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non-FDA-approved uses of agents and regimens. Please
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Lancet 2026;407(10526):375-87.

de Marinis F et al. Savolitinib plus osimertinib in epidermal growth factor receptor (EGFR)-mutated advanced non-small
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in resectable EGFRm NSCLC. WLCC 2025;Abstract OA02.02.
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Selpercatinib Delivers Substantial Event-Free Survival Benefit as an

Adjuvant Therapy in Localized RET Fusion-Positive Lung Cancer
Press Release: February 16, 2026

“IThe manufacturer] announced positive topline results from the Phase 3 LIBRETTO-432 clinical
trial of selpercatinib as adjuvant therapy versus placebo. The study met its primary endpoint,
demonstrating a highly statistically significant and clinically meaningful improvement in
investigator-assessed event-free survival (EFS) in patients with early-stage (lI-1llA) rearranged
during transfection (RET) fusion-positive non-small cell lung cancer (NSCLC).

Overall survival results trended in favor of selpercatinib, but were immature at the time of this
analysis with few events observed. The overall safety profile of selpercatinib in LIBRETTO-432 was
generally consistent with previously reported trials in the selpercatinib development program.”

Year,
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https://investor.lilly.com/news-releases/news-release-details/lillys-retevmo-selpercatinib-delivers-substantial-event-free
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 FLAURAZ2, IPASS studies
* MARIPOSA study: Amivantamab and lazertinib
 PALOMA studies: Subcutaneous amivantamab
— DVT, pulmonary emboli; prophylactic anticoagulation
e Short-term versus long-term outcomes — tail of the curve?
e COMPEL study: Continuation with chemotherapy of first-line osimertinib — CNS disease, ADCs
* NorthStar study: Local consolidation — RT, surgery

 Datopotamab deruxtecan
— Exon 20 insertion, uncommon mutations
— Toxicity: Mucositis, keratitis
— TROPION-Lungl5
 MET inhibitors — after disease progression on osimertinib
— MET amplified, overexpressed
— SACHI study: Savolitinib and osimertinib 4¥eﬁgl}iew
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Janne PA et al. Survival with

Osimertinib plus Chemotherapy
in EGFR-Mutated Advanced
NSCLC. N Engl J Med
2026;394(1):27-38.

FLAURAZ survival

Memorial Sloan Kettering
Cancer Center



FLAURAZ2 Overall Survival

1.0
= 097 e 80% Median
2 . L : (95% CI)
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» 074 Osimertinib : 63% mo
— 9 ' . e
= . 7276 Osimertinib+ 47.5 (41.0-NC)
= 0.6 \ ! o .
g o . : 49% Platinum—Pemetrexed
95 0'4_ i 51% 0 Osimertinib 37.6 (33.2-43.2)
4 : ! Bll
= 0.3 : : 419% . Hazard ratio for death, 0.77
3 : i | (95% Cl, 0.61-0.96)
S 0.2 : | | P=0.02
e ! | :
Q-  0.11 : ! !
! I
0.0 | | | | | | | i | | | i 1 | | : | | | | |
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Months since Randomization
No. at Risk
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platinum—pemetrexed
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Janne PA et al. N EnglJ Med 2026;394(1):27-38.
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Yang JC et al. Overall Survival with
Amivantamab-Lazertinib in EGFR-
Mutated Advanced NSCLC. N Engl
J Med 2025;393(17):1681-93.

MARIPOSA - Overall Survival

Memorial Sloan Kettering
Cancer Center



MARIPOSA - Overall Survival
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Year in Review:
EGFR-Mutant Non-Small Cell Lung Cancer

MODULE 1: Metastatic disease

 FLAURAZ2, IPASS studies
* MARIPOSA study: Amivantamab and lazertinib

PALOMA studies: Subcutaneous amivantamab

— DVT, pulmonary emboli; prophylactic anticoagulation
e Short-term versus long-term outcomes — tail of the curve?

COMPEL study: Continuation with chemotherapy of first-line osimertinib — CNS disease, ADCs

NorthStar study: Local consolidation — RT, surgery

Datopotamab deruxtecan
— Exon 20 insertion, uncommon mutations
— Toxicity: Mucositis, keratitis
— TROPION-Lungl5
MET inhibitors — after disease progression on osimertinib
— MET amplified, overexpressed
— SACHI study: Savolitinib and osimertinib 4¥eﬁgl}iew



Scott SC et al. PALOMA-2:
Subcutaneous Amivantamab
Administered Every 4 Weeks Plus
Lazertinib in First-Line EGFR-Mutated

Advanced NSCLC. WCLC
2025;Abstract MA08.05.

Subcutaneous amivantamab

Memorial Sloan Kettering
Cancer Center



Subcutaneous amivantamab

K \ Amivantamab SC Q4W

+

Key eligibility criteria I
s i lazertinib

for Cohort 5
(N=77)

Prophylactic anticoagulation recommended
for the first 4 months of treatment

« Treatment-naive,
locally advanced or

metastatic NSCLC
* Documented EGFR
Ex19del or L858R Dosing (in 28-day cycles
mutations
« If brain metastases are Amivantamab SCP:
pressntiney;must be Subcutaneous abdominal injection with a Q4W dosing regimen of
sl 1600 mg (2240 mg if 280 kg) weekly for the first 4 weeks, and

« ECOG PS scoreof 0 or 1

- /

3520 mg (4640 mg if 280 kg) Q4W thereafter

Lazertinib: 240 mg orally daily

Primary endpoint:
* ORR by INV©

Secondary endpoints:

* ORR by ICR®

* Duration of response

» Time to response

* Clinical benefit rate®

* Progression-free survival
* Overall survival

» Safety

* PK

No prophylactic

anticoagulation
(n=10)

Prophylactic
anticoagulation
(n=67)
Any VTE, n (%) 7(10)
Grade =3 0
Grade 5 0
Any VTE leading to any discontinuation, n (%) 0
Grade =3 bleeding, n (%) 1(1)

3 (30)

o O O

Scott SC et al. WCLC 2025;Abstract MA08.05.

Characteristic, n (%)

Cohort 5 (N=77)

Median age, years (range) 63 (31-80)
Female 52 (68)
Race
Asian 48 (62)
White 27 (35)
Other? 2 (3)
ECOG PS score of 1 52 (68)
History of smoking 25 (32)
Brain metastases 33 (43)
EGFR mutation type®
Exon 19 deletion 46 (60)
L858R 31 (40)
Adenocarcinoma histology 77 (100)
Most common TEAES (220%), n (%)
All grades Grade 23
Associated with EGFR inhibition
Paronychia 56 (73) 4 (5)
Rash 45 (58) 9(12)
Dermatitis acneiform 31 (40) 6 (8)
Stomatitis 29 (38) 3(4)
Pruritus 26 (34) 1(1)
Diarrhea 22 (29) 2(3)
Associated with MET inhibition
Hypoalbuminemia 49 (64) 4 (5)
Peripheral edema 28 (36) 0
Other
Increased ALT 25 (32) 3(4)
Increased AST 21 (27) 1(1)
Dry skin 18 (23) 0
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Peled N et al. COMPEL.: Osimertinib plus
platinum-based chemotherapy in patients
with EGFR-mutated advanced NSCLC and
progression on first-line osimertinib.

ESMO Open 2025;10(10):105807.

COMPEL study — osimertinib with
chemotherapy

Memorial Sloan Kettering
Cancer Center



COMPEL study — osimertinib with chemotherapy

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

‘ Osi + CTx was associated with improved progression-free CNS PFS was also longer with

Background

Some tumor cells may retain sensitivity to EGFR-TKIs
following progression on first-line osimertinib (osi),

: ¢ survival (PFS) and longer overall survival (OS) osi + CTx versus PBO + CTx in patients
particularly in the central nervous system (CNS)

without baseline CNS metastases (n = 75)

versus PBO + CTx (n = 98)

Median 8.4 months HR 0.43 6-month CNS PFS rate
PFS 4.4 months (95% CI1 0.27-0.70)

® EGFR-TKI sensitive cells
® EGFR-TKI resistant cells

i !

| |

i |

| |

i 0, o |

& i 87% 63% :

| Median HR 0.71 :

1 - |

*+ COMPEL compared osi + chemotherapy (CTx) i ' " y ' ! . i
versus placebo (PBO) + CTx in patients with i 0 5 M mth 15 20 Osi+ CTx PBO +CTx !
EGFR-mutated advanced NSCLC and non-CNS | onms !
progression on first-line osi D [ Safety findings were consistent with the known safety profiles of each drug (n = 96) :

i !

3 i Grade 23 adverse events (AEs) [ Osi + CTx (any grade) @ PBO + CTx (any grade) :

Patients | < 100 1 g Osi + CTx (grade 23) B PBO + CTx (grade >3) !

i i - |
: i ¥ :
: &  Randomized 1:1(n=98) & | £ 48 ;
| ¥ 63% 46% 2 35 31 |
| Osi+CTx PBO + CTx | 2 10 ;
! 63 years Median age 61years || 2 |
: FL [} :
; 61% Female 80% i ) Anemia Asthenia Nausea Diarrhea !
i 22% CNS metastases 24% i i Osi + CTx PBO + CTx Most common AEs i

CONCLUSION: Osi + CTx was associated with improved PFS and longer OS compared with PBO + CTx in patients with
non-CNS progression on first-line osi. These findings support osi as a backbone treatment for EGFR-mutated advanced NSCLC
through lines of therapy.

Peled N et al. ESMO Open 2025;10(10):105807.
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Elamin YY et al. NorthStar: A phase li
randomized study of osimertinib (OSI)
with or without local consolidative
therapy (LCT) for metastatic EGFR-mutant

non-small cell lung cancer (NSCLC).
ESMO 2025;Abstract LBA72.

Local consolidation for EGFR+ NSCLC

Memorial Sloan Kettering
Cancer Center



North Star study — Local consolidation for EGFR+ NSCLC

Key Eligibility

- Locally advanced or metastatic
NSCLC
ECOGPS Oor 1
Measurable disease

Osimertinib*

Characteristics

Osimertinib (n=63)

Osimertinib plus LCT (n=56)

= TKI naive EGFR Ex19del or

L858R Induction
or osimertinib
= Acquired T790 no prior 3" gen TKI 6-12 weeks

Age, median (range), y 64 (31-82) 66 (40-88)
Women 42 (66.7%) 37 (66.1%)
EGFR mutation subtype
Ex19del 42 (66.7%) 32 (57.1%)
L858R 18 (28.5%) 22 (39.3%)
T790M (with L858R or Ex19del) 3 (4.8%) 2 (3.6%)
Prior Therapy*
TKI naive 60 (95.2%) 54 (96.4%)
15t or 2" generation TKI 3 (4.8%) 2 (3.6%)

Stratification Factors

= TKI naive vs prior 1/2 gen TKI
Number of metastases (<3 vs >3)
PR vs SD

- Brain metastases

Osimertinib* plus
LCT

Number of metastases at baseline
greater than 3

45 (71.4%)

39 (69.6%)

Primary Endpoint

PFS

Key Secondary Endpoints

Safety of osimertinib and
LCT

oS

PFS in £3 mets

PFS in TKI naive

less than or equal 3 18 (28.6%) 17 (30.30%)
Number of metastases at randomization*
greater than 3 37 (58.7%) 32 (57.1%)

less than or equal 3
Brain metastasis*
yes
no
Response to induction osimertinib*
PR
sD

26 (41.3%)

23 (36.5%)
40 (63.5%)

43 (68.3%)
20 (31.7%)

Randomized, multicenter, phase Il trial, NCT03410043

Elamin YY et al. ESMO 2025;Abstract LBA72.

24 (42.9%)

21 (37.5%)
35 (62.5%)

40 (71.4%)
16 (28.6%)



North Star study — Local consolidation for EGFR+ NSCLC
Complete LCT

LCT modality n=56

Radiation 33 (58.9%) 100- mPFS 27.9 (16.6, 48.3)
Surgery 17 (32.1%) Osimertinib (n=63) ;ss:i;na?rtinib plus LCT
UG 206 TEGIEITET S0} PFS events,n (%) 50 (79.3%) 42 (75%) 50
I N \cian PFS month  17.5 25.3 2 60-
Surgical procedure n=23 95% ClI (14.5, 24 .3) (19.4, 45.0) ff
Lobectomy 18 (78.3%) HR 0.66 O 40- ;
Lobectomy and wedge resection 1(4.3%) S siees BN o SR E
Wedge resection 2 (8.7%) (F;Eg‘; log rank) 0.025 20 i
Segmentectomy 1(4.3%) 0 : i H .
Adrenalectomy 1(4.3%) 100- 0 12 24 36 48 60
| No. at sk Months
Radiation modality n=50, 39 patients 80- - - ; ’ ’
VMAT or IMRT 28 (56%) Partial LC
SBRT 15 (30%) X 60-
3D conformal or 2D conformal 7 (14%) E 1009 mPFS 14.5 (10.2, 21.6)
Q- 40- 80-
Adverse Event Osimertinib plus LCT (n=36) .
20- # 60
Grade 1 Grade 2 Grade 3 '!._" 40-
Pneumonitis 1 (1.8%) 5 (8.9%) 1 (1.8%) 0 : : :
Dyspnea 15 (26.8%) 2 (3.6%) - 0 12 24 36 48 60 20- 15%
Arterial injury - - 1 (1.8%) Months E
Empyema - - 1(1.8%) 0 T T t T 1
Esophagitis 1(1.8%) 1(1.8%) - 0 12 24 36 48 60
Dysphagia 7 (12.5%) _ - No. at risk . ':'°"th51 1 ;

Elamin YY et al. ESMO 2025;Abstract LBA72.
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Sands J et al. Datopotamab Deruxtecan in
Advanced or Metastatic Non-Small Cell
Lung Cancer With Actionable Genomic
Alterations: Results From the Phase Il
TROPION-Lung05 Study. J Clin Oncol
2025;43(10):1254-65.

Datopotamab deruxtecan - TROPION Lung05

Memorial Sloan Kettering
Cancer Center



Datopotamab deruxtecan — TROPION-Lung05

100 -
TABLE 1. Baseline Demographics and Disease Characteristics 100
HCR HPR SD PD m NE + Ongoing treatment —
Patient Characteristic N =137 80 B0
Summary of mutation types,® No. (%) 8 ,\; 60
EGFR 78 (56.9) D % 40 | = 60 -
: =

Exon 19 deletion 41 (29.9) ; = 20 cg_/_:

EXCHIZUAREON 26/(199) g’ 3 0 ” I | (TR - + + + + R S R s A

Exon 21 L858R 25 (18.2) S © : M I

Exon 18 G719 5 (3.6) S '2 —20 20 4

Exon 21 L861Q 3(22) % S -40 + Consores

= v [eb] i - ensore:

EXOn 20 insertion 2 (15) m 60 T T T T T T T T T T T T T T T T T T T 1
ALK rearrangement 34 (24.8) -80 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19
ROST rearrangement 10 (7.3) ~100 Time (months)

RET rearrangement 8 (5.8)

MET exon 14 skipping 5@9) sensitzing £#Am* | [l WIL] 1 WM LWL AN 0 UAN 08 0 WY 111 H

BRAF mutation 429 Tro0M | | N U ENRAR 0 N A
MET amplification 3(22) Other EGFRm"® I I I II I "I I ” I I I

| I | N = 137, No. (9
LI

I TRAE Any Grade Grade 1 Grade 2 Grade =3

" . Stomatitis (PT) 77 (56.2) 37 (27.0) 27 (19.7) 13 (9.5)
Prior targeted therapy for advanced/metastatic disease iisen 75 (547) 24(321) 28 (204) 3 (22)

ol L L0 omer [J 1 HIL M AFRD 00 OO RDIR TN TNE £ 101 ¥ Il == 68(496) 48(350) 19(139)  1(07)
Prior cytotoxic systemic therapy,® No. (%) *QOther: MET exon ROS1 RET RET rearr nent BRAF MET Decreased appetite 28 (20.4) 11 (8.0) 14 (10.2) 322

Platinum-based chemotherapy 137 (100) 14 skipping rearrangement rearrangement and MET amplification mutation amplification Fatigue 26 (19.0) 14.(102) 10 (7.3) 2(15)

Other chemotherapy 136 (99.3) Variable Overall (N = 137) EGFR Mutations (n = 78) ALK Rearrangements (n = 34) Gonstipation 2] (153) 160 L0 589 0

Anti—PD-1/anti—PD-L1 immunotherapy 49 (35.8) Confirmed ORR, No. (%) 49 (358) 34 (436) 8 (235) Rash 19 (13.9) 14 (10.2) 5(3.6) 0

Other 47 (34.8) 95% CI° 27810 444 32410553 10.7 to 412 Vomiting 19(189)  10(7.3) 8 (6.8) 1(0.7)
Prior systemic therapies for advanced/metastatic disease CR, No. (%) 4(2.9) 4 (5.1) 0 Asthenia 15 (10.9) 8 (5.8 5(3.6) 2 (1.5)

Median (range) 3(1-9) PR, No. (%) 45 (32.8) 30 (38.5) 8 (23.5)

1-2, No. (%) 39 (28.5) SD, No. (%) 56 (40.9) 27 (34.6) 17 (50.0)

23, No. (%) 98 (715) PD, No. (%) 19 (13.9) 10 (12.8) 5(14.7)

Sands J et al. J Clin Oncol 2025;43(10):1254-65.



Ahn MJ et al. A Pooled Analysis of
Datopotamab Deruxtecan in
Patients With EGFR-Mutated
NSCLC. J Thorac Oncol
2025;20(11):1669-82.

Pooled analysis of TLO1 and TLOS

Memorial Sloan Kettering
Cancer Center



Datopotamab deruxtecan — TROPION-Lung01 and Lung05

TROPION-Lung05
(Phase Il study; N = 137)

TROPION-Lung01
(Phase 1l study; N = 604)

Dato-DXd (N = 137)
' 6 mg/kg Q3W

EGFRm pool (N = 117)
TROPION-Lung05 (n = 78)
TROPION-Lung01 (n = 39)

Dato-DXd (N = 299)
6 mg/kg Q3W

—
EGFRm Pool
Characteristic (N = 117)
Age, median (range), y 63 (36-81)
Female 73 (62)
Race
Asian 81 (69)
White 27 (23)
Black or African American 1(1)
Other or missing 8 (7)
Brain metastases at study entry 36 (31)
Summary of EGFR mutation types”
Ex19del 60 (51)
L858R 37 (32)
T790M 32 (27)
G719X 6 (5)
L861G 5 (4)
Ex20Qins 5 (4)
Previous lines of systemic therapies for advanced or metastatic disease
Median (range) 3 (1-5)
1-2 51 (44)
3 36 (31)
>4 30 (26)

A 100~

80+

B TROPION-Lung01 B TROPION-Lung05

60+

40-

-204

—-40+

—-604

-804

Best change in sum of diameters from baseline (%)
2

=100+

Common sensitizing
EGFR mutations

AR
1l |

N || O[T
| L | 11 111

+ Ongoing treatment

Uncommon
EGFR mutations

Resistance
EGFR mutations

Other

100 =

80+

60 =

PFS (%)

404

Median (95% CI), months
Dato-DXd: 5.8 (5.4-8.2)

20
+ Censored
0 T T T T T T T T T T T T T T T T T T 1
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19

Time (months)

Ahn MJ et al. J Thorac Oncol 2025;20(11):1669-82.



Le X et al. Osimertinib (osi) + datopotamab
deruxtecan (Dato-DXd) in patients (pts) with
EGFR-mutated (EGFRm) advanced NSCLC
(aNSCLC) whose disease progressed on first-
line (1L) osi: ORCHARD. ELCC 2025;Abstract
10.

Datopotamab deruxtecan + osimertinib in

the ORCHARD study

Memorial Sloan Kettering
Cancer Center

Courtesy of Helena Yu, MD



Datopotamab deruxtecan + osimertinib in ORCHARD

Osimertinib 80 mg PO QD :
Analysis of tumour + Dato-DXd 4 mg/kg IV Q3w Osimertinib + Dato-DXd 4 mg/kg (n=35) ‘ Osimertinib + Dato-DXd 6 mg/kg (n=34)
biopsy from paﬁents with Module 10: (n=35) Treatment-related AE, n (%) 34 (97) 33(97)
EGFRm NSCLC bi rk Grade 23 12 (34) 19 (56)
i omarxer Grade 23 possibly related to osimertinib only 2 (6) 0
progressing on 1L non-matched* Osimertinib 80 mg PO QD Grade 23 possibly related to Dato-DXd only 5 (14) 12(35)
osimertinib monotherapy + Dato-DXd 6 mg/kg IV Q3W Any Grade 23 AE, n (%) 17 49) 25 (74)
(n=34)
Dose reduction, n (%)
Other modules’ AE leading to osimertinib dose reduction 6(17) 0
: = - = AE leading to Dato-DXd dose reduction 8 (23) 20 (59)
PDsimertinib + Dato-DXd 4 ma/kg (n=35) Osimertinib + Dato-DXd 6 mg/kg (n=33) Doss Intérmuptior & (%)

PFS AE leading to osimertinib dose interruption 15 (43) . 12 (35)
mPFS, months (95% CI) 9.5 (7.2, 9.8) 11.7 (8.3, NC) AE leadlng to Dato-DXd dose interruption 16 (46) 22 (65)
6-month rate, % (95% Cl) 74 (56, 85) 80 (61, 91) Discontinuation, n (%)
9-month rate, % (95% CI) 50 (33, 65) 70 (49, 83) AE leading to osimertinib discontinuation 6(17) 8 (24)
12-month rate, % (95% Cl) 219, 35) 39 (21, 57) AE leading to Dato-DXd discontinuation 6(17) 9(26)

ORR, % (80% CI) 43 (31, 55) 36 (25, 49)

DoR AESIs Osimertinib + Dato-DXd Osimertinib + Dato-DXd
mDoR, months (95% CI)* 6.3(3.8,8.2) 205 (6.2, NC) (Dato-DXd) 4 mg/kg (n=353) 6 mg/kg (n=34)
6-month rate, % (95% Cl) 60 (32, 80) 92 (54, 99)
9-month rate, % (95% Cl) 15 (2, 38) 64 (30, 85) Stomatitis/ 34 e

PP — - oral mucositis

edian time to onset of response,

s g 2.7(1.5,4.1) 1.4 (1.2,2.9)

Median duration of follow-up, months 134 13.8 Mucosal

0S events, n (%) 16 (46) 9(27) inflammation?

Ocular

surface eventt
ILD/pneumonitis M Grade 2
(adjudicated)T W Grade 3
M Grade 4

r T T T T T T T T T T T T T T 1

80 70 60 50 40 30 20 10 O 10 20 30 40 50 60 70 80
Patients, %

Le X et al. ELCC 2025;Abstract 10.



Phase IIl TROPION-Lungl15 Study Design

e Aged 218 years

e Histologically or cytologically
confirmed non-squamous, locally
advanced or metastatic NSCLC

¢ Documented EGFR-TKI-sensitive
mutations

e Extracranial radiological
progression on prior osimertinib
monotherapy (in adjuvant, locally
advanced or metastatic setting)

e <2 prior lines of EGFR-TKIs

e 21 measurable lesion per
RECIST 1.1

e WHO/ECOGPS of O or 1

N=~630 Randomised
1=1:1

Stratified by:
« Brain metastases (yes vs no)

* Prior osimertinib therapy
(adjuvant vs post-CRT/1L vs 2L)

« Race (Chinese Asian vs
non-Chinese Asian vs non-Asian)

—b

Dato-DXd
6 mg/kg IV Q3W*

Dato-DXd
6 mg/kg IV Q3W +
osimertinib
80 mg PO QD*

Dual Primary
Endpoints:
PFS by BICR
(Dato-DXd vs CT)
PFS by BICR
(Dato-DXd +
osimertinib vs CT)

Platinum-doublet
CT*t

*Treatment will continue until RECIST 1.1-defined radiological progression by investigator, unacceptable toxicity or another discontinuation criterion is met. Following discontinuation of study
treatment, participants will be followed for PFS2 and OS. tPlatinum-doublet CT comprises pemetrexed 500 mg/m? + carboplatin AUCS or cisplatin 75 mg/m? IV Q3W x 4 cycles, followed by

pemetrexed 500 mg/m? IV Q3W as maintenance.

Enrollment started October 2024 | Enroliment is ongoing

Nadal E et al. ELCC 2025;Abstract 124TiP.
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Year in Review:
EGFR-Mutant Non-Small Cell Lung Cancer

MODULE 1: Metastatic disease

 FLAURAZ2, IPASS studies
* MARIPOSA study: Amivantamab and lazertinib

 PALOMA studies: Subcutaneous amivantamab
— DVT, pulmonary emboli; prophylactic anticoagulation
e Short-term versus long-term outcomes — tail of the curve?
e COMPEL study: Continuation with chemotherapy of first-line osimertinib — CNS disease, ADCs
* NorthStar study: Local consolidation — RT, surgery
 Datopotamab deruxtecan
— Exon 20 insertion, uncommon mutations
— Toxicity: Mucositis, keratitis
— TROPION-Lungl5

MET inhibitors — after disease progression on osimertinib
— MET amplified, overexpressed
— SACHI study: Savolitinib and osimertinib “Review

Year,



de Marinis F et al. Savolitinib plus osimertinib in
epidermal growth factor receptor (EGFR)-mutated
advanced non-small cell lung cancer with MET
overexpression and/or amplification following disease
progression on osimertinib: Primary results from the
phase Il SAVANNAH study. Ann Oncol 2025;36(8):920-33.

SAVANNAH study - Savolitinib + osimertinib

Memorial Sloan Kettering
Cancer Center

Courtesy of Helena Yu, MD



SAVANNAH study- Savolitinib + osimertinib

Table 1. Demographicand dinical characteristics of patients at baseline in

Table 2. Key efficacy endpoint data (primary efficacy population)

the primary efficacy population

MET cut-offs initially MET IHC 3+/>50%

Endpoint Savolitinib 300 mg b.i.d. + osimertinib
Characteristics Savolitinib 300 mg b.i.d. + 80 mg o.d. (primary efficacy population) ( I
osimertinib 80 mg o.d. n = 80 and/or FISH5+ 25 MET gene Coples’
(primary efficacy population) - H
n = 80 Investigator BICR assessment M ET/CEP7>2) and increased to MET
assessment —
Sex, n (% 0
Fema(Ie} 56 (70.0) Confirmed ORR 56.3 (44.7 to 67.3)° 55.0 (43.5 to 66.2)° I H C3+/290 A) and F I SH 1 O+ after a
: (Clopper—Pearson 95% Cl) (%) s .
Mal 24 (30.
Age, years oo Best objective response, n (%) preliminary analysis.
" Complete response 1(1.3) 1(1.3)
Elig'aon (rin(gg:; 660 (29-83) Partial response 44 (55.0) 43 (53.8)
> 635 i 39 (48.5) Stable disease 22 (27.5) 29 (36.3)
’ Progressive disease 13 (16.3) 6 (7.5) .
>65 41 (51.3
e ) Not evaluable 00 103) With lower cutoff, the mPFS was 2.8mo
- Time to onset of response in
"Avs;‘a_n ;; (ii':} patients with response (weeks) an d O R R 9 %
h'“" (71.3) Median (interquartile range) 6.14 (6.00-6.71) 6.00 (5.71-6.64)
Other 2(25) Duration of response
ECOG performance status, n (%) in patients with
0 32 (40.0) response (months)
1 48 (60.0) Median (95% Cl) 7.1 (5.6-9.6) 9.9 (6.0-13.7)
2 . 0 Progression-free
Smoking status (any), n (%) survival (months)
Current or former 38 (47.5) Events, n (%) 65 (81.3) 49 (61.3)
Never 42 (52.5) Median (95% Cl) 7.4 (5.5-7.6)" 7.5 (6.4-11.3)°
EGFR mutation type, (%)’ o _
Exon 19 deletion 48 (60.0) Sc?r?ltpnc?r?;notg Z;alysis invesr::ggtlg:azzgsb;nem
IéftiBRbmutation 30(8(3;5) 10 set(n=73) No. of events (%) months (95% ClI) ?
er . 0
Brain metastases at study entry, n (%) 31 (38.8) 551_“’0”2'_'"%300_"298 BID + 33 (69) 7.6 (5.6-11.0)
Prior lines of therapy (any), n (%) = 0.8 osimertinib (n = 48)
> - S avunlitinih 200 me
1 80 (100) £ ﬁ_aa\.ol tl_ ib \iCJO_jwu BID + 23 (92) 27(1.44.1)
) 0 (0) w5 2 placebo (n = 25)
= w
Previous osimertinib line of therapy, n (%) 29 0.6
Osimertinib as the first-line therapy 80 (100)° %
Osimertinib as the second-line therapy 0 (0) .'g“ ,E 0.4 -
or later & § )
MET overexpression and/or o
amplification status g 0.2 -
MET IHC3+/>90% and/or FISH10+ 100
MET IHC3+/>90%" 75
MET FISH10+ 70 0.0 | | 1
0 2 4 6 a8 10 12 14 16 18 20 22

de Marinis F et al. Ann Oncol 2025;36(8):920-33.

Time from first dose (months)



Lu S et al. Savolitinib plus osimertinib versus

chemotherapy for advanced, EGFR mutation-

positive, MET-amplified non-small-cell lung

cancer in China (SACHI): Interim analysis of a

multicentre, open-label, phase 3 randomised

controlled trial. Lancet 2026;407(10526):375-87.
SACHI study - Savolitinib + osimertinib

Memorial Sloan Kettering
Cancer Center

Courtesy of Helena Yu, MD



SACHI study- Savolitinib + osimertinib

Savolitinib-osimertinib Chemotherapy

(n=106) (n=105)
100
Age, years 59-4 (54-3-65-8) 61-9 (56:3-69-1) 90
Sex g 80 Assessed by investigator
Male 44 (42%) 50 (48%) g 70 HR 034 (95% Cl 0-23-0-49); p<0-0001 Savolitinib- Chemotherapy HR(95%Cl) OR(95%Cl) pvalue
Female 62 (58%) 55 (52%) 2 607 osimertinib (n=37)
g 5o- + Censored (n=37)
ace ; —— Savolitinib-osimertinib
Asian 106 (100%) 105 (100%) .g 40 — Chemothera Progression-free survival, months 69 30 032 = <0-0001
; —— g 30 Py (42-97) (2.7-4-6) (018-0-57)
Time from diagnosis to 17-2 (10-4-30-9) 147 (9-9-24-5) =) . . .
randomisation, months & Zrogresilon—free survival rate at 59% 18%
10 t 1= _
Type of EGFR mutation B 0:]0" * (41-74) (33) 5
; A ” T T T T T T T ! T T T T T T 1 jective response rate 23 10 - 4-4 0-0025
Exon 19 deletion 40 (38%) 40 (38%) - = 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 (62%4578)  (27% 14-44) (1.50-1331)
L858R 55 (52%) 53 (50%) Un2ceer:sa:r::l) Disease control rate 31 24 e 2.86 0-062
Othert 11(10%) 12 (11%) Savolitinib-osimertinib 106 86 73 57 41 29 26 13 13 1 7 7 5 2 0 (84%,68-94)  (65%, 47-80) (0-84-1036)
MET amplification 106 (100%) 105 (100%) (0) (14) (16) (19) (22) (26) (26) (28) (28) (30) (31) (31) (32) (34) (36) Duration of response, months 82 3.0
detected by central Chemotherapy 105 62 47 Zé 0 2 1 0 (53-12-4) (0-9-4-1)
0) (1 21) {2 2 2 2! 2
laboratory (0) (18) (21) (26) (27) (29) (29) (29) Time to response, months 14 14
Brain metastasis (1-4-1-4) (1-2-1.5)
Yes 39 (37%) 41(39%) Intention-to-treat population
No 67 (63%) 64 (61%) 7

Savolitinib-  Chemotherapy HR (95% Cl)
osimertinib  (n=105)

Yes 11.(10%) 15 (14%) (n=106) MET amplification definition: MET copy

Liver metastasis

No 95 (90%) 90 (86%) z = .

Previous first-line EGFRTKI 106 (100%) 105 (100%) :nmary.end:omt r : g number >5, MET to CEPY ratio >2 after
First generation or 69 (65%) 68 (65%) R A S '2 - e nd - o
o 6512 G059 emow  1st/2™ gen EGFR TKI or MET copy

v . @ Progression-free survival rate at 7% 32% -
i e o po 6 months 5676 (24 number >10 after 3" gen EGFR TKI
Afatinib 14/69 (20%) 11/68 (16%) ' -
Dacomitinib 5/69 (7%) 7168 (10%)
Erlotinib 3/69 (4%) 0
Third generation 37 (35%) 37 (35%)
Osimertinib 23/37 (62%) 29/37 (78%)
Aumolertinib 9/37 (24%) 5/37 (14%)
Furmonertinib 2/37 (5%) 3/37 (8%)
Rezivertinib 3/37 (8%) 0

LuS et al. Lancet 2026;407(10526):375-87.



Year in Review:
EGFR-Mutant Non-Small Cell Lung Cancer

MODULE 2: Localized disease

* Adjuvant osimertinib (ADAURA trial): ctDNA — 3 years duration?

* NeoADAURA trial: Neoadjuvant osimertinib — with chemotherapy
- Current role: N2+, Stage IIIA?

» Surgically unresectable disease — chemotherapy, radiation therapy
— LAURA trial
o Indefinite osimertinib: survival results
e MRD findings (current role?)
— NEOLA trial: osimertinib before and after chemoradiation

Year,
44Review



Year in Review:
EGFR-Mutant Non-Small Cell Lung Cancer

MODULE 2: Localized disease
Adjuvant osimertinib (ADAURA trial): ctDNA — 3 years duration?

* NeoADAURA trial: Neoadjuvant osimertinib — with chemotherapy
- Current role: N2+, Stage IIIA?

» Surgically unresectable disease — chemotherapy, radiation therapy
— LAURA trial
o Indefinite osimertinib: survival results
e MRD findings (current role?)
— NEOLA trial: osimertinib before and after chemoradiation

Year,
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MRD Analysis in ADAURA Trial

Patients with completely resected

stage?® IB, II, IlIA NSCLC, with or without
adjuvant chemotherapy®

- Osimertinib
80 mg QD
Planned treatment duration: Follow-up:

3 years

Key inclusion criteria:

>18 years (Japan/Taiwan, >20 years) —
WHO performance status 0/1

Confirmed primary non-squamous NSCLC
Ex19del/L858R°

Brain imaging, if not completed preoperatively

Until recurrence: weeks 12 and
24, then every 24 weeks to

5 years, then yearly

After recurrence: every 24 weeks
for 5 years, then yearly

Randomization
1:1
(N = 682) Treatment continued until:

« Disease recurrence
« Treatment completion

Stratification by stage,
EGFR mutation status and race®

« Discontinuation criterion m
N = scontinua te et

Complete resection with negative margins?

Maximum interval between surgery and .
Adjuvant treatment Posttreatment follow-up

randomization:

+ 10 weeks without adjuvant chemotherapy Sesn saledils Weeks 12 and 24 Every 24 Every 52
- 26 weeks with adjuvant chemotherapy then every 24 weeks weeks weeks
ctDNA samolin Weeks 12 and 24 Every 52
(pla:m a)gf Every 12 weeks then every 24 weeks weeks

Cc1D1/ 3 years 5 years
randomization

Herbst R et al, Nat Med, 2025. HEEMF(H)CE{R¥




MRD Status at Baseline and with Therapy

On treatment
8% / MRD/DFS event

= MRD/DFS
months i
Post 58% 3%
No treatment
MRD/DFS MRD/DFS
92% event event 17% MRD/DFS
75% event
69%
>24 months
5%
Baseline MRD undetected (n = 202) [l Baseline MRD detected (n =18)

Osimertinib (n =112) Placebo (n =108)

Herbst R et al, Nat Med, 2025. EMORY

HEALTHCARE




Year in Review:
EGFR-Mutant Non-Small Cell Lung Cancer

MODULE 2: Localized disease
* Adjuvant osimertinib (ADAURA trial): ctDNA — 3 years duration?

NeoADAURA trial: Neoadjuvant osimertinib — with chemotherapy
- Current role: N2+, Stage IIIA?

» Surgically unresectable disease — chemotherapy, radiation therapy
— LAURA trial
o Indefinite osimertinib: survival results
e MRD findings (current role?)
— NEOLA trial: osimertinib before and after chemoradiation

Year,
44Review



Patients with completely resectable

EGFRm
stage II-111B NSCLC*

N=358

Key inclusion criteria:

NeoADAURA

Osi 80 mg QD (=9 weeks) 1+
carboplatin AUC5 or cisplatin 75 mg/m? +

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

Investigator choice of adjuvant
k3
80 mg QD (=9 weeks) Post-surgery

Aged >18 years
Histologically / cytologically confirmed Stratification by: follow-up visits**
ETHEITRUE W ERe Stage Il /1l Sponsor-supplied adjuvant osi
Ex19del / L858R" Chinese? / other Asian PBO QD (29 weeks) 51 + Waz availablepfpor eIigitJ)Ie patients
_Asi carboplatin AUC5 or cisplatin 75 mg/m?2 + .

/ non-Asian who completed surgery in all

WHOPS0/1 Ex19del / L858R pemetrexed 500 mg/m? arms*
(Q3W for 3 cycles)

Endpoints:

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

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

Chaft J et al, ASCO 2025. EMORY

HEALTHCARE




MPR

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

MPR rate, %

50 -

40 -

w
o
1

N
o
1

10 -

Difference, 24% (95% CI 15, 32);
OR, 19.8 (95.002% Cl 4.6, 85.3); p<0.0001

26%
95% Cl1 18, 34

1
Difference, 23% (95% CI 15, 32);

OR, 19.3 (99.9% Cl 1.7, 217.4); p<0.0001

| |
25%
95% Cl 17, 34

2%
95% Cl1 0,6
: I

Osi + CTx
(n=121)

Chaft J et al, ASCO 2025.

Osi mono PBO + CTx
(n=117) (n=120)

Cl, confidence interval; CTx, chemotherapy; EGFR, epidermal growth factor receptor; Ex19del, Exon 19 deletion; IASLC,

International Association for the Study of Lung Cancer; mono, monotherapy;, MPR, major pathologicalresponse; OR, H E A L T H C A R E
odds ratio; osi, osimertinib; PBO, placebo




Year in Review:
EGFR-Mutant Non-Small Cell Lung Cancer

MODULE 2: Localized disease

* Adjuvant osimertinib (ADAURA trial): ctDNA — 3 years duration?

* NeoADAURA trial: Neoadjuvant osimertinib — with chemotherapy
- Current role: N2+, Stage IIIA?

Surgically unresectable disease — chemotherapy, radiation therapy
— LAURA trial
o Indefinite osimertinib: survival results
e MRD findings (current role?)
— NEOLA trial: osimertinib before and after chemoradiation
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LAURA: updated overall survival results

LAURA STUDY DESIGN?
Endpoints

Osimertinib 80 mg,
Patients with locally advanced, R once daily » Primary endpoint: PFS assessed by BICR per RECIST v1.1

unresectable stage I EGFRm 2:1 (sensitivity analysis: PFS by investigator assessment)
NSCLC, with no progression  FYSP¥R: + Key secondary endpoints: OS, CNS PFS

during / following definitive CRT* -
« Secondary post-progression endpoints: TFST, PFS2, TSST

Key inclusion criteria:

= 218 years (Japan: =20 years) Treatment continued until BICR-assessed progression (per RECIST 1.1), toxicity, or other

» WHO performance status 0/ 1 discontinuation criteria met

» Confirmed locally advanced, Open-label osimertinib after progression was offered to both treatment arms$
unresectable stage IlI* NSCLC

« Ex19del / L858R! Tumour assessments:

* Maximum interval between last * Chest CT/ MRI and brain MRI
dose of CRT and randomisation: — At baseline, every 8 weeks to Week 48, then every 12 weeks until progression
6 weeks — After progression, PFS2 and OS were assessed by the investigator every 12 weeks and

defined by local practice

EMORY

Ramalingam S et al, ELCC 2025. HEALTHCARE




IMPROVED TREND TOWARDS OS BENEFIT SEEN WITH

OSIMERTINIB AT UPDATED ANALYSIS

No.of events Median (95% CI), HR (95% CI)
(%) months Log-rank p-value

10 S S Osimertinib (n=143) 40 (28) 58.8(54.1,NC) g 67 (0.40, 1.14)

. Placebo (n=73) 26 (36) 54.0 (42.1, NC) p=0.140
0.8 -

0.7 -
06 -
05-
04 -
03-
0.2-
0.1-
0.0

70% 31% maturity

Probability of overall survival
wn
]
=

0 3 & 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)

Osimertinip 143 142 138 132 133 130 120 128 125 123 112 09 &9 73 62 49 40 29 18 11 & 4 2 1 1 O
Placebo 73 73 71 70 68 65 64 63 62 60 56 44 35 26 23 15 M 10 7 5 3 2 2 1 0 O

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. EMORY

HEALTHCARE




LAURA: Results by MRD Status

Post-CRT (randomisation) MRD detected post-CRT MRD not detected post-CRT
MRD status (randomisation)'t (randomisation)'t
Median PFS, months (35% CI) Median PFS, months (95% CI)
—M— Osimertinib 338 (16.6, NC) —m— Osimertinb 393 (9.0, NC)
1.00- —— Placebo 5.8(1.9,95) 1.004 —m— Placebo 11.1(3.5, 13.8)
MRD MRD £ 075 & D—FE-TTI_H s
not detected detected E. Y IS SO o AU Eﬁ Y (1 s E———
42% 96 % g E
8 (.25 | S 025 ]
I:I'I:H:I 1 \_I‘ 1 I 1 1 1 1 I:I'I:":I 1 1 1 I 1 1 1 1
0 6 12 18 24 30 3B 42 48 0 6 12 18 24 3 3% 42 48
No. at rsk Time from randomisation (months) No. at risk Time from randomisation (months)
. at fs Q. at Fis
Unknown W 1w 7 45 13 38 4 0 —;- 15 1z w8 g 7T 4 D 0
2% Total (n=52) w0 &« 1 ¢ 0o 0o 0o & a |7 4 2 o ¢ 0 0 0

ArriolaLetal, ESM0 2025 DN T()RY

HEALTHCARE
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MODULE 3: EGFR exon 20 insertion mutations
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— WU-KONGZ1B trial
— Press release Phase Il trial
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EGFR Exon 20 Insertion Mutation: PAPILLON
Study

Chemotherapy with amivantamab improves PFS

Median PFS improved from 6.7 mto 11.4 m

Approved by FDA for 15t line therapy

Report on patient reported outcomes by Paz-Ares L et al, Lung Cancer, 2025.

Physical functioning and global health status were maintained in both arms

/7% of patients remained free of symptomatic progression with chemo-Ami
compared at 60% with chemo at 12 months

/hou C et al, NEJM, 2023; Paz-Ares L et al, Lung Cancer, 2025.
EMORY

HEALTHCARE
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Sunvozertinib for EGFR Exon 20 Mutant NSCLC: WU-KONG1B

« Sunvozertinib (DZD9008) is a rationally designed, potent, selective and irreversible EGFR inhibitor targeting EGFR exon
20 insertion mutations (exon20ins).

» Locally advanced or Cohort 1:
metastatic NSCLC 200 mg, QD
« Confirmed EGFR Continuous dosing Survival
exon20ins R1:1* > until discontinuation folIJILVvI\X?Jp
*ECOG PSofQorl criteria were met
* Prior freated with Cohort 2:
platinum-based 300 mg, QD Primary Endpoint: ORR assessed by BICR#
chemotherapy Key Secondary Endpoint: DoR by BICR
Yang J et al, ASCO 2025 EMORY

HEALTHCARE
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Sunvozertinib: Summary of Anti-tumor Efficacy

200 mg 300 mg
Tumor Response Per BICR (N = 85) (N = 89)
Confirmed ORR 46% 47%
Disease Control Rate 89% 92%
Median DoR 11.Tm 13.8m
Median PFS 8.4 m 7.7 m
Subgroup Analysis of Confirmed ORR
Prior Amivantamab With 25% 42%
Treatment Without 49% 48%
: . .| With 29% 52%
B I B Metast
aseline Brain Metastasis Without 579 46%

The most common TRAEs with grade 23 included diarrhea, blood CPK increase
and anemia, generally did not lead to treatment discontinuation or dose reduction.

Yang J et al, ASCO 2024; Yang J et al, JCO 2025

EMORY

HEALTHCARE




Positive Top-Line Phase Il Results from the WU-KONG28 Study of
Sunvozertinib as First-Line Treatment for NSCLC with EGFR Exon

20 Insertion Mutations
Press Release: March 21, 2026

“IThe manufacturer] today announced that its multinational Phase 3 WU-KONG28 study evaluating
sunvozertinib monotherapy as first-line treatment in non-small cell lung cancer (NSCLC) with EGFR
exon 20 insertion mutations (exon20ins) met its primary endpoint with positive topline results.

WU-KONG28 is a multinational, open-label, randomized confirmatory phase 3 study evaluating
sunvozertinib versus platinum-based chemotherapy as first-line treatment in advanced NSCLC
patients with EGFR exon20ins. ... The primary endpoint is progression-free survival (PFS) assessed
by blinded independent central review (BICR). Topline results demonstrated that sunvozertinib
significantly improved PFS compared to platinum-based doublet chemotherapy, with meaningful
clinical benefit. Detailed data from the primary analysis will be submitted for presentation at an
upcoming international scientific congress.”

Year.
in,
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EGFR-Mutant Non-Small Cell Lung Cancer

MODULE 3: EGFR exon 20 insertion mutations

 First-line amivantamab/chemotherapy: PAPILLON trial

e Sunvozertinib

— WU-KONGZ1B trial
— Press release Phase Il trial

Zipalertinib
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Zipalertinib: REZILIENT1 Phase 2b study

REZILIENT1 is a phase 1/2, open-label, multicenter trial (NCT04036682)

Primary endpoint:

* ORR and DOR as assessed by
blinded ICR per RECIST v1.1

Key eligibility criteria
* Age 218 years

Prior platinum-based chemotherapy without prior

Locally advanced or ex20ins-targeted therapy Secondary endpoints:
metastatic NSCLC Z. I t. .b « ORR and DOR by investigator
Documented EGFR Ipaleruni + DCR
exon 20 insertion 100 mg PO BID - CBR
ECOG PS O or 1 Prior platinum-based chemotherapy with prior * PFSby ICR and investigator
Stable/asymptomatic CNS amivantamab =+ other ex20ins-targeted therapy - OS
metastases allowed Antitumor activity in patients with CNS
disease
Safety

- Safety analysis population: all patients who received =1 dose of zipalertinib 100 mg BID (N=244)

*  Primary efficacy population: all patients who received 21 dose of zipalertinib 100 mg BID with ~8 months of minimum
follow-up before data cutoff (December 10, 2024) (N=176)

- Patients were assigned to a cohort based on previous therapy (ie, platinum-based chemotherapy only or amivantamab)

BID, twice daily; CBR, clinical benefit rate; CNS, central nervous system; DCR, disease control rate; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; EGFR, epidermal growth factor receptor; ex20ins
exon 20 insertions; ICR, independent central review; NSCLC, non-small cell lung cancer; ORR, objective response rate; OS, overall survival; PFS, progression-free survival;, PO, orally; RECIST, Response Evaluation Criteria in Solid Tumors.

MORY

Yu H et al, ASCO 2025. HEALTHCARE




Zipalertinib Efficacy

Platinum-based

chemotherapy Prior amivantamab *
Primary efficacy without ex20ins- other ex20ins-target
population targeted therapy therapy
(N=176) (n=125) (n=51)°
Confirmed ORR 35% 40% 24%
Median DOR 8.8 m 8.8 m 8.5m
Any-grade TRAEs reported in
21 gl%gof patients, No? (%) Any grade SlCLE
Paronychia 94 (38.5) o)
Rash 74 (30.3) 6 (2.5)
Dermatitis acneiform 60 (24.6) 1 (0.4)
Dry skin 60 (24.6) 0
Diarrhea 53 (21.7) 5 (2.0)
Stomatitis 49 (20.1) 4(1.6)
Anemia 48 (19.7) 17 (7.0)

EMORY

HEALTHCARE
Yu H et al, ASCO 2025.
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e Sacituzumab tirumotecan: OptiTROP-Lung04 study
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lvonescimab: HARMONIi Phase Il trial — Ivonescimab/chemotherapy

e Sacituzumab tirumotecan: OptiTROP-Lung04 study
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HARMONi Phase 3 Trial

Key Eligibility Criteria
Locally advanced or
metastatic NSCLC:

EGFR sensitizing
mutation+

Progressed on 3™ gen
EGFR-TKI

ECOGOor1
Any PD-L1 expression

Stratification factor
by geographic region:

Brain metastases
(yes or no)

N=438

Ivonescimab +

Chemotherapy
VEFAL))

Placebo +

Chemotherapy
(N = 219)

\

Ivonescimab: 20 mg/kg Q3W

Chemotherapy:
Carboplatin: AUC5 Q3W x 4 cycles

(21 day/cycle)
Pemetrexed: 500 mg/m2 Q3W

~

/

Note: Positive outcomes were reported from the single-region
(Asia) study HARMON:I-A, with PFS as the primary endpoint.

Endpoints:

Primary
» OS, PFS by IRRC per RECIST 1.1

Secondary
* ORRDby IRRC, DoR, safety and
tolerability

Planned Efficacy Analyses

« PFS primary (at ~231 events) &
OS interim analyses

« OSfinal analysis (at ~261 events)

FPI: Jan 2022 (overall)
LPI Asia: Nov 2022
LPI NA & EU (and overall): Oct 2024

DoR=duration of response; ECOG=eastern cooperative oncology group; EGFR= Epidermal growth
factor receptor; EU=Europe; FPI=first patient in; IRRC= independent radiology review committee;
LPI=last patient in; mets=metastases; NA=North America; ORR=overall response rate; 0S=overall
survival; NSCLC=non-small cell lung cancer; TKI=tyrosine kinase inhibitor; PD-L1= programmed
cell death ligand; PFS=progression-free survival, Q3W=every 3 weeks; RECIST=response
evaluation criteria in solid tumors.

Goldman J et al, WCLC 2025.

EMORY
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HARMON:Ii: PFS & OS

scaedosumentup | 100 1 median FU: 22.3 mo N I Events,n  Median HR PValue
Events,n (%) Median HR PValue e (%) (mo) (95% CI)
" (mo) (95% C) 80 4 Ivonescimab + chemo  122(55.7)  16.8 0.79 0.0570
1 Ivonescimab+chemo 129 (75.0) 6.8 0.52 <0.0001 | (0.62-1.01)
0.41-0.66) Placebo + chemo 140 (63.9) 14.0
. Placebo+chemo 146 (84.4) 4.4 ©. )
5 60 < 60 -
7] = :
vl | \ —Ivonescimab+chemo
a 40 © 4 .
. —Ivonescimab+chemo . —Placebo+chemo
20 | —Placebo+chemo Median FU:
. 20 { Overall mFU 29.7 mo
. * NA&EUmMFU9.2 mo
0 r + . : . . : T .
0 3 6 9 12 15 18 21 24 27 0 . . ’ . y . . . . . . r .
No. at risk Months 0 3 6 9 12 15 18 21 24 27 30 33 36 39
Ivonescimab+chemo 172 134 76 48 34 24 16 10 5 0 No. at risk Months
Placebo+chemo 173 100 50 24 12 9 4 2 1 0 lvonescimab+chemo 219 212 189 137 98 77 60 51 43 33 26 16 5 0
Consistent PFS benefit by investigator: HR = 0.58 (95% CI: 0.45-0.73) Placebo+chemo 219 210 186 132 92 63 52 44 38 30 18 9 0

Goldman J et al, WCLC 2025. EMORY
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* |vonescimab: HARMONIi Phase lll trial — Ivonescimab/chemotherapy

Sacituzumab tirumotecan: OptiTROP-Lung04 study
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OptiTROP-Lung04 Study Design
Randomized, multicenter, open-label, phase 3 trial (NCT05870319)

Key Eligibility Sac.TMT Primary endpoints’
*« ECOG score O or 1 5 mglkg IV, Q2W » PFS assessed by BICR
* Nsg-NSCLC (stage IIIB/IIIC or stage IV) Secondary endpoints’
» EGFR-sensitive mutations 0 [ -0S (key secondary endpoint)
» Progression after 3rd gen TKI therapy » Pemetrexed 500 mg/m? + Carboplatin AUC 5 * PFS assessed by investigator
or progression after 1st or 2nd gen TKls or Cisplatin 75 mg/m?2 Q3W for up to 4 cycles » ORR, DCR, DOR, efc.
with negative T790M » Pemetrexed 500 mg/m? maintenance, Q3W - Safety

Treatment until disease progression, intolerable toxicity, or patient request to discontinue treatment.

________________________________________________________________________________________________________________________________________________________________________

: | Stratification factors: i
1 Prior EGFR-TKI therapy . Hlerarchl.cal tgstmg was con-ducted for PFS by BICR and OS. i
B » Pre-specified interim analysis for OS: i

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

| 2. Brain metastases (yes vs no) or 24 months after the first patient randomized.

l..................._......._.........................................._I ................................................................................................ |
*Tumor respense was assessed using RECIST version 1.1
BICR, blinded independent central review; OS, overall survival; ORR, objective response rate; DOR, duration of response; DCR, disease control rate; R, randomization; RECIST, Response Evaluation Criteria in Solid Tumors; 1A, interim analysis;
ECOG, Eastem Cooperative Oncology Group. o

Limited to patients of age < 75 yrs

Fang W et al, NEJM, 2025; Zhang et al. ASCO 2025. EMORY
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A Progression-free Survival

Optitrop-Lung04 trial

A Overall Survival

100 100+
80 .
2 2 80
3 5 65.8 (58.3-72.3)
B =]
& 60 & 60 : '
E "‘gﬂ \ Sac-TMT
H .
o | 48.0 (40.2-55.4)
E 40 32.3 (25.5-39.2) 8 401 { )
I
= ! § ' Chemotherapy
& | |
20- ! Sac-TMT & 204 :
17.9 :
! Chemotherapy i
1] T T T { T T T 1 0 T T T T T i T 1
0 3 12 15 18 21 24 0 3 6 9 12 15 18 21 24
Menths Months
Mo. at Risk Mo. at Risk
Sac-TMT 188 144 513 3: 1: g g Sae-TMT 188 184 167 158 147 127 75 25 0
Chemotherapy 188 125 Chemotherapy 188 180 162 147 132 110 57 13 0

HR:0.49; 8.3mvs. 4.3m

Salient AE with Sac-TMT:
Stomatitis; 64% (Gr 1 22%, Gr 2 37% & Gr 3 5%)

Fang W et al, NEJM, 2025.

HR:0.6; NE vs 17.4m
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Four Exciting Programs on the
Management of Gynecologic Cancers

An Independent CME Symposium Series During the 2026 Society of
Gynecologic Oncology (SGO) Annual Meeting on Women’s Cancer®

HER2-Positive
Gynecologic Cancers

Saturday, April 11, 2026
12:45 PM - 2:15 PM AST

Ovarian Cancer
Sunday, April 12, 2026
1:30 PM - 3:00 PM AST

Immunotherapy for Antibody-Drug Conjugates
Endometrial Cancer in Gynecologic Cancers
Saturday, April 11, 2026 Sunday, April 12, 2026

12:45 PM - 2:15 PM AST 1:30 PM - 3:00 PM AST




Thank you for joining us!

Please take a moment to complete the survey
currently up on Zoom. Your feedback is
very important to us. The survey will remain open
for 5 minutes after the meeting ends.

Information on how to obtain CME and ABIM
MOC credit is provided in the Zoom chat room.
Attendees will also receive an email in
1 to 3 business days with these instructions.

RT zeﬁfewew l
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