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Additional health-related quality of life analysis

« GCis the f@fth most prevalent cancer type in terms of incidence * In DESTINY—GgstricO4, patients with HER2+ unresectable or metastatic GC/GEJA by local or central testing received T-DXd 6.4 mg/kg or Figure 1. DESTINY-Gastric04 Study Design
. - and mortality’ RAM + PTX (Figure 1)
from D ESTI NY'G aStrl c04 y a random IZed « Among all patients with GC, approximately 5% to 17% have tumors « At prespecified time points, patient-reported outcomes were assessed using the FACT-Ga scale and the EuroQol 5-dimension, 5-level _ _
that are HER2+%° (EQ-5D-5L) visual analog scale (VAS) Patient Population T-DXd Primary Endpoint Additional Endpoints
| | | | | | | | | | | | | | » HER2+ (IHC 3+ or IHC 2+/ISH+)? metastatic 6.4 mg/kg Q3W . 0S .
phase 3 Stu dy Of traStuzu mab derUXtecan Vs . T-DXd, a HER2-directed antibody-drug conjugate, is approved in - FACT-Ga subscales included emotional well-being (EWB), functional well-being (FWB), physical well-being (PWB), social well-being GC/GEJA * TEAE EAIRs
many countries worldwide for the treatment of adult patients with (SWB), and gastric cancer subscale (GaCS) « HER2 status confirmed locally or centrally® on : Secondary Endpoints « Time to first onset of adjudicated
- o R I' I - - - h h locally advanced or metastatic HER2+ GC/GEJA who have — Subscale scores were combined to obtain the FACT-general (FACT-G; EWB + FWB + PWB + SWB) and FACT-Ga (FACT-G + GaCS) 2 e b'OPSi’) sloifzllel Sitelr g s - PFS (INV)e drug-related ILD/pneumonitis”
ram UCI ru ma ac I axe In a Ien S WI u man received a prior trastuzumab-based regimen based on results 14 on trastuzuma RAM + PTX¢ , AT )
) ) total scores « ECOGPSO0or1 e Confirmed ORR (|NV)e Adedlcated drug related
from the DESTINY-GastricO1, DESTINY-GastricO2, and/or > , ) ILD/pneumonitis incidence
e idermal I'OWth faCtOr rece tOr 2 oS itive DESTINY-Gastric04 trialst-"  TTFD was analyzed for the EQ-5D-5L VAS scale and FACT-Ga total scores and subscales * No clinically active CNS metastases - DCR (INV)® b o
- . . . g - i i>ati i - * DOR (INV)
p g p p * In DESTINY-Gastric04 (NCT04704934), second-line treatment with TTFD was defined as the time from the- da;:e1 5of randomization to the date of the assessment when scales decreased by the following amounts: Stratification factors . Safet; ) . Change from baseline in the
t bl I t t t' t = I T-DXd resulted in a statistically significant and clinically meaningful - EQ-5D-5L-VAS: decrease of 27 points' . HER?2 status (IHC 3+ vs IHC 2+/ISH+) AT G ol
u n resec a e me as a IC gas rlc cancer mp_rovemgnt in overall survival compared with RAM + PTX in — FACT-G: decrease of 7.8 points'™16 « Geography (Asia [excluding mainland China] vs Exploratory Endpoints | ;.. (5 deterioration
patients with HER2+ (|HC 3+ or IHC 2+/|SH+) unresectable or . a6 Western Europe vs mainland China/rest of world) « PROsf
astroesophageal junction adenocarcinoma etastatic GCIGEIAT LB, . P, W dotases of 25 o0 " ime o progreseon on 1L hrapy
g p g .l . Patient-reported HRQoL was also maintained with T-DXd treatment - EWB, FWB, PWB, and SWB: decrease of 23 points™ (<6 months vs 26 months)

in DESTINYGastric04, with no clinically meaningful changes in — GaCS: decrease of 28.2 points'+1°
patient-reported outcomes™-3

2As classified by 2018 ASCO-CAP guidelines. *Study protocol originally mandated HER2 status be determined centrally but was later amended to allow local determination. cClinically active CNS metastases were defined as being

« The mean CFB in the FACT-Ga total score and subscales was assessed, and a mixed model for repeated measures (MMRM) was applied untreated and symptomatic or requiring therapy with corticosteroids or anticonvulsants. Patients with clinically inactive CNS metastases could be enrolled. ‘RAM administered as 8 mg/kg on days 1 and 15 of each 28-day cycle and
o . - . . cyy s . . .. PTX administered as 80 mg/m? on days 1, 8, and 15 of each 28-day cycle. °Determined by investigator-based assessment per RECIST v1.1. Based on EQ-5D-5L VAS and FACT-Ga subscales. SEAIRs were measured to account for
° - 14
Additional patlent reported HRQOL outcomes were assessed in to analyze CFB over tlme’ accountlng for Wlthm'patlent correlations and mISSIng data differences in treatment duration between T-DXd and RAM + PTX. "Time to first onset of adjudicated ILD (days) was defined as the onset date of first ILD event adjudicated as drug-related - first dose date + 1.
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Figure 2. TTFD by EQ-5D-5L VAS and FACT-Ga total score and subscales A T T FF 1 T 1 | 57T T + T - = F = T T T+ 1
Objective .- - = T
J A) EQ-5D-5L VAS:® E) FACT-Ga FWB® 1 1
 To assess the impact of trastuzumab deruxtecan (T-DXd) compared with ramucirumab (RAM) in combination with paclitaxel 100 — T-DXd (n=246)  RAM + PTX (n = 248) 100 — T-DXd (n=246) = RAM +PTX (n = 248) L+ — St LT 7 LT F e
(PTX) on health-related quality of life (HRQoL) measures in patients with human epidermal growth factor receptor 2-positive < 90 - Median, months (95% CI) 3.5 (2.7-5.0) 3.0 (2.1-3.5) e 90 - Median, months (95% CI) 2.3 (2.1-3.2) 2.3 (2.1-3.5) - - =1 1 = 1 104
(HER2+) unresectable or metastatic gastric cancer (GC)/gastroesophageal junction adenocarcinoma (GEJA) from - g 80 - HR (95% Cl) 0.79 (0.62-1.01) - g 80 — HR (95% Cl) 0.89 (0.70-1.13) o o o
' O .2 70- - ©.2 70- - ) | — T 1 — ) | — T 1 — ) — T 1 — |
DESTINYGastricO4 >% 60 Nominal P-value 0.063 >% o0 Nominal P-value 0.338 m D22 D43 DG4 D106 D148 D190 D232 D274 D22 D43 DB4 D106 D148 D190 D232 D274 D22 D43 D64 D106 D148 D190 D232 D274
n S 2 50 - S 2 50 E‘, T-DXd 191 181 171 125 95 82 51 44 T-DXd 191 181 171 125 95 82 51 44 T-DXd 191 180 170 125 94 82 51 43
CO"CIUS'O"S S8 4 Q2 4. p RAM + PTX 149 123 137 113 77 54 33 22 RAM+PTX 149 123 137 113 79 54 33 22 RAM + PTX 148 122 137 113 77 54 33 22
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Maintenance of patient-reported HRQoL with T-DXd in patients with HER2+ (immunohistochemistry [IHC] 3+, IHC 2+/in situ w0l . e T ol I = 10- FWB 0 TACT-G total score o TACT-Gatotal score
hybridization—positive [ISH+]) unresectable or metastatic GC/GEJA was supported by the findings of this analysis L 104 FD9 L 104~ FD9 = — a | - T - I L
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The mean change from baseline (CFB) in all Functional Assessment of Cancer Therapy—Gastric (FACT-Ga) subscales showed tionte still at rick Time, months oationte still at risk Time, months = t<—T1T1
. . . . . . atients stiil at risk: atients still at risk: ’
that symptoms and functioning of patients remained stable, with some subscales favoring T-DXd versus RAM + PTX T-DXd 246 154 130 98 71 60 55 39 28 23 20 19 14 13 8 5 5 3 1 1 1 1 1 0 0 0 0 0 0 0 0 0 0 0 T-DXd 246 153 119 79 57 51 45 30 21 17 12 11 7 7 4 3 2 2 1 1 1 1 1 1 0 0 0 0 0O 0 0 0 0 0 20 1
RAM + PTX 248 141 105 82 55 38 29 21 10 8 8 4 2 2 2 2 1 1 1 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 RAM + PTX 248 138 100 71 45 30 26 20 9 5 5 3 3 3 1 1 1 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 = - 4 T 4+ = I
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100 — T-DXd (n = 246) RAM + PTX (n = 248) 100 — T-DXd (n = 246) RAM + PTX (n = 248) v e o .
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Plal n Lang uage Su mmal'y ©.9 704 Nominal P-value 0.700 ©.9 70- Nominal P-value 0.052 T-DXd 190 179 169 125 94 81 51 43 T-DXd 190 179 169 125 94 81 51 43 T-DXd 189 178 169 125 94 81 51 43
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Why did we perform this research? 89 4 S99 4 y bay
: : : : : o o O o o —e— T-DXd  —e— RAM+PTX
Human epidermal growth factor receptor 2 (HERZ2), a protein on the surface of some cancer cells, is found in approximately 5% to = 0 30 - — S 0O 304 . .
o ] 1.4 i i i o T I s o aPreviously presented at ESMO Congress 2025, Poster 2099P.
17% of gagtrlc Carl]cer (GC) cgses. Trastuzumab deruxtfecan. (T'DXd) IS an _antlcancer therapy .that targets I__I_ERZ and is approved n 20 4 + Censor B _— » 204 + Censor : =t | Results for a treatment arm were no longer considered informative once the number of patients who had the specified visit dropped below 10%, which occurred after day 274.
to treat patients with metastatic GC or gastroesophageal junction adenocarcinoma (GEJA) that is HER2-positive (HER2+).>” L 10— D ic 10— "D — '
_ _ _ ) _ —— RAM + PTX —+— RAM + PTX — : : _
DESTINY-Gastric04 was performed to compare the treatment benefits and safety of T-DXd with ramucirumab plus paclitaxel, | —— | —— « MMRM analysis of CFB results favored T-DXd versus RAM + PTX for the FACT-G total score (nominal P = 0.023),
as a second-line treatment option, in patients with HER2+ metastatic GC or GEJA.2 The primary analysis showed that O 4 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 and the FACT-Ga FWB (nominal P = 0.045) and SWB (nominal P = 0.004) subscales (Table 1)
patients who were given T-DXd had survived longer than patients given ramucirumab plus paclitaxel.? Patients in the trial reported Bationts still at rick. Time, months Patients still at risk: Time, months
that their health-related quality of life (HRQoL) was not negatively affected by T-DXd treatment.®'° This research examines T-DXd 246 173 136 102 78 63 56 39 29 25 19 16 12 12 6 5 5 2 2 2 2 1 1 1 1 1 1 0 0 0 0 0 0 0 T-DXd 246 159 123 84 64 51 42 31 22 20 16 14 10 9 5 3 3 1 1 1 1 1 1 1 1 1 1 0 0 0 0 0 0 0 Table 1. MMRM estimated differences in CFB for HRQoL domains between T-DXd and RAM + PTX arms
additional patient-reported HRQOL reSU|tS from the DEST'NY—GaStrlCO4 trial. RAM + PTX 248 151 121 99 65 45 39 31 17 11 10 6 5 4 2 2 1 1 1 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 RAM + PTX 248 140 104 72 47 27 24 17 11 6 5 3 3 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
How did we perform this research? C) FACT-G total score® G) FACT-Ga SWB¢ Estimate (95% Cl) Nominal P-value
: . : . : ] = = T-DXd (n = 246) RAM + PTX (n = 248)
Patients who had GC that was confirmed as expressing HER2 from a recent tumor sample were eligible for enrollment into 100 - T-DXd (n =246) RAM + PTX (n =248) 100 —
this phase 3 clinical trial. Patients were randomly assigned in a 1:1 ratio to 1 of 2 treatment arms. One arm received T-DXd 2 90 - Median, months (95% Cl) 3.5(2.2-4.4) 2.8 (2.1-3.5) 2 90 Median, months (95% CI) 3.8 (2.6-5.3) 2.5(2.1-3.5) FACT-G total score 2.95 (0.40-5.49) 0.023
while the other arm received ramucirumab plus paclitaxel. Patient-reported HRQoL was assessed using standardized w © 80- HR (95% ClI) 0.74 (0.58-0.95) o & 804 HR (95% Cl) 0.71 (0.55-0.91)
questionnaires that measure multiple factors related to changes in emotional, physical, functional, or social well-being, as well as ; 2 70+ Nominal P-value 0.015 g 2 70~ Nominal P-value 0.006
symptom deterioration. = g 60 - = g 60 -
‘S = 504 o = 504
indi - S 3 S S FACT-Ga total score 2.00 (—1.98-5.98) 0.323
What were the findings of this research? 25 40- Qg 40- - - - -
Results from this study remain consistent with earlier HRQoL assessments in DESTINY-Gastric04. Patients receiving T-DXd did a8 304 — g8 30+
not show deterioration in their symptoms compared with those receiving ramucirumab plus paclitaxel. Additionally, measures of e ensor — P 204 -+ Censor | |
functioning and overall well-being remained stable throughout treatment. Changes in certain measures, such as physical and W 10+ _,  Ram+PTX N W 104,  Ram+PTX — :
emotional well-being were more favorable in patients who received T-DXd than those who received ramucirumab plus paclitaxel. 0 7 v 1. o o+ 11 ‘T T 1 ‘1 ‘1T T 1 ‘1 T T T T T T T T T T T T T T T 1 0 T T T T e T T T T T T e T T e T T T T T T T T T FACT-Ga PWB 0.19 (-0.62-0.99) 0.646
O 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 0O 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33
What were the implications of this research? . o Time, months . . Time, months
Patients still at risk: ) Patients still at risk: ’
These findings support that patients with HER2+ GC/GEJA who receive T-DXd do not experience a decline in their quality of life, T-DXd 246 165 127 89 65 53 48 35 25 22 16 13 9 9 5 4 4 2 1 1 1 0 0 0 O O O O O O O O 0 O T-DXd 246 169 131 98 70 52 46 37 27 21 16 16 13 8 4 4 4 2 1 1 1 1 1 1 0 0 O O O O O 0O 0 O
and further reinforce T_DXd as a therapy ChOiCG tO treat metaStatiC HER2+ GC that haS progressed on ﬁrst_line therapy. RAM + PTX 248 137 103 78 49 27 23 18 8 5 4 2 2 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 RAM + PTX 248 141 107 76 51 34 28 20 111 5 5 4 4 3 2 2 1 1 1 1 1 1 1 1 1 0 0 0 0 0 0 0 0 0 FACT Ga EWB O 65 ( O 02 1 32) O 055
D) FACT-Ga EWB® H) FACT-Ga GaCS" ' R '
Where can | access more information? 100 — T-DXd (n = 246) RAM + PTX (n = 248) 100 — T-DXd (n = 246) RAM + PTX (n = 248)
gﬁi To learn more about the DESTINY-GastricO4 study, you can visit: https://clinicaltrials.gov/ct2/show/NCT04704934 © 90 - Median, months (95% CI 5.1 (4.2-8.7) 3.7 (2.4-5.0) © 90 - Median, months (95% CI 4.9 (3.7-6.3) 5.8 (4.8-7.4)
- g“ 80 - HR (95% CI) 0.74 (0.57-0.97) - g“ 80 - HR (95% CI) 1.11 (0.84-1.47) FACT-Ga GaCS —0.53 (—2.48-1.43) 0.598
: = 70 S Nominal P-value 0.026 : — 70 A Nominal P-value 0.462
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