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This educational activity contains discussion of

non-FDA-approved uses of agents and regimens. Please
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We Encourage Clinicians in Practice to Submit Questions

Research

Feel free to submit questions now before the program

begins and throughout the program. Vear.
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ROS1 TKIls in TKl-naive ROS1 fusion+ NSCLC

Crizotinib | Entrectinib
Profile 1001 ALKA 372-001
STARTRK-1
STARTRK-2
N 53 168
ORR 72% 67.9%
Median
PES 19.3 m 15.7 m
CNS NR 25/48
activity (52.1%)
IC-
ORR Measurable and

non-measurable

Ceritinib

Korean
Phase ll

30

67%

19.3 m

2/5
(40%)

Measurable and
non-measurable

Brigatinib

Barossa
Phase ll

28

71.4%

120 m

0/3

Measurable

Lorlatinib

Phase I/ll

21

62%

21.0m

7/11
(64%)

Measurable and
non-measurable

Foritinib

Phase llb
Cohort 1

56

88%

221 m

19/21
(90%)

Measurable
and non-
measurable

Repotrectinib

TRIDENT-1

Phase I/ll

71

79%

311 m

8/9
(89%)

Measurable

Non-comparative data, for informational/descriptive purposes. Comparisons between trials should not be made due to differences in study design and patient populations.

Taletrectinib

TRUSTI +1I
Phase ll

157

89.8%

46.1 m

13/17
(76.5%)

Measurable

Zidesamtinib

ARROS
Phase I/ll

35

89%

NR

5/6
(83%)

Measurable

Shaw A, Ann Oncol 2019; Fan Y, J Thorac Oncol 2022;17(suppl):Abstr MA13.04; Lim, JCO 2017; Shaw A, Lancet Oncol 2019; Drilon A, WCLC 2025; Li W, ELCC 2023. Krebs M, ESMO 2024;
Pérol M, JCO 2025; Niho,S, ESMO Open 2024; Yang JJ, Lancet Oncol 2024; Lu S, Signal Transduct Target Ther 2023; Bazhenova L et al., AACR 2026.
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Evolution of the HERZ2 mutant NSCLC landscape with
new approvals: 1L, 2L zongertinib, 2L sevabertinib

8 mo 12 mo 16 mo 20 mo 24 mo 28 mo 32 mo
1 1 1 1 1 1
Platinum doublets D_Ecﬁ;?%(ﬁl Landscape
+ CPI = PES summer 2025
MPFS 4-7 mos 1

3—-4.5mos

With approval of

Platinum doublets

Docetaxel e
mMPFS 4-7 mos m .
Sevabertinib [ o s With approval of

2L sevabertinib

Platinum doublets | Doce =% With approval of
= CPI mPFS 4-7Tm Ramu 1L zongertinib

Platinum doublets ini
+ CPI mPFS 4-7m [ ] Bevabertinib

Platinum
WI]:JAIldE?I'b(}H Sevabertinib [ ] doublets *+ CPI
Caacer Center

MPFS 4-7m

Making Cancer History™



Zongertinib is an oral, HER2-specific,
EGFR-sparing TKI

« Zongertinib is highly selective for mutant « Zongertinib resulted in tumor regressions in a
HER2 over EGFR wild-type' patient-derived NSCLC xenograft model carrying
a HER2 exon 20 insertion (HER2YVMA)

cTG 2543
600

Afatinib @ Vehicle
Olulldals 2 Erlotinib 75 mg/kg QD
Poziotinib 3oty————{ 9 Osimertinib 3o oo
Afatinib ‘up T[T @ Poziotinib SE 400 @ Poziotinib 1 mg/kg QD
> Erlotinib s E
£ Gefitinib = = Zongertinib 5 mg/kg BID
q =}
3 Lapatinib © 0 Zongertinib 30 mg/kg BID
o -1 Neratinib = H 200
& Tucatinib § @ Zongertinib 100 mg/kg BID
d @ Pyrotinib <
@ Zongertinib
. . _ Py O
Zongertinib = -2 0 10 20 30 40

Zongertinib is a potent, covalent TKI that selectively inhibits HER2 while sparing EGFR wild-type,
thereby potentially limiting associated toxicities

1. Wilding B et al. Cancer Discov. 2025;15:119-38

Plots by Wilding B et al. Cancer Discov. 2025; used under Creative Commons Attribution-NonCommercial-NoDerivatives 4.0 International License, with minor color amends
THE UMIVERSITY DF TEXAS

MD Anderson
Cancer Center

Making Cancer History™



Zongertinib in patients with TKD HERZ2 mutations
(Cohort 1, N=75): median PFS and mDoR

mPFS: 12.4 months (3.2-NE) mDOR: 14.1 months (6.9—NE)
Progression-free Survival " Duration of Confirmed Response
100+ 100~ Median, 14.1 mo
904 Median, 12.4 mo 904 (95% Cl, 6.9-NE)
- (95% Cl, 8.2—-NE) 55
£ 72% 1 £ 70%
.% 70+ % 70
o 60- o 604 1
G G
50- (i} R—
o0 - 8
S 40- : S 404
5 i — :
S 30- ! S 30-
(V] 1 QJ 1
o 20- | o 204 !
10~ E 10- i
I 1
0 I | 1 1 I 1 I | 1 1 1 1 1 | | 1 0 I I 1 I I 1 I I 1 I I I 1 I 1
O 1 2 3 4 5 & 7 & 9 10 11 12 131415 16 1) 931 2 3 4 5§ € 778 9 10 31 12:13 34 15 16
Months Months

No.atRisk 75 75 69 65 65 57 49 43 43 37 26 21 19 9 6 6 3 0 No.atRisk 53 53 51 49 47 39 31 24 22 16 1311 8 5 2 1 O

Median follow-up was 11.3 months (95% CI, 10.2-12.3)

‘\kl[‘]rjil—l(ltr%{}l—l August 8, 2025: FDA grants accelerated approval to zongertinib for non-squamous

-@—d—l—‘i-t:ﬁ-,—}-(fnl_el NSCLC with HER2 TKD activating mutations
Making Cancer History” Hevmach et al. NEJM 2025



Zongertinib in previously treated HERZ2-mutant

NSCLC with brain metastases at baseline

Pooled analysis of 58 patients with stable,
asymptomatic or active brain metastases in
Cohorts 1 and 4 (Cohort1: 28; Cohort 4: 30)*

Confirmed intracranial response by RANO-BM

n =58

ORR, % 41%
CR, % 9
PR, % 33

DCR, % 83%
SD, % 41
PD, % 7
NE, % 10

Median PFS 95% CI

8.2 months

4.5-12.3

RESITY OF TEXAS

"vi D Anderson
Cancer Center

Making Cancer History™

Pooled analysis of 41 patients who had not

received prior brain radiotherapy in Cohorts 1 and 4

12% w
5%

ORR: 44% m
DCR: 83% m
PD
NE
Median PFS 95% CI
8.1 months 4.1-12.3

Best change from baseline
in target lesion (%)

I Prior systemic anti-cancer treatment (Cohorts 1 and 4)

| I No prior systemic anti-cancer treatment (Cohort 4)

Overall, 95% (18/19) of evaluable patients experienced a
reduction in brain lesion size from baseline.

*Included patients who had received prior brain radiotherapy.

Ruiter G et al. WCLC 2025;Abstract PT2.12.03.



Zongertinib in previously treated HERZ2-mutant
NSCLC with brain metastases

C Best Change in Sum of Target-Lesion Diameters among Patients in Cohort 4

B Previously untreated Previously treated
20
0O+ s _ __________ _______________ ks SR RTINSl N ST B
)
B0
g |
-5 csa -20-
0 —
S
Ea 407
T
& & -60-
g7
v
4!
—80-
-100-

"vi D And er SOnN
-@—cﬁ-‘-lf:e-l- f_ﬁ:]‘l fer Heymach J et al. NEJM 2026;394:1675-1684.

Making Cancer History™



Sevabertinib is an oral, reversible HER2 TKI

« Sevabertinib is an oral, reversible TKI that potently inhibits activating HERZ2 (ERBB?2) Sevabertinib |
mutations and has demonstrated efficacy against HERZ2 insertions and missense mutations, (BAY 2927088) 0 %
secondary resistance including irreversible binding site mutation (C805S), and gatekeeper

. o M
mutations (T798M/T798I)’ N
HN I W - N
« Sevabertinib has anti-tumor activity and a manageable safety profile in patients with HER2- NN
mutant NSCLC? H, o
* In May 2025, the FDA granted NDA Priority Review for sevabertinib in patients with Q O
. ; \_/
previously treated HER2-mutant NSCLC
= HERZ2 ex20ins = HER2 missense
@ 1907 O Empty vector + IL-3 @ 1907 mutations O Empty vector + IL-3
p ' ® HER2 wt H © HER2 wt
® T, ® HER2 A775insYVMA © — 2t 3 z ® HER2 S310F
GEJ 100+ g RO x...0 @ HER2 A775insV.G776C g 1004 5..\‘ : 3 Mteeeden Lot @ HER2 S335C
- I ® HER2 V777insV - 13 Y HER2 V659E
X HER2 P780insGSP > ® HER2 L755A
- > ® HER2 L755P
£ 501 = 507 HER2 L755S
= 8 HER2 V777L
g S
= % 0 1
3 0_8 © -8 2
-._ UMIVE —f TV OF ||—'s:.5“ 1 Sevabertinib [log uM] Sevabertinib [log uM]
:\(1.1 ]' -] %_l_l_(lf:?l :_“."{ }l_l* 1. Siegel F et al. Cancer Discov 2025;16(1):81-94. 2. Girard N et al. J Clin Oncol 2024; 42 (17 Suppl): LBA8598; 3. Bayer. Sevabertinib (BAY
'Q:ﬂ'l%‘f:ﬁf—l- (. ) - lllel 2927088) granted FDA Priority Review for the treatment of patients with HER2-mutant non-small cell lung cancer. May 28, 2025.
https:/www.bayer.com/en/us/news-stories/sevabertinib/. Accessed June 2026. Le et al., ESMO 2025

Medlakei ng Cancer H:Ihtl.'l‘l":_h'.



Sevabertinib in previously treated HERZ2-
mutant NSCLC (SOHO1, Cohorts D, F)

Cohort D: Patients previously treated with systemic

Cohort F: Patients naive to systemic treatment
therapy but naive to HER2 ex20ins-targeted therapy

for locally advanced or metastatic disease

ORR, % (95% CI? 73 (61, 83) 78 (63, 88) 67 (55, 77) 75 (64, 85) 75 (61, 85) 75 (64, 85)

DCR, % (95% CI)° 84 (74, 92) 88 (75, 95) 81 (71, 89) 90 (80, 96) 89 (78, 96) 89 (80, 95)
mDoR, months (95% Cl) 9.5 (6.3, 13.5)° 9.5 (6.3, 15.0)¢ 9.5 (6.3, 13.5)° 15.1 (8.8, NEY° 15.1 (8.8, NEY)? 12.2 (8.8, NE)®
mPFS, months (95% Cl) 9.6 (6.9, 14.5) 12.2 (6.9, 16.5) 8.3 (6.9, 12.3) 13.5 (10.0, NEY) 16.4 (9.9, NE) 13.5 (10.0, NE)

2Patients with confirmed CR or PR; "Patients with confirmed CR or PR or stable disease for =12 weeks; “Subset of patients with confirmed CR or PR (Cohort D, n=51; Cohort F, n=52);
“Subset of patients with confirmed CR or PR (Cohort D, n=38; Cohort F, n=41); °Subset of patients with confirmed CR or PR (Cohort D, n=54; Cohort F, n=55); "Value cannot be estimated
Cl, confidence interval; CR, complete response; DCR, disease control rate; mDoR, median duration of response; mPFS, median progression-free survival; NE, not estimable; PR, partial response

Nov. 19, 2025: Sevabertinib receives FDA approval for HER mutant NSCLC (TKD mutations)

THE UMIVERSITY OF TEXAS

MD Anderson
—arncer Center Loong HH et al. ASCO 2026; abstract 8622.

Making Cancer History™



Zongertinib in 1L HER2-mutant NSCLC

ORR 76%
A Best Change in Sum of Target-Lesion Diameters among Patients in Cohort 2
Confirmed response Cohort 2: B Brain metastases at baseline [T Mo brain metastases at baseline
by BICR (RECIST Treatment-naive patients 20
vi.1) N =74
m 0+ R & -—-pr--- - - —---—-- —-
ORR 76% § e 20l
0 &S
CR, n (%) 8 (11) EE o
PR, n (%) 48 (65) § £
a& -6 '
DCR 96% %
& —80
SD, n (%) 15 (20) |
—loo- B YVMA mutation [ Other mutation n .

PD’ n (%) 1 (1)* ' N7 NS b N NS EE NN OB S A S A N
* Median time to objective response was
1.4 months (95% CI, 1.1 t0 6.9)

February 26, 2026: FDA granted accelerated approval to zongertinib as 1L for HER2 mutant
NSCLC harboring HER2 (ERBB2) tyrosine kinase domain activating mutations.

RS Anderson
CaneerCenter Heymach NEJM 2026; Heymach ELCC 2026

Making Cancer History™



Zongertinib in 1L HER2-mutant NSCLC

MPFS 14.4 months

mDoR 15.2 months

A Duration of Confirmed Response

Progression-free Survival 100
1004
90
90
80
80
70 o 7%
g 60 :5 60
2 o 3
£ :
[ B . || 1- @ 50
E° 50 : &
ADL : E 40-] ;
i -4 . S
e 304 E 30+ E
~ '
20 Median, 14.4 mo 204 Median, 15.2 mo
(95% Cl, 11.1-NE) (95% Cl, 9.2-NE)
10 i 10 i
1 ]
I ]
1 ]
0 I | 1 I I I 1 I I I 1 I I. 1 I I I 1 1 0 T T T T T T T T T T T T T Il T T T 1
o 1 2 3 4 5 6 7 & 9 1o 11 12 13 14 15 16 17 18 19 20 0 1 2 3 4 5 6 7 8 9 1o 11 12 13 14 15 1% 17 18 19
Months Months
No. at Risk 74 73 71 64 64 56 50 42 41 40 36 35 32 32 20 18 17 9 6 5 o0 No. at Risk S6 56 54 49 43 42 36 33 31 28 26 26 24 16 14 12 6 3 1 0

“v D ;ﬂ{l;ﬁé}"hun
—aecer Center

Making Cancer History™

Heymach NEJM 2026; Heymach ELCC 2026



Confirmed
intracranial

Mlaking Ca r History™

Zongertinib in 1L HER2-mutant NSCLC:
Intracranial Tumor Response
ORR 47% (59% in those with no prior RT)

Cohort 4: Active brain metastases

No prior brain RT and C Best Change in Sum of Target-Lesion Diameters among Patients in Cohort 4
confirmed measurable M FPreviously untreated Previously treated

response by A= intracranial disease e
BICR (RANO-BM) n=17 B X
il I |
CR, n (%) 2(7) 1(6) gg -
PR, n (%) 12 (40) 9 (53) EE o
DCR 87% 94% 3
SD, n (%) 12 (40) 6 (35) i
NE, n (%) o
95% Cl _ 2.7-NE
Median PFS ﬁ NE
95% ClI 4.1-11.3 NE
MD Anderson
Jé—dﬁcﬂ(fl‘llel Heymach NEJM 2026; Heymach ELCC 2026



Beamion LUNG-1 Study Design

Phase Ib (dose expansion): patients with advanced HER2-mutant NSCLC

In Phase la, the MTD was not reached at 360 mg QD
In Phase Ib, the selected dose after interim futility analysis was zongertinib 120 mg QD

Current analysis Additional cohorts not included in the current analysis

Cohort 2 Treatment-naive patients with TKD mutations
L Primary endpoint: Objective response by BICR (RECIST v1.1) J
Cohort 4

and active brain metastases at baseline

L Primary endpoint: Objective response in CNS lesions by BICR (RANO-BM) J

$

Here we present the efficacy and safety of zongertinib 120 mg
as 1L therapy, as well as findings in patients with
active brain metastases

I
I
I
I
I
I
I
I
I
Treatment-naive or previously treated patients with TKD mutations :
I
I
I
I
I
I
I
I
I

Heymach et al, ELCC 2026



Final analysis from DESTINY-Lung02-A RP2 Study of
Trastuzumab Deruxtecan in 2L+ HER2-mutant NSCLC

Prograss londfree survival probability, %

mPFS, 5.4 mg/kg: 10.0 (7.7-15.2)
Confirmed ORR: 50%

T-DXd 5.4 mgikg

n=102

Median (25% CI}, months 10.0 (7.7-15.2) 12.8 (7.2-16.7)

T-DXd 5.4 mgikg: 72% (95% Cl, 82%-81%)
T-DXd 6.4 mg/kg: T0% (95% CI, 54%-22%)

T-DXd 5.4 mgikg: 45% (95% CI, 34%-56%)
T-DXd 6.4 mgikg: 53% (D5% CI, 36%-67%)

+ Censored Cases
—+— T-D¥d 5.4 mg'kg
—+— T-D¥d 8.4 mg'kg

B L P T

T
o

Number at risk

T-DXd 54 mghkg:- 102100 88 76 75 68 56 43 43 36 31 28 27 26 24 24 17 15 14 13 10 &

T
1 2 3 4 5

id 11 12 13 14 15 16 17 18 18 20 21 22 23 24 25 28 27 28 29
Time, months

(=]
-
-1
=]

&
Y
)

TDXdG64dmghky: 50 47 <44 36 33 30 27 25 24 19 16 15 13 12 10 W0 B & 6 5 5 3 3 2 2 2 2 0O

Number censored
TDXd 5.4 mgkg: O
T-D¥d 6.4 mg'kg: O

HE UMIVERSITY OF TEXAS

2 7 1213 1B 22 24 28 20 30 31 32 32 32 32 34 35 36 36 30 43 43 45 47
i3 6 8 8 10 11 11 14 15 16 18 18 18 18 19 20 20 21 21 23 23 24 24

47 47

B oA
B2
B2

‘»Hﬁﬂndt’: rson
—aecer Center

Medlakei ng Cancer H:Ihtl.'l‘l":_h'.

ORR by subgroups

Janne et al JTO 2025
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Final analysis from DESTINY-Lung02-A RP2 Study of
Trastuzumab Deruxtecan in 2L+ HER2-mutant NSCLC

ILD: 14.9% (all grade) at 5.4 mg/kg dose

Table 3. Adjudicated Drug-Related ILD

T-D¥d 5.4 mg/ke T-DXd 6.4 mg/ke
Adjudicated Drug-Related ILD Variable n= 101" n = 50°
Any grade, n (%) 15 (14.9) 16 (32.0)
Grade 1 4 (4.0 3 (6.0)
Grade 2 9 (8.9) 11 (22.0)
Grade 3 1 (1.0 1 (2.0)
Grade 4 0 ]
Grade 5 1 (1.0)° 1 (2.0)°
Grade >3 2 (2.0} 2 (4.0)
Outcome of ILD events,™" n/H (%)
Fatal 115 {6.7) 1716 {6.3)
Mot recovered/not resolved 3/15 (20.0) 6/16 (37.5)
Recovering/resolving 1/15 {6.7) 0
Recovered/resolved with sequelae 0 1/16 (6.3)
Recovered/resolved 10/15 (66.7) 8/16 (50.0)
MD Anderson
aneer Center Janne et al JTO 2025

Making Cancer History™



Trastuzumab deruxtecan in HER2-overexpressing
NSCLC: DESTINY-LungO3 (part 1, T-DXd mono)

WH:JAHC]E?IB(}H
Cancer Center

Making Cancer History™

size (%)

in target lesion

Best change from baseline
|
[=2]
(=]

—-100

PD-L1
status®

EGFR
mutatio

Prior EGFR
TKI therapy

Confirmed ORR: 44.4%; Median DOR: 11.0 months;

Median PFS: 8.2 months

e ul_II_ILIUUUUL UU

39

<1%
1-49%
1-49%

=2 |5 2 ®
THE TS

1-49%

§§I I I 2 R
T3 1

Drug-related AEs: 34 (94.4%)

Grade =3 drug-related AEs: 15 (41.7%)
Drug-related SAEs: 6 (16.7%)
Discontinuation: 3 (8.3%)

One patient (2.8%) died due to a drug-
related AE (neutropenic colitis)
Adjudicated drug-related
ILD/pneumonitis: 2 (5.6%)

LVEF decrease: 1 (2.8%)

Planchard D et al. J Thorac Oncol 2026;21(5):103541



Year in Review:
Therapeutic Targets Beyond
EGFR for Non-Small Cell Lung Cancer

INTRODUCTION: Relative Impact of Targeted Treatment

MODULE 1: HER2 Alterations

MODULE 2: KRAS Mutations

MODULE 3: MET Overexpression
MODULE 4: ALK Fusions
MODULE 5: ROS1 Fusions

MODULE 6: RET Fusions
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KRYSTAL-12: RP3 of adagrasib vs docetaxel in

previously treated KRAS G12C mutant NSCLC

mPFS (mo)

Ada

5.5

Doc

3.8

ORR(%)

Ada

Doc

32

9

PFS HR 0.58 (p<0.001) mDoR (mo) 83 5.5
A
Tumour response Adagrasib Docetaxel
A (n=301) (n=152)
Nuwher of Median progression-free sunsiv Objective response 96(32%) 14(9%)
_ patients months (95% Cl) Complete response 3(1%) 0
z Partial response 93(31%) 14(9%)
.Tg .;::graﬂl:ll 301 5.; (45 E-?:I Disease control rate 236 (78%) 89 (59%) Confirmed best overall response
& staxel 132 IBETAT) Median duration of response, months (95% Cl) 83(61-104)  55(29-85) I Complete response
B Harard ratio for disease progression or death PO I Partial response
”E 0-58 (25% C1 0-45-0-76) Patients with a response who had ongoing 64% (50-9-74-0)  39% (12-6-653) g Stable di_seas&_:
E 0.0001 responses at 6 months, % (95% Cl) = Eﬁtg;i?:::;?:ease
g =
E‘ - —— Adagrasib Adagrasib (n=256) Docetaxel (n=120)
= Noas 1 —+— Docetael 100 -
80 -
T | I I T 1 6
15 18 1 24 7 a0 <5 42: i
MNumber at risk Months ﬁ 0 T Tprpwme ~—~— T
{censored) E _E —zg— ] I
Adagrasib 301 160 w 41 19 8 5 1 1] o 0 ?m"cE': qo{ T L T
(0 (68) (96) (112} (125 (131) (134) (136) (137 (137 (A7) 23 60 -
Docetaxel 152 51 24 9 2 0 0 0 0 o LU ~ -80- -
M (43} () (G5 (58 (5% (5% (5% B5W (59 (59) -100

MIVERSITY OF TEXAS

‘»Hﬁﬂndt’: rson
—aecer Center

Medlakei ng Cancer H:Ihtl.'l‘l":_h'.

Bottom line: Met its primary endpoint; slightly larger improvement in mPFS (1.7m) than CB200. FDA
approved 2022; EMA 2024.

Barlesi F et al. Lancet 2025;406(10503):615-26.



KRYSTAL-12: Intracranial activity of adagrasib
vs sotorasib

Ada Doc
IC ORR(%) 24 11
IC control rate 82% 56%

Intracranial response (measurable or Adagrasib Docetaxel
non-measurable lesions) {n=78) {n=36)
Intracranial objective response 19 (24%) 4 (11%) Confirmed best overall response
Complete response 11 (14%) 3(8%) L CD"}P"!‘:E response
Partial response 8 (10%) 1(3%) Bl Partial response
[ Stable disease
Intracranial disease control rate 64 (82%) 20 (56%) L Progressive disease
[ Not evaluable
Adagrasib (n=25) Docetaxel (n=9)
100 7
80+ —
£ . 6o _
g2 i 4
i e
R e e e e O s Rl Bl e
ef o
25
b S N —_ e .
S 60~ |ntracranial objective response 7 Intracranial objective response
80+ (measurable lesions) 40% (10/25) T (measurable lesions) 11% (1/9)
RSITY OF TEXAS
-100

Rfl[iﬁll(gerh{ N
—arcerCenter
! Barlesi F et al. Lancet 2025;406(10503):615-26.
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Maximum Change in Tumor Size (%)

1004

754

50+

25-

-254

-50+

-75-

-100+

Efficacy of 1L Olomorasib+ Pembro
+Pemetrexed+Platinum in KRAS G12C NSCLC

PD-L1 Score
O <1%
E 1-49%
B >=50%
Bl UNK

(T TS0 T T T T TS0 ST TS0 TR RIS [oRT o7 77T T T TS [T [oTeT [ T T TeIoT [T Tof TTsTaaieT
le_mo_msib_dmg:

“v Dﬂnderx{ m
—aecer Center
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ORR: 61% (all PD-L1)

¥ Treatment Ongoing
# Received 1 Cycle of SOC

150 mg BID M 100 mg BID

Olomorasib + Pembrolizumab + Pemetrexed + Platinum

Efficacy Evaluable

Patients?

ORR, (%)
(95% Cl)
BOR, n (%)
CR
PR®
sD
PD

NE

DCR, (%)
(95% Cl)

All pts
PD-L1
0-100%
N=77°
61
(49.2, 72.0)

1(1)
46 (60)
22 (29)

3(4)

5(7)

90
(80.6, 95.4)

Negrao et al WCLC 2025

Pts with
PD-L1
<1%

N =26
50
(29.9, 70.1)

13 (50)
9 (35)
2(8)
2(8)

85
(65.1, 95.6)

Pts with
PD-L1
1-49%

N = 31
68
(48.6, 83.3)

1(3)

20 (65)
8 (26)
2(7)

94
(78.6, 99.2)

Pts with
PD-L1
>50%

N =18
67
(41.0, 86.7)

12 (67)
5 (28)
1(6)

94
72.7, 99.9)



Efficacy and Safety of 1L Olomo + pembro in KRAS G12C-Mutant
NSCLC: Results From LOXO-RAS-20001 and SUNRAY-01

Table. Response and Time-To-Event Endpoints in the Efficacy Evaluable Population

Olomeorasib (50 mg or 100 mg BID) + Pembrelizumab
Endpoint All Pts Pts with
(PD-L1 0-100%) PD-L1 250%"*
N = 82 N =52
" ORR!, % (n/N) 71 (58/82) 79 (41/52)
BOR, n (%)

CRt 2 (2} 0(0)

PR! 56 (68) 41 (79)

SD 17 (21) 7(14)

. PD 4 (5) 2 (4)

NE 3 (4) 2 (4)
DCR, % (n/N) 92 (75/82) 92 (48/52)
mDOR, months (95% ClI) NE (10.5-NE) NE (10.5-NE)
mPFS, months (95% ClI) NE {(12.0-NE) NE (12.0-NE)
8-month PFS rate, % (95% CI) 77 (65-B6) 83 (69-91)

tincludes responses confirmed and pending. *Targel population in Phase 3 study.

"vi D And E,‘I'h{}ll
Cancer Center

Making Cancer History™

Johnson et al WCLC 2025



SUNRAY 01: RP3 of Olomorasib in 1L

Part A: PD-L1 250%

-

N

\ol_ife expectancy estimate 212 weekSJ

Key Efficacy Endpoint
PFS

Part B: PD-L1 0%-100%

/ Key Eligibility \

Study also included a dose
optimization and safety lead-in for
olomorasib

\w_ife expectancy estimate 212 weely

Key Efficacy Endpoint
PFS

Key Eligibility 4 ~\ ( ~\
Criteria Olomorasib Criteria Olomorasib
ihb ihb
+ Histologically or cytologically — Olomorasib - Histologically or cytologically | Olomorasib® +
confirmed NSCLC with stage I11B- + confirmed NSCLC with stage I11B- pembrolizumabe + p%metrexed
I1IC or stage IV disease not suitable pembrolizumab*® I1IC or stage IV disease not suitable + platinume®
for curative-intent radical surgery or k for curative-intent radical surgery or k J
RT, with measurable disease per RT, with measurable disease per
RECIST v1.1 f RECIST v1.1 f \
*« KRAS G12C mutation Placebo *« KRAS G12C mutation P b
* Known PD-L1 expression PBO® * Known PD-L1 expression ace °
- Part A: 250% || + - Part A: 250% | PBOP ; pergbrolllz#mabCI
— Part B: 0%-100% : ¢ — Part B: 0%-100% pemetrexed + platinum?®
- ECOG PS 0-1 pembrolizumab - ECOG PS 0-1

Study also included a dose
optimization and safety lead-in for
olomorasib

THE UMIVERSITY DF TEXAS

MD Anderson
Cancer Center

Making Cancer History™

Nishio M et al. ASCO 2024. Abstract TPS218; https:/clinicaltrials.gov/study/NCT06119581



1L divarasib plus pembrolizumab
iIn KRAS G712C+ NSCLC: the Krascendo 170 study

PD-L1 positive cohort (21%)
Confirmed ORR: 72.9%
MmPFS: 19.3 months; data were immature

o D200 R ittt ittt ittt
=
2
8 0
o
5 -2
£ - 0
P | |
& _40-
€ -40
<
(]
X .60+
» cBOR PD-L1 status* Mutation detected (F1LCDx)
@ .| ™WSD mlow(1-49%) MMutation detected
80 mPR High (250%)  No mutation detected
HECR [IMissing
-100_ T L) T 1 T Ll T Ll 1 1 T T T T T T 1 T T T T T T T T T T T T Ll T T T T T L) T Ll T 1 T Ll T L) T T 1 T T 1 T L)
KEAP1 [ [ ] || || H EH E B
STK11 [ [ | | I| |

PD-L1 status*®

MD Anderson
—arcer Center Skoulidis F et al. ASCO 2026: Abstract 8510

Making Cancer History™

n (%) unless specified

Divarasib +
pembrolizumab
(N=59)t

Confirmed ORR [95% CI] 43 (72.9) [59.7-83.6]
CR 6 (10.2)
PR 37 (62.7)
SD 11 (18.6)
PD 0
Not evaluable/missing 5 (8.5)
Median time to first 43 (36-164)
response, days (range)
Median DoR, months NE (14.5-NE)

(95% Cl)




1L divarasib plus pembrolizumab
in KRAS G712C+ mNSCLC: the Krascendo 170 study

PD-L1 negative cohort (<1%)
Unconfirmed ORR: 69.6%

Q 20 =
£
2 o
g n (%) unless specified Divarasib "('hli):g;arOHZUmab
£
‘g 207 Unconfirmed’ ORR [95% CI] 16 (69.6) [47.1-86.8]
o
£ 40+ CR 0
S PR 16 (69.6)
X -60 4 SD 4(17.4)
v BOR PD-L1 status* Mutation detected (F1LCDx)
@ SD m Negative (<1%) W Mutation detected PD 1(4.3)
801 mPR No mutation detected
mPD [Missing Not evaluable/missing 2(8.7)
-100 Median time to first 40.5 (36-120)
T " T " T response, days (range) :

stk EHE Bl | ] ||
COERIEEITNS L L

MD Anderson
—arcer Center Skoulidis F et al. ASCO 2026: Abstract 8510

Making Cancer History™



Single-agent divarasib in advanced KRAS
12C+ NSCL

Confirmed ORR: 55.6%

40
o PR - | I e e I
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= £ 0
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= & -20
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3] o —40 4
© 5
o -60 -
— L Best response
w X
@ -804 [@PD PR * Confirmed PR
aa] sSD [ CR a Confirmed CR
-100 4
50 50 400200 200400200400200.400 1001400 400400 100 400 200 40000400 400 200 400400 400,400 400.400.400400 400400 400200 100400400200 50 200400401 120/400.400.400 200400400400 400 100400400400 400 400 400 400400 400
Dose (mg)
- 100 4 S.
DOR: 18 months PFS: 13.8 months
w
“ 80 o ; 80
5 &
& 60 S5 60
= &
@ £
& 40 & 01
5 5
E 20 4 = 209
HIVYERSITY OF TEXAS 0
0

"'\(-'1 ]__-) 1 . . - : - - - py " s ™ = 0 3 6 9 12 15 18 21 24 27 30 33 36 39
Fil '!._l_l( El"h{ }1_1 Time (months| Time (months)
' q i:a : EEI (- £11le I"‘ No.atrisk 40 a 20 24 19 15 13 9 6 2 1 0 No. atrisk 65 51 40 34 3 22 19 15 8 5 3 2 2 0

Making Cancer History” Sacher AG et al. J Clin Oncol 2025;43(30):3249-53.



Year in Review:
Therapeutic Targets Beyond
EGFR for Non-Small Cell Lung Cancer

INTRODUCTION: Relative Impact of Targeted Treatment

MODULE 1: HER2 Alterations
MODULE 2: KRAS Mutations
MODULE 4: ALK Fusions
MODULE 5: ROS1 Fusions

MODULE 6: RET Fusions

RTP .0



The LUMINOSITY trial: Teliso-V in previously treated
patients with c-MET overexpression (WIEGFR)

ORR% MPFS 5.7m; not correlated with

Sﬁéi”high. 52'222 expression level

c-MET int: 22.9%

100 C — NSO EGAAWT NSCLC c-Met High —— NSO EGFAWT NSCLC c-Met Intermediate  —— NS0 EGFRWT NSCLC Total

= 804 W NE 1.0 4
= HFD NSO EGFAWTNSCLC — NSQEGFARWTNSCLC NSO EGFRWT NSCLC
W H FR c-Met High c-Met Intermediate Tatal
= 7 sD [N =78 N =83 N = 161)
E and 0.8 Medizn, Manths [95% CI] 55[4.1,2.3] 6.0[45,8.1] 5.7 4.6, 6.9]
e - 7] Follow-up Median, Months 145 13.8 128
e by, i Events (] BE (705 57 IER.TH 112 189,60
w 20 T T T T e e — o — — — — O
o [T »5 0.6
E LT
2 o ETTTATRVE] T £
g‘ 20 HJJ;{HHHIHIIIlIHqu”IJ et —g 0.4

iy n =}
o L H _ .
E - Himil E
(4] -40 HI [+
E B 1 0.2
o 604 i L) e
i HHIRRRg [
;ﬂé -804 o0 Censars ed Observatio

T T T T T T T T T T T T T T T T T T T
-100 1] 2 4 B B 10 12 14 16 18 20 22 .l B 1 28 30 3z 34 3t
Patient (n = 147) Time {months)
Na. at risk
c-Met proteln overexpression in NSQ EGFRwt: hlgh >50% tumor cells with 3+ NS0 EEFAWT NSCLC o-Met High ' A 4w B N i\ § 4 4 2 5 ! ! 1 1
S . o o NSQ EGFAWT NSCLC c-Met Intermediate 83 84 51 31 23 15 0] 6 2 2 z 1 0 0 0 0 0 0
staining; intermediate =25%—<50% NS0 EGFRWT NSCLC Tatal 61 135 B B0 4 33\ W B 7 5 B 4 2 1 1 1 1 1

May 14, 2025: FDA granted accelerated approval to Teliso-V for previously non-SQ NSCLC with high c-Met
11 protein overexpression [250% of tumor cells with strong (3+) staining], as determined by an FDA-approved test,

cancerCenter Camidge et al, JCO 2024

Making Cancer History™



Updated results of LUMINOSITY trial: Teliso-V in previously
treated patients with c-MET overexpression (WIEGFR)

c-Met c-Met Int c-Met OE
Highn = n=84 Total
84

ORR®n 29(345) 20(23.8) 49(29.2)

(%) [95% [24.5, [15.2, [22.4,
Cl] 45.7] 34.3] 36.7]
0
M mPFS (m) ﬁ Median 7,2[4.2, 72[4.7, 7.2[5.5,
Overall 29.2% 5.6 14.2 DOR,2 12.0] 11.5] 11.0]
c-MET high: 34.5% 5.5 14.3 [:;,g%a cl
c-MET int: 23.8% 5.9 14 .2
DOR2>g  17/29 9/20 26/49
mo, n/no,  (58.6) (45.0) (53.1)
Most common TRAE: o
) responders
peripheral sensory neuropathy (31%, 7% >Gr3), (%)
1 (0]
pe!’lpheral edema (1 6 A)) Median 55[4.1, 591[4.5, 5.6 [46,
fatigue (14%). PFS,? 6.8] 8.1] 6.8]
mo [95%
Cl]
THE UNIVERSITY OF TEXAS Medi 14,3 19.0, 14.2 [9.6, 14.2[9.9,
MD Anderson et o 25.4][ 16.4][ 16.4][

—arcerCenter Girard N et al. ELCC 2025:Abstract 18P. [95% CI]

Medlakei ng Cancer H:Ihtl.rl":_n.'.



Year in Review:
Therapeutic Targets Beyond
EGFR for Non-Small Cell Lung Cancer

INTRODUCTION: Relative Impact of Targeted Treatment

MODULE 1: HER2 Alterations
MODULE 2: KRAS Mutations

MODULE 3: MET Overexpression

MODULE 4: ALK Fusions

MODULE 5: ROS1 Fusions

MODULE 6: RET Fusions

RTP .0



ALINA Updated Analysis

Adjuvant alectinib vs chemotherapy in patients with early-stage ALK+ NSCLC

Key eligibility criteria:

+ Resected stage IB (24cm)-llIA ALK+ R
NSCLC per UICC/AJCC 7' edition :
+ ECOGPS 0-1

N=257

Stratification factors: Primary endpoint

+ Stage: IB (z4cm) vs Il vs lIIA - DFS per investigator tested hierarch
* Race: Asian vs non-Asiant

Characteristic':2 pg:;::;:;}b
Median age 54 years
<65 / 265 years, % 79121
Sex: female / male, % 58/42
Smoking status: never / former / current, % 65/32/4
Race: Asian / non-Asian, % 55/45
ECOGPS:0/1,% 55145
Stage at diagnosis per AJCC 7 edition: IB /11 / llA, % 11/36/53
Stage at diagnosis per AJCC 8 edition: IB*/ IIA/1IB / 1A/ 1IB, % 5/8/31/51/5
Nodal status: NO / N1/ N2, % 16/35/49
Histology: squamous / non-squamous, % 5795

Surgical procedure:
Lobectomy / othert, % 97/3

Alectinib
600 mg BID Recurrence
2 years

: , Platinum-based
+ No prior systemic cancer therapy chemotherapy* Recurrence

Q3W; 4 cycles

Further treatments
at investigator's
choice and survival
follow-up

Other endpoints
ically: Stage II-IIA — stage IB-IIIA (ITT) - CNS-DFS, 0S, safety

Chemotherapy

(n=127)

57 years
73127

46 / 54
55/43/2
56 /44
51/49
9/35/55
4/3/35/54/5
14 /34 /52
2/98

92/8

Median follow up
of 4 years

Dziadziuszko R etal., ESMO 2025



ALINA Updated Analysis
Adjuvant alectinib vs chemotherapy in patients with early-stage ALK+ NSCLC

DFS in stage II-IlIA*

DFS in stage IB-lIIA (ITT)*

100 1001 _
Post-recurrence therapy in control arm:
801 807
1 0,
Alectinib Alectinib + systemic therapy 85% (ALK TKI 81.7%,
£ 60 & 601 chemotherapy 5%)
W 7]
[TH ™
a a .
407 401  radiotherapy 16.7%
Median DFS (95% CI), months: | Chemotherapy Median DFS (95% CI), months: Chemotherapy o
201 NE (59.6-NE) | 201 NE (NE-NE) e SU I"gery 5 A)
41.4 (30.6-67.2) i 41.4 (30.6-NE)
HR (95% Cl): 0.36 (0.23-0.56) HR (95% CI): 0.35 (0.23-0.54)
Q T T T T T T T T T T T T 0 T T T T T T T T T T T T
0 18 24 30 36 42 48 54 60 66 72 0 6 12 18 24 30 36 42 48 54 60 66 72
No. at risk Time (months) No. at risk Time (months)
Alectinib 116 105 87 43 12 NE Alectinib 130 123 116 97 48 13 NE
Chemo 115 69 54 28 1 NE Chemo 127 L 77 61 33 12 NE
CNS disease-free survival (ITT) OS (ITT)
98.4%
100 B M 100 NN Alectinib
it Immﬂlﬂm*ﬂ
80 90.4% Alectinib 80- 92.4% Chemotherapy
9 76.1% Chemotherapy
o 607 ~ 60
. E
a 7
A 404 o
2 40 401
3]
20 20-
HR (95% CI): 0.37 (0.19-0.74) HR (95% CI): 0.40 (0.12-1.32)
0 T T T T T T T T T T T 0 T T T T T T T T T T T T
0 12 18 24 30 36 42 48 54 60 66 72 0 6 12 18 24 30 36 42 48 54 60 66 72
Time (months) Time (months)
No. at risk No. at risk
Alectinib 130 124 117 98 49 13 NE Alectinib 130 128 124 123 65 31 4
Chemo 127 99 80 61 33 13 NE Chemo 127 115 113 111 60 28 4

Dziadziuszko R etal., ESMO 2025



ALINA Updated Analysis
Adjuvant alectinib vs chemotherapy in patients with early-stage ALK+ NSCLC

« Alectinib continues to demonstrate a durable DFS benefit over CT, including reduction
of CNS relapses

« OS data are still immature with a trend favoring the alectinib arm (82% of patients
received ALK TKI at recurrence in the control arm)

« There is still no DFS plateau at 4 years in the control arm (late relapses can occur)
« More recurrences at the time of alectinib discontinuation in the experimental arm

 Results reinforcing alectinib as the SoC after surgical resection of ALK+ NSCLC



ALEX: study of alectinib vs crizotinib in advanced ALK+ NSCLC
Final overall survival and safety analysis

Key eligibility criteria Alectinib (600 mg BID) Treat until PD,
unacceptable
Histologically/cytologically confirmed advanced toxicity, withdrawal
ALK-positive NSCLC (by Ventana IHC) Imaging every eight weeks until PD/death or death
Aged 218 years
ECOG PS 0-2 No crossover
No prior systemic therapy for advanced disease Crizotinib (250 mg BID) permitted before PD
Stratification factors Primary endpoint Secondary endpoints
ECOGPS (0or1vs2) - PFS per investigator using RECIST v1.1 - PFSbyIRC
Race (Asian vs non-Asian) - Time to CNS progression
Baseline CNS metastases (yes vs no) - ORR
- DoR
L ) - | OS; safety
Characteristic Alectinib (n=152) Crizotinib (n=151)
Median age, years (range) 58.0 (25-88) 54.0 (18-91)
Sex, n (%)
Male 68 (44.7) 64 (42.4)
Female 84 (55.3) 87 (57.6)
Race, n (%)
Asian 69 (45.4) 69 (45.7)
Non-Asian 83 (54.6) 82 (54.3)
ECOG PS, n (%)
Oor1 142 (93.4) 141 (93.4)
2 10 (6.6) 10 (6.6)
Disease stage, n (%)
B 4 (2.6) 6 (4.0)
v 148 (97.4) 145 (96.0)
CNS metastases (by IRC), n (%)
Yes 64 (42.1) 58 (38.4)
No 88 (57.9) 93 (61.6)
Prior brain radiation, n (%)
Yes 26 (17.1) 21 (13.9)
No 126 (82.9) 130 (86.1)

Mok T et al., ESMO 2025: Peters S etal., Ann Oncol 2026



ALEX: study of alectinib vs crizotinib in advanced ALK+ NSCLC
Final overall survival and safety analysis

Subsequent anticancer therapy

100 Alectinib (n=152) Crizotinib (n=151)
Patients with event, n (%) 76 (50.0) 73 (48.3)
Median, months (95% Cl) 81.1 (62.3-NE) 54.2 (34.6-75.6)
80 Stratified HR (95% Cl) 0.78 (0.56—1.08)
p-value (stratified log-rank) 0.1320
£ 59.5%
= 604 :
2 H
g :
3 i
w H :
T 40 ; :
S i : u =-HHE-HHH
o ! 138.2%
204 ' :
Alectinib (n = 152) ; :
Crizotinib (n = 151) ; :
04 + Censored : '
T T T T 1 T T T T T
Day 1 12 24 48 60 72 84 96 108 120
Time (months)
No. of patients at risk
Alectinib 152 120 94 79 72 66 58 56 50 20
Crizotinib 151 104 73 50 45 38 34 33 32 2]
1004 HR 0.41, 95% CI 0.30-0.56

80

60

Patients (%)

40+

20

Alectinib (n = 152)
——— Crizotinib (n = 151)
0 +  Censored

Duration of response

Median, months (95% CI)

Alectinib (n=126)

42.3 (31.3-51.3)

Crizotinib (n=115)

11.1 (7.9-13.0)

n (%) Alectinib (n=152) Crizotinib (n=151)
21 subsequent therapy 57 (37.5) 72 (47.7)
Lorlatinib 28 (18.4) 18 (11.9)
Brigatinib 16 (10.5) 16 (10.6)
Crizotinib 14 (9.2) 10 (6.6)
Alectinib 13 (8.6) 38 (25.2)
Ceritinib 10 (6.6) 29 (19.2)
Ensartinib 1(0.7) 0
NVL 655 1(0.7) 0
APG 2449 0 1(0.7)

» No new safety signal with longer follow up

Patients with CNS metastases at baseline

Patients without CNS metastases at baseline

* Median OS: 63.4 months with alectinib vs 30.9 months

with crizotinib (HR 0.68; 95% CI| 0.40-1.15)

Median OS: 94.0 months with alectinib vs 69.8
months with crizotinib (HR 0.87; 95% CI 0.58—1.32)

HR (95% ClI)

0.41 (0.30-0.56)

T T T
Day 1 12 24

No. of patients at risk
Alectinib 126 920 77
Crizotinib 115 47 25

36

63
14

T T
84 96 108

33 24 20
7 5 5

100
80— 80.
? 60- g 60
s 0
O 40 O 40
20 —— Alectinib (n=59) 209 —— Alectinib (n=93)
—— Crizotinib (n=53) —— Crizotinib (n=98)
+ Censored + Censored
0- T T T T T T T T T T T O— T T T T T T T (5 T T T
Day1 12 24 36 48 60 72 84 96 108 120 Day1 12 24 36 48 60 72 84 96 108 120
No. at risk Time (months) T — Time (months)

Alectinib 59 40 33 28 27 24 22 20 19 16 5
Crizotinib 53 30 17 13 8 7 6 6 5 5 0

Alectinib 93 80 61 53
Crizotinib 98 74 56 47

52 48 44 38
42 38 32 28

37 34 15
28 27 9

Mok T et al., ESMO 2025: Peters S etal., Ann Oncol 2026



ALEX: study of alectinib vs crizotinib in advanced ALK+ NSCLC
Final overall survival and safety analysis

« Confirmation of the impact of 2nd generation ALK TKI on the natural history of the disease
(median OS at 81.1 months)

« Substantial but statistically not significant OS benefit despite the lack of cross over (only 25%
of patients in the crizotinib arm received alectinib) and the relative low proportion of patients
benefiting from subsequent therapy

 Impressive duration of response with alectinib

* No new safety signal but 17.8% of patients had to discontinue alectinib for safety reasons



Lorlatinib vs crizotinib as first-line treatment for advanced ALK+ NSCLC:
7-year update from the phase 3 CROWN study

PFS, %

=Key eligibility criteria

=Stage llIB/IV ALK+ NSCLC

=No prior systemic treatment for metastatic

disease
=ECOG PS 0-2

= Asymptomatic treated or untreated CNS
metastases were permifted

=21 extracranial measurable target lesion
(RECIST 1.1) with no prior radiation required

b Crizotinib
49 (n=147)

Events, n 62 119
PFS, median NR 2.1
(95%Cl), months [68.5-NR) (7.4-10.9)
HR (95%Cl) 0.19 (0.13-0.26)

70%

110%

I gy BT

Randomized

1:1
N=2%é

8% 7%

Lorlatinib 100 mg once daily

n=149%

Stratified by:

=Presence of brain metastases

(yes vs no)

= Ethnicity (Asian vs non-Asian)

Crizotinib 250 mg twice daily

n=147

55%

3%

No. at risk

— Lorlatinib 149 126 118 111

12 16 20 24 28 32

103 96 93 89 87

— Crizotinib 147 107 70 42 30 19 16 16 11

36

81
10

40 44 48 52 56 60 64 68 72 76

Months

81 79 78 75 73 71
9 9 9 8 8 7

69 68 66 65
6 6 6 5

80 84 88 |92 96

62 38 28 9 2
2 2 0 0 o0

100

No crossover between freatment arms was permitted

Primary endpoint

=PFSa by BICR

Key secondary endpoint

=0S

Other secondary endpoints

=PFS by investigator

=ORR by BICR and investigator

=|C ORR, IC TTP, DOR, IC DOR, TTR and IC TTR
by BICR and investigator

=Safety

= Quality of life

=Biomarker analyses

Time to IC Progression in the ITT Population

No. at risk

— Lorlatinib 149 128 119 112105 98 96 92 89
— Crizotinib 147 107 75 46 34 22 19 18 12

¥ 100 94% 92% 92% 92% 92% 92%
c T LI T T L L T LB L
8 901 . : | . e
2 80 ! j ! ' Lorlatinib ~ Crizotinib
g l ; : (n=149) _ (n=147)
g. 70 1 i H H Events, n 9 66
& 60 1 ! ! ! Time to IC NR 164
(8] 1 1 1 progression, (NR-NR)  (12.7-21.9)
= 501 , H H months, median
5 40 ' ' i (85% CI)
s : i ‘ HR (85% CI) 0.06 (0.03-0.12)
£ 30 ' : : : i
H T 259 [ 1 1
] 25% | 25% e
g 2% 2R o e T
g 107 | i i 1 1 16%
g o : : : ' ——r
e 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96

Months
81 81 78 78 76 72 69 69 68 64 41 29 9 2
1 9 8 8 7 6 6 6 5 2 2 0 0 O

86 84
12 10

Mok T et al., ASCO 2026: Shaw A et al., Ann Oncol 2026



Lorlatinib vs crizotinib as first-line treatment for advanced ALK+ NSCLC:
7-year update from the phase 3 CROWN study

Lorlatinib

58%
71%
73%
46%
45%
30%
21%
5%
e e o
1 1 1 1 1 1
100 80 60 40 20 0

Incidence, %

Edema?

Hypertriglyceridemia?

Hypercholesterolemia?

Peripheral neuropathy?

Weight gain

Cognitive effects?

Mood effects?

Psychotic effects?

Speech effects?

AEs of special interest

Incidence, %

Crizotinib
43%
6%
4%
16%
e
7%
7%
1%
o e e
1 1 1 1 1
0 20 40 60 80

100

No increase in frequency of grade 3 or 4 AEs
since the 5-year analysis (77%)

— Majority were due to an increase in lipid values

No increase in cardiovascular AEs compared with
crizotinib

Frequency of CNS AEs was consistent with longer
follow-up; most were grade 1 or 2

Dose reductions in 34% of patients in the lorlatinib
group

All treatment-related discontinuations (5%)
occurred within the first 26 months

Mok T et al., ASCO 2026: Shaw A et al., Ann Oncol 2026



Lorlatinib vs crizotinib as first-line treatment for advanced ALK+ NSCLC:
7-year update from the phase 3 CROWN study

« 7-year PFS rate of 55% with lorlatinib with a trend toward a plateau is extremely impressive
* Results making lorlatinib as the undeniable SoC in first-line treatment of ALK+ advanced NSCLC

« Management of toxicity is not trivial with insufficient follow up to evaluate long term
consequences of hyperlipemia, approximately 25% of grade 3 weight gain (> 20% from
baseline), 46% of neuropathy and 30% of cognitive effects

« Dose reductions appear the main way to manage toxicities without impact on PFS
* No ALK resistance mutations detected on lorlatinib

« The majority of PD events occurred within the 1st year: early progressors have more TP53 and
co-mutations at baseline



ALKOVE-1:

Efficacy and safety of neladalkib in patients with advanced ALK+ NSCLC

Data cut-off: August 29, 2025

Total Enrolled: N = 781

Any ALK+ solid tumor, any dose
Phase 1 + Phase 2 pooled

Safety Population: N = 656

Advanced ALK+ NSCLC
Received neladalkibat 150 mg QD

]
4 v

Efficacy Population: Preliminary Data

ALK TKI-Pretreated * TKI-Naive °
with measurable disease by BICR with measurable disease by BICR
Treated by September 30, 2024 Treated by

(= 6 months DOR follow up) August 29, 2025

n=253 n=44

Treatment History

ALK TKI-Pretreated
Efficacy Population

N = 253
Prior anticancer therapy, median (range) 3(1-11)
Chemotherapy 128 (51%)
Prior ALK TKis *
1G  crizotinib 67 (26%)
2G any 2G 240 (95%)
alectinib 220 (87%)
brigatinib 55 (22%)
ceritinib 27 (11%)
ensartinib 3 (1%)
3G lorlatinib 190 (75%)
Lorlatinib-naive ¢ " 63 (25%)
21 prior 2G 63/63 (100%)
1 ALK TKI (alectinib) 44/63 (70%)
22 ALK TKls 17163 (27%)
Lorlatinib-experienced 190 (75%)
22 ALK TKIs, including 2G and lorlatinib 177/190 (93%)
23 ALK TKIs, including 2G and lorlatinib 69/190 (36%)

Lin J etal.,, ASCO 2026



ALKOVE-1:
Efficacy and safety of neladalkib in patients with advanced ALK+ NSCLC

PHASE 2: Neladalkib 150 mg QD (RP2D)

PATIENT PRIOR LINES

POPULATION PRIOR ALK TKI CHEMO/I-O
1 prior 2G (ceritinib, alectinib, or brigatinib) 0-2
2-3 prior, any generation 0-2 ORR, % (n/N) 31% (79/253)
(crizotinib, ceritinib, alectinib, brigatinib, or lotlatinib 2) ) [95%C|] [26’ 37]

ALK+ NSCLC 1 prior 3G (orfatinib) <1 Median DOR [95% CI] A NR [14.5, NE], 1-yr: 64%
None (TKl-naive) <1 /’ Median PFS [95% CI] | 4.7 [4.4, 6.5]
ANy (not eligible for other cohorts) Any IC-ORR, % (n/N) 32% (29/92)

[95% CI] [22,42]
Other ALK+ 2 1 prior ALK TKI or systemic therapy An
Solid Tumors (or forwhom no satisfactory standard therapy exists) y

Lorlatinib-naive £ chemotherapy 0
1 Prior ALK TKI (alectinib)

11171N; V1180L

.E ZZ z = z E § z == g 22 “ == ¥ xx g = . 1 Prior ALK TKI (Other)

E o oo 7 Eﬁ / Egggig/ / 5 /Egiiig 5555 & . 2 Prior ALK TKls

B 7 )

£ 20 2R Z g é g g géé I 3 Prior ALK TKIs

_%P 40 ? 4 é g g?% ﬁ + Prior platinum

= ©|  ORR: 46% (29/63) e chemotherapy

@ -80—| Secondary ALK mutations
100 [33' 59] listed above the column

PD PD PD PD PD SD MNE SD SD SD SD SD SD NE SD SD SD SD SD SD SD SD SD SD SD PR SD PR PR PR PR PR SD PR PR PR PR PR PR PR PR SD PR PR PR PR PRucR PR PR PR PR PR PR PR CR CR

Lin J et al., ASCO 2026



ALKOVE-1:
Efficacy and safety of neladalkib in patients with advanced ALK+ NSCLC

Kaplan-Meier Plot of PFS

ALK TKI-Pretreated

All Treatment-Emergent Adverse Events (TEAEs) in 2 15%
+ Ay . of TKI-Naive or TKI-Pretreated Patients with Advanced
CEVERERE A Lorlatlnll? expe"enced = ALK+ NSCLC Receiving Neladalkib 150 mg QD (N = 656)
NSCLC (1-5 prior ALK TKls <
RECIST v1.1 by * chemotherapy) % Preferred Term Any Grade Grade 23
BICR N =190 8 ALT increased 47% 20%
o
ORR, % (n/N) 26% (50/190) E AST increased 44% 16%
[950/0 C|] [20’ 33] § Constipation 28% 0.2%
Lu Dysgeusia 23% 0
Median DoR [95% CI] 4.6 [2'8’ 6'2] Peripheral edema 18% 0.3%
Median PFS [95% ClI] 17.6 [6.9, NE] e Months Cough 16% 0.5%
(k] 0, 0,
Any prior 253 103 44 10 Nausea 16% 0-8%
Lorlatinib- 63 34 18 3
naive
Lorllatmib- 190 69 26 7
experienced
T'.(t:ﬁzizegﬁ%ma Any prior Lorlatinib- Lorlatinib- ALK TKl-naive, BICR Respon':'. i-i:aluable
wi ALK TKI naive experienced

mutation

RECIST 1.1, BICR
[95% ClI|

t chemotherapy *

N =47

it chemotherapy

N=12

t chemotherapy
N =35

ORR, % (n/N)

68% (32/47)°
(53, 81]

83% (10/12)
(52, 98]

63% (22/35)°
[45, 79]

ORR, % (n/N)
CR, % (n/N)
% DOR 2 12 months [95% CI]

86% (38/44)
9% (4/44)
91% [70, 98]

Lin J et al., ASCO 2026




ALKOVE-1:
Efficacy and safety of neladalkib in patients with advanced ALK+ NSCLC

* Neladalkib is an active new-generation ALK TKI with a good CNS penetration

* |In pre-treated patients

« Activity mainly in patients treated with 1st and 2"? generation TKls as first-line of prior treatment: ORR 31%,
median DoR not reached

« Activity is modest in lorlatinib pre-treated patients (ORR 26%, median PFS 4.6 months)

« The lack of ALK-dependent mechanisms of resistance after lorlatinib in 15! line suggests a low level of activity in
this setting

 Neladalkib should be placed as a 15! line treatment
* Preliminary evidence of high level of activity with CNS penetration
» Lower toxicity burden in comparison with lorlatinib

 The ALKAZAR phase lll trial is ongoing with alectinib as the comparator



Year in Review:
Therapeutic Targets Beyond
EGFR for Non-Small Cell Lung Cancer

INTRODUCTION: Relative Impact of Targeted Treatment

MODULE 1: HER2 Alterations
MODULE 2: KRAS Mutations
MODULE 3: MET Overexpression

MODULE 4: ALK Fusions

MODULE 5: ROS1 Fusions

MODULE 6: RET Fusions

RTP .0



Entrectinib in Patients with ROS17 Fusion-Positive NSCLC
Updated Analysis of STARTRK-1 and -2 and ALKA-372-001

50

254

_25_

_50_

Best % improvement from baseline in SLD / SPD

=100~

CR(n=27) [ PR (n=102) [ sSD (n=18) M PD (n=14) [ NE (n=5)

* Baseline CNS metastases per investigator

ORR in overall efficacy population (N=198) :

67.2% (95% CI: 60.2-73.7)

First-line population

ORR

(n=85)

Intracranial ORR

Median DoR:
35.6 months
Median PFS:
17.5 months
Median OS:
52.3 months

Krebs MG et al., ESMO 2024



Entrectinib in Patients with ROS17 Fusion-Positive NSCLC
Updated Analysis of STARTRK-1 and -2 and ALKA-372-001

Grade1-2 Grade3l Graded

Dysgeusia 56 (42%) 1(<1%) O
Dizziness 43(32%) 1(<1%) O
Safety-evaluable population (N=247) Constipation 44(33%) O 0
Treatment-related AE 234 (94.7) Diarrhoea 35(26%) 3(2%) O
Treatment-related serious AE 41 (16.6) » Weight increase 26(19%) 10(7%) O
Fati 2(24% 0 0
Treatment-related grade 23 AE 113 (45.7) atigue 32 (24%)
Paraesthesia 23(17%) O 0
AE leading to dose reduction 86 (34.8)
Nausea 23(17%) 0 0
Treatment-related AE leading to dose reduction 85 (34.4) » Peripheral oedema 2(16%) 0 0
Treatment-related AE leading to discontinuation 17 (6.9) Myalgia 19(14%) 2(2%) O
AE leading to death 22 (8.9) Vomiting 19(14%) 0O 0
Blood creatinine increase 17(13%) 1(<1%) O
Aspartate aminotransferase increase 14(10%) 2(2%) O
Alanine aminotransferase increase 13(10%) 3(2%) O

Fan, etal. J Thorac Oncol 2022;17(suppl):Abstr MA13.04; Drilon A etal., Lancet Oncol 2020; Krebs M et al., ESMO 2024



FPFS per INV (%)

Update on entrectinib in advanced ROS7+ NSCLC: BFAST Trial

Screening inclusion/
exclusion criteria®

« Age 218 years

* Unresectable stage
1B or IV NSCLC

« Measurable disease
«ECOG PS5 0-2

100 —

Patients eligible to enroll in a natural
history follow-up cohort

Patients not enrolled in
treatment cohorts

—

Blood to FMI for

ctDNA

Physicians will receive overall
results from FILCDX assay

testing

Biomarker

— I > Y
| > T

Treatment®

Atezolizumab

Sample (+) f—> bhTMB"
for BFAST Platinum-based chemaotherapy
alteration
ROST Entrectinib
—1—{ BRAF' Atezolizumab + vemurafenib + cobimetinib
EGFR Atezolizumab + bevacizumab + carboplatin + pemetrexed followed by
exon 20" maintenance with atezolizumab + bevacizumab + pemetrexed
Divarasib
KRAS
G12¢’
Docetaxel

Median PFS, 12.9 months (95% Cl: 8.7-18.5)

ORR, 95% CI

Median DoR, 95% ClI

Median time to CNS progression, 95% CI

Median PFS, 95% CI

Median OS

IRF assessment

81.5% (68.6-90.8)

16.7 m (5.6-24.0)

NE (NE), 86.4% at 12 m

14.8 m (7.2-24.0)

31.2 m (20.2-NE)

ROST-positive NSCLC
(n=55)

a0
40
20 4 = Total (n=55) ¥ H
4 Censored
a T T T T T T T T
1] 3 -] k5] 12 15 18 21 24 27 30
. . Time (maonths)
Patients at risk
55 53 39 33 25 20 16 10 2] 5 2

Patients with =1 TRAE, n (%) 51(92.7)
Patients with =1 serious TRAE, n (%) 7(127)
Patients with TRAE leading to, n (%)
Dose reduction 20(36.4)
Dose interruption 1(20)
Dose discontinuation 3(5.5)
Patients with AE leading to death®, n (%) 2(3.6)
Patients with grade 3-5 AE, n (%) 31(56.4)
Patients with grade 3-5 AE with incidence
of 22%, n (%)
Weight increase 4(7.3)
Syncope 3(5.5)
Pleural effusion 3(5.5)
Dizziness 2(3.6)
Cardiac failure 2(3.6)
Pulmonary embolism 2(3.6)
Urinary tract infection 2(3.6)

Peters Set al.,

Nature Med 2024



Entrectinib in advanced ROS7+ NSCLC

High systemic activity (ORR 75-80%)

High CNS penetration

But in comparison with new generation of ROS1 inhibitors

» Shorter duration of response
» Shorter PFS

« Safety profile less favorable (TRB inhibition) with weight gain, dizziness, dysgeusia

Ongoing phase lll trial vs crizotinib



Updated analysis of Trident-1: repotrectinib in ROS7+ NSCLC

Phase 1/2
patient eligibility

* Locally advanced or Phase 12 RP2D:
metastatic solid d 160 mg QD x
. ose
tumors harboring escalation 14 days,
ROS1 or NTRK1-3 then 160 mg
. cohorts b
gene fusion BID

« Asymptomatic CNS
metastases allowed

TKI-naive patients
in the primary efficacy population®

+ indicates censored patients

91%4

80+

60

0S (%)

401

204

o+—T—T—7+—F—7T 7T T T T T T T T T T+t T T T T T T
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75

Time from first dose (months)
No. atrisk 71 68 64 63 59 57 555148 43 42414026211610 7 4 2 2 2 2 2 1 0

Phase 2 dose expansion cohorts®

ROS1+ locally advanced or
metastatic NSCLC

ROS1

ROS1

TKI-naive TKI-pretreated

Phase 2 primary endpointe:
cORR by BICR using RECIST v1.1

TKl-pretreated patients
in the primary efficacy populationh

+ indicates censored patients

5 Median 0S, 25.1 months (95% Cl, 12.8-32.1)

60

05 (%)

40

204

0 i
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75
Time from first dose (months)

No. atrisk 56 49 43 38 322926242422211715106 5 3 2 1 0 0 0 0 0 0 O

Proportion of patients (%)

100%
90%
80%
70%
60%
50%
40%
30%
207%
10%

0%

CR, 7%
(n=4)

cORR, 41%
(n = 23)4

| CORR, 79%

(n = 56)2
SD, 38%
(n=21)
Sl PD, 3% PD, 16%
(n=11) /(n:Z) (n=9)

TKl-naive (n = 71)b:< TKl-pretreated (n = 56)¢

TKI pretreated = 1 prior TKI

Median PFS
* TKl-naive: 31.1 months (21.9-NE)
* TKl-pretreated: 8.6 months (5.5-14.5)

Median DoR
* TKI-naive: 36.8 months (27.4-NE)
* TKil-pretreated: 17.8 months (7.5-31.4)

IC-ORR
* TKI-naive: 89% (8/9)
* TKil-pretreated: 38% (5/13)

ChoB et al., WCLC 2025



A Duration of Intracranial Response in Patients with Brain Metastasis in Cohort
with No Previous ROS1 TKI Therapy (N=9)

No. of No. of Events/
Patients  No. of Patients with Duration of
with Response  Data Censored Response (range)
mo
8 2/6 1.9+ to 25.8+
g 100 : f 83 (95% Cl, 54-100)
T '
.% 80 |——+‘F
s 60 —
gp 40
§ 204 Intracranial response rate: 89% (8/9)
& 0 T T T T T T T T T I I 1
0 3 6 9 12 15 18 21 24 27 30 33 36
Months since First Dose
No. at Risk 8 7 7 5 2 1 0

Repotrectinib in TKl-naive ROS71+ advanced NSCLC

C Intracranial Progression-free Survival among Patients without Brain Metastasis in Cohort
with No Previous ROS1 TKI Therapy (N=54)

No. of Events

91 (95% Cl, 2
n IOO—MOO}
= .
£ ' = — : :
e 80+
a
w60
o
BO -
E 40
g 20
& 0 I ] I I T I I I 1

I | I I I T I

0 3 [ 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Months since First Dose

Mo.atRisk 54 48 44 42 37 34 24 19 15 12 § 5 2 1 1 1 0

Any Grade Grade =3
Any event 422 (99) 216 (51)
Event occurring in =15% of patients
Dizziness 264 (62) 11 (3)
Dysgeusia 224 (53) 0
Constipation 162 (38) 1(<1)
Anemia 160 (38) 33 (8)
Paresthesia 143 (34) 3(1)
Dyspnea 117 (27) 27 (&)
Increased alanine aminotransferase level 99 (23) 8(2)
Fatigue 95 (22) 4(1)
Ataxia 90 (21) 1(<1)
Increased aspartate aminotransferase level 89 (21) 9(2)
Nausea 85 (20) 3(1)
Muscular weakness 85 (20) 8(2)
Headache 79 (19) 0
Increased blood creatine kinase level 75 (18) 15 (4)
Weight increase 67 (16) 11 (3)
Memory impairment 65 (15) 1(<1)
Cough 64 (15) 1(<1)
Event that led to treatment discontinuation 31 (7) 0
Event that led to dose reduction 163 (38) 0
Event that led to dose interruption 213 (50) 0
Any serious event 147 (35) 0

Drilon Aetal., NEJM 2023



Repotrectinib in ROS7+ advanced NSCLC

 Highly active second generation agent in TKIl-naive ROS7+ advanced NSCLC
* ORR 79%, median DoR 36.8 months, median PFS 31.1 months
» High level of activity in CNS with CNS-protective effect

« Management of toxicity related to TRK-B inhibition is an issue (all grades dizziness 62%, dysgeusia 53%,
ataxia 21%, muscular weakness 20%) leading to dose interruptions in 50% of patients and dose
reduction in 38% of patients

* Interesting activity after 1 prior TKI (ORR 41%, median DoR 17.8 months) with coverage of
G2032R mutation but with relatively short PFS

« Ongoing phase lll trial (Trident-3) vs crizotinib



Taletrectinib in ROS7+ NSCLC: Pooled Analysis of Two Phase 2 Trials

Key Eligibility Criteria for Pivotal Cohorts'3

Inclusion criteria Exclusion criteria
* Locally advanced * Evidence of ROS1 fusion * Anticancer therapy <2 weeks
or metastatic NSCLC * Stable CNS involvement allowed® * Radiotherapy <14 days
* Age =18 years? * At least one measurable lesion *  Major surgery <4 weeks
* ECOG PS0-1 per RECIST v1.1 * History of interstitial lung disease
|

v
ROS1 TKI-naive (n=160)
]
Taletrectinib 600 mg once daily!

Study Endpoints \
Primary Secondary
+ IRC-assessed cORR per RECISTv1.1 * IC-cORR per mRECISTv1.1 * PFS
- DOR * Safety

Study populations

« Efficacy: Response evaluable population (REP) included patients with ROS1+ NSCLC with >1 measurable lesion(s) at baseline
per RECIST V1.1 by IRC and who received >1 dose(s) of taletrectinib; TKl-naive (n=160) and TKl-pretreated (n=113)

+ Safety: Patients with ROS1+ NSCLC who received >1 dose(s) of taletrectinib 600 mg (n=337)

Median age

B 99

Sex, female

h -

=+ 55.2%

() 57.6%

B TRUST-I® (N=170) [l TRUST-II° (N=105)
B TKl naive % TKI pretreated

Stage IV disease  Never Baseline brain Prior chemotherapy
smoker metastasis®
—‘ 93.5% 74%
ul IH. 93.3%
Baseline
ECOG PS=1

A 77.1%
N 56.2%

1. Pérol M, etal. J Clin Oncol. 2025. 2. ClinicalTrials.gov. NCT04919811 . 3. Li W, et al. J Clin Oncol. 2024.



Taletrectinib in ROS7+ NSCLC: Pooled Analysis of Two Phase 2 Trials

TKI-naive patients

Efficacy® TRUST-l TRUST-I Pooled
(n=103) (n=54) (N=157)
CORR, % 90.3 88.9 89.8
100 (95% Cl) (82.9-95.3) (77.4-95.8) (84.0-94.1)
- (n=20) (n=10) (n=30)
80 L 85.0 100 90.0
BRI 62.1-96.8 69.2-100 73.5-97.9
[loneay o | o | e -
= g
£ 404 IC-cORR, % 87.5 66.7 76. <
5% | (95% Cl) (47.4-99.7) (29.9-92.5) (50.1-93.2) x
ES o]
(2] g D
Em sioiae 0. e O W AR B 16 e ¥ o o Brain metastasis
g 0 M
58
I | | T EXedO
& § 40
g
—60 — cCR
B cPR
s W sD
~100- HIPD Pooled Efficacy Population (N=157)¢
Data cutoff: Auaust 31. 2025
No. at risk
100+ Median PFS: 46.1 months
(95% Cl- 31 8-NR)
804
66.3%
. Wy%
< T 48.9% IC-cORR!2
4 76.5%
& 40 95% Cl: 50.1-93.2
20+
0 Events: 63/157 (40.1%)
T T T T T T T 1
0 3 6 9 12 18 24 30 36 48 60
Time (Months)
No. at risk 157 141 123 115 103 87 76 60 30 23 0

804

60

404

204

0

Median DOR: 49.7 months
(95% Cl: 38.6-NR)

0

14

Events: 50/141 (35.5%)
T T T T T
3 6 9 12 18
1129 119 108 99 86

100 —

£ 80 —
Boo 60
3= 40

< Eg 20 — -
g5 8% 04
g§gss 207----
cE -40 =

[T} =]

S3L 60—

7

2 80— mccr

T T
24 30
Time (Months)

75 56

48 60

28 18 0

TKI-naive (n=17)2b

cPR ESD HPD

-100
Prior chemotherapy

Bazhenova L et al., AACR 2026



Taletrectinib in ROS7+ NSCLC: Pooled Analysis of Two Phase 2 Trials
TKl-pretreated patients (crizotinib or entrectinib)

Tumor Response in TKI-Pretreated Patients

Pooled
T TRUST-I  TRUST-I  Efficacy
y (n=66) (n=47)  Population
(N=113)
CORR, % 515 61.7 55.8
(95% Cl) (38.9-64.0) (46.4-755) (46.1-65.1)
. (n=23) (n=19) (n=42)
E:g;mherapy 43.5 78.9 59.5
(23.2-655) (54.4-94.0) (43.3-74.4)

IC efficacy data are shown in the Supplement

L
=} =)
1 |

Tumor Response in Pooled Efficacy Population
(n=113)¢

* Prior entrectinib

@ Brain metastasis

* ww * * *
e 00 o oo e0ccccece eoee o oo oo

i

Diameters from Baseline (%)
L
(=}
1

Best Change in Sum of

60

-80

-100 -

cCR
= cPR
W SsD
mPD

Pooled (N=113)

Median follow-up: 35.8 months

0OS (%)

Events: 59/113 (52.2%)

Median OS: 29.8 months
(95% CI: 23.2—46.0)

0

S N
0 3 6 9 12

No. atrisk 113 107 103 92 85

Liu G et al. AACR 2026

T
18

70

24 30 36 48 60
Time (Months)
54 38 20 6 0

DOR (%)

PFS (%)

Pooled (N=113)
Median follow-up: 35.8 months

Median DOR: 16.6 months
(95% Cl: 10.7—24.9)2
60
40
20 1
Events: 39/63 (61.9%)
0 T T T T T T T T 1
0 3 6 9 12 18 24 30 36 48
No. at risk Time (months)
63 57 50 37 31 22 17 12 6 0
100
80 Median PES: 9.7 months
(95% Cl: 7.6-12.0)
60 -
40 -
20 -
Events: 81/113 (71.7%)
0 T T T T T T T T T 1
0 3 6 9 12 18 24 30 36 48 60
No. at risk Time (months)
113 81 62 50 35 25 19 12 8 1 0



Taletrectinib Safety Profile in the Integrated Safety Analysis (N=363)

(M;Z)g: /: rg:'::{;;:ti’:‘is(% ) Any grade Grade 1 Grade 2 Grade 23
AST increased 261 (71.9) 166 (45.7) 65(17.9) 30 (8.3)
ALT increased 248 (68.3) 143 (39.4) 65(17.9) 40 (11.0)
Diarrhea 234 (64.5) 181(49.9) 44(121)  9(2.5)
Nausea 174 (47.9) 131(36.1) 38(10.5)  5(1.4)
Vomiting 164 (45.2) 127 (35.0) 32(8.8)  5(1.4)
Anemia 139 (38.3) 80(22.0) 44 (12.1)  15(4.1)
Dizziness 78 (21.5) 67 (18.5) 10 (2.8) 1(0.3)
E:z‘l’;?gc:;dbgram e 76 (20.9) 52(143) 11(3.0)  13(36)
Constipation 74 (20.4) 62 (17.1) 12 (3.3) 0
Blood creatinine 73(20.1)  62(17.1)  11(3.0) 0

increased

The most common (any grade) TEAEs were
increased AST, increased ALT, diarrhea,
nausea, and vomiting

Rates of neurologic TEAEs were low and
mostly Grade 1 or 2

— Dizziness: 18.5% Grade 1; 2.8% Grade 2
— Dysgeusia: 13.2% Grade 1; 2.2% Grade 2

TEAES led to dose interruptions in 42.7% of
patients, dose reductions in 31.3%, and
treatment discontinuations in 8.5%

Bazhenova L et al., AACR 2026



Taletrectinib in ROS7+ NSCLC: Pooled Analysis of Two Phase 2 Trials

 Taletrectinib appears as a highly active agent in TKI-naive ROS1+ advanced NSCLC
— ORR 90.3%
— Median DoR: 49.7 months
— Median PFS : 46.1 months
— Good CNS activity

* The tolerance profile is adapted to a long duration of first-line treatment
— Short-term duration of Gl toxicity
— Transaminases elevation is managed with dose reductions

— Without impact on PFS

« Data based on a majority of Asian patients without obvious differences with Caucasian patients



ARROS-1: A Global First-in-Human Phase 1/2 Clinical Trial
of Zidesamtinib in Advanced ROS7+ NSCLC

PHASE 1: Zidesamtinib dose escalation (25 — 150 mg QD) in ( = ROS1 TKI Pre-Treated
ROS1 TKI pre-treated patients with advanced ROS7+ solid tumors Total Encollec: =514 Treatment History Pivotal Efficacy Population
P P Any ROS7+ solid tumor, any dose N=117
Phase 1 + Phase 2 pooled
PHASE 2: Zidesamtinib 100 mg QD (RP2D) [ Prior anticancer therapy, median (range) 2(1-11)
ARRDS_-I PHASE 2 PRIDR . PI’IOF Chemotherapy 62 (53%)
PATIENT POPULATION L) CHEMO/I-0 Pivotal Safety Population: N = 432 Prior ROS1 TKls + chemotherapy
Advanced ROS7+ NSCLC 5 e o
ROS1 TKl-naive ° <1 Received zidesamtinib at 100 mg QD 1 prior (crizotinib or entrectinib) 55 (47%)
None | Crizotinib 28/55 (57%)
ROST+ NSCLC 1 prior ROS1 TKI ® o [ . i Entrectinib 27/55 (49%)
: 1 prior (repotrectinib or taletrectinib) 4(3%)
= 2 Prior ROS1 TKls ¢ =1 Pi\lI)otaI lEfficacy Preliminary Data >2 prior 58 (50%)
: . opulation: TKI-Naive P, o g
Any ROST+ Solid Tumor © An An Lorlatinib, trectinib,

: 3 i ROS1 TKI Pre-treated with measurable t;'e:‘;g;i;”ffpo AL s 54/58 (93%)
PHASE 2 OBJECTIVES with measurable disease by BICR disease by BICR tatinib o
= Primary: ORR by blinded independent central review (BICR) Treated by May 31, 2024 Treated by Coreun — 45/58 (74%)
+  Secondary: Additional efficacy measures (DOR, TTR, CBR, PFS, 0S), (= 6 months DOR follow up) August 31,2024 Reporrec{ﬂ?fb 15/58 (26%)

intracranial activity, overall safety and tolerability, confirmation of PK n=117 n=35 Taletrectinib 5/58 (9%)
profile, PROs

Drilon A et al., WCLC 2025



ARROS-1

Zidesamtinib in TKI Pretreated Patients with Advanced ROS7+ NSCLC

L 1 Prior ROS1 TKI (crizotinib or entrectinib) + chemotherapy

40

20

777N

.20
.40+

-60-

Best % change in target lesions

-80-

AN
ARl It
AT

% 74

- PD PD SD SD PD SD SD SD SD SD SD SD SD PD SD SD SD SD SD SD SD SD PR SD PR PR PR PR PR PR PR PR PR SD PR PR SD PR PR PR PR PR PR SD PR PR PR PR PR PR PR PR PR

2 MNMHNHTNhbh.

: T ROS7TG2032R Resistance Mutation
D Prior crizotinib

) . Advanced ROST+ . 1 prior ROS1 TKI
Prior entrectinib NSCLC S RIoRROSIATK (crizotinib or entrectinib)
Analysis by BICR BEIICET + chemotherapy ®
+ Prior chemotherapy nalysisioy - py
ORR, % (n/N) 54% (14/26) 83% (5/6)
[95% CI] [33,73] [36,100]

Advanced ROST+ Any prior ROS1 TKI 1 prior ROS1 TKI Responses were also observed in Measurable CNS lesions by BICR at baseline
NSCLC (range 1 - 4) (crizotinib or entrectinib) patients previously treated with: o Y
vance: +
RECIST 1.1 by BICR + chemotherapy t chemotherapy - =2 prior ROS1 TKls + chemotherapy: NSCLC A:ZE:;’OT:;:I;K' PT’;;::S:L";:‘;:;'V
ORR, % (n/N) 44% (51/117) 51% (28/55) ° ORR = 38% (22/58;95% ClI: [26, 52]) Analysis by BICR
[95% CI] [34, 53] [37, 65] - Prior repotrectinib: ORR = 47% (8/17), IC-ORR, % (n/N) ‘ 48% (27/56) * 85% (11/13)
DOR range 3.5 to 17.2 months [95% cil [35. 621 [55, 98]
% % % . .
CR, % (n/N) UVARTY 2% (1/55) «  Prior taletrectinib: ORR = 43% (3/7),
a Prior crizotinib only + chemotherapy: ORR = 68% (19/28). Prior entrectinib only + chemotherapy: ORR = 33% (9/27). DOR range 5.2 to 7.0+ months
100 93%, ., 93% 93% 5 1007 Median PFS 23.8 m
g | 3 |
75— 9 ! . - 70% | 68% 68%
g 15 84% E 78% | E 15 .‘ A : - 3§ § 3
DoR % so... _ ) _ 62%....) PFS E .
g P oo . LU IS @ 50— .57% ‘:H.“I
£ p 148%
2 55 . 2 ) : 40%
5 g 257 Median PFS 9.7 m .
5] =3 :
a : ] :
0 T T T T € o0 T 1 T T
0 6 12 18 24 Months 0 6 12 18 24 Months
# At Risk # At Risk
Any prior ROS1 TKlIs 51 40 10 3 0 Any prior ROS1 TKls 117 54 27 5 0
Prior Cor Eonly 28 26 Prior C or E only 55 37 14 4

Drilon A et al., WCLC 2025



ARROS-1
Zidesamtinib in TKI Pretreated Patients with Advanced ROS7+ NSCLC

All Treatment-Emergent Adverse Events (TEAES) in 215%
of Patients Treated with Zidesamtinib 100 mg QD (N = 432) @
Dose reduction due to TEAEs: 10% (43/432)

Preferred or grouped term Any Grade Grade =3
Most common (>2 patients): peripheral edema

Peripheral edema 36% 0.7% (n=8), blood CPK increased (n=4), peripheral
Constipation 17% 0% sensory nguropathy (n=4), arthralgia (n=3),
paresthesia (n=3)

Blood CPK increased 16% 3.5%
Fatigue © 16% 0.7% Discontinuation due to TEAE: 2% (10/432)
Dyspnea © 15% 3. 0% Most common (>2 patients): pneumonia (n=3)
“ Patients received at least 1 dose of zidesamtinib at 100 mg QD with median duration

of exposure of 5 months (range: 0, 32). The only treatment-related adverse event in 215%
b Includes terms peripheral edema, peripheral swelling, edema, generalized edema. of patients was peripheral edema ® (29%)

¢ Includes terms fatigue, asthenia, malaise.
¢ Includes terms dyspnea, dyspnea exertional, orthopnea

Drilon A et al., WCLC 2025



ARROS-1
Zidesamtinib in TKI Pretreated Patients with Advanced ROS1+ NSCLC

« Zidesamtinib demonstrated in ROS7+ pretreated advanced NSCLC

« Durable activity, including in heavily pre-treated patients (even after prior repotrectinib or taletrectinib)
and patients with the ROS1 G2032R resistance mutation

» Durable intracranial responses

« With a favorable tolerance profile with low rates of dose reduction (10%) and treatment discontinuation
(2%), consistent with the TRK sparing design

* Activity in TKI-naive patients appears promising but needing a longer follow-up to be evaluated



Frontline Treatment of ROS7+ Advanced NSCLC

Similar to ALK+ NSCLC, the choice of first-line treatment appears crucial in
altering the natural history of the disease and improving patient survival

100

Taletrectinib

The tolerance profile is also essential from the perspective of long-term 90 ‘
treatment g
g Repotrectinib
ROS1+ New generation ROS1 TKI g =0
advanced : : g  Crizotinib (OXONQ) ¢\ tinib (PROFILE 1001)
Systemic efficacy, CNS penetration, o Biiaatinib
NSCLC e & oo rigatinib @
TRKB inhibition, tolerance profile 2 i
3 - aha Ceritinib @ «
2 ntrectinib < . “
o} ol
: : Lorlatinib
Ongoing trials s O . o
« NCT04603807: entrectinib vs. crizotinib in 1t line (PFS in pts with brain mets) . .
« NCT06140836: repotrectinib vs. crizotinib in 15t line (PFS in ITT pts), Trident-3 -
« NCT06564324: taletrectinib vs. crizotinib in 15tline (China) 0 10 20 30 40 50

Median progression-free survival (months)

« NCTO07154706, TRUST-IV: taletrectinib vs. placebo in adjuvant setting

Desilets A et al., Cancer 2025



Year in Review:
Therapeutic Targets Beyond
EGFR for Non-Small Cell Lung Cancer

INTRODUCTION: Relative Impact of Targeted Treatment

MODULE 1: HER2 Alterations
MODULE 2: KRAS Mutations
MODULE 3: MET Overexpression
MODULE 4: ALK Fusions

MODULE 5: ROS1 Fusions

MODULE 6: RET Fusions
RT Year,,
4ReV1ew



Selpercatinib: final results of the LIBRETTO-001 Phase I/ll Trial

N

Median age
Female

Never smoker
ECOG PS 0/1/2, %

Median No of prior lines

RET fusion, %
KIF5B-RET
CCDC6-RET
NCOA4-RET

ORR, % (95% CI)
DoR, months, median (95% CI)
PFS, months, median, (95% ClI)

OS, months, median, (95% CI)

247
61.0
56.7%
66.8%
36.4/60.7/2.8

2

61.9
21.5
20

61.5 (55.2-67.6)
31.6 (20.4-42.3)
26.2 (19.3-35.7)

47.6 (35.9-NE)

69
63.0
62.3%
69.6%
36.2/58.0/5.8

0

69.6
14.5
1.4

82.6 (71.6-90.7)
20.3 (15.4-29.5)
22.0 (16.5-24.9)

NE (37.8-NE)

100
90
80 -
70
60
50

PFS (%)

30 A
20
10

No. at risk:

100
90
80 -
70
60
50

PFS (%)

30
20
10

No. at risk:

Median follow-up: 41.2 months

Median PFS: 26.2 months {85% CI, 19.3-35.7}

| _
|
|
|

1.5 25 3 3.5 4 4.5 5 5.5

Time Since Start of Treatment (years)

247 223 190 170 161 136122 113102 80 84 74 61 63 37 27 14 % 6 2 2 2 O

Median follow-up: 38.9 months
Median PFS: 22.0 months (95% Cl, 16.5-24.9)

| | |

| | |
SN B S E——
5 2 25 3 35 4 45 5 55
Time Since Start of Treatment (years)

B6 48 42 37 33 288 23 19 16 12 12 11 8 7 4 2 1 1 0

Gautschi O et al., JCO 2025



LIBRETTO-432 Trial: A multicenter, phase 3, double-blind, randomized, placebo-controlled
study with adjuvant selpercatinib in stage IB-IllIA RET fusion-positive NSCLC

/ Key eligibility criteria \ (" Sselpercatinib ) Selpsrztmlb Pl:C::O
* Histologically confirmed-RET Participants 250 kg = =
fusion-positive NSCLC stage 160 mg PO BID > Age, years Median (range) 59.5 (41.0-84.0) 61.0 (26.0-78.0)
1B, I, or A Participants <50 kg Treatmte”; completed Sex, n (%) Female 34 (63.0) 30 (54.5)
- Recelved definitive therapy \__120mgPOBID ) b lo 3 years), — Male 20 (37.0) 25 (45.5)
(surgery or radiotherapy, +/- - ~ brogression, or follow-up Race, n (%)? Asian 33 (61.1) 32 (58.2)
systemic adjuvant Placebo death White 21(38.9) 21 (38.2)
chemotherapy) PO BID > Geographic Region, n (%) EastAsia 31 (57.4) 31 (56.4)
* No evidence of disease \ ) optional Europe/North America 18 (33.3) 21(38.2)
][elclurr_encs c:r ptfogrterz]ssmn on * Crossover Other 5(9.3) 3 (5.5)
\) owing cetinfive erapy/ Smoking Status, n (%) Never 37 (68.5) 38 (69.1)
Primary Endpoint Former/ Current 17 (31.5) 17 (30.9)
* Investigator assessed EFS in primary analysis population (stage II-llIA) ECOG PS, n (%)° 0 30 (55.6) 36 (65.5)
Yy
Stratified by st B or ILIIA Secondary Endpoints ) 1 24 (44.4) 18 (32.7)
ratified by stage (IB or Il-lllA) + EFS by BICR in primary analysis population RET fusion, n (%) KIF5B:: RET 33 (61.1) 34 (61.8)
and definitive treatment (surgery - EFS by investigator and BICR assessment in overall population (stage IB-lllA) CCDC6:: RET 14 (25.9) 11 (20.0)
ool * Safety Other 7 (13.0) 10 (18.2)
* Ovoralliaurvival PD-L1, n (%)° Negative 11 (20.4) 16 (29.1)
Positive 25 (46.3) 28 (50.9)
Unknown 17 (31.5) 11 (20.0)
Prior anti-cancer therapy, n (%) Surgery 54 (100.0) 54 (98.2)
100 ¢ s u_' Radiotherapy 2 (3.7) 6 (10.9)
T — ‘ —_ Systemic therapy 50 (92.6) 50 (90.9)
2\5 | Selpercatinib
£ 80
E T "l Selpercatinib
S 4 §
= Primary Analysis Population 3.
g e " " .
$ ., Stage I-lIA Placebo £ Stage IB-IIA Placebo
3 2
@ S 40,
(] " ) (7]
E 20 oo Events HR 0(9157 ;oCI) P-value  24-month EFS rate45% Cl) E 20 Events HR (95%C]) Pualie  24-month EFS rate 5% Cl)
= elpercatini 4 ; 91.5 (75.4, 97.2) 20 ;
L% Placebo 19 (0.058, 0.509) 0.0003 61.1 (44.2, 74.3) g :a"; ma' b 2“0 (0.0261, ?435) 0.0002 232 tﬁ;:i:f)’
0 : : , , , : : : : : - , S
0 6 12 18 24 30 36 42 00 6 12 18 24 30 36 42
Time from Randomization (Months) Time from Randomization (Months)
Number at risk
Number at rlsk Selpercatinib 75 63 51 37 30 20 10 2
Selpercatinib 54 45 37 27 22 15 7 0 Placebo 76 64 4 3 25 12 s 2
Placebo 55 47 28 22 16 8 4 0

Goldman J et al., ASCO 2026; Wu YL et al., NEJM 2026



LIBRETTO-432 Trial: A multicenter, phase 3, double-blind, randomized, placebo-controlled
study with adjuvant selpercatinib in stage IB-IllIA RET fusion-positive NSCLC

100 ¢ Ly
;\E L LLL L L .
= Selpercatinib
é; 80 L_______JJ
=
©
S
a 60 . . .
5 Primary Analysis Population
£ 40 Stage lI-IlIA, inv. assessment Placebo
(7}
o
T 2 Events HR (95%Cl) P-value  24-month EFS rate35% Cl)
"s' Selpercatinib 4 0172 00003 91.5 (75.4, 97.2)
o Placebo 19 (0.058, 0.509) : 61.1 (44.2, 74.3)
0 6 12 18 24 30 36 42
Time from Randomization (Months)
Number at risk
Selpercatinib 54 45 37 27 22 15
Placebo 55 a7 28 22 16 8
100 ¢
g ! "I . lS"elplercatinib“
2 80/
=z
g
_ 60 ALl Llll J
o Placebo
] .
g Stage IB-IlIA, inv. assessment
% 40 |
g 20 Events HR (95%Cl) P-value 24-month EFS rate 5% CI)
‘é Selpercatinib 4 0.165 93.8 (81.5, 98.0)
% Placebo 20 (0.056, 0.483) 0.0002 69.6 (55.5, 80.1)
0 6 12 18 24 30 36 42
Time from Randomization (Months)
Number at risk
Selpercatinib 75 63 51 37 30 20 10 2
Placebo 76 64 40 31 25 12 6 2

Number of EFS events, n
Locoregional

Local

Regional
Distant

Brain

Selpercatinib

N=54
4

- O = -

Placebo
N=55
19
10

18

Patients with 21 TEAE (2 20%), no.

(%)
ALT increase
AST increase
Diarrhea
Dry mouth
Cough
Bilirubin increase
Hypertension
Constipation
Hyperuricemia

Other AEs of special Interest
Hypersensitivity
ECG QT prolongation

Selpercatinib

N=76

Any Grade
75 (100.0)

47 (62.7)
45 (60.0)
29 (38.7)
30 (40.0)
20 (26.7)
20 (26.7)
23 (30.7)
17 (22.7)
15 (20.0)

5 (6.7)
7(9.3)

Grade 23
50 (66.7)

13 (17.3)
14 (18.7)
3 (4.0)
0
0
1(1.3)
8 (10.7)
0
0

0
1(1.3)

Placebo
N=76
Any Grade Grade 23
74 (97.4) 18 (23.7)
14 (18.4) 1(1.3)
12 (15.8) 2(2.6)
13 (17.1) 0
12 (15.8) 0
18 (23.7) 0
11 (14.5) 0
8 (10.5) 2 (2.6)
10 (13.2) 0
8 (10.5) 0
0 0
1(1.3) 1(1.3)

Goldman J et al., ASCO 2026; Wu YL et al., NEJM 2026



LIBRETTO-432 Trial: A multicenter, phase 3, double-blind, randomized, placebo-controlled
study with adjuvant selpercatinib in stage IB-IllIA RET fusion-positive NSCLC

 Libretto-432 defines a new standard of care for early-stage RET fusion-positive NSCLC.

» Joining osimertinib and alectinib as proven adjuvant targeted therapies in early-stage NSCLC
* Role of adjuvant chemotherapy in this setting?
* Impact on OS needs a longer follow up

« Management of side-effects is not trivial
* 66.7% of patients experienced grade > 3 TEAE
» 17.3% discontinued selpercatinib
» 77.3% required dose interruption
» 54.7% required dose reduction

» Early-stage molecular testing must expand beyond EGFR, ALK, and PD-L1



Pralsetinib in patients with advanced RET fusion-positive NSCLC:
Update from the ARROW trial

- - - ===+ All patients with RET fusion-positive NSCLC (median 0S, 44.3 months; N = 281
Prevl ous pl atln u m CT Treat me nt na Ive ***** Prior platinurrl\-lrealﬁjd patiants‘ﬂmedian 05,39.7 m_anths; n=141)
: Treatment-naive patients imedian OS, 50.1 months; n = 116}
N 141 116 <2 I =N
:% 0.6 _'i‘{%ﬁﬁ
Median age 59.0 62.5 £ o0s- :
o -
0 0 8" izt
Female 60% 51% 0.3
0.2 o
Never smoker 63% 59% 01
0.0 4

ECOG PS 0/1/2, %

26/70/4

30/69/1

Number at risk (number censored)

T U T T ! T T T

24 30 36 42 48 54 60 66
Time (months)

I 1 H All patients with RET 281 254 223 197 184 171 157 149 143 134 126 120 113 105 92 79 65 48 30 28 15 7 1
Medlan NO Of pnor Ilnes 2 0 fusion-positive NSCLC 100 (14) (24) (37) (401 {47} (46) (46) (47} (49) (49) (501 (53) (BO) (70) (81} (92) (108](122)(124){136)(143] (148}
Prior platinum-treated 141 126 108 91 8 82 76 72 69 66 63 60 54 51 49 42 39 30 21 20 12 6 1
patients {00 (8) (14} (21) (22} {23} (24) (24) (25) (25} (25) (26) (28) (31) (31) (36) (37} (46) (52) (53) (BO) (66) (71}

RET fusion, %
KIF5B-RET

CCDC6-RET 19 16 B e e e
NCOA4-RET 1 1 .| ee—— 3 e EA Y
ORR, % (95% Cl) 63 (54-71) 78 (69-86) el |
DoR, months, median (95% Cl) 31.8 (15.1-40.4) 13.4 (9.4-21.7) : Y Trea;ent_na.l.ve s
PFS, months, median, (95% Cl) 16.4 (11.4-23.5) 12.1 (9.2-16.6) :Ej: e e

OS, months, median, (95% ClI)

Besse Betal., JCO 2025

70

39.7 (27.8-53.2)

70

50.1 (28.3-NE)

Treatment-naive patients 116 106 96 89 B2 73 66
{00 @) 7y (13) 1181 (16} (19)

63 61 57 52 50 B0 45 35 28 20 12 6 5 1 1 o
(18) (19} {19) (19) (19} (19} (24) (33) (39} {48) (55) (61} (62} (66) (66) (67}

T T T T T T T
0 3 6 9 12 15 18

Number at risk (number censored)

T T T T T T T T T T T T T T T
21 24 27 30 33 36 39 42 45 48 51 54 57 B0 63

DOR {maonths)

ccoce 1% 16 16 16 12 11 11 10 10 10 10 w0 10 7 6 3 1 1 1 1 1 0
(0) o) (o) (0} (O} {0} (0) (0} (O} (0} (0} (0} (O} (21 (3 (B) (& (8 {8 (8 8 (9

KIF58 60 55 40 28 20 17 18 13 11 8 6 5 4 3 3 2 1 1 1 0 o
() (50 (6) (B (7} (8 (8 (8) (8 (9 (90 (100 (1 (1) (1) 112) (120 (12) (120 (13)

NCOA4 + other 7 7 & 6 6 6 6 6 6 & 5 5 5 4 2 o0 0 06 o0 0 0 0
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AcceleRET-Lung: Open-Label Phase 3 Trial of Pralsetinib
in 1L RET Fusion-Positive mNSCLC

Pralsetinib

ﬁ[

I—> Primary endpoint:

* RET fusion-positive mNSCLC T

+ ECOGPSO0Oort1

* No prior systemic treatment
» Patients with CNS metastases were

permitted if they were asymptomatic and

Optional crossover
upon PD

on a stable dose of corticosteroids T

Planned enroliment: N=226

. o

Progression-Free Survival (%)

History of brain metastasis (yes vs no)
ECOG PS (0 vs 1)
Intended use of pembrolizumab (yes vs no)

Investigator’s choice of
platinum-based chemotherapy
(soc)?

PFS by investigator assessment according to
RECIST v1.1

Secondary endpoints:

» Overall response rate: CR or PR, duration of
response

» Overall survival, clinical benefit rate, disease
control rate, safety/tolerability

Stratification factors Statistical assumptions

* 133 PFS events targeted for 90% power to detect an HR of 0.57
corresponding to target median PFS:

* Pralsetinib: 12.3 months

* SOC: 7.0 months

Median PFS, months (95% CI)

HR (95% CI)

Log-rank P value
Median duration of follow-up,
months (95% CI)

Pralsetinib
—— S0C
+ Censored

24
Time (Months)

Median PFS among intended use of pembrolizumab patients

Pralsetinib (n=73): 18.7 (8.6, 30.2) months SOC (n=74): 7.2 (5.1, 10.9) months (HR: 0.51)

18.7 9.0
(11.1,252) (7.1, 11.5)
0.59 (0.42, 0.84)
0.0027
20.5 16.0
(17.5,232) (13.7,20.9)

Age, years

Sex

ECOG PS*

Smoking status®

NSCLC histology

Disease stage®

History of metastases

Intended use of
pembrolizumab if
randomized to SOC

Median (range)
Male

Female

0

1

Never smoked
Former smoker
Current smoker
Adenocarcinoma
B orllIC

v

IVA

IVB

CNS

Yes

62.0 (25-82) 63.0 (25-88)
57 (52) 49 (43)
53 (48) 64 (57)
42 (38) 43 (38)
68 (62) 68 (60)
65 (59) 67 (59)
33(30) 39 (35)

9 (8) 5 (4)
109 (99) 109 (97)
4 (4) 3@3)
31(28) 49 (43)
29 (26) 26 (23)
45 (41) 33(29)
30 (27) 33(29)
73 (66) 74 (66)

Popat S et al., ASCO 2026



AcceleRET-Lung: Open-Label Phase 3 Trial of Pralsetinib
in 1L RET Fusion-Positive mNSCLC

Overall Response Rate

(95% CI: 85.79, 74.26)

41.6%

(95% ClI: 32.40, 51.24)

Pralsetinib (n=110) SOC (n=113)

Duration of Response

Median DOR, 20.6 97
months (95% Cl)  (17.2,31.8) (7.6,15.9)

HR (95% Cl) 0.48 (0.28, 0.80)
Log-rank P value 0.0043

24
Time (Months)

Patients with 21 AE 108 (100) 104 (100)
Related AEs 101 (93.5) 96 (92.3)
Serious AEs 67 (62.0) 38 (36.5)
Related serious AEs 23(21.3) 9(8.7)
Grade 3-5 AEs 84 (77.8) 60 (57.7)
Deaths due to AEs® 16 (14.8) 5(4.8)
Deaths due to infections® 8(7.4) 0]
Grade 23 QT prolongation 3(2.8) 0
AEs leading to withdrawal from treatment 18 (16.7) 25 (24.0)
AEs leading to dose modification/interruption 80(74.1) 57 (54.8)

Treatment Emergent AEs (>15%)

50 40 30 20 10

Anemia
Constipation

AST increased
Diarrhea

ALT increased
Hypertension
Cough

Asthenia
Neutropenia®
Dysgeusia

Pyrexia

Blood creatinine increased
COVID-19

Nausea

Decreased appetite
Pneumonia
Fatigue

Dyspnea

Urinary tract infection
Rash

Peripheral edema
Arthralgia

Pralsetinib
mSOC

0 10 20 30

Grade =3 Pralsetinib
Grade 23 S0C

40 50

Popat S et al., ASCO 2026



Pralsetinib in RET+ advanced NSCLC

 Pralsetinib has undeniable efficacy in RET-positive NSCLC, demonstrating superiority
over chemotherapy

« However, its tolerability profile—characterized by hematologic toxicity and a significant
risk of opportunistic infections—makes its use difficult compared with selpercatinib,
which has at least comparable efficacy and is better tolerated.



Patterns of Care: Exploring How
Community Oncologists Manage HR-Positive,

HER2-Positive Metastatic Breast Cancer
A CME/MOC-Accredited Live Webinar

Wednesday, July 1, 2026
5:00 PM -6:00 PM ET

Faculty
Lisa A Carey, MD, ScM, FASCO
Reshma L Mahtani, DO

Moderator
Neil Love, MD



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, ABIM MOC and
ABS 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



	Slide 1: Year in Review: Clinical Investigator Perspectives on the  Most Relevant New Datasets and Advances in Oncology
	Slide 2: Faculty
	Slide 3: Commercial Support
	Slide 4: Dr Love — Disclosures
	Slide 5: Dr Heymach — Disclosures
	Slide 6: Dr Pérol — Disclosures
	Slide 7
	Slide 8
	Slide 9
	Slide 10
	Slide 11: Clinicians in the Audience, Please Complete  the Pre- and Postmeeting Surveys
	Slide 12
	Slide 13: Patterns of Care: Exploring How  Community Oncologists Manage HR-Positive,  HER2-Positive Metastatic Breast Cancer
	Slide 14: Year in Review: Clinical Investigator Perspectives on the  Most Relevant New Datasets and Advances in Oncology
	Slide 15: Patterns of Care: Exploring How  Community Oncologists Manage  Metastatic Triple-Negative Breast Cancer
	Slide 16: Integrating New Advances into  the Care of Patients with Cancer  A Multitumor Symposium in Partnership with the American Oncology Network
	Slide 17: Grand Rounds
	Slide 18: Year in Review:  Therapeutic Targets Beyond  EGFR for Non-Small Cell Lung Cancer
	Slide 19: Thank you for joining us!   Please take a moment to complete the  survey currently up on Zoom.  Your feedback is very important to us.  Information on how to obtain CME, ABIM MOC and ABS credit will be provided in the Zoom chat room. Attendees w
	Slide 20: Year in Review: Clinical Investigator Perspectives on the  Most Relevant New Datasets and Advances in Oncology
	Slide 21: Faculty
	Slide 22
	Slide 23: Clinicians in the Audience, Please Complete  the Pre- and Postmeeting Surveys
	Slide 24
	Slide 25: Patterns of Care: Exploring How  Community Oncologists Manage HR-Positive,  HER2-Positive Metastatic Breast Cancer
	Slide 26: Year in Review: Clinical Investigator Perspectives on the  Most Relevant New Datasets and Advances in Oncology
	Slide 27: Patterns of Care: Exploring How  Community Oncologists Manage  Metastatic Triple-Negative Breast Cancer
	Slide 28: Integrating New Advances into  the Care of Patients with Cancer  A Multitumor Symposium in Partnership with the American Oncology Network
	Slide 29: Grand Rounds
	Slide 30: Year in Review: Clinical Investigator Perspectives on the  Most Relevant New Datasets and Advances in Oncology
	Slide 31: Commercial Support
	Slide 32: Dr Heymach — Disclosures
	Slide 33: Dr Pérol — Disclosures
	Slide 34: Dr Love — Disclosures
	Slide 35
	Slide 36
	Slide 37: Key Datasets
	Slide 38: Key Datasets
	Slide 39: Key Datasets
	Slide 40: Key Datasets
	Slide 41: Year in Review:  Therapeutic Targets Beyond  EGFR for Non-Small Cell Lung Cancer
	Slide 42: Year in Review:  Therapeutic Targets Beyond  EGFR for Non-Small Cell Lung Cancer
	Slide 43: ROS1 TKIs in TKI-naive ROS1 fusion+ NSCLC
	Slide 44: Year in Review:  Therapeutic Targets Beyond  EGFR for Non-Small Cell Lung Cancer
	Slide 45: Evolution of the HER2 mutant NSCLC landscape with new approvals: 1L, 2L zongertinib, 2L sevabertinib
	Slide 46: Zongertinib is an oral, HER2-specific, EGFR-sparing TKI
	Slide 47: Zongertinib in patients with TKD HER2 mutations (Cohort 1, N=75): median PFS and mDoR
	Slide 48: Zongertinib in previously treated HER2-mutant NSCLC with brain metastases at baseline
	Slide 49: Zongertinib in previously treated HER2-mutant NSCLC with brain metastases
	Slide 50: Sevabertinib is an oral, reversible HER2 TKI
	Slide 51: Sevabertinib in previously treated HER2- mutant NSCLC (SOHO1, Cohorts D, F)
	Slide 52: Zongertinib in 1L HER2-mutant NSCLC
	Slide 53: Zongertinib in 1L HER2-mutant NSCLC
	Slide 54: Zongertinib in 1L HER2-mutant NSCLC: Intracranial Tumor Response
	Slide 55
	Slide 56: Final analysis from DESTINY-Lung02-A RP2 Study of Trastuzumab Deruxtecan in 2L+ HER2-mutant NSCLC
	Slide 57: Final analysis from DESTINY-Lung02-A RP2 Study of Trastuzumab Deruxtecan in 2L+ HER2-mutant NSCLC
	Slide 58: Trastuzumab deruxtecan in HER2-overexpressing NSCLC: DESTINY-Lung03 (part 1, T-DXd mono)
	Slide 59: Year in Review:  Therapeutic Targets Beyond  EGFR for Non-Small Cell Lung Cancer
	Slide 60: KRYSTAL-12: RP3 of adagrasib vs docetaxel in previously treated KRAS G12C mutant NSCLC
	Slide 61: KRYSTAL-12: Intracranial activity of adagrasib vs sotorasib
	Slide 62: Efficacy of 1L Olomorasib+ Pembro +Pemetrexed+Platinum in KRAS G12C NSCLC
	Slide 63: Efficacy and Safety of 1L Olomo + pembro in KRAS G12C-Mutant NSCLC: Results From LOXO-RAS-20001 and SUNRAY-01
	Slide 64: SUNRAY 01: RP3 of Olomorasib in 1L 
	Slide 65: 1L divarasib plus pembrolizumab in KRAS G12C+ NSCLC: the Krascendo 170 study
	Slide 66: 1L divarasib plus pembrolizumab in KRAS G12C+ mNSCLC: the Krascendo 170 study
	Slide 67: Single-agent divarasib in advanced KRAS G12C+ NSCLC
	Slide 68: Year in Review:  Therapeutic Targets Beyond  EGFR for Non-Small Cell Lung Cancer
	Slide 69: The LUMINOSITY trial: Teliso-V in previously treated patients with c-MET overexpression (wtEGFR)
	Slide 70: Updated results of LUMINOSITY trial: Teliso-V in previously treated patients with c-MET overexpression (wtEGFR) 
	Slide 71: Year in Review:  Therapeutic Targets Beyond  EGFR for Non-Small Cell Lung Cancer
	Slide 72: ALINA Updated Analysis Adjuvant alectinib vs chemotherapy in patients with early-stage ALK+ NSCLC
	Slide 73: ALINA Updated Analysis Adjuvant alectinib vs chemotherapy in patients with early-stage ALK+ NSCLC
	Slide 74: ALINA Updated Analysis Adjuvant alectinib vs chemotherapy in patients with early-stage ALK+ NSCLC
	Slide 75: ALEX: study of alectinib vs crizotinib in advanced ALK+ NSCLC Final overall survival and safety analysis
	Slide 76: ALEX: study of alectinib vs crizotinib in advanced ALK+ NSCLC Final overall survival and safety analysis
	Slide 77: ALEX: study of alectinib vs crizotinib in advanced ALK+ NSCLC Final overall survival and safety analysis
	Slide 78: Lorlatinib vs crizotinib as first-line treatment for advanced ALK+ NSCLC: 7-year update from the phase 3 CROWN study
	Slide 79: Lorlatinib vs crizotinib as first-line treatment for advanced ALK+ NSCLC: 7-year update from the phase 3 CROWN study
	Slide 80: Lorlatinib vs crizotinib as first-line treatment for advanced ALK+ NSCLC: 7-year update from the phase 3 CROWN study
	Slide 81: ALKOVE-1:  Efficacy and safety of neladalkib in patients with advanced ALK+ NSCLC
	Slide 82: ALKOVE-1:  Efficacy and safety of neladalkib in patients with advanced ALK+ NSCLC
	Slide 83: ALKOVE-1:  Efficacy and safety of neladalkib in patients with advanced ALK+ NSCLC
	Slide 84: ALKOVE-1:  Efficacy and safety of neladalkib in patients with advanced ALK+ NSCLC
	Slide 85: Year in Review:  Therapeutic Targets Beyond  EGFR for Non-Small Cell Lung Cancer
	Slide 86: Entrectinib in Patients with ROS1 Fusion-Positive NSCLC Updated Analysis of STARTRK-1 and -2 and ALKA-372-001 
	Slide 87: Entrectinib in Patients with ROS1 Fusion-Positive NSCLC Updated Analysis of STARTRK-1 and -2 and ALKA-372-001 
	Slide 88: Update on entrectinib in advanced ROS1+ NSCLC: BFAST Trial
	Slide 89: Entrectinib in advanced ROS1+ NSCLC
	Slide 90: Updated analysis of Trident-1: repotrectinib in ROS1+ NSCLC
	Slide 91: Repotrectinib in TKI-naive ROS1+ advanced NSCLC
	Slide 92: Repotrectinib in ROS1+ advanced NSCLC
	Slide 93: Taletrectinib in ROS1+ NSCLC: Pooled Analysis of Two Phase 2 Trials
	Slide 94
	Slide 95
	Slide 96
	Slide 97: Taletrectinib in ROS1+ NSCLC: Pooled Analysis of Two Phase 2 Trials
	Slide 98: ARROS-1: A Global First-in-Human Phase 1/2 Clinical Trial of Zidesamtinib in Advanced ROS1+ NSCLC
	Slide 99:  ARROS-1  Zidesamtinib in TKI Pretreated Patients with Advanced ROS1+ NSCLC
	Slide 100: ARROS-1  Zidesamtinib in TKI Pretreated Patients with Advanced ROS1+ NSCLC
	Slide 101: ARROS-1  Zidesamtinib in TKI Pretreated Patients with Advanced ROS1+ NSCLC
	Slide 102: Frontline Treatment of ROS1+ Advanced NSCLC
	Slide 103: Year in Review:  Therapeutic Targets Beyond  EGFR for Non-Small Cell Lung Cancer
	Slide 104: Selpercatinib: final results of the LIBRETTO-001 Phase I/II Trial
	Slide 105: LIBRETTO-432 Trial: A multicenter, phase 3, double-blind, randomized, placebo-controlled study with adjuvant selpercatinib in stage IB-IIIA RET fusion-positive NSCLC
	Slide 106: LIBRETTO-432 Trial: A multicenter, phase 3, double-blind, randomized, placebo-controlled study with adjuvant selpercatinib in stage IB-IIIA RET fusion-positive NSCLC
	Slide 107: LIBRETTO-432 Trial: A multicenter, phase 3, double-blind, randomized, placebo-controlled study with adjuvant selpercatinib in stage IB-IIIA RET fusion-positive NSCLC
	Slide 108: Pralsetinib in patients with advanced RET fusion-positive NSCLC: Update from the ARROW trial
	Slide 109: AcceleRET-Lung: Open-Label Phase 3 Trial of Pralsetinib in 1L RET Fusion-Positive mNSCLC
	Slide 110: AcceleRET-Lung: Open-Label Phase 3 Trial of Pralsetinib in 1L RET Fusion-Positive mNSCLC
	Slide 111: Pralsetinib in RET+ advanced NSCLC
	Slide 112: Patterns of Care: Exploring How  Community Oncologists Manage HR-Positive,  HER2-Positive Metastatic Breast Cancer
	Slide 113: 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, ABIM MO

