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NADIM ADJUVANT ftrial

A phase lll clinical trial of adjuvant chemotherapy vs
chemo-immunotherapy for stage IB-lIlA completely
resected non-small cell lung cancer (NSCLC) patients

First Interim Analysis PLO03.10

Juan-Vidal, D.Rodriguez, A. Blasco, L. Vila, P. Martin-Martorell, R. Marsé, X. Mielgo, J. de Caslfo, J. Mane, J. Aires )
Machado, M. Sala, M. Lazaro-Quintela, R. Palmero, V. Calvo, on behalf of Spanish Lung Canger Group.

CONQUERING LUNG AND OTHER THORACIC CANCERS WORLDWIDE IN THE 21ST CENTURY




BACKGROUND

o

+ Patients with early-stage non-small cell lung cancer (NSCLC) have high recurrence rates, even Gecp

following complete resection and/or adjuvant treatment.

lung cancer

research
+ Several trials have explored the role of the adjuvant immunotherapy with variable results’ 23 None of

these studies had examined the combination of chemotherapy plus immunotherapy.

» Results of the NADIM and NADIM Il trials*® reinforced the use of perioperative chemo-immunotherapy
in patients with potentially resectable NSCLC and supported its efficacy in patients with stages IB-1lIA

NSCLC who are candidates for adjuvant treatment.
« NADIM ADJUVANT is a phase lll study conducted to evaluate the efficacy and safety of the
combination of chemo-immunotherapy in the adjuvant setting.

'Felip E. et al. Lancet. 2021 Ocl 8:388{10308):1344-1357. *Goss G. et al. Ann Onml (2024):35(suppl_2)-1-72; *0'Brien M. et al. Lancet Onool. 2022 Oct23(10):1274-1286. ‘Provencio M, et al. Lancet Oncol. 2024
Nov;25(11):1453-1484; *Provencio M, et al. N Engl J Med. 2023 Aug 10;389(6):504-5
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Adjuvant Ch vs Ch+l0 for completely resected stage

NADIM ADJUVANT STUDY DESIGN
Open-label, randomized, phase lll trial

ADJUVANT MAINTENAMCE Primary Endpoint

Disease-Free Survival (DFS)F in

Key Eligibility Criteria Nivolumab 360 mg Q3W . ITT population. o
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A total of 61 events were reported, with 21 (20.4%) occurring in the experimental group and 40 (38.8%) in the control group.

» [
PRIMARY ENDPOINT: DISEASE-FREE SURVIVAL (DFS)
SECONDARY ENDPOINT: OVERALL SURVIVAL (OS)
Q1 DF 5 time in Experimental group ] A ok
31.0 months = T "h - 91.2%
T7.7% ? Mexine 05 5% 11, mo renchest | Mot reached
- l Experimantal Control 2 ] |-r4.~_,|uu.r_'||CI = 190|082 01y
f, ;_ 1 (m=103) (n=103) § = Faakem wam-
E Madian DFS (25% CI), .;'_u Megian fodion-un: 340 ma (AR 32536 5]
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S 2 50.9% HR s (95% CI) 0.65 (0.40-1.07) E
g o P value 0.085° =4 .
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$ = Cantiol group
b Median follow-up: 34.0 mo (IQR: 32.6-36.6) =
0 R u Maturity data: 579 3 5 1z 18 24 an 5
s ata.
[m] (=] ¥ N ¢ &t risk (svaria) Monihs from randomization
Experimental group Experimental groop 103 (5} S8 (3) 85 (0) S5 (4} ©1 (0} TB (2} 26
Control groug 103 (0) 102 (2) 100 (5) 85 {2} 83 (2 BT (3 28
Control group 156
o S Gt
[=p
2 T T T l T T
0 <] 12 18 24 a0 36

Months from randomization

Number at risk (events)
Experimental group 103 (9} 94 (4) 90 (5) 85 (5 80 (2) 67 (2) 21
Contral group 103 (7) 96 (9) 87 (1) 76 (6) 70 (3) 63 (4) 18




Experimental arm  Control arm
N =103 N=103
Sex, male, n (%) 7T (74.8) 79 (76.7)
Age, mean (SD) 652 (8.9) 65.7 (7.6)
G5 to 74 years, n (%) 42 (40.8) 50 (48.5)
2 75 years, n (%) 16 (15.5) 12 {11.7)
Min., mao 400, 820 46.0, 830
Race, Caucasian, n (%) 102 (89) 89 (96.1)
ECOG Performance Status, n (%)
0 53(51.5) 58 (56.3)
Tobacco use history, n (%)
Current/Former smoker 97 (94.2) a7 (94.2)
Any comorbidity, n (%) 99 (96.1) 85(92.2)
Hypertension 52 (50.5) 39(37.9)
Dyslipidemia 43 (41.7) 39(37.9)
Mellitus Diabetes 17 (16.5) 27 (26.2)
COPD 31(30.1) 25(24.3)
PDLA1, n (%)
Done B0 (77.6) B89 (86.4)
Positive 51(63.7) 50(56.2)
1% - 49% 31 (60.8) 28 (56.0)
z 50% 20(39.2) 22 (44.0)

PRIMARY ENDPOINT: DISEASE-FREE SURVIVAL (DFS)

Disease-free survival ()
50
1

1 OFS tima in Exparirantal group
A dmanths

Experimental arm Control arm
N =103 N =103

EGFR, n (%)

Done T7(74.8) TG (73.8)
ALK, n (%)

Done 55 (53.4) 62 (60.2)
KEAP1 and STK11, n (%)

Done 2(1.9) B(7.8)
Histology, n (%)

Adenocarcinoma 65 (63.1) 67 (65)

Squamous 36 (35) 34 (33)
Pathological Stage, n (%)

1B 3(29) 3(2.9)

1A 15(14.6) 6 (5.8)

B 47 (45.6) 53 (51.5)

1A 38 (356.9) 40 (38.8)

B 0 1(1)
Inclusion N Clinical Stage, n (%)

MO 51 (49.5) 54 (52.4)

M1 35(34.0) 32(31.1)

N2 17 {16.5) 17 (16.5)
Imu of surgery

Lobectomy, n (%) 82 (79.6) 82 (79.8)

Pneumonectomy, n (%) 10(9.7) 12 (11.7)

EARLY DEATHS IN EXPERIMENTAL ARM

Treatment Age 08
= . (years) | (months) Type of surgery Cause of death
Q1 DFS tima in Contral group
ey 58 Patient #1 No 7 15 Minor resection |  /Cut® coronary
syndrome
Preumonectomy Myocardial
Patient #2 No T4 25 Left infarction
Patient #3 No i) 25 Lobectomy Cardiac amest
Prneumonectomy Pneumococcal
Experirmantal group Patient #4 No 63 54 Left sepsis
e Gy r G
Patient #5 Yes a8z 0.4 Lobectomy Colitis complications
T T L T T T I
o & 12 18 24 0 5 Patient #6 Yes T ¥ Lobectomy Pneumaonitis
Months from randomization
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NADIM ADJUVANT: RELAPSES ‘%
TYPE OF RELAPSE TIME OF RELAPSE Gecp
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Control, n= 40 (38.8%) Experimental, n= 21 (20.4%) Control, n= 40 (38.58%) Experimental, n= 21 (20.4%)

LOCAL AND DISTANT (N=13) n=10

n=33 n=17

DISTANT (N= 29) n=18

LOCAL (N= 19)

100 80 &0 40 20 0 20 40 &0 80 100 < 3 months 3-5months 26 months

NADIM ADJUVANT: Kaplan-Meier curve based on baseline MRD status in patients from
Experimental group

= §‘ ] HR = 5.7 [95%CI: 1.0; 31.2], p-value = 0.045
MRD nggﬂﬂug Experimeantal =
{n=16) 2
Median DFS E L
(5% Cl), mo Mot reached Mot reached a "D'- —
5]
HR 5,005 (95% CI) 0.31{0.10 - 0.97) %
P ualue 0.043 o
& 3
g Median = 18.9 months
MRD pmitiw Experimeantal Control E
(n=4) (n=4) =~ n MRD negative
Median DFS ﬁ ™ — MRD positive
{95% C1), mo 169 A3 T °
HR,, ... (95% CI} 1.19 (0.17 - 8.51) s
8o
P value 0.863 [ =T
= T T T T T T
0 B 12 18 24 a0 K13

Months from start of treatment
Number at risk (events)

MRD negative 3 (1) 34 (1) 3 (1) 32 (1) 31 (o) 27 (0) 5
MRD positive 4 (1) 3 0 3 1 2 (0 2 (0
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CONCLUSION

e

d NADIM ADJUVANT is the first phase Ill trial showing the impact of immediate post-surgical adjuvant

chemo-immunotherapy in resected stage IB-IIIA NSCLC.

At this interim analysis DFS and OS data remain immature, but a clinically meaningful reduction in

relapse rates was observed:
20.4% in the experimental arm vs 38.8% in the control arm.

d The inclusion of all patients after surgery provides a real-world evidence perspective, since

postoperative mortality and/or toxicity during the adjuvant period can affect DFS.

Sensitivity analysis of cancer-specific DFS: HR=0.54 (95% CI: 0.32-0.93; p = 0.025).

20

Adjuvant Ch vs Ch+10 for completely resected stage IB-IIlA NSCLC: phase Il trial wclc.iaslc.org Mariano Provencio, MD, PhD.
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SKYSCRAPER-05: phase Il study
of perioperative tiragolumab +
atezolizumab * chemotherapy in
locally advanced resectable NSCLC

Harvey Pass’, Enriqueta Felip?, Catherine A. Shu?, Martin Frueh?,
Andrea Fa&rns5 Min Hee Hong5, Alex Martinez-MartiZ, Ray I»‘I@ng'*r
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Study design

1. NYU Langone Healtl
University Hospital, Val
Center, Columbia Uniw

Foundation, Chicago, IL
South San Francisco, C.
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g
g a0 | 24-month rate: 86%
§ ' | 24-month rate: 60%
and p , e e .
Z 0 '
! &0 12-month rate: T6% ! 1
1 I
o : 1
I
. W a0 A i 1
7 MPR pCRY : : :
100 - (s5%Ck303,945) 63% 100 | 63% z2 . ] H ,
60%  psucLsREmE) (95% Cl: 25.9,89.8) i ® 1 "
(95% C1 37.4, B6.3) ' !
o ' :
51%% 80 - 29% 0 2 4 [ 8 10 12 14 16 18 20 22 24 2B 2@ 30 32 34 36 3B 40
Esxctasaes  43%E (85% CL 5.1,68.7) Patients at risk Time (months)
(5% Ck 23.9,65.1) CohortAPD-L1high 7 7 7 7 7 7 7 7 7 7 7 7 7 75 4 44 4 4 4 4 4 444 44 33 3 3 3 2NENENENENENENE
—_ ’ —_ 20% Cohort BPD-L1any 4141 41 3833 37 37 37 34 34 333231 1 0 2516 1616161614 6 5 5 5 5 4 3 3 3 2 2 2 1 1 1 1 1 1NE
£ £ 60 - {95% C1: 3.5, 55.8)
a 2 299t 299, 8.5 55 Data cut-of: 8 Apr 2025 (median folow-up 22.2 mosths; Cohort A 33.3 months. Cohort 8 20.1 morits)
E E (95% €1 16 7.45.7) g0 o0 o2 4a gy
o o
e
0
CohortA  CohortB  CohortB  CohortB  CohortB CohortA  CohortBE  CohortB  CohortB  CohortB Safety summ ary
PD-L1high PD-L1any PD-L1<1% PD-L11-49% PD-L1 =50% PD-L1 high PD-L1any PD-L1<1% PD-L11-49% PD-L1 =50%
(N=7) (N=41) (n=23) (n=10) (n=8) (N=7) (N=41) (n=23) (n=10) (n=8)
Data cut-off: 14 Feb 2024 (median follow-up 8.5 months) A Conort BINY LI LI
*Diafined &5 £10% residual viable tumour at tha time of surgical resaction in the primary tumaour, 33 assessed by the local pathology laboratory PD-L1 high (n=7 PD-L1 any (n=41) PD-L1 high (n=5) PD-L1 any (n=33
tDiefined as the absence of any viable tumour cells in both the primary tumour and all samgled lymph nodes at the time of surgical resection, as assessed by the local pathology laboratony Any grade AEs 7 (100} 40 (98) 5(100) 30(%1)
2 patients did not undergo surgery and were courted as non-MPR and non-pCR Grade 3-4 3(43) 16 (39) (i} 9(27)
Cl, confidence interval Grade 5 0 2(g)" 0 2 (6)%
TRAES 7 (100} 38 (93) 5(100) 24(73)
wele.iaslc.org Grade 3-4 2(29) 13(32) 0 7(21)
Grade § 0 12" 0 1(3p
AESls 5(71) 28 (68) 2 (40) 20 {61}
AE leading to treatment withdrawal
Any treatment o 4010y 0 11(33)
Tiragolumab + atezolizumab 3@ 0 11(33)
Chematherapy 2(5) 1] 1]
PD-L1 high (n=7) PD-L1 any (n=41) PD-L1 high (n=7) PD-L1 any (n=39)
Surgery-related AEs within 30 days after surgery - 4(57) 14 (36)
Grade 3-4 = - 1(14) 1(3)
Grade 5 - - 0 1(3p

Data cut-off: § Mar 2025 (median follow-up 15.1 months)

Median ration: 2.8 months for Caart A ang 13 months far Cahart B

“Infectious pleural effusion (n=1; related 10 *Respirstary =1 e Sem (. e o shcut (n=1)
“TRAE, restment 1eiated aaerse tvent
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Conclusions

» The SKYSCRAPER-05 study confirmed surgical feasibility after neoadjuvant treatment with tiragolumab +
atezolizumab, with/without platinum-based chemotherapy, for patients with locally advanced resectable NSCLC

* MPR and pCR rates seen across PD-L1 subgroups with perioperative tiragolumab + atezolizumab were
similar to other perioperative immunotherapy plus chemotherapy regimens'*

» Tiragolumab + atezolizumab demonstrated an acceptable safety profile consistent with expectations for this
treatment combination in an early disease setting

1. Forde et al. NEJMM 2022, 2 Casoane et al. NEJM 2024, 3. Heymach et al. REJM 2023 4. Wakebes o al. NEIM 2023
5 Lu et &l JAKA 2034; 6. Ywe ot &l Lanc® Respir Med 2025 7. Provencio o al. NEJM 3023; 8. Henick ot al. JITC 2024
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Overall survival with neoadjuvant nivolumab
plus chemotherapy by surgical outcomes in
the phase 3 CheckMate 816 study

Background

.

The CheckMate 816 study demonstrated statistically significant and clinically meaningful improvements
in EFS and pCR with neoadjuvant NIVO + chemo in patients with resectable NSCLC'

NIVO + chemo is the sole neoadjuvant-only chemoimmunotherapy regimen to demonstrate statistically
significant OS benefit in NSCLC?

NIVO + chema  Chema
in=179)  {n=179)

Median 05, mo MRS 3.7+
HR (#5% CI}; P value 0.72 (0-523-0.998); 0.048

71%

65% NIVO + chemo

0 & 12 18 24 30 3% 42 48 54 60 66 Tr T8 B4
Months

Mo, at risk

MIVO + chemo 170 168 150 151 147 140 137 129 122 117 111 & 20 9

NIVO + chemo is an approved, standard of care neoadjuvant treatment in the United States, European
Union, and several other countries for eligible patients with resectable NSCLC3-7

Here, we report final 5-year 05 and HRQoL by surgical outcomes in patients who had definitive surgery
in CheckMate 816

OA02.03

o
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Summary

* In this final 5-year analysis from CheckMate 816, necadjuvant NIVO + chemo
demonstrated long-term survival benefit vs chemo in patients with resectable NSCLC,
regardless of surgical approach or extent of resection, and in those with RO resection

= NIVO added to nepadjuvant chemo did not negatively impact long-term HRQolL as
assessed by EQ-5D-3L Ul scores, whether patients had
— Minimally invasive surgery or thoracotomy
— Lobectomy or pneumonectomy

+ These findings, together with previously reported results of significant OS5 benefit with

HIVO + chemo, further support the use of this regimen as a standard neocadjuvant
treatment in eligible patients with resectable NSCLC



OS by surgical approach >

Minimally invasive? Thoracotomy®P
30% (NIVO + chemo) and 21% (chemo)! 59% (NIVO + chemo) and 63% (chemo)’ Ge‘ P
NIVO + chemo Chemo NIVO + chemo Chemo lung cancer
(n = 44) (n=129) (n = 88) (n=85) reszan:h
Median 05, mo NR® NR? Median 05, mo WRh 76.8i
100 7 HR (95% Cl) NC* 100 - HR (95% CI) 0.65 (0.39-1.06)
W i =, NIVO + chemo _— o
191% 80 73
% T—— L T gt \—‘M_N__\ e NIVO + chemo
] 72% i . Chemo l .
g | 68% g ® 61% | 0%~
8 40 8 40 1 Chemo o
2 20- OS by completeness of resection
. . RO R1
————— T ——— . , . \
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 83% (NIVO + chemo) and 78% (chemo) 11% (NIVO + chemo) and 16% (chemo)
b o Montes B iy I il
WVO+clemo 44 44 43 2 H 41 411 K A H# F AN a0 BB BT TR0 7068 g6 B3 e 381 LD Median 05, mo___NR® 76.8° Median 05, mo __ NR® NR
Chemo 29 28 26 24 22 21 12 5 18 18 16 9 ) BS B4 B0 7O 65 61 59 54 51 51 49 33 30 00 HR (95% CI) CATRTEN] 100 - HR (95% O e
NIVO + chemo NIVO + chemo 81%
(n=44) {n = 88) 80 T 75%¢ NIVO + chemo 80 67% -
! H—m N
Stage Ill, n (%) 28 (54) 16 (55) Stage lll, n (%) 56 (64) 50 (59) “ j"“’w___ © — E'__% NIVO + chemo
Minimum/median follow-up: 59.9/68.4 months. & 64% | 62%d I’j & 62% | 62% Chemo
' 0S by extent of tion2 ® o O
- y extent or resection ; .
20 i
Lobectomy Pneumonectomy .
0 —_— —_— !
77% (NIVO + chemo) and 61% (chemo)' 17% (NIVO + chemo) and 253 (chemo)’ 0 6 12 18 24 30 36 42 48 54 6 72 78 B4 0 6 12 18 24 30 36 42 48 54 60 66 72 7B B4
NIVO + chemo  Chemo NIVO + chemo  Chemo Mo, at risk Months Months
(n =115) (n = 82) (n=25) (n = 34) N\VDor?:I:erl";D 124 119 118 111 109 107 106 102 98 94 B9 56 24 6 0 6 16 14 14 13 11 11 1@ 10 10 10 & 5 31 0
Median 05, mo NRE NRC Median 0S5, mo NRY 6.8 Chemo 105 103 97 B9 81 76 75 &9 64 63 62 9 3 0 M 21 W0 18 16 5 4 6 5 1 )
- HR (95% CI) 0.79 (0.48-1.31) HR (95% Cl) NC" NIVO + chemo "
100 100 - {
i (n=124) (n = 16)
a0 | 79% 7499 w0 . 80% 80% NIVO + chemo Stage Ill, n (%) 78 (63) 85 (62) stage Ill, n (%) 11 (69) 13 (62)
2 | NIVO + chemo i Minimum/median follow-up: 59.9/68.4 months.
T i Five patients in the NIVO + chema arm and 4 in the chemo alone arm had R2 resection. *“95% Cl: *NR-NR; b73.7-NR; “66-82; “52-71. “'95% CI: *27.6-NR; '31.9-NR. "HR was not calculated due to an insufficient number of
69% H ) ! events (= 10 per arm). *'%5% CI: M35 8_\: '3_8-?9.
& 607 i 67%" casie 60 H 1. Forde PM, et al. N Engl J Med 2022;386:1973-1985.
= H = of |
p: | Chemo 3 56% { 539 q_ﬁﬂmLH.__n
b © Chemo
20 1 20
0 — T —_— 0 —
1} 6 12 18 24 30 36 42 48 54 60 66 T2 TE B4 0 6 12 18 24 30 36 42 48 54 60 66 72 T8 B4
Me. at risk Months Menths
NIVD + chemo I__]_i 1__12 15]9 I!]_ﬁ 102 99 93_ ‘_32 B8 _85 _BEI fi 25_ 9 o ?5 24 2'_’] 21 i %Cl Eq ?D 20 29 Zl? 1? 3 I:I Cl
NIVO + chemo NIVO + chemo
(n=115) (n = 25)
Stage Ill, n (%) 74 (64) 49 (60) Stage Ill, n (%) 16 (64) 25 (74)

Minimum/median follow-up: 59.9/68.4 months,

“Patients may have had = 1 surgery 5% Ci: BMR-MR; <73.7-NR; %65-81; “55-7a; WR-NR; *31.2-NR. "HR was not calculated due to an insufficient number of events (= 10 per arm). 95 CI: '58-91; 135-648.
1. Forde PM, et al. N Engl J Med 2021;386:1973-1985.
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Perioperative Pembrolizumab in
Non—Small-Cell Lung Cancer:
4-Year Outcomes by Nodal Status
in the KEYNOTE-671 Study

H.A Wakelee ' I. Demedis,? A Langleben,? ¥_ Yan,? M. Fachling,® G. Lo Russo,®
Hi A MRl ee, 0 n
J-¥ Han, " E Levchenko,® G. Ursol,” E. Cronemberger,'” 5. Wang,"' B. Zurawski,'®
0. Vaoitke,'? E. Jensen,'t 5.M. Keller,'* A. Sambari, ' D.R. Jones'*
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Mode-Negative (cN0)
A 22.5(13.3-137)

331

{25.6=41.3)

10.6

A 153 (8.1-23.1)

20.3
(14.1-27.7)

n= 148 n= 142

Node-Positive (cN1/cN2)
A17.0 (10.2-23.9) Stage® 1 Il
I Pembro .
28.2
(22.7-34.3) Placebo .

1.2

A 13.0 (8.1-18.5)

16.5
(12.1-21.8)

n =248 n= 258

Perioperative Pembrolizumab in NSCLC: 4-Year Outcomes by Nodal Status in the KEYNOTE-671 Study

H. Wakelee
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LS Y Manm 106
L1 Wazar
- et MO » e
Pesiew 43 WOTE ey
2 = Paclmam 21 BEHIER ¢ 1 \k‘ Pasiam T TA[HALE
i™ im ;
$ S
s Lo ! L2
i L ! L
LS i
4 |3
x W E b
L L2 N
ME4AN  um 14 81 1
" w H T
; s
POE T W NN ELGS NN T PR NN NEL e MW T
LT Tirss, 2 T Tiewi, 2
P oW W oM o4 omomow 50 1B -
N of Esenty L
W, of Paticpant pes Ha ol Patoprhy rrray
Moge-Megane TR0 = B3 a1 [T ) - LT 0T
oy N —— LS B0 Fap | T . LEAIS0
mpll @ e GEEIOE Sape  pur v amasom
L3} (L] LI [ o [}
. i - —
Freobarbis  Favstd Pidite Favest Pembsn  Fasars Pltbe

OS - Nodal Status Subgroups

Oremrall S wndval, %
z &2 &322z 2

Node-Megative (cND)

Fwbaan W Cr
Ty

A A A s s s ™
DB 111N NN ET

[ Tisa, w0
L R R R E R R
Pacehs HZ W 1@ 12 W T M B @ W © L 1
Wa ol Bverril
s of Pt it A (8% T3]
Wode-Hegatee G850 —a— BT
Bapl MW —a LM
SaEll &N —e—  LESMELM)
o ag 1 L]

—_— .
Favoes Powdwo  Fawens Pacabe

Mode-Positive (cN1/cN2)

0O WM NN s M E N

. Tive, e
Pesbeoloarah 30 1M1 1 NI 'R W W 11 W & 4 I [
facelc 19 M1 ¢ 20 'R D W@ WA M & B W o
Mo, of Evenin
M. o Participants HR [35% 1)
Bodefostive 1580 af 077 @S-1)
e 1 1788 & 051 PE-155
Sugell  {EDaT R T RT
1] o1 Pomw
E—

o
GeCP

lung cancer
research



MAO04.05 "
GecCP

et
Patient-Reported Outcomes With Perioperative Nivolumab by Nodal Status in Patients With Resectable NSCLC
From Checkmate 77T
1.D. Spicer NSCLC-SAQ scores: stage Il N2 or non-N2
Wesan change from hajeling: 11ISF

IASLE 2025 Werld Stage M2 e e * T:m .

Coaberence om Lung Cancer * - "= _J:: fem i i
Jszvitma o362 | antctions san y G T T '

: : : : $3 . ¥t T i Ea e
Patient-reported outcomes with perioperative i i} m*fh”‘ HIH "#‘*M B . Ly v
nivolumab by nodal status in patients with _ o
resectable NSCLC from CheckMate 77T O T s AR EEEETTTEETTIIITIIITY
Jonathan D, Spicer," Mariang Provencie Pulla,” Tina Cascone,* Mark M, Awad,* - . T . . 0w ] . i
Lubex B, Petruzelka,® Miroyuki It Tudor-Eliade Ciuleany,” Ludmila de Oliveira Mundz Koch
Florian Guisier, Mikolaj Frost,"® T, Jencen Mitolaas Mittarmann, " Shun Lu, " Sumeena Bhatia,? Stage Il en-K2 e S T3
Steven |, Blum, " Stefano Lucherini,™ Rachael Lawrance, ™ Christine Yip, ™ Gill Worthy, 18 4 e ol b _F_ [ -

':.Iﬂtl'lj'ﬁ :':‘ﬂ:l'aﬂ: E'M"I"I." FJ.-“".II": Tl“‘a"ﬂ ] ;TE . -'-./; I_.-E:_ . K Y T - "l m— L.
it N 5 3 -
+ In this exploratory analysis from CheckMate 77T, perioperative NIVO did not negatively] ~= ... .. .......... .. ST
Mean changa from beseline EQ-50- 3L WA5 scones was pererally maintained for both treatment anms among patiests with stage (1 KT ornon- b FECLE

impact HRQol. vs PBO, as measured by the NSCLC-5AQ or EQ-3D-3L VAS instruments, in ~Mean o | e i B ement AT Mg s e 1 0
patients with clinical stage lll N2 or non-N2 resectable NSCLC R e e R RS R E LA e R A

» Baseline PRO scores were generally maintained long-term, except at the postsurgical
and preadjuvant visit as expected, regardless of nodal status

« Patients with stage IIl N2 NSCLC had a lower risk of HRQoL deterioration and delayed

median TTDD with NIVO vs PBO, including those with simple lobectomy or complete _ welc.iaslc.org _

resection




PERIOPERATIVE TISLELIZUMAB FOR o
RESECTABLE NON-SMALL CELL LUNG CANCER: GecCP
FINAL ANALYSIS OF RATIONALE-315

Conclusions

« A statistically significant and clinically meaningful benefit in OS was observed with perioperative
tislelizumab plus PtDb chemotherapy vs placebo plus PtDb chemotherapy (HR=0.65 [95% CI: 0.45, 0.93]; MAO04.08
one-sided P-value=0.009)

— This benefit was consistent across prespecified and post-hoc subgroups

lung cancer
research

» There were clinically meaningful improvements in EFS, consistent with results from the prespecified and
post-hoc subgroups in this analysis and the primary EFS analysis

» Perioperative tislelizumab plus PtDb chemotherapy was well tolerated, and the safety profile was consistent
with the known risks of the individual therapies and the profile reported previously

« These final results of RATIONALE-315 further support perioperative tislelizumab plus necadjuvant PtDb
chemotherapy as an efficacious and well-tolerated treatment in patients with resectable NSCLC

Results: Overall Survival

Patients in the tislelizumab arm experienced a statistically significant and clinically meaningful improvement in OS vs those in the placebo arm, which was Results: Event—Free Su Nival
consistent across prespecified and post-hoc subgroups

o ITT Analysis Set Subgroup Analysis
1004 94.5 i - i
. Squamous Histology . Non-Squamous Histology ITT Analysis Set Subgroup Analysis
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Patterns of Progression and Sites of First EFS recurrence (miTT) o>

Recu rrence With Perioperative * Proportionally fewer patients in the D vs PBO arm had locoregional ':!E:
. . . or distant only first recurrences e
Durvalumab in Patients with
25 22.2 .
Resectable NSCLC from AEGEAN . =Damv469
g W = PBO arm (N=374)
g Manuel Cobo,” Martin Reck,? David Harpole,? %E 15
Tetsuya Mitsudomi,* Janis Taube,® Guilia Pasello,® §3 10 g7 107
Thomas Winder,” Luis Leon Mateos,® Manuel Domine,° £
Allen C. Chen,'® Tamer M. Fouad,'® Helen Mann,'" John V. Heymach'? éi 5 o5 14
0 ——
Any Locoregional Distant Locoregional
only only and distant
2% Conclusions
' as 197 168% 106 [ [ istantoniy » At a median follow-up of 25.9 months, proportionally fewer patients in the D vs PBO arm had any EFS events, including

125 fewer patients in the D arm who had PD that precluded or prevented completion of surgery
10 I:”:‘ Locoregional and distant

Proportion of patients
with recurrence, %

» Proportionally fewer patients in the D vs PBO arm had any recurrences, including both locoregional and distant recurrences

125 . . Locoregional only

ﬁ - Among patients with pCR in the D arm (n=63), only 2 patients had recurrences, one of which was distant (in the pleura)
0
35E) Nsr) phrs kil 303) (ne5e8] + Median time to recurrence after surgery was longer in the D vs PBO arm, particularly for locoregional recurrences
| I | S| —_
All CR No pCR
’ » Of patients who completed surgery, approximately twice as many in the PBO vs D arm had subsequent Tx, primarily driven
MAO04.09 by differences in use of immunotherapy and radiotherapy

The addition of perioperative durvalumab to neoadjuvant CT reduced PD precluding or preventing
completion of surgery and both locoregional and distant post-surgery recurrences
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Molecular Residual Disease (MRD)
Analysis from NeoADAURA:
Neoadjuvant Osimertinib + Chemotherapy
in Resectable EGFRm NSCLC

Caollin M. Blakely,'2 Jacqulyne Robichaux, Sung Yong Lee, Jin-Yuan Shih,
Kang-Yun Lee, Nguyen Viet Nhung, Somcharoen Saeteng, Jamie E. Chaft,
Jianxing He, Walter Weder, Sanja Dacle, Yasushi Yatabe, Carles Escriu,
Masahiro Tsuboi, Preetida Bhetariya, Balakumar Swaminathan,
¥uri Rukazenkov, Ryan Hartmaler, Maximilian J. Hechmair

'NeoADAURA: Neoadjuvant osimertinib £ CTx demonstrated significant improvements
in MPR rates vs placebo + CTx in resectable EGFRm stage II-1lIB NSCLC"

NeoADAURA study design* NeoADAURA primary endpoint: MPR rate'

CONQUERING LUNG AND OTHER THO

40 - Difference, 24% (95% CI- 15, 32);*
- p<0.0001

treatment Difference, 23% (85% CI: 15, 32);"
7 p<0.0004

Osimertinib 80 mg

QD + CTx Q23W

Patients with completely Osimertinib 80 mg

resectable EGFRm __|ru.r;|jnl_l s =
stage lI-IIB NSCLCH Post-surgery

Placebo QD + follow-up visits

CTx Q3w

=

MPR rate, %
[\%]
(=1

CTix carboplatin ALCS ar
cisplatin 75 mg/m? + pemeatrexed 500 mg/m?; 3 cycles

-
(=1
L

OA02.02

2%
G5% CLO6

Primary endpoint: MPR (by blinded central pathology review)s 04— . .
Secondary endpoints: EFS, pCR, nodal downstaging, safety, DFS and OS Ostmerttn R it




Patients with baseline MRD not detected vs MRD detected Sample tasted Q
had less extensive disease and longer EFS o®
Lymph node E E : P
Stage 11/ 11" Tumour size* lung cancel
involvement at baseline* Lo0m g
W Stage 1| Stage Il
p=0.0004
100% = i e B p<0.0001
_ W,z = , ! 2 0754
T 75% H il
& (s3.00) E . § th i :
% so% £ E :0; nn EFS HR (95% CI): 0.24 (0.07, 0.80)%
£ g4 : = i : i
3 25% E 2 g MRD detection status _ Events Landmark EFS rate % (95% G|
2 g & a5 6 months 12 months 18 months
0% o = == MRD not detected 3 OB (87,100) 06 (84,00) 96 (24,00)
?!Iﬂic&‘;‘; dm?;:tcﬂ I:[remg;‘]i P Mot Dmﬁ;ﬂ deNand == MRD detected 7 92 (B5,95) B9(81,93) 82(73, 88)
= [n=1, etected {n=’ tec H H H
{r=52) (n=52) {n=52) : H
Baseline MRD status Baseline MRD status Baseline MRD status e T T T = T T pa Pre-surgical MRD not detected rate was higher in Samples tested
- = s = - N . . Ba: 1D1)
Time (months) osimertinib-containing regimens and in patients with MPR '
- 52 49 a Eal » 1 [} ]

Other patient characteristics (EGFR mutation type, race, age,
sex, smoking, WHO PS, surgery) were similar between the -

Treatment with osimertinib-containing regimens led to
higher rates of MRD not detected* vs placebo + CTx

MRD not detected was associated

with MPRT across arms

baseline MRD detected vs not detected groups®
B Csimertinib + CTx 30—
I Osimertinib o p=0.0546
Placebo + CTx ﬁ
e
= 204
MRD not o
— : detecad s
Pre-surgical MRD clearance was enriched with Samplos tested (= £ .
. P . - N N . = (1] -1
osimertinib-containing regimens and in patients with MPR 2
Treatment with osimertinib-containing regimens led to MRD clearance was associated %
higher rates of MRD clearance® vs placebo + CTx with MPRS across arms e 4]
MRD MRD
i i notdetected  detected
o . it = x?memn?m‘ CTx — 30+ (n=119) (n=58)
imertinib Q p=0.0378
[ﬂ"z] Placebo + CTx 'fE — Pre-surgical MRD status
= across arms
= 204 Arm Pre-surgical sample
MRD @
clearance =
(n=88) £
Osimertinib
(n=45) =z 104
£
&
o
& o
e | MRD MRD
+ MRED clearance non-clearance
CTx nen- (n=96) (n=31)
(n=40) |429%, clearance
(n=31) Pre-surgical MRD clearance
across arms
Arm Pre-surgical sample

MRD clearance: 10-fold decrease in ctDNA or MRD not detected in the presurgical sample after baseline MRD detected I
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Conclusions

+ In NeoADAURA, the tumour-informed, ctDNA-based MRD assay had greater sensitivity to detect tumour
DNA vs single EGFR gene mutation testing

+ Baseline MRD status was prognostic for EFS

* Osimertinib-containing regimens improved MRD clearance and reduced MRD detection before surgery
vs placebo + CTx

* Pre-surgical MRD clearance and MRD not detected were associated with MPR

* Future NeoADAURA MRD analyses aim to understand the association of pre- and post-surgical MRD
detection with long-term outcomes (EFS, DFS, OS), which will be presented at a later conference

These findings highlight the potential utility of MRD to complement MPR
and support the use of neoadjuvant osimertinib-containing regimens
in patients with resectable EGFRm stage II-lll NSCLC

C Haealy. Mool Fascusl Dsesse |MAD | Anshs from Fecf08L I HA: DM, orculaling usoar OMEG: CTx, chamotieespy: OF 2, dissass-brs sursl; EFS, svenlires savrval ECFRm apelammal gresith Tecior secapior-rmutstied
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A151216 (ALCHEMIST-Screen)
registration

Disease-free survival

Subgroup DFSHR(90%Cl) | Pvalue |

Crizotinib zo observation Sex
Adjuvant x 2years in.dpoints E :: erizotinib Female 1.16 (0.61-2.18) 0.7
Resected chemotherapy rimary ] Male 0.73(0.30-1.78) 0.6
stage lIA-11IB and/or post. « DFS(in centrally ALK+ cases) i
(AJCC 8™ ed.) ; ot Secondary 0 Stage
ALK+ NSCLC operative radiation % )
therapy allowed _— - 08 i 11-IA (N1) 0.65 (0.28-1.48) 0.4
Observation « Toxicity 2,
x2years  HR 1.06 (90% Cl, 0.63-1.77; P=0.86) (DA (- DA (-2t D=3
registration  *initially placebo Worih from randomization Yes 1.86 (0.80-4.33) 0.2
Stratification factors ——r - No 0.68 (0.35-1.33) 0.3

+  Stage: IIAJIB/IIA (T3N1) vs. A (N2)/1IIB (N2) (AJCC 8thed.) '
+ Prior RT: yes vs. no Median follow-up = 58.3 months

* Sex: malevs. female ALCHEMIST, Adjuvant Lung Cancer Enrichment Marker Identification and Sequencing Trials _ welc.iaslc.org _

2028 Werld Conterence WCLC 25 P

™| on Lung Cancer
5-5, 2015 | DARCELOWA, SPARK fonXx@aw

Crizotinib toxicity and exposure

34 patients (43%) had grade 23 TRAE Duration of crizotinib [median (IQR)]
13.5 (3.4, 23.9) months

Grade 3*
Toxicity N=79 Reasons for treatment discontinuation
” {nfo} _
Reason o

Diarrhea 6(8) n (%)

Edema 4(5) Completed per protocol 31 (40)

Eye disorders 2(3) Adverse event 21 (27)

P LO 2 1 8 Abdominal pain 2(3) Patient withdrawal / refusal 11 (14)
¢ ALT 2(3) Other 7(9)
Neutrophil count | 2(3) Disease recurrence 4 (5)
Other treatment started 3(4)

*QOne treatment-related grade 4 stroke occurred

wclc.iaslc.org




NAUTIKAT1: Clinical Outcomes
and Pathologic Regression with
Neoadjuvant Alectinib in Resectable

Stage IB-11IB ALK+ NSCLC

+ NAUTIKA1 (NCT04302025) is a phase |l umbrella study investigating
targeted neoadjuvant treatments in patients with early-stage NSCLC
harboring study-eligible oncogenic drivers!

*  We present clinical and surgical outcomes for the ALK+ cohort®

Pathologic and radiographic response

Weighted % viable tumor regression in the pathologic response analysis population (n=25)
Baseline diaease stage [UESRCCSRTEN 1B | A [RITESITERE TESE T CSN S m Tila E lA 1A m 1A 1A m A HLA A A E [LITY

T —— Adjuvant Baseline nodal stage el CRRLE: ne nz Nz w2 onz OO e w2 wz B w2 ne mmmm nz B ne
Resectable stage [B- ALK+ cohort Neaduvant BOR (RS E er PR B PR PR PR PR E” er ] er e B er = B = EJE
lIE {T3M2 only; AJCC et Surgery and 0 -
Bth edition) NSCLG Neoadjuvan _ Pathologic respanse
Local molecular testi Alectn® assessment g -20 5
—nca’ moacuiar teshng {600 mg BID; {by local review) =
in a CLIA-cartified lab 8 weaks) =
via FISH, IHC, or NGS E‘ =40
E -60 -
. T Received Underwent =
Patients enrolled (N=33) necadjuvant - ty & 80 -
o o alectinib
Eligible patients (N=30)1 (N=30) ) 100 -90% (MPR)

Patients

Pathologic response

M pcr B vFr

Resection not performed (n=2)

Surgeon decision (n=1)
Fleursl metastasis (n=1)

Did not undergo surgery (n=3)
Disease progression (n=1)
‘Withdrew consent {n=2)

B Mon-MPR

Conclusions

« Alectinib is globally approved in the adjuvant setting for patients with resected ALK+ NSCLC,
based on results from the phase Il ALINA study (NCT03456076)'
MAO04.02

* The results presented here from the NAUTIKA1 study suggest there is a potential role
for neoadjuvant alectinib alongside the ALINA regimen’, as a promising perioperative approach
for patients with resectable, stage IB—IIIB ALK+ NSCLC

o
GeCP
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n (%) ALK+ cohort
Pathologic response (N=28)t

MPR 17 (60.7)
pCR# 7(25.0)

ORR 18 (63.3)
PR 19 (63.3)
sD 9(30.0)
FD 1(3.3)
NE 1(3.3)
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Survival outcome of VATS compared to open lobectomy for lung cancer Gec'.;
An individual patient data meta-analysis of randomised trials

research

« Video-assisted thoracoscopic surgery (VATS) is the most common approach for pulmonary lobectomy in early- * Three randomised controlled trial (RCT) included:
stage lung cancer

Bendixen et al. (PLEACE trial, NCT01278888)

+ Widespread adoption is principally based on non-oncological benefits such as less pain, fewer complications, Long et al. (NCT01102517)

faster recovery and improved quality-of-life Lim et al. (VIOLET trial, NCT03521375)

. ;I'hs c:nr;]ologt;cal eq;wale?cle comparsti tt?jt}{)er; sur.geryrrtemtaclir.'lfsr. assumfed as nolnl mng!e randr.]:mlsed cc_)ntlrolled trial 1185/1190 individual patient data obtained for all three trials
o date has been adequately powered to detect an important difference in overall or disease-free surviva - 586 randomized to VATS and 599 to open lobectomy

* Results from aqgareqate meta-analyses of predominantly non-randomized studies are limited by selection bias

Ne. Haz. ratio % 1.00 No. Haz. ratio Yo
Trial ots (85% C1) Weignt g o Trial pis (95% CI) Weight
£ \
e 5 ors 2y
o f 2 = i - L
: pendsen ot 202 ; 0501054, 126) o1 3;’, \k Bendixen stal 202 - 085 (061, 1.17) 38.39
5 Long et al, 481 R 0.78 {0.55, 1.09) 3381 g 080 a— e Long st al 81 — 1.02 (076, 1.36) 4785
& H c L '
g Lmatal, o 071 10,50, 1.00) s g = Lim et al, s02 - 0.78 (045, 1.33) 1366
" S 0.251 T v
Overal, IV 1185 -@ 0.79 (0.65, 0.96) 100.00 g —E-- Ovenall, IV 1es ¢> 0.91(0.75,1.12) 100.00
o ——— Open 2
i B {F=0.0%. p=0577)
VATS 1F=0.0%, p=0623) 0.00] —— VATS
T T T T T T — T T T T T T — T T T Ell ' 2‘ T ,:I; T é ! é ' 1'0 ' 1‘2 T 1'4 T 1‘6 '5 H ;
] 2 4 6 8 10 12 14 16 5 1 2 N
Time from randomisation (years) Favours VATS Favours Open

Time from randomisation (years) Favours VATS Favours Open
umber al risk Hazard ratin (G55, (1)

+ For the first time, we provide evidence in early-stage lung cancer, a simple change in surgical access to VATS:
PL03.13 1. reduces the overall risk of death by 21%

2. without any compromise to disease-free survival

+ Our results underscore the importance of prioritizing VATS (when technically feasible) as the access of choice for

surgical resection of early-stage non-small cell lung cancer



. « Spread Through Airspaces (STAS) is a histological finding that »
Spread Through Airspaces (STAS) and represents an intra-alveolar invasion. '

Prognosis in the Phase Il Only a few study addressed STAS significance between )

JCOG0802/WJOG4607L Trial of . lobectomy and limited resection, retrospectively.

Segmentecmmy VS LObecwmy in NSCLC « JCOGO0802/WI0OG4607L is a randomized phase III clinical trials

for the patients with stage IA NSCLC, compared the patient
outcome and local recurrence between lobectomy and

RFS and OS by STAS status (r-640) segmentectomy.

—
o

o e, STAS-negative

0.8+

Pathology study cohort (n=640)
‘"'"‘“m.m,:_” _ *  Presence of STAS was identified as an independent prognostic factor for both RFS and 0S.,
STAS-positive +«  Local recurrent rate in in the tumors with STAS were higher in both lobectomy and segmentectomy subgroups.

o T Ty
¥

RFS

Surgical type subgroups (lobectomy vs segmentescdomy; n=321 and 318, respectively)

) 5TAS positive tumors had higher frequencles of lacal recurrences in both subgroups and distant recurmence anby in
0.0 LOg'mnk tWO'SId'Ed p‘:.OOOI ﬂmr_m

fea|_ 21 22 213 a2 s tes ivo los ah e hz e 3 d 5 & ° Presence of STAS was confirmed to be shorter RFS in both subsets, but anly shorter OS5 in the lobectomy subse.

Non-mucinous ADC subset assessing a histological grade [n=487)
Grade 3 was confirmed as a poor prognastic factor for RFS and 05,
Grade 3 demonsirated a strong association with presence of 5TAS
T e STAS-negative «  In multivariabe analysis, presence of 5TAS and grade 3 werg bath poar progrnoshic indicators far RFS, but anly

o m“*‘\.‘u histodogical grade for 05,

W -
S,
L

g

pe

STAS-pSEﬁQe While STAS was a negative prognostic indicator, the presence of STAS did not

0S

negate the original conclusion of the JCOG0O802/WJ0G4607L trial that
segmentectomy was non-inferior to lobectomy in patients with stage IA NSCLC.

ol Log-rank two-sided p<.0001

PLO3.16
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