Optimizing for post 39 Gen EGFR-TKI
management in advanced EGFR mutant NSCLC




[Timeline of genomic discoveries and drug development in EGFR mutation]
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First-Line EGFR TKIs Landmark Studies

IPASS 2009 Asian Gefitinib 71.2 9.6 21.6
WITOG 3405 2010 1"l Asian Gefitinib 62.1 9.2 35.5
NEJOO02 2010 "l Asian Gefitinib 73.7 10.8 27.7
OPTIMAL 2011 1l Asian Erlotinib 83.0 13.1 22.8
First-SIGNAL 2012 1l Asian Gefitinib 84.6 8.0 27.2
EURTAC 2012 11 Caucasian Erlotinib 58.0 9.7 19.3
LUX-Lung3 2013 i Asian, Caucasian Afatinib 56.1 11.1 28.2
LUX-Lung6 2014 I Asian Afatinib 66.9 11.0 231
ARCHER1050 2015 I Asian, Caucasian Dacomitinib 75.0 14.7 34.1
FLAURA 2015 I Asian, Caucasian Osimertinib 80.0 18.9 38.6
LASER301 2020 1] Asian, Caucasian Lazertinib 76.0 20.6 NR
FLAURA2 2023 1] Asian, Caucasian Osimertinib/Chemotherapy 83.0 25.5 47.5
MARIPOSA 2024 1] Asian, Caucasian Lazertinib/Amivantamab 86.0 23.7 More than 48.7
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Combination Therapy

MARIPOSA

MARIPOSA Study has more enrollment patients with 8w follow up (by 30 months)

MARIPOSA Phase 3 Study Design

Key Eligibility criteria
*Local advanced or
metastatic NSCLC
*Treatment-naive for
advanced disease
*Document EGFR EX19del
or L858R
*ECOGPSOor1
Stratification Factors
*EGFR mutation type

(Ex19del or LB58R)
*Asian race (yes or no)
*History of brain
metastatses®

(yes or no)

#Baseline brain MRIs were mandatory for all patients and performed <28 days prior to randomization. Patients without the capability f
or MRIs were allowed CT scans as a substitute. Brain MRls were conducted every 8 weeks for the first 30 months and every 12 weeks

Serial brain MRIs were required for all patients?

"q'.“
~
=
11
Z,
c
[=]
_® Osimertinib
£ (n=429; blinded)
21
3
g Lazertinib
N (n=216; blinded)
~Sl

Dosing (in 28-day cycles|
Amivantamab: 1050 mg (1400 mg if = 80 kg) weekly for

the first 4 weeks, then every 2 weeks.
Lazertinib:240 mg daily
Osimertinib: 80 mg daily

Primary endpoint of PFS® by
BICR per RECISTv1.1:
*Amivantmab + lazertinib vs
Osimertinib

Secondary endpoints of
amivantamab + lazertinib vs
Osimertinib:

losb

*ORR

*DoR

*PFS after first subsequent
therapy (PF52)
*Symptomatic PFS©
*Intracranial PFSC

*Safety

FLAURA2 Phase Ill study design

Safety run-in period (N=30)
Published in ESMO Open,20213

Osimertinib 80mg
(ap) +
pemetrexed500

Maintenance

Lazertinib monotherapy arm
was included to assess the

contribution of components

thereafter. Extracranial tumour assessments followed the same schedule, aiming to confirm disease progression per BICR.

"The study was powered at 90%, with a two-sided alpha of 0.05. This ensures statistical rigor in detecting differences in PFS and 0S
“These secondary endpoints (symptomatic PFS and intracranial PFS) will be presented at future congresses, implying that additional

results may be forthcoming.

Figure adapted from amivantamab-plus-lazertinib-vs-osimertinib-longer-follow-up-of-the-mariposa-study.pdf. Copyright
© 2024 The Authars. Puhlished bv Warld Canference on | uns Cancer

Patients with untreated locally

advanced/metastatic EGFRm
NSCLC

Key inclusion criteria:

*Aged = 18years (Japan: 2
20years)

*Pathologically confirmed non-
squamous NSCLC
*Ex19del/L858R (local/central
test)

*WHO PS 0/1

*No prior systemic therapy for
advanced NSCLC

*Stable CNS metastases were
allowed*

*Brain scans at baseline

(MRI/CT)

'm?+
carboplatin AUCS
or cisplatin 75
mg/m? (Q3W for 4
cycles for

Osimertinib 80
mg (QD) +
pemetrexed (Q3W)
1

Stratification by:

*Race (Chinese Follow-up:

*RECIST 1.1. assessment at 6

Asian/non- platinum based

. d 12 weeks, then eve
Chinese treatments an H i
Asian/non-Asian) J 12 weeks until RECIST 1.1
*EGFRm .. defined radiological disease
(local/central test) Randomization progression or other
*WHO Ps (0/1) 1:1 (n=557) withdrawal criteria were

met.

imertinib 80 mg (QD)

*  Primary Endpoint: PFS by Investigator Assessment per RECIST 1.1
*  Sensitivity analysis: PFS by BICR Assessment per RECIST 1.1.
+ Secondary endpoints: OS, ORR, DoR, DCR, HRQol, Safety (AEs by CTCAE v5), and PF52

Figure adapted from Planchard D, et al. N Engl / Med. 2023;389(21):1935-1948. Copyright © 2023 Massachusetts Medical Society;
Planchard D, et al. ESMO Open. 2021;6(5):10027.Copyright © 2021 The Authors. Published by Elsevier Ltd.

1. Cho BC, et al, N Engl ] Med. 2024;391 (16):1486-1498.; 2. Planchard D, et al. N Engl ) Med. 2023;389(21):1935-1948;
3. Planchard D, et al. ESMO Open. 2021;6(5):100271.



Primary Endpoint: Progression-Free Survival

PFS by Blinded Independent Central Review PFS by Investigator Assessment
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Upfront combination therapy improves PFS

FLAURAZ2: MARIPOSA:
Osimertinib + Platinum Doublet vs Osimertinib Amivantamab + Lazertinib vs Osimertinib
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But the potential benefit is not the same for all patients.
What does it mean to have “higher-risk” EGFR lung cancer?



Probability of Progression-free Survival

Probability of Progression-free Survival

FLAURAZ2 Subgroup Analysis
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MARIPOSA Subgroup Analysis

With Brain Metastases Plasma EGFR Detectable

EGFR L858R
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Overall survival
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Primary analysis: Progression-free survival (FLAURAZ2)
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Resistance mechanism to 1L osimertinib

» Orchard Trial: 174 patients had tumor tissue biomar

EGFR

el ker status available by central testing
Secondary
mutations cors « MET amplification was the most prevalent resistance
(7%) alziga;!;)n meChanlsm (42/1 74 24%)
A u— « AKT / PTEN / PIK3CA mutations were found in
S| e 19/174 (11%) tissue samples
(11%)
RET fusion (<1%) Ot\'\e\' fUS\O\'\S BRAF alteration

&% * BRAF fusions were found in 9/174 (5%) tissue sampl

(2/
—— ERBB2 alteration

Sy j « Other potentially targetable genetic alterations
were rare

FGFR1/2/3 fusion (2%)
ALK fusion (2%)

BRAF V600E mutation (<1%)

ERBB2 amplification (2%) No alteration
i 0,
BRAF fusion + EGFR ERBB2 mutation (<1%) (34%)
amplification (3%)

BRAF fusion only (2%)

Okamoto, Japan Lung Cancer Society, 2022.
Riess J, 2023 Texas Lung Conference, 2023.



Mechanism

On-target mutations

EGFR

e | C797SIG
L718Q/V
I G719A
L792H/PIFIQIYINV
G796S/D/R/C
G724S
4th G TKIs —] | F712L, L7981, T854A, L844V,
BLU-945 V843I, L692V, V726M,
BBT-176 E709K, G824D, V802I/F,
L747P, L834L, S768I, E758D
BDTX-1535 SGHT Ao
EGFR mAb EGFR/MET BsAb
Necitumumab Amivantamab

of post-osimertinib resistance

Bypass track resistance

= Mutation

= Amplification
= Upregulation

HER2 HER2
FGFR FGFR
METH—  METi ——MET
Savolitinib AXL
Capmatinib HER3
Tepotinib
Teliso-V
REGN5093
Amivantamab
RAS-MAPK
pathway activation
KRAS Amp/Mut
Downstream
Signaling NRAS = Amp/Mut
Pathways

BRAF Amp/Mut/Fus

= Fusion

RET
ALK
ROS1
FGFR
NTRK

RETi
Selpercatinib

PI3K pathway
activation

PI3K Amp/Mut

PTEN Mut

Histologic transformation

= SQCC
SoC

= SCLC

ADC sSQCC
9 3 -0
,‘»‘0 ® D ,‘o:'/'

A «" e

ADC SCLC

P a > “ :
YC) v
Sowie DD 0,5%

Targeting all-comers

= ADCs
Datopotamab deruxtecan
Patritumab deruxtecan

= BsAb
BL-B01D1

= Immune checkpoint inhibitors
and angiogenesis inhibitors
Pembrolizumab + Chemo
Nivolumab + Chemo
Atezolizumab + Bevacizumab + Chemo
Sintilimab + IBI305 + Chemo
Ivonescimab + Chemo

= Addition of chemotherapy
Amivantamab + Chemotherapy

QD Bd. Bd &
\Q‘H'(/O&‘k;»%?(p%?%'@

Monoclona ADC
| antibody

Bispecific
antibody



Third-g

1L

40%~50%

Off-target
resistance

PIK3CA mutation/amplification
(ES45K, E453K)

FGFR mutation/fusion

CDK4/6 mutation

EGFR amplification

eneration

C797S

7%~37%

MET

HER2 mutation/amplification

KRAS mutation/fusion
BRAF mutation/amplification/fusion

RET/ALK/NTRK fusion BRAF

Crars Othar EGFR mutation DL':_-."leL.Lulu.,ll

EGFR-TKI resistance

C797S

2L

10%-~26% 8%

s MET

30%~40%
Off-target
resistance

:ation /’r %\

‘ HER2 mutation/amplification
ion KRAS mutation/fusion
PIK3CA mutation/amplification
(E545K, E453K)

FGFR mutation/fusion

RET/ALK/NTRK fusion
on/amplification/fusion |

CDK4/6 mutation [

MET abniormality . Histological transformation

Mechanism of resistance to osimertinib.

Zhou Q et al. Lancet Reg Health West Pac. 2024 Dec 11;53:101260.



Acquired mechanisms of resistance to
osimertinib and osimertinib plus chemotherapy

(FLAURA 2 study)

Osimertinib

& C797S 12%

’0— Other EGFRmM 4%

n-target e MET amp 14%

Unknown ERBB2 amp 1%
t CCND1 amp 1%
Off-target CDK4/6 amp 5%

= BRAF V600E 5%

a KRAS mut 8%

Other fusion 7%/.

/0
ALK fusion
3%

?
» PIK3CA mut 8%

RET fusion 4%
BRAF fusion 4%

Osimertinib + Chemotherapy

C797S 4%
¢ MET amp 9%

®— ERBB2 amp 6%

On-tages ® CCND1 amp 6%
® - CDK4/6 amp 6%
Off-target

Waknew @ KRAS mut 6%

®. PIK3CA mut 4%

0:\ RET fusion 2%
& BRAF fusion 2%

Other fusion 4%

On-target mutation |




1L therapy shapes resistance

Osimertinib + chemotherapy Amivantamab + Lazertinib

New tumor sample or ct DNA at PD

The lack of an actionable target in the majority of patients validates the development of agnostic treatment strategies
1%

EGFR EGFR ac:qured Cell cycle Histological Fusion TP53 loss
mutation amplification armiﬁcahm ampl gene alteration | ftransformation

Adapted from Passaro A, Nature Cancer 2021; Yang J, Presented at WCLC 2024; Besse B, Presented at ESMO 2024



Post-Osimertinib Novel Treatment Strategies

Genotype-matched strategies

. » Mechanism-agnostic strategies
(non-genotype based)

On-target Bypass pathway On-target + bypass Targeting tumor- Targeting common
inhibition inhibition pathway inhibition associated antigen escape routes
EGFR TKI/mAB Resistance-matched Biespecific mAB/ADC ADCs mAB
agents targeting EGFR + bypass
C797X mut: Gefitinib pathway Datopotomab DXd (TROP2) lvonescimab (PDL1 + VEGF) +
Gefitinib + Osi cMET amp: savolitinib + Osi Amivantamab (EGFR + cMET) Sacituzumab tirumotecan Chemo
EGFR alt: Necitumumab + Osi Capmatinib + Osi - Patritumab DXd (HER3) Anti PD1/L1 + Antiangiogenic +
4G EGER TKI Tepotinib + Osi lzalontamab brengitecan (EGFR + Chemo
cMET over-exp: Teliso V +/- Osi HER3)
HER2 over-exp: TDM1 + Osi
RAS-MAPK act: Selumetinib + Osi
ALK fusion: Alectinib + Osi
Datopotamab
deruxetecan

Amivantamab
DXd— Checkpoint
AnNti-EGFR —,) k\—Anti—M ET P ‘\ inhibitor

ﬁ'q.’_\'
Savolitinib

BLU-945 EGER MET TROPZ
MET
PD-1 Croatad in httpe//BioRendar cor

EGFR



Two primary strategy for managing
EGFR TKI resistance

“ All-Comer” 2L Strategy

Resistance Matched strategy
+ Personalized, may offer higher ORR/favorable toxicity + Rapid initiation, No waiting for genomic IHC

- Delay In Rx to permit resistance testing + TKI backbone may not be needed

- Biopsy/NGS required + Biopsy/NGS not required

- TKI backbone typically required post-progression - Best ORR far fall short of matched targeted therapy,
but long DOR.

- May miss the tumor heterogeneity - Higher off target toxicity

Ex) Met inhibitors, C797S Inhibitors Ex) BiAb (Amivantamab, lvonescimab)

ADC (Dato-DXD, Sac-TMT)



Median PFS in EGFR-mutant NSCLC treatment strategies

Amivantamab + Lazertinb

EENCECITSN ADC (Dato-DXd)
BT Psc
BTSN Ivonescimab + PBC

bispecific Ab :PD-1/VEGF

Osimertinib + Platinum-Pemetrexed [ T

Osimertinib
ADC (Dato-DXd)

S  ADC (Dato-DXd)

LS  Amivantamab + Lazertinib + PBC re-challenge
BEL  Amivantamab + PBC re-challenge

B  Amivantamab + Lazertinib

L  PBC re-challenge

B  'vonescimab + PBC re-challenge

I Savoitinib (MET+)
I TN Osimertinib + PBC

Amivantamab + Lazertinib + PBC
Amivantamab + PBC
Amivantamab + Lazertinib
4.2 m PBC

6.8 m Ivonescimab + PBC BN First-line
BN Post-progression
0 S 15 20 25 30 35 40 45

PBC: Platinum-based chemotherapy

Median PFS (months)



600D SCENCE ESMO

SCIENCE FOR OPTIMAL
BEST PRACTICE 0 P E N CANCER CARE

ORIGINAL ARTICLE

COMPEL: osimertinib plus platinum-based chemotherapy in patients with
EGFR-mutated advanced NSCLC and progression on first-line osimertinib

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

Patients with locally advanced / Osimertinib 80 mg (QD) + ( )
metastatic EGFRm NSCLC cisplatin 75 mg/m? or carboplatin AUC5 Osimertinib 80 mg (QD) +
with or without CNS metastases + pemetrexed 500 mg/m? pemetrexed 500 mg/m?Z (Q3W) PD
(Q3W for 4 cycles) (non-CNS or
Key inclusion criteria: CNS)*
: or another
N Placebo (QD) + discontinuation
- Non-CNS progression on 1L osi cisplatin ;5&::‘3[“; _m; 0[; gg:}bgzlﬁ:n AUCS bem _tr?iage%% ﬁ;iﬂ‘ e criterion
. Stratification by: LA _D_ % i SR grm= (L2390
Ex19del / L858R CNS metastases, {Q?JW for 4 C)"C|CS}

« WHOPSO/1 yes / no —

The COMPEL study explored whether osimertinib + chemo improves outcomes vs placebo + chemo
in patients with EGFRm advanced NSCLC following non-CNS progression on 1L osimertinib

« Primary endpoint: PFS (investigator-assessed)

« Secondary endpoints: CNS PFS

Peled et al. ESMO open 2025



Patient disposition

Patients randomised
N=98

]

Patients dosed
n=96

Treatment not received
n=2

Osimertinib + CTx
n=48

Ongoing treatment at DCO*

Osimertinib, n=7 (15%)
Pemetrexed, n=6 (13%)

Placebo + CTx
n=48

Ongoing treatment at DCO*

Placebo, n=4 (8%)
Pemetrexed, n=4 (8%)

Discontinued treatment
Pemetrexed, n=44 (92%)
Progression, n=32 (67%)

Platinum, n=48 (100%)
Max. cycles reached, n=32 (67%)

Discontinued treatment

Osimertinib, n=41 (85%)
Progression, n=25 (52%)

Pemetrexed, n=42 (88%) Placebo, n=44 (92%)
Progression, n=23 (48%) Progression, n=33 (69%)
Platinum, n=48 (100%)
Max. cycles reached, n=30 (63%)

Baseline characteristics

Characteristic, %* PB((,?;;;:)TX
Sex: male / female 39/61 20/80
Age: median (range), years 63 (37-85) 61 (42-88)
Race: Asian / White / other / not reported 12/80/2/6 18/78/212
WHO PS: 0/ 17 45/ 53 49 / 51
Smoking status: never / current / former 65/81/27 67/14/29
EGFR mutation type: Ex19del / LB58R* 65/ 35 55145
Disease stage at study entry (AJCC): llIB/ IV 0/100 2/98
Number of metastatic sites at study entry: median (range) 2 (1-6) 2(1-7)
CNS metastases present at baseline 22 24

Time on 1L osimertinib: median (range), months$ 21.3(3.2-51.3) 19.6 (7.4-52.3)




Primary analysis: Progression-free survival (PFS)*

1.0
No. events / Median PFS,
no. patients (%) months (35% CI)
0.8 M osi+cTx 32/ 49 (65) 8.4 (5.7,11.8)
L

o .PBO+CT}( 42149 (86) 4.4 (3.5, 5.6) OSI+Chemo vs chemo
£ HR (95% CI): 0.43 (0.27, 0.70)
3 Moty 6% mPFS: 8.4 vs 4.4 months
= Median follow-up,T months (range):
5 Osi + CTx 5.4 (<0.1-24.9); PBO + CTx 5.5 (<0.1-11.1)
g 0.4
o

1
1
0.2 1
1
1
1
1 1 X
0.0 i T T T 1
0 6 12 18 24 30
No. at risk Time from randomisation (months)
|t 25 6 2 1 0
|t 1 3 0 0 0
[ Osi + CTx was associated with improved PFS versus PBO + CTx ]

Non-CNS (extracranial) PFS* CNS PFS* in patients without baseline CNS metastases

No. events / Median non-CNS PFS, 1.0=

1.0 no. patients (%) months (85% CI) No. events | Median CNS PFS,
. Osi+CTx 31/49 (63) 8.4(5.7,11.8) no. patients (%) months (95% CI)
0.8 Il Feo s cTx 41749 (84) 5.2(35.58) 0.8 [ osi+CTx 14/38(37) 15.9 (7.9, 18.6)
w O
i HR (95% CI): 0.43 (0.26, 0.71) 2 Il Fe0 - cTx 1837 (49) 8.6 (5.6, 19.4)
8 Maturity: 73% 2 HR (95% CI): 0.56 (0.27, 1.13)
Q - Median follow-up,T months (range): . .
s 06 Osi + CTx 3.6 (<0.1-24.9); PBO + CTx 3.6 (<0.1-9.7) 5‘.’ 1 Maturity: 43%
< : ! Median follow-up,t months (range):
s ) = ! Osi + CTx 5.5 (<0.1-23.6); PBO + CTx 5.6 (<0.1-13.8)
- Non-CNS ORR, ¥ Median non-CNS F 04 :
£ 044 n(%) [95%Cl]  DOR.*months (IQR) & :
E 8 1 %
-g ! I osi+cTx [1272’(35%)] 8.2 (4.4-12.2) a : —|—
* 02+ i 14 (29) 0.2 ! —
: \ PBO + CTx 4.2 (3.1-7.6) !
! . [17, 43] : |_J
1
1
1
0.0 } T T T 1 0.0 i T T T 1
0 6 12 18 24 30 0 6 12 . 24 30
No. at risk Time from randomisation (months) =° a'_‘!;is" N Time froﬁrn randomisation (Tonths) . ,
- § x ; : ; v L ; : 0 o
Osi + CTx was associated with improved non-CNS PFS versus PBO + CTx [ CNS PFS was longer with osi + CTx versus PBO + CTx in patients without baseline CNS metastases
New brain meta 7| 7| = 4%2-
o - O

Osi S X| brain meta ==



New lesions*

Osi + CTx PBO + CTx

(n=49) (n=49)

Patients with new lesions, n (%)t 18 (37) 25 (51)

Brain 5 (10) 13 (27)
Liver 6(12) 7(14)
Lung 6 (12) 3 (6)
Bone 2 (4) 4 (8)
Adrenal gland 1(2) 24
Pleural effusion 1(2) 2 (4)

Fewer patients had new brain lesions with osi + CTx versus PBO + CTx ]

Overall survival (0OS)

No. events / Median OS,
no. patients (%) months (95% CI)
. Osi+ CTx 26/ 49 (53) 15.9 (12.4, 20.8)
. PBO + CTx 28149 (57) 9.8(8.4,17.2) [ .
HR (95% CI): 0.71 (0.42, 1.23) OSI+ Chemo * Chemo
Maturiy: 5% mOS 15.9 mon vs 9.8 mon

Median follow-up,* months (range):
Osi+ CTx 12.0 (4.2-36.0); PBO + CTx 11.1 (0.8-34.5)

Probability of OS

PFS. OS 0| &

o L]
— Brain meta X
0.0 T T T T T 1
0 6 12 18 24 30 36 42
No. at risk Time from randomisation (months)
49 40 21 10 5 1 1 ]
H © 32 12 7 5 1 0 0

[ OS was longer with osi + CTx versus PBO + CTx ]




GOOD SCIENCE
BETTER MEDI CINE
BEST PRACTICE

ORIGINAL ARTICLE

Amivantamab plus chemotherapy with and without lazertinib in EGFR-
mutant advanced NSCLC after disease progression on osimertinib: prima

results from the phase 11l MARIPOSA-2 study”

A Median progression-frae
n survival, months (85% Gl
100 Amivantamab-chemotherapy ikl 6.3 (5.6-2.4)
— Amivantamab-lazertinib-chemotheragy 263 B.3 (6.8-2.1)
= Chermatherapy 263 4.2 [4.0-4.4)
g Amivantamab-chemolherapy versus chematherapy:
£ 80 LL\_"H Hazard ratio for disease progression o eath, 0,48 (35% G 0.36-0.64)
= Pe0.001
-% | Amivantamab-tazertinib-chemotherapy versus chamotherapy:
7] I“'—-.,_ Hazard ratio for disease progression or death, 0.44 (35% CI 0.35-0.56)
2 60 - P<0.001
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Treatment-emergent adverse events

Event, n (%) Chemotherapy (n = 243) Amivantamab— Amivantamab—lazertinib—
chemotherapy (n = 130) chemotherapy (n = 263)

Any event 227 (93) 130 (100) 263 (100)

Grade =3 117 (48) 94 (72) 242 (92)

Any serious event 49 (20) 42 (32) 137 (52)

Any event resulting in death 3 (1) 3(2) 14 (5)

Any event leading to:

Interruptions of any study agent 81 (33) 84 (B5) 202 (77)
Reductions of any study agent 37 (15) 53 (41) 171 (B5)
Discontinuations of any study agent 9 (4) 24 (18) 90 (34)

Adverse events’ All Grade =3 All Grade >3 All Grade >3
Neutropeniat 101 (42) 52 (21) 74 (57) 59 (45) 181 (B89) 144 (55)
Thrombocytopenia” 72 (30) 22 (9) 57 (44) 19 (15) 158 (B80) 96 (37)
Infusion-related reaction 1 (0.4) 0 76 (58) 7(5) 148 (56) 9 (3)
Anemia 97 (40) 23 (9) 51 (39) 15 (12) 141 (54) 48 (18)
Paronychia 1 (0.4) 0 48 (37) 3(2) 133 (51) 11 (4)
MNausea 90 (37) 2 (1) 58 (45) 1 (1) 131 (50) 16 (6)
Rash 12 (5) 0 56 (43) 8 (6) 126 (48) 17 (6)
Stomatitis 21 (9) 0 41 (32) 1 (1) 120 (46) 24 (9)
Leukopenia 68 (28) 23 (9) 37 (28) 26 (20) 106 (40) 71 (27)
Hypoalbuminemia 21 (9) 1(0.4) 29 (22) 3(2) 104 (40) 12 (5)
Constipation 72 (30) 0 50 (38) 1 (1) 96 (37) 3 (1)
Decreased appetite 51 (21) 3 (1) 40 (31) 0 85 (32) 7(3)
Peripheral edema 15 (B} 0 42 (32) 2(2) 85 (32) 1(0.4)
Vomiting 42 (17) 1(0.4) 32 (25) 1 (1) 76 (29) 10 (4)
Fatigue 47 (19) 4 (2) 36 (28) 4 (3) 69 (26) 15 (6)
Diarrhea 16 (7) 1(0.4) 18 (14) 1 (1) 68 (26) 10 (4)
Asthenia 40 (16) 5(2) 34 (26) 1 (1) 67 (25) 14 (5)
Dermatitis acneiform 7 (3) 0 26 (20) 5 (4) 62 (24) 17 (6)
Alanine aminotransferase increased 67 (28) 10 (4) 26 (20) 7(5) 55 (21) 14 (5)
Hypokalemia 15 (B6) 6 (2) 24 (18) 6 (5) 55 (21) 16 (6)
CovID-19 25 (10} 0 27 (21) 2(2) 44 (17) 0
Hypocalcemia 9 (4) 0 16 (12) 1 (1) 44 (17) 3 (1)
Aspartate aminotransferase increased 57 (23) 0 19 (15) 1 (1) 43 (16) 7 (3)
Hyponatremia 16 (7} 2 (1) 13 (10) 5 (4) 42 (16) 10 (4)
Pruritus 17 (7) 0 20 (15) 0 30 (11) 0

Adverse events of special interest All Grade >3 All Grade >3 All Grade >3
Rash’ 30 (12) 0 92 (71) 13 (10) 197 (75) 40 (15)
Venous thromboembaolism” 11 (5) 7 (3) 13 (10) 31(2) 58 (22) 17 (6)
Interstitial lung disease” 0 0 2(2) 1 (1) 713) 5 (2)




MARIPOSA-2 (NCT04988295) demonstrated improved PFS versus chemotherapy
after disease progression on osimertinib in patients with EGFR-mutated advanced NSCLC

MARIPOSA-2 is a randomized,’ Amivantamab + Lazertinib + Chemotherapy and Predominant AEs in the amivantamab-containing
open-label, Phase 3 study Amivantamab + Chemotherapy improved PFS, intracranial PFS, arms were hematologic and EGFR-and MET-related
evaluating the efficacy and safety ORR, and other key endpoints versus Chemotherapy alone Most hematologic AEs were transient, with majority occurring in Cycle 1
of 2 regimens of amivantamab The safety profile of amivantamab-chemotherapy is consistent
(with and without lazertinib) Amivantamab-Chemotherapy Amivantamab-Lazertinib- with that of its individual components
and Chemotherapy vs Chemotherapy Chemotherapy vs Chemotherapy i
Amivantamab- Kokt
Amivantamab HR for disease progression or death, HR for disease progression or death, C"e('ﬂ‘:};‘;)”"y - hLea;eor:::z-pv
) 9 - . Pe (n=263)
Chemothera py 0.48 (95% Cl, 0.36-0.64); P<0.001 0.44 (95% Cl, 0.35-0.56); P<0.001 Most comnon EGFR-, MET-, snd Ax e A
(n=131) chemotherapy-associated AEs, n (%) grades Grade 3 grades Grade:3 grades Grade:3
: — 6% ORR by BICR Any AEs 227(93) 117(48) 130(100) 94 (72) 263(100) 242(92)
é}T é;agttﬁg?:g;uzertmnb- < | e Paronychia 1004) 0 48(37) 3( WBE) N
(n=263) ) Rash RO 0 @) 86 2668 7
- : 64% OR=3.1 - Hypoalbuminemia ~ 21(9) 1(0.4) 29(2) 3(2) 104(40) 12(5)
(n.:bﬂ;)ot erapy Amivantamab-Chemotherapy ’ | P<0.001 Pesiolisrdl adeive 156) o Q@ 20 8@ 104
63% — Neutropenia 101(42) 52(21) 74(57) 59(45) 181(69) 144 (S5)
. emothera
There ar; ?urren_tlv no t:rgeted therapies Amivargamab_Lazemmb_chemotherapy g%=gbt: PV Thrombocytopenia  72(30) 22(9)  57(44) 19(5) 158(60) 96 (37)
approved for patients who progress . Infusion-related
on osimertinib Other | Infusion 104) 0 76(8) 7() 148(6) 90)

o Amivantamab-Chemotherapy, Amivantamab-Lazertinib-Chemotherapy,

BICR, blinded independent central review; O, confidence interval; KR, hazard ratio; OR, odds ratio; ORR, objective response rate; PFS, progression-free survival

AE, addverse event; EGFR, epidermal growth factor receptor; SAE, serious adverse event; TEAE, trestment-emergent adverse svent



Second line regimens after Osimertinib +/- Chemotherapy

P MARIPOSA -2 CHRYSALIS-2 (Cohort A)

Chemo Chemo+Ami Chemo+Ami+Llaz Ami+laz
(n=263) (n=131) (n=263) (n=162)
Prior therapy Osimertinib monotherapy Osimertinib+ chemotx
ORR % (95% Cl) 36 (30-42) 64 (55-72) 63 (57-69) 35 (27-42), BICR
PFS, mo (BICR) 4.2 (4.0-4.4) 6.3 (5.6-8.4) 8.3 (6.8-9.1) 4.5 (4.1-5.8)
PES, mo (investigator) 4.2 (4.0-4.5) 8.2 (6.8-10.9) 8.3 (7.1-9.9) --
PFS HR (BICR) 0.48 (0.36-0.64) Ami+chemo vs chemo =
|C-PFS, mos 8.3 (7.3-11.3) 12.5 (10.8-NE) 12.8 (11.1-14.3) IC RR 28% (retrospective)
OS, mos HR 0.73 (0.54-0.99) Ami+ chemo vs chemo, 2" interim 14.8 (12.2-18.0)

Passaro et al. Ann Oncol 2024;35(1):77  Popat et al. LBA54 ESMO 2024 Besse et al JTO 2025



Should EGFR Pathway Blockade Be Maintained Throughout Treatment

in Advanced NSCLC with EGFR Mutation?

_ COMPEL MARIPOSA-2

CT + osimertinib CT + placebo CT + amivantamab CT

N 48 48 131 263

ORR, % 35% 29*% 64 36

mDOR, months 8.2 4.2 6.9 56
mPFS, months 8.4 4.4 6.3 4.2
CNS-PFS 15.9° 8.6° 12.5 8.3
mOS 15.9 9.8 17.7 15.3

TEAEs, G3+ 63% 46% 72% 48%

CT: chemotherapy; *: non-CNS ORR and DOR; *CNS-PFS in pts without brain metastases at baseline

Passaro A et al. Ann Oncol 2023
Popat S et al., ESMO 2024
Pasello G et al., WCLC 2025



MET Amplification



, , (')
MET and EGFR-based Resistance Mechanisms oo

Amivantamab + lazertinib significantly reduced the incidence of acquired MET amplifications
and EGFR resistance mutations vs osimertinib
I Osimertinib (n=140)

P=0.017
| B Amivantamab + Lazertinib (n=113)
15 -
13.6%2
P=0.014
N 10 - |
G 7.9%
-
=
Q M
= = 4.4%3
o
v
0.9%
0 -

Secondary EGFRresistance

METamplification mutations (C797S, L718X, G724X)



ARTICLE OPEN
A prospective, multicenter, comprehensive genomic profile

BRAF V600E

PIKICA mutation
6.5% (2/31)

9.7% (331)

: : : : RBT mutation
signature study in patients with EGFR-mutant advanced non- ey
. . MET amplification
small cell lung cancer at the first-line treatment failure of e
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. ) - | . 3 . iy .4 [ B e . TP53 mutation
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TP53 mutation (69.8%, 104/149) and MET amplification (30.9%, 46/149) were the most frequent
bypass signaling activation and downstream pathway activation

Shi et al. Signal Transduction and Targeted Therapy 2025



Osimertinib+ MET TKI
(SACHI and SAVANNAH)

Savolitinib combined with osimertinib versus chemotherapy in

EGFR-mutant and MET-amplified advanced NSCLC after

disease progression on EGFR tyrosine kinase inhibitor: results

from a randomized phase 3 SACHI study

Warg® Nong Yang? Dongagng Ly puan Chen®. Lin WA Xingya LA Longihwus Sun’, Yongieng Yu', Bo
X Haporg Xu Teran Yi'? Aping Zeng "2, Xuorong Dong™ Jantua Chen?, Zipng YWang Y, Tory Mok ™ |

Savolitinib + Osimertinib > Chemotherapy
International-only enroliment

Prior EGFR TKI with MET amplification

Phase 3

. Vo

P Un Y
Su”’

v

Efficacy and CNS results from a randomized
subset of the Phase 2 SAVANNAH study
comparing savolitinib + osimertinib
combination with savolitinib + placebo

Baciacan Loy Fagoo 3¢ Marnk s Bonaeyw, Aran G Sacher Quarey S (€ Crvira S8 Baa

Packo Beorgo. Lyvomds Barmanove. Narceio Tisex nada P et Ta Yarg. Jorattae W R
. whoa, Jarren CribMan Yang Leca ¥V Segunt Yaven Barren, Rysn Martmaier. e igweghe
X N Jy Any

Savolitinib + Osimertinib > Savolitinib +

Placebo

Prior EGFR TKI with MET amplification or
MET overexpression

Phase 2



Savolitinib plus osimertinib versus chemotherapy for
advanced, EGFR mutation-positive, MET-amplified non-
small-cell lung cancer in China (SACHI): interim analysis of a
multicentre, open-label, phase 3 randomised controlled trial

Shun Lu*, JieWang*, Nong Yang*, Dongqing Lv*, Lijuan Chen, Lin Wu, Xingya Li, Longhua Sun, Yongfeng Yu, BoJin, Lin Yang, Yubiao Guo,
Haipeng Xu, Tienan Yi, Aiping Zeng, Xiaorong Dong, Jianhua Chen, Ziping Wang, Hongrui Niu, Ying Cheng, Pinhua Pan, Pengbo Deng,
Hongming Pan, Xuhong Min, Jun Bai, Laiyu Liu, Tongmei Zhang, Juan Li, Songhua Fan, Michael M Shi, Tony Mok, Weiguo Su, on behalf of the
SACHI Study Groupt

« 68 Chinese hospitals (106 VS 105 pts)

« Metastatic EGFR mutation-positive NSCLC &MET amplification after first-line EGFR TKI failure.
(1st, 2nd, 3rd generation)

« MET amplification defined as either
* (a) MET copy number >5 or MET to CEP7 ratio >2 after disease progression on previous EGFR TKI therapy,
* (b) MET copy number >10 for those with previous third-generation EGFR TKI therapy,
* FISH using the AmoyDx c-Met Gene Amplification Analysis Kit
GMICH TKI AFE Al =& Copy number 00F driver mutation 22 71’8, passenger target 2 &).

Lancet 2026; 407: 375-87



SACHI : Osi/Savolitinib vs Platinum Doublet

Events, n (W) 70 (68) (T SaVO‘OS| Chemo
mPFS (95% C). months 22069 112 45(3.0,64) N=106 N=105
. \ Stratied MR (35% Q1) 03: \(00230 :‘m
ki ORR, % (95% CI) 58 (49-68) 34 (25-44)
z PFS 8.2 vs 4.5 months
4 }\ DCR, % (95% CI) 89 (81-94) 67 (57-76)

Median DoR, month (95% Cl) 8.4 (5.9-11.1) 3.2(2.8-4.2)




SAVANNAH : Osi/Savolitini

Savolitinib/Placebo

Probabiity of progression-free survival

Median PFS, months (95% Cl)

PFS, B'CR - Savolitinib + osimertinib
4} '

Svome® « placedo

83(58 151

36(14.57

PFS HR (95% CI): 0.27 (0.13, 0.57)

PFS everts ' paterts
Savied « osmerinb 20/ 48 (54

natutly
14725 (50% maturty

Confirmed ORR, % (95% CI)

T T T Y T T T T Y T
4 6 e 10 12 4 i 18
Time from Sest dose (months)

PFS 8.3 vs 3.8 months

o Median DoR, months (95% CI)

Median time to onset of response, weeks (IQR)

VS

Savolitinib + osimertinib

BICR-assessed

ST

(n=48) (n=25)
58 (43,72) 16 (5, 36)
(n=28) (n=4)
11.8 (6.0, NC) 4.5(26, NC)

6.0(57-6.2)

6.1(58-63




Tepotinib plus osimertinib in patients with EGFR-mutated

non-small-cell lung cancer with MET amplification following

progression on first-line osimertinib (INSIGHT 2):
a multicentre, open-label, phase 2 trial

Yi-Long Wu, Valentina Guarneri, Pei Jye Voon, Boon Khaw Lim, Jin-Ji Yang, Marie Wislez, Cheng Huang, Chong Kin Liam, Julien Mazieres,
Lye Mun Tho, Hidetoshi Hayashi, Nguyen Viet Nhung, Puey Ling Chig, Filippo de Marinis, Jo Raskin, Qinghua Zhou, Giovanna Finocchiaro,
Anh Tuan Le, Jialei Wang, Christophe Dooms, Terufumi Kato, Ernest Nadal, How Soon Hin, Egbert F Smit, Martin Wermke, Daniel Tan,
Masahiro Morise, Aurora O'Brate, Svenja Adrian, Boris M Pfeiffer, Christopher Stroh, Dilafruz juraeva, Rainer Strotmann, Kosalaram Goteti,
Karin Berghoff, Barbara Ellers-Lenz, Niki Karachaliou, Xiuning Le, Tae Min Kim, for the INSIGHT 2 investigators™

MET amplification (FISH) or liquid biopsy
ORR : 50.0%

PFS : 5.6 months

DOR : 8.5 months

Responding patients (%)

Best change in sum of target lesion diameters (%)

A
100 = Partial response
80 4 [ Stable disease
@ Progressive disease
60 - [J Not evaluable*
40 - o
Objective response rate 50-0% (95% Cl 39-7-60-3)
20 - - - - - -
1| I )
|
20—
-40 -
-60 -
-80 —
-100 ]
Patients
Median duration of response 8-5 months
(95% Cl 6-1-not estimable)
Number of events: 25
HH
T T T T T T T 1
0 3 6 9 12 15 18 21 24

Time since confirmed response (months)

Lancet Oncol 2024;
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ORIGINAL ARTICLE

Results from a phase Ib study of telisotuzumab vedotin in combination with
osimertinib in patients with c-Met protein-overexpressing, EGFR-mutated
locally advanced/metastatic non-small-cell lung cancer (NSCLC) after
progression on prior osimertinib

Telisotuzumab vedotin (Teliso-V, ADC): c-Met mAb + monomethyl auristatin E
(microtubule inhibitor)

c-Met protein overexpression : 25% of tumor cells with membrane staining

Teliso-V +osimertinib in pts with metastatic EGFR-mutated & c-Met protein-
overexpressing NSCLC after progression on osimertinib

1.6 mg/kg Q2W or 1.9 mg/kg Q2W

ORR : 50%

PFS : 7.4 months

TEAEs : peripheral sensory neuropathy(50%), peripheral edema(32%), nausea (24%)

Grade3/4 TEAEs: anemia (11%), pulmonary embolism(8%)
2025 Annals of Oncol



Efficacy

Table 3. Efficacy outcomes

ICR Inv
Teliso-V Total Teliso-V Total
1.6 mg/kg 1.9 mg/kg (V= 38) 1.6 mg/kg 1.9 mg/kg (V= 38)
Q2W plus Q2W plus Q2W plus Q2W plus
osimertinib osimertinib osimertinib osimertinib
(n = 20) (n = 18) (n = 20) (n = 18)
Response
ORR, n (%) 10 (50.0) 9 (50.0) 19 (50.0) 11 (55.0) 9 (50.0) 20 (52.6)
(95% Cl) (27.2-72.8) (26.0-74.0) (33.4-66.6) (31.5-76.9) (26.0-74.0) (35.8-69.0)
Confirmed PR 10 (50.0) 9 (50.0) 19 (50.0) 11 (55.0) 9 (50.0) 20 (52.6)
DCR, n (%) 15 (75.0) 14 (77.8) 29 (76.3) 13 (65.0) 14 (77.8) 27 (71.1)
(95% Cl) (50.9-91.3) (52.4-93.6) (59.8-88.6) (40.8-84.6) (52.4-93.6) (54.1-84.6)
DOR
Patients with events, n (%) — 3 (33.3) 3 (15.8) 3 (27.3) 6 (66.7) 9 (45.0)
Patients censored, n (%) 10 (100) 6 (66.7) 16 (84.2) 8 (72.7) 3 (33.3) 11 (55.0)
Median DOR, months (95% Cl) — 11.0 (3.7, NR) — (5.6, NR) 27.7 (3.7, NR) 7.4 (3.7-12.9) 8.0 (5.6, NR)
PFS
Patients with events, n (%) 7 (35.0) 10 (55.6) 17 (44.7) 11 (55.0) 13 (72.2) 24 (63.2)
Patients censored, n (%) 13 (65.0) 8 (44.4) 21 (55.3) 9 (45.0) 5 (27.8) 14 (36.8)
Median PFS, months (95% Cl) 31.1 (1.9, NR) 6.8 (4.7, NR) 7.4 (5.4, NR) 7.4 (3.5, NR) 5.6 (5.3-9.2) 6.8 (5.3, 9.2)
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Best percentage change from baseline

T3

[ 1.6 mg/kg Q2W + osimertinib (n = 20)
1.9 mg/kg Q2W + osimertinib (n = 18)
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!

25 / ;! WPD
s

[l Not evaluable

Percentage change from baseline

-100

240

320 400 480 560 640 840

Days from first dose

T
920

Figure 2. Change in target lesion size over time per ICR.”



Teliso-V Total

(N = 38)
S f t 1.6 mg/kg 1.9 mg/ke n (%)
a e Q2W plus Q2W plus
y osimertinib osimertinib
(n = 20) (n = 18)
n (%) n (%)
Grade 3/4 TEAE TEAE

Any 7 (35) 12 (67) 19 (50) Peripheral sensory 11 (55) 8 (44) 19 (50)

Anemia 2 (10) 2 (11) 4 (11) neuropathy
Pulmonary embolism 0 3(17) 3 (8) Peripheral edema 7 (35) 5 (28) 12 (32)
Deep vein thrombosis 0 2 (11) 2 (5) Nausea 2 (10) 7 (39) 9 (24)
:em':";';\’s‘s_ _ ; E;}} 1 (5{)] i g Anemia 4 (20) 4 (22) 8 (21)
ypoalbuminemia Fatigue 5 (25) 3 (17) 8 (21)
mg;gg:s?;:eap'asm 0 2(11) 205 Hypoalbuminemia 5 (25) 2 (11) 7 (18)
Peripheral motor 1(5) 1(6) 2 (5) Muscle spasms 4 (20) 3(17) 7 (18)
neuropathy Paronychia 5(25) 2 (11) 7 (18)
Peripheral sensory 1(5) 1(6) 2 (5) Vision blurred 3 (15) 4 (22) 7 (18)
neuropathy Decreased appetite 4 (20) 2 (11) 6 (16)
Pneumonia 1(5) 1(6) 2 (5) Myalgia 2 (10) 4 (22) 6 (16)
Alopecia 3 (15) 2 (11) 5(13)
Diarrhea 2 (10) 3(17) 5 (13)
Dizziness 1(5) 4 (22) 5(13)
Paresthesia 2 (10) 3 (17) 5 (13)
Back pain 2 (10) 2 (11) 4 (11)
Constipation 1(5) 3 (17) 4 (11)
Cough 2 (10) 2 (11) 4 (11)
Dry eye 1(5) 3(17) 4 (11)
Dyspnea 1(5) 3(17) 4 (11)
Hemoptysis 2 (10) 2 (11) 4 (11)
Malignant neoplasm 1(5) 3(17) 4 (11)

progression
Edema 2 (10) 2 (11) 4 (11)
Peripheral motor 2 (10) 2 (11) 4 (11)

neuropathy

Rash 2 (10) 2 (11) 4 (11)



Post-Osimertinib Therapies With MET as a Target

Amivantanab
+ Lazertinib
(N = 45)!

Amivantanab + Lazerti
nib Chemotherapy

(N = 162)2

Osimertinib
+ Savolitinib
(N = 69)3

Teliso-V

+ Osimertinib

(N = 25)4

Tepotinib

+ Osimertinib

Study CHRYSALIS CHRYSALIS-2 SACHI/SAVANNAH M14-237 INSIGHT2 (Ph2)
Target EGFR/MET EGFR/MET EGFR/MET MET MET
ORR, % 36 33 30 58 50
I(\)/Iedlan 2Ol 9.6 9.6 7.9 Not reported 8.5
('\)"ed'a” FI=9, 4.9 5.1 8.3 7.4 5.6
Sliels 29 Thele 16 38 57 32 34

, %0

1. Sequist LV et al. Lancet Oncol. 2020;21:373-386. 2. Cho BC et al. ASCO 2021. Abstract 9006. 3. Shu CA et al. ASCO 2022. 4. Goldman JW et al. ASCO 2022. Abstract 9013.



Antibody-drug conjugate



ADCs are being evaluated in Phase Il trials in patients with £GFRm mNSCLC
and actionable genomic alterations

Examples of ADCs in Phase lll trials for treatment of EGFRm mNSCLC

o L W,
w g o % . TARS s ._;:* )
- .
| B
Sacituzumab tirumotecan Datopotamab deruxtecan Izalontamab brengitecan Patritumab deruxtecan
(SKB264)14 (Dato-DXd)>-8 (BL-BO1D1)?:10 (HER3-DXd)é11.12
Target antigen: Target antigen: Target antigens: Target antigen:
TROP2 TROP2 HER3 and EGFR HER3
Payload: T030 Payload: DXd Payload: Ed-04 Payload: DXd
(topoisomerase | inhibitor) (topoisomerase | inhibitor) (topoisomerase | inhibitor) (topoisomerase | inhibitor)
Linker: CL2A Linker: GGFG tetrapeptide Linker: N/D Linker: GGFG tetrapeptide
(pH cleavable) (enzymatically cleavable ) (enzymatically cleavable) (enzymatically cleavable)
DAR: =7-8:1 DAR: =4:1 DAR: =8:1 DAR: =8:1
Ongoing Phase lll trials in Ongoing Phase lll trials in Ongoing Phase lll trials in Ongoing Phase lll trials in
EGFRm mNSCLC: EGFRm mNSCLC: EGFRm mNSCLC: EGFRm mNSCLC:
NCT05870319 TROPION-Lung14 BL-BO1D1-301 HERTHENA-Lung02: 2 Ij
MK-2870-009 TROPION-Lung15
MK-2870-004

Other ongoing Phase lll trials include both patients with and without actionable genomic alterations:
TROPION-Lung01 (Dato-DXd), TeiMET NSCLC-01 (telisotuzumab vedotin), EVOKE-01 (SG), EVOKE-03 (SG), SGNB6A-002 (SGN-B6A)

44



1.Target-independent cytotoxicity
2.Eradicating EGFR-TKI-DTPs

Trop2 ADC EGFRADCS: YT  MET ADCs:
7 52 .
datopotmab 1. MRG003 1. Patritumab 1 Tellso_!uzumab

deruxtecan
& M1231 deruxtecan vedotin .
- 2. ABBV-400 ) ) I _I
Trop2 reii;?or R SR L MET receptor | 3. RONS003- /J <\ Increased target TRO P2 H — O”

b downregulation
\ receptor \ - a4 \ / | g -cs—ol_x_” >4 -6-|_

g’ W .. L. | (PR 1 J—— k“i:“c, =St
......................................... i | S o Xy, JEaSs®

1T =2 O -
& Early 4 3 Altered ADC
i endosome (- S Caveolae ~_ internalization/
» trafficking

Nucleus oo
. @ g Altelrat:)ns in
endosome /J = t’;ary oa
: get
Mitochondria Increased drug Increased
/ transporter TS drug efflux
Altered % W protes
apoptotic
pathways
Increased
Targets involved in: pro-survival _— / S
* Survival signaling W et Altered ADC
* Proliferation < ‘ processing

» Cell-cycle progression
Fig. 2. Proposed mechanisms of ADC resistance. ADC, antibody-drug conjugate.

-Lysosomal cleavage — payload release
‘DNA &2& M ZALE

EGFR cellular pathway and purpose, and receptors with ADCs in development against £GFR-mutated NSCLC.



Emerging biomarkers in EGFRm NSCLCs

Overcoming MET- driven resistance

TROP-2 expression? e A /jt Ete

g Camcialidedlath : : T = R : = = b = b o 6 "”'1”"!.. an:::::m
Il Telisotuzumab HB Patritumab rastuzumab H Datopotama acituzuma acituzuma : receptor receptor R
Vedotin B Deruxtecan Deruxtecan B Deruxtecan Govitecan Tirumotecan :
[ Dxd | N Dxd SN-38 Belotecan
- — ; vl | T | 2 o B Acquired
: § : « second generation TKI b « tepotinib + osimertinib q
- g
o~ :

z th(i :: m L‘)“ *\ ( ; 1} « capmatinib + osimertinib M E T—a m pl ?
>

@
(‘Ib Resistance development

MET gene ampiification
(~20%)
Cell grawth + Survival CIT WD
Anglogenssle QUL D
. Migrelien/ivasion CEP7 MET
.........................
ee e R T tedharernainasnaar Disease
Local therapy progression
i.e sirgery Systemic therapy l

¢ Transient peak in
plasma

MMAE= monomethyl auristatin E

» |Payload Dxd=Deruxtecan
SN-38= Camptothecin Derivative

TROP2-= trophoblast cell surface antigen 2.

MET overexpression? i

MRD and ctDNA

rd

changes?

s MRD ing - """"r’f > I i itoring | Tumor

g for therapy " forthe

2 selection identification
Mountzios G, et al. Cancer Treat Rev 2025; Malapelle U, et al. Lung Cancer 2022 % S Shn.

TROP? : epithelial cell EHO| EX{5t= M =Z0f 2rEES (80-90%)
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Trop2 ADCs in NSCLC

All use
humanised
IlgG1 mADb

Payloads are all
TOP1 inhibitors

DAR=7.4:1

TLO33 novel
cleavable linker

KL610023 __ |
(T030) payload

7

Humanised anti-TROP2 IgG1 mAb

DAR = 4:1

Tetrapeptide-based
cleavable linker for DXd

by §

Humanised anti-TRCP2 IgG1 mAb

DAR = 8.1:1
Hydrolysable linker (CL2A)
for SN-38
SN-38 payload i

/

Humanised anti-TROP2 1gG1 mAb

« Payload mechanism of action: topoisomerase | inhibitor
+ Payload with short systemic half-life
+ Byslander antitumour effect

+ Payload mechanism of action: topoisomerase | inhibitor
« Payload with short systemic half-life
+ Bystander antitumour effect

Payload mechanism of action: topcisomerase | inhibitor
Payload with long systemic half-life
Bystander antitumour effect

Different DAR

Different linkers

Different half-life

TROP2 is highly expressed in NSCLC;3 AD development differ in their characteristics®’

No TROP2-directed agents are li for NSCLC. Saci govitecan is currently approved globally for patients with 2L and later mTNBC and pre-treated 3L HR+/HER2-ve mBC.**Please check local prescribing guidelines. Figura partially adapted from Parisi C, et al. (2023)

DAR, drug-to-antibody rafio; DXd, deruxiecan; HR+HER2- mBC, unreseciable or mefastatic hormone receptor (HR)-pesifive, HER2-negative breast cancer, mTNBC, unresectable or metastatic triple-negafive breast cancer

1.Cheng Y, et al. Front Oncol 2022;12:851589; 2. Fang W, et al. Poster presented at AACR 2024 (Abstract CT247); 3. Parisi C, et al. Cancer Treat Rev 2023;118:102572; 4. Shastry M, et al. Am Soc Clin Oncol Educ Book 2023;43:¢390094; 5. Omori S, et al. J Cancer Res Clin Oncol 2022;143:2455-2463; 6. Passaro A, etal. J Clin Oncol
2023;41:3747-3761, 7. Coleman N, et al. NPJ Precis Oncol 2023,75; 8. Sacituzumab gevitecan summary of product characteristics. 2023. Available from: hitps:/iaw_ema.europa.2ufenidoct ! g ionftrodelvy-epar-product-ir ion_en pdf (Accessed 30 August 2024); 9. Sacituzumab govitecan prescribing information. 2023.

Available from: hitpswww . fdagc gsalfida_ 023/761115s035(bl.pdi (Accessed 30 August 2024)
L Hendriks Org Partners
Content of this presentation is copyrightand responsibility of the author. Permission is required for re-use. | ¢; . T e
Slide courtesy D Planchard Mﬂ'ﬁ” IASLC f ESTRO OEIE’EES,LE&ES

Adapted from Lizza Hendriks, ELCC 2025



Early days of biomarker-unselected Ph3 trials
EVOKE-01: Global, Randomized, Open-Label,

Phase 3 Study

Key eligibility criteria
* Measurable stage IVNSCLC
+ ECOGPS 0-1
* Radiographic progression after platinum-
based and anti-PD-(L)1-containing
regimen?
* Inaddition, patients with known AGAs
must have received > 1 approved TK[®
+ EGFR/ALK test required. Testing of other
AGAs recommended"
+ Previously treated stable brain
metastases were included
+ No prior treatment with Topo-1 inhibitors,
Trop-2-targeted therapies, or docetaxel

Sacituzumab

govitecan
10 mg/kg on Days 1 and
8 of 21-day cycles?

Docetaxel
75 mg/m2on Day 1 of
21-day cycles®

Stratified by

+ Histology (squamous vs nonsquamous)

* Response to last anti-PD-(L)1-containing regimen (responsive [best response
CRIPR] vs nonresponsive [PD/SD])

+ Received prior targeted therapy for AGA (yes vs no)

At data cutoff (29 November 2023), the study median follow-up was 12.7 months (range, 6.0-24.0)

Presented by Luis Paz-Ares, ASCO 2024

TROPION-Lung01 Study Design

Randomized, Phase 3, Open-Label, Global Study (NCT04656652)

Key Eligibility Criteria

* NSCLC (stage llIB, IC, or IV)
+ ECOGPSofOort
*No prior docetaxel
Without actionable genomic alterations?
* 1 or 2 prior lines, including platinum CT and R1:1
anti-PD-(L)1 mAb therapy
With actionable genomic alterations
* Positive for EGFR, ALK, NTRK, BRAF, ROS,
MET exon 14 skipping, or RET
* 1 or2 prior approved targeted therapies +
platinum-based CT, and <1 anti-PD-(L)1 mAb

v

Dual Primary Endpoints
* PFSbyBICR
+ 0S

Dato-DXd

6 mg/kg Q3W
(N=299)

Secondary Endpoints
+ ORRbyBICR

+ DORbyBICR

+ Safety

Stratified by: histology ® actionable genomic alteration *
anti-PD-(L)1 mAb included in most recent prior therapy, geography?

Envciiment period: 15 February 2021 to 7 November 2022

BICR, blinded independent central review, CT, chemotherapy; DOR, duration of response; ECOG PS, Eastem Cooperative Oncology Group performance status; mAb, monocional antibody, NSCLC, non-small cell ung cancer.
ORR, obyactive respense rate: 05, overall sunival PD-(L)1, programmed cel death 1 (lgand 1), PFS, progression-tree survieal Q3W, svery 3 weeks, R, randomized
Patients with KRAS mutations in the absence of known actionable genomic aterations are eligible must meet pror therapy tequirements far patients without actionable genomic aiterations, *SQuameus vs non-S4uamous

“Presence vs absence. “United States' Japan‘Western Europe vs rest of word

wclc.iaslc.org

Presented by Aaron Lisberg, ESMO 2023



Both with rather disappointing results

A 5G Docctoxel A 8 [:Hm!nvl:
in=299) (n =304) {n =239 = 304}
P 238 ey 100 No. of events 168 187
100 - ) :
Median PFS. months (35% O 3.1 (3.0 10 4.4) 3831082 s Median OF, months (954 C 18410 123 94181 10 10.6)
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80 1Z-manth OS rate, % @5% C) 4659 (0,45 (0 BL.E0) 36.72 {30.88 10 42.57)
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N - e Dato-DXd marginally improved PFS
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Dato-DXd Docetaxel Date-DXd Dosetaxel
100 (n =299 n =305 100 [n=299 n =305
Na. of eventsMo, of pafients 213299 218305 No. of events No. of patients 21529 218305
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Paz-Ares et al, JCO 2024; Ahn et al, JCO 2024




PFS in key subgroups?

Age at random
isation

Sex

Race

Smoking status

Brain metastasi
s
at baseline

Histology

Actionable gen
omic alteration
Sa

Activity of Dato-DXd was primarily driven by patients with NSQ histology?

This investigational agent is not approved for use. No TROP2-directed agents are licensed for NSCLC.

<65 years
>65 years
Male
Female
Asian
Non-Asian

Never

Former/cur
rent

With

Without

Non-squa
mous

Squamous
Absent

Present

Events, n HR
Dato-DXd Docetaxel
118/162  115/155 o 0.67
95/137  103/150 o 0.83
136/183  158/210 [P 0.79
77/116 60/95 —e ‘ 0.71
76/119 82/120 o 0.77
131/172  129/177 ® 0.76
36/61 33/52 —e " 0.67
177/238  184/251 [ 0.77
33/50 31/47 —e——H 0.64
180/249 187/258 o 0.76
156/229 168/232 -0 0.63
57/70 50/73 1.38
189/252  184/255 0.84
24/47 34/50 0.38

1

1.5 2
Docetaxel better

A

v

2.5

Pre-planned subgroup

analysis in patients with NSQ histology?

100 1

PFS probability (%)

No. at risk
Dato-DXd
Docetaxel

100 A

OS probability (%)

No. at risk
Dato-DXd
Docetaxel

80

60

40

20

0

80

60

40

20

0

PFS by BICR — NSQ population

Dato-DXd
Median (95% Cl), m 55 3.6
b onths (4.3, 6.9) (2.9, 4.2)
HR (95% Cl) 0.63 (0.51, 0.79)
1 46.6
i _‘3\,\?—4.8
i 28.2 g"m_.,__ﬁ
+ Censored 15.7
T T T T T T Ll 1
0 2 4 6 8 10 12 14 16 18
Time since randomisation (months)
234 181 135 86 67 41 20 7 1 0
234 136 91 50 32 14 10 4 0 0
OS (interim) — NSQ population
Dato-DXd
Median (95% Cl), m 134 114
b onths (12.1, 16.4) (10.1, 13.8)
HR (95% Cl) 0.79 (0.60, 1.02)
+ Censored
T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22
Time since randomisation (months)
234 220 200 168 137 99 72 46 30 11 5 0
234 206 186 150 120 89 56 35 23 8 2 0

aRegardless of histology. BICR, blinded independent central review; Dato-DXd, datopotamab deruxtecan; TROP2, trophoblast cell surface antigen 2
1. Ahn M-J, et al. Ann Oncol 2023;34(Suppl. 4):S1665-51666 (Abstract LBA12; oral presentation at ESMO 2023); 2. Girard N, et al. Poster 59P presented at ELCC 2024
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A much-awaited breakthrough and approval

A pooled analysis of datopotamab deruxtecan in patients Journal of
Thoracic

! A critical unmet need exists for effective . ; Dato-DXd elicited robust and '
! later-line treatment options for patients with 2% Pooled study population (N = 117) (© durable clinical efficacy E FDA grants accelerated appr Oval to
i EGFRm advanced NSCLC ' : : - Nl
.-'.---------------'--'-----'----'-----.-'---"'-'-"""-'-"'-: i MgngiaAréE Median 3 pnor lines of therapy i ORR MeDdloag - datOPOtamab deruXtecan dlnk for EGFR
R Sese o  Di dos (EGFR-directed and
| Methods e i aiornsl | g . mutated non-small cell lung cancer
i Pooled analysis from two trials assessing || __FEMALE i 43%) 5§ prs -
 the TROP2-directed ADC Dato-DXd in i Bo% = ; = .
H . . . = ) ' - H
pretreated patients with EGFRm NSCLC --...-f.s.'?.h.‘ ....... Pilor cainamitinil Medgg — On June 23, 2025, the Food and Drug Administration granted accelerated approval to
TROPION-Lung05 TROPION-Lung01 | i ! \/3: 1405 82% BT Erie Conaistont with the 5 datopotamab deruxtecan-dink (Datroway, Daiichi Sankyo, Inc.) for adults with locally
Phase I Phase Ill @ individual studies advanced or metastatic epidermal growth factor receptor (EGFR)-mutated non-small cell
EGFRm I Hots common EGER mteiions Any grade Grade 3 : lung cancer (NSCLC) who have received prior EGFR-directed therapy and platinum-
oS i i + Patients may have had tumors with >1 EGFRm | Z s « No new safet
N =117 ' ' Oral mucositis/stomatitis : y ; based chemotherapy.
i ' 69% 9% sngnals
i , O * No grade 4 or 5
I 0 '
Exploratory endpoints: 51% °> OC;I::/ surface ?fms AESIs :
- ORR,DOR,PFS  + 0S e E s . | § .
(byBICR) - Safety g | Exontodel L858R T790M* | 6&5 e e . Dato-DXd is the 2" ADC to be FDA
: ! *Occu utati : i ' ' -
----------------------------------------------------------------------- s approved in NSCLC after T-DXd

CONCLUSION: Dato-DXd demonstrated clinically meaningful activity and had a manageable safety
profile in previously treated patients with advanced EGFRm NSCLC

[ASLC
'_ gy AnnM-J,etal J Thorac Onc (2025) Ahn et al, JTO 2025




Why does Trop2 ADC work in EGFRm NSCLC?

Enhanced receptor Increased Trop2 expression? Sensitivity to TOP1 payload?
Internalisation? (Intracellularly vs membranous) (Deruxtecan, Tirumotecan)
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Enhanced receptor Trop2 intracellular expression (but not MOA of TOP1 ADCs

internalisation in HER2m membranous) is associated with worse
NSCLC to explain T-DXd efficacy outcomes to |ClI

Still many unknowns about mechanism of action and underlying tumour biology

Li et al, Cancer Discov 2020; Bessede et al, Clin Cancer Res 2024; Han et al, Pharmaceutics 2022



©®Datopotamab Deruxtecan in Advanced or Metastatic Non-
Small Cell Lung Cancer With Actionable Genomic Alterations:

Results From the Phase Il TROPION-Lung05 Study

Jacob Sands, MD' (&); Myung-Ju Ahn, MD?

. Aaron Lisberg, MD?

; Byoung Chul Cho, MD, PhD*

: George Blumenschein Jr, MDS;

Datopotamab deruxtecan (Dato-DXd) in patients with pretreated
advanced/metastatic NSCLC ( 6mg/kg, every 3 weeks)
AGAs: EGFR, ALK, ROS1, NTRK, BRAF, MET exon 14 skipping

TABLE 2. Antitumor Activity Assessed by Blinded Independent Central Review

Wariable Overall (N = 137 EGFR Mutations (n = 78 ALK Rearrangements (0
Confirmed ORR, Mo. (%) 49 (35.8) 34 (43.6) 8 (235)
95% CI* 278 to 44 4 324 to 55.3 10.7 to 41.2
CR, No. (%) CR=4 4(2.9) 4(5.1) 0
FR, No. (%) 45 (32.8) 30 (38.5) 8 (23.5)
S0, Ma. (%) 56 (40.9) 27 (34.8) 17 (50.0)
FD, Mo. (%) 19 (13.9) 10 (12.8) 5 (14.7)
MNon-CR/nen-PD, No. (%) 3(22) 3(38) 0
ME for BOR, No. (%) 10 (7.3) 4(5.1) 4(118)
DCR, Mo. (%) 108 (78.8) B4 (82.1) 25 (735)
95% CI* 71.0te 8563 1.7 to 898 556 to 87.1
DOR, maonths, median 7.0 7.0 7.0
g5% CI° 47t 98 42 to 102 28084
CBR, Mo. (%) 64 (46.7) 47 (53.8) 12 (35.3)
95% CI° 38.1 to 554 427 to 652 19.7 to 535
Time to response, months, median 1.5 1.5 1.4
Range 1.1-11.3 12-11.3 1.1-4.1
PFS, months, median® 5.4 58 4.3
95% CI* 471070 541083 2669

Efficacy :

ORR 36%, EGFR ORR 44%(n=78) CR=4
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Sands et al, J Clin Oncol 2025



Efficacy
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Safety

TABLE 3. Safety Summary TABLE 4. Treatment-Related Adverse Events (=10%)
N = 137, No. (%) N = 137, No. (%)
Adverse Event Any Grade Grade 3 Grade 4 Grade 5 TRAE Any Grade Grade 1 Grade 2 Grade =3
b= 129 (84.2) ) 1(0.9) 0 Stomatitis (PT) 77 (56.2) | 37 (27.0) 27 (197) 13 (9.5)
Dose adjustments because of TRAES Nauses 75 (54.7) 44 (32.1) 28 (20.4) 3(22)
Oy duct 27 (197 10 (7.3 o] 0
ose reductions L)) (7.3) Alopecia 68(496) | 48(350) 19(139)  1(07)
Doze delay 20 (21.2) 11(8.00 0 0 - -
Decreased appetite 28 (204 11 (8.0) 14 (10.2) 3232
Treatrment discontinuation 781} 1(0.7) 1({0.7) 0
Fatigue 26 (19.0) 14 (10.2) 10 (7.3) 2(1.5)
Serious TRAES 11 (8.0) 6 (4.4) 1({0.7) 1]
AESls Constipation 21(163) 16 (11.7) 5(3.6) 0
[Cral mucositis/ stomatits 30 (65.7) T5(109) | 0 0 i L 190159) 140105 626 g
Mucosal inflammation 1 (0.7)° 0 0 0 Vomiting 19{139) 10(73) 8(58) 1i0.7)
Ocular surface events 36 (26.3) 3 (2.2 0 0 Asthenia 15(10.9) §(58) 5(36) 2(15)
Infusion-related reactions 22 (16.1) 0 0 0
| Adjudicated ILD/pneumonitis 5 (3.6) ] | o] 1(0.7) .
Dose adjustments because of AESIs The mOSt common TRAE ZStomatItIS 56%
Dose reductions 17 (12.4) 6 (4.4) o o | LD 3 6%
Dose delay 16 (11.7) 5 (3.6) 0 1({0.7) )
Treatment discontinuations 5 (3.8) 0 0 1(0.7)
Serious AES|s 5 (3.8) 3(2.2) 8] 1{0.7)
AESl-associated death 1(0.7) 0 0 1(0.7)

Abbreviations: AESI, adverse event of special interest; ILD, interstitial lung disease; TRAE, treatment-related adverse event.
“The verbatim term of the mucosal inflammation event was nasal mucositis.

Low incidence of hematologic or treatment related grade >3 toxicities
TROP2 F& =2 (O|F, 29, EfdM =)



ADVANCED NSCLC - Volume 20, Issue 3, Supplement 1, 52-54, March 2025

10: Osimertinib (osi) + datopotamab deruxtecan (Dato-DXd) in patients (pts) with
EGFR-mutated (EGFRm) advanced NSCLC (aNSCLC) whose disease progressed on
first-line (1L) osi: ORCHARD

X. Le*- L. Hendriks 2 - A. Morabito ? - ... - .M. Lehman *# - PG. Fraenkel * - S.B. Goldberg ° ... Show more

Affiliations & Notes v Article Info Vv

Methods

Pts received oral osi (8o mg QD) + IV Dato-DXd (4 or 6 mg/kg Q3W in two cohorts). Enrolment started in the 4 mg cohort and was
extended to the 6 mg cohort, followed by simultaneous enrolment to both dose levels. Primary endpoint: ORR (RECIST v1.1; by
investigator). Secondary endpoints: DoR, PFS, OS, and safety. DCO: 12 Oct 2024.

Results

Overall, 69 pts received osi + Dato-DXd. Median tx duration was 9.0 and 9.8 mo for the 4 mg (n = 35) and 6 mg (n = 34) cohorts,
respectively; median duration of follow-up was 13.4 and 13.8 mo, respectively. Among 68 evaluable pts, ORR was similar between

the cohorts (4/6 mg: 43/36%); DoR (4/6 mg: 15/64% remaining in response at g mo) and PFS (4/6 mg: median, 9.5/11.7 mo) favoured

the 6 mg cohort (Table). OS was immature (37% maturity). More pts in the 6 mg cohort had grade =3 AEs related to any tx (4/6 ma:
34/56%), AEs leading to Dato-DXd dose reduction (4/6 mg: 23/59%), and adjudicated ILD/pneumonitis (4/6 mg: any grade, 3/15%;
grade =3, 3/6%).
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10: Osimertinib (osi) + datopotamab deruxtecan (Dato-DXd) in patients (pts) with
EGFR-mutated (EGFRm) advanced NSCLC (aNSCLC) whose disease progressed on
first-line (1L) osi: ORCHARD

X. Le*- L. Hendriks 2 - A. Morabito 3 - ... - .M. Lehman *® - PG. Fraenkel *® - 5.B. Goldberg *° ... Show more

Affiliations & Notes v Article Info ™V

Dato-DXd dose cohort

4 mg/kg(n = 35) 6 mg/kg (n = 33)
Pts with a response, n 15 12
ORR ORR, % (80% CI) 43 (31, 55) 36 (25, 49)
Median time to onset of response, mo (Q1, Q3) 2.7 (1.5, 4.1) 1.4 (12,21)
DoR events, n (%) 13 (87) 6 (50)
DoR
Pts remaining in response at g mo, % (95% CI)* 15 (2, 38) 64 (30, 85)
PFS events, n (%) 28 (8o) 19 (58)
Median PFS, me (95% CI)* 9.5 (7.2, 9.8) 11.7 (8.3, NC}
PFS
PFS rate at 9 mo, % (95% CI)* 50 (33, 65) 70 (49, 83)
PFS rate at 12 mo, % (95% CI)* 21 (9, 35) 39 (21, 57)

mPFS 9.5 mon, 11.7 months
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Sacituzumab Tirumotecan in EGFR-TKI-Resistant,

EGFR-Mutated Advanced NSCLC

Key Eligibility Sac.THT Primary endpoints
« ECOG score O or 1 5 ma/kg IV, Q2W * PFS assessed by BICR
* Nsg-NSCLC (stage |IB/IIC or stage IV) Secondary endpoints’
» EGFR-sensitive mutations a [+ 0S (key secondary endpoint)
» Progression after 3rd gen TKI therapy + Pemetrexed 500 mg/m? + Carboplatin AUC 5 * PFS assessed by invesigator
or progression after 1st or 2nd gen TKls or Cisplatin 75 mg/m? Q3W for up to 4 cycles * ORR, DCR, DOR, etc.
with negative T790M * Pemetrexed 500 mg/m? maintenance, Q3W + Safety
| Treaiment unil diseass progression, miclerable toxicity, or palient request to discontinue Ireatment.
Statification factors: | Statistical considerations:
1. Prior EGER-TK! therapy . I= Hierarchical testing was conducted for PFS by BICR and OS

|+ Pre-specified interim analysis for OS:

(3rd gen TKI in 1st line vs in 2nd line vs no 3rd gen TKI) | at approximately 50% maturity,

or E_c_t__r_'l_'-_nn'rhs a_f_T_n?_r_the flrst_p._sg_nent rgr_'n_l_:i_?rnlzed:_______

EELI S

§ 5= Kelun biotech- {3 (MSD) &%} (Keytruda + Sac-TMT M= Tl

OptiTROP-Lung04 study

« TROP2 :82% of patients with

EGFR-mutant NSCLC

Sac-TMT -TROP2-targeted
ADC with linker that delivers
a belotecan-derived topo |
inhibitor to tumor cells.

showing enhanced uptake
and internalization in EGFR-
mutant and TKI-resistant
models in preclinical studies



Patient characteristic

Characteristic ?::-:ITB.; Eh?::t:\;r;]py Characteristic ?:ZI;E ch‘[’nm:t.lh:ar;] Py

Median age (range), years 60 (31-73) 39 (33-73) EGFR mutation subtype*, n (%)

= 85 years, n (%) 58 (30.9) 51(27.1)
Male, n (%) 66 (35.1) 83 (44.1) Exon 19 deletion 106 (26.4) 118 (62.8)
ECOG PS 1, n (%) 153 (814) 145 (77.1) Exon 21 L838R B4 (44.7) 71(37.8)
Smoking history, n (%) T790M mutation status, n (%)

Never smoked 145 (77 1) 135 (71.8)

Current or former smoker 43 (22.9) 53 (28.2) osive 2(154) 0 (181)
Clinical stage at enroliment, n (%) Negative 48(255)  40(213)

Stage llIB/IIC 6(3.2) 3(1.6) Unknown 111(52.0) 112 (59.6)

Stage IV 182(268) 185984 prior 3rd generation EGFR-TKI, n (%)
2 3 metastatic sites, n (%) 128 (68.1) 126 (67.0)
Brain metastases, n (%) 33 (17.6) 36 (19.1) fstine 118 (62.3) nrez2)

Liver metastases, n (%) 25 (13.3) 33 (17.6) 2nd line 60 (31.9) 60 (31.9)




Efficacy

Sac-TMT Chemotherapy

(n = 188) (n = 188)
PFS events, n (%) 144 (76 6) 159 (84 6)
Median PFS, mo (95% Cl) 83(67-99) 43(42-55)
12-mo PFS rate, % (95% Cl)  32.3 (255-392) 7.9 (44 - 12.8)

JLIE :
I
£ |
: I
E a0 |
i [
; |
§ |32 HR 0.49 (95% C1: 0.39 - 0.62)
P, ! P< 0,001

Q":IM ] 9 Ir"l l & | L]

- Tme{_Munlhs]

PFS 8.3 mon vs 4.3 months (cf. Dato-Dxd ORR 5.4 mon)

OS NR vs 17.4 months

ORR 60.6% vs 43.1% (cf. Dato-Dxd ORR 44%)

Sac-TMT Chemotherapy

(n = 188) (n = 188)

OS events, n (%) 67 (35.6) 101 (53.7)
Median OS, mo (95% CI) NR (21.5-NE) 17.4(15.7 - 20.4)
18-mo OS rate, % (95% Cl) 658 (58.3 — 72.3) 48.0 (40.2 - 55 4)

65 8%

! HR 0.60 (95% CI: 0.44 - 0.82
148.0% two-sided P= 0,001

Sac-TMT is better than Chemotx



B Analysis of Progression-free Survival in Prespecified Subgroups

Table 3. Treatment-Related Adverse Events (Safety Population).*

Sacituzumab Tirumotecan Chemotherapy
Event (N=188) (N=182)

Any grade Grade =3 Any grade Grade =3

number of patients (percent)

Any treatment-related adverse event 188 (100.0) 109 (58.0) 179 (98.4) 98 (53.8)
Leading to dose reduction 57 (30.3) — 41 (22.5) -
Leading to dose interruption 69 (36.7) — 60 (33.0) -
Leading to treatment discontinuation 0 — 1 (0.5) -
Leading to deathy 0 — 1 (0.5) -

Any treatment-related serious adverse event 17 (9.0) — 32 (17.6) -

Treatment-related adverse event with an incidence of
=10% in either group

Subgroup Sac-TMT Chemotherapy Hazard Ratio for Disease Progression or Death (95% CI)
no. of eventstotal no. of patients

All patients 144188 159/188 —a 0.49 (0.39-0.62)
Sex

Male 54/66 75/83 — 0.53 (0.37-0.76)

Female 90/122 84/105 —_— 0.44 (0.33-0.60)
Age

<65 yr 100/130 118/137 m 0.46 {0.35-0.61)

=65 yr 44/58 41/51 —_—— 0.51 {0.33-0.78)
History of smoking

Current or former smoker 36/43 49/53 —_— 0.56 (0.36-0.88)

Never smoked 108/145 110/135 — 0.44 (0.34-0.59)
ECOG performance-status score

0 2435 35/43 - m 0.38 (0.22-0.65)

1 1207153 124145 . 0.50 {0.39-0.65)
Previous third-generation EGFR-TKI therapy

First-line therapy 89/118 95/117 — 0.48 (0.36-0.65)

Second-line therapy 49/60 55/60 —.— 0.49 (0.33-0.73)
Brain metastases

Yes 30/33 31/36 _— 0.73 (0.43-1.21)

No 114/155 128/152 . — 0.43 (0.33-0.56)
Liver metastases

Yes 18/25 28/33 = 0.54 {0.30-0.98)

No 126/163 131/155 —. 0.46 (0.35-0.59)
EGFR mutation subtype

Exon 21 L858R substitution 68/84 59471 —_— 0.57 (0.39-0.81)

Exon 19 deletion 77/106 101/118 e 0.42 (0.31-0.57)
T790M mutation status

Megative 39/48 32/40 . 0.50 (0.30-0.83)

Positive 23/29 30/36 _— 0.50 (0.28-0.87)

Unknown 82/111 97/112 —. 0.45 (0.33-0.61)

U.IZS 0.|50 1.00 2.:’)0
Sac-TMT Better Chemotherapy Better

Hematologic toxicity, alopecia, stomatitis
TROP2 : epithelial cell EHO| =X|5I= EHTHe A

Anemia 159 (84.6) 21 (11.2) 139 (76.4) 26 (14.3)
White-cell decreased 157 (83.5) 52 (27.7) 127 (69.8) 40 (22.0)
Alopecia 157 (83.5) 0 17 (9.3)

Neutrophil count decreased 142 (75.5) 75 (39.9) 126 (69.2) 60 (33.0)
Stomatitisi 121 (64.4) 9 (4.8) 9 (4.9) 0
Nausea 89 (47.3) 1(0.5) 86 (47.3) 2(1.1)
Anorexia 78 (41.5) 0 58 (31.9) 0
Fatigue 72 (38.3) 7(3.7) 73 (40.1) 4(2.2)
Weight loss 52 (27.7) 0 28 (15.4) 1(0.5)
Thrombocytopenia 51 (27.1) 4(2.1) 85 (46.7) 30 (16.5)
Vomiting 50 (26.6) 0 39 (21.4) 1(0.5)
Alanine aminotransferase increased 46 (24.5) 1 (0.5) 63 (34.6) 2(1.1)
Constipation 39 (20.7) 0 31 (17.0) 0
Aspartate aminotransferase increased 35 (18.6) 1(0.5) 63 (34.6) 2(1.1)
Constipation 39 (20.7) 0 31 (17.0) 0
Aspartate aminotransferase increased 35 (18.6) 1(0.5) 63 (34.6) 2(1.1)
Rash 35 (13.6) 0 14 (7.7) 0
Lymphocyte count decreased 30 (16.0) 6(3.2) 23 (12.6) 7(3.8)
Hypoalbuminemia 23 (12.2) 0 27 (14.8) 0
¥-Glutamyltransferase increased 20 (10.6) 2(L1) 27 (14.8) 3(L.6)
Hyperuricemia 20 (10.6) 0 17 (9.3) 0
Diarrhea 19 (10.1) 1(0.5) 6(3.3) 0
Hypokalemia 14 (7.4) 4 (2.1) 23 (12.6) 7(3.8)




Patritumab Deruxtecan (HER3-DXd) in
Resistant EGFR-Mutated Advanced NSCLC
After a Third-Generation EGFR TKI:

The Phase 3 HERTHENA-Lung02 Study

Tony S. K. Mok, MD, FRCPC, FASCO!

Helena A. Yu, MD,? Sun Min Lim, MD, PhD,* Isamu Okamoto, MD, PhD.* Maurice Pérol. MD *
Silvia Novelio, MD, PhD.® Christophe Dooms, MD, PhD,” Jong-Mu Sun, PhD *

Steven Kao, BHB, MBChB, PhD, FRACPR,” Pasl A. Janne, MD, PhD,' Martin Reck, MD, PhD,"
Concr Steuer, MD,'? Makoto Nishio, MD, PhD,** Yi-Long Wu, MD,'* Ronan Fougeray, MS,'
Ragni Kudchadkar, MD,'* Jian Yu Wu. ' Stephen Esker. PharmD,'* Antonio Passaro, MD, PhD'’

HER3-DXd vs Platinum Doublet in EGFRm
NSCLC after 3@ Gen EGFR TKI

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

0 P=.011" PFS improvement of 0.4 months

Median PFS (95% Cl) , months:
80 HER3-DXd 5.8 (5.5-6.8)
PBC 5.4 (5.0-5.6)

FDA submission withdrawn

« Probability of PFS (95% CI) at 9 months
I 29% (23%-35%)
L. 19% (14%-25%)

w HER3-DXd (N=293)
10 4 = PBC (N=293)
+ Censored

Probabillity of progression-free survival, %
S
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Background

Iza-bren (BL-B01D1)

aEGFR Third generation (3G) EGFR-TKI is one of the standard first-line
‘ e therapy for patients with EGFRmt NSCLC, and most patients
Affinity: High . . . ;
inevitably developed drug resistance. Subsequent therapeutic
DAR =8 options following 3G EGFR-TKI remain limited.

Cat B cleavable linker
Ed-04 (TOPI inhibitor)

|za-bren is a potential first-in-class ADC comprised of an EGFR x

wt Fc 1gG1 HER3 bispecific antibody conjugated to a novel topo-I inhibitor
GHER3 payload (Ed-04) via a stable tetrapeptide-based cleavable linker.
<“—— Human HER3
Affinity: Low

|za-bren has shown promising clinical activity and a manageable
safety profile in solid tumors including pretreated EGFRmt NSCLC!,

Here, we report the latest efficacy and safety results of iza-bren as monotherapy in pretreated EGFRmt NSCLC from two
phase l/ll studies (NCT05194982, NCT05880706).

wt: wild type; Cat B: cathepsin B; TOPI: Topoisomerase |.
[1] Ma, Yuxiang et al. The Lancet Oncology, Volume 25, Issue 7, 901-911.

Presented by: Wenfeng Fang, Sun Yat-sen University Cancer, State Key Laboratory of Oncology in South China wclc.iaslc.o rg




Study Design & Patient Disposition

Study: BL-B01D1-101

Study: BL-B01D1-203

Total Enroliment (N = 746) . NSCLC
+ EGFR mutationsT
+ Received iza-bren D1D8Q3W/D1Q3W
NSCLC patients with EGFRmut (N = 171) monotherapy
| |
D1D8Q3W D1Q3W
] |
[ | | | | | |
2.0 mg/kg 2.3 mg/kg 2.5 mg/kg 3.5 mg/kg 4.5 mg/kg 5.0 mg/kg 6.0 mg/kg
(N =5) (N = 22) (N=121) (N=2) (N=29) (N=28) (N=4)

Treatment ongoing (N = 26)
Treatment discontinued (N = 145)

100 Progressive disease
4 Adverse event

3 Death

25 Patient withdrawal

13 Other reasons”

t: Including EGFR exon19del, L858R, T790M, Exon 20ins, etc.
“: Including 5 with treatment delay =28 days; 5 discontinued per investigator decision; 2 started new anti-cancer therapy; 1 non-compliant.

Data cutoff: June 30, 2025

Presented by: Wenfeng Fang, Sun Yat-sen University Cancer, State Key Laboratory of Oncology in South China wclc. iaslc.org _




Baseline Characteristics

Total D1D8Q3W

2.0 mg/kg 2.3 mg/kg 2.5 mg/kg

3.5 mg/kg

(N =171)

Median (range) age, years 57.0 (35.0, 82.0)| 58.0 (40.0, 69.0) 61.5 (37.0, 72.0) | 57.0 (37.0, 82.0)| 39.0 (39.0, 39.0) ' 54.0 (42.0,71.0) 60.5(35.0, 73.0) 61.0 (53.0, 67.0)
Male, n (%) 72 (42.1) 3 (60.0) 10 (45.5) 51 (42.1) 1(50.0) 2(22.2) 3(37.5) 2 (50.0)
Median (range) baseline sum of |, - 11 5 151.0)64.7 (52.0. 120.0) 41.5 (18.0, 133.0)l42.0 (10.0, 181.0)64.5 (16.0, 113.0) 58.0 (27.0, 94.0) 40.5 (26.0,91.0) 63.0 (42.0, 117.0)
diameters, mm
ECOG-PS Score, n (%)

0 14 (8.2) 0 1(4.5) 9 (7.4) 0 2 (22.2) 1(12.5) 1(25.0)

1 157 (91.8) 5 (100) 21 (95.5) 112 (92.6) 2 (100) 7 (77.8) 7 (87.5) 3 (75.0)
EGFR exon19del mutation, n (%) 91 (53.2) 3 (60.0) 10 (45.5) 65 (53.7) 1(50.0) 5 (55.6) 6 (75.0) 1(25.0)
EGFR L858R mutation, n (%) 67 (39.2) 2 (40.0) 12 (54.5) 44 (36.4) 0 4 (44.4) 2 (25.0) 3 (75.0)
Brain metastasis at baseline, n (%)| 61 (35.7) 2 (40.0) 3 (13.6) 44 (36.4) 1(50.0) 6 (66.7) 3 (37.5) 2 (50.0)
Prior line of therapy, n (%)

1L 44 (25.7) 1 (20.0) 12 (54.5) 30 (24.8) 1(50.0) 0 0 0

2L 53 (31.0) 3 (60.0) 8 (36.4) 36 (29.8) 0 2(22.2) 4 (50.0) 0

3L and above 74 (43.3) 1(20.0) 2(9.1) 55 (45.5) 1(50.0) 7 (77.8) 4 (50.0) 4 (100)
Prior line of chemotherapy, n (%)

oL 74 (43.3) 1(20.0) 16 (72.7) 50 (41.3) 1(50.0) 0 5 (62.5) 1(25.0)

L 60 (35.1) 3 (60.0) 4 (18.2) 42 (34.7) 1(50.0) 5 (55.6) 3 (37.5) 2 (50.0)

2L 18 (10.5) 1(20.0) 1(4.5) 16 (13.2) 0 0 0 0

3L and above 19 (11.1) 0 1(4.5) 13 (10.7) 0 4 (44.4) 0 1(25.0)
Prior 3G EGFR-TKI, n (%) 158 (92.4) 5 (100) 22 (100) 110 (90.9) 1(50.0) 9 (100) 7 (87.5) 4 (100)
Prior PBC, n (%) 90 (52.6) 4 (80.0) 1(4.5) 69 (57.0) 1(50.0) 9 (100) 3 (37.5) 3 (75.0)
Prior anti-PD(L)-1, n (%) 31 (18.1) 0 0 25 (20.7) 1(50.0) 4 (44.4) 0 1(25.0)

Most patients were pretreated with 3G EGFR-TKI; predominant EGFR mutations in our population were exon19del and L858R.

Presented by: Wenfeng Fang, Sun Yat-sen University Cancer, State Key Laboratory of Oncology in South China

wclc.iaslc.org

Data cutoff: June 30, 2025



Depth & Duration of Response — Post TKI & chemo
naive (N = 50)

Change(%) in Tumor Size from Baseline Tumor Response by Months
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94.0% of patients with tumor shrinkage and the median (range) shrinkage (%) was -38.9 (-81.3, -0.7).

Data cutoff: June 30, 2025
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PFS & OS - Post TKI & chemo naive (N = 50)

Progression Free Survival
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The mPFS in post TKI and chemo naive patients was 12.5 mo, and the 18-mo OS rate was 69.2%.

Presented by: Wenfeng Fang, Sun Yat-sen University Cancer, State Key Laboratory of Oncology in South China

wclc.iaslc.org

Data cutoff: June 30, 2025



TRAEs with Frequency =30% (N =171)

Anaemia
Leukopenia
Neutropenia
Thrombocytopenia
Nausea

Alopecia

Asthenia

Preferred Term

Stomatitis

AST increased

Decreased appetite

ALT increased

Vomiting

TRAESs with Frequency 2 30% by Maximum Toxicity Grade

I
D |
D | Toxicity Grade
B Grade 5
. Grade 4
. Grade 3
- . Grade 2
. Grade 1
s
20 40 60 80 100

Percentage of Subjects (%)

* Patients were frequently monitored with weekly CBC.

Presented by: Wenfeng Fang, Sun Yat-sen University Cancer, State Key Laboratory of Oncology in South China

Most common Grade 3 and above AEs were
hematologic toxicities®, which were effectively
managed with standard supportive care, as
demonstrated by the low rate (1.2%) of TRAE
leading to drug discontinuation.

Among patients with Grade 3 or above
neutropenia, most patients had one or two
episodes. The median time to resolution of
Grade 3 or 4 neutropenia was 4-6 days.

Febrile neutropenia rate was 1.8%.

Primary G-CSF prophylaxis was not mandatory
in this cohort.

Only one case of Grade 1 interstitial lung
disease (ILD) was observed (0.6%). No new
safety signals were identified.

Data cutoff: June 30, 2025

wclc.iaslc.org




Conclusions

In heavily pre-treated EGFRmt NSCLC patients, iza-bren demonstrated promising efficacy with a
manageable safety profile.

o In total of 171 patients, ORR: 57.9%; cORR: 47.4%; mPFS: 6.9 mo; mOS: 24.8 mo.

o In post-TKI and chemo naive patients, ORR: 66.0%; cORR: 56.0%; mPFS: 12.5 mo; mOS was not
reached.

o In post-TKI and chemo naive patients, comparable efficacy was observed in patients with different
EGFRmt subtypes, which was consistent with total population.

Two phase |l registrational studies of iza-bren as monotherapy in EGFRmt NSCLC after progression on a
3G EGFR-TKI are ongoing in China (NCT06382116) and globally (IZABRIGHT-Lung01, NCT07100080).

Presented by: Wenfeng Fang, Sun Yat-sen University Cancer, State Key Laboratory of Oncology in South China wclc.iaslc.o rg —
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Ivonescimab vs Placebo Plus Chemo,
Phase 3 in Patients with EGFR+
NSCLC Progressed with 3rd gen
EGFR-TKI Treatment: HARMONIi
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lvonescimab

COOPERATIVE BINDING

Increased Avidity in Tumor Microenvironment
Enhanced Activity of T Cells

Anti-VEGF

Engineered

Fc-Null Region
.’ ot . 3
VEGF binding domam ) }' \
; v !; W veGF ) 5
/ '.'r" g . . A ; A
f" < r P 7T ce!/,jl PD- \ » L \ Linker
“';—‘\ o
Anti-PD-1

Summit therapeutics homepage Synergistic activity of increasing T-

cells = antitumor effect

https://smmttx.com/ivonescimab-smt112/ivonescimab-overview/default.aspx
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Cooperative Binding Offers Potential to Drive Synergistic Anti-Tumor
Activity

Dual Blocking of PD-1 & VEGF

Increased Avidity in TME"

VEGF-A efficiently enhances the binding affinity to PD-1 by several fold

Enhanced Activity of T Cells”

VEGF dimer leads to potential interconnection of ivonescimab molecules,
which may increase activity of T cells

T1/2 ~10 days’ and Fc-null region’

Could potentially lead to a favorable safety profile ee VEGF Dimer Y PD-1Receptorin T Cell

Images for illustrative purposes only.

*in vitro

https://smmttx.com/ivonescimab-smt112/ivonescimab-overview/default.aspx



Phase 3 Study Design HARMONI

e o i + Endpoints:
Key Eligibility Criteria Ivonescimab P
Chemotherapy g
Locally advanced or (N = 219) Primary
metastatic NSCLC: » OS, PFS by IRRC per RECIST 1.1
EGFR Sensitizing Secondary
mutation+ « ORRDby IRRC, DoR, safety and
Progressed on 3" gen tolerabilit
EGFR-TKI N=438 Placebo + y
ECOG 0 or 1 Chemotherapy _
Any PD-L1 expression (N = 219) Planned Efficacy Analyses
e PFS primary (at ~231 events) &
fioation £ Ve ~ OS interim analyses
Strati |cat|0|T act?r . Ivonescimab: 20 mg/kg Q3W « OSfinal analysis (at ~261 events)
by geo.graphlc region: Chemotherapy:
Brain metastases « Carboplatin: AUC5 Q3W x 4 cycles FPI: Jan 2022 (overall)
(yes or nO) (2‘] day/cyc]e) LPI Asia: Nov 2022
« Pemetrexed: 500 mg/m2 Q3W LPI NA & EU (and overall): Oct 2024
\ / DoR=duration of response; ECOG=eastern cooperative oncology group; EGFR= Epidermal growth
factor receptor; EU=Europe; FPI=first patient in; IRRC= independent radiology review committee;
Note: Positive outcomes were reported from the single-region e e e e
(ASia) Study HARMON|-A' With PFS as the primary endpoint_ cell death ligand; PFS=progression-free survival; Q3W=every 3 weeks; RECIST=response

evaluation criteria in solid tumors.




Demographic and Baseline Characteristics HARMON

Arms were well-balanced; majority were females, ECOG 1, never smokers; 25% with brain mets

Ivonescimab+chemo Placebo+chemo
Characteristic, n (%) (N=219) (N=219)

Age — Median (range) 62 (32-84) 60 (36-84)
>65 yr 83 (37.9) 88 (40.2)
Female 130 (59.4) 127 (58.0)
Region — NA & Europe 83 (37.9) 82 (37.4)
Asia 136 (62.1) 137 (62.6)
Race - Asian 153 (69.9) 153 (69.9)
White 51(23.3) 54 (24.7)
ECOG - 1 162 (74.0) 157 (71.7)
Smoking - Never 143 (65.3) 155 (70.8)
Stage - IV 215(98.2) 214 (97.7)
Brain metastasis 54 (24.7) 54 (24.7)
Liver metastasis 32(14.6) 23 (10.5)
Prior line of systemic cancer therapy (median) 1.0 1.0
Prior EGFR-TKI
1st/2nd generation 95 (43.4) 92 (42.0)
3" generation 219 (100) 218 (99.5)
4t generation 1(0.5) 0
EGFR Mutation
19del 131 (59.8) 118 (53.9) * Non-19del/L858R
L858R 74 (33.8) 90 (41.1) mutations include G719X,
Non-19del/L858R* 15 (6.8) 11 (5.0) LB61Q, 5768, etc.

Y wclciasicorg (N



Overall Response Rate and Duration of Response HARMONI
By IRRC

100%

80% 1 84%
DCR

o %
60% chemo chemo

n 98 75

ORR/DCR

40%
Median (95% CI) 7.6 (5.5-10.6) 4.2 (2.9-4.7)

20%

0%

1
lvonescimab+chemo Placebo+chemo




Primary Endpoint: PFS by IRRC HARMON

Statistically significant and clinically meaningful benefit with ivonescimab

100 - median FU: 22.3 mo
Events,n (%) Median HR PValue
(mo) (95% ClI)
80 1 lvonescimab+chemo 129 (75.0) 6.8 0.52  <0.0001
Placebo+chemo 146 (84.4) 4.4 (0.41-0.66)
g; 60 -
® :
a 40 - !
. —|vonescimab+chemo
! —Placebo+chemo
20 - !
|
|
l 1
0 L | : " : L | L | " - | . L |
0 3 6 9 12 15 18 21 24 27
No. at risk Months
lvonescimab+chemo 172 134 76 48 34 24 16 10 5 0
Placebo+chemo 173 100 50 24 12 9 4 2 T 0

Consistent PFS benefit by investigator: HR = 0.58 (95% Cl: 0.45-0.73)

D cicesicorg




PFS by IRRC - Subgroup Analysis

Consistent across pre-defined subgroups

HARMON]

Favors Ivonescimab Favors Placebo Hazard Ratio

Ivonescimab Placebo +

+ chemo chemo + chemo +—— +chemo (95% CI)
(Events/N) (Events/N)
‘Overall population 129/172 146/173 = 0.52 (0.41-0.66)
‘Age
- <65 years 89/115 101/110 0.50 (0.37-0.67)
>=65 years 40/57 45/63 0.61 (0.39-0.94)
‘Sex
"~ Female 74/97 74/92 = 0.60 (0.43-0.83)
Male 55/75 72/81 " 0.49 (0.34-0.70)
‘Geographic region
" NA&EU 6/36 12/36 0.30 (0.10-0.86
Asia 123/136 134/137 = 0.56 i0.43-0.?1;
‘Brain metastases prior to study entry
"~ Present 28/41 34/42 0.34 (0.20-0.57
Absent 101/131 112/131 = 0.59 E0_45-0_77§
‘Smoking history
"~ Never 95/117 101/121 = 0.58 (0.43-0.77)
Former/Current 34/55 45/52 0.47 (0.30-0.74)
‘Baseline ECOG performance status 19/35 3343
0 )
1 110/137 113/130 = ggg Eggg_g?ﬂ
‘Baseline EGFR mutation ' ’ '
19Del 77/104 69/86 = .
L858R 45/56 73/78 8?? (832_8;‘51)
T790M 25/27 1721 0.35 (0 18-0.66]
‘Liver metastases prior to study entry ' ’ '
" Present 19/26 15/20
— - 0.69 (0.34-1.39)
Absent 110/146 131/153 | | | 0.52 (0.40-0.67)
0.1 0.5 1 2



Overall Survival: Longer Term Western Follow-up Harwvoni
OS stable with longer term Western data, nominal p=0.0332

100 - Events,n Maedian HR PValue
(%) (mo) (95% CI)
Ivonescimab + chemo 134 (61.2) 16.8 0.78 0.0332
80 - (0.62-0.98)
Placebo + chemo 157 (71.7) 14.0
60 Region Median FU Median OS
= (mo) (mo)
“J,’ NA & EU 13.7 17.0vs. 14.0
O 40 NA 14.6 NRvs. 14.0
Asia 32.7 16.7 vs. 14.0
ettt Data cutoff
20 - —Ivonescimab+chemo NAEU: Sep 2025
Asia:  Apr 2025
—Placebo+chemo
0 | | | | | | | | | | | | | | | | | | L | | | | | L
0 3 6 9 12 15 18 21 24 27 30 33 36 39
. Months
No. at risk
Ivonescimab+chemo 219 212 190 160 127 92 68 93 43 33 26 16 5 0
Placebo+chemo 219 210 186 159 119 74 56 45 38 30 18 9 0




Immune-related and VEGF-related TRAEs

Most common irAEs: hypo/hyperthryroidism, transaminase elevation, rash; mostly low grade

HARMON]

Most common VEGF-related TRAEs: proteinuria, hypertension, hemorrhage; mostly low grade

irAE

I 9.6

Total P 6.0
Hypothyroidism §0.5
0

Hyperthyroidism 4.1
0

. 0928
ALT increased .
Boo 32

3.2
2.8

los 28
Rashos 32

Amylase los14
increased 10.5 2.8

o5 28
Stomatitis 05

AST increased

Creatinine 23

increased

0%

8.3

Pneumonitis/ILD, lvo arm vs Pbo arm:
2.8% (1.4% Grade =3) vs 1.8% (1.4% Grade =3)

17.9

Any Grade Grade =3

lvonescimab + chemo

Placebo + chemo

20%
Percent of Subjects (%)

33.0

VEGF-related
I 3

Total - 32

Boo

Proteinuria 73

3.7
Hypertension I 09 3.7

0.9
1.8

1.8/2.8
1.4/2.8

Hemorrhage

Venous Thromboembolic .
Events (VTE) |}

Arterial Thromboembolism
Events (ATE)

Congestive l 09/09
Heart Failure |0

0.5
B 0914

Gastrointestinal I 0.5/0.5
Perforations and Fistula |0

0%

10.6
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33.5

Any Grade Grade =3

Ivonescimab + chemo .

Placebo + chemo .

20% 40%

Percent of Subjects (%)



HARMONI

Summary

* Ivonescimab had a significant and clinically meaningful PFS benefit in |V (4
EGFRm+ NSCLC patients post-3 gen TKI

» Reduced risk of progression or death by 48% vs chemotherapy, HR=0.52
« Consistent efficacy across pre-defined subgroups yu
» Increased ORR and DoR - &

« OS final analysis showed favorable trend; HR=0.79 with p=0.0570
« Longer-term follow-up of Western patients showed stable OS; HR=0.78 with nominal p=0.0332
« Western patients’ median OS was numerically higher by 3 months

* |vonescimab well tolerated, with no new safety findings
» <1% Grade 3+ bleeding and comparable rates of discontinuation and death between arms
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Safety Profile and Anti-Tumor Efficacy of VRN110755, a
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EGFR activating mutation in non-small cell lung cancer (NSCLC)

= Approximately 25~30% of NSCLC patients harbor EGFR activating mutations.

» Third-generation EGFR TKls are widely used as a standard of care for EGFR-mutant NSCLC, but on-
target EGFR resistance mutations still arise.

= EGFR-C797S Is one of the most common acquired resistant mechanisms against 3G EGFR TKI
however, there Is no approved treatment available.

= CNS metastasis is associated with poor prognosis in EGFRm NSCLC, and 20% of patients treated with
osimertinib develop CNS progression’.

= VRN11is a mutant-selective EGFR inhibitor characterized by high brain permeability.

"Wang C, Zhao K, Hu S, Dong W, Gong Y, Xie C. Clinical Outcomes of Afatinib Versus Osimertinib in Patients With Non-Small Cell Lung Cancer With Uncommon EGFR Mutations: A Pool
Oncologist. 2023 Jun 2;28(6).e397-e405. doi: 10.1093/oncolo/oyad?111. PMID: 37116899; PMCID: PMC10243768. '

Myung-Ju Ahn, MD, PhD
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. l



Clinical efficacy in patients with C797S-positive

h ) ctDNA clearance Best changes in Brain lesion Best
PatientID Dose level EGFR mutants Prior TKls (C7975) Target lesions (%) response response
1 40mg  L858R/C797S/R776H Dg:i;“;'r‘,:::":;‘ 100% -51.4 Response PR
2 160 mg Del19/C797S Osimertinib 100% -45.3 Response PR
3 240 mg Del19/C797S c')':i:e’:;?r"?b 100% -44.1 Response PR
4 80 mg Del19/C797S Osimertinib 90% 31.2 Non-response PD

Tumor assessment (C797 S+ patients) )
Molecular response (C797S+ patients)

%a 40- 297

s o

= &) - #3 240mg
2 o0 r 1.5
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Myung-Ju Ahn, MD, PhD
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. ' m e v



Tumor Volume [mm’]

VRN110735, potent EGFRm inhibitor with high CNS activity in preclinical
model

EGFR, Del19 + C797S, Xenograft

+ C797S : )
EGFR Common: Del19, Xenograft £ EGFR Uncommon: G719A-S768| PDX
g - “JVehicle
- Vehicle § -8 Osimertinib (12.5mpk) 600~ Dosing stop
15001 ) - 5 -8 VRM110755 (10mpk) a_ - Vehicle
=2= (Osimertinib (12.5 mpk) g E o Osimertinib 12.5mpk
VRN110755 (1 mpk) = ‘E’ 400 VEM11 3mpk
_ 7
10004 -e VREN110755 (3 mpk) Gn 5 10 15 20 25 E VRMN11 10mpk
-s- VRN110755 (10 mpk) 1 Days after treatment > & VRN11 30mpk
: = 2003
i o
500 g
5
= 0
0 EGFR, Del19, Xenograft in Brain 0
0 5 10 15 20 Days after treatment
Days after treatment Bra i n — 1x10°+
-‘1-:-‘ 1x105 -8 Vehicle
Q
g o & Osimertinib (12.5mpk, QD)
£ a0’
= YWRMN110755 (Smpk, Q0)
Mouse Monkey EE & VRN110755 (10mpk, QD)
T 1x10%- * VRN110755 (20mpk, QD)
Kp,uu.brain 0.6 1.7 E

1x104 . T T T 1
Kp,uu,csf N.D. 2.6 o s 10 15 20 25 L
Days after treatment
Myung-Ju Ahn, MD, PhD
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. ' m e e



Key Eligibility Criteria

Age = 18 years

Diagnosis of advance (Stage
[HIB/IV or recurrent) NSCLC,
harboring EGFR mutation
Measurable disease per RECIST
v1.A

Prior EGFR TKI treatment with
disease progression

ECOG 0-1

Advanced NSCLC with EGFR
mutation

Without other driver mutations,
e.g. KRAS G12X, cMET amp,
etc

Without EGFR/HERZ exon20
insertion mutation
Asymptomatic brain metastasis
can be enrolled

Myung-Ju Ahn, MD, PhD

Dose escalation

Backfill

Backfill

Backfill

Primary endpoints:
Maximal Tolerable Dose, Serious Adverse Events, DLT
Secondary endpoints:

Pharmacokinetics, Anti-tumor responses, ctDNA changes g

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

VRN110755-01 study design (Phase 1/2)_Monotherapy

Dose expansion

Cohort-1

Common EGFRm
Treatment naive

Cohort-2

Common EGFRm with CNS metastasis
TKl-naive

Cohort-3

Common EGFRm with C797S after 1L
3rd Gen TKI (Osi, Laz, Ami+Laz)

Cohort-4
Atypical/luncommon EGFRm
TKI-naive

Cohort-5
Atypical/uncommon EGFRm

One prior TKI (allow = 1 prior systemic regimen)




The EGFR common driver mutation progressed after EGFR TKI, without

resistance mutations

Case Study at 80 mg cohort: 53 years old, female patient harboring EGFR Del19 progressed on Platinum,
following Afatinib. Dose escalation to 160mg further reduced size of the tumor.

VRN11 VRN11 VRN11
160mg 160mg 160mg

== Pemetrexed/C VRN11 VRNA1 VRN11
arboplatin 80mg C1D1 || 80mg C2D1 || 80mg C5D1 C7D1 CcoDf1 ¢11D1

o ’
2019-0217 20220523 _ =" 20241217/ -34%. PR -34%, PR / -47.4%, PR
' ongoing treatment

N\ /T

Left lung
Target lesion

Pleural
effusion

Myung-Ju Ahn, MD, PhD

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.




C797S-Positive patients with brain metastases

Case Study at 160 mg cohort: 47 years old female patient harboring EGFR Del19/C797S progressed on
DS-1062a, following Osimertinib.

VRN11

VRN11 VRN11 VRN11
m 160mg C1D1 160mg C2D1 160mg C3D1 160mg C5D1
Baseline |2025-06-24 2025-10-14
—jh @ : P
20221128 L o / -34% PR _~“ Ongoing treatment
- / -
/ ”~
o / -26% SD -~ -45.3% PR

Right lung
target lesions Target lesion

Brain, non-

Brain non-target lesions had disappeared

Myung-Ju Ahn, MD, PhD
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Conclusions

VRN110755 demonstrates favorable pharmacokinetics and high CNS penetration, promising high target
engagement (4x) compared to osimertinib

The most common adverse events were diarrhea, skin rash, and dry skin, but mostly grade 1-2. No dose-
limiting toxicity was observed up to 400mg

Promising anti-tumor efficacy (ORR 19% and DCR 90%) was observed with VRN110755 treatment,
>80mg in heavily pretreated patients (= 2, median 3 prior systemic therapies)

lts robust activity in 3G TKl-resistant EGFR-mutant (C797S), together with high brain permeability and
intracranial efficacy, supports VRN110755 as a potential best-in-class frontline EGFR inhibitor.

Myung-Ju Ahn, MD, PhD

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.




2L Therapy EGFRm NSCLC

FIRST-LINE FLAURA SECOND-LINE THIRD-LINE
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