6& Lung Cancer
UPDATES GOLP

ASCO HIGHLIGHTS research
30 MAYO - 03 JUNIO 2025

Chicago, USA

Enfermedad avanzada
dirigidos a diana.
Conclusiones

Monica Antonanzas Basa




EGFR -

GecCP

Current Treatment =

Landscape for Front °

Line EGFR+ NSCLC osimertinib PFES ORR

: 0S
Palliative
\.._\ care
amivantamab osimertinib +
+ |lazertinib chemo
Baumann ASCO 2025



EGFR

Current Treatment
Landscape for Front

AEs

Line EGFR+ NSCLC osimertinib PFS

ORR

Time

0S

Palliative
. care

\\

amivantamab osimertinib +
+ lazertinib chemo

o>
GeCP

lung cancer
rrrrrrr h

Baumann ASCO 2025



o
EGFR serh

lung cancer
research

Current Treatment
Landscape for Front

Line EGFR'I' NSCLC osimertinib PFES ORR

AEs

0S EGFR-independent
EGFR _ | Amplification ||  Mutation Upregulation Fusion
o EGFR on-target mutations el
Palliative * . ) 41
. e 4 .  BEHHE R | R
ATPand " TR 1
EGFRTKI - | EGFR amphﬁcataon 1 ‘l!

amivantamab osimertinib + ®)
o ®
+ lazertinib chemo ®
G

o —

transformation

| | |
(GO
| | 0@0

Cell growth + survival
Angiogenesis
Migration/Invasion

Baumann ASCO 2025



EGFR

Extensive PD

PD on osimertinib

OligoPD

Small cell
transformation

Prof Vanita Noronha, Mumbai (India)

2025 ASCO #ASCO25 PRESENTED BY:
ARMNUALMEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org

Amivantamab + chemo
+/- lazertinib
(MARIPOSA 2)

Atezolizumab +
bevacizumab + pacli +
platinum (IMpower150,

ATTLAS)

Platinum-based
chemotherapy

Local ablative therapy
and continue
osimertinib

Platinum + etoposide +
10

" AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER

lung cancer
research




EGFR. 2° linea MET Gecﬁ
Oral Abstract 8505. SACHI study. Phase 3 Savolitinib + Osimertinib vs Chemo in MET amplified iz

Savolitinib 600mg (BW=50kg),

Unresectable or metastatic NSCLC or 400mg (BW=50kg) QD + Until PD or
EGFRm, PD on first-line EGFR-TKI Osimertinib 80mg QD IS CtauchaRieny

® 1920 G: T790M-, METamp; N = 106

5 METamp
METamp (FISH+) confirmed by

Conditionally cressovered
to Savo-Osl after IRC-
assessed PD

central lab ycle then Pemetrexec Until PD or
ECOG PS 0-1 ainte re intolerable toxicity

METamp: Stratification factors: Primary endpoint: PFS by investigator

+ Post 18/2" G: MET copy humber =5 or = Brain metastasis: (yes or no) Secondary endpoints: PFS by IRC, ORR, DCR

DoR, TTR, OS5, safety

MET/CEPT =2 + Prior 3 G EGFR-TKI: (yes or no)
+ Post 3" G: MET copy number = 10 « EGFR mutation: (ex19del vs L858R vs others)
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Savolitinib 600mg (BW=50kg),

+ Unresectable or metastatic NSCLC

*« EGFRm, PD on first-line EGFR-TKI

or 400mg (BW=50kg) QD +

Osimertinib 80mg QD

® 1920 G: T790M-, METamp; N = 106
* 34 G: METamp 1:1
« METamp (FISH+) confirmed by
central lab e

- ECOG PS 0-1

J

Until PD or
intolerable toxicity

Conditionally cressovered
to Savo-Osl after IRC-
assessed PD

Until PD or
intolerable toxicity

—_—

Progression-free Survival: Investigator
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Prior 1%t /2"? G EGFR-TKI-treated population ITT population
o Chemo Chemo
00— N=58 100 N=106
80— Events, n (%) 4 (53) dd (BE) an 4 Events, n (%) 70 (58] T6172)
0] mPES (5% CI), montha 9.8(6.9, 12.5) 5.4(42 60) 80 LY mPES (85% Cl), months 8.2(6.9,11.2) 4.5(3.0,54)
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The predefined statistical significance thresholds for the primary endpoint were met in both the
prior 1st/2rd G EGFR-TKI-treated and ITT populations.
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Oral Abstract 8505. SACHI study. Phase 3 Savolitinib + Osimertinib vs Chemo in MET amplified

Savolitinib 600mg (BW=50kg),

Unresectable or metastatic NSCLC
EGFRm, FD on first-line EGFR-TKI
= 1520 G T790M-, METamp;

Osimertinib 80mg QD
N = 106

5 METamp
METamp (FISH+) confirmed by

central lab

ECOG PS 0-1

or 400mg (BW=50kg) QD +

Until PD or
intolerable toxicity

Conditionally cressovered
to Savo-Osl after IRC-
assessed PD

Until PD or
intolerable toxicity

Progression-free Survival: Investigator

H st jond : i
Prior 1%t /2"? G EGFR-TKI-treated population ITT population
o Chemo Chemo
00— H=58 100 N=105
80— Events, n (%) 4 (53) dd (BE) an 4 Events, n (%) 70 (58] T6172)
0] mPFS (95% CI), montha 9.8(6.9,125  54(42 60) 80 LY mPFS (95% Cl), months 8.2(69,112)  45(30,54)
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The predefined statistical significance thresholds for the primary endpoint were met in both the
prior 1st/2rd G EGFR-TKI-treated and ITT populations.
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- Prior 3" G EGFR-TKI treated subgroup

Investigator
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Oral Abstract 8505. SACHI study (China). Phase 3 Savolitinib + Osimertinib vs Chemo in MET g e
amplified

ORR combination 58%

Savo-Osi Chemo

60

Eest changa from basaling In targat lesion size (%)

-804

=a7 d Resporme

o
=]

Savo-Osi Chemo :

. 2.74 (1.50-4.98)

ORR, % (95% CI) 58 (49-68) 34 (25-44) p=0.0004
) ; 3.96 (1.81-8.82)

DCR, % (95% CI) 89 (81-84) 67 (57-76) p=0.0001

Median DoR, menth {95% CI) 8.4 (5.9-11.1) 32(2.84.2)
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ORR combination 58%

Savo-Osi

60

40

Chemo

White blood cell count decreased
Nausea

Vomiting

Anaemia

Neutrophil count decreased
Hypoalbuminaemia

Decreased appetite

Oedema peripheral

Platelet count decreased

Alanine aminotransferase increased
Aspartate aminotransferase increased
Blocd creatinine increased

Pyrexia

Weight decreased

Hypocalcaemia
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38

73
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20 I — — = e e e e e e e e
Diarrhoea
0 : W Savalitinib + Osimertinib, all grades
20 I Hypokalaemia Pemetrexed + Platinum, all grades
- . i W Savolitinib + Osimertinib, Grades=3
7 —— | [ L sl B Pemetrexed + Platinum, Grades=3
T 100 90 80 70 60 S50 40 30 20 10 0 10 20 30 40 50 60 70 80 S0 100

-60 -60
Patients (%)

Eest changa from basaling In targat lesion size (%)

mrenmensn ensen Wotsh rinanen

_10p "= d Respcnes

-100

-80

Wi icasiie Disiac BStabe Distiss
Fualial Haguanias

Savo-Osi Chemo
N=106 N=105

ORR, % (95% CI)

DCR, % (95% CI)

Median DoR, month (95% CI)

58 (49-68)

89 (81-94)

8.4 (59-11.1)

Stratified OR (95% Cl)

34 (25-44)

67 (57-76)

32(2.842)

2.74 (1.50-4.98)
p=0.0004

3.98 (1.81-8.82)
p=0.0001
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ORR combination 58%
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Chemo

Stratified OR (95% Cl)

34 (25-44)

67 (57-76)

32(2.842)

2.74 (1.50-4.98)
p=0.0004

3.98 (1.81-8.82)
p=0.0001
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73

Savo-Osi Chemo g
. 2.74 (1.50-4.98)
ORR, % (95% CI) 58 (49-68) 34 (25-44) p=0.0004
) ) 3.98 (1.81-8.82)
DCR, % (95% CI) 89 (81-84) 67 (57-76) p=0.0001
Median DoR, month (95% CI) 8.4 (5.9-11.1) i i -

W Savalitinib + Osimertinib, all grades
Pemetrexed + Platinum, all grades
W Savolitinib + Osimertinib, Gradesz3
W Pemetrexed + Platinum, Gradesz3
——

100 80 80 70 60 50 40 30 20 10 O 10 20 30 40 50 60 7O 80 90 100

Hypokalaemia
Constipation

Paticnts (%)

Efectos adversos gastrointestinales y
edema periferico

Chemo

N=105
Events, n (%) 39 (37) 45 (43)
mOS (95% Cl), months 22.9(16.8,NE) 17.7(14.9, 26.3)
Unstratified HR (95% CI) 0.84 (0.55, 1.29)
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Protocol version 7

PD on first-line osimertinib;

MET IHC3+/290% or FISH10+

Savolitinib 300 mg BID +
osimertinib 80 mg QD

(n=48: included in primary *:

efficacy population) I

21 I

randomization Crossovers :

|

I . Savolitinib 300 mg BID + I
placebo (n=25)

Stratification by
brain mefastases (yes vs no)

Population

Primary endpoint; MET IHC3+/290% and / or FISH10 + status after PD
ORR (investigator on firstdine oslmertinlb (primary efficacy population; n=80)

assessment)" MET IHC3+/250% and / or FISH5+ status after PD on osimertinib

o>
GeCP

lung cancer
research
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Protocol version 7

PD on first-line osimertinib;

MET IHC3+/290% or FISH10+

Savolitinib 300 mg BID +
osimertinib 80 mg QD

(n=48. included in primary *:

efficacy population) I

21 I

randomization Crossaver® :

|

I . Savolitinib 300 mg BID + I
placebo (n=25)

Stratification by
brain mefastases (yes vs no)

Population
Primary endpoint; MET IHC3+/290% and / or FISH10 + status after PD

ORR (investigator on firstdine esimertinlb (primary efficacy population; n=80)
assessment)’ MET IHC3+/250% and / or FISH5+ status after PD on osimertinib
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* Confirmed ORR and median DoR were higher with savolitinib + osimertinib versus savolitinib + placebo;
ORR and median DoR were similar when assessed by BICR or by investigator

BICR-assessed Investigator-assessed
Savolitinib + osimertinib SSSavolitinib+placebo s Savolitinib + osimertinib FSavelitinib+ placebo

(n=48) (n=25) (n=48) {n=25)
Conflrmed ORR, % (95% CI) 58 (43,72) 16 (5, 38) 54 (39, 69) 24 (9, 45)

(n=28) (n=4) (n=26) (n=6)
Median DoR, months (95% CI) 11.8 (6.0, NC) 4.5 (2.6, NC) 8.0 (4.9, 11.7) 4.2 (2.6, NC)
Median time to onset of response, weeks (IQR) 6.0 (5.7-6.2) 6.1 (5.8-6.3) 6.1 (6.0-7.0) 6.1 (5.4-6.3)

100 100+ .
g0 4 Savolitinib + osimertinib BICR-assessed 80 Savolitinib + placebo BICR-assessed

60+

Best percentage change from
baseline In target leslon size

Best objective response: M PR BSD BMPD | NE

Dy cubnl, A 29, 2024
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CNS efficacy by CNS BICR in patients with CNS metastases at
baseline

= 14 patients in the savolitinib + osimertinib group and 4 patients in the savolitinib + placebo group had
21 measurable and / or non-measurable CNS lesion by CNS BICR at baseline

Savolitinib + osimertinib Savolitinib + placebo

(n=14) (n=4)

CNS best objective response, n (%)

Response 6 (43) 1(25)
Complete response 2(14) 0
Partial response 4 (29) 1(25)
Non-response 8 (57) 3(75)
Stable disease 7(50) 1(25)
Progressive disease 1(7) 1(258)
Not evaluable 0 1(25)
CNS confirmed ORR, % (95% CI) 43 (18, 71) 25 (1,81)
CNS median DoR, months, (95% CI)* NR (6.0, NC) 6.9 (NC, NC)
CNS PFS events, n (%) 5 (36) 2(50)

Median follow up for CNS PFS, months (95% Cl) 5.8 (1.6, 16.6) 2.1(0.0,8.5)
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CNS efficacy by CNS BICR in patients with CNS metastases at
baseline

= 14 patients in the savolitinib + osimertinib group and 4 patients in the savolitinib + placebo group had
21 measurable and / or non-measurable CNS lesion by CNS BICR at baseline

Savolitinib + osimertinib Savolitinib : placebo Median PFS, months {95'% Cl]
n=14 n=
e ——— _— e Savolitinib + osimertinib 8.3 (5.8, 15.1)
Response 6 (43) 1(25) Savolitinib + placebo 36(14,57)
oo oy - PFS HR (95% CI): 0.27 (0.13, 0.57)
Partial response 4(29) 1(25) oo o et
Non-response 8 (57) 3(75) PF5 events / patients
Stable disease 7 (50) 1(25) Savolitinib + osimertinib 26/ 48 (54% maturity)
A Savolitinib + placebo 14/ 25 (56% maturity)
Progressive disease 1(7) 1(258)
Not evaluable 0 1(25)
CNS confirmed ORR, % (95% Cl) 43 (18, 71) 25(1, 81)
CNS median DoR, months, (95% CI)* NR (6.0, NC) 6.9 (NC, NC)
CNS PFS events, n (%) 5 (36) 2 (50)

Median follow up for CNS PFS, months (95% Cl) 5.8 (1.6, 16.6) 2.1(0.0,8.5)
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CNS efficacy by CNS BICR in patients with CNS metastases at
baseline

= 14 patients in the savolitinib + osimertinib group and 4 patients in the savolitinib + placebo group had
21 measurable and / or non-measurable CNS lesion by CNS BICR at baseline

Savolitinib + osimertinib Savolitinib : placebo Median PFS, months {95'% Cl]
n=14 n=
e ——— _— e Savolitinib + osimertinib 8.3 (5.8, 15.1)
Response 6 (43) 1(25) Savolitinib + placebo 36(14,57)
oo oy - PFS HR (95% CI): 0.27 (0.13, 0.57)
Partial response 4(29) 1(25) oo o et
Non-response 8 (57) 3(75) PF5 events / patients
Stable disease 7 (50) 1(25) Savolitinib + osimertinib 26/ 48 (54% maturity)
A Savolitinib + placebo 14/ 25 (56% maturity)
Progressive disease 1(7) 1(258)
Not evaluable 0 1(25)
CNS confirmed ORR, % (95% Cl) 43 (18, 71) 25(1, 81)
CNS median DoR, months, (95% CI)* NR (6.0, NC) 6.9 (NC, NC)
CNS PFS events, n (%) 5 (36) 2 (50)
Median follow up for CNS PFS, months (95% Cl) 58 (186, 16.6) 2.1(0.0,8.5)

Latest efficacy findings from SAVANNAH suggest that targeting both EGFR and MET alterations in
MET-mediated resistance to osimertinib is key for systemic and intracranial activity and support
further investigation of savolitinib + osimertinib, including CNS activity, in the Phase 3 SAFFRON study
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| Name | Design | N | _lnclusioncriteria | Endpoints | Results _____

SACHI

SAVANNAH

ORCHARD

SAFFRON

FLOWERS/CT

ONG2008

SANOVO

Phase 3 study of
Osimertinib + savoltinib
vs chemo

Phase 2 study of
osimertinib + savolitinib

Phase 2 platform trial
evaluating resistance to
osi

Phase 3 comparing
osimertinib + savolitinib
vs pem + carbo

Ph 2 RCT comparing osi
+/- savolitinib

Ph 3 RCT savolitinib or
placebo with osimertinib

211

172

30
(interim-
20)

324

44

320

EGFRm, PD on 15t line

EGFR TKI (65% 15t/2M gen:

35% 3" gen)

PD post 1-3 cycles of EGFR
TKI, METamp (IHC 90%,

FISH 10+)

PD on 1L osimertinib with
MET alterations on NGS

Chemo naive, PS 0-1,

received osimertinib as 1st

or 2"d line therapy

Chemo naive, EGFRm and

METamp (IHC/NGS)

First line EGFRm and
METamp

1°: PFS

1°: ORR

1°: ORR

1°: PFS

1°: ORR

12: PES

ORR: 58% vs 34%
mPFS: 8.2 vs 4.5; HR=0.34,
P<0.0001
Grade>3 AEs: 57% vs 57%

ORR: 55%
mPFS: 7.5 mths (6.4-11.3)
Grade>3 AEs: 56.4%

ORR: 41%
Grade>3 AEs: 30%

NA

ORR: 90.5% vs 60.9%
mPFS: 19.6 vs 9.3; HR=0.8 (0.19-
1.81); Gr>3 AEs: 57.1% vs 8.7%

NA

Lu etal, ASCO 2025; Ahn M-J et al, ELCC 2025; Lu et al ESMO 2021; Oxnard et al, ASCO 2019; Lu et al, WCLC 2022; Yang WCLC 2024; Zhou et al, WCLC 2022

Noronha Educational ASCO 2025
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Key inclusion criteria

- Histologically or cytologically confirmed la/m NSCLC

+ EGFR sensitive mutation positive

MET-overexpression defined as zIHC 1+
IHC 1+/2+/3+ staining in cytomembrane)

+  Prior treatment with 1s4/279/3d-generation
At least one measurable lesion per RECI

Study design
Phase 1 Dose-escalation

RC108 2.0mg/kg Q3w
Furmonertinib 80mg
QD

| RC108 HP%

RC108 1.5mg/kg Q3w
Furmonertinib 80mg
QD

(=210% of tumor cells has

(G) EGFR-TKI
ST v1.1

Phase 2 Dose-expansion

+ RC108 2.0mg/kg
Q3w
« Furmonertinib

Table 3. Antitumor activity

C-Met= IHC 1+ C-Met= IHC 3+
C-Met = IHC and cyto Iasmlc and cyto Iasm[c

1 3+< 3+ <20

N_37

Best overall response, n (%)

PR 15 (33.3) 15 (40.5) 11 (61.1)
SD 20 (44.4) 17 (45.9) 6 (33.3)
PD 8(17.8) 4(10.8) 1(5.6)
NE 2 (4.4) 1(2.7) 0
ORR, n (%) 15(33.3) 15 (40.5) 11 (61.1)
DCR,n (%) 35(77.8) 32 (86.5) 17 (94.4)
PR, partial response; SD, stable disease; PD, progressive disease; NE, not evaluable,
Figure 1. Best overall tumor response
507 m PR
40 4 m SD
m FD

30

20
*Jhwnw

" = IIPIHI_%UllH

NE

20

30 +
-40 -
.50 -
-60
70 4
-B0

Best tumor change from baseline (%)

o
GeCP
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Safety

+  Treatment-related adverse events (TRAESs) of any grade
occurred in all patients, and grade 23 TRAEs in 17 (35.4%).

TRAESs led to treatment discontinuation in 2 (4.2%) patients.
Table 3. TRAEs of any grade occurring in 220% patients

TRAES", n (%) Any grade

Asthenia 7(56.3) 5(10.4)
Nausea 3(47.9) 2(4.2)
Decreased appetite 1(43.8) 0
Vomiting 1(43.8) 2(4.2)
Pain in extremity 19 (39.6) O
Neutrophil count decreased 18 (37.5) 5(10.4)
White blood cell count decreased 18 (37.5) 1 (2.1)
Hypoaesthesia 16 (33.3) 1 (2.1)
Alopecia 16 (33.3) 0
Weight decreased 14(29.2) 0
Anaemia 13(27.1) 1(2.1)
Constipation 13(27.1) 0
{ﬂuspartale aminotransferase 1(229) 121
increased

Myalgia 12(25.0) 0
Pruritus 10(20.8) 0O

*Related to any study reatment. *Including two grade 5 events with abnormal hapatic function and death (unknown cause) occurring

in one patiant each

Fase lll en marcha
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FIGURE 1: MARIPOSA-2 study design

Amivantamab-Lazertinib-Chemotherapy

Key eligibility criteria:

(n=263)

+» Locally advanced or metastatic NSCLC

» Decumented EGFR Ex19del or LESER

* Progressed on or after osimertinib
monotherapy (as most recent line)

+« ECOG PS scoreof Oor1

=657)

2:2:1 randomization
(N

Chemotherapy
(n=263)

N Amivantamab-Chemotherapy
(n=131)

Focus of this presentation

Endpoints reported here: Resistance mechanisms analyzed:
* PFS = TP53 comutation
« ORR * METamp

» Secondary EGFR mutations

* EGFR/MET independent

» EGFR/MET dependent

» Unknown (no identified molecular
resistance mechanism)

™ Analysis of ctDNA with
|| ||| Guardant360" CDx
or PredicineCARE NGS assay

Blood samples
collected at baseline

Diagnostic test:
- ctDNA NGS

Blood samples
collected at EQT?

[ Z —— e

MARIPOSA-Z (ClinkcalTrialsgov |dantifier: NCTO4988295); clinkcal cutoff: 10-Jul-2023.

FIGURE 5: Efficacy among participants
with (A) METamp and (B) secondary
EGFR mutations

A. Ami-Chemo (n=12) Treatment effect
mPFS (95%Cl)* 44 mo(1.5-568) 31mo(2.2-41) HR, 0.51(956% Cl,0.24-111); P=0.078
ORR (95% Cl) 67% (35-90) 23% (10-42) OR, 8.57 (85% Cl, 1.51-28.54); P=0.012
~ 100+
S
o o 804
£8
s —
ot 60
t .0
E .2
8% 49
-
s & 204
= 0
© =
aa 0 T T T T T
0 3 9 12 15
Months
No. at risk
Ami-Chemo 12 9 2 2 0
B. Ami-Chemao (n=15) Treatment effect
mPFS (95%Cl)® 6.7 mo (4.2-NE) 5.0mo (32-6.8) HR, 0.55 (95% Cl, 0.26-1.19); P=0.125
ORR (95% CI) 73% (45-92) 44%(28-60)  OR, 3.56 (95% Cl, 0.96-13.16); P=0.057
100+
o =
=R
© = .
o ® 80
'g 2
= s
” & 60
£ 8
5 40
o
s % 20
=] -
H
0 T T T T T
0 3 9 12 15
Months
No. at risk
Ami-chemo 15 12 6 4 2 0

Note: METamp was defined as >2.2 copy number alterations.

lung cancer
research

Unknown R mechanism

C. Ami-Chemeo (n=38) Treatment effect
mPFS (85% Clf 8.7 me (6.2-NE)  4.2me(4.0-57) HR, 0.31(35% Cl, 0.17-0.56); P<0.001
ORR (95% CI* 8% [50-82) A43% (33-54) OR, 272 (95% CI1,1.22-6.09); P~0.015
1001
Q =
=4
52 804
238
o
24 60
1T -
t.2
g5 40
gL
=
£ o 201
a o
0 I I 1 1
o] 3 6 9 12 15
Months
No. at risk
Ami-Chemo 38 32 19 2 2 ]
*mPFS for participants with fother was 70 months (25% CI, 5.6-98) for ami-chame

versus 4.2 months [95% C1, 40-54) for chemo [HR, DAT: 95% CI, 0.32-068; P<0.0001)

"The number of participants with unknown resistance mechanksms for the ORR analysis was 37 participants for ami-chemo
and 90 participants for chemo.
Ami, an : chemo, ch

y: NE, not evaluable; OR, odds ratio.
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Temab-A Mechanism of Action*

~ Tumaor cell
Validated c-Met targeted 00,

[ ]
antibody (telisotuzumab) k g .
Potent Top1l payload &4 = ;nm LS 1 e
N \ EGFR MT NSCLC (N=41)
Y = TEAES, n (%) Any Grade

[

D 2;‘3'41?3;?357&?3,3“;532?‘”?;33’;?}i‘f;’aiﬁ'ms Any TEAE® 41 (100) 32 (78)
Study Design Gastrointestinal® 34 (83) 3(7)
Hematological® 34 (83) 21 (51)
MULTIPART DOSE EXPANSION i
- Anemia 26 (63) 13 (32)
“ NSCLC —Part 2
Neutropenia 17 (41) 12 (29)
Temab-A administered Q3W IV Non-hematological®
S e o e 27 (66) 1(2)
as unacceptable toxicity e ﬁng 16 ( 39) 3 (7)
""""""""""""""""""""""""""""""""""""" Decreased appetite 14 (34) 1(2)
___________________________________________________________________ Fatigue 13 (13) 1(2)
¢ | B Tissueagnostic Parts 5 (MET ampliified) and 6 (MET mutation) Constipation 13 (32) -
Primary objectives
« Evaluate safety, tolerability and PK of Temab-A
+ Assess preliminary efficacy (ORR, CBR, DOR, PFS, OS)

Tumor tissue c-Met protein
expression assessed centrally by
IHC, using the clinical trial assay for
MET (SP44) (Roche Diagnostics)
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Outcome Total (N=41)

Confirmed best overall
response,® n (%)

All patients with post-baseline data (n=38) experienced decrease in tumor . -
burden SD 12 (29)
— ORRP n (%) 26 (63)
G o Il"IIIII“III“I CBR,® n (%) 38 (93)
%%‘ :E CBR12 34 (83)
8w CBR24 32 (78)

o4 mDOR, mo 9.8 8.3, 13.9]

BR R B R B R L Bl cverhc mPFS, mo [95%Cl] 10994, 123]

EGFR
activating
mutations

ry P[OS at 12 mo], % [95% CI] 69 [52, 81]
LB58R
o e R T
' MET Mut
-I | | MET Amp® Focal

225% 3+

=250 < R -

]
=]
8
o
(h ®
W e
=
=

o
=
2
=
=
=
=

<25% 2+
A

+ Responses occurred irrespective of EGFR L858R alterations, exon 19 deletions or TKI resistance mutations,
including T790M and C797S

Further studies
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Outcome Total (N=41)

Confirmed best overall
response,® n (%)

All patients with post-baseline data (n=38) experienced decrease in tumor . N
bl.ll‘den SD 12 (29)
.;.._...II.I. i il R N | ol R R ORR.® n (%) 26 (63)
% lmlllIIIIIIIII|||||||||||||||| 2
ig CBR12 34 (83)
55 “LE CBR24 32 (78)

= mDOR, mo 9.8[8.3, 13.9]

Ll cwetic | mPFS, mo [95%Cl] 10.9 (9.4, 12.3]

P[OS at 12 mo], % [95% CI] 69 [52, 81]

EGFR [ ]| [ ] H N Ex19 del
activating LB5ER
mutations . .-. .. Other

R IR T

225% 3+

| =25 < inti i

]
=]
8
o
(h ®
W e
=
=

o
=
2
=
=
=
=

<25% 2+
A

ORR?, %

+ Responses occurred irrespective of EGFR L858R alterations, exon 19 deletions or TKI resistance n
including T790M and C797S

Further studies Al patients 525% 2+ <05% 2+ T ——

c-Met Protein Cutoff by IHC
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Fully human anti- %Q
HER3 IgG1 mAb 7o L®

w"\-{ \J\n/ﬁrnj_)l\n/\nf .. @,

o

Cleavable
Tetrapeptide-Based
linker

Hy G

R -
- Q

N HO =CHy
Topoisomerase |

Inhibitor payload
(DXd)

Select Eligibility Criteria

Advanced nonsquamous NSCLC with an EGFR-activating
mutation {exon 19 deletion or LB58R)

1 or 2 prior line(s) of an approved EGFR TKI
{must include a third-generation EGFR TKI)
~ Non-osimertinib third-generation TKls £20% in each arm

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

Stable brain metastases (asymptomatic and not requiring
corticosteroids or anticonvulsants) were permitted

lung cancer
research
586 patients; study start date, 08 July 2022
HER3-DXd (N=293)
Patritumab deruxtecan Primary analysis of PFS
5.6 mg/kg IV Q3W (primary endpoint)
Randomized End of
i No crossover 4@ - _G_ g
[HES R Ind interim Ird interim
Cisplatin ?5 mg/m? analysis for 05 analysis for 05
or carboplatin AUCS

Q3W (= 4 cycles)

Primary Endpoint
+ Pemetrexed 500 mg/m? Q3W=

- PFS (by BICR per RECIST version 1.1}
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586 patients; study start date, 08 July 2022
Select Eligibility Criteria
Ad d NSCLC with EGFR ivati NERS-DXdi(N=233)
* - pdvancal ARNS0 G MmOt with an -activating Patritumab deruxtecan Primary analysis of PFS
a H o " H o mutation (exon 19 deletion or L858R) 5.6 mg/kg IV Q3W (e
OB ON "\J‘N’Y"Y'LN’\("VO\)LNH o .6 mg )
,;‘ I W XA w Y 1.H | 1 or 2 prior line(s) of an approved EGFR TKI
N . o =
- [ ] o m (must include a third-generation EGFR TKI) Randomized Mo crossover - — — Endof
F:él;::.]néiﬂ a::; o o e ° i b aS — Mon-osimertinib third-generation TKls 20% in each arm 1:1 G study
m. ’ : =
9 Cleavable F + Disease progression while or after receiving a . PBC_ (N=293) " 2nd interim 3rd interim
Tetrapeptide-Based Topaisomerase | third-generation EGFR TKI Cisplatin 75 mg/m* analysis for OS  analysis for 08
linker Inhibitor payload ) . o or carboplatin AUCS
(DXd) + Stable brain metastases (asymptomatic and not requiring Q3W (x 4 cycles) Primary Endpoint
corticosteroids or anticonvulsants) were permitted + Pemetrexed 500 mg/m? Q3w PFS (by BICR per RECIST version 1.1)

HER3-DXd significantly reduced the risk of disease progression
(by BICR per RECIST 1.1) or death vs PBC

Probability of progression-free survival, %

100

a0

80

70

HR: 0.77 (95% ClI, 0.63-0.94)2

P=.011°

Median PFS (95% CI) , months:

80 HER3-DXd 5.8 (5.5-6.8)
PBC 5.4 (5.0-5.6)
50 -
an * Probability of PFS (95% CI) at 9 months

30

20
— HER3-DXd (N=293)
10 — PBC (N=293)
+ Censored

29% (23%-35%)
19% (14%-25%)

1
I
]
I
T
I
I
! |
9

paﬁe:ggl HER3-DXd 283 283

23 208 141 158 10 Ve Y0 42 28 22 16 14 4 3 2 1 1 1 ]
risk: PBC 293 284 221 191 177 133 71 42 3/ 22 14 9 2 2 1 1 1 0
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586 patients; study start date, 08 July 2022
Select Eligibility Criteria
Ad d NSCLC with EGFR-activati NERS-DXdi(N=233)
. vanced nonsquamous with an -activating i ab derux an - =
a w @ w2 a a mutation (exon 19 deletion or L858R) p‘:;"gl'::m.-:f dﬁ:u;-‘.t:ﬁﬁ?“
w‘-v"\)]\ RYI'L Lo L i 3. g'kg IV Q3 {primary endpoint)
,g‘ 1 | ﬂ/ﬁor e ﬂ/\g’ T o -| 1 or 2 prior line(s) of an approved EGFR TKI
- [ ] o {:g m (must include a third-generation EGFR TKI) Randomized - - End of
F:EII;::J"E?'"“?:E o e e e i " Gl N ~ Non-osimertinib third-generation TKls £20% in each arm 1:1 NG-Erussover G = stugy
o =
9 Cleavable F + Disease progression while or after receiving a . PBC_ (N=293) " 2nd interim 3rd interim
Telrapeptide-Based Tapoisomerase | third-generation EGFR TKI Cisplatin 75 mgfm= analysis for OS5 analysis for 08
linker Inhibitor payload or carboplatin AUCS
(DXd) + Stable brain metastases (asymptomatic and not requiring Q3W (x 4 cycles) Primary Endpoint
corticosteroids or anticonvulsants) were permitted + Pemetrexed 500 mg/m? Q3w - PFS (by BICR per RECIST version 1.1)

HER3-DXd significantly reduced the risk of disease progression

BICR per RECIST 1.1) or death vs PB Responses by BICR per [l &2skG) PBC
(by BICR per RECIS ) er.death.vs:PEC RECIST (N=293) (N=293)

100 4 Confirmed ORR 35.2 253
2] HR: 0.77 (95% ClI, 0.63-0.94)2 (95% ClI), % (29.7-40.9) (20.4-30.6) .
§ s CR 1(0.3) 3(1.0) ‘
: PR 102 (34.8 71(@42) 3
g Median PFS (95% CI) , months: Best overall o et} s
5 60 HER3-DXd 5.8 (5.5-6.8) response, sDh# 133 (45.4) 148 (50.5) 3
E 5. BB Se0091) n (%) PD 40 (13.7) B/MY ¢
g ] * Probability of PFS (95% CI) at 9 months NE 17 (5.8 36 (12.3)¢ Q
5 I 29% (23%-35%) T
> ] |, 18% (14%-25%) BOR to be confirmed, n (%) 2 (0.7)¢ 2 (0.7)¢ s
z 5
g *7 = HER3-DXd (N=293) : DCR 80-5 TSS -':'-;
£ 10 — pec =2 : (95% Cl), % (75584.9)  (70.4-806) &

+ Censored
0 T T T T T i | T T # T T T T T T T I T T T T d
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 MEdlan -I_rR 1 5 1 5
Months (range), mo (0.3-8.1) (1.2-6.9)
patie:to;th HER3-DXd 263 283 233 208 181 158 10 78 70 42 28 22 16 14 4 3 2 1 1 1 0
risk: PBC 293 284 221 191 177 133 T1 42 36 22 14 9 2 2 1 1 1 0 Median DOR 57 54

(95% CI), mo (5.1-7.3) (4.1-56)
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586 patients; study start date, 08 July 2022
Select Eligibility Criteria
HER3-DXd (N=293
» Advanced nonsquamous NSCLC with an EGFR-activating Patritumab riérux'tec'zn Bri vveis of PFS
o y B i e > o mutation (exon 19 deletion or L858R) 56 marka IV Q3W
A W 3 "YI'L N o LGB AICS ([eblu B0l
,z‘ 1 | rﬁor e ﬂ/\g’ oh MJ\(\U -| 1 or 2 prior line(s) of an approved EGFR TKI
- [ ] o @ _M (mustinclude a third-generation EGFR TKI) Randomized - - End of
F:EII;::.'I"&?'"“?:E o e e e i " Gl N ~ Non-osimertinib third-generation TKls £20% in each arm 1:1 NG-Erussover G = stugy
o =
9 Cleavable F + Disease progression while or after receiving a . PBC_ (N=293) " 2nd interim 3rd interim
Tetrapeptide-Based Topaisomerase | third-generation EGFR TKI Cisplatin 75 mg/m* analysis for OS  analysis for 08
linker Inhibitor payload I . o or carboplatin AUCS
(DXd) + Stable brain metastases (asymptomatic and not requiring Q3W (x 4 cycles) Primary Endpoint
corticosteroids or anticonvulsants) were permitted + Pemetrexed 500 mg/m? Q3w - PFS (by BICR per RECIST version 1.1)

HER3-DXd significantly reduced the risk of disease progression

BICR per RECIST 1.1) or death vs PB Responses by BICR per R [=&HG) PBC
(by pe CIS ) or death vs: PEC RECIST (N=293) (N=293)
100 Confirmed ORR 35.2 25.3
2 HR: 0.77 (95% ClI, 0.63-0.94)2 (95% Cl), % (29.7-40.9) (20.4-30.6) .
§ s CR 1(0.3) 3(1.0) ‘
R ol PR 102 (34.8 71(42) &
g Median PFS (95% CI) , months: Best overall o et} s
S 604 HER3-DXd 5.8 (5.5-6.8) response, sDa 133 (45.4) 148 (50.5) 3
E . PBC 5.4 (5.0-5.6) n (%) PD 40 (13.7) 35 (11.9) g
E a0 « Probability of PFS (95% CI) at 9 months NE 17 (5.8) 36 (12.3)c 2
5 I 29% (23%-35%) 'E
3 @l L, 19% (14%-25%) BOR to be confirmed, n (%) 2 (0.7)d 2(0.7) 2
. . :
'g ® — HER3-DXd (N=293) ! DCR 80.5 758 i
€ 104 — PBC(N=293) : (95% CI), % (75.5-84.9) (70.4-80.6) &
+ Censored
D T T T T T i T T # T T T T T T T I T T T T H
1] 1 2 3 4 5 [} 7 8 G 10 11 12 13 14 15 16 17 18 19 20 Medlan -I_rR 1 5 1 5
Months (range), mo (0.3-8.1) (1.2-6.9)
mtie:?;g: HER3-DXd 2863 283 233 208 181 158 110 78 70 42 26 22 16 14 4 3 2 1 1 1 0
tisk: PBC 293 264 221 191 177 133 T 42 36 22 14 9 2 2 1 1 1 0 Median DOR 57 54
(95% CI), mo (5.1-7.3) (4.1-56)

No clinical benefit. Withdrawal petition to FDA
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Oral Abstract 8507. OptiTROP- 03. Sac- TMT vs Docetaxel (After Osi and platinum chemo) o

Obejtivo: ORR. Crossover

Sac-TMT improved ORR with a statistically significant difference of 28.9% over docetaxel.

SRS L [ ETE ] ORR (BIRC assessment)
(n=91) (n =45)
CORR, n (%) 41 (45.1) 7 (15.:6) 45 00 451%
(95% CI) (34.6,55.8) (8.5, 29.5) -
40.0%
Difference (95% Cl) 28.9 (14.5, 43.2) |
One-sided P-value 0.0004 — 28.9% (95% CI: 14.5%-43.2%)
: ' P=0.0004
DCR, n (%) 75 (82.4) 27 (60.0)
(95% ClI) (73.0.89.6) (443,74 3) 20.0% 15.6%

Difference (95% CI) 223(6.0,387) -
10.0%
DOR, n (%) 26 (63.4) 6(85.7)

ORR benefits were observed with sac-TMT over docetaxel regardless of TROP2 expression.

" 0.0%
Median DOR, months (95% CI) 7.0 (54, 91) 5.1 (3.1, NE) —
(n=281) TROPZ high : TROP2 low/medium
i Docetaxel 1
+ ORR benefit favoring patients with sac-TMT over docetaxel across all pre-specified subgroups, including brain metastas TROP2 Expression Levels _ 1
(n=33) 60.0% 56 5% i
1
1
TROP2 high, n (%) 46 (60.5) 18 (54.5)
50.0% :
1
cORR, n (%) 26 (56.5) 4(22.2) :
(95% CI) (41.1,71.1) (6.4, 47.6) 40.0% 1 3BT%
1
1
Difference (95% Cl} 34.3 (10.3, 58.3) 30.0% i
200%
TROPZ low/medium, n (%) 30 (39.5) 15 (45.5) 20.0% :
! 13.3%
cORR, n (%) 11 (36.7) 2(13.3) [
(95% Cl) (19.9, 56.1) (1.7, 40.5) 10.0% :
1
Difference (95% Cl) 23.3 (-1.0, 47.7) 0.0% d
sac-TMT Daocetaxel 1 sac-TMT Diocetaxel
(n =48 (n=18) 1 (1=30) i

Jata cutoff date: Dec 31, 2024,
‘ROP2 expression was assessed using IHC (monoclonal antibody: EPR20043) by MEDx Translational Medicine. TROF2 high expression was defined as an IHC H-score >200, and TROF2
ow/medium expression was defined as an IHC H-score 2200,
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Oral Abstract 8507. OptiTROP- 03. Sac- TMT (antiTROPZ2) vs Docetaxel

Obejtivo: ORR. Crossover

Sac-TMT significantly improved PFS over docetaxel with 70% lower risk of disease progression or death.

100 Sac-TMT Docetaxel

(n=91) (n = 46)
PFS events, n (%) 64 (70.3) 42(91.3)

B0

. Median PFS, months (95% Cl) 6.9(54 82) 2.80(1.6 4.1)
R
g G-month PFS rate, % 54.2 146
' 60
§ HR: 0.30 (95% CI: 0.20, 0.48)
@
= P < 0.0001
2 404 mPFS:2.8mo mPFS: 6.9 mo
£
g
o
20
Sac-TMT
Docetaxel
+ Censored
0 T T
1] 3 ] 9 12 1
Time (Months)
Mo. at Risk

Sac-TMT 91

Docetaxel 46 17 6
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Oral Abstract 8507. OptiTROP- 03. Sac- TMT (antiTROPZ2) vs Docetaxel

Obejtivo: ORR. Crossover

Sac-TMT significantly improved PFS over docetaxel with 70% lower risk of disease progression or death.

100 Sac-TMT Docetaxel
(n=91) (n = 46)
PFS events, n (%) 64 (70.3) 42(91.3)
_ Median PFS, months (95% CI) 6.9(54,82) 2.8(1.6,4.1)
=
g 6-month PFS rate, % 54.2 146
i 60
§ HR: 0.30 (95% CI: 0.20, 0.46)
L]
po P < 0.0001
2 a0 mPFS:2.8mo mPFS: 6.9 mo
8
g
o
204
Sac-TMT
Docetaxel
& Censored
o .
~— Overall Survival
No. at Risk At the interim analysis, Sac-TMT significantly improved OS over docetaxel with 51% lower risk of death.
Sac-TMT a1
Docetaxel 46 1004 — e
80 A
£
E = HR: 0.49 (95% CI: 0.27, 0.88)
Z P =0.0070"
E 40 Sac-TMT Docetaxel
o] (n=91) (n = 46)
0S events, n (%) 25 (27.5) 21(45.7)
20 Sac-TMT Median OS, menths (95% Cl) MR (NE, NE} NR (8.0, NE)
Docetaxel
+ Censored 12-month OS rate, % 728 543
04 T T T T T T T
0 3 6 9 12 15 18
Time (Months)
MNo. at Risk
Sac-TMT o1 88 83 73 39 2 0
Docetaxel 46 42 35 28 10 o

o>
GeCP
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Oral Abstract 8507. OptiTROP- 03. Sac- TMT (antiTROPZ2) vs Docetaxel

Obejtivo: ORR. Crossover

Sac-TMT significantly improved PFS over docetaxel with 70% lower risk of disease progression or death.

Anaemia 77

WBC decreased 68

NEUT decreased L

100 4

Sac-TMT Docetaxel
(n =91) (n = 46) . L
Stomnatitis

PFS events, n (%) 64 (70.3) 42(91.3) .
Alopecia
PLT decreased
6-month PFS rate, % 54.2 146 Asthenia

62

90 Median PFS, months (95% CI) 6.9(5.4,82) 2.8(1.6,4.1)

60 <

Weight decreased
Nausea
LYM decreased

Hypoalbuminaemia

HR: 0.30 (95% CI: 0.20, 0.48)

P < 0.0001

404 mPFS: 2.8 mo mPFS: 6.9 mo

Progression-free Survival (%)

Hypokalaemia

Pneumonia
20

Sac-TMT
Docetaxel
+ Censored

Febrile neutropenia

80 60 40 20 0 20 40 60 80

—— Overall Survival i

0O Sac-TMT, Any Grade B Docetaxel, Any Grade
- - - = k; = < - B Sac-TMT, Grade =3 B Do 1, Grade = 3
No. at Risk At the interim analysis, Sac-TMT significantly improved OS over docetaxel with 51% lower risk of death. e e b
Sac-TMT 91

Docetaxel 46 1004 — =
80
£
e 60 -
§ HR: 0.49 (95% CI: 0.27, 0.88) -
Z P =0.0070%
E 40 Sac-TMT Docetaxel
o] (n=91) (n = 46)
0S events, n (%) 25 (27.5) 21045.7)
204 Sac-TMT Median OS, months (95% CI) NR (NE, NE) NR (8.0, NE)
Docetaxel
+ Censored 12-month OS rate, % 728 543
04 T T T T T T T
0 3 @ 9 12 15 18
Time (Months)
No. at Risk
Sac-TMT 91 88 83 73 30 2 0
Docetaxel 46 42
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Oral Abstract 8507. OptiTROP- 03. Sac- TMT (antiTROPZ2) vs Docetaxel

Obejtivo: ORR. Crossover

Sac-TMT significantly improved PFS over docetaxel with 70% lower risk of disease progression or death.

Anaemia 77
WBC decreased 68
NEUT decreased L

100 4

Sac-TMT Docetaxel
= 01) =
(n = 91) (n = 46) Stormatitis 62
PFS events, n (%) 64 (70.3) 42(91.3) -
Alopecia
PLT decreased
G-month PFS rate, % 54.2 146 sk

90 Median PFS, months (95% CI) 6.9(5.4,82) 2.8(1.6,4.1)

60 <

Weight decreased
HR: 0.30 (95% CI. 0.20, 0.46)

P < 0.0001

MNausea
LYM decreased

Hypoalbuminaemia

404 mPFS: 2.8 mo mPFS: 6.9 mo

Progression-free Survival (%)

Hypokalaemia

Pneumonia
20

Sac-TMT
Docetaxel
+ Censored

Febrile neutropenia

80 60 40 20 0 20 40 60 80

—— Overall Survival i

0O Sac-TMT, Any Grade B Docetaxel, Any Grade
- - - = k; = < - B Sac-TMT, Grade =3 B Do 1, Grade = 3
No. at Risk At the interim analysis, Sac-TMT significantly improved OS over docetaxel with 51% lower risk of death. e e b
Sac-TMT 91

Docetaxel 46 1004 — =
80
2 | Si de NEUMONITIS
= 60
2 HR: 0.49 (95% CI: 0.27, 0.88) o INn CasSos de
Z P =0.0070%
E 40 Sac-TMT Docetaxel
o] (n=91) (n = 46)
QS events, n (%) 25(27.5) 21(45.7)
20 Sac-TMT Median OS, months (95% CI) NR (NE, NE) NR (8.0, NE)
Docetaxel
+ Censored 12-month OS rate, % 728 543
04 T T T T T T T
o 3 o 9 12 15 18
Time (Months)
No. at Risk
Sac-TMT 91 88 83 73 30 2 0
Docetaxel 46 42
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Significantly Reduces Toxic Metabolites of Osimertini

via Deuteration Technology

= Structural similarity to osimertinib, with comparable efficacy

and development potential.

» Deuteration technology enhances metabolic stability by
blocking key metabolic sites, thus significantly reduces

formation of the toxic metabolite TY-9591-D1 (AZ5104).

= Potential for improved efficacy and lower toxicity, leading to a

broader therapeutic window.
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Significantly Reduces Toxic Metabolites of Osimertini

via Deuteration Technology

= Structural similarity to osimertinib, with comparable efficacy

and development potential.

» Deuteration technology enhances metabolic stability by
blocking key metabolic sites, thus significantly reduces

formation of the toxic metabolite TY-9591-D1 (AZ5104).

= Potential for improved efficacy and lower toxicity, leading to a

broader therapeutic window.

BM group Primary endpoints:
Key eligibility brain parenchymal ? Y e )
— B Y + iORR per INV using RANO-BM
< NSCLC metastases without LM, . eORR per INV using RECIST
+  EGFRm+ (19del, 21L858R) [aile40 vid
+  Patients previously treated with
TY-9501, 160 mg QD, administered continuously in 21-day Secondary endpoints:
1st/2nd gen EGFR-TKIs and —p  cycles until disease progression (intracranial or . ORR
confirmed T790M-positive. extracranial), ing discontinuation criteria, withdrawal, . DGR
or study termination—whichever occurs first.
+  Both intracranial and extracranial + DoR
measurable tUmors. LM group * ':;SS
il
- ECOG: 0-2 Positive CSF cytol or
— cy _DQV —_— -
o mrmaE EGFRm In CSF, n=10-20

Safety and Tolerability
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Significantly Reduces Toxic Metabolites of Osimertini

Best change from baseline insize of targst
leslons (%)
=

via Deuteration Technology

»  Structural similarity to osimertinib, with comparable efficacy '?.c,e"r,/%;:J@:,:".g,&%@;h‘%%’?.r,ﬂ";.5?‘,‘%?;?";,;b'?%g__%@y%-,__é%ﬁ%‘?@%}”ﬁ“@)ﬂ@ﬂﬁ*%f%ﬁ%}%*%r
and development potential.

[Prier exposure to 150 2nd-gen EGFR-TEI= Yes [ Mol

» Deuteration technology enhances metabolic stability by Mote Brst cuwerall resporse confrmed
blocking key metabolic sites, thus significantly reduces

formation of the toxic metabolite TY-9591-D1 (AZ5104).

~  Potential for improved efficacy and lower toxicity, leading to a Figure 2. Waterfall plot of the best variation of the sum of the longest
broader therapeutic window. diameters of intracranial target lesions from baseline
e BM group Primary endpoints:
Key eligibility brain parenchymal ]
— — + IORR per INV using RANO-BM
< NSCLC metastases without LM, . eORR per INV using RECIST
+  EGFRm+ (19del, 21L858R) [aile40 vid
+  Patients previously treated with
TY-9501, 160 mg QD, administered continuously in 21-day Secondary endpoints:
1st/2nd gen EGFR-TKIs and —p  cycles until disease progression (intracranial or . ORR
confirmed T790M-positive. extracranial), ing discontinuation criteria, withdrawal, . DGR
or study termination—whichever occurs first.
+  Both intracranial and extracranial + DoR
measurable tUmors. LM group * ':;SS
il
- ECOG: 0-2 Positive CSF cytol or
— cy _BQV —_— S
o e EGFRm In CSF, n=10-20 »
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Significantly Reduces Toxic Metabolites of Osimertini

via Deuteration Technology

Best change from baseline insize of targst
leslons (%)
=
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and development potential.

[Prier exposure to 150 2nd-gen EGFR-TRI: [ Yes ] Mo

» Deuteration technology enhances metabolic stability by Mote Brst cuwerall resporse confrmed
blocking key metabolic sites, thus significantly reduces

formation of the toxic metabolite TY-9591-D1 (AZ5104).

~  Potential for improved efficacy and lower toxicity, leading to a Figure 2. Waterfall plot of the best variation of the sum of the longest
broader therapeutic window. diameters of intracranial target lesions from baseline

» Asandeutertinib treatment showed improvement in ORR, DCR, iPFS and PFS.
» Median iPFS, DOR, and OS were not reached when the trial was completed.

Key eligibility 0 i Primary endpoints: Table 3. Secondary Efficacy Results
— il Prain parenchymal — . ORR perINV using RANO-BM
NSCLC metastases without LM, - ORR per INV using RECIST ORR DCR PFS iPFS 12m-—iPFS
EGFRm+ (19del, 21L858R) [aile40 vid
; (%; 95%CI) (%; 95%Cl) (months; 95%Cl)  (months; 95%Cl) (%:; 95%Cl)
Patients previously treated with
TY-9501, 160 mg QD, administered continuously in 21-day Secondary endpoints: .
1st/2nd gen EGFR-TKIs and —l cycles until disease progression (intracranial or . ORR All patlents 82.8 96.6 13.5 NA 96.6
confirmed T790M-positive. e Ty el . peR (n=29) (64.2 - 94.2) (82.2 - 99.9) (12.5 - NA) (14.7 - NA) (77.9 - 99.5)
Both intracranial and extracranial + DoR .
=z Treatment naive 81.5 96.3 15.1 NA 96.3
measurable tumors. LM group )
ECOG: 02 ) Positive CSF cytology or ; A (n=27) (61.9 -93.7) (81.0-99.9) (12.5- NA) (76.5-99.5)
EGFRm In CSF, n=10-20 o5
n=40-60 +  Safety and Tolerability
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» Asandeutertinib treatment showed improvement in ORR, DCR, iPFS and PFS.
» Median iPFS, DOR, and OS were not reached when the trial was completed.
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Repotrectinib: r"-f |=:4~n: respande kORR (N= T} Global l::-.n:-n (W= 15) E

F o R (47 #5%) 0¥ treabmen
Preclinical observation E B oo 5 (33,3%)
Osimertinib-induced Src and FAK i 2 o o2
phosphorylation was abrogated 5.
with Repotrectinib. ; = -
Hypothesis: Carry on trial ¥ -30n ' I I
osimertinib plus Repotrectinib E : AR, o
which inhibit Src/FAK/JAK2, in = g | [evi2 160 mg repotrectins s Mg osimartind QD g
addition to ALK, ROS1 and NTRKSs. B Ll o 1Ch g iRt I 4 35 g i O

Efectos adversos similares a ya reportados.
Pendiente resultados 1B completada



EGFR EXON 20

Key eligibility criteria
» Age =18 years
+ Locally advanced or

metastatic NSCLC

Primary endpoint:
+ ORR and DOR as assessed by
blinded ICR per RECIST v1.1

Secondary endpoints:
* ORR and DOR by investigator

Prior platinum-based chemotherapy without prior

ex20ins-targeted therapy

= Documented EGFR lealertlnlb + DCR
exon 20 insertion 100 mg PO BID - CBR
- ECOGPS0or1 Prior platinum-based chemotherapy with prior *+ PFSby ICR and investigator
- Stable/asymptomatic CNS amivantamab  other ex20ins-targeted therapy - 0S8
metastases allowed + Antitumor activity in patients with CNS
disease
« Safety

Characteristic

Platinum-based chemotherapy

without ex20ins-targeted therapy Prior ex20ins-targeted therapy

Median number of prior systemic
| regimens, No. (range)
Prior chemotherapy, No. (%)
I Prior anti-PD-(L)1, No. (%)
Prior targeted therapy, No. (%)
Amivantamab
Mobocertinib
Bevacizumab
Osimertinib
BLU-451
Cetuximab
Poziotinib
Sunvozertinib

(n=143) (n=101)
1 (0-6) 2.(1-7)
132 (92) 96 (95)
67 (47) 46 (46)
37 (26) 101 (100)
0 84 (83)
0 40 (40)
14 (10) 16 (16)
13 (9) 7(7)
0 5 (5)
4 (3) 0
0 3(3)
0 3(3)

o>
GeCP

lung cancer
research

Piotrowska Z. JCO 2025
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[ ) alaal=~
atients with prior
i ex20ins-target therapy

CR

PR
Unconfirmed PRe
SD
PD
~ Not evaluable®
| Confirmed ORR, No. (%) [95% Cl]®
DCR, No. (%) [95% CIJf
CBR, No. (%) [95% ClI]¢
~ Median time to response, days (range)
| Median DOR, months (95% CI)

Piotrowska Z. JCO 2025

Primary efficacy

population
(N=176)

1(1)
61 (35)
7 (4)
88 (50)
11 (6)
8 (%)
62 (35) [28-43]
157 (89) [84-93]
113 (64) [57-71]
44 (31-295)
8.8 (8.3-12.7)

Platinum-based

chemotherapy without
ex20ins-targeted therapy

(n=125)

0
50 (40)
6 (5)
55 (44)
8 (6)
6 (5)
50 (40) [31-49]
111 (89) [82-94]
85 (68) [59-76]
44 (39-232)
8.8 (8.3-12.7)

Prior amivantamab * other
ex20ins-target therapy

(n=51)2

1(2)
11 (22)
1(2)

33 (65)
3(6)

0
12 (24) [13-38]
46 (90) [79-97]
28 (55) [40—69]
44 (39-232)
8.5 (4.2-14.8)

o>
GeCP

lung cancer
research
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Platinum-based

Primary efficacy chemotherapy without Prior amivantamab % other
population ex20ins-targeted therapy ex20ins-target therapy

o pttesna e (N=176) (n=125) (n=51)2
atients with prior
i ex20ins-target therapy
CR 1(1) 0 1(2)
PR 61 (35) 50 (40) 1 (22)
Unconfirmed PRe 7 (4) 6 (5) 1(2)
SD 88 (50) 55 (44) 33 (65)
PD 11 (6) 8 (6) 3(6)
~ Not evaluabled 8(9) 6 (5) 0
| Confirmed ORR, No. (%) [95% CI]¢ 62 (35) [28—43] 50 (40) [31-49] 12 (24) [13-38]

DCR, No. (%) [95% CIJf
CBR, No. (%) [95% ClI]¢

~ Median time to response, days (range)
Median DOR, months (95% CI)

Piotrowska Z. JCO 2025

157 (89) [84-93]
113 (64) [57-71]
44 (31-295)
8.8 (8.3-12.7)

111 (89) [82-94]
85 (68) [59-76]
44 (39-232)
8.8 (8.3-12.7)

46 (90) [79-97]
28 (55) [40—69]
44 (39-232)
8.5 (4.2-14.8)
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[ ) alaal=~
atients with prior
i ex20ins-target therapy

Primary efficacy

population
(N=176)

CR 1(1)
PR 61 (35)
Unconfirmed PR® 7(4)
SD 88 (50)
PD 11 (6)
~ Not evaluable® 8 (5)
| Confirmed ORR, No. (%) [95% Cl]® 62 (35) [28—43]
DCR, No. (%) [95% CI|f 157 (89) [84-93]
CBR, No. (%) [95% CI]9 113 (64) [57-71]
Median time to response, days (range) 44 (31-295)
‘\ Median DOR, months (95% Cl) 8.8 (8.3—12.7)

Piotrowska Z. JCO 2025

Platinum-based

chemotherapy without
ex20ins-targeted therapy
(n=125)

ex20ins

0
50 (40)
6 (9)
55 (44)
8 (6)
6(9)

(n=51)2

o

GeCP

Prior amivantamab * other

-target therapy

1(2)
11 (22)
1(2)
33 (65)
3 (6)
0

Prior amivantamab without Prior amivantamab and

other ex20ins-targeted other ex20ins-targeted
therapy therapy
Outcome (n=30) (n=21)
BOR, No. (%)2
CR 1(3) 0
PR 8 (27) 3(14)
Unconfirmed PRP 14{3) 0
SD 19 (63) 14 (67)
- PD 0 3(14)
' Confirmed ORR, No. (%) [95% CI]¢ 9 (30) [1549] 3 (14) [3-36]

lung cancer
research

' DCR, No. (%) [95% CI]¢

CBR, No. (%) [95% CI]¢
Median time to response, days (
- Median DOR, months (95% CI)

29 (97) [83—100]
18 (60) [41-77]
43 (39-232)
14.7 (4.2-NE)

17 (81) [58—-95]
10 (48) [26—70]
98 (40-103)
4.2 (3.9-NE)

range)
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Progression-free survival per ICR

100 7 Kaplan-Meier estimates of progression-free survival
90 1 Platinum-based Prior amivantamab ¥
o Primary efficacy chemotherapy without  other ex20ins-target
G}, 80 population ex20ins-targeted therapy
T (N=176) therapy (n=125) (n=51)
=2 704 Median PFS, X ¥
s months (95% C1) 9.4 (7.4-10.0) 9.5(7.7-11.5) 7.3(5.3-9.7)
? 601 _
. X
e i E
5 404 | .
7] ! ]
@ 30 ) !
) '
o 204 ! i i
a ! i '
104 i ' '
i ' '
1 ! 1
0 ' : :
T T f T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
fs Time from first dose (months)
Total 176 144 95 57 22 15 7 6 6 6 6 4 4 3 3 3 3 1 0
Platinum-based chemotherapy only 125 103 il 42 15 10 7 6 6 6 6 4 4 3 3 3 3 1 0
Prior amivantamab * other ex20ins 51 41 24 15 i 5 0 0 0 0 0 0 0 0 0 0 0 0 0

Srogression-free survival was defined as the time between the day of the first dose of zipalertinib and the first documentation of progressive disease or death, whichever occurred earlier
1, confidence interval; ex20ins, exon 20 insertions; ICR, independent central review; PFS, progression-free survival
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Progression-free survival per ICR

100
o 90 Primary efficacy
G}, 80 population
© (N=176)
=2 704 Median PFS, X
s months (95% C1) 9.4 (7.4-10.0)
? 601 _
. 132.0% e
e i s
5 404 | .
® ! i
3 304 . ! 24.7%
o | ;
=4 — : ! ! 0,
g 20 ! : ! 15.5%
o [ i i
10 I ' '
i ' '
1 1 1
0 : : :
T T f T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30
fs Time from first dose (mo
Total 176 144 95 57 22 15 7 6 6 6 6
Platinum-based chemotherapy only 125 103 il 42 15 10 7 6 6 6 6
Prior amivantamab * other ex20ins 51 41 24 15 i 5 0 0 0 0 0

Srogression-free survival was defined as the time between the day of the first dose of zipalertinib and the first documentation of progressive disease or death, whichever occur
1, confidence interval; ex20ins, exon 20 insertions; ICR, independent central review; PFS, progression-free survival

asco

{L MEETING

presenteD BY: Helena Alexandra Yu, MD

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org.

Piotrowska Z. JCO 2025
Corassa M. ASCO 2025

Kaplan-Meier estimates of progression-free survival

Prior amivantamab ¥
other ex20ins-target

Platinum-based
chemotherapy without

ex20ins-targeted therapy
therapy (n=125) (n=51)
9.5(7.7-11.5) 7.3(5.3-9.7)

- Overall survival

6-month OS rate

y

lung cancer
research

- . 85.8%
100 ' 84 1.,; 12-month OS rate Primary efficacy population (N=176)
90 - ! 79'90; 1 73.4% Platinum-based chemotherapy without
L . o ex20ins-targeted therapy (n=125)
1 69.3% : .
80 | 59.8Y% Prior amivantamab * other
) ! i ex20ins-target therapy (n=51)
é 0 i
S 604 i ,  59.1%
= ' : 1 =
5 o : ? PTG ] e N
= | ' 1 54.2% I = et
g 40 —] : |[ : ™ T 12 |
3 304 : : :
20 | | |
10 A | i |
. i E i
T T f T t T T T t T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 054
No. at risk Time from first dose (months)
Total 176 158 137 88 51 32 24 14 13 12 12 10 10 9 T 5 5 3 0
Platinum-based chemotherapy only 125 113 99 64 38 23 17 14 13 12 12 10 10 °] T 5 5 3 0
Prior amivantamab % other ex20ins 51 15 38 24 13 9 4 0 0 0 0 0 0 0 0 0 0 0 0
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Progression-free survival per ICR

100 7 Kaplan-Meier esfimates of progression-free survival ! Pnint #1: Zipalertinih and its partners have
— 90 Primary efficacy che:':ztr;r::;a\ziizout ::If:’;ra:gl)ai::g?:ef H H H H H
£ g0 popuistion | exclins argeted therapy similar activity. Sequencing TKls does not
s i (N=176) therapy (n=125) (n=51)
g2 707 Medan PP oy 9404-100) 957-115) 7363-07) seem to be the best road to follow.
? 601 _
é o7 . LA S 1320 e
5 40 ! .
® ! i
2 30 : 1 24.7% 0 .
D i ' ' 0,
& o . ==+ Overall survival
10 ; i | L
04 I ' ' 6-month OS rate
T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 - 85.8% . !
) _ 100 E 84.1% 12-month OS rate Primary efficacy population (N=176)
Nodisk T'”;e f'°’6“ f”Stedosee(m" 90 - ! 79'9% . 73.4% Platinum-based chemotherapy without
'otal Ll H —
Platinum-based chemotherapy only 125 103 il 42 15 10 7 6 6 6 6 : 69-30/0 ex20|ns-t_argete_d therapy (n_125)
Prior amivantamab * other ex20ins 51 41 24 15 7 5 0 0 0 0 0 80 : 59.8% Prior amivantamab t other
> ! s ex20ins-target therapy (n=51)
Srogression-free survival was defined as the time between the day of the first dose of zipalertinib and the first documentation of progressive disease or death, whichever occur é 70 1 I
31, confidence interval; ex20ins, exon 20 insertions; ICR, independent central review; PFS, progression-free survival F I '
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Characteristics EML4::ALK Rare ALK
Total number of patients 277 51
Age, y, median (25t; 75t percentile) 59 (49; 69)* 66 (53; 72)*
Sex (N =277, 51), n (%)
Female 143 (52) 21 (41)
Male 134 (48) 30 (59)
Smoking (N = 266, 49), n (%)
Active Smoker 39.[1:2) 11 (22)
Former Smoker 63 (23) 19 (37)
Never Smoker 161 (58)* 19 (37)*
Pack years in smokers, 6,7* 14,7*
median
Histology (N=277, 51), n (%)
Adenocarcinoma 261 (94) 45 (88)
Squamous 4 (1) 5 (10)
Adenosquamous 4 (1) 1(2)
Undifferentiated / NOS 5(2) 0 (0)

Mas fumadores
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Characteristics EML4::ALK Rare ALK
Total number of patients 277 51
Age, y, median (25t; 75t percentile) 59 (49; 69)* 66 (53; 72)*
Sex (N =277, 51), n (%)
Female 143 (52) 21 (41)
Male 134 (48) 30 (59)
Smoking (N = 266, 49), n (%)
Active Smoker 39.[1:2) 11 (22)
Former Smoker 63 (23) 19 (37)
Never Smoker 161 (58)* 19 (37)*
Pack years in smokers, 6,7* 14,7*
median
Histology (N=277, 51), n (%)
Adenocarcinoma 261 (94) 45 (88)
Squamous 4 (1) 5 (10)
Adenosquamous 4 (1) 1(2)
Undifferentiated / NOS 5(2) 0 (0)
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® @ Frequency
] 1

75% -

50% -

25%-

0% -

95% Cl 19.9-30.1, 7.1-38.9
HR0.9,95% CI 0.6-15,p=0.7 | 750, -

50%-

25%-

0 12 24 36 48 60 T2 84
months

number at risk

247 143 83 44 20 9 3 4 -
36 16 9 4 3 1 0 Q

0% - ;

7 @ ® -
& s50% . 4
= .
25%
8
0% o @
TR T ST R R TR T T ST S S SR SIS NI
S AN e e e R e
DR N OO N0 2P A G QUAS A N
EF TR ST S T
Q O° W
QQ-
Progression-free survival Overall survival
- EML4::ALK fusions == Rare ALK fusions = EML4::ALK fusions == Rare ALK fusions
100% - mPFS 25 vs 23 mo 100%- 4 mOS 5/ vs 40 mo

95% CI 50.7 - 63.3, censored
HR 0.9, 95% CI 0.5-1.6, p=0.6

0 24 48 72 96 120 144

months
number at risk

237 109 35 10 3 1 0
36 11 4 1 0 0
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« 281 patients with RET fusion-positive NSCLC received pralsetinib 400 mg QD, with a median duration of
treatment of 15 months

Response in Patients with NSCLC Overall Survival
after 400 mg QD Pralsetinib

= Qverall

s = Treatment-Naive
TREATMENT NAIVE Prior PlaBnum
Post-eligibility | censored
n

3
3
Z
3
wn
5
£
3
3
e
o

24-month OS (95% Cl) 36-month OS (95% Cl)
FRIORELANINLM ! Overall: 63% (57, 69) Overall: 52% (46, 59)
Treatment-Naive: 65% (56, 74) Treatment-Naive: 53% (44, 63)
Prior Platinum: 62% (53, 70) Prior Platinum: 52% (43, 61)
0.0 T T T 1 T T T
6 12 18 30 36 42 48 54
Number at Risk Months

Overall Patients 281 254 223 197 184 171 157 149 143 134 126 120 113 105 92 79 65 48 30 28 15 7
Treatment-Naive Patients 116 105 96 89 82 73 66 63 61 57 52 50 50 45 35 29 20 12 6 5 1 1
Prior Platinum Patients 141 126 108 91 86 82 76 72 69 66 63 60 54 51 49 42 39 30 21 20 12 6
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RETi monotherapy atter toxicity, n=11  RETi monotherapy atter PD, RETi plus targeted agents for bypass

First use of RETi, e All patients received a different RETi  n=14 resistance, n=9
n=38 e 3 developed toxicity at rechallenge
ORR 50% ORR 18% ORR 38%
ORR 78% mPFS: 9.89 (95%Cl 5.25-NA) mPFS 2.14 (95%Cl 1.61-NA)  mPFS 3.94 (95%Cl 3.19-NA)
PFS 12.9 months First RETi  Rechallenge First RETi  Rechallenge First RETi  Rechallenge
(95%Cl 9.2-30.3) X —
1 i ® = @ Crizotinit
X T - X Capmatir
» . e e~ _— X Crizotinit
E ."‘_-_ 2 - 4 — X Crizotinit
X Dead T - K] S g = ® Osimertil
=mee- Alive, ongoing g — © :( 5_0 — X Capmatir
@® Alive, off treatment — & [EAS—— E— Crizotinit
: Combination = . _-"x I X Crizotinit
Pralsetinib [ —— T ——x . X Alectinib
I seipercatinib PFS (months) PFS (months) PFS (months)
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Figure 1. Study design
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B Tumor biopsy to determine RET gene fusions and mutations and correlation with efficacy
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Figure 2. DOT in 40 treated patients
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2 SRl-naive

90mg QD (n=16)
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120ma QD (n=11) e —

Shira R hslC) 7 prior SRI / som3 "+
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4 SRI-naive

Event
. - e Prior Ist-generation SR|
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Shows evidence of deep and durable responses in NSCLC regardless of exposure to prior SRI including selpercatinib
and pralsetinib

Efficacy extends to patients with brain metastases, with complete resolution in several patients

Showed clearance of on-target RET resistance mutations, namely G810R solvent front (patient with papillary thyroid
cancer (PTC), prior selpercatinib) and L730V, L730| RET roof mutations (patient with NSCLC, prior pralsetinib)
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SOHO-01 study design (NCT05099172)

il e

DOSE EXPANSION / EXTENSION?
To evaluate the safety, tolerability, and efficacy and
ESCALATION : L
to characterize the PK of sevabertinib at the RDE
AND BACKFILL PRIMARY ENDPOINTS

Cohorts of patients with HER2 mutations®

Patients with advanced By diskemEniny

NSCLC with HER2 or Cunentanalyss ¢ BK
EGFR mutations Naive to HER2-targeted E Pretreated with SECONDARY ENDPOINTS
therapies HER2-targeted ADCs +  ORR (perinvestigator

Patients were treated with
increasing oral doses of
sevabertinib to identify the
recommended dose for
expansion (RDE)

assessment and BICR)
by RECIST v1.1

Naive to systemlc therapy G Se(?ond line, active . DoR, DCR, and PFS
for advanced disease brain metastases : :
(per investigator assessment

and BICR)

Data from a cut-off of October 14, 2024, for Expansion / Extension Cohort D
and Expansion Cohort F are presented here

Data from Extension Cohort F are not presented here

aPatients from dose escalation / backfill treated with 20 mg BID and who met the same eligibility criteria were combined for statistical analysis; °Cohorts of patients with EGFR mutations are not shown

ADC, antibody-drug conjugate; BICR, blinded independent central review; DCR, disease contral rate; DoR, duration of response; EGFR, epidermal growth factor receptor; ORR, abjective response rate; PFS, progression-free survival

2025 ASCO presenten BY: Dr Herbert H. Loong ASCO svencan socier o
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Sevabertinib in pretreated HER2-mutant NSCLC (Cohort D):
Tumor response by blinded independent central review (BICR)

Cohort D (n=81), naive to HER2-targeted therapy
Median follow-up: 7.3 months?

n (%) INV BICR
CR 1(1.2) 1(1.2)
BICR PR 47 (58.0) 48 (59.3)
ORR 60.5Y%, sSD 22 (27.2) 22 (2 2)
DCR 81.5% Ef 10 (12.3) 7(8.6)
Not evaluable® 1(1-2) 3(3.7)
ORR®[95% Cl] 48 (59.3) [47.8, 70.1] 49 (60.5) [49.0, 71.2]
DCRY[95% CI] 68 (84.0) [74.1,91.2] 66 (81.5) [71.3, 89.2]
60
40 | B Not evaluable PD SD HM PR ECR

Percent change
from baseline in
tumor size (%)
|
o
o

|

T 1 1T 1T 1T T 1T T 1T 1 1 1 1T 1T 1 T T T 1 1 1 T 1 1T T T T 1T 1 T T 1T 1T 1T T T T T T T T 1T 1T 1 [ [ T T T T 1T T T T T [ T T T T T T [ T T T T T T T T T T T T T T T 1T _
12345678 9101112131415161718192021222324252627 252030 3132333435363738304041424344454647 48495051 525354555657 565060616263 64656667 686070717273 747576777879

Best overall response
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+ Median follow-up was 7.3 months?

Sevabertinib in pretreated HER2-mutant NSCLC (Cohort D): ¥ Sliel STipaHEnts (il oye) lad

. : . ongoing treatment
Tumor response by blinded independent central review (BICR) _
« 16 patients (19.8%) had a

Cohort D (n=81), naive to HER2-targeted therapy treatment duration of >12 months
: e X . ’
Median follow-up: 7.3 months « Median duration of treatment was
n (%) [N BIGR 6.2 months (range 0.2-24.4)
CR 1(1.2) 1(1.2)
BICR PR 47 (58.0) 48 (59.3)
ORR 60.5Y%, sSD 22 (27.2) 22 (2 2)
DCR 81.5% PD 10 (12.3) 7 (8.6)
Not evaluable® 1(1-2) 3(3.7)
ORR®[95% Cl] 48 (59.3) [47.8, 70.1] 49 (60.5) [49.0, 71.2]
DCRY[95% CI] 68 (84.0) [74.1,91.2] 66 (81.5) [71.3, 89.2]
60
@ £ .. 40 B Not evaluable =~ PD SD E PR mCR
Do 20|
= 0
S2% 20 I
e85 a0
g -; E —60
@22 _g-
-100
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Sevabertinib in pretreated HER2-mutant NSCLC (Cohort D):
Tumor response by blinded independent central review (BICR)

Cohort D (n=81), naive to HER2-targeted therapy
Median follow-up: 7.3 months?

n (%) INV BICR
CR 1(1.2) 1(1.2)
BICR PR 47 (58.0) 48 (59.3)
ORR 60.5Y%, sSD 22 (27.2) 22 (2 2)
DCR 81.5% PD 10 (12.3) 7 (8.6)
Not evaluable® 1(1-2) 3(3.7)
ORR®[95% CI] 48 (59.3) [47.8, 70.1] 49 (60.5) [49.0, 71.2]

DCRY[95% CI] 68 (84.0) [74.1, 91.2] 66 (81.5) [71.3, 89.2]

B Not evaluable PD

SD HM PR mCR

Percent change
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tumor size (%)
|
o
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Best overall response
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Median follow-up was 7.3 months?

41 of 81 patients (50.6%) had
ongoing treatment

16 patients (19.8%) had a
treatment duration of >12 months

Median duration of treatment was
6.2 months (range 0.2-24.4)

In Expansion Cohort D (n=44)2:

* Median DoR (95% CI) was 9.2
months (5.2, not estimable); range
2.6-21.5> months

* 12-month DoR rate was 49.3%

+ 48.0% of patients were censored



a

<
HER2 Gecp

Sevabertinib in first-line HER2-mutant NSCLC (Expansion Cohort F):
Preliminary tumor response

Cohort F (n=39): naive to systemic therapy for advanced disease
Median follow-up: 5.6 months?

n (%) INV
CR 0
ORR 59.0% PR 23 (59.0)
DCR 84.6% sD 12 (30.8)
PD 3(7.7)
NAP 1(2.6)
ORR®[95% CI] 23 (59.0) [42.1, 74.4]
DCR9[95% CI] 33 (84.6) [69.5, 94.1]
60
@ £ ~ 40+ PD SD ® PR
2o 2
@ £ kK Kk
=9 0
c @ N
- 0n -20
{ — g [ |
e E —-40
& g 5 60
o =" -804
-100

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38
Best overall response

Date for patients without a target lesion measurement are not shown in the waterfall plot. Tumor response was assessed by RECIST v1.1.

*Patients exhibited a 0% tumor reduction

aData for Extension Cohort F are immature as of the October 14, 2024, cut-off; ®Not available: post-baseline tumor assessment, but discontinued due to a drug-related toxicity, death, or progression by
clinical judgment before disease was re-evaluated and was therefore considered evaluable (considered as non-responder); cPatients with confirmed CR or PR; dPatients with confirmed CR or confirmed
PR or SD for 212 weeks

Cl, confidence interval, CR, complete response; DCR, disease control rate; INV, investigator assessed; ORR, objective response rate; PD, progressive disease; PR, partial response; SD, stable disease

2025 ASCO #ASCO25 eresenten 8y: Dr Herbert H. Loong ASCO AMERICAN SOCIETY OF

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER

mFollow up: 5.6 m. (2.1% ongoing



HER2

Sevabertinib in first-line HER2-mutant NSCLC (Ex
Preliminary tumor response

Cohort F (n=39): naive to systemic thera
Median follow-up: 5.6 m¢

n (%)
CR
ORR 59.0% PR
DCR 84.6% sD
PD
NAb
ORR® [95% CI] 23
DCR9[95% CI] 33
60
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2o 2
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1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 2
Best overall response

Date for patients without a target lesion measurement are not shown in the waterfall plot. Tumor response was assessed by RECIST v1.1.
*Patients exhibited a 0% tumor reduction
aData for Extension Cohort F are immature as of the October 14, 2024, cut-off; ®Not available: post-baseline tumor assessment, but discont

clinical judgment before disease was re-evaluated and was therefore considered evaluable (considered as non-responder); “Patients with ¢
PR or SD for 212 weeks

Cl, confidence interval, CR, complete response; DCR, disease confrol rate; INV, investigator assessed; ORR, objective response rate; PD, progressive disease; PR, partial
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Most frequent treatment-related adverse events (TRAEs, 210% of total)a

Cohort D? - 20 mg BID (n=81)

84 35 26
49 |9 41
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16 B 10
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16 { 14
16 B4 10
15 A5 6
15 [§ 10
10 73
6 34

100 50 0

Patients (%)

Grade 1

Diarrhea
Rash
Paronychia
Stomatitis
Nausea
Hypokalemia
Vomiting
Anemia
Weight decreased

Alanine aminotransferase increased

Dry skin

Grade 2 . W Grade 3
Cohort F¢ - 20 mg BID (n=39)

54 26
44 13 56
108 18
15 B 23
560 15
8 GHE 21
8 3HON 21
18 B 21
55 10

8 58 15
g 8

8 82

Aspartate aminotransferase increased 538 10

Pruritus
Decreased appetite
Amylase increased

Lipase increased
Mouth ulceration
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Sevabertinib in first-line HER2-mutant NSCLC (Ex
Preliminary tumor response

Cohort F (n=39): naive to systemic thera
Median follow-up: 5.6 m¢
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Best overall response

Date for patients without a target lesion measurement are not shown in the waterfall plot. Tumor response was assessed by RECIST v1.1.
*Patients exhibited a 0% tumor reduction
aData for Extension Cohort F are immature as of the October 14, 2024, cut-off; ®Not available: post-baseline tumor assessment, but discont

clinical judgment before disease was re-evaluated and was therefore considered evaluable (considered as non-responder); “Patients with ¢
PR or SD for 212 weeks

Cl, confidence interval, CR, complete response; DCR, disease confrol rate; INV, investigator assessed; ORR, objective response rate; PD, progressive disease; PR, partial
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HER2 mutations T-Dxd Pretreated
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HER2 mutations T-Dxd Pretreated 17.3
T-DMA1 Pretreated/Naive 44% 40 50 Mot Available Mo
THP Pretreated 29% 10 68 176 Mo
Poziotinib Pretreated/Naive  27% 50 55 15.0 MNo
Pyrotinib Pretreated 30% B9 6.9 14.4 Mo
Afatinib Pretreated 13% 60 30 23.0 No

. Cohort E:
Beamion L‘U‘NG-1 Progressed on HER2-targeted ADCs
Zongertinib

&0 120 mg 60+ . )
5 40 n= 28 = 401 RR 35.3
£ £ DCR 52.9%
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Cohort E:
Progressed on HER2-targeted ADCs

ORR 35.3%
DCR 52.9%

-5 Drug _____|ILDG1 [ILD2G3_

Sevabertinib 0% 0%
Zongertinib 0% 0%
Cohort E® - 20 mg BID (n=34)
u TR T-Dxd 5.4 mg/kg 12.9% 2%
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15 0 2
B [
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KRYSTAL-7: ADA + PEMBRO in 1L KRASG'2C NSCLC

Response per investigator assessment in all patients

I s S 8 S S S S S

301
All patients
(N = 149)
@ 10
ORR,2 n (%) 66 (44) =
g U |
95% Cl 36-53 8 o " ||
BOR, n (%) £ .20
CR 2 (1) E,,
PR 64 (43) 8 4
(8]
sp 55 (37) 2 -504
£
PD 12 (8) g e
NE 16 (11)P ,‘:‘ 707 wer
DCR,° n (%) 121 (81) il
95% Cl 74-87 907 mPD
100 m NE

* ORR in the biomarker-evaluable population

41% (90% CI, 25-58) for PD-L1 TPS 1-49%, anq 61% (90% Cl, 46-74) for PD-L1 TPS = 50%

Waterfall plot includes evaluable patients with at least one target lesion at baseline and at least one

i

yas 36% (90% C1.23-50) for PD-1L1 TPS < 1%

POSC DaseUTTE CUITIOT SoseesTent.

30RR is defined as the proportion of patients with a confirmed CR/PR according to RECIST v1.1. PReasons for no post-baseline imaging assessment were: non-treatment-related deaths (n = 5),
withdrawal from the study (n = 2), non-compliant/lost to follow-up (n = 2), discontinuation due to TRAEs (n = 3) or non-TRAEs (n = 2), and global deterioration of health/clinical progression

(n = 2). °DCR is defined as the proportion of patients with a confirmed CR/PR/SD according to RECIST

vl

Garassino M JCO 2023



o
KRAS GecCP

lung cancer
research

KRYSTAL-7: ADA + PEMBRO in 1L KRAS®'2¢ NSCLC

PFS2 and OSP in all patients

All patients 0S

All patients

RIS (N = 149) (N = 149)
Median PFS, mo 11.0 Median 0OS, mo 18.3
(95% Cl) (5.8-14.0) (95% Cl) (14.3-NE)
100+ Events, n (%) 83 (56) 1007w, Events, n (%) 73 (49)
80+
g 60+
v
O 404
20+
0 I I I i I 1 I I I I I 0 I I I E I I I I I I I
0 3 6 9 12 15 18 21 24 27 30 33 0 3 6 9 12 15 18 21 24 27 30 33
Time (months) Time (months)
No. at risk No. at risk
All 149 90 it 64 55 44 36 28 18 11 6 0 All 149 116 104 91 83 73 58 46 29 16 1 0

A total of 45 (30%) patients received subsequent anticancer therapy, the most common being chemotherapy (n = 21) and
chemotherapy with checkpoint inhibitor therapy (n = 9)

Median follow-up: 22.8 mo.
3PFS per investigator assessment. PFS is defined as the time from the date of first study treatment to the date of first PD or death due to any cause, whichever occurs first. "05S is defined as the

time from the date of first study treatment to the date of death due to any cause.
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KRYSTAI .7+ ADA + PFMRRO in 11 KRASG1ZC NSCI €

PFS* and O5° in all s according to PD-L1 status?

KRYSTAL-7: ADA + PEMBRO in 1L KRASC'2¢ NSCLC

PD-L1 < 1% PD-L1 1-49% PD-L1 = 50%

PFS
T 05 (n=39) (n=27) (n=38)p
Median PF Median OS, mo 15.5 14.3 NR
(95% ClI) (95% ClI) (9.6-NE) (8.3-NE) (19.4-NE)
e 80- 78%
100+ Events, n (9 69% Events, n (%) 22 (56) 14 (52) 13 (34)
60 tH—H—+H f f —i —
&
40_ E 420/}/3; o e .A‘ =. -Au s BT A A
204 20+
0 T T T | I I 0 T T T T T T T T T T 1
0 3 6 9 12 15 18 0 3 6 9 12 15 18 21 24 27 30 33
Time (months Time (months)
No. at risk No. at risk

sy, 8 W W 3 W @ PD-L1 < 1% 39 31 28 25 21 17 12 4 3 1 0
« Atotal of 45 (30%) patients receive =~ PD-L11-49% 27 22 19 16 14 10 6 4 3 . z s

Chemotherapy with Checkpo'int inhi PD-L1 = 50% 38 31 30 28 27 26 23 20 11 6 3 0

Median follow-up: 22.8 mo (all patients).

Median follow-up: 22.8 mo. 305 in the biomarker-evaluable population. 05 is defined as the time from the date of first study treatment to the date of death due to any cause. Patients with PD-L1 TPS = 50% included
3PFS per investigator assessment. PFS is defined as the time | 18 patients with PD-L1 TPS 50-79% and 20 patients with PD-L1 TPS = 80%.

time from the date of first study treatment to the date of de
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PD-L1 < 50% PD-L1 = 50% All patients

Patients, n (%)

(n =95) (n = 54) (N = 149)

TRAEs TRAEs G1-2 : Nausea, Diarrhea
ANy grace PLER) afs) (eEbG0) IAEs: Pneumonitis 12%
Grade 3 54 (57) 32 (59) 86 (58)

Grade 4 13 (14) 3 (6) 16 (11)
Grade 5 3(3) 0 3(2)b

TRAEs leading to
ADA dose interruption 65 (68) 35 (65) 100 (67)

ADA dose reduction¢ 50 (53) 22 (41) 72 (48)
ADA discontinuation only 5 (5) 5(9) 10 (7)
PEMBRO discontinuation only 19 (20) 6 (11) 25 (17)
ADA and PEMBRO discontinuationd 7 (7) 3 (6) 10 (7)

Any grade immune-related AEs 23 (24) 10 (19) 33 (22)

All patients (N = 149)

Patients, n (%)

Any grade
Any hepatic TRAEs 88 (59) 25 (17) 20 (13) 41 (28) 2 (1)
Most frequent hepatic TRAEsP
ALT increase 59 (40) 23 (15) 19 (13) 16 (11) 1(<1)
AST increase 53 (36) 20 (13) 12 (8) 19 (13) 2(1)
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PD-L1 < 50% PD-L1 = 50% All patients

Patients, n (%)

(n =95) (n = 54) (N = 149)
TRAEs TRAEs G1-2 : Nausea, Diarrhea
ANy grace PLER) afs) (eEbG0) IAEs: Pneumonitis 12%
Grade 3 54 (57) 32 (59) 86 (58)
Grade 4 13 (14) 3 (6) 16 (11)
Grade 5 3(3) 0 3(2)b
TRAES feading fo Futuro: KRYSTAL 7 (en solo PDL1 > 50%)
ADA dose interruption 65 (68) 35 (65) 100 (67) KRYSTAL 4 + QT
ADA dose reduction¢ 50 (53) 22 (41) 72 (48)
ADA discontinuation only 5 (5) 5(9) 10 (7)
PEMBRO discontinuation only 19 (20) 6 (11) 25 (17)
ADA and PEMBRO discontinuationd 7 (7) 3 (6) 10 (7)
Any grade immune-related AEs 23 (24) 10 (19) 33 (22)

All patients (N = 149)

Patients, n (%)

Any grade
Any hepatic TRAEs 88 (59) 25 (17) 20 (13) 41 (28) 2 (1)
Most frequent hepatic TRAEsP

ALT increase

59 (40) 23 (15) 19 (13) 16 (11) 1(<1)
AST increase

53 (36) 20 (13) 12 (8) 19 (13) 2(1)
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Part G: 1L N_SCLC
Olomorasib + Efficacy of 1L Olomorasib + Pembrolizumab

pembrolizumab?
Randomized 1:1°

ORR 90% PDL1
50%

(n=43) 70
'50'. Olomorasib + Pembrolizumab
e b All PD-L1 250%
- &
Part G Eligibility :}g . Efflcacy Evaluable Patlents n=46 n=20
r BOR,
= Mo prior therapy for metastatic disease® _ﬁ 30 = CR nGi) 1(2) 0 (0)
L] - i i m L
All PD-L1 expression permitted 5 20:_ _ - _ - - . . PR 13 (72) 18 (90)
E 101 sD 8 (17) 1(5)
I; 0 PD 3(TE 1{5)®
¢ ol T :
E .20 ORR, % (95% CI)
AT E 20—t ¢ ) (58.9-85.7) (68.3-98.8)
-304 | 95
+ Safety and Tolerability A - DCR, % {95% CI)
+ Determine MTD and R2PD EEE ;’g p [?9.%—2? B) {?’5.:"-29 9)
+ Pharmacokinetics I - '-'
- ORR. DCR, PFS and DoR per RECIST v1 1 E g0 edianDOR- Iortha (= 1l (10 5-NE) (10.5-NE)
5 = PDL1score Olomorasib dose  BOR MNE MNE
= 707 mesew 1 somgED mcR Median PFS, months (95% CI) (12.0-NE) (12.0-NE)
-A0= M4-49% @100 mgBID H PR - ;
{ O EE: 6-month PFS rate, % (95% Cl) BiL= i
-90< Wunx o :n 1 ovele of S0 ! (64.1-89 6) (64.8-97.3)
-100+ P 66.7 59.8
onctit 2 e Tl W B oy 12 month PO rate % (99% €l (40.9.83.2) (8.2:800)
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Part G: 1L NSCLC
Olomorasib +

pembrolizumab?
Randomized 1:1°
43)

Part G Eligibility

= Mo prior therapy for metastatic disease®
+ All PD-L1 expression permitted

Key objectives

Safety and Tolerability

Determine MTD and R2PD
Pharmacokinetics

ORR, DCR, PFS and DoR per RECIST v1.1

e e

Safety Profile: 1L Olomorasib + Pembrolizumab

Olomorasib (50 or 100 mg BID) + Pembrolizumab (n=48)

Parameter n (%)

Any AE
Diarrhea
ALT increased
AST increased
Mausea
Fatigue
Vomiting
Decreased appetite
Pruritis
Abdominal pain
Peripheral oedema

Constination

TEAEs (210%) TRAEs®
Any Grade Gradez 3 Any Grade Grade 1 Grade 2 Grade 3 Grade 4
45 (93.8) 26 (54.2) 43 (88.6) 8(18.8) 15 (31.3) 17 {35.4) 2(4.2)
20 (41.7) 4 (8.3) 17 (35.4) & (16.7) 5(10.4) 4 (8.3)
16 (33.3) 11 (22.9) 14 {29.2) 1{2.1) Z (4.2) 11 {22.9)
14 (29.2) T(14.8) 14 (29.2) 24.2) 5(10.4) 7{14.8)
13 (27.1) - 9 (18.8) B(12.5) 3(6.3) -
11(22.9) - T (14.6} 2(4.2) 510.4) =
10 (20.8) - g (12.5) 3(6.3) 3 (6.3} -
B(1E.7) 1{2.1) 6 (12.5) 4 (8.3) 2 4.2 .
9 (18.8) - 7 (14.6) 6(12.5) 1{2.1} =
9(18.8) - 3 (6.3) z 4.2 1{2.1) .
B(1B.7) 1(2.1) 2 (4.3) - . -
T 14 &Y 102 1% 162 1% 102 1% - -

Dose modifications
due to TRAEs

TRAEs led to dose reductions of
olomorasib in 11 patients (23%)

TRAESsF® led to discontinuation of the
treatment regimen in 2 patients (4%)

lung cancer
research
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ORR

Response (IRC) N=145

Median follow-up, months 6.8

Confirmed BOR, n (%)

Best Percentage Change from Baseline Target Lesions (%)

Confirmed ORR (95% Cl)  52.4 (44.0-60.8)

Tumor Response

PR 76 (52.4) .
SD 51 (35.2) ]
Non-CR/Non-PD 8 (5.5) "
PD 5(3.4) w

| Comtinmed BOR:

= =
& so
K

Cut-off date: November 3, 2024

RN
GeCP
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ORR

Response (IRC) N=145
Median follow-up, months 6.8
Confirmed BOR, n (%)
PR 76 (52.4)
SD 51 (35.2)
Non-CR/Non-PD 8 (5.5)
PD 5(3.4)

Confirmed ORR (95% CI)

52.4 (44.0-60.8)

Best Percentage Change from Baseline Target Lesions (%)

24

Tumor Response

| Comtinmed BOR:

= =
& so
K

Cut-off date: November 3, 2024

-
GELE

research
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Response (IRC) N=145

Median follow-up, months

6.8

DCR (95% ClI)

87.6 (81.1-92.5)

TTR

6-month OS rate (95% CI)

Median (range), months 1.4 (1.2-8.4)
DOR
Median (95% Cl), months  NA (5.4-NA) :
PFS !
Events, n (%) 62 (42.8)
Median (95% CI), months 7.2 (5.6-NA)
6-month PFS rate (95% Cl) 56.7 (47.5-65.0)
0s
Deaths, n (%) 31 (21.4)
Median (95% Cl), months  NA (NA-NA)

86.6 (79.8-91.3)

Cuit-nff date Novembher 3 2024
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ORR

Median follow-up, months 6.8
Response (IRC) N=145 " Tumor Response DCR (95% Cl) 87.6 (81.1-92.5)
Median follow-up, months 6.8 E’ 7 TTR
B exiiiael e 5 |k Median (range), months 1.4 (1.2-8.4)
onfirme , N (%) 'E I | | DOR
PR 76 (52.4) g = Median (95% Cl), months  NA (5.4-NA) :
SD 51 (35.2 g - e '
S Events, n (%) 62 (42.8)
Non-CR/Non-PD 8 (5.5) £ = Median (95% CI), months 7.2 (5.6-NA)
; 6-month PFS rate (95% Cl) 56.7 (47.5-65.0)
PD 5(3.4) § = {commaron 0s
Confirmed ORR (95% Cl)  52.4 (44.0-60.8) | Deaths, n (%) 31(21.4)
" Median (95% CI), months  NA (NA-NA)
CAFRRAAEETIVEMDERS, 2020 6-month OS rate (95% Cl)  86.6 (79.8-91.3)

Cuit-nff date Novembher 3 2024

ALT increased 66.2% 9.0%
ASTincreased 62.8% 9.0%
Anemia 31.7% 3.4%
GGT increased 26.2% 13.2%
ALP increased 22.1% 6.9%
Nausea 17.9% a
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Lung-MAP S1900E Schema

LUNGMAP
Master Protocol

KRAS G12C
mutation

identified by
FoundationOne®
CDx tissue assay

Lung-MAP
S1900E

Recurrent or metastatic

KRAS G12C non-

squamous NSCLC

ECOG PS 0-1

Received at |least one prior
systemic therapy

No uncontrolled brain
metastasis

Primary Endpoint: Response by RECIST 1.1*
Secondary Endpoints: Duration of response,

Progression free survival, Overall survival, Toxicity

Cohort12:
TP53WUT

Target N=40

Cohort 2 %:

Sotorasib

STK11MUT 960 mg QD

Target N=25

Cohort 3 ¢:
OTHERMUT

Target N=36 Treatme
+ Sotorasib until progression, int
« Imaging every 6 weeks

+ ctDNA baseline, C2D1, C3D1, ai

lung cancer
research
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Mutation spectrum in OTHER co-mut cohort
9 (24%) tumors with KEAP1, NFE2L2, or CUL3 co-mut

g ]
S
" E 2 | ||||| # Patlents
Co-Mutation Spect N (%)* S |||||
coTlion fpecun 24‘{{:;) S LT
o Co-Mutation in Protocol- -
Triple Co-Mutations (Total) 3(8)
+ TP53/STK11/KEAP 1 2 - o I
+ TP53/STK11/CUL3 1
Double Co-Mutations (Total) 7(18) g I
- TP53/STK11 4 g " ThSs Atterations
« STK11/KEAP1 2 g M short Variant
« TP53/KEAP1 1 E - “||| KEAPT I Rearrangement
Single Co-Mutation (Total) 3(8) =
.« KEAP1 2 } |
« NFE2L2 1 e oS

purity low and unable to confirm wild type status of ather genes

3%

*One ptin cohort 3 with only known TP53 co-mutation as tumor
NFE2L2 |
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Lung-MAP S1900E Primary Endpoint Objective Response Rate:
TP53 and OTHER co-mut met primary endpoint while STK11 co-mut did not

- ORR 35% (90% CI 23-47) ORR 16% (90% CI 4-28) “ ORR 34% (90% Cl 22-47)
» N=14/40 N=4/25 « N=13/38 )
. 4/9 with KEAP1MNFEZ2LZ2/CUL3

mutation had response
= I 11|
o — —— | T
» d | (fERY : ' H .
53 7 T k -]
. "
T
s
T

suwesosdzsE

i oo Bascnme

& BH 2o

= C=CUL3

T K=KEAP{
= M=MNFE2LZ
= 5=8TKT

Best Percemtage Change from Baseline
Best Pereentage Change from Baseling

3

" T=TF53
DCR (90% Cl)  78% (67-88); N=31/40 60% (44-76); N=15/25 79% (68-90); N=30/38
Median DOR 7.1 mo (2.7-11.5) 7.9 mo (1.6-NA) 6.8 mo (3.0-11.8)

(95% CI)
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Iung cccccc

Lung-MAP S1900E Primary Endpoint Objective Response Rate:
TP53 and OTHER co-mut met primary endpoint while STK11 co-mut did not

» ORR 35% (90% CI 23-47)
» N=14/40

>

) -am
T
23

-3

53

43

]

Best Percemtage Change from Baseline

Best Pereentage Change from Baseling

suwesosdzsE

& BH 2o

3

TP53 CO-MUT STK11 CO-MUT

ORR 16% (90% CI 4-28)
N=4/25

’ ll.ll
==g s UK L]
||"| = 5 ts
E ow
g i 1
S
T

DCR (90% Cl)

Median DOR
(95% CI)

78% (67-88); N=31/40
7.1 mo (2.7-11.5)

60% (44-76); N=15/25
7.9 mo (1.6-NA)

OTHER CO-MUT

< ORR 34% (90% Cl 22-47)

u L 4/9 with KEAPTNFEZ2LZ/CUL3

mutation had response

hangd o Basdnme

= C=CUL3
T K=KEAP1
N=MNFEZL2
S5=8TKT1

TP53 CO-MUT STK11 CO-MUT OTHER CO-MUT

\H

.............................

Median OS  18.2 mo (12.2-33.7) 8.0 mo (5.1-14.2) 13.5 mo (9.7-21.2)
(95% CI)

6 mo OS 90% 60% 86%

12 mo OS 69% 39% 59%




Figure 4. Antitumor activity assessed per RECIST v1.1 by investigator review in participants with NSCLC b

(efficacy population)

Arms 1 + 3: MK-1084 monotherapy (previously treated NSCLC only) e C P
100 — 2

7 ORR, % (95% ClI) 38 (18-62) lung cancer
&0 research

TTR. median (range), ma 1.4(1.2-2.8)

60 |
- DOR, median (range), mo 22.3(2.8-22.3)
40

DCR, % (85% CI) 76 (53-92)

20

0

=20 —

-40

Best Change From Baseline
in Target Lesions (%)

Figure 1. KANDLELIT-001 study design. KANDLELIT-001 is an ongeoing, open-label, phase 1 study of the KRAS G12C inhibitor -
MK-1084 that is being conducted at 68 global sites. Dose escalation followed a modified toxicity probability interval design; optional '50:
dose expansion cohoris were prespecified. 80|
-100

Arms 1 and 3: MK-1084 Monotherapy 25-800 mg/d PO?
; 5 Arm 2: MK-1084 + pembrolizumab {1L NSCLC with TPS 21%)
= Locally advanced unresectable or metastatic solid tumor

« =1 prior systemic therapy for advanced disease 160 -

a0 ORR, % (95% CI) 77 (65-86) 58 (37-77) 88 (75-95)

- TTR, median (range), mo 1.4(1.2-8.2) 1.4(1.2-4.2) 1.4(1.2-8.2)
Arm 2: MK-1084 25-400 mg}d PO*+ Pembrolizumab* 80 : DOR, median (range), mo MR (1.5+to 28.8+) NR (2.8-28.8+) NR (1.5+ to 24 8+)
+ Metastatic NSCLC with PD-L1 TPS : 40 7 DCR, % (95% CI) 96 (88-99) 92 (75-99) 95 (85-100)

20

* Mo indication for EGFR-, ALK-, or ROS1-directed therapy as primary treatment

* Mo prior therapy for metastatic disease

Best Change From Baseline
in Target Lesions (%)
o
|

Key Eligibility Criteria: All Arms G .
* Age 218 years Arm 4: MK-1084 25-200 mg/d PO* + Pembrolizumab® + Chemotherapy® 40
» Histologic or blocd-based confirmation + Metastatic NSCLC of any TPS* 60
of KRAS G12C mutation « No indication for EGFR-, ALK-, or ROS1-directed therapy as primary treatment -80
* ECOGPSQori « No prior therapy for metastatic disease -100
* Measurable disease per RECIST vi.1 Arm 4: MK-1084 + pembrolizumab + chemotherapy (1L NSCLC)
Arm 5: MK-1084 25-200 mg/d PO? + Cetuximab*® 100 [ n=a0 |
g ¢ Locally advanced unresectable or metastatic CRC 50 ORR, % (95% CI) 53 (36-69)
* 1 or 2 prior line(s) of systemic therapy for advanced disease s (T median(fEnge)mo SARZEY
1 DOR, median (range), mo 9.2 (1.5+ to 11.34)
Arm 6: MK-1084 25-100 mg/d PO® + Cetuximab® + mFOLFOX®' 7 DGR, % (95% C1) 88 (73-96)
20 R

g ¢ Locally advanced unresectable or metastatic CRC
+ 0 or 1 prior ling(s) of systemic therapy for advanced disease

Best Change From Baseline
in Target Lesions (%)
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+ GFH375 is a highly selective and potent
KRAS G12D inhibitor targeting both the “ON”"
(GTP-bound) and “OFF” (GDP-bound) states.

KRAS @
G12D OFF GTP

Inactive

2 GEF GFH375
GAP o

KRAS
G12D ON

Active { }
e

Signaling pathways activation

lung cancer
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Phase I: Dose escalation and expansion Phase ll: Indication expansion

900mg QD

+ GFH375 is a highly selective and potent

Cohort 1: NSCLC
KRAS G12D inhibitor targeting both the “ON”" @
(GTP-bound) and “OFF” (GDP-bound) states. 600mg QD 300mg BID . Cohort 2: PDAC

KRAS @
G12D OFF GTP

Inactive

2 GEF GFH375

GAP o

KRAS
G12D ON

Active { }

Signaling pathways activation
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Phase I: Dose escalation and expansion Phase ll: Indication expansion

900mg QD

+ GFH375 is a highly selective and potent
KRAS G12D inhibitor targeting both the “ON”"
(GTP-bound) and “OFF” (GDP-bound) states. 600mg QD 300mg BID | . Cohort 2: PDAC

RP2D
KRAS @
G12D OFF GTP

inacive Efficacy in NSCLC and PDAC Patients at Target Dose Range

2 GEF GFH375
GAP

—— Cohort 1: NSCLC
750mg QD

« 12 NSCLC and 23 PDAC patients treated at 400 mg QD, 600 mg QD or 300 mg BID had tumor response assessed.*
GDF

KRAS = = st level
e f—hﬁ\.l NSCLC (N=12) PDAC (N=23) . +00mg G
Active 4 } ORR (90% CI) 42% (18%, 68%) ORR (90% CI) 52% (34%, 70% ) B scomaco
R

DCR (90% CI) | 83% (56%, 87%) DCR (90% CI) | 100% (88%, 100%) B ==

G PH sonfirmed

=+ 0n reaime nt

Signaling pathways activation

Best Percentage Change from Baseline

G U 0 O © O 0.0 0 b b DO 6 o060 0000 .o
A T F P P T FF A FF T F T IFES
FPELFLF I LIS

[so] [so] [PR]PR : |PRIPR PR [PR|PR[FR|FR
1151|2225 2]4 . 2 433124
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iza-bren (BL-B01D1) = iza-bren (izalontamab brengitecan) is a potential first-in-class
EGFR x HER3 bispecific ADC ADC comprised of an EGFR x HER3 bispecific antibody
conjugated to a novel topo-| inhibitor payload (Ed-04) via a
stable tetrapeptide-based cleavable linker.

| +——— gEGFR
Human EGFR

AHfinity: High = In the previous phase | trial, iza-bren showed promising anti-

AR =8 tumor activity in EGFRmut NSCLC patients (63.2% ORR)t.
Cat B cleavable linker R ——
Ed-04 [TOPI inhibitor) . " N=38 TR TN T :g: orp ¥ ewLesion
«———— wt Fe IgG1 T 00 g
< gt 3 ‘§
E.zoo % \
Hu‘:r:nEI?E‘gﬁﬂ ;;"400 .
Afialty Lo § a0 ORR = 63.2%

Median line of prior treatment =3

The safety and preliminary efficacy of iza-bren in NSCLC patients with driver genomic alterations

outside of classic EGFR mutations was evaluated in this phase Ib study.
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iza-bren (BL-B01D1) = iza-bren (izalontamab brengitecan) is a potential first-in-class
EGFR x HER3 bispecific ADC ADC comprised of an EGFR x HER3 bispecific antibody
conjugated to a novel topo-| inhibitor payload (Ed-04) via a
stable tetrapeptide-based cleavable linker.

| +——— gEGFR
Human EGFR

AHfinity: High = In the previous phase | trial, iza-bren showed promising anti-
AR =8 tumor activity in EGFRmut NSCLC patients (63.2% ORR)t.

Cat B cleavable linker 20)) gecscscncanancscssnsnncnsnsssssnnassnansnnnna;
Ed-04 [TOPI inhibitar)

0o

<200

+—— oHER3
Human HER3
Affinity: Low

400

ORR = 63.2%

Median line of prior treatment =3

(%) Change from Baseline

The safety and preliminary efficacy of iza-bren in NSCLC patients with driver genomic alterations

outside of classic EGFR mutations was evaluated in this phase Ib study.

Eligibility Criteria
o Locally advanced or metastatic
NSCLC

o Presence of driver genomic Primary

alterations outside of classic EGFR + Safety

mutations (19del and L858R) T
o ECOG PS 0-1 2.5 mg/kg ::> SQLRUIGALY

D1D8 Q3W *+ ORR, DCR and DoR
o Measurable disease per RECIST v1.1
Exploratory

o Failed standard treatment - PFSandOS

o Received no more than one prior line
of chemotherapy
A ./‘
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iza-bren (BL-B01D1)
EGFR x HER3 bispecific ADC

' +———— gEGFR
Human EGFR
Affinity: High

+—————— DAR=8
Cat B cleavable linkar
Ed-04 [TOPI inhibitar)

' +—— wt Fe lgG1

+—— oHER3
Human HER3
Affinity: Low

iza-bren (izalontamab brengitecan) is a potential first-in-class
ADC comprised of an EGFR x HER3 bispecific antibody
conjugated to a novel topo-| inhibitor payload (Ed-04) via a
stable tetrapeptide-based cleavable linker.

In the previous phase | trial, iza-bren showed promising anti-
tumor activity in EGFRmut NSCLC patients (63.2% ORR)t.

(%) Change from Baseline

<200

400 - .
-60.0 ORR =63.2%

20M) gramasninmmasisaanssmasensssesamanasss AR anLsnmaLsAAaaSanRsa L. . i
4 N=38 TS e Lason
N
§

0o

Median line of prior treatment =3

The safety and preliminary efficacy of iza-bren in NSCLC patients with driver genomic alterations

outside of classic EGFR mutations was evaluated in this phase Ib study.

Eligibility Criteria

o Locally advanced or metastatic
NSCLC

o Presence of driver genomic
alterations outside of classic EGFR
mutations (19del and L858R)

o ECOG PS 0-1
o Measurable disease per RECIST v1.1
o Failed standard treatment

o Received no more than one prior line
of chemotherapy

.

Primary
+ Safety
iza-bren

Secondary

2.5 mg/kg ::> :

D1D8 Q3w ORR, DCR and DoR
Exploratory
- PFSandOS

o>
GeCP

lung cancer
research

83 NSCLC pts with driver genomic alterations
outside of classic EGFR mut enrolled

EGFR mut exon20ins/non-classical
(N=14)

ALK/ROS1/RET/NTRK fusion KRAS/BRAF/MET mut
(N =24) (N =26)

39 Treatment ongoing
44 Treatment discontinued
+ 35 Progressive disease
3 Adverse event
4 Patient withdrawal
2 Other reasons’

Analyzed
+ 83 safety analysis set
+ 78 efficacy analysis set
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TRAESs with frequency = 20% by Maximum Toxicity Grade
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TRAESs with frequency = 20% by Maximum Toxicity Grade
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81.3% of patients with tumor shrinkage and the median (range) shrinkage (%) was -29.2 (-70.1, 24.9).

Solo 1 caso ILD



° ° é
Multidriver .

lung cancer
research

Change(%) in Tumor Size from Baseline

nn 4 B EOQFR sl exon2ling
ECFR sl sen-chsa ol

ORR = 69.2%

Maximum Change from Baseline (%)
[ B3 [
A S .

L
=

<604

-}

exorZlne
SXerzZins
exerzling

E




GeCP

ALK/ROS1/RET fusion

Multidriver

lung cancer
research

Change(%) in Tumor Size from Baseline

o
=
o
=t
[3p]
]
o
[
@]

Change(%) in Tumor Size from Baseline

&

g & : 3
(%4) aunase g woyy aBUBYD WINWIER

Ei

mﬂ

3

mM

i =
EE

e

Em

L] ]

.....npn_

i

_"..-...L.

o

48]

1l

il

o

o

8 § s - 3 3

{2¢) auaseg woy aBusyg WINWIKER

U OZI0NS

niEny
4D HE

a

3U CFdDEe

U nr NS

FUOZJ0NE

aUgFdDEe

s (Ao




lung cancer
research

GeCP

Change(%) in Tumor Size from Baseline

004, dved

..m_
2
=
=]
<t

Change(%) in Tumor Size from Baseline
ORR

= = = = = = z

- o ¥
{35) su@seg woy sbusyD wnwxey

KRAS/BRAF/MET mut

o
=
o
=t
[3p]
]
o
[
@]

ALK/ROS1/RET fusion

Multidriver

= = = = = = = =
2 B & 3 g

g & : -
(%4) aunase g woyy aBUBYD WINWIER

7 e
mw U OZJoxg
i
53 = uoEng
mr H4D30 | HE
Lt

m U CiFdoES

F

£

£ ==

& o

' 3

(=] i

: N

E o

W W U OZJong

]

m =[S i

a0 (Ed0xs

= & § & ° & 5 7

{2¢) auaseg woy aBusyg WINWIKER




6& Lung Cancer
UPDATES GOLP

ASCO HIGHLIGHTS research
30 MAYO - 03 JUNIO 2025

Chicago, USA

Enfermedad avanzada
dirigidos a diana.
Conclusiones

Monica Antonanzas Basa




	Enfermedad avanzada dirigidos a diana. Conclusiones
	EGFR
	EGFR
	EGFR
	EGFR
	EGFR. 2º línea MET
	EGFR. 2º línea MET
	EGFR. 2º línea MET
	EGFR. 2º línea MET
	EGFR. 2º línea MET
	EGFR. 2º línea MET
	EGFR. 2º línea MET
	EGFR 2º línea MET
	EGFR 2º línea MET
	EGFR 2º línea MET
	EGFR 2º línea MET
	EGFR 2º línea MET
	EGFR. Savolitinib
	EGFR. 2º línea MET
	EGFR 2º linea
	EGFR 3º línea 
	EGFR 3º línea 
	EGFR 3º línea 
	EGFR 2º linea
	EGFR 2º linea
	EGFR 2º linea
	EGFR 2º linea
	EGFR 2º linea
	EGFR 3º Linea
	EGFR 3º Linea
	EGFR 3º Linea
	EGFR 3º Linea
	EGFR 3º Linea
	EGFR. Brain mets after 1-2G TKI
	EGFR. Brain mets after 1-2G TKI
	EGFR. Brain mets after 1-2G TKI
	EGFR. Brain mets after 1-2G TKI
	EGFR. Brain mets after 1-2G TKI
	EGFR
	EGFR EXON 20
	EGFR EXON 20
	EGFR EXON 20
	EGFR EXON 20
	EGFR EXON 20
	EGFR EXON 20
	EGFR EXON 20
	ALK
	ALK
	ALK
	RET
	RET
	RET
	RET
	RET
	RET
	HER2
	HER2
	HER2
	HER2
	HER2
	HER2
	HER2
	HER2
	HER2
	HER2
	HER2
	KRASG12C 1º linea
	KRAS
	KRAS
	KRAS
	KRAS
	KRASG12C 1º linea
	KRASG12C 1º linea
	KRAS G12C 2º linea
	KRAS G12C 2º linea
	KRAS G12C 2º linea
	KRAS G12C 2º linea
	KRASG12C 2º línea
	KRASG12C 2º línea
	KRASG12C 2º línea
	KRASG12 C
	KRASG12D
	KRASG12D
	KRASG12D
	Multdriver
	Multdriver
	Multdriver
	Multidriver
	Multidriver
	Multidriver
	Multidriver
	Multidriver
	Multidriver
	Enfermedad avanzada dirigidos a diana. Conclusiones

