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TRIAL DESIGNBACKGROUND
• 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)[1].

• Different mechanisms of resistance may be involved in 

new strategies or combinations to improve its efficacy[2]. 

• WEE1, a cyclin-dependent kinase 1 regulator, delays the 
G2/M transition and plays a critical role in preserving 
genomic stability throughout the cell cycle[3].

• Debio 0123, a highly selective and brain-penetrant 
WEE1 inhibitor, has shown synergistic effects with SG in 
preclinical breast cancer models[4]. 

• 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 II dose of Debio 0123 in combination 
with SG. In phase II, the primary endpoint is to assess the 
overall response rate (ORR) in each cohort according to 
RECIST v.1.1.

• In phase Ib, dose escalation will be performed using a 
Bayesian Logistic Regression Model with overdose control.

• The primary analysis will estimate ORR (H0: ORR ≤ 29% for 
TNBC and ORR ≤ 19% for HR+/HER2- tumors vs H1: 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 II 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
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Abbreviations: ABC: advanced breast cancer; ADC: antibody drug conjugate; AE: adverse 
events; CDK4/6: cyclin-dependent kinases 4 and 6; DL: dose level; DLT: dose-limiting 
toxicities; ECOG PS: EoT: end 
of treatment; H0: null hypothesis; H1: HR: hormone receptor; HER2: 
human epidermal growth factor receptor 2; IV: intravenously; MTD: maximum tolerated 
dose; ORR: objective response rate; OS: PD: progressive disease; PFS: 
progression-free survival; RECIST: Response Evaluation Criteria In Solid Tumors; RP2D: 
recommended phase II dose; SG: Sacituzumab govitecan; TNBC: triple-negative breast 
cancer; Trop-2: trophoblast cell surface antigen 2; WEE1: WEE1 G2 checkpoint kinase.

• ≥18 years of age.
• Advanced HR+/HER2- tumors or 

TNBC. 
• Refractory to at least one and 

no more than two lines of 
chemotherapy regimens for ABC.  

• HR+/HER2– patients must be 
refractory to at least 1 prior 

anti-cancer hormonal treatment for 
ABC and must have resistance to 
CDK4/6 inhibitor defined as: 
a. PD while on, or within 12 months 

after the end of this treatment in 
the (neo)adjuvant setting; 

b. PD to this treatment during 
advanced disease. 

• No previous Trop-2 ADC or WEE-1 
inhibitors are allowed.

• Brain metastasis are allowed if stable 
in the 4 weeks previous entry into 
the trial.

• Evaluable (for phase Ib) or 
measurable (for phase II) disease 
according to RECIST v.1.1.  

KEY INCLUSION CRITERIA

Scan here to view a PDF of 
this poster. Copies of this 
poster obtained through 
QR (Quick Response) code 
are per personal use only 
and may not be reproduced 
without written permission 
of the authors.  
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a plain language 
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• Determine Debio 0123 RP2D when administered in combination with SG.

PRIMARY ENDPOINT • AE and DLT.
• Preliminary Efficacy

SECONDARY ENDPOINTS

Debio 0123 
DL1
SG (10 mg/kg)

DL1: 
200 mg

Debio 0123 
DL3
SG (10 mg/kg)

DL3: 
400 mg

Debio 0123 
DL2
SG (10 mg/kg)

DL2: 
300 mg

Debio 0123 
DL4
SG (10 mg/kg)

DL4: 
520 mg

Debio 0123
(once daily 
D1, D2, D3, 
D8, D9, D10)
10 mg/kg SG

Initial Cohorts Dose Finding
Dose expansion, MTD 
& RP2D identification 
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+ 
SG

• ORR in TNBC patients.
• 

PRIMARY ENDPOINTS
• PFS in TNBC patients.
• PFS in HR+/HER2- patients.

SECONDARY ENDPOINTS • OS in TNBC patients.
• OS in HR+/HER2- patients.
• Safety and Toxicity.

TNBC
N = 26Cohort A

HR+/HER2-
N = 26Cohort B

 SG
10 mg/kg IV on days 1 and 8 of each 21-day cycle 

+ 
Debio 0123

(as per phase Ib schedule)

BASELINE C2D1

reasons for discontinuation.

EoT

tumor 


