
AstraZeneca  AZD5363 
Mechanism of Action  AKT serine/threonine protein kinase (also known as protein kinase B alpha) inhibitor   

https://www.ncbi.nlm.nih.gov/gene/207  

Overview 

AZD5363 inhibits all AKT isoforms with a potency of <10 nM, and inhibited phosphorylation of AKT substrates in cells with a 
potency of ~0.3 to 0.8 µM. 

AZD5363 monotherapy inhibited the proliferation of 41/182 solid and hematologic tumour cell lines with a potency of <3 µM 
and 25/182 with a potency of <1 µM. There is significant relationship between the presence of PIK3CA and/or PTEN 
mutations and sensitivity to AZD5363, and between RAS mutations and resistance. 

In xenograft studies in vivo AZD5363 significantly reduced phosphorylation of PRAS40, GSK3β and S6. Chronic oral dosing of 
AZD5363 causes dose-dependent inhibition of the growth of xenografts derived from various tumor types and AZD5363 also 
significantly enhanced the antitumor activity of docetaxel, lapatinib and trastuzumab in breast cancer xenografts. Dose-
response at oral doses of 50 to 150 mg/kg twice daily continuous dosing and intermittent dosing in the range of 100 to 200 
mg/kg twice daily, 4 days on, 3 days off have led to efficacy. Tolerability is variable in different murine strains, therefore a 
tolerability study is recommended. 

Safety/Tolerability 

>320 patients have been treated with AZD5363 as either monotherapy or in combination therapy with paclitaxel. Events of 
hyperglycaemia, rash, diarrhoea, and hypersensitivity were observed.  Additional AEs commonly reported, irrespective of 
causality, were decreased appetite, nausea, vomiting, asthenia, pyrexia, dehydration, increased blood creatinine, and fatigue. 

Preclinical safety studies of up to 9 months duration have been performed in rats and dogs. The key risks identified were 
effects on glucose homeostasis and insulin signaling, cardiac function, and renal function. Other tissues affected included the 
reproductive organs, liver, hypothalamic-pituitary axis and haematopoietic system. 

Additional Information 

Target engagement (inhibition of AKT) has been demonstrated in both normal (platelet rich plasma, plucked hair) and tumor 
tissue via inhibition of PRAS40, GSK3b & 4EBP1 phosphorylation and increased levels of nuclear FOXO3a/FOXO1 at doses 
employed in clinical studies (Banerji et al., AACR 2013; Elvin et al., ASCO 2014). 

The recommended Phase 2 doses are: AZD5363 monotherapy continuous: 320 mg BID; AZD5363 monotherapy intermittent 4 
days on/3 days off: 480 mg BID; AZD5363 monotherapy intermittent 2 days on/5 days off: 640 mg BID; Paclitaxel (90mg/m2) 
in combination with AZD5363 intermittent 4 days on/3 days off: 400 mg BID; Docetaxel (75 mg/m2)/prednisolone (5 mg bd) in 
combo. with AZD5363 intermittent 4 days on/3 days off: 320 mg BID; Fulvestrant (500 mg) in combination with AZD5363 
intermittent 4 days on/3 days off: 400 mg BID; Olaparib (300 mg BID – tablet) in combination with AZD5363 intermittent 4 
days on/3 days off: 400 mg BID; Olaparib (300 mg BID – tablet) in combination with AZD5363 intermittent 2 days on/5 days 
off: 640 mg BID 
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Suitable for and Exclusions 

The reproductive toxicology package indicates a risk of foetal toxicity. The inclusion of women of child-bearing potential 
would need to be assessed for any proposal based on the risk benefit and the use of appropriate highly effective 
contraception. Studies in rats and dogs showed degenerative changes in the testes and epididymides in males, and decreased 
prostate weights. 

AZD5363 is a time-dependent inhibitor of CYP3A4, which may result in increased exposure of drugs metabolised via CYP3A4. 
AZD5363 is itself a substrate of CYP3A4, although data available to date suggests that glucuronidation may be the major 
metabolic route.  

Clinical Trials https://clinicaltrials.gov/ct2/results?term=AZD5363&Search=Search  

Additional Characteristics: 
CNS penetrance/ Pediatric 
Diseases 

AZD5363 has low CNS penetration and, thus, is probably not suitable for a CNS indication. 

Pediatric disease projects cannot be supported at this time. 

Publications 
http://mct.aacrjournals.org/content/11/4/873.full.pdf+html;  
https://www.escholar.manchester.ac.uk/uk-ac-man-scw:194446; http://meetinglibrary.asco.org/content/131652-144; 
https://www.ncbi.nlm.nih.gov/pubmed/?term=AZD5363  
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