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Abstract 
Background:  The phase 3 DESTINY-Breast04 trial demonstrated superior efficacy and acceptable safety with trastuzumab deruxtecan (T-DXd) 
vs physician’s choice of chemotherapy in previously treated patients with human epidermal growth factor receptor 2 (HER2)–low metastatic 
breast cancer (mBC). We report the patient-reported outcomes (PROs), focusing on the hormone receptor–positive cohort.
Patients and Methods:  Patients were randomized 2:1 to T-DXd (5.4 mg/kg intravenously every 3 weeks) or physician’s choice of chemother-
apy and prospectively assessed for PRO measures. Change from baseline and time to definitive deterioration (TDD) were calculated from the 
EORTC QLQ-C30 and QLQ-BR45 and the EQ-5D-5L questionnaires.
Results:  Baseline global health status/quality of life (GHS/QoL) scores were similar between groups (T-DXd, 331 patients; physician’s choice, 
163 patients); there were no clinically meaningful changes while on either treatment (median duration: T-DXd, 8.2 months; physician’s choice, 
3.5 months). Median TDD for GHS/QoL was delayed with T-DXd vs physician’s choice (11.4 vs 7.5 months, respectively; hazard ratio, 0.69; 95% 
CI, 0.52-0.92). Median TDD for all prespecified PROs, including pain, favored T-DXd. In an additional analysis, the median TDD was shorter for 
nausea and vomiting with T-DXd vs the physician’s choice.
Conclusions:  Trastuzumab deruxtecan maintained GHS/QoL scores despite a longer treatment course compared with standard chemotherapy 
and delayed definitive deterioration across all prespecified PROs vs the physician’s choice. Appropriate management of adverse events and use 
of preventive measures (ie, antiemetic prophylaxis) may further support patient health-related quality of life. These findings reinforce the benefit 
of T-DXd as an option for patients with HER2-low mBC. ClinicalTrials.gov: NCT03734029
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Implications for practice
DESTINY-Breast04 demonstrated superior efficacy and acceptable safety of trastuzumab deruxtecan (T-DXd) vs treatment of physician’s 
choice (TPC) in previously treated patients with HER2-low metastatic breast cancer (mBC). This analysis reports the prespecified patient-
reported outcomes (PROs) captured in DESTINY-Breast04. Health-related quality of life (QoL) was maintained during the entire treatment 
period for T-DXd or TPC, and time to definitive deterioration of QoL favored T-DXd vs TPC on all primary PROs of interest, including pain 
symptoms. Appropriate management of adverse events and use of preventive measures (ie, antiemetic prophylaxis) may support health-
related QoL. These PRO results reinforce the use of T-DXd as a treatment option for patients with HER2-low mBC.

Introduction
For patients with metastatic breast cancer (mBC), clini-
cal treatment decisions are based on strategies to extend 
life expectancy, relieve cancer-related symptoms, and opti-
mize health-related quality of life (QoL).1,2 Classic clin-
ical endpoints in oncology trials (eg, overall survival [OS], 
progression-free survival [PFS], and adverse events [AEs]) 
provide requisite information about the efficacy and safety 
of novel treatments and inform care guidelines.3,4 Although 
these endpoints have historically dominated the paradigm 
that determines care pathways, patient-reported outcomes 
(PROs) are now commonly seen as meaningful complemen-
tary endpoints that offer important information concerning 
the impact of a treatment on patients’ health-related QoL.3-

8 Together, classic clinical endpoints and PROs from clinical 
trials can help capture the full therapeutic profile of a new 
treatment, ultimately leading to better patient outcomes.3,5,9-11

Trastuzumab deruxtecan (T-DXd) is an antibody-drug 
conjugate approved for second- or later-line treatment of 
patients with human epidermal growth factor receptor 2–
positive (HER2+) mBC.12,13 In 2022, patients with HER2-
low (defined as HER2 immunohistochemistry 1 + or 2 + and 
in situ hybridization–negative) mBC were established as a 
population that could benefit from HER2-directed thera-
pies14 based on the phase 3 DESTINY-Breast04 trial results 
and subsequent approval of T-DXd for second- or later-line 
treatment of patients with HER2-low mBC who previously 
received chemotherapy.15 At the primary efficacy analy-
sis of DESTINY-Breast04 (data cutoff, January 11, 2022), 
in the hormone receptor–positive (HR+) cohort, treatment 
with T-DXd vs physician’s choice of chemotherapy (phy-
sician’s choice) showed a median PFS (primary endpoint) 
of 10.1 months (95% CI, 9.5-11.5 months) vs 5.4 months 
(95% CI, 4.4-7.1 months), respectively (hazard ratio, 0.51; 
95% CI, 0.40-0.64, P < .001) and a median OS (key second-
ary endpoint) of 23.9 months (95% CI, 20.8-24.8 months) 
vs 17.5 months (95% CI, 15.2-22.4 months; hazard ratio, 
0.64; P = .003).14 Results from the all-patients cohort (key 
secondary endpoints) and the hormone receptor–negative 
(HR−) cohort (exploratory endpoints) were consistent with 
these findings.14 Although T-DXd demonstrated efficacy and 
had a manageable and acceptable safety profile in patients 
with HR+/HER2-low mBC, it was also associated with drug-
related treatment-emergent AEs (TEAEs), the most common 
of which were nausea (T-DXd, 73.0%; physician’s choice, 
23.8%), fatigue (47.7%, 42.4%), and neutropenia (33.2%, 
51.2%).14 Interstitial lung disease/pneumonitis occurred 
in 12.1% of patients treated with T-DXd (45/371; 8 cases 
were grade ≥ 3 [5 were grade 3; 3 were grade 5]).14 We report 
the prospectively defined secondary PRO endpoints and 

hospitalization events from DESTINY-Breast04, focusing on 
the HR+/HER2-low cohort.

Materials and methods
Study design
DESTINY-Breast04 (ClinicalTrials.gov, NCT03734029) is an 
open-label, randomized, multicenter, phase 3 trial investigat-
ing the efficacy and safety of T-DXd vs physician’s choice of 
chemotherapy in patients with unresectable and/or metastatic 
HER2-low breast cancer; methods and primary results from 
the trial were published previously.14 Patients were randomly 
assigned 2:1 to receive T-DXd (5.4 mg/kg intravenously every 
3 weeks) or physician’s choice (oral capecitabine or intrave-
nous eribulin, gemcitabine, paclitaxel, or nab-paclitaxel).14

PROs endpoints
Patient-reported outcomes were assessed as additional pre-
specified secondary objectives in DESTINY-Breast04 and 
were evaluated at the following time points: at baseline, 
before patients received treatment but after they had knowl-
edge of their randomization assignment; on day 1 of cycles 1 
to 3 and every 2 cycles subsequently; at the end of treatment; 
at the 40-day follow-up visit; and at every 3-month follow-up 
visit (Figure S1).14 The primary PRO measure of interest was 
the global health status/quality of life scale (GHS/QoL) score 
from the European Organization for Research and Treatment 
of Cancer (EORTC) Quality of Life Questionnaire-Core 30 
(QLQ-C30) (a validated oncology-specific questionnaire).16,17 
Secondary PRO endpoints of interest from the EORTC QLQ-
C30 included functioning (ie, physical, emotional, and social) 
and symptom (ie, pain) subscale scores. Symptom subscale 
scores for nausea/vomiting and fatigue were also included 
as additional endpoints. Additional endpoints included both 
role and cognitive functioning subscale scores and single-item 
symptom scores (ie, dyspnea, insomnia, appetite loss, consti-
pation, diarrhea, and financial difficulties).

Breast and arm symptom scales from the EORTC Quality 
of Life Questionnaire-Breast 45 (QLQ-BR45), a breast can-
cer–specific companion questionnaire to EORTC QLQ-
C30,18,19 were also secondary PRO endpoints of interest. 
Additional endpoints included functional subscale scores (ie, 
body image, sexual functioning, sexual enjoyment, future per-
spective) and single-item symptom scores (ie, systemic therapy 
side effects, upset by hair loss). The EuroQol 5-dimension, 
5-level (EQ-5D-5L) questionnaire comprises a visual analog 
scale (VAS) by which patients rate their health, as well as 
a descriptive system with 5 dimensions (mobility, self-care, 
usual activities, pain/discomfort, and anxiety/depression).20 
See Supplementary Materials for additional methods.

https://academic.oup.com/oncolo/article-lookup/doi/10.1093/oncolo/oyaf048#supplementary-data
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Statistical analysis
Primary analyses included change from baseline (CFB) and 
time to definitive deterioration (TDD) for EORTC QLQ-
C30 GHS/QoL and prespecified functioning and symptom 
subscale scores; and CFB and TDD for EORTC QLQ-BR45 
symptom subscale scores. A ≥ 10-point CFB in mean scores 
was considered clinically meaningful.21 TDD was defined as 
the number of days between the date of randomization and 
the date of the assessment at which the definitive deteriora-
tion event (a ≥ 10-point change of the subject-specific score 
in the direction of deterioration [positive for symptom scales, 
negative for all others] on ≥ 2 consecutive visits or at last 
available visit) was first seen.

Change from baseline in all the prespecified subscales from 
EORTC QLQ-C30 and EORTC QLQ-BR45 was descriptively 
summarized, and differences in means between T-DXd and phy-
sician’s choice groups and the corresponding 2-sided 95% CI 
at selected time points are presented. The survival distributions 
were estimated using the Kaplan-Meier method and included 
median TDD and the proportion of patients without definitive 
deterioration at specific time points. A stratified Cox regression 
model was used to estimate hazard ratios of TDD and 95% CIs 
and adjusted for stratification factors (ie, HER2 status, num-
ber of prior lines of chemotherapy, and HR/cyclin-dependent 
kinase status). Because PROs were not included in the hierar-
chical testing plan for DESTINY-Breast04, reported P values 
are nominal and not adjusted for multiplicity.

Results
Patient characteristics
Patients for DESTINY-Breast04 were recruited from 208 
sites in 20 countries.14 A total of 713 patients with HER2-
low mBC were screened between December 27, 2018, and 
December 31, 2021; 557 patients underwent randomization 
to T-DXd (n = 373) or physician’s choice (n = 184).14 In total, 
88.7% (331/373) of patients randomly assigned to T-DXd 
and 88.6% (163/184) to physician’s choice had HR+ dis-
ease.14 At primary data cutoff (January 11, 2022), among all 
patients, 15.6% (58/373) were still receiving T-DXd vs 1.7% 
(3/184) still receiving physician’s choice. Patient demograph-
ics and baseline clinical characteristics were similar between 
treatment groups and across hormone receptor status cohorts 
(Table 1; Tables S1 and S2).14

In the HR+ cohort, patients in the physician’s choice group 
received either eribulin (53.4%), capecitabine (20.9%), 
nab-paclitaxel (11.0%), gemcitabine (7.4%), or paclitaxel 
(7.4%).14 In both treatment groups, patients in the HR+ cohort 
had prior exposure to a median of 3 lines of systemic therapy 
(endocrine therapy or chemotherapy) for metastatic disease.

Patient-reported outcomes
In the HR+ cohort, patient compliance for the questionnaires 
was high: > 92% at baseline assessment and > 80% for cycles 
2-27. Patient compliance at the end of treatment and at the 
40-day and 3-month follow-up visits was also > 80% for 
both groups. The cycle after which the number of patients 
fell below 10% of baseline enrollment, and CFB results were 
then no longer considered informative, was cycle 13 for phy-
sician’s choice and cycle 27 for T-DXd; data between groups 
were thus interpretable through cycle 13, although data for 
the T-DXd group were interpretable through cycle 27.

The EORTC QLQ-C30 GHS/QoL scores for the 2 
HR+ treatment groups were similar at baseline (Table S3). The 
mean CFB for GHS/QoL score remained stable (within ± 10 
points) over the course of treatment with T-DXd (up to 27 
cycles) and physician’s choice (up to 13 cycles) (Figure 1). The 
mean (standard deviation) CFB at cycle 13, when interpreta-
tions between the 2 groups were last feasible, was 2.7 (21.5) 
for T-DXd vs 3.3 (21.7) for physician’s choice; the CFB at 
cycle 27 for T-DXd was 2.3 (19.1) (Table S3). The median 
TDD of GHS/QoL was longer among patients who received 
T-DXd (11.4 months [95% CI, 8.8-16.3]) vs physician’s 
choice (7.5 months [95% CI, 5.9-9.5]; hazard ratio, 0.69 
[95% CI, 0.52-0.92]; P = .0096) (Figures 2 and 3A).

Median TDD for secondary PRO measures of inter-
est among the EORTC QLQ-C30 subscales also favored 
patients receiving T-DXd over physician’s choice (Figure 
2). The median TDD for pain symptoms was 16.4 months 
(95% CI, 13.1-21.5) for T-DXd vs 6.1 months (95% CI, 
4.2-7.5) for physician’s choice (hazard ratio, 0.40 [95% CI, 
0.30-0.54]; P < .0001) (Figures 2 and 3B). For physical func-
tioning, median TDD was 16.6 months (95% CI, 11.3-21.5) 
vs 7.5 months (95% CI, 4.9-9.5; hazard ratio, 0.53 [95% 
CI, 0.40-0.70]; P < .0001), respectively (Figures 2 and 3C). 
Furthermore, median TDD was longer for both emotional 
and social functioning scores with T-DXd vs physician’s 
choice (Figure 2). The median TDD for emotional functioning 
was 19.2 months (95% CI, 16.3-24.5) with T-DXd and 10.5 
months (7.1-not estimable) with physician’s choice (hazard 
ratio, 0.69 [95% CI, 0.50-0.96]; P = .0266); median TDD for 
social functioning was 12.8 months (95% CI, 10.4-15.2) vs 
6.0 months (95% CI, 4.4-7.7; hazard ratio, 0.59 [95% CI, 
0.45-0.77]; P = .0001), respectively.

From the EORTC QLQ-BR45, median TDD for arm symp-
toms (eg, pain, swelling, difficulty moving) favored T-DXd 
over physician’s choice (Figure 2). Specifically, median TDD 
for arm symptoms was 14.4 months (95% CI, 11.9-23.0) vs 
8.7 months (95% CI, 5.6-not estimable; hazard ratio, 0.62 
[95% CI, 0.45-0.85]; P = .0027), respectively. For breast 
symptoms, median TDD for T-DXd and physician’s choice 
was not estimable (hazard ratio 0.70 [95% CI, 0.46-1.1]; 
P = .1008).

The impact of treatment on common drug-related TEAEs 
(EORTC QLQ-C30: fatigue; nausea and vomiting) over time 
was further evaluated as an additional analysis. Fatigue scores 
remained stable over time in both treatment groups (Table S3), 
with prolonged TDD for T-DXd vs physician’s choice (hazard 
ratio, 0.61 [95% CI, 0.47-0.79]; P = .0002) (Figure 2). The 
median TDD of nausea/vomiting scores was shorter among 
patients who received T-DXd (5.7 months [95% CI, 3.8-8.4]) 
vs physician’s choice (9.3 months [95% CI, 7.5-17.1]; haz-
ard ratio, 1.46 [95% CI, 1.09-1.96; P = .0128). While there 
was an increase in nausea and vomiting score from baseline 
for patients in the T-DXd group, the change was only clini-
cally relevant in cycles 3 and 5, after which scores decreased 
and then remained stable over time from cycle 7 to cycle 27 
(Figure 4).

Additional analyses of VAS scores from the EQ-5D-5L ques-
tionnaire yielded a prolonged median TDD for HR+ patients 
who received T-DXd vs physician’s choice (Figure 2); median 
TDD was 12.0 months (95% CI, 9.9-15.2) vs 6.8 months 
(95% CI, 4.9-11.4; hazard ratio, 0.73 [95% CI, 0.54-0.97]; 
P = .0288), respectively. Change from baseline and TDD 
for additional PRO measures from the EORTC QLQ-C30 

https://academic.oup.com/oncolo/article-lookup/doi/10.1093/oncolo/oyaf048#supplementary-data
https://academic.oup.com/oncolo/article-lookup/doi/10.1093/oncolo/oyaf048#supplementary-data
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https://academic.oup.com/oncolo/article-lookup/doi/10.1093/oncolo/oyaf048#supplementary-data
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and EORTC QLQ-BR45 for the HR+ cohort are shown in 
Supplementary Materials (Table S3, Figure S2). Median TDD 
results from the all-patients and HR− cohorts also favored 
T-DXd vs physician’s choice (Tables S4 and S5).

Hospital utilization
In the HR+ cohort, hospitalization rates were similar between 
treatment groups; 27.5% (91/331) of patients receiving 
T-DXd and 20.2% (33/163) of patients receiving physi-
cian’s choice were hospitalized during the trial (Table S6). 
Time to first hospitalization was delayed with T-DXd (151.0 

days [range, 0-742]) vs physician’s choice (53.5 days [range, 
5-282]); median duration of hospital stay per patient was 
similar between groups at 10 days and 7 days, respectively.

Discussion
In DESTINY-Breast04, treatment for patients who received 
T-DXd lasted for more than twice as long as that for patients 
who received physician’s choice (median treatment duration: 
8.2 vs 3.5 months, respectively),14 and GHS/QoL (primary 
PRO of interest) was maintained compared with baseline 
scores during the entire treatment period for both groups 

Table 1. Demographics and baseline characteristics in the HR+ cohort.14

Baseline characteristics T-DXd
(n = 331) 

Physician’s 
choice
(n = 163) 

Age, median (range), years 56.8 (31.5-80.2) 55.7 (28.4-80.0)

Race, n (%)a

 � Asian 131 (39.6) 66 (40.5)

 � Black 7 (2.1) 2 (1.2)

 � Missing data 0 1 (0.6)

 � Other 37 (11.2) 16 (9.8)

 � White 156 (47.1) 78 (47.9)

Ethnic group, n (%)a

 � Hispanic or Latino 14 (4.2) 5 (3.1)

 � Non-Hispanic or Non-Latino 267 (80.7) 137 (84.0)

 � Not applicable 41 (12.4) 17 (10.4)

 � Unknown 9 (2.7) 4 (2.5)

Region, n (%)

 � Asia 128 (38.7) 60 (36.8)

 � Europe or Israel 149 (45.0) 73 (44.8)

 � North America 54 (16.3) 30 (18.4)

HER2-low status, n (%)b

 � IHC 1+ 193 (58.3) 95 (58.3)

 � IHC 2+/ISH− 138 (41.7) 68 (41.7)

ECOG performance status, n (%)c

 � 0 187 (56.5) 95 (58.3)

 � 1 144 (43.5) 68 (41.7)

Metastasis at baseline, n (%)

 � Brain 18 (5.4) 7 (4.3)

 � Liver 247 (74.6) 116 (71.2)

 � Lung 98 (29.6) 58 (35.6)

 � Visceral 298 (90.0) 146 (89.6)

Lines of therapy for metastatic disease, n (%)

 � 1 23 (6.9) 14 (8.6)

 � 2 85 (25.7) 41 (25.2)

  � ≥ 3 223 (67.4) 108 (66.3)

HR+ status was based on interactive voice-response system data at the time of randomization.
aRace and ethnic group were reported by the patients. Available options for race included: American Indian or Alaska Native, Asian, Black or African 
American, Native Hawaiian or Other Pacific Islander, White, or Other. Patients could select multiple races. In countries that did not allow collection of this 
information, the patient’s race and/or ethnicity was categorized as “Not Applicable.”
bLow expression of HER2 was defined as a score of 1+ on IHC analysis or as an IHC score of 2+ and negative results on ISH.
cPerformance status scores on the ECOG scale range from 0 (no disability) to 5 (death).
From New England Journal of Medicine, Modi S, Jacot W, Yamashita T, et al., Trastuzumab deruxtecan in previously treated HER2-low advanced breast 
cancer. 387 (1):9-20. Copyright © 2022. Massachusetts Medical Society. Reprinted with permission from Massachusetts Medical Society. This content is not 
covered by the terms of the Creative Commons license of this publication. For permission to reuse, please contact the rights holder.
Abbreviations: ECOG, Eastern Cooperative Oncology Group; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; IHC, 
immunohistochemistry; ISH, in situ hybridization; T-DXd, trastuzumab deruxtecan; physician’s choice, physician’s choice of chemotherapy.

https://academic.oup.com/oncolo/article-lookup/doi/10.1093/oncolo/oyaf048#supplementary-data
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https://academic.oup.com/oncolo/article-lookup/doi/10.1093/oncolo/oyaf048#supplementary-data
https://academic.oup.com/oncolo/article-lookup/doi/10.1093/oncolo/oyaf048#supplementary-data
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(T-DXd, 27 cycles; physician’s choice, 13 cycles), supporting 
that the longer, more effective treatment with T-DXd trans-
lated to favorable maintenance of patient health-related 
QoL, as suggested by mean CFB data for the HR+ cohort. 
Moreover, even with a substantially longer treatment dura-
tion (during which risk for treatment-related TEAEs can 
accumulate), T-DXd was favored over physician’s choice for 
maintaining health-related QoL, as indicated by prolonged 
median TDD for GHS/QoL scores. Median TDD for sec-
ondary prespecified PRO variables of interest also favored 

T-DXd, including TDD of pain, suggesting that multi-
ple aspects of health-related QoL were maintained longer 
before deterioration for patients receiving T-DXd vs phy-
sician’s choice. This favorable outcome in pain symptoms 
is particularly important since pain can have a substantial 
impact on health-related QoL, including in patients with 
breast cancer.22 Furthermore, patients in the T-DXd group 
had a 2.8-fold longer time to first hospitalization compared 
with the physician’s choice group, which can have meaning-
ful personal and economic implications.

Figure 1. GHS/QoL change from baseline with T-DXd and physician’s choice of chemotherapy over time in the HR+ cohort. C, cycle; CFB, 
change from baseline; EORTC, European Organization for Research and Treatment of Cancer; GHS, global health status; HR, hormone receptor; 
physician’s choice, physician’s choice of chemotherapy; QLQ-C30, Quality of Life Core 30 questionnaire; QoL, quality of life; T-DXd, trastuzumab 
deruxtecan. HR+ status was based on interactive voice-response system data at the time of randomization. GHS/QoL score is from the EORTC QLQ-
C30. Scores range from 0 to 100; a higher score represents higher (“better”) GHS/QoL. Data between T-DXd and physician’s choice treatment groups 
are only interpretable through cycle 13 (after which the number of patients with available change from baseline data fell below 10% in the physician’s 
choice group). Data in the T-DXd treatment group are interpretable through cycle 27 (after which the number of patients with available change from 
baseline data fell below 10%). a On day 1 of cycle.
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The effect of T-DXd over time on EORTC QLQ-C30 nau-
sea and vomiting was worse than with physician’s choice; 
however, patients treated with T-DXd had a clinically sig-
nificant increase in nausea and vomiting only during early 
cycles, after which scores decreased and then remained sta-
ble over time. This aligns with the primary report of the cur-
rent study in which predominantly low-grade (grade 1 or 
2) nausea (68.5%) and vomiting (32.6%) were among the 
most common drug-related TEAEs with T-DXd; grade ≥ 3 
drug-related nausea and vomiting was reported by 4.6% 
and 1.3% of patients, respectively.14 A recent presentation 
on detailed safety findings from DESTINY-Breast04 reported 
that 1 patient (0.3%) receiving T-DXd discontinued because 
of drug-related nausea and 1 (0.3%) because of vomiting vs 
none in the physician’s choice arm, and that median dura-
tion of nausea was 10 days and 5 days for patients receiv-
ing T-DXd and physician’s choice, respectively.23 Although 
antiemetics (eg, 5-hydroxytryptamine receptor antagonists, 
neurokinin-1 receptor antagonists, and/or steroids [eg, dexa-
methasone]) were recommended per physician discretion and 
administered in accordance with prescribing information or 
institutional guidelines, the use of antiemetic prophylaxis in 
DESTINY-Breast04 was not mandatory.23 Among all patients 
in DESTINY-Breast04, only 50.9% of patients in the T-DXd 
arm and 37.2% in the physician’s choice arm received anti-
emetic prophylaxis.23 Despite findings of elevated gastroin-
testinal symptoms in the first few cycles of treatment among 
patients who received T-DXd compared with physician’s 
choice, GHS/QoL scores favored T-DXd and remained stable 
over the course of treatment. Nonetheless, special attention 
to and treatment of nausea and vomiting may better support 
patients on treatment with T-DXd and improve patient out-
comes. Indeed, appropriate management of these symptoms 
has been shown to have a positive impact on health-related 
QoL.24 It has been proposed that effective prevention and 
management of nausea and vomiting has a favorable effect 
on the patient’s overall experience with T-DXd, especially if 
patients receive T-DXd for an extended duration; therefore, 
management of nausea and vomiting should begin at treat-
ment initiation.25 Additionally, a comprehensive approach 

that encompasses both preventive measures and treatment 
strategies for acute and delayed nausea is warranted because 
the timing of symptom emergence could vary across treat-
ment cycles.25 Finally, the NCCN Clinical Practice Guidelines 
in Oncology (NCCN Guidelines®) for Antiemesis have now 
categorized T-DXd as highly emetogenic. In addition, the 
European Society for Medical Oncology guidelines categorized 
T-DXd at the high end of the moderate emetic-risk category.26 
Therefore, it is essential to provide appropriate management 
for nausea in accordance with these guidelines.26,27

The PRO findings presented here complement the primary 
efficacy analyses from DESTINY-Breast04 and align with 
secondary PRO endpoints from 2 recent phase 3 trials of 
T-DXd in patients with HER2+ mBC: DESTINY-Breast02 
and DESTINY-Breast03.28,29 In addition to showing improve-
ment in PFS and an acceptable safety profile for patients 
with HER2+ mBC,28,29 findings from DESTINY-Breast02 and 
DESTINY-Breast03 demonstrated that GHS/QoL was main-
tained for the duration of treatment with T-DXd and that 
TDD for prespecified PRO measures was longer with T-DXd 
vs comparators, including for pain.30,31 These favorable obser-
vations in pain symptoms across studies of T-DXd in breast 
cancer are noteworthy given that pain management is an 
important consideration in clinician decisions.32 Furthermore, 
the PRO findings with T-DXd in DESTINY-Breast03 were in 
comparison to trastuzumab emtansine, which is associated 
with AEs that are generally low grade and manageable.29,30,33-35 
The current DESTINY-Breast04 analysis further supports 
the health-related QoL benefit of T-DXd through compari-
son with standard chemotherapy treatments, which can be 
associated with major safety concerns.36,37 Specifically, in 
patients with early-stage invasive breast cancer, increased 
incidence rates of severe/very severe pain, nausea, diarrhea, 
constipation, and dyspnea have been observed in patients 
who received chemotherapy vs those who did not.37 Thus, the 
PRO findings from DESTINY-Breast04 are important in that 
they suggest maintenance and improvement in QoL, particu-
larly pain symptoms, with T-DXd over standard chemother-
apy and support the overall benefit of T-DXd in HER2-low/
HR+ mBC.
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To our knowledge, this report is the first peer-reviewed eval-
uation of PROs in patients with HER2-low mBC and offers 
novel insights into patients’ experiences with T-DXd and com-
parator chemotherapies. A strength of the study is that the 
PRO endpoints and analyses were prespecified in DESTINY-
Breast04; prospective inclusion of well-documented PRO 
measures encourages methodologic rigor for PRO analyses in 
clinical trials and validates the importance of capturing the 
patient experience.3,4,38 Patients were highly compliant with 
health-related QoL assessments throughout the duration of 
the trial, allowing for in-depth assessment of their experiences 
over time.

One limitation is that CFB and TDD results may be affected 
by an imbalance between arms in missing PRO data patterns 
over time. Additionally, although the trial’s open-label design 
could be considered a limitation because of potential bias 
from patient responses,39 a recent review suggests that patient 
perspectives are not affected by treatment concealment design 
(blinded vs open-label). Other studies have also shown that 
patients do not report their experience differently after know-
ing their treatment assignment.40-44 Finally, no prespecified 
PRO subgroup analyses were conducted for this study.

From the patient’s perspective, T-DXd maintained 
health-related QoL and delayed definitive deterioration 
across prespecified PRO scales vs standard chemotherapy 
treatments. These findings complement the primary efficacy 
and safety results from DESTINY-Breast04. Furthermore, 
after a 32-month median follow-up in DESTINY-Breast04 
(data cutoff, March 1, 2023), sustained improvement and a 
generally manageable safety profile with T-DXd vs physician’s 
choice suggest that long-term treatment with T-DXd is feasi-
ble.45 Importantly, appropriate management of AEs and use 
of preventive measures (ie, antiemetic prophylaxis for nausea 
and vomiting) may improve treatment tolerability and further 
support patient health-related QoL. Together, these results 
support the use of T-DXd as a standard of care for patients 
with HR+/HER2-low mBC.
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