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Women with recurrent or persistent USC who have previously received 
platinum-based chemotherapy 

Single arm (N~120)

Oral adavosertib 300 mg once daily on  
days 1–5 and 8–12 of a 21-day treatment cycle

Efficacy, safety, HRQoL, biomarkers, and PK

Figure 1. Adavosertib (AZD1775) mechanism of action

Figure 2. ADAGIO study design

Figure 3. ADAGIO participating countries

• Women aged ≥18 years
• Histologically confirmed recurrent or persistent USC, including endometrial 

carcinoma of mixed histology where the serous component comprises at least 10% 
of the tumor

• FFPE tumor sample required for central confirmation of USC and biomarker analysis
• Previously received at least one platinum-based chemotherapy regimen for the 

management of USC; prior receipt of immune checkpoint inhibitors, VEGF  
inhibitors, or HER2-targeted therapy is permitted, with no restriction on the number 
of prior lines of systemic therapy a participant may have previously received

• Evidence of measurable disease according to RECIST v1.1
• ECOG performance status 0–1

Key inclusion criteria

• Patients with carcinosarcoma
• Any underlying medical condition that would impair the ability of the participant to 

receive study treatment

Key exclusion criteria

Methods

• ADAGIO (NCT04590248) is a global Phase IIb, single-arm, multicenter study  
(Figure 2).

• There are six countries participating in the ADAGIO study (Figure 3).
• Approximately 120 eligible participants will receive oral adavosertib 300 mg once 

daily on days 1–5 and 8–12 of a 21-day treatment cycle until disease progression, 
unacceptable toxicity, withdrawal of consent, or another discontinuation criterion  
is met.

Primary endpoint
• Objective response rate as determined by BICR using RECIST v1.1 (assessment 

performed every 6 weeks for the first 48 weeks, then every 9 weeks)

Secondary endpoints
• Duration of response, progression-free survival, and PFS6, as determined by BICR 

using RECIST v1.1
• Absolute change and percentage change in tumor from baseline, overall survival,  

and disease control rate
• Safety, tolerability, and PK of adavosertib

Key exploratory objectives
• Effects of adavosertib on symptoms, functioning, and overall health status/HRQoL
• Patient-reported treatment tolerability with adavosertib
• Biomarkers associated with clinical response and acquired resistance

Study endpoints

Introduction

• There is a high unmet medical need for new therapies treating USC,  
an aggressive type of endometrial carcinoma with a distinct molecular  
profile that has an increased likelihood of recurrence and limited 
therapeutic options.

• Five-year overall survival for USC is estimated to be 35–50% for women 
with stage I–II disease and 0–15% for women with stage III–IV disease.1

• USC exhibits high rates of mutation in TP53 (>90% of cases), as well as 
mutations or amplifications in other cell-cycle regulators or oncogenes, 
including CCNE1, FBXW7, MYC, RB1, and KRAS/NRAS,2,3 which may 
contribute to increased replication stress and susceptibility to inhibition  
of the tyrosine kinase Wee1.

• Wee1 inhibition is expected to release a tumor cell from DNA-damage-
induced arrest at the G2/M boundary, so that unrepaired DNA damage 
may be taken into mitosis, leading to cell death due to mitotic catastrophe 
(Figure 1).

• A Phase II clinical study of the Wee1 inhibitor adavosertib, administered 
at 300 mg once daily on days 1–5 and 8–12 of a 21-day treatment cycle, 
in 34 women with recurrent or persistent USC reported an objective 
response rate of 29.4% and a median duration of response of 9.0 months;4 
further correlative analysis and a translational biopsy cohort are ongoing.

Summary

• ADAGIO will evaluate the efficacy and safety of adavosertib 
monotherapy in women with recurrent or persistent USC who have 
previously received platinum-based chemotherapy.
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Adavosertib increases CDK1 and CDK2 activity to induce replication stress and premature mitosis in tumors

Increases DNA damage taken into M phase3.

Prevents repair of 
damage in G2 phase
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Enhances DNA damage 
in S phase
a. Replication stress induced
b. Chemotherapy induced
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d. PARP inhibitor induced
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