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He J et al. Neoadjuvansimertinibfor resectableEGFRnutated nonrsmall cell lung canced.Clin Oncol
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Ramalingam SR et al. Osimertinisi) after definitive chemoradiotherapy (CRT) in patients (pts) with unresectable (UR)
stage |ll EGFRutated (EGFRm) nesmall cell lung cancer (NSCLC): Updated overall survival (OS) analysis from the
LAURA study. ELCC 2025;Abstract LBA4.
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Piotrowska Z et al. Zipalertinib in NSCLC patients (pts) with EGFR exon 20 insertion (Ex20Ins) mutations who received
prior amivantamab WLCC 2025;Abstract MA08.02.

Yu HA et al. Activity of zipalertinib against active central nervous system (CNS) metastases in patientssmitallnasi|
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1847MO.
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2026;394(1):126.
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SelpercatinibDelivers Substantial Evefffree Survival Benefit as an

Adjuvant Therapy in Localized RET Fuskwsitive Lung Cancer
Press Release: February 16, 2026

o The manufacturer] announced positive topline results from the Phase 3 LIBRBZ tlnical
trial of selpercatinib as adjuvant therapy versus placebo. The study met its primary endpoint,
demonstrating a highly statistically significant and clinically meaningful improvement in
Investigatorassessed everitee survival (EFS) in patients with eastgige (HIlIIA)rearranged
during transfectio(RET) fusiopositive norsmall 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 LIBREZIW&aS
JSYSNIXftfeée O2yaAraidoSyid gAI0K LINSGA2dzat é NBLRI
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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.

FLAURAZ2 survival

Memorial Sloan Kettering
Cancer Center



FLAURAZ2 Overall Survival

1.0
= 097 e 80% Median
2 . L : (95% CI)
S 0.84 Osimertinib+platinum—pemetrexed
» 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 | | : | | | | |
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
Months since Randomization
No. at Risk
Osimertinib+ 279 267 258 253 245 240 236 226 218 202 196 183 170 158 143 123105 71 36 16 1 O
platinum—pemetrexed
Osimertinib 278 267 260 257 252 245 229 214 195 180 165 152 137131118103 93 61 38 16 1 O

JannePA et al. N Engl J Med 2026;394 (1387
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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



MARIPQOSA - Overall Survival

100 100 B B TKl+one or more other
7] 904 Any agents
90— ?EIY TKI, [ Single TKI alone
g 80— 80+ 39’ 28 Il Osimertinib or other
g Amivantamab— qE 704 third-generation TKls
‘U 70+ 70 lazertinib _g 11 Doublet chemotherapy+
v ! i i IO-VEGF inhibitor
o 60— | = 60
o : S B Doublet chemotherapy
6 S0q--mmmmmmmmmmmmmmmmeeeeees NI P E 207 Any Single-agent chemotherapy
% 40- : ! ED 40 Any chemo +lO-VEGF inhibitor
8 : ! ) - s chemo- therapy, Single-agent
g 304 ! i Osimertinib S 304 therapy, 67 chemotherapy
E 20- | i o N >6 B VEGF inhibitor alone
| 1 -
10- : : [ Other
I I 104
0 T T T T T T T 1 T T T 1 T T T T |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 0
Amivantamab— Osimertinib
Months Lazertinib (N=195)
Median Overall (N=129)

Survival

95% ClI : .. : :

( ) - On osimertinib arm, only 3 patients received

mo

; o subsequent amivantamab
Amivantamab-Lazertinib NE (42.9-NE)

Osimertinib 36.7 (33.4-41.0)

Hazard ratio for death, 0.75
(95% Cl, 0.61-0.92)
P=0.005
Yang JC et al. N Engl J Med 2025;393(17):9881
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Scott SC et al. PALOMA -2:
Subcutaneous Amivantamab
Administered Every 4 Weeks Plus
Lazertinib In First -Line EGFR -Mutated

Advanced NSCLC. WCLC
2025:Abstract MAQO8.05.

Subcutaneous amivantamab

Memorial Sloan Kettering
Cancer Center



Subcutaneous amivantamab T TE——

Median age, years (range) 63 (31-80)
Female 52 (68)
K \ Amivantamab SC Q4W Race
+
Key ?:fg':g:’s'te"a lazertinib Primary endpoint: Asian 48 (62)
e - ORR by INVe White 27 (35)
Prophylactic anticoagulation recommended
> ;rrealtmeg\tl'nawz, for the first 4 months of treatment Secondary endpoints: Other? 2(3)
ocally advanced or 4
metastatic NSCLC * ORR by ICR® ECOG PS score of 1 52 (68)
« Documented EGFR T * Duration of response - :
Ex19del or L858R Dosing (in 28-day cycles +Tirme fo responze History of smoking 25 (32)
mutations o Clini d -
« If brain metastases are Amivantamab scb: : g:g::lsgzl:]e-gtereatsel‘lwlval Bl'aln metastases 33 (43)
Pfeser;t. they must be Subcutaneous abdominal injection with a Q4W dosing regimen of “Ovarall sl EGFR mutation type®
o 1600 mg (2240 mg if 280 kg) weekly for the first 4 weeks, and e :
3520 mg (4640 mg if =80 kg) Q4W thereafter “PK Exon 19 deletion 46 (60)
\_ / Lazertinib: 240 mg orally daily L8SER 31(40)
Adenocarcinoma histology 77 (100)

Most common TEAES (220%), n (%)

- - All grades Grade 23
enacie 2 e et o Associated with EGFR inhibition
anticoagulation anticoagulation
(n=67) (n=10) Paronychia 56 (73) 4 (5)
Any VTE, n (%) 7 (10) 3 (30) ash a3l 2l
Dermatitis acneiform 31 (40) 6 (8)
Grade 23 0 0 .
Stomatitis 29 (38) 3(4)
e g g Pruritus 26 (34) 1(1)
Any VTE leading to any discontinuation, n (%) 0 0 Diarrhea 22 (29) 2(3)
Grade =3 bleeding, n (%) 1(1) 0 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)

Scott SC et al. WCLC 2025;Abstract MA08.05. 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 T osimertinib with
chemotherapy

Memorial Sloan Kettering
Cancer Center

Courtesy of Helena Yu, MD



COMPEL study 1 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 |

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

Courtesy of Helena Yu, MD



North Star study 1 Local consolidation for EGFR+ NSCLC

Key Eligibility

- Locally advanced or metastatic
NSCLC
ECOGPS Oor 1

= Measurable disease

- TKI naive EGFR Ex19del or
L858R

or

= Acquired T790 no prior 3" gen TKI

Stratification Factors

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

- Brain metastases

Osimertinib*

Characteristics

Osimertinib (n=63)

Osimertinib plus LCT (n=56)

Induction
osimertinib

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%)

6-12 weeks

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

Elamin YY et al. ESMO 2025;Abstract LBA72.

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

24 (42.9%)

21 (37.5%)
35 (62.5%)

40 (71.4%)
16 (28.6%)



North Star study 1 Local consolidation for EGFR+ NSCLC

LCT modality n=56
Radiation 33 (58.9%)
Surgery 17 (32.1%)

Osimertinib (n=63) JOsimertinib plus LCT

50 (79.3%)

17.5

(14.5, 24.3)

42 (75%)

253

(19.4, 45.0)

0.66

0.50 - 0.87

0.025

Surgery and radiation 6 (9%) PFS events, n (%)
I e vedian PFs month
Surgical procedure n=23 95% ClI
Lobectomy 18 (78.3%) HR
Lobectomy and wedge resection 1(4.3%) Suesiese e C
Wedge resection 2 (8.7%) (F;Eg‘; log rank)
Segmentectomy 1(4.3%)
Adrenalectomy 1(4.3%) 100-
|
Radiation modality n=50, 39 patients 80-
VMAT or IMRT 28 (56%)
SBRT 15 (30%) X 60-
3D conformal or 2D conformal 7 (14%) E
o 40-
20-
Grade 1 Grade 2 Grade 3
Pneumonitis 1(1.8%) 5 (8.9%) 1(1.8%) 0
Dyspnea 15 (26.8%) 2 (3.6%) - 0
Arterial injury - - 1 (1.8%)
Empyema - - 1(1.8%)
Esophagitis 1(1.8%) 1(1.8%) -
Dysphagia 7 (12.5%) - -

Elamin YY et al. ESMO 2025;Abstract LBA72.

12

24

36
Months

I T
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20+

Complete LCT

mPFS 27.9 (16.6, 48.3)

No. at risk
23

100+
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36
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1

9

Partial LC

mPFS 14.5 (10.2, 21.6)

15%
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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

Courtesy of Helena Yu, MD



Datopotamab deruxtecan T TROPION-Lung05

TABLE 1. Baseline Demographics and Disease Characteristics

100 HCR HPR SD PD M NE + Ongoing treatment
Patient Characteristic N =137 80
Summary of mutation types,® No. (%) 8 = 60 ‘

EGFR 78 (56.9) BE =
Exon 19 deletion 41 (29.9) = OEJ 20 | 5
EXONZO(00M 26 (19.0) %E 0 “ I ] 1 i i +H + + 7, L + + + + Fok =
Exon 21 L858R 25 (18.2) S8 - LI I
Exon 18 G719 5 (3.6) S '2 2
Exon 21 L861Q 3(22) % S -40
Exon 20 insertion 2(1.5) ;06 w  -60

ALK rearrangement 34 (24.8) -80

ROST1 rearrangement 10 (7.3) -100

RET rearrangement 8 (5.8)

MET exon 14 skiping 569) sensiizing £Gram* | Jl WL LT W LWL TH O OO0 Y LU0 000 R |

BRAF mutaion 409 Tro0M JUNR O ARORAE DN R RRARRRA 0T O TS A RO Y ] L

MET amplification® 3(22) Other EGFRm® I I I II I II I I I I

Prior targeted therapy for advanced/metastatic disease
*
Spﬁ:ﬁzr?dr'hﬂneoér(:;c))nable genomic alteration 137 (100) Other ”I I II DI I“ I I I ” I I " “ II I I |
Prior cytotoxic systemic therapy,? No. (%) *Other: MET exon ROST1 RET RET rearrangement BRAF  MET

Platinum-based chemotherapy 137 (100) 14 skipping rearrangement rearrangement and MET amplification mutation amplification

Other chemotherapy 136 (99.3) Variable Overall (N = 137) EGFR Mutations (n = 78) ALK Rearrangements (n = 34)

Anti—PD-1/anti—PD-L1 immunotherapy 49 (35.8) Confirmed ORR, No. (%) 49 (35.8) 34 (436) 8 (235)

Other 47 (34.8) 95% CI* 27810 444 32410553 10.7 to 41.2

Prior systemic therapies for advanced/metastatic disease CR, No. (%) 4(2.9) 4 (5.1) 0

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

1-2, No. (%) 39 (285) SD, No. (%) 56 (40.9) 27 (34.6) 17 (50.0)

>3, No. (%) 98 (71.5) PD, No. (%) 19 (13.9) 10 (12.8) 5(14.7)

Sands J et al. J Clin Oncol 2025;43(10) 6554

100

80

60 -

40 —

20

+ Censored
T T T T T T T T T T T T T T T T T T 1
0o 1 2 3 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19
Time (months)
N = 137, No. (%)

TRAE Any Grade Grade 1 Grade 2 Grade =3
Stomatitis (PT) 77 (56.2) 37 (27.0) 27 (19.7) 13 (9.5)
Nausea 75 (54.7) 44 (3271)  28(204) 3(22)
Alopecia 68 (496) 48(350) 19(139) 1(0.7)
Decreased appetite 28 (20.4) 11 (8.0) 14 (10.2) 322
Fatigue 26 (19.0) 14(102) 10 (7.3) 2 (1.5)
Constipation 21 (15.3) 16 (11.7) 5(3.6) 0
Rash 19 (13.9) 14 (10.2) 5 (3.6) 0

Vomiting 19 (13.9) 10 (7.3) 8 (5.8) 1(0.7)
Asthenia 15 (10.9) 8 (5.8) 5 (3.6) 2 (1.5)



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 TLO5

Memorial Sloan Kettering
Cancer Center



Datopotamab deruxtecan

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)

I TROPION-LungO1 and Lung05

A 100~

80+

B TROPION-LungQ1 Bl TROPION-Lung05 + Ongoing treatment

60+

40-

-204

—-40+

—-604

-804

Best change in sum of diameters from baseline (%)
o
1L
L

+
*
+
+
L]
+
+*
L
+
*
+
+*
+*
1

=100+

Common sensitizing
EGFR mutations

Uncommon
EGFR mutations

Resistance
EGFR mutations

Other

100 1 Median (95% CI), months

Dato-DXd: 5.8 (5.4-8.2)
801

60 =

PFS (%)

404

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 ( osl) + datopotamab
deruxtecan (Dato-DXd) in patients (pts) with
EGFR-mutated (EGFRm) advanced NSCLC
(aNSCLC) whose disease progressed on first -
ine (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 patients with Module 10: (n=35) R e AR ?g gg ?g Egg
rade =
EGFi Rm_NSCLC biomarker 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 (17) 0
8(23) 20 (59)

»

AE leading to Dato-DXd dose reduction

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

Dose interruption, n (%)

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 Ieadlng 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% Cl) 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 .

PP — - oral mucositis

edian time to onset of response,

months (Q1, Q3) 2.7 (1.5,4.1) 14(1.2,2.1)

Median duration of follow-up, months 134 13.8 Mucosal

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

Ocular

surface eventt
ILD/pneumonitis ] 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 0O 10 20 30 40 50 60 70 80
Patients, %

Le X et al. ELCC 2025;Abstract 10.



Phase |ll TROPIGNINg15 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

=~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 | Enrollment is ongoing

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

MODULE 1Metastatic disease

A FLAURAZ2, IPASS studies
A MARIPOSA study: Amivantamab and lazertinib
A PALOMA studies: Subcutaneous amivantamab
- DVT, pulmonary emboli; prophylactic anticoagulation
A Shortterm versus londerm outcomest tail of the curve?
A COMPEL study: Continuation with chemotherapy of-fingt osimertiniot CNS disease, ADCs
A NorthStar study: Local consolidationRT, surgery

A Datopotamab deruxtecan
- Exon 20 insertion, uncommon mutations
- Toxicity: Mucositis, keratitis
- TROPIOMNuUNg15

MET inhibitorg 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

the primary efficacy population

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

Characteristics

Savolitinib 300 mg b.i.d. +
osimertinib 80 mg o.d.
(primary efficacy population)
n = 80

Endpoint

Savolitinib 300 mg b.i.d. + osimertinib
80 mg o.d. (primary efficacy population)

Sex, n (%)
Female
Male
Age, years
Median (range)
Category, n (%)
<65
>65
Race, n (%)
Asian
White
Other
ECOG performance status, n (%)
0
1
2
Smoking status (any), n (%)
Current or former
Never
EGFR mutation type, (%)’
Exon 19 deletion
L858R mutation
Other”
Brain metastases at study entry, n (%)
Prior lines of therapy (any), n (%)
1
>2
Previous osimertinib line of therapy, n (%)
Osimertinib as the first-line therapy
Osimertinib as the second-line therapy
or later
MET overexpression and/or
amplification status
MET IHC3+/>90% and/or FISH10+
MET IHC3+/>90%"
MET FISH10+°

56 (70.0)
24 (30.0)

66.0 (29-83)

39 (48.8)
41 (51.3)

21 (26.3)
57 (71.3)
2 (255)

32 (40.0)
48 (60.0)
0

38 (47.5)
42 (52.5)

48 (60.0)
30 (37.5)
7 (8.8)

31 (38.8)

80 (100)
0 (0)

80 (100)°
0(0)

100
75
70

de Marinis F et al. Ann Oncol 2025;36(8):320

n = 80

Investigator
assessment

BICR assessment

Confirmed ORR
(Clopper—Pearson 95% Cl) (%)
Best objective response, n (%)
Complete response
Partial response
Stable disease
Progressive disease
Not evaluable
Time to onset of response in
patients with response (weeks)
Median (interquartile range)
Duration of response
in patients with
response (months)
Median (95% ClI)
Progression-free
survival (months)
Events, n (%)
Median (95% Cl)

56.3 (44.7 to 67.3)°

55.0 (43.5 to 66.2)"

1(1.3) 1(1.3)

44 (55.0) 43 (53.8)

22 (27.5) 29 (36.3)

13 (16.3) 6 (7.5)

0 (0) 1(1.3)

6.14 (6.00-6.71) 6.00 (5.71-6.64)
7.1 (5.6-9.6) 9.9 (6.0-13.7)
65 (81.3) 49 (61.3)

7.4 (5.5-7.6)" 7.5 (6.4-11.3)°

Contribution of
components analysis
set(n=73)

MET cut-offs initially MET IHC 3+/>50%
and/or FISH5+ (>5 MET gene copies,
MET/CEP7>2) and increased to MET
IHC3+/>90% and FISH10+ after a
preliminary analysis.

With lower cutoff, the mPFS was 2.8mo
and ORR 9%

Median PFS by
investigator assessment,

No. of events (%) months (95% Cl)

Savolitinib 300 mg BID +

1.0 —
§ osq
£
5 a2
> 0 0.6
2o
£:
a0
o' 0.4
a g
)
g
0.0
0 2

osimertinib (n = 48) 33 (69) 7.6 (56-11.0)
Savolitinib 300 mg BID +
placebo (n = 25) 23(92) 27(1.44.1)
| | 1
8 10 12 14 16 18 20 22

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) e
Sex g 80 Assessed by investigator
Male 44 (42%) 50 (48%) g 70 HR 034 (95% Cl 0-23-0-49); p<0-0001 Sa}rolitirllit‘)— Chemotherapy HR(95%Cl) OR(95%Cl) pvalue
Female 62 (58%) 55 (52%) 2 607 osimertinib  (n=37)
Race £ 504 + Censored (n=37)
S i —— Savolitinib-osimertinib : ;
Asian 106 (100%) 105 (100%) '% :g_ —— Chemotherapy fEnsion e i honh (5.29_9.7) (il/(;.s) ?6-3128—0-5) - S
Time from diagnosis to 17-2 (10-4-30- 147 (9-9-24- >
randomisatiors . (2(0%4305) ezl £ 204 Progression-free survival rate at 59% 18%
' 10 6 months (41-74) (7-33)
e OfEGilR [m '.Jtatlon 89 89 R EEEEEEEEEEEEREY . 23 10 = 4-46 0-0025
Exon 19 delstion 40(38%) 40(38%) _ 4 . 4 . (62%, 4578)  (27%, 14-44) (1:50-13:31)
L858R 55 (52%) 53 (50%) Numberat sk Disease control rate 31 24 - 2.86 0.062
(censored) 0
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 63 47 Zé 0 2 1 0 (5:3-12-4) (0-9-4-1)
laboratory ) HEeh e BB Y BN 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%) Savolitinib-  Chemotherapy HR (95% Cl)
Liver metastasis osimertinib (n=105) . ] o
e ey 15(14% (n=106) MET amplification definition: MET copy
No 95 (90%) 90 (86%) Primary endpoint i
Previous first-line EGFRTKI 106 (100%) 105 (100%) - o o T o number >5, MET to CEP7 ratio >2 after
T 60 (65%) 68 (65%) rogression-free survival (INV), months ; - 4.5 34 d —_ —_—
mien s Gouz)  Gos4 03049 1gt/2" gen EGFR TKI or MET copy
s Progression-free survival rate at 67% 32% -
Icotinib 28/69 (41%) 33/68 (49%) > rd
. st . bmonths (5676)  (22-42) 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

Lu S et al. Lancet 2026;407(10526):875



Year In Review:
EGFRMutant Non-Small Cell Lung Cancer

MODULE 2: Localized disease

A Adjuvant osimertinib (ADAURA trial): ctDNA3 years duration?
A NeoADAURA trial: Neoadjuvant osimertinibwith chemotherapy
Current role: N2+, Stage IlIA?

A Surgically unresectable diseasechemotherapy, radiation therapy
- LAURA trial
. Indefinite osimertinib: survival results

. MRD findings (current role?)
- NEOLA trial: osimertinib before and after chemoradiation

Year,
44Review



Year In Review:
EGFRMutant Non-Small Cell Lung Cancer

MODULE ZLocalized disease
Adjuvant osimertinib (ADAURA trial): ctDNA3 years duration?

A NeoADAURA trial: Neoadjuvant osimertinibwith chemotherapy
Current role: N2+, Stage IlIA?

A Surgically unresectable diseasechemotherapy, radiation therapy
- LAURA trial
_ Indefinite osimertinib: survival results
. MRD findings (current role?)
- NEOLA trial: osimertinib before and after chemoradiation

Year,
44Review



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
Complete resection with negative margins?
Maximum interval between surgery and
randomization:

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 me
L. PlaceboQD — 8 ua te !

Adjuvant treatment Posttreatment follow-up

+ 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. HEEM(}?C&¥




MRD Status at Baseline and with Therapy

8%

92%

Baseline MRD undetected (n = 202) [l Baseline MRD detected (n =18)

On treatment
/ MRD/DFS event

<12
months
Post 58%
No treatment
MRD/DFS MRD/DFS
event event 17%
75%

T~

>24 months
5%

Osimertinib (n =112)

No
MRD/DFS
event
31%

MRD/DFS
event
69%

Placebo (n =108)

Herbst R et al, Nat Med, 2025.

EMORY

HEALTHCARE




Year In Review:
EGFRMutant Non-Small Cell Lung Cancer

MODULE 2Localized disease

A Adjuvant osimertinib (ADAURA trial): ctDNA3 years duration?
NeoADAURA trial: Neoadjuvant osimertimibwnith chemotherapy

Current role: N2+, Stage IlIA?

A Surgically unresectable diseasechemotherapy, radiation therapy
- LAURA trial
_ Indefinite osimertinib: survival results
. MRD findings (current role?)
- NEOLA trial: osimertinib before and after chemoradiation

Year,
44Review



Patients with completely resectable

EGFRm
stage IElIB NSCLC*

NeoADAURA

haiA yn Y3 % o0xd
carboplatin AUCS or cisplatin 75 mg/m
pemetrexed 500 mg/rh
(Q3W for 3 cycles)

N=358

Key inclusion criteria: Osi mono
Al 3SR xmy &SI N& yn Y3 v5 oxd 65

A Histologically / cytologically confirmed
nonsquamous NSCLC

A Ex19del / L858R
A WHOPSO/1

Stratification by:

Stage I / 1l
Chinesé/ other Asian t.h v5 O6%ée 6SS]
/ non-Asian carboplatin AUC5 or cisplatin 75 mg/m
Ex19del / L858R pemetrexed 500 mg/r

(Q3W for 3 cycles)

Investigator choice of adjuvan
treatment

Postsurgery
follow-up visits**

Sponsofsupplied adjuvant osi
was available for eligible patients

who completed surgery in all
armst

Endpoints:

A Primary: major pathological response (MPR; by blinded central pathology review)
A Secondary: evenrfree 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-gsintaining regimens

50 - Difference, 249%95% Cl 15, 32);
OR, 19.895.002% Cl 4,85.3; p<0.0001
| |
40 - Difference, 23%95% CI 15, 32);
OR, 19.399.9% CI 1.7, 217.4<0.0001
X
S | |
% 30 - . 26% 25%
© 95% Cl 18, 34 95% CI 17, 34
o
=
20 -
10 -
2%
95% CI 0, 6
0 : : I
Osi + CTx Osi mono PBO + CTx
(n=121) (n=117) (n=120)

EMORY

Ch aft \] et al y AS CO 2025 . Cl, confidence interval; CTx, chemotherapy; EGFR, epidermal growth factor redeptédel, Exon 19 deletiphASLC,

International Association for the Study of Lung Cancer; mono, monotherapy; MPR, major pathological resporsb; BA LT HC A R E
odds ratio; osi, osimertinib; PBO, placebo




Year In Review:
EGFRMutant Non-Small Cell Lung Cancer

MODULE 2Localized disease

A Adjuvant osimertinib (ADAURA trial): ctDNA3 years duration?

A NeoADAURA trial: Neoadjuvant osimertinibwith chemotherapy
Current role: N2+, Stage IlIA?

Surgically unresectable diseasechemotherapy, radiation therapy
- LAURA trial
. Indefinite osimertinib: survival results
. MRD findings (current role?)
- NEOLA trial: osimertinib before and after chemoradiation

Year,
44Review



LAURA: updated overall survival results

Patients with locally advanced,
unresectable stage lII* EGFRm

NSCLC, with no progression
during / following definitive CRT*

Key inclusion criteria:

= 218 years (Japan: =20 years)

* WHO performance status 0/ 1

= Confirmed locally advanced,
unresectable stage IlI* NSCLC

*» Ex19del / L858R?

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

2:1
N=216

LAURA STUDY DESIGN!

Osimertinib 80 mg,
once daily

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

Endpoints

* 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

Ramalingam S et al, ELCC 2025.

EMORY
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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

Arriola L et al, ESMO 2025. EMORY

HEALTHCARE
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