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Objective
•	 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

Conclusions
•	 Final analysis results were consistent with results from the primary and updated analyses, supporting the efficacy of single-agent 

T-DXd 6.4 mg/kg in Western patients with advanced GC or GEJA in the second-line setting

	− The confirmed objective response rate (cORR) by independent central review (ICR) increased to 43.0%, and the median 
duration of response (DoR) by ICR increased to 8.3 months

	− Median progression-free survival (PFS; 5.6 months) and overall survival (OS; 12.1 months) remained unchanged

•	 The safety profile of T-DXd was consistent with previous studies. No new safety signals were observed with longer follow-up
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Patients
•	 Overall, 79 patients received T-DXd 

•	 At the final analysis DCO (April 25, 2024), the median duration of follow-up was 10.2 months (range, 0.7-48.8 months)

•	 Demographics and baseline characteristics are shown in Table 1
•	 At the DCO, no patients remained on treatment

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

Table 1. Patient demographics 

Baseline Characteristicsa T-DXd 6.4 mg/kg
N = 79

Age, median (range), years 60.0 (20-77)
Male 57 (72.2)
Race

White 69 (87.3) 
Black or African American 1 (1.3)
Asian 4 (5.1)
American Indian or Alaskan Native 0
Native Hawaiian or Pacific Islander 1 (1.3)
Other 3 (3.8) 
Missing 1 (1.3)

Country of enrollment
Belgium 4 (5.1)
Spain 4 (5.1)
Great Britain 17 (21.5)
Italy 20 (25.3)
United States 34 (43.0)

HER2 status by central review
IHC 3+ 68 (86.1)
IHC 2+ 10 (12.7)

ISH+ 10 (12.7)
ISH– 0

Not evaluable 1 (1.3)
aData are reported as n (%) unless noted otherwise.

Efficacy
•	 Efficacy outcomes were consistent with the primary and updated analyses

	− cORR by ICR was 43.0% (95% CI, 31.9%-54.7%), with 4 complete responses (5.1%) and 30 partial responses 
(38.0%) (Table 2)

	− Best percentage change of tumor size from baseline by ICR is shown in Figure 2
	− Median PFS by ICR was 5.6 months (95% CI, 4.2-8.3 months) (Figure 3)

	− Median OS was 12.1 months (95% CI, 9.4-18.5 months) (Figure 4)

	− Median DoR by ICR was 8.3 months (95% CI, 5.9 months-NE)

Table 2. Efficacy endpoints 

Response Assessment by ICR T-DXd 6.4 mg/kg
N = 79

cORR,a % (95% CI) 43.0 (31.9-54.7)
Confirmed best overall response, n (%)

Complete response 4 (5.1) 
Partial response 30 (38.0)
Stable disease 30 (38.0)
Progressive disease 13 (16.5) 
Not evaluable 2 (2.5)

DoR,b median (95% CI), months 8.3 (5.9-NE)
Time to response, median (95% CI), months 1.4 (1.4-2.7)

aPrimary endpoint. bSecondary endpoint analysis based on responders (n = 34); 18 patients were censored (reasons: initiating new anticancer therapy, event after missing  
2 consecutive assessments, and adequate tumor assessment no longer available). 

Figure 2. Percentage change of tumor size from baseline
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Baseline was defined as the last measurement taken before the randomization/registration date. For each patient, the best (minimum) percentage change from baseline in the sum of 
diameters for all target lesions is represented by a vertical line. Only patients with measurable disease at baseline and at least 1 post-baseline value are included in the waterfall graph.

The red reference line indicates a +20% disease progression and the blue line indicates a -30% of partial response from baseline.

Figure 3. PFS probability by ICR in the full analysis set
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Figure 4. OS probability in the full analysis set
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Safety
•	 Median treatment duration was 4.3 months (range, 0.7-39.6 months) and the median relative dose intensity was 

96.5% (range, 60.3%-104.1%)
•	 Rates of treatment-emergent adverse events (TEAEs) were consistent with rates observed in previous analyses7 (Table 3)
•	 A total 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 

•	 The most common any-grade TEAEs in ≥10% of patients were nausea (67.1%), vomiting (44.3%), and fatigue 
(41.8%) (Table 4)

Table 3. Overall safety summary and adjudicated, drug-related ILD/pneumonitis 

n (%) T-DXd 6.4 mg/kg
N = 79

Any TEAE
Drug-related

79 (100)
75 (94.9)

TEAE grade ≥3
Drug-related

46 (58.2)
25 (31.6)

Serious TEAE
Drug-related

33 (41.8)
11 (13.9)

TEAE associated with study drug discontinuation
Drug-related

17 (21.5)
12 (15.2)

TEAE associated with dose interruption 
Drug-related

25 (31.6)
11 (13.9)

TEAE associated with dose reduction 
Drug-related

17 (21.5)
14 (17.7)

TEAE associated with an outcome of death
Drug-related

11 (13.9) 
2 (2.5)

Adjudicated, drug-related ILD/pneumonitis
Grade ≥3

11 (13.9)
2 (2.5)

Table 4. Most common any-grade TEAEs in ≥10% of patients by preferred term 

TEAEs by Preferred Term, n (%)
T-DXd 6.4 mg/kg

N = 79
Any Grade Grade ≥3

Nausea 53 (67.1) 6 (7.6)
Vomiting 35 (44.3) 2 (2.5)
Fatigue 33 (41.8) 3 (3.8)
Diarrhea 32 (40.5) 1 (1.3)
Anemia 31 (39.2) 11 (13.9)
Weight decreased 29 (36.7) 4 (5.1)
Decreased appetite 27 (34.2) 4 (5.1)
Constipation 21 (26.6) 0
Alopecia 19 (24.1) 0
Hypokalemia 15 (19.0) 2 (2.5)
Neutrophil count decreased 15 (19.0) 6 (7.6)
Platelet count decreased 15 (19.0) 2 (2.5)
Abdominal pain 14 (17.7) 2 (2.5)
Aspartate aminotransferase increased 14 (17.7) 1 (1.3)
Asthenia 12 (15.2) 1 (1.3)
Blood alkaline phosphatase increased 10 (12.7) 1 (1.3)
Cough 10 (12.7) 1 (1.3)
Neutropenia 10 (12.7) 5 (6.3)
Pyrexia 10 (12.7) 0
COVID-19 9 (11.4) 3 (3.8)
Pneumonitis 9 (11.4) 1 (1.3)
White blood cell count decreased 9 (11.4) 5 (6.3)
Alanine aminotransferase increased 8 (10.1) 1 (1.3)
Back pain 8 (10.1) 0
Dyspnea 8 (10.1) 1 (1.3)
Epistaxis 8 (10.1) 0
Gastroesophageal reflux disease 8 (10.1) 0
Hypoalbuminemia 8 (10.1) 0

•	 DESTINY-Gastric02 was a multicenter, 
open-label, single-arm phase 2 trial 
conducted in the United States and Europe 
(Figure 1)

•	 Patients with HER2+ unresectable or 
metastatic GC or GEJA who had progressed 
on or after a first-line trastuzumab-containing 
regimen (N = 79) received T-DXd 6.4 mg/kg  
every 3 weeks (Q3W)

•	 The primary endpoint was cORR by ICR

•	 Secondary endpoints included PFS by ICR,  
OS, DoR, safety, and patient-reported outcomes 

•	 An estimated 5% to 17% of patients with GC have HER2+ (immunohistochemistry [IHC] 3+ or IHC 2+/in situ hybridization–positive [ISH+]) disease1-4 

•	 T-DXd, a HER2-directed antibody-drug conjugate, is approved in many countries worldwide for the treatment of adult patients with locally advanced or 
metastatic HER2+ GC/GEJA who have received a prior trastuzumab-based regimen based on results from the DESTINY-Gastric01, DESTINY-Gastric02, 
and/or DESTINY-Gastric04 trials5-11

•	 In DESTINY-Gastric02 (NCT04014075), T-DXd showed clinically meaningful activity as a second-line therapy in Western patients with HER2+ (IHC 3+ or  
IHC 2+/ISH+) advanced GC or GEJA at the primary analysis (data cutoff [DCO], April 9, 2021) and updated analysis (DCO, November 8, 2021)7,8

	− At the primary DCO, the cORR by ICR was 38.0% (95% CI, 27.3%-49.6%) and the median DoR by ICR was 8.1 months (95% CI, 4.1 months-not 
estimable [NE])

	− At the updated DCO, the cORR by ICR was 41.8% (95% CI, 30.8%-53.4%), and the median DoR by ICR was 8.1 months (95% CI, 5.9 months-NE)

•	 In the phase 3 DESTINY-Gastric04 trial (NCT04704934), second-line treatment with T-DXd resulted in a statistically significant and clinically meaningful 
improvement in OS compared with ramucirumab + paclitaxel in patients with HER2+ unresectable or metastatic GC/GEJA9

•	 Efficacy and safety results from the final analysis of DESTINY-Gastric02 (DCO, April 25, 2024) are reported here

Figure 1. DESTINY-Gastric02 study design

T-DXd
6.4 mg/kg Q3W

N = 79a

• Pathologically documented, unresectable, or 
 metastatic GC or GEJA

• Centrally confirmed HER2+ disease
 (defined as IHC 3+ or IHC 2+/ISH+)
 on biopsy after progression on a first-line
 trastuzumab-containing regimen

• ECOG PS 0 or 1

• cORR by ICR

• PFS by ICR
• OS
• DoR by ICR
• Safety
• Patient-reported outcomes

Key eligibility criteria Primary endpoint

Secondary endpointsb

aEnrollment of 80 patients was planned; actual enrollment was 79 patients. bOther secondary endpoints were ORR, PFS, and DoR by investigator assessment; pharmacokinetics; and anti-drug antibodies.
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Why did we perform this research?
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  
with gastric cancer.1-4 Trastuzumab deruxtecan (T-DXd) is an anticancer therapy that targets HER2 and is approved to treat patients with metastatic  
gastric or gastroesophageal junction (GEJ) cancer that is HER2-positive (HER2+).5-7 DESTINY-Gastric02 was a clinical trial that evaluated the  
treatment benefit and safety of T-DXd in patients from with HER2+ (immunohistochemistry 3+ or 2+/in situ hybridization–positive) metastatic gastric or 
GEJ cancer. The primary and updated analyses of DESTINY-Gastric02 demonstrated the clinically meaningful activity of T-DXd as second-line therapy 
in Western patients with HER2+ advanced gastric or GEJ cancer.7 Efficacy and safety results from the final analysis of the DESTINY-Gastric02 study 
are reported here. 

How did we perform this research? 
DESTINY-Gastric02 was a multicenter, open-label, single-arm phase 2 study conducted in the United States and Europe. Patients were enrolled if they 
had HER2+ gastric or GEJ cancer that had progressed on or after a treatment regimen that included trastuzumab. All enrolled patients received T-DXd 
6.4 mg/kg every 3 weeks. The primary endpoint was confirmed objective response rate (cORR) by independent central review (ICR), and secondary 
endpoints included progression-free survival (PFS) by ICR, overall survival (OS), duration of response (DoR), and safety. 

What were the findings of this research?
Results from this study were consistent with earlier efficacy and safety assessments of DESTINY-Gastric02. The cORR by ICR increased to 43.0%  
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  
unchanged.

What are the implications of this research?
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 
setting, with no new safety signals observed with longer follow-up.

Where can I access more information? 
To learn more about the DESTINY-Gastric02 study, you can visit: https://clinicaltrials.gov/study/NCT04014075
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