-y

DE§T!§.¥

2025 ASCO

ANNUAL MEETING
Trastuzumab deruxtecan vs ramucirumab plus paclitaxel in second-

line treatment of patients with human epidermal growth factor
receptor 2—positive (HER2+) unresectable and/or metastatic gastric

cancer or gastroesophageal junction adenocarcinoma: Primary

analysis of the randomized, phase 3 DESTINY-Gastric04 study

Kohei Shitara
National Cancer Center Hospital East, Kashiwa, Japan

Additional authors: Mahmut Gumus, Filippo Pietrantonio, Sara Lonardi, Christelle de la Fouchardiére, Clélia Coutzac,
Jeroen Dekervel, Daniel Hochhauser, Lin Shen, Wasat Mansoor, Bo Liu, Lorenzo Fornaro, Min-Hee Ryu, Jeeyun Lee,
Fabricio Souza, Lori Jukofsky, Yumin Zhao, Takahiro Kamio, Meredith Venerus, Aziz Zaanan, Eric Van Cutsem

On behalf of the DESTINY-Gastric04 investigators

2025 ASCO #ASCO25 Kohei Shitara, MD ASCO' o
ANNUAL MEETING Presant arty of the author and ASCO. Permission required for reuse; contac 2.010 KNOWLEDGE COMQUERS C

2025 ASCO

ANNUAL MEETING



-y

6E§TINY
Key Takeaways

DESTINY-Gastric04 is a global, randomized, multicenter, open-label, phase 3 clinical trial designed to
investigate the efficacy and safety of T-DXd versus RAM + PTX as 2L treatment for HER2+
metastatic GC/GEJA

In this primary analysis, T-DXd demonstrated a statistically significant and clinically meaningful
improvement in OS compared with RAM + PTX in patients with HER2+ metastatic GC/GEJA

T-DXd also exhibited statistically significant improvement over RAM + PTX in PFS and
confirmed ORR

T-DXd 6.4 mg/kg toxicities were generally manageable and consistent with its known safety profile in
GC/GEJA

second-line, GC, gastric cance '.|' JA, gastroesophageal junction adenocarcinoma; HER2, human epidermal growth factor receptor 2; ORR, objective response rate, 0S5, overall survival, PFS, progression-free survival, PTX, paclitaxel, RAM
ramucirumab, T- I .‘(I sluzuma uxlecan
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Current Treatment Landscape in HER2+ Metastatic GC/GEJA

An estimated 5%-17% of GCs are HER2+ (IHC 3+ or IHC 2+/ISH+)1- v

1L therapy for patients with HER2+ metastatic GC/GEJA is chemotherapy plus
trastuzumab, with pembrolizumab if PD-L1 is expressed (CPS 21)°

Results from the phase 2 DESTINY-Gastric01/02/06 trials led to the approval of
T-DXd in the 2L+ setting in patients with HER2+ metastatic GC/GEJA%8

The combination of RAM + PTX is the SOC in 2L GC/GEJA based on results from
the phase 3 RAINBOW trial®

DESTINY-Gastric04 was conducted to evaluate T-DXd in a head-to-head phase 3 trial
versus RAM + PTX in patients with HER2+ metastatic GC/GEJA
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Study Design

DESTINY-Gastric04: A Global, Multicenter, Randomized, Phase 3 Trial (NCT04704934)

Patient Population

* HER2+ (IHC 3+ or IHC 2+/ISH+)2 GC/GEJA

* HERZ2 status confirmed locally or centrally® on a
recent biopsy obtained after progression on
trastuzumab

ECOGPSOor1

No clinically active CNS metastasese

Stratification factors

* HERZ2 status (IHC 3+ vs [HC 2+/ISH+)

* Geography (Asia [excluding mainland China] vs Western Europe
vs mainland China/rest of world)
Time to progression on 1L therapy (<6 months vs 26 months)
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T-DXd
6.4 mg/kg Q3W

RAM + PTX¢
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DESTINY

Gastric04

Primary Endpoint
L (el

Secondary Endpoints

* PFS (INV)®

* Confirmed ORR (INV)®
* DCR (INV)®

* DOR (INV)e

* Safety

Exploratory Endpoints
* PROs!
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Statistical Analysis

Planned sample size: 490

* 339 OS events were needed to ensure 90% power to detect an OS
hazard ratio of 0.70 (overall 2-sided a error of 5%?)

Interim OS analysis (planned after enroliment completion and 237 OS
events [~70%"])

* OS, PFS, and confirmed ORR were tested hierarchically using a
gatekeeping procedure to control for multiplicity®

* At DCO (October 24, 2024), there were 266 OS events and
322 investigator-assessed PFS events

* The superiority stopping boundary for OS was achieved at this interim
analysis making this the primary analysis (2-sided P < 0.02289)

1 itoff, ORR, objective response rate, 0S| overall survival, PFS, progression-free survival

2 5%. "information frachon. “Testing for these endpoints proceeded if the previous endpaoint in the hierarchy was slatistically significant. Calculated based on the number of deaths

Flexmir
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Hierarchical testing

(0 1)
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Confirmed ORR
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Patient Disposition

Tissue screening?
N = 1088

Main screening® (N = 638)
Failed main screening®
N =144
Randomized 1:1 (N = 494)

T-DXd (n = 246) RAM + PTX (n = 248)
Treated, n = 244 (99.2%) Treated, n = 233 (94.0%)

* Ongoing study treatment (18.9%) * Ongoing study treatment (18.5%)
* Discontinued (81.1%) * Discontinued (81.5%)
* Progressive disease (57.0%) * Progressive disease (53.6%)
* Adverse event (10.2%) * Adverse event (6.9%)
* Clinical progression (5.7%) * Clinical progression (4.3%)
* Withdrawal by patient (2.0%) * Withdrawal by patient (6.9%)
* Physician decision (0.8%) * Physician decision (1.7%)
* Death (5.3%) * Death (8.2%)
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Demographics and Baseline Characteristics

T-DXd RAM + PTX T-DXd RAM + PTX
n = 246 n =248 n =246 n =248

Age, median (range), years 63.2 (21.1-84.1) 64.3 (31.9-87.0) HER2 status,*® n (%)
Male, n (%) 187 (76.0) 205 (82.7) [HC 2+/ISH+ 39 (15.9) 40 (16.1)

> 4
ey

Geography,® n (%) IHC 3+ 207 (84.1) 208 (83.9)
Asia (excluding mainiand 57 (23.2) 60 (24.2) Time to progression on 1L therapy.® n (%)

China)
Western Europe 140 (56.9) 139 (56.0) e 61(24.8) 61(24.6)
26 months

Mainland China/ROW 49 (19.9) 49 (19.8) 185(75.2) 187 (75.4)
Race, n (%) Prior treatment with ICl, n (%)

White 116 (47.2) 130 (52.4) i L 38 (15.3)

Black/African American 0 2(0.8) No 207 (B4.1) 210 (84.7)

Asian 101 (41.1) 97 (39.1) Metastatic sites, n (%)

Other 28 (11.4) 19 (7.7) <2 73(29.7) 75(30.2)
ECOG PS, n (%) 22 173 (70.3) 173 (69.8)

01 97 (39.4) | 148 (60.2) 88 (35.5) | 158 (63.7) Presence of liver metastases, n (%) 147 (59.8) 158 (63.7)

2 | missing 1(04) |0 1(0.4)[1(04) Presence of brain metastases, n (%) 16 (6.5) 18 (7.3)
Primary tumor location, n (%)

Gastric 183 (62.2) 149 (60.1)

93 (37.8) 99 (39.9)
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Subsequent Anticancer Therapy

T-DXd RAM + PTX
n =246 n=248

Patients receiving any subsequent systemic anticancer treatment,® n (%) 126 (51.2) 118 (47.6)
Pacitaxel 63 (25.6) 8(32)

Ramucirumab 43 (17.5) 8(3.2)
Irinotecan 16 (6.5) 16 (6.5)
Nivolumab 14 (5.7) 14 (5.6)
Paclitaxel nanoparticle albumin-bound 13(5.3) 0
Paclitaxel; ramucirumab 13(3.3) 3(1.2)
Trastuzumab 12 (4.9) 8(3.2)
Calcium folinate; fluorouracil; irinotecan hydrochloride 11 (4.5) 12 (4.8)
Tipiracil hydrochloride; trifluridine 11 (4.5) 11(4.4)
Fluorouracil 10 (4.1) 11(4.4)
Oxaliplatin 10 (4.1) 1(0.4)
Disitamab vedotin 5(2.0) 12 (4.8)
Trastuzumab deruxtecan 3(1.2) 52 (21.0)

* Of patients who discontinued study treatment from the RAM + PTX arm, 52 (21.0%) received T-DXd and 12 (4.8%) received
disitamab vedotin as subsequent systemic anticancer therapy

b, T-Xd, Irast Hruxtac
r n the T-DXd amm
hcancer therapy
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OS: Primary Endpoint

T-DXd Hazard ratio®: 0.70
mOS: 95% CI, 0.55-0.90
14.7 months P value”® = 0.0044

RAM + PTX
mOS:
11.4 months

OS Probability, %

Patients still at risk Time, months
T-DXd 246 219 185 134 94 65 45 30 21 12
RAM + PTX 248 204 150 109 76 52 36 18 9 4
T-DXd demonstrated a statistically significant and clinically meaningful improvement in OS compared with
RAM + PTX in HER2+ GC/GEJA, showing a 30% reduction in risk of death
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Predefined OS Sensitivity Analyses

-V
Ny -

T-DXd RAM + PTX
n =246 n =248

OS censored for subsequent
anticancer therapy, median NE (18.8-NE) 15.5 (10.8-NE)
(95% CI),» months

HR (95% CI)® 0.64 (0.44-0.93)

RPSFT-adjusted OS, median

T 14.7 (12.1-16.6) 11.0 (9.4-14.2)

HR (95% CI)¢ 0.67 (0.49-0.89)

* A RPSFT model was used to adjust the OS of patients in the RAM + PTX arm who received poststudy
T-DXd or disitamab vedotin

* Sensitivity analysis results were consistent with the primary analysis favoring T-DXd
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OS by Subgroups

No. of Events/No. of Patients
RAM + PTX

T-DXd
HER2 IHC status
IHC 2+/ISH+ 17/39
IHC 3+ 1077207
Geography
Asia (excluding China)
Western Europe
Mainland China/ROW
Time to progression on 1L
<6 months
26 months
Age
<65 years
265 years
Histologic subtype
Intestinal
Diffuse
Others
ECOG PS
0 3897

25/40
117/208

3157 34/60
67/140 79/139
26/49 49

38/61
104/187

69/140
55/108

75/130
67/118

35/69 38/66
15725 11119
74/152 93/163
45/88

Primary tumor location

13
o0

DESTINY

Ga

08, median (95% CI), months
T-DXd RAM + PTX

Hazard Ratio (95% CI)

) 4
t

17.7 (9.1-NE)
14.4 (11.9-16.4

7.4 (4.510.7)
13.4 (10.8-16.5

0.35 (0.18-0.66)
0.79 (0.61-1.03

14.4 (10.5-19.4)
15.7 (11.9-18.8)
14.8 (B.7-NE

16.1(10.8-18.9) 0.82 (0.50-1.34)
11.1 (8.7-15.5) 0.62 (0.45-0.86)
9.7 (7.4-16.0 : 0.78 (0.46-1.33)

10.2 (8.1-14.4)
16.3 (13.7-19.4

7.3(5.0-10.1)
13.5 (11.0-17.6

0.70 (0.45.1.10)
0.68 (0.51-0.91

15.7 (12.1-18.1)
13.7 (10.5-17.5

11.1(9.6-16.1)
11.5(89-166

0.68 (0.49-0.94)
0.73 (0.51-1.05

16.6 (11.5-20.5)
9.4 (7.9-16.0)
14.7 (11.9-19.4

126 (9.9-18.3)
8.7 (4.6-16.1)
11.1(9.2-16.1

0.74 (0.47-1.18)
0.74 (0.34-1.64)
0.66 (0.49.0.90
18.1 (13.1-27.8)

17.6 (12.6-20.6) 0.68 (0.44-1.05)

1or2 86/149 96/159 13.8 (10.2-16.0) 89(7.7-114) —e I 0.71 (0.53-0.96)

Gastric
GEJA
Prior treatment with ICI
Yes 24138
No 118/210

83/153
41/93

83/149
59/99

e senten oy: Kohel Shitara, MD
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11.9 (10.1-14.8)
18.0 (14.7-225

11.4 (9.6-16.1)
11.5(9.2-16.2

0.86 (0.64-1.17)
0.49 (0.33.0.74

16.3 (10.2-NE)
14.4 (11.9-17.5)

10.1 (7.4-18.6)
12.6 (9.9-16.1)

—_— 0.59 (0.32-1.10)
—— _ 0.71(0.55-0.93)
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DESTINY

Gast

PFS by Investigator: Key Secondary Endpoint

1004

Hazard ratio®: 0.74
95% ClI, 0.59-0.92

T-DXd -~
mPFS: P value® = 0.0074

6.7 months

PFS Probability, %

0
T T
0 18 21
Patients still at risk Time, months

T-DXd 246 173 102 51
RAM + PTX 248 144 68 25 14

T-DXd demonstrated a statistically significant improvement in PFS compared with RAM + PTX in
HER2+ GC!GEJA. shovmng a 26% reducllon |n nsk of progressson or death
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DESTINY

PFS by Subgroups

No. of Events/No. of Patients PFS, median (95% CI), months !
[ TDXd 2 RAM+PTX = TDXd  RAM+PTX | S ) Y.
HER2 IHC status
IHC 2+/1SH+ 2739 27/40 4.4(3.097) 36(24-54) } 0.64 (0.37-1.11)
|HC 3+ 139/207 129/208 6.7 (5.6-7.1 5.6(5.1-6.4 0.76 ( )
Geography A
Asia (excluding China) 6.9(4.4-109) 54 (4.0-8.1) 0.74 (0.47-1.16)
Westermn Europe 5.9 (5.6-6.9) 5.6 (4.8-5.9) 0.77 (0.57-1.04)
Mainland China/ ROW 7.2 (4.2-9.6) 56 (4.4-70 0.62 (0.38-1.00
Time to progression on 1L
<6 months 49/61 4161 54 (4.0-57) 42(28-50) 0.78 (0.51-1.18)
26 months 117/185 115/187 6.9 (5.9-8.1) 5.6 (5.4-6.6) B 0.72 (0.55-0.93)
Age '
<65 years 96/140 86/130 6.8 (5.7-7.5) 56(42-64) I—Q——| 0.75 (0.56-1.00)
265 years 70/106 70/118 5.7 (5.3-7.8 56 (4.8-65 0.72 (0.52-1.01
Histologic subtype
Intestinal 47/69 36/66 6.3(5.1-8.7) 49 (42.56) 0.75(0.48-1.67)
Diffuse 13/25 13/19 6.9(56-14.0) 4.2 (2.6-8.0) 0.44 (0.20-1.00)
Others 106/152 1071163 6.7 (5.6-7.2 5.6 (5.3-6.5 0.78 (0.60-1.02)
ECOG PS
0 63/97 43/88 6.9 (5.6-8.3) 6.0 (4.4-7.9) 0.80 (0.54-1.19)
103/149 113/159 6.3 (5.1-7.0 55 (4.4-57) 0.74 (0.57-0.97

v

—_

Primary tumor location
Gastric 102/153 86/149 59(5.1-7.4) 56(4.4-6.8) 0.83 (0.62-1.10)

GEJA 64/93 70/99 69(57-80) 55(44-58) —— 0.62 (0.44-0.88)

Prior treatment with ICI
28/39 27738 7.2 (4.4-96) 54 (4.2-81) 0.74 (0.43-1.27)
No 138/207 1297210 6.4 (56-7.0) 56 (4.8-5.8) —_— F 0.75 (0.59-0.95)
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Confirmed ORR and DOR?2P

T-DXd RAM + PTX
n =246 n=248

Confirmed ORR (95% CI),* % ‘37?§0 9) f23-249'::5-3)

P value? 0.0006
Difference (95% CI)." % 15.1 (6.1-24.2)
DOR, median (95% Cl), mo 7.4 (5.7-10.1) 5.3 (4.1-5.7) 35.7%;

REH (3% Gl 3 (87.7-95.1) (70.0-81.2) DOR: 5.3 monthsi

0
Confirmed BOR, n (%) 0 3 e
CR' 7(3.0) 3(1.3)
PR 97 (41.3) 66 (27.8) Patients still at risk
g L STl A1 (15.5) nm.!-[ E:?c lru;
PD 13(5.5) 22(9.3)
NE 6(26) 35 (14.8)

DOR Probability, %

The confirmed ORR was 15.1% greater with T-DXd compared with RAM + PTX (P = 0.0006), with longer DOR

tu hybodua
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DESTINY

Overall Safety Summary

Safety analysis set s f
N =477 * Median treatment duration: ‘

T-DXd ‘ RAM + PTX T-DXd: 5.4 mo (range, 0.7-30.3 mo)

e e RAM + PTX 4.6 0.9-34.9
Any TEAE, n (%) 244 (100) 228 (97.9) 3 - 4.6 mo (range, 0.9-34.9 mo)

Drug-related 227 (93.0) 213 (91.4)
Grade 23 TEAES, n (%) 166 (68 0) 172 (73 8) * Similar incidence of drug-related grade
_Dmugrelated 0020200000000 1200 2 1260410 23 TEAEs, serious TEAEs, treatment
Serious TEAES, n (%) 100 (41.0) 101 (43.3) discontinuations, and deaths were

Drug-related 45 (18.4) 41 (17.6) i
observed in the 2 arms
TEAESs associated with dose discontinuation, n (%) 35(14.3) 40(17.2)

Drug-related 28 (11.5) 31(13.3)

TEAEs associated with dose interruption, n (%) 137 (56.1) 141 (60.5)
Drug-related 94 (38.5) 119 (51.1)

TEAESs associated with dose reduction, n (%) 77 (31.6) 87 (37.3)
Drug-related 76(31.1) 84 (36.1)

TEAESs associated with death, n (%) 22 (9.0) 35 (15.0)
Drug-related® 4(1.6) 2(09)
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Confirmed ORR and DOR?2P

T-DXd RAM + PTX
n =246 n=248

Confirmed ORR (95% CI),* % t37.‘;-:'319) {23.;::;5.3]

P value? 0.0006
Difference (95% CI).* % 15.1(6.1-24.2)
DOR, median (35% CI), mo 7.4 (5.7-10.1) 5.3(4.1-5.7) 35.7%}

91.9 759 RAM + PTX
BICR (% CI), % (87.7-95.1) (70.0-81.2)

0 T + T T

Confirmed BOR, n (%) 0 18
CR! 7(3.0) 3(1.3) Time, months
PR 97 (41.3) 66 (27.8) Pationts still at risk

v TD 104 10
sDe 112 (47.7) 111 (46.8) Sl e A ; : : i
PD 13 (5.5) 22(93)
NE 6 (2.6) 35 (14.8)

DOR Probability, %

The confirmed ORR was 15.1% greater with T-DXd compared with RAM + PTX (P = 0.0006), with longer DOR
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AEs of Special Interest N

Adjudicated drug-related ILD/pneumonitis
n (%) Grade 1 Grade 2

T-DXd (n = 244) 7(2.9) 26 (10.7) 1(0.4)
RAM + PTX (n = 233) 2 (0.9) 1(0.4)

Grade 5 Any grade
34 (13.9)

Left ventricular dysfunction®

n (%) Grade 1 Grade 2
T-DXd (n = 244) 0 3(1.2)
RAM + PTX (n = 233) 2(0.9) 2 (0.9) 0

Grade 3 Grade 4 Grade 5 Any grade
3(1.2) 0 0 6 (2.5)
0 0 4(1.7)

* |LD/pneumonitis events in the T-DXd arm were mainly low-grade, with no grade 4 or S events
Adjudicated drug-related ILD/pneumonitis occurred in 34 patients (13.9%) treated with T-DXd and
3 patients (1.3%) treated with RAM + PTX

* Incidence of left ventricular dysfunction was similar across both arms

?925 Asco #ASCO25 vz sewteo oy: Kohei Shitara, MD Asco b
ANNUAL MEETINC FratemLanon A prigmey of W ATCO PeTrend wOaed 1 T COPLIC (e acradano o ENOWLEDGE CONQUERS CANCER

o T ST v

2025 ASCO

ANNUAL MEETING



Patient-Reported Outcomes?< PESTINY

Improvement Improvement

] ] EQ-5D-5L VAS FACT-Ga Gastric Cancer

Subscale

—il
- N (]
< (=] (=]
1 1 1

(=]
1

Mean Change
from Baseline
Mean Change
from Baseline

20
l —e— T-DXd —=—RAM+PTX \ — T-DXd +— RAM + PTX
= -30

Worsening

I

O o) o) Le) o) O
< % % % % P
Nominal Time Point Nominal Time Point

Worsening

I I
o)y Lol e
> % % % %% %%

Patient HRQOL was maintained during treatment with T-DXd; baseline scores on the EQ-5D-5L VAS and FACT-Ga
subscale remained stable, with no clinically meaningful changes?
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i DESTINY
Conclusions

4

* T-DXd demonstrated a statistically significant and clinically meaningful improvement
in OS compared with RAM + PTX in patients with HER2+ metastatic GC/GEJA in the 2L
setting (median, 14.7 vs 11.4 months, respectively, with 30% reduction in risk of death:

HR, 0.70 [P = 0.0044])

* Improvement in PFS, confirmed ORR, DCR, and DOR was also observed with T-DXd

* The toxicity profile of T-DXd 6.4 mg/kg was generally manageable and was consistent with its
known safety profile, with no new safety signals identified

Patient-reported QOL was maintained with T-DXd; scores were comparable in the T-DXd versus
RAM + PTX arm

* Results support further evaluation of T-DXd in an earlier line setting

-

DESTINY-Gastric04 confirms T-DXd as the global 2L standard-of-care therapy for patients
with HER2+ metastatic GC/GEJA
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