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September 3, 2021 

Announcement of Availability to Investigators 
of Capivasertib (NSC 782347) 

For Clinical and Nonclinical Study Proposals 

The Cancer Therapy Evaluation Program (CTEP) is accepting Letters of Intent (LOIs) to conduct clinical 
studies using capivasertib (AZD5363), a potent and selective ATP-competitive oral inhibitor of all three AKT 
isoforms, which is being developed by CTEP as an anticancer agent in collaboration with AstraZeneca 
Pharmaceuticals.  CTEP will also consider requests to supply capivasertib for nonclinical studies.  All clinical 
and nonclinical researchers possessing an interest in working with the agent are welcome to apply.  Proposals 
for clinical trials should be supported by a strong rationale and robust preclinical data (see “Components of a 
Competitive Letter of Intent” at http://ctep.cancer.gov/protocolDevelopment/lois_concepts.htm).  All proposals 
approved by CTEP will be sent to the industry collaborator for a commitment to supply drug for the study. 

Components of the AKT pathway play a fundamental role in tumor cell survival, proliferation, and death, in 
which AKT is a node of multiple signaling pathways promoting tumorigenesis, inhibiting apoptosis, impacting on 
the cell cycle, and facilitating invasion and migration (Brown et al., 2017.  Pharmacol Ther.  172:101-115; 
Shariati et al., 2019.  Expert Opin Investig Drugs.  28[11]:977-988).  Mammalian cells express 3 closely related 
AKT isoforms:  AKT1 (protein kinase Bα [PKBα]), AKT2 (PKBβ), and AKT3 (PKBγ).  Mutations in AKT 
signaling components can cause aberrant activation of the pathway, leading to the development of numerous solid 
and hematologic malignancies (Brown et al., 2017.  Pharmacol Ther.  172:101-115; Lindsley et al., 2010.  Curr 
Top Med Chem.  10[4]:458-477; Hassan et al., 2013.  Surg Oncol Clin N Am.  22:641-664) and resistance to 
endocrine therapies (Janku et al., 2013.  Cancer Res.  73:276-284; Li et al., 2013.  J Transl Med.  11:241), often 
associated with advanced disease and/or poor prognosis (Altomare and Testa 2005.  Oncogene.  24[50]:7455-
7464). 

Capivasertib is a potent, selective ATP-competitive inhibitor with preclinical drug metabolism and 
pharmacokinetics properties suitable for clinical development in solid and hematological malignancies.  
Capivasertib blocks ATP by binding to the active site of all three AKT isoforms with a potency of ≤10 nM in 
cell-free assays (Davies et al., 2012.  Mol Cancer Ther.  11[4]:873-887; Addie et al., 2013.  J Med Chem.  
56[5]:2059–2073; Shariati et al., 2019.  Expert Opin Investig Drugs.  28[11]:977-988).  Capivasertib has shown 
preclinical evidence of antitumor activity in several xenograft models as a single agent by blocking the AKT 
pathway and depleting phosphorylation of two AKT substrates, PRAS40 and GSK3β as well as S6 and 4E-BP1, 
while increasing the phosphorylation of AKT at Ser473 and Thr308 (Davis et al., 2012.  Mol Cancer Ther.  
11[4]:873-887).  In a standard growth assay using a panel of 182 tumor cell lines, capivasertib inhibited the 
proliferation of 41 cell lines with most sensitivity observed in breast cancer cells (63%) (Addie et al., 2013.  J 
Med Chem.  56[5]:2059-2073).  Additionally, activating mutations in PIK3CA and AKT1 or loss of the PTEN 
tumor suppressor gene, that are prevalent in estrogen receptor–positive (ER+) breast cancer, significantly 
enhanced capivasertib sensitivity (Lee et al., 2015.  Cancer Biol Med.  12:342-354). 

Preclinical, translational, and clinical data indicate that optimal efficacy of AKT inhibition is achieved in 
combination with other agents leading to both progression-free survival (PFS) and overall survival (OS) benefit.  
Capivasertib added to paclitaxel resulted in an important prolongation of OS and PFS in metastatic triple-negative 
breast cancer (TNBC) (Schmid et al., 2018.  J Clin Oncol.  36[15_suppl]:1007).  In advanced ER+ HER2-
metastatic breast cancer patients, the combination of fulvestrant plus capivasertib was superior to fulvestrant 
alone in terms of PFS and OS (data not mature) (Jones et al., 2020.  Lancet Oncol.  21[3]:345-357).  

http://ctep.cancer.gov/protocolDevelopment/lois_concepts.htm
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Capivasertib’s intermittent schedule (4 days on – 3 days off ) facilitates the design of combination strategies to 
achieve synergy of agents and improving the tolerability profile.  In particular, in preclinical models of breast 
cancer, the sequential combination with taxanes lead to synergy and greater disease control (Yates et al., 2015.  
Cancer Chemother Pharmacol.  76[2]:343-56), a principle used for the design of PAKT phase 2 study (Schmid et 
al., 2018.  J Clin Oncol.  36[15_suppl]:1007) that may be utilized in other solid tumor types for which taxane is 
used as standard of care. 

Clinical Studies of Capivasertib 
There have been several clinical studies (AZ sponsored and investigator sponsored) investigating capivasertib’s 
therapeutic effect as a single agent or in combination with other drugs in a range of solid tumor such as breast, 
endometrial, prostate, ovarian, and gastric cancers: 

• Capivasertib demonstrated promising clinical activity and a tolerable safety profile as monotherapy 
treatment in a phase 1 study in heavily pretreated (median of five prior regimens) patients with AKT1 
E17K-mutant metastatic solid cancers, with the strongest signal of activity observed in ER+ breast cancers 
(Hyman et al., 2017.  J Clin Oncol.  35:2251-2259).  Promising efficacy was also reported in germ-line 
PTEN mutant breast cancers (Kingston et al., 2019.  JCO Precision Oncology.  3:1-7). 

• In a phase 2 trial of post-menopausal women with ER+ and HER2-negative endocrine resistant advanced 
breast cancer, the addition of capivasertib to fulvestrant resulted in significantly longer PFS compared to 
placebo with fulvestrant (10.3 months vs. 4.8 months), with a trend toward improved survival (26 vs. 20 
months) (Jones et al., 2020.  Lancet Oncol.  21[3]:345-357).  A phase 3 study in combination with 
fulvestrant (CAPItello-291, NCT04305496) and a phase 1b/3 study in combination with fulvestrant and 
palbociclib (CAPItello-292, NCT04862663) are ongoing. 

• In a randomized phase 2 trial in patients with TNBC, the addition of capivasertib to paclitaxel improved 
PFS and OR (19.1 vs. 13.5 months) (Schmid et al., 2018.  J Clin Oncol.  36[15_suppl]:1007).  A phase 3 
confirmatory study (CAPItello-290, NCT03997123) is ongoing. 

• Capivasertib is also being tested in prostate cancer patients.  An externally sponsored phase 2 study of 
capivasertib in combination with docetaxel in metastatic castration resistant prostate cancer (mCRPC) 
patients has reported promising survival improvement by addition of capivasertib to docetaxel (Crabbe et 
al., 2020.  J Clin Oncol.  38[15_suppl]:5520).  Capivasertib in combination with abiraterone is also being 
evaluated; a phase 1 study in mCRPC patients has been conducted (Shore et al., 2021.  J Clin Oncol.  
39[6_suppl]:85) and a phase 3 study is ongoing in de novo PTEN deficient metastatic hormone-sensitive 
prostate cancer (mHSPC) patients (CAPItello-281, NCT04493853). 

• Capivasertib in combination with a PARP inhibitor olaparib has been explored in several phase 1/2 non- 
randomized studies (Michalarea et al., 2015.  Cancer Res.  75:CT323; Westin et al., 2017.  Ann 
Oncology.  28[5_suppl]:v122-v141; Eder et al., 2018.  Cancer Res.  78:CT159).  In the phase 1 expansion 
of the OCTOPUS study (NCT02208375), there was overall evidence of antitumor activity in ovarian, 
endometrial, and TNBC with a 50% overall response rate (ORR) observed in the endometrial cancer 
cohort (Westin et al., 2017.  Ann Oncology.  28[5_suppl]:v122-v141), although the small number of 
patients and non-randomized nature of the trial are acknowledged.  A further study is currently exploring 
the effect of the combination of olaparib with a set of agents, comprising capivasertib, in endometrial 
cancer (NCT03660826). 

• In a single arm clinical study of capivasertib in combination with paclitaxel in PIK3CA altered advanced 
gastric cancers (VIKTORY basket trial), despite a modest improvement in ORR (33% vs. 21% historical 
control), 16.5% of patients responded for more than 6 months and an ORR of 50% was reported for 
patients with PIK3CA E542K mutations (Lee et al., 2019.  Cancer discovery.  9[10]:1388-1405). 
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Clinical Studies of Interest to CTEP for Capivasertib 

CTEP is interested in clinical studies of capivasertib in combination with novel targeted investigational agents 
in both solid and hematological malignancies to develop treatments for rare diseases and/or high unmet medical 
needs.  Proposals for non-immuno-oncology (IO) combinations should be accompanied by preclinical data that 
demonstrate a durable combinatorial effect in relevant in vivo models.  Priority will be given to proposals with 
randomized comparative study designs otherwise there is no constraint on study design, nor on combination of 
agents provided there is clear scientific rationale and evidence for the combination. 

Dose and schedules of combination of agents are already established for paclitaxel, docetaxel/prednisolone, 
fulvestrant, abiraterone, enzalutamide, olaparib, paclitaxel plus durvalumab.  For those agents not yet explored 
in combination with capivasertib, a phase 1 study evaluating the safety of the combination is required (a formal 
dose escalation or a safety run-in into a phase 2 study may be appropriate depending on the specific agents to 
be combined). 

Correlative and Nonclinical Studies of Interest to CTEP for Capivasertib 

CTEP would be interested in any translational studies that would potentially advance the development of 
capivasertib including those that would provide evidence for novel combinations, identify new predictive 
biomarkers of response, and resistance to capivasertib. 

Obtaining Forms and Contact Information 
For clinical study proposals, the LOI Submission Form may be downloaded from the CTEP website at 
http://ctep.cancer.gov/protocolDevelopment/lois_concepts.htm. 

If you are interested in obtaining the agent for nonclinical studies, whether alone or in association with a 
proposed clinical study, please complete the DCTD Nonclinical Request Form, which may be downloaded 
from the CTEP website at http://ctep.cancer.gov/industryCollaborations2/agreements_agents.htm. 

Further instructions for completing and submitting the forms may be found within the respective documents. 

Questions may be addressed to Rabih Said, M.D., Medical Officer, Investigational Drug Branch, CTEP, 
DCTD, NCI (phone:  240-276-6565; FAX:  240-276-7894; e-mail:  rabih.said@nih.gov). 

A complete list of agents available for distribution by CTEP may also be found on the CTEP website at 
http://ctep.cancer.gov/industryCollaborations2/agreements_agents.htm 

Appendix 
Areas already explored by current clinical studies are described in the table below.  The list includes currently 
approved studies and it cannot be considered exhaustive as studies continue to be discussed. 

Study identifier Study 
name 

Indication Study description 

NCT02077569 STAKT breast cancer The short-term effects of capivasertib on biomarkers of the AKT pathway and 
anti-tumour activity in a breast cancer paired biopsy study.  Stage 1: patients 
will be randomized 1:1 (capivasertib versus placebo); Stage 2: patients will be 
randomized 1:1 at 2 dose levels of capivasertib (360 mg BD and 240 mg BD). 

NCT01992952  FAKTION advanced breast cancer 
(ER+ HER2-) 

A Phase 1b/2 randomized placebo-controlled study of fulvestrant ± 
capivasertib in postmenopausal women with advanced breast cancer 
previously treated with a third-generation aromatase inhibitor.  The study 
consists of a safety run-in and then a randomized Phase 2 study of 
capivasertib plus fulvestrant versus placebo plus fulvestrant. 

http://ctep.cancer.gov/protocolDevelopment/lois_concepts.htm
http://ctep.cancer.gov/industryCollaborations2/agreements_agents.htm
http://ctep.cancer.gov/industryCollaborations2/agreements_agents.htm
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Study identifier Study 
name 

Indication Study description 

NCT04305496 CAPItello-
291 

advanced breast cancer 
(ER+ HER2-) 

A Phase III, double-blind, randomized study assessing the efficacy of 
capivasertib + fulvestrant vs placebo + fulvestrant for the treatment of 
patients with locally advanced (inoperable) or metastatic HR+/HER2- breast 
cancer following recurrence or progression on or after AI therapy. 

NCT04862663 CAPItello-
292 

advanced breast cancer 
(ER+ HER2-) 

A Phase Ib/III randomized study of capivasertib plus palbociclib and 
fulvestrant versus placebo plus palbociclib and fulvestrant in HR+/HER2- 
locally advanced, unresectable or metastatic breast cancer (CAPItello-292). 

NCT02423603 PAKT advanced breast cancer 
(TNBC) 

A Phase II, double-blind, randomized, placebo-controlled study of 
capivasertib in combination with paclitaxel in triple-negative advanced or 
metastatic breast cancer. 

NCT03997123 CAPItello-
290 

advanced breast cancer 
(TNBC) 

A phase III Study of capivasertib plus paclitaxel versus placebo plus 
paclitaxel as first line treatment for inoperable locally advanced or metastatic 
triple-negative breast cancer. 

NCT03742102 BEGONIA advanced breast cancer 
(TNBC) 

Phase 1b/2, 2-stage, open-label, multicenter study to determine the efficacy 
and safety of durvalumab (MEDI4736) in combination with paclitaxel and 
multiple novel oncology therapies (comprising capivasertib) and durvalumab 
(MEDI4736) + paclitaxel for first-line metastatic triple negative breast cancer. 

NCT02121639 ProCAID metastatic castration 
resistant prostate cancer 

An open-label Phase 1 then randomized double-blind Phase 2 study in 
metastatic castration resistant prostate cancer of capivasertib in combination 
with docetaxel and prednisolone chemotherapy.  Phase 1: capivasertib at dose 
levels between 320 mg BD and 480 mg BD 4 days on/3 days off.  Phase 2: 
capivasertib BD at a dose level defined in Phase 1 or matching placebo 
(control arm), taken 4 days on/3 days off. 

NCT04493853 CAPItello-
281 

metastatic hormone 
sensitive prostate cancer 

A phase III study in patients with mHSPC whose tumor are characterized by 
PTEN deficiency.  The study will assess the efficacy and safety of 
capivasertib plus abiraterone (+prednisone/prednisolone) plus androgen 
deprivation therapy (ADT) versus placebo plus abiraterone 
(+prednisone/prednisolone) plus ADT.  

NCT02299999 SAFIR02 
Breast 

metastatic breast cancer Evaluation of the efficacy of high throughput genome analysis as a 
therapeutic decision tool for patients with metastatic breast cancer. 

NCT02117167 SAFIR02 
NSCLC 

metastatic non-small cell 
lung cancer 

Evaluation of the efficacy of high throughput genome analysis as a 
therapeutic decision tool for patients with metastatic non-small cell lung 
cancer. 

NCT02525068 RE-AKT metastatic castration‐
resistant prostate cancer 

A multicenter, prospective, randomized Phase 2 interventional study in 
metastatic castration‐resistant prostate cancer patients previously treated with 
1‐2 lines of chemotherapy and at least 12 weeks of abiraterone.  The study 
comprises a safety run‐in, a randomized treatment phase, and single stage 
Phase 2 expansion cohort. 

NCT02299648 VIKTORY advanced gastric cancer Phase 2 study investigating capivasertib plus paclitaxel combination (as a 
second-line chemotherapy) in gastric cancer patients . 

NCT02664935 National 
Lung 

Matrix 
Trial 

non-small cell lung 
cancer 

Multidrug, genetic marker directed, noncomparative, multiarm Phase 2 study 
in non-small cell lung cancer. 

NCT02208375 NA triple-negative breast, 
and ovarian, primary 

peritoneal, or fallopian 
tube cancer 

A Phase 1b study of oral olaparib with the oral mTORC1/2 inhibitor 
AZD2014 or the oral AKT inhibitor capivasertib for recurrent endometrial, 
triple-negative breast, and ovarian, primary peritoneal, or fallopian tube 
cancer. 
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Study identifier Study 
name 

Indication Study description 

NCT05008055 CAPITAL B-cell Non-Hodgkin 
Lymphoma 

A modular Phase 2 study of capivasertib single agent in relapsed or refractory 
B-cell Non-Hodgkin's Lymphoma. 

NCT02576444 OLAPCO advanced solid tumor A Phase 2 study of the poly ADP-ribose polymerase (PARP) inhibitor 
Olaparib (AZD2281) alone and in combination with AZD1775, capivasertib, 
or AZD2014 in advanced solid tumor. 

NCT02338622 ComPAKT advanced solid tumor A Phase 1 multicenter study of the combination of capivasertib and olaparib 
in patients with advanced solid tumor.  In Part A, intrapatient ascending doses 
of capivasertib were given orally in 2 different intermittent schedules: 4 days 
on/3 days off and 2 days on/5 days off.  Once the maximum tolerated dose 
(MTD) was reached for both arms, the 2 schedules were taken forward to a 
dose expansion phase (Part B). 

NCT02465060 The 
MATCH 
Screening 

Trial 

advanced solid tumor Molecular analysis for therapy choice - Phase 2 study of the pan-AKT kinase 
inhibitor capivasertib in patients with tumor with AKT mutations. 

NCT03182634 Plasma 
MATCH 

advanced breast cancer A multiple parallel cohort, non-randomized, open-label, multicenter Phase 2a 
clinical study aiming to provide proof of principle efficacy for designated 
targeted therapies in patients with advanced breast cancer where the 
targetable mutation is identified through ctDNA screening. 

NCT03310541 NA advanced solid tumor A pilot study of capivasertib for patients with advanced solid tumor harboring 
mutations in AKT1, AKT2, or AKT3. 

NCT03772561 MediPAC advanced solid tumor A phase 1 study of the safety and tolerability of escalating doses of 
combination treatment of capivasertib + olaparib + durvalumab in patients 
with advanced or metastatic solid tumor malignancies. 

NCT02208375 OCTOPUS endometrial, triple 
negative breast cancer, 

ovarian, primary 
peritoneal, fallopian tube 

cancer 

A phase Ib/II trial studies exploring olaparib and vistusertib (AZD2014) or 
olaparib and capivasertib in patients with recurring solid tumors. 
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