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New treatment paradigm in NSCLC 2024
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ESMO Scale of Clinical Actionability for
molecular Targets (ESCAT)

The ESMO Precision Medicine Working Group'
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ESMO Guidelines

Stage IV mNSCLC, molecular tests positive (EGFR/ALK/ROS1/BRAF/RET/NTRK/MET/HER2/EGFRex20ins/KRAS G12C)
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EGFR mutation
(refer to Figure 2)

ALK translocation ROS1 BRAF V600 RET translocation NTRK/HER2/ MET ex14 KRAS G12C
(refer to Figure 3) translocation mutation EGFR ex20ins skipping mutation mutation
(refer to Figure 4) (refer to Figure 5)
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EGFR mutations

10- 14% NSCLC tumors in Western pop/30-50% Asian

Clinical profile: non-smokers, female, CNS+,
adenocarcinoma

Common EGFR mutations (85%) : ex19del & ex21
(L858R) mut.

Exon 20 ins mut (4%): in-frame ins or dupl between
amino acid positions 762 and 774 of the EGFR protein

Uncommon EGFR mutations: ex18 & ex20, rarer ex19
& ex21 mut., i.e., L861Q (ex21)
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Have we reached a plateau in EGFR+ NSCLC?

FLAURA Trial Osimertinib vs. Gefitinib/Erlotinib
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Treatment options to
prevent/delay progression:

Amivantamab +
EGFR TKiI

Improving long-term results is key

Treatment options after
disease progression:
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What about combination approaches?
VEFGI+EGFR TKis

Comparing TKI (0]3{ PFS (0}
(%) (months) (months)
FLAURA* Osimertinib Gefitinib/ 80v 76 18.9v 10.2 0.46 (0.37-0.57) 38.6v31.8 0.80 (0.64-1.00)
Erlotinib
NEJ 026 Erlotinib / BVZ. Erlotinib 72 v 67 16.9v 13.3 0.61 (0.42-0.88) 50.7 v 46.2 1.007 (0.68-1.49)
ARTEMIS Erlotinib / BVZ. Erlotinib 87 v 85 18.0v11.2 0.55 (0.41-0.73) 36 v 32 (NM) 0.92 (0.69-1.23)
RELAY* Erlotinib / Ramuc. Erlotinib 76 v 77 194v12.4 0.59 (0.46-0.76) NE v NE (NM) 0.83 (0.53-1.30)
ACTIVE Gefitinib / Apatinib Gefitinib 77 v 74 13.7v 10.2 0.71 (0.54-0.95) NE v NE (NM) 1.10(0.72-1.67)
BEVERLY Erlotinib / BVZ. Erlotinib 70 v 50 15.4v 9.6 0.66 (0.47-0.92) 33.3v22.8 0.72 (0.47-1-10)
WJOG9717L Osimertinib / BVZ Osimertinib 82v 86 22.1v20.2 0.86 (0.7-1.06) NE v NE 0.97 (0.5-1.87)
RAMOSE Osimertinib/ Ramuc Osimertinib 71vs 37 24.8vs 15.6  0.55(0.32-0.93) NR NR
Phase 2
OSIRAM 1 Osimertinib/ Ramuc Osimertinib NR 20vs 24 1.054 (0.67-1.6) NR NR
Phase 2

Soria NEJM 2018; Ramalingam NEJM 2019 ; Kawashima Lancet Oncol 2021; Zhou Cancer Cell 2021; Piccirillo; JTO 2022; Nakagawa Lancet Oncol 2019;
Nakagawa CCR 2021; Zhong JTO 2021 ; Kenmotsu JTO 2022; Hosomi CO 2019 ; Mirauchi JCO 2022; Noronha —JCO 201 ; Le et al. ESMO 2023; Nakahara ESMO 2023;



FLAURA 2

The global, open-label, randomised FLAURAZ2 study assessed the efficacy and safety of osimertinib
+ platinum-pemetrexed vs osimertinib monotherapy as 1L treatment for EGFRm advanced NSCLC*"

Safety run-in period (N=30)2

Osimertinib 80 mg
(OD) + pemetrexed

Patients with untreated locally Stratification by: 500 mg/m? + Maintenance Follow-up:
advanced/metastatic EGFRm _ carboplatin AUC5 osimertinib 80 mg RECIST v1.1
NSCLC * Race (Chinese or cisplatin 75 (OD) + pemetrexed assessment at 6
- . o AS|.an/non- mg/m?2 (Q3W for 4 (Q3W) and 12 weeks, then
Key inclusion criteria: Chinese cycles for platinum- every 12 weeks until
+ Aged 218 years (Japan: 220 years) Asian/non-Asian) based treatments RECIST v1.1
+ Pathologically confirmed . EGFRm defined radiological
non-squamous NSCLC (local/central test) Randomisation 1:1 (N=557) PD or other
*  EGFR exon19del/L858R withdrawal criteria
(local/central test) « WHO PS (0/1) L Osimertinib 80 mg (OD) l. were met
«  WHO PS 0/1
* No prior systemic therapy for
advanced NSCLC « Primary endpoint: PFS by INV assessment per RECIST v1.18!
* Stable I?NSdTetastaseS « Sensitivity analysis: PFS by BICR assessment per RECIST v1.1
were allowe
«  Brain scans at baseline (MRI/CT) « Secondary endpoints: OS, ORR, DoR, DCR, HRQoL, safety (AEs by CTCAE v5), and PFS2§

Adapted from Jénne PA, et al. 2023."

1.Janne PA, et al. WCLC 2023: PL03.13; 2. Planchard D, et al. ESMO Open.



Results: PFS and OS

B Osimertinib + platinum-pemetrexed
B Osimertinib monotherapy

Osimertinib + Osimertinib

-
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W 279 254 241 225 207 187 165 133 84 42 21 3 0 T

M 278 246 227 203 178 148 119 94 67 48 21 1 0 metastases HR 0.47 (95% CI’ 033_066)

Without CNS 27.6 (24.7-NC) 21.0 (16.7-30.5)

o metastases? HR 0.75 (95% Cl, 0.55-1.03)
70| « 0.8 1
% ; o5 mOS, months (95% ClI)
S B NR (31.9-NC NR (NC-NC
o) § 04 _ B Osimertinib + platinum-pemetrexed Overall . ( ) ( )
E S o2 1 W Osimertinib monotherapy population HR 0.90 (95% Cl, 0.65—1.24); p=0.5238%
w R |
= L 6 6 1 15 18 21 oi 27 a0 3 Osimertinib + platinum-pemetrexed demonstrated a
7)) No. at risk: Time from randomisation (months) statistically significant and clinically meaningful
o W 279 267 258 253 244 237 219 191 139 84 46 7 O improvement in PFS over osimertinib monotherapy

B 278 267 260 257 251 244 214 185 133 85 46 10 0

Janne P WCLC 2023; Planchard D, NEJM 2023



FLAURA 2: key findings

PFS per investigator by EGFR mutation type at baseline*

Ex19del L858R
Median PFS, months (95% CI) Median PFS, months (95% Cl)
Osimertinib + platinum-pemetrexed 27.9 (25.1, NC) Osimertinib + platinum-pemetrexed 247 (19.5, 27.4)
Osimertinib monotherapy 19.4 (16.5, 27.6) ‘Osimertinib monotherapy 13.9(11.1,194)
HR (95% CI) 0.60(0.44, 0.83) HR (95% CI) 0,63 (0.44,090)
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169 152 144 135 117 96 79 63 48 33 16 1 o 107 92 82 68 61 52 40 31 19 15 5 (] 1]
CNS metastases at baseline*®
With CNS metastases Without CNS metastases
Median PFS, months (95% Cl) Median PFS, months (95% CI)
Osimertinib + platinum-pemetrexed 24.9 (22.0, NC) Osimertinib + platinum-pemetrexed 27.5 (24.7, NC)
‘Osimertinib monotherapy 13.8(11.0,16.7) Osimertinib monotherapy 21.0(16.7, 30.5)
HR (95% CI) 0.47 (0.3, 0.66) HR (95% G 075 (0,65, 1.03)
s 10 10
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Time from randomization (months) I
No. at risk:
lns 101 98 93 8¢ 77 70 58 34 19 8 2 O 163 153 143 132 123 110 95 75 50 23 13 1 0
110 95 84 73 60 50 37 32 21 13 5 1 o 168 151 143 130 118 98 82 62 46 35 16 o 0

Common adverse events (215% of patients)*

Osimertinib + platinum-pemetrexed (n=276) Osimertinib monotherapy (n=275)
Anemiat 2 I §] <
Diarrhea s 4 Q) «
Nausea e 107 0
Neutropeniat + I gl
Thrombocytopeniat 2 [N 1 ol
Decreased appetite I3 B
Constipation < |2 1070
Rash < |8 0
Fatigue i 9] «
Vomiting 115 60
Stomatitis o [ 18] <t
Paronychia 13 %] <1
COVID-19 1 1 0
ALT increase 1119 7]
Dry skin 0018 %0
AST increase < 47 4«
Blood creatinine increase Grade 1/2 M Grade 3 0 I a0
WBC count decrease N Grade 4 < 13 6l < Grade 1/2 W Grade 3
Edema peripheral I Qo
I T L] T T Ii
60 4 2 0 2 4 60

Patients with adverse events, %
*  Discontinuation 11% vs 6%

* Interruption 43% vs 19%

Dose reduction 10% vs 3%

Janne P WCLC 2023; Planchard D, NEJM 2023



MARIPOSA

A Phase 3, global, randomised, controlled trial investigating the efficacy and safety of amivantamab
+ lazertinib vs osimertinib as 1L treatment in EGFR-mutated advanced NSCLC*

Key eligibility criteria:
* Locally advanced or
metastatic NSCLC

e Treatment-naive for
advanced disease

*  Documented EGFR
exon19del or L858R

« ECOGPSOor1

Stratification factors:

* EGFR mutation type
(exon19del or L858R)

* Asian race (yes or no)

» History of brain metastasest
(yes or no)

Serial brain MRIs were required for all patientst

Amivantamab + lazertinib

s [ (n=429; open-label)

_E g - Osimertinib
£1 (n=429; blinded)
: Lazertinib

(n=216; blinded)

Dosing (in 28-day cycles):

Amivantamab: 1050 mg (1400 mg if 280 kg) weekly for the first
4 weeks, then every 2 weeks

Lazertinib: 240 mg OD

Osimertinib: 80 mg OD

Primary endpoint of amivantamab +
lazertinib vs osimertinib:

« PFS*by BICR per RECIST v1.1

Secondary endpoints of amivantamab +
lazertinib vs osimertinib:

« OSt
e ORR
* DoR

* PFS after first subsequent
therapy (PFS2)

« Symptomatic PFS$
* Intracranial PFS§
» Safety

Median follow-up of 22.0 months

Cho BC, et al. ESMO 2023

Lazertinib monotherapy arm was included to assess
the contribution of components




Results: PFS and extracranial PFS by BICR

B Amivantamab + lazertinib Il Amivantamab + lazertinib
- Il Osimertinib = 0 Bl Osimertinib
9580- 73% 9580- 77%
c o c o
o o o o 0
£ % | o - i o/ | 53%
; c 60 65% : 48 /0 ; c 60 67 /0 1
o o 1
ﬂ 0_3 1 ﬂ V_) \
c ¢ 40 4 ! c ¢ 40 4 1
R : 34% : ® O 1 0,
o 9 20 . . o O 20 - 1 1
- ' - = : |
1 1
0 1 1 1 1 1 1 1 1 1 1 1 0 1 1 1 : 1 1 1 : 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 0 3 6 9 12 15 18 21 24 27 30 33
No. at risk: Months No. at risk: Months
W 429 391 357 332 291 244 194 106 60 33 8 0 W 429 391 357 332 291 244 194 106 60 33 8 0
W 429 404 358 325 266 205 160 90 48 28 10 0 W 429 404 358 325 266 205 160 90 48 28 10 0

mPFS, months (95% Cl) 23.7 (19.1-27.7) 16.6 (14.8-18.5)
HR (95% CI) 0.70 (0.58-0.85); p<0.001

mPFS, months (95% Cl) 27.5 (22.1-NE) 18.5 (16.5-20.3)
HR (95% Cl) 0.68 (0.56-0.83); p<0.001§

Amivantamab + lazertinib reduced the risk of progression or
death by 30% and improved mPFS by 7.1 months

progression or death by 32% and improved mPFS by 9

[ Amivantamab + lazertinib reduced the risk of extracranial
months

meaningful clinical activity
Cho BC, et al. ESMO 2023

Lazertinib monotherapy demonstrated J




Consistent PFS (BICR) Benefit With or Without Brain Metastases

MARIPOSA: KEY RESULTS

100 +
With History of Brain Median PFS Without History of Brain Median PFS
Metastases (95% CI) Metastases (95% CI) gé‘
Amivantamab + Lazertinib 18.3mo (16.6-23.7) Amivantamab + Lazertinib  27.5mo (22.1-NE) ; 80 - 74%
Osimertinib 13.0mo (12.2-16.4) Osimertinib 19.9mo (16.6-22.9) :'_E
HR, 0.69 (5% C1, 0.53-0.92) HR, 0.69 (95% C1, 0.53-0.89) 2 o 69% |
L]
1
g F10 2 ]
: § e & |
g $ £ 404
L 8 g 8 = :
[ 8 t"l‘_‘i"a“:?'lab = B Amivantamab + lazertinib |
L 60 B = 60 azertinil B e e e e
4 nhanianat 2 2 20 { m Osimertinib :
a H ©
g 40 % 40 - Median follow-up: 22.0 months :
0 2 — HR 0.80 (95% ClI, 0.61-1.05); p=0.11* |
H 3 Osimertinib 0 T T T T T T T t T T T
g ® Osimertib g2 0 3 6 9 12 15 18 21 24 27 30 33
% ; No. at risk: Months
v 0T o 0 r

B 429 403 389 382 374 360 293 201 122 58 14 O

R EEEEEEE 0036 9 2B 1B ANT DR
B 429 416 409 395 372 349 280 186 110 54 13 0

Months Months
No. atrisk No. at risk
vaniamab +Lazertinib 178 162 146 134 115 92 T M4 A4 1 3 0 Amivantamab + Lazerinib 261 229 211 198 176 152 128 72 ¥ 2 5 0
Osimertinb 172 164 146 126 95 64 47 20 11 6 1 0 Osimertinb 257 240 212 199 171 141 113 6 3 2 9 0

Cho BC, et al. Presented at ESMO 2023: LBA14.



MARIPOSA:
Longer PFS benefit comes at the cost with higher toxicity

Median treatment duration was 18.5 mo for amivantamab + lazertinib and 18.0 mo for osimertinib Most common TEAEs (220%)
by preferred term, n (%)

Related to EGFR Paronychia 1%

Amivantamab + Osimertinib inhibition Rash o
TEAE, n (% Lazertinib (n=421) (n=428) St
Any AE 421 (100) 425 (99) Dermatitis acheiform
Grade 23 AEs 316/(75) 183 (43) Stomafitis
Serious AEs 205 (49) 143(33) s
. Related to MET Hypoalbuminemia
AEs leading o death () | inhibton PRl
Any AE leading to treatment: Other IRR
Interruptions of any agent 350 (83) 165 (39) ALT increased
Reductions of any agent 249 (59) 25) S
AST increased
{ Discontinuations of any agent 147 (35) s8(14) | T
Decreased appetite
Treatment-related AEs leading to discontinuations of all agents occurred in 10% of patients treated i
with amivantamab + lazertinib and 3% with osimertinib inse
Hypocalcemia

Cough

VTE rates were higher for amivantamab + lazertinib: Pulmonary embolism and deep vein thrombosis



MANAGEMENT OF PRETREATED IV NSCLC EGFRm
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.Hendkriks L, et al Ann Oncol 2023; Ramalingam SS, et al. WCLC 2022; Lee et al. ESMO ASIA 2023

Resistance mechanisms to 1L osimertinib?

M EGFRCTI7X
B EGFRLT18Q
I EGFRSTE8I

B METamp

B HER2 amp
I Oncogenic fusions
B BRAF

I PIK3CA

KRAS

B CCNE1amp
Other cell cycle gene alteration
B Transformations

Similar resistance mechanisms

ACQUIRED RESISTANCE MECHANISMS

E i FLAURA osimertinib
Functional groups Aciredgne eraton, monotherapy
(i) el
" 718 1)
EGRmizions Other Uncommon 50)
i MET ampificaton 17(16)
RTK amplifications R piion 0
BRAF VEOE kit
) KR4S mtain 30
MAPK PI3K mutations PG miatn )
ERBB2mutzfon D
6 CCND! /Et ampifcaion 0
Cellcycle gene amplifications COK/Sanpisin )
RET 1)
Fusions L L
MK 1M
Otrer R
RB1 loss (vith TP3) MR
No known resistance aleration detected R
w Chee Kico Lo, UGBS PO

ool sy iy o b P s

after Osi or Osi+CT

FLAURAZ osimertinib
monotherapy

(n=13
§(1)
3
10(14)
1)
L)
69
69
1
1)
4
K1)
K1)
1)
3
49

)

Acquired resistance mechanisms were broadly similar across treatment arms

FLAURA osimertinib +
platinum-pemetrexed

(=53
20)
ND
50
3
ND
3
20
ND
3
3
10
10
ND
0
ND

[T}

ekt MOmID U
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On-target resistance’-? Bypass resistance'? Histologic transformation

EGFR KD
mutations
10-25%

THE CHALLENGES IN OVERCOMING OSIMERTINIB
RESISTANCE IN EGFR-MUTANT LUNG CANCER

HER2 amp
2%

2-8%

4-11%

Fusions: 1-8%
3% BRAF
o

RET
TP53 mutations

4th generation EGFR TKI
EGFR-MET Biespecific AB+ EGFR TKI

RB1 mutations

SCLC: 5—

FUDI.'

Adapted from Leonetti A, et al. 2021

Squa

s

mous cell carcinoma: 15%"2

TR k

TTF-1 ——pdD A

Adapted from Schoenfeld AJ, et al. 2020*

EGFR TKI+ADCs
ADCs
EGFR TKI+MET TKI

Figure courtesy of Gonzalo Recondo. ASCO 2022. (Modified).

1. Passaro A, et al. Nat Cancer. 2021;2:377-91; 2. Leonetti A, et al. Br J Cancer.
2019;121:725-37; 3. Leonetti A, et al. Front Oncol. 2021;11:642190; 4. Schoenfeld
AJ, et al. Clin Cancer Res. 2020;26:2654—-63.



Overcoming after Osimertinib 15! line treatment

Selective | Solcciive
MET TKI+
MET TKI Osimertinib

CHRYSALIS

CHRYSALIS-2

CHRYSALIS-2
MARIPOSA 2

ADCs+/-EGFR
TKI

Detoator
Derurtocan

b
recan
S
TROP2

| RR (%) |DOR(mo.)| PFS (mo.) |

Osimertinib + Savolitinib 69 33 9.5 5.5 NR
Osimertinib + Savolitinib 17 41 NR NR NR
Osimertinib+Savolitinib 193 32-49 8.3-9.3 5.3-7.1 NR
Osimertinib + Tepotinib 128 50 8.5 5.6 17.8
Tepotinib 12 8.3 NR NR NR
Lazertinib + Amivantamab 45 30 9.6 49 NR
Lazertinib + Amivantamab, post 162 33 8.4 51 14.8
TKI, post CT

Lazertinib + Amivantamab + CT 20 50 NE 14 NE
Lazertinib+Amivantamab+CT 263 63 9.4 8.3 HR 0.96
Amivantamab+ CT 131 64 6.9 6.3 HR 0.77
Osimertinib + Teliso V (MET IHC+) 19 58 NE NE NR
Datopotamab Deruxtecan 34 35 9.5 NE NR
Dapototamab Deruxtecan 137 (57% 49.1 (post 7 5.8 NR

EGFRmut) Osi)
Patritumab Deruxtecan 209 (prev Osi) 29.2 6.4 5.5 11.9

Hatmaier et al. Cancer Discov 2023; Yu et al, ESMO 2021; Ahn et al, WCLC 2022; Kim et al WCLC 2023 ; Cho et al, Nat Med 2023; Shu et al. ASCO 2022; Lee et al. WCLC 2023.

Goldman et al. ASCO 2022; Gardn et al. ESMO 2021; Paz Ares et al. ESMO 2023; Yu H, et al. WCLC 2023



FLAURA

« MARIPOSA 2 (phase Ill)
« ADC

e OSI+MET INHIB

e PLATINUM DOUBLET

e ADC
e OSI+MET INH

e RETREATMENT PLATINUM-
DOUBLET

* PLATINUM-DOUBLET
e ADC




Uncommon EGFR mutations in NSCLC
Heterogeneityof EGFR exon20ins

In majority, resistance to existing EGFR TKis

. . 2022;1 (erlotinib, gefitinib, afatinib, osimertinib, etc.)
EGFR exon20ins are the third most common EGFR

mutation in patients with NSCLC
(up to 12% of all EGFR mutations; up to 4% of all NSCLC)

No significant ethnic differences in incidence of
EGFR exon20ins, in contrast to ethnicity impact on
incidence for common EGFR mutations

EGFR mutation o -
landscape ow immunogenicity

c Variable effect on PD-L1 expression
ommon + common
10-20%

EGFR* m H v MExonIExo ExonIExonIExon}
+ 18 | 19 21 | 22 | 23
\ Compound Commo?r:0 5uOr:);:ommon .
m | mutations % NS Ll
RN Uncommon + uncommon [y
' 763 |764 |765 1 767 (768 769 770 | 771 772 | 773 774

(4-26% of all

25-40% AN B B A S v D N P H v
Any + de novo T790M
_ENO,
10-50% * ~90% of EGFR exon20ins are detected within amino acids 767 and
4

775 and are all strongly resistant to existing TKIls, but sensitive to
new drugs in development

Exon19 p.LREAdel

Exon21 p.L858R

* ~10% of EGFR exon20ins are detected within amino acids 761 and
766 and some could display sensitivity to TKls and to new drugs in
development



Clinical trials on emerging treatment options
for EGFR exon 20 insertion+ NSCLC

s Approval of Poziotinib for Advanced/Metastatic NSCLC With

AMIVANTAMAB MOBOCERTINIB OSIMERTINIB OSIMERTINIB

= 160 mg/day 160 mg/day

. After platinum After platinum 1 prior line o Previously Previously Previously
il chemo chemo median, 2 CREOTENTR treated treated treated
No. 114 (PPP)
patients 114 96 (EXCLAIM) 21 25 115 >0 29

28% (PPP)
0, 0, 0, 0, 0, 0,
ORR 37% 25% (EXCLAIM) 24% 28% 15% 31% 17%
17.5 (PPP)
mDoR, m 12,5 NE (5.6 to NE) 5.7 5.3 4.2 8.6 NR
(EXCLAIM)
mPFS, m 6.9 7.3 (PPP) 9.6 6.8 7.4 5.5 2.9
mOS, m 23 24.0 (PPP) NR 15.2 NA 19.2 13

Garrido P, et al. ELCC 2023; Zhou et al. JAMA Oncol 2021; Park et al JCO 2021; Zhou et al. JAMA Oncol 2022; Piotrowska e t al; ASCO 2020;

Zwierenga et al, Lung Cancer zozzf@mpc%trﬁwiSgﬁg%regﬁgré%zér&qmg;ﬁwi%glfgygﬁ%ozo; Piotrowska et al. JTO 2017; Abs OA12.02
exon 20 insertion+ NSCLC



PHASE Ill TRIALS IN FIRST LINE SETTIN

EXCLAIM-2 PAPILLON (NCT04538664)

(NCT04129502)

EXCLAIM-2 (NCT04129502) Phase 3 Trial Schema 21 day cycles (1-4)  Maintenance, 21 day cycles (5+)
Key eligibility Arm A (n=150) .
- B criteria Amivantamab - -
Mobocertinib 160 mg daily « Unteated ocally mg IV QW up to C2D1 Arm A (n=150) Primary endpoint
e ot 1750/2100 mg IV on C3D1 and C4D1 Ami imab + PESbyBICR
) (escalated doses for C3and C4) [~ 175012100 mg IV D1
Treatment naive NSCLC
~Locally advanced or Pemetrexed Pemetrexed
metastatic + Documented EGFR 500 mg/m? IV D1 500 mg/m2 IV D1 Key secondary
-Nonsquamous exon20ins activating = Carboplatin ‘" | endpoints
NSCLC i <
-EGFR ex20ins 19 endpoint: PFS by IRC ion c AUC5IVD1 « ORR
20 endpoints: ORR, OS, PFS by IA, DoR, TTR, DCR, PRO, safety 9 « 0S
Subgroup analysis H
1. Brain mets (yes vs Stratification E Arm B (n=150) *+ Safely
0o . q Pemetrexed Am B (n=150)
2 e (fan s non- E’:;;‘"';‘;mws '1: 500 mgimé IV D1 = Pemetrexed
. Carboplatin 500 mg/m? 1V D1
Platinum/Pemetrexed x 4 - Crossover e + ECOG status 4 esvor <
Pemetrexed maintenance Allowed (Ovs1)
* Prior EGFR TKI use
(yes/no) Optional crossover to second-line Amivantamab. (21 day cycles)
b Amivantamab,
s i 4 1400/1750 mg IV QW up to C2D1
[ 168 clinical sites ] 200;sitos 1n 25, countrios; 175012100 mg IV on C3D1 and onwards

Aaraval o al 2021, Presenled t WCLC 2020;session PT.74

¢




PAPILLON

A randomised, Phase 3, global study investigating amivantamab + ChT vs ChT as 1L treatment in
NSCLC patients with EGFR exon20ins mutations™

Primary endpoint:
- PFS by BICR

Eligibility criteria:
g Y Amivantamab + (RECIST v1.1) 58 |

= Treatment-naive,’

locally advanced or . (n=153) segor:':?ry endpoints:
metastatic NSCLC 3 b 3 b N
- DoR |

- Documented EGFR ‘ = _ h

exon20ins mutation | - Os

': - PFs2
- ECOGPSOor1 | : . Symptomatic PESI
Stratification factors: 1 1 - Time to”subsequent
- ECOGPS | Dosing (in 21-day cycles): 1 therapy
" s Amivantamab: 1400 mg (1750 mg if 280 kg) for the first 4 weeks, then 1750 1 - Safety

* History of brain mg (2100 mg if 280 kg) every 3 weeks starting at Week 7 (first day of Cycle 3) 1 =

metastases¥ ChT on the first day of each cycle: 1 Optional crossover to
< Prior EGFR TKI uset - Carboplatin: AUCS5 for the first 4 cycles — 2L amivantamab

-  Pemetrexed: 500 mg/m?2 until disease progression monotherapy after BICR

confirmation of PDT

L

by BICR"
mPFS, months
(95% Cl)

Amivantamab + ChT (n=153) [EEIYCESENA)
67(56-7.3)

HR 0.395 (95% CI, 0.30-0.53); p<0.0001

100
80

Amivantamab
+cht

80 - 60

40
60 -

20

Patients who survived
(%)

X
T o 4
Amivantamab 0 3 6 9 12 15 18 21 24 27
+ChT No. at risk: Months
W Amivantamab + ChT 153 144 133 115 88 60 38 15 5 o
ChT 155 153 144 110 85 57 37 24 6 o

20 4

m0S, monthe (9% C1)
0 ChT Amivantamab + ¢ (n=153) NE (NE-NE)
0 3 6 9 12 15 18 21 24 ChT!l (n=155) 24.4 (22.1-NE)

Patients who are progression-free

No. at risk: Months HR 0.675 (95% Cl, 0.42—1.09); p=0.106
Amivantamab + ChT 153 135 105 74 50 33 15 3 0 - =
ChT 155 131 74 41 14 4 2 1 0 ( Amivantamab + ChT shows trend in

reducing risk of death by over 30% )

Girard N, et al. ESMO 2023



Key Eligibility Criteria

* Locally advanced or metastatic NSCLC
EGFR ex20ins by local testing )
=1 measurable lesion per RECIST v1.1 Rand:r:'md
ECOG PS of 0 or 1
No prior systemic anticancer treatment

N=354

EXCLAIM-2

Mobocertinib 160 mg orally qd

with or without food (Arm A)

Randomization was stratified by:
» CNS metastases at baseline (y/n)
* Race (Asian/non-Asian)

Pemetrexed 500 mg/m? + cisplatin 75 mg/m? IV or

Disease assessed by CT and MRI at screening and at 6-week intervals through Cycle 18
and every 12 weeks thereafter; brain MRI at baseline

-
o
S

== Mobocertinib ~— Chemotherapy
z
_® S 80
5 9.6 vs 9.6 mo 3
8 HR 1.04 & 5
S =
£ 4 (95% C10.77-1.39) £ 40
w =
'S w
o =
20 S 2
. , S
,
0 0
0 3 6 9 12 15 18 21 24 27 30 33 0 36 9 12 15
No. at risk Time (months) No. at risk
Mobocertinib 179 135 90 51 33 24 13 9 7 2

—— Mobocertinib

Continue until:
* IRC-assessed PD
* Intolerable toxicity

* Other
discontinuation
criteria

Patients in Arm B could cross

over to mobocertinib after
BICR-assessed PD

—— Chemotherapy

NE vs NE mo
HR 0.98
(95% Cl1 0.62-1.54)

1 0 Mobacertinib 179 170 150 17 86 63

Janne P, et al. ESMO Asia 2023

21 24 27 30 33 36 39
Time (months)
37 2 2 7 2 1 0



THE NEW PLAYERS...

SUNVOZERTINIB

ZIPALERTINIB
CLN-081

73p, 66% with >2 prior lines, 36% prior TKI (3p
prior pozio and/or mobo), 38% BM

from

o

and p
(sum of target lesions)

P

Best

Y <65 mg BID 150mg BID Overall
LA " 74 et \ET3
3 i Confimed PR per RECISTvi.A,n (%) 8 (35%) 16 (41%) 4(364%) 28(384%)
74 R 14(609%)  22(564%) 6(54.5%) 42(57.5%)
[} PD 1(4.3%) 1(26%) 1(9.1%) 3(41%)
804 mDoR, months [35% CI] MIENC  ABNC  STENG 10 [-NC)
1 E EEE EEE

e ! ey * 4]

M ORR 38.4%

-60 | Indicatesresponse was confirmed mDoR 10m e

'90 E Indicates prior EGFRTKI $ 10

104 DoseLevel B <65mg 00mg  W150mg mPFS 10m

2/3 BM clinical response'* ***

119 p; median prior lines 2, 31% BM

AmiNNNNNNNNNNNNNNNNNNYNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNYNNNYNNNY NN
Baseline BM V NNNNNYNYYNYNNYNTYNYYNNNYNYNNNNYNYNNYNNYCNNYNNNYNNY CYNYNNNNNNNNNNNNNYNNNYNNNNNYNNNNNN

<M )

g mw

HE ] ‘

H p 0 1(500) 10(475) 202 51(479)

£

i 0 1(500) B3 nEY amy) apsy

E 0

€ k: 0 0 208)" 8095 0 004

§ 4

§ 4 )] 2(667) 1(500) 9(a29) %(aL7) 5(556) 52(37)

[

§_1m .m[n " ] 133 0 3143 9(107) 2n)) 15(126) ‘
02 0INEZ>> T3 0T I uccagrarssussuiiaiaarzy T T T T sy s
5858 ‘>M§MMMM> o) \E“HIA \?wa |mwmﬁmmm§§w> \Wﬂ>ﬂ@nmﬁ;ﬁm>>n>§mm>m>m>mzmuJ>>§n">2
§4728A 480G G LSt E N3 000 (UG TR I8 G (RG4S aas ias
g el v SR S e e e

5 5 5 5 y 5

Tumour response was upon investigator assessment or Independent Review Committee according fo RECIST 1.1¢

REZILINET-3:

Zipalertinib+ CT vs CT

NCT05607550
Sunvocertinib vs CT

Yu HA, etal. ASCO 2022; Yang et al. WCLC 2022, Hang WCLC 2023

Furmonertinib
FAVOUR TRIAL
30 TxNaive p (12% BM)
56 previously treated (29-39% BM)

Treatment Naive 240 mg QD

Previousy reated 240mg QD PreviouslyTeated 160 mg 00

- ORR 78.6%
4 mDOR: 15.2m

ORR: 46.2% ORR: 38.5%

Best Percent Change of Tumor Size from

FURVENT/FURMO-004
Furmonertinib vs CT




Europe (n=9,911), France!

All histology

EGFR

(sensitizing) 9.5%

ALK3.7%

ALK prevalence in NSCLC

EGFR

BRAF 1.7%

—PBC Sy
MET-

NoMT
detected

EGFR (other)

PIK3CA

HER?

BRAF 2%

(V60O 1.6%)

US {n=733), LCMC? East Asia (n=52)°
Adenocarcinoma Adenocarcinoma,
never smokers
EGFR ALK 5.8%
(sensitizing] 17%
UKN/other

EGFR 78.8%

1.007

= =
=4 &
1 1

Overall Survival Probability
=
o
L

0.00+

mOS: 81 months

8 ALK Mutants Stage IV

2 50 75 100 125
Months Since Diagnosis of Stage |V Disease

Barlesi— ASCO 2013 * Johnson ASCO 2013 * Sun JCO 2010 * Pacheco —JTO 2018



Guidelines (NCCN/ESMO)

National Lo ] L
comprehensive NCCN Guidelines Version 2.2023 NECN Guidelnes ndex

— (ool Cancer Table of Contents
¢ . Non-Small Cell Lung Cancer Discussion
Network
ALK REARRANGEMENT™™ -
FIRST-LINE THERAPYPP g
Preferred = <
Alectinib® (category 1) ALK tIaI'IS!DCEl‘lIOII
L (refer to Figure 3)
Brigatinibd (category 1 il .
or . Subsequent
ALK rearrangement —_ Progressio Therapy (NSCL-27
discovered prior to L Lorlatinib™ (category 1)
first-line systemic Ofher Recommended
therapy Ceritinib% (category 1)
Useful in Certain
Circumstances
Crizotinib% (category 1) — p, ; Subsequent P - 3
ALK rogressiol Therapy (NSCL-28) Alectinib [I,A, MCBS 4;
rearrangement ESCAT I- A]“‘-"
Brigatinib [I, A: MCBS 4;
Complete planned
systemic therapy, ESCAT I-A]2n=
o , incucing mannance . Lorlatinib [I, A; MCBS 4:
rearrangemen erapy, or interrupt, " ubsequen
discovered during followed by alectinib Progression Therapy (NSCL-27] ESCAT |-A]2ne
first-line systemic (preferred) or brigatinib) Crizotinib [l B- MCBS 4-
therapy (preferred) o lorlatinib it =
(preferred) or ceritinib ESCAT I-A]==
or S i .
crizotinib Progression T Ceritinib [I. B; MCBS 4.

NCCN v 2.2023; Hendricks L, et al Ann Oncol 2023

ESCAT I-A]**




Lotlatinlb izofin
100 =My =)
NR vs 9.3m Evels o [
EU PES maoir MR 9
80 HR 0.27 (5% C)) months  (NR-AR) 76-111)
HR (65% C1) 027(0.184-0338)
0 68.2% 63.5%
e 8 | 3
o 50 | i +  PFSasassessed by the
t 40 i ! investigators was also longer with
i ! lorlatinib than crizofinib
0 | | + Medizn PFS was NR (95%
20 T ! I, NR-NR) withloratn
| ' and 8.1 months (95% CI,
10 | ! 7.4-10.9 months) with
0 | | crizotinib (HR. 0.18; 85% C,
R e S B e e e 01310.274)
0246 810121416 18202224 26 28 30 32 34 36 38 40 42 44 46 48 50 52
Months
Number at risk

Lortatinib 149133 122 118 114 111105104 93 95 60 83 3 66 85 83 72 55 50 34 31 2315 7 4 2 (

Crizofinb 147126100 85 64 54 40 33 6 25 19
100

80=--=-7.

6
4
2

o O O O

W7 ®BNe7654211100

1-yr PFS%

/s d o 69" " 68, 2ux

Jii

A BIRC-Assessed Systemic PFS: ITT Population

1004~

PFS (%)

40

20

No. (%) of Patients
With Events

Median PFS,
Months (95% CI)

2-Year PFS Probability,
— Crizotinib (n= 151) % (95% CI)
— Alectnib (n = 152)

+ Censored

HR 0.43

—— Brigatinib (n = 137)
= Crizotinib (n = 138)

63 (46)
87 (63)

24.0 (18.5 to NR)
11.0 (9.2 to 12.9)

48 (39 to 57)
26 (18 to 35)

HR 0.43 (95% C1 0.32-0.56)
P<0.000t

2dmvs 11m
HR 0.49

20 4 HR for disease progression or death,
0.49;95% Cl, 0.35 to 0.68;

PFS (% of patients)

Number a sk

Aectint 152
Crizofinib 15

560,64

HGUD&DED?O

2-yr PFS$%

M Lorlatinib i Alectinib i Brigatinib

T T T T T T T
8 12 18 24 30 3 4 8 10 4 P <.0001 by log-rank test

Time (months) T T T T T T

0 6 12 18 24 30 36
Time (months)

1% M e 8 M ] il nmom® e 68 8 L] k'l "
2 104 8 6 4 a ¥ 3 2 ) 19 7 3 1 6

IIIII.GQIBIIIIIIIIIIIIIIII......... 50%???
lll?.?

3-yr PF$% 4-yr PFS% 5-yr FPS %
Solomon B, AACR 2022; Mok Ann Oncol 2020;
Camidge J Clin Oncol 2022



Brain Efficacy Data: Phase lll Trials

Intracranial Efficacy ALTA-1L ALEX eXalt3 CROWN

Brigatinib Crizotinib Alectinib  Crizotinib  Ensartinib  Crizotinib  Lorlatinib  Crizotinib

Measurable brain metastases

18 23 21 22 11 19 18 13
(N)
(o) 1 o
gl")‘s ORR, % confirmed (95% 75 (52.94) 26 (10-48) NA NA 64 21 83 23
oR % 27.8 0 38.1 45 27 10 72.2 8
. 27.9 9.2 17.3 5.5 Not Not 10.2
o
CNS DOR Median (35% Cl)  57NRy  (39:9.2) (14.8NE) (21-17.3) reported  reported NR (94111
; .
AR (Sl o (LA Tl ETRY 0.24 (0.12-0.45) 0.37 (0.23-0.58) NR 0.20 (0.10-0.43)

BM

Camidge DR, et al. ESMO Asia 2029. Abstract LBA1; Peters S, et al. N Engl J Med. 2017;377:829-838; Gadgeel S, et al. Ann Oncol. 2018;29:2214-2222; 3. Mok TSK, et al. ESMO 2019.
Abstract 1484PD; Horn L, et al. WCLC 2020; Solomon B, et al. AACR 2022



Efficacy of ROS1-Directed TKI in TKI-naive patients

ROS-1 TKI TKI-naive (N)

Crizotinib! PROFILE 1001 53 72% 19:3m NA

%0 Phase Il (RP2D)

Entrectinib? ALKA-372-001 168 68% 15.7m 52% patients with

%0 STARTRK-1/2 measurable and

Phase /1] nonmesurable

intracranial disease

Lorlatinib? Global Phase I/l 21 62% 21m 64% patients with

% (EXP6) measurable and
nonmesurable
intracranial disease

Taletrectinib* TRUST Chinese Phase 67 93% 33.2 91.7% patients with

% [l baseline measurable
CNS metastasis

Repotrectinib® TRIDENT-1 Phase 1/2 71 79% 35.7 89% patients with

% measurable intracranial
disease

1.-Alice T. Shaw et al. Annals of Oncol 2019; 2.--Drillon A. et al. CCR 2022;
3.- Shaw AT, et al. JCO 2021. 4- Li et al. ELCC 2023; 5- Cho et al. WCLC 2023


Moderador
Notas de la presentación
ROS1 inhibitors in the TKI-naive setting (ORRs 67–77%; median DoR 21.0–24.7 months).

One apparent difference between ALK rearrangement and ROS1 rearrangement in patients with NSCLC may lie in the durability of the response to crizotinib. 

Entrectinib integrated of three ongoing pase ½ trials. Patients had an ECOG-PS 0–2, and previous cancer treatment (except for ROS1 inhibitors) allowed.  Comparable to previous trials, most of the patients were women (64%), never smokers (59%), Caucasian (59%), ECOG PS 1 (51%) and with adenocarcinoma histology (98%)

Based on these positive findings ON 53 and 50 pts, entrectinib and crizotinib were approved by the FDA and the EMA for patients with ROS1 fusion–positive NSCLC. 

Repotrectinib has been granted Breakthrough Therapy Designation by FDA in ROS1+ TKI-naïve patients with metastatic NSCLC 





ROS1: Advances in Addressing
Resistance with Next-Generation TKis

Lorlatinib

Repotrectinib

Taletrectinib

NVL-520

Patients
ORR

Median PFS
CNS activity

Clinical ROS1
G2032R activity

Most common
TRAEs or TEAEs
(all grades)

Reference

(Phase 1/2)
N=40

35%
(prior crizotinib)

8.5 months

12/24 (50%) with measurable or
nonmeasurable CNS disease

Response in 0/6 (0%) patients with
a baseline ROS1 G2032R in plasma

Hypercholesterolemia,
hypertriglyceridemia, edema,
peripheral neuropathy,
cognitive/mood effects, weight
increased
Shaw AT et al., Lancet Oncol 2019

(TRIDENT-1 Phase 1/2)
N=56

38%
(only 1 prior ROS1 TKI and no
prior chemo)*
*FDA breakthrough therapy
designation

9.0 months

5/13 (38%) with measurable CNS
metastases

Responses in 10/17 (59%)
patients with a baseline ROS1
G2032R
Dizziness, dysgeusia,
constipation, paresthesia,
dyspnea, anemia, fatigue, nausea,
muscular weakness, ataxia

Cho BC et al., WCLC 2023

(TRUST China Phase 2)
N=38

50%
(prior crizotinib)*

*FDA breakthrough therapy
designation

9.8 months
11/12 (92%) with measurable

CNS metastases (TKI-naive &
crizotinib-pretreated)

Responses in 4/5 (80%) patients
with a baseline ROS1 G2032R

Diarrhea, nausea, vomiting, ALT
increase, AST increase, anemia,
neutrophil count decrease

Li W et al., ELCC 2023

(ARROS-1 Phase 1)
N=21
48%
* 53% (9/17) with =2 prior ROS1
TKI, =1 chemo
+ 50% (9/18) with prior lorlatinib
or repotrectinib

Not reported

CNS responses reported

Responses in 7/9 (78%) patients with
a baseline ROS1 G2032R

No DLTs or treatment-related SAEs
or dizziness reported

Drilon A et al, EORTC-NCI-AACR 2022




MET aberrations in NSCLC

MET
exon 14 skipping

MET B MET kinase MET MET

domain mutations amplification fusions

3% 3-7%
~70y., Female ! TS LT T ¢ ~70y., Male
Never-Smoker/smokers e Smokers
Adenocarcinoma, sarcomatoid, Adenocarcinoma, SCC
SCC PD-L1 high; low TMB Fusion
PD-L1 high, Low-TMB partners

CBL binds to the =1 T 0o O TPR
juxtamembrane ® juxtamembrane HLA-DRB1
domain ® domain KIF5B

I ! PTPRZ1

== STARD3NL
o ST7
MET ubiquitination Impaired degradatio
and degradation Extended signaling Y1230C/DH Increased MET expression and
S1236R i .
L1250T oncogenic signaling
A A ) V1260L
mMRNA Exon 13 i MET exon | V1268T/I MET focal Chromosome 7

14 skipping amplification polysomy or

Recondo G, et al. Cancer Discovery 2020



TIMELINE FOR MET TARGETED DRUGS REGULATORY APPROVALS
FOR ADVANCED NSCLC HARBORING METex14 MUTATIONS

TepoTINGG | SAVOLITINIB TEPOTINIB ’
@ May 2018 @ May 2020 @ Feb 2021 g June 2021 ‘ Feb 2022 . April 2022

\\

%

/,,

Stage IV mNSCLG, molecular tests positive (EGFR/ALK/ROS1/BRAF/RET/NTRK/MET/HER2/EGFRex20ins/KRAS G12C)

Tepotinib (1L)
Capmatlmb (1L)
Tepoilnlb( 20) 1 1
EGFR mutation ALK translo ;n ROS1
(refer to Figure 2) (M r to Figure 3) translocation
(refer to Figure 4)
10 J»

Alectinib [I, A; MCBS 4; izotinib [, Detmaiinill Refer to ESMO

R e ESCAT 1-A]> ; - (et [V, B]
i o et | i f o f ey, RS
Savolitinib ( 21) IRt r i : Tepotinio [, 4; Mcas 3; [l RESTLIT
. - ) ESCAT I-B]*~
Savolitinib (1L) 11, B; MCBS 4; ESCAT 1-Al* [iatee N Y | EscaTigpe
1, B; MCBS 2; ESCAT I-A]*<*
Glumetinib (=2L) Erlotinib—ramucirumab
Amivantamab (>1L) (=2L) it eI
5 Afatinib
I Capmatinib (22L) 1 B MCBS 5; ESCAT I-A<
@ Crizotinib (22L) Dacomitinib

[L B; MCBS 3; ESCAT I-AJ**
@ Crizotinib (+2L) ottiny carbpia-

Median progression-free survival (months)

atinib [, A;

0 i A , B ESCAT I8 J Toptin [ Ay MCBS %
; H " ESCAT I8
0% 20% 40% 60% 80% Mt
. . first i -
Obiective response rate (%) Remodn J...Garcia Campelo R, et al. JTO 2023 i ot

Hendriks L, et al. Ann Oncol 2023



MET tyrosine kinase inhibitors

Selective Tk

CRIZOTINIB CAPMATINIB TEPOTINIB GLUMETINIB
ENSARTINIB SAVOLITINIB
PROFILE 1001 GEOMETRY Mono-1 VISION (A+C) (TBx) GLORY
IC;, (nM) 26,5 7.9 0.6 3.0 21 0.42
Dose 250mgBID  225mgQD 400 mg BID 500 mg QD 400-600 mg QD 300 mg QD
Line 21 1 1 22 1 22 1 22 1 22
N 69 29 60 100 111 97 28 42 46 38
RR (%) 32 67 68.3 44 56.8 49.5 46.4 40.5 71 60
DoR (mo.) 9.1 6.8 16.6 9.7 46.4 10.2 5.6 9.7 15.0 8.2
PFS (mo.) 7.3 6.1 12,5 55 15.3 11.5 6.9 6.9 11.7 7.6
0S (mo.) 20.5 NR 25.5 13.6 25.9 204 10.9 194 NE 16.2
Shorter PFS in int?aect:aer:ial Higliersetivit i The RRregardless  Sarcom. vs. others Filghien aerivity i
Comments ctDNA pofitive adNIgRhaR 1% vs. 2™ line Age, I'ine & type of RR: 40% vs. 44% 1%t vs. 2 fine
at baseline s e previous therapy PFS: 5.5 vs. 6.9
crizotinib
&S 202 o 2022 (2 S 2021 C 2021 (2) @ 2021

Drilon =Nature Med 2020 * Xia — Cancer Letter 2023 * Wolf —ELCC 2022 * Wolf — ASCO 2021 * Thomas —WCLC 2022 * Lu — Lancet Resp Med 2021 * Lu — ELCC 2022 * Yu— eClinicalMedicine 2023

Slide Courtesy J. Remodn



BRAF
Epidemiology & Clinical Profile

|Class | | Class Il Class Il
V600 w KE01E » L597 m G469 m G464V m G596R » D594 m N581 m G466 m D287Y

« BRAF mutations are found in ~ 4% of NSCLC
» BRAF Class | (V600) comprise ~2% NSCLC

BRAF V600 mutations are reported in about 2% of patients with advanced NSCLCS

@ /
MI = | Unknown

M Class 3
60 | | M dass 2
~60-10 years Smokersand ~ More frequent in adenocarcinoma High PD-L1 I M
genderd|str|but|on non-smokers  (less frequent squamous and large  Lowintermediate TMB 2

(never 20-30%)

cell carcinoma)

M Class 1

‘/ 0

3 > B & & & D D @ & N 2 [ S
S EFEF G T FF S S SEEHEESE
3 & " NN o S e N & 6}'5 & 2 & ¢
P NG (pe(b&“:.\,,o‘o & & F P
& ‘-\\r;’- & co‘& o6 & ‘&Qo %5 ‘,Qe
LA
o & &

1.- Chevallier M, et al. World J Clin Oncol. 2021; 2.-Dagogo-Jack |., et al. Clin Cancer Res 2019; 3.- Dankner M ., et al. Oncogene 2018



Best change from baseline, %

THERAPEUTIC TARGETING OF CLASS | BRAF
MUTATIONS (V600E)

AcSe VE-BASKET
« Strategy 1: BRAF “monomer” inhibitor — Vemurafenib (AcSé ,VE-BASKET)
1§§ Pretreated patients V600 (N= 101) 1004 Pretreated/Treatment-naive V600 (N.= P(mﬂ osponse
Zg‘ e 2 I Stable disease
: M Progressive disease

i ORR 50% (V600) S5 %7

30 o =

10 22 o

5 V600-K _‘:U E
~10- o g G |
:58- ‘% oM 50 4 @ Neong ‘
o] Median DOR: 6.4 months Median DOR: 7.2 months ge |||
o Median PFS: 5.2 months Median PFS: 6.5 months Previously treated patients -
01 Median OS: 10 months Median OS: 15.4 months

Patients (N = 85)

Cohort — Best overall response
nonV600—PD M V600-PD M nonV600—SD M V600-SD M V600 - PR

Mazieres J. et. al., Annals of Oncology 2020; Subbiah V et al., JCOPO 2019



THERAPEUTIC TARGETING OF CLASS | BRAF

MUTATIONS (V600E)
Strategy 2: Double BRAF/MEK Blockade — Dabrafenib + Trametinib (BRF 113928, Phase 2 Trial)

=T

Dabrafenib 150 mg BID + Trametinib 2 mg QD

COHORT B: Pretreated V600 (N=57) COHORT C: Treatment-naive V600 (N=36)
104 0 40_
_ ORR 63% g ORR 64%
= 5 201
M
2 2
£ ‘. '“II|I"| """"""""""""""""""""""""""""" m
£ U
é -3 e ] % 204
% 10 sis 3
&£ -504 =
g - = é 604 Best confirmed response
g _ _Lé I Complete response
E 704 =L 2 O Partial response
z i - E 807 1 Stable disease
804 E;:;:;:;:Z::se - L E | Progressive disease
Eapat repore Median DOR: 9.0 months - 2 1007 M Notevaluable Median DOR: 10.4 months
504
rogressive d\sease
g ;otgevaluab\e Patient
-100

Planchard D., et al, Lancet Oncol 2016; Planchard D., et al, Lancet Oncol 2017



THERAPEUTIC TARGETING OF CLASS | BRAF
MUTATIONS (V600E)

NEW COMBOS — Encorafenib + Binimetinib (PHAROS Trial) %

Encorafenib 450 mg QD + Binimetinib 45 mg BID

Pretreated V600 (N=39) Treatment-naive V600 (N=59)

100

mm CR
I PR

I Stable disease
0 I Progressive disease
40 I Not evaluable

80

20

-20

il

—60 -

Change From Baseline (%)
Change From Baseline (%)

-80

4/8 1C responses

—-100

Patient Patient
ORR 46% ORR 75%
Median DOR: 9.0 months Median DOR: 10.4 months
Median PFS: 9.3 months Median PFS: NE
Median OS: NE Median OS: NE

Riely GJ et al ASCO 2023; Riely GJ et al JCO 2023


Moderador
Notas de la presentación







Carbo/peme /pembro

. Alectinib - o
Docetaxel Crizotinib S T ST « Brigatinib Capmatinib
L] = Osimertinib . 3 X chemo Selpercatinib
Erlotinib . Afatinib - = . = L0 ;es L
o Bevacizumab = L] Gefitinib = ® L] ) . " Lorlatinib
. bo + abraxame = Dabrafenib/ ® = o
e ' Pemetrexed o - " d trametinib = J—arOtreC.t”:"b o
Metastatic H L = L] « Entrectinib Pralasetinib

disease

2004 2006 2009 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020

Adjuvant cisplatin Neoadjuvant working group
doublet chemotherapy meta-analysis Adjuvant osimertinib
ALCHEMIST FDA approved
laugpch

| |
2005 2086 2014
| |

Closure of ongoing
neoadjuvant studies



ADAURA & @

18 Dec 2020 26 Apr 2021 1 Dec 2022

Objectives 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 Placebo
patterns, and safety after 2 years added follow-up. (n=343)
(%)
ADAURA study design Sex: male / female 32/68 28 /72
Age: median (range), years 64 (30-86) 62 (31-82)
Key eligibility criteria Smoking history: yes!! / no 32/68 25/75
* Patients with completely* resected stage IB — Osimertinib 18 mg OD Race: Asian / non-Asian 64 /36 64 /36
IIA EGFR-mutant (exon19del/L858R") NS-NSCLC / / /
. . . WHOPS:0/1 63 /37 64 /36
L] i
With or without adjuvant chemotherapy Randomisation 1:1 (N=682) ee/ulce . . .
* WHO performance status 0/1 " {j } s'taglng at diagnosis 1/32/33/ 0/31/34/
* 10 (adjuvant chemotherapy) and 26 (7% edition): 35/0 35/0
(no adjuvant chemo) weeks maximum interval Placebo OD IA/1B/1I /A /1B
between surgery and randomisation Histology: % /4 97/3
Adenocarcinoma/other
Primary endpoint: DFS by investigator assessment in stage II/IlIA patients EGFR mutation at
Secondary endpoints: DFS in overall population$, DFS at 2, 3, 4, and 5 years, OS, randomisation: exon19del / 55/45 55/45
safety, health-related QoL L859R
Pre-specified exploratory endpoints: Patterns of recurrence, CNS DFS Adjuvant chemo: yes / no 60 / 40 60/ 40

Tsuboi M, et al. ESMO 2022 At baseline 50% had brain IYIRI, 50% had brain CT but
the % of PET is unknown




Updated DFS in stage Il / lllA population and
overall population

Updated DFS in stage Il / llIA disease*t Updated DFS in stage IB / Il / lIIA disease*$

(primary endpoint) (overall population)

Median DFS, months (95% Cl) Median DFS, months (95% Cl)
Osimertinib (n=233) 65.8 (54.4, NC) Osimertinib (n=339) 65.8 (61.7, NC)
Placebo (n=237) 21.9 (16.6, 27.5) Placebo (n=343) 28.1(22.1, 35.0)
10 - HR (95% Cl) 0.23 (0.18, 0.30) | 1.0 - 00 | HR (95% Cl) 0.27 (0.21, 0.34)
- Maturity: 51% | Osimertinib 32%, placebo 70% . ’ Maturity: 45% | Osimertinib 28%, placebo 62%
& 08 ® 081 85%
g g
5 c
3 -
T 06 ER
s =
E g 55%
3 047 § 047 44%
T ©
> > 38%
E H
P4 0.2 4 29% 2 0.2
0 T T T T T T T T 1 0 T T T T T T T T 1
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
No. at risk Time from randomisation (months) No. at risk Time from randomisation (months)
osl 233 222 216 202 196 192 174 138 90 45 20 2 0 osl 339 316 307 289 278 270 249 201 139 73 33 5 0
PBO 237 191 141 124 106 91 74 61 41 23 1 1 0 PBO 343 288 230 205 181 162 137 115 84 48 25 4 0
. . : . (1) H H H H
77% reduction in risk of disease recurrence or death 73% reduction in risk of disease recurrence or death
in stage Il / llIA population in overall population

Tsuboi M, et al. ESMO 2022



Updated CNS DFS

Updated CNS DFS in stage Il / lIIA diseaset

98% 97% NR (65.8, NC)
1.0 A fessit. Placebo (n=237) NR (NC, NC)
HR (95% Cl) 0.24 (0.14, 0.42) I
Maturity: 13% | Osimertinib 9%, placebo 17%
8 e
81% B
. 77% 75% -k'_':: B s
Z ;- * Overall, 63 patients had CNS
% " DFS events:
" — Osimertinib n=22
2, 04 — Placebo n=41
()
» Adjuvant osimertinib therapy
02 4 demonstrated a 76% reduction
in risk of CNS recurrence or
death vs placebo in patients
0 . . . . . . . . . with stage Il / llIA disease
0 6 12 18 24 30 36 42 48 54 60 66 72 &
No. at risk Time from randomisation (months)
Osimertinib 233 222 216 202 196 192 175 138 90 45 20 2 0
Placebo 237 192 142 126 107 91 74 61 41 23 11 1 0

Tsuboi M, et al. ESMO 2022



ADAURA...FINALLY WE HAVE OS DATA

Overall survival: patients with stage Il / llIA disease

+ Adjuvant osimertinib demonstrated a statistically and clinically significant improvement in OS vs placebo in the
primary population of stage II—IllA disease

Overall survival probability

§-year OS rate, % (95% Cl)

. Osimertinib (n=233) 85 (79, 89)

Placebo (n=237) 73 (66, 78)

OverallOSHR  0.49(0.33,0.73);
(95.03% Cl) p=0.0004

Maturity: 21%
osimertinib 15%, placebo 27%

l
T
86% 1
|
|

Median follow-up for OS* (censored patients):
psimertinib 61.7 months, placebo 60.4 months

o

No. atrisk
Osimertinib 233
Placebo 237

2023 ASCO

ANNUAL MEETING

6 12
229 224
232 226

|
1
I
I
I
I
I
I
I
I
1
1
1
1
1
|
!

I I 1 [
18 24 30 36 42 48 54 60 66 n 78 84 90

Time from randomization (months)

24 221 214 208 205 200 170 115 69 33 9 0 %
221 210 202 190 182 171 138 94 53 25 8 3 0

Data cutof: January 27, 2023
56 2months

Asco AMERICAN SOCIETY OF
I, confidence inenval R, hazard abo; 08, overalsunal o

KNOWLEDGE CONQUERS CANCER

presenten B: Roy S. Herbst

Herbst R, et al. ASCO 2023

Overall survival by disease stage

i Stage B, Stage IB Stage Il Stage IlIA
z T 5 year OS rate,
19 o % (95% CI)
3 = | . Osimertinib 94 (86,97)  85(77,91)  85(76,91)
£ |
g 04 ; Placeho 88(80,93)  78(69,85) 67 (57,75)
§ o2 w Overall HR 044 063 037
S (95%C) (047,102)  (034,1.42)  (0.20,0.64)
6 12 18 24 30 36 42 48 54 60 66 72 78 8 90
T ‘Time from randomization (months)
O;}:erl\':;m 106 103 101 100 98 97 9% 9 o4 8 61 39 17 6 0 -
Placebo 106 106 106 105 104 102 100 99 9% 85 70 44 19 9 1 0
_ Stage Il i Stage IlIA
2 10 w 2 10 "—'\—J._._..,%
3 084 | 8 08 |
g 178% g i
3 091 | 5 06 167%
2 | 2 |
5 044 ! 3 04 !
= ! L |
§ 02 i § 0 |
? : i i
"0 6 218 24 30 3 42 48 54 60 66 72 78 84 %0 "0 6 1218 24 30 % 42 4 54 60 66 72 78 84

Time from randomization (months) Time from randomization (months)

No. at risk No. at risk
Osimertinib 118 16 112 112 112 109 104 104 100 83 61 36 19 4 0 Osmetinb 115 113 112 112 109 105 104 101 100 67 54 33 14 5 ¢
Placebo 118 18 117 114 110 107 104 103 o4 79 56 3 16 7 2 0 Placebo 119 114 109 107 100 95 8 79 77 59 38 21 9 1 o

2023 ASCO presewteo or: Roy S. Herbst
ANNUAL MEETING EASE0ZS

ASCO AMERCAN SOCIETY OF
Data culof anuary 27, 2023 Tk ks nicatcensored et Pyt aedod

Ol confdencentenal R hazard o, 08, veral suial - KNOWLEDGE CONQUERS CANCER

Only 38.5% in placebo arm
received Osi at progresssion



ALINA study design*

Resected Stage IB (=24cm)-IIIA
ALK+ NSCLC
per UICC/AJCC 7t edition
Other key eligibility criteri
« ECOG PS 0-1

« Eligible to receive platinum-based
chemotherapy 1:1

« Adequate end-organ function
« No prior systemic cancer therapy

Stratification factors:

« Stage: B (= 4cm) vs Il vs IIIA INS2S7
« Race: Asian vs non-Asian
Primary endpoint
« DFS per investigator,* tested hierarchically: .
- Stage II-IIIA — ITT (Stage IBIIIA) .« 0s

« Safety

Disease-free survival: stage lI-llIA*

Alectinib
600 mg BID

Platinum-based
chemotherapyt
Q3W; 4 cycles

Other endpoints
CNS disease-free survival

ALINA

Recurrence
2 years Further
treatments at
investigator’s
choice and
survival
follow-up

Recurrence

Disease assessments (including brain
MRI)$ were conducted: at baseline,
every 12 weeks for year 1-2, every
24 weeks for year 3-5, then annually

Alectinib Chemotherapy
(N=116) (N=115)
= Patients with event 14 (12%) 45(39%)
s Death 0 1
2 Recurrence 14 44
H
a Median DFS, Not reached 444
8 ) ! months (95% Cl) (27.8, NE)
% 40 1 '
H ' ! DFS HR 0.24 (0.13,0.45)
k] i i (85%CI) p1<0.0001
a 1 1
1
20 ! [
i i
i i
i I
0 T T T y T T T T T
6 12 18 24 30 3% 42 48 54
Time (months)
No. at risk
Alectinib 116 EEH 111 107 67 49 3 21 10 3
Chemo 11

76% reduction in risk of disease recurrence or death
in stage Il / llIA population

Solomon B, et al ESMO 2023

Disease-free survival by stage*

100 Alectinib
Stage IB g 2-year DFS rate, % Stage IB Stage Il Stage llIA
£ o (95% CI) (n=26) (n=92) (n=139)
2
] " 923 o 92.7
&0
2 Alectinib (77.8,100.0)  (89.5, 100.0) (86.4, 98.9)
£ w0
H 716 66.3 60.7
g = Chamotharany Chematherapy (442,990)  (517.810) (47.9,73.5)
)
H
HR' 0.21 0.24 0.25
— (95% CI) (002, 184)  (0.09,0.65)  (0.12,053)
No.strsk Time (months)
Meabuw 2 o on o oroe a1 M e
. IS S T R
100 100
Stage Il — Stage llIA  _
£, ok g, o
2 2
w0 £ w0
H H
Chemotherapy 8
8 8
g x £
a o
0 6 12 18 24 30 35 42 48 54 H 12 18 24 30 36 42 48 54
No.serisk Time (months) No.serisk Time (months)
e 47 woowomo s w4 Moo e w e s om o 2
Cemoss 4 % = o w5 5 5 Cemom & % & w ® w5 5 3

CNS disease-free survival in the ITT population

98.4%

Patients with event
Death
Brain recurrence

Alectinib
(N=130)

Chemotherapy
7)

CNS-DFS HR*
(95% CI)

0.22
(0.08,058)

o o
10 93.5% Alectinib
S 80 1 Chemotherapy
< i i
= i i
2 ' 179.7%
? ' i
3 1 1
3 60 ! !
H i i
& ' i
@ 1 1
& 40 1 '
8 i .
2 1 1
s i i
2 i i
G 20 ! H
i i
i i
H H
6 12 18 24 30 36 42 48 54
Time (months)
No. at risk
Alectinib 130 124 124 118 74 55 39 2 10 3
Chemo 127 113 98 90 57 43 27 18 " 2




IN SUMMARY...

New and more potents TKI and new drugs with new MoA: we are increasing the
“arsenal”, but still far from curing...

* The major limitation: tumor/ plasma genotyping, drug access...
* Personalized medicine has arrived to early stages: ADAURA and ALINA

* Personalized treatment in oncogenic addicted NSCLC at baseline and at PD...
how to build the sequencing approach
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