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The Data for Adjuvant EGFR TKIs

Regimen Landmark DFS (%) 5-Year OS (%)

TKI Control TKI Control

- =i 0 0,
ICTAN '611.2 rdonth I- 1A 5-yr50%/51% 25%  74%/75% 65% DFS and 0 Improved
icotinibvs obs (55-56% N2+) HR 0.41(0.27-0.62) 25% HR 0.56 (0.32-0.98)
i ini - . 0, 0, 0, 0,
ADAURA 3yrsosimertinibvs 1I-llIA . 4-yr 70% 29% 85% 73% DFS and 0 Improved
placebo population HR 0.23 (0.18-0.30) HR 0.49 (0/33-0.73)
ini - - 0, 0,
RADIANT 2yearserlotinibvs IB-IlIA 2-yr75% 54% Immature
chemo (48% Stage 1) HR 0.61 (0.38-0.98)
s ] ™ 0
EVIDENCE 2yearsicotinibvs 1I-1l1A 3-yr64% 33% Immature DFS Improved
chemo (57-62% N2+) HR 0.36 (02.4-0.55)
1tini - - 0, 0, 0, 0,
CTONG 1104 2years gefitinibvs 1l - 1lIA 5-yr 23% 23% 53% 51% DFS Improved
chemo (64-65 N2+) HR 0.56 (0.40-0.79) HR 0.92 (0.62-1.36)
IMPACT 2years gefitinibvs  1I-11l 5-yr 32% 34% 78% 75%
chemo (58-62% N2+) HR0.92(0.67-1.28) HR 1.03 (0.65-1.65)
ini _ 0, 0, 0,
EVAN 2yearserlotinibvs IlIA 5-yr 48% N/A 85% 51% DFS and 0S Improved
chemo (94-100% N2+) HR 0.38 (0.20-0.70) HR 0.37(0.19-0.73)

He et al. Lancet Resp Med. 2021;9(9):1021-1029; Tada et al. Clin Oncol. 2022;40(3):231-241; O’Brien et al. JCO 2015;33(15):suppl7540 Abstract #7540; Zhong et.al. JCO 2021;39(7):713-722; Yue et al. JCO
2022;40(34):3912-3917; Kelly et al. JCO 2015;33(34):4007-14; Tsuboi et al. NEJM 2023;389:137-147; Herbst et al. J Clin Oncol. 2023 Apr 1;41(10):1830-1840.
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The Data for Adjuvant EGFR-TKIs

. Primary Secondary
Trial Treatment Stage Endpoint Endpoint
ADUARA Osimertinib vs placebo for 3 years .
> - .
(ASCO 2020, 2023) 682 (Pati IBr(1 4cm) -llIA DFSin 0.20 0s 0.49 for Stage
R (7t ed.) Stage lI-1lIA 1-1NA
International
ICTAN I:l(;zglbbofor 6 months or 12 months vs - 1A 0.41 (6:mos) 0.56 (6 mos)
th o o
(c;ig: 2024) 318 (AU patients had > 2 cycles of (7 ed.) DFS 0.40 (12 mos) o 0.55 (12 mos)
adjuvant chemotherapy)

ADAURA

DFS: patients with stage II/llIA disease A Patients with Stage Il o 1A Disease — " "
1A 85% DFS hy investigator for ITT population 08 for [T population
0 Median DFS, months (%5 C1) 0 0 100 »
5 Osimertnd il Osimertinib LT
08 — Placebo 2 2 084
_ o e 074 Placebo
o 3 06 !
3 u § b 5-Yr Overall Survival i
3 6 05 95%C1) i
20 | o
2 % 044 percent ) — 51.3 /0|
04 | |
& ; 034 Osimertnib 85 (79-19) ! W 50.1%
- 024 Placebo 73 (66-76) i
02 » 1 ’ Hazard ratio for death, 0.49 (95.03% C1, 033-0.73) 0FSconpat
i | 014 P00 | comparison summary
= I W77 —
L% % 5 N M B E NN 0 6 1 18 % 30 36 4 4 4 60 6 N T H 90
Time Since Random Assignment (months) Months since Randomization

No. at Risk
Osimertinib B3Ny N4 W4 oW N4 208 205 200 170 15 69 B9 0
Placebo B oW W6 N0 202 190 18 171 B8 M OB B § 2 0




How long do you need systemic therapy?

1.04 Stage Il 10~ —'_—"g-—s.tig: A
0/
3 (0]

£ 08 > 08
Ee} =
2 0.6 | 0.6
o o
S e
@ 041 3 0.4+
[=] [T

0.2+ S 0.2+

o.c T L] T L] L] L] L ] L] Ll L] L} L] 00 L} L] L] L] L] L] L} L] L] L] L} L}

0 6 12 18 24 30 36 42 48 54 60 66 72 0 6 12 18 24 30 36 42 48 54 60 66 72

" Time from randomisation (months) = Time from randomisation (months)
No. atrisk No. atrisk
Osimertinib 118 112 107 101 99 96 87 69 47 24 13 0 Osimertinb 115 110 109 101 97 96 87 69 43 21 7 2 0
Placebo 118 100 81 74 66 58 51 47 30 17 8 1 0 Placebo 19 91 60 50 40 33 23 14 11 6 3 0

ICTAN

DFS stratified by stage

Stage Il NSCLC Stage Il NSCLC

o

No. at risk
1€

HR, 95% CI
©.40 (0.24-0.66)
043 (0.26-0.71)
0.89 (0.52-1.53)
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How long do you need systemic therapy?

ol o
218 years (Taiwan 220 years)*
WHOPSO0/1

Confirmed primary non-squamous
EGFRm stage Il to 1IB* NSCLC

Complete surgical resection with
negative margins

MRI or contrast CT brain scanning
is required pre-surgery or
pre-enrolment

EGFR mutations (common or
uncommon, excluding Ex20ins)I

Max. interval between surgery
and treatment:

» 10 weeks without
adjuvant chemotherapy

* 26 weeks with
adjuvant chemotherapy

Adjuvant
chemotherapy

per investigator
and patient
choice

Common EGFR mutations
(Ex19del or L858R) cohort: n=150 patients

Osimertinib
80 mg orally QD
for 5 years or
until recurrence,
discontinuation
or death

Primary endpoint:
DFSSat 5 years

Secondary endpoints:
DFSSat 3 and 4 years;
OS at 3, 4 and 5 years;
safety and tolerability;
type of recurrence;
CNS metastases

Uncommon EGFR mutations

(G719X, L861Q, and/or S768l) cohort: n=~30 patients

Adjuvant
chemotherapy
per investigator

and patient
choice

Osimertinib
80 mg orally QD
for 5 years or
until recurrence,
discontinuation
or death

Secondary endpoints:
DFSSat 3, 4, and 5 years;
safety and tolerability;
type of recurrence;

CNS metastases

Radiographic scans
(preferably CT, or MRI)

will be performed at
baseline and for disease
recurrence at weeks 12
and 24 and then every 24
weeks thereafter until

study completion, disease
recurrence, or death. In
addition to pre-surgery or
pre-enrolment brain scans
(preferably MRI, or contrast
CT), brain scans will be
required at recurrence and
as clinically indicated during
treatment and follow-up

Soo R, etal. Clin Lung Cancer 2024
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Do we need adjuvant chemotherapy?

ADAURA - All Patients ADAURA —Patients with Stage II/llIA

A Patients Who Received Adjuvant Chemotherapy

Baseline MRD status (MRD analysis set)

A. Patients Who Received Adjuvant Chemotherapy

1.0+ 10
= 0.9 Osimertinib s 09+ Osimertinib
2 08 <
13 Placebo s 0.8 4
a 07 & 07 *-Q R o
K] 4 K] : Placebo
g 06 ' € 06 i ;
é 0.54 5-Yr O;eraIIcSurvlvaI 3 054 H $
5 04 (95% CI) S 0z | :
£ .3 percent z 08 '
3 g = 4 5 i o H
i Osimertinib 87 (82-91) 3 0 :‘;gtfz:z?verall Survival Rate (95% CI) i
024 4 £ . H
g_g Placebo 77 (70-82) 2 Osimertinib 87 (80-91) H
0.14 Hazard ratio for death, 0.49 (95% Cl, 0.30-0.79) ‘ o 0.1+ placebo 75 (67-81) !
1 H
00 I T v y v y v r iy t v T T T 1 . T T T J T T T T T T T T T T M Baseline MRD undetected (n=202) M Baseline MRD detected (n=
0 6 12 18 24 30 36 42 48 54 60 6 72 78 84 90 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Months since Randomization No. at risk Time from Randomization (months) Baseline MRD status by disease stage and adjuvant chemo use
No. at Risk Osimertinib 175 172 170 170 170 167 163 160 157 131 89 50 22 6 0O — Nochemo \— Chemo —
Osimertinib 203 200 197 197 19 192 188 185 182 155 104 58 25 7 0 Placebo 177 174 170 167 159 153 145 137 131 108 73 38 15 6 2
Placebo 207 204 200 197 189 182 174 166 159 133 92 48 19 7 2 0 Stage IB 2%
B. Patients Who Did Not Receive Adjuvant Chemotherapy (n=4)
B Patients Who Did Not Receive Adjuvant Chemotherapy 1.0 = [—— Nochemo " Chemo .
. 5 09 Stage ll 59% 1%
_ 099 Osimertinib s 084 Osimertinib (n=90)
] 5
; 0.8 ® nx o Chemo )
=
a 07 Placebo § 061 : Stage A
T 06 3 054 i Placebo (n=83) 69%
2 H
6 0.5 5-Yr Overall Survival S 044 :
s (95% <) £ 03 : f T T T 1
S 044 = .3 -1 5-year Overall Survival Rate (35% ClI) 0 0 » % 5 10
= 43 pten, 8 02 - percent H
3 Osimertinib 88 (81-93) 2 ] osimertinib 80 (66-89) : Proportion of patients (%)
s 024 Placebo 79 (71-85) : Placebo 66 (51-77) i
a ) 0.0
0.14 Hazard ratio for death, 0.47 (95% Cl, 0.25-0.83, T T T T T T T T T T T T T
o azard ratio for dea (95% ) : o L 05 = mhi a5 Tl A0 sl B oY a2 Tor g M MRD undetected I MRD detected
L i y y y y . y , y v y b y ¥ . Time from Randomization (months) . 5 .
S B30 36 e s 06 T 90 No. at risk Patients with Stage Il and Ill NSCLC who did
Months since Randomization Osimertinib 58 57 54 54 51 47 45 45 43 39 26 19 11 3 . K
Nt Placebo 60 58 56 54 51 49 45 45 40 30 21 15 10 2 not receive adjuvant chemotherapy were
Osimertinib 136 132 128 127 123 119 116 116 112 97 72 50 25 8 0 more likely to have baseline MRD positivity.
Placebo 136 134 132 129 125 122 116 115 108 90 72 49 25 10 1 0 Stage I1 1 7% vs 1%

Tsuboi M, et al. NEJM 2023, John T, et al. ASCO 2024

Stage Il 21% vs 10%
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Are we curing patients with TKIs?

A Patients with Stage Il to IllA Disease

Osimertinib

®
2
2
3
2
g 5-Yr Overall Survival
6 05 (95% Cl)
% ol

=

3

2

°

o

percent

e 7 ) - More time is needed to definitively

Hazard ratio for death, 0.49 (95.03% Cl, 0.33-0.73)

s ? determine if we are curing a subset

T T T 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 78 84 90

. Months since Randomization Of p a t i e n t S .

Osimertinib 233 229 224 224 221 214 208 205 200 170 115 69 33 9 0

Placebo 237 232 226 221 210 202 150 182 171 138 94 53 25 8 2 0 - If So’ Who are these patientS?
B P e e - What clinical and biological features

1.0+
- 0.9+ . . ?
> -
5 os are likely to predict cure?
a 074
§ 061 5-Yr Overall Survival
8 o5 (95% C1)
; 0.4 percent
3 034 Osimertinib 88 (83-91)
2 02 Placebo 78 (73-82)
E ’ Hazard ratio for death, 0.49 (95.03% Cl, 0.34-0.70)
0.1+ P<0.001 !
77—
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
Months since Randomization
No. at Risk
Osimertinib 339 332 325 324 319 311 304 301 294 252 176 108 50 15 0
Placebo 343 338 332 326 314 304 290 281 267 223 164 97 44 17 3 0

Tsuboi M, etal. NEJM 2023
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The Role of ctDNA

Molecular residual disease analysis from the ADAURA
trial of adjuvant osimertinib in patients with resected
EGFR-mutated stage IB—IIIA non-small cell lung cancer

Thomas John.' Christian Grohé, Jonathan Goldman, Terufumi Kato, Konstantin Laktionov,

Laura Bonanno, Marcello Tiseo, Margarita Majem, Manuel Démine, Myung-Ju Ahn, Maurice Pérol,
Ryan Hartmaier, Jacqulyne Robichaux, Preetida Bhetariya, Aleksandra Markovets,

Yuri Rukazenkov, Caitlin Muldoon, Roy S. Herbst, Masahiro Tsuboi, Yi-Long Wu

Patients with d d MRD at b line
L] ® O O O O ©O O 0O 0O 0O © O o o o L]
Baseline MRD status (MRD analysis set) Baseline MRD status by disease stage and adjuvant chemo use e O 0O OO OOO OO OO OO O -
P pro e O O O OO OO OO O O O o e -
I 1 = e © 06 o © 0o o 0 o o e
Stage IB 21% e O O e O o o [o]"
(n=47) © o o o o o o o 5 Treatment
On osimertinib
[ No chemo " Chemo 1 % e ® Off osimertinib
a i ¢ o o B Placebo™
age 9, o
(n=90) % S 1 — MRD status
o o B © MRD undetected
L
— Nochemo — Chemo 1 c - A . msg ﬁf,ﬁ?:tgd
Stage llIA ° oE ES t
(n=83) 69% o o[ D even
® Local/ regional
e [de O Distant
o [e A Death
I T T T 1
0 25 50 75 100 o m
olie
Proportion of patients (%) @l
B Baseline MRD undetected (n=202) M Baseline MRD detected (n=18) B VRD undetected M MRD detected g 12 24 =0 48

Time (months)

Of 18 patients with detected MRD at baseline
= 4/ 5 patients receiving osimertinib cleared MRD
= 0/ 13 patients receiving placebo cleared MRD

ASCO 2024 17 of 18 patients progressed
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Additional Randomized Trials

A Phase lll, Double-blind, Randomized, Placebo-Controlled Multi-centre, Study to
Assess the Efficacy and Safety of Furmonertinib (AST2818) Versus Placebo, in Patients
With Epidermal Growth Factor Receptor Mutation Positive Stage II-1IIA Non-small Cell
Lung Carcinoma, Following Complete Tumour Resection With or

Without Adjuvant Chemotherapy NCT04853342

N=318

Primary Endpoint: DFS

Furmonertinib 80 mg po daily for 3 years (?7)

O >3O

C&J\’ e @A’ \: ﬁ) Me

N/\/NM

M N/\/N Me
F‘:,C - Me Me
Furmonertinib Osimertinib

Zhang SS and Ou SI. Lung Cancer: Targets and Therapy Oct 2022
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Building Upon the Results

Study Phase N Stage  Therapy Results
N E OA DAU RA 2 Aredo 2023 I 27 I-ITTIA Osimertinib MPR 5 % (4/
NCT03433469 x 8wks — sx 15).
NEOS I1b 38 IIA- Osimertinib ORR 71.1 %
Lv 2023 1I1B X 6wks — sx (27/38).
] ChiCTR1800016948 MPR 10.7%
—p :
Key inclusion criteria: SN Adjuwvant:
+Age >18 years Investigator Follow up to Ongoing clinical triels with combination neoadjuvant EGFR-TKI and chemotherapy.
« Primary non-squamous M3 choice for EFS eventf or Sudy Mae Sme N They Prinary edpon
stage [HIB N2 NSCLC* /'R & optimal care withdrawal o
0 Resgctable disease 1:1:1 NN pCR _’ (|.nclud.|r?g Olf consert, NCT04470076 [46] I Tallb 30 Platin-based/pemetrexed x 3 21-day cycles with concurrent afatinib during cycles - sx - MRP, ORR
+Confirmed EGFRm osimertinit) it sooner; dtinbx 25
(Ex19del/L858R) OSSN |EFS, DFS & 0S NOCRO!
+ECOG PS 0/1 - — chemotherapy NCT05011487
[47) I o 30 Clsplatin/pemetrexed x 2 21-day cycles with concurrent osimertinib x 60 days - sx Complete LN
(E— clearance
 —
Neolpower NCTOS104788 I~ IFIB 27 Platin-based/pemetrexed x 2 21-day cycles with coneurent icotinib x 6 whs - sx MPR
4
FORSEENCTOS430802 I IIAMIB 40 Cisplatiny/pemetrexed x 3 21-day cycles with concurrent furmonertinib x  wks - sk ORR
Approximately 351 patients with resectable stage II-11IB N2 EGFRm NSCLC will [49]
be enrolled. This sample size was based on an approximate 90% power to detect NeoADAURA Il TMB 328  neoadjuvant chemo+ placebo vs chemo + osimertinib vs osimertindb 9 whs - sx - investigator ~ MPR
a statistically significant difference in MPR of 20%, with a two-sided overall (NCTUASS155) 51 ) dieinertbx 3y - hene) . _
significance level of 5% when assuming a 20% MPR in the control arm. NCT05132985 [51] I HB 4 Plann-based/pemetrexedx221-day c}fclefvlmh concurrent cotinib - sx - platin-based doublet  MPR
N2 chemotherapy x 2 21-day cycles with icotinib x 2 yrs
Tsuboi M, et al. Future Oncology 2022 Grant C and Nagasaka M. Cancer Treatment Review March 2024
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Building Upon the Results
High Risk Stage I NSCLC

- Prospectively collected data
- Pathological Stage | (8" ed)
- N=1298

Multivariable Cox Analysis for RFS

— RFS
Varables R %0 Prale it g - o
Inash companent 2> (m
R N R o 10 0
ymphacpernesin ?

o o o
Gender Female) Vexul ision

o 08 08

Viceralpeurlimasion

Low risk (n = 637); 5y RFS, 96.0"
High risk (n = 641): S+ RFS, 76.7%

o4 Lowrisk n = 637): 5y 0S, 96.0%
Lowisk roup 1= 63) High risk (n = 641): 5-y S, 85.7%

{Adenocaronoma) Imagive companest s2e <L om

# 2 HR: 662 (95% Ci:418-1110) %7 HR:399 (95% C1: 239-7.03)
Lymphatic permestion Mo hmphaic pmeation P<0.0001 P <0.0001
. 00
L] 0 N u % 4 0 n 0 2 % @ 0 n

Novseulr nsion

Noviscral pleuralinvasion

Tsutani Y, et al. Ann Thoracic Surg 2022

Osimertinib Therapy After Resection in High-risk Stage | EGFRm NSCLC
(OSTAR)

- Single arm, single institution (Tianjin University

- 65 patients receiving Osimertinib for 3 years

- Primary endpoint: 3 YR DFS

Adult participants with completely resected
stage IA2 or IA3* EGFRm NSCLC

Key eligibility criteria:
« Aged 218 years
Confirmed primary non-squamous
pathological stage IA2 or A3 (>1cm and
<3cm in size) NSCLC*
EGFR mutation (Ex19del or L858R) either
alone or in combination with other EGFR
mutations
Complete (RO) surgical resection of the.
primary tumor with negative margins (by
lobectomy, segmentectomy or sleeve
resection)
Tumor sample submission for central
pathology assessment of:
- Invasive tumor size
- Presence of lymphovascular invasion
= Tumor histology
WHO performance status 0/1
No pre- / post-operative radiotherapy or
systemic therapy
Not eligible for any other local SOC
treatment

ADAURA 2

Osimertinib 80 mg
PO QD

Stratification by:

+ Risk (high risk vs low riskt)

+ EGFR mutation type
(Exon19del vs L858R)

+ Race (Chinese Asian vs
non-Chinese Asian vs

Primary endpoint:
DFS per investigator assessment in
high-risk" stratum

Randomization 1:1
(N=380)

non-Asian
. Secondary endpoints:

+  DFSin overall population
+ 0Sin high-risk! stratum
+ 08 in overall population

3-year treatment duration + HRQoL -

until treatment completion, + Safety /tolerability

discontinuation, o disease v PK

recurrence + CNSDFS

THigh-risk defined as presence of 21 of the following factors based on central pathology review: largest
diameter of invasive component of primary tumor >2 cm, lymphovascular invasion, and/or high- grade
histology (220% micropapillary, solid, or complex gland adenocarcinoma).

Tsutani 'Y, et al. Clin Lung Cancer 2023
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The Data for Adjuvant ALK-TKIs - ALINA

Resected Stage IB (Z24cm)-IIIA
ALK+ NSCLC
per UICC/AJCC 7t edition

Alectinib
600 mg BID

2 years

Recurrence

Further
treatments at

Other key eligibility criteria:
e ECOGPSO0-1

e Eligible to receive platinum-based R inves_tigator’s
chemotherapy 1:1 Cho'c‘? and
e Adequate end-organ function A fsﬁr‘a’vil
e No prior systemic cancer therapy Platinum-based Q1:0] P
Siraiifioationtact chemotherapy?t Recurrence
ratitication ractors:
= 3W; 4 cycles
e Stage:IB(=4cm)vsllvslIlIA N=257 Q Y
e Race: Asian vs non-Asian
Primary endpoint
- DFS per investigator,* tested hierarchically:
- Stage lI-IlIA — ITT (Stage IB-IlIA)
A Patients with Stage I or 1A Disease B ntetion4o Treat Ppulton Stage 1B-11A 10 Alectinib
e e
= Alectinib 100-r= T %.—LMH“—\_‘. o
T v Alectinib 5
H T 9 oo K ks
a $ H
§ I 2 § ' .
i el Dissefe 2, o z_ 704 CNS Disease-free Survival
P , it Median it fe 20 gl Chemothery (959% C1)at 24 Months
] Survival (95% C1) ] . 60 Py
I w £ g Sunival 95% C1) g
FE % 63% o %Q 9 63.7% - 56 0 percent
58 o b el i, : i ek $E ) lectinlb 384 96.1-100
8 g Chemotherapy Chemotherapy 444 (273-NE) EE 304 Chemotherapy Chemotherapy 413 (285-NE) 5»% 304 Chemotherapy 5.8 (78.6-92.8)
g ¢ 3
E ¢ 2 Hazard vztlofovd\s{ase recurtence g b m Hzard raiofor disease recurrenice g E 204 Hazard ratio for CNS disease recurrence
[ ordeath, 024 (95% C1,0.13-045) I or death, 024 (35% 1, 013-0.43) 5 or death, 0.22 (95% C1, 0.08-0.58)
d n PN d I PO g 1
0 T T T T T T T T T 0 T T T T T T 1 T 0 T 1 T 1 U T 1 1
0 6 B ¥ o0 ¥ £ 8 # 0 6 I B u N ¥ £ B U 0 6 1 1B W 0 ¥ 4 4
Months ince Randomizaion Months since Randomization Months since Randomization
No.at isk No.at Rik .
5 ' No. at Risk
Mecinb 16 1l I W07 ¢ & % A 1 3 Necimb 130 13 13 m M % ¥ n 10 3 "
Chemoterapy 105 12 8 M 4 ¥ B U 0 2 Chemotherapy 17 12 % &% 5 4 2 B U 2 é::::mmpy gg g; 15; 1;3 ;‘; :; ;3 g 1(1) ;
Median FU = 27.8 months Wu Y, et al NEJM 2024.
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Can Patients with Other Oncogenic
Drivers Benefit from an Adjuvant TKI?

LIBRETTO-432
INCIDENCE OF ONCOGENIC DRIVER ALTERATIONS P soeng P onstdyweament@adaycyces, maximumofyears) ) Followsp

KRAS Q61X; 2%

KRAS G13X; 5%

* RET fusion-positive

Others/Unknown; - o
24% NSCLC (stage IB/IVIIA) elpercatini
KRAS G12V; 6% ARM A Participants 250 kg .
' 160 mg BID
+ Received locoregional el an?s T o :
definitive therapy _ : 28 g BID 9 g 3
(surgery or radiotherapy) Randomize (1:1) __| £ s
n (overall) = 170 —— 0 g
[ -
4
s S + No evidence of disease —— o . é
RET fusion; 1.20% iy recurrence following Double-blind trial A @cebo; Crossover
definitive therapy as well ARM B Matching dosage units to arm A
as adjuvant therapy* BID

**Crossover to selpercatinib allowed
ONLY at disease recurrence or
o progression (per RECIST v1.1 and/or
‘ Stratification factors histopathological confirmation)

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

ROS1 fusion; 2.60%

MET amp; 2%
“participants must have undergone available anti-

cancer therapy (including chemotherapy or
Tsuboi et al, Future Oncology 2022 durvalumab) or not be suitable for it”

MET splice; 4% EGFR (typical); 21%

Friedleander A, et al. Biomarker Research 2024
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IASLC Consensus Recommendations

Recommendation 6: For patients being considered for neoadjuvant or adjuvant systemic therapy, at a minimum, determination of
EGFR and ALK alteration status is required. Tumor proportion score measurement for determination of PD-L1 status should also be
considered.

Agreement: 100%

Recommendation 19: For patients with stage Il/IlIA disease with EGFR-sensitizing mutations, adjuvant Osimertinib is
recommended. Adjuvant platinum-based chemotherapy prior to Osimertinib is encourage. For patients with stage IB (T3-4cmNO)
disease, adjuvant Osimertinib alone is recommended.

Agreement: 94%

Recommendation 20: For patients with stage IB (tumors = 4 cm) — IlIA disease with ALK alterations, adjuvant alectinib is
recommended. Adjuvant chemotherapy prior to alectinib can be considered at the discretion of the treating providers.

Agreement: 95%
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The Data for Adjuvant Immune Checkpoint Inhibitors
sSurgery Chemotherapy ICI

FDA Approved Adjuvant Immunotherapy for NSCLC
PD-L1<1% PD-L1>50%

Pembrolizumab Pembrolizumab Pembrolizumab
Pembrolizumab Atezolizumab Pembrolizumab Atezolizumab Pembrolizumab

Pembrolizumab Atezolizumab Pembrolizumab Atezolizumab Pembrolizumab

Atezollzumab Overall SurV|val

ek month (95% CI) Evonts, Pationts,n  Median overall survival,  HR (95% CI)* nth) months (85% G
— Alezotzumab groug e months (95% CI
Newomabgrow 82210 28 NE ) oo, ) I e 136) — Nemmbgop 5042 ] P
— Bestsupportecaregroup  64281) 228 NE (NE) =006 T Aezolaumab group (139 e 043 (024078) — Bestsupotvecarogoup 0@81) 109 N (NE) Panos
— Bostsupportive caro group 32 (28.1) " NE (NE) P=00045
89.1% (95% C183.1% 10 95.2%) | ;
100 4 82.1% (95% C1 77.3% to 87.0%); i 89.1% (95% CI 83.3% t0 94.9%) | | 100 4 | |
i i 1004 | i i i
i i | i
| H | i ‘ | 84.8% (95% CI 77.7% 0 91.9%)
w ! 179.3% (95% C174.2% 10 84.5%) - 185.2% (95% C1 78.4% to 91.9%) ] $ )
] | ¢ 8 i \
i 804 i V ]
78.9% (95% CI 73.5% 10 84.4%)| i ! !
| T i 77.5% (95% C169.2% 10 85.8%) |
s 1 W —pp recraarey 77.8% (95% C1 69.9% 10 85.6%) | z ( g
g i | % o i * ! ! 70.0% (95%
3 609 1 ! ¢ ) ' 170.9% (95% Cl 62.35 o 79.6%) 5 60 | ‘mnmgsw Cle08%o70.1%)
2 i | 604 i i H ! !
H ! ! | ! 2 | i
2 i i ' i @ i i
KT : : : : 5 ol | |
i | 404 i i H i :
8 | ' 0 ] ! 4 1 i
: : ‘ : ‘ ‘
20 | | i i ] | |
! | »| g TRIIN : ! »1 Stage lI-IlIA | !
Stage II-1lIA | ! tage II- ! | * *
! ! 1-49% PD-L1 + ; ' >50% PD-L1+ | '
0 i : -49% - ! ! | '
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 S e e e e T 03 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72
umber atrisk Time since randomisation (months) 036 9 1215 182124 77 50 %3 % 99 42 45 48 51 54 &7 60 63 6B 68 72 Number atisk Time since randormisation (months)
(number cansored) Number atrisk Time since randomisation (months) (number ensored)
Aozolizumab 248 241 241 237 234 231 225 222 218 210 208 200 195 190 172 140 116 63 56 (number censored) Aezolzunb 106 104 104 104 103 103 101 100 99 96 96 93 %0 67 83 69 58 41 2 20 13 6 2 1 NE
OO 66606 ® w66 Alezoizumab 115 113 113 113 112 112 110 109 107 104 104 101 %8 95 91 77 NBAAAINDEOEH DM G 6 E M e
Bestsupportive care 228 220 214 210 205 201 198 192 185 180 172 167 166 156 140 110 95 72 49 27 15 8 7 4 NE BB EG 666666 6 o e 6N Bestsupporivecare 103 101 98 96 95 52 90 &7
©) @) (10) (11) (12) (14) (14) (19) (19) (19) (17) (17) (17) (18) (30) (57) (72) (95) L

/6 75 71 64 52 45 35 24 14 8 4 3 2 NE
114 112 108 106 105101 99 96 92 85 85 84 83 79 71 57 49 39 26 14 8 4 3 2 NE D00 006666666 6 0w e e e

Felip E, et al.Ann Oncol 2023
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The Data for Adjuvant Immune Checkpoint Inhibitors
sSurgery Chemotherapy ICI
FDA Approved Adjuvant Immunotherapy for NSCLC

IB(>4cm) Pembrolizumab Pembrolizumab Pembrolizumab

1] Pembrolizumab Pembrolizumab Pembrolizumab
IIA Pembrolizumab Pembrolizumab Pembrolizumab

Pembrolizumab Disease Free Survival

ITT Population PD-L1 TPS 250% Patients Who Received Adjuvant Chemo,
(any PD-L1 TPS)

HR,? 0.83 (95% CI, 0.59—1.16);
[ HR,20.81 (95% Cl, 0.68-0.96) |

P =0.13b [ HR,c 0.80 (95% cI, 0.67-0.96) |
Median (95% CI), mo Median (95% Cl), mo Median (95% Cl), mo
Pembrolizumab: 53.8 (46.2—67.0) Pembrolizumab: 67.0 (47.8—-NR) Pembrolizumab: 53.8 (46.2-70.4)
Placebo: 43.0 (35.0-51.6) Placebo: 47.6 (36.4-NR) Placebo: 40.5 (32.9-47.4)
100 100 100
920 4-y rate (95% CI) 90 4-y rate (95% CI) 20 4-y rate (95% CI)
80 52.4% (47.8%—56.9%) 80 57.0% (47.9%—65.1%) 80 52.5% (47.4%—57.3%)
70 45.7% (41.1%—-50.3%) 70 49.1% (39.8%—57.8%) 70 44.7% (39.7%—49.5%)
= 60 : s 609 < 60 :
£ so & 501 :E‘: £ so
& 5 s
40 404 40
30 30 30
20 20 20
10 10 10
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 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
No. at risk Time, mo Time, mo Time, mo
Pembro 590 493 435 402 361 330 222 194 100 85 34 23 6 1 o 168 145 127 114 104 97 66 59 30 27 8 6 o o o 506 422 373 344 309 281 190 166 85 74 31 23 6 1 o
Pleamcelr:(;557 493 411 366 337 309 202 180 82 73 23 13 5 o o 165 140 121 114 109 101 70 59 28 27 7 2 o o o 504 422 351 309 284 258 169 151 67 61 19 11 4 o o BeSSe B" et'al' ESMO Immuo onCOlog)’
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Adjuvant Immune Checkpoint Inhibitors
Chemotherapy

sSurgery ICI

EGFR
Participants | mutation/ALK Primary | Completion
NCT Number Sponsor rearrangement Intervention following surgery Endpoint
Canadian IB-IlIA Arm A: (optional chemotherapy and RT if N2) Durvalumab
BR31/IFCT1401 NCT02273375 |Cancer Trials 2014 3 AIGG 7th 1415 Included (1 year); Arm B: (optional chemotherapy and RT if N2) DFS 2024
Group placebo (1year) Did not meet primary endpoint 6/2024
. N Arm A: (optional chemotherapy and RT) nivolumab (1
ANVIL NCT02595044 '\ationalCancer )\, 3 151 903 Excluded  year, Q4W); Arm B: (optional chemotherapy and RT) DFS, 0S 2024
Institute (NCI) AJCC 7th X
observation (1 year)
Arm A: platinum doublet (4 cycles, Q3W) then
Excluded observation; Arm B: platinum doublet (4 cycles, Q3W)
ALCHEMIST National Cancer lIA-1lIB (applicable to [then pembrolizumab 17 cycles (Q3W) or 16 cycles (Q6W,
Chemo-IO NCT04267848 Institute (NCI) 2020 8 AJCC 8th 1210 non-squamous |after 10/14/2020); Arm C: platinum doublet plus DFS 2024
NSCLC) pembrolizumab (4 cycles, Q3W), then pembrolizumab 13
cycles (Q3W) or 12 cycles (Q6W, after 10/14/2020)
Fundacion IB-1lIA Arm A: Paclitaxel+carboplatin+nivolumab (4 cycles,

NADIMADJUVANT NCT04564157 GECP 2021 3 AICC 8th 210 Excluded Q3W) then nivolumab (6 cycles, Q4W); Arm B: DFS 2028
Paclitaxel+carboplatin (4 cycles, Q3W) then observation

Shanghai 1118 Arm A: platinum doublet (4 cycles, Q3W) then
LungMate-008 NCT04772287 |Pulmonary 2021 3 AIGC 8th 341 Excluded toripalimab (4 cycles, Q3W); Arm B: platinum doublet (4 DFS 2027
Hospital cycles, Q3W) then placebo (4 cycles, Q3W)

Felip E, et al.Ann Oncol 2023
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Adjuvant Immune Checkpoint Inhibitors
Neoadjuvant Therapy Surgery ICI

What is the contribution of the adjuvant component?

: Adjuvant -
Adjuvant NIVO +chemo  Chemo
NIVO(+ ch:T;)/NIVO C:wemo1/5PzB)0 CM 81 6 (n=179) (n=179)
n= n= "
Median EFS, mo NR 35.1 fedan€fSmg W i

(95% 0l) (NRNR) (22.0.NR) (95% C1) (BLENR)  (148421)
HR (95% CI) 0.45 (0.29-0.69) 100 4 HR (95% 0 il it
" 80 1
T | N :
I 1 ~ 60 T ; 57%
& 607 : : : I | | | NIVO + chemo
ﬁ I 1 I E : : |
w404 | 1 I w 40 4 | | U
1 | I 1 | !
l ! l : | I
20 | : I 20 - | | :
1 1 ! : : |
0 T ! T } T ] 1 | \ |
° ° 1Azi\onths f1r§)m randz:mizati:r? % “ 0 NN,
No. at risk 0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54
{IVO + chemo/NIVO 142 139 118 97 60 19 4 0

Months from randomization

* NIVO + chemo/NIVO improved EFS vs chemo/PBO with numerically higner benerTt in patients wro receivea adjuvant treatment ~~
(HR [95% Cl], 0.45 [0.29-0.69]) vs those who did not (HR [95% Cl], 0.55 [0.37-0.83])2

Median follow-up (range): 25.4 months (15.7-44.2).
2HR (95% Cl), 0.17 (0.11-0.27) in those who received adjuvant treatment vs those who did not in the NIVO + chemo/NIVO arm and 0.15 (0.10-0.22) in the chemo/PBO arm.

Cascone T, etal. ESMO 2023
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Adjuvant Immune Checkpoint Inhibitors

Neoadjuvant Therapy ——— Surgery

ICI

What is the contribution of the adjuvant component according to pathological response?

100
80
Q 60
wn
i 40-
HR (95% Cl)
NIVO + chemo/NIVO

20- vs chemo/PBO

pCR? 0.22 (0.04-1.08)

No pCRe 0.63 (0.40-0.99)

0 T T T T

—&B D= 0= = = =60 = = = 00

NIVO + chemo/NIVO (no pCR)

0 3 6 9 12

No. at risk
p(R 50 50 50 50 49

NopCR 92 91 89 81 69

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

Months from randomization
4 4 RN B 14 4 0 0 0 0

65 56 45 35 26 15 7 4 2 0

No.

CM 816

EFS
95%
100 - :
"'i T : )
.a% |
80 ™, | NIVO + chemo (pCR)
e 1
I
o 60 Yee.  155%
<= b, NIVO + chemo (no pCR)P
w 1 LEI
i f 22 R — — —@Eo—
40 1 bso-aco-n
I
NIVO + chemo | Chemo
204 pCR No pCR pCR No pCR
Median EFS, mo NR 27.8 1 NR 20.8
(95% Cl) (18.9-NR) (14.0-34.3)
HR (95% Cl) 0.15 (0.06-0.37) | NC?
0 T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54
Months from randomization
at risk
pCR 43 41 40 40 40 39 26 9 3 0
No pCR 136 95 79 64 57 49 31 11 3 0

Forde P, et al. NEJM 2022; Cascone T, et al. ESMO 2023



Adjuvant Immune Checkpoint Inhibitors

Neoadjuvant Therapy

Surgery ICI

What is the contribution of the adjuvant component according to N status and pathological response?

i

Landmark EFS from definitive surgery by pCR status

Stage Il N2 Stage Ill non-N2
100-p==r 100-%
1 T—I
%" NIVO (pCR) B NIVO (pCR)
80 e 80 -
1 s T i | | ——
D—&@—é_e@_wl 9(76-—6—I
< 60 3 < 60 1
= =< NIVO (no pCR! = g
& be—°——<()rlo-e> 4 le. Im:ma————-o
w404 w404 NIVO (no pCR)
HR (95% Cl) HR (95% Cl)
NIVO vs PBO NIVO vs PBO
20 20
pCR NCa pCR NCa
i No pCR 0.48 (0.27—0.86)| " No pCR 0.86 (O.41—1.84)|
T T T T T 1 T T T T T 1
0 6 12 18 24 30 36 0 6 12 18 24 30 36
p— Months from surgery Months from surgery
pCR 20 20 19 12 5 0 0 14 12 12 9 4 0 0
No pCR 42 3 27 21 9 3 0 28 21 17 13 8 1 0
[ Landmark EFS HRs for no pCR2: 0.59" (single-station N2) and 0.36¢ (multi-station N2)d ]

Median follow-up (range): 25.4months (15.7-44.2). °HRs were NC for patients with pCR as there were < 10 patients in either treatment arm. <95% Cl: ¥0.29-1.20; <0.12-1.09. 9N2 subcategory was not reported in 1 patient

in the NIVO arm.

Cascone T, etal. ASCO 2024
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Adjuvant Immune Checkpoint Inhibitors
Neoadjuvant Therapy Surgery ICI

Prospective Evaluation of the Role of Adjuvant Therapy

Regimen No pCR
Sl

Checkmate 816 Nivolumab + CT 179 43 pts 136 pts
(ELCC 2023 3 cycles) 24% 76% Stage ILIB 1
Perioperative (neoadjuvant + adjuvant) NSC(';% L(EGFR < SWOG ~
an wit E=] ’
AEGEAN Duvalumabs CT  aeg B3Pl 303pis locally) g 9
(AACR 2023) 17.2% 82.8% ! =
— 5

Keynote-671 . 3-4 Cycles of 8

Pembrolizumab + 72 pts 325 pts Histology 9 c
e cT 7 181%  812% Specific £ ECOG || § - D““:a'”mali’ *

Chemotherapy @ | ———  Non-Path ~_, Ceralasertib

CheckMate 77T Nivolumab + CT 229 58 pts 171 pts + (@] CR
(ESMO 2023) 25.3% 74.7% Anti-PD-1/L1 -
RATIONALE-315 Tislelizumab + CT 296 92 pts 134 pts
(ESMO 2023) 40.7% 59.3%

Highlights importance of evaluating novel adjuvant regimens
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Summary of the Phase III Results in Resectable NSCLC
e | || || e || | | B

o — ——— — — ———— ———— ————— [ —

CheckMate 816 Nivolumab + CT Excluded IB-IlIA (7thed.)  pCR 65% 2Y 83% 2Y

(ELCC 2023) (3 cycles) 358 (if known) None I-1IB (8thed.)  EFS 0.68 57% 3Y 783y 062
Perioperative (neoadjuvant + adjuvant) -
AEGEAN Durvalumab + CT IIA-11IB (8th pCR

(AACR 2023) (4 cycles) 802 Excluded Durvalumab ed) EFS 0.68 63% 2Y NR NR
Keynote-671 Pembrolizumab + EFS 79% 2Y

(ASCO 2023) CB 786 Included Pembrolizumab 1I-111B (8th ed.) 0s 0.59 62% 2Y 71%3Y  0.72
(ESMO 2023) (4 cycles) 67% 4Y
CheckMate 77T Nivolumab + CT Excluded .

(ESMO 2023) (4 cycles) 461 (if known) Nivolumab II-1B (8t ed.) EFS 0.58 70% 1.5Y NR NR
Neotorch Toripalimab + CT Toripalimab + CT (1 EFS 0.40 65% 2Y

(ASCO 2023) (3 cycles) 500  Excluded . ie) Toripalimab ! MPR (stage3)  (stage3)  NR I
RATIONALE -315 Tislelizumab + CT Tislelizumab

(ESMO 2023/24) (3-4 cycles) 453 Excluded (8 cycles) 1I-1NA pCR 0.56 68.3% 2Y 88.62Y 0.62

Adjuvant. (different patient population) -

MBS CIRl0 CT mandatory 0.66 gb7u1*
(WCLC 2022) N/A 1280 Included 4 TotntE o II-IA (8 ed.)  DFS D 75% 2Y 79% 4y 55
(ESMO 2023)

ey st ol N/A 1177 Included G OPtional II-IIA (8 ed.)  DFS 0.76 73% 15Y  82%3Y  0.87*

(ESMO 2022) Pembrolizumab

* Not significant
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IASLC Consensus Recommendations

Recommendation 1: Patients should be evaluated by a multidisciplinary team to devise an individual treatment plan, ideally in a
tumor board setting consisting of surgeons, medical oncologists, radiation oncologists, pathologists, pulmonologists, radiologists, and
supportive care staff.

Agreement: 100%

Recommendation 7: Neoadjuvant chemoimmunotherapy is strongly preferred to upfront surgery for medically operation patients
with resectable clinical stage IlIA or I1IB NSCLC at first presentation, irrespective of PD-L1 expression level.

Agreement: 94%

Recommendation 15: Neoadjuvant chemoimmunotherapy followed by surgery is preferred to upfront surgery for medically operable
patients in technically resectable clinical stage || NSCLC at first presentation, regardless of PD-L1 expression

Agreement: 65% Nonconsensus Recommendations

Recommendation 8: Following surgery in patients who receive neoadjuvant chemoimmunotherapy, adjuvant immunotherapy can be
considered.

Agreement: 94%
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IASLC Consensus Recommendations
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Take Home Message

. Adjuvant osimertinib is the standard of care for patients with resectable early-stage NSCLC.
. Adjuvant alectinib is the standard of care for patients with resectable early-stage NSCLC.

. Important questions regarding duration of treatment, the role of adjuvant chemotherapy

and determining the benefit of TKIs for patients who have other types of oncogenic driven
disease are being addressed.

Adjuvant immune checkpoint inhibitors after surgical resection and chemotherapy is an
option for patients with early-stage resectable NSCLC.

Adjuvant immune checkpoint inhibitors after neoadjuvant chemotherapy plus immune
checkpoint inhibitors and surgical resection (perioperative regimen) is increasing as the
preferred regimen for the treatment of patients with early-stage resectable NSCLC.

Important questions addressing who needs adjuvant immune checkpoint inhibitors after

neoadjuvant chemotherapy + immune checkpoint inhibitors and strategies to enhance the
efficacy of adjuvant treatment are being tackled.
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