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taxanes are effective agents for the 
treatment of breast cancer. the National 
surgical adjuvant Breast and Bowel 
Project (NsaBP) B28 trial demonstrated 
a disease-free survival (DFs) benefit 
for the addition of paclitaxel to 
anthracycline-based chemotherapy. 
currently, no reliable biomarkers exist 
to predict benefit from taxane-based 
therapy. akt has essential roles in 
cellular processes such as cell growth, 
proliferation and survival; thus, the Nci 
and NsaBP trial investigators, lead by 
sherry Yang, conducted a study to test 
whether phosphorylated akt (p-akt) could 
predict a benefit from the sequential 
addition of paclitaxel to doxorubicin and 
cyclophosphamide (ac) chemotherapy in 
women with node-positive breast cancer. 
“p-akt at ser473 is a potential predictive 
marker for paclitaxel benefit. this is the 
first large-cohort clinical study that has 
demonstrated the potential clinical utility 
of p-akt-ser473,” explains Yang. 

Primary breast tumors from 1,581 
patients who were randomly assigned to 
four cycles of ac or the same regimen 
followed by four cycles of paciltaxel 
were assessed. the DFs and overall 
survival rates were not significantly 
different among patients with p-akt-
negative tumors. however, in 606 
patients with positive p-akt tumors, the 
DFs was significantly increased in those 
receiving paciltaxel (hazard ratio 0.74, 
P = 0.02). Further analysis revealed that 
the association between p-akt-positive 
tumors and benefit from paclitaxel was 
evident after stratifying for estrogen 
receptor and her2 status. 

in summary, p-akt can predict DFs 
benefit from the addition of paclitaxel 
to ac chemotherapy. “Most importantly, 
once our results are validated, the 
determination of p-akt status prior to 
chemotherapy would allow patients with 
p-akt-positive tumors to elect taxane-
based chemotherapy, and patients with 
p-akt-negative tumors to be spared from 
such therapy,” Yang comments.
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