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Introduction

Trastuzumab deruxtecan in Western patients

_ . _ * An estimated 5% to 17% of patients with GC have HER2+ (immunohistochemistry [IHC] 3+ or IHC 2+/in situ hybridization—positive [ISH+]) disease’* . DESTlleY-IGa'StriICOZ washa mu2Ititcler|1ter, Figure 1. DESTINY-Gastric02 study design
Wlth H E Rz -pos Itlve adva n Ce d g aStrI c O r « T-DXd, a HERZ2-directed antibody-drug conjggate, is gpproved in many countrie§ worldwide for the treatment of adult patients V\_/ith locally advanced or cc)sre]gljc?tez’irflphgeeijirig dp S?esutees arrlmz e
metastatic HER2+ GC/GEJA who have received a prior trastuzumab-based regimen based on results from the DESTINY-GastricO1, DESTINY-Gastric02, Fi 1 - o
VV . i i  Pathologically d ted, table,
g P g J + In DESTINY-Gastric02 (NCT04014075), T-DXd showed clinically meaningful activity as a second-line therapy in Western patients with HER2+ (IHC 3+ or e D TTERe T Lresedtante O o iinore Saviditathekhtata s - GORR by ICR
= u IHC 2+/ISH+) advanced GC or GEJA at the primary analysis (data cutoff [DCO], April 9, 2021) and updated analysis (DCO, November 8, 2021)"8 metastatic 5% or Who had progresse S d dooints?
rogressed on or after a trastuzumab-containin on ofater a frstline rastuzurab-cortaiing - - oo
— At the primary DCO, the cORR by ICR was 38.0% (95% Cl, 27.3%-49.6%) and the median DoR by ICR was 8.1 months (95% CI, 4.1 months-not regimen (N = 79) received T-DXd 6.4 mg/kg » Centrally confirmed HER2+ disease 6.4 mglkg Q3W ., * PFSDbyICR
_ , , , estimable [NE]) 3 ks (Q3W (defined as IHC 3+ or IHC 2+/ISH+) — 70a . OS
_ SR O HSSS (QBI on biopsy after progression on a first-line N=79
reg imen.: fl n al anda Iys IS Of D ESTI NY-G aStrI Coz y - At the updated DCO, the cORR by ICR was 41.8% (95% ClI, 30.8%-53.4%), and the median DoR by ICR was 8.1 months (95% ClI, 5.9 months-NE) - The primary endpoint was cORR by ICR s b eeE T e ggfl'\;tsy ICR
- - . !n the phase 3 DESTINY—Gastric_O4 trial (NCTO4704934), secgnd-lir_me treat.ment with T-DXd resulted in a statisjcically significant and clinically meaningful » Secondary endpoints included PFS by ICR, . ECOG PS 0 or 1 . Patient-reported outcomes
a S I n g e -a rm y p ase rl a improvement in OS compared with ramucirumab + paclitaxel in patients with HER2+ unresectable or metastatic GC/GEJA® OS, DoR, safety, and patient-reported outcomes o
° Efficacy and safety results from the final analysis of DESTINY-Gastric02 (DCO, April 25, 2024) are reported here 2Enroliment of 80 patients was planned; actual enroliment was 79 patients. °Other secondary endpoints were ORR, PFS, and DoR by investigator assessment; pharmacokinetics; and anti-drug antibodies.

Geoffrey Ku,' Elizabeth Smyth,? Filippo Pietrantonio,’ lan Chau,* Haeseong Park,> Katia B. Bencardino,®
Sara Lonardi,” Zev A. Wainberg,® Jaffer Ajani,’ Yelena Janjigian,’ Fabricio Souza,'® Lori Jukofsky,
Amy Qin," Eddie Hom,' Eric Van Cutsem™

Results
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The University of Texas MD Anderson Cancer Center, Houston, TX, USA; "®Daiichi Sankyo, Basking Ridge, NJ, USA; "University Hospitals « Overall, 79 patients received T-DXd * Median treatment duration was 4.3 months (range, 0.7-39.6 months) and the median relative dose intensity was

: : T-DXd 6.4 mg/kg
Gasthuisbergisabeuven &RUEeuven;teuvensBelgium - At the final analysis DCO (April 25, 2024), the median duration of follow-up was 10.2 months (range, 0.7-48.8 months)

50 (N = 79) 96.5% (range, 60.3%-104.1%)
« Demographics and baseline characteristics are shown in Table 1

» Rates of treatment-emergent adverse events (TEAEs) were consistent with rates observed in previous analyses’ (Table 3)
» Atotal of 19 patients (24.1%) had their dose reduced

» Adjudicated, drug-related interstitial lung disease (ILD)/pneumonitis occurred in 11 patients (13.9%; 3 grade 1 events;
6 grade 2 events; and 2 grade 5 events) (Table 3)

‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ — There were 3 additional cases of adjudicated, drug-related ILD/pneumonitis since the updated analysis, with
1 grade 1 event and 2 grade 2 events; 1 event occurred after the updated DCO, and 2 events occurred before
the updated DCO and were pending adjudication
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* At the DCO, no patients remained on treatment 20

Objective

— The most common reasons for discontinuation were progressive disease (67.1%) and adverse events (19.0%)

» To report final analysis efficacy and safety results with an additional 2.5 years of follow-up from DESTINY-Gastric02, a phase 2
single-arm trial of trastuzumab deruxtecan (T-DXd) in patients from the United States and Europe with human epidermal growth
factor receptor 2—positive (HER2+) unresectable/metastatic gastric cancer (GC) or gastroesophageal junction adenocarcinoma
(GEJA) who had progressed on or after a first-line trastuzumab-containing regimen Baseline Characteristics? T-DXd 6.4 mg/kg
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N=79 60 - » The most common any-grade TEAEs in 210% of patients were nausea (67.1%), vomiting (44.3%), and fatigue
: Age, median (range), years 60.0 (20-77 (41.8%) (Table 4)
Conclusions 9 (range), y (20-77)
— — Table 3. Overall safet d adjudicated, drug-related ILD/ iti
: : : : : : : : -100 4 . odver mm n I rug-r neumoniti
Final analysis results were consistent with results from the primary and updated analyses, supporting the efficacy of single-agent Race 190  E  EE —————————— gl eralf satety su ary and adjudicated, drug-reiate pneumonitis
T-DXd 6.4 mg/kg in Western patients with advanced GC or GEJA in the second-line setting White 69 (87.3) TACTLONEo o TN YRR R YN ERES AT 8E 88T YT R235 R BEEBR8008388EBBRNINRNRS ) T-DXd 6.4 mg/kg
: : : n({7 -
- The confirmed objective response rate (cCORR) by independent central review (ICR) increased to 43.0%, and the median Black or African American 1(1.3) | | - [Patients N o =
duration of response (DoR) by ICR increased to 8.3 months Asian | | 4 (5.1) (iamelors for ol target esions 1 reprasentod by a vercal e, Only patints with measurable disease ot baoelng and ot 1626t 1 poSkbaasline vl are nciuded n e waterfal graph. Argrjgﬁf,ated ! ((; 2%’)
— Median progression-free survival (PFS, 56 months) and overall survival (OS, 12 .1 months) remained unchanged American Indian or Alaskan Native 0 The red reference line indicates a +20% disease progression and the blue line indicates a -30% of partial response from baseline. TEAE grade >3 46 (58 2)
The safet _ _ _ _ _ _ _ Native Hawaiian or Pacific Islander 1(1.3) Drug-related 25 (31.6)
y profile of T-DXd was consistent with previous studies. No new safety signals were observed with longer follow-up _
Other 3(3.8) Serious TEAE 33 (41.8)
Missing 1(1.3) Drug-related 11 (13.9)
Country of enroliment T'DX‘:‘ 6_'47;"9/ kg TEAE associated with study drug discontinuation 17 (21.5)
Belgium 4(51) (N=79) Drug-related 12 (15.2)
Plain Lan uaae Summa Soai A (5'1) TEAE associated with dose interruption 25 (31.6)
pain : . i}
guag ry . Median PES Drug-related 11 (13.9)
Great Britain 17 (21.5) 5.6 months TEAE associated with dose reduction 17 (21.5)
Why did we perform this research? Italy 20 (25.3) ) . Drug-related 14 (17.7)
A ' - - - - - - (95% Cl, 4.2-8.3 months) TEAE iated with t f death 11 (13.9
Human epidermal growth factor receptor 2 (HER2), a protein on the surface of some cancer cells, is found in approximately 5% to 17% of patients United States 34 (43.0) assoclated with an outcome ol aea (13.9)
with gastric cancer.™ Trastuzumab deruxtecan (T-DXd) is an anticancer therapy that targets HER2 and is approved to treat patients with metastatic HER2 status by central review 32 Drug-related 2 (2.5)
gastric or gastroesophageal junction (GEJ) cancer that is HER2-positive (HER2+).>” DESTINY-Gastric02 was a clinical trial that evaluated the ) Adjudicated, drug-related ILD/pneumonitis 11 (13.9)
treatment benefit and safety of T-DXd in patients from with HER2+ (immunohistochemistry 3+ or 2+/in situ hybridization—positive) metastatic gastric or IHC 3+ 68 (86.1) Ib." Grade 23 2 (2.5)
GEJ cancer. The primary and updated analyses of DESTINY-Gastric02 demonstrated the clinically meaningful activity of T-DXd as second-line therapy IHC 2+ 10 (12.7)
in Western patients with HER2+ advanced gastric or GEJ cancer.” Efficacy and safety results from the final analysis of the DESTINY-Gastric02 stud : :
tro roportod hero, ? d d Y d ISH+ 10 (12.7) e Table 4. Most common any-grade TEAEs in 210% of patients by preferred term
ISH— 0
How did we perform this research? Not evaluable 1(1.3) Upper Limit S | — L, : - : ) T-DXd 6_.4 mg/kg
DESTINY-Gastric02 was a multicenter, open-label, single-arm phase 2 study conducted in the United States and Europe. Patients were enrolled if they . o 1 (. Lower Limit JLETTET o | TEAEs by Preferred Term, n (%) N=79
had HER2+ gastric or GEJ cancer that had progressed on or after a treatment regimen that included trastuzumab. All enrolled patients received T-DXd ata are reported as n (%) unless noted otherwise. + Censored Cases TTTTTTTTTTTTTTTTTTTmTTmmmmmmTmmmmomoTmmoommooomoooe Any Grade Grade 23
6.4 mg/kg every 3 weeks. The primary endpoint was confirmed objective response rate (CORR) by independent central review (ICR), and secondary ) 0 I I I I I I I I I I I I I I I I I I I I I I I Nausea 53 (67.1) 6 (7.6)
endpoints included progression-free survival (PFS) by ICR, overall survival (OS), duration of response (DoR), and safety. Efflcacy 0 2 4 6 8 o2 ote e 200 222426 28 30 82 % 36 38 40 4z a4 dd \Vomiting 35 (44.3) 2 (2.5)
o . - - - - No. at Risk Time, months Fatigue 33 (41.8) 3 (3.8)
What were the findings of this research? « Efficacy outcomes were consistent with the primary and updated analyses o 77 61 50 45 35 27 25 22 19 12 12 1010 5 & 8 8 8 7 6 6 5 4 4 4 4 3 3 3 3 33 3 3 3 3 1.4 14 1 14 1 1 14 10 r—— 32 (40.5) 1 (1.3)
Results from this study were consistent with earlier efficacy and safety assessments of DESTINY-GastricO2. The cORR by ICR increased to 43.0% 3 o o o o : o . Analvsi ducted in the full analvsis set based on 52 is (45 ve di 2 death . ' '
and the median DoR by ICR increased to 8.3 months in patients receiving T-DXd; the median PFS (5.6 months) and OS (12.1 months) remained CORR by ICR was 43.0% (95% Cl, 31.9%-54.7%), with 4 complete responses (5.1%) and 30 partial responses nalysis conducted In the full analysis set based on 52 events (45 progressive disease, 7 deaths). Anemia 31(39.2) 11 (13.9)
unchanged. (38.0%) (Table 2) Weight decreased 29 (36.7) 4 (5.1)
L . - Best percentage change of tumor size from baseline by ICR is shown in Figure 2 Decreased appetite 27 (34.2) 4(5.1)
What are the implications of this research? Constipation 21 (26.6) 0
These findings support the efficacy of T-DXd 6.4 mg/kg as a single agent for Western patients with advanced gastric or GEJ cancer in the second-line — Median PFS by ICR was 5.6 months (95% ClI, 4.2-8.3 months) (Figure 3) T-DXd 6.4 mg/kg Alobecia 19 (24.1) 0
setting, with no new safety signals observed with longer follow-up. _ ] 100 - (N=79) P , '
— Median OS was 12.1 months (95% ClI, 9.4-18.5 months) (Figure 4) Hypokalemia 15 (19.0) 2 (2.5)
: Neutrophil count decreased 15 (19.0) 6 (7.6)
— 0 -
Where can | access more information? N S Median DoR by ICR was 8.3 months (35% Cl, 5.9 months-NE) Median OS Platelet count decreased 15 (19.0) 2 (2.5)
% To learn more about the DESTINY-GastricO2 study, you can visit: https://clinicaltrials.gov/study/NCT04014075 : : 12.1 months Abdominal pain 14 (17.7) 2 (2.5)
Table 2. Efficacy endpoints (95% ClI, 9.4-18.5 months) Aspartate aminotransferase increased 14 (17.7) 1(1.3)
Asthenia 12 (15.2 1(1.3
T-DXd 6.4 mg/kg . | | (15.2) (1.3)
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