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Objective
• CAPItello-281 (NCT04493853) is a global, phase 3 trial to 

evaluate the efficacy and safety of capivasertib in combination 
with abiraterone (plus prednisone/prednisolone) on a 
background of ADT versus placebo plus abiraterone (plus 
prednisone/prednisolone) on a background of ADT in patients 
with de novo mHPSC with PTEN-deficient tumors.

Key study features
• CAPItello-281 is a randomized, double-blind, placebo-

controlled, multicenter phase 3 trial.

• Patients receive either oral capivasertib (400 mg) or placebo 
(twice daily; 4 days on, 3 days off on a 28-day treatment 
cycle) in combination with abiraterone (1000 mg once daily) 
and androgen deprivation therapy until radiographic disease 
progression or unacceptable toxicity.

• The primary endpoint is radiographic progression-free  
survival (rPFS).

• The trial is being conducted at around 350 study sites in 
Europe, North America, South America, Australia and Asia 
(including China and Japan).

• Patient enrollment began in July 2020 and is ongoing.
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Figure 2. Map of the countries with planned enrollment for CAPItello-281

Figure 3. Two-part screening process for CAPItello-281

Figure 1. The PI3K/AKT/mTOR pathway and crosstalk with AR signalinga

Figure 4. Trial design and outcome measures for CAPItello-281

ADT, androgen deprivation therapy; PTEN, phosphatase and tensin homolog

aModified from Mulholland et al. 2011, and Carver et al. 2011
PTEN loss suppresses AR transcription factor activity leading to reduced prostate epithelial differentiation and survival. Collaboratively, PTEN loss activates the PI3K/AKT signaling pathway and reduces the 
AR-regulated FKBP5–PHLPP negative feedback loop to AKT activation, further enhancing AKT activation, leading to androgen/AR-independent prostate epithelial proliferation. Simultaneous inhibition of 
androgen biosynthesis by abiraterone and AKT signaling by capivasertib results in inhibition of prostate cancer cell proliferation10

AKT, protein kinase B; AR, androgen receptor; FKBP5, FKBP5 scaffold protein; HER2/3, human epidermal growth factor receptors 2/3; mTOR, mammalian target of rapamycin; P-AKT, phosphorylated AKT; 
PHLPP, PHLPP phosphatase; PI3K, phosphatidylinositol 3-kinase; PTEN, phosphatase and tensin homolog; RAS/RAF/ERK, Ras-Raf-ERK pathway; RTK, receptor tyrosine kinase; T, testosterone

aEstimated number to achieve appropriate statistical power
ADT, androgen deprivation therapy; mHSPC, metastatic hormone-sensitive prostate cancer; PTEN, phosphatase and tensin homolog
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Table 1. Key inclusion and exclusion criteria

Inclusion criteria Exclusion criteria

• Adult males ≥ 18 years of age (≥ 20 years of age in 
Japan), with asymptomatic or mildly symptomatic 
mHSPC

•  Radiotherapy with a wide field of radiation or 
major surgery within 4 weeks before the start 
of study treatment

• ECOG/WHO performance status of 0 or 1 with 
no deterioration over the previous 2 weeks and 
minimum life expectancy of 12 weeks

•  Brain metastases or spinal cord compression

• Histologically confirmed de novo (i.e., diagnosed 
within 3 months of randomization) mHSPC; 
adenocarcinoma must be the primary histological 
pattern and patients with small-cell tumors are 
not eligible

•  Past medical history or any evidence of 
clinically active of interstitial lung disease 

•  Clinically significant heart disease
•  Clinically significant abnormalities of 

glucose metabolism

• Consent to provide a FFPE tissue block (preferred) 
or slides

•  Refractory nausea and vomiting, malabsorption 
syndrome, chronic gastrointestinal diseases or 
other condition that would preclude adequate 
absorption of capivasertib

• Valid PTEN IHC result indicating PTEN deficiency 
(centralized testing)

•  History of hypersensitivity to active or inactive 
excipients of capivasertib, abiraterone or drugs 
with a similar chemical structure or class

• Metastatic disease documented prior to 
randomization by clear evidence of ≥ 1 bone 
lesion and/or ≥ 1 soft tissue lesion

•  Any evidence of severe or uncontrolled systemic 
diseases, including active bleeding diatheses, 
or known active infection including hepatitis B, 
hepatitis C and HIV

• Candidate for abiraterone and steroid therapy. 
Previous treatment with abiraterone and/or a steroid 
for de novo disease is allowed up to a maximum of 
3 months (93 days) prior to randomization

•  Any other chemotherapy, immunotherapy, 
immunosuppressant medication (other than 
corticosteroids) or anticancer agents within 
3 weeks of the first dose of study treatment

• Ongoing ADT with GnRH analog (combination with 
first-generation androgen receptor antagonists, 
e.g., bicalutamide is allowed), or LHRH antagonist 
or bilateral orchiectomy

• Nitrosourea or mitomycin C within 6 weeks of the 
first dose of study treatment 

• Drugs known to prolong the QT interval

ADT, androgen deprivation therapy; ECOG, Eastern Cooperative Oncology Group; FFPE, formalin-fixed paraffin embedded; 
GnRH, gonadotropin-releasing hormone; HIV, human immunodeficiency virus; IHC, immunohistochemistry; LHRH, luteinizing  
hormone-releasing hormone; mHSPC, metastatic hormone-sensitive prostate cancer; PTEN, phosphatase and tensin homolog;  
WHO, World Health Organization

Study design and participants

• CAPItello-281 is a randomized, double-blind, placebo-controlled, multicenter 
phase 3 trial.

• The global trial is being conducted in over 30 countries and around 350 study sites 
(Figure 2). Enrollment began in July 2020 and is ongoing.

• Participants will be enrolled and screened according to the two-part screening 
procedure (Figure 3) to achieve a total of 1000 randomized participants in a 1:1 ratio 
to the two treatment arms. The PTEN status of a tumor sample is tested in Screening 
Part 1; most of the remaining assessments are carried out in Screening Part 2.

• Key inclusion and exclusion criteria for patient participation in CAPItello-281 are shown 
in Table 1.

• Following screening, patients receive either oral capivasertib (400 mg) or placebo 
(twice daily; 4 days on, 3 days off on a 28-day treatment cycle) in combination with 
abiraterone (1000 mg once daily) and ADT until radiographic disease progression or 
unacceptable toxicity (Figure 4). 

Efficacy 

• The primary endpoint is rPFS: the time from randomization to radiographic disease 
progression, as assessed by the investigator according to Response Evaluation Criteria 
in Solid Tumors (RECIST) v1.1 for soft tissue and/or Prostate Cancer Working Group 3 
(PCWG3) for bone, or death due to any cause.

• Key secondary endpoints are shown in Figure 4.

Safety 

• Adverse events (AEs) and serious AEs (SAEs) are graded according to National Cancer 
Institute Common Terminology Criteria for Adverse Events (CTCAE) v5.0. 

• Safety and tolerability data will be evaluated in terms of AEs/SAEs, vital signs, clinical 
chemistry/hematology/glucose metabolism parameters and electrocardiogram 
parameters and summarized using appropriate descriptive statistics.

• Prostate cancer is the most prevalent form of cancer in men and 
is associated with considerable morbidity and mortality. With an 
estimated 358 989 deaths in 2018, prostate cancer is the fifth 
leading cause of death from cancer in men worldwide.1

• In patients with metastatic hormone-sensitive prostate cancer 
(mHSPC), androgen deprivation therapy (ADT) is highly effective 
in improving clinical outcomes.2

• Recent studies demonstrated the benefits of adding the 
androgen biosynthesis inhibitor, abiraterone, or non-steroidal 
antiandrogens, e.g. enzalutamide, to ADT.3,4

• However, mHSPC inevitably progresses to a castration-resistant 
phenotype.5,6 Patients with de novo mHSPC are at higher risk 
of progressing to a castration-resistant disease state than those 
with prostate cancer that has progressed to metastasis after 
treatment for localized or locally advanced disease.7

• Aberrant activation of the phosphatidylinositol 3-kinase (PI3K)/
protein kinase B (AKT) pathway, predominately due to PTEN 
loss, is common in prostate cancer, especially at later disease 
stages.8

• There is an important unmet medical need for treatments in the 
de novo mHSPC setting, particularly in patients whose tumors 

are characterized by PTEN deficiency.

• The androgen receptor signaling and AKT pathway are 
reciprocally cross-regulated, so that inhibition of one leads to 
upregulation of the other (Figure 1).9,10 Therefore, combining 
abiraterone therapy with AKT inhibition may be beneficial 
in patients with mHSPC with tumors characterized by 
PTEN deficiency. 

• In the IPATential150 phase 3 study (NCT03072238), an AKT 
inhibitor, ipatasertib, prolonged radiographic progression-free 
survival (rPFS) when combined with abiraterone, compared with 
abiraterone alone in patients with metastatic castration-resistant 
prostate cancer with tumors characterized by PTEN loss.11

• Capivasertib (AZD5363) is a potent, selective inhibitor of AKT1, 
-2 and -3 that has shown activity in preclinical models of 
hormone-sensitive and castration-resistant prostate cancer with 
PTEN loss.12 

• Capivasertib in combination with abiraterone exhibited an 
acceptable safety and tolerability profile in a phase 1 study 
(NCT04087174) in mCRPC patients.13
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Randomization: 1:1, double blind

N ≈ 500a N ≈ 500a

Capivasertib

400 mg twice daily oral dose, 4 days on and 
3 days off on a 28-day treatment cycle

Abiraterone

1000 mg once daily oral dose 
(+ prednisone/prednisolone 5 mg once daily) 

Objectives and endpoints

Primary
• Radiographic progression-free survival 
 (rPFS) by investigator assessment

Safety
• Safety and tolerability of capivasertib + 
 abiraterone versus placebo + abiraterone 
 in patients with PTEN-de�cient mHSPC 

Key secondary
• Overall survival (OS)
• Time to start of �rst subsequent 
 anticancer therapy (TFST)
• Symptomatic skeletal event-free 
 survival (SSE-FS)
• Time to pain progression (TTTP)

Placebo

Twice daily, 4 days on and 3 days off on a 
28-day treatment cycle

Abiraterone

1000 mg once daily oral dose 
(+ prednisone/prednisolone 5 mg once daily) 

All participants receive continuous ADT

Two-part screening process

Screening Part 1

Tumor PTEN status checked

Maximum 
28 days

Screening Part 2

Randomization

Remaining screening assessments

To be completed 
within 3 months 

between start of ADT 
and randomization. 
Patients may also 

receive abiraterone
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Statistical analyses of primary and secondary endpoints

• The effect of capivasertib versus placebo on rPFS will be tested using a log-rank test 
stratified by the randomization stratification factors. 

• Analysis of secondary endpoints will follow a multiple test procedure to preserve the 
overall type 1 error (family-wise error rate) in the strong sense.


