
Trastuzumab deruxtecan 
(T-DXd; DS-8201) in 
patients with HER2 positive 
metastatic breast cancer1

Updated survival results from a multicenter, 
open-label, phase 2 study



DESTINY-Breast01 Study Designa

Analysis Population
Adult patients with HER2 positive, unresectable, and/or metastatic BC that was previously treated with T-DM1. Initial re-
sults were reported with a data cutoff of August 1, 2019, and secondary results were reported with an additional data cutoff 
of June 8, 2020. Herein we present updated study results with a data cutoff of March 26, 2021.

Enrollment
A total of 253 patients with HER2 positive BC were treated with ≥1 dose of T-DXd. 184 patients received the RP2D of 5.4 
mg/kg q3w and comprise the primary analysis population.

a HER2 status was assessed in archival tissue according to guidelines of the American Society of Clinical Oncology–College of American Pathologists.

Previous data cutoffs: August 1, 2019 and June 8, 2020        Data cutoff: March 26, 2021         84 patients enrolled at T-DXd 5.4 mg/kg

•    ≥ 18 years of age
•   Unresectable and/or metastatic BC
•   HER2 positive (centrally confirmed in 
archival tissue)
•   Prior TDM1 treatment
•   Excluded patients with history of 
significant ILD
•   Stable, treated brain metastases 
were allowed

Population

Endpoints

Secundary Endpoint
•   Investigator-assessed ORR, 
•   DCR, 
•   DOR, 
•   PFS, 

Primary Endpoint
•   Confirmed ORR (CR + PR) by independent 
central imaging facility review per RECIST v1.1

•   OS, 
•   PK, 
•   Safety

Trastuzumab deruxtecan is an investigational agent in countries outside of the United States, Japan, the European Union, the United Kingdom, Canada, and Israel. 
Information regarding this investigational product should, under no circumstances, be regarded as a recommendation for its use or of its safety or efficacy.

Fam-trastuzumab deruxtecan-nxki in the United States only; trastuzumab deruxtecan in other regions of the world. 

BC, breast cancer; CR, complete response; DCR, disease control rate; DOR, duration of response; HER2, human epidermal growth factor receptor 2; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; PK, pharmacokinetics; PR, partial 
response; q3w, every 3 weeks; R, randomized; RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1; RP2D, recommended phase 2 dose; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.
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Table 1. Summary of Efficacy

aORR = CR + PR.
bOne patient had a PR before the June 8, 2020 cutoff date that was confirmed after the cutoff date. The patient had a confirmed best overall response of PR on the first PR date in the central data but was not 
included in the analysis of DOR.

Patient Characteristics

•   At data cutoff, a total of 184 patients were assessed; 15% (n = 28) of patient remained on treatment and 85% (n = 156) 
had discontinued. 46% (n = 85 discontinued due to progressive disease and 19% (n = 35) discontinued due toadverse events

Key Findings1

The consistent benefit/risk profile provides confidence in treatment efficacy, which will be further evaluated in the 
ongoing randomized, controlled, phase 3 DESTINY-Breast02 study of T-DXd versus investigator’s choice of treatment.

Efficacy

•   Median duration of follow-up was 26.5 months (range, 0.7-39.1), 6 months longer than the previous analysis (June 2020)

•   T-DXd continued to have clinically meaningful and durable efficacy

•   Treatment with T-DXd resulted in robust survival outcomes with an updated median OS of 29.1 months (95% CI, 24.6-
36.1) with a median duration of OS follow up of 31.1 months (range, 30.7-32.0

•   Median OS was estimated at 51.6% maturity, with 95 patients having OS events

•   Median PFS was 19.4 months (95% CI, 14.1-25.0), which was unchanged from the prior June 2020 data cutoff, with 76 
(41%) PFS events

•   Median DOR was 18.2 months (95% CI, 15.0-NE) at the updated data cutoff

Median duration of follow up (range) months

Intent-to-treat analysis
August 2019 DCO 

T-DXd 5.4 mg/kg (N=184)
June 2020 DCO 

T-DXd 5.4 mg/kg (N=184)
March 2021 DCO 

T-DXd 5.4 mg/kg (N=184)

11.1 (0.7 - 19.9) 20.5 (0.7 - 31.4) 26.5 (0.7 - 39.1)

79 (42.9) 37 (20.1) 28 (15.2)Patients remaining on treatment, n (%)

11 (6.0) 12 (6.5) 13 (7.1)CR

101 (54.9) 101 (54.0) 101 (54.9)PR

67 (36.4) 66 (35.9) 65 (35.3)SD

3 (1.6) 3 (1.6) 3 (1.6)PD

2 (1.1) 2 (1.1) 2 (1.1)Not evaluable 

14.8 (13.8 - 16.9) 20.8b (15.0 - NE) 18.2 (15.0 - NE)Median DOR (95% CI), months 

16.4 (12.7 - NF) 19.4 (14.2 - NE) 19.4 (14.1 - 25.0)Median PFS (95% CI), months 

NE (NE - NE) 24.6 (23.1 - NE) 29.1 (24.6 - 36.1)Median OS (95% CI), months 

1.6 (1.4 -2.7)Median TRR (95% CI), months 

112 (60.9)
53.4 - 68.0

Confirmed ORRa by ICR, n (%) 
95% CI

113b (61.4)
54.0 - 68.5

114 (62.0)
54.5 - 69.0



Figure 2. Progression-Free Survival (N = 184)

Table 2. Overall Safety Summary

aRelationship to study drug was determined by the treating investigator. 
bBased on updated investigator assessment. 
cEach of the following TEAEs was associated with a fatal outcome: 
respiratory failure, acute respiratory failure, disease progression, general 
physical health deterioration, lymphangitis, pneumonia, pneumonitis, 
shock hemorrhagic. 1 patient had 2 TEAEs associated with death: acute 
kidney injury and acute hepatic failure.

aAs determined by an independent interstitial lung disease adjudication 
committee. At data cutoff, one grade 1 event and one grade 3 event were 
pending adjudication. 

Safety
•   As most patients had previously discontinued treatment, the overall safety profile of T-DXd was consistent with prior 
results2,3

•   These results continue to show a generally tolerable safety profile in patients treated with T-DXd
•   One new case of grade 1 T-DXd-related interstitial lung disease as determinedby independent adjudication committee 
was reported since the last data cutoff
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General TEAEs

Dose adjustments

Death

183 (99.5)
183 (99.5)

105 (57.1)
89 (48.4)

183 (99.5)
183 (99.5)

113 (61.4)
97 (52.8)

183 (99.5)
183 (99.5)

116 (63.0)
99 (53.8)

28 (15.2)
27 (14.7)

43 (23.4)
40 (21.7)

34 (18.5)
33 (17.9)

44 (23.9)
39 (17.9)

35 (19.0)
33 (17.9)

46 (25.0)
43 (23.4)

9 (4.9)
2 (1.1)

10 (5.4)
3 (1.6)

10 (5.4)
3 (1.6)

65 (35.3)
53 (28.8)

75 (40.8)
60 (32.6)

77 (41.8)
60 (32.6)

Any TEAE
Drug-related

TEAE grade ≥3
Drug-related

TEAE associated with discontinuation
Drug-related

TEAE associated with dose reduction
Drug-related

TEAE associated with dose interruption
Drug-related

TEAE associated with deathc

Drug-related

Type of adverse event, n (%)a August 2019 DCO 
T-DXd 5.4 mg/kg (N=184)

June 2020 DCO 
T-DXd 5.4 mg/kg (N=184)

March 2021 DCO 
T-DXd 5.4 mg/kg (N=184)

Table 3. Drug-related Interstitial Lung Disease/Pneumonitisa

Grade 1 5 (2.7) 6 (3.3) 7 (3.8)

Grade 2 15 (8.2) 16 (8.7) 16 (8.7)

Grade 3 1 (0.5) 1 (0.5) 1 (0.5)

Grade 4 0 0 0

Grade 5 4 (2.2) 5 (2.7) 5 (2.7)

Any grade/total 25 (13.6) 28 (15.2) 29 (15.8)

Interstitial lung disease, n (%) August 2019 DCO 
T-DXd 5.4 mg/kg (N=184)

June 2020 DCO 
T-DXd 5.4 mg/kg (N=184)

March 2021 DCO 
T-DXd 5.4 mg/kg (N=184)


