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• Although platinum-based chemotherapy remains the 
standard of care in ovarian cancer, platinum resistance 
often ultimately develops1

• CCNE1 amplified (~20%) and cyclin E1 overexpressing 
ovarian cancers (~50%) have poor outcomes

• Cyclin E1 protein overexpression results in cells moving 
prematurely from G1 to S, there by increasing reliance 
on the G2-M checkpoint to allow DNA repair1,2

• WEE1 is a master regulator of the cell cycle acting as a 
brake at G1-S and G2-M to allow DNA repair3

• Targeting WEE1 with azenosertib, an investigational, 
novel, selective, oral WEE1 tyrosine kinase inhibitor, 
ultimately leads to mitotic catastrophe4

Azenosertib and Cancer Cell

CDK, cyclin-dependent kinase; G1-S,Gap 1-synthesis, G2-M, Gap 2-mitosis; PROC, platinum-resistant ovarian cancer; OS, overall survival.
1. Richardson DL, et al. JAMA Oncol. 2023;9(6):851–859. doi:10.1001/jamaoncol.2023.0197. 2. Stronach EA, et al. Mol Cancer Res. 2018;16:1103-1111. 3. Pils D, et al. Eur J Cancer. 2014;50:99-110. 4. Peterson S, et al. Gynecol Oncol. 2020;157:405-410. 5. Nakayama N, et al. Cancer. 2010;116:2621-2634.
6. Kang EY, et al. Cancer. 2023;129:697-713. 7. Chan AM, et al. J Pathol Clin Res. 2020;6:252-262. 

WEE1 Inhibition Has Strong Scientific Rationale for Cyclin E1-positive 
Platinum-resistant Ovarian Cancer (PROC)
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aPer RECIST v1.1 by IRC and investigator every 6 weeks until disease progression, death from any cause (ORR: up to 12 months; DOR: up to 60 months). bPer RECIST v1.1 by IRC and investigator every 6 weeks until disease progression, death from any cause up to 12 months. 5:2, 5 days on, 2 
days off; DOR, duration of response; IRC, Independent Review Committee; ORR, objective response rate; PFS, progression-free survival; PROC, platinum-resistant ovarian cancer; QD, once daily; RECIST, Response Evaluation Criteria in Solid Tumors.

DENALI (GOG-3066) Part 1b – Azenosertib Monotherapy in PROC, 
a Phase 2, Multipart, Open-Label, Multicenter Study

NCT05128825

Key eligibility criteria

 PROC

 1-5 prior lines of therapy

 All comers (irrespective of
Cyclin E1 status)

 Archival tissue available for 
retrospective analysis of Cyclin 
E1 status

 Prior bevacizumab

a
Enrollment 

(N=102)
Azenosertib 

400 mg QD 5:2

Enrollment complete

Endpoints

PFSb

Safety and 
tolerability
ORR, DORa

Part 1b: Study Design

Here, we present overall survival (OS) interim data from DENALI Part 1b
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Data cutoff: May 22, 2026. aFull Analysis Set: all treated patients. Biomarker dataset: all treated patients with evaluable tissue and Cyclin E1 IHC status. bHispanic. COne patient had ECOG PS 2. dCCNE1 amplification defined as copy number ratio ≥3 with genomic ploidy correction as per Foundation 
Medicine. eIHC positive based on Sponsor’s proprietary cutoff. ECOG PS, Eastern Cooperative Oncology Group performance status; IHC, immunohistochemistry; PARPi, poly(ADP-ribose) polymerase inhibitor. 

Patient Demographics and Baseline Characteristics in DENALI 
(GOG-3066) Part 1b

Characteristicsa (All treated patients, N=102)
Median age (range), years 66 (34-82)​
Race, n (%)

White​ 70 (69)​
Black/African American ​ 6 (6)​
Asian​ 3 (3)​

Otherb 1 (1)​
Not reported​ 22 (22)​

ECOG PSc, n (%)
0​ 49 (48)​
1​ 52 (51)​

Prior lines of treatment
Median (range)​ 3 (1-5)​

1‒2, n (%)​ 35 (34)​
3‒4, n (%)​ 57 (56)​
5, n (%)​ 10 (10)​

Characteristicsa (All treated patient, N=102)

Prior therapy, n (%)
Taxane ​ 99 (97)​
Bevacizumab​ 93 (91)​
PARPi​ 56 (55)​
Mirvetuximab 15 (15)​

CCNE1 amplification,d

Evaluable, n​ 88 ​
Amplified, n (%)​ 27 (31)​

Cyclin E1 status
Evaluable, n​ 94​

IHC positivee, n (%)​ 48 (51)​
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Data cutoff: May 22, 2026. aBiomarker dataset: all treated patients with evaluable tissue and Cyclin E1 IHC status. bIncludes patients who received at least one post-baseline scan. Horizontal lines at -30% and +20% are marked as 'PR' and 'PD', respectively, for illustrative purposes based on target lesion 
change. Overall response was assessed by the Investigator according to RECIST v1.1. cMedian PFS in DENALI Part 1b confounded by early withdrawal, which is now addressed by mitigation strategies in DENALI Part 2 and ASPENOVA.CR, complete response; DOR, duration of response; IHC, 
immunohistochemistry; ORR, objective response rate; OS, overall survival; PD, progressive disease; PFS, progression-free survival; PR, partial response; SD, stable disease.

Cyclin E1 Positivity by IHC Predicts Clinical Response and Is 
Associated With Improved Outcomes With Azenosertib Treatment 
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Cyclin E1 IHC positive (n=48)a

ORR in response-evaluable patientsb

37.2%

Data cutoff: May 22, 2026.

Cyclin E1 IHC positive (n=48)​

ORR, % (n/N; 95% CI)​ 33.3 (16/48; 20.4‒48.4)​
ORR in response-evaluable 
patientsb, % (n/N; 95% CI) 37.2 (16/43; 23.0‒53.3)

Median DOR, months (95% CI) 5.5 (4.5‒15.9)​
Median PFS, months (95% CI) 4.1 (2.8‒6.8)c

Cyclin E1 IHC positive
(n=48)a

Cyclin E1 IHC negative 
(n=46)a

Data cutoff: May 22, 2026.

Cyclin E1 
IHC positive (n=48)

Cyclin E1 
IHC negative (n=46)

Median OS, months 
(95% CI)

15.9 ​
(8.7‒21.2)​

7.5 ​
(5.8‒12.3)​

Events, n (%) 31 (65)​ 34 (74)​

Cyclin E1 positivity predicted longer OS with azenosertib
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Data cutoff: May 22, 2026. aIf a patient had multiple grades of the same adverse event, the worse grade was reported. bCombined preferred terms. cOne patient had sepsis and one patient had pancytopenia. ALT, alanine aminotransferase; AST, 
aspartate aminotransferase; TRAE, treatment-related adverse event. *Company dose selection press release on Apr 9, 2026.

Safety and Tolerability for All Patients
The Majority of Treatment-Related Adverse Events Are Low Grade

Since mitigation strategies have been 
implemented in Part 2a, TRAEs leading to 
discontinuation decreased by half to ~10%

TRAEs, n (%)​
Leading to dose reduction​ 44 (43.1)​
Leading to dose interruption​ 58 (56.9)​
Leading to discontinuation​ 20 (19.6)​
Leading to death​ 2 (2.0)c

Serious​ 22 (21.6)​

Exposure to Azenosertib
Median relative dose intensity, % 
(range)​ 84.6 (20.0‒101.6)​
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• In heavily pre-treated patients with Cyclin E1-positive PROC, ORR with azenosertib 
was 37.2% in response-evaluable patientsa and median DOR was 5.5 months
o Median OS (15.9 months) compares favorably to standard of care chemotherapy1-5,b

o Cyclin E1 positivity by IHC more than doubles the CCNE1 amplification population
• Nausea, diarrhea and fatigue were the most common TRAEs and are clinically 

manageable; although less common, hematologic toxicities such as neutropenia, 
require monitoring

aIncludes patients who received at least one post-baseline scan. bCross-trial comparisons should be interpreted with caution because study designs, patient populations, and other factors may differ. 
DOR, duration of response; ORR, objective response rate; OS, overall survival; PROC, platinum-resistant ovarian cancer; TRAE, treatment-related adverse event.
1. Pujade Lauraine E, et al. Lancet Oncol. 2021;22(7):1034-1046. 2. Moore KN, et al. Ann Oncol. 2021;32(6):757-765. 3. Gaillard SL et al. Gynecologic Oncology. 2021; 163:237-245. 4. Hamanishi J, et al. J Clin Oncol. 2021;39(33):3671-3681. 5. Pujade-Lauraine E, et al. J Clin Oncol. 2014;32(13):1302–1308.

Azenosertib is currently being evaluated in the ongoing DENALI Part 2 
registrational trial (NCT05128825) and ASPENOVA Phase 3 (NCT07546500) 

confirmatory study for Cyclin E1-positive PROC 

Azenosertib Demonstrated Meaningful Anti-tumor Activity and 
Tolerability as an Oral Investigational Monotherapy in Cyclin E1-
positive PROC 
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Data cutoff: May 22, 2026.
IHC, immunohistochemistry; PLD, pegylated liposomal doxorubicin.

First and All Subsequent Anti-Cancer Therapies for Patients With 
Cyclin E1-positive Tumors Are Similar to Those for All
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Investigational therapies Mirvetuximab soravtansine
Immunotherapy Hormonal therapy
Trastuzumab deruxtecan Did not receive subsequent therapy

First Subsequent Therapies

All treated 
patients (n=102) 

Cyclin E1
IHC positive 

(n=48)

Patients receiving 
subsequent therapies, n (%) 55 (53.9) 29 (60.4)

Including but not limited to:
Bevacizumab 20 (19.6)​ 11 (22.9)​
Paclitaxel 21 (20.6)​ 10 (20.8)​
Investigational therapies 15 (14.7)​ 9 (18.8)​
PLD or doxorubicin 14 (13.7)​ 8 (16.7)​
Gemcitabine 18 (17.6)​ 7 (14.6)​
Pembrolizumab 13 (12.7)​ 7 (14.6)​
Cyclophosphamide 11 (10.8)​ 7 (14.6)​
Carboplatin 8 (7.8)​ 5 (10.4)​
Mirvetuximab soravtansine 6 (5.9)​ 4 (8.3)​

All Subsequent Therapies
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