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Conclusions

Oncogenic PI3K pathway 
activation is achieved in diverse, 
potentially redundant ways: As a 
result, the clinical efficacy of 

PTEN/Akt inhibitors as 
monotherapies has, so far, been 

limited 

Pathway activation is associated 
with resistance to other 

therapies; thus, in combination, 
PI3K pathway inhibitors could 
restore therapeutic sensitivity 

to these agents 

To maximize therapeutic 
benefit, drug combinations and 
schedules must be explored to 
identify those with the highest 

efficacy and lowest toxicity 
overlap 

Finally, defining appropriate 
patient subpopulations, for both 

monotherapy and drug 
combinations, will be important. 

Identifying predictive 
biomarkers remains a challenge



Activation of I3K/AKT/mTOR signaling contributes to pathogenesis of many cancers

PTEN is a lipid phophatase that converts PIP3 back to PIP to negatively regulate PI3K signaling

PTEN loss is strongly linked to protate carcinogenesis, progression, treatment resistance, and poor outcome





Reciprocal cross-talk activation of AR and AKTpathway mediate adaptive 
prostate cancer cell survival



39% of patients
Deleterious impact on survival



PTEN loss
prevalence in 

lung mets from
prostate cancer
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Clinically……



















Awaiting results from ongoing trials:

➢ CCTG Umbrella Trial. NCT03385655

➢ RE-AKT Ph II: ENZA +/- Capivasertib in mCRPC. NCT02525068

➢ CAPItello-281: ABI +/- Capivasertib in MCSPC. NCT04493853
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Oncogenic PI3K pathway 
activation is achieved in diverse, 
potentially redundant ways: As a 

result, the clinical efficacy of 
PTEN/Akt inhibitors as 

monotherapies has, so far, been 
limited 

Pathway activation is associated 
with resistance to other 

therapies; thus, in combination, 
PI3K pathway inhibitors could 

restore therapeutic sensitivity to 
these agents 

To maximize therapeutic benefit, 
drug combinations and schedules 

must be explored to identify 
those with the highest efficacy 

and lowest toxicity overlap 

Finally, defining appropriate 
patient subpopulations, for both 

monotherapy and drug 
combinations, will be important. 
Identifying predictive biomarkers

remains a challenge
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