Tumor Board Tuesday — Dr. Hope S. Rugo & Dr. Laura Huppert, 08/15/2022:
HER2 Low Breast Cancer and ADCs - TDXd
Posttest Rationale

1. What therapy would you select for a 54-year-old post-menopausal, female patient with HR+/HER2- (IHC
1+, FISH negative) metastatic breast cancer who had disease progression on 3 lines of
endocrine/targeted therapy, then capecitabine?

a) Paclitaxel

b) Trastuzumab deruxtecan
c) Sacituzumab govitecan
d) Eribulin

Rationale: Trastuzumab deruxtecan (T-DXd) is the best choice for this patient and recently received FDA approval
for adults with unresectable or metastatic HER2-low breast cancer who have received a prior chemotherapy in the
metastatic setting or developed disease recurrence during or within six months of completing adjuvant
chemotherapy. In the phase 3 DESTINY-Breast-04 trial, T-DXd compared with chemotherapy prolonged mPFS (9.9
vs 5.1 months) and mOS (23.4 vs 16.8 months) in patients with unresectable or metastatic breast cancer. Both
sacituzumab govitecan (SG) and eribulin may be considered, but are not the best options. SG compared with
chemotherapy significantly improved mPFS (5.5 vs 4.0 months) but not mOS (13.9 vs 12.3 months) in patients with
HR+/HER2- mBC (TROPiCS-02). Eribulin compared with chemotherapy significantly improved mPFS (3.7 vs 2.2
months) and mOS (13.1 vs 10.6 months) in this patient population (EMBRACE).

References: FDA. FDA approves fam-trastuzumab deruxtecan-nxki for HER2-low breast cancer. Accessed August 8,
2022. https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-fam-trastuzumab-
deruxtecan-nxki-her2-low-breast-cancer

Modi S, Jacot W, Yamashita T, et al. Trastuzumab Deruxtecan in Previously Treated HER2-Low Advanced Breast
Cancer. N Engl J Med. 2022;387(1):9-20. doi:10.1056/NEJM0a2203690

Rugo HS, Bardia A, Marmé F, et al. Primary results from TROPiCS-02: A randomized phase 3 study of sacituzumab
govitecan (SG) versus treatment of physician’s choice (TPC) in patients (Pts) with hormone receptor—
positive/HER2-negative (HR+/HER2-) advanced breast cancer. J Clin Oncol. 2022;40(17_suppl):LBA1001-LBA1001

Cortes J, O'Shaughnessy J, Loesch D, et al. Eribulin monotherapy versus treatment of physician's choice in patients
with metastatic breast cancer (EMBRACE): a phase 3 open-label randomised study. Lancet. 2011;377(9769):914-
923. doi:10.1016/50140-6736(11)60070-6


https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-fam-trastuzumab-deruxtecan-nxki-her2-low-breast-cancer
https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-fam-trastuzumab-deruxtecan-nxki-her2-low-breast-cancer

