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Introduction

Trastuzumab deruxtecan (T-DXd) vs

« Among all cancer types, GC ranks fifth in terms of incidence * DESTINY-GastricO4 is a global, Figure 1. DESTINY-Gastric04 study design
_ _ and mortality’ randomized, open-label, phase 3 study
. . . . to assess the efficacy and safety of
ra m u CI ru m a b ( R A M ) p I U s pa CI Itaxe I ( PTX) + Approximately 5%-17% of GC cases are HER2+ (immunohistochemistry T-DXd 6.4 ma/kg verius RAM +yp-|-x Patient Population T-DXd Primary Endpoint Additional Endpoints
[IHC] 3+ or IHC 2+/in situ hybridization [ISH]—positive)?® o1 th ¢ tients with «HER2+ (IHC 3+ or IHC 2+/ISH+)? GC/GEJA 6.4 mg/kg Q3W 03 * TEAE EAIRsS
= = = _ _ as d E| WOl Prallisiniis vl «HER?2 status confirmed locally or centrally® on a recent Secondary Endpoints * Time to first onset of
I n S e Co n - I n e re a m e n O pa I e n S  Results from the phase 2 DESTINY-GastricO1, DESTINY-Gastric02, unresectable/metastatic GC/GEJA who biopsy obtained after progression on trastuzumab *PFS (INV)® adjudicated drug-related
and DESTINY-Gastric06 trials led to the approval of T-DXd in the 2L were still HER2+(IHC 3+, IHC 2+/ISH+) *ECOGPSOor1 C RAM + PTX¢ » Confirmed ORR (INV)e .'Afd[.)/ %?fa‘gdogf'sh_relate ;
ts With H E R2 + u n rese Cta b I e / m et ast ati C or later setting in patients with unresectable or metastatic HER2+ by local or central testing after a s :ggi ?'m/,)) |L[J)L/jpneumonitlijgJ
p GC/GEJA®?® trastuzumab-based regimen (Figure 1) Stratifioation fact . Safety incidence by subgroups
ratirication ractors ) * Change from baseline in
t . G C I t h I - In patients with advanced or metastatic GC, an alternative 2L - Additional efficacy analyses included *HER2 status (IHC 3+ vs IHC 2+/ISH+) Exploratory Endpoints — he FACT-Ga scale
g aS rl C Ca n Ce r g as rOes 0 p ag ea treatment option was RAM + PTX, regardless of HER2 status® " percentage change from baseline in the -sveo?raprlwzy (Asia [eXC'“.d:”Qdmg;:."ar}d Cth";‘a] o
f target lesion diameters and time eTi > ?m e maqu?h nalrest ofworld)
= = - - In DESTINY-Gastric04, T-DXd demonstrated a statistically significant Sum o 'ME 10 progression on 1. terapy
unction adenocarcinoma (GEJA): - - - - - o response (<8 menine v 26 i)
j . improvement in OS, progression-free survival (PFS), and confirmed
. _ objective response rate (CORR) over RAM + PTX in patients with « Concordance of central HER2 IHC P G Ty A RSO e
HER2+ unresectab'e/metastanc GC/GEJA in the Second_line Setting12 anaIyS|S for patlents Screened based on bSt.uc.iy protoc.ol originally mandated HER2 §tatus be d.etermined centrally but was I'c.lter amen.d.ed to allow Io.cal det.erminati.on. | | - o
I I O n a a a ro m - a s rl c . °Clinically active CNS metastases were defined as being untreated and symptomatic or requiring therapy with corticosteroids or anticonvulsants. Patients with clinically inactive CNS metastases could be enrolled.
|OC8| teStIng was Cond UCted JRAM administered as 8 mg/kg on days 1 and 15 of each 28-day cycle and 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.
JEAIRs were measured to account for 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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1%Samsung Medical Center, Seoul, South Korea; '""Azienda Ospedaliero Universitaria Pisana, Pisa, Italy; ?’Asan Medical Center, University of Table 3. Adjudlcated drug related ILDIpneumonltls by subgroup
Ulsan College of Medicine, Seoul, South Korea; ““Daiichi Sankyo, Basking Ridge, NJ, USA; “Department of Gastroenterology and Digestive « At data cutoff (October 24, 2024), 246 patients were assigned to T-DXd and « 244 patients in the T-DXd group and 233 patients in the RAM +
Oncology, Paris-Cité University, George Pompidou European Hospital, Paris, France; "*National Cancer Center Hospital East, Kashiwa, Japan 248 to RAM + PTX PTX group were included in the safety analysis population Subgroup T-DXd RAM + PTX
. . . . % (n/N % (n/N
« Of 133 patients enrolled based on local HERZ test results, 122 patients also had « EAIRSs per 100 patient-years for grade =3, serious, and fatal TEAEs, o (n/N) o (n/N)

] ] central HER2 results and TEAEs associated with study drug discontinuation, dose All patients 13.9 (34/244) 1.3 (3/233)
Objective ~ The positive percentage agreement for HER2+ status (IHC 3+ or IHC 2+/ISH+) [ﬁ;’“&i}l"; agﬁ;grgn'fgtgg;gﬂzgn were lower in the T-DXd arm than Age <65 years 10.8 (15/139) 0.8 (1/123)
- We report additional safety and efficacy data from the primary data cutoff (October 24, 2024) of between local and central testing was 79.5% (95% Cl, 71.3-86.3) Age 265 years 18.1 (19/105) 1.8 (2/1110)

DESTINY-Gastric04, the first phase 3 study to evaluate trastuzumab deruxtecan (T-DXd) versus Table 2. EAIRs of TEAEs ' '
ramucirumab (RAM) plus paclitaxel (PTX) in patients with human epidermal growth factor receptor Efficacy Female 6.9 (4/58) 0
2—positive (HERZ2+) unresectable/metastatic gastric cancer or gastroesophageal junction _ _ o o
adenocarcinoma (GC/GEJA) in the second-line (2L) setting »  Primary results from DESTINY-GastricO4 showed statistically significant EAIRs? per T-DXd RAM + PTX Male 16.1 (30/186) 1.5 (3/194)
improvements in OS, PFS, and cORR with T-DXd versus RAM + PTX (Table 1) 100 patient-years® n =244 n =233 Normal renal function 12.1 (14/116) 1.8 (2/114)
Conclusions — T-DXd was associated with a 30% reduction in risk of death . L
Treatment duration. median Mild renal impairment 12.6 (11/87) 0
" : : : - : : : : : : : 5.4 (0.7-30.3) 4.6 (0.9-34.9)

« These additional data from DESTINY-GastricO4 provide further evidence of the clinically meaningful — OS results in patients with centrally confirmed HER2 status reinforced (range), months ' ' ' ' ' ' Moderat ¥ : t 22 0 (9/41 26 (1/38
improvement in efficacy with T-DXd over RAM + PTX in the 2L setting in HER2+ unresectable/metastatic primary OS analysis results (Figure 2) oderate renal impairmen 0 (9/41) 6 (1/38)
GC/GEJA, reinforcing its use as the global 2L standard of care Total patient-years

. . Table 1. Primarv efficacy results® ; 133.4 103.4 - Throughout the course of treatment, change from baseline in Functional
— Overall survival (OS) data based on central HER2 testing further support the robustness of the : ry y of exposure Assessment of Cancer Therapy Ga,stric (FACT-Ga) general and FACT-Ga
i int findin . N . - Lo C )
primary endpo dings T-DXd RAM + PTX Treatment All TEAEs, n (%) 244 (100.0) 228 (97.9) gastric scales were maintained and did not deteriorate with either T-DXd or
Exposure-adjusted incidence rates (EAIRs) per 100 patient-years were lower in the T-DXd arm than in End Point e = 248 Effect (95% CI): P value® : : : RAM + PTX. with no clinically meaningful changes from baseline observed
the RAM + PTX arm for grade =3, serious, and fatal treatment-emergent adverse events (TEAEs), and ° EAIR 3057 4 3482 9 (defined as a 210-point change from baseline) (Figure 3)
TEAEs associated with drug discontinuation, dose reduction, and drug interruption OS, median 14 7 11 4 0.70 0004 ' '
. . . . . . 0 _ _ _ . H H H - . -
. Patient-reported health-related quality of life was maintained with T-DXd (95% Cl) (12.1-16.6) (9.9-15.5) (0.55-0.90) Grade =3 TEAES, n (%) 166 (68.0) 172 (73.8) ;:egnl:er;f.agg?;?;:glr'r-‘Gbaazzg?r?;n FACT-Ga scales: (A) FACT-Ga
PFS, median 6.7 5.0 0.74 0.007
(95% ClI) (5.6-7.1) (4.9-5.8) (0.59-0.92) ' EAIR 230.9 338.0
A
g cORR, % 44.3 29.1 15.1 :
! <0.001 Serious TEAEs, n (% 100 (41.0 101 (43.3 Improvement
Plain Language Summary (95% Cl)e (37.8-50.9)  (23.4-35.3) (6.1-24.2) 0.00 (%) (41.0) (43-3)
20 —
Why dld we perform thls research? azl'he treatrrt1ent effe_c;c f)or OS is a hazard ratio for death, for PFS is a hazard ratio for disease progression or death, and for cORR is an absolute difference EAlR 893 1130 T
e in percentage points). . - o
G%“j Approximately 5%-17% of gastric cancer (GC) cases express human epidermal growth factor receptor 2 (HER2), "Two-sided P value from sraifed log-rank test and statifed Cox proportional hazards model adjusted for stratifcation fator: HERR status (IHC 3+ or IHC 2+/1St), T - - T T +
a protein on the surface of some cancer cells.™ Trastuzumab deruxtecan (T-DXd) is an anticancer therapy that Based on ORR ighle pationts, e R T R e Fatal TEAEs, n (%) 22 (9.0) 35 (15.0) g2 0% 1 T T
targets HER2 and is approved to treat patients with metastatic GC or gastroesophageal junction adenocarcinoma = g
(GEJA) that is HER2 positive (HER2+).5” DESTINY-Gastric04 was performed to compare the treatment benefits Figure 2. Primary analysis results of OS in patients with centrally EAIR 15.1 310 S8
and safety of T-DXd with ramucirumab plus paclitaxel, an alternative second-line treatment option, in patients confirmed HER2 status’2 S E
with HER2+ metastatic GC or GEJA.® The primary analysis showed that patients who were given T-DXd had TEAE ated with d = f—: 10 4
clinically meaningful longer overall survival than patients given ramucirumab plus paclitaxel.® We report additional 100 _ s.asso_C|a © (\)N' rug 35 (14.3) 40 (17.2)
data of T-DXd compared with ramucirumab plus paclitaxel from DESTINY-Gastric04. discontinuation, n (%)
How did we perform this research? s 807 g, moS: ';2%2@.%‘_?;0%711 EAIR 24 3 39 7 l 0
Patients who had gastric cancer that was confirmed as expressing HER2 from a recent sample of their cancer 2 4.7 months ' ' Worsening
were eligible for enrollment into this phase 3 clinical trial. Patients were randomly assigned in a 1:1 ratio to 1 of = 00- _ _
2 treatment groups. One group received T-DXd while the other group received ramucirumab plus paclitaxel. f-g 40 =y TEAEs associated with dose 77 (31.6) 87 (37.3) Study Day
Patients were followed up throughout the trial to monitor their progress. o | RAM + PTX HE reduction, n (%) ' '
(7] mOS:
What were the findings of this research? O 20- 12.2 months i ’ ’ B
Results of this DESTINY-GastricO4 additional analysis were consistent with those reported previously in the , o EAIR 72.2 117.0 Improvement
primary analysis.® Exposure-adjusted incidence rates of treatment-emergent adverse events (TEAEs) were 0 | | . . . | | | | | | . . .
lower with T-DXd than RAM + PTX treatment for grade 23, serious, and fatal TEAEs, and TEAEs associated o3 6 9 12 1 18 21 24 27 30 33 36 39 42 TEAESs associated with study 137 (56.1 141 (60.5 T 40
with study drug discontinuation, drug interruption, and dose reduction. Health-related quality of life reported by ationte sl at ek Time, months drug interruption, n (%) (96.1) (60.5) B
the patient was maintained during T-DXd treatment. TDXd 233 209 180 131 93 65 45 30 21 12 2 1 1 1 0 o 204+ _ _ — T T T
RAM + PTX 225 189 143 107 76 52 36 18 9 4 3 3 0 8,) c -4 1 T +1

What are the implications of this research? “Stratified Cox proportional hazards model was adjusted for the HER2 status (IHC 3+ or IHC 2+/ISH+) stratification factor. o | EAIR 158.2 270.3 = e

Additional efficacy data further supported an improvement in efficacy in patients given T-DXd over ramucirumab 2025, doi 10, 1036INEIMos2503119, Copyright © 2028 Massachusetts Medical Society. Reprinied with permission from Massachusetts Medical Socety. - S § o P S ‘r __________ o

plus paclitaxel. Additional safety data further characterized and supported a generally manageable safety profile, oot ool pationte i safaty anabais sot [odLslod sotiontrars of exoosuray 00 e sum ot fhe adusted patientyears of = 17T B ZEM S S — ——

With no new safetylsignals identified. These results r_einfgrce T-DXd as a promising therapy choice to treat meta- o Patients with measurable lesions at baseline who received T-DXd had a ”::tt;etnot-tsr/]eea;gf;fgsclg?eggs:;?]ngg?eﬁis;izo:stizt\?etct)htgigst incident date of the AE i the patient had the AE, or time from first dose é’ E o & 1 |

static HER2+ gaSt”C cancer that has progressed on first-line therapy' h|gher percentage Change from baseline in the sum of target lesion diameters °Patient-year exposure was total of treatment duration of all patients within each treatment group. w = : o L =

Where can | access more information? compared with patients who received RAM + PTX

@;%;i To learn more about the phase 3 DESTINY-GastricO4 trial please visit: M +SD): T-DXd: ~38.7% (27.8%): RAM + PTX: =27 1% (28.8% * The median time to first adjudicated drug-related ILD/pneumonitis l —40 | | | | | | |

https://clinicaltrials.gov/study/NCT04704934 ean (£SD): T- . A% (27.8%); ; 1% (28.8%) onset was 104 days (range, 34-542 days) with T-DXd (34 patients) Worsening O*’e O‘{? 06,7 070 0,7 o,@ 0%3 Q,
References — Median (range): T-DXd: -40.0% (-100.0% to 21.9%); RAM + PTX: -26.7% and 41 days (range, 13-58 days) with RAM + PTX (3 patients) d 7 7 v ¥
— 0 0 . : : :
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