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OUTLINE

1%t line therapy

Management of acquired resistance
_Early Stage NSCLC

_Exon 20 mutation

JHer-2 mutation
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Nicolas Girard'!, Enriqueta Felip'?, Hidetoshi Hayashi'?, Alexander | Spira', Benjamin Besse',
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MARIPOSA: STUDY DESIGN

Focus of this presentation

/_ Key Eligibility Criteria \

* Locally advanced or
metastatic NSCLC

*  Treatment-naive for
advanced disease

Documented EGFR
Ex19del or LESSR

+ ECOGP3S0Oori1

Amivantamab + lazertinib Primary endpoint:
(n=429; open-label) »  PFS by BICR per RECIST v1.1

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

Osimertinib
(n=429; blinded)

1 Randomization
(N=1074)

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

Stratification Factors ™ . .
* Intracranial ORR (icORR
EGFR mutation type ™ Lazertinib I { )
(Ex19del or LE5ER) (n=216; blinded) + Intracranial DoR (icDoR)
Asian race (yes or no) * Time to symptomatic progression (TTSP)

History of brain

\ metastases (yes or no) j

- Safety

| Lazertinib monotherapy arm was included to |
) assess the contribution of componenis |

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

Yang J et al, ELCC 2025.
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MARIPOSA: OVERALL SURVIVAL

EFRE

100 4 Median OS
(95% CI)
Amivantamab + lazertinib Mot reached (42.9-NR)
80 Osimertinib 36.7 mo (33.4—41.0)
1 75%
= HR, 0.75 (95% CI, 0.61-0.92); P<0.0052
o
=
E 60%
5 E'D "
]
E Amivantamab + lazertinib
o
£
=
£ 40 4 44%, Osimertinib
a
]
£
@
20 A
Median follow-up: 37.8 mo
{] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L]
0 3 & 2] 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Mo. at risk Months
Amhaniamab « lazetiny 420 dnd 300 A3 375 63 3 178 310 7T 77 233 168 111 Al 18 1 0
Ceimestini 420 418 409 08 374 154 33 311 20 270 =1 201 132 &7 49 15 0 0
*Based on an exponential distribufion assumpfion of 08 in both arms, the improvement in median 08 is projected to exceed 1 year.

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY

Yang J et al, ELCC 2025.
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MARIPOSA: ADVERSE EVENTS

AEs by preferred term (220% of Amivantamab + Osimertinib
participants in either group) lazertinib (n=421) (n=428)
Any grade Grade 23 Any grade Grade 23
Related to EGFR inhibition
Paronychia 291 (69) 49 (12) 127 (30) 2 (<1)
Rash 271 (64) 73 (17) 136 (32) 3 (<1)
Diarrhea 133 (32) 9 (2) 200 (47) 4 (<1)
Dermatitis acneiform 127 (30) 37 (9) 55(13) 0
Stomatitis 126 (30) 5(1) 92 (21) 1(<1)
Pruritus 107 (25) 2 (<1) 75 (18) 1 (<1)
Related to MET inhibition
Hypoalbuminemia 216 (51) 26 (6) 29 (7) 0
Peripheral edema 162 (38) 8 (2) 29 (7) 1(<1)
Other
Infusion-related reaction 275 (65) 27 (6) 0 0
ALT increased 170 (40) 28 (7) 66 (15) 8(2)
AST increased 139 (33) 15 (4) 68 (16) 6 (1)
Constipation 130 (31) 0 70 (16) 0
COVID-19 125 (30) 8 (2) 112 (26) 9 (2)
Anemia 114 (27) 20 (5) 112 (26) 10 (2)
Decreased appetite 114 (27) 4 (1) 84 (20) 7(2)
Nausea 99 (24) 5(1) 65 (15) 1(<1)
Hypocalcemia 96 (23) 11 (3) 37 (9) 0
Asthenia 84 (20) 13 (3) 54 (13) 7(2)
Muscle spasms 84 (20) 3 (<1) 36 (8) 0
Thrombocytopenia 74 (18) 4 (1) 92 (21) 6 (1)

Yang J et al, ELCC 2025.

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY NCI Designated Comprehensive Cancer Center 7



osimertinib plus chemotherapy demonstrated statistically
significant and clinically meaningful improvement in overall
survival in EGFR-mutated advanced lung cancer

PUBLISHED
21 July 2025

Longer-term follow up in the FLAURAZ2 Phase III trial confirms the favourable benefit-risk
profile of this combination

Qverall survival results reinforce osimertinibas the backbone therapy in EGFRm lung cancer
across stages

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY NCI Designated Comprehensive Cancer Center 8
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TROPION LUNG 05 STUDY

Screening
<28 days

Key eligibility criteria:

a/m NSCLC

Presence of actionable genomic alteration
(e.g. EGFR, ALK, ROS1, NTRK, BRAF,
MET exon 14 skipping, or RET)

ECOGPS=0or1

Previously treated with one to two cytotoxic
therapies (including a platinum therapy) in
the metastatic setting and at least one
therapy specific for the actionable genomic
alteration harbored

Radiographic disease progression on/after
most recent treatment for a/m disease

No prior treatment with a topoisomerase |
chemotherapy or TROP2-directed agent

Treatment Follow-up
Until permanent 28 days (+7 for safety)
discontinuation Long-term survival: Q3mo

Until:
Dato-DXd » Disease progression
6.0 mg/kg * Death

Q3w * Loss to follow-up
* Withdrawal of consent

Study objectives
Assessed after all patients
have received Dato-DXd for

=9 months or have discontinued

Primary objectives

« ORR

Secondary objectives
» Efficacy?

« Safety®

+ PK

* Immunogenicity

Sands J et al, J Clin Oncol, 2025.

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY
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TROPION LUNG 05: EFFICACY

BHCR HPR SD PD NE + Ongoing treatment

EGFRMT NSCLC
Cohort

Best Change in SOD
From Baseline (%)

N=78 pts

+ + + + ++ + + + + +
-100 -

sensivzing £6Am” | I [ 10 I THTT0 N B0 O O I 0]1 )

T7S0M UL I AN A O B O

RR=44%
mMDOR: 7.0m
MPFS: 5.8m

Other EGFRm"® | “ || ”" I " I I I

omer || UL L AR A A

*Other: MET exon RET MET
14 skipping rearrangement amplification

Sands J et al, J Clin Oncol, 2025.
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TROPION LUNG 05: TOXICITY

AESI Any grade Grade 1 Grade 2 Grade 23
Oral mucositis/stomatitis 90 (65.7) 45 (32.8) 30 (21.9) 15 (10.9)
Treatment discontinuation 1(0.7) 1(0.7)2 0 0

Patients with reported events (PTs)

Stomatitis 80 (58.4) 39 (28.5) 28 (20.4) 13 (9.5)
Oropharyngeal pain 8 (5.8) 6(4.4) 2(1.5) 0
Dysphagia 7(5.1) 5(3.6) 0 2 (1.5)
Aphthous ulcer 4 (2.9) 4 (2.9) 0 0
Pharyngeal inflammation 2(1.9) 1(0.7) 0 1(0.7)

Sands J et al, J Clin Oncol, 2025.
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TROPION LUNG 05: TOXICITY

Ocular surface events 36 (26.3) 26 (19.0) 7(5.1) 3(2.2)

Treatment discontinuation 0 0 0 0

Patients with reported events (PTs)

Dry eye 15 (10.9) 13 (9.5) 2(1.5) 0
Vision blurred 12 (8.8) 10 (7.3) 2(1.5) 0
Keratitis 7(5.1) 5 (3.6) 2(1.5) 0
Corneal disorder 2(1.5) 0 1(0.7) 1(0.7)
Cornea verticillate 1(0.7) 0 0 1(0.7)
Punctate keratitis 1(0.7) 0 0 1(0.7)

Sands J et al, J Clin Oncol, 2025.
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ORCHARD module 10 study design

Osimertinib 80 mg PO QD
+ Dato-DXd 4 mg/kg IV Q3W
(n=35)

Osimertinib 80 mg PO QD
+ Dato-DXd 6 mg/kg IV Q3W
| (n=34)

 Primary endpoint: ORR based on RECIST v1.1 by investigator assessment
» Key secondary endpoints: PFS*, DoR¥, OS, AEs, SAEs

Le X et al, ELCC 2025.

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY NCI Designated Comprehensive Cancer Center 14



ORCHARD MODULE 10: EFFICACY

Osimertinib + Dato-DXd 4 mg/kg (n=35) ‘ Osimertinib + Dato-DXd 6 mg/kg (n=33)

PFS
mPFS, months (95% Cl) 9.5(7.2,9.8) 11.7 (8.3, NC)
6-month rate, % (95% ClI) 74 (56, 85) 80 (61, 91)
9-month rate, % (95% ClI) 50 (33, 65) 70 (49, 83)
12-month rate, % (95% Cl) 21 (9, 35) 39 (21, 57)
ORR, % (80% ClI) 43 (31, 55) 36 (25, 49)
DoR
mDoR, months (95% CI)* 6.3 (3.8, 8.2) 20.5 (6.2, NC)
6-month rate, % (95% ClI) 60 (32, 80) 92 (54, 99)
9-month rate, % (95% ClI) 15 (2, 38) 64 (30, 85)
Median time to onset of response,
months (Q1, Q3) 2.7 (1.5, 4.1) 1.4 (1.2, 2.1)
Median duration of follow-up, months 134 13.8
OS events, n (%) 16 (46) 9(27)

Le X et al, ELCC 2025.

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY NCI Designated Comprehensive Cancer Center
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ORCHARD MODULE 10: SALIENT TOXICITY

AESIs
(Dato-DXd)

Osimertinib + Dato-DXd
4 mg/kg (n=35)

Stomatitis/
oral mucositis

Mucosal
inflammation$

Ocular
surface event?

ILD/pneumonitis
(adjudicated)T

Osimertinib + Dato-DXd
6 mg/kg (n=34)

M Grade 2
B Grade 3
B Grade 4

80 70 60 50 40 30 20 10 O

Patients, %

L) | ] L} L) ] L} 1

10 20 30 40 50 60 70 80

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY

Sands J et al, J Clin Oncol, 2025.
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Patients with completely resectable

EGFRm
stage II-11IB NSCLC*

Key inclusion criteria:
* Aged 218 years

* Histologically / cytologically
confirmed non-squamous NSCLC

* Ex19del / L858R"

N=358

NeoADAURA

Osi 80 mg QD (=9 weeks)$T +
carboplatin AUCS5 or cisplatin 75 mg/m? +

pemetrexed 500 mg/m?
(Q3W for 3 cycles)

Stratification by:
Stage Il / Il

Chinese* / other Asian

Osi mono
80 mg QD (=9 weeks)#

PBO QD (=9 weeks)s" +

Investigator choice of
adjuvant treatment

Post-surgery
follow-up visits**

Sponsor-supplied adjuvant osi
was available for eligible

: . ; ;
/ non-Asian carboplatin AUCS or cisplatin 75 mg/m? + i
« WHOPSO/1 pemetrexed 500 mg/m? patients w.ho compleﬁed
Ex19del / L858R (Q3W for 3 cycles) surgery in all arms
Endpoints:

* Primary: major pathological response (MPR; by blinded central pathology review)

* Secondary: event-free survival, pathological complete response, nodal downstaging and safety

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY

Chaft J et al, ASCO 2025.

NCI Designated Comprehensive Cancer Center



MPR

The MPR rate was statistically significantly higher with both osi-containing regimens

50 1 Difference, 24% (95% Cl 15, 32);
OR, 19.8 (95.002% Cl 4.6, 85.3); p<0.0001
I 1
40 - Difference, 23% (95% CI 15, 32);
OR, 19.3 (99.9% Cl 1.7, 217.4); p<0.0001
N 4 | |
.."_? 30 - . 26% 25%
IS 95% (G 18. 3§ 95% Cl 17, 34
a.
=
20 4
10 4
2%
95% CI 0, 6
0 : . I
Osi + CTx Osi mono PBO + CTx
(n=121) (n=117) (n=120)

Chaft J et al, ASCO 2025.

NCI Designated Comiprehensive Cancer Center
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Interim EFS analysis (15% maturity)

93%
100+, 95% EFS HR vs PBO + CTx
80 i i (99.8% Cl 0.17, 1.41); p=0.0382"
I I 181 1 1 L1l Ll 11
1 1 = ma e S . -
:\? 70 = i i [| ; H HHH OSi mono: 0-73
T 60- i ] (95% Cl 0.40, 1.35)"
> | i
3 50- | |
o : ]
T 407 : :
: : :
2 307 i |
] i Median follow-up, months*
20 ! i osi + CTx 14.3, osi mono 18.3,
10 { Planned i PBO + CTx 14.3
! surgery I
0 z '
| | | | | | | | | | | | | |
0 3 6 9 12 15 18 il 24 27 30 33 36 39 42
No. at Risk Time since randomization (months)
= Osi+CTx 121 112 110 93 89 58 54 39 38 23 22 14 10 6
= (Osi mono 117 112 110 98 94 59 59 36 34 20 18 9 7
-— PBO+CTx 120 107 100 85 81 55 52 35 34 20 16 11 6 4

Chaft J et al, ASCO 2025.

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY NCI Designated Comprehensive Cancer Center
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o
e lCC ¢ European Lung
Cancer Congress 2025
Osimertinib after definitive chemoradiotherapy
in patients with unresectable stage lll EGFRm

NSCLC: Updated overall survival analysis from ‘ |
the LAURA study

Suresh S. Ramalingam, ' Mustafa Ozgtiroglu,2 Myung-Ju Ahn,3 Xiaorong Dong,* James Chih-Hsin Yang,®
Satoshi Oizumi,5 Koichi Goto,” Manuel Cobo,? Sang-We Kim,® Te-Chun Hsia,'® Jarin Chindaprasirt,
Fernanda Fujiki,'? Natalia Valdiviezo," Ignacio Casarini,' Terufumi Kato,'> Xiangning Huang,'®

Azura Evans,!” Ana Bolanos,'® Shun Lu'®

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY NCI Designated Comprehensive Cancer Center 22



LAURA STUDY DESIGN*

L' | Endpoints

Patients with locally advanced, R
unresectable stage II* EGFRm [
NSCLC, with no progression Y11}
during / following definitive CRT'

Key inclusion criteria:

« 218 years (Japan: 220 years)

* WHO performance status 0/ 1

» Confirmed locally advanced,
unresectable stage III* NSCLC

* Ex19del / L858R?

« Maximum interval between last
dose of CRT and randomisation:
6 weeks

once daily » Primary endpoint: PFS assessed by BICR per RECIST v1.1
(sensitivity analysis: PFS by investigator assessment)

+ Key secondary endpoints: OS, CNS PFS
+ Secondary post-progression endpoints: TFST, PFS2, TSST

Placebo,

once daily

Treatment continued until BICR-assessed progression (per RECIST 1.1), toxicity, or other

discontinuation criteria met

Open-label osimertinib after progression was offered to both treatment arms$

Tumour assessments:
* Chest CT / MRI and brain MRI

— At baseline, every 8 weeks to Week 48, then every 12 weeks until progression
— After progression, PFS2 and OS were assessed by the investigator every 12 weeks and

defined by local practice

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY

Ramalingam S et al, ELCC 2025.

NCI Designated Comprehensive Cancer Center
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IMPROVED TREND TOWARDS OS BENEFIT SEEN WITH
OSIMERTINIB AT UPDATED ANALYSIS
Mo. of events  Median (95% Cl), HR (95% CI)
(%) months Log-rank p-value
R e _ ] Osimertinib (n=143) 40 (28) 58.8 (54.1,NC) 0,67 (0.40,1.14)
_ 0.9- — _twmmm:m 26 (36) 54.0 (42.1,NC) p=0.140
E E: I_fﬂ‘++_ q_aﬂf:_ 31% maturity
wn : i i
E 0s- ?3:h_'4+—++ + kS
S 05- S ﬁ
S | 52% L+ —
> 04- ; |
B 03-
L 1
£ 02- ' .
0.1 -
0.0 : : : ; : : : : : : ; ; : : : : : : : : : : : : :
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75
No. at risk Time from randomisation (months)
Osimertinib 143 142 138 135 133 130 129 128 125 123 112 99 89 73 62 49 40 29 18 1 6 4 2 1 1 0
Placebo 73 73 71 70 68 65 64 63 62 60 56 44 35 26 23 15 11 10 7 5 3 2 2 1 0 0
55/69 (80%) patients who discontinued study treatment in the placebo group received subsequent treatment with a 3rd-gen EGFR-TKI*

Ramalingam S et al, ELCC 2025.

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY NCI Designated Comprehensive Cancer Center 24
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WU-KONG1.: Study Design

=  Multinational phase Il study with a randomized, dose-finding phase followed by a single-arm phase
after interim analysis identified RP2D

Stratified by brain metastases (yes vs no), Interim

number of prior therapies an 3"&"515
1

1
|
Locally advancedor ¢
metastatic NSCLC with
confirmed EGFR exon20ins

mutations; prior platinum-

based chemotherapy; \ Continuous dosing
ECOG PS 0/1 Sunvozertinib Sunvozertinib . until
(N = 184) 300mg QD 300 mg QD (n = 111) discontinuation
criteria met

Current analysis

= Primary endpoint: ORR assessed by IRC

=  Secondary endpoints: DoR by IRC, investigator-assessed ORR, DoR

Yang. ASCO 2024, Abstr B513.

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY NCI Designated Comprehensive Cancer Center 26



WU-KONG1: Antitumor Activity

% 100 - Change in Tumor Size From BL
=] -
& 33 per IRC Overall Confirmed
- J
» 53.3 44.9
= ED'
E 0- ORR, % 137.5% Cl) (42.0-64.3) (34.0-56.1)
% -204 LB CR, n (%) 3(2.8) 2(1.9)
E IEEI IR I I ‘ ‘ ‘ ‘ ‘ PR, n (%) 54 (50.5) 46 (43.0)
F -80- SD, n (%) 44 (41.1) .
% n=106
3100+ PD, n (%) 8 (7.5) -

Not evaluable, n (%) 3 (2.8) -

* Median DoR not reached

®* 9-month DoR rate: 57%

=  Sunvozertinib activity noted regardless of previous amivantamab therapy
— ORR in patients with prior amivantamab: 50%

— ORR in patients without prior amivantamab: 53.8%

Yang. ASCD 2024, Abstr B513. Reproduced with permission.

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY NCI Designated Comprehensive Cancer Center 27




WU-KONG1: Safety

= TRAEs leading to dose reduction: 36.0%

Grade 23 TRAEs in 22%, n Sunvozertinib 300 mg

(%) (n=111) = TRAEs leading to treatment discontinuation: 6.3%
Diarrhea 19(17.1) = Most common TRAEs were grade 1-2 and
ini manageable
Blood crEi?tlmm? 12 (10.8) E
phosphokinase increased
= No fatal TRAEs occurred
Anemia 4 (3.6)
Rash 4 (3.6)
Lipase increased 4 (3.6)
Neutrophil count
decreased b
Hypokalemia 3(2.7)
Decreased appetite 3(2.7)
Asthenia 3(2.7)

Yang. ASCO 2024, Abstr 8513,

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY NCI Designated Comprehensive Cancer Center 28
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ZONGERTINIB (Bl 1810631): BEAMION LUNG 01

Phase la 4 Phase |Ib (Dose Expansion) \
(Dose Escalation) Selected dose after interim futility analysis: zongertinib 120 mg QD
HERZ2-altered . | . .
advanced solid Current Analysis : Ongoing Analysis
tumors previously treated patients with HER2-mutant 5 (data not yet available)

advanced NSCLC

Patients received
escalating doses of
zongertinib either Patients with TKD mutations* :
BID or QD in
3-week cycles to
determine the RDE

for Phase Ib Patients with TKD mutations and !
prior HER2-directed ADC treatment

The MTD was not
reached with
either schedule
Patients with non-TKD mutations*

Two doses were
taken to expansion
\__for optimization’

y

Heymach, AACR 2025; Heymach, NEJM 2025

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY NCI Designated Comprehensive Cancer Center



ZONGERTINIB IN HER2 MUTATED NSCLC

Dose: 120 mg QD PO
* Previously treated

*RR 71%

*DCR 96%

*mDOR 14.1m

*mPFS 12.4m

N
o

N
o o
1

®»
o
1
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ZONGERTINIB (Bl 1810631): ADVERSE EVENTS

Drug-related AEs?, n (%)
Any

Diarrhea$

Rash$

AST increased

ALT increased

Nausea

Dry skin

Pruritus

WBC count decreased
Anemia

Neutrophil count decreased
Nail disorder

Cohort 1
All Gz23
73(97) 13 (17)
42 (56) 1(1)
25 (33) 0
18 (24) 4 (5)
16 (21) 6 (8)
11 (15) 0
11 (15) 0
10 (13) 0
10 (13) 0
9(12) 0
9(12) 1(1)
8 (11) 0
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ZONGERTINIB IN PATIENTS PREVIOUSLY TREATED WITH A HER2 TARGETED AGENT

* Previously treated
* Prior HER2 ADC

*RR 48%
*DCR 97%

° Prior T-DXd
* RR 41%
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CONCLUSIONS

" Combination therapy is an option for 15t line treatment of EGFR mt
NSCLC

" Individualize based on brain metastasis, patient preference and co-
mutation status

= Datopotamab is a new option for patients with acquired resistance
= Sunvozertinib is approved for EGFR exon 20 insertion mutation
= Zongertinib is effective for HER2 mutated NSCLC
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