.8% _ !
80 - 80 |
1
178.9% | 77 5o7
e 60 - ' :6?.5% 22 60 - . :6?.5%
8 40 - Atezo (n=248) BSC (n=228) [l 8 40 Atezo (n=106) BSC (n=103) :
Events, n (%) 52 (21.0) 64 (28.1) . Events, n (%) 15 (14.2) 30 (29.1) "
20 - |mOS, mo (95%Cl) NR NR X 20 4 |mOS, mo (95%Cl) NR NR -
HR (95%CI) 0.71 (0.49, 1.03) . HR (95%CI) 0.42 (0.23, 0.78) .
0 H ' 0 - i '
] ] 1 1 1 ] 1 ] ] ] ] 1 1 1 ] 1 1 1 T ] ] T T T T L] L] L] L] L] L] L] L] L L] L] L] L] T L] L] L] T T ] T ] 1 L] L]
0 6 12 18 24 30 36 42 48 54 60 6 72 0] 6 12 18 24 30 36 42 48 54 60 6 72
Time, months Time, months
MNo. at risk Mo. at risk
=  Atezolizumab 248 241 241 237 234 231 225 222 218 210 208 200 195190172140 116 83 56 37 23 12 &5 3 MNE Atezclizumab 106 104 104 104 103 103 101 100 99 96 96 93 90 &7 83 69 58 41 32 20 13 6 2 1 HNE
— BSC 228 220 214 210 205 201 198 192 185 180 172 167 166 158 140110 95 72 49 27 15 8 7 4 MNE BSC 103101 98 96 95 92 90 87 84 80 77 76 75 71 64 52 45 35 24 14 8 4 3 2 MNE

Wakelee H et al. WCLC 2022
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KEYNOTE-091/PEARLS: Study design

Eligibility for Registration Eligibility for Randomisation

Pembrolizumab 200 mg Q3W

* Confirmed stage IB (T >4 PD-L1 teSting * No evidence of disease
cm), [T or ITANSCLC (per  putllCIDBR | = -G ps 0 or 1

o PD-L1 IHC
TNM 7th edition) 22C3 pharmDx [ Adjuvant chemotherapy

* Considered for stage IB
(T >4 cm)

for <18 cycles (~1 y)

* Complete surgical resection
with negative margins (RO)

* Provision qf tumor tissue for * Strongly recommended for

PD-L1 testing stage II and IITA

e ol for <18 cycles (~1 y)

Stratification factors Dual primary end points Secondary end points
* Disease stage (IB vs II vs I1TA) * DFS in the overall population * DFS in the PD-L1 TPS >1% population
* PD-L1 TPS (<1% vs 1-49% vs >50%) * DFS in the PD-L1 TPS >50% * OS in the overall, PD-L1 TPS >50% and
* Receipt of adjuvant chemotherapy (yes vs no) population PD-L1 TPS =1% populations
» Geographic region (Asia vs Eastern Europe vs * Lung cancer-specific survival in the

Western Europe vs rest of world) overall population

* Safety

Paz-Ares L et al ESMO 2022; O'Brien M et al. Lancet Oncol 2022
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PEARLS Trial: DFES in ITT vs PD-L1 >50%

Stage IB-IlIA PD-L1>50%
HR=0.76 (P=.0014, HR=0.82 (P=.14,
95% C1 0.63-0.91) 95% CI, 0.57-1.18)
A B
poon W S s icciming e | NP B I
~ oo Newy (637D 5B%) Hazard ratio 076 i (60-75)]  BB%|
£ \"‘“-*\.u | (53-63) (95% C1 0-63-0-91; P (58-73)!
E i: m“\_.;l'-_“\l u\-ll p=0-0014 i Py
2 oy s % | (5974);  58%)
2 (55-63): 50% | i (48-66),
x40 | (4555) ! . | |
2 January 26, 2023: FDA approves adjuvant pembrolizumab following resection

and platinum-based chemotherapy for Stage IB, II or IIIA NSCLC

4T 7 T 7 T T T 1 T 7T T T T T T T 1
o &6 12 1B 24 30 3B 42 48 54 60 66 o & 12 18 24 30 36 42 48 54 60 66

Time since randomisaticn {months) Time since randomisation (months)

MNumber at risk
{number censored)
Pembrolzumab 590 493 434 358 264 1B B2 70 28 16 1 0 168 145 126 99 69 50 26 22 7 4 o o
{0) (30) (36) (B4) (150) (216) (306) (313) (352) (363) (377) (378) (0 (8) (9 (24) (49) (66) (90) (93) (107) (110) (114) (114)
Placebo SB7 493 400 326 241 160 72 &F 22 18 1 a 165 140 121 100 75 54 2B 22 2 & 1 0
(0) (5) (13) (56) (11B) (183) (259) (273) (305) (309) (326) 327) 0y (0) (2) (16) (37) (53) (76) (B1) (94) (96) (101) (102}

Paz-Ares L et al ESMO 2022; O'Brien M et al. Lancet Oncol 2022
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Evolving Landscape of Perioperative Therapy

in Local Advanced NSCLC

EGFR mutation (IB, 11, IITA) . . I
. 1. Adjuvant Targeted Therapy - Osimertinib

2. Immunotherapy (10)

Resectable _» a. Adjuvant IO (Atezo, Pembro, StagelB, PDL1)

NSC LC b. Neoadjuvant ChemolO

c. Perioperative 10




2> Banner. MD Anderson <aneerCenter

Evolving Landscape of Perioperative Therapy

in Local Advanced NSCLC

A 79-year-old female, a current heavy smoker with at least 30-pack-year
smoking history, presents with LUL squamous cell carcinoma, 3.1 cm
10/14/21, CT demonstrated a left upper lobe collapse was noted as well as
some mediastinal lymphadenopathy. MRI brain was negative for mets.
11/2/2021, EBUS biopsy demonstrated 11L node was involved by squamous
cell carcinoma. T2aN1MO, stage 1IB

ChemoRT vs Surgical Resection vs Neoadjuvant Approach

Possible Left pneumonectomy?

What is next?
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CheckMate 816: Study design

Primary analysis population

Key Eligibility Criteria NIVO 360 mg Q3W
* Newly diagnosed, resectable, stage N=358 +
IB (24' (?m)_HIA NSCLC (per TNM chemo Q3w (3 cycles) Radiologic Surgery Optional
7th edition) restaging (within (f
* ECOG performance status 0—1 | ( weeks post- —> ha JUV_?_H;T
* No known sensitising EGFR treatment) cHeme =
mutations or ALK alterations Chemo Q3w (3 cycles)
Stratified by
stage (IB-II vs II1A),
PD-L1 (1% vs <1%) and sex NIVO 3 mg/kg Q2W (3 cycles)
+ IPI 1 mg/kg (cycle 1 only)
Primary end points Secondary end points Exploratory end points
* pCRby BIPR * MPR by BIPR * ORR by BICR
* EFS by BICR * OS * Predictive biomarkers (PD-L1, TMB, ctDNA)

* Time to death or distant metastases

Forde PM, et al. NEJM 2022
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CheckMate 816: 3-year Follow-up

. OR13.94(99% Cl 3.49,

55.75)*
P<0.0001
30 4 Difference
o 24.0 21.8% NIVO + chemo  Chemo
= % NIVO + chemo  Chemo (h=179) (n=179)
% (n=179) (n=179) Median QS, mo HR IR
; 20 A 100 Median EFS, mo MR 1M1 (95% Cl) (HR-NR} (46.8-1R)
(9] 95 31.6-NR (14.8-42.1) 100 ~==sq, HR (99.34% CI) 0.62 (0.36-1.05)
a T R T T Y Y TS 90% P value 0.01242
HR (95% Cl) 0.68 (0.49-0.93) -
10 807 T T 78%
i i 80 i i Sommog, NIVO + chemo
2.2% 50 | | 57%" | 70%] - -
° g 60 64%3 i Ww—o—o NIVO + chemo ~ 60— | ol 64%c! o
0 w | | | : ) : ! U Chemo
NIVO + chemo Chemo L | 47cyl ol . 0 ! ! l
n/N 43/179 4179 404 i °i 43%¢| Chemo O 44 i i i
OR 5.70 (99% CI 3.16, i i i : | I
. 10.26)t i | ! | ! ! !
50 . ) 20 | I ! 201 ! : I
| Difference | : | ; ; ;
0 36.9 28.0% 3 i } i i i
| 0 0 1 T ‘ T r ‘ r [ 0 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 0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
S 30 No. at risk Months from randomization No. st sk Months from randomization
© NIVO+chemo 179 152 136 125 119 108 104 100 97 94 88 6 5 38 20 13 6 5 0 NIVO +chemo 179 176 166 163 158 151 149 146 145 141 137 136 117 95 67 44 13 14 6 2 0
x 2 Chemo 179 146 128 110 95 84 79 72 67 62 60 48 39 27 45 13 4 4 0 Chemo 179 173 166 162 155 149 134 124 119 112 109 106 95 75 5 38 22 14 4 1 0
S i
8.9%
10 4
0 p
NIVO + chemo Chemo
n/N 66/179 16/179

Spicer J, et al. ASCO 2021; Girard N, et al. AACR 2022; Forde PM, et al. N Engl J Med 2022;386:1973—1985



pCR rate (%)

pCR rate (%)

50 —

40 —

n/MN

50 —

40 —|

30 —

20 —

CheckMate 816 trial: PD-L1 Status

pPCR

Difference
30.3%2

32.6%"

EFS (%)

2.2%"°
NIVO + chemo Chemo
29/89 2/89
PCR
Difference
14.1%2
16.7%P

Mo. at risk

EFS oS
HNIVO + chemo Chemo NIVO + chemo Chemo
(n =89) {n = 89) (n = 89) (n=89)
Median EFS, mo MR 26.7 Median O3S, mo MR MR
(95% CI) (44, 4-MR) {13.4-MR) (95% Cl) (HR-HR)} (45.1-HR)
HR (95% CI) 0.46 (0.28-0.77) HR (95% CI) 0.37 (0.20-0.71)
100 - 100 —ﬁ_l_‘_‘ii?i- i .
83% . ;85% NIVO + chemo
80 Thee . 76% 7 294d 80 - I i
Bl S ;
I HIVO + chemo 3
60 — 60 —| 1
= !
vy i
=
40 — 40 —| i
20 20 | !
0 T T T T T 1 0 T T T : T T T 1
1] 6 12 18 24 30 36 42 48 54 [n] 6 12 18 24 30 36 42 48 54 &0
Months from randomization Months from randomization
HIVO + chemo 89 3] 65 &0 58 53 37 11 2 o 89 84 82 7o 77 76 66 37 13 “+ (8]
MIVO + chemo Chemo NIVO + chemo Chemo
(n =78) (n =77) (n =78) (n=77)
Median EFS, mo 26.4 20.8 Median OS, mo MR MR
(95% ClI) (14.8-HR) (13.9-42.1) (95% CI) (48.6-HR) (31.2-HR)
HR (95% CI) 0.87 (0.57-1.35) HR (95% CI) 0.81 (0.48-1.36)
100 4 100
i 79%
80 + 80 H
72% 5 5 7 1%
i :
60 — i 60 ; i : NIVQ + chemo
. 22% £ ] i i
| | 42%¢ = a | |
40 i I . NIVO + chemo 40 - ! i :
i | i i i i

March 4, 2022: FDA approved neoadjuvant Nivo/Chemo
for resectable NSCLC

Pulla MP et al. ESMO 2023
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Recent Advances in Lung Cancer

A 79-year-old female, a current heavy smoker with at least 30-pack-year
smoking history, presents with LUL squamous cell carcinoma, 3.1 cm. Stage
IIB, with collapsed LUL

Pre
11/2021, ChemolO with Carbo/Taxol/Pembrolizumab was started (before
Nivo approval)

Developed Immune-related hepatitis after C1, Pembro was held, requiring
steroid taper over 6 weeks.

Post LUL reopened after C2, and responded markedly well after C4

3/8/2022, S/P LUL lobectomy, pT1a (<0.4 cm)N1(1 of lobar LNs)

On clinical surveillance, NED.
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Evolving Landscape of Perioperative Therapy

in Local Advanced NSCLC

EGFR mutation (IB, 11, IITA) . . I
. 1. Adjuvant Targeted Therapy - Osimertinib

2. Immunotherapy (10)

. a. Adjuvant IO (Atezo, Pembro, StagelB, PDL1)

Resectable

NSCL.C — b. Neoadjuvant ChemolIO (Nivo)

c. Perioperative 10

KEYNOTE 671
CheckMate 77T
AEGEAN
NeoTorch
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KEYNOTE-671 Study Design
Randomized, Double-Blind, Phase 3 Trial

Pembrolizumab 200 mg IV Q3W
+
Key Eligibility Criteria Cisplatin and GemcitabineP Pembrolizumab 200 mg IV Q3W
or

§ Hoibecalycaiiimen Cisplatin and Pemetrexed®

resectable stage Il, IlIA, or IlIB
(N2) NSCLC per AJCC v8 for up to 4 cycles

No prior therapy

for up to 13 cycles

Able to undergo surgery Placebo IV Q3W

Provision of tumor sample for T
PD-L1 evaluation2 Cisplatin and Gemcitabine® Placebo IV Q3W

or

Ert o e Cisplatin and Pemetrexed®

for up to 13 cycles

for up to 4 cycles

Stratification Factors Dual primary end points: EFS per investigator review and OS
» Disease stage (Il vs IlI)
+ PD-L1 TPS? (<50% vs 250%) Key secondary end points: mPR and pCR per blinded, independent
« Histology (squamous vs nonsquamous) pathology review, and safety
» Geographic region (east Asia vs not east Asia)

a2 Assessed at a central laboratory using PD-L1 IHC 22C3 pharmDx. ° Cisplatin 75 mg/m? IV Q3W + gemcitabine 1000 mg/m? IV on days 1 and 8 Q3W was permitted for squamous histology only. © Cisplatin
75 mg/m? 1V Q3W + pemetrexed 500 mg/m? IV Q3W was permitted for nonsquamous histology only. ¢ Radiotherapy was to be administered to participants with microscopic positive margins, gross residual
disease, or extracapsular nodal extension following surgery and to participants who did not undergo planned surgery for any reason other than local progression or metastatic disease. ClinicalTrials.gov
identifier: NCT03425643.

Wakelee, H, et al, ASCO 2023
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Baseline Characteristics

Pembro Arm Placebo Arm
(N =397) (N = 400)
Median age (range), years 63 (26-83) 64 (35-81)
Male 279 (70.3%) 284 (71.0%)
Race
American Indian or Alaska Native 1 (0.3%) 0
Asian 124 (31.2%) 125 (31.3%)
Black or African American 6 (1.5%) 10 (2.5%)
Multiple 3 (0.8%) 10 (2.5%)
White 250 (63.0%) 239 (59.8%)
Missing data 13 (3.3%) 16 (4.0%)

Geographic region

East Asia 123 (31.0%) 121 (30.3%)

Not east Asia 274 (69.0%) 279 (69.8%)
ECOG PS

0 253 (63.7%) 246 (61.5%)

1 144 (36.3%) 154 (38.5%)
Histology

Nonsquamous 226 (56.9%) 227 (56.8%)

Squamous 171 (43.1%) 173 (43.3%)

3 EGFR mutation and ALK translocation status were tested locally per investigator discretion. EGFR status was unknown in 272 (68.5%) participants in the pembro arm and 254 (63.5%) in the placebo arm;

Smoking status
Current
Former
Never
Disease stage at baseline (per AJCC v8)
I
A
B
pN status
NO
N1
N2
PD-L1 TPS
250%
1-49%
<1%
Known EGFR mutation?

Known ALK translocation?

ALK status was unknown in 281 (70.8%) and 258 (64.5%), respectively. Data cutoff date for IA1: July 29, 2022.

Wakelee, H, et al, ASCO 2023

Pembro Arm
(N = 397)

96 (24.2%)
247 (62.2%)
54 (13.6%)

118 (29.7%)
217 (54.7%)
62 (15.6%)

148 (37.3%)
81 (20.4%)
168 (42.3%)

132 (33.2%)

127 (32.0%)

138 (34.8%)
14 (35%)
12 (3.0%)

Placebo Arm
(N =400)

103 (25.8%)
250 (62.5%)
47 (11.8%)

121 (30.3%)
225 (56.3%)
54 (13.5%)

142 (35.5%)
71 (17.8%)
187 (46.8%)

134 (33.5%)
115 (28.8%)
151 (37.8%)
19 (4.8%)
9 (2.3%)
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Event-Free Survival

Pts w/ I'Eledian
100_ 12-mo rate 24-mo rate =vent praitlme
90+ Pembro arm 35.0% NR (34.1-NR)
80 73.29% Placebo arm 51.3% 17.0 (14.3-22.0)
70— 62.4%
59.9%
< 60+
g 50- 40.6% HR 0.58 (95% Cl, 0.46-0.72)
404 % P<0.00001
30-
20-
10
0 rrrrr]jrrrrrjrrrrrjprrrrrprrrrryrrrrryrrrrryprrrrrprrrrr
0 6 12 18 24 30 36 42 48 54
No. at risk Months
397 330 236 172 17 T4 42 11 0 0
400 294 183 124 74 38 24 9 1 0

EFS defined as time from randomization to first occurrence of local progression precluding planned surgery, unresectable tumor, progression or recurrence per RECIST v1.1 by investigator assessment, or
death from any cause. Data cutoff date for IA1: July 29, 2022 (median follow-up, 25.2 mo [range, 7.5-50.6]).

Wakelee, H, et al, ASCO 2023
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Event-Free Survival in Subgroups

Subgroup Events/participants Hazard ratio (95% ClI) Subgroup Events/participants Hazard ratio (95% CI)
Pembro Placebo Pembro Placebo
Arm Arm , Arm Arm .

Overall 139/397 205/400 - 0.58 (0.46-0.72) Overall 139/397 205/400 -+ 0.58 (0.46-0.72)

Age Pathologic stage
<65y 741221 113/214 - 0.53 (0.39-0.71) I 34/118  48/121 > 0.65 (0.42-1.01)
=65y 65/176 92/186 + 0.64 (0.46-0.88) A 80/217  124/225 - 0.54 (0.41-0.72)

Sex ne 25/62 33/54 + 0.52 (0.31-0.88)
Female 31118 55/116 —— 0.44 (0.28-0.68) PN status
Male 108/279  150/284 - 0.63 (0.49-0.80) pNO 51/148 70/142 - 0.57 (0.40-0.82)

Race pN1 25/81 33/71 . 0.60 (0.36-1.01)
White 85/250  123/239 e ol 0.54 (0.41-0.72) pN2 63/168  102/187 - 0.57 (0.42-0.78)
All others 46/134 70/145 + 0.62 (0.42-0.89) PD-L1 TPS :

Geographic region <1% 63/138 80/151 -0"' 0.77 (0.55-1.07)
East Asia 43/123 571121 + 0.66 (0.45-0.99) 1-49% 44/127 62/115 —— 0.51 (0.34-0.75)
Not east Asia 96/274  148/279 - 0.54 (0.41-0.69) >50% 32/132 63/134 —— 0.42 (0.28-0.65)

Smoking status EGFR mutation
Current 37/96 57/103 —— 0.52 (0.34-0.78) No 31111 64/127 —— 0.48 (0.31-0.74)
Former 84/247  128/250 - 0.57 (0.43-0.75) Yes 1/14 10/19 ¢ 0.08 (0.01-0.74)
Never 18/54 20/47 + 0.68 (0.36-1.30) Unknown  107/272  131/254 - 0.64 (0.49-0.83)

Histology ALK translocation
Nonsquamous 73/226  107/227 - 0.58 (0.43-0.78) No 29/104 76/133 — 0.41 (0.26-0.62)
Squamous 66/171  98/173 B 0.57 (0.41-0.77) Unknown  106/281  128/258 + 0.63 (0.49-0.82)

001 005 02 051 23 001 005 02 051 23
- —» -
Pembro Placebo Pembro Placebo
Arm Better Arm Better Arm Better Arm Better

Per the prespecified analysis plan, subgroups with <30 participants are excluded from the forest plot. Subgroups for stage IlIA and 11IB and pN status were post hoc; all other subgroups were prespecified.
Data cutoff date for IA1: July 29, 2022.

Wakelee, H, et al, ASCO 2023
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Overall Survival

12-mo rate 24-mo rate
100 - 87 9% Pembro arm 19.1% NR (NR-NR)

Pts w/ Median
Event (95% Cl), mo

o . 87.9% 80.9%
90+ Ly 77 6% Placebo arm 25.3%  45.5 (42.0-NR)

80 lth Ty i
704
60+

50_ il

40- HR 0.73 (95% CI, 0.54-0.99)
304 P=0.021242

0S, %

204
10
0t+rrrr LR RN EE LR L L LR LR [TErre LR |

Months

No. at risk
October 16, 2023: FDA approved pembrolizumab with chemotherapy as
. neoadjuvant treatment, and with continuation of adjuvant for resectable (tumors >4
cm or node positive) NSCLC
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Evolving Landscape of Perioperative Therapy

in Local Advanced NSCLC

Resectable
NSCLC

EGFR mutation (IB, 11, IITA)

1. Adjuvant Targeted Therapy - Osimertinib

2. Immunotherapy (10)
a. Adjuvant IO (Atezo, Pembro, StagelB, PDL1)

b. Neoadjuvant ChemolO (Nivo)

c. Perioperative 10 (Pembro, Nivo pending approval)
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Evolving Landscape of Perioperative Therapy

in Local Advanced NSCLC

Neoadjuvant vs Adjuvant Immunotherapy (10) ?

NSRRI

Reduction of tumor volume and stage

. Assess in vivo response to systemic therapy
. Early treatment of micrometastasis

Increase adherence
Biomarker analysis
Accelerate drug approval
Improve efficacy?
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Neoadjuvant Immunotherapy is Superior to Adjuvant
in murine model of breast cancer

NeoAdj a-PD-1/a-CD137
4T1.2 orthotopic or control IgG

injection l l Surgery
I | | | |
Day: 0 17 19 21 23

o ]

Adj a-PD-1/a-CD137
or control IgG

v

100

NeoAdj control IgG
Adj control IgG
50 NeoAdj a-PD-1/a-CD137
N P<0.0001
Adj a-PD-1/a-CD137
A J]
50

Percent survival

‘ a-PD-1/a-CD137 - No Surgery

I ]
100 150
Days after 4T1.2 tumor injection

Gonzalez H et al. Genes Dev. 2018. McGranahan N et al. Science. 2016. Tohme S et al. Cancer Res. 2017.
Topalian SL et al. Science. 2020. Liu J et al. Cancer Discov. 2016.
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Neoadjuvant-Adjuvant vs Adjuvant

Pembrolizumab in Resected Melanoma

=iy Neoadjuvant—adjuvant group

bt ettt el b o b e e b e =t

©

=

g

3

7]

$

% 06-

§ 0.5 Adjuvant-only group

(%% ]

s 04~

2 03-

s 02-

E 0.14 P=0.004 by log-rank test

0.0 ! ! | | | I
0 6 12 18 24 30 36
Months since Randomization

No. at Risk
Neoadjuvant—adjuvant group 154 96 69 46 29 17 1
Adjuvant-only group 159 98 67 40 22 10 2

Patel, SP, et al. NEJM 2023
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Neoadjuvant vs Adjuvant 10
Timing is Important

Overall Survival Results Summary (Interim Analyses)

Immunotherapy Trial Median HR (95% CI) P value
Setting flu

Neoadjuvant KEYNOTE-671 25.2 mo 0.73 (0.54, 0.99) 0.02124

+ Adjuvant Neotorch 18.2 mo 0.62 (0.381, 0.999) 0.0502

Neoadjuvant CheckMate 816 41.4 mo 0.62 (0.36, 1.05) 0.0124

ITT Stage IB-lIA: 0.995 (0.78, 1.28) 0.9661
IMpower010 45-46 mo stage II-1A: 0.95 (0.74, 1.24) N/A
Adjuvant Stage II-IIA, PD-L1TPS 21%: 0.71 (0.49, 1.03) N/A

KEYNOTE-091 35.6 mo 0.87 (0.67, 1.15) 0.17

Wakelee H, et al, ASCO Annual Meeting, 2023; Lu S, et al, ASCO Plenary Series, April 2023; Forde P, et al, ELCC Annual Meeting, 2023;
Felip E, et al, WCLC Annual Meeting, 2022; O'Brien M, et al, Lancet Oncol. 2022 Oct;23(10):1274-1286.
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Is Neoadjuvant 10 for Everyone?

Attrition is ~ 20%
Canceled Surgeries

® Immunotherapy Arm ' Control Arm

20.6%
17.9%

KEYNOTE-671 AEGEAN Neotorch CheckMate 816
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Wakelee H, et al, ASCO Annual Meeting, 2023; Heymach JV, et al, AACR Annual Meeting 2023;
Lu S, et al, ASCO Plenary Series, April 2023; Forde PM, et al, N Engl J Med. 2022 May 26;386(21):1973-1985.




What does adjuvant 10 add after neoadjuvant 10?

12-mo rate 24-mo rate 36-mo rate 48-mo rate
100_N 87.6%
90 7% 79.0%
80— T74.7%
704
= 60-
8" 50
40
100 —oe—eg, 304
| . 20 HR 0.72 KN 671
E ; 10 —
207 R e S : NIVO + chemo 0~rer I (p i 0'005|1 7)' ..... I S S S :
i i : 0 6 12 18 24 30 36 42 4 54 60 66
< 607 E E ! Months
& ! ! .
vy 1 1 I
8 - s s z
20 HR 0.62 (p=0.0124) CM 816
0 T T T ; T T T é I T T i T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
No.aEiisk Months from randomization

Overall Survival
(% of patients)

_____HR0.62___lINEOTORCE

12 18 24 30 36

Months

Forde et al NEJM, Spicer et al ESMO 2023; Lu et al ASCO Plenary 2023



What does adjuvant 10 add after neoadjuvant 10?

NIVO + chemo  Chemo
(n=179)  (n=179)

100 Median EFS, mo R 1A
(95%CI) (31.6-NR)  (14.8-42.1)
HR (95% Cl) 0.68 (0.49-0.93)
80
— 57%>
g l\—;__\_\ e NIVO + chemo
E = )
b o0l 4% T L
“ ) 43%° Chemo
20
0 T I I T T T I I I T I I I I ]
0 3 6 9 12 15 18 21 24 27 30 33 36 39 4 45 48 51 54
No. at rick Months from randomization
NVO+chemo 179 152 136 125 119 108 104 100 97 94 8 & &5 38 20 13 6 5§ 0
Chemo 179 146 128 110 95 84 79 72 67 62 60 48 39 27 15 13 4 4 0

CheckMate 816
64% Stage 111
50% PD-L1+

NIVO + chemo/NIVO  Chemo/PBO
(n=12129) (n=232)

100 Nedian EFS, mo MR 184
9ok 8 9-NR b-/8
80 HR (97.36% CIp 0,58 (0.42-0.81)
g Pvalue 0.00025
g 607 ey | NIVO + chemo/NIVO
= 5O% |,
. By
sk i T el
i Chemo/PBO
20
0 T T T } : T T T T T T 1

0 3 6 9 12 15 18 M 4 2 N B W ¥ 4
NG, it ik Months from randomization

NIVO + chemo/NIVO 229 208 173 157 141 134 115 89 69 46 20 7 4 1 0
Chemo/PBO 232 204 165 138 118 106 8 59 4“4 9 10 6 1 0

* EFS per investigator assessment, NIVO + chemo/NIVO vs chemo/PBO: HR, 0.56; 95% Cl, 0.41-0.76

CheckMate 77T
64% Stage 111
56% PD-L1+

Forde et al NEJM, Spicer et al ESMO 2023; Lu et al ASCO Plenary 2023; Provencio et al NEJM 2023
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What does adjuvant 10 add after neoadjuvant 10?

PCR portends a >90% 3 yr EFS and >95% likelihood of being alive at 3 years - without adjuvant 10

EFS 0S

Chemo (pCR)

Chemo (pCR)

1 Oﬂ = 11. |_e_| - = T = L1 1 00 ﬂbﬁ—: :,_ — R R e ‘:::- - :. -- -
- L =9 1_:'"‘:,_': ' NIVO + chemo (pCR)
80+ ! NIVO + chemo (pCR) 80+ e Y
Boo,,
o
< 607 TTyenen —~ 60-
e T, e, NIVO + chemo (no pCR)®* &
] R Y+ - T é
40 R 5 SN 40
Ch CR
NIVO + chemo Chemo =me {no QNWM} NIVO + chemo Chemeo
20 - PCR,  NopCR ~ pCR~ NepCR 204 PCR.  NopCR  pCR  NopCR
Median EFS, mo NR 27.8 MR 20.8 Median 05, mo NR NR NR NR
(95% CI) (18.9-NR) (14.0-34.3) (95% ClI) (48.6-NR) (46.8-NR)
HR (95% CI) 0.15 (0.06-0.37) NC2. HR (95% CI) 0.12 (0.03-0.50) NCa.
0 T T T 1 1 1 T T 1 0 T T T T 1 1 T T T 1
0 6 12 18 24 30 36 42 48 B4 0 6 12 18 24 30 36 42 48 54 60
Months from randomization Months from randomization
MNo. at risk

Provencio et al. ASCO 2022



Event-free Survival (%)

What does adjuvant 10 add after neoadjuvant 10?

100+ |

No pCR/mPR, Outcomes are poor

90 l Pembrolizumab group, with pathological EFS by ECR
| \ \ 1 — | complete response
80 1004
70— Placebo group, with pathological
complete response 30 %@‘%
60— 7] %
50 Pembrolizumab group, without
pathological complete response
=~ 60
40- &
30 Placebo group, without rid
pathological complete response W40
20- HR (95% CI)
. X . a NIVO + chemo/NIVO
104 Hazard ratio among those with pathological complete response, 0.33 (95% Cl, 0.09-1.22) 20 vs chemo/PBO
Hazard ratio among those without pathological complete response, 0.69 (95% Cl, 0.55-0.85) pCR2 0.33 (0.081.37)
0 T T T T T T T T 1 NopCR:  0.79 (0.58-1.06)
0 6 12 18 24 30 36 42 48 54 0

Months

KN671 - outcomes by pCR status

Perioperative Trial

KN671
AEGEAN
CM77T

Received at least 1 dose of adj (%ITT)

73%
66%
62%

BB

9% NIVO + chemo/NIVO (pCR)

o
®on
i ‘benemo, e, NIVO + chemo/NIVO (no pCR)
L ]

RS =08 — =08 — —80

0 6 12 18

24

30

Months from randomization

48%

26% (21% still on treatment)

41% (6% still on treatment)

Spicer et al ESMO 2023; Heymach et al, AACR 2023; Provencio et al NEJM 2023

36

CM77T - outcomes by pCR status

Completed full course of adj (%ITT)

42

EFS (%)



Future Directions

Developing a novel agent
in resectable NSCLC Potential

Enroll on study

Neoadjuvant (Inv) accelerated pCR
Randomize anti-PD-(L)1 + Novel Agent vs.

neoadj approval
Chemo + Anti-PD-(L)1 + based on pCR / BSC or anti-PD-L1

Novel Agent
> ~

] randomize anti-PD-(L)1 + Novel Agent vs.
Chemo + Anti-PD-(L)1 anti-PD-L1
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Evolving Landscape of Perioperative Therapy

in Local Advanced NSCLC

1. Adjuvant Targeted Therapy: EGFRm, ALK+

2. Immunotherapy (I10)

a. Adjuvant 10

b. Neoadjuvant ChemolO

¢. Neoadjuvant + Adjuvant 10

Questions?
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