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Trastuzumab deruxtecan in patients with

Introduction Methods

. e In DESTINY-Gastric06, T-DXd (a HER2-directed antibody-drug e DESTINY-GastricO6 (NCT04989816) was a Phase 2, single-arm,

H ER2+ gaStrIC cancer or gaStroeSOphageal conjugate) showed antitumor activity and no new safety signals in multicenter, open-label study conducted in China for previously

- - - - - pretreated patients from China with centrally confirmed HER2+ treated patients with HER2-expressing (IHC 3+ or IHC 2+) locally

ju nCtlon adenOca rcinoma WhO recelved prlor (immunohistochemistry [IHC] 3+ or IHC 2+ / in situ hybridization advanced or metastatic gastric or GEJ adenocarcinoma24 _

. . . positive [ISH+]) advanced gastric or GEJ adenocarcinoma’2 _ _ _ e Adults aged 218 years e Confirmed ORR by
anti-HER2 treatment other than / in addition to ® Patients had o have recelved 22 prior treatments for advanced |, patnoiogially confimed popiationt
_ ) e Based in part on DESTINY-Gastric06 primary results, or metastatic disease, including a fluoropyrimidine agent and a advanced or metastatic HER2 Pop

trastuzumab in DESTINY-Gastric06 T-DXd (6.4 mg/kg) is approved in China for advanced/metastatic platinum agent! 2 expressing (HC 3+/HC 2+ oaDXd
FETZ*' gtastrl_c or GEJ adenocarcinoma after 22 prior e Patients received T-DXd (6.4 mg/kg) by intravenous infusion once gastric/GEJ adenocarcinoma [~ IVQ3W e ORR by INV:
reaiment regimens every 3 weeks until disease progression according to Response * Disease progression on or after N=95 PFS by INV/ICR#

=2 prior regimens for advanced
or metastatic disease*

Zhi Peng," Ying Liu,? Jianwei Yang,3 Zhuoer Sun,* Ye Xia,*
Jiawei Zhang,* Gordon Cohen,® Lin Shen®

DOR by INV/ICR*
osf
Safety and tolerability

Evaluation Criteria in Solid Tumours 1.1, unacceptable toxicity,

D U EEWE PR B e @RS B NEE withdrawal of consent, or any other criterion for discontinuation®-2

heavily pretreated?

e ECOG performance status 0—1
e Additional details on the patient population, and key study

1Carcinogenesis and Translational Research Key Laboratory, Peking University Cancer Hospital & Institute, — This included prior treatment with several different types of endpoints are shown in Figure 1 “Prior systemic therapy must have included af'UOmPV”mid"}f agent and a platinum agent; *ITT population
Beijing, China; 2Department of Oncology, Henan Cancer Hospital, Zhengzhou, China; 3Department of Internal HER2-directed therapies ',f,'g;gfdpzléSgtt'ﬁ;t.s,fgg’z"fc:j(';i:]ZZSg:?,‘_’,‘o%irg{rE”g'CS ;+1,i;’analyS'S performed in the centrally confirmed
Medicine-Oncology, Fujian Medical University Cancer Hospital, Fujian Cancer Hospital, Fuzhou, China; e All patients who had received a prior HER2-directed treatment DOR, duration of response; ECOG, Eastern Cooperative Oncology Group; GEJ, gastroesophageal
4Clini i China: 5 ici . : : ) i junction; HER2, h idermal growth fact tor 2; HER2+, HER2-positive; ICR, independent
wlnitea) REseeren Livster, Qe D, AsrEZEnees, Stengliz, Cines "Ee el v CelEines Devappmen, e This post-hoc analysis evaluated the efficacy and safety of other than or in addition to trastuzumab (henceforth referred to as  senra! review: IHO. immonohistochomistry. INV. meestigator assessment. 1911+, i sita hybridieation
Late Development Oncology, Oncology R&D, AstraZeneca, Gaithersburg, MD, USA; 6Gl Oncology Department, . . . . . . . . . . o S Ty AP S .
. . . : , ; T-DXd in patients from DESTINY-GastricO6 who received prior ‘pI'lOI' HER2-directed treatment Subgroup’) were included in this positive; ITT, intent-to-treat; 1V, intravenous; ORR, objective response rate; OS, overall survival;
Peking University Cancer Hospital & Institute, Beijing, China . . . i PFS, progression-free survival; Q3W, every 3 weeks; RECIST, Response Evaluation Criteria in Solid
HERZ2-directed treatment, other than or in addition to trastuzumab post-hoc analysis Tumours; T-DXd, trastuzumab deruxtecan

e Results
e To evaluate the efficacy and safety of trastuzumab deruxtecan (T-DXd) in patients from China

with human epidermal growth factor receptor 2 (HER2)-positive (+) gastric or gastroesophageal

junction (GEJ) adenocarcinoma in the DESTINY-Gastric06 study, who have received prior Patient population e Inthe prior HER2-directed treatment subgroup, 21 of 22 patients  Safety
HERZ2-directed treatment, other than or in addition to trastuzumab e At data cutoff (February 28, 2024), 95 patients had locally also received trastuzumaF) _ _ e The median (range) duration of exposure to T-DXd was
. confirmed HER2-expressing (IHC 3+ or IHC 2+) advanced  The most commonly received prior HER2-directed treatment 4.0 (0.4-17.4) months for the prior HER2-directed treatment
Conclusions gastric or GEJ adenocarcinoma and were included in the other than trastuzumab was disitamab vedotin (n=11), followed subgroup and 3.4 (0.4—-22.3) months for the safety analysis set?
intent-to-treat (ITT) population?2 by KNO26 (n=6) and pyrotinib (n=5) (Figure 2) (SAS; all patients in the ITT population who received at least one

e In this analysis, efficacy and safety of T-DXd in patients who received HER2-directed treatment,

. : : dose of T-DXd)
other than or in addition to trastuzumab, were generally consistent with results for the overall — Intotal, 73 patients in the ITT population had centrally . . .
DESTINY-Gastric06 study population?-2 J Y confirmed HER2+ tumors (IHC 3+ or IHC 2+/ISH+) and Flgure 2. Prior HER2-directed treatments* e A summary of safety data is shown in Table 3; no new safety

comprised the full analysis set (FAS)? signals were identified

— Of patients in the FAS, 22 had received prior HER2-directed
treatment and were included in this analysis

Clinical activity was seen with T-DXd in patients from China with HER2+ gastric or GEJ 127

adenocarcinoma who received varying types of prior HER2-directed treatment; the small
sample size should be considered when interpreting these data

e In the prior HER2-directed treatment subgroup, there were
no cases of adjudicated drug-related interstitial lung disease /

e The baseline characteristics of the subgroup were generally pneumonitis

These data support T-DXd (6.4 mg/kg) as a treatment option for patients from China with consistent with those of the DESTINY-Gastric06 FAS (Table 1)
HER2+ gastric or GEJ adenocarcinoma after HER2-directed treatment

— Inthe SAS, there were three cases of adjudicated
drug-related interstitial lung disease / pneumonitis

— Patients in the prior HER2-directed treatment subgroup had (two cases, Grade 1: one case, Grade 2)?

a numerically higher number of prior lines of therapy than
the FAS (72.7% and 49.3% with =3 previous lines of

Patients (n)

Plaln Ianguage Summary P y) | Table 3. Overall summary of AEs
. . Disitamab KNO026+* PyrotinibT ~ ARX788t  MBS301%  LapatinibT
: ? . - - i -
&? Why did we perform this research? Table 1. Patient demographics vedotint . Prior HER2
: : o irected treatment SAS
Trastuzumab deruxtecan (T-DXd) is a human epidermal growth factor receptor 2 “Prior HER2-directed treatments received, other than or in addition to trastuzumab. Patients may have Safety analyses, n (%) subgroup N=9512
(HER2)-directed antibody-drug Conjugate that ki"S HERZ_a”ered cancer Ce||S.1’2 Prior HER2-directed e ;(;ﬁ)l;?jg-n'l?t(;/iistihnznk?:aestg?r?h?giﬁ)r;or HER2-directed treatment; tantibody-drug conjugate; tbispecific n=22*
DESTINY-Gastric06 evaluated T-DXd in people from China with gastric or treatment subgroup 7312 HER2, human epidermal growth factor receptor 2
gastroesophageal junction (GEJ) adenocarcinoma (cancer in the stomach or where the n=22* n= All-causality AEs 22 (100) 95 (100)
stomach joins the esophagus), with the highest levels of HER2 protein (known as Efficacy
. ’ . Age, years - t
HERZ2-positive or HER2+) that had spread to nearby tissues or other parts of the body g9ey . . Drug-related AEs 22 (100) 94 (98.9)
: : , Median (range) 60 (43-73) 60 (28-77) e The median (range) duration of follow up was 14.5 (0.4-23.4) _
(known as advanced or metastatic). The people evaluated had received at least two prior : ) : All-causality Grade 23 AEs 17 (77.3) 71 (74.7)
. L . . 34 months in the prior HER2-directed treatment subgroup and - -
anticancer treatments; this included different types of HER2-directed treatments.> Sex, n (%) 10.2 (0.4-27.9) months in the FAS?
Although benefit with T-DXd has been shown in the overall DESTINY-Gastic06 Female 6 (27.3) 18 (24.7) N ' Drug-related Grade 23 AEs* 16 (72.7) 64 (67.4)
population,34 it is important to determine whether similar benefit with T-DXd . e Efficacy in the prior HER2-directed treatment subgroup and FAS Sono
is observed in the subgroup of people from the study who had previously received ECOG performance status, n (%) is shown in Table 2 leost colrr:rr;og ('jo f’:); AE<tS
) : : " rug-related Grade 2 s
HER2-targeting treatment, other than or in addition to trastuzumab. 0 5 (22.7) 27 (37.0) _ In the prior HER2-directed treatment subgroup, the objective
How did we perform this research? 1 17 (77.3) 46 (63.0) response rate (ORR) by independent central review and Neutrophil count decreased 6 (27.3) 24 (25.3)
i : . o o :
We evaluated the antitumor activity and safety profile of T-DXd in the subset of people Tumor/cancer location, n (%) investigator assessment was 31.8% and 45.5%, respectively Anemia 6 (27.3) 23 (24.2)
from the DESTINY-Gastric06 study who had previously received treatment targeting Gastric 14 (63.6) 51 (69.9) — Inthe FAS, the confirmed ORR was 28.8% by independent
HERZ, other than or in addition to trastuzumab. GEJ 8 (36.4) 22 (30.1) central review and 37.0% by investigator assessment? White blood cell count 5(22.7) 17 (17.9)
What were the findings of this research? HER2 status by central testing, n (%) decreased ' '
A response (reduction in the size or number of tumors) to T-DXd (confirmed by IHC 3+ 15 (68.2) 53 (72.6) Table 2. Efficacy Platelet count decreased 4 (18.2) 19 (20.0)
: . : : o :
mdependent radiologists) was seen in seven of 22 p_eople (32 %0) who had preV|ou.st IHC 2+/ISH+ 7(31.8) 20 (27.4) . . 5 ated AEs load
received treatments that target HERZ2, other than or in addition to trastuzumab; this was o . Prior HER2-directed EAS rug-relate $ leading 0 (0) 3(3.2)
similar to the overall DESTINY-Gastric06 population (21 of 73 people [29%] had a Number of metastatic sites, n (%) treatment subgroup 7312 to discontinuation* '
response to T-DXd).# The side effects of T-DXd in this subgroup were consistent with <2 5(22.7) 15 (20.5) n=22* n=
i a ' 4 Drug-related AEs leadin
those seen in the overall DESTINY-Gastric06 study. >2 17 (77.3) 58 (79.5) ICR INV ICR INV o d?)se  uetiont g 7 (31.8) 25 (26.3)
What are the implications of this research? Number of previous lines of therapy, n (%) Confirmed ORR;t % (n) 31.8(7) 45.5(10) 28.8(21) 37.0 (27) |
These results support T-DXd as a treatment option for people from China with HER2+ 2 6 (27.3) 37 (50.7) 95% Cl 13.9,54.9 24.4 67.8 18.8,40.6 26.0, 49.1 Drug-rel.ated AES. leading 11 (50.0) 26 (27.4)
gastric or GEJ adenocarcinoma who have previously received treatment targeting HER2, 3 7 (31.8) 21 (28.8) : to dose interruption* ' '
other than or in addition to trastuzumab. ' ' mDOR,* months 5.6 6.0 6.7 6.0
. ] 4 3 (13.6) 8 (11.0) 95% CI 25,79 29,94 4.6, 8.8 4.4, 8.6 SAEs 7 (31.8) 40 (42.1)
Where can | access more information?
_ _ _ . 25 6 (27.3) 7(9.6) mPFS,# months 5.9 5.7 5.7 5.7 Drug-related SAEs? 3 (13.6) 22 (23.2)
For more information about DESTINY-Gastric06, please visit : : . 95% ClI 2786 3174 4068 4370 ' '
- ) Sum of diameters of measurable tumors at baseline,* n (%) ° oy (e oy 2 2y
https://clinicaltrials.gov/study/NCT04989816. You can also speak to your doctor about . Drug-related SAEs leading
this and other clinical studies. <10 cm 20 (90.9) 59 (80.8) mOS, months (95% Cl) 14.5 (6.9, 17.5) 11(7.7.13.7) to deatht 1(4.5)" 2 (2.1l
1. Nakada T, et al. Chem Pharm Bull (Tokyo). 2019;67:173-185; 2. Ogitani Y, et al. Clin Cancer Res. 2016;22:5097-5108; 3. Shen L, et al. Abstract 210 cm 2(9.1) 14 (19.2) “The subgroup included patients in the FAS who had received prior HER2-directed treatment, other _ o _ _ .
presented at ESMO 2023 (Abstract 172P); 4. Peng Z, et al. EClinicalMedicine. 2025;87:103404 . . . . . . than or in addition to trastuzumab; TFAS: patients with centrally confirmed HER2+ status (IHC 3+ or *The subgroup included patients in the FA_S Who_ had received prior HER2-d|re_cted treatment, other than
*The subgroup included patients in the FAS who had received prior HER2-directed treatment, other than or IHC 2+/ISH+); *per RECIST 1.1 or in addition to trastuzumab; TSAS: all patients in the ITT population who received at least one dose of
in addition to trastuzumab; TFAS: 73 patients with centrally confirmed HER2+ status (IHC 3+ or IHC 2+/ISH+); Cl, confidence interval; FAS, full analysis set; HER2, human epidermal growth factor receptor 2; T-DXd; *drug-related AEs: events assessed by the investigator as possibly related to study treatment;
*assessed by ICR at baseline HER2+, HER2-positive; ICR, independent central review; IHC, immunohistochemistry; INV, investigator Sincidence of 220% in either the prior HER2-directed treatment subgroup or the SAS; death caused by
O "',I:": O Please scan this quick response (QR) code with your smartphone camera or app to obtain a copy of this ECOG, Eastern Cooperative Oncology Group; FAS, final analysis set; GEJ, gastroesophageal junction; assessment; ISH+, in situ hybridization positive; mDOR, median duration of response; mOS, median pneumonia; ldeaths caused by pneumonia (n=1) and pulmonary embolism (n=1)
;%;ﬁ:j_‘l?) S poster. Alternatively, please visit: https:/bit.ly/4mxeDZu. HER2, human epidermal growth factor receptor 2; HER2+, HER2-positive; ICR, independent central review; overall survival; mPFS, median progression-free survival; ORR, objective response rate; AE, adverse event; FAS, full analysis set; HER2, human epidermal growth factor receptor 2;
-—Iﬂﬁiﬂ:ﬁ- g Copies of this poster obtained through this QR code are for personal use only and may not be reproduced IHC, immunohistochemistry; ISH+, in situ hybridization positive RECIST, Response Evaluation Criteria in Solid Tumours ITT, intent-to-treat; SAE, serious adverse event; SAS, safety analysis set; T-DXd, trastuzumab deruxtecan
[m] O T without permission from ESMO and the authors of this poster.
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