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BACKGROUND

TRIAL DESIGN

® Sacituzumab govitecan (SG) is a Trop-2 directed antibody-
drug conjugate that improves overall survival in patients
with advanced HR+/HER2- tumors and triple- negative
breast cancer (TNBC)m,

® Different mechanisms of resistance may be involved in
tumor progression after SG use. There is a need to develop
new strategies or combinations to improve its efficacy.

® WEEI], a cyclin-dependent kinase 1 regulator, delays the
G2/M transition and plays a critical role in preserving
genomic stability throughout the cell cyclell.

® Debio 0123, a highly selective and brain-penetrant
WEET inhibitor, has shown synergistic effects with SG in
preclinical breast cancer modelsl4l.

® The rationale of the WIN-B study is to explore the efficacy of
the combination of Debio 0123 and SG in previously treated
patients with advanced HR+/HER2- tumors and TNBC.

STATISTICS

® The primary endpoint of phase Ib is to determine the
recommended phase Il dose of Debio 0123 in combination
with SG. In phase |l, the primary endpoint is to assess the
overall response rate (ORR) in each cohort according to
RECIST v.1.1.

® |n phase Ib, dose escalation will be performed using a
Bayesian Logistic Regression Model with overdose control.

® The primary analysis will estimate ORR (H,: ORR < 29% for
TNBC and ORR <19% for HR+/HER2- tumors vs H;: ORR =
55% for TNBC and ORR = 41% for HR+/HER2- tumors).

® The hypotheses will be tested in each cohort using an
exact binomial test at one-sided 5% significance level, with
80% power.

® The phase Il part of the study will be deemed positive if at
least 12 (46.2%) patients in the TNBC cohort or 9 patients in
the HR+/HER2- tumor cohort achieve an objective response.

TRIAL ENROLLMENT

® The WIN-B started the recruitment in January 2025. As of
February 21st, five centers have initiated recruitment.
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