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Objective
•	 To assess the impact of trastuzumab deruxtecan (T-DXd) compared with ramucirumab (RAM) in combination with paclitaxel 

(PTX) on health-related quality of life (HRQoL) measures in patients with human epidermal growth factor receptor 2-positive 
(HER2+) unresectable or metastatic gastric cancer (GC)/gastroesophageal junction adenocarcinoma (GEJA) from 
DESTINYGastric04

Conclusions
•	 Maintenance of patient-reported HRQoL with T-DXd in patients with HER2+ (immunohistochemistry [IHC] 3+, IHC 2+/in situ 

hybridization–positive [ISH+]) unresectable or metastatic GC/GEJA was supported by the findings of this analysis
•	 Time to first deterioration (TTFD) was not negatively impacted with T-DXd
•	 The mean change from baseline (CFB) in all Functional Assessment of Cancer Therapy–Gastric (FACT-Ga) subscales showed 

that symptoms and functioning of patients remained stable, with some subscales favoring T-DXd versus RAM + PTX
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Patient-Reported Outcomes 
•	 Median TTFD for each scale is shown in Figure 2
•	 At data cutoff (October 24, 2024), median TTFD was longer and hazard ratios (HRs) favored T-DXd (n = 246) versus RAM + PTX (n = 248) for the following total score and subscales: 

	− FACT-G total score (3.5 vs 2.8 months: HR, 0.74; nominal P = 0.015)
	− FACT-Ga EWB (5.1 vs 3.7 months: HR, 0.74; nominal P = 0.026) 

Figure 2. TTFD by EQ-5D-5L VAS and FACT-Ga total score and subscales
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aTTFD for EQ-5D-5L-VAS was defined as a decrease of ≥7 points. bTTFD for FACT-Ga total score was defined as a decrease of ≥15.1 points. cTTFD for FACT-G total score was defined as a decrease of ≥7.8 points. dTTFD for EWB was defined as a decrease of ≥3 points. eTTFD for FWB was defined as a decrease of ≥3 points. fTTFD for PWB was defined as a decrease of ≥3 points. 
gTTFD for SWB was defined as a decrease of ≥3 points. hTTFD for GaCS was defined as a decrease of ≥8.2 points. 
FACT-G total score = EWB + FWB + PWB + SWB; FACT-Ga total score = FACT-G + GaCS. HR was estimated using stratified Cox proportional hazards regression model stratified by the randomization stratification factors (HER2 status), following the pooling strategy described in the study statistical analysis plan. P-value is based on stratified log-rank test.

•	 Mean CFB scores in all FACT-Ga subscales remained stable, with no clinically meaningful changes observed with 
T-DXd or RAM + PTX (Figure 3)

Figure 3. CFB in FACT-Ga total scores and subscales
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aPreviously presented at ESMO Congress 2025, Poster 2099P.13

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.

•	 MMRM analysis of CFB results favored T-DXd versus RAM + PTX for the FACT-G total score (nominal P = 0.023), 
and the FACT-Ga FWB (nominal P = 0.045) and SWB (nominal P = 0.004) subscales (Table 1)

Table 1. MMRM estimated differences in CFB for HRQoL domains between T-DXd and RAM + PTX arms

  Estimate (95% CI) Nominal P-value

FACT-G total score 2.95 (0.40-5.49) 0.023

FACT-Ga total score 2.00 (–1.98-5.98) 0.323

FACT-Ga PWB 0.19 (–0.62-0.99) 0.646

FACT-Ga EWB 0.65 (–0.02-1.32) 0.055

FACT-Ga GaCS –0.53 (–2.48-1.43) 0.598

FACT-Ga FWB 1.07 (0.02-2.11) 0.045

FACT-Ga SWB 1.45 (0.48-2.42) 0.004

FACT-G total score = EWB + FWB + PWB + SWB; FACT-Ga total score = FACT-G + GaCS. Based on a MMRM including terms for treatment, randomization stratification factors  
(HER2 status), time of visit, treatment-by-visit interaction and baseline score. The unstructured covariance structure was used to model the correlation within-patient. The analysis only  
includes assessments up to the time point where there were at least 50 patients remaining in each treatment arm. Difference in CFB (T-DXd - RAM + PTX): positive values indicate higher 
(better) scores for T-DXd. For the T-DXd and RAM + PTX arms, there were data available for 203-206 and 170-171 patients, respectively.

•	 In DESTINY-Gastric04, patients with HER2+ unresectable or metastatic GC/GEJA by local or central testing received T-DXd 6.4 mg/kg or 
RAM + PTX (Figure 1)

•	 At prespecified time points, patient-reported outcomes were assessed using the FACT-Ga scale and the EuroQol 5-dimension, 5-level  
(EQ-5D-5L) visual analog scale (VAS)

	− FACT-Ga subscales included emotional well-being (EWB), functional well-being (FWB), physical well-being (PWB), social well-being 
(SWB), and gastric cancer subscale (GaCS)

	− Subscale scores were combined to obtain the FACT-general (FACT-G; EWB + FWB + PWB + SWB) and FACT-Ga (FACT-G + GaCS) 
total scores14

•	 TTFD was analyzed for the EQ-5D-5L VAS scale and FACT-Ga total scores and subscales
•	 TTFD was defined as the time from the date of randomization to the date of the assessment when scales decreased by the following amounts:

	− EQ-5D-5L-VAS: decrease of ≥7 points14,15

	− FACT-G: decrease of ≥7.8 points14,16

	− FACT-Ga total score: decrease of ≥15.1 points14,16

	− EWB, FWB, PWB, and SWB: decrease of ≥3 points14,16

	− GaCS: decrease of ≥8.2 points14,16

•	 The mean CFB in the FACT-Ga total score and subscales was assessed, and a mixed model for repeated measures (MMRM) was applied 
to analyze CFB over time, accounting for within-patient correlations and missing data14

•	 GC is the fifth most prevalent cancer type in terms of incidence  
and mortality1

•	 Among all patients with GC, approximately 5% to 17% have tumors 
that are HER2+2-5

•	 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 trials6-11 

•	 In DESTINY-Gastric04 (NCT04704934), second-line treatment with 
T-DXd resulted in a statistically significant and clinically meaningful 
improvement in overall survival compared with RAM + PTX in 
patients with HER2+ (IHC 3+ or IHC 2+/ISH+) unresectable or 
metastatic GC/GEJA11

•	 Patient-reported HRQoL was also maintained with T-DXd treatment 
in DESTINYGastric04, with no clinically meaningful changes in 
patient-reported outcomes11-13

•	 Additional patient-reported HRQoL outcomes were assessed in 
DESTINY-Gastric04 and are presented here

Figure 1. DESTINY-Gastric04 Study Design
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aAs classified by 2018 ASCO-CAP guidelines. bStudy protocol originally mandated HER2 status be determined centrally but was later amended to allow local determination. cClinically 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. dRAM administered as 8 mg/kg on days 1 and 15 of each 28-day cycle and 
PTX administered as 80 mg/m2 on days 1, 8, and 15 of each 28-day cycle. eDetermined by investigator-based assessment per RECIST v1.1. fBased on EQ-5D-5L VAS and FACT-Ga subscales. gEAIRs were measured to account for 
differences in treatment duration between T-DXd and RAM + PTX. hTime 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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DESTINY
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MethodsIntroduction

Results

Plain Language Summary
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 gastric cancer (GC) cases.1-4 Trastuzumab deruxtecan (T-DXd) is an anticancer therapy that targets HER2 and is approved 
to treat patients with metastatic GC or gastroesophageal junction adenocarcinoma (GEJA) that is HER2-positive (HER2+).5-7  
DESTINY-Gastric04 was performed to compare the treatment benefits and safety of T-DXd with ramucirumab plus paclitaxel,  
as a second-line treatment option, in patients with HER2+ metastatic GC or GEJA.8 The primary analysis showed that  
patients who were given T-DXd had survived longer than patients given ramucirumab plus paclitaxel.8 Patients in the trial reported 
that their health-related quality of life (HRQoL) was not negatively affected by T-DXd treatment.8-10 This research examines  
additional patient-reported HRQoL results from the DESTINY-Gastric04 trial.

How did we perform this research?
Patients who had GC that was confirmed as expressing HER2 from a recent tumor sample were eligible for enrollment into  
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  
while the other arm received ramucirumab plus paclitaxel. Patient-reported HRQoL was assessed using standardized  
questionnaires that measure multiple factors related to changes in emotional, physical, functional, or social well-being, as well as 
symptom deterioration.  

What were the findings of this research? 
Results from this study remain consistent with earlier HRQoL assessments in DESTINY-Gastric04. Patients receiving T-DXd did 
not show deterioration in their symptoms compared with those receiving ramucirumab plus paclitaxel. Additionally, measures of 
functioning and overall well-being remained stable throughout treatment. Changes in certain measures, such as physical and  
emotional well-being were more favorable in patients who received T-DXd than those who received ramucirumab plus paclitaxel. 

What were the implications of this research?  
These findings support that patients with HER2+ GC/GEJA who receive T-DXd do not experience a decline in their quality of life, 
and further reinforce T-DXd as a therapy choice to treat metastatic HER2+ GC that has progressed on first-line therapy.

Where can I access more information? 
To learn more about the DESTINY-Gastric04 study, you can visit: https://clinicaltrials.gov/ct2/show/NCT04704934 
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