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DESTINY-Breast11: MRI-assessed objective responses during neoadjuvant treatment (NAT) with trastuzumab deruxtecan
(T-DXd) followed by paclitaxel + trastuzumab + pertuzumab (THP) vs dose-dense doxorubicin + cyclophosphamide followed
by THP (ddAC-THP) in HER2+ early breast cancer (eBC)

J-F. Boileau1, L. Pusztai2, N. Harbeck3, S. Modi4, S. Ohno5, J. Asselah6, A. Fabi7, S-A. Im8, R. Joseph9, H.C. Wang10, L. Seneviratne11, C.
Zamagni12, A. Martinez Bueno13, B. Czartoryska-Arlukowicz14, J. Pedrini15, C.M. Kelly16, G. Curigliano17, A. Darilay18, M. Schwaederle19, J.
Wu20

1 Surgery and Gerald Bronfman Oncology, Segal Cancer Centre, Jewish General Hospital, McGill University, Montreal, Canada, 2 Yale Cancer
Center, Yale University School of Medicine, New Haven, United States of America, 3 Breast Center, Department of OB&GYN, LMU University
Hospital and CCC Munich, Munich, Germany, 4 Department of Medicine, Breast Medicine Service, Memorial Sloan Kettering Cancer Center,
New York, United States of America, 5 Breast Thyroid Surgery, Sagara Hospital, Kagoshima, Japan, 6 Gerald Bronfman Department of
Oncology, McGill University Health Centre, Cedars Cancer Center, Montreal, Canada, 7 Precision Medicine Unit in Senology, Fondazione
Policlinico Universitario A. Gemelli IRCCS, Rome, Italy, 8 Department of Internal Medicine, Seoul National University Hospital, Cancer
Research Institute, Seoul National University College of Medicine, Seoul National University, Seoul, Republic of Korea, 9 Department of
Medical Oncology, Regional Cancer Centre, Thiruvananthapuram, India, 10 Department of Surgery, China Medical University Hospital,
Taichung City, Taiwan, 11 Department of Medical Oncology, Los Angeles Cancer Network, Los Angeles, United States of America, 12

Department of Oncology and Haematology, IRCCS Azienda Ospedaliero-Universitaria di Bologna, Bologna, Italy, 13 Instituto Oncológico
Rosell, Hospital Quiron Dexeus, Barcelona, Spain, 14 Breast Cancer Unit, Białostockie Centrum Onkologii im.M.Skłodowskiej-Curie, Bialystok,
Poland, 15 Instituto de Medicina Pesquisa & Desenvolvimento, Grupo Hospitalar Conceição, Porto Alegre, Brazil, 16 Department of Medical
Oncology, Mater Private Hospital & Cancer Trials Ireland Breast Group, Dublin, Ireland, 17 Division of Early Drug Development for Innovative
Therapies, European Institute of Oncology, IRCCS, Milan, Italy; Department of Oncology and Hematology-Oncology, University of Milano,
Milan, Italy, 18 Oncology Biometrics, Late-Stage Development, Oncology R&D, AstraZeneca, Gaithersburg, United States of America, 19

Clinical Development, Late-Stage Development, Oncology R&D, AstraZeneca, Gaithersburg, United States of America20 Department of Breast
Surgery, Fudan University Shanghai Cancer Center, Shanghai, China

Background

In the Phase 3 DESTINY-Breast11 study (NCT05113251), NAT with T-DXd-THP showed a statistically significant, clinically meaningful
improvement in pathologic complete response (pCR) rate and improved safety profile vs ddAC-THP in high-risk, HER2+ eBC. We report
analyses of radiological assessments conducted by breast MRI and association with pCR.

Methods

Patients (pts) were randomized to one of three arms, including T-DXd-THP (4+4 cycles) and ddAC-THP (4+4 cycles). Breast MRI scans were
taken at screening, mid-NAT (after Cycle 4), and end of treatment (EOT). Objective response rate (ORR; per RECIST 1.1 per investigator;
prespecified exploratory endpoint) was analyzed in pts with baseline scans, and association of response with pCR (ypT0/Tis ypN0) was
assessed post hoc.

Results

Mid-NAT ORR and complete response [CR] rate were higher with T-DXd-THP (N=309) vs ddAC-THP (N=313) overall (ΔORR: 26.5%; ΔCR:
10.7%; Table), and across hormone receptor (HR) status (ORR: HR−, 80.0% [64/80] vs 57.3% [47/82]; HR+, 76.2% [173/227] vs 48.5%
[112/231]). At EOT, ORRs were higher vs mid-NAT. Median best % change in target lesion size was greater with T-DXd-THP vs ddAC-THP at
mid-NAT (−59% vs −35%) and further increased through EOT (−81% vs −74%). The positive predictive value of mid-NAT CR for pCR was
90.2% (T-DXd-THP) and 87.5% (ddAC-THP), but negative predictive value was lower at 36.6% and 43.6%, respectively.Table: 543RO

T-DXd-THP N=309
Overall pCR Non-pCR
n % n %* n %*

Mid-NAT objective response 239 77.3 13.3 169 70.7 90.2 70 29.3

CR 41 64.1 22.7 37 66.7 54.3 4 9.8

PR 198 132 66 33.3 45.7



NR 70 38 32
EOT objective response 287 92.9 27.8 202 70.4 83.7 85 29.6 16.3
CR 86 65.0 72 64.7 22.7 14 35.3 77.3
PR 201 7.1 130 71
NR 22 5 17
ddAC-THP N=313 Overall pCR Non-pCR
n % n %* n %*
Mid-NAT objective response 159 50.8 115 72.3 87.5 44 27.7 12.5
CR 8 2.6 7 71.5 41.6 1 28.5 58.4
PR 151 48.2 49.2 108 43
NR 154 64 90
EOT objective response 273 87.2 24.6 172 63.0 75.3 101 37.0 24.7
CR 77 62.6 12.8 58 58.2 17.5 19 41.8 82.5
PR 196 114 82
NR 40 7 33

T-DXd-THP N=309
Overall pCR Non-pCR
n % n %* n %*

*Percentages based on the overall number of pts in the response categoryNR, non-response; PR, partial response

Conclusions

T-DXd showed rapid antitumor activity, and responses deepened through EOT with T-DXd-THP, highlighting the importance of completing
the full regimen to maximize tumor shrinkage. Consistent with prior studies, MRI responses, while informative, did not reliably predict pCR.
Data complement previously reported pCR outcomes and support T-DXd-THP as an effective NAT for pts with HER2+ eBC.

Clinical trial identification

NCT05113251.
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