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Targeted agents in clinical development 

 

 

Phosphoinositide-3-kinase signaling pathway 

AKTi TORCi 

PI3Ki 
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Recurring genomic aberrations in lung cancer 

 

 

Phosphoinositide-3-kinase signaling pathway 

AKTi TORCi 

PI3Ki 
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www.cancer.sanger.ac.uk/cosmic 
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Prospective screening for PI3K pathway aberrations 

Lancet 2016 [Epub ahead of print] 

French Cooperative Thoracic Intergroup (IFCT) 

 

 

 

 

 

 

n = 10,678 
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Two-stage phase II study of buparlisib (BASALT-1) 

 

Class I PI3K inhihibition in PI3K-activated lung cancer 

J Thorac Oncol. 10:1319 (2015) 
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Biomarker prescreening results from BASALT-1 

 

 

Dy et al., WCLC (2013) 

Class I PI3K inhihibition in PI3K-activated lung cancer 
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Best treatment response (stage I of BASALT-1) 

 

Class I PI3K inhihibition in PI3K-activated lung cancer 
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Progression-free survival (stage I of BASALT-1) 

 

Class I PI3K inhihibition in PI3K-activated lung cancer 
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Horizontal pathway inhibition in lung cancer 

 

 

Phosphoinositide-3-kinase signaling pathway 

Nat Med. 19:1389 (2013) 
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Phase Ib study of buparlisib plus trametinib 

 

Combined PI3K and MEK inhibition in lung cancer 

Clin Cancer Res. 21:730  (2015) 
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Phase II study of erlotinib plus MK-2206 

 

Combined PI3K and AKT inhibition in lung cancer 

Clin Cancer Res. 21:4321  (2015) 
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Advanced or metastatic pulmonary adenocarcinomas (WTZ-POP) 

 

Schuler, Schmid et al., West German Cancer Center (2015) 

ADC 

SCC 

Prospective screening for PI3K pathway aberrations 
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„Oncogenic driver“ or disease modifier in lung cancer? 

 

Prospective screening for PI3K pathway aberrations 

PIK3CA mutation Additional oncogenic „driver“ 

61% none 

23% EGFR mutation 

8% BRAF mutation 

8% CMET amplification 

Schuler, Schmid et al., West German Cancer Center (2015) 
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Phase III study of fulvestrant ± buparlisib (BELLE-2) 

 

Baselga et al., SABCS S6-01 (2015) 

Class I PI3K inhihibition in luminal breast cancer 
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PFS in full and in PI3K-activated populations (archival biopsy) 

 

Baselga et al., SABCS S6-01 (2015) 

Class I PI3K inhihibition in luminal breast cancer 
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PFS in relation to PIK3CA mutation detected in ctDNA 

 

Baselga et al., SABCS S6-01 (2015) 

Class I PI3K inhihibition in luminal breast cancer 
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Discordant PIK3CA mutation prevalence in breast cancer 

 

Prospective screening for PI3K pathway aberrations 

Breast Cancer Res Treat. 142:81 (2013) 
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Summary 

 Clinical validation of PIK3CA mutations as biomarker for tractable 

dominant oncogenic dependency in stage IV lung cancer has 

failed 

 Concomitant mutations of additional „oncogenic drivers“ 

frequently observed 

 Questionable predictive value of PIK3CA mutation detection in 

archival tumor biopsy (breast cancer) 

 Combination therapies involving PI3K pathway-targeting agents 

limited by clinical toxicities 

 

 

Targeting PIK3CA in lung cancer 
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