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EGFR mutations in NSCLC are heterogeneous

Frequency of EGFR mutations in NSCLC in Asian and Western populations

2%

F—<4% each— 4% 89 3% | 39 46% 22%

Other mutation*

ALK rearrangement
m Other KRAS mutation
m KRASG12C mutation
u Other EGFR mutation
= EGFR exon 20 insertion
mEGFR exon 19 deletion and L858R |

Y
EGFR alterations No actionable alteration
1

Asian

Western

F—<4% each—4% 10% 15% 2%1%  16% 40%

0% 25% 50% 75% 100%

*Other includes NTRK rearrangement, RET rearrangement, BRAFVB00E mutation, HER2 exon 20 insertion mutation, ROS1 rearrangement, MET exon 14 mutation, ALK rearrangement.
NSCLC, non-small cell lung cancer.
Tan & Tan. J Clin Oncol. 2022;40(6):611-625.
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EGFR mutations in NSCLC are heterogeneous

Frequency of mutations in NSCLC

Relative frequency of EGFR mutations

----------------------------------- : Other: 3%

Ex20ins: 12%

Exon 19: 50%

Exon 21: 35%

Adapted from Dorta-Suarez et al. 2024.

Dorta-Suarez M, et al. Cancer Treat Rev. 2024;124:102671.
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First-line treatment for EGFR-mutated advanced NSCLC
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Efficacy of first-line treatment options in advanced EGFR-mutated NSCLC

ORR mOS
3G vs 1G-TKI Overall ex19del L858R @

Osimertinib'-2 18.9m* 214m P 144m KB Tl N>
Aumolertinib®7 U8  193m* “ 20.8m m 13.4m ’ﬂ eual  29.0m >

Furmonertinib8¢ 20.8m m Unknown Unknown 91%
Befotertinib™® 67% 22.1m “ Unknown Unknown NR \:,

Combi vs 3G-TKI

Osimertinib +

platinum- 29.4 m 27.9m m 24.7m m 30.2m >

pemetrexed 12

e 237m  JCHP | MR I [ v TGP 249m )

0OS significantly improved over osimertinib!

Published in: Stephanie P.L. Saw; Xiuning Le; Lizza E.L. Hendriks; Jordi Remon Am Soc Clin Oncol Educ Book 2024 04-1
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Frontline strategies for EGFR-mutated NSCLC

Early progressors

ORR 80%

8

b

H

i PFS 18.9m
& simertini

5 A 04-

E

| 02

e Standard EGFR-TKI

a o-c T T T T T T T T 1

0 3 6 9 12 15 18 21 24 27

210 178 139 71 26 4 0

Month
No. at Risk
Osimertinib 279 262 233
Standard 277 239 197 152 107

EGFR-TKI

72 37 10 2 0

Current SoC: Osimertinib

104 Osimertinib  54% (48-60)
09 1G EGFR TKI 44% (38-50)
r'y
0.3
5 o7
z
% w1 HR0.80
& os{ 95.05% (Cl, 0.64-1.00) ~
% .. P=0046 e
5 " . M
2 0.3+ Med""(;’;:e“é"us““’“’" Comparator EGFR-TKI
0.2+ mo
i Osimertinib ~ 38.6 (34.5-41.8)
Comparator 318 (26.6-36.0) .
on S e mOS: 38.6 m
0.0 T T T T T T T T T T T T T T T T d
0 3 6 0 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Months since Randomization
No. at Risk
Osimertinib 279 276 270 254 245 236 217 204 193 130 166 153 138 123 86 50 17 2 0

Comparator EGFR-TKI 277 263 252 239

219 205 182 165 148

138 131 121 110 101 72 40 17 2 0

Patient’s continuing to receive 1L drug (%)

|| Osimertinib | _16TKI

12m 70%
24 m 42%
36 m 28%

47%
16%
9%

Few long term responders

FLAURA
12.9% remain on osi > 4.5 yrs

NCCS data
n=506, Stage IV, 2018-2023

10

Cum Survival
&

«. ~10% on osimertinib
-
02 "‘\H

00 2000 40.00 6000 8000

5 years

100.00

Dr Tan Wei Chong, NCCS Data Science Core

Soria et al. NEJM 2018; Ramalingam et al. NEJM 2020; Garassino et al. Lung Cancer 2025
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Advanced EGFR-mutated NSCLC: New first-line current options

FLAURA 2

MARIPOSA

Patients with untreated locally
advanced / metastatic EGFRm NSCLC

Key inclusion criteria;
+ Aged 218 years

+ Pathologically confirmed
non-squamous NSCLC

+ Ex19del / L858R (local / central test)
+ WHOPSO0/1
+ Stable CNS metastases were allowed

+ Brain scans at baseline
(MRI/ CT; mandatory)

N=557

Stratified by:

Race

(Asian Chinese /
= Asian non-Chinese / __|

non-Asian)

EGFRm test

(local / central)

WHOPS
©i1)

Osimertinib 80 mg (QD) +
pemetrexed 500 mg/m? +
carboplatin AUC5

or cisplatin 75 mg/m?
(Q3W for 4 cycles for
platinum-based treatments)

Maintenance
osimertinib 80 mg (QD) +
pemetrexed 500 mg/m? (Q3W)

Treatment beyond PD allowed per investigator discretion

Osimertinib 80 mg (QD)

« Primary endpoint: Investigator-assessed PFS (RECIST v1.1)!
+ Secondary endpoints included: OS, TFST, DoR, DCR, PFS2, TSST, HRQoL

Follow-up:

« RECIST v1.1 assessment at 6 and

12 weeks, then Q12W until RECIST
v1.1-defined radiological PD

« Survival follow-up for Q12W until

data cut-off for the planned final
0S analysis

0S was a key secondary endpoint*

Final OS analysis performed at 57% maturity

f

+  Treatment-naive for

+ EGFR mutation type

+ Asian race (yes or no)

History of brain
\ metastases (yes or no) )

Key Eligibility Criteria\
Locally advanced or
metastatic NSCLC

advanced disease

+ Documented EGFR __

Ex19del or L858R
ECOGPSQor1

Stratification Factors

(Ex19del or L85ER)

Focus of this presentation

c Amivantamab + lazertinib
0

] (n=429; open-label)
N_

EX

7 % Osimertinib
] n=429; blinded
gz ( )
%

N

N Lazertinib

(n=216; blinded)

Lazertinib monatherapy arm was included fo
assess the contribution of components

Serial brain MRIs were required for all participants
MARIPOSA did not allow treatment crossover?

Primary endpoint:
+ PFSbyBICR per RECIST v1.1

Key secondary endpoint:
* Protocol-specified final overall survival®

Other endpoints reported in this presentation:
* Intracranial PFS (icPFS)

* Intracranial ORR (icORR)

* Intracranial DoR (icDoR)

+ Time to symptomatic progression (TTSP)

¢ Safety

Planchard D et al, NEJM 2023, Janne PA et al. NEJM 2026;
Cho BC et al, NEJM 2024; Yang JCH et al, NEJM 2025
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Combinations are superior in PFS (primary endpoint)

FLAURA: mPFS 18.9 mo FLAURA 2: mPFS 25.5 mo MARIPOSA: mPFS 23.7 mo

Osimertinib vs 1G TKI Osimertinb + PB CT vs Osimertinib Amivantamab + Lazertinb vs Osimertinib

A Progression-free Survival in Full Analysis Set ] nt H 1 L.
g o R g siiatndimedion Primary Endpoint: Progression-free Survival by BICR?
Patients {95% Cl) Og p g Ao - st ez me S essen & dean oy X 2l e ki PR . o
me
Osimertinib 278 18.0 {15.2-21.4) + Meckan PRS weas inpeuecd by ~6 8 meeths wif: csinztind plus platin.mypemeeasd s os meiriz moncterpy 1"
Standard EGFR-TKI 277 10.2 (9.6-11.1) P— o HR 0.62
Hazard ratio for disease orogression or death, ~i1p s — T # e ex Vel S
046 195% €1,037-05  HR 0.46 : HR 0.7 R i, BNy 5 SEERHA IR g
P<0.001 - 3 ‘e Db e RS} I Nerdilbmirt RTrrSkET
2 £
g 1o i HRICY L 1Y 1 e thh T ity
= E e pa a0 2 3 F| RED " B Lo
.§ 0.8~ % e [ Dl w5ty E W H3, 030922 £1, 053-2 251 E<00f
2 b - Vxemnhy e e FRS, wrks g -
EnT' 0.6 N T I B Dorer:- i v (1503 3
& g Osimartinib £ Wk dfny d: Sk wecksa, €5 % H _
e tmarkg:l , Ivarlamat + i
bl w Tie
3 : - | % 2 ! Siredrit
B ¥ s | I 3 i
S Standard EGFR-TKI | | | 19 :
T 0.0 T T T T T T T 1 | Rk [ | 3 |
0 3 6 9 12 15 18 21 24 % i “1d | | E i
Month 0 | ! 0 T T T T T T T ! T 1
= d I i I I I | ) I I ) 1 1 1 s g 9 15 18 ' E‘ a 3] .ﬁ
No. at Risk ] 1 [ i f 5 f il 4 i » ¥ . ; "
Osimertinib 279 262 233 210 178 139 71 2% 4 O o s rndamish » .
Standard 277 239 197 152 107 78 37 10 2 0 — ST —— hod
EGFR-TKI b B S R ® OB " 8 € o 9 Mrrmdaed B #OF OX ¥ ¥ R D o8 2 &
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Soria JC et al, NEJM 2018; Ramalingam SS et al, NEJM 2019;
Planchard D et al, NEJM 2023, Janne PA et al, NEJM 2026;
Cho BC et al, NEJM 2024; Yang JCH et al, NEJM 2025
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PFS benefit translated into OS advantage

FLAURA: mOS 39 mo

Osimertinib vs 1G TKI

FLAURA 2: mOS 47.5 mo

Osimertinb + PB CT vs Osimertinib

‘.‘n”,ﬂ;n"{ SGFR-TE

Probability of Ouerall Survival

LAy

MARIPOSA: mOS NR

Amivantamab + Lazertinb vs Osimertinib

Median 0S with 051+ CTx was 47 5 months Wm0, 4
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\13»‘. (i e AT = . = L]
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Soria JC et al, NEJM 2018; Ramalingam SS et al, NEJM 2019;
Planchard D et al, NEJM 2023, Janne PA et al, NEJM 2026;
Cho BC et al, NEJM 2024; Yang JCH et al, NEJM 2025



Il JORNADA TRASLACIONAL

DE ONCOLOGIA DE PRECISION:

Anaemia

Diarrhoea

Nausea

Decreased appetite
Constipation

Rash

Fatigue

Vomiting
COVID-191
Stomatitis
Paronychia
Neutropenia
Neutrophil count decreased
ALT increased

Dry skin

Jéanne P et al. WCLC 2023, Planchard D. NEJM 2024
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Benefit with combos, at the cost of higher toxicity

FLAURA 2 study MARIPOSA study
Most common TEAEs (220%)
*
Most common AEs by preferred term, n (%)
“ 28 10 | 1 Related to EGFR Paronychia 1% 57% AV 0.5%
3 I 43 42 | <1 inhibition Rash 15% 30% [EA
4 I o 2 | Diarrhea 27% 44% Ik
Dermatitis acneiform
N | 29 10 | 1 -
Stomatitis 6 L 21% EE
<1 I 22 11 | Pruritus
1 I 29 22 | Related to MET Hypoalbuminemia
| 26 1] <1 inhibition Peripheral edema
1| 7 | <1 Other IRR
I & = | ALT increased
1
Constipation
< <
! I » 18 I ! AST increased
12 = | < COVID-19 2%
Osi +CTx 3 nIS 1 Osi mono Decreased appetite
[] Grade 1/2 S =[] - [[] crade 1/2 Anemia e 2%
. Grade 3 . Grade 3 .
. Grade 4 ) II a1l Nausea b k¥ 0.2%
| | Hypocalcemia 2% 9% 8%
20 25
r T T T T 1 Cough
60 40 20 0 20 40 60 f i i
100% 50% 0% 50%

Patients with AE (%)

Passaro A et al. Ann Oncol 2023
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Combinations have increased toxicities

AE of interest Osimertinib + Pemetrexed Amivantamab + Lazertinib
+ Platinum
~ Anaemia (2G3) 46% (20%) 23% (4%)
Neutropenia (2G3) 25% (14%) Not reported
Chemo- |
related Thrombocytopenia (2G3) 18% (7%) Not reported
_ Nausea (2G3) 43% (1%) 21% (1%)
~ Diarrhoea (2G3) 43% (3%) 29% (2%)
EGFR- | Rash 28% (<1%) 61% (15%) Zioie
inhibition inhibition
_ Paronychia 24% (1%) 68% (11%)
Peripheral edema 0 36% (2%) MET-inhibition
Infusion-related reaction (=G3) 0 63% (6%) Role of SC formulation?
Venous thromboembolism (2G3) 0 37% (11%) Anticoagulation
prophylaxis for first 4m

Janne P et al. WCLC 2023, Planchard D. NEJM 2024 Passaro A et al. Ann Oncol 2023
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High risk features in metastatic EGFR-mutant NSCLC

Brain metastases®.2 Liver metastases’2 TP53 co-mutations?®? Detectable ctDNA®%2.b

~16% \ ~50%

~70%

i

I ———]

~37%

&R

« Any single high-risk feature requires the discussion of combination treatment

* Only about 10-15% patients have no high-risk features.

Patients with risk factors treated with current therapies continue to have poor survival and
would benefit from upfront treatment with more effective therapies.

Chua KP et al. CCR 2022; Sabari JK et al. JTO 2025; Janne P et al. AACR 2024
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FLAURA 2: OS by baseline prognostic factors

Baseline CNS metastases EGFR mutation*
3-year OS (95% Cl), % HR (95% Cl) ] Osi + plat-pem [ Osimono 3.year OS (95% CI), % HR (95% CI)
0 57 (88, 66 072 x 54 (a4, 63) | 0.76
> 40 (31, 49) | (0.52,0.99) £ 42 (32, 51) | (0.55,1.07)
° 67 (59, 74) 0.77 g 69 (61, 75) | 0.76
= 58 (50,65 | (0.57, 1.05) % 57 o, 50 | (056, 1.02)
Baseline liver metastases Plasma EGFRm ctDNA
3.year O (95% CI), % HR (95% CI) f ~ 3year 0 (95% C), % HR (95% CI)
9 54 (38, 68) ‘ 0.66 - 53 (45,61) | 0.79
> 35 (24, 47) (0.41,1.05) 3 42 (36, 50) ‘ (0.60, 1.03)
o 65 (58, 71) | 0.83 3 83 (12,90 0.79
- 56 (43,62 | (0.64. 1.07) )7 5 17 62,0 [ (044, 144)
- — 3 y—
Baseline bone metastases Tissue TP53
3-year OS (95% CI), % HR (95% CI) 3-year 0S (95% CI), % HR (95% CI)
g 55 6,69 076 All patients 3 65 (9, | 071
g 42 34, 5) | (056, 1.02) 3-year 08 (95% CI), % HR (95% Cl) < 58 .11 ‘ 040,120
o T 82,77) 0.79 - 1 63 7, 077 85 (67, 93) 0.70
2 60 1. | (0,57, 1.10) = S :; 2 | | (061, 0.96) = 76 68,00 032154
An OS benefit with osimertinib plus platinum-pemetrexed versus osimertinib monotherapy
was consistently observed regardless of baseline prognostic factors

Janne P et al. WCLC 2025
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Amivantamab plus lazertinib vs osimertinib in EGFR-mutant advanced NSCLC

High-risk disease features, such as ctDNA at
baseline and persistence during treatment,
baseline TP53 co-mutations, and baseline brain
or liver metastases, are common in patients with
EGFR-mutant NSCLC. In MARIPOSA:

TP53co-mutated  o¢ Brainor lver /7 E Detectable
NSCLC e+ metastases A7 J ciDNA

Rato

| JdPCR
=== Amivantamab + lazertinib

| § 120 (n =429

8 ®
S x. Osimertinib

- g 2p (n = 429)

o

@
2 o~ Not included in this analys's

Consistent results ware achwved rogardiess of testing modaity

Prevalence of high-risk biomarkers in the MARIPOSA study

§ @ -

Detectable ctDNA P53
at baseline co-mutation
by NGS
54%
73 Z,
@ " \ Y &
@ £
Persistent Liver Brain
ctDNA at metastases metastases
C3D1 at baseline at baseline
.\#

B Amivantamab + lazertinid B Osimertnid
Median PFS (months)

All randomized
patents’

Detectable ctDNA
at baseline

TP53 co-mutation

No ctDNA clearance
at CaD1

Baseline liver
metastases

Baseline brain
metastases’

P <0)0S

Patents n e Ng- 1Sk SLECrOUDS Nave 21 DaOmaruer 53003060 with
pocrer prognosis

1. Cho BC, et & Presented at European Socety for Medcal
Oncology (ESMO) Congress. October 20-24, 2023, Madnd, Spain
Poster LBA Y

Felip E et al. Ann Oncol 2024
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MARIPOSA and FLAURA 2 outcomes in lower risk populations

FLAURA2
Without Brain Metastases
N
'g 07 g 4 Osimertienb +
£ 0s- mnmer:r?b—"" - ‘Ifllhnum—plﬂnﬂrnrd

0.5

| 21 27.6 months
| HR 0.75 (0.55-1.03)

T
o l ﬁ 9 l2 l! !.! 21 !4 27 JD !!
Months since Randomization

MARIPOSA

Without Brain Metastases

8

Amivantamab
+ Lazertinib

3

19.9 = 27.5 months.imemnn
HR 0.69 (0.53-0.89)

'

Patients who are progression-free (%)
8

Plasma EGFR Undetectable EGFR Exon 19 Deletions TP53 Wild Type
.§ . o 3 5 }E 0e ‘:\:‘\{_\"“‘—--\_\ £ o7s
E ------ . { 08 % 0580 4
E : i T §
¢ ((303>333yonths 1 fi. ety — " "NF ydlated
N\ R 0.93 (0.54-1.72) : = HR 0 60 (0 44-0. 83) aso n - . - - -
n 0 3 : D 3 ! B ';:"“I;“I;.":M!:“ ar ltl 1 Tima from randomizaton (months)
: 'I'hnl:mmlﬂn:um{:nﬂlhsl s
Plasma EGFR Undetectable EGFR Exon 19 Deletions TP53 Wild Type
Z L . - l wo h“\:-._.'_ - e
" l 50 s 1
l ! ) \—H_‘“}ﬁ‘_:_. T i 0
] £ w0 hite S E Pe
i §  18.5 > NE months H iy
; ’ l | HROSS(O 51-085) o ! .

Planchard D et al. NEJM 2023; Janne P et al. AACR 2024; Cho BC et al. ESMO 2023 LBA14; Felip E et al. ASCO 2024; Cho BC et al. NEJM 2024
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MARIPOSA: PFS for patients with and without high-risk features

A 1004 Median PFS,
months (95% CI)
@ Amivantamab-lazertinib 20.3 (18.2-24.0)
% < 75 15.0 (13.0-16.8)
Q
@
.§ E
a6 504
=
o3 Amivantamab-lazertinib
T O 254 Osimertinib . . o
oo HR 0.72 (85% Cl 0.58-0.90) With high risk features
o P =0.004
O T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30
Months
No. at risk
Amivantamab-lazertinib 280 251 226 208 181 148 119 66 44 26 6
Osimertinib 288 271 237 214 171 124 98 54 33 19 6
Median PFS,
B months (95% CI)
1000 +— : Amivantamab-lazertinib NE (NE)
. NE (22.1-NE)
o ﬂ_l\_\}i‘:i:u : .
o e I M 1 Amivantamab-lazertinib
[+ g; 75_ L‘
_8 - L L I u Osimertinib
: o L] o
25 50- Without high risk features
=
g o
© O 25
oo HR 0.78 (95% Cl 0.30-2.02)
e P =0.605
0 T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30
Months
No. at risk
Amivantamab-lazertinib 40 40 39 39 37 34 29 20 10 6 2
Osimertinib 28 26 26 26 26 25 20 12 7 6 3

Felip E et al. Ann Oncol 2024
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Key considerations in choosing the treatment approach in metastatic setting

=H=

+ Side effect profile + Patient preference
* Intensity of monitoring + ECOG
+ Later line options + Co-morbidities

Shared decision-making with patient
Accessibility

~ + Sites of metastases
+ EGFR subtype

+ Co-mutations

+ ctDNA positivity

* Reimbursement
policies

* Chair time

* Drug availability

Not ‘one-size-fits-all’

Stephanie P.L. Saw; Xiuning Le; Lizza E.L. Hendriks; Jordi Remon Am Soc Clin Oncol Educ Book 2024 04-1
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Ongoing supportive care with combination therapy

Osimertinib-platinum pemetrexed

00
1501 Osimertinib + platinum-pemetrexed (safety analysis set) was [ HE B
o e [ O
- Grade2  [NNNNNN
g 35 Grade 1
B 3 = - Months* 0=3mos  3-9mos  >Imos
8 - I [ - =276 (o256 (ve2ze)
§ 20 I I _i I
15 . . I _ B
10 — = —_ B
‘= - I B = - _ mEn
R Thrombocytopenia'  Neutropenial Diarrhoea Fatigue! Rash Dry skin Paronychia Pruritus

Haematological toxicities ‘Selected non-haematological toxicities

1. Toxicities typically worse in initial 4 months

2. Initial chemotherapy can forestall resistance
*  Pemetrexed-platinum: 2.8 m (0.7 - 4.1)
«  Maintenance pemetrexed: 8.3 m (range 0.7 - 58.9)

.

Median total exposure’

Osi + CTx (n=276)

- Platinum® 2.8 months (range 0.7—4.1)

Pemetrexed! 8.3 months (range 0.7-58.9)

Osi 30.5 months (range 0.1-59.0)

Osi mono (n=275)

Osi 21.2 months (range 0.1-59.2)

0 5 10 15 20 25 30 35
Time (months)

Participants (%)

100 4

80 4

60

40

20 A

Participants with dermatologic AE (%)
P
g

Amivantamab-lazertinib

COCOON

COCOON DM regimen substantially
reduced grade 22 dermatologic AEs'

~2-fold reduction in ]
dermatologic AEs* Gende 3 =

Grade 7
76.5%

38.6%

COCOON DM SoC DM

5-12 months

SKIPPirr

SKIPPirr regimen
substantially reduced IRRs?

100
~3-fold reduction in
amivantamab IRRs
.80
£ 67.4%
©
& 80
£
¥
2
840
E 225%
€ 5
0

examethasonn Standard IRR
8-mg IRR management

prophylaxis

g

]

Participants with VTE (%)
53

3

o

g

flalefEeld
b4

VTE prophylaxis

Prophylactic anticoagulation
substantially reduced VTEs*

~2-fold reduction
inVTEs

Planchard et al. WCLC 2025; Yang et al. ELCC 2025
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Criterios para la seleccion de la primera linea de tratamiento

T arrosa | raumaz Combinaciones FLAURA 2/ MARIPOSA

EGFRL858R  HRO0.78 HR 0.63
EGFRDel19  HRO0.65 HR 0.60 « Buen PS
e I HRO47 * Sin comorbilidades que limitan el uso de combinaciones
SinM1SNC  HRO0.69 HR 0.66 - .
= * M1 en SNC u otros factores clinicos de riesgo
. m :epézfcas :E g";’j :E 2'22 * Presenciade TP53
in epaticas ] . L.
B * ctDNA positivo basal
co-mutacion TP53 HR 0.65 HR 0.57
Sin co-mutacion TP53 HR 0.75 No calculable . b .
ctDNA basal positivo HR 0.68 HR 0.60 Osimertini monoterapia
ctDNA basal negativo HR 0.72 HR 0.93 . Bajo PS
NS I HR0.62 » Comorbilidades que limitan el uso de combinaciones
Aclaramiento del ctDNA HR 0.49 HR 0.51

* No M1 en SNC u otros factores clinicos de riesgo

Cortesia Dr Remon. Planchard NEJM 2023; Jinne JCO 2023; Jiinne AACR 2024; Cho e A H
’ ’ ’ usencia de TP53
NEJM 2024; Felip ASCO 2024; Felip Ao02024; Yang WCLC 2024; Valdiviezo WCLC 2024
* ctDNA negativo basal

Moran T. SEOM 2025
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Selected first-line EGFR-mutated NSCLC trials

n Phase Selection Intervention Target/ Primary
payload Endpoint

All comers
TROPION-Lung14 582 Phase Il EGFR mutated Osimertinib + Trop2-Topo-1 PFS
[NCT06350097] Datopotamab deruxtecan
Temab-A + Osimertinib 694 Phase II/11l EGFR mutated Osimertinib + cMET-Topo-1 PFS
[NCT07005102] Telisotuzumab adizutecan
BL-B0O1D1 696 Phase Il EGFR mutated Osimertinib * EGFR-HER3 PFS
[NCT06838273] BL-B01D1 Ed-04 Topo-1
OSTARA 80 Phase I EGFR mutated Osimertinib + amivantamab ORR, PFS
[NCT05801029]
Selected molecular subsets
TOP 291 Phase Il Concurrent EGFR and Osimertinib + PFS
[NCT04695925] TP53 mutation Pemetrexed-carboplatin
ACROSST1 166 Phase lll EGFR mutation with Aumolertinib + chemotherapy PFS
[NCT04500704] concomitant co-drivers
ACROSS2 126 Phase Il EGFR mutation with tumour Aumolertinib + chemotherapy PFS
[NCT04500717] suppressor gene mutation
SHEDDER (Risk adapted) 571 Phase Il ctDNA detected after 3 cycles Osimertinib + chemotherapy PFS
[NCT04410796] of osimertinib

Slide courtesy of Dr Stephanie Saw
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Managing progression in EGFR-mutant NSCLC
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Sensitivity and resistance to EGFR TKis in lung cancer

GY A2

Diagnosis Maximal Response Acquired Drug Resistance
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Mechanisms of acquired resistance to TKl in lung cancer

Mutations in the Bypass Signaling Mutations in State Transformation
drug target

Downstream Effectors

Oncogene Amplification

Impact drug binding Small Cell Lung cancer

Squamous Cell lung cancer

o - - | b
o— -
Oncogene Rearrangement @
G R
Go |
°“°‘m? cell Cycle __k_:,s ERK

Checkpoint

Checkpoint
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FLAURA 2: acquired resistance mutational landscape

Osimertinib

o C797S 12%

'0— Other EGFRmM 4%

On-target ®— MET amp. 14%

Unknown o ERBB2amp 1%

CCND1amp 1%
Off-target

CDK4/6 amp 5%
LN

BRAF V600E
5%

.\KRAS mut 8%

mu 8 (U

BRAF fusion 4%

Osimertinib + Chemotherapy

C797S 4%
o MET amp. 9%

®— ERBB2 amp 6%

On-target ® CCND1amp 6%
®  CDK4/6 amp 6%
Off-target

Unknown
® KRAS mut 6%

® PIK3CAmut 4%

0:\ RET fusion 2%
‘\ BRAF fusion 2%

Other fusion 4%

Yang JCH et al. ESMO 2024
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MARIPOSA: acquired resistance mutational landscape

Osimertinib (n=54) Amivantamab + Lazertinib (n=36)
EGFR/MET dependent
EGFR/MET depe EGFR/MET in ent ~ EGFR/METin ent
BL driver mutations llll.lll.ll | Ex19del/L858R BL driver mutations

EGFR: W C797S/Others B EGFRe

MET W MET amplificati W MET
TP53/RB1 M || TP53/RBT Loss W TP53/RB1
HER2 | ERBBZ W HER2

PIK3CA

PI3K PTEN PI3K

L STK11
RAS/ RAS/
Other j Other
RTK .I RTK
Ol ENNREC | "l l; cover [ é_:

CDKNZA

Cell cycle CDK4 H | | Cell cycle

CDK6
| l . CCND2

. Amplification . EGFR alteration Indel . Missense mutation . Multi Nonsense mutation Fusion Baseline present
P=0.017
- W Osimertinib (n=140)
157 136%
. M Amivantamab + Lazertinib (n=113)

~
& 10
4]
=
c
2
s
o 5

0 -

Secondary EGFR resistance
mutations (C797S, L718X, G724X)

MET amplification

Acquired MET amplifications were ~3-fold lower and EGFR resistance mutations were ~8-fold lower

for amivantamab + lazertinib versus osimertinib

Besse B, Cho BC et al. ESMO 2024
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Treatment landscape for EGFR-mutated advanced NSCLC beyond the frontline

For patients with an EGFR mutation who have disease progression on an EGFR TKI, chemotherapy remains the
most often used 2L option, but several alternative treatments have sought to challenge this standard

Combined On- And Off-Target

On-Target inhibition | Off-Target Inhibition Targeting Tumor-Associated Antigens

Inhibition
| VEGF-PD-1 mAb + 3G EGFR TKI + EGFR-MET mAb + ! ;
[1-3] | ; il @ [10]
e +chemow | METTKNSL | chemo® | iaiiaiainl eisssdmsiill s il
BBT-176 lvonescimab + chemo Osimertinib + tepotinib | Amivantamab + chemo | Patritumab | Telisotuzumab | Datopotamab
BBT-207 i 'Osimertinib + savalitinib deruxtecan ' vedotin deruxtecan
JIN-A02 § e ; ;
| FTRR= Anti- éy Anti- | :
| \, EGFR M,.ET i - |
: : | ' } !

2|, second-line; ADC, antibody drug conjugate; ASCO, American Society of Clinical Oncology; EMA, European Medicines Agency, FDA, US Food and Drug Administration; HER3, human epidermal growth factor receptor 3; PD1,
programmed cell death protein 1; Trop, tropion; VGEF, vascular endothelial growth factor.

1. Lim SM, et al. Cancer Discov. 2022;12:16-19; 2. ClinicalTrials.gov. NCT05920135. Accessed May 1, 2025; 3. Lim SM, et al. ASCO 2024. Presentation TPS8658; 4. Zhang L, et al. J Clin Oncol. 2024;42(suppl 16): Abstract 8508, 5.
Kim TM, et al. WCLC 2023. Presentation OA21.05; 6. Passaro A, et al. MARIPOSA-2 Investigators. Ann Oncol. 2024:35;77-90; 7. Amivantamab [Pl]. Approved 2021. Revised March 2024; 3. Amivantamab [Pl]. EMA. Published
December 9, 2021. Updated September 11, 2023; 9. Goldman JW, et al. J Clin Oncol. 2022;40: Abstract 9013; 10. Paz-Ares L, et al. ESMO 2023. Presentation 1314MO.
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Key Eligibility

Criteria

* Locally advanced or
metastatic NSCLC

~

» Documented EGFR

Ex19del or L858R

* Progressed on or
after osimertinib

monotherapy
(as most recent line)

+ ECOGPSOor1

-
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Amivantamab in pretreated EGFR-mutant NSCLC: MARIPOSA 2 study
MARIPOSA-2 Study Design

2:2:1 Randomization?
(N=657)

J

100 ~

80 -

D
o
1

ORR (95% Cl)

N
o

20

Primary Endpoint: Progression-free Survival by BICR

At a median follow-up of 8.7 months, amivantamab-chemotherapy and amivantamab-lazertinib-chemotherapy
reduced the risk of progression or death by 52% and 56%, respectively

Amivantamab-Lazertinib-Chemotherapy®

(n=263)

Q
=]
N

Amivantamab-Chemotherapy
vs Cl

Amivantamab-Lazertinib-
vs ClI

Py
Median PFS: 6.3 vs 4.2 months

Py
Median PFS: 8.3 vs 4.2 mont

apy
hs

g
- 8
Secondary/Exploratory Efficacy & 80 HR, 0.48 HR, 0.44
Endpoints Reported: 5 oo (95% Cl, 0.36-0.64) (95% Cl, 0.35-0.56)
Chemotherapy « Overall survival (OS) § —— s
(n=263) S oo
» Time to symptomatic progression (TTSP) g
+ Time to treatment discontinuation (TTD) % 40 4
Amivantamab-Chemotherapy ] -Lazertinib-C era
(n=131) + Time to subsequent therapy (TTST) £ ! \erapy
* PFS after first subsequent therapy (PFS2) .E 20 4 ! :
o ! ! Amivantamab-Chemotherapy
Focus of this presentation g i 13 1l
I ' emotherapy
0 T T T 1
0 3 6 9 12 15 18
Months

ORR and DoR by

BICR

No. atrisk
Amivantamat
1ab-Lazertinit

Overall Survival

Amivantamab-chemotherapy continues to demonstrate a clear and improving OS trend vs chemotherapy?

OR=3.0
P<0.001 100 4
OR=3.1 9
P<0.001 ) =y
Amivantamab- 2
64% Amivantamab- Lazertinib- 'S
63% BICR-assessed Chemotherapy Chemotherapy Chemotherapy B
Response, n (%)° (n=263) (n=131) (n=263) a 60 4 :
Best Response % E
CR 1(0.4) 2(2) 6(2) o 4 :
PR 93 (36) 81 (62) 157 (61) E ) ! ! Ami-Chemo
i) Median OS 1 |
SD 82 (32) 30 (23) 61 (24) < Median follow-up: 18.1 mo (95% CI) | ] Chemo
- n 1 1
PD 52 (20) 10 ®) 14.(5) = 20 {"Ami-Chemo 17.7mo (16.0-224) 1 :
o Chemo 15.3 mo (13.7-16.8) ! !
MUK S2(12) 7®) ) [ HR, 0.73 (95% CI, 0.54-0.99); P=0.039" | ! |
T 5.6 mo 6.9 mo 9.4 mo 0 T T T t y f y y y
(95% Cl, 4.2-9.6)  (95% Cl, 55-NE)  (95% Cl, 6.9-NE) 0 3 6 9 12 15 18 2 24 27
N . Months
. at risk
- Ami-Chemo 131 124 115 101 88 63 39 15 2 0
Amivantamab- Chemo 263 242 213 174 147 103 49 21 6 0

Amivantamab-

Lazertinib-

Chemotherapy Chemotherapy = chemotherapy

Passaro A et al. ESMO 2023, Popat S et al. ESMO 2024
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Fourth-generation EGFR TKiIs

Drug Sponsor Activating Resistance Clinical trial Phase  Enrollment  Study Recruitment
FOURTH'GEN ERAT|ON Mutations Mutations intervention status
EGFR TKIs (preclinical) (preclinical)
BLU-701 Blueprint cEGFR* cEGFR/C7975 NCT05153408 /1 20 BLU-701 Terminated by
Medicines cEGFR/T790M/ (HARMONY) BLU-701 + the Sponsor
THIAZOLE AMID-BASED C7975 osimertinib
BLU-701 + PBC
BBT-176 Bridge CEGFR EGFR ex19del/ NCT04820023 I/ 45 BET-176 Terminated by
Biotherapeutics T790M the Sponsor
cEGFR/C7978
cEGFR/T790M/
C7978
BLU-945 Blueprint EGFR L858R cEGFR/T790M NCT04862780 /1L 190 BLU-945 BLU-945 Terminated by
(tigozertinib)  Medicines EGFRL858R/ (SYMPHONY) + osimertinib the Sponsor
C797s8
cEGFR/T790M/
C7978
BLU-945 TRX-221 Therapex Co., Ltd ~ cEGFR cEGFR/C7978 NCTO6186076 /1 115 TRX-221 Not yet recruiting
TRX-221 cEGFR/T790M/
BDTX-1535 C7978
BAY 2927088 BPI-361175 Xcovery Holdings, cEGFR cEGFR/C7978 NCT05393466 /1L 30 BPI-361175 Recruiting
HO002 Inc. EGFR ex]19del/
JIN-A02* T790M/C7975
BDTX-1535 Black Diamond cEGFR cEGFR/C797S NCT05256290 /1 200 BDTX-1535 Recruiting
Therapeutics cEGFR /T790M/
REVERSIBLE ALLOSTERIC C7975
INHIBITION JIN-AD2 J Ints Bio cEGFR cEGFR /T790M NCT05394831 /10 150 JIN-AQ2 Recruiting
EGFR ex19del/
74978
EGFR Ex19Del/L858R @ cEGFR /T790M/
i C7975
EGFR wild type = BAY 2927088 Bayer cEGFR cEGFR/C7978 NCT05099172 I 460 BAY 2027088 Reeruiting
EGFR Mncommon A HO002 R&G Pharma cEGFR CEGFR/T790M; NCT05552781 v 76 HO02 Recruiting
Studies Co.,Ltd. rEGFR/C7978;
ERBB2/ERBB4 x cEGFR/T790M/
C7978
EGFR T790M O
cEGFR: common EGFR activating mutations (exon 19 deletions, exon 21 L858R peint mutations); EGFR: epidermal growth-factor receptor.
cEGFR/T790M/C797S @
cEGFR/C797S @)
CNS . A Retraspective andjor preclinical data . Prospective data and phase 3 clinical trials Corvaja Cancer Treat Re V 2024

®  Nodata available . Phase 1 and 2 clinical trials
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SACHI-Trial: Osimertimib + Savolitinib vs chemotherapy
in MET amplified EGFR+ NSCLC after PD

Unresectable or metastatic NSCLC

EGFRm, PD on first-line EGFR-TKI
> 1st/2nd G: T790M-, METamp;

» 39 G: METamp
METamp (FISH+) confirmed by
central lab

ECOG PS 0-1

ITT population

.

Savolitinib 600mg (BW=z=50kg),
or 400mg (BW<50kg) QD +

Osimertinib 80mg QD
N =106

ed

Savo-Osi Chemo
100 1 N=106 =105
90 Events, n (%) 70 (66) 76 (72)
80 - mPF$ (95% CI), months 8.2(6.9,11.2) 4.5(3.0,5.4)
= ; 0.34 (0.23, 0.49)
=x 0,
S 70- Stratified HR (95% Cl) p <0.0001
&
X 60 -
o
z
3 50 4
m
o
S 40 -
o
30 <
20 +
10 4
=+ Savo-Osi
T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
No. at risk Time (Months)
Savo-Osi 106(0) 86(14) 73(16) 57(19)41(22) 29(26) 26(26) 13(28) 13(28) 11(30) 7(31) 7(31) 5@32) 2(34) 0(36)
Chemo 105(0) 69(18) 47(21)

22(26)10(27) 2

2(29) 1(29)

0(29

Platinum +Pemetrexed 4~6

Until PD or
intolerable toxicity

Conditionally crossovered
to Savo-Osi after IRC-
assessed PD

Until PD or
intolerable toxicity

Investigator Relative small
sample size
100
Savo-Osi Chemo
90 N=37 N=37
80 4 Events, n (%) 30(81) 32(86)
g 04 111 mPFS (95% CI), months 6.9(4.2,9.7) 3.0(2.7,4.6)
E Stratified HR (95% CI) 0.32 (0.18,0.57)
5 60 p <0.0001
z
= 50
o
[
Qo
S 40-
o
30
20
10
Savo-Osi
07 __.__ Chemo I Censored
T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
No. at risk Time (Months)
Savo-Osi 37(0) 29(3) 25(3) 20(3) 16(3) 11(3) 10(3) 7(3) 7(3) 6(4) 3(5) 3(5) 2(5) 1(6) 0(7)
Chemo 37(0) 26(4) 14(4) 6&(4) 1(5) 0(5)

Lu S et al. ASCO 2025
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SAFFRON: Phase Il Savolitinib + Osimertinib vs Platinum-based doublet

Phase Ill, Randomized, Open-Label Trial of Savolitinib in Combination with Osimertinib vs
Platinum-Based Doublet Chemotherapy in Patients with EGFR mutated, MET+, Locally
Advanced or Metastatic Non-Small Cell Lung Cancer who have Progressed Following
Treatment with Osimertinib

Key Eligibility Criteria

* Locally advanced or metastatic NSCLC Primary Endpoint

. - * PFSin IHC MET+ per BICR
* Documentation of sensitizing EGFR n =

mutation Key Secondary Endpoints

* 0S, ORR, DoR, Safety, PRO,
PK

* Progression on 1L or 2L Osi as the most
recent treatment*

I- MET+ as determined by central IHC
* No prior chemo or [0 In metastatic setting

Statistical Assumptions:
*  mPFS: 5m (control) vs.

. . 8m (combo)
* No prior METi therapy Stratify by: «  PFS HR=0.625 (critical
* Measurable disease per RECIST1.1 * Prior Osi (1L vs. 2L value: 0.742)

* Stable/asymptomatic CNS mets permitted * Asian vs. Non-Asian
« ECOG PS 0-1 * Brain mets (yes vs. no)

https://clinicaltrials.gov/study/NCT05261399
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COMPEL: Osimertinib + Platinum Based Chemotherapy in Patients with EGFRm
Advanced NSCLC and Progression on 1L Osimertinib

Overall survival (0S)

1077 |
! No.avents | Median S,
' no.patients (%) menths (95% CI)
08 k. : Wosicone 2/49(9) 159(124,208)
-
wﬂn‘“ Wrso:cn 28140057 9BEA172)
3 - ; HR (95% C1): 0.71 (0.42,1.23)
¥ ¢ Mawry. $5%
% Medan followp " months (range
i 0si+ CTx120 (42-360; PO+ CTe 111 (08-34.5)
£ 0e
[
02
0 T
0 g
oa
x a
ms n

Primary analysis: Progression-free survival (PFS)*
107
No. events | Median PFS,
ne. patients (%) manths (95% CI)
e Posiscne 2/49(85) BAST.118)
| [ 214086 44035.58)
£ 05 HR (95% CI): 0.83 027, 0.70)
5 Maturity: 7%
g Mecian folow-u5.! monihs range)
3 Osi+ CTa 54 (. - 49)PBO + CTR55(<011-11.1)
g 044
[
024
-
o » )
i
'K 4 ]
Osi + CTx was associated with improved PFS versus PBO + CTx

f %
Non-CNS (extracranial) PFS
No.events |  Median non-CNS PFS,
104 no.patents () monms (357 )
lﬂ!hc'[l 3/88) B4(5T.118)

e | [ e 52588

: HR 5% CI) 0.43 025, 0.11)

g Watuiy: 3%

9 06+ Vedan blowip ! monts e

5 Osi+ CTi 36 (042495 P8O + CTu 16 (11-87)

13

.

. NonCNSORR!  Medisnnon CNS

£ 044 n{%BSC]  DOR! months I0R)

£

[ (38)

E Boseox 0 82 44-12)
& | B [“7‘2: PIIER)
10 T T |

0 18 M El
fou Timefrom randomisation [months)
e . " "
me " H 0 [ » [
} | Osi + CTx was associated with improved non-CNS PFS versus PBO + CTx l

- I Lo s ety

HR 0.43

COMPEL: Global, randomised, phase Ill double-blind study

Patients with locally advanced /
metastatic EGFRm NSCLC
with or without CNS metastases

Osimertinib 80 mg (Ql
pemetrexed 500 mg PD
{non-CNS or
Key inclusion criteria: CNz)r:
or another
© RERRTTD discontinuation
criterion

Placaebo (QD) +
- Non-CNS progression on 1L osi
- Extdel / LBSBR

+ WHOPSO/1

Stratification by:
NS metastases,
yes / na

= Primary endpoint: PFS (investigator-assessed)

* Secondary endpoints: CNS PFS (according to CNS status at ), non-CNS PFS, and OS
Mon-CNS PD
hmging Ghest and ab Scans QEW for the first 13 cycles and Q12W thereafter
asgassments (RECIST v1.1)
Baseline CNS PD
8 Seans QEW for the first 13 cycles and Q12W thereafter
(GNS RECIST vi.1) @
o 1 | penchsor caa RECaT, e

@ Pt COMPEL Quimria + Putun-Laies Grema sy i Paters. B e e et e ot o 8 i, NGL rorarnat oo savmer. (. el i, £, roggesaies dnemee.
e e e T e bee et 0 e o R o ¥ et bt ST s T o

HR 0.71

Pasello G et al. WCLC 2025
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Harmoni A: lvonescimab vs placebo + chemotherapy

° —_— . L3 ° S ——
Phase 3 Study Design HARMONI Primary Endpoint: PFS by IRRC HARMONI
Statistically significant and clinically meaningful benefit with ivonescimab
I N Ivonescimab + Endpoints: 100 1 median FU: 22.3 mo
Key Eligibility Criteria Chemotherapy Events, n (%) Median HR PValue
Locally advanced or (N=219) Primary (mo) (95% CI)
; X = . Anti-VEGF 4
metastatic NSCLC: 5 PSSy D e el m 80 Ivonescimab+chemo 129 (75.0) 6.8 0.52  <0.0001
EGFR sensitizing Secondary > (0.41-0.66)
: 7 + : :
muta‘(lon+d ) « ORR by |RRC, DOR, safety and % ( = 60 Placebo+chemo 146 (84.4) 4.4
Progressed on 3™ gen tolerabili N 3)
EGFR-TKI N=438 Placebo + ty < < s
ECOGOor 1 Chemotherapy Planned Effi Anal Feu rgin & 40
« Any PD-L1 expression (NEAL) anne icacy Analyses _ )
Yy 3 ( ) * PFS primary (at ~231 events) & 1 Ivonescimab+chemo
o p OS interim analyses 20 | H —Placebo+chemo
Stratlflcatlor! factc.:nr . Ivonescimab: 20 mg/kg Q3W « 0Sfinal analysis (at ~261 events) ‘ <\ g e '
by geo.graphlc region: Chemotherapy: ,'\\c A :
Brain metastases - Carboplatin: AUC5 Q3W x 4 cycles FPI: Jan 2022 (overall Anti-PD-L 0 r } + x . v T ]
Gl @1 day/oydle) LPINA & £U (and overall: Oct 2024 0 3 6 o 2. 15 w2 M7
\. Pemetrexed: 500 mg/m?* Q3W DoR=duration of response; ECOG=eastern coopeval-\ve oncology group; EGFR= Epidermal growth No. at risk Months
- Positi ; ; Lot ot et e e e st o-ovr Ivonescimab+chemo 172 134 76 48 34 24 16 10 5 0
Note: Positive outcomes were reported from the single-region v NSCLConan sl el long cancer. THI-yosine kinese oo PO 41- programened Placebo+chemo 173 100 50 24 12 9 4 2 1 0
(Asia) study HARMONi-A, with PFS as the primary endpoint. ool deth ganc;PPS-progrei : QsW-ever oor
Treatment-Related Adverse Events (TRAESs) HARMONI Primary Endpoint: Overall Survival HARMONI
Most common were lab abnormalities, nausea, decreased appetite Favorable Trend Observed; NA & EU Follow-up Not Yet Mature
Total . 500 1 950 100 - Events,n  Median HR PValue
TRAE, n(%) . — 101 s ) (%) (mo) (95% CI)
Anemia 2 So4 Ivonescimab + chemo  122(55.7)  16.8 0.79 0.0570
128 450 80 1
1.0 440 62-1.
WBC count decreace] KR e Placebo + chemo 140(639) 140 (06210
Any Grade 207 (95.0) 203(93.1) Neutrophil count decreased=s_5' 422
124 326 _ 60 -
Grade >3 109 (50‘0) 9 (422) Platelet count decreased: 6.4 28, [; , e
AST increasedj g g 26.1 ‘7,’ .
X ) w23 27.1 —Ilvonescimab+chemo
Serious 61(28.0) 33(15.1) ALT increased i 2.8 264 O 4o Placebo+ch
14 28.0 . —Flacebo+chemo
Led to d/c of Nausea | 280 Median FU:
. 3 16 (7.3) 11 (5.0) d | 248
|v°nesc|mab/placeb° Decrease appeme|05 179 20 Overa" mFU 29 7 mo
W14 206 b .
Led to death 4(1.8) 5(2.3) Vomiting] 188 Any Grade Grade 33 + NA&EUmMFU 9.2 mo
Asthenia |.Dz'8 10.1 fre
) | 114 Ivonescimab + chemo . 0
Grade =3 irAE 21 (9.6) 13 (6.0) Constipation| 1o T T T T T T T T T T T T d
66T increased I|015Aa R Placebo + chemo - 0 3 6 9 12 15 18 h21 24 27 30 33 36 39
Grade 23 VEGF-related 16 (7.3 7 (3.2 ) ’ No. at risk Months
(7:3) ©.2) 0% 20% 40% 60% 80% 100% Ivonescimab+chemo 219 212 189 137 98 77 60 51 43 33 26 16 5 0
Percent of Subjects (%) Placebo+chemo 219 210 186 132 92 63 52 44 38 30 18 9 0

One patient in each treatment arm did not re

ceive study drug

Godman JW et al. WCLC 2025
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Emerging targets antibody drug conjugate targets in NSCLC

Tusagimab
Trastuzumab Djtopottamab ' e
Ado- deruxtecan er(tg(xg;:an (DM-4)
trastuzumab (DXd) Patritumab it ua®mab : Telisotuzumab
emtansine deruxtecan Wan vedotin
(DM- 1) (DXd) (SN- 38) (Ml\iAE)
fannnnnnn anan rmnrmnrmnnnnnnnnnnénnnnnnnnnnnn foannanannang
PEPTRRERT i I.IIJIJLIUULIUU B JUULULLUULULLUNRRUGUUUULULLULUINY U JUUULULLLLLL
TROP2 CEACAMS c- Met

Desai A et al. Lung Cancer 2022
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HERTHENA-Lung02: Patritumab deruxtecan vs platinum-based chemotherapy

Study design

HERTHENA-Lung02: A phase 3, global, multi-center, randomized, open-label study’

Select Eligibility Criteria

586 patients; study start date, 08 July 2022

* Advanced nonsquamous NSCLC with an EGFR-activating
mutation (exon 19 deletion or L858R)

* 1 or2priorline(s) of an approved EGFR TKI
(mustinclude a third-generation EGFR TKI)
— Non-osimertinib third-generation TKls £20% in each arm

+ Disease progression while receiving or after a
third-generation EGFR TKI

* No other prior systemic therapies for advanced disease

corticosteroids or anticonvulsants) were permitted

Randomized

HER3-DXd (N=293)

Patritumab deruxtecan
5.6 mg/kg IV Q3W

No crossover

PBC (N=293)
Cisplatin 75 mg/m?

1:1

HER3-DXd is an ADC composed of 3 parts'-:
+ A fully human anti-HER3 IgG1 mAb (patritumab)

"
+ A topoisomerase | inhibitor payload (DXd) ; M NERS-DXd 16.0 (13,7187
+ Atetrapeptide-based cleavable linker that covalently : so e e
bonds the other 2 components 3
DeruxltecanM % ::
R NS POSNS B BT | g
e R I I R E Y

F
Topoisomerase | inhibitor
payload (DXd)

PFS

HR: 0.77 (95% ClI, 0.63-0.94)*

100

90

P=.011®

5
™ Median PFS (35% Cl) , months:
60 HER3-DXd 5.8 (5.5-6.8)
PBC 5.4 (5.0-5.6)

+ Probability of PFS (95% CI) at 9 months
I 29% (23%-35%)
' 19% (14%-25%)

Probability of progression-free survival, %
g

— HER3-DXd (N=233)
10 {4 — PBC (N=293)

I
I
I
&
0 T T T T T T T T T T T T T T T T T T T
9

Median follow-up: HER3-DXd, 8.5 months (85% C, 8.2-10.9 montns); PEC, 8.3 months (95% CI, € 5-8.8 months)

oS

100

90

i + Censored
* Pretreatment tumor biopsy or archived tumor tissue since or(%?iz/t\’lo(glit(lz:cﬁgsc)s -
rogression was required o 1 2 3 4 5 & 7 8 10 11 12 13 14 15 16 17 18 19 20
prog q +Pemetrexed 500 mg/m? Q3We . Months
+ Stable brain metastases (asymptomatic and not requiring patients at HER:—E:;@; ig: ig? fg:! :g; 1;’3 1;10 :g ;g ;i ‘25 292 123 1; : 3 f ; 11
risk:

Months.

P-h:::: HER3-DXd 293 287 282 276 269 258 249 231 220 209 194 182 169 164 154 131 110 92 79 62 51 36 28 21 15 9
risk: PBC203 280 275 265 262 257 245 233 222 211 200 191 178 168 158 130 104 89 74 53 43 35 20 20 18 9

Mok T et al. ASCO 2025

5
5

2
3

2
2

1
0

0
0
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OptiTROP-Lung04:
Sacituzumab tirumotecan vs chemotherapy in EGFRm NSCLC post EGFR TKI

OptiTROP-Lung04 Study Design Progression-Free Survival by BICR

Randomized, multicenter, open-label, phase 3 trial (NCT05870319)

Sac-TMT significantly improved PFS over chemotherapy with 51% lower risk of disease progression or death.

Key Eligibility Sac.TMT Primary endpoints’ 1004 . Sac-TMT  Chemotherapy
* ECOG score 0 or 1 5 mglkg IV, Q2W * PFS assessed by BICR (n=188) (n =188)

+ Nsg-NSCLC (stage llIB/IIIC or stage IV) Secondary endpoints’ 50 PFS events, n (%) 144 (76.6) 159 (84.6)

» EGFR-sensitive mutations * OS (key secondary endpoint)

12-mo PFS rate, % (95% CI)  32.3 (25.5-39.2) 7.9(4.4-12.8)

1
1
1
1
! Median PFS, mo (95% CI) 83(67-99) 43(42-55)
1
1
1
1
1

g
* Progression after 3rd gen TKI therapy * Pemetrexed 500 mg/m? + Carboplatin AUC 5 * PFS assessed by investigator g
[+
or progression after 1st or 2nd gen TKls or Cisplatin 75 mg/m? Q3W for up to 4 cycles * ORR, DCR, DOR, etc. § 40 HR 0.49 (95% Cl: 0.39 - 0.62)
with negative T790M * Pemetrexed 500 mg/m? maintenance, Q3W « Safety gb N P <0.0001
Treatment until disease progression, intolerable toxicity, or patient request to discontinue treatment = f_::::mw
| Stratification factors: | Statistical considerations: oL N C""S"“d ‘ ' T : . . .
: . i Hierarchical testing was conducted for PFS by BICR and OS. 0 3 o 9 12 15 18 21 2
1. Prior EGFR-TKI therapy i+ Pre-specified interim analysis for OS: ) Time (Months)
(3rd gen TKl in 1st line vs in 2nd line vs no 3rd gen TKI) | | at approximately 50% maturity o B1sk
H H ; . Sac-TMT 188 144 108 82 55 35 14 5 0
| 2. Brain metastases (yes vs no) or 24 months after the first patient randomized. Chemotherapy 188 125 51 2 12 6 4 0
Overall Survival
Common TRAES* At the interim analysis, sac-TMT significantly improved OS over chemotherapy with 40% lower risk of death.
J— = ® The most common TRAEs for both sac-TMT and 100 SacTHT U
16 L (n=188) (n=188)
WBC decreased 84 70
ol o1 chemotherapy were hematologic toxicities. ol 05 events, n (%) 67 (356) 101 637)
NEUT decreased 7 5 _ Median OS, mo (95% CI) ~ NR(215-NE) 17.4 (15.7-20.4)
Stomatis 52 ® Sac-TMT was associated with a higher incidence £ 18-mo OS rate, % (95% CI) 65.8(58.3—72.3)48.0 (40.2- 55.4)
Nausea » = J
Anorexia of stomatitis; most cases were grade 1-2 and £ °
=
Fat «n
PP i manageable. : ! HR 0.60 (95% Cl: 0.44 - 0.82)
PLT decreased o) 1 9 .
Vaniting ® Ocular surface toxicity: occurred in 9.6% of © |48.0 % two-sided P=0.001*
. i . i 20 ® 1
ALT inereased patients in the sac-TMT group, all of which were s i
Constipation " p— 1
AST increased grade 1- 2. 04 ; ; ; ; ; } ; ;
160 Sll) D‘O 50 8‘0 l&;ﬂ 0 3 6 9 12 15 18 21 24
TRAEs (%) ® No cases of ILD/pneumonitis were reported in the oo Time: (Months)
O Sac-TMT, Any Grade @ Chemotherapy, Any Grade
W Sac-TMT, Grade >3 B Chemotherapy, Grade >3 sac-TMT group. Sac-TMT 188 184 167 158 147 127 75 2 0
Chemotherapy 188 180 162 147 132 110 B¢ 13 0

Zhang L et al. ESMO 2025; Fang W et al. NEJM 2025
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High DLL3 expression after SCLC transformation

Table 2
Therapies in 2nd and later lines after SCT.
Regimen Number of Objective Time on Treatment,
patients Response Median (95 % CI)
Topotecan / Irinotecan 10/31 0/10 1 months (0.1 —2.0)
(32 %)
EGFR inhibitor 8/31 (26 %) 1/8 2 months (1.1 —2.9)
Platinum doublet + /- ICI 8/31 (26 %) 3/10 2 months (NE)
ICI monotherapy 5/31 (16 %) 0/5 1 months (0.0 —3.1)
Paclitaxel/Docetaxel- 6/31 (19 %) 0/5 2 months (NE)
based
ACO / VAC 4/31 (13 %) 1/5 3 months (NE)
Clinical Trial, other 4/31 (13 %) NA NA
chemotherapy, unknown
EGFR inhibitor 2/31 (6 %) 1/2 2 months (NE)

+ chemotherapy

Median H-Score DLL3 positivity

(1QR) % (n/N)

ACO / VAC: Adriamycin / doxorubicin, cyclophosphamide, vincristine

Cytoplasmatic 0 (0-0)

Before

A 0% (0/16)

Membranous 0 (0-0)
After Cytoplasmatic 105 (80-165)
? 93% (14/15)
Tarlatamab? = Membranous 15 (10-112.5)

Saalfeld et al. EJC 2024
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Upfront treatment will determine the entire treatment sequence with
a major impact on OS

CT + amivantamab TROP2/HER3 ADC
mPFS 6.3m mPFS 5.56m
mPFS 7.1m

Osimertinib, mPFS 18.9m

TKI rechallenge
33% no subsequent treatments (FLAURA)

27-29% die without further treatment (RW) Resistance matched
treatment, mPFS?

TROP2/HER3 ADC

mPFS 5.5-6m

Amivantamab-lazertinib TROP2/HER3 ADC
e m mPFS 55-6m
54% of patients who discontinued treatment PERAST PFS 556

did not receive 2 line treatment Resistance matched
treatment, mPFS?
mPFS 7 1m
Pt-doublet
mPFS 4.2m
TROP2/HER3 ADC
mPES 55-6m TKl rechallenge

Resistance matched
treatment, mPFS?

Docetaxel

Osimertinib + Pt-Pemetrexed, mPFs 25.5m

TKl rechallenge

TROP2/HER3 ADC

mPFS 5.5-6m

Amivantamab + lazertinib, mPFs 23.7m

26% of patients who discontinued treatment
did not receive 2 line treatment

Pero M. ESMO 2024
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Posible algoritmo de secuenciacion de tratamiento

Osimertinib Osimertinib+ QT
:"65_.&1&{”'“5", i Osimertinib+ QT :
On-target Off-target
|
Transformacioén m MET Otros
histoldgica
|
v L
- Combinaciones ITQ
QT+/-aPDL1 'TQI MET
para CPCP o
CPCNP sq Tepotinib+osimertinib | mwsicur
savolitinib+osimertinib | ,7ox
SAVANNAH
Otros aMET SAPFRON
Lazertinib+amivantanab | marirosa.z
IHQ+3
QT+amivantanab | mariposa-2

AT

Tratamiento agnostico

v

e

\4

QT+aVEGF AntiHER3 aVEGF+
HERTENA 02 aPDL1
QT+aVEGF+ ARION!
aPDL1 AntiTROP-
IMPOWER 150 2
QT+0simertinib opmmRop
TROPION LUNG
COMPEL
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New treatments in the setting of EGFR Ex20ins mutated NSCLC
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Exon20ins: A rare but distinct subtype of EGFRm
i Tyrosine kinase )

domain domaln

corn{ T Homw HE o] ﬁ@@

------’—"-Emrzu-mmm* ---------------

-
e

-
-
-
-
-
e

.
_.=="""" C-helix

o
d'——

domain

it Incidence: rare ~ 1-2% of NSCLC (among most

i C-helix q 3
i common atypical EGFR mutation, ~9-12%)'-2

Far loop

Cluster

Loop following C-helix
EGFRex20+

761 762) 763|764 | 765 76 TB? 768 769 7?0 7 Y77 2 7 73 7?4 775
DJE]JALY ]V

&

Near loop

’ Molecular Diversity3-:
=} » =< < b i . .
3 22 3 3 33 § 3 -Ij Eg .3 3 * Heterogeneity, ~100 variants described
m < 5 = n g U z T I 5 © . . . .
3 2 3 3 g g 3 3 3 3 3 3 » Location: c-Helix or Loop following C-helix
5 5 5 5 5 5 5§ 3 5§ 5 5§ %
53 * % % o b ko Lk S &%
L I o o B
= woow ne
N P 333
® - = ns 8
3 2 g2t ‘§
3 8 . _
® g % Mutually exclusivity with other AGAs
=]
~100
described N 202,
N - : .
R % Clinical Features: enriched in non-smokers,
90% 2 a2 adenocarcinoma histology and Asian populations
_ NL (767-772) FL (773-775)
Loop ins

1.- Vyse S et al. Signal TransTarget Ther 2019; 2.- Low JL et al. Ther Adv Med Oncol 2023; 3.-Yasuda H et al. Lancet Oncol 2012; 4 - Friedlaender A et al. Nature Reviews 2021; 5.-
Wang F et al. Transl Cancer Res. 2020; 6.- Meng Hu et al. Frontiers 2024; pie from
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Historically poor outcomes vs classical EGFR mutations

RW Predictive Value of Ex20ins to 1L Early-G TKils

1.00 A cEGER Exonzoins 1.00 4 cEGFR Exon20ins
Median rwOS (95%Cl). 25.5 (24.48-27.04) 16.2 (11.04-19.38) Median rwPFS (95%CI): 10.5 (10.05-10.94) 2.8 (2.14-3.91)
w HR (95%Cl): 1.75 (1.45-2.13); P <0.0001 0 0.754 HR (956%CIl): 2.60 (2.05-3.54); P <0.0001
g 075 9 E 5 =
§ + Censored é:i ORR < 10%
= : S .50
g °%° g PFS < 3 months
g g
£ 0251 £ 9287 24% "y 26% -
9% T LT B 1;:0
8% o
0.00 + 0.00 -
0 6 12 18 24 30 36 42 48 54 60 . o] 6 12 18 24
No. at risk Months No. at risk Months
Worst Prognosis Minimal Benefit from Early-G TKis
compared to classical EGFRm compared to classical EGFRm

Flatiron Health database

EGFR ex20ins: poor outcomes and limited benefit from early-generation TKls

Bazhenova L et al. Lung Cancer 2021
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First-line: PAPILLON trial

PAPILLON TRIAL
Ami + Chemo in Frontline EGFR Ex20ins

Key Eligibility Criteria g Amivantamab-Chemotherapy Primary endpoint: Progression-free survival
T A - - (n=1 53) (PFS) by BICR according to RECIST v1.1¢
locally ac?vanced or _§ Secondary endpoints:
metastatic NSCLC o » Objective response rate (ORR)¢
* Documented _§ « Duration of response (DoR)
EGFR Exon 20 5 Chemotherapy +  Overall survival (OS)c
insertion mutations
o7 (n =1 55) i » PFS after first subsequent therapy (PFS2)
- 1
- ECOGPSOort ! » Symptomatic PFS¢
: = Time to subsequent therapy?
Stratification Factors Dosing (in 21-day cycles) E - Safety
= Amivantamab: 1400 mg (1750 mg if =80 kg) for the first 4 weeks, then i
ECOG PS . 1750 mg (2100 mg if =80 kg) every 3 weeks starting at week 7 (first day I
» History of brain of cycle 3) i
metastases? Chemotherapy on the first day of each cycle: L Optional crossover to 2" line
* Prior EGFR TKI use? - Carboplatin: AUCS for the first 4 cycles amivantamab monotherapy*
\ j +  Pemetrexed: 500 mg/m? until disease progression

Girard N et al. ESMO 2023; Zhou C et al. NEJM 2023
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PAPILLON trial: Primary endpoint

Ami + Chemo in Frontline EGFR Ex20ins

PFS by BIRC (Primary Endpoint)?

100 -0~ RYBREVANT® + Chemotherapy @ Chemotherapy

HR=0.40 (95% CI: 0.30, 0.53; P<0.0001)

80

60
50
40

20

Months

Ami + ChT 11.4 (9.8-13.7) HR 0.40
ChT 6.7 (5.6-7.3) (95% C1 0.30-0.53)

Girard N et al. ESMO 2023; Zhou C et al. NEJM 2023
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Early data TKIs in EGFRex20ins (naive and pretreated)

AGENT PHASE SETTING ORR mDoR (mo) AEsGr23 Diarrhea (all Gr)
ZIPALERTINIB! 1/11
176 Pretreated 359 8.8 569 229
100 mg BID (REZILIENT1) retreate % % %
30 - Prior ami only 30% 14.7
SUNVOZERTINIBZ3 I
107 Pretreated 469 11 599 689
200 mg QD (WU-KONG1B) retreate % % % —
12 - Prior ami only 42% -
FIRMONERTINIB* I
240 mg QD (FAVOUR) 26 Pretreated 46% 13.1 13-29% 73-86%
28 Naive 79% 15.2 —
YK-029A°
200 mg QD 26 Naive 73% 7.5 38% 49%

Diarrhea is a class-typical AE among EGFRex20 TKIs (zipalertinib appears to be an exception)
Most patients not exposed to AMI or PAPILLON regimen

1. Piotrowska et al. JCO 2025; 2.- Yang J et al. JCO 2025; 3.- Doucet et al, ESMO 2024; 4 - Han et al, WCLC 2023; 5.- Duan et al JTO 2024
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CLINICAL DEVELOPMENT MOA
MOVOCERTINIB EGFR

SUNVOZERTINIB (DZD9008) EGFR
FIRMONERTINIB (AST2818) EGFR
ZIPALERTINIB (CLN-081) EGFR

ENOZERTINIB (ORIC-114) EGFR/HER2
TUXOBERTINIB (BDTX-189) EGFR/HER2
BAY-2476568 EGFR/HER2

ATvEsOELiovas N N | N NS f | s -
UESENALIZACE) I | N | sma ] I —
B FESRERD O 2005 T T R T e T —

New oral TKIs under investigation for EGFRex20ins

FDA Approved (Sep 25)
Breakthrough Therapy Designation

YK-029A EGFR
BLU-451 EGFR

IIIIIHm

STX-7121 EGFR/HERZ2

Sunvozertinib 200 mgQD is the only FDA-approved EGFR-TKI (Sept 2025): Firmonertinib has received for breakthrough therapy designation.

Meng Hu et al. Frontiers 2024
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Furmonertinib (FURMO-002)
Brain activity in naive EGFR PACC NSCLC
Confirmed CNS ORR in Response Evaluable CNS Population

1L patient with no prior CNS radiotherapy
240 mg 1L Only Treated with firmonertinib 160 mg QD

N=9 N=7" (N=13)
55.6 42.9 46.2

Confirmed ORR, % (35%Cl) 15 g63) (9.9-816)  (19.2-749)

Best Overall Response, n (%)

Complete response (CR) 4 (44 .4) 3(42.9) 5 (38.5)

Partial response (PR) 1(11.1) 0 1.(.1

Stable disease (SD) 1(11.1) 0 1(7.7)

Non-CR/Non-PD" 2(22.2) 3 (42.9) 4(30.8)

Progressive disease (PD) 1(11.1) 1(14.3) 2(15.4)

DCR (CR+PR+SD) 88.9 85.7 84.6
% (95% CI) (51.8 -99.7) (42.1 - 99.6) (54.6 —98.1) .
Data as of June 20, 2024 Screening MRI Week 24 MRI
Response Evaluable CNS Population: Received = 1 dose; at least 2 post-baseline CNS tumor CNS target lesion 17.7mm CNS target lesion 3.Tmm
assessment by BICR (modified RECIST) or had PD or discontinued from the study. (-82.5% change in size)
* Combined 1L and 2L+ PACC patients
2D utilized for non-measurable CNS patients. CNS tumor shrinkage Wlth firmoner‘tinib

Planchard D et al. WCLC 2024
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Pivotal front-line phase lll trials with TKls

REZILIENT3 (NCT05973773) WU-KONG28 (NCT05668988)

PartA: Part B:
0 Safety lead-in | Randomized phase 3 |
I I Stud ulati I Sunvazeninib Treatment
udy pop ion
5 Optional = [300 mg. PO, = .
1. Previously untreated,® locally Pemetrexed iaibili H i until PD
Zipalertinib + advanced or metastatic, nonsquamous + carboplatin cz'i";“lz;?;i::' Ellglbll't_y criteria QD)
pemetrexed + NSCLC ) : or cisplatin GGy = Cytologically or
car;::li::: or 24EQeS ezl mualion by histologically confirmed T
3. 21 measurable lesion per RECIST v1 1 . o After BICR locally advanced or H
N=6-12 patients Zipalertinib -
4.ECOG PS0or1 confirms disease 2 i 8 Tumor response B
with EGFR ex20ins Bl bk eftason panritias * pomatraxed propeEsion metastatic non S fiistod 6 K Survival
or other common & i carboplatin NSCLC " evaluated every b weeks
singls or compound 6. Archival tumor tissue available or cisplatin squamaous z follow up
EGFR mutations oS mission: » Documented EGFR T
. x‘lzg:a-"mltha . Stratification factors exon20ins L
o assessmen 1.ECOG PS (0 vs 1) N=260 « Treatment naive :
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Conclusions

e Based on recent results of FLAURA 2 and MARIPOSA trials, combination therapy should be
considered for most patients with a NSCLC classical EGFR sensitizing mutations

* Important to priorize the combination strategies in patients who are fit, or present with
poor prognostic features

* |tis critical to understand the patients who may not benefit from combination strategies
* Resistancce to EGFR inhibitors (and combinations) is inevitable and heterogeneous

* Multiple options of novel second/third line therapeutic options are available

* Exon 20 insertions are the third most frequent EGFR mutation

* Maximizing survival benefits require identifying patients with different risks and tailoring
treatment strategies
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