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POSEIDON Study Design

Phase 3, global, randomised, open-label, multicentre study in 1L mNSCLC

Stage IV NSCLC
N=1013 (randomised) T+D+CT? T (week 16 only)
+ EGFRIALKwt q3w 4 cycles + D q4w until PD Alpha-controlled
- ECOGPS 0or 1 endpoints
. Tre::xtn:t-}tlr‘it-g_a'l've for D+CT vs CT:
metastatic disease
* Tumour biopsy* and baseline 3w 4 | D g4w until PD . 0S
plasma sample (for ctDNA) GOW S Cyeles
Stratification factors T+D+C‘;T vs CT:
* PD-L1 expression (TC 250% ' pogs
vs <50%) Platinum-based CTt
* Disease stage (IVA vs IVB) q3w up to 6 cycles
» Histology (NSQ vs SQ)

*  Durvalumab 1500mg + limited-course tremelimumab 75mg + CT q3w for 4 cycles
— One additional dose of tremelimumab post-CT (week 16; 5th dose)

 Followed by durvalumab gd4w maintenance until PD, and optional pemetrexed g4ws$

ciDNA, circulating tumour DNA, D, durvalumab, ECOG, Eastern Cooperative Oncology Group: PD, progressive disease; PS, performance status; gdw, every 3 weeks, gdw, every 4 weeks, T, tremelimumab; TC, tumaur cell
"Newly acquired or archival (<3 months); 'CT options: gemcitabine + carboplatin/cisplatin (SQ), pemetrexed + carboplatin/cisplatin (NSQ) or nab-paclitaxel + carboplatin (either histology):
1By blinded independent central review (RECIST v1.1); *Patients with NSQ histology who initially received pemetrexed-platinum only (if eligible); pemetrexed q3w also pemmitted in the CT arm
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STK11, brazo durva-tremelimumab con quimio es superior a durva-quimio o quimio

Updated OS by STK11 Mutation Status

OS benefit observed for T+D+CT vs CT in STK71m with HR 0.62 and estimated 25.8% alive at 3 yrs vs 4.5%

2 AN |

STK11m
T+D+CT D+CT CT
Events/patients, n/N 27131 31/34 21122

mOS, months (95% CI) 15.0 (8.2-23.8)

HR* (95% CI)

6.9 (3.6-12.9)

0.62 (0.34-1.12) 1.06 (0.61-1.89)

10.7 (6.0-14.9)

STK11wt
T+D+CT D+CT CT
Events/patients, n/N 127177 129/169 1617179

mOS, months (95% Cl) 17.2 (14.0-22.1) 17.1 (13.3-22.3)

13.4 (115-17.5)

0.70 (0.55-0.89) 0.77 (0.61-0.98) -

1.0

0.8+

0.6+

0.4 -

Probability of OS

0.2+

0.0

_25.8%

4.5%])
1

4.5%

NE} 8.8%
]

10.8%

30.4% 1

0 6

No. at risk
T+D+CT 31 24
D+CT 34 18
CT 22 16

*HR <1 favours D+ T)+CT vs CT (unstratified analysis); Assessed ameng mutation-evaluable patients with NSQ tumour histelogy; DCO. 11 Mar 2022

L] Li L] L

LI
12 18 24 30 36 42 48 54

Time from randomisation (months)

18 15 10 g 8 4
12 9 7 5 5
10 5 1 1 1 1 0

HR* (95% CI)
1.0
0.8
w
(o]
% 06-
z
3
T 0.4-
[
o
0.24
. 0.0 .
60 0 6
No. at risk
0 T+D+CT 177 140
0 D+CT 169 130
0 CT 179 131

Ll L) L
12 18 24 30 36 42 48 54 60
Time from randomisation (months)

107 85 74 60 55 51 23 3 0
100 79 63 52 43 a7 19 4 0
a7 71 51 36 31 21 9 4 0

NE, not estimable
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KEAP1, brazo durva-tremelimumab con quimio es superior a durva-quimio o quimio

ARI m:ongress

Updated OS by KEAP1 Mutation Status

OS benefit observed for T+D+CT vs CT in KEAPTm with HR 0.43 (small sample size)

KEAPTm KEAP1wt
T+D+CT D+CT CT T+D+CT D+CT CT

Events/patients, n/N 18/22 19/23 6/6 Events/patients, n/N 236/303 253/307 278/312
mOS, months (95% Cl) 13.7 (7.2-26.5) 8.1 (4.0-12.9) 8.7 (5.1-NE) mOS, months (95% Cl) 14.0 (11.8-16.1) 13.5(11.7-14.9) 12.2 (10.6-13.9)
HR* (95% ClI) 0.43 (0.16-1.25) 0.77 (0.31-2.15) - HR* (95% CI) 0.75 (0.63-0.89) 0.81(0.69-0.97) -
10- 1.0
0.8 1 0.8 4

) (%)

(o} o

- -

© 06 ° 06-

2 2

i 3

3 0.4 - 8 0.4 -

[ [

o o
0.2 4 0.2+
0.0 1 0.0 1

0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
Time from randomisation (months) Time from randomisation (months)
No. at risk No. at risk

T+D+CT 22 17 11 9 7 6 6 4 1 0 0 T+D+CT 303 230 185 123 97 79 73 63 30 6 0

D+CT 23 13 7 5 4 3 2 2 0 0 0 D+CT 307 230 165 119 91 76 63 53 26 S 0
cT B 4 2 0 0 0 0 0 0 0 0 CT312 221 153 108 69 50 41 30 14 5 0

In NSQ KEAP1m, HR (95% CI) vs CT was 0.33 (0.10-1.15) with T+D+CT and 0.67 (0.23-2.17) with D+CT

*HR <1 favours D(£T)+CT vs CT (unstratified analysis); Assessed ameng mutation-evaluable patients irrespective of tumour histology, due to small sample size; DCO, 11 Mar 2022
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KRAS mutado, brazo durva-tremelimumab con quimio es superior a durva-quimio o quimio

mcungm;
Updated OS by KRAS Mutation Status

OS benefit observed for T+D+CT vs CT in KRASm with HR 0.55 and estimated 40.0% alive at 3 yrs vs 15.8%

KRASmM KRASwt
T+D+CT D+CT CT T+D+CT D+CT CT
Events/patiants, n/N 41/60 53/69 45/53 Events/patients, n/N 113/148 1077134 127/1148
mOS, months (95% CI) 25.7 (9.0-36.7) 12.6 (7.5-16.9) 10.4 (7.5-13.6) mOS, months (95% CI) 17.1 (13.4-20.1) 17.1(12.3-22.6) 14.4 (12.6-18.3)
HR* {95% CI) 0.55(0.36-0.85) 0.78 (0.52-1.16) - HR* (95% CI) 0.78 (0.60-1.00) 0.83 (064-1.08) -
10 1.0-
0.8 - 084
w w
(=] (o]
% 06+ S 06
z z
3 o ,
T 04- 1 5 044 :
° [ ° |
o . ! o i
0.2+ 1 ] 0.2+ 1
] 1
| (] 1
1 . ) ] 1
GO T T T L] L] % T : T 1 00 i ] i | L] { ] : L] : L) 1
0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
Time from randomisation (months] Time from randomisation [months}
No. at risk No. at risk
T+D+CT 60 46 K i 3 31 26 24 21 12 1 0 T+D+CT 148 118 89 53 43 39 34 12 2 0

D+CT 69 47 35 25 21 20 18 16 9 1
CT 53 3r 21 16 13 9 7 6 2 0

oo

a9
D+CT 134 101 L 63 49 a7 30 24 1 3 0
CT 148 10 B6 60 39 28 25 16 7 4 0

*HR <1 favours D( £ T)+CT vs CT (unstratified analysis); Assessed among mutation-evaluable patients with NSQ tumour histology; DCO. 11 Mar 2022
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APPLE phase Il trial: study design

* Advanced NSCLC. ~ ' Osimertinib 80 mg dally (QD) until RECIST 1.1 PD
* Dell9, L858R EGFR mut.
B
* EGFR TKI naive. RYM Gefitinib 250 mg QD until central Osimertinib 80 mg QD until
ct-DNA T790M + or RECIST 1.1 PD RECIST 1.1 PD
» Stable BM allowed w/o
/ Gefitinib 250 mg QD until Osimertinib 80 mg QD until
steroids. RECIST 1.1 PD RECIST 1.1 PD

* ECOG PS 0-2.
Stratification criteria:

* EGFR mutation subtype (Dell9 vs. L858R) CENTRAL ct-DNA cobas EGFR Mutation Test v2, performed Q4'W.
» Brain metastasis (present vs. absent) n Only applied as a predictive for making treatment decisions in arm B
* T790M at baseline (positive vs. negative) o

I‘, RECIST 1.1 assessment with thorax, abdomen and brzain CT-scans Q8W.

*¢ Primary End Point: Progression Free Survival rate at 18 months on osimertinib by investigator (RECIST 1.1)
% Secondary End Points: Overall Response Rate, Overall Survival.

EEIESMD ™
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Switch to osimertinib
%

100%

0%

80%

70%

60%

50%

40%

30%

20%

10%

0%

Arm B (N=47)

Osimertinib (N=32)

Arm C (N=44)

Treatment status
. Switch to osimertinib
- Switch to osimertinib by ctDNAT790M, arm B

- Switch to osimertinib by RECIST, arm B
. Still receiving gefitinib

| I No subsequent cancer therapy

* Inarm B, 17% (8/47) of PPP switched to osimertinib due to molecular progression (ctDNA EGFR T790M positive)

* Median time to molecular progression was 266 days (range: 56 672 days)

EEESMD
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PFS-0SI-18 rate by INV. in arm B vs. C, exploratory

100

80
‘_H:b‘y—\ ' Median PFS (mo.) 22 20.2
80
g HR; p-value 0.80 (84% CI: 0.54-1.19); p=0.22
70
L‘ﬁ__\ 18-months PFS (%) 67.2 53.5

€0 |

80 \

40

30 |

20 -

Progression free survival-Osi (%)

10

O -

O 2 4 B6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 a2
*Time in months*

Patients-at-Risk
ArmB- 47 46 a3 a1 an 3@ 39 3| I 0 25 17 13 10 7 1
mMmC- 44 43 a1 39 36 34 29 29 23 23 21 15 12 12 10 9 7 5 4 3 3 1

EEESMD ™
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ctDNA clearance of EGFRm and PFS: exploratory analysis

Clearance at week 4 Clearance at week 8 Clearance at week 12
109 =, Wrion Bt Tots Madn (9% 03 104 — Wt ey T Mot BN C 'm}'—1 Waston sty Totn Madan 9N Ch
! " TR AL TR E . A MO08s % ) “ a9 MO8
3 I . 904 504 o
wi L |
w0l { w{ | . 0
E a g »/ » ‘ ,.,J
i 80 | 3 i 804 ! § 0+
z 50 L .". i 50+ i ! 504 !
“© 1 @0 : 01
0 e - o 20+ L
20 204 “; 201 .;. B
. N b | [ S =
o e ——————r R —— ot —rrrrrr—r—r—r——r—r
0 0 18 27 3 45 S0 69 72 81 90 99 108117 126 136 164 153 162 171 180 O § 1827 35 45 54 63 72 81 90 99 108 117 126 135 144 153 162 171 180 0 9 1827 36 45 54 63 72 81 90 90 108 117 129 135 144 153 162 171 180
Time in woeks Time in woeks Time in weeks
) 1 ‘PW-‘P" 3 3 | L T A X ' % . PW 3 3 L I I T X v $ P’."?“?’A

* The incidence of EGFR mutant positive by ctDNA test at baseline was 65% (67/103).
* Clearance of ct-DNA is an early predictor of favorable outcomes on treatment with gefitinib.
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Longitudinal Monitoring of Circulating Tumor
DNA from Plasma in Patients with Curative
Resected Stage IA-lIIA EGFR mutant

Non-small Cell Lung Cancer

Myung-Ju Ahn, Hyun-Ae Jung, Bo Mi Ku, Yeon
Jeong Kim, Sehhoon Park, Jong-Mu Sun, Se-Hoon
Lee, Jin Seok Ahn, Jong Ho Cho, Hong Kwan Kim,
Yong Soo Choi, Jhingook Kim

Samsung Medical Center, Sungkyunkwan University
School of Medicine, Seoul, Republic of Korea
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Methods

Purpose
* To investigate the role of longitudinal monitoring of ctDNA test in curative resected early-stage (stage |IA-IlIA) EGFR-M+
NSCLC

Study population
* Between August 2015 and October 2017
* Patients with curative resected stage IA-IIIA (AJCC 7% edition) EGFR-M+ (Del 19 or L858R) NSCLC

* Radiological follow-up including chest CT or PET-CT was accompanied with serial longitudinal monitoring of ctDNA using
a droplet digital PCR(BioRad)

ct DNA ct DNA CIDRA
Blood T Sce Blood 7 5¢c Bood?kc Blood 7.5cc Bo.x”ﬁa

Until § years
or radiologic
recurrence
| | i : . —
| | | : ! A |
Screening Preop  OP 4weeks  3mon Gmon 3mon 1Y 2Y 3Y
Daselne

every 3 months for 1¥ year
every 4 months for 2™ year
evary 6 months for 3 year
thereaftzr every 1 yr until 5 yrs or clinically definite "ecurrerce

ongress
Myung-Ju Ahn, M.D
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Results

* Among 278 palients, baseline ciDNA was detecled in 67 (24.1%) palienls: 23.4% (slage |A), 17.6% (IB), 17.8% (lIA),
50.0% (lIB), and 42.3% (IIIA) (P=0.06). Baseline ctDNA copy numbers are increasing according to stage

* Among 67 patients with baseline ctDNA+, 76.1% (51/67) showed CtDNA clearance 4 weeks after surgery
* No difference in ctDNA detection rate (24% vs 24.3%) or clearance rate (/5% vs 77.8%) between exon 19 del and L858R

Baseline ctDNA detection rate Baseline ctDNA copy numbers ctDNA clearance after surgery
120- = CctDNA negative 800 -
mm ctDNA positive v 120+
= 100- g T : -
‘E % 400- P Value. <0.0001 E{: 100-
2 807 @ 200- o go-
O o | £
& 80~ S ©
g L 30 o 60~
= < o
g 40 % 20+ g 40 -
9 20 G 10 % 20—
ﬁIDNA+6|_ 0— o
Stage IA IB 1IA 1IB llIA
g Stage |IA IB 1IA lIB IlIA Stage 1A IB 1A IIB IIIA

Clearing (%) 79.5% 77.8% 60.0% 100% 63.6%

EEESMD
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Biopsia liquida en EGFR mutados

DFS by ctDNA status
Recurrence 78/278 (28.1%)

Probability of DFS
o
o,
1

Baseline ctDNA negatve group 83.3%
0.3+
B  Baseline ctDNA positive, but 78.0%
0.2 MRD negative group S
C  Baseline ctDNA positive, but ;
0.1 MRD positive A
00 1 T T T T T
n 12 24 36 486 60 n
No at risx Time (months)
- A 211 2N 16C 179 162 92 3
- B 51 49 42 41 39 1€ 2
- C 1€ 14 12 9 9 5 1

BRES 07
Myung-Ju Ahn, M.D.

DFS by Stage

Median DFS (months)
120
“ IA NR
100-.'. ‘—'...H:‘“u e N N — “ 1B e
—~ 80+ LSS ‘ © |IA 46.6
s LN e Sy, VI 5 :
o 804 » - IIB 49.55
G i@ e .. L © |IIA 20.15
20- L
0 1 1 1 1 I 1
0 12 24 36 48 60 72
Multivariate Analysis for DFS
Varniable HR (95% CI) P-value
Sex (Female vs. Male) 0.70 (0.31-1.58) 0.39
Smoking status (Never vs. Ever) 1.55 (0.67-3.55) 0.31
EGFR mutation (Del19 vs. L858R)  0.68 (0.42-1.11) 0.12
ECOG PS (0 vs.1) 0.91 (0.21-4.01) 0.91
Stage (I vs I-lll) 3.84 (2.91-5.06) <0.001
ctDNA group 1.27 (1.03-1.57) 0.03

MRD: minimal residual discase
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Mecanismos resistencia Osimertinib
Estudio ELIOS

ELIOS STUDY DESIGN

Phase |l, open-label, multi-country, single-arm trial

Patients with locally advanced Osimertinib 80 mg, once daily’ RECIST 1.1 assessment

Follow-up

or metastatic NSCLC »  (N=154) every 8 weeks until PD

Key inclusion criteria
» 218 years
« WHO performance status 0/1
\ Tissue biopsy prior to CtDNA coilected Tissu2 biopsy
+ EGFR mutation(s) associated ;
S trealment start longitudinally after FD'
with EGFR- Kl sensitivity I I

(including atypical mutations)

» EGFR-TKI treatment-naive :

" é s s s )

Paired samples analysed by NGS (Foundation Medicing Inc., FoundationOne CDX)
ana mass spactrometry (mProbs; LiquiaTissue assay)

ELIOS data cut-off: 28 Feb 2022

* Primary endpoint: proportion of patients with a given tumour genetic and proteomic marker (including, but not
limited to, EGFR mutations, HER2 and MET expression and / or amplification) at PD
» Secondary endpoints: PFS (investigator-assessed), ORR, DoR, DCR, TTD, TFST, and safety

ongross " reatment D2yonc HFU was permatied in patents who Conaru=a 10 show Cnica DENElr &5 Judged Xy IE my2sbgator. 'Henormad DEvee NYesSiQalor-assessad KECIST 1 1-0etned ML) and e SEaT 0f am), rew arbeancer Nerapy
NGE3 s>erbemed first and in case of sufficent fssue. mass specirometry was sebsequently paformed
Zofia Piotrowska, MC . f t t f
o DN\, craslatng tumour DI/ DCR, ducasc control reto, Do, durstion of rospores, ECFR. cpicomal growh facior rxcopler. NCS. soxd goromton soqaonceg. NSCLE, nor-<mol col lung cancer, CRR everail rgpence Rt
PN mrogresswe diseasa PFS. progmsson-ree surma. RFCIST Response Fealuanon Catana n Sobd Tumors TFST tme 1o firs) subsaquar? therapy or death TXI tyresns amase nhilstor. TTD hme 10 tresdment dsoontnustior or desth WHO. Wodd Health Ogargabon




Mecanismos resistencia Osimertinib
Estudio ELIOS

PATIENT PROGRESSION AND PAIRED BIOPSY STATUS AT DCO

Recelved 21 dose of osimertinib

ull analysis sel [FAS], N=154) Nt progressed at time of analysis (n=24)

Discontinued osimertinib prior to PD (n-4)
Lost to follow-up (n=1)
Consent withdrawn (n=5)
Paticnts with PD while on osimertinib Discontinued for other reasons (n=

(n=115)
No paired biopsy (n=35)
PD but still on treatment, pending biopsy (n=5)

Provided biopsy pair

Baseline biopsy technical failure (n=16) (n=/9)

PD biopsy technical failure (n=11)
Biopsy result pending (n=2)

Evaluable’ paired biopsy @ Full analysis sst (FAS)
(primary analysis set [PAS]-ITT; n=46) ; ‘
. Primary analysis set (PAS)-ITT

Paired proteomics @ Protecmic data set
(proleomic dala sel, n=86)

ongross ! J ’ *Craluabic defned as vald sext-generancn sequencing rz2ulls fron Jaseine and PD sampls
Zofia Piotrowska, MD ‘ert of this presentatic ght and res of the auth: i3 3 required for re-use

DCC. dete aut ot ITT, nioabon-b-rear, 2D, progracsive a0t




Mecanismos resistencia Osimertinib
Estudio ELIOS

PRIMARY ENDPOINT: HIGH-FREQUENCY MUTATIONS “

FROM BASELINE TO PD (PAS-ITT)

* High frequency mutations at baseline (EGFR, TP53 mutations, EGFR amplification and CDKN2A loss) did not differ

significantly at PD
Bascinc(J mWPD Difference in proportions (95% Cl)

wn
5 [ TP53 mutation 34 (74%) 2.2% (-5.0,9.1)
.é
=4 EGFR amp 13(28%) - 11 (24%) 43% (-194,11.1)
=
8 ~
| conaie o :- - 287,79
(&)

10090 80 70 60 5040 30 20 10 0 10 20 30 40 50 60 70 80 90100
Samples with specified alterations (%)

‘Dxceme COIM nutabon not datacted in one samole bkaly dus 1o low tosue cortant
Jure comnsres pronorkons of palents wik 2 gnea nader 2 Jaselne 1 that & FD for madoees whom f was presan’ n >200% o pakents at hasning

0 s
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Mecanismos resistencia Osimertinib
Estudio ELIOS

PRIMARY ENDPOINT: SUMMARY OF MAJOR -
ALTERATIONS AT BASELINE AND PD (PAS-ITT)

» Selected genetic alterations based on high frequency of detection and / or prior knowledge of involvement in
osimertinib resistance are shown below

Gene alteration, N (%) Baseline (n=46) PD (n=46) Acquired* (n=46) Evidence of sensitivity
MET amp 2(4) 9 (20) 8 (17) Vi
CDKNZ2A del 10 (22) 11 (24) 7(15)

CDKN2B del 9 (20) 11 (24) 7(15)

MTAP del 7 (15) 10 (22) 7(15)

FGFR C797S 0 (0) 7 (15) 7 (15) s
NKX2-1 amp 4(9) 9 (20) 5(11)

LGFR amp 13 (26) 11(24) 5(1M)

CCNE1 amp 3(7) 6 (13) 3(7)

ARAF amp 0() 2(4) 24

ALK fusion 0 (D) 1(2) 1(2) v

ongross "Uehned 23 mutabons deleca ) hat wese net Jrec.aol Das2ine {Icr an mavoe padem)
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Mecanismos resistencia Osimertinib

Estudio ELIOS

O

CANDIDATE ACQUIRED ALTERATIONS WITH OSIMERTINIB

Bascline EGFR-TKI sensitising mutations 91% B LESSR
Ex1Sdel
Baseline EGFR atypical mutations 13% B Atydical
EGFR C797S 15%
EGFR 26% —
B Known missense
MET 17% B Rearangement
Truncation / Framesn ft
CDKNZA | CDKNZB 28°/) . A"K)“ﬁcabo“
NKX241 11% Amplification loss
) B Deletion
PIK3CA 2% Deletion loss
ARAF 4%
BRAF 9
HRAS 25
CCNE1/CCND1 9%
ALK 2%h
FGFR3 II 4%
TPS53 2%
RBA I 1 1 =

b -
-

n=46 (PAS-ITT)

ongress
Zofia Piotrowska, MD
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e

PRIMARY ENDPOINT: PROTEOMIC EXPRESSION OF 15
SELECTED MARKERS FROM 6 PAIRED TISSUE SAMPLES

Protein Increased relative to baseline, n (%) Decreased relative to baseline, n (%)
[_AXL 4 (67) 0

MET 3 (50) 1(17)

E-cadherin 2 (33) 2 (33)

EGFR 2(33) 2 (33)

SLFN11 2 (33) 3 (50)

TOP1 2 (33) 0

TROP2 2 (33) 1(17)

CDS6 1(17) 0

Chromogranin A 1(17) 0
|_HER2 1(17) 2 (33)

SYP 1(17) 0

VIM 1(17)

HER3 0 0

FRa 0 3 (50)

PD-L1 0 0
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