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Trastuzumab Deruxtecan (T-DXd) vs 

Treatment of Physician’s Choice in Patients with 

HER2-low Unresectable and/or Metastatic Breast Cancer: 

Results of DESTINY-Breast04, a Randomized, Phase 3 Study

Shanu Modi Memorial Sloan Kettering Cancer Center, Memorial Hospital, New York, USA

Additional authors: William Jacot, Toshinari Yamashita, Joo Hyuk Sohn, Maria Vidal, 

Eriko Tokunaga, Junji Tsurutani, Naoto Ueno, Yee Soo Chae, Keun Seok Lee, Naoki

Niikura, Yeon Hee Park, Xiaojia Wang, Binghe Xu, Dhiraj Gambhire, Lotus Yung, Gerold 

Meinhardt, Yibin Wang, Nadia Harbeck, David Cameron

ASCO 2022 #LBA3 Plenary Session On behalf of the investigators
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DESTINY-Breast04 Summary and Impact

ASCO 2022 #LBA3 Plenary Session 
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HER2-low mBC: Unmet Clinical Need

ASCO 2022 #LBA3 Plenary Session 

DESTINY-Breast04

• HER2-low mBC is defined by IHC scores of 1+ or 2+/ISH−

– This is a heterogenous population with a high prevalence of HR 

coexpression and without a distinct biology

• HER2-low mBC is treated as HER2− mBC, with limited options 

for later lines of therapy1-4

– Current HER2-targeted therapies are not effective for patients with 

tumors that express lower levels of HER2

• Therapeutic options for patients with HR+/HER2− mBC after 

CDK4/6i progression have limited efficacy

– Real-world studies suggest a PFS of <4 months after progressive 

disease with CDK4/6i5

• Limited benefit exists for patients who progress after multiple 

lines of chemotherapy

– In a pooled analysis of patients with HER2− mBC, eribulin and 

capecitabine provide minimal benefit, with a mPFS of ~4 months and 

mOS of ~15 months6

CDK4/6i, cyclin-dependent kinase 4/6 inhibitors; gBRCA+, germline breast cancer gene positive; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; IHC, immunohistochemistry; ISH, in 

situ hybridization; mBC, metastatic breast cancer; mOS, median overall survival; PARP, poly (ADP-ribose) polymerase; PD-L1, programmed death ligand 1; mPFS, median progression-free survival; T-DXd, 

trastuzumab deruxtecan.
aImmunoreactive for estrogen or progesterone receptor in ≥1% tumor cell nuclei. bImmunoreactive for estrogen or progesterone receptor in <1% tumor cell nuclei.

1. Tarantino P, et al. J Clin Oncol. 2020;38(17):1951-1962. 2. Aogi K, et al. Ann Oncol. 2012;23:1441-1448. 3. Eiger D, et al. Cancers (Basel). 2021;13(5):1015. 4. Fehrenbacher L, et al. J Clin Oncol. 

2019;38(5):444-453. 5. Mo H, et al. Clin Breast Cancer. 2022;22:143-148. 6. Kaufman PA, et al. J Clin Oncol. 2015;33:594-601. 
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T-DXd MOA, Bystander Effect, and Rationale for 

Targeting HER2-low mBC

ASCO 2022 #LBA3 Plenary Session 

DESTINY-Breast04
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DESTINY-Breast04: First Randomized Phase 3 

Study of T-DXd for HER2-low mBC

ASCO 2022 #LBA3 Plenary Session 

DESTINY-Breast04
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DESTINY-Breast04: Statistical Analysis and 

Hierarchical Testing

ASCO 2022 #LBA3 Plenary Session 

DESTINY-Breast04
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Patient Disposition

ASCO 2022 #LBA3 Plenary Session 

DESTINY-Breast04
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Baseline Characteristics

ASCO 2022 #LBA3 Plenary Session 

DESTINY-Breast04
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Prior Therapies

ASCO 2022 #LBA3 Plenary Session 

DESTINY-Breast04
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PFS in HR+ and All Patients

ASCO 2022 #LBA3 Plenary Session 

DESTINY-Breast04
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OS in HR+ and All Patients

ASCO 2022 #LBA3 Plenary Session 

DESTINY-Breast04
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PFS and OS in HR− (Exploratory Endpoints)

ASCO 2022 #LBA3 Plenary Session 

DESTINY-Breast04
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Subgroup Analysis: PFS in HR+

ASCO 2022 #LBA3 Plenary Session 

DESTINY-Breast04
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Confirmed ORR

ASCO 2022 #LBA3 Plenary Session 

DESTINY-Breast04
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Best Change in Target Lesions (All Patients)

ASCO 2022 #LBA3 Plenary Session 

DESTINY-Breast04
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Drug-Related TEAEs in ≥20% of Patients

ASCO 2022 #LBA3 Plenary Session 

DESTINY-Breast04
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Overall Safety Summary

ASCO 2022 #LBA3 Plenary Session 

DESTINY-Breast04
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Adverse Events of Special Interest

ASCO 2022 #LBA3 Plenary Session 

DESTINY-Breast04
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DESTINY-Breast04 Establishes T-DXd as the New Standard 

of Care in HER2-low, HR+/HR− mBC

ASCO 2022 #LBA3 Plenary Session 

DESTINY-Breast04
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Trastuzumab Deruxtecan vs Trastuzumab Emtansine in Patients With 

HER2-Positive Unresectable and/or Metastatic Breast Cancer: Safety 

Follow-up of the Randomized, Phase 3 Study DESTINY-Breast03

Erika Hamilton, MD,a Vanessa Petry, Winnie Yeo, Sung-Bae Kim, Giampaolo Bianchini, Toshinari Yamashita, 

Kan Yonemori, Kenichi Inoue, Giuseppe Curigliano, Sara A. Hurvitz, Javier Cortés, Hiroji Iwata, Jillian 

Cathcart, Yali Liu, Caleb Lee, Emarjola Bako, Rachel Kim, Seock-Ah Im

On behalf of the DESTINY-Breast03 investigators

aSarah Cannon Research Institute/Tennessee Oncology, Nashville, TN, USA

ASCO 2022 #1000 Oral On behalf of the investigators

DESTINY-Breast03
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Background

ASCO 2022 #1000 Oral

DESTINY-Breast03
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DESTINY-Breast03 Study Design

ASCO 2022 #1000 Oral

DESTINY-Breast03

Primary data cutoff: May 21, 2021
Median treatment duration1:

T-DXd: 14.3 months

T-DM1: 6.9 months

Safety update: Sept 7, 2021
Median treatment duration: 

T-DXd: 16.1 months

T-DM1: 6.9 months

EAIRs, exposure-adjusted incidence rates; HER2, human epidermal growth factor receptor 2; ILD, interstitial lung disease; mBC, metastatic breast cancer; Q3W, every 3 weeks; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; 

TEAE, treatment-emergent adverse event.
aCentral testing of archived sample for HER2 status. bNumber of treated patients (not the randomized number of patients). cOr in accordance with the local label. 

1. Cortés J et al. N Engl J Med. 2022;386:1143-1154. 

• Prespecified analysis of TEAEs

• Selected TEAEs (ILD/pneumonitis, 

nausea, vomiting, fatigue, alopecia, 

hematologic events), including 

EAIRs

Objective of the study was to provide updated safety data with additional analyses in patients with 

HER2+ mBC treated with T-DXd or T-DM1 in DESTINY-Breast03

Patients with HER2+ mBCa

treated with trastuzumab 

and/or taxane

R

1:1

Received T-DXd 

5.4 mg/kg Q3W

n = 257b

Received T-DM1 

3.6 mg/kg Q3Wc

n = 261b
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Safety Update Overview (September 7, 2021)

ASCO 2022 #1000 Oral

DESTINY-Breast03

• Rates of TEAEs (any grade and 

grade ≥3) and serious TEAEs were 

similar between the T-DXd and        

T-DM1 arms 

• TEAEs associated with drug 

discontinuation occurred in 

38 patients (14.8%) in the 

T-DXd arm and 19 patients 

(7.3%) in the T-DM1 arm 

T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; TEAE, treatment-emergent adverse event.

n (%)

T-DXd 

n = 257

T-DM1

n = 261

Patients discontinued from study treatment 141 (54.9) 222 (85.1)

Any grade TEAE 256 (99.6) 249 (95.4)

Grade ≥3 TEAE 137 (53.3) 130 (49.8)

Any grade serious TEAE 54 (21.0) 50 (19.2)

Grade ≥3 serious TEAE 39 (15.2) 38 (14.6)

TEAE associated with drug discontinuation 38 (14.8) 19 (7.3)

TEAE associated with dose reduction 59 (23.0) 36 (13.8)

Safety update: Sept 7, 2021
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Exposure-Adjusted Incidence Rates (EAIRs)a

ASCO 2022 #1000 Oral

DESTINY-Breast03

• EAIRs were measured to account for 

differences in treatment duration 

exposure between T-DXd and T-DM1 

and provide a more meaningful 

comparison

• EAIRs per patient-year were lower in 

the T-DXd arm than the T-DM1 arm 

except for TEAEs associated with 

drug discontinuation, which were 

primarily associated with 

ILD/pneumonitis in the T-DXd arm 

• EAIR for grade ≥3 TEAEs was 

0.42 for T-DXd and 0.70 for 

T-DM1

• EAIR for any grade serious TEAEs 

was 0.17 for T-DXd and 0.27 for 

T-DM1 

EAIRs, exposure-adjusted incidence rates; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; TEAE, treatment-emergent adverse event.
aEAIR was the number of patients with at least 1 event incidence divided by the sum of patient-years of exposure over patients in the safety analysis set (total patient-years of exposure). bPatient years of exposure were the treatment duration with year as unit. 

T-DXd 
n = 257

T-DM1
n = 261

Patients remaining on treatment, n (%) 116 (45.1) 39 (14.9)

Treatment duration, median (range), months
16.1

(0.7-33.0)
6.9

(0.7-28.5)

Exposure, patient-yearsb 327.2 186.3

EAIR, grade ≥3 TEAE 0.42 0.70

EAIR, any grade serious TEAE 0.17 0.27

EAIR, grade ≥3 serious TEAE 0.12 0.20

EAIR, TEAE associated with drug 
discontinuation

0.12 0.10

EAIR, TEAE associated with dose reduction 0.18 0.19

Exposure-adjusted incidence per 

total patient-years of exposure

Safety update: Sept 7, 2021
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Drug-Related TEAEsa Reported in ≥20% of 

Patients in Either Treatment Arm

ASCO 2022 #1000 Oral

DESTINY-Breast03

• Most of the selected drug-related 

TEAEs in either treatment arm were 

hematologic or gastrointestinal

T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; TEAE, treatment-emergent adverse events.

Selected TEAEs (and preferred terms included): anemia (hemoglobin decreased, red blood cell count decreased, anemia, hematocrit decreased); neutropenia (neutrophil count decreased, neutropenia); thrombocytopenia (platelet count decreased, 

thrombocytopenia); fatigue (fatigue, asthenia, malaise).
aBased on nonclinical data, clinical data, epidemiology data, and reported data from drugs in a similar class (anti-HER2 therapies), selected TEAEs for T-DXd were reviewed for additional characterization. 

n (%)

T-DXd 
n = 257

T-DM1
n = 261

Any Grade Grade ≥3 Any Grade Grade ≥3

Nausea 189 (73.5) 17 (6.6) 72 (27.6) 1 (0.4)

Fatigue 118 (45.9) 16 (6.2) 76 (29.1) 2 (0.8)

Vomiting 114 (44.4) 4 (1.6) 15 (5.7) 1 (0.4)

Neutropenia 111 (43.2) 51 (19.8) 30 (11.5) 8 (3.1)

Alopecia 97 (37.7) 1 (0.4) 7 (2.7) 0

Anemia 82 (31.9) 16 (6.2) 37 (14.2) 11 (4.2)

Leukopenia 79 (30.7) 17 (6.6) 21 (8.0) 2 (0.8)

Decreased appetite 68 (26.5) 3 (1.2) 34 (13.0) 0

Thrombocytopenia 65 (25.3) 19 (7.4) 137 (52.5) 65 (24.9)

Diarrhea 61 (23.7) 1 (0.4) 11 (4.2) 2 (0.8)

Constipation 60 (23.3) 0 25 (9.6) 0

Safety update: Sept 7, 2021
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Time to First Onset of TEAEs

ASCO 2022 #1000 Oral

DESTINY-Breast03

T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; TEAE, treatment-emergent adverse event.

Selected TEAEs (and preferred terms included): anemia (hemoglobin decreased, red blood cell count decreased, anemia, hematocrit decreased); lymphopenia (lymphocyte count decreased, lymphopenia); neutropenia (neutrophil count decreased, neutropenia); 

thrombocytopenia (platelet count decreased, thrombocytopenia); leukopenia (white blood cell count decreased, leukopenia); fatigue (fatigue, asthenia, malaise).
a11.7% of patients in the T-DXd group and 2.3% of patients in the T-DM1 group were treated with G-CSF within 28 days after onset of neutropenia, including febrile neutropenia. 

Median time to event, days 

T-DXd 
n = 257

T-DM1
n = 261

TEAE associated with treatment 
discontinuation

224 147

TEAE associated with first dose reduction 96 19

Selected TEAEs

Anemia 70.0 42.0

Lymphopenia 196.0 168.0

Thrombocytopenia 132.0 8.0

Fatigue 22.0 24.0

Leukopenia 74.5 92.0

Neutropeniaa 64.0 105.0

Nausea 2.0 3.0

Vomiting 10.0 6.0

Alopecia 27.0 43.0

• TEAEs associated with first drug 

discontinuation or first dose 

reduction occurred later with T-DXd 

treatment than with T-DM1 

treatment

• Median time to any TEAE 

associated with first dose reduction 

was longer in the T-DXd arm at 96 

days compared with the T-DM1 arm 

at 19 days

Safety update: Sept 7, 2021
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Time to First Occurrence of Nausea and Vomiting

ASCO 2022 #1000 Oral

DESTINY-Breast03
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Time to First Occurrence of Fatigue and Alopecia

ASCO 2022 #1000 Oral

DESTINY-Breast03
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Prevalence of Nausea and Vomiting

ASCO 2022 #1000 Oral

DESTINY-Breast03

T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.

Prevalence was defined as the number of patients who had the event starting at a particular cycle or still ongoing at that cycle divided by the number of patients on treatment at that cycle.

1. Hesketh PJ et al. J Clin Oncol. 2020;38(24):2782-2797. 2. Modi S et al. N Engl J Med. 2020;382:610-621. 

• The prevalence of nausea and vomiting was higher with T-DXd than with T-DM1 and was relatively consistent over time

• Majority of events with T-DXd were grade 1 and 2 and resolved, and one patient discontinued study drug due to vomiting

• Antiemetic prophylaxis recommendations were updated during the study based on emerging data supporting the moderately emetogenic potential of 

T-DXd1,2

Cycle
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Nausea
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T-DXd 257 256 254 252 247 242 227 225 215 213 203 197 191 182 175 172 167 160 153 149 138 136 126 117 105 97 85 76 62 50 44 40 31 27 22 19 17 17 10 8 6 5 2 1

T-DM1 261 252 221 209 189 175 161 150 138 133 118 108 93 87 78 73 68 63 59 58 52 51 48 43 41 39 36 30 22 18 16 13 11 6 5 5 4 3 3 2 2 0 0 0

T-DXd 257 256 254 252 247 242 227 225 215 213 203 197 191 182 175 172 167 160 153 149 138 136 126 117 105 97 85 76 62 50 44 40 31 27 22 19 17 17 10 8 6 5 2 1

T-DM1 261 252 221 209 189 175 161 150 138 133 118 108 93 87 78 73 68 63 59 58 52 51 48 43 41 39 36 30 22 18 16 13 11 6 5 5 4 3 3 2 2 0 0 0

T-DXd (n = 257)

T-DM1 (n = 261)Vomiting
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Safety update: Sept 7, 2021
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Prevalence of Fatigue and Alopecia

ASCO 2022 #1000 Oral

DESTINY-Breast03
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Adjudicated Drug-Related ILD/Pneumonitis

ASCO 2022 #1000 Oral

DESTINY-Breast03

For this safety update: 

• Majority of adjudicated 

ILD/pneumonitis cases were low 

grade and no new grade 4 or 5 

events occurred in either treatment 

arm

• One additional grade 2 adjudicated 

drug-related ILD/pneumonitis 

occurred 

• The majority of events resolved 

with ongoing follow-up

ILD, interstitial lung disease; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.
aPatient had an event of pulmonary embolism that the investigator considered to be grade 5. This was initially reported as respiratory failure but subsequently updated to pulmonary embolism. The ILD adjudication committee adjudicated this event as drug-related 

grade 1 ILD/pneumonitis. The death was not evaluable for adjudication. The investigator recorded disease progression as the primary cause of death.1

1. Cortés J et al. N Engl J Med. 2022;386:1143-1154 (supplementary appendix).

T-DXd 
n = 257

T-DM1
n = 261

Any grade, n (%)

Grade 1

Grade 2

Grade 3

Grade 4
Grade 5

28 (10.9)

7 (2.7)

19 (7.4)

2 (0.8)

0
0

5 (1.9)

4 (1.5)

1 (0.4)

0

0
0

Time to first onset, median (range), days
181

(33-507)
289

(80-499)

Outcome of worst event, n (%)

Fatal

Not recovered/not resolved

Ongoing

Recovering/resolving

Recovered/resolved with sequelae
Recovered/resolved

0

8 (28.6)

0

2 (7.1)

2 (7.1)
16 (57.1)

1 (20.0)a

0

0

0

0
4 (80.0)

Safety update: Sept 7, 2021
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Conclusions

ASCO 2022 #1000 Oral

DESTINY-Breast03

• No new safety signals were observed for T-DXd in patients with HER2+ mBC in this 
safety update,1-3 and in-depth analysis demonstrated that:

▪ Most TEAEs were grade 1 or 2, and exposure-adjusted incidence rates of grade ≥3 TEAEs 
and serious TEAEs were lower with T-DXd than T-DM1

▪ Risk of nausea, vomiting, fatigue, and alopecia was higher for T-DXd in the initial treatment 
cycles

▪ Prevalence of nausea and vomiting was higher for T-DXd in the initial treatment cycles and 
was consistent over time for alopecia and fatigue

o In the T-DXd arm, the increased risk and higher prevalence of these events that persisted 
throughout treatment duration necessitates ongoing supportive care

▪ There were no additional grade 3 adjudicated ILD/pneumonitis events with T-DXd (overall rate 
= 0.8%), and no grade 4 or 5 events overall

HER2, human epidermal growth factor receptor-2; ILD, interstitial lung disease; mBC, metastatic breast cancer; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; TEAE, treatment-emergent adverse event.

1. Modi S et al. J Clin Oncol. 2020;38:1887-1896. 2. Modi S et al. N Engl J Med. 2020;382:610-621. 3. Cortés J et al. N Engl J Med. 2022;386:1143-1154. 

These data reinforce the established favorable benefit/risk profile of 

T-DXd over T-DM1 in HER2+ mBC

Safety update: Sept 7, 2021
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PATIENT-REPORTED OUTCOMES FROM DESTINY-Breast03, A 

RANDOMIZED PHASE 3 STUDY OF TRASTUZUMAB DERUXTECAN (T-

DXd) VS TRASTUZUMAB EMTANSINE (T-DM1) IN PATIENTS WITH 

HER2-POSITIVE METASTATIC BREAST CANCER

GIUSEPPE CURIGLIANO, KYLE DUNTON, MATS ROSENLUND, 

MARTIN JANEK, JILLIAN CATHCART, YALI LIU, PETER A. FASCHING, 

HIROJI IWATA

Giuseppe Curigliano, MD

European Institute of Oncology IRCCS, University of Milan, 

Milan, Italy

ESMO BC 2022 #1630 Oral On behalf of the investigators
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DESTINY-Breast03 Study Design DESTINY-Breast03

ESMO BC 2022 #1630 Oral 
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Demographics and Baseline Clinical Characteristics DESTINY-Breast03

ESMO BC 2022 #1630 Oral 
From New England Journal of Medicine, Cortés J et al, Trastuzumab Deruxtecan versus Trastuzumab Emtansine for Breast Cancer, Vol. 386, Pages 1143-1154. 
Copyright © 2022 Massachusetts Medical Society. Reprinted with permission [pending] from Massachusetts Medical Society. 
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DESTINY-Breast03: PFS by BICR1-3 DESTINY-Breast03

ESMO BC 2022 #1630 Oral 
From New England Journal of Medicine, Cortés J et al, Trastuzumab Deruxtecan versus Trastuzumab Emtansine for Breast Cancer, Vol. 386, Pages 1143-1154. 
Copyright © 2022 Massachusetts Medical Society. Reprinted with permission [pending] from Massachusetts Medical Society. 
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DESTINY-Breast03: Safety Summary DESTINY-Breast03

ESMO BC 2022 #1630 Oral 
From New England Journal of Medicine, Cortés J et al, Trastuzumab Deruxtecan versus Trastuzumab Emtansine for Breast Cancer, Vol. 386, Pages 1143-
1154(supplement). Copyright © 2022 Massachusetts Medical Society. Reprinted with permission [pending] from Massachusetts Medical Society. 
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DESTINY-Breast03 PRO & 

Hospitalization Endpoints & Analyses

EORTC, European Organization for Research and Treatment of Cancer; EQ-5D-5L, EuroQol 5-dimension, 5-level questionnaire; GHS, global health status; HRQoL, health-related 

quality of life; PRO, patient-reported outcome; QLQ-BR45, Quality of Life Breast cancer questionnaire; QLQ-C30, Quality of Life Core 30 questionnaire; T-DM1, trastuzumab emtansine; 

T-DXd, trastuzumab deruxtecan. 
aPrimary PRO variable of interest. bClinically meaningful deterioration defined as a change of 10 points or more in the GHS and subscale scores. cNot all variables measured were 

assessed for TDD. 

Endpoint Description Measures of interest Main analyses

EORTC QLQ-C30 Oncology-specific 

questionnaire

• Global health status (GHS)/QoLa

• Functioning scales: physical, role, emotional, 

cognitive, and social

• Symptom scales: pain

• Change from baseline

• Time to definitive deterioration 

(TDD)b,c

EORTC QLQ-BR45 Breast cancer-specific 

questionnaire

• Symptom scales: arm and breast • TDDb,c

EQ-5D-5L Generic questionnaire • Self-rated health status (visual analog scale [VAS]) • TDDc

Hospitalization Records assessment • Date of admission to hospital

• Status/date of discharge

• Time to first hospitalization

• Length of stay  

• Completion compliance for HRQoL patient questionnaires was high in both treatment groups, with >97% completion at 

baseline and >82% completion from cycles 3-27 in both arms 

DESTINY-Breast03

ESMO BC 2022 #1630 Oral 
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Overall Health Status and QOL on Treatment DESTINY-Breast03

ESMO BC 2022 #1630 Oral 
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Time to Definitive Deterioration (TDD) 

of QLQ-C30 GHS
DESTINY-Breast03

ESMO BC 2022 #1630 Oral 
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TDD in PRO Measures of Interest

Median (95% CI) TDD, months

HR (95% CI)
Nominal 

P valueT-DXd

(n = 261) 

T-DM1 

(n = 263)

EORTC

QLQ-C30
Global health status/QoLa 9.7 (7.3-12.5) 8.3 (7.0-10.3) 0.88 (0.70-1.11) 0.2829

Pain symptomsb 10.8 (8.3-14.0) 8.3 (6.6-9.8) 0.75 (0.59-0.95) 0.0146

Physical functioningb 16.7 (14.5-NE) 10.3 (8.3-21.0) 0.77 (0.59-1.01) 0.0529

Emotional functioningb 16.4 (14.1-19.9) 10.5 (9.0-13.8) 0.69 (0.53-0.89) 0.0049

Social functioningb 11.1 (7.3-13.4) 9.0 (7.1-11.3) 0.90 (0.71-1.14) 0.3577

EORTC

QLQ-BR45

Arm symptomsb 11.1 (8.5-14.8) 7.0 (5.6-9.3) 0.70 (0.55-0.89) 0.0033

Breast symptomsb 26.4 (26.4-NE) NE (NE-NE) 0.76 (0.53-1.09) 0.1329

EQ-5D-5L VASb 13.2 (10.1-15.3) 8.5 (7.3-10.4) 0.77 (0.61-0.98) 0.0354

0.5

EORTC, European Organization for Research and Treatment of Cancer; EQ-5D-5L, EuroQol 5-dimension, 5-level questionnaire; GHS, global health status; HR, hazard ratio; 

PRO, patient-reported outcome; QLQ-BR45, Quality of Life Breast cancer questionnaire; QLQ-C30, Quality of Life Core 30 questionnaire; QoL, quality of life; TDD, time to 

definitive deterioration; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; VAS, visual analog scale. 

P values are not adjusted for multiple testing. TDD is defined as a >10-point change from baseline. aPrimary PRO variable of interest. bSecondary PRO variable of interest. 

Favors T-DM1Favors T-DXd

1.0 1.5 2.0

(log10)

DESTINY-Breast03

ESMO BC 2022 #1630 Oral 
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TDD of QLQ-C30 Pain Symptoms

EORTC, European Organization for Research and Treatment of Cancer; HR, hazard ratio; QLQ-C30, Quality of Life Core 30 questionnaire; TDD, time to definitive deterioration; 

T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan. 

P values are not adjusted for multiple testing. TDD is defined as a >10-point change from baseline.

DESTINY-Breast03
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TDD of QLQ-C30 Emotional Functioning DESTINY-Breast03
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TDD of EQ-5D-5L VASa DESTINY-Breast03

EQ-5D-5L, EuroQol 5-dimension, 5-level questionnaire; HR, hazard ratio; TDD, time to definitive deterioration; T-DM1, trastuzumab emtansine; 

T-DXd, trastuzumab deruxtecan; VAS, visual analog scale. 

P values are not adjusted for multiple testing. TDD is defined as a >10-point change from baseline. aVAS of self-rated overall health and quality of life, measured on a scale from 0 to 100.
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Hospitalization-Related Endpoints

Parameter

T-DXd

(n = 261)

T-DM1

(n = 263)

Subjects with hospitalization, n (%) 18 (6.9) 19 (7.2)

Median (range) time to first hospitalization,a days 219.5 (0-723) 60.0 (0-399)

Median (range) length of hospital stay, days 10.5 (1-181) 9.0 (2-25)

Died, n (%) 2 (0.8) 1 (0.4)

Discharged home, n (%) 15 (5.7) 16 (6.1)

Discharged to home health care, n (%) 1 (0.4) 1 (0.4)

T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.
aTime to first hospitalization is defined as the time from the date of randomization to the date of the first hospitalization during the study treatment (from date of first dose to 47 

days after last dose). Time for subjects whose first hospitalization date was prior to treatment start date was calculated as 0.

DESTINY-Breast03
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Conclusions

• Overall health status and QoL was maintained with T-DXd, based on mean change from baseline of 

EORTC QLQ-C30 GHS scale (primary PRO variable of interest) and other specified subscales of interest

• Median (range) treatment duration was longer in the T-DXd arm (14.3 [0.7-29.8] months) than in the T-DM1 

arm (6.9 [0.7-25.1] months)1

• For all prespecified PRO variables of interest, the HR for TDD numerically favored T-DXd over T-DM1 (HR 

range, 0.69-0.90), indicating T-DXd treatment delays the deterioration of QoL in patients with mBC

• Delayed TDD of pain symptoms with T-DXd (HR, 0.75) is particularly salient, given its profound 

impact on QoL2,3

• Time to first hospitalization was delayed with T-DXd versus T-DM1: median 219.5 days versus 60.0 days, 

respectively (interpretation limited by low rates of hospitalization in both arms)

• This evidence of maintained QoL while on treatment with T-DXd and delayed definitive deterioration 

across prespecified scales versus T-DM1 further supports the improved efficacy (including superior PFS) 

and manageable safety profile of T-DXd versus T-DM1,1 thus supporting T-DXd as a standard of care for 

patients with HER2+ mBC

EORTC, European Organization for Research and Treatment of Cancer; GHS, global health status; HR, hazard ratio; mBC, metastatic breast cancer; QLQ-C30, Quality of Life Core 30 

questionnaire; QoL, quality of life; TDD, time to definitive deterioration; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan. 

1. Cortés J et al. N Engl J Med. 2022;386:1143-1154. 2. Dueñas M, et al. J Pain Res. 2016;9:457–467. 3. Dams L et al. Supportive Care Cancer. 2022;doi: 10.1007/s00520-022-06805-0. 
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Background
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▪ Breast cancer is the second most common cause of brain metastases among solid cancers1

▪ Growing interest in systemic treatment to improve disease control

▪ HER2 tyrosine-kinase inhibitors in combination with capecitabine yielded clinically relevant activity in BM progressing 

after prior local therapy2,3

▪ Upfront therapy with lapatinib and capecitabine delayed WBRT4

▪ HER2Climb5

▪ Tucatinib + trastuzumab +capecitabine vs. placebo + trastuzumab + capecitabine 

▪ Largest population of patients with active BM in a randomized study

▪ Intracranial response rate (active BM): 47.3%

▪ PFS in patients with active BM 9.5 months (95% CI 7.5-11.1)

▪ ESMO guidelines: standard-of-care for active BM if no immediate local therapy is required

▪ Role of antibody drug-conjugates is less well established6,7

▪ DEBBRAH: RR (T-DXd) in progressive BM 44.4% (4/9 pts.)8

1 Weil RJ et al. Am J Pathol 2005;167:913-920.; 2 Lin NU et al. Clin Cancer Res 2009;15:1452-1459.; 3 Freedman RA et al. J Clin Oncol 2019;37:1081-1089.; 4 Bachelot T et al. Lancet 

Oncol 2013;14:64-71.; 5 Lin NU et al. J Clin Oncol 2020;38:2610-2619.; 6 Montemurro F et al. Ann Oncol 2020;31:1350-1358.; 7 Hurvitz S et al. GS3-01; SABCS 2021.; 8 Vaz Batista M et 

al. PF4-06; SABCS 2021. 
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Study Design

TUXEDO-1 (NCT04752059) 

▪ )

Primary Endpoint: ORR (CNS) by RANO-BM criteria

Secondary Endpoints: 

▪ Clinical Benefit Rate (CR+PR+SD ≥6 months)

▪ Extracranial Response rate

▪ PFS

▪ OS

▪ Safety

▪ Ouality of Life

Simon Two Stage Design

▪ RR (CNS) >60% suggests clinically relevant activity

▪ RR (CNS) <26% suggests no benefit compared to previous systemic treatment options

▪ Stage  1: 6 pts. (at least three responses); Stage 2: 9 pts; overall 15 pts. (at least 7 responses)

▪ Type 1 error  rate 5%; power 80%
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Patient Populations and Disposition
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Patient Characteristics
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Patient Characteristcs N=15

Sex; n (%)

Female 14 (93.3%)

Male 1 (6.7%)

Age; median (range)

Age at Baseline 69 (30-76)

ECOG Performance Status; n (%)

ECOG 0 9 (60%)

ECOG 1 6 (40%)

Presence of Neurologic Symptoms at Baseline; n (%)

Yes 6 (40%)

No 9 (60%)

Disease Subtype; n (%)

HER2-positive/Luminal B 12(80%)

HER2-positive/non-luminal 3 (20%)

Brain Metastases Free Survival (BMFS); median (range)

BMFS from Diagnosis of Metastatic Disease (months) 17 (0-48)

Visceral Metastases; n (%)

Yes 12 (80%)

No 3 (20%)

Prior HER2-directed Therapy; n (%)

Trastuzumab+Pertuzumab 15 (100%)

T-DM1 9 (60%)

Lapatinib 4 (26.7%)

Other 1 (6.7%)

Status of Brain Metastases; n (%)

Untreated 6 (40%)

Progressive BM after prior Local Therapy 9 (60%)

Prior Lines of Treatment for mBC; median (range)

Prior Lines of Treatment before T-DXd 2 (1-5)
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Primary Endpoint

Objective Response Rate (RANO-BM criteria) 

ORR (intention-to-treat population; n=15): 73.3% (95% CI 48.1-89.1)

One patient with dural metastases

RR (per-protocol-population; n=14): 78.6%
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Secondary Endpoints
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▪ PFS: 14 months (95% CI 11.0-n.r.)

▪ Median follow-up 11 months (range 3 – 17 months)

▪ Clinical Benefit Rate (CR+PR+SD ≥6 months): 

13/15 (86.7%) in the ITT population and 13/14 

(92.9%) in the PP population 

▪ Median OS not reached

▪ Extracranial Response Rate:

▪ Pts. with extracranial metastases at baseline 

(n=13): PR 5/13 (27.8%)

▪ Pts with measurable extracranial disease at 

baseline (n=8): PR 5/8 (62.5%)
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Safety

Safety population n=15

Any adverse event 15 pts. (100%)

Haematological adverse events

Grade 1/2 Grade 3 Grade 4

Anaemia 46.6% 6.7%

Neutropenia 46.6%

Non-haematologic adverse events >2 patients

Grade 1/2 Grade 3 Grade 4

Fatigue 66.7% 15.3%

Nausea 46.7%

Constipation 40%

Hypokalaemia 40%

Diarrhoea 33.4% 6.7%

Bone pain 26.6%

Dyspnoea 26.6% 6.7%

Fall 20%

Urinary tract infection 20% 6.7%

Vomiting 20%

AEs of special interest:

▪ Ejection fraction decrease grade 3: 1 pt., 

▪ ILD grade 2 1 pt.

6 SAEs in a total of 4 patients

1 Pt. grade 5 urosepsis (not related to IMP)
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Quality-of-Life

ESMO BC 2022 #165 Mini Oral

Emotional functioning Cognitive functioning

Global health status Physical functioning

QoL was maintained over the treatment period
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Conclusions

▪ Trastuzumab-deruxtecan was active in patients with HER2-positive breast cancer 

brain metastases

▪ TUXEDO-1 met its primary endpoint

▪ Response rate (intention-to-treat population) 73.3%

▪ Comparable extra- and intracranial response rates

▪ Prolonged disease control

▪ No new safety signals were observed

▪ Quality-of-life was maintained over the treatment period

▪ Adds to the growing body of evidence that systemic therapy is feasible in HER2-positive 

breast cancer with CNS metastasis

▪ Supports further investigation of ADCs in the context of secondary CNS malignancies
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BC, breast cancer; DCO, data cutoff; DCR, disease control rate; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; HER2, human epidermal growth factor receptor 2; I-O, 
immuno-oncology; ICR, independent central review; IHC, immunohistochemistry; ISH, in situ hybridization; MTD, maximum tolerated dose; ORR, objective response rate; OS, overall survival; PD-L1, programmed death 
ligand 1; PFS, progression-free survival; PK/PD, pharmacokinetics/pharmacodynamics; Q3W, every 3 weeks; RECIST v1.1, Response Evaluation Criteria in Solid Tumours, version 1.1; RDE, recommended dose for 
expansion; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; TTR, time to response; UC, urothelial carcinoma.
aBy IHC (BC and UC) and ISH (BC) before enrollment. bIncludes all inclusion criteria listed and cohort descriptions in Part 2. Other inclusion criteria were: cohort 1 patients had prior T-DM1 therapy with documented 
progression; cohort 2 patients should have exhausted treatments that could confer any clinically meaningful benefit; cohorts 3 and 4 patients had prior platinum-based combination chemotherapy with documented 
progression.
cNivolumab 360 mg Q3W is an approved dose in the United States for certain indications in combination with ipilimumab or fluoropyrimidine- and platinum-containing chemotherapy (Opdivo [nivolumab] prescribing 
information) and is currently under investigation in monotherapy oncology studies. dThe RDE for T-DXd was 5.4 mg/kg. eData from 3 patients treated with the RDE of 5.4 kg/mg in part 1 were pooled with data from cohort 
1 for part 2. fORR was based on RECIST v1.1. gBiomarker data (PD-L1 expression by IHC) were assessed from baseline archival or new tumor tissue biopsies.

DS8201-A-U105 Study Design



62ESMO BC 2022 #1620 Oral

ECOG PS, Eastern Cooperative Oncology Group performance status; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; IHC, immunohistochemistry; ISH, in situ hybridization; RDE, recommended 
dose for expansion. 
aIncludes 3 patients treated at T-DXd 5.4 mg/kg RDE in combination with nivolumab 360 mg during part 1. bMedian age at informed consent. cPerformance status on the ECOG scale ranges from 0 to 5, with higher scores 
indicating greater disability. dHER2 expression was centrally confirmed prospectively by analysis of archival tissue (most recent tumor tissue preferred) according to the guidelines from the American Society of Clinical 
Oncology/College of American Pathologists. According to these guidelines, HER2 positivity was defined as HER2 IHC 3+ or IHC 2+/ISH+. 

Baseline Demographics and Clinical Characteristics in BC Cohorts
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HER2, human epidermal growth factor receptor 2; ILD, interstitial lung disease; RDE, recommended dose for expansion; T-DXd, trastuzumab deruxtecan. 
aIncludes 3 patients treated at T-DXd 5.4 mg/kg RDE in combination with nivolumab 360 mg during part 1. b1 troponin T increase (grade 3); 2 ILD (1 grade 1 and 1 grade 2); 4 pneumonitis (1 grade 1, 2 grade 2, 
and 1 grade 5); 1 amylase increase (grade 3); 1 femur fracture (grade 3); and 1 anemia (grade 3). c1 pneumonitis (grade 1). dPatient decision. e1 anemia (grade 3); 1 aspartate aminotransferase increase (grade 2); 
1 vision blurred (grade 3); 1 troponin T increase (grade 3);  2 ILD (1 grade 1 and 1 grade 2); 1 femur fracture (grade 3); 1 lymphocyte count decreased (grade 3); 4 pneumonitis (1 grade 1, 2 grade 2, and 1 grade 
5); 1 amylase increase (grade 3). f1 neutropenia (grade 3); 1 aspartate aminotransferase increase (grade 3). 

Patient Disposition
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CR, complete response; DOR, duration of response; HER2, human epidermal growth factor receptor 2; ICR, independent central review; NE, not evaluable; ORR, objective response rate; OS, overall survival; PD, progressive 
disease; PFS, progression-free survival; PR, partial response; SD, stable disease; T-DXd, trastuzumab deruxtecan; RDE, recommended dose for expansion.
aIncludes 3 patients treated at T-DXd 5.4 mg/kg RDE in combination with nivolumab 360 mg during part 1. bAmong patients with confirmed CR or PR. cOnly includes the 29 patients treated at T-DXd 5.4 mg/kg RDE in 
combination with nivolumab 360 mg during part 2.

Summary of Efficacy Results in BC Cohorts
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BC, breast cancer; CR, complete response; HER2, human epidermal growth factor receptor 2; ICR, independent central review; PR, partial response; RDE, recommended dose for expansion; SD, standard deviation; 

T-DXd, trastuzumab deruxtecan. 

2 of 3 patients with HER2-positive BC treated at T-DXd 5.4 mg/kg RDE in combination with nivolumab 360 mg in part 1 are shown. In cohort 2, 1 of 3 patients who were hormone receptor negative had a confirmed PR.The 

line at 20% indicates progressive disease, and the line at −30% indicates a PR. 

Best Percentage Change in Tumor Size by ICR in BC Cohorts
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BC, breast cancer; HER2, human epidermal growth factor receptor 2; T-DXd, trastuzumab deruxtecan.

2 out of 3 patients with HER2-positive BC treated with T-DXd 5.4 mg/kg RDE in combination with nivolumab 360 mg in Part 1 are shown. 2 out of 3 patients with HER2-low hormone receptor negative BC shown.

Change in Tumor Size over Time in BC Cohorts
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HER2, human epidermal growth factor receptor 2; ILD, interstitial lung disease; T-DXd, trastuzumab deruxtecan; TEAE, treatment-emergent adverse event. aIncludes 3 patients treated at T-DXd 5.4 mg/kg RDE in 
combination with nivolumab 360 mg during part 1. bInvestigator assessed. cUnrelated to T-DXd: 1 troponin T increase (grade 3); 1 blood bilirubin increase (grade 3); 1 femur fracture (grade 3). d1 amylase increase 
(grade 3); 1 anemia (grade 3); 2 ILD (1 grade 1, 1 grade 2); 4 pneumonitis (1 grade 1, 2 grade 2, and 1 grade 5); 1 lichenoid keratosis (grade 3). e1 pneumonitis (grade 1). fUnrelated to nivolumab: 1 blood bilirubin 
increase (grade 3); 1 ILD (grade 1); 1 pneumonitis (grade 2); 1 amylase increased (grade 3); 1 femur fracture (grade 3); 1 anemia (grade 3); 1 aspartate aminotransferase increased (grade 2). g1 troponin T 
increase (grade 3); 1 lymphocyte count decrease (grade 3); 1 vision blurred (grade 3); 2 pneumonitis (1 grade 1, 1 grade 5); 1 ILD (grade 2); 1 lichenoid keratosis (grade 3). h1 neutropenia (grade 3), 1 aspartate 
aminotransferase increased (grade 3). iDrug-related grade 5 ILD/pneumonitis. j3 disease progression; 1 malignant neoplasm progression; 1 ILD/pneumonitis. 

Overall Safety Summary
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BC, breast cancer; HER2, human epidermal growth factor receptor 2; ILD, interstitial lung disease; LV, left ventricular; RDE, recommended dose for expansion; T-DXd, trastuzumab deruxtecan. 
aCases of potential ILD or pneumonitis were evaluated by an independent adjudication committee that was separate from the response assessment committee. Data shown here are for cases that were 
deemed drug-related by the adjudication committee. bThe adjudication committee did not discriminate between T-DXd and nivolumab-related ILD/pneumonitis. cIncludes all patients with BC who received 
T-DXd 5.4 mg/kg RDE in combination with nivolumab 360 mg in parts 1 and 2. d2 grade 1 ILD events by the principal investigator were adjudicated as grade 2. ePer Standardized Medical Dictionary of 
Regulatory Activities Query of Cardiac Failure and of Myocardial Infarction. f1 asymptomatic ejection fraction decreased (grade 2) and 1 troponin T increased (grade 3). Neither events recovered and 1 
patient discontinued treatment.

Adverse Events of Special Interest: 

ILD/Pneumonitis and LV Dysfunction
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BC, breast cancer; HER2, human epidermal growth factor receptor 2; IC, immune cell; IHC, immunohistochemistry; ORR, objective response rate; PD-L1, programmed death ligand 1; TC, tumor cell; T-DXd, 

trastuzumab deruxtecan.
aVENTANA PD-L1 (SP263) assay.

Exploratory Biomarker Analysis in BC Cohorts
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• T-DXd 5.4 mg/kg IV Q3W in combination with nivolumab 360 mg Q3W showed antitumor 

activity consistent with previously reported data for T-DXd monotherapy in patients with 

HER2-positive BC 

• The addition of nivolumab to T-DXd in the late-line setting, however, showed no discernible 

benefit 

• The data from the small HER2-low BC cohort are insufficient to determine the effects of anti–

PD-1/PD-L1 therapy combined with T-DXd in the late-line setting

• The overall safety profile was generally consistent with previous studies for T-DXd

monotherapy in patients with BC, and the addition of nivolumab did not appear to cause 

any overall increased toxicity 

• The incidence of adjudicated ILD/pneumonitis across both cohorts was 14.6% 

• All but 1 ILD/pneumonitis events were low grade (grade 2)

• An exploratory biomarker analysis showed that patients with HER2-positive and HER2-

low BC responded to treatment with T-DXd plus nivolumab regardless of PD-L1 IHC 

status

• However, results should be interpreted with caution given the small sample size

BC, breast cancer; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ILD, interstitial lung disease; IV, intravenous; ORR, objective response rate; PD-1, PD-L1, programmed death 1; 

PD-L1, programmed death ligand 1; Q3W, every 3 weeks; TC, tumor cell; T-DXd, trastuzumab deruxtecan.

Conclusions
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Background
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BEGONIA (NCT03742102) Study Design

Paclitaxel + Durvalumab (P + D)  (N=20)
First 20 patients 

All others 

randomized to 

an open cohort

Capivasertib + P + D  (N=30)

Oleclumab + P + D  (N=30)

Dato-DXd + Dc (N=30)

Q3W until PD
Simon 

2-stage futility 

analysis for 

Part 2 expansionc

Each novel combination cohort

T-DXd + D  (N=30)

Part 1 (this presentation includes results from part 1) 

aADC-cohort-specific criteria. bDato-DXd 6 mg/kg + D 1120 mg. cNovel treatment combinations may enter Part 2 expansion if confirmed ORR is at least 57%. 

ADC, antibody-drug conjugate; a/mTNBC, locally advanced/metastatic triple negative breast cancer; DLT, dose-limiting toxicity; DoR, duration of response; ECOG PS, Eastern Cooperative 
Oncology Group performance scale; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; PD, progressive disease; Q3W, every 3 weeks; RECIST, Response 
Evaluation Criteria In Solid Tumors; T-DXd, trastusumab deruxtecan; TOPO I, topoisomerase I.

Part 2 expansion (currently active/ongoing)

Enroll 

additional 27 

patients in 

each armT-DXd + D

Randomized 

if multiple 

cohorts open

Dato-DXd + Db

Q3W until PD 

♦ Females aged ≥18 years

♦ Unresectable a/mTNBC

♦ No prior treatment for 

Stage IV TNBC

♦ ≥12 months since prior 

taxane therapy

♦ ECOG PS 0-1

♦ Adequate organ function

♦ Measurable disease per 

RECIST v1.1

♦ No prior treatment with 

checkpoint inhibitor or

TOPO I-based ADCa

Data cutoff: November 15, 2021

Primary endpoint: 

Safety and tolerability

Secondary endpoints: 

ORR, PFS, DoR, OS

Primary endpoint: 

ORR

Secondary endpoints: 

PFS, DoR, PFS6, OS
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Disposition and Baseline Characteristics
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Data cutoff: November 15, 2021
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Antitumor Responses
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Data cutoff: November 15, 2021
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Antitumor Responses
Responses observed regardless of PD-L1 expression

aHad the opportunity to have 2 postbaseline scans. 

Dotted lines indicate thresholds for partial response (−30%) and progressive disease (20%). 

*If the best percentage change from baseline of target lesions cannot be calculated due to progression, withdrawal, or death, the value is imputed at +20%. 

“•” Patients with PD as best overall response. †CR with lymph node disease (CR per RECIST in lymph nodes, is <10mm). ‡ Unconfirmed response.

CR, complete response; ORR, objective response rate; PR, partial response.Data cutoff: November 15, 2021

♦ Confirmed ORR 

was observed in 

20/27 (74%)  

patients
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Antitumor Responses

Data cutoff: November 15, 2021 Dotted lines indicate thresholds for partial response (−30%) and progressive disease (20%). 

♦ Median time to response 

was 1.4 mos. (95% CI, 

1.35−1.58) 

♦ All patients with a 

response had an ongoing 

response at data cutoff

♦ Median duration of 

response was not 

reached
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Safety Summary

Patients, n (%)
Dato-DXd + D

N=29

Any grade AEs 29 (100)

Grade 3/4 8 (28)

Any grade treatment-related AEs 27 (93)

Grade 3/4 8 (28)

Dose adjustments

Dato-DXd dose reductiona 4 (14)

Dato-DXd dose delay 1 (3)

Durvalumab dose delay 4 (14)

Serious AEs 5 (17)

AEs leading to death 1 (3)b

AEs leading to discontinuation of all treatmentsc 2 (7)

No dose limiting toxicities

a All 4 Dato-DXd dose reductions were due to stomatitis. 
b One patient died due to hypotension unrelated to treatment. 
c Includes 1 case of anaphylactic reaction and 1 case of troponin increase.Data cutoff: November 15, 2021
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Most Reported Adverse Events (≥15% all grades)

♦ Low rates of diarrhea 

reported (4 [14%]; all 

Grade 1)

♦ No cases of ILD/pneumonitis 

or neutropenic events were 

reported

♦ 13.7% of patients required dose 

reduction due to stomatitis

♦ Updated TMGs and prophylaxis 

for stomatitis are being 

implemented

Data cutoff: November 15, 2021 ILD, interstitial lung disease; TMG, trial management guide.

Preferred term, n (%)

AEs all causes

Dato-DXd + D

N=29

All Grades, 

≥15% of patients

Grade 

1

Grade 

2

Grade 

3

Stomatitis 20 (69) 8 (28) 8 (28) 4 (14)

Alopecia 19 (66)
13 

(45)
6 (21) 0

Nausea 19 (66)
13 

(45)
6 (21) 0

Constipation 11 (38) 8 (28) 3 (10) 0

Fatigue 11 (38) 9 (31) 2 (6.9) 0

Rash 9 (31) 8 (28) 1 (3) 0

Vomiting 5 (17) 3 (10) 2 (6.9) 0
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Conclusions

◆ Preliminary results of BEGONIA show that Dato-DXd + durvalumab demonstrated a robust 

response rate in first line a/mTNBC in a biomarker-unselected population

― Confirmed ORR was 74%, with all patients ongoing response at the time of data cut-off

― Responses were observed regardless of PD-L1 expression

◆ The combination of Dato-DXd + durvalumab had a manageable safety profile consistent with the 

known profile of the individual agents, with no new safety signals

― No dose-limiting toxicities

― Stomatitis and low-grade nausea and alopecia were the most frequent AEs

― Low rates of diarrhea, and no cases of ILD/pneumonitis or neutropenic events, were reported

◆ Enrollment to Part 2 Dato-DXd + durvalumab arm is currently ongoing; follow-up continues in 

order to determine duration of response and PFS/OS 

a/mTNBC, locally advanced/metastatic triple negative breast cancer; Dato-DXd, datopotamab deruxtecan; ORR, objective response rate.ESMO BC 2022 #166 Mini Oral
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Results From the Phase 1/2 Study of Patritumab Deruxtecan, a 

HER3-Directed Antibody-Drug Conjugate (ADC), in Patients With 

HER3-Expressing Metastatic Breast Cancer 
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Hiroji Iwata,7 Tatsuya Toyama,8 Yutaka Yamamoto,9 Damien Hansra,10 Masato Takahashi,11 Akihiko Osaki,12 

Kumiko Koyama,13 Tatsuya Inoue,14 Takatoshi Yonekura,13 Joseph Mostillo,15 Shoichi Ohwada,13 Yoshimi 

Tanaka,13 David Sternberg,15 

Kan Yonemori16

1 Yale University, Hartford, CT; 2 Nagoya University Graduate School of Medicine, Nagoya, Japan; 3 National Cancer Center Hospital East, 

Kashiwa, Japan; 4 The Cancer Institute Hospital of Japanese Foundation for Cancer Research, Tokyo, Japan; 5 Osaka International Cancer 

Institute, Osaka, Japan; 6 Saitama Cancer Center, Saitama Japan; 7 Aichi Cancer Center Hospital, Nagoya, Japan; 8 Nagoya City University, 

Nagoya, Japan; 9 Kumamoto University Hospital, Kumamoto, Japan; 10 Piedmont Physicians Medical Oncology, Fayetteville, GA; 11
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Patritumab Deruxtecan (HER3-DXd)
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HER, human epidermal growth factor receptor; IgG1, immunoglobulin G1; mAb, monoclonal antibody.
a The clinical relevance of these features is under investigation. b Based on animal data.

1. Hashimoto Y, et al. Clin Cancer Res. 2019;25:7151-7161. 2. Nakada T, et al. Chem Pharm Bull (Tokyo). 2019;67(3):173-185. 3. Ogitani Y, et al. Clin Cancer Res. 2016;22(20):5097-5108. 4. Koganemaru S, et al. 

Mol Cancer Ther. 2019;18:2043-2050. 5. Haratani K, et al. J Clin Invest. 2020;130(1):374-388. 6. Ogitani Y, et al. Cancer Sci. 2016;107(7):1039-1046. 
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Background
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BC, breast cancer.

1. Naidu R, et al. Br J Cancer. 1998;78(10):1385-1390. 2. Travis A, et al. Br J Cancer. 1996;74(2):229-233. 3. Kogawa T, et al. ASCO 2018. Poster 2512. 4. Witton CJ, et al. J Pathol. 2003;200(3): 290-297. 

5. Ocana A, et al. J Natl Cancer Inst. 2013;105(4):266-273. 6. Masuda N, et al. SABCS 2018. Poster PD1-03. 7. Krop IE, et al. SABCS 2020. Poster PD1-09. 

• HER3 is overexpressed in many types of cancer, including 30% to 50% of breast cancers1-3

• Overexpression of HER3 in breast cancer is associated with poor prognosis4,5

• No HER3-directed therapies have been approved for the treatment of any cancer

• U31402-A-J101 (NCT02980341/JapicCTI-163401) is an ongoing phase 1/2 study of 

HER3-DXd in patients with HER3-expressing metastatic breast cancer

• Early data from the dose escalation, dose finding,6 and dose expansion7 parts showed promising antitumor activity 

and a manageable safety profile in heavily pretreated patients

• Here we report mature data across all study cohorts, providing consolidated data among 

patients with a range of breast cancer subtypes

• As of the August 16, 2021, data cutoff, the median follow-up for all patients was 31.9 months (range,15-56 months)
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Study Design
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Patritumab Deruxtecan : U31402-A-J101

KEY ELIGIBILITY CRITERIA

• Advanced/unresectable or 

metastatic breast cancer

• HER3-positivea

DE/DF & HR+/HER2− DEXP

• ≥2 and ≤6 lines of prior 

chemotherapy;  ≥2 for 

advanced disease

Dose expansion: TNBC

• 1 to 2 prior chemotherapy

regimens for advanced 

disease

DE, dose escalation; DEXP, dose expansion; DF, dose finding; EWOC, escalation with overdose control; HR, hormone receptor; IHC, immunohistochemistry; mCRM, modified continuous reassessment method;  

Q2W, once every 2 weeks; Q3W, once every 3 weeks; R, randomized; TNBC, triple-negative breast cancer. 
a HER3 status was determined by IHC; HER3-positive was defined as IHC 2+ and IHC 3+ for DE/DF cohorts and as ≥25% membrane positivity at 10x for DEXP cohorts. b Guided by mCRM with EWOC. c HER3-

high was defined as >75% membrane positivity at 10x; HER3-low was defined as ≥25% and ≤75% membrane positivity at 10x. d Includes two patients with unknown BC subtype.

Data for all 3 phases were pooled

• Efficacy is reported by BC subtype: HR+/HER2− (n=113), TNBC (n=53), and HER2+ (n=14)

• Safety is reported for patients who received HER3-DXd 4.8 mg/kg (n=48), 6.4 mg/kg (n=98), and 

all patients (N=182d)

6.4 mg/kg IV Q3W

(n=31)

Dose Expansion (DEXP)

4.8 mg/kg IV Q3W

(n=33)

6.4 mg/kg IV Q3W

(n=21)

6.4 mg/kg IV Q3W

(n=31)

HER3-Highc

HR+/HER2− TNBC

HR+/HER2−

HER3-Lowc

Dose Finding (DF)
Any BC Subtype

8.0 mg/kg IV Q3W n=6

3.2 mg/kg IV Q3W

n=3

1.6 mg/kg IV Q3W

n=3

6.4 mg/kg IV Q3W n=15

4.8 mg/kg IV Q3W n=15

3.2→4.8→6.4 mg/kg Q3W

then 6.4 mg/kg Q3W (n=12)

4.2 mg/kg IV Q2W × 3 cycles 

then 6.4 mg/kg IV Q3W (n=12)

Dose Escalation (DE)b

Any BC Subtype

Any BC Subtype
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Baseline Characteristics
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ASCO-CAP, American Society of Clinical Oncology-College of American Pathologists; BICR, blinded independent central review; CT, chemotherapy; DE/DF, dose escalation/dose finding; ECOG PS, Eastern Cooperative Oncology Group 

performance status; ISH, in situ hybridization. 
a HER3-high was defined as >75% membrane positivity at 10x; HER3-low was defined as ≥25% and ≤75% membrane positivity at 10x. In DE/DF cohorts, IHC 2+ and 3+ were considered HER3-high. b HER2 status definitions: HER2 zero, 

IHC 0; HER2 low, IHC 1+ or 2+ (ISH−); HER2 high, IHC 2+ (ISH+), IHC 3+. c Patients with clinically active brain metastases were excluded.
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Disposition, Follow-Up, and Treatment Duration
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Data cutoff: August 16, 2021

AE, adverse event; PD, progressive disease; RECIST, Response Evaluation Criteria in Solid Tumors.
a All patients received ≥1 dose.
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Clinical Activity of HER3-DXd Across BC Subtypes
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CR, confirmed response; DOR, duration of response; NE, not evaluable; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; PR, partial response; SD, stable disease.
a 95% exact binomial confidence interval (by Clopper-Pearson method). 
b No patients had a CR.
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Change in Tumor Size From Baseline
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a  Patients with TNBC and HER2+ were all HER3-high. 
b Best percentage change from baseline in sum of diameters based on BICR for all target lesions identified is represented by patient. If any lesion measurement is missing at a post-baseline tumor assessment visit, 

that visit is not taken into consideration for best percent change from baseline in sum of diameters.
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HER3-DXd induced a clinically meaningful decrease in tumor size by BICR in most patients across BC subtypesb
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Baseline HER3 Membrane Expression by BOR
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BOR, best overall response.
a Pre-treatment HER3 positivity from patients in the dose expansion cohorts. b Percent HER3 membrane positivity was centrally assessed by HER3 IHC.
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HER3 Membrane Expression Over Time
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EOT, end of treatment.
a On-treatment biopsy taken at cycle 2 day 3 or cycle 3 day 3. b Percent HER3 membrane positivity was centrally assessed by HER3 IHC.
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Overall Safety Profile of HER3-DXd 

Patients, n (%)
Median treatment duration: 

5.9 mo (range 0.7-30.6 mo)

4.8 mg/kg

n=48

6.4 mg/kg

n=98

All Doses

N=182

Any TEAE 47 (97.9) 98 (100) 181 (99.5)

Associated with discontinuation 5 (10.4) 8 (8.2) 18 (9.9)

Associated with dose reduction 6 (12.5) 22 (22.4) 35 (19.2)

Associated with drug interruption 23 (47.9) 57 (58.2) 100 (54.9)

Associated with death 1 (2.1)b 6 (6.1)b 7 (3.8)b

Grade ≥3 TEAE 31 (64.6) 80 (81.6) 130 (71.4)

Treatment-related TEAE 47 (97.9) 97 (99.0) 180 (98.9)

Associated with death 0 1 (1.0)c 1 (0.5)c

Grade ≥3 27 (56.3) 76 (77.6) 120 (65.9)

Serious TEAE 7 (14.6) 23 (23.5) 38 (20.9)

Adjudicated treatment-related ILDd

Grade 1 0 2 (2.0) 3 (1.6)

Grade 2 1 (2.1) 2 (2.0) 5 (2.7)

Grade 3 0 2 (2.0) 3 (1.6)

Grade 4 0 0 0

Grade 5 0 1 (1.0) 1 (0.5)

Total 1 (2.1) 7 (7.1) 12 (6.6)

ILD, interstitial lung disease; TEAE, treatment-emergent adverse event.
a As determined by an independent adjudication committee. b TEAEs associated with death included disease progression (n=4), neutropenic sepsis (n=1), extradural hematoma (n=1), and choking (n=1). c Treatment-

related TEAE associated with death was neutropenic sepsis (n=1). d Median time to onset, 141.5 days (95% CI; 36-584 days).

• HER3-DXd was associated with a 

manageable safety profile

• There was a low rate of TEAEs associated 

with treatment discontinuation (9.9%)
• 18 patients had TEAEs associated with treatment 

discontinuation across all doses: pneumonitis (n=6), 

disease progression (n=2), ejection fraction decreased 

(n=2), ILD, malaise, peripheral edema, hepatotoxicity, 

gastric cancer, mental status changes, extradural 

hematoma, and general physical health deterioration (all 

n=1)

• 6.6% of patients had treatment-related ILD 

eventsa

• Most were grade 1 and 2 (4.4%)

• There was one grade 5 ILD event (0.5%)

ASCO 2022 #1002 Oral
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TEAEs in Patients Treated with 4.8 mg/kg and 6.4 mg/kg
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TEAEs (≥25% of all patients), (%)

4.8 mg/kg

n=48

6.4 mg/kg

n=98

All grade Grade ≥3 All grade Grade ≥3

TEAEs 97.9 64.6 100 81.6

Nausea 68.8 4.2 80.6 5.1

Platelet count decreaseda 60.4 27.1 71.4 38.8

Neutrophil count decreaseda 62.5 27.1 66.3 52.0

Decreased appetite 56.3 6.3 53.1 6.1

Vomiting 47.9 4.2 46.9 1.0

White blood cell count decreaseda 45.8 10.4 45.9 23.5

Diarrhea 41.7 4.2 43.9 3.1

Anemiaa 43.8 20.8 43.9 21.4

Aspartate aminotransferase increased 43.8 4.2 34.7 6.1

Stomatitis 25.0 0.0 34.7 1.0

Fatigue 31.3 0.0 33.7 3.1

Alanine aminotransferase increased 41.7 2.1 31.6 7.1

Constipation 22.9 0.0 29.6 0.0

Alopecia 20.8 NA 28.6 NA

Malaise 22.9 0.0 26.5 1.0

GI, gastrointestinal; NA, not applicable.
a Grouped terms: platelet count decreased (platelet count decreased, thrombocytopenia); neutrophil count decreased (neutrophil count decreased, neutropenia); white blood cell count decreased (leukopenia, white 

blood cell decreased); anemia (hemoglobin decreased, red blood cell count decreased, anemia, hematocrit decreased).

• GI and hematologic toxicity were the most 

common TEAEs

• Rates of non-hematologic toxicity were 

similar at both doses and generally low 

grade

• Rates of grade ≥3 neutropenia, 

thrombocytopenia and leukopenia were 

numerically higher at 6.4 mg/kg vs 4.8 

mg/kg

• All events were managed by dose delay or 

reduction and were not associated with 

treatment discontinuation

• No grade ≥3 TEAE of thrombocytopenia 

resulted in a grade ≥3 bleeding event
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Conclusions
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• HER3-DXd demonstrated clinically meaningful and durable antitumor activity in a heavily pretreated 

population of patients with HER3-expressing BC 

• Durable antitumor activity was demonstrated across BC subtypes: HR+/HER2− (ORR, 30%; median DOR, 7.2 months), 

TNBC (ORR, 23%; median DOR, 5.9 months), and HER2+ (ORR, 43%; median DOR, 8.3 months)

• Antitumor activity was also demonstrated across the range of HER3 expression

• The safety profile was manageable with a low rate of discontinuation due to TEAEs (10%)

• The rate of adjudicated treatment-related ILD was 7%; most cases were grade 1 and 2 

• Grade ≥3 hematological toxicities were manageable; no grade ≥3 thrombocytopenia resulted in treatment discontinuation 

nor in a grade ≥3 bleeding event

• As a similar safety profile was seen with 4.8 mg/kg and 6.4 mg/kg, a 5.6 mg/kg dose, currently used 

in NSCLC, is being evaluated in BC to refine dose optimization

• These data provide encouraging evidence of antitumor efficacy with a manageable safety profile 

and warrant further evaluation of HER3-DXd across clinical and histopathological BC subtypes
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Background
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• Cadherin 6 (CDH6) is part of the cadherin family, 

which is involved with cell-cell adhesion, organ 

development, and epithelial-mesenchymal transition  

• CDH6 is found to be overexpressed in various 

cancers, particularly ovarian cancer (OVC) and renal 

cell carcinoma (RCC)1

• In preclinical studies, DS-6000a inhibited tumor 

growth and induced tumor regression in CDH6-

expressing OVC and RCC1

• Here, we report initial results from the dose-

escalation portion of a first-in-human trial in patients  

with advanced OVC and RCC (NCT04707248)
PDX, patient-derived xenograft.

1. Hirokazu S, et al. ESMO 2021. Abstract 10P.

CDH6 Expression in RCC/Serous OVC1

Antitumor Activity of DS-6000a 

in RCC and OVC PDX Model1

300

200

100

0

H
 s

c
o

re

Clear cell RCC Papillary RCC Serous OVC

Median

1400

1200

1000

800

600

400

200

0

0 20 40

Day

T
u

m
o
r 

v
o
lu

m
e
, 

m
m

3

1200

1000

800

600

400

200

0

0 20 40

Day

T
u

m
o
r 

v
o
lu

m
e
, 

m
m

3

Vehicle

DS-6000a

Vehicle

DS-6000a

RCC OVC



98

DS-6000a Was Designed With 7 Key Attributes
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ADC, antibody-drug conjugate; DXd, a novel topoisomerase 1 inhibitor that is a derivative of exatecan; IgG1, immunoglobulin G1; mAb, monoclonal antibody.
a The clinical relevance of these features is under investigation. b Based on animal data.

1. Nakada T, et al. Chem Pharm Bull (Tokyo). 2019;67(3):173-185. 2. Ogitani Y, et al. Clin Cancer Res. 2016;22(20):5097-5108. 3. Ogitani Y, et al. Cancer Sci. 2016;107(7):1039-1046.

• A humanized anti-CDH6 IgG1 monoclonal antibody covalently linked to:

• A topoisomerase I inhibitor payload, an exatecan derivative, via 

• A tetrapeptide-based cleavable linker

DS-6000a is a cadherin 6 (CDH6) directed ADC composed of 3 components:1-3

Payload mechanism of action: 

topoisomerase I inhibitor a,1,2

High potency of payload a,1,2

High drug-to-antibody ratio ≈8 a,1,2

Payload with short systemic half-life a,b,1,2

Stable linker-payload a,1,2

Tumor-selective cleavable linker a,1,2

Bystander antitumor effect a,1,2

1,2
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Study Design
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ADC, antibody drug conjugate; CDH6, cadherin 6; DXd, topoisomerase I inhibitor payload; ECOG PS, Eastern Cooperative Oncology Group performance status; IV, intravenous; MTD, maximum tolerated dose; OVC, ovarian cancer; PK, 

pharmacokinetics; q3w, every 3 weeks; RCC, renal cell carcinoma, RDE, recommended dose for expansion; RECIST 1.1, Response Evaluation Criteria in Solid Tumors version 1.1; SOC, standard of care. 
a Patients with OVC must have also had prior treatment with platinum and taxane therapy. 

Dose Escalation (Part A) 

DS-6000a IV q3w

RCC and serous OVC

Dose Expansion (Part B) 

DS-6000a IV q3w at RDE

Cohort B-1 RCC

1.6 mg/kg
3.2 mg/kg

4.8 mg/kg
6.4 mg/kg

8.0 mg/kg
9.6 mg/kg

RDE

Cohort B-2 Serous OVC

Enrollment criteria

• Advanced/metastatic RCC or OVC not amenable to SOC therapya

• ECOG PS 0 to 1

• Ability to provide archived tissue for correlative testing

• No previous treatment with CDH6-targeting agents or ADCs with a 

linked topoisomerase I inhibitor

Primary objectives

• Safety and tolerability

• Determine MTD and RDE

Secondary objectives

• PK of DS-6000a, total anti-CDH6 antibody, and the DXd payload

• Antitumor activity per RECIST 1.1

• Immunogenicity
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Baseline Patient and Disease Characteristics
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DS-6000a Dose Escalation OVC

(N=20)

RCC

(N=9)

Total

(N=30)a

Age, median (range), years 65.5 (51-78) 60.0 (41-72) 64.5 (41-78)

Sex, n (%)

Female 20 (100) 4 (44.4) 25 (83.3)

Male 0 5 (55.6) 5 (16.7)

Baseline ECOG PS, n (%)

0 10 (50) 6 (66.7) 16 (53.3)

1 10 (50) 3 (33.3) 14 (46.7)

Tumor type, n (%)

Renal cell carcinoma

Clear cell RCC – 8 (88.9) 8 (26.7)

Non–clear cell RCC – 1 (11.1) 1 (3.3)

Serous ovarian cancer 20 (100) – 20 (66.7)

Platinum-resistant disease 17 (85) – 17 (56.7)

No. of prior systemic regimens

Median (range) 4.0 (1-12) 2.0 (1-6) 3.0 (1-12)

Baseline CDH6 expression H score, range 0-250 17-218 0-250b

Data cutoff: February 25, 2022.

CDH6, cadherin 6; ECOG PS, Eastern Cooperative Oncology Group performance status; OVC, ovarian cancer; RCC, renal cell carcinoma.
a One missing primary diagnosis of OVC. 
b Membrane CDH6 expression of 23 evaluable archival tissues.
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Patient and Treatment Summary
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• As of data cutoff, 30 patients enrolled in part A (dose escalation) had 
received DS-6000a (OVC, n=21; RCC, n=9)

– 17 patients (56.7%) were receiving ongoing treatment with DS-6000a 
(OVC, n=12; RCC, n=5) 

– 13 patients (43.3%) discontinued treatment
– 9 of 13 patients discontinued due to disease progression

– 1 patient (3.3%) discontinued due to TEAE

• Median treatment duration was 12.1 weeks (range, 3.0-54.1 weeks)

• Data cutoff: February 25, 2022.

• OVC, ovarian cancer; RCC, renal cell carcinoma; TEAE, treatment-emergent adverse event. 



102

Treatment Related TEAEs (Any Grade) Occurring in ≥10% of 

Patients
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1.6 mg/kg 

(n=1)

3.2 mg/kg

(n=6)

4.8 mg/kg 

(n=6)                                                                                         

6.4 mg/kg 

(n=8)                                                                                        

8.0 mg/kg  

(n=6)                                                                                          

9.6 mg/kg 

(n=3)                                                                                         

Total 

(N=30)                                                                                     

Any treatment-related TEAE, n (%) 1 (100) 4 (66.7) 4 (66.7) 7 (87.5) 6 (100.0) 3 (100.0) 25 (83.3)

Nausea 0 3 (50.0) 3 (50.0) 5 (62.5) 5 (83.3) 2 (66.7) 18 (60.0)

Fatigue 0 2 (33.3) 3 (50.0) 4 (50.0) 6 (100.0) 2 (66.7) 17 (56.7)

Vomiting 0 2 (33.3) 1 (16.7) 2 (25.0) 2 (33.3) 2 (66.7) 9 (30.0)

Neutrophil count decreased 0 0 0 1 (12.5) 3 (50.0) 3 (100.0) 7 (23.3)

Decreased appetite 1 (100) 0 0 4 (50.0) 1 (16.7) 0 6 (20.0)

Diarrhea 0 0 0 2 (25.0) 1 (16.7) 1 (33.3) 4 (13.3)

• Treatment-related TEAEs occurred in 25 patients (83.3%)

• The most common treatment-related TEAEs of any grade were nausea, fatigue, and vomiting 

• One patient in the 9.6-mg/kg arm experienced grade 2 pneumonitis, which led to treatment discontinuation

Data cutoff: February 25, 2022.

TEAE, treatment-emergent adverse event.
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Treatment-Related TEAEs (Grade ≥3)
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1.6 mg/kg 

(n=1)

3.2 mg/kg

(n=6)

4.8 mg/kg 

(n=6)                                                                                         

6.4 mg/kg 

(n=8)                                                                                        

8.0 mg/kg  

(n=6)                                                                                          

9.6 mg/kg 

(n=3)                                                                                         

Total 

(N=30)                                                                                     

Any grade ≥3 treatment-related 

TEAE, n (%)
0 0 0 2 (25.0) 2 (33.3) 3 (100) 7 (23.3)

Neutrophil count decreased 0 0 0 0 2 (33.3) 3 (100) 5 (16.7)

Anemia 0 0 0 1 (12.5) 0 1 (33.3) 2 (6.7)

Febrile neutropenia 0 0 0 1 (12.5) 0 1 (33.3) 2 (6.7)

Decreased appetite 0 0 0 0 1 (16.7) 0 1 (3.3)

Platelet count decreased 0 0 0 0 0 1 (33.3) 1 (3.3)

• Grade ≥3 treatment-related TEAEs occurred in 7 patients (23.3%)

• The most common treatment-related TEAEs (nausea, fatigue, and vomiting) had no grade ≥3 events

• Two patients experienced DLTs in the 9.6-mg/kg arm (grade 3 febrile neutropenia and grade 4 platelet 

count decreased)

• Two patients experienced grade 3 treatment-related SAEs (anemia and febrile neutropenia)

Data cutoff: February 25, 2022.

DLT, dose-limiting toxicity; SAE, serious adverse event; TEAE, treatment-emergent adverse event.
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Change From Baseline in Target Lesions: OVC and RCC

Evaluable Populationa
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Data cutoff: February 25, 2022.

OVC, ovarian cancer; PR, partial response; RCC, renal cell carcinoma. 
a Patients who received ≥1 dose of study treatment and have completed ≥1 postbaseline tumor assessment or discontinued treatment for any reason.

• Among 20 evaluable patients with measurable disease, there were 6 PRs (platinum-resistant OVC, n=5; 

RCC, n=1) 

• 4 confirmed PRs (platinum-resistant OVC, n=3; RCC, n=1)

• 2 unconfirmed PRs (1 patient still in the trial)

• 12 patients had stable disease

RCC = renal cell carcinoma   OVC = serous ovarian cancer

Starting dose level 1.6 mg/kg 3.2 mg/kg 4.8 mg/kg 6.4 mg/kg 8.0 mg/kg 9.6 mg/kg
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Change From Baseline in CA-125 Levels
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Data cutoff: February 25, 2022.

CA-125, cancer antigen 125; CR, complete response; GCIG, Gynecologic Cancer InterGroup; NA, not available; OVC, ovarian cancer; PD, progressive disease; PR, partial response; SD, stable disease.
a Patients with baseline CA-125 value and ≥1 postbaseline CA-125 value were included.
b According to the GCIG criteria, patients can be evaluated for response only if they have a baseline sample that is ≥2 × the upper limit of normal obtained within 2 weeks prior to starting treatment. CA-125 response is defined as a ≥50% 

reduction in CA-125 levels from a pretreatment sample. The response must be confirmed and maintained for ≥28 days.

• Among 17 evaluable patients with OVC,a 8 CA-125 responsesb were observed

Starting dose level 1.6 mg/kg 3.2 mg/kg 4.8 mg/kg 6.4 mg/kg 8.0 mg/kg 9.6 mg/kg
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Case Summary: Patient With Serous OVC
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• 67-year-old woman with stage IV platinum-resistant OVC

• Treated with DS-6000a 6.4 mg/kg intravenously q3w

• 3 prior therapies

• Paclitaxel + carboplatin with olaparib maintenance

• Carboplatin + gemcitabine + bevacizumab

• Pegylated liposomal doxorubicin 

• Cycle 14 treatment ongoing

OVC, ovarian cancer; PR, partial response; q3w, every 3 weeks; SD, stable disease.

Baseline 18 weeks 

Overall SD (−26.2%)

36 weeks

Overall PR (−35.7%)
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Case Summary: Patient With Clear Cell RCC
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• 60-year-old man with stage IV RCC

• Treated with DS-6000a 3.2 mg/kg intravenously q3w

• 3 prior therapies

• Sorafenib

• Nivolumab

• Telaglenastat + cabozantinib

• Cycle 18 treatment ongoing

PR, partial response; q3w, every 3 weeks; RCC, renal cell carcinoma.

Baseline 19 weeks

Overall PR (−45.2%)

48 weeks

Overall PR (−64.3%)
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Conclusions
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• DS-6000a was generally well tolerated, and the recommended dose 

for expansion (RDE) was declared 8.0 mg/kg

• DS-6000a demonstrated early clinical signals (RECIST and CA-125 

responses) in heavily pretreated patients with advanced platinum-

resistant OVC and RCC

• Expansion cohorts (part B) opened at 8.0 mg/kg are enrolling patients 

with OVC and RCC
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