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Introduction & Epidemiology

Lung cancer is the Mc cancer across the globe (12.4% of all cancers)
Leading cause of death among all cancer subtypes in both men and women (18.7%)

NSCLC composes the largest majority (¥85%) of lung cancer cases and includes

adenocarcinoma (50%), squamous cell carcinoma (30%), and large cell carcinoma (5%)

Approximately 44.8% of NSCLC patients present with stage IV metastatic disease at
initial diagnosis, while 22.3% and 28.1% of patients had either regional lymph node

involvement or localized disease only

Freddie Bray et al, Global Cancer statistics 2022; GLOBOCAN
Siegel RL, et al Cancer statistics, 2024. CA Cancer J Clin. 2024;74:12-49
Howlader N et al. The Effect of Advances in Lung-Cancer Treatment on

Population Mortality. N Engl J Med. 2020;383:640-9
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a) Both sexes
Incidence Mortality

Colorectum
9.3%
L:EEE“ Liver
0,
s 7.8%
Prosta Female
Non-Hodgkin 41% breast
: 2.8% 4.6% Stomach 6.9%
Bladder Pancreas g 89,
3.1% Cervix uteri 4.8%
3.3% | ot 4.9%
4.1%
20.0 million 9.7 million
new cases deaths

Freddie Bray et al, Global Cancer statistics 2022; GLOBOCAN
Siegel RL, et al Cancer statistics, 2024. CA Cancer J Clin. 2024;74:12-49
Howlader N et al. The Effect of Advances in Lung-Cancer Treatment on

Population Mortality. N Engl J Med. 2020;383:640-9



e Approximately 20-25 % of patients with NSCLC have resectable disease

* 30 to 55% of patients who undergo curative surgery have recurrence and

ultimately die of their disease

* The absolute difference in 5-year recurrence-free and overall survival with

neoadjuvant chemotherapy as compared with surgery alone is only 5 to 6 % only

* In the absence of a driver mutation, the multimodality approach to the treatment

of NSCLC relies on chemotherapy, immunotherapy, surgery, and radiation therapy

Pignon, J. P. et al. Lung adjuvant cisplatin evaluation: a pooled analysis by
the LACE Collaborative Group. J. Clin. Oncol. 26, 3552—-3559 (2008)



GLOBOCAN India statistics 2018"
Number of new cancer cases
Cancer deaths
Number of prevalent cancer cases (5-y)
Lung cancer
Lung cancer incidence
Lung cancer mortality

Projected incidence, 2020
All sites

Males
Females
Lung cancer

Males
Females

1.16 million

784,821

2.26 million

5.9% of all cancer cases (fourth most common)
67,795

63,475 (8.1% of all cancer deaths)

1,392,179
679,421
712,758
98,278
71,788
26,490

* EGFR mutations and ALK rearrangements in India is 30% and 10%, respectively

* The number of patients who are eligible for surgery or undergo surgery varies

between 1.5% and 5.3%

* Lung cancer accounts for 5.9% of all cancers and 8.1% of all cancer-related deaths

Navneet Singh et al. Lung Cancer in India Journal of Thoracic Oncology,

2021
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Navneet Singh et al. Lung Cancer in India Journal of Thoracic Oncology, 2021
Freddie Bray et al, Global Cancer statistics 2022; GLOBOCAN
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Landscape of Lung Cancer
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Genomic landscape of lung cancer in the Indian

subcontinent
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Immune checkpoint inhibitors (ICl)
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Kuhlman JJ et al. Curative immunotherapy-based strategies for non
metastatic NSCLC. Explor Target Antitumor Ther. 2024



Immunotherapy: How Does It Work?

Immune Checkpoint Inhibitors Block T-Cell Inhibitory Signals
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Nivolumab: second line, metastatic squamous
(CheckMate-063 and CheckMate-017)

Nivolumab: second line,
mctastalic nonsquamous
(CheckMate-057)

(OAK and POPLAR)

Pembrolizumab: first line,
metastatic, PD-L1 TPS = 1%
(KEYNOTE-024)

Pembrolizumab: second line, metastatic,
PDL-1 TPS > 1% (KEYNOTE-001 and
KEYNOTE-010)

Atezolizumab: second line, metastatic

Durvalumab: unresectable, stage 111
after chemoradiation (PACIFIC)

Atezolizumab: first line, metastatic
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(IMpower 130)
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(KEYNOTE-407) Nivolumab; first line,

metastatic PD-L1 = 1%

Nivolumab: neoadjuvant, resectable and
tumors = 4 ¢cm and/or node positive
{CheckMate-816)

Durvalumab: first line, metastatic
(POSEIDON)

Cemiplimab: first line,

metastatic, PD-L1 > 50%
(EMPOWER-Lung 1)

e Stage
-L1 TPS

non-squamous

Atezolizumab: adjuvant, stage I1
to IIA, PD-L1 > 1% A

(IMpwer010)

(CheckMate-227)

Nivolumab: first line, metastatic
(CheckMate-9LA)

(EMPOWER-Lung 3)

Pembrolizumab: perioperative,
tumors > 4 ¢cm and/or node
ositive (KEYNOTE-671

ivolumab: perioperative, resectable
and tumors > 4 cm and/or node positive
(CheckMate-77T)

Pembrolizumab; adjuvant,
stage IB (= 4 cm)-I1IA
(KEYNOTE-091)

Durvalumab: perioperative,
tumors > 4 cm and/or node

Cemiplimab: first line, metastati

positive (AEGEAN)

Kuhlman JJ et al. Curative immunotherapy-based strategies for non
metastatic NSCLC. Explor Target Antitumor Ther. 2024




e Event-free survival (EFS) - The time from randomization to the first

documentation of disease progression leading to the inability to operate,

postoperative progression, and local or distant recurrence or death of any cause,

whichever occurred first

 Major pathological response (MPR) - Defined as 10% or less viable tumor cells in

the tumor bed evaluated by blinded, independent pathological review

 The pathological complete response (pCR) - Defined as no residual tumor cells in

the lungs and lymph nodes



e Overall survival (OS) - Defined as the time from randomization to death for any

reason

e Disease-free survival (DFS) - Defined as the time from surgery to the first

documentation of disease progression, local or distant recurrence, and death for

any reason, whichever occurred first



A

Neoadjuvant, Adjuvant and Perioperative 10-Based Combination Therapy ¢

o
Treatment setting Setting overview and rationale Endpoints
C
Neoadjuvant - EFS, pCR, MPR, 0S, TTDM
(Treatment pnior to surgery) 0 herapy e Surgery =
Eariiest opportunity to eradicate micromelastases, increased
+ treatment compliance, evaluation of surrogate endpoints’™*

C
(Treatment after surgery) Surgery 0 therapy

Reduced time to surgery, longer treatment duration®

C
S — - oo
(Treatment before and after surgery) 0 therapy amg |0 therapy

May couple rationale for neoadjuvant and adjuvant therapy, and
for continuous 10 treatment throughout the surgical setting®




Neoadjuvant/Perioperative Trials

Phase |l

Forde et al.

Shu et al. [ Atezolizumab + Chemo x 4 cycles |

LCMC3 | Atezolizumab x 2 doses |

NEOSTAR =

NADIM

NADIM I

SAKK 16/14

Altorki et al.

Phase Il

CheckMste 816

KEYNOTE-671 Pembrolizumab x 1 year

AEGEAN Durvalumab x 1 year

NEOTORCH Chemo x 1 cycle Toripalimab x 1 year

CheckMate 77T Nivolumab x 1 year
Adjuvant Trials

IMpower010 [ 3|

PEARLS



Immunotherapy in heoadjuvant

setting




mmunotherapy for earlier-stage resectable
NSCLC (Neoadjuvant setting)

Forde et al Untreated, surgically N=21 20 underwent Sx, rates of
Neoadjuvant PD-1 resectable early (stage |, Nivolumab (3 mg/kg) iv MPR and pCR were 45%
Blockade in Resectable I, or 111A) NSCLC every 2 wks, with surgery and 15%,

Lung Cancer — Pilot study planned = 4 weeks after 5-year RFS and OS rates
Single arm phaselb/Il the first dose were 60% and 80%

NEJM 2018

LCMC 3 study Patients with stage IBto N =181 MPR was 20% (pCR 6%),

To investigate the efficacy  IlIB resectable NSCLC and Atezolizumab 1200 mgiv  and landmark 3-year DFS
and safety of atezolizumab ECOG PS - 0/1 without every 3 wks for 2 cycles or and OS were 72% and

as neoadjuvant therapy in EGFR/ALK alteration less followed by resection 80%, respectively
patients with stages IB - With optional adjuvant
I1IB resectable NSCLC Atezolizumab

A phase Il multicentre
single-arm study



Study ] popuion L inteveion | oweome

CheckMate 816 StageIBto N=358, neoadjuvant nivo The median EFS was 31.6 mo (95% ClI, 30.2 to
Neoadjuvant A 360 mg plus chemo 3 NR) with nivo plus chemo and 20.8 mo (95% Cl,
Nivolumab plus resectable cycles q3w(179 patients) 14.0 to 26.7) with chemo alone (HR for disease
Chemotherapy in NSCLC or chemo 3 cycles q3w progression, disease recurrence, or death, 0.63;
Resectable Lung (179 patients) 97.38% Cl, 0.43 to 0.91; p =0.005)

Cancer Followed by Sx within 6 The % of patients with a pCR was 24.0% (95% Cl,
open-label, phase 3 wks post-treatment 18.0 to 31.0) and 2.2%. (95% Cl, 0.6 to 5.6),

trial respectively (odds ratio, 13.94; 99% Cl, 3.49 to
NEIJM 2022 55.75; p < 0.001)

NEOSTAR Trial Previously 22 patients in each arm The MPR in nivo + ipi grp (38%) vs in nivo-alone

Randomized phase Il Untreated  Arm A - neoadjuvant nivo grp (22%) (PCR 2/6)
Neoadjuvant chemo stage |-IlIA (3 mg/kgi.v.), q1l4d on When chemo was added, MPR rates increased to

plus nivo with or NSCLC D1, D15 and D29 and 50% and 32% in patients who received nivo + ipi
without ipilimumab Arm B - nivo + ipi and nivo, respectively (PCR 4/4)

in operable NSCLC (ipi 1 mg kg-1i.v. on D1 The 2-year EFS was 73% for nivo+ chemo and
Platform trial — only) 77% for dual ICl + chemo

Neoadj Nivo + CT, Arm C— Nivo + CT

and Nivo + lpi + CT Arm D — Nivo + lpi + CT

Nature 2021-22



Neoadjuvant Nivolumab plus Chemotherapy
in Resectable Lung Cancer — CheckMate 816

International, open-labeled, phase Il trial
Untreated resectable stage IB (=4 cm) to IlIA
NSCLC, with ECOGPS—-0or1

Pts with ALK translocation or EGFR mutations
were excluded

Patients were randomly assigned in a 1:1 ratio

Resectable Non-Small-Cell Lung Cancer

Stage 1B to
A NSCLC

Forde et al Neoadjuvant Nivolumab plus chemotherapy in resectable lung
cancer- NEJM 2022



e Patients in both groups could receive up to four cycles of adjuvant chemotherapy,

radiotherapy, or both
* Two primary endpoints — EFS, pCR

* 83.2% in the nivo + CT group and 75.4% in the CT-alone group underwent

definitive surgery

* RO resection (no residual tumor) was performed in 83.2 % in nivo + CT group and

77.8 in CT-alone group

Forde et al Neoadjuvant Nivolumab plus chemotherapy in resectable lung
cancer- NEJM 2022



1 2

Odds ratio, 13.94 (99% Cl, 3.49-55.75)
35 P<0.001

l Difference, 21.6
24.0
25 (43/179)

Nivolumab plus
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cancer- NEJM 2022



Subgroup

Overall
Age
<65 yr
=65 yr
Sex
Male
Female
Geographic region
North America
Europe
Asia
ECOG performance-status score
0
1
Disease stage at baseline
1B o1l
1A
Histologic type ef tumor
Squamous
Nonsquamous
Smeking status
Current or former smokes
Never smoked
PO-L1 expression level
<1%
=1%
1-49%
=505
™8
<12.3 mutations /megabase
=12.3 mutations/megabase
Type of platinum therapy
Cisplatin
Carboplatin

No. of
Patients

177

241

127
228

182
176

318
39

155
178
ag
&0

102
76

258
12

Median
Event-free Survival
(95% CI)

Nivolumab plus

chemotherapy
(N«179)

mao

316 (30.2-NR)

NR (31.6-NR)
302 (23.4-NR)

30.6 {20.0-NR)
NR (30.5-NR)

NR (25.1-NR)
316 (13.4-NR)
NR (30.2-NR)

NR (30.2-NR)
30.5 (14.6-NR)

NR (27.8-NR)
316 (266-NR)

30,6 (20.0-NR)
NR (27.8-NR)

316 (30.2-NR)
NR (5.6-NR)

25.1 (14.6-NR)
NR (NR-NR)
NR (27.8-NR)
NR (NR-NR)

30.5 (19.4-NR)
NR (14.8-NR)

NR (25.1-NR)
NR (30.5-NR)

Unstratified Hazard Ratio for Disease Progression,

0.63 (0.45-0.87)

0.57 (0.35-0.93)
0.70 (0.45-1.08)

0.68 (0.47-0.98)
0.46 (0.22-0.96)

0.78 (0.38-1.62)
0.80 (0.36-1.77)
0.45 (0.29-0.71)

0.61 (0.41-0.91)
0.71 (0.41-1.21)

0.87 (0.48-1.56)
0.54 (0.37-0.80)

0.77 (0,49-1.22)
0.50 (0.32-0.79)

0.68 (0.48-0.96)
0.33 {0.13-0.87)

0.85 (0.54-1.32)
0.41 (0.24-0.70)
0.58 (0.30-1.12)
0.24 (0.10-0.61)

0.86 (0.47-1.57)
0.69 (0.33-1.46)

0.71 (0,49-1.03)
0.31 (0.14-0.67)

Disease Recurrence, or Death (95% Cl)

Chemotherapy

alone
(N<179)
20.8 {14.0-26.7) —e
208 (14.0-NR) Sy

18.4 {10.6-31.8) e
16.9 (13.8-24.9) ——
31.8 {13.9-NR) —

NR {12.8-NR) e
21.1 (10.2-NR) —_—
16.5 (10.8-22.7) e — |
227 (16.6-NR) —

14.0 (9.8-26.2) ———

NR (16.8-NR) e
15.7 (10.8-22.7) —_——

22.7 (11.5-NR) —r
10.6 (13.8-26.2) —_— .
22.4 (15.7-NR) —
104 (7.7-20.8) ° '

18.4 (13.9-26.2) e
211 (1L.5-NR) [ SO ’

26.7 (11.5-NR) e

196 (8.2-NR)  +—e— ;

26.7 (16.6-NR) —_—
224 (13.4-NR) R
20,9 (15.7-NR) e
106 (7.6-26.7) —_— L
r T | i |
0125 025 0.50 100 200

1
4.00

-

Nivolumab plus Chemotherapy Better Chemotherapy Alone Better

Median OS was not reached in either
groups - (HR for death, 0.57; 99.67% Cl,
0.30 to 1.07; P = 0.008)

The % of patients with ctDNA clearance
was higher with nivo + CT (56%; 95% ClI,
40 to 71) than with CT alone (35%; 95%
Cl, 21 to 51)

Patients with ctDNA clearance before
the last cycle of neoadjuvant Rx were
more likely to have pCR than patients

with detectable ctDNA (46% vs 0%)
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r T
0.125 0.25

Unstratified Hazard Ratio for Disease Progression,
Disease Recurrence, or Death (95% Ci)

4-year update

0.63 (0.45-0.87)

0.57 (0.35-0.93)
0.70 (0.45-1.08)

At 1yr% of patients without disease
progression/recurrence — 76.1% vs 63.4%

* At 2 years-63.8%and 45.3%

o vs. 8.9%; OR - 5.70; 95% CI -

Landmark EFS rate 49% vs 38% (HR —
0.66, 95% Cl, 0.49 — 0.90) — 43.8 mo vs

18.4 mo

t reached in either

OS immature (NR) — but 71% alive at 4

years vs 58% with chemo alone (HR -
0.62,99.34% Cl, 0.36 -1.05)

—_———————

d

0.50
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1.00
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2,00
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4.00
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0.58 (0.30-1.12)
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0.69 (0.33-1.46)

0.71 (0,49-1.03)
0.31 (0.14-0.67)

Nivolumab plus Chemotherapy Better Chemotherapy Alone Better

death, 0.57; 99.67% ClI,

; P =0.008)

* The % of patients with ctDNA clearance
was higher with nivo + CT (56%; 95% Cl,
40 to 71) than with CT alone (35%; 95%
Cl, 21 to 51)




Immunotherapy in perioperative

setting




Immunotherapy in perioperative setting
Swdy |population |imtervemon ____lowcome

NADIM |

Neoadjv CT and
nivolumab in
resectable NSCLC -
an open-label,
multicentre, single-
arm, phase 2 trial —
LANCEL ONCOL
2020

NADIM Il
Perioperative
Nivolumab and
Chemotherapy in
Stage Ill NSCLC -
open-label, phase 2
trial

NEJM 2023

N =46
Treatment-
naive stage
IHIA NSCLC
with ECOG
PSOor1l

N =86, 2:1
ratio (57:29)
Previously
untreated
stage IllIA or
HIB NSCLC
with ECOG
PSOorl

Neoadjuvant iv paclitaxel (200 mg/m?)
and carboplatin (AUC 6, 6mg/ml/min)
plus nivolumab (360 mg) q3w x 3 cycles
before Sx, f/b adjuvant iv nivolumab for
1 year (240 mg q2w for 4 mo, f/b 480
mg g4w for 8 mo)

Experimental Grp - Nivolumab (360 mg),
paclitaxel (200 mg/m?2), and carboplatin
(AUC 5, 5mg/ml/min) as neoadjuvant Rx
g3w x 3 cycles f/b Sx

If RO resections - adjuvant Rx with
nivolumab 480 mg q4w x 6 mo

Control group received paclitaxel and
carboplat f/b surgery, and then 3
observation visits

The primary end-point of PFS at 2 years
was 77%

MPR of 83% and a pCR of 63%

5-year PFS was 65:0% (95% Cl 49-4—
76-9), and OS was 69-:3%

The pCR rate was higher in the
nivolumab + CT group (37% vs 7%)

The nivolumab + CT group had
significantly better 2-year PFS (67% vs
41%,; hazard ratio [HR], 0.47 [95% ClI,
0.25-0.88]) and OS (85% vs 64%; HR,
0.43 [95% Cl, 0.19-0.98])

2/3 rd completed adjuvant Rx — Post hoc
OS - HR, 0.29 [95% Cl, 0.05-1.76]



SAKK 16/14 N = 68

Durvalumab in Addition Pathologically proven,
to Neoadjv CT in Patients  locally advanced T1-
With Stage I1IA(N2) 3N2MO, stage IIIA(N2)
NSCLC—A Multicenter NSCLC, ECOGOor 1
Single-Arm Phase Il Trial

Neoadjuvant 3 cycles of MPR and pCR were
cisplatin (100mg/m2) and achieved in 62% and 18%
docetaxel (85mg/m2) g3w f/b 1-year EFS and OS were
2 doses of durvalumab 73% and 91%

(750mg q2w ).Durvalumab
was continued for 1 year (26
cycles) after surgery



Perioperative Pembrolizumab
for Early-Stage Non—Small-Cell Lung Cancer

H. Wakelee, M. Liberman, T. Kato, M. Tsuboi, S.-H. Lee, S. Gao, K.-N. Chen, C. Dooms, M. Majem, E. Eigendorff,
G.L. Martinengo, O. Bylicki, D. Rodriguez-Abreu, J.E. Chaft, S. Novello, J. Yang, S.M. Keller, A. Samkari,

and J.D. Spicer, for the KEYNOTE=671 |nvestigators™

Grp 1- Neoadjv pembrolizumab (200
mg)+ CT g3w 4 cycles

f/b Sx, f/b Adjuvant pembro (200 mg)
v g3w for 13 cycles

Grp 2- Plus neoadjv CT — Cis + gem or
cis + peme — 4 cycles

F/b Sx within 20 wks of 1t dose
Adjuvant placebo iv g3w for 13 cycles

NEJM 2023

Phase 3, double-blind, placebo-controlled, RCT

N =797
Pembrolizumab (N=397) Placebo (N=400)
N»oadwva: ¢ Ad;uvant Neoadm ant Ad,uvant
L—vy,. E; E ii
Pcmb oluqmdb Pembrolizumab Pl acu.bo Pldu bo
¢ Chemotherapy + Chemotherapy
\ . J

Primary end points — EFS and OS
Secondary end points — MPR, pCR, safety

H. Wakelee et al. Perioperative Pembrolizumab for Early-Stage Non—

Small-Cell Lung Cancer, NEJM 2023;389:491-503



* In pembrolizumab grp -325 (82.1%) underwent Sx, and 290 (73.2%) received at

least one dose of adjuvant pembrolizumab

* In placebo grp -317 (79.4%) underwent Sx, and 267 (66.9%) received at least one

dose of adjuvant placebo

Percentage of Participants

Event-free Survival
HR for progression, recurrence, or death, 0.58 (95% Cl, 0.46-0.72); P<0.001
62.4
a0 (95% Cl, 56.8-67.5)
60- Pembrolizumab
40 j
40.6
204 (95% Cl, 348—463) Placebo
0 I ] T | T T T |
0 6 12 18 24 30 36 42 43 54

Months

Percentage of Participants

Overall Survival
100 80.9
(95% CI, 76.2-84.)
30- Pembrolizumab
__ 77.6
60 (95% Cl, 72.5-81.9)
P=0.02
40 (not Slgmf.‘cam'} Placebo
20
O 1 T T T 1 1 1 T Y |
0 ¢ 12 18 24 30 36 42 48 54

Months

H. Wakelee et al. Perioperative Pembrolizumab for Early-Stage Non—
Small-Cell Lung Cancer, NEJM 2023;389:491-503




Percentage of Participants

Event-free Survival Overall Survival

HR for progression, recurrence, or death, 0.58 (95% Cl, 0.46-0.72); P<0.001 100 20.9
L i i, (95% C1, 76.2-84.7)
Q 62.4 o Pembrolizumab
301 (95% CI, Sadd ' T
il Recently published 2" interim analysis — at )
36 months -Median EFS was 47:2 mo (95% P=0.02
40- Cl 32-9 to not reached) vs 18-3 months ogHican, acebs
(14-8-22-1) (HR - 0-59 [95% CI 0-48-0-72])
204
S 0 3% 4 48 S

Months ' Months

H. Wakelee et al. Perioperative Pembrolizumab for Early-Stage Non—
Small-Cell Lung Cancer, NEJM 2023;389:491-503




B Subgroup Analysis of Event-free Survival
Pembrolizumab  Placebo

Subgroup

All patients
Age
<65 yr
=65 yr
Sex
Female
Male
Race
White
Other
Geographic region
East Asia
Other
Smoking status
Current smoker
Former smoker
> Never smoked
Pathological stage
I
1
—P>Histologic features
Nensquamous
Squamous

PD-L1 TPS {50% cutoff)

<50%
=50%

PD-L1 TPS (1% cutoff}

—»> <1%
=1%
PD-L1 TPS
—» <1%
1-49%
=509
EGFR mutation
No
Yes
Unknown
ALK translocation
No
Unknown

Group Group
no. of events/no. of participants
139/397 205 /400
74j221 113/214
65/176 92/186
31/118 55/116
1087279 150/284
85/250 123/239
46134 707145
43/123 57/121
96/274 148279
37/96 577103
84247 128/250
18/54 20747
34/118 48/121
105/279 157,279
73/226 107/227
66/171 98/173
107 /265 142266
32/132 63/134
63/138 80/151
76/259 125/249
63/138 20/151
440127 62/115
32/132 63/134
31/111 64/127
1/14 10/19
107/272 131/254
29/104 76/133
106281 128/258

Hazard Ratio for Event or Death

(95% Cl)

+

f___f___f_ﬁ-f.f--ft___+__t___*_f_}.tf__ft_-_ff__ff__f_f |

0.58 (0.46-0.72)

0.53 (0.39-0.71)
0.64 {0.46-0.88)

0.44 {0.28-0.68)
0.63 (0.49-0.30)

0.54 (0.41-0.72)
0.62 (0.42-0.89)

0.66 (0.45-0.99)
0.54 (0.41-0.69)

0.52 (0.34-0.78)
0.57 (0.43-0.75)
0.68 (0.36-1.30)

0.65 (0.42-1.01)
0.54 (0.42—0.70)

0.58 (0.43-0.78)
0.57 (0.41-0.77)

0.64 (0.49-0.82)
0.42 (0.28-0.65)

0.77 {0.55-1.07)
0.47 (0.36-0.63)

0.77 (0.55-1.07)
0.51 (0.34-0.75)
0.42 (0.28-0.65)

0.48 (0.31-0.74)
0.09 {0.01-0.74)
0.64 (0.49-0.83)

—— | 0.41 (0.26-0.62)
- | 0.63 {0.49-0.82)
1 T L] 1 1 v L)
0.01 0.10 020 0.50 1.00 3.00
Pembrolizumab Better Placebo Better

- Major Pathological Response

Difference, 19.2 percentage points
80 - (95% ClI, 13.9-24.7)
P<0.0001 (threshold, P=0.0001)

60-
30.2

407 (95% I, 25.7-35.0)

o 11.0

(95% Cl, 8.1-14.5)

Placebo

Pembrolizumab

Pathological Complete Response

Difference, 14.2 percentage points
(95% Cl, 10.1-18.7)
P<0.0001 (threshold, P=0.0001)

18.1

95% ClI, 14.5-22.3
( ) 4.0

(95% ClI, 2.3—6.4)
I @2
Placebo

Pembrolizumab




Subgroup

All patients
Age
<65 yr
=65 yr
Sex
Female
Male
Race
White
Other
Geographic region
East Asia
Other
Smoking status
Current smoker
Former smoker
>  Never smoked
Pathological stage
I
1
Histologic features
Nensquamous
Squamous
PD-L1 TPS {50% cutoff)
<50%
=50%
PD-L1 TPS (1% cutoff)
—» <1%
=1%
PD-L1 TPS
—» <1%
1-49%
=509
EGFR mutation
No
Yes
Unknown
ALK translocation
No
Unknown

B Subgroup Analysis of Event-free Survival

Pembrolizumab  Placebo

Group Group
no. of events/no. of participants
139/397 2057400
747221 1137214
65/176 92/186
31/118 55/116
108/279 150/284
85/250 123/239
46/134 707145

Hazard Ratio for Event or Death

(95% Cl)

-

e
==
—— |
-
-
——

0.58 (0.46-0.72)

0.53 (0.39-0.71)

Recently published second interim analysis, the OS
benefit in the pembrolizumab arm with 71%
survival at 36 months vs 64% in the placebo arm

(HR 0.72; 95% Cl 0.56—0.93; one-sided P = 0.0052)

32/132 63/134
63/138 80/151
76259 125/249
63/138 807151
44127 62/115
32/132 63/134
31/111 64/127
1/14 10/19
107272 131/254
29/104 76/133
106/281 128/258
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|

T T ™
0.50 1.00 3.00

Pembrolizumab Better

E——

Placebo Better

0.42 (0.28-0.65)

0.48 (0.31-0.74)
0.09 {0.01-0.74)
0.64 (0.49-0.83}

0.41 (0.26-0.62)
0.63 {0.49-0.82)

- Major Pathological Response

Difference, 19.2 percentage points
20 (85%6 ClI, 13.9-24.7)
P<0.0001 (threshold, P=0.0001)

60
30.2
401 (95% I, 25.7-35.0)
o 11.0

(95% CI, 8.1-14.5)

Placebor

Pembrolizuhab

ological Complete Response

Difference, 14.2 percentage points
(95% Cl, 10.1-18.7)
P<0.0001 (threshold, P=0.0001)

18.1
(95% Cl, 14.5-22.3)

Pen;brolizumab

4.0
(95% Cl, 2.3—6.4)
g 3
Placebo




ORIGINAL ARTICLE

Perioperative Durvalumab for Resectable
Non—Small-Cell Lung Cancer

V. Heymach, D. Harpole Vitsudomi, J.M. Tz . G. Galfty Hochmair
. Winder, R. Zukov, G. Garbaos, S. Gao, H. Kuroda, G. Ostoros, T.V. Tran
J. You, K.-Y. Lee, L. Antonuzzo, Z. Papai-Szekely, H. Akamatsu, B. Biswa:
A. Spira, ). Crawford, H.T. Le, M. Aperghis, G.]. Doherty, H. Mann,
.M. Fouad, and M. Reck, tor the AEGEAN Investigators®

N =802, 1:1
400 vs 4(72 (P|<‘=|Ce'~"°()JI " 1 Primary end points — EFS and pCR

previously untrea’fe , resectable NSCLC Secondary end points — MPR, DFS, OS
(stage IIA to 1lIB disease)

J.V. Heymach et al. Perioperative Durvalumab for Resectable Non—-Small-
Cell Lung Cancer, NEJM 2023, 389;18



400

Study population

* Treatment naive

 ECOGPSOor1l

* Resectable
NSCLC (Stage IIA-

Durvalumab 1500
mg iv g4w for 12
cycles

Durvalumab 1500 mg iv +
platinum based CT
g3w for 4 cycles

I1IB[N2] 8th
SEmITee P2k Placebo iv + Placebo iv g4w for
status platinum based CT 12 cycles
* No documented Q3w for 4 cycles
EGFR/ALK
aberrations 402

JV. Heymach et al. Perioperative Durvalumab for Resectable Non—-Small-
Cell Lung Cancer, NEJM 2023, 389;18



Percentage of Patients

1007

Event-free Survival at 12 Mo
73-4 Stratified HR for disease

ureence. or death. 0.68

progression

\ =0 1 re
[ 0.4)

95% Cl, 0.53-0.38); P«0,004

Durvalumab

- ——

o Placebo

“+ O - --Nt-l

50 6457 |
(95% C1, 58.8-69.6)

|

|
|
20
e )

0 : : - o ’ - — , ; - g - M—
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Months since Randomization

Percentage of Patients
S

Pathological Complete Response

Difference. 13.0 percentage points

40 (95% CI, 8.7-1 '.'J) o

, P<0.001 based on
304 nterim analysis

17.2 (N=402)

4.3
—_—

Placebo
(N=374)

Durvalumab
(N=366)

JV. Heymach et al. Perioperative Durvalumab for Resectable Non—-Small-
Cell Lung Cancer, NEJM 2023, 389;18




B Subgroup Analysis Hazard Ratio for Disease Progression,

Subgroup No. of Patients  Median Event-free Survival (95% Cl) Recurrence, or Death (95% CI)
Durvalumah Placebo
mo
All patients 740 NR (31.9-NR)  25.9 (18.9-NR) 0.68 (0.53-0.88)
Age at randomization
<65 yr 358 NR (NR-NR) NR {18.9-NR) 0.71 (0.47-1.04)
=65 yr 382 NR(17.9-NR)  24.5{13.6-311) 0.69 (0.48-0.97)
Sex
Male 530 NR (31.9-NR)  22.9(14.3-311) 0.61 (0.44-0.82)
Female 210 NR(17.5-NR)  NR{13.6-NR) —ye 0.95 (0.58-1.56)
ECOG performance-status score
506 NR(31.9-NR) 254 (143-NR 0.65 (0.47-0.89 .
234 NR :ZI.B—NRz 259 :1443—NR; 0.78 50.49-112} B Major Pathological Response
100~
307 NR (NR-NR) 254 {13.9-NR) 0.60 (0.40-0.90)
433 319 (21.8-NR)  26.2 (14.3-NR) 0.76 (0.54-1.06) 904
305 NR (NR-NR)  22.9 {13.9-NR) 0.62 (0.41-0.93) a 807
281 319 (31.9-NR)  NR{14.3-NR) 0.75 (0.49-1.14) 5 704
N 3 6 NR (21.8-NR)  24.5 {10.0-NR) 0.69 (0.27-1.62) =
South America 68 165 (13.0-NR)  11.0 {7.1-NR) 0.71 (0.33-1.53) 5 60~
Smoking statis © 5o Difference, 21.0 percentage points
rrent soker 190 NR (NR-NR) 143 (8.1-NR)  P—t—i 0.48 (0.28-0.80) o (95% Cl. 15.1-26 9)
Former smokes 443 NR (31.9-NR)  25.9 (19.5-NR) — 0.79 (0.57-1.10) o 40- Lo, X
Never smoked 107 NR (NR-NR)  24.5 {143-NR) : 0.76 (0.35-1.58) = | P<0.001 based on
Histologic features 5 g 10— interi Iysi
Squamous 360 NR (31.9-NR)  26.2 {13.0-NR) ——— 0.71 (0.49-1.03) S I Anatysis
Nonsquamous 375 NR (NR-NR] 254 (14.3-NR) — 0.69 (0.48-0.99) 20+ (N=402}
Disease stage H 104
[} 214 NR (NR-NR) 3Ll (25.4-NR) ———— 0.76 (0.43-1.34)
1A 338 NR (NR-NR) 195 {11.7-NR) 0.57 (0.39-0.83)
186 319 (11.7-NR) 189 (11.8-NR) 0.83 (0.52-1.32) Durvalumab Placebo
Lymph node station
N2 single 273 NR (NR-NR) 228 (12.6-NR) 0.61 (0.39-0.94) (h=366) {N=374)
N2 multi 74 31.9 (9.3-NR) 12.2 (7.2-NR) —_— 0.69 (0.33-1.38)
PD-L1 expression at baseline '
Tumor cell <i% 247 NR (14.9-NR)  20.6 {13.9-NR) |—o——-1 0.76 (0.49-1.17)
Tumor cell 1-49% 277 NR (31.9-NR) 254 {12.2-NR) ——— 0.70 (0.46-1.05)
Tumor cell =50% 216 NR (NR-NR) 262 {143-NR) —————y 0.60 (0.35-1.01)
Planned neoadjuvant platinum agent H
Cisplatin 196 NR (NR-NR} 311 {14.3-NR) ] 0.59 (0.35-1.00)
Carboplatin 544 NR(31.9-NR)  25.4 (14.3-NR) et 0.73 (0.54-0.98)
EGFR-mutation pasitive 51 30.8 (11.4-NR)  19.6 (14.3-NR) [ . 0.86 (0.35-2.19)

T
0.25

Survalumab Better

Placebo Better'




TABLE Summary of End Points of Phase lll Neoadjuvant or Perioperative Trials in Resectable Non-small Cell Lung Cancer

CheckMate 816 KEYNOTE-671 AEGEAN
Nivolumab Control Pembrolizumab Control Durvalumab Control
Variable (n=179) (n=179) (n = 397) (n = 400) (n = 400) (n = 402)
Completed neoadjuvant therapy 94 85 75 74 85 87
Underwent surgery 83 75 82 79 81 81
Minimally invasive surgery approach 30 22 NR NR 49 47
RO rate 83 78 92 84 95 N
Pathologic complete response rate 24 2 18 4 17 4
Major pathologic response rate 37 9 30 11 33 12
Completed adjuvant therapy NA NA 40 35 24 21
Ongoing adjuvant therapy NA NA 11 11 23 24
Discontinued adjuvant treatment NA NA 22 20 19 19
Did not receive any adjuvant treatment NA NA 27 33 34 37
2-year event-fee survival 64 45 62 4 63 52
2-year overall survival 83 71 512 64 NR NR




Perioperative Toripalimab Plus Chemotherapy for Patients With

Resectable Non—-Small Cell Lung Cancer - the Neotorch Randomized Clinical Trial

Stratification factors:
 llvslllAvsllIB
* Lobectomy vs pneumonectomy
* Non-sguamous Vs squamous
* PD-L1 TC expression:
e >1%vs < 1% or non-evaluable
ﬁNewa diagnosed \
resectable stage Il-llI
NSCLC
* EGFR/ALK wild type
* Biopsy tissue
available for

biomarker analysis
* Evaluable lesions

* Planned enrolment
N=500

Neoadjuvant

/ Toripalimab \
240mg
+

Chemotherapy

\_ Q3W 3cycles /
4 )

Placebo
+
Platinum-based
Chemotherapy

Platinum-based | *

k Q3W 3 cycles /

<XxIM@AXXCWV

—*  Platinum-based

Adjuvant

/ Toripalimab \
240mg
+

Chemotherapy

K Q3W 1 cycle /
4 )

Placebo
+
Platinum-based
Chemotherapy

Q3W 1 cycle
\ e

Maintenance

-

Toripalimab
240mg

Q3W upto 13

cycles

~

\_
-

\_

Placebo

Q3W up to 13
cycles

%
~

%




Table 2. Primary and Secondary Outcomes as of November 30, 2022

Toripalimab + chemotherapy Placebo + chemotherapy Between-group difference Hazard ratio

EFS

(n=202) (n=202) (95% C1)? (95% C1)® Pvalue
Primary outcomes®
Event-free survival, median (95% Cl), mo® NE (24.4-NE) 15.1(10.6-21.9) 0.40(0.28-0.57) <.001°
Major pathological response rate (95% Cl), %' 48.5 (41.4-55.6) 8.4(5.0-13.1) 40.2 (32.2-48.1) <.001¢
Secondary outcomes
Overall survival, median (95% C1), mo® NE (NE-NE) 30.4 (29.2-NE) 0.62(0.38-1.00) .05¢
Event-free survival, median (95% Cl), mo®"  NE (NE-NE) 15.5 (9.9-NE) 0.40(0.27-0.57) <.001°
Pathological complete response rate
(95% C1), %'
Assessed by blinded, independent 24.8(19.0-31.3) 1.0(0.1-3.5) 23.7(17.6-29.8) <.0019
pathological review
Assessed by local pathologists 28.2(22.1-35.0) 1.0(0.1-3.5) 27.2 (20.8-33.5) <.0019
Disease-free survival among patients (n=166) (n=148)
who underwent surgery,
median (95% Cl), mo®
Assessed by the independent review NE (NE-NE) 22.0(14.2-NE) 0.49(0.31-0.76) .001¢®
committee
Assessed by the investigators NE (22.0-NE) 19.3 (12.9-NE) 0.50(0.33-0.76) <.001°
Tumor response rate after receiving
neoadjuvant treatment, % (95% Cl)'
Objective response’ 64.4 (57.3-71.0) 32.7(26.3-39.6) 31.5(22.2-40.9) <.0017
Disease control’ 93.6(89.2-96.5) 83.2(77.3-88.1) 8.5(3.0-14.0) .002¢

Event-free survival, % of patients

No. at risk
Toripalimab
Placebo

100

80

60

404
20+ Toripalimab
~— Placebo
HR, 0.40 (95% (1, 0.28-0.57)
0 . :
4] 6 12 18 24
Follow-up, mo
202 156 116 66 23
202 139 86 43 15

Shun Lu et al. Perioperative Toripalimab Plus Chemotherapy for Patients
With Resectable Non—Small Cell Lung Cancer JAMA.2024;331(3):201-211




Subgroup analysis of EFS

Number of Events / Patients

Subgroup
Overall
Age

<65

> 65

Sex

No
ECOG
0
1
Histological type _ :
Squamous cell carcinoma
PD-L1 cxpression,
_Not evaluable
Tumor cell < 1%
1% < Tumor cell < 49%
Tumor cell = 50%6
Discasc stage
A
HiB

477202

33/140
14/62

42/ 181
5721

397174
8/28

20/ 70
271/ 132

12/45
35/ 157

4/18
15/ 51
17/69
11/64

34/ 136
13/65

Toripalimab Placebo

97 /202

66/ 138
31764

91 /189
6/13

88/ 181

9/21

38/73
39/129

21 /45
76/ 157

7/16
25/54
38/ 68
27/64

65/ 136
31/64

Subgroup Interaction
Hazard Ratio (95% CT) P value P value
0.40 (0.28, 0.57) —_— <0.001
0.57

0.41 (0.27. 0.62) e : <0.001
0.34 (0.18. 0.63) . ‘ 0.005

| 0.54
0.38 (0,26, 0.54) —— : <0.00]
0.54 (0.15. 1.80) - « 030

0.48
0.37 (0.25, 0.54) e — <0.001
0.52 (0.19, 1.36) . : 0.17

i 0.61
0.44 (0.25, 0.74) " . 0.002
0.36 (0.23, 0.57) . . i <0001

1 0.29
0.54 (0,26, 1.08) - 0,08
0.35 (0.23, 0.52 e <0.001

i 0.61
0.44(0.11, 1.45) < : ‘ 0.18
0.65 (0.33. 1.23) . 0.19
0.31(0.17,0.54) -> 4 <0.001
0.31(0.15,0.60) . . <0.001

i 0.31
0.44 (0.29. 0.66) e <0.001
0.30 (0.15, 0.56) . : <0.001

I I 1 | 1
0.125 0.25 0.5 1 2
- Toripalimab Better Placebo Better

Shun Lu et al. Perioperative Toripalimab Plus Chemotherapy for Patients
With Resectable Non—Small Cell Lung Cancer JAMA.2024;331(3):201-211



EFS in MPR subgroups OS

100 T—bedi— 4

B . 100

\— . HR, 0.24 (95% C1, 0.13-0.45)
< L L for toripalimab comparison
g H . 2 g0
L] : . L]
5 -
2 60- = ey S eoA
= L\ B T HR, 0.22 (95% C1, 0.07-0.71) a2
= L for placebo comparison )
c ‘ﬁ_‘\_\_\ L bl Ll =
o 40 - = 40-
: , ; - 5
v Toripalimab with MPR i
O Toripalimab without MPR z .
g 20 Placebo with MPR & Tobelimab
u-' J

Placebo without MPR Placebo HR, 0.62 (95% C1, 0.38-1.00)
0 ' . ' 0 :
0 6 12 18 24 0 6 12 18 24
Follow-up, mo Follow-up, mo

MPR rate —48.5% in ICl + CT vs
8.4% in CT arm

PCR rate —24.8% in ICI + CT vs 1%

in CT arm Shun Lu et al. Perioperative Toripalimab Plus Chemotherapy for Patients
With Resectable Non—Small Cell Lung Cancer JAMA.2024;331(3):201-211



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Perioperative Nivolumab
in Resectable Lung Cancer CheckMate 77T

T. Cascone, M.M. Awad, ).D. Spicer, J. He, S. Lu, B. Sepesi, F. Tanaka, J.M. Taube,
R. Cornelissen, L. Havel,* N. Karaseva, J. Kuzdzal, L.B. Petruzelka, L. Wu,

* Phase 3, double-blind, RCT that evaluated neoadjuvant nivolumab plus CT f/b
adjuvant nivolumab (i.e., perioperative nivolumab) as compared with
neoadjuvant placebo plus chemotherapy f/b adjuvant placebo in patients with

resectable NSCLC (stage IIA —11IB)

T. Cascone et al. Perioperative Nivolumab in Resectable Lung CancerN
Engl J Med 2024;390:1756-69.



ﬁey Eligibility \

* Resectable, stage

IA (>4cm) — 111B
(N2) NSCLC (8th
ed)

* No prior systemic
anti-cancer Rx

e ECOGPSO0-1

* No EGFR

mutation/ ALK
\ alterations /
Stratification factors

Histology (NSQ vs SQ)
Disease stage (Il vs lll)

Tumor PD-L1¢ (=1% vs <1% vs not

N=461

evaluable/indeterminate)

Nivolumab

360mg S
Q3W + chemo : .urgery
Q3W (within 6 weeks)
(4 cycles)
Radiologic
restaging

Placebo Q3W

+ chemo Q3W surgery
(4 cycles) (within 6 weeks)

Primary endpoint — EFS
Secondary endpoints — pCR, MPR, OS, safety

Exploratory analysis — EFS by pCR/MPR, EFS by
adjuvant T/t

Nivolumab
480mg

Q4W
(1 year)

Follow-up
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& , P 592 T e i Nivolumab progression or death,
8 404 ! 1 (52.2-65.6) ! 500 R _ 0.58 (97.36% Cl, 0.42-0.81)
= ' . 1(42.9-56.7) bt i P<0.001
S 30- { : : & Chemotherapy
Q | 1 |
e 204 : |
10- E : l
| | |
0 1 i 1 l| 1 f 1 l 1 | T 1 T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Months
No. at Risk
Nivolumab 229 208 173 157 141 134 115 89 69 46 20 7 4 2 0
Chemotherapy 232 204 165 138 118 106 78 59 44 29 19 10 6 1 0

T. Cascone et al. Perioperative Nivolumab in Resectable Lung CancerN
Engl J Med 2024;390:1756-69.



B Subgroup Analyses for Event-free Survival

No. of
Subgroup Patients
Oversll 461
Age
<65 yr 202
=65 yr 259
Sex
Male 327
Female 134
Geographic region
North America 44
Europe 250
Asia 115
ECOG performance-status score
0 288
1 173
Baseline disease stage
Il 162
I 297
Node stage
[ ALY 167
N1 108
N2 182
Single-station 112
Multistation 69
Turnor histology
Squamous 234
Nonsquamous 227
Smoking status
Current or former smoker 417
Never smoked 4
Tumor PD-L1 expression
<1% 186
=1% 256
1-49% 159
=50% 97
Neoadjuvant platinum chemotherapy
Cisplatin &7
Carboplatin 347

Median Event-free Survival

Nivolumab
(N=229)

NR (28.5-NR)

NR (24.4-NR)
NR (28.9-NR)

NR (28.9-NR)
30.2 (19.7-NR)

30.2 (7.9-NR)
NR (27.0-NR)
NR {24.2-NR)

NR (27.0-NR)
29.0 (22.6-NR)

NR (22.6-NR)
30.2 (26.9-NR)

NR (24.2-NR)
NR (24.4-NR)
30.2 (26.9-NR)
30.2 (18.2-NR)
NR (13.2-NR)

NR (NR-NR)
28.9 (21.4-NR)

NR (29.0-NR)
19.7 (3.7-NR}

29.0 (21.4-NR)
NR (28.9-NR)
30.2 (20.0-NR)
NR (NR-NR)

27.0 (21.3-NR)
NR (29.0-NR)

Chemotherapy
(N=232)

mo

18.4 (13.6-28.1)

16.7 (11.0-28.2)
20.1 {11.2-NR)

16.7 (10.2-NR)
18.8 (14.7-35.1)

9.4 (6.2-22.0)
23.7 (15.1-NR)
13.9 (8.1-NR)

20.1 (12.6-NR)
17.3 (10.6-35.1)

NR (24.2-NR)
13.4 (9.8-17.7)

NR (15.8-NR)
28.1 (17.0-NR)
10.0 (8.1-15.1)
10.0 (6.5-18.4)
10.0 (8.0-18.8)

17.0 (10.2-NR)
18.4 (13.6-28.1)

17.0 (11.4-28.1)
25.0 (13.9-NR)

19.8 (13.9-NR)
15.8 (9.3-35.1)
28.1 (11.0-NR)

8.0 (6.3-23.7)

15.8 (8.8-28.1)
17.3 (12.6-35.1)

(95% Cl)

——

13 A ]
0250  0.500

? T
1000 2.000

Nivolumab

Chemotherapy
Better Better

Unstratified Hazard Ratio for Disease Progression or Death

0.59 (0.44-0.79)

0.55 (0.36-0.85)
0.61 (0.41-0.91)

0.53 (0.37-0.75)
0.71 (0.41-1.20)

0.59 (0.25-1.38)
0.61 (0.40-0.92)
0.47 (0.26-0.86)

057 (0.39-0.83)
0.61 (0.39-0.97)

0.81 (0.46-1.43)
051 (0.36-0.72)

0.80 (0.48-1.32)
0.58 (0.29-1.16)
0.46 (0.30-0.70)
0.49 (0.29-0.84)
0.43 (0.21-0.88)

0.46 (0.30-0.72)
0.72 (0.49-1.07)

0.54 (0.40-0.74)
132 (0.54-3.20)

0.73 (0.47-1.15)
052 (0.35-0.78)
0.76 (0.46-1.25)
0.26 (0.12-0.55)

0.61 (0.35-1.08)
0.53 (0.37-0.75)

1
4.000

A Pathological Complete Response

100~
90~
80
70-
60-
50-
40-
30-
20
10
0-

Percentage of Patients

Odds ratio, 6.64 (95% Cl, 3.40-12.97)

Difference, 20.5
(95% Cl, 14.3-26.6)

25.3
(58/229)
4.7
(11/232)
Nivolumab Chemotherapy

B Major Pathological Response

100+

90~

% 80—
,g 70-
ég 60-
o 50-
g 40
5 30-
a 20
10+

0_

Odds ratio, 4.01 (95% Cl, 2.48-6.49)

I Difference, 23.2
354 (95% C1, 15.8-30.6)

(81/229)

12.1
(28/232)

Nivolumab C-hemotherapy




Immunotherapy in adjuvant

setting




Adjuvant atezolizumab after adjuvant chemotherapy in
resected stage IB-1l11A non-small-cell lung cancer
(IMpower010): a randomised, multicentre, open-label,

phase 3 trial

Enriqueta Felip, Nasser Altorki, Caicun Zhou, Tibor Csészi, thor Vynnychenko, Oleksandr Goloborodko, Alexander Luft, Andrey Akopov,
Alex Martinez-Marti, Hirotsugu Kenmotsu, Yuh-Min Chen, Antonio Chella, Shunichi Sugawara, David Voong, Fan Wu, Jing Yi, Yu Deng,
Mark McCleland, Elizabeth Bennett, Barbara Gitlitz, Heather Wakelee, for the IMpower010 Investigators™

Completely resected
stage IB-1IIA NSCLC

* ECOGO-1

* Lobectomy/pneumon
ectomy

e Tumor tissue for PD-
L1 analysis

Cisplatin +
pemetrexed,
gemcitabine,
docetaxel or
vinorelbine

1-4 cycles

N =1280

N =507

Atezolizumab 1200 mg
q3w
16 cycles

Survival f/up

N =498

Enriqueta Felip et al.Adjuvant atezolizumab after adjuvant chemotherapy
in resected stage IB—IlIA non-small-cell lung cancer, Lancet 2021;



Adjuvant atezolizumab after adjuvant chemotherapy in
resected stage IB-111A non-small-cell lung cancer

(IMPOMed, multicentre, open-label,
phase/ Stratification factors

Enrigueta Felij
Alex Martinez
Mark McClelas

Male/Female
Stage (IB vs Il vs 111A)

hnychenko, Oleksandr Goloborodko, Alexander Luft, Andrey Akopov,
nio Chella, Shunichi Sugawara, David Voong, Fan Wu, Jing Yi, Yu Deng,
elee, for the IMpower010 Investigators™

N =507

* Histology
* PD-L1 tumor
Comple&j\?xpression status
stage IB-IIIA'NSCLC
« ECOGO-1
* Lobectomy/pneumon
ectomy
e Tumor tissue for PD-
L1 analysis

Atezolizumab 1200 mg
q3w
16 cycles

Cisplatin +
pemetrexed,
gemcitabine,

docetaxel or
vinorelbine
1-4 cycles

Survival f/up

N =1280
N =498

Enriqueta Felip et al.Adjuvant atezolizumab after adjuvant chemotherapy
in resected stage IB—-IIIA non-small-cell lung cancer, Lancet 2021;



Adjuvant atezolizumab after adjuvant chemotherapy in
resected stage IB-IlIA non-small-cell lung cancer

(IMpower010): a randomised ——— label,
Primary endpoints ﬁ\ / e ey \

phase 3 trial

Enriqueta Felip, Nasser Altorki, Caicun Zhou, Tibor Csdszi, hor Vy Investigator-assessed DFS drey Akopo
Alex Martinez-Marti, Hirotsugu Kenmotsu, Yuh-Min Chen, Antor
Mark McCleland, Elizabeth Bennett, Barbara Gitlitz, Heather Wak

Completely resected

stage IB-1IIA NSCLC

e ECOGO-1

* Lobectomy/pneumon
ectomy

e Tumor tissue for PD-
L1 analysis

endpoints

tested hierarchically 19 Yi, Yu Der

* PD-L1TC2= 1% stage Il-
VR e OSinITT population

I11A population
o -I * DFSinPD-L1TC 2 50%
* All randomized stage II- e ILI1IA "
IIA population stage lI-llIA population

e 3-yand 5-yDFSinall 3
populations

e |TT population (stage
IB-111A)
g

N = 1005

docetaxel or
vinorelbine
1-4 cycles

Su rvivak\

N =1280

N =498

Enriqueta Felip et al.Adjuvant atezolizumab after adjuvant chemotherapy
in resected stage IB—-IIIA non-small-cell lung cancer, Lancet 2021;



DFS in PD-L1 21 %, stage Il - IlIA

If DFS in PD-L1 21 % TC is positive

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

DFS in stage Il - llIA

If DFS in stage II-lllIA is positive

DFS in ITT (all randomized patients with
stage IB — IlIA)

If DFS in stage IB-IlIA is positive

Enriqueta Felip et al.Adjuvant atezolizumab after adjuvant chemotherapy
in resected stage IB—-IIIA non-small-cell lung cancer, Lancet 2021;



DFS in PD-L1 21 % by SP263, stage Il - IlIA

If DFS in PD-L1 21 % TC

—

— __

Improved DFS vs BSC in patients with PD-
L1 >1%, stage II-IlIA

DFS in stage Il - llIA

If DFS in stage lI-IlIA i

DFS in ITT (all randomized patients with
stage IB — IlIA)

If DFS in stage IB-IlIA

-
___

Improved DFS vs BSC in all randomized
stage II-IlIA population

—

/ S

MN— / B
Not statistically significant

T

-

Enriqueta Felip et al.Adjuvant atezolizumab after adjuvant chemotherapy
in resected stage IB—-IIIA non-small-cell lung cancer, Lancet 2021;



PD-L1 TC 21% stage lIA-IlIIA All randomized stage IIA-IlIIA ITT (randomized stage IB-1lIA)

population population population
A B ¢
10— sesokrurrad median NE 2354 030 1 morthe 1) wo 1004 texsinrab medias KE (955 0 36 merths to NE)
i T :t‘h.':;\:ﬂl.! L .1.i 3 (12 :;!'u:;((‘n.’r‘.‘(i\? nadan T;Tlr'b _‘1151315::&,
l'\ .S - Steaifed hazard ratio 0661355 0 050-0.88) p=3003% \‘»_.‘_ Sttt fed hevad ratier 081 1568 (10 679981 =020
: — Meviueh
— Best wpponte: G
é § » 5 4 1 I » 3 ¥ N g £ 3 9 . q ! c ,T y }T % g & .T_ T} 4 : g 1 3 1 M Y B 5 L 8§ £ 9 3
E.‘. Ll
Atezolizumab Atezolizumab Atezolizumab B8SC
(n=248) (n=442) (n=507) (n=498)
Median DFS NE 353 Median DFS 423 353 Median DFS NE 37.2
(95% CI), mo (36.1, NE) (29.0, NE) (95% Cl), mo (36.0, NE) (304, 46 4) (95% CI), mo (36.1, NE) (31.6, NE)
Stratified HR (95% ClI) 0.66 (0.50, 0.88) Stratified HR (95% CI) 0.79 (0.64, 0.96) Stratified HR (95% CI) 0.81 (0.67, 0.99)
P value® 0.004¢ P value 0.02¢ P value® 0.04¢

Enriqueta Felip et al.Adjuvant atezolizumab after adjuvant chemotherapy
in resected stage IB—IlIA non-small-cell lung cancer, Lancet 2021;



DFS and OS in the stage II-llIA PD-L1 TC 250% population

100 100 -
80 80 -
60 - 60 -
s 2
[ 73
: ; 8
40 | Atezolizumab BSC | ' ' 40 - Atezolizumab BSC ;
(n=115) (n=114) ; | (n=115) (n=114) ; L
DFS event, n (%) 38 (33.0) 62 (54.4) | 0S event, n (%) 24 (20.9) 43 (31.7) '
Median DFS, months NE 41.1 | Median OS, months NE 87.1
201 | Unstratified HR 0.48 ! 20 | Unstratified HR 0.47
(95% CI) (0.32,0.72) | (95% Cl) (0.28,0.77)
3-year DFS 749 53.2 ! 3.year OS | 891 778
; 5.year DFS 65.1 445 § 3 5-year OS | 827 65.3
T T 1 T T T T T T T ; T T T T T T T T T T T T T ] T « I T T T T
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
Months Months
No. at risk No. at risk
Atezolizumab 115 108 99 97 92 8 79 70 66 63 51 30 20 4 2 1 Atezolizumab 115 113 112 110 107 104 98 95 92 8 85 67 45 21 7 1
BSC 114 93 80 70 66 63 56 50 47 44 36 24 10 2 2 NE BSC 114 108 105 99 92 8 8 76 73 68 65 51 34 15 4 2

Enriqueta Felip et al.Adjuvant atezolizumab after adjuvant chemotherapy
in resected stage IB—-IIIA non-small-cell lung cancer, Lancet 2021;



DFS and OS in the stage lI-lIlIA PD-L1 TC 250% population

100

80 -

100 -

60 -
*
(2] . . .
& Improvement in DFS in stage Il to llIIA patients was
40 - Atezolizumab . . . . .
(n=115) primarily driven by patients with tumor PD-L1
DFS event, n (%) 38 (33.0) o o
Median DFS, months expression 50% (HR, 0.48 vs 0.87 in PD-L1
20 o
e a0 expression >50% vs 1%-49% )
3-.year DFS 74.9
; 5.year DFS 65.1 | 5-year 0S
0 6 12 1B 24 0 3% 4 48 54 60 66 72 78 8 0 6 12 18 20 0 % 42 48 5 6
Months Months
No. at risk No. at risk
Atezolizumab 115 108 99 97 92 85 79 70 66 63 51 30 20 4 2 1 Atezolizumab 115 113 112 110 107 104 98 95 92 88 85
BSC 114 93 80 70 66 63 56 50 47 44 36 24 10 2 2 NE BSC 114 108 105 99 92 85 83 76 73 68 65

T
66

67
51

T
72

45
34

T
78

21
15




Pembrolizumab versus placebo as adjuvant therapy for
completely resected stage IB-1IIA non-small-cell lung cancer
(PEARLS/KEYNOTE-091): an interim analysis of

a randomised, triple-blind, phase 3 trial

Mary O’Brien*, Luis Paz-Ares*, Sandrine Marreaud, Urania Dafni, Kersti Oselin, Libor Havel, Emilio Esteban, Dolores Isla, Alex Martinez-Marti,
Martin Faehling, Masahiro Tsuboi, Jong-Seok Lee, Kazuhiko Nakagawa, Jing Yang, Ayman Samkari, Steven M Keller, Murielle Mauer, Nitish Jha,
Rolf Stahel, Benjamin Besset, Solange Peterst, on behalf of the EORTC-1416-LCG/ETOP 8-15 - PEARLS/KEYNOTE-091 Investigators+

/Eligibility for \ /Eligibility for \ Pembrolizumab 200mg
registration randomization q3w for < 18 cycles (1yr)
e Confirmed stage IB — * No evidence of
1A NSCLC > disease
* RO resection * ECOGPSOori1
* Provision of tumor e Adjuvant chemo <4 Placebo q3w for < 18

K tissue for PD-L1 / K cycles / cycles (1yr)

Mary O’Brian et al. Pembrolizumab versus placebo as adjuvant therapy for
completely resected IB—IIIA non-small-cell lung cancer, Lancet Oncol 2022;
23:1274-86



Pembrolizumab versus placebo as adjuvant therapy for
completely resected stage IB-1IIA non-small-cell lung cancer
(PEARLS/KEYNOTE-091): an interim analysis of

d l’/ Stratification factors \bhndr

Mary
Marti
Rolf S

* Disease stage (IB vs Il vs
lHIA)

 PD-L1TPS (<1% vs 1-49%
vs 2 50%)

* Adjuvant chemo - yes/no

* Geographicregion (Asia vs
Eastern Europe vs Western

(¢

r

K tissue for PD-L1

gb\ Europe vs rest of world) /

Confirmed stage IB -

-

{

"

Primary end points

h trial
phase 3 rla\

DFS in overall population

DFS in PD-L1 2 50%

1 >50%, and 21%

/Eligibility for

randomization

* No evidence of
disease

v

I11A NSCLC
RO resection
Provision of tumor

)

e ECOGPSOor1l
e Adjuvant chemo <4

k cycles

™

)

/ Secondary end points \

 DFSinPD-L121%
e OSinthe overall, PD-L1

* Lung cancer specific
survival in overall

population

& Safety

jOOmg
cles (1yr)

Placebo q3w for < 18
cycles (1yr)

Mary O’Brian et al. Pembrolizumab versus placebo as adjuvant therapy for
completely resected IB—IIIA non-small-cell lung cancer, Lancet Oncol 2022;

23:1274-86



Median age, y (range)
Male, n (%)
Geographic location
Asia, n (%)
Eastern Europe, n (%)
Westemn Europe, n (%)
Rest of world, n (%)
ECOGPS1,n (%)
Current/former smoker, n (%)
EGFR mutation,” n (%)
ALK translocation® n (%)

Pembrolizumab

(n=590)
65 (31-87)
401(68.0)

106 (18.0)
116 (19.7)
303 (51.4)
65 (11.0)
210 (35.6)
503 (85.3)
39 (6.6)
7012)

Placebo
(n=587)

65 (37-85)
403 (68.7)

105 (17.9)
113(19.3)
301(513)
68 (11.6)
244 (41.6)
521(88.8)
34(58)
7(12)

Pembrolizumab Placebo

(n=590) (n=3587)

Nonsquamous histology, n (%) 398 (67.5) 363 (61.8)
Pathologic stage*
1B, n (%) 84(142) 85 (14.5)
I, n (%) 329(55.8) 338 (57.6)
A, n (%) 177 (30.0) 162 (27.6)
Received adjuvant chemotherapy
—Yes %) 0618585641859
No, n (%) 84 (142) 83 (14.1)
PD-L1TPS
<1%, n (%) 233(39.5) 232(39.5)
1%-49%, n (%) 189 (32.0) 190 (324)
250%, n (%) 168 (28.9) 165(28.1)

Time since randomisation (months)

100 ; —— Pembrolizumab group
90— 67%! Placebo group
~ 804 (63-71): 585 Hazard ratio 0-76
= i ' (95% C1 0-63-0-91);
S p=0-0014
2 60~ N
g 3N (55-63); o i
g 7 | (45-55) !
g 39
a 204
104
0 1 1 1 ; ] ! ] ! I I 1
0 6 12 18 24 30 36 42 48 54 60 66
Time since randomisation (months)
< : : Hazard ratio 0-82
" 68% ! ' (95% C10-57-1-18); p=0-14
i (60-75) | 66%.;
(58-73) !
— °\° ) '
IR 67% | .
A (59-74) | 58% |
= (48-66) !
—A0 !
o
= B
2
[a]
T T T ]' T ; 1 1 T 1 I
(0] 6 12 18 24 30 36 42 48 54 60 66

Mary O’Brian et al. Pembrolizumab versus placebo as adjuvant therapy for
completely resected IB—IIIA non-small-cell lung cancer, Lancet Oncol 2022;

23:1274-86




50

Age, years
<65 94/285 119/273 ——
=65 118/305 141/314 +—
Sex
Female 71/189 87/184 -]
Male 141/401 173/403 ——
Geographical region
Asia 44/106 52105 .
Eastern Europe 42/116 48/113 —— 1
Western Europe 109/303 136/301 R
Rest of the world 17/65 2468 —_—
Race
White 156/450 192/455 ——
All otherst 49/118 58/113 R S
ECOG performance status score
0 138/380 150/343 ——
1 741210 110/244 I N
Smoking status
Current 15175 38/90 —
Former 155/428 185/431 ——
Never 42/87 37/66 ——1
Disease stage
1B 2184 25/85 —_——
[ 102/329 144/338 ——
1A 89/177 89/162 ——
—Received adjuvant chemotherapy
No 35/84 29/83 —
Yes 177/506 231/504 ——
Histology
Non-squamous 146/398 184/363 ——
Squamous 66/192 76/224 ——
PD-L1TPS
<1% 89/233 106/232 ——
1-49% 69/189 91190 ——
250% 54/168 63/165 ——1—
EGFR mutation
No 84/218 102{216 ——+
Yes 1839 2234 ——
Unknown 110/333 136/337 ——
Overall population 212/590 260/587 &
OTZ O!S 10 2-I 0 :
Favours pembrolizumab  Favours placebo

073 (0:56-0.96)
0-84 (0-66-1-07)

073 (0-54-1-00)
0-81(0-65-1.01)

074 (0-49-1-10)
0-84(056-1.27)
077 (0-60-1-00)
074 (0-40-1.39)

0-82 (0-66-1.01)
071{(0-48-1-04)

078 (0-62-0-99)
079(0-59-1.06)

0-42(0-23-077)
0-84(0-68-1.04)
072(0-47-113)

076 (0-43-1.37)
070 (0-55-0-91)
0.92 (0-69-1.24)

1.25 (0-76-2.05)
073 (0-60-0-89)

067 (054-0-83)
1.04(075-145)

078 (0:58-1.03)*
0-67 (0-48-0-92)*
0-82 (0.57-1-18)*

078(0-59-1.05)
0-44 (0-23-0-84)
0-82 (0-63-1.05)
0-76 (0-63-0-91)"

Overall survival {%)

B9%
1(86-91) P82%

904
80+ 88% : z
704 |(85-90) | 80% T
: 1(76-84)
60 j :
501 5 i
40 e :
30+ | —— Pembrolizumab group
20+ i — Placebo group
i ‘ Hazard ratio 0-87 (95% C10-67-1-15);
10— ; 5 p___017
0 T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72

Time since randomisation {(months)

Mary O’Brian et al. Pembrolizumab versus placebo as adjuvant therapy for
completely resected IB—IIIA non-small-cell lung cancer, Lancet Oncol 2022;

23:1274-86




Agent
Comparator(s)e

Study

Population

Efficacy

Pembrolizumab*

Placebo

PEARLS/KEYNOTE-091
NCT02504372

Resected stage IB (T 24 cm) to llIA
NSCLC (N=1,010)

Median FU: 37.4 months

Pembrolizumab (n=506)
mDFS: 58.7 months
Placebo group (n=504)
mDFS: 34.9 months

Atezolizumab?

Best supportive care*

IMpower010
NCT02486718

Resected stage IB (T 24 cm) to llIA
NSCLC (N=1,005)

Median FU: 32.8 months

Atezolizumab (n=507)
mDFS: NE
BSC (n=498)
mDFS: 35.3 months
(stage II-IIA NSCLC and PD-L1 21%)

IMpower010
>5-year follow-up data®

Median FU: 65.0 months

Atezolizumab (n=248)
mDFS: 68.5 months
BSC (n=228)
mDFS: 37.3 months
(stage II-IIA NSCLC and PD-L1 21%)
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Overview of Key Immunotherapy Strategies and Trials

CheckMate -816°

KEYNOTE-671°%

CheckMate -77T7 RATIONALE-3158%

Timing Adjuvant
Size 1,005

Agent /O ey

Cycles, N

Inclusion resecied

n

Stage 1B+, %

Primary endpoint -5 hierarchica

Chemotherapy Cisplat

EGFVALK ncluded (15%

-
rese
A vy

Neoadjuvant
358

Nivolumab
(PD-1)

3

Resectable 1B
(>4 cm}-IlIA (7th)

36 /64

PCR, EFS

Platinum doublet

No documented
mutation, WT: Asia

Perioperativ

(41]

~

(o LV s

Durvalumab
(PD-L1)

Resectable II-11IB

(8th) by
lobectomy

No documented
mutation

Toripalimab
(PD-1)

Resectable |I-11B
(8th)

Pembrolizumab

——
=lay

ol ¥ ]

ath )
30/70

ispiatin doublet

Included (7%

Pernoperative

Nivolumab Tislelizumab
(PD-1) (PD-1)

(»))
b
)

Resectable li-11IB/ Resectable |-IA
(8th) (8th)
35/65 41/59

EFS EFS, MPR
Platinum double Piatinum double
No EGFR
no documented WT

ALK

Felipe E et al. Lancet. 2021;398:1344-1357
O’Brian et al. Lancet Onc. 2022,23
Wakelee H et al. NEJM. 2023




3 vs 4 cycles

50 -
2 40 - pCR
o 30 - 24 24.8 253 Pathologic Complete Response
%_ 20 - 17.2 18.1 (No Viable Tumour at Resection)

0 -

CheckMate -816  AEGEAN Neotorch ~ KEYNOTE-671 CheckMate -77T
60 -
48.5

. | MPR

Major Pathologic Response
(10% Viable Tumour at Resection)

MPR, %

CheckMate -816  AEGEAN Neotorch KEYNOTE-671 CheckMate -77T

Felipe E et al. Lancet. 2021;398:1344-1357
O’Brian et al. Lancet Onc. 2022,23
Wakelee H et al. NEJM. 2023



Understanding Evidence: 2-Year EFS/DFS Results'-’

— Adjuvant Neoadjuvant Perioperative

90 A HR = 0.81
80 A

HR =0.76 HR =0.68 HR = 0.68 HR =040 HR =0.58 HR = 0.58

714 70

60 - 29
50 A
40 A
30 A
20 -
10 A

2-Year EFS/IDFS, %

IMpower010 KEYNOTE-091 CheckMate -816  AEGEAN Neotorch KEYNOTE-671 CheckMate -77T

Felipe E et al. Lancet. 2021;398:1344-1357
O’Brian et al. Lancet Onc. 2022,23
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Understanding Evidence: 3-Year OS Results’-
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3-Year OS, %

Adjuvant

HR =042
89.1 (95% Cl: 0.23-0.78)

77.5

Neoadjuvant Perioperative
HR = 0.62 HR=0.72
(99.34% Cl: 0.36-1.05) (95% CI: 0.56-0.93)
P=.012 P =.005
78

IMpower010°

CheckMate -816

KEYNOTE-671

Felipe E et al. Lancet. 2021;398:1344-1357
Wakelee H et al. NEJM. 2023



Adverse events

AEGEAN -

Durva vs

PEARLS -
Pembro vs

KEYNOTEG67
1 - Pembro
vs placebo
Any Rx related adverse 96 vs 95
event
Rx-related adv events 12.6vs 5.3
leading to
discontinuation of Rx
Immune-mediated 25.3vs 10.5
adverse events
Grade 3-5 adverse 449 vs 37.3

events

placebo
96.5 vs 94.7

12 vs 6

23.7vs 9.3

32.4vs 32.9

NEOTORCH | CHECKMAT | IMPOWER
—Toripavs | E77T- 010 - Atezo
placebo Nivovs CT | vs BSC
99.5vs98.5 96.5vs94.7 93vs71
94vs 7.4 12 vs 6 18 vs -
42.1vs 22.8 34.2vs 8 52vs9
63.4 vs 54 32.5vs 25.2 24 vs 13

placebo
96 vs 91

20vs 6

39vs 13

34 vs 26



Adverse events

Trial (NCT#) Adverse events (ICl vs. placebo) Patients who completed
surgery (ICl vs. placebo)

Total Neoadjuvant Adjuvant  ICI
mediated
IMpower010 93% vs. N/A 93% vs. 52% vs. 9%  100% vs. 100%
(NCT02486718) 71% 71%
KEYNOTE 091/PEARLS 96%vs. N/A 96% vs. 39% vs. 100% vs. 100%
(NCT02504372) 91% 91% 13%
CheckMate 816 92.6% vs. 92.6% vs. 97.2% N/A 20% vs. 1% | 83.2% vs. 75.4%
(NCT02998528) 97.2%
KEYNOTE 671 96.7% vs. 95.7% vs. 93.7% 54.5%vs.  25.3% vs. 82.1% vs. 79.4%
Any Rx related adverse (ncT03425643) 95% (neoadjuvant + surgery  31.8% 10.5%
event phase)
AEGEAN (NCT03800134) 96.5% vs. 91.0% vs. 89.2% Unknown  23.7% vs. 77.6% vs. 76.7%
Rx-related adv events 94.7% 9.3%
leading to CheckMate 77T 97.4% vs. 94.7% vs. 96.1% 87.3%vs.  35.2% vs. 77.7% vs. 76.7%
. : : (NCT04025879) 97.8% 79.6% 7.8%
discontinuation of Rx
Immune-mediated 25.3vs10.5 23.7vs9.3 42.1vs22.8 34.2vs8 52vs9 39vs 13
adverse events
Grade 3-5 adverse 449vs37.3 32.4vs32.9 63.4vs54 32.5vs 25.2 24 vs 13 34 vs 26

events



CheckMate 816

CheckMate 77T

Nivolumab Chemotherapy
Outcomes (N=229)* (N=232)
Underwent definitive surgery — no. (%) 178 (77.7) 178 (76.7)
Cancelled definitive surgery — no. (%) 46 (20.1) 50 (21.6)
__Disease progression 13 (5.7) 22 (9.5)
Patient refusal 11 (4.8) 8 (3.4)
| _—Surgeon decision 8(35) 6 (2.6)
Adverse event 7(3.1) 4(1.7)
Other 7(3.1) 10 (4.3)
Abandoned definitive surgery — no. (%) 3(1.3) 4(1.7)
Delayed definitive surgery — no. (%) 36 (15.7) 33 (14.2)
Logistical issue 8 (3.5) 11 (4.7)
Adverse event 8 (3.5) 7 (3.0)
Patient decision 4(1.7) 3(1.3)
Other 12 (5.2) 10 (4.3)

Nivolumab plus
Chemotherapy Chemotherapy
(N=179) (N=179)
Patients with definitive surgery* — no. (%) 149 (832) 135 (75.4)
Time from last neoadjuvant dose to definitive surgery — wk
Median (IQR) 53(4.6-6.0) 50(4.6-5.9)
Patients with cancelled definitive surgery — no. (%) 28 (15.6) 37(20.7)
Disease progression 12 (6.7) 17 (8.5)
Adverse event 2(11) 1(0.6)
Other” 1478 19 (106}
AEGEAN
Durvalumab arm Placebo arm
(N=400) (N=402)
Patients who underwent surgery’, n (%) 324 (81.0) 327 (81.3)
Patients who did not undergo surgery’, n (%) 76 (15.0) 75(18.7)
Disease progression 27 (6.8} 30(7.5)
Unfit for surgery* 15(3.8) 10(2.5)
Patient decision 12 (3.0) 17 (4.2)
Death g(2.3) 2{0.5)
Adverse event 7(1.8) 5(1.2}
Surgical resection with curative intent 2(0.5) 6 (1.5}
performed outside of the protocol
Investigator decision 2(0.5) 2{05)
Other/missing 2(0.5) 3(0.7)

Keynote 671

Pembrolizumab Group

Slacebo Group

(N = 397) (N = 400)
no. (%)

No in-study surgery 71(17.9) 82 (20.5)
Adverse event 25 (6.3) 17 (4.2)
Clinical progression” T1(0.3) T(0.2)
Local progression preventing surgery 0 6 (1.5)
New non-study anticancer therapy 0 1(0.2)
Participant refusal 4 (1.0) 3(0.8)
Physician decision 16 (4.0 20 (5.0)
Progressive diseaset 15 (3.8 26 (6.5)

~Withdrawal of consent 10 (2.5 8 (2.0)




Neoadjuvant/Perioperative Trials

Phase |l

Forde et al.

Shu et al. [ Atezolizumab + Chemo x 4 cycles |

LCMC3 | Atezolizumab x 2 doses |

NEOSTAR =

NADIM

NADIM I

SAKK 16/14

Altorki et al.

Phase Il

CheckMste 816

KEYNOTE-671 Pembrolizumab x 1 year

AEGEAN Durvalumab x 1 year

NEOTORCH Chemo x 1 cycle Toripalimab x 1 year

CheckMate 77T Nivolumab x 1 year
Adjuvant Trials

IMpower010 [ 3|

PEARLS



Systematic review and meta-analysis of immune checkpoint inhibitors as
single agent or in combination with chemotherapy in early-stage non-small
cell lung cancer: Impact of clinicopathological factors and indirect
comparison between treatment strategies

. o ‘Al . . . C . d
Antonio Nuccio™"™". Giuseppe Viscardi©'. Fabio Salomone “. Alberto Servetto “.

Antonio Nucio et al. ejcancer 2023



Systematic review and meta-analysis of immune checkpoint inhibitors as

. ~mmand man fam mmamal i df e cfil b e mdl miminee fon mmadee mbm
single - . “~~e non-small
(A) pCR
cell 11 ICIPCT PCT Risk Ratio Risk Ratio rect
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
COIl'lp AEGEAN B3 386 16 374 264% 382(2.25, 6.48) .
Checkmate 816 4 179 4 179 145%  10.75[3.94,2932)
Keynote 671 72 397 16 400 266% 453(2.69,7.65) —.—
< NADIMII 21 57 2 29 93%  534[1.34,21.23 ——
Antonis NEOTORCH 50 202 2 202 91% 2500[6.17,101.36] —_—
TD-FOREKNOW 14 43 4 45 141%  3866(1.31,10.26] —_—
Total (95% CI) 1264 1229 100.0% 5.66 [3.48, 9.18] <
Total events 263 a“
o S T O B
- ’ Favours PCT Favours ICI+PCT
(B) EFS/PFS
Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio]  SE Weight IV, Random, 95% Cl IV, Random, 95% CI
AEGEAN 03857 01272 27.7%  068[053,087] -
Checkmate 816 03857 01672 187%  068(0.49,094] -
Keynote 671 05447 01183 304%  058(046,073 ks
NADIM i 0755 03221 61%  0.47[0.25,088) ——
NCT04338620 06539 04626 31%  052[0.21,1.29 —_—
NEOTORCH 09163 02005 140%  040(0.27,059 -
Total (95% CI) 100.0%  0.58 [0.50, 0.69) 4
Heterogeneity Tau®= 0.01; ChP= 6.32,df= 5 (P= 0.28), P= 21% = o - =

Testfor overall effect Z= 6.53 (P < 0.00001) Favours ICI+PCT Favours PCT

(C) DFS (adjuvant)

Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE_Weight IV, Random, 95% Cl IV, Random, 95% CI
IMpower 010 -02107 00968 494% 081067098
Keynote 091 02744 00957 506%  0.76[0.63,092 [ ]

Total (95% C1) 100.0%  0.78 [0.69, 0.90) '

Heterogeneity. Tau®*= 0.00; Chi*=0.22,df=1 (P=0.64),F= 0% b t {

001 01 1 10 100 : : :
Test for overall effect Z= 3.57 (P = 0.0004) Favours ICl Favours PBO Antonio Nucio et al. ejcancer 2023



EFS and DFS by PD-L1

(B) EFS by PD-L1TPS

Study or Subgroup _log[Hazard Ratio]

Hazard Ratio

SE_Weight IV, Random, 95% Cl

Hazard Ratio

IV, Random, 95% CI

1.15.1 PD-L1<1%
AEGEAN
Checkmate 816
Keynote 671
NADIM Il

NEOTORCH
Subtotal (95% CI)

-0.2744 0.2239
-0.1625 0.2315
-0.2614 04717
-0.1625 0.5314
-05276 0.2964

9.4%
9.1%
11.6%
3.0%

7.0%
40.1%

0.76[0.49,1.18]
0.85[0.54,1.34]
0.77 [0.55,1.08]
0.85 [0.30, 2.41]

0.59[0.33,1.05]
0.76 [0.62, 0.94]

Heterogeneity: Tau*= 0.00, Chi*=1.01,di=4 (P=0.91),; F= 0%
Testfor overall effect Z=2.56 (P=0.01)

1.15.2 PD-L1 1-49%

AEGEAN
Checkmate 816
Keynote 671
NEOTORCH
Subtotal (95% CI)

-0.3567 0.2142
-0.5447 0.3364
-0.6733 0.2069 10.1%
-1.1712 0.2888

9.8%
5.9%

7.2%
33.0%

0.70[0.46,1.07]
0.58[0.30,1.12)
0.51[0.34,0.77)
0.31[0.18, 0.55)
0.52[0.37,0.72]

Heterogeneity. Tau®= 0.05, Chi*=5.24, df=3 (P=0.16), F= 43%
Test for overall effect Z= 3.96 (P < 0.0001)

1.15.3 PD-L1=50%

AEGEAN
Checkmate 816
Keynote 671
NEOTORCH
Subtotal (95% Cl)

-0.5108 0275
-1.4271 0.4467
-0.8675 0.2069
-1.1712 0.3636

7.6%
3.9%
10.1%

5.3%
27.0%

0.60[0.35,1.03)
0.24[0.10,0.58]
0.42(0.28, 0.63]
0.31(0.15, 0.63)
0.41[0.29, 0.57]

Heterogeneity: Tau?*= 0.03; Chi*=3.95,df=3 (P=0.27), F= 24%
Test for overall effect. Z=5.23 (P < 0.00001)

Total (95% CI)

100.0%

0.56 [0.46, 0.68]

Heterogeneity. Tau®= 0.06, Chi*= 22.60, df=12 (P=0.03), F= 47%
Testfor overall effect Z=5.72 (P < 0.00001)
Test for subaroup differences: Chi*=10.72, df= 2 (P=0.005), F=81.3%

. 0|+}|

-

olliH

iy

0.1

10

Favours ICI+PCT Favours PCT

100

Test for overall effect 2= 2.78 (P=0.005)
Testfor subaroup differences: Ch*=1.55, df=2 (P=0.46), F=0%

Antonio Nucio et al. ejcancer 2023

Favours ICI Favours PBO

(C) DFS by PD-L1 TPS

Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio]  SE Weight IV, Random, 95% CI IV, Random, 95% ClI
221 PDL1<1%
IMpower 010 -00305 045211 195%  0987(0.72,1.31) +
Keynote 091 -0.2485 01512 196%  0.78[0.58,1.05 -
Subtotal (95% C1) 39.4%  0.87[0.70, 1.08]) &
Heterogeneity; Tau?= 0.00; Chi*=1.03,of=1 (P=0.31);F=3%
Testfor overall effect Z=1.29 (P=0.20)
2.22PDL1149%
IMpower 010 -01393 01836 156%  0.87(0.60,1.26] -
Keynote 091 -0.4005 04702 175% 067048094 1
Subtotal (95% C) 334%  0.75[0.58,097] [
Heterogeneity, Tau?= 0.00; Chi*=1.05, df=1 (P=031),F=5%
Testfor overall efiect Z= 218 (P=003)
223PDL1>50%
IMpower 010 0844 02374 118%  043[0.27,0868] sl
Keynote 091 -0.1985 01855 160%  0.82[0.57,1.19 —+r
Subtotal (95% C1) 278% 060032, 1.44] L4
Heterogeneity: Tau®= 0.16; Chi*= 459, df=1 (P=0.03);, F=78%
Testfor overall effect Z=1.56 (P=012)
Total (95% C1) 100.0%  0.76[0.62,0.92] 4
Heterogeneity. Tau®= 0.03; Chi*=9.53, df= 5 (P=0.09); F= 48% :001 011 1 1=0 mrf



(D) EFS/PFS by pCR

Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE_Weight IV, Random, 95% CI IV, Random, 95% CI
1.27.1 pCR positive
Keynote 671 11087 06629 86%  0.33[0.09,1.21) TPS
NEOTORCH -1.8326 06038 9.7% 0.16[0.05,052) — Hazard Ratio Hazard Ratio
Checkmate 816 -20402 04875 126% 0.13[0.05, 0.34] o : i
Subtotal (95% C) 30.9%  0.17 [0.09,0.33] = | SPREGRAb) S Welat N, Rawon, b U o, Ko, 8 1
Heterogeneity. Tau®*=0.00, Chi*=1.31,df=2 (P=052), F=0%
Test for overall effect. Z=5.31 (P < 0.00001) -00305 01521 195% 097 [072, 1.31] s B
-0.2485 01512 196%  0.78[0.58,1.05 o=
1.27.3 pCR negative 39.1%  0.87[0.70,1.08] ‘
NADIM I -0.3425 03189 184% 0.71[0.38,1.33) =y U= 0.00; Chi*=1.03,df=1 (P=031);F=3%
Checkmate 816 -0.1744 01632 246% 0.84 [0.61,1.16) - ¢t Z=129(P=020)
Keynote 671 -0.3711 01157 261% 0.69 [0.55, 0.87] - NN B
Subtotal (95% CI) 69.1%  0.73[0.62,0.88] ¢
Heterogeneity: Tau*= 0.00, Chi*=0.98, df= 2 (P=0.61), F= 0%
Test for overall effect Z= 3.41 (P = 0.0007) -01393 01836 156%  0.87(0.60,1.26) =
-04005 01702 175% 067048 03¢ el
Lo?l i C:,)r Tau®= 0.20; Ch*= 20.08, df=5 (P :)oc;;??r 72»;8 we0ema, ‘ hd ‘ ‘ Ny, Shanmad ¢
eterogeneity. Tau*= 0.20, Chi*= 20.08, df = =0 \F= ’ T * \ s e R AR
Testfor overall effect Z=3 14 (P = 0.002) 0.001 mes?gl’pm qu: .e?Pcr 1000 W= 0.00; Ch*=1.05, df=1 (P= 0.31); = 5%
Test for subqroup differences: Chi*=17.80, df=1 (P <0.0001), F=94 4% pCR+ / EFS pCR-/ EFS+
+ -
1.15.3 PD-L1=50%
AEGEAN -05108 0275 76% 0.60 [0.35, 1.03) ]
Checkmate 816 -1.4271 0.4467 39% 0.24[0.10, 0.58] - AT
Keynote 671 -0.8675 0.2069 101% 0.42[0.28, 0.63) = ‘
NEOTORCH -1.1712 03636 53% 0.31[0.15,0.63) o n=149 =335
Subtotal (95% Cl) 27.0% 0.41[0.29, 0.57] ’ 99% pCR+ / EFS+ 55% pCR-/ EFS+
Heterogeneity: Tau*= 0.03; Chi*=3.95, df=3 (P=0.27); F= 24%
Test for overall effect. Z= 5.23 (P < 0.00001)
Total (95% CI) 100.0% 0.56 [0.46, 0.68] 0 =151 —
?eterogenenty. Tau*= OPG; Chi*=22.60,df=12 (P = 0.03), F= 47% ko =+ & 100 I | [ 00
estfor overall effect Z=5.72 (P < 0.00001) Eqvours [CI+PCT Favours PCT e
Test for subgroup differences: Chi*=10.72, df= 2 (P = 0.005), F=81.3% n=471 =t
® pCR+
@ pCR-

® EFS 1-year




(D) EFS/PFS by pCR

Study or Subgroup log[Hazard Ratio] SE_Weight IV, Random, 95% CI

Hazard Ratio
IV, Random, 95% CI

Hazard Ratio

1.27.1 pCR positive
Keynote 671 11087 06629 86%  0.33[0.09,1.21) TPS
NEOTORCH -1.8326 06038 9.7% 0.16 [0.05, 0.52) Ty Hazard Ratio Hazard Ratio
Checkmate 816 -20402 04875 126% 0.13[0.05, 0.34] —— : i
Subtotal (95% CI) 30.9%  0.17 [0.09, 0.33] - i SNy S Weu: N, Rawon, U o, Ko, 8 1
Heterogeneity. Tau®*= 000, ChiF=131,df =2 (P=052), F=0%
Test for overall effect 7 = riedbeet.00000 0308 04891 _195% 0970072 12311 - B
1.27.3 pCR negative (A) Hazard Ratio Hazard Ratio t
NADIM Il Study or Subgroup log[Hazard Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
ity Peroperative vs Neoadjuvant 01863 01917 1000%  0.83(0.57,121]
Subtotal (95% CI)
Heterogeneity Tau*=0.0{  Total (95% Cl) 100.0% 0.83[0.57,1.21)
Total (95% CI) Testfor overall eflect Z=0.97 (P = 0.33) " Favours [perioperative] Favours [neoadiuvant] b
Heterogeneity. Tau*=0.2 (B)
Test for overall effect Z= - 4
Test for subaroup differer) _ Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
1.15.3 PD.L1 =50% Perioperative vs Neoadjuvant 0077 03085 100.0% 1.08 (0.59,1.98)
AEGEAN
ﬁheck{ngtzﬁ 6 Total (95% CI) 100.0% 1.08 [0.59, 1.98)
e el Heterageneity: Not applicable 7 0 : 5 =
Subtotal (95% Cl) 7= - : R cac
et ] TN ORAN N Sx QNP =000 Favours [perioperative] Favours [neoadjuvant]
Test for overall effect Z=5.23 (P
TO‘ n=151
Total (95% (?I) ' 100.@ 0.56 [0.46, 0.68] . 1 0 . . He I l I | I |
Heterogeneity: Tau®= 0.06; Chi*= 22.60, df=12 (P = 0.03); F= 47% o4 " 100 ‘ mw =613 ne471 100
Test for overall effect Z=5.72 (P < 0.00001) 7 Favours [CI4POT Favours PCT Te
Test for subaroup differences; Chi*=10.72, df= 2 (P=0.005), F=81.3% Te
® pCR+
@ pCR-
® EFS 1-year
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Selection of Strategy



Selection of neoadjuvant vs perioperative vs
adjuvant

Neoadjuvant therapy

Higher antigen _
load and release ~ Fithost
from dying cells in immune system

Ability to assess Shorten timeframe
efficacy of the to completion
therapy of trials—early
surrogate for
survival?

untreated tumors—
better priming of
immune system

Surgery after Proven benefit

neoadjuvant ICI of adjuvant
can be chemotherapy

more difficult for stage II/11l

Adjuvant therapy NSCLC



Rationale for neoadjuvant and adjuvant
administration of immunotherapy

Proposed rationale for adjuvant immunotherapy

Surgeon removes Immunotherapy
tumor lesion

Activation of few Fewer, and less-diverse.
different T cells T celis search for tumor cells

Proposed rationale for neoadjuvant immunotherapy

Immunotherapy Activation of many
different T cells

\O
iy
%i,," o
i e
i @ 8
(s
Surgeon removes Many more, and
tumor lesion more-diverse, T cells

search for tumor cells

Versluis JM, Long GV, Blank CU. Learning from clinical trials of
neoadjuvant checkpoint blockade. Nat Med. 2020;26:475-84



Completion of Care in Neoadjuvant
Perioperative 1/0O trials

33 75 39 o 47% 66% 39 41%43%
0 * *
c /
L2 i
© /
£
8 Started Trial
° Completed Induction
L » Completed resection
Started adjuvant
Completted adjuvant

cCMB1e  CMme AEGEAN AEGEAN Keynote Keynote cMm 771’ CM 771'
: (e} Chemo ‘ Vo control o control 00nlrol ‘ ’
Y }

Felipe E et al. Lancet. 2021;398:1344-1357
O’Brian et al. Lancet Onc. 2022,23
Wakelee H et al. NEJM. 2023



* Due to the absence of head-to-head trials, and there is no definitive data to guide

treatment selection among these options

* The perioperative pembrolizumab regimen is the only one that has demonstrated
significant OS benefit, whereas the significance boundary for OS in the
neoadjuvant CheckMate 816 study still has not been met at its most recent 4-
year updated analysis, placing the KEYNOTE 671 regimen in a more favorable

position when compared with the other options



* The HR for EFS from the KEYNOTE 671, Neotorch, and CheckMate 77T trials were
0.69 (95% Cl, 0.55-0.85), 0.53 (95% Cl, 0.38—-0.74) and 0.70 (95% Cl, 0.43—-1.13),

respectively

e Conversely, in the CheckMate 816, although there was a trend favoring
neoadjuvant nivolumab, a higher EFS HR of 0.84 (95% Cl, 0.61-1.17) was
observed among patients without a pCR, suggesting that three doses of ICl| may
not be sufficient and a longer exposure to ICI may be required for those who do

not achieve pCR



Optimal Duration and

Biomarkers




Optimum duration of ICl

* The optimal duration of ICl has not been determined in either the early stage or

recurrent/metastatic NSCLC

* The excellent EFS witnessed in those who achieve pCR after surgical resection

begs the question as to how to identify which patients can omit adjuvant therapy

* Most of the evidence from perioperative trial which used around 1 year of

adjuvant therapy



Biomarker for Immunotherapy

* The perfect biomarker for IClI efficacy would be quick, inexpensive, noninvasive,
sensitive, and specific and would be supported by a standardized assay with a

standard cutoff to allow reproducibility and comparison between trials

* At present, however, no biomarker for response to ICl therapy fits all of these

criteria
* PD-L1 expression is currently the most widely used biomarker for ICl therapy

* Discrepancy between trials regarding whether ICls are beneficial in patients with

low or negative PD-L1 expression exists



 Tumor mutation burden, the ratio of the number of mutations per megabase, has

also been studied as a potential biomarker for ICl therapy

* |t has been shown to be associated with ICl response in some advanced-stage

NSCLC trials

* CheckMate 816, LCMC3, and NADIM I/Il, have not observed an association

between tumor mutation burden and response

e STK11 mutation or STK11/KRAS comutation, Loss of Kelch-like ECH-associated

protein 1 (KEAP1) was associated with poor response to immunotherapy



EGFR mutations and ALK fusions are exclusion criteria in most recent ICl trials

ctDNA is an emerging innovation that has several potential applications in the treatment

of patients with resectable NSCLC
The presence of detectable ctDNA has also been shown to be associated with recurrence

In CheckMate 816 and NADIM Il trials, ctDNA clearance was associated with better

results

ctDNA is an important avenue of investigation to better tailor adjuvant

immunotherapy strategies



Ongoing phase lll trials evaluating neoadjuvant, perioperative, and
adjuvant chemoimmunotherapy in resectable NSCLC

Trial Patient Treatment Primary endpoint Study
population completion
MERMAID-1 Stage I/l Adjuvant durvalumab or placebo plus DFS in the MRD+ 2023-8-31
(NCT04385368) NSCLC after chemotherapy for 12 weeks followed by (measured by whole
resection durvalumab or placebo for up to week exome sequencing-based
48 ctDNA test) group
ANVIL Stage IB (=4 cm) Adjuvant nivolumab or observation OS and DFS 2025-12-31
(NCT02595944) —IlIA NSCLC after
resection
LungMate-008 Stage I1-11IB (N2) Adjuvant toripalimab or placebo with DFS 2027-12-30
(NCT04772287) NSCLC after chemotherapy followed by 4 cycles
resection adjuvant toripalimab or placebo
ADOPT-lung Resectable Adjuvant durvalumab for 12 cycles or DFS 2030-03
(NCT06284317) 11B—I11B (N2) observation
NADIM-ADJUVANT Stage IB-IlIIA Adjuvant nivolumab with chemotherapy DFS 2031-04-01
NSCLC after followed by 6-month of nivolumab vs.
resection adjuvant chemotherapy
IMpower 030 Resectable stage Four cycles of neoadjuvant EFS 2025-01-19
(NCT03456063) I, A, or select atezolizumab with chemotherapy and
B up to 16 cycles of adjuvant
atezolizumab or placebo with
chemotherapy
PROSPECT LUNG Resectable stage Neoadjuvant ICl with 4 cycles of 3-year real-world event- 2030-04-30
(NCT06632327) IIA to IIIB chemotherapy and one year adjuvant free survival (rwEFS) and

ICI vs. adjuvant therapy with 4 cycles oS
chemotherapy and one year ICI

CLEAR-INSIGHT Stage II-11IB after SOC neoadjuvant platinum-based DFS (INSIGHT) 2039-07-15
(INSIGHT: resection chemotherapy and anti-PD-(L)1 (INSIGHT)
NCT06498635) therapy then surgery

pCR: adjuvant durvalumab for 12
cycles vs. observation (INSIGHT)

Non-pCR: adjuvant durvalumab and
novel inhibitor combination vs.
durvalumab for one year

Kuhlman JJ et al. Curative immunotherapy-based strategies for non
metastatic NSCLC. Explor Target Antitumor Ther. 2024



summary

ICl therapy has radically revolutionized the treatment of NSCLC

The addition of immunotherapy has significantly improved outcomes in selected

patients with resectable NSCLC

Multiple trials have shown improved EFS and now OS (in KEYNOTE-671) in

patients with surgically resected disease

Perioperative immunotherapy is safe in surgical patients and does not sacrifice

surgical quality and outcomes



* Due to the absence of head-to-head trials, and there is no definitive data to guide

treatment selection among these options
* Need for biomarker which can assess efficacy of the treatment accurately

e Studies evaluating the pre- and post-surgical ctDNA and ctDNA monitoring during
treatment would be helpful to better guide the most appropriate choice of

treatment duration



Thank youl!
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