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Diagnosis of NSCLC
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Changes of TNM Classification 9t"edition

Subdivision of N2

N2a: single-station N2 involvement N2b: multiple-station N2 involvement
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Diagnosis of NSCLC
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Changes of TNM Classification 9t"edition

Subdivision of M1c

M1c1: multiple extrathoracic metastasis in single organ M1c2: metastasis in multiple organ systems
M1cl —— Milc2
Brain

Multiple Multiple
extrathoracic extrathoracic
mgtastases in metastases
asingle organ : :
Syistemn Lymph in multiple

An organ system denotes nodes organ systems

all sites of an organ that is

distributed in the body (e.g.

the skeletal system, skin,

extrathoracic lymphatic

system) or of a paired organ Bone ¢

(e.g. adrenal, kidney)
Multiple
liver Multiple
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in multiple

organ systems
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Diagnosis of NSCLC
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TABLE 1 Stages in lung cancer classification according to the 9th TNM (tumour-node-metastasis) edition
versus the 8th TNM edition

T Label NO N1 N2 N3
N2a N2b
55 | Tla<lcm A1 A B
Tlb >1 to <2 cm IA2 (LA A B
Tlc>2 to <3 cm IA3 A 1B
T2 T2a>3 to <4 cm IB 1B A t B
T2b >4 to <5cm A 1B A 1B
T3 T3 >5 to <7 cm B 1A agy B WA e
T3 invasion 1B A B [
T3 satellite nodules 1B A ‘ 1B liC
T4 T4 >7 cm A A 1B 1B lc
T4 invasion A A 1B B lc
T4 ipsilateral nodules A HIA 1B B lcC

Changes showing comparison to the 8th TNM classification are flagged accordingly. Blue signifies downstaging
either from stage IlIA to IIB, or from stage IlIB to IlIA. Red signifies upstaging from stage IlIA to IlIB. For the
scope of this review, alterations in stage | and Il, as well as stage IV disease (M descriptor), were disregarded.

o]0l A12I= HSITE JBUH'

Oke Dimas Asmara et al. Breathe (Sheff). 2024 Oct 1;20(3):240047.



Diagnosis of NSCLC
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Resectability of stage 11l NSCLC

o e ° ° ® e EBUS ® Mediastinoskopi ® ® ® EUS
Multidisciplinary Expert consensus document SR
TABLE 2 Consensus Summary of Surgical Resectability for Non-small Cell Lung Cancel ‘ oR - ‘Lung Hibnaiie
Lung tumour
Nonbulky
4R 4L
Variable NO N1 N2 Single N21 10R 100
T1/T2 Resectable Resectable Resectable P:)é 1R @ - @ -
T3 Resectable Resectable Resectable Pot 1= @ 8 Q@ =
re 9
T3 (Pancoast) Potentially Potentially Unresectable Uni %
resectable resectable =) . . \\
. . . 5 Liver metastasis ‘ Left adrenal gland
T4 size Potentially Potentially Unresectable Uni 2 .
resectable resectable & Empeges
T4 satellite Potentially Potentially Potentially Unt © )
resectable resectable resectable e ate Pty e fenbarte
T4 invasion Potentially Potentially Unresectable Unt  Methoden (Mediastinoskopie, EBUS, EUS) ist farbig
resectable resectable dargestellt.
This table represents a general recommendation . .
may be considered after a multidisciplinary discus LN Staglng oo Targeted VS. Systematlc
Systematic EBUS & EUS and separate needle... according to LN stage

it JBUH®

Samuel S Kim, et al. Ann Thorac Surg. 2025 Jan;119(1):16-33.



Diagnosis of NSCLC
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CLINICAL PRETREATMENT EVALUATIONP INITIALTREATMENT

ASSESSMENT : :
Surgical resection” + lymph node Findings at

dissection or systematic lymph —»[Surgery

node sampling after preoperative :
systemic therapy, if planned’ NSCL-4

Operable™ ——»

* Evaluate for
erioperative thera Consider

Stage 1B * Biomarker testing NO or N1 Medically Definitive | |adjuvant
(peripheral including EGFR, ALK, inoperable, high RT, systemic Surveillance
T2a, NO) and PD-L1 surgical risk as NO = preferably therapy® for +1NSCL-17)
Stage | (central *» PFTs (if not determined by SABR%% high-risk stage Il
T1-T2a, NO) previously done) |thoracic surgeon,” (especially T2b-3)
Stage |l |* Bronchoscopy and those who
(T1-T2ab, N1; * Pathologic lymph decline surgery after N1 = NSCL-10
T2b, NO) node evaluation' thoracic surgical -
Stage 1IB « FDG-PET/CT scan! (if consultation
(T1, N2a; T3, N0)¢ not previously done)
Stage llIA * Brain MRI with and
(T3:gN1)g without contrast® N2 or N3 ,. Stage lIB/IIA/IIB (NSCL-8)

(stage II, 1A) or Stage IlIIB/IIIC (NSCL-13)

(stage IB [optional])

— e g +
2l=ul 421= ol JBUH
NCCN Guideline (NSCLC). 2026. Version 3.
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Perioperative Tx for NSCLC
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PRINCIPLES OF PERIOPERATIVE SYSTEMIC THERAPY

PRINCIPLES OF PERIOPERATIVE SYSTEMIC THERAPY

Neoadjuvant Systemic Therapy in Patients Who Are Candidates for Inmune Checkpoint Inhibitors
Patients with 24 cm or node-positive tumors should be evaluated for the following treatment options:
{ Nivolumab and platinum-based doublet It:hemotherapyL2 with the option of continuing smgle-agent nivolumab as adjuvant treatment after
surgery (for patients with no known EGFR mutations or ALK gene fusions) (category 1);4 Other Adjuvant Systemic Therapy
» Platinum-doublet chemotherapy options include:
O Carboplatin/Paclitaxel (any histology)
O Cisplatin/Docetaxel (any histology)
O Cisplatin/Pemetrexed (nonsquamous)
O Carboplatin/Pemetrexed (nonsquamous)
O Cisplatin/Gemcitabine (squamous)
0 Carboplatin/Gemcitabine (squamous)

Pembrolizumab and cisEIatin-based doublet chemotheraExlthen continued as single-agent pembrolizumab as adjuvant treatment after
surgery (category 1); juvant Systemic Iherapy

» Platlnum-aoumet cnemotherapy options include:

O Cisplatin/Pemetrexed (nonsquamous)

0 Cisplatin/Gemcitabine (squamous)
Durvalumab and platinum-based doublet chemotherapy fhen continued as single-agent durvalumab as adjuvant treatment after surgery (for
patients with no known EGFR mutations or ALK gene fusions) (category 1);® Other Adjuvant Systemic Therapy
» Platinum-doublet chemotherapy options include:

0 Cisplatin/Pemetrexed (nonsquamous)

0 Carboplatin/Pemetrexed (nonsquamous)
O Cisplatin/Gemcitabine (squamous)

O Carboplatin/Gemcitabine (squamous)

O Carboplatin/Paclitaxel (squamous)

|2l A2 HsiTE JBUH'

NCCN Guideline (NSCLC). 2026. Version 3.



Neoadjuvant and Perioperative 10 + CTx

JEONBUK NATIONAL UNIVERSITY HOSPITAL

TABLE 1. Neoadjuvant and Perioperative Phase lll Trial Evaluating Chemoimmunotherapy Versus Chemotherapy

Percent EFS,
With pCR Rate months
Study Treatment No. Stagelll, % Surgery, % (ICl arm), % (ICl arm) EFS, HR (95% CI) 0S, HR (95% Cl)
CheckMate- Neoadjuvant 358 63 83 24 31.6 HR, 0.63 (97.38% Cl, 0.43 NA
816 nivolumab to 0.91); P = .005
KEYNOTE- Perioperative 797 70 82 18 47.2 HR, 0.59 (95% ClI, 0.48 to HR, 0.72 (95% Cl, 0.56
671 pembrolizumab 0.72) to 0.93); P = .0052
CheckMate- Perioperative 461 64 Tr 25 40.1 HR, 0.59 (95% Cl, 0.45to HR, 0.72 (95% Cl, 0.56 to
Tl nivolumab 0.79) 0.93); P < .01
AEGEAN Perioperative 802 71 81 17 NR HR, 0.58 (95% Cl, 0.53 to NR
durvalumab 0.88); P = .004
NEOTORCH Perioperative 501 100 82 25 NR HR, 0.40 (95% Cl, 0.28 to  HR, 0.62 (95% Cl, 0.38 to
toripalimab 0.57); 1.00); P = .05
P < .001
RATIONALE Perioperative 453 58 84 41 NR HR, 0.56 (95% CI, 0.40 to HR, 0.62 (95% Cl, 0.39 to
318 tislelizumab 0.79); P = .0003 0.98), P = .019

Abbreviations: EFS, event-free survival; HR, hazard ratio; ICI,immune checkpoint inhibitor; NA, non application; NR, not reported; OS, overall survival;
pCR, pathologic complete response.

o]0l A12I= HSITE JBUH'

Opalikhin A et al. Am Soc Clin Oncol Educ Book. 2025 Jun;45(3):e481060.
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Overall survival with neoadjuvant nivolumab +
chemotherapy in patients with resectable NSCLC
in CheckMate 816
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CheckMate 816: 5-y OS final analysis

Final analysis: OS with neoadjuvant NIVO + chemo vs chemo

NIVO + chemo Chemo
(n=179) (n=179)

100 - Median OS, mo NRa2 /3. 7°
HR (95% Cl); P value 0.72 (0.523-0.998); 0.0479
80
o/c
.-; ' NIVO + chemo
—~ 60 R -GS
3
é
Sl Chemo
20
0 | I I | | I I | | ; | | | |
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Months
No. at risk
NIVO + chemo 179 168 159 151 147 140 137 129 122 117 111 67 29 9 0
Chemo 179 170 159 139 124 114 112 104 98 97 91 58 29 6 1

Minimum/median follow-up: 59.9/68.4 months.
ad95% Cl: aNR; b47.3-NR; <58-72; 447-62.



OS by baseline stage of disease

CheckMate 816: 5-y OS final analysis

Stage IB-II

NIVO + chemo  Chemo
(n = 65) (n=61)
100 - Median 0S, mo NRa2 76.8
HR (95% CI) 0.77 (0.44-1.35)
80 -
NIVO +
65%° chemo
. -MH D
. 60 -
) 60%1
(2]
(@)
40 e
Chemo
20
0 I I I 1 | I I I | | I I I
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Months
No. at risk

NIVO + chemo 65 60 57 54 51 50 48 44 42 41 39 21 1 4 0

w

Chemo 61 60 54 50 45 41 41 37 36 36 34 20 12

Minimum/median follow-up: 59.9/68.4 months.
ah95% Cl: 264.7-NR; b41.6-NR; <52-75; 946-71; 71.6-NR; f39.8-NR; 256-73; h44-62.

Stage IlIA
NIVO + chemo Chemo
(n=113) (n=116)
100 - Median OS, mo NRe 3.7
HR (95% ClI) 0.70 (0.47-1.05)
80 -
60 -
40 -
20 A
0 T T T T T T T i T f T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Months
113 107 101 96 95 89 88 84 79 75 71 46 18 5 0

w

116 108 103 88 78 72 70 66 61 60 57 38 17
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Perioperative nivolumab vs placebo in patients
with resectable NSCLC: updated survival and
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EFS per BICR

CheckMate 77T: survival and biomarker update

80

EFS (%)

20

No. at risk
NIVO
PBO

Database lock date: December 16, 2024; median follow-up (range): 41.0 months (31.3-59.8).

3,695% Cl: 254-68; b36-50.

60 —

40

| SESERESTE
i3 .7

NIVO PBO
(n = 229) (n = 232)

Median EFS, mo 46.6 16.9

(95% Cl) (35.8-NR) (13.6-28.2)

HR (95% Cl)

0.61 (0.46-0.80)

30
Months from randomization

103
76

NIVO
o383 < e i ©
~ PBO
| | |
48 54 60
3 0
5 0



CheckMate 77T: survival and biomarker update

OS and lung cancer-specific survival

0S Lung cancer-specific survivald
NIVO PBO NIVO PBO
(n =229) (n = 232) (n = 229) (n =232)
Median 0OS, mo NR NR Median lung cancer-specific NR NR
(95% ClI) (NR-NR) (NR-NR) survival, mo (95% Cl) (NR-NR) (NR-NR)
HR (97.63% Cl)2 0.85 (0.58-1.25) HR (95% Cl) 0.60 (0.40-0.89)
100 & = 108
3
80- ,0% 78%" S g0
o, 4
E 72%C§ B T R, a AT
- 60 : : ol & 60+ PBO
X PBO .8
("2
Q
© 40 o 40+
©
()
c
20- S 20-
on
[
=
1] L) J ) 1
0 | T T 1 1 T T T | | 0 T T | f 1 T T T T |
0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
ki et Months from randomization Months from randomization
NIVO 229 206 187 176 166 161 114 66 23 6 0 229 206 187 176 166 161 114 66 23 6 0
PBO 232 216 197 178 161 152 103 52 20 7 0 232 216 197 178 161 152 103 52 20

Median follow-up (range): 41.0 months (31.3-59.8).

67 (29%) patients in the NIVO arm and 101 (44%) patients in the PBO arm received subsequent therapy of any type; 50 (22%) and 87 (38%) patients, respectively, received subsequent systemic therapy.
aHR (95% Cl), 0.85 (0.61-1.18). Significance boundary for OS was not met at this interim analysis. t:<95% Cl: b72-83; <66-78. dExploratory analysis; events were deaths with noted reason of “disease” per
investigator assessment. =f95% Cl: €82-91; f69-81.
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Perioperative Pembrolizumab in Early-Stage
Non—-Small-Cell Lung Cancer (NSCLC):
5-Year Follow-Up From KEYNOTE-671
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KEYNOTE-671

5-Year Update of Event-Free Survival?
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H Wakelee. ESMO 2025

Overall Population

Pts w/ Median HR
100- Event  (95% Cl), mo (95% Cl)
2. Pembro  481%  57.1 (38.0-NR) 0.58
Placebo  68.3%  18.4 (14.8-221) (0.48-0.69)
80
X
- 10
s 5 Years
> 604 .
A :
@ 50+ f:1:l!'!-"..
@ (95% ClI,
L 404 69.2-77.9) :
= :
& 61.1% 61.2% :
> 30+ {95% CI, (56.2-65.9) 56.1% : :
w 56.1-65.8) Lo : :
: 42.0% (51.0-60.9) 52.1% N
204 (37.0-46.9) o 49.9,’:}
: 36.1% (46.9-57.0) e ety
(31.3-40.9) 20 6% o
10- : (25.0-30.9)  26.3%
: : : : (21.7-31.5)
ﬂ T T 1 T T T L L T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
No. at risk Time, mo
Pembro 397 340 284 255 2209 214 205 185 143 113 62 52 10 6 0
Placebo 400 310 236 196 158 143 131 112 79 58 28 22 9 6 0

2Asszessed per RECIST version 1.1 by investigator assessment.

Median time from randomization to data cutoff was 60.4 (range, 42.6-85 .8) months.

Data cutoff date: July 3, 2025.

Subgroup

Overall
Disease stage
Il
1l
Nodal status
NO
N1
M2
Histology
Nonsguamaous
Squamous
PD-L1 TPS
=50%
1%—49%
<1%

Key Subgroups

Events/participants
Pembro Placebo

Hazard Ratio
(95% CI)

191/397  273/400 - i 0.58 (0.48-0.69)
421118 721121 —a— i 0.52 (0.35-0.76)
149/279 2017279 - | 0.58 (0.47-0.72)
;
62/148  89/142 —- 0.55 (0.40-0.77)
31/82 48/73 —=— i 0.48 (0.30-0.75)
97166 136M185 - 0.64 (0.49-0.83)
I
114/226 1477227 - E 0.66 (0.51-0.84)
77171 126/173 - E 0.49 (0.37-0.65)
|
45132 81134 —a— i 0.44 (0.31-0.64)
63127 83115 — | 0.54 (0.39-0.75)
831138 109151 —I—i 0.74 (0.55-0.98)
02 05 1 2 4
- -
Pembro Placebo
Better Better

1. JBUH"



KEYNOTE-671
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5-Year Update of Overall Survival
Overall Population Key Subgroups

Pts w/ Median HR Subgroup Events/participants Hazard Ratio
Event tg‘ﬁnfn CI]-, mo IQ‘SBJ‘EJ CI]- Pembro Placebo , (95% CI)
1004 Pembro  358%  NR (NR-NR) 0.74 overall 142/397 1621400  —m=1 074 (059-0.92)
90 Placebo  455% 707 (53.7-NR)  (0.59-0.92) Disease stage :
_ I 321118 47121 _'_T 0.67 (0.43-1.05)
801 87.6% S Years Il 110/279  135/279 — 0.75 (0.58-0.96)
(95% CI, . I
R 704 84.[)—30.5] : Nodal status :
Ef 0 o 4’_ ﬂj’g";._ﬂ : NO 46(148 61142 —=—! 0.68 (0.46-0.99)
]
S (95% Cl, 72.1% N1 24/82 32073 —a—+ 0.64 (0.38-1.08)
— 84.0-90.5) 74.8% (67.4-76.3) i
@ 501 : (70.2-78.8) . : N2 71/166  89/185 —a 0.82 (0.60—1.12)
— : : 65.6% 67.4% B 1
T 404 : : (60.7-70.0) (625-71.8)  §4.6% Histology :
2 : : : a7.8% (59.5-68.2) Nonsquamous 72/226  86/227 —a— 0.79 (0.58-1.08)
= (52.8-62.6) .
O 304 : 53.6% Squamous 70171 961173 —m—: 0.68 (0.50-0.92)
48.3-58.6
204 (48.3-58} PD-L1 TPS :
: : : : : =50% 341132 48/134 —e— 0.65 (0.42—1.00)
10+ : : : : : 1%-49% 451127  56/115  —a—| 0.67 (0.45-0.99)
: : . <1% 631138  78/151 — =+ 087 (0.62-1.21)
ﬂ L T T T L T I T L T I T L T 1 (]
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 — t —
No. at risk Time, mo “f’; 05 1 2 3
Pembro 397 371 347 328 310 295 283 272 236 179 128 90 61 26 2 0 >
Placebo 400 379 347 320 294 270 256 245 193 135 96 58 33 17 3 0 Pembro  Placebo
Better Better JBUH"'
Median time from randomization to data cutoff was 60.4 (range, 42.6-85.8) months.

Data cutoff date: July 3, 2025,



Surgical outcomes following neoadjuvant treatment
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Intervention Undergo Op. Cancelled Op. Reasons %(N)
group #(N) #(N) Progression Physician decision Others
(Unfit)

CheckMate816 83.2 (149) 15.6(28) 6.7 (12) 1.1(2) 2.2 (4) 5.6 (10)
KEYNOTE671 397  86.4 (342) 17.9(71) 4.1(16)  6.3(25) 4 (16) 3.5 (14)
CheckMate77T 229  77.7 (178)  20.1(46) 5.7 (13) 3.1(7) 3.5(8) 7-9 (18)
AEGEAN 400 810 (324) 19 (76) 6.8 (27) 1.8 (7) 4.3 (17) 3.4 (14)
NEOTORCH 202 8.2 (166) 17.8(36) 2.5 (5) 3.0 (6) 3.5(7) 8.9 (18)
RATIONALE315 226  84.0 (190)  15.9(36) 2.6 (6) 2.6 (6) 1.3(3) 9.3 (21)

o]0l A12I= HSITE JBUH'



Adjuvant Tx after resection
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PRINCIPLES OF PERIOPERATIVE SYSTEMIC THERAPY?

| Other Adjuvant Syster_nic Theragx_ |

for Patients with Resected NSCLC
* Alectinib’” (for patients with 24 cm or node-positive NSCLC stages IB-IIIA, llIB [T2-T3, N2b; T4, N2], and positive for ALK gene fusions)
category 1). E— - e

* Osimertinib (for patients with NSCLC positive for EGFR exon 19 deletion or L858R mutatlon)
» For patients with stage IB-IIIA, llIB (T2-T3. N2b T4, N2) NSCLC who received previous adjuvant chemotherapy or are ineligible to receive

latinum-based chemotherapy (cateqory 1)1¢ _
» For patients who received previous neoadjuvant Osimertinib * chemotherapy”

Immune CheckPomt Inhibitor Options for Patients with Resected NSCLC Tumors
« Atezolizumab '’ (for patients with 24 cm or node-positive NSCLC stages IB-IIIA, llIB [T2-T3, N2b; T4, N2] who received previous adjuvant

chemotherapy with NSCLC PD-L1 21% and no known EGFR mutations or ALK gene fusions) (category 1).

* Pembrolizumab
» For up to a year for patients with 24 cm or node-positive NSCLC stages IB-IlIA, IIIB (T2-T3, N2b; T4, N2) who received prevmus adjuvant

chemotherapy and no known EGFR mutations or ALK gene fusions (category 1) 8 The benefit for patients with PD L1 <1% is unclear.
» For up to 39 weeks for patients who received previous neoadjuvant chemotherapy + Pembrolizumab (category 1).3
« Durvalumab? (for patients who received previous neoadjuvant chemotherapy + Durvalumab and no known EGFR mutations or ALK gene

fusions) (catego 1).
« Nivolumab? (for patients who received previous neoadjuvant chemotherapy + Nivolumab and no known EGFR mutations or ALK gene

fusions) (category 1).

|2l A2 HsiTE JBUH'

NCCN Guideline (NSCLC). 2026. Version 3.
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® Alectinib, an ALK inhibitor, is an approved standard-of-care for patients with resected or advanced ALK+ NSCLC'-3
O Alectinib has demonstrated efficacy and delayed disease progression in the CNS'-3
O Long-term data show alectinib is tolerable and has a manageable safety profile'-3
® ALINA is the only positive phase lll trial of an ALK inhibitor in resectable, stage IB—IIIA (UICC/AJCC 7th edition), ALK+ NSCLC?+#
O The primary analysis showed a significant DFS benefit with alectinib vs chemotherapy (HR: 0.24; 95% CI 0.13-0.43; p<0.0001)%3

Alectinib

R L 600 mg BID Recurrence
Key eligibility criteria: 2 years Further treatments
« Resected stage IB (=4cm)-IlIA ALK+ NSC at investigator’s choi

LC per UICC/AJCC 7t edition ce and survival
* ECOGPS0-1 Platinum-based chemo follow-up
* No prior systemic cancer therapy therapy* Recurrence
N=257 Q3W; 4 cycles

Stratification factors: Primary endpoint Other endeintS
* Stage: IB (2 4cm) vs Il vs IIIA « DFS per investigator tested hierarchically: Stage II-IlIA — stage IB—IIIA (ITT) « CNS-DFS, 0OS, safety
» Race: Asian vs non-Asiant

Here, we present updated data from the ALINA study with a median follow-up of 4 years

All patients in the alectinib arm had completed 2 years of treatment with >1 year of follow-up

NCT03456076. Crossover was not permitted prior to disease recurrence. *Cisplatin + pemetrexed, cisplatin + vinorelbine or cisplatin + gemcitabine; cisplatin could be switched to carboplatin in case of intolerability. TStratification by patient race rec
orded in the interactive voice/web response system. 1. Alecensa Prescribing Information Genentech Inc. 2024; 2. Solomon et al. ESMO 2023 (LBA2); 3. Wu et al. N Engl J Med 2024; 4. Ahn et al. ESMO Asia 2023 (LBA1). ALK, anaplastic lympho
ma kinase; AJCC, American Joint Committee on Cancer; BID, twice daily; Cl, confidence interval; CNS, central nervous system; DFS, disease-free survival; ECOG PS, Eastern Cooperative Oncology Group performance status; HR, hazard ratio; |
TT, intention to treatt

0S8, overall survival; Q3W, every 3 weeks; R, randomisation; UICC, Union for International Cancer Control

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. w"u'"“

Prof. Rafal Dziadziuszko



DFS in stage lI-llIA* DFS in stage IB-IIIA (ITT)*

100 1 100 1
80 1 80 1 75.5%
Alectinib ! Alectinib
X - X 1 :
E 60 = 0 47.0%
L T 1
=) a !
40 7 : 40 1 :
Median DFS (95% ClI), months: E Chemothera Median DFS (95% CI), months: i Chemothera
NE (59.6-NE) ! i NE (NE-NE) : Py
20 41.4 (30.6-67.2) | 20 1 41.4 (30.6-NE) |
HR (95% ClI): 0.36 (0.23-0.56) ! HR (95% Cl): 0.35 (0.23-0.54) ;
0 L ] L ] L ] L ] L ] L ] L ] : L ] L ] L ] L} 0 L] L] L] L] L] L] L ] : L ] L ] L ] L}
0 6 12 18 24 30 36 42 48 54 60 66 72 0 6 12 18 24 30 36 42 48 54 60 66 72
i Time (months
No. at risk Time (months) No. at risk ( )
Alectinib 116 111 105 87 43 12 NE Alectinib 130 123 116 97 48 13 NE
Chemo 115 88 69 54 28 11 NE Chemo 127 98 77 61 33 12 NE

Median follow-up (ITT): alectinib, 48.0 months; chemotherapy, 47.4 months

DFS benefit was sustained with alectinib versus chemotherapy in the stage Il-Il1A

and stage IB-IIIA (ITT) populations

Data cut-off: 8 December 2024. DFS defined as the time from randomisation to the first documented recurrence of disease or new primary NSCLC as determined by the investigator, or death from any cause, whichever occurred first

Prof. Rafal Dziadziuszko Per UICC/AJCC Tth edition. Chemo, chemotherapy; NE, not estimable
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98.4%

100 = w — . Alectinib
80 - 92.4% Chemotherapy
~ 60 - :
X i
0 i
© 40 i
20 -
HR (95% Cl): 0.40 (0.12-1.32)
O 1 1 1 1 1 1 1 1 1 1 1 1
0 6 12 18 24 30 36 42 48 54 60 66 72
Time (months)
No. at risk
Alectinib 130 128 124 123 65 31 4
Chemo 127 115 113 111 60 28 4

Median follow-up (ITT): alectinib, 48.0 months; chemotherapy, 47.4 months

In the IB-IIIA* (ITT) population, there was a positive trend in OS with 4 years of median follow-up

Prof. Rafal Dziadziuszko Data cut-off: 8 December 2024. *Per UICC/AJCC T7th edition
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CCRTx for Un-resectable stage 11l NSCLC

JEONBUK NATIONAL UNIVERSITY HOSPITAL

CONCURRENT CHEMORADIATION REGIMENS

Concurrent Chemoradiation Regimens"ll
Preferred (nonsquamous)

« Carboplatin AUC 5 on Day 1, Pemetrexed 500 mg/m? on Day 1 every 21 days for 4 cycles; concurrent thoracic RT1:P:.¢.de

+ Cisplatin 75 mg/m? on Day 1, Pemetrexed 500 mg/m? on Day 1 every 21 days for 3 cycles; concurrent thoracic RT23:0.c.d.e.f
+ Carboplatin AUC 2; Paclitaxel 45-50 mg/m? weekly, concurrent thoracic RT4P.¢.d.€.

* Cisplatin 50 mg/m? on Days 1, 8, 29, and 36; Etoposide 50 mg/m? Days 1-5 and 29-33; concurrent thoracic RT>6bcde
Preferred (squamous)

+ Carboplatin AUC 2; Paclitaxel 45-50 mg/m? weekly, concurrent thoracic RT%P.¢.d.€.

+ Cisplatin 50 mg/m? on Days 1, 8, 29, and 36; Etoposide 50 mg/m? Days 1-5 and 29-33; concurrent thoracic RT>0.P.c.de

Consolidation Therapy for Patients with Unresectable Stage ll/lll NSCLC, PS 0-1. and No Disease Progression After Definitive Concurrent

Chemoradiation _

+ Durvalumab 10 mg/kg IV every 2 weeks or 1500 mg every 4 weeks for up to 12 months (patients with a body weight of 230 kg)7:8n
(category 1 for stage lll; category 2A for stage Il) (except tumors that are positive for EGFR exon 19 deletion or L858R mutation)

. Osimertingil? 80 mg once daily until disease progression (category 1 for stage lll; category 2A for stage Il} if EGFR exon 19 deletion or L838R
mutation®:

o]0l A12I= HSITE JBUH'

NCCN Guideline (NSCLC). 2026. Version 3. NCCN Guideline (NSCLC). 2026. Version 3.
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LAURA Phase 3 double-blind study design

Treatment duration until BICR-assessed progression
(per RECIST v1.1), toxicity, or other discontinuation c
riteria

Osimertinib 80 mg,

Patients with locally advanced, unrese

ctable stage IlI* EGFRm NSCLC with n once daily

o progression during / following defini Randomizati
tive CRT treatinent andomization Open-label osimertinib after BICR-confirmed
progression offered to both treatment armss$

2:1 (N=

Key inclusion criteria: 216)
+ 218 years (Japan: 220) ] o
« WHOPSO/1 Stratlflcat_lon by: Concu
] rrent vs sequential CRT
» Confirmed IocaIIy advanced, u Stage llIA vs stage llIB/IIIC
nresectable stage IlI* NSCLC China vs non-China Tumor assessments:

+ Ex19del / L858R*

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

Chest CT / MRI and brain MR

» At baseline, every 8 weeks to Week 48, then every
12 weeks until BICR-assessed progression

Endpoints
* Primary endpoint: PFS assessed by BICR per RECIST v1.1 (sensitivity analysis: PFS by investigator assessment)
» Secondary endpoints included: OS, CNS PFS, safety

*According to AJCC / UICC staging (8™ edition);
tConcurrent or sequential CRT comprising 22 cycles of platinum-based chemotherapy (or 5 doses of weekly platinum-based chemotherapy) and a total dose of radiation of 60 Gy +10%;
*Central or FDA-approved local testing (from a CLIA-approved laboratory, or accredited local laboratory for sites outside of USA) based on tissue;
8If deriving clinical benefit (osimertinib arm); by the judgement of treating physician (placebo arm).
y . AJCC, American Joint Committee on Cancer; BICR, blinded independent central review; CLIA, Clinical Laboratory Improvement Amendments; C v
2024 AS CO #ASC024 PRESENTED BY: Dr Su reSh S Ramallngam NS; central nervous system; CRT, chemoradiotherapy; QT,iomputed tomography; EGFRm, epidermal gror\xth chtorreceptor—mutated, AS‘ O ém;?éit%i%gfégsF
Ex19del, exon 19 deletion; FDA, Food and Drug Administration; MRI, magneticresonance imaging; NSCLC, non-small cell lung cancer; O
ANNUAL MEETING

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org S, overall survival; PFS, progression-free survival; RECIST, Response Evaluation Criteriain Solid Tumors; UIC
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LAURA statistical assumptions

* Planned sample size: ~200 patients randomized 2:1, osimertinib:placebo

Sequential multiple testing procedure

Primary analysis: PFS
Study designed with 90% power to detect a PFS HR of 0.53 at a 5% (2-sided) significance level (alpha); translating to improvement in median
PFS from 8.0 to 15.0 months; primary analysis when approximately 120 BICR-confirmed progression events had occurred

‘ If significant, recycle alpha

OS (interim and final analyses)*
Interim OS analysis at time of primary PFS analysis; final OS analysis at 60% maturity (approximately 120 deaths)

Non-statistically significant OS at interim analysis will not preclude further testing of OS

‘ If significant, recycle alpha

CNS PFS

Will be tested for significance if OS is statistically significant, either at interim or final analysis of OS

*Lan DeMets approach (that approximates the O'Brien and Fleming spending function) used to control the alpha level allocated to OS, where the alpha level applied at the interim depends upon the proportion of information available.

. ] . BICR, blinded independent central review; CNS; central nervous system; HR, hazard ratio; OS, overall AS CO AMERICAN SOCIETY OF
2024 AS( O #ASCO24 presentep By: Dr Suresh S. Ramalingam e oS o o froe sl TR A
ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER
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Progression-free survival by BICR

Median PFS, months (95% CI)

Osimertinib 39.1 (31.5, NC)
Placebo 5.6 (3.7,7.4)

PFS HR (95% Cl): 0.16 (0.10, 0.24),
p<0.001

Maturity 56%:
osimertinib 40%, placebo 86%

Probability of progression-free survival

| | | | | | | | | | | |
30 33 36 39 42 45 48 51 54 57 60 63

No. at risk Time from randomization (months)
Osimertinib 143 127 114 109 99 96 83 76 69 61 49 37 28 16 9 6 4 2 2 2 1 0
Placebo 73 59 31 25 15 10 9 6 6 4 4 3 3 3 2 1 1 0 0 0 0 0

Data cut-off: January 5, 2024.
Tick marks indicate censored data. Median follow-up for PFS (all patients): osimertinib 22.0 months, placebo 5.6 months. Median follow-up for PFS (censored patients): osimertinib 27.7 months, placebo 19.5 months.

( : i H BICR, blinded independent central review; Cl, confidence interval; HR, hazard ratio; NC, not calculable; " AMERICAN SOCIETY OF
2024 AS O #ASCOZ4 presenTeD BY: Dr Suresh S. Ramalmgam PFS, progression-free survival AS CO CLINICAL ONCOLOGY
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Progression-free survival by investigator assessment

1.0

0.9

0.8

0.7

0.6

0.5

0.4

0.3

0.2

Probability of progression-free survival

0.1

0.0

No. at risk
Osimertinib

Placebo

2024 ASCO

ANNUAL MEETING

Median PFS, months (95% CI)

Osimertinib  38.9 (26.7, NC)

Placebo 7.3 (5.5, 10.3)

PFS HR (95% CI): 0.19 (0.12, 0.29),
nominal p<0.001

Maturity 58%:
osimertinib 43%, placebo 86%

0 3 6
143 131 112
73 63 36

9 12 15 18 21 24 27 30 33 36 39

Time from randomization (months)
108 99 96 87 78 67 56 45 35 26 16
31 19 16 10 6 5 4 4 3 3 3

42 45 48 51 54 57 60 63

9 6 4 2 2 2 1 0
3 2 2 1 1 0 0 0

Data cut-off: January 5, 2024.

Tick marks indicate censored data. Median follow-up for PFS (all patients): osimertinib 22.2 months, placebo 5.7 months. Median follow-up for PFS (censored patients): osimertinib 27.6 months, placebo 22.1 months.

presenTep BY: Dr Suresh S. Ramalingam
Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org

Cl, confidence interval; HR, hazard ratio; NC, not calculable; PFS, progression-free survival " AMERICAN SOCIETY OF
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[ ] u
Progression-free survival by BICR across subgroups
Subgroup No. of events / patients | HR 95% ClI
Overall (N=216) Stratified log-rank 120 / 216 0.16 0.10,0.24
Unadjusted Cox PH 120 / 216 0.23 0.16, 0.33
Sex Male 50 / 84 [ O | 0.26 0.15,0.46
Female 70 / 132 O 0.21 0.13,0.34
Age <65 years 67 / 120 0.16 0.10, 0.26
265 years 53 / 96 0.33 0.19, 0.57
Race Asian 98 / 178 . — 0.20 0.13,0.29
Non-Asian 22 | 38 a 0.48 0.20,1.19
Smoking history Current / former (yes) 42 | 65 0.26 0.14,0.48
Never (no) 78 | 151 0.22 0.14,0.34
Stage* A 42 | 76 ' O | 0.28 0.15,0.52
B /1C 78 / 140 i 0.21 0.13,0.33
EGFR mutationt Ex19del 65 / 117 0.17 0.10, 0.29
L858R 55 / 98 0.32 0.19, 0.56
China cohort Chinese 18 / 40 NC NC NC, NC
Non-Chinese 102 / 176 —— 0.26 0.17,0.39
Chemoradiotherapy Concurrent 107 / 193 0.25 0.17,0.36
Sequential 13 / 23 NC NC NC, NC
Response to prior CRT Complete response 3 /7 NC NC NC, NC
Partial response 53 / 94 = 0.20 0.11,0.34
Stable disease 58 / 98 L 0.18 0.10,0.30
Non-evaluable 6 /17 NC NC NC, NC
0.05 0.5 1.0 5

HR for progression-free survival (95% CI)
Favors osimertinib Favors placebo

< g
Data cut-off: January 5, 2024.
Note: HRs were calculated only for subgroups with >20 events across both arms to allow for meaningful analysis. Subgroup (not prespecified) of WHO PS: PS=0 HR 0.17 (95% CI 0.10, 0.28); PS=1 HR 0.34 (95% CI 0.20, 0.56);
*Stage prior to CRT by AJCC / UICC staging (8th edition);
tCentral test of tumor tissue at screening, or local pre-existing test result; one patient in the osimertinib arm had missing EGFR mutation information.

i : AJCC, American Joint Committee on Cancer; BICR, blinded independent central review; Cl, confidence " AMERICAN SOCIETY OF
2024 ASCO #ASCOZ4 presenTep BY: Dr Suresh S. Ramallngam interval; CRT, chemoradiotherapy; EGFR, epidermal growth factor receptor; Ex19del, exon 19 deletion; AS CO CLINICAL ONCOLOGY
ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org HR, hazard ratio; NC, not calculable; PFS, progression-free survival; PH, proportional-hazards model; v\ s w | EDGE CONQUERS CANCER

UICC, Union for International Cancer Control; WHOPS, World Health Organization performance status
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Sites of new lesions by BICR
Patients with new lesions 22 | 6

Brain

Lung

Liver

Lymph nodes
Bone
Adrenal

Peritoneum / omentum

Pelvis
B osimertinib n=143
Spleen

. Placebo n=73
Other

70 60 50 40 30 20 10 0 10 20 30 40 50 60 70

Patients with new lesions (%)

Data cut-off: January 5, 2024.
Percentages based on number of patients in each treatment arm. Patients can have more than one new lesion site. Based on BICR assessments according to RECIST v1.1 and includes all new lesions at any time (including those whose RECIST progression event had been censored).

2024 ASCO #ASCO24 presenten sy: Dr Suresh S. Ramalingam BICR, blinded independent central review ASCO CAC?:?&AL%Z%%EQG?F
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Interim analysis of overall survival

* In the placebo arm, 81% of patients with BICR-confirmed progression crossed over to osimertinib

1.0 y Median OS, months (95% CI)
09 - Osimertinib 54.0 (46.5, NC)
0 Placebo NR (42.1, NC)
s :
g 07 — | OS HR (95% CI): 0.81 (0.42, 1.56),
2 p=0.530*
g 0.6 i Maturity 20%:
2 0.5 = i — } } } osimertinib 20%, placebo 21%
% i
2 04 - ; . .
o) : i i
© _ .
-g 0.3 i
o :
0.2 7 |
0.1
0.0 T T T T T T T T T T T I T T T T T T T T |

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63

No. at risk Time from randomization (months)
Osimertinib 143 142 138 135 133 130 127 115 100 86 71 59 49 37 28 19 12 9 4 2 1 0
Placebo 73 73 71 70 68 65 62 58 48 41 30 23 19 15 11 9 4 3 2 1 1 0

Data cut-off: January 5, 2024.
Tick marks indicate censored data. *For statistical significance at this interim analysis, a p-value of <0.00036 was required;
Median follow-up for OS (all patients): osimertinib 29.5 months, placebo 28.1 months. Median follow-up for OS (censored patients): osimertinib 30.9 months, placebo 28.1 months.

i H BICR, blinded independent central review; Cl, confidence interval; HR, hazard ratio; NC, not calculable; " AMERICAN SOCIETY OF
2024 ASCO #ASCOZ4 presenTeD BY: Dr Suresh S. Ramalmgam NR, not reached; OS, overall survival ASCO CLINICAL ONCOLOGY
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Conclusions

* In LAURA, osimertinib demonstrated a statistically significant and clinically meaningful improvement in PFS vs
placebo by BICR in unresectable stage Ill EGFRm NSCLC following definitive chemoradiotherapy

— Median PFS was 39.1 months (95% CI 31.5, NC) with osimertinib, 5.6 months (95% CI 3.7, 7.4) with
placebo; HR 0.16 (95% CI 0.10, 0.24), p<0.001

— PFS benefit was consistent across subgroups

» Interim OS data showed a positive trend in favor of osimertinib, despite a high proportion of patients crossing
over to osimertinib in the placebo arm (81%)

« Safety profile of osimertinib post-chemoradiotherapy was as expected and manageable

« EGFR mutation testing is critical in stage lll disease to ensure optimal outcomes for patients with
EGFRm NSCLC

Osimertinib will become the new standard of care for patients with unresectable st
age lll EGFRm NSCLC who have not progressed after definitive chemoradiotherapy

ut-o

i BICR, blinded independent central review; Cl, confidence interval; EGFR, epidermal growth factorreceptor; M Q_ @€ & Y AMERICAN SOCIETY OF
2024 ASCO #ASCO024 presenTeD BY: Dr Suresh S. Ramalingam EGFRm, EGFRmutated: HR, hazard raio: NC, not elciiie; NSGL, ror-amel sl g CCCCCCCCCCCCCCCC
ANNUAL MEETING s property of the author and ASCO. Permission required for reuse; contact permissions@asco.or
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IMPROVED TREND TOWARDS OS BENEFIT SEEN WITH

OSIMERTINIB AT UPDATED ANALYSIS

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

Osimertinib (n=143) 40 (28) 588(54.1,NC) 067 (0.40,1.14)
Placebo (n=73) 26 (36) 54.0 (42.1,NC) p=0.140
31% maturity

70%

.
-,

152%

Probability of overall survival

0.1- ;

' '
1
0.0 1 1 1 1 Ll T T I I T 1 1 1 1 3 T T T Ll Ll T T 1 1 1

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75
No. at risk Time from randomisation (months)

Osimertinib 143 142 138 135 133 130 129 128 125123 112 99 89 73 62 49 40 29 18 1 6 4 2 1 1 0
Placebo 73 73 71 70 68 65 64 63 62 60 56 44 35 26 23 15 11 10 7 5 3 2 2 1 0 O

« 55/69 (80%) patients who discontinued study treatment in the placebo group received subsequent treatment with a 3rd-gen EGFR-TKI*

DCO: 29 November 2024

Suresh 8. Ramalin Tick marks indicate censored data
o Medsan follow-up for OS (all patents): osimertind 39 4 months, placebo 35.2 months. Median foliow-up for OS (cerscred patients}: csimertni 42.6 months, placebo 375 monés.

*Anydne

Content of this presentation is copynight and responsibility of the author. Permission is required for re-use. Ci, confidence nterval DCO, data cut-off ger, generation; HR, hazard ratio; NC, not calkculsble; 03, overall sunvival



CONCLUSIONS

* The updated OS analysis from LAURA demonstrates an improved favourable trend for OS benefit with
osimertinib over placebo

— This was seen despite the high proportion of patients in the placebo group receiving subsequent
treatment with a 3rd-generation EGFR-TKI post-treatment discontinuation (80%)

 Clinically meaningful improvements were observed with osimertinib over placebo in the post-progression
outcomes TFST, PFS2 and TSST

Osimertinib after definitive chemoradiotherapy is the new standard of care for

patients with unresectable stage lll EGFRm NSCLC

Suresh S. Ramalingam

. - E . R EGFRm, epdermal growth factor receptor-mutated, NSCLC. non-small cell lung cancer, 05, overall survival
Content of this presentation is copynight and responsibility of the author. Permission is required for re-use PFS2. second progression-ree sunival; TFST, time to first subsaquent treatment; TSST, time 10 second subsequent treatmant



Treatments of advanced NSCLC

JEONBUK NATIONAL UNIVERSITY HOSPITAL

» Progression—>

Progression——»

Progression——

» Progression—>

EGFR EXON 19 DELETION OR FIRST-LINE THERAPYY
L858R MUTATION'
Preferred
Osimertinib"¥W (category 1)
(Carboplatin or Cisplatin)/Osimertinib/
Pemetrexed (nonsquamous) (category 1)
or
EGFR mutation Lazertinib + Amivantamab-vmjw (category 1)**
discovered
prior to first-line Useful in Certain Circumstances
systemic therapy AfatinibWVW (category 1)
or DacomitinibW¥ (category 1)
or Erlotinib%W (category 1)
EGER exon or Erlotinib + Bevacizumab
19 deletion or Erlotinib + Ramucirumab
or L858R or GefitinibWW (category 1)
mutation or LazertinibWW >
zz,aaa
EGFR mutation and start therapy as noted above
discovered during or Py
:;]rz’;;]lme systemic add Osimertinib to (Carboplatin or _
Py Cisplatin)/Pemetrexed (nonsquamous) i

Progression—

Progression —

NCCN Guideline (NSCLC). 2026. Version 3.

Subsequent Therapy
(NSCL-22)

Systemic Therapy,
Subsequent (NSCL-K 5 of 6)

Subsequent Therapy
(NSCL-22)

Subsequent Therapy
(NSCL-23)

Subsequent Therapy
(NSCL-22)

Systemic Therapy,
Subsequent (NSCL-K 5 of 6)

o]0l A12I= HSITE JBUH'



MARIPOSA : Amivantamab + Lazertinib vs Osimertinib

JEONBUK NATIONAL UNIVERSITY HOSPITAL

MY
2023

Serial brain MRIs were required for all patients

/ Key Eligible Criteria \ . - Primary endpoint of progression-free
* Locally advanced or Amivantamab + Lazertinib survival (PFS) by BICR per RECIST v1.1:

metastatic NSCLC
(n=429; open-label)
* Treatment-naive for = Amivantamab+lazertinib vs osimertinib
advanced disease Py
)
) E;;“d”;fg:i‘gg? < . ” Secondary endpoints of
8 Osimertinib Amivantamab+lazertinib vs osimertinib
* ECOGPSoor1 © - . hii
g (n_429) bllnded) *  Overall survival (OS)
Strafication Factors
et '§ *  Objective response rate (ORR)
° i 0
(Ef::dr:]u;ftlg;gtg;)e e *  Duration of response (DoR)
. 5 . . *  PFS after first subsequent therapy (PFS2)
* Asian race (yes or no) R Lazertinib

*  Symptomatic PFS

* History of brain

\ metastases (yes or no)/

(n=216; blinded)

. Intracranial PFS

*  Safety
Dosing (in 28-day cycles)

* Amivantamab: 1050mg (1400mg =if 8okg) weekly for the first 4 weeks, then every 2 weeks

* Lazertinib: 240mg daily

* Osimertinib: 8omg daily

o]0l A12I= HSITE JBUH'

Cho BC, et al. Oral presentation at ESMO 2023 (Abstract LBA14)



MARIPOSA : PFS (by BICR)

Progression-free survival

100 =

80

60 -

Patients who are progression-free (%)

Median PFS

Median follow-up: 22.0 months (95% CI)

JEONBUK NATIONAL UNIVERSITY HOSPITAL

Amivantamab + Lazertinib
Osimertinib

23.7 mo (19.1-27.7)
16.6 mo (14.8-18.5)

PFS Benefit across Predefined Subgroups

Events/N

HR, 0.70 (95% CI, 0.58-0.85); P<0.001

L‘_h‘_ﬁ.l_l_l_l Amivantamab + Lazertinib

40 4
u_H'_"—"—' Osimertinib
20 =
0 | | T T | ] | T 1

No. at risk
Amivantamab + Lazertinib 429 391 357 332 291
Osimertinib 429 404 358 325 266

15 18
Months
244 194
205 160

106 60 33 8 0
90 48 28 10 0

BICR, blinded independent central review; Cl, confidence interval; HR, hazard ratio; mo, months; PFS, progression-free survival.

Cho BC, et al. N Engl J Med 2024;391(16):1486-1498

_ Favors ors Amivantamab +

Subgroup __ Amivantamab + Lazertinib 4—}— Osimertinib HR (95% C) Lazertinib Osimertinib
All randomized patients HH i 0.70(0.58-0.85) 192/429 2521429
Age category 1

<65 years HOH | 0.50(0.39-0.65) 04/235 153/237

=65 years HoH 1.06 (0.80-1.41) 98/194 99/192

<75 years HH | 0.70(0.57-0.85) 165/378 2201376

=75 years —a- 0.77(0.46-1.30) 27151 32/53
Sex 1

Female HOHI 0.70 (0.55-0.90) 1121275 1401251

Male o 0.74 (0.55-0.98) 80/154 1121178
Race [

Asian HOH | 0.67 (0.52-0.86) 105/250 144/251

Non-Asian i 0.75(0.56-0.99) 85117 108/177
Weight category :

<80kg H8H 0.70(0.57-0.86) 161/376 209/368

=80 kg —& 0.77(0.48-1.22) 31/53 43/61
ECOGPS |

0 —e-H 0.79(0.56-1.12) 56/141 76/149

1 HH | 0.66(0.52-0.82) 136/288 176/280
History of smoking 1

Yes (e 0.78 (0.56-1.08) 67/130 79/134

No HOH | 0.67(0.53-0.84) 125/299 173/295
History of brain metastases |

Yes o 0.69(0.53-0.92) 94/178 111172

No |-.-|: 0.69(0.53-0.89) 98/251 1417257
EGFR mutation 1

Ex19del O | 0.65(0.51-0.85) 101/257 142/257

L858R @ 0.78(0.59-1.02) 90171 1101172

0.1 1 10

o]0l A12I= HSITE JBUH'



MARIPOSA : Overall Survival

JEONBUK NATIONAL UNIVERSITY HOSPITAL

elCC ¢ European Lung
Cancer Gongress 2025

100

Median OS
(95% CI)
Amivantamab + lazertinib Not reached (42.9-NR)
0 Osimertinib 36.7 mo (33.4-41.0)
i 75%
HR, 0.75 (95% CI, 0.61-0.92); P<0.0052
60%
60 =

Amivantamab + lazertinib

44%, Osimertinib
OS was significantly longer with amivantamab + lazertinib

Participants who are surviving (%)

OS curves continue to widen over time with a projected
>1-year median OS benefit*

Median follow-up: 37.8 mo

0 n L] n n n L] L] L] n L n L] L] L] n n L] L] L |
0 3 6 e 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 a7 60
Mo. at risk Months
Amivantamab + lazertinib 429 ap4 380 383 375 363 343 328 310 287 277 232 168 1m &1 18 1 i
Osimertinb 429 418 409 396 374 354 333 31 281 270 251 201 132 &7 49 15 0 i

*Based on an exponential distribution assumption of OS in both arms, the improvement in median OS is projected to exceed 1 year.

Note: Last participant was enrolled in May 2022. Clinical cutoff date was December 4, 2024. In total, 390 deaths had occurred in the amivantamab + lazertinib (173 deaths) and osimertinib (217 deaths) arms.
aP-value was calculated from a log-rank test stratified by mutation type (Ex19del or L858R), race (Asian or Non-Asian), and history of brain metastasis (present or absent). Hazard ratio was calculated from a stratified Cox regression model.

o=l A12I= HSITE JBUH'

Yang JC, et al. N Engl J Med. Sep 6, 2025; Yang JC, et al. ELCC 2025



MARIPOSA : Overall Survival in Predefined Subgroups

JEONBUK NATIONAL UNIVERSITY HOSPITAL

Yang JC, et al. ELCC 2025

PFS
Favors Eavors Favors Favors
Subgroup Amivantamab + lazertinib 4— » Osimer]  Subgroup Amivantamab + Lazertinib Osimertinib HR (95% CI)
All randomized participants |_._|I All randomized patients HH i 0.70 (0.58-0.85)
Age category Age category ]
<65 years —@— 1 <65 years HOH 0.50 (0.39-0.65)
265 years lg— =65 years - 1.06 (0.80—1.41)
<75 years @il <75 years HH | 0.70 (0.57-0.85)
275 years —a1— =75 years I—.—:—| 0.77 (0.46—1.30)
Sex | Sex !
Female —@—i Female H@H 0.70 (0.55-0.90)
Male —e Male | 0.74 (0.55-0.98)
Race I Race :
Asian I—Q—‘ Asian H@H : 0.67 (0.52-0.86)
MNon-Asian |—.—I Mon-Asian I—.—I 0.75 (0.56-0.99)
Weight category Weight category !
<80 kg <80 kg HOH | 0.70 (0.57-0.86)
>80 kg >_.tt >80 kg — @ 0.77 (0.48-1.22)
ECOG PS 1 ECOG PS :
0 - el 0 1 0.79 (0.56-1.12)
1 —@— | 1 HOH 0.66 (0.52-0.82)
History of smoking [ History of smoking I
Yes —@—H Yes @ 0.78 (0.56-1.08)
No . No L | 067 (0 53-0 84)
History of brain metastases I History of brain metastases !
Yes —o—, Yes H@-! 0.69 (0.53-0.92)
No I—.—I| No - : 0.69 (0.53-0.89)
EGFR mutation EGFR mutation ]
Ex19del —e | Ex19del 5 : 0.65 (0.51-0.85)
L858R L858R = =) 0.78 (0.59-1.02)
|

Yang JC, et al. N Engl J Med. Sep 6, 2025;

o]0l A12I= HSITE JBUH'



FLAURAZ2 : Osimertinib + Chemotherapy vs Osimertinib

JEONBUK NATIONAL UNIVERSITY HOSPITAL
2023 World Conference

IASLC | M8

O ﬁh on Lung Cancer
Safety run-in period (N:SO)
Published in ESMO Open, 20217

Osimertinib 80 mg (QD)

+ pemetrexed 500 mg/m?

+ carboplatin AUC5 Maintenance
Patients with untreated locally or cisplatin 75 mg/m? osimertinib 80 mg (QD)
. (Q3W for 4 cycles for + pemetrexed (Q3W)t
advanced / metastatic EGFRm NSCLC Stratification by: platinum-based Followsup:
Key inclusion criteria: * Race (Chinese Asian / L) « RECIST 1.1 assessment at

. Aged 218 years (Japan: 220 years) = non-Chinese Asian/  _ . 6and 12 weeks, then every
« Pathologically confirmed non-Asian) Randomization 12 weeks u_ntil R_ECIS_T 11

non-squamous NSCLC » EGFRm (local / 1:1 (N=557) defined rgdlologlcal d|§ease
+ Ex19del / L858R (local / central test) central test) izl i e
. WHOPS 0/ 1 - WHOPS (0/1) Osimertinib 80 mg (QD) Sl s sl
» No prior systemic therapy for advanced

NSCLC « Primary endpoint: PFS by investigator assessment per RECIST 1.1#

« Stable CNS metastases were allowed*

‘ _ « Sensitivity analysis: PFS by BICR assessment per RECIST 1.1
+ Brain scans at baseline (MRI/ CT)

« Secondary endpoints: OS, ORR, DoR, DCR, HRQoL, safety (AEs by CTCAE v5) and PFS2#

*Not requiring steroids for at least two weeks; TPemetrexed maintenance continued until a discontinuation criterion was met; *Efficacy analyses in the full analysis set, defined as all patients randomized to study treatment regardless
of the treatment actually received, and safety analyses in the safety analysis set, defined as all randomized patients who received =1 dose of study treatment — one patient who was randomized to osimertinib plus platinum-pemetrex
ed received only osimertinib and was therefore included in the osimertinib monotherapy safety analysis set; $The study provided 90% power to demonstrate a statistically significant difference in PFS assuming HR=0.68 at 5% two-si
ded significance level

AE, adverse event; AUC, area under curve; BICR, blinded independent central review; CNS, central nervous system; CT, computed tomography; CTCAE, Common Terminology Criteria for Adverse Events; DCR, disease control rat
e; DoR, duration of response; EGFRm, epidermal growth factor receptor-mutated; EGFR-TKI, EGFR-tyrosine kinase inhibitor; Ex19del, exon 19 deletion; HR, hazard ratio; HRQoL, health-related quality of life; MRI, magnetic resona
nce imaging; NSCLC, non-small cell lung cancer; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; PFS2, second progression-free survival; QD, once-daily; Q3W, every 3 weeks; RECIST, Respon

se Evaluation Criteria in Solid Tumors; WHO PS, World Health Organization performance status

o]0l A12I= HSITE JBUH'

Planchard D et al. NV £Eng/ J Med. 2023;389(21):1935-1948.



FLAURA?2 : Investigator-Assessed PFS

JEONBUK NATIONAL UNIVERSITY HOSPITAL

1.0
0.9 4
0.8
0.7 4
0.6
0.5
0.4 +
0.3 4

PFS per IA

Probability of PFS

[ . L L .

Osimertinib
(n=278)

Osimertinib +
platinum-

Efficacy

pemetrexed?
(n=279)

25.5 (24.7-NC)
0.62 (0.49-0.79); p<0.0001

mPFS months (95% ClI)
HR (95% CI)°

16.7 (14.1-21.3)

Median follow up for
PFS2, months (range)

Overall maturity: 51%

19.5 (0-33.3)  16.5 (0-33.1)

0.2
0.1 - = Osi+CT == Osi
0 I I | | I | | I | I |
0 3 6 9 12 15 18 21 24 27 30 33 36
No. at risk: Time from randomization (months)
Osi+CT 279 255 241 225 207 187 165 133 84 42 21 3 0
Osi 278 246 227 203 178 148 119 94 67 48 21 1 0

DCO: April 03, 2023. Note: CT therapy includes cisplatin or carboplatin with pemetrexed. 2In all patients.

Cl = confidence interval; CT = chemotherapy; DCO = data cut-off; EGFRm = epidermal growth factor receptor mutation-positive; HR = hazard ration; mPFS = median progression-free survival; NC = not calculable.; NSCLC = non-small cell

lung cancer; PFS = progression-free survival. NSQ=non squamous

Planchard D et al. N Engl J Med. 2023;389(21):1935-1948.

o]0l A12I= HSITE JBUH'



FLAURAZ : PFS@ Benefit according to EGFRm Type

JEONBUK NATIONAL UNIVERSITY HOSPITAL

1.0 A Ex19del
»w 0.84 "
& a&
l"6 0.6_ ||6
g )
8 3 0.2-
2 024 | = ositcT = Osi & == Osi+CT == Osi
0 T | T T T T T T T 1 T 1 0 I 1 1 I 1 1 1 1 1 1 | 1
0 3 6 9 12 15 18 21 24 27 30 33 36 O 3 6 9 12 15 18 21 24 27 30 33 36
Time from randomization (months) Time from randomization (months)
No. at risk: No. at risk:
Osi+CT B 172 159 150 142 131 120 103 86 53 23 9 3 0 Osi+CTH 106 95 91 83 76 67 62 47 31 19 12 0 0
Osi W 169 152 144 135 117 96 79 63 48 33 16 1 0 Osi B 107 92 82 68 61 52 40 31 19 15 5 0 0
Efficacy in Ex19del Osimertinib + Osimertinib Efficacy in L858R Osimertinib + Osimertinib
platinum-pemetrexed (n=169) platinum-pemetrexed (n=107)
(n=172) (n=106)
mPFS, months (95% Cl) 27.9 (25.1-NC) 19.4 (16.5-27.6) mPFS, months (95% CI) 24.7 (19.5-27.4) 13.9 (11.1-19.4)
HR (95% CI) I 0.60 (0.44-0.83) I HR (95% ClI) I 0.63 (0.44-0.90) I

DCO: April 03, 2023. Note: CT includes cisplatin or carboplatin with pemetrexed. 2lnvestigator assessed.

Cl = confidence interval; CT = chemotherapy; DCO = data cut-off; EGFRm = epidermal growth factor receptor mutation-positive; Ex19del = exon 19 deletion; HR = hazard ratio; mPFS = median progression-free survival; NC =
non calculable; PFS = progression-free survival.

— e +
ol=ul £'=I= dlolLt JBUH
Planchard D et al. N Engl J Med. 2023;389(21):1935-1948.



FLAURAZ2 : PFS? Benefit according to CNS mets

JEONBUK NATIONAL UNIVERSITY HOSPITAL

1.0 With CNS metastasis 1.0 Without CNS metastasis
7]
e w 0.8~
- 5
5 % 04
2 g 77
¥ o
2 osi ) a 0.2- ) .
a == Osi+CT === QOsi == Osi+CT == Osi
0 1 1 1 1 1 1 1 1 1 1 1 1 0 1 1 1 1 1 1 1 1 1 1 1 1
0O 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
Time from randomization (months) Time from randomization (months)
No. at risk: No. at risk:
Osi+CTH 116 101 98 93 84 77 70 58 34 19 8 2 0 Osi+CTH 163 153 143 132 123 110 95 75 50 23 13 1 0
Osill 110 95 74 73 60 50 37 32 21 13 5 1 0 Osi 168 151 143 130 118 98 82 62 46 35 16 0 O
Efficacy with CNS Osimertinib + Osimertinib Efficacy without CNS Osimertinib + Osimertinib
metastases platinum-pemetrexed (n=110) metastases platinum-pemetrexed (n=168)
(n=116) (n=163)
mPFS, months (95% CI) 24.9 (22.0-NC) 13.8 (11.0-16.7) mPFS, months (95% ClI) 27.6 (24.7-NC) 21.0 (16.7-30.5)
HR (35% CI) I 0.47 (0.33-0.66) I HR (85% CI) | 0.75 (0.55-1.03) |

DCO: April 03, 2023. Note: CT include cisplatin or carboplatin with pemetrexed. 2Investigator assessed.

Cl = confidence interval; CNS = central nervous system; CT = chemotherapy; DCO = data cut-off; HR = hazard ratio; NC = non calculable; PFS = progression-free survival

— e +
2l=ul 421= ol JBUH
Planchard D et al. N Engl J Med. 2023;389(21):1935-1948.
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Median OS with osi + CTx was 47.5 months

No. events / Median OS,
no. patients (%) months (95% CI)

B oOsi+CTx 144 /279 (52) 47.5 (41.0, NC)
1.0 =
- S 2 years B osimono 171/278(62)  37.6(33.2,43.2)
\\. ) 80% HR (95% CI) 0.77 (0.61, 0.96); p=0.02
0.8 : 3 years
63%
8 =) 4 years
O o8- | i y
° I I 49%
:E. | ' _ 0
3 I 51%1
8 04— ' ' : HHy
2 l l 41% |
| | |
| | I
0.2 — | | 1
| | |
Median follow-up (censored patients), months (range): : : :
Osi + CTx 51.2 (0.2-60.4); Osi mono 51.3 (0.1-60.1) I I I
0.0 I I I I I I I | I I I I I I I ! I I I I |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
Time from randomisation (months)
No. at risk
B 27 267 258 253 245 240 236 226 218 202 196 183 170 158 143 123 105 71 36 16 1 0
B 278 267 260 257 252 245 229 214 195 180 165 152 137 131 118 103 93 61 38 16 1 0

D. Planchard. First-line Osimertinib + Chemotherapy Versus Osimertinib Monotherapy in EGFRm Advanced NSCLC:
FLAURA2 Final Overall Survival

Data cut-off: 12 June 2025.
Tick marks indicate censored data. A two-sided P value of <0.04953 was considered to indicate statistical significance at this final OS analysis.
Cl, confidence interval; CTx, chemotherapy; HR, hazard ratio; mono, monotherapy; NC, not calculable; osi, osimertinib; RECIST, Response Evaluation Criteria in Solid Tumors
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fnxoow

2 Osi + CTx Osi mono 5
Subgroup (Events / patients)  (Events / patients) HR (95% Cl)
o Stratified log-rank 144/ 279 171/ 278 Ll 0.77 (0.61, 0.96)

HAUOIS Unadijusted Cox PH 144 / 279 171/278 —a— ! 0.76 (0.61, 0.95)
Sos Male 65/ 106 72 /109 ——— 0.84 (0.60, 1.17)
Female 79/173 99/ 169 —a— 0.71 (0.53, 0.96)
Asian Chinese 34 /71 39/69 : = i | 0.76 (0.48, 1.20)
Racet Asian non-Chinese 65/107 66 /107 e E— 1.00 (0.71, 1.40)
Non-Asian 45/101 66 /102 : - ! 0.56 (0.39, 0.82)
) Central 65/ 121 73/119 —— 0.81 (0.58, 1.14)
EGER.mutation testmethod. i 79/ 158 98 /159 — I | 0.73 (0.54, 0.98)
, <65 years 80 /174 95/ 166 —— 0.71 (0.53, 0.95)
Aige 8t screstiing 265 years 64 /105 76/ 112 — 0.87 (0.63, 1.22)
— Yes 52/ 91 60 / 97 ; — - 0.83 (0.57, 1.20)
g ey No 92/188 111/ 181 A— 0.73 (0.55, 0.96)
, Ex19del 78 /172 95/ 169 N | 0.76 (0.56, 1.02)
¥
EOER mutatonityne L858R 66 /106 741107 - IF 0.76 (0.55, 1.07)
0 471101 55 /102 : - L. 0.82 (0.55, 1.20)
nhHePa 1 97 /178 116 /176 i 0.73 (0.56. 0.96)
_ Yes 71/116 79/110 — 0.72 (0.52, 0.99)
NS status af baseline No 73/163 92/168 S | 0.77 (0.57, 1.05)
I | I |
0.2 0.5 1 2 3
Favours osi + CTx « » Favours osi mono
[ OS benefit was consistent across predefined subgroups ]

Data cut-off: 12 June 2025.

*Two additional subgroups performed to fulfil regulatory requirements for diagnostics are not included: EGFR mutations by central cobas® tissue test and EGFR mutations by central cobas® ctDNA test;

fRace was reported by the patient; *For EGFR mutation type, patients with both Ex19del and L858R were included in the Ex19del group.

D. Planchard. First-line Osimertinib + Chemotherapy Versus Osimertinib Monotherapy in EGFRm Advanced NSCLC: Cl, confidence interval; CNS, central nervous system; CTx, chemotherapy; EGFR, epidermal growth factor receptor; Ex19del, Exon 19 deletion; HR, hazard ratio;
FLAURAZ Final Overall Survival mono, monotherapy; OS, overall survival; osi, osimertinib; PH, proportional hazard; WHO PS, World Health Organization performance status
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Safety

Since the primary analysis'(>2 years additional follow-up):

- No new safety signals observed
— AEs leading to discontinuation of osi remained low

— No new treatment-related deaths observed with osi + CTx
(vs 1 with osi mono)

AE summary o(:'=';;5")°

AE any cause, n (%)
Any grade 276 (100) 269 (98)
Grade 23 193 (70) 94 (34)
Serious 126 (46) 75 (27)
Outcome of death 22 (8) 10 (4)

Considered possibly related to treatment 5(2) 2(1)

Leading to discontinuation of osi 34 (12) 20 (7)
Leading to discontinuation of pemetrexed 137 (50) NA
Leading to discontinuation of platinum 46 (17) NA

D. Planchard. First-line Osimertinib + Chemotherapy Versus Osimertinib Monotherapy in EGFRm Advanced NSCLC:
FLAURAZ Final Overall Survival

Anaemia

Diarrhoea

Nausea

Decreased appetite
Constipation

Rash

Fatigue

Vomiting
COVID-19t
Stomatitis
Paronychia
Neutropenia
Neutrophil count decreased
ALT increased

Dry skin

Most common AEs*

[ 20 | 28 10 ] 1
Y | 43 42 | <1
1] 42 12 |
Y | 29 10 ] 1
<1 | 32 1 |
1] 29 2 |
s 26 1 | <1
| 28 7] <
1l 25 17 |
«| 25 18 |<1
1|25 27 ]«
Osi + CTx 3 nzs 1 Osi mono
Mowo CEEEE[E. Qo
B Grade 4 2 19 8]
[ 20 25
60 40 20 0 20 40 60

Patients with AE (%)*

Data cut-off: 12 June 2025.

1. Planchard D, et al. N Engl J Med 2023;389:1935-1948; 2. Planchard et al. ESMO Open 2021;6:100271.
*Reported in 220% of patients in either treatment arm; 'One Grade 5 AE of COVID-19 was reported in the osimertinib plus platinum-pemetrexed arm.
AE, adverse event; ALT, alanine aminotransferase; CTx, chemotherapy; mono, monotherapy; NA, not applicable; osi, osimertinib
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Conclusions

» First-line osi + CTx demonstrated a statistically significant and clinically meaningful improvement in OS versus osi mono

— OS HR: 0.77; 95% CI (0.61, 0.96); p=0.02
— Median OS with osi + CTx was 47.5 months — longest reported in a global phase |l study showing OS benefit in this population’

— Observed OS benefit was consistent across pre-defined subgroups

* Osi+ CTx arm had a long CTx-free period — median treatment duration was 30.5 months for osi and 8.3 months for pemetrexed

* In both arms, CTx was the most common first subsequent treatment
— CTx rechallenge, primarily with platinum doublet, was the most common treatment after osi + CTx

— OS benefit with osi + CTx was seen despite SoC CTx being the most common treatment after osi mono

» With 2 years additional follow up since the primary analysis, the safety profiles remained as expected and manageable

These compelling OS results from FLAURA2 confirm osimertinib-plus-chemotherapy
as a first-line standard-of-care treatment in EGFRm advanced NSCLC

1. Ramalingam et al. N Engl J Med 2020,382:41-50.
Note: A two-sided P value of <0.04953 was considered to indicate statistical significance at this final OS analysis.
CTx, chemotherapy; EGFRm, epidermal growth factor receptor-mutated; mono, monotherapy; NSCLC, non-small cell lung cancer;

D. Planchard. First-line Osimertinib + Chemotherapy Versus Osimertinib Monotherapy in EGFRm Advanced NSCLC:
OS, overall survival; osi, osimertinib; SoC, standard of care

FLAURAZ Final Overall Survival



What is the tradeoff with upfront combination therapy ?

JEONBUK NATIONAL UNIVERSITY HOSPITAL

Osimertinib

Osimertinib-Pemetrexed-Platinum

Amivantamab-Lazertinib

Study

Efficacy

Side effects
(all grades)

FLAURA

PFS 18.9 m
0S 386 mvs 31.8m

Diarrhea 42%
Rash 22%
Paronychia 27%
Neutropenia 4%
Anemia 11%

FLAURAZ2

PFS 25.5 m
0OS 47.5mvs 37.6 m (HR 0.77)

Diarrhea 46%

Rash 30%

Paronychia 26%
Neutropenia 25%
Anemia 48%

Creatinine increase 14%

MARIPOSA

PFS 23.7 m
OS NR vs 36.7 m (HR 0.75)

Diarrhea 32%

Rash 64%

Paronychia 69%

Infusion related reaction 65%
Peripheral edema 38%
Venous thromboembolism 40%
Anemia 27%

Schedule

Daily oral tablet
Visit every 2-3 months

Daily oral tablet,
Iv infusion once every 3 weeks

Daily oral tablet,
lv infusion once per week for first
4weeks; once every 2 weeks thereafter

Finance

*Data are not from head-to-head trials and should not be directly compared.

Daniel Tan WCLC 2025

$$

5588

— e +
Ramalingam SS, N Engl J Med. %E@(# -% IA&MT&JIQWOZS

Yang JC, etal. N Engl J Med. Sep 6, 2025



Target therapy for advanced or metastatic dz

JEONBUK NATIONAL UNIVERSITY HOSPITAL

PRINCIPLES OF BIOMARKER-DIRECTED THERAPY FOR ADVANCED OR METASTATIC DISEASE

EGFR Exon 19 Deletion

or L858R Mutation

* First-line therapy

» Afatinib’

» Erlotinib?

» Dacomitinib®

» Gefitinib*®

» Osimertinib®

» (Carboplatin or Cisplatin)/
Osimertinib/Pemetrexed
(nonsquamous)’

» Erlotinib + Ramucirumab®

» Erlotinib + Bevacizumab
(nonsquamc~us)9

» Lazertinib + Amivantamab-vmjw°

» Lazertinib1?

Subsequent therapy

» Osimertinib'!

» Carboplatin/Pemetrexed
+ Amivantamab-vmjw
(nonsquamous)?

» Datopotamab deruxtecan-dink
(nonsquamous)3

» Lazertinib + Amivantamab-
vmjw 1418

EGFR S768l. L861Q. and/or G719X

Mutations
* First-line therapy
» Afatinib!.18
» Erlotinib?
» Dacomitinib®
b Gefitinib%5
» Osimertinib®17

@ For agents with a similar mechanism of action, it is not recommended to switch between these drugs at the time of progression.

Order does not imply preference. This is a listing for references.

EGFR S768I, L861Q. and/or G719X

ALK Gene Fusion (continued)

Mutations (continued)

* Subsequent therapy
» Osimertinib'!
» Datopotamab deruxtecan-dink
(nonsquamous)™?

« Subsequent therapy
b Alectinib3%31
» Brigatinib32
» Ceritinib33
» Ensartinib®*

» Ceritinib26

» Crizotinih23:27
» Ensartinib2®

» Lorlatinib2®

NCCN Guideline (NSCLC). 2026. Version 3.

» Dabrafenib/Trametinib?3.44
» Binimetinib/Encorafenib?2

NTRK1/2/3 Gene Fusion

« First-line/Subsequent therapy
» Larotrectinib®®
» Entrectinib4®
» Repotrectinib¥

MET Exon 14 Skipping Mutation?
« First-line therapy/Subsequent
therapy
» Capmatinib®
» Crizotinib*®
» Tepotinib®®

RET Gene Fusion

* First-line thera|g¥
» Selpercatinib
» Pralsetinib®2

* Subsequent therapy
» Cabozantinib33>4

ERBB2 (HER?2) Mutation?
* Subsequent therapy
» Fam-trastuzumab
deruxtecan-nxki®®
» Ado-trastuzumab emtansine
» Zongertinib®’
» Sevabertinib®®

56

NRG1 Gene Fusion
« Subsequent therapy
» Zenocutuzumab-zbco®?

HER2-positive [HC 3+
« Subsequent therapy

» Fam-trastuzumab
deruxtecan-nxki®0

HGFR (MET) (250% IHC 3+
and EGFR wild-type)
* Subsequent therapy
» Telisotuzumab vedotin-tliv
(nonsquzaamc:»us)61

References

o=l A12I= HSITE JBUH'



NCCN Guidelines (NSCLC) ver3. 2026
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EGFR EXON 20 INSERTION MUTATION™
FIRST-LINE THERAPY

Carboplatin/

SUBSEQUENT THERAPYYY

Systemic

lSunvozertinib I|

or
Systemic Therapy,

Pemetrexed +

Amivantamab-vmjw"V"YY [— Progression
(nonsquamous)

(category 1) (preferred)

Y

Subsequent (NSCL-K 5 of 6)

Therapy,
Subsequent
(NSCL-K 5 of 6)

»Progression—>

Amivantamab-vmjwYY

EGFR exon Progression >or
20 insertion
mutation

or

— ] ]
I Sunvozertinib I
rogrlessmn

If not received previously,

C ’ Systemic
Amivantamab-vmjwYY . Therapy,
Systemic Therapy  |Tumor — o .. —*Progression—> Subsequent
(NSCL-K 1 of ) —|response Sunvozertinib (NSCL-K 5 of 6)
evaluation — |or
Systemic Therapy,
Subsequent (NSCL-K 5 of 6)

1l .
Progression

Progression—

Response 4-6 Tumor

or stable cycles |—»=|response

disease (total)!l evaluation Response
or stable |—
disease

NCCN Guideline (NSCLC). 2026. Version 3.

|

|—» Progression

Amivantamab-vmjwYY
or
Sunvozertinib

Maintenance
Therapy
(NSCL-K 4 of 6)

o]0l A12I= HSITE JBUH'
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A Multinational Phase 2 Randomized Pivotal
Study of Sunvozertinib in Pretreated NSCLC
with EGFR Exon 20 Insertion Mutations

Pasi A. Jinne!, Mengzhao Wang2 , Ludovic Doucet?, Yun Fan®, Dongqing Lv3, Meili Sun® Dingzhi
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Introduction and Study Design

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

* WU-KONGI Part B (WU-KONGI1B, NCT03974022) 1s a multinational phase 2 dose randomized pivotal study of
sunvozertinib in platinum pretreated NSCLC with EGFR exon20ins. Sunvozertinib was approved by US FDA under
accelerated approval, supported by WU-KONG1B study.

* Here we report the latest results of WU-KONGI1B study in dose randomization cohorts.

* Locally advanced or

metastatic NSCLC
* Confirmed EGFR
exon20ins in tumor — Fonge | Continuous dosing
tissues by local or Sme 0D Continuous dosing until discontinuation
sponsor designated bl I:> until discontinuation |:> criteria were met
laboratory testing criteria were met
* ECOGPSof0Oorl | CohoD: Primary Endpoint: |
* Prior treated with 300 mg, QD R e S
platinum-based Secondary Endpoints:
chemotherapy * DoR by BICR (key secondary
*Randomization ratio 1:1, and stratified by 1) baseline brain metastasis; 2) number of prior treatment regimens. endpoint), investigator assessed
"According to RECIST 1.1. Tumor assessment every 6 weeks from C1D1 until progression. ORR and DOR, etc.

ORR: objective response rate; DoR: duration of response: BICR: Blinded Independent Central Review: QD: once daily.
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Tumor Response Per BICR é‘o:':sg) (m ':g)
Confirmed ORR (%, 97.5% CI) 45.9 (33.6, 58.5) 47.2 (35.1, 59.5) I
Disease Control Rate (%, 97.5% CI) 89.4 (79.6, 95.6) 92.1(83.3,97.2)
Best Overall Response (n, %)

Complete Response 5(5.9) 3(34)

Partial Response 34 (40.0) 39 (43.8)

Stable Disease 37 (43.5) 40 (44.9)

Progressive Disease 6(7.1) 5(5.6)

Not Evaluable 3(3.5) 2(2.2)
Median DoR (months, 95% CT) 11.1 (8.2, NE) 13.8 (8.3, NE)
Median PFS (months, 95% CI) 8.4 (6.8, 13.9) 7.7 (6.0, 9.8)
Subgroup Analysis of Confirmed ORR (%)

Prior Amivantamab Treatment i il o

Without 493 48.1

Baseline Brain Metastasis b 20 228

Without 51.6 45.6

Data cut-off date: December 2, 2024,

BICR: Blinded Independent Central Review; ORR: Objective Response Rate: DoR: duration of response: PFS:
Progression Free Survival, CI: Confidence Interval: NE: Not Estimable.

#WCLC25
fin X9 awn

Bt Tt b B e o)

B :
H=
caco

~100

B Vo € Baag § o B

[Trestient Gromp: 300 mg-Rand {n = 501

TXTT 22 7 A d PR & Sl B IS Bt A Pk Pt i T R T2 s AT R n D dad AT TR
’ ’ # P' ’ J ’ F » .2 » T, ’ .

C: Complete Response: P: Partial Response; S: Stable Disease: D: Progressive Disease; E: Not Evaluable: BM: Brain
Metastasis. For the patient with tumor size missing, the best change from baseline was reported as 20% increase if the
patient had objective progression, discontinued treatment due to PD or died. Such patient was flagged *.

wclc.iaslc.org



NCCN Guidelines (NSCLC) ver3. 2026
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ROS1 GENE FUSION'
FIRST-LINE THERAPYW

Preferred
CrizotinibWW
ROS1 gene or
fusion discovered EntrectinibWW:PPP _ . bbb
prior to first-line or > Progression
systemic therapy RepotrectinibWWPPp
Kels S—
rTaIetrectinibww=ppp ]
ROS1 gene
fusion

Interrupt current therapy2a@

and start
———|Crizotinib or EntrectinibPPP

or RepotrectinibPPP

or TaletrectinibPPP

ROS1 gene fusion
discovered during
first-line systemic

— Progression
therapy

NCCN Guideline (NSCLC). 2026. Version 3.

bbb__,

SUBSEQUENT THERAPYY

Subsequent
Therapy (NSCL-31)

Subsequent

Therapy (NSCL-31)

o]0l A12I= HSITE JBUH'
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Updated Efficacy and Safety of Taletrectinib
in Patients With ROS1+ Non-Small Cell
Lung Cancer: The Global TRUST-II Study

Geoffrey Liu,’ Chang-Min Choi,2 Shunichi Sugawara,? Noriko Yanagitani,* Filippo De Braud,®
Jorge Nieva,® Misako Nagasaka,” Caicun Zhou,® Enriqueta Felip,? Xianyu Zhang,'® Wei Wang,°
Nathan A. Pennell,’ Maurice Pérol,?2 Lyudmila Bazhenova'?
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Updated Efficacy and Safety of Taletrectinib in Patients With ROS1+ Non-small Cell Lung Cancer: The Global TRUST-II Study wclc,ias|c,0rg

Presented by Geoffrey Liu
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Key Eligibility Criteria Cohort 1
Locally advanced or metastati T lves feris
ocally advanced or metastatic IRC-assessed cORR per RECIST v1.1

NSCLC with ROS1 fusion Taletrectinib .

> b | 600 mg QD Secondary:
st gl Cohort 2 - DOR =+ TIR + 0S
TKl-pretreated® « ICORR! + PES « Safetye

Baseline Characteristics TKI-naive (n=55)¢ TKl-pretreated (n=50)¢ Safety Population (N=171)®
Median age, years (range) 57.0 (27-83) 55.5 (27-79) 57.0 (27-83)
Kddiang Female, n (%) 31 (56.4) 27 (54.0) 96 (56.1)
5 month follow-up Never smoker, n (%) 28 (50.9) 30 (60.0) 95 (55.6)
To > 20 months Region: Asia / non-Asia, n (%) 34 (61.8) /21 (38.2) 22 (44.0) / 28 (56.0) 74 (43.3) / 97 (56.7)
ECOGPS:0/1,n (%) 22 (40.0) / 33 (60.0) 24 (48.0) / 26 (52.0) 70 (40.9) / 101 (59.1)
Stage IV disease, n (%) 49 (89.1) 49 (98.0) 162 (94.7)
Prior chemotherapy, n (%) 11 (20.0) 19 (38.0) 67 (39.2)
Brain metastases at baseline, n (%) 19 (34.5) 28 (56.0) 78 (45.6)
Prior crizotinib / entrectinib, n (%) - 40 (80.0) / 10 (20.0) 86 (50.3) /29 (17.0)

Data cutoff: October 28, 2024. c, confirmed; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; IC, intracranial; IRC, independent review committee; (m)RECIST v1.1, (modified) Response Evaluation Criteria
In Solid Tumors version 1.1; NSCLC, non-small cell lung cancer; ORR, objective response rate; OS, overall survival, PFS, progression-free survival; QD, once daily; TKI, tyrosine kinase inhibitor; TTR, time to response.
3NCT04919811. 20r =20 years, as required by local regulations. “Registrational cohorts are shown. 2Assessed by IRC per mRECIST v1.1. eSafety population includes all patients who received =1 dose of taletrectinib 600 mg.

Updated Efficacy and Safety of Taletrectinib in Patients With ROS1+ Non-small Cell Lung Cancer: The Global TRUST-II Study wclc.iaslc.org Presented by Geoffrey Liu
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TKl-naive (n=54)2b
Median follow-up: 20.5 mo (range: 8.3-34.5)

cORR: 85.2% S Median DOR: NR
5g © (95% Cl: 72.9-93.4) 80 - 68% @ (95% Cl:20.6 mo-NR)°
I e e £ E :
£3 of=t 2 Tooommeoes iy
1 HHTHHOTEH AT = o
SE 3 LI | -
(v} 2 .40 4 20 4 1 1
§ - Events: 14 (30.4%) | Med F/U: 20.5 mo
EE 0 e : . ; ,
£E o 0o 3 & 9 12 18 24 30 36
§ g Time (mo)
@ 100 CR WPR HSD WPD No.atrisk 46 3 39 36 29 14 4 1 0
o oY T T B e Median PFS: NR
(95% CI: 15.9 mo-NR)
Efficacy TKl-naive (n=54) E_ - —_—— .
s R T Ot e R AT L A D I T - I o et
cORR: prior chemo, yes / no, n/N (%) 9/10 (90.0) / 37/44 (84.1) : ;
Median TTR mo (95% Cl) 1.4 (1.3-1.4) 21 E
IC efficacy (n=9)¢ 0, EveTtS: 20. (37'0.%) : : , ' :
IC-ORR, % (95% Cl) 66.7 (29.9-92.5) e e 7 E i {ose) # % *
No.atrisk 54 45 41 39 34 16 S 1 0

Data cutoff: October 28, 2024. BOR, best overall response; Cl, confidence interval; CR, complete response; mo, months; NE, not evaluable; NR, not reached; PD, progressive disease; PR, partial response; SD, stable disease.
*Response evaluable population includes patients with =1 measurable lesion at baseline who received =1 dose of taletrectinib. "One patient with cBOR of NE is not shown in the waterfall plot. “TTR and DOR reported in responders only.
dPatients with =1 measurable brain metastasis at baseline. *One patient with cBOR of SD had a best percent change of 0%.

Updated Efficacy and Safety of Taletrectinib in Patients With ROS1+ Non-small Cell Lung Cancer: The Global TRUST-II Study WCIC.iaS|C.O|'g Presented by Geoffrey Liu
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TKl-pretreated (n=47)?
Median follow-up: 20.4 mo (range: 8.6—-34.5)

100 .
cORR: 61.7% Median DOR: 19.4 mo
_— (95% Cl: 46.4-75.5) 20 (95% Cl: 10.7-NR)e
3
g i’ 1 R o s S Fl ' 56%
€3 o : °8= ol T | AN Fot—— e e
£3 | : |
5 s Bl e g SRR T RRTRT T 20 i :
el Events: 11 (37.9%) ;
§ B —60- 0 < L] L] L L} : : L] L L]
a g .80 0 3 6 9 12 18 24 30 36
3 i Time (mo)
88 ] mcr mer mso meD No.atrisk 29 26 24 16 13 7 5 2 0
Brain metastasis L L L © L v e o000 LR L) ] e © v 100 A
S I ML O o Median PFS: 11.8 mo
Prior entrectinib® @ - . se o e . . . (95% CI: 7.7-20.6)
Efficacy TKI-pretreated (n=47) ey N
cORR: prior chemo, yes / no, n/N (%) 15/19 (78.9) / 14/28 (50.0) £ a0- 42%:
I o | =
Median TTR< mo (95% Cl) 1.4 (1.4-1.6) - .
IC efficacy (n=16)¢ ol Events: 28 (59.6%) : :
IC-ORR, % (95% CI) 56.3 (29.9-80.3) ¢ & @ 3 R i G A " "
No.atrisk 47 39 29 26 14 8 5 2 0

Data cutoff: October 28, 2024. *Response evaluable population includes patients with =1 measurable lesion at baseline who received =1 dose of taletrectinib. "All other patients received prior crizotinib. “TTR and DOR reported in responders only.
dPatients with =1 measurable brain metastasis at baseline. *One patient with cBOR of SD had a best percent change of 0%.

Updated Efficacy and Safety of Taletrectinib in Patients With ROS1+ Non-small Cell Lung Cancer: The Global TRUST-II Study WCIC.iHSlC.Org Presented by Geoffrey Liu
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ERBB2 (HER2) MUTATION':SSS
FIRST-LINE THERAPY SUBSEQUENT THERAPYW

Preferred

F o -y

oll Zongertinib

oll Sevabertinib
USETUrIn Certam Circumstances
Ado-trastuzumab emtansine

h deruxtecan-nxki

Progression+

Progression «

If not received previously,
Fam-trastuzumab deruxtecan-nxki Systemic
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. . . Sevabertinib
Sevabertinib is an oral, reversible HER2 TKI BAY 2007088 O Cfl

0 H
N
« Sevabertinib is an oral, reversible TKI that potently inhibits activating HER2 (ERBB2) mutations and has  HN IN—
demonstrated efficacy against HERZ2 insertions and missense mutations, secondary resistance including N \
irreversible binding site mutation (C805S), and gatekeeper mutations (T798M/T798I)? ©

» Sevabertinib has anti-tumor activity and a manageable safety profile in patients with HER2-mutant NSCLC?2 QP

* In May 2025, the FDA granted NDA Priority Review for sevabertinib in patients with previously treated
HERZ2-mutant NSCLC3

Sevabertinib proposed

- s HER2 ex20ins o HER2 missense mutations
binding mode O 150- O 150-
e 2 O Empty vector + IL-3 2 O Empty vector + IL-3
/ oG HELIX C H ® HER2 wt -2 ® HER2 wt
= 1 @ ® HER2 A775insYVMA @ ® HER2 S310F
\, 2 1001 ® HER2 A775insV,G776C & 100- ® HER2 S335C
: : L ® HER2 V777insV 5 HER2 V659E
b / AsP 863 o\\’ HER2 P780insGSP Q\, ® HER2 L755A
THR 798 R > ® HER2 L755P
o— £ 504 = 507 HER2 L755S
e § oo 2 S HER2 V777L
/ ° 7\ > >
BOMAIN (o . ) D @ 0
( i P ‘\ / crriies O '8 -6 4 -2 0 2

Sevabertinib [log uM] Sevabertinib [log uM]
Figures adapted with permission from Siegel F et al. Cancer Discov 2025; doi: 10.1158/2159-8290.CD-25-0605

1. Siegel F et al. Cancer Discov 2025; doi: 10.1158/2159-8290.CD-25-0605; 2. Girard N et al. J Clin Oncol 2024; 42 (17 Suppl): LBA8598; 3. Bayer. Sevabertinib (BAY 2927088) granted FD
Rriority 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 October 202

5
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SOHO-01 study design (NCT05099172)

0
o

t EXPANSION AND EXTENSION:
DOSE ESCALA Cohorts of patients with HER2 mutationsP

TION AND BAC To evaluate the safety, tolerability, and efficacy, and to characterize
KFILL the pharmacokinetics, of sevabertinib at the RDE

Patients with advanced
NSCLC with HERZ2 or

EGFR mutations D Previously treated, naive to HER2-targeted therapies

Patients were treated with i . .
Previously treated with HER2-targeted ADCs
ncreasing oral doses of sev 20 mg E L 2

abertinib to identify the RD ~ BID
E (5 QD dose levels and 3 F Naive to systemic therapy for advanced disease

BID dose levels, from
10 mg QD to 40 mg BID)

Cut-off date: June 27, 2025

Efficacy and safety from expansion / extension
Cohorts D, E, and F

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

n
Presented by: Xiuning Le, MD, PhD MD Anderson Cancer Center
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PRIMARY ENDPOINT
(extension phase)

- ORR per RECIST v1.1
by BICR

SECONDARY
ENDPOINTS

* DoR, DCR, and PFS (
per RECIST v1.1) by
BICR and investigator
assessment

« Safety and tolerability

2025



Cohort D (previously treated, n=81): Objective response (ORR) by BICR

Median follow-up: 13.8 months (range 1-32)

BICR ORR
64%
DCR 81%

n (%)

CR

PR

SD

PD

Not evaluable2
ORR" [95% CI]

DCRe [95% CI]
DoR, median (months) [95% CI]
PFS, median (months) [95% CI]

2 (2)
50 (62)
20 (25)
6 (7)
3(4)
52 (64) [53, 75]
66 (81) [71, 89]
9.2[6.3, 13.5]

8.3 [6.9, 12.3]

Best % change in SLD

Best overall response (RECIST v1.1 by BICR)

B crOprOspUpplINE

__;2()..

..‘1() -

_.65() -

..23() -

-100-

Analysis cut-off date was June 27, 2025. Data for patients without target lesion measurements are not shown in the waterfall plo
tRequirement for CR, PR, SD, or PD was not met; PConfirmed CR or confirmed PR; cConfirmed CR, confirmed PR, or SD for 212 weeks
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Cohort D (previously treated, n=81): DoR and PFS by BICR

Median follow-up: 13.8 months (range 1-32)

Duration of response

N
o
1

o
©
1

o
oo
1

o
~
Il

o
»
1

Survival probability
o
(€}

12-month duration of response

rate was 42%

Median, 9.2 months
(95% C1 6.3, 13.5)2

0.41
0.31
0.21
0.11
0.0 O Censored
0 3 6 12 15 18 21 24 27 30
Months
Number of patients at risk
52 46 29 21 7 5 4 2 1 0

Analysis cut-off date was June 27, 2025
aShading represents 95% CI

Presented by: Xiuning Le, MD, PhD

Survival probability
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Progression-free survival

1.0 12-month progression-free survival
09 1 rate was 44%
0.8
] Median, 8.3 months
0.7 (95% Cl 6.9, 12.3)2
0.6 l
0.5
|
0.4 1 :
|
0.3 1 1
|
0.2 1 :
|
0.1 1 1 9
0.0 O Censored :
0 3 6 9 12 15 18 21 24 27 30 33
Number of patients at risk Months
81 66 45 32 25 11 9 7 3 1 1 0
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Cohort E (previous HER2 ADCs, n=55): Objective response by BICR

Median follow-up: 11.6 months (range 2-22)
Best overall response (RECIST v1.1 by BICR)

BICR ORR a0 |- BcrREPROsDLIPDLINE
38%
DCR 71%
20 B
LU
.|
n (%) "c’
CR 3 (5) s —20 ]
PR 18 (33) g b il
sSD 23 (42) S _40-
PD 7 (13) =
Not evaluable? 4 (7) §
ORR® [95% Cl] 21 (38) [25, 52] 60
DCRe [95% ClI] 39 (71) [57, 82]
DoR, median (months) [95% CI] 8.5[5.6, 16.4] ~80
PFS, median (months) [95% CI] 5.5[4.3, 8.3] 100 -

» Patients in Cohort E who had previously received trastuzumab deruxtecan achieved an ORR of 34% (14/41)

Analysis cut-off date was June 27, 2025. Data for patients without target lesion measurements are not shown in the waterfall plot
aRequirement for CR, PR, SD, or PD was not met; PConfirmed CR or confirmed PR; ¢cConfirmed CR, confirmed PR, or SD for 212 weeks

Presented by: Xiuning Le, MD, PhD MD Anderson Cancer Center congress
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Cohort E (previous HER2 ADCs, n=55): DoR and PFS by BICR

Median follow-up: 11.6 months (range 2-22)

Duration of response
12-month duration of response rate was 29%

1.07—°e
0.97
0.8
S, 077 Median, 8.5 months
= (95% CI 5.6, 16.4)2
2 0.61
2
o
8 05 —=——=—=—======-==%=<=
S 0.41 ,
» I
® 0.31 1 P9
1 ‘
0.21 I
I
1
0.1 I
© Censored !
00 I I I I I 1
0 3 6 9 12 15 18
Months
Number of patients at risk 2
1 17 12 7 3 2 0

Analysis cut-off date was June 27, 2025
aShading represents 95% CI
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Progression-free survival
12-month progression-free survival rate was 28%

1.0
0.9 1
0.8 1 Median, 5.5 months
(95% Cl 4.3, 8.3)2
0.7 1 l
0.6 1
05 =—=—==—====
|
0.4 1 I
|
- I
0.3 ;
1
0.2 1 I
I
0.1 7 :
© Censored I
00 : - ’ ! T T 1
0 3 6 9 12 15 18 >
Number of patients at risk Months
55 38 23 15 ” 3 1 -
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Cohort F (treatment-naive, n=73): Objective response by BICR

Median follow-up: 9.9 months (range <1-15)

Best overall response (RECIST v1.1 by BICR)

B crRBprOspUppEnNE

BICR
ORR 71%

DCR 89%

@)

»
c
o

n (%) 2

CR 3 (4) %

PR 49 (67) 2

SD 16 (22) 2

PD 2 (3) o

Not evaluable2 1(1)

Not availableb 2 (3)

ORRe¢ [95% CI] 52 (71) [59, 81]

DCR4[95% CI] 65 (89) [80, 95]

DoR, median (months) [95% CI] 11.0 [8.1, not estimable]

PFS, median (months) [95% CI]  Not estimable [9.6, not estimable]

Analysis cut-off date was June 27, 2025. Data for patients without target lesion measurements are not shown in the waterfall plot
aRequirement for CR, PR, SD, or PD was not met; PPatients who have no post-baseline tumor assessment, but who discontinued due to a drug-related toxicity, death, or progression by clinical judgmen
before disease was re-evaluated and were therefore considered evaluable (considered as non-responder); cConfirmed CR or confirmed PR; dConfirmed CR, confirmed PR, or SD for 212 week

S
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Cohort F (treatment-naive, n=73): DoR and PFS by BICR

Median follow-up: 9.9 months (range <1-15)

Duration of response Progression-free survival
12-month duration of response rate was not estimable due to censored data 12-month progression-free survival rate was 55%
38 patients (73%) were censored 49 patients (67%) were censored
1.0 > 1.0
0.91 0.9 1
Median, 11.0 months
0.81 (95% CI 8.1, not estimable)2 0.8 1 . .
Median, not estimable
_. 0.7 > 07 1 (95% CI 9.6, not estimable)2
3 0,61 506 l
1]
8 E
AR e R e 8 0.5
© I [
< 0.41 \ 2 047
5 | @
? 0.31 . 0.3 -
|
0.21 : 0.2 -
0.11 : 0.1
©Censored : © Censored
00 I I I I I I I I I I : 1 OO Ll I I 1 1
0 1 2 3 4 5 6 7 8 9 10 1 12 0 3 6 9 12 15
Months Months

Number of patients at risk 5 Number of patients at risk

2 5o 50 45 41 33 26 20 17 12 10 5 0 73 63 41 23 12 0

Analysis cut-off date was June 27, 2025
aShading represents 95% CI
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Conclusions

» Sevabertinib demonstrated robust and durable responses in patients with HER2-mutant advanced NSCLC in
both pretreated and first-line settings

Cohort D2 sy pents Wit non-sduamous N Cohort Eb Cohort Fc

BICR
ORR 64%

BICR
ORR 38%

BICR
ORR 71%

BICR
ORR 71%

« The most common side effect of sevabertinib was diarrhea, which was manageable; there were no reported
cases of interstitial lung disease (ILD) or pneumonitis

» These data support sevabertinib as a potential new targeted therapy for patients with HER2-mutant NSCLC

» The safety and efficacy of sevabertinib as first-line therapy for locally advanced or metastatic NSCLC with
HER?Z2 mutations are being investigated in the ongoing Phase Ill, randomized SOHO-02 trial (NCT06452277)

Analysis cut-off date was June 27, 2025
aPatients were naive to HER2-targeted therapies; PPatients were pretreated with HER2-targeted ADCs; cPatients were naive to systemic therapy for advanced diseas

e
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NCCN Guidelines (NSCLC) ver3. 2026

JEONBUK NATIONAL UNIVERSITY HOSPITAL

NRG1 GENE FUSION'
FIRST-LINE THERAPY SUBSEQUENT THERAPYW

Systemic Therapy,
Progression—ll Zenocutuzumab-zbco—lv Progression Subsequent
(NSCL-K 5 of 6)

Tumor
response
evaluation

NRG1 gene Systemic therapy.
fusion “(NSCL-K10f6)

Progression—

Zenocutuzumab-zbco —

EEE——
Response 4-6 Tumor
or stable |-|cycles |—»|response
disease (total)!l evaluation
Response Maintenance
or stable |—»|therapy Progression
disease (NSCL-K 4 of 6)
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Efficacy of Zenocutuzumab in NRG1 Fusion-Positive Cancer (eNRGy study)

JEONBUK NATIONAL UNIVERSITY HOSPITAL

Open-label, reqgistrational, Phase 1-2 clinical study

MOA of Zenocutuzumab

HER2 HER3

NRG1 fusion

200000000

Signaling that fuels
tumor growth

Cited from NIH March 26, 2025, by Linda Wang;

Zenocutuzumab

NRG1 fusion

208000

l

Tumor growth
signaling blocked

Baseline Characteristics
Primary tumor type — no. (%)

Non-small-cell lung cancerf 94 (58)
Pancreatic cancer 36 (22)
Cholangiocarcinoma 10 (6)
Breast cancer| 9(6)
Colorectal cancer 6 (4)
Cancer of unknown primary site 2(1)
Endometrial cancer 1(1)
Gastric cancer 1(1)
Owvarian cancer 1(1)
Renal-cell carcinoma 1(1)
Central nervous system metastasis — no. (%) 14 (9)
NRG1 fusion partner — no. (%)
cD74 56 (35)
SLC3A2 22 (14)
ATP1B1 17 (11)
sDc4 12 (7)
RBPMS 5(3)
Other** 49 (30)
Median no. of previous systemic therapies (range) 2 (0-10)
Previous systemic treatment — no. (%0)
None 14 (9)
Chemotherapy 142 (88)
Immunotherapyfy 62 (39)
Targeted therapyit 44 (27)
Hormonal therapy 8(5)

|20l A12I= HSITE JBUH'

N Engl J Med 2025;392:566-76



Efficacy of Zenocutuzumab in NRG1 Fusion-Positive Cancer (eNRGy study)

JEONBUK NATIONAL UNIVERSITY HOSPITAL

Open-label, reqgistrational, Phase 1-2 clinical study

Efficacy of Zenocutuzumab in NRG1 Fusion-Positive Cancer across Multiple Tumor Types

Tumor Type Investigator Assessment Blinded Independent Central Review
Median Duration of Median Duration of
Overall Responsef Response (Range) 1 Overall Responsef Response (Range) i
no.ftotal no. % (95% ClI) mo no./total no. % (95% Cl) mo
All NRG1 fusion—positive 47/158 30 (23 to 37) 11.1 (1.7+ to 29.5+4) 50/160 31 (24 to 39) 11.5 (1.9+ to 29.5+)
tumor types|
“ Non-small-cell lung 27/93 29 (20t039) 127 (L.8+1029.54)  29/94 31(22to4l)  13.4 (1.9+ to 29.5+)
cancer
Pancreatic cancer 15/36 42 (25 to 59) 7.4 (2.1+ to 20.7) 16/36 44 (28 to 62) 9.1 (1.9+ to 16.6)
Cholangiocarcinoma 2/10 20 (2 to 56) 9.2 (7.4to 11.1) 2/10 20 (2 to 56) 8.3 (3.7 to 12.9)
Breast cancer 1/79 14 1.7+ 0/8 0 NA
Colorectal cancer 0/6 0 NA 1/69 17 11.7
Cancer of unknown pri- 0/2 0 NA 0/2 0 NA
mary site
Endometrial cancer 0/1 0 NA 0/1 0 NA
Gastric cancer 1/19 100| 1.9+ 1/19 100 1.9+
Ovarian cancer 1/19 100| 12.8 1/19 100 12.8+
Renal-cell carcinoma 0/1 0 NA 0/1 0 NA

S|S0l Mz2I= TsiTL JBUH'

N Engl J Med 2025;392:566-76
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Update treatment of LD of SCLC

JEONBUK NATIONAL UNIVERSITY HOSPITAL

RESPONSE ASSESSMENT FOLLOWING ADJUVANT THERAPY
PRIMARY TREATMENT N\
* Durvalumab™YZ (category 1)
Limited . | PrO?h#actic cranial irradiation
c | stage (PC1)SN:V:W or consider MRI brain
reosrggn‘;t: surveillance®V )
or partial
response - MRI brain surveillance®" %
Sensive | Consider PCINV | -
* Consider thoracic RT"X Surveillance
(SCL-7)
+» See Treatment Response Limited » Durvalumab™? (category1)
Assessment in Principles of -7 stage
Imaging (SCL-G) Stable (
«one disease

PRINCIPLES OF SYSTEMIC THERAPY
PRIMARY OR ADJUVANT THERAPY FOR LIMITED STAGE SCLC:

Four cycles of cytotoxic chemotherapy are recommended.
Planned cycle length should be every 21-28 days during concurrent RT.
During cytotoxic chemotherapy + RT, Cisplatin/Etoposide is recommended (category 1).
The use of myeloid growth factors is not recommended during concurrent cytotoxic chemotherapy therapy plus RT (category 1 for not using GM-CSF).1

Preferred
« Cisplatin 75 mg/m? Day 1 and Etoposide 100 mg/m? Days 1, 2, 32
« Cisplatin 60 mg/m? Day 1 and Etoposide 120 mg/m? Days 1, 2, 3°

+ Carboplatin area under the curve (AUC) 5-6 Day 1 and Etoposide 100 mg!m2 Days 1, 2, 3b4

* Consolidation Therapy 5
» Durvalumab 1500 mg Day 1 every 28 Days (category 1)%

Other Recommended ] 2
» Cisplatin 25 mg/m? Days 1, 2, 3 and Etoposide 100 mg/m?2 Days 1, 2, 3

— e g +
2i=ul 4'21= ol JBUH
NCCN Guideline (NSCLC). 2026. Version 3.
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ADRIATIC study design

Phase 3, randomized, double-blind, placebo-controlled, multicenter, international study (NCT03703297)

PITAL

tage b il S St Durvalumab Dual primary endpoints:

(stage I/ll inoperable) 1500 mg Q4W

WHO PS 0 or 1 N=264 * Durvalumab vs placebo

Had not progressed —as

PCI* permitted before @ Placebo Key secondary endpoints:
randomization ZEN « Durvalumab + tremelimumab vs

N=266 placebo

- OS
— PFS (by BICR, per RECIST v1.1)

cCRT components Stratified by:

+ Four cycles of platinumand Disease stage
etoposide (three permittedT) (1111 vs 111 500 ma Q4 - B A OAN ford dosas. .
— R s R e Other secondary endpoints:
- RT: 60-66 Gy QD over 6 weeks | ! (yes vs no) followed by D 1500 mg Q4 WERED
or 45 Gy BID over 3 weeks 1=20C » OS/PFS landmarks
« RT must commence no later » Safety

than end of cycle 2 of CT Treatment until investigator-determined progression or
intolerable toxicity, or for almaximum of 24 months

*cCRT and PCI treatment, if received per local standard of care, must have been completed within 1-42 days prior to randomization.
TIf disease control was achieved and no additional benefit was expected with an additional cycle of chemotherapy, in the opinion of the investigator.
1The first 600 patients were randomized in a 1:1:1 ratio to the 3 treatment arms; subsequent patients were randomized 1:1 to either durvalumab or placebo.

BICR, blinded independent central review; BID, twice daily; CT, chemotherapy; D, durvalumab:

; presenten By: Dr David R. Spigel PCI. prophylactic cranial irradiation; PS, performance status; Q4\WV, every 4 weeks: AS CO AMERICAN SOCIETY OF
2024 ASCO #ASCO24 P9 QD, once daily; RECIST, Response Evaluation Criteria in Solid Tumors; CLINICAL ONCOLOGY
ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org RT, radiotherapy; T, tremelimumab; WHO, World Health Organization. KNOWLEDGE CONQUERS CANCER
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ADRIATIC study design

Phase 3, randomized, double-blind, placebo-controlled, multicenter, international study (NCT03703297)

Overall survival (dual primary endpoint)

« Median duration of follow up in censored patients: 37.2 months (range 0.1-60.9)

1.0 1 Durvalumab Placebo
(n=264) (n=266)
Events, n (%) 115 (43.6) 146 (54.9)
0.8 1 mOS, months (95% CI)  55.9 (37.3-NE) 33.4 (25.5-39.9)
& 68.0% HR (95% Cl) 0.73 (0.57-0.93)
o ! 56.5% p-value 0.0104
s 06
z i
% H
2 044 : :
<] H i am et u
o ! i
H |
0.2 4 : !
H .
H i
H 1
O T T T T T T T i T T T AI T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
. Time from randomization (months)
No. at risk
Durvalumab 264 261 248 236 223 207 189 183 172 162 141 10 90 68 51 39 27 19 1 5 1 0
Placebo 266 260 247 231 214 195 175 164 151 143 123 97 80 62 44 31 23 19 8 5 1 0

OS was analyzed using a stratified log-rank test adjusted for receipt of PCI (yes vs no). The significance level for testing OS at this interim
analysis was 0.01679 (2-sided) at the overall 4.5% level, allowing for strong alpha control across interim and final analysis timepoints.

" AMERICAN SOCIETY OF
CUNICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER

presenten gv: Dr David R. Spigel

2024 ASCO I
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Cl. confidence interval: mOS, median OS. NE. not estimable.

OS subgroup analysis

All patients
Age

Sex
Race
WHO performance status

AJCC

<65 years
265 years
Male
Female
White
Asian

0

1

il

stage at diag

Time from end of cCRT* to
randomization

Prior chemotherapy regimen
Prior radiation schedule

Best response to prior cCRT

Prior PCI

“End of

1l

<14 days

=14 days to <28 days
228 days
Carboplatin-etoposide
Cisplatin-etoposide
Once daily

Twice daily
Complete response
Partial response
Stable disease

Yes

No

py o

r 3
Intention-to-treat analysis stratified, subgroup analyses t

was latest.

Events/Patients n/N

Durvalumab
115/264
69/160
46/104
79/178
36/86
60/130
53/131
48/133
67/131
11/33
104/231
14/32
37/79
64/153
31/ 91
84/173
92/195
23/69
12/31
88/191
15/42
53/142
62/122

Notall p

Size of circle is proportional to number of events across both ams.

2024 A ]
2024 ASCO

presenten B: Dr David R. Spigel

ips are included in the plot.
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Placebo
146/266
83/162
63/104
108/188
38/78
771137
64/121
74/131
72/135
12/34
134/232
24/32
51/80
71/154
46/88
100/178
107/187
39/79
15/34
116/200
16/32
67/143
79/123

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

HR (95% CI)

—o—i 0.73 (0.57-0.93)
——1 0.76 (0.55-1.04)
p—e— 0.70 (0.48-1.02)
—e— 0.70 (0.52-0.93)
——t1— 0.83 (0.52-1.31)
——- 0.75 (0.53-1.05)
—— 0.72 (0.50-1.04)
—e—if 0.55 (0.38-0.79)
—e— 0.94 (0.67-1.31)
—_— 0.92 (0.40-2.11)
—e— 0.71 (0.55-0.91)
— S 0.47 (0.24-0.91)
b 0.59 (0.38-0.90)
[ 0.90 (0.64-1.27)
——— 0.56 (0.35-0.89)
—e—H 0.82 (0.61-1.10)
—e—1| 0.72 (0.55-0.95)
Py 0.68 (0.40-1.14)
—_ 0.90 (0.41-1.92)
—o—| 0.76 (0.57-1.00)
_— 0.54 (0.25-1.13)
—e—- 0.75 (0.52-1.07)
—— 0.71 (0.51-0.99)

0.25 0f5 1 5

Favors durvalumab  Favors placebo
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ADRIATIC study design

Phase 3, randomized, double-blind, placebo-controlled, multicenter, international study (NCT03703297)

Progression-free survival* (dual primary endpoint)

» Median duration of follow up in censored patients: 27.6 months (range 0.0-55.8)

1.0 Durvalumab Placebo
(n=264) (n=266)
Events, n (%) 139 (52.7) 169 (63.5)
0.8 1 mPFS, months (95% Cl) 16.6 (10.2-28.2) 9.2 (7.4-12.9)
» HR (95% CI) 0.76 (0.61-0.95)
E .y ) p-value 0.0161
= 48.8% 4529
;‘; ' H—H
S 04+ i ;
I ' :
= 136.1% 3400 itk i : g 3
0.2 E i
O T T T | T i T ‘I T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
Nio: 4t riskk Time from randomization (months)
Durvalumab 264 212 161 135 113 105 101 98 8 78 51 51 33 21 19 10 10 4 4 0 0 O
Placebo 266 208 146 122 100 88 79 76 71 69 47 47 34 23 22 15 14 5 5 0 0 O

*By BICR per RECIST v1.1
PFS was analyzed using a stratified log-rank test adjusted for disease stage (I/ll vs lll) and receipt of PCI (yes vs no). The significance level for testing PFS at this interim analysis was 0.00184 (2-sided) at the 0.5% level, and
0.02805 (2-sided) at the overall 5% level. Statistical significance for PFS was achieved through the recycling muitiple testing procedure framework and testing at the 5% (2-sided) alpha level (adjusted for an interim and final analysis).
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PFS subgroup analysis

Events/Patients n/N

Durvalumab Placebo
All patients 139/264 169/266
Age <65 years 83/160 98/162
=65 years 56/104 71104
Sex Male 96/178 120/188
Female 43/86 49/78
Race White 65/130 90/137
Asian 72/131 75/121
WHO performance status 0 60/133 82/131
1 79/131 87/135
AJCC disease stage at diagnosis /Il 14/33 19/34
1] 125/231 150/232
Time from end of cCRT* to <14 days 18/32 27132
randomization 214 days to <28 days 43/79 50/80
228 days 78/153 92/154
Prior chemotherapy regimen Carboplatin-etoposide 44/91 57/88
Cisplatin-etoposide 95/173 112/178
Prior radiation schedule Once daily 108/195 122/187
Twice daily 31/69 47/79
Best response to prior cCRT Complete response 15/31 18/34
Partial response 106/191 130/200
Stable disease 18/42 21/32
Prior PCI Yes 65/142 84/143
No 74/122 85/123

“End of chemotherapy or radiotherapy, whichever was latest.
Intention-to-treat analysis stratified group analyses Not all p
Size of circle is proportional to number of events across both arms.
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HR (95% Cl)

—e—i 0.76 (0.61-0.95)
—e— 0.77 (0.58-1.03)
e 0.77 (0.54-1.10)
—e— 0.80 (0.61-1.04)
- 0.71 (0.47-1.08)
e 0.68 (0.49-0.93)
—e+— 0.91 (0.66-1.26)
e 0.64 (0.46-0.90)
—et 0.91 (0.67-1.24)
| — —— 0.71 (0.35-1.42)
—e— 0.77 (0.61-0.98)
———== 0.45 (0.24-0.83)
—et— 0.89 (0.59-1.34)
—e—H 0.79 (0.58-1.07)
—— 0.61 (0.41-0.90)
—e—1 0.86 (0.65-1.13)
—e— 0.77 (0.60-1.00)
—e—1 0.72 (0.45-1.13)
—_— 1.00 (0.50-1.99)
—e—H 0.81 (0.62-1.04)
e 0.50 (0.26-0.94)
—— 0.73 (0.53-1.01)
| a—— 0.80 (0.59-1.09)

0.25 ofs 1 5

Favors durvalumab Favors placebo
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Durvalumab as consolidation therapy in limited-stage SCLC (LS-SCLC):
Outcomes by prior concurrent chemoradiotherapy (cCRT) regimen and
prophylactic cranial irradiation (PCl) use in the ADRIATIC trial

Suresh Senan,! David Spigel,2 Byoung Chul Cho,3 Konstantin K. Laktionov,*
Yoshitaka Zenke,5 Ki Hyeong Lee,5 Qiming Wang,” Alejandro Navarro,®
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Health of the Russian Federation (N.N. Blokhin NMRCO), Moscow, Russia; *National Cancer Center Hospital East, Kashiwa, Japan;
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PLLC, Nashville, TN, USA; *#First Faculty of Medicine, Charles University, and General University Hospital, Prague, Czech Republic;
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Phase 3 ADRIATIC trial subgroup analyses

Post-hoc analyses of durvalumab versus placebo in prespecified subgroups defined by
PCI use and prior cCRT-related variables

[PCI/cCRT components (in line with standards of care)* ) ITT population Durvalumab (n =264) Placebo (n = 266)
« PCl delivered before randomisation, as clinically indicated Received PCI. % 54 54
* Four cycles of platinum (cisplatin or carboplatin) and > o :
Carboplatin / cisplatin CT,$ % 34 / 66 33/67

etoposide (three permitted?)
" RT: 60-66 Gy QD over 6 weeks or 45 Gy BID over 3 weeksij BID / QD thoracic RT, % 26/74 30/70

 Analyses of OS, PFS, and safety with durvalumab vs placebo in subgroups of patients who received:

— PClorno PCI
— Carboplatin- or cisplatin-based CT

— BIDorQD RT
 Multivariable analyses: for each subgroup, HRs for durvalumab vs placebo were calculated from an unstratified multivariable Cox proportional
hazards model with a treatment-by-subgroup (PCI, CT, or RT) interaction term that was adjusted for PCI, CT, RT, time from cCRT to randomisation,

response to cCRT, age, sex, WHO PS, and disease stage

*The components and delivery of standard of care may vary based on patient characteristics and region.

BID, twice daily; CT, chemotherapy; Gy, gray; HR, hazard ratio; tIf disease control was achieved and no additional benefit was expected with an additional cycle of CT, in the opinion of the investigator.
ITT, intention-to-treat; QD, once daily; RT, radiotherapy. tRT must commence no later than end of cycle 2 of CT. $Based on the first cycle of CT.
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Conclusions

« Consolidation durvalumab consistently improved OS and PFS vs placebo across
presented subgroups

— Magnitude of benefit with durvalumab vs placebo was consistent within PCl and RT
subgroups and varied somewhat between CT subgroups

 Multivariable analyses showed no significant interactions between durvalumab treatment
effect and PCl or cCRT subgroups

« Safety profiles were generally consistent across all subgroups

Durvalumab demonstrated consistent benefit vs placebo irrespective of
prior PCl use and cCRT components, further supporting consolidation
durvalumab as the new standard of care in LS-SCLC
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PRIMARY THERAPY FOR EXTENSIVE STAGE SCLC®:

Four cycles of cytotoxic chemotherapy are recommended, but some patients may receive up to 6 cycles based on response and tolerability after 4 cycles.

Preferred

« Carboplatin AUC 5 Day 1 and Etoposide 100 mg/m? Days 1, 2, Sgn’é\tezolizumab 1’00 mg Day 1 every 21 Days x 4
Atezolizumab 1200 mg Day 1, every 21 Days (category 1 for all)* I M Ower_1

» Carboplatin AUC 5 Day 1 and Etoposide 100 énqz"mz Days 1, 2, 3 and Atezolizumab 1200 mg Day 1 every 21 Days x 4 p
Atezolizumab 1680 mg Day 1, every 28 Days®®

 Carboplatin AUC 5 Day 1 and Etoposide 100 mg/m?Days 1, 2, 3 and Atezolizumab 1200 mg Day 1 every 21 Days x 4 cycles followed by maintenance
Lurbinectedin 3.2 mg/m? and Atezolizumab 1200 mg Day 1, every 21 Days.m:A48

+ Carboplatin AUC 5-6 Day 1 and Etoposide 80-100 mg/m? Daya 1{?’ 3 andl Durvalumab 1p00 mg Day 1 every 21 Days x 4 cycls
Durvalumab 1500 mg Day 1 every 28 Days (category 1 for ali)*®" CAS P IAN

+ Cisplatin 75-80 mg/m? Day 1 and Etoposide 80-100 mg/m? Days 17 2, 3 and Durvalumab 1500 mg Day 1 every 21 Days x 4 cyq
Durvalumab 1500 mg Day 1 every 28 Days (category 1 for all) &f,

Other Recommended

« Carboplatin AUC 5-6 Day 1 and Etoposide 100 mg/m? Days 1, 2 38 .

« Cisplatin 75 mg/m? Day 1 and Etoposide 100 mg/m? Days 1, 2, o Subsequent Svstemilcz:o'I?ll:gggﬁ {ggt_E § 21]: g%

* Cisplatin 80 mg/m? Day 1 and Etoposide 80 mg/m? Days 1,2, 3 0 11 Response Assessment (SCL-E 4 of 6)

. H 1 2 H 2 -
Cisplatin 25 mg/m? Days 1, 2, 3 and Etoposide 100 mg/m? Days 1, 2, 3 References (SCL-E 5 of 6)

Useful in Certain Circumstances

« Carboplatin AUC 5 Day 1 and Irinotecan 50 mg/m? Days 1, 8, 1512
» Cisplatin 60 mg/m? Day 1 and Irinotecan 60 mg/m? Days 1, 8, 1513
* Cisplatin 30 mg/m? Days 1, 8 and Irinotecan 65 mg/m? Days 1, gl4
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Lurbinectedin + atezolizumab as first-line
maintenance treatment in patients with
extensive-stage small cell lung cancer:
Primary results of the Phase 3 IMforte trial
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IMforte study design

First screening

f
Eligibility criteria
* No prior systemic
treatment for

ES-SCLC
* No CNS
metastases
« ECOGPS 0/1
N=660

Last patient randomized: April 30, 2024

Clinical cutoff: July 29, 2024

ClinicalTrials.gov ID: NCT05091567.

a Administered per standard dose. ? 73% of patients continued from induction to maintenance. ¢ With prophylactic granulocyte colony-stimulating factor and anti-emetics.

Induction phase

Second screening

Eligibility criteria

* Ongoing CR/PR or
SD following
induction therapy

« ECOG PS 0/1

N=483°

Stratification factors for randomization

. ECOG PS (0/1)
« LDH (SULN/>ULN)

* Presence of liver metastases (Y/N) at induction BL

* Prior receipt of PCI (Y/N)

f I

Maintenance phase

Lurbi (3.2 mg/m?) +
atezo (1200 mg)
IV q3wse

Atezo (1200 mg)
IV q3w

/ \ = N
Treat until
PD or
unacceptable
toxicity

A 4

Follow-up

No crossover
allowed

A Yy &

\ 4

[ Efficacy endpoint assessments started from randomization into
the maintenance phase; safety analyses were from MC1D1

>

Primary endpoints
IRF-PFS and OS

Secondary endpoints included

INV-PFS, ORR, DOR, and safety

atezo, atezolizumab; BL, baseline; carbo, carboplatin; CNS, central nervous system; ECOG PS, Eastern Cooperative Oncology Group performance status; ENR, enroliment; etop, etoposide;
INV-PFS, investigator-assessed PFS; IRF-PFS, independent review facility-assessed PFS; |V, intravenously; LDH, lactate dehydrogenase; lurbi, lurbinectedin; MC1D1, maintenance Cycle 1 Day 1;
PCI, prophylactic cranial irradiation; q3w, every 3 weeks; R, randomization; ULN, upper limit of normal; Y/N, yes/no.
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IMforte Study

JEONBUK NATIONAL UNIVERSITY HOSPITAL

PFS and OS from randomization into maintenance phase

IRF-PFS os
o PFS assessment started from randomisation into the maintenance phase o(bS assessment started from randomisation into the maintenance phase
F & t >
100 4
€9 )
= 12.mo0 OS
é '
w Median time from induction 60 4 .
w = *
- C1D1 to randomisation £l L\\ :
& Y v 3.2 mo in each am 8 -
¢ PFS  12mo ol %
: IRF PFS ’ ' 5
"N 1278% :
\:\_‘ . : ‘-‘"H
“—“‘" ' 1208 . '
| ‘T—h_‘ '
| ' '
U ! '
i) l ) -
L L E ST R N K. PN, QNP A, SOOI . [ S . [ Yo, [ Ml Py FRd Y ~—Trt—r—TrrTTrT7T T
0 7 8 0 10 11 12 13 14 156 96 17 18 10 20 21 22 23 24 25 28 27 0 1 2 3 4 5 € 7 B 0 10 11 92 13 14 15 16 17 18 10 20 21 22 23 24 25 28 27
Time from randomisation (mo) Time from randomisation (mo)
No._ st ik No.
ol sk
Lur e | » slon ‘ " 1
Ao Atezo 24 ) Y

Lurbi + atezo Atezo HR PG Lurbi + atezo Atezo HR Duahio
(n = 242) (n = 241) (95% CI) (n = 242) (n = 241) (95% CI)
Median PFS. mo 54 21 0.54 < 0001 Median OS. mo 13.2 106 0.73 0174
' (0.43, 0.67) ' ' (0.57-0.95)
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Paz-Ares L, et al. ASCO 2025. Presentation LBA8505.
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PRIMARY THERAPY|FOR EXTENSIVE STAGE SCLC¢®:
Four cycles of cytotoxic chemotherapy are recommended, but some patients may receive up to 6 cycles based on response and tolerability after 4 cycles.

Preferred

» Carboplatin AUC 5 Day 1 and Etoposide 100 mg/m? Days 1, 2, S‘imd Atezolizumab 1200 mg Day 1 every 21 Days x 4 cy
Atezolizumab 1200 mg Day 1, every 21 Days (category 1 for all)®-2%6 I M

» Carboplatin AUC 5 Day 1 and Etoposide 100 mq{m2 Days 1, 2, 3 and Atezolizumab 1200 mg Day 1 every 21 Days x 4 cy

power-133
Atezolizumab 1680 mg Day 1, every 28 Days‘:"e

« Carboplatin AUC 5 Day 1 and Etoposide 100 mg/m?Days 1, 2, 3 and Atezolizumab 1200 mg Day 1 every 21 Days x 4 cycles folld |Mforte %nce
Lurbinectedin 3.2 mg/m? and Atezolizumab 1200 mg Day 1, every 21 Days"™-48

» Carboplatin AUC 5-6 Day 1 and Etoposide 80—100 mg/m? Dayﬁ 1 ; 2, 3 and Durvalumab 1500 mg Day 1 every 21 Days x 4 cycles
Durvalumab 1500 mg Day 1 every 28 Days (category 1 for all)®-®

« Cisplatin 75-80 mg/m? Day 1 and Etoposide 80—-100 mg/m? Daxs 1 ” 2, 3 and Durvalumab 1500 mg Day 1 every 21 Days x 4 cycle
Durvalumab 1500 mg Day 1 every 28 Days (category 1 for all) f,

Other Recommended

» Carboplatin AUC 5-6 Day 1 and Etoposide 100 mg/m? Days 1, 2, 3% Footnotes (SCL-E 2 of 6)

. A . Y ! )
» Cisplatin 75 mg/m? Day 1 and Etoposide 100 mg/m? Days 1, 2, Subsequent Systemic Therapy (SCL-E 3 of 6)

« Cisplatin 80 mg/m?2 Day 1 and Etoposide 80 mg/m? Days 1, 2, 3'0 R
. i : 2 : 2 11 esponse Assessment (SCL-E 4 of 6)
Cisplatin 25 mg/m* Days 1, 2, 3 and Etoposide 100 mg/m? Days 1, 2, 3 References (SCL-E 5 of 6)

Useful in Certain Circumstances
« Carboplatin AUC 5 Day 1 and Irinotecan 50 mg/m? Days 1, 8, 1512

« Cisplatin 60 mg/m2 Day 1 and Irinotecan 60 mg/m? Days 1, 8, 1513
« Cisplatin 30 mg/m2 Days 1, 8 and Irinotecan 65 mg/m? Days 1, 814
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Lurbinectedin
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 Effects on the tumor microenviroment

Tumor cells

Based on a preclinical study:

Inhibition of CLa
* Induce apoptosis in tumor-associated macrophapes cell migration 0
* Reduce macrophage infiltration e®
* Reduce inflammatory chemokines (CCL2 and CXCLB) and VEGF

Apoptosis

_>

oo Lurbinectedin >

' 4g per vil
OOy FOR INTRAVENOUS INFUSION ONLY Monocyt TAM

nstitute before further dilution. . . e
::::single-dose vial contains 4 mg of lurbinectedin
0 as a sterile lgophilized powder . .
gy only ° @ Reduced cancer-relat
Single-dose vial . | |
piscard unused portion. —— cgtotoxic agent . . ed I n fl a m m at l o n

-~ CCL2 CXCL8 VEGF o=y mizi= siTt JBUH'
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Table of Contents

Gancer Small Cell Lung Cancer Discussion

Network®
SCL SUBSEQUENT'E‘.YSTEMIC THERAPY (PS 0-2)Y
Consider dose reduction or growth factor support for patients with PS 2

CHEMOTHERAPY-FREE INTERVALJ(CTFI) >6 MONTHS

Preferred Regimens
* Clinical trial enrollment

« Re-treatment with platinum-based doublet" 1519

Other Recommended Regimens
« Lurbinectedin?%:21
» Topotecan oral (PO) or intravenous (IV)

o Iri ni-25,26
I- Tarlatamab-dlle-28

Preferred Regimens

* Clini i ent

* Lurbinectedin®™

* Topotecan oral (PO) or intravenous (IV)
« Irinotecan"25-26

* Re-treatment with platinum-based doublet may be considered for CTFI 3-6 months

22-25

CTFI <6 MONTHS

17,22-25

h,17-19

her Recommen Regimen

* Nivolumab™ or pembrolizumab (if not previously treated with an ICI
« Paclitaxel34:3%
* Temozolomide
. Cyclophosghamide.fdoxorubici nivincristine (CAV)22
» Docetaxel®

« Gemcitabine27:3%:40

» Oral etoposide®!42

NCCN Guideline Small cell lung cancer version 4. 2025 Available from:https://www.nccn.org/quidelines/

]d,29-33

36,37
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SCLC|SUBSEQUENT SYSTEMIC THERAPY (PS 0-2)¢9
Consider dose reduction or growth factor support for patients with PS 2
Preferred

« Tarlatamab-dlle}2’ (category 1)
« Clinical trial enroliment

s Irinotecan'25-26

» Lurbinectedin (if not previously used)<%<"
* If prolonged disease free time, re-treatment with platinum-based doublet with or without immunotherapy1m

« Topotecan Oral (PO) or Intravenous (IV)17:22-25

Other Recommended

* CAV (Cyclophosphamide/Doxorubicin/Vincristine
« Docetaxel3®

* Gemcitabine
« Nivolumab" or Pembrolizumab (if not previously treated with an ICI
« Oral Etoposide?%-41

« Paclitaxel3233

* Temozolomide

)22

37,38,39
)d,28-31

34,35
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Tarlatamab is a BiTE® (Bispecific T-Cell Engager) Immunotherapy
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T-Cell Expansion

Tarlatamab

CD3 Binding D
omain

DLL3 Binding
Domain

Effector-func
tionless Fc D
omain3

Tarlatamab Mechanism of Action’

. Tarlatamab binds both DLL3 on cancer cells and CD3 on T cells, leading to T-cell mediated cancer cell lysis’
*  Binding creates a cytolytic synapse between T cells and cancer cells, and can activate T cells without relying on MHC |23

CD3, cluster of differentiation 3; DLL3, Delta-like ligand 3; Fc, fragment crystallizable; MHC I, major histocompatibility complex class I; SCLC, small cell lung cancer.
1. Owen DH, et al. J Hematol Oncol. 2019;12:61. 2. Nagorsen D, et al. Exp. Cell Res. 2011; 317:1255-1260. 3. Giffin MJ, et al. Clin Cancer Res. 2021;27:1526-1537. EI Eml l¢|ﬂ§ E|'5|E| J BIJI_I+
[ =4 v



DelLphi-301
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Phase 2, open-label study (NCT05060016)

" = = " m ®m ® ®m ®m ®m ™ N S S ® E S S E S S ®E S S ® E S ® E S N S S N E S E E S S E S S E N E S EE S EEE S EEEEE ,

Same dosing as in Part 1 Same dosing as in Part 1

(n=88)

* Measurable disease
* Treated and stable brain me
tastases allowed

1mg on Day 1, followed by 100 mg on
Days 8 and 15, and Q2W thereafter™t

ITT analysis set

: Part 1: :
. Dose Evaluation .
. . Part 3:
gl Tarlatamab 10 mg IV infusion Part 2: : Reduced Inpatient
Key Inclusion Criteria . (n = 88) Dose Expansion . Monitoring Period
M 1 mg on Day 1, followed by 10 mg on .
. : W thereafter"t :
. EinSicftgtreatment with > 2 lines : AR Tarlatamab 10 mg : Tarlatamab 10 mg
I : bose (n=12) : (n=34)
(including platinum-doublet) : S— (R
. ECOG PS 01 B Tarlatamab 100 mg IV infusion clection

[l
-
[l
[l
-
[l
[l
-
[l
[l
-
[l

*

Primary Efficacy Endpoint: ORR per RECIST 1.1 by BICR

Key Secondary Endpoints: DOR, DCR, PFS per RECIST 1.1 by BICR, OS, adverse events during the treatment period

*Dexamethasone was administered on days 1 and 8 of cycle 1, and IV hydration was administered following all tarlatamalb doses in cycle 1. 128-day cycles. ¥Once 30 patients per dose level had the opportunity

to confirm an objective response after the first post-treatment scan or up to13 weeks of follow-up, whichever occurred first.

BICR, blinded independent cenfral review; DCR, disease control rate; DOR, duratfion of response; ECOG PS, Eastern Cooperative Oncology Group performance status; ITT, intention-to-treat; IV, infravenous; ORR, objective
response rate; OS, overall survival; PFS, progression-free survival; Q2W, every 2 weeks; R, randomization; R/R, relapse/refractory; RECIST, Response Evaluation Criteria in Solid Tumors; SCLC, small cell lung cancer.

1. Ahn MJ, et al. N Engl J Med. 2023;389:2063-2075. 2. Ahn MJ, et al. N Engl J Med. 2023;389:2063-2075; Appendix.
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DelLLphi-301 PFS and OS
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Tarlatamab Tarlatamab Tarlatamab Tarlatamab
10 mg 100 mg 10 mg 100 mg
Outcome (n =100) ((EK::)) (n =100) (n = 88)
100 A Median PFS, mo 100 1 Median OS, m
nths (95% Cl) 4.9 (2.9, 6.7) 3.9 (2.6, 4.4) onths (95% Cl) 14.3 (10.8, NE) | NE (12.4, NE)
w - 3 -
‘;ﬁ; &6 ch 80 Ll 1y "
-‘.g % | | 1™
o %6 & 60 -
r3) 6-month PFS = 40.4% ro) |
) 6-month PFS = 34.1% ) _ 0
()] o | 6-month OS = 73.4%
S o0 S 40 4 6-month OS =71.4%
c < I
] ]
o | o |
S @a; S 20 - |
== Tarlatamab 10 mg | = Tarlatamab 10 mg
=== Tarlatamab 100 mg | e Tarlatamab 100 mg |
00 - . 0 1 |
I | | I I I I I I | I | I
0 3 6 9 12 15 0 3 6 9 12 15 18
Number of Patients at Risk: Months Months
Tarlatamab 10 mg 100 53 35 18 2 0 100 84 67 44 17 3 0
Tarlatamab 100 mg 88 a1 26 15 3 0 88 62 53 39 16 2 0

OS data is not yet mature; at the last follow-up

57% of patients in the tarlatamab 10 mg group
and 51% of patients in the tarlatamab 100 mg group were still alive

Median follow-up was 10.6 months for tarlatamab 10 mg and 10.3 months for tarlatamab 100 mg.
Cl, confidence interval; NE, not evaluable; OS, overall survival; PFS, progression-free survival.

- - +
1. Ahn MJ, ef al. N Engl J Med. 2023;389:2063-2075. o|=ul £'2I1= ColLl JBUH
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Randomized, controlled, phase 3 DeLLphi-304 study

(NCT05740566)

Key inclusion criteria

» Histologically or cytologically confirmed SCLC

» Progression after 1L platinum-based chemotherapy +/- anti-PD-(L)1
« ECOGPSOor1

+ Asymptomatic, treated or untreated brain metastases

Randomization stratified by

»  Prior anti-PD-(L)1 exposure (yes/no)

» Chemotherapy-free interval (< 90 days vs = 90 to < 180 days
vs = 180 days)

» Presence of (previous/current) brain metastases (yes/no)

» Intended chemotherapy (topotecan/amrubicin vs lurbinectedin)

Primary Endpoint: Overall survival

¥ DelLphi

304

Tarlatamab (n = 254)

R
1:1
(N =509)

Chemotherapy* (n = 255)

Topotecan (n = 185); Lurbinectedin (n = 47);
Amrubicin (n = 23)

Key Secondary Endpoints: Progression-free survival, patient-reported outcomes
Other Secondary Endpoints: Objective response, disease control, duration of response, safety

*Topotecan was used in all countries except Japan, lurbinectedin in Australia, Canada, Republic of Korea, Singapore and the United States, and amrubicin in Japan.
1L, first-line; ECOG PS, Eastern Cooperative Oncology Group performance status; PD-(L)1, programmed death (ligand)-1; R, randomization; SCLC, small cell lung cancer.
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DelLLphi-304 met its primary endpoint with tarlatamab demonstrating

superior overall survival over chemotherapy

100 s Tarlatamab) s Chemotherapy Median 0S, months 13.6 7 8.3
) HR (Tarlatamab/Chemotherapy)
(95% Cl) 0.60 (0.47, 0.77)
= 80 p-value (2-sided) p <0.001
S
S 604
]
@ I
= 40- I
& | 37%,
20 + I I
I I
I I
0 7 | |
I I | I | | I I
0 3 6 9 12 15 18 21
Time from randomization (months)
Number of patients at risk:
Tarlatamab 254 220 192 131 60 17 0
Chemotherapy 255 210 156 97 42 9 2 0

Median follow-up time: 11.2 months for the tarlatamab group and 11.7 months for the chemotherapy group. p-value was calculated using a stratified log-rank test.
HR, hazard ratio; 0S, overall survival.
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Progression-free survival was significantly longer with
tarlatamab vs chemotherapy

100 e Tarlatamab ==——==Chemotherapy : : :
Median PFS, months 4.2 | 3.7
ES 80 HR (Tarlatamab/Chemotherapy) 0.7
=] (95% Cl) (0.59, 0.86)
= RMST p-value (2-sided) p =0.002*
& 607
[¢b)
=
5 40
w
&
5 o , 20% _
cc’E) 23% M it H
: T ™ I
0 I 4%; j
0 3 6 9 12 15 18
Number of patients at risk: Time from randomization (months)
Tarlatamab 254 147 78 37 18 2 0
Chemotherapy 255 137 56 15 3 0

Median follow-up time: 11.0 months for the tarlatamab and the chemotherapy group. *The restricted mean PFS time in the tarlatamab and the chemotherapy group was 5.3 months and 4.3 months at 12 months respectively, resulting in
statistically significant improvement of the tarlatamab group over the chemotherapy group.
HR: hazard ratio; PFS, progression-free survival.
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Summary
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* 1. NSCLC
» Systematic EBUS & EUS for N2 subdivision
* EGFR, ALK, and PD-L1 : TAT
* Perioperative Tx : IO+CTx
* Adjuvant Tx : Alectinib
* CCRTx -> Osimertinib consolidation
* Advanced Tx : Exon 20ins, ROS-1, HER2, NRG1

* 2.SCLC

e LS : Durvalumab consolidation
 ES: Atezolizumab+Lurbinectedin maintenance and Tarlatamab
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