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Percent of Cases & 5-Year Relative Survival by Stage at Diagnosis
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SEER Cancer Stat Facts: Lung and Bronchus Cancer. National Cancer Institute. Bethesda. https://seer.cancer.gov/statfacts/html/lungb.html
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TNM 5ys OS
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Early detection the better way to reduce mortality in lung cancer

NELSON? Medium trial of 15,000 patients 4
rounds of low-dose CT versus no screening over

NLST? Large trial of 50,000 patients 3 rounds of
low-dose CT versus 3 rounds of chest radiography
over 2 years
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MILD? small trial of >4,000 patients 5+ rounds
of low-dose CT versus no screening over 8-10
years
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1 de Koning, et al. N Engl J Med 2020 2 National Lung Screening Trial Research Team. N E i



https://www.nejm.org/doi/full/10.1056/nejmoa1911793
https://www.annalsofoncology.org/article/S0923-7534(19)31229-3/fulltext
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* In a retrospective European study, only 48% of patients with resected NSCLC received adjuvant

chemotherapy.
DFS lead to OS benefit
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The BIG 2 in the Treatment of NSCLC and Now even in Early Stage

Targeted Therapy Immunotherapy
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Treatment paradigm for Early-Stage NSCLC
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But, in patients with driver mutation always less benefit

Probability of EFS

EGFRm subgroup Durvalumab arm Placebo arm

No. events / no. patients (%) 12/26 (46 .2) 925 (36.0)
mEFS, months (95% Cl) 308 (114 NR) 196 (143 NR)
Unstratified HR' (95% Cl) 0.86 (0.35, 2.19)
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Median follow-up (range) in censored
pabents. 16.6 months (0 0-35.4)

AEGEAN, perioperative treatment

Riudavets, M et al, EurJ Cancer 2022, Harpole D, WCLC 2023
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But we still needing a good biomarker!!!!
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Why is important to search for driver mutations in early-stage NSCLC?

» Generate a different natural history and prognosis.

100

> ldentify patients where immunotherapy may not be as
effective (EGFR, ALK)

» Provide information which save time and money at

~
o

disease recurrence, allowing the next treatment decision

to be made earlier

Percent Metastatic Recurrence
3

> Provide information which help us to do a better follow

N
o

up (risk stratification for disease relapse)

» Provide the opportunities of inclusion in many current

o

Overall Stage 1 Stage 2 Stage 3

ongoing clinical trials

Higher rates of metastatic relapse in EGFR
mut vs EGFR WT.

Y.-L. Zhang. Oncotarget 7-2016. NCCN 2023. ESMO guideline 2023. Skoulidis, Nat Rev Cancer 2019, Galvez Oncotarget202



SUMMARY OF PROSPECTIVE TRIALS IN
ADJUVANT SETTING USING EGFR TKIS

Phase EGFR mutation AdCT/ Treatment Primary DFS in EGFR OS in EGFR
Sample size status Percentage of regimen endpoint mutant mutant
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patients
receiving adCT

RADIANT Phase llI 1B-1IIA EGFR+ by IHC Optimal Erlotinib vs DFS 46.4vs 28.5 m NR
973 and/ or FISH; 52.9 placebo for 2y HR 0.61
161 EGFR mut 161 EGFR mut
SELECT Phase 2 1A-1I1A EGFR mut As per staging Erlotinib for 2 y 2y DFS 2 years DFS88% NR
100 NR HR 0.16
P 0.0013
EVAN Phase Il 1A . . . 42.4mvs 21 m NR
102 DFS benefit did NOT correlate with OS HR 0.27
p<0.0001
CTONG-1104 Phase IlI 1-111A EGFR mut 50 Cisplatin+Vnb 4 cy DFS 28.7vs 18m 5y 0S 53.2% vs
ADJUVANT 222 Vs HR 0.60; 51.2% HR 0.92
Gefitinib 2y p=0.0054 p=0.674
EVIDENCE Phase lll 1-111A EGFR mut 50 Platinum-dB 4 cy DFS 46.9vs 22.1 HR 0.91
322 Vs HR 0.36
Icotinib 2y p<0.001
IMPACT Phase lll 1-111 EGFR mut 50 Cisplatin-VNB 4cy  DFS 36 vs 25.2m 5y OS 78% vs
234 Vs HR 0.92 74.6%
Gefitinib 2 y p 0.63 HR 1.03,
P 0.89

Kelly K, et al. J Clin Oncol 2015; Pennell NA, et al. J Clin Oncol 2019; Yue D, et al. Lancet Respir Med 2018; ; Zhong WZ et al, J Clin Oncol 2021; He J, et al. Lancet Respir Med 2021. Tada H, et al. J Clin Oncol
2022
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18 Dec 2020 26 Apr 2021

Objectives

1 ec 2022
Baseline characteristics

Updated results of the Phase 3 ADAURA trial, exploring adjuvant osimertinib therapy
vs placebo. Reported here are updated exploratory analyses of DFS, recurrence
patterns, and safety after 2 years added follow-up.

ADAURA study design

Key eligibility criteria
* Patients with completely* resected stage IB — Osimertinib 80mg OD
IIIA EGFR-mutant (exon19del/L858R") NS-NSCLC

* With or without adjuvant chemotherapy*

Randomisation 1:1 (N=682)

* WHO performance status 0/1

¢ 10 (adjuvant chemotherapy) and 26
(no adjuvant chemo) weeks maximum interval Placebo OD

between surgery and randomisation

Primary endpoint: DFS by investigator assessment in stage II/IlIA patients

Secondary endpoints: DFS in overall population$, DFS at 2, 3, 4, and 5 years, OS,
safety, health-related QoL
Pre-specified exploratory endpoints: Patterns of recurrence, CNS DFS

Placebo
(n=343)
(%)

Sex: male / female 32 /68 28 /72
Age: median (range), years 64 (30-86) 62 (31-82)
Smoking history: yes!l / no 32/68 25/75
Race: Asian / non-Asian 64 /36 64 /36
WHOPS:0/1 63 /37 64 /36

AJCC/UICC staging at diagnosis

(7t edition): 1/32/33/ 0/31/34/

IA/1B/11/1IA /B 35/0 35/0
Histology:

Adenocarcinoma/other 96 /4 97/3
EGFR mutation at

randomisation: exon19del / 55/ 45 55 / 45
L859R

Adjuvant chemo: yes / no 60 / 40 60/ 40

Tsuboi M, et al. ESMO 2022
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Updated DFS in stage Il / llIA disease*t
(primary endpoint)

Median DFS, months (95% Cl)

Osimertin| =233)

Placebo (n=237)

65.8 (54.4, NC)
21.9 (16.6, 27.5)

10 = HR (95% CI) 0.23 (0.18, 0.30)
0,
90% Maturity: 51% | Osimertinib 32%, placebo 70%
£ 08 -
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] 0,
g 44%
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T
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3
S 0.4 46% H
T
= H
s 34% x T
2 02 - 29%
0 T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72
No. at risk Time from randomisation (months)
oSl 233 222 216 202 196 192 174 138 9 45 20 2 0
PBO 237 191 141 124 106 91 74 61 a1 23 11 1 0

Updated DFS in stage Il / llIA population and

overall population

Updated DFS in stage IB / 11 / llIA disease*$

(overall population)

77% reduction in risk of disease recurrence or death
in stage Il / [lIA population

Median DFS, months (95% Cl)
Osimertinib (n=339) 65.8 (61.7, NC)
Placebo (n=343) 28.1 (22.1, 35.0)
1.0 - | HR (95% Cl) 0.27 (0.21, 0.34)
90%
p—y Maturity: 45% | Osimertinib 28%, placebo 62%
g 081 85% h‘\f'%
[}
o
c
[
©
‘S 0.6 1
£
-]
g 55% ‘_\.
g -M'H--t
g ™7 44%
> 38%
H
2 0.2 4
0 T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72
No. at risk Time from randomisation (months)
oSl 339 316 307 289 278 270 249 201 139 73 33 5 0
PBO 343 288 230 205 181 162 137 115 84 48 25 4 0
73% reduction in risk of disease recurrence or death
in overall population

Tsuboi M, et al. NEJM 2023
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ggggi%g.gg; E‘%’°"2024 Upd ated OS ADAURA

i StageB Stage IB Stagell Stage IlIA
Overall survival: patients with stage Il / lllA disease : - 5 year OS ate,
R oy % (95% CI)

+ Adjuvant osimertinib demonstrated a statistically and clinically significant improvement in OS vs placebo in the 2 o8 i ‘ I Osimerinb 0,91 850791 856,91
primary population of stage lI-IlIA disease g " i : : :
i S-year OS rate, % (95% CI) ER , Placebo 88(80,93)  78(69,85)  67(57,75)

' Osimertinib (n=233) 5 (79, 89 3 !
- . l;"“z s P o | Overall R 04 083 031
: cbo(i7HT) BT S o 1 (95% CI) 047,102 (034,112) (020,04
0.8 = | - L | T T T T T T L ; T T T T T T T 1
Z L o) Mg Overall OSHR ~ 0.49(0.33, 0.73) ek a bk ot
HE ! [ ! (95.03% CI) p=0.0004 No sk kit "‘m"("“’l" s)
g | | 73./“I - Osimertind 106 103 101 Ii}O ) 97ﬂ % % W gg g‘ ij g g ? 0
a 06 4 | | | Mamrity: 21% Placebo 106 106 106 105 104 102 100 % 9% 0
3 : - : osimertinib 15%, placebo 27% . Stage Il " Stage llIA
2 05 I I I 2 W S 8% 2 0 =t %
S I 1 1 Median follow-up for OS* (censored patients): 3 - 3 s
@ 04 ! ! ! osimertinb 61.7 months, placebo 60.4 months H L M, o |
g | | | i (T8 3 kmwi‘"‘”"..“,,w.‘
g 0.3+ | | | E 061 | E 061 167%
0 1 1 1 ] 2
02 | | | s 044 : E 041 :
I I l : ! H !
04 | | | £ 0 : § 0 :
I I I H | 8 |
0.0
I I I l l l I I l I I ' I l I u': T T T T T T T T T l T T T T 1 o'c T T T A A T T T 13 : T Al T 1
06 12 18 M4 N 3% 4 #8 M 60 6 72 78 8 %N 0 6 1218 24 30 3 42 48 54 60 66 72 78 84 %0 0 6 1218 24 30 36 42 48 54 60 66 72 78 &4
) Time from randomization (months) _— Time from randomization (months) o Time from randomization (months)
NO:GHI»SAK Ost}nemnn 18 116 112 112 112 109 104 104 100 83 61 3% 19 4 0 - Os;memm 15 113 112 112 109 105 104 101 100 &7 S N W 5 ¢
Osimertinb 233 229 224 224 21 214 208 205 200 170 115 69 B 9 0 i Plcebo 16 18 117 114 110 107 104 103 %4 M9 %6 R % 7T 2 0 Picslo 119 114 109 107 100 95 & 7 M OH B A 9 1 ¢

Placsbo 237 232 226 221 210 202 190 18 171 138 94 8B 25 8 2 0

Dafa cuboft January 27, 2023

Herbst et al, ASCO 2023; Tsuboiet al, NEJM 2023
B ——



Updated CNS DFS in stage Il / llIA disease®

CNS DFS probability

No. at risk
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Updated CNS DFS and Toxicity

CNS -Recurrence

Median CNS DFS, months (85% Cl)
Osimertinib (n=233) NR (65.8, NC)

97% Placebo (1=237) NR (NC, NC)
W% HR (95% CI) 0.24 (0.14,042)
'|'|#|.H.|.|.|.||.|.&/Iaturity: 13% | Osimertinib 9%, placebo 17%
81% B T
’ N
* Overall, 63 patients had CNS DFS
gvents:
— Osimertinib n=22
— Placebo n=41
+ Adjuvant osimertinib therapy
demonstrated a 76% reduction in
risk of CNS recurrence or death vs
: : : : | placebo in patients with stage Il /
0 6 2 18 u 20 3 P 48L llIA disease
Time from randomisation (months) y
m 216 202 196 192 175 138 90 45 20 2 0
192 142 126 107 91 4 61 41 23 1 1 0

Herbst et al, JCO 2023

CNS Disease Recurrence (probability)

Osimertinib Placebo
wns CNS disease recurrence «wee CNS disease recurrence
T = — NonCNS disease recurrence = — Non-CNS disease recurrence
] = Death — Death

...........

______

______

S T R R I B
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66

Time Since Random Assignment (months)

Probability of observing CNS and non-CNS recurrence:
an estimated probability of observing CNS recurrence at 3

years of 2% with osimertinib vs 13% with placebo
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Is adjuvant CT still need in ressected EGFR mutant patients?

[l 0 [l
NO adjuvant chemo (40%) Adjuvant chemo (60%)
> 1.0 it —tt 88Y% 1.0 i "
. 0 M e 8 ! & e &
g " Mm"'b g | 8T% Osimertinib
§ 03 : | 2 038. :
g 0.6 :79% ‘ .g 1 77%
= Welie " Q 06 | Placebo
g ' Placebo 3 |
- > |
0.4 4 I S
g | E 04- '
# . @ :
i 0.2 0, | =
§ Overall HR (95% Cl) : § 02 Overall HR (95% CI) !
3 0.47 (0.25, 0.83) | > 0.49 (0.30, 0.79) |
0.0 | 0 ! "
I 1 L) I I I Ll 1 I ) 1 L} I L 1 0.0 T T T T T T T T T Y T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
Ko sk gk WLCMCUREINPEIWEINE  Adjuvant chemotherapy: 60% Time from randomization (months)
Osimertinib 136 132 128 127 123 119 116 116 112 97 72 50 Stage II-ll1A: 76% ) 197 197 196 192 188 185 182 155 104 58 25 7 O
Placebo 136 134 132 129 125 122 116 115 108 90 72 49 Stage IB: 26% 200 197 189 182 174 166 159 133 92 48 19 7 2 0

CT was not a stratification factor

Wou et al. J Thorac Oncol 2021 Zhong et al. J Clin Oncol 2021
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Exploratory endpoint - Feasibility of MRD - during/after adjuvant T

Adjuvant treatment (up to 3 years) Post-treatment follow-up
CtONA sampllng\ Every 12 weeks Weeks 12 & 24 then Every 52 weeks
(plasma)* every 24 weeks
C1D1/ baseline 3 years 5 years
(randomization)*
MRD undetected at baseline r 91% of patlents
(randomization)

* 33 variants per panel

MRD clearance: undetected MRD within
first two time points after baseline detected
MRD (24 weeks from randomization)

MRD detected at baseline
(randomization)

MRD detected on-study: first detected MRD sample post-baseline (or after MRD clearance, if applicable)

Tumor-informed MRD using RaDaR*
Tumor sample T“"‘°’"’°"‘° mmm mm MRD
vmeb ) . dONAW"' > ‘ germline & CHIP 'WM mmvh
during  after treatment
John T, ASCO 2024

Osimertinib Placebo*

{ {%w
I
i
I

=
© CocRaoscEERoo
=
o

3

L }
E a%a §°
1 ——
| i
5;#@:&, W L
SR gD MRD+
1l
FAEN On osimertinib
u?ﬂs Off osimertinib

MRD status O MRD undetected ® MRD detected @ MRD nottested Clinical status M DFS event

“Pabants recoived placeto for up 10 3 mo

MRD events were detected more
frequently with placebo vs osimertinib

it
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ADAURA: molecular residual disease (MRD)

Majority of patients were MRD undetected at baseline

Baseline MRD status (MRD analysis set) Baseline MRD status by disease stage and adjuvant chemo use

Chemo —

DFS and MRD event-free rate

% (95% CI)

o 104 Planned treatment duration 24 months 36 months
g 1 (36 months) . =,
,.": 0.9 - { : Osimertinib o1 (84, 95) 86.(78,92)
o
2 0.8 1 I 1
8 07 \ : ! 46 (36, 55) 36(27, 45)
| | . r T T T 1
E 0.6 4 I I HR (95% Cl) 0.23 (0.15, 0.36)t 0 % % 75 100
E ! ! 0
",‘; 0.5 1 ¢ : : Median follow-up time, months (95% Cl): 8 /0 detected M RD Proposton ofpetees )
5 044 T o S osimertinib 4.2 (42.4,49.1), placebo 18.1 (11.4,28.3) g oo e RO undetected (1=202) W Baseline MRD detected (1=18) B VRO undetected 1 MRD detected
[ s )
5 0.3 | | sl (00T O V1
E | | LBLE Y Clearance of baseline MRD
= 024 | 1
o I 1
-g 0.1 : : -#= Osimertinib (n=5)
z 00 |l 1 1 : 1 : 1 1 T 1 T 1 gl
0 6 12 18 24 30 36 42 48 54 60 66 72 =
<
Time from randomization (months) E
No. atrisk §'
Osimertinib 112 107 101 98 94 89 84 67 47 28 16 2 0
Placebo 108 78 63 56 49 43 36 32 23 14 7 2 0
MRD
T T 1
3 . 5 24 % 48
* Detected MRD at baseline was associated with poor outcomes T months)

* Patients receiving osimertinib were more likely to be DFS and MRD
event free vs placebo

John T, ASCO 2024

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




19%Jornadas HITOS o 2024
ONCOLOGICOS: pe™®

And with the OS positive, do we need to extend treatment with Osimertinib?

TARGET TRIAL (NCT05526755): An Open-label, Single-arm, Phase 11, Multinational, Multicentre Study to
Assess the Efficacy and Safety of 5 Years of Osimertinib in Participants With EGFRm-positive Stage II-
1B NSCLC, Following Complete Tumour Resection With or Without Adjuvant Chemotherapy

Phase Il ADAURA2 study
@ (N§T05129349) ' .
+ Phase 2 trial reseoted EGFR stage JANSCLC
g Stage [-IIA-111B Phase Il TARGET study
+ 40 0r80 mg dall x5 years ® o
. . EGFRm stage II-111B NSCLC
*  Primary endpoint; DFS




S e
ot HT0S @ ()24 NEOADJUVANT Therapy in EGFRm NSCLC: Osimertinib

Study d&SIg n Mutti-institutional Phase Il Trial
NEOS (ChiCTR180001694): UCge LDaviS N=27 pri dooint: VPR (< 500
Phase II, multicenter study of neoadjuvant osimertinib in EGFRm resected NSCLC rimary endpoint. ("' °)
+ Surgically resectable NSCLC .
 Sloce HIA (AGEVT) o Secondary: safety, ORR, PCR,
* Documented EGFR mutation -
Key inclusion criteria (ex18cie, LBSSR) ! Osimertinib 1-2 mo. DFS
* Resectable lung carcinoma N=40 N .
+ Stage II-IIIB N2 (AJCC v8) — °""‘°"’(';";,§2;“g e
+ EGFRm NSCLC (Ex19del/L858R)
« ECOG PS 0-1 .
Median DFS = 32,4 mo (95% Cl 25.9-NR)
Endpoints 48% ORR
Primary: Objective response rate (ORR) assessed by investigator per RECIST v1.1. 0% pCR
Secondary: Safety, RO resection rate, major pathologic response (MPR) rate, pathological complete response (pCR)
rate, N2 downstaging rate, quality of life.
I sser . 3
i@ DR = 150, Median time
= e = i =56 days
0 I_; * % Ak CR 0 (0%)
10 I"lI Tumor Response, n (%) ER 21 71%) B swv
£ & sD 11(29%) B noEL
LI S ED: :”0%' B cne
% 0 ORR 71% (27/38) [] Deep Deletion
€ DCR 100% (38/38)
£ % ‘Ol ) RO resection 94% (30/32)
‘g 60 id not receive surgery MPR 11% (3/28) Aosphers S
-70 - actvaton
5] . PCR 4% (1/28) adas PN
80, RR' 71 !1 %- Pathological response 250% 46% (13/28) 70 ‘fﬁ‘ &)
H ) \&
90 0 — — |RBM10 Loss-of-function mut. B — =
100 MPR-11% e identified in non-responders B O % :
PCR -4% s © @ =
9 Aredo JV,
ASCO 2023
Lyu C, ELCC 2023
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ONGOING STUDIES FOR EGFRm IN THE NEOADJUVANT SETTING
LCMC Leader study, neoadjuvant

NEOADAURA

Ogimertnb 80 mg QD PO
(29 wegks)

Placebo 0D PO +
carboplatn AUCS V or cisplatn
T3 mg/nt + pemetrexed
Key inclusion ritra: 500 e !
+Age 216 ears (B 1 caysy) Q)
.mh%m’ Osinerib 80mg PO+
+Reseclal iease carboplatin AUCS IV or cisplatin IR
+ Confirmed EGFAm Tomg'+pemeteed | ¢
(Ex19dlL856R) 500 mgfm’ V' (3 cyoles
1EC0GPS U 21 daysy],Q6W)

= Adwvant
Investgator
choice for

Optimal care
m  (ncluding

osimertin
£ ostsurgical
g Chemotherapy

Follow up o
EFS event!or
Wihdrawal
of consen,
if sooner;
EFS, DFS & 0S

1000 Patients

Stages |-l

RET
ALK
BRAF
ROS1
EGFR
HER2 Mut
HER2 Amp
MET Mut
MET Amp
NTRK
KRAS
Exon 20 EGFR

No
actionable
target

Neoadjuvant Treatment

Industry sponsored

8 weeks
Immunotherapeutic
Trials
- Treatment-site specific

- Randomized phase III
- Industry sponsored

Standard platinum-based

chemotherapy

Resection of
primary and
lymph nodes

Surgical
specimen
CT)
analyses
PETICT (MPR. pCR)
Persister
cfDNA Cells

cfDNA

Primary endpoint: MPR

Secondary endpoints: EFS, pCR, nodal downstaging, DFS, OS
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UNRESECTABLE NSCLC

Unresectable Stage IIl NSCLC

P AC I F I C without progression after definitive Durvalumab Primary endpoints
platinum-based cCRT* (22 cycles) 10 mg/kg qZW’\IC:;;Z to 12 months + PFS by BICR using
= RECIST v1.1#
« 0S
WHO PS score 0 or 1 2:1 randomisation,
stratified by age, sex, and
If available, archived pre-cCRT smoking history Key secondary endpoints
tumour tissue for PD-L1 testingt + ORR, DoR, and TTDM by
AR'comers population Placebo BICR using RECIST v1.1
(i.e. irrespective of PD-L1 status) q2w for up to 12 months + Safety
N=237 .
N=713 randomised HROs
No. of Events/ Median 0S
No. of Events/ Median PFS A -
B Am Total No. of Patients (%) _(95% C), Months Lo Total No. of Patients (%) _196% C1l, Months
10 Durvalumsb ~ 268476(563)  160(1300239) i Dirveionab; | ZBMATE CHE) ATERE 500
094 E: Placebo 1751237 (73.8) 56(48t07.) 0'9 i Fiensbo 166237 S5 AL A 210 x5
3 Stratified HR (95% CI: 0.55 (0.45 to 0.68) ai k'H\,‘_ ' ) N e
Sacy 108 : ; ) i 084 L 66.3% Stratified HR from the primary analysis (95% Cl): 0.68 (0.53 to 0.87)
= 55.7% Stratified HR from the primary analysis (85% Cl): 0.52 (0.42 to 0.65) = i o (618 to 70.4)
= 071 1"\1\ (95% CI, 51.0 to 60.2) £ 07+ e b e . T
2 4 45.0% 3= J 746% i (520t0 61.1) 497%
- '*Im 0.1 10 40.8) 30.7% g 06 (68510707) M e (45.01054.2) 29%
o 054 ‘ ! ”“imwlﬂ 1347 10 44.7) 35.0% e S 054 TS i e~y (38210 47.4)
(20.9t040.1) ; £ 55.3% — it &
;,’Q 04 ! ﬁﬂ" i '_“'—H—ﬁ i ., e 2 04 48610610 ] e — 1
. a6% “*‘—i%mw.,
& 03 . HESlh T 8 o3 | G089 alew b
024 5% L * S 024 ! i 30.1 to 42.6) 33.4% e
rzaz 10 40.8) i = ‘”% ' - ! ] i 73t0206)
0.1 (193t031.2) 16.0% 0.1 !
: i (15,310 26.9) 1441026.1) (13610 25.2) i i : i
00 +—— T T+ T —t — T Tt T T T+ — T —T 0.0 +——T t t T T T T T T
013 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 ¢13 B 5 12 151821 242730333639424548515457606366697275
Time Since Random Assignment (months) Time Since Random Assignment (months)
No. at risk: No. at risk:
Durvalumab 476 377 301 267 215 190 165 147 137 128 119 110 103 o7 92 8 8 78 6 & 3 2 11 0 Durvalumsb 476 464 431 414 385 364 343 319 208 289 273 264 252 241 236 227 218 207 196 183 134 91 40 18 2 O
Placsbo 237 164 105 87 €8 56 48 41 37 36 30 27 26 2 24 24 22 21 9 19 M 6 4 0 Placebo 237 220 199 179 171 166 143 133 123 116 107 09 67 93 01 83 78 77 74 72 5 33 16 7 2 0

Spiegel DR, et al. J Clin Oncol 2022;40(12):1301-11
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CONSOLIDATION: NO benefit of durvalumab, with high frequency of irAEs in EGFRm population

Retrospective cohort, n=8 EGFRm Retrospective cohort, n=37 EGFRm PACIFIC Post Hoc analysis, n=35 EGFRm

100 — L
l Regimen == CRT wo Durvalumab == CRT + Durvalumab A
i T KRASm: not reached (11.3-NR) 09
80 - 1.00 o4 Median PFS (95% CI) Durvalumab 112 (7.3-207)
2 : Placsbo 109 (1.9-NE)
3 — Tl Hazard ratio (95% CI) 0.91(039-213)
60 ' 075 g 074
§ 1 § 064
3
| durvalumab g i os.
© - £GFAm: 9.0 months (5.8-NR) o 050 § 044
] w %
. Z 03+
" | Other diver: 7.8 months (39-NR) Soe g 02
0 — { - rank
P=0.02 :;Wor::n d I b a 044 — Duvalumab
urvaluma a0 — Paoen durvalumab
i ‘ %l e ——————————r T
13 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
r T T T T T 1 0 6 12 18 24 30 36
0 5 10 15 2 2 30 Months Time from randomization (months)
Time, No. at risk
b T Do ® L ’ & S 2 Nw:m:'p:thmmhlu 15 1 u 21 3 42 45 48 51 54 57
1
EGFRm 8 5 2 2 2 1 1 i ug o . A . . K Moni 6 9 5 18 2 27 30 33 36 39 5 48 5 5
KRAST 26 23 16 9 7 3 0
421 1 1 1 1 1 1 1 1 1 1
R : > : H 3 5 Duvalumab 2421 19 15 10 8 6 3 3 3 2 2 0

Placebo 198 § 5 4 4 3 2 2 2 2 2 2 1 1 1 0 0 0 O

mPFS =9 mo. mPFS =10.3 mo. mPFS = 11.2 mo.

Riudavets M, EJC 2022, Aredo JV, JTO 2021 Naidoo, JTO 2023
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LAURA Phase 3 double-blind study design

Baseline characteristics

Characteristics, %

Osimertinib (n=143) Placebo (n=73)

Patients with locally advanced, Osimertinidh _ﬁ“ mg, Sex: male / female 37183 42158
unresectable stage III* EGFRm NSCLC once datly Treatment duration untl BICR-assessed progression
with no progression during / following Randomizati (er RECIST ,_,HJ ), toxicty, or O?he[ dis:c;n:igua\lio;l Age: median (range), years 62 (36-84) 64 (37-83)
definitive CRT! treatment andomization tera ' —
21 Smoking history: formerly / currently / never %/31M RII6
Key inclusion criteria: (N=216) Open-label osimertinib after BICR-confirmed
+ 218 years (Japan: 220) — progression offered to both treatment arms$ Race: Asian | non-Asian 81119 85/15
+ WHOPSO/1 Stratification by:
C t fial CRT :
+ Confimed locally advanced, Siage A Ve ste RENIC WHOPS:0/1 X4 21%
. :“fg‘;??‘i'g%’;?" LFLIEESe China vsnon-China Tumor assessments: AJCCUICG stagng (B edifon tdiagnosis:IA/ 18/ 1 BT/ BIR5
MJ;ximim interval between last dose of Placebo Sl il L Histoloay: ad inoma / oth K 05/5
' ) . : istology: adenocarcinoma | ofher
CRT and randomization; 6 weeks once daily ’:‘; T:::Sin‘;r’;%%z:‘:gz;gﬁﬂég;g:" every Y . —
EGFR mutation at randomizafion:* Ex19del / L856R 52148t 5/
Type of CRT: concurrent CRT / sequential CRT 92/8 85/15
Endpoints Response {o prior CRT, CR /PR /SD /PD/NE 31471431018

* Primary endpoint: PFS assessed by BICR per RECIST v1.1 (sensitivity analysis: PFS by investigator assessment)

+ Secondary endpoints included: OS, CNS PFS, safety

Target esion size by BICR:* mean (SD), mm

Ramalingam, ASCO 2024; Lu S, NEJM 2024
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Progression-free survival by BICR

s Median PFS, months (95% CI)
09 Osimertinib ~ 39.1 (31.5, NC)
% Placebo 56(37,74
g 08 - ( )
H . r PFS HR (95% Cl): 0.16 (0.10, 0.24),
§ ) i p<0.001
06 ] i Maturity 56%:
: : osimertinib 40%, placebo 86%
05 - : 1
] 1 |
0 1 : : :
& 047 i :
o 1 1
> ] i
03 ! !
8 02- : i
3 1 !
01 i ;
00 T T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 3% 39 4 45 48 51 54 57 60 63
No. atrisk Time from randomization (months)
9 6 4 2 2 2 1 0

Osimertinib 143 127 114 109 99 9 8 76 69 61 49 37 28 16

Ramalingam, ASCO 2024; Lu S, NEJM 2024

Progression-free survival by BICR across subgroups

Subgroup
OveralN<216)

Se

Age

Race

Smoking history
Stage!

EGFR mutation!
China cohort

Chemoradiatherapy

Stratfed log-fank
Unadjusted Cox PH
Male

Female

<65 years

285 years

Asian

Non-Asian
Curent / former (yes)
Never (o)

L&

MG 11IG

Exiodel

L858R

Chinese
Mon-Chinse
Concument
Sequential

Response to prior CRT  Complete response

Partial response
Stable dizease
Non-#valuable

No. of events | pafients
120 | 216
120 1216
508
00132
7 /10
53188
9178
218
42108
L NRH
4217
AT
8 /11
55 /98
740
102 /176
107 7183
nin

37
5308
5 /08
6117

1]

HR for progression-free survival (95% CI)

Favors osimertinib

10

Favors placebo

HR
016
023
026
02
018
03
0
048
026
02
028
[thi]
017
03

NC
026
025

NC

NG
020
018

NG

95 €1
010,024
06,033
045,046
013,04
010,026
018,057
013,02
0.20,1.48
014,048
014,04
0.15,052
013,033
010,02
018,05
NC,NC
017,038
047,038
NC,NC
NG, NG
011,04
010,030
NG, NG
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OS not mature

Bd%

Placebo arm -81% crosso ver to osimertinib
Osimertinib arm -28% osimertinib post PD

Median 08, months (9§% Cl)
Osimertinib  54.0 (46.5, NC)
Placebo NR (42.1, NC)

05 HR (85% CI): 0.81 (0.42, 1.56),
p=0.530*

Maturity 20%
csimertinib 20%, placebo 21%

00

No. at risk

T
306 8 92 15 % X M 7 0 3 ¥ W 42 45 48 51 54 57

Time from randomization (months)

Osimertinib 143 142 138 135 133 130 127 115 100 86 ™ 59 49 37 28 19 12 9 4 2

Sites of new lesions by BICR

Patients with new lesions

Peritoneum / omentum

22

60 63

1 0

68

| Brain

Lung
Liver
Lymph nodes
Bone

Adrenal

Pelvis
Spleen
Other

B osimertinib n=143

[l Piacebo n=73

70 60 50 40 30 20 10 o 10 20 30

Patients with new lesions (%)

40 50 60 70

"

Tumor response by BICR

3

Osimertinib

8 5 38 8

Best change from baseline
in target lesion size (%)
)

Placebo

uPD

| S0
B PR
B CR

Best change from baseline
in target lesion size (%)
o

Osimertinib (n=143) Placebo (n=73)
Objective response rate, % (95% Cl) 57 (49, 66) 33 (22, 45)
Disease control rate, % (95% Cl) 89 (83, 94) 79 (68, 88)
Median duration of response, months (95% Cl) 36.9 (30.1, NC) 6.5(3.6,8.3)

All-causality adverse events (210%)*

The most common AE in both arms was radiation pneumonitis; the majority were low grade (no Grade 4/ 5),

non-serious and manageable

Radiation pneumonitis 48[ 2 ]38
Diarrhea L) I—1 R T
Rash 24 I 14
covioA9 L] m— Interstitial lung disease (grouped term)
Paronychia 17 [ 1 was reported in 11 (8%) patients in the
Cough 16 [ 10 osimertinib arm?*
Decreased appetite sl s The majority were Grades 1/ 2;
Dry skin 1S Grade 5 n=1
Pruritus LEY e 4
Stomatitis 12 [ 3
WBC count decreased 12113 D e, sl o
t . Osimertinib, Grades 23
Pneumonia 1" m 8
[T] Pracebo, al grades
Anemia 10 E]D 4
[l Placebo, Grades 23
Musculoskeletal chest pain 3 B 12
100 % 8 70 60 50 40 30 20 10 0 10 20 30 40 5 60 70 8 9 10

Patients (%)

100




oncoroarcos 2+2024 Take Home Message

Search always for driver mutations in early-stage NSCLC, mainly
EGFR and ALK, prior to treatment.

Osimertinib is the SoC after surgery in S-1b-IlIA EGFRm (Adaura DFS
and OS)

For unresectable case, CRT followed by osimertinib is the SoC
(Laura-DFS)

Neoadjuvant TKI in clinical trial.

We still needing better clinical trial base in biomarkers
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