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The study of the molecular inhibitors targeting PIK3CA mutation in cervical
cancers
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The activated PI3-kinase/Akt pathway is known to be involved in both
cisplatin-resistance and radioresistance, to date, only a few studies have reported significant
associations between PIK3CA gene mutational status and outcome by CCRT in the disease. The aim of
this study was to clarify the prognostic significance of PIK3CA mutational status in cervical
cancers treated by CCRT.PIK3CA mutation was found in 7 of 59 patients (12%). Subsequent survival
analyses revealed that PIK3CA mutation was a significant prognostic factor for poor overall survival

[multivariate adjusted HR, 3.9; 95% CI, 1.3-11.8; P .017] and cancer-specific survival
(multivariate adjusted HR, 3.6; 95% CI, 1.2-11.0; P .024).
Molecular inhibitors targeting the PI3-kinase/Akt pathway may improve the outcome by CCRT in
cervical cancers harboring PIK3CA mutation, providing significant implications for novel treatment
strategy based on precision medicine in the disease.
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Tablel Resultsof PIK3CA mutation analysis.

Nucleotide Amino acid Exon Domain
1 1571G>A R524K 9 Helical
2 1624G>A EB42K 9 Helical
3 1624G>A E542K 9 Helical
4 1633GA E545K 9 Helical
5 1633G>A E545K 9 Helical
6 1634A>C E545A 9 Helical
7 3073A>G T1025A 20 Kinase

Figure 1 Kaplan-Meier curves in cervical cancers treated by CCRT. (A) Overall surviva in
caseswith wild-type PIK3CA (n=52) versus mutant PIK3CA (n=7); (B) Progression-free survival
in cases with wild-type PIK3CA (n=52) versus mutant PIK3CA (n=7)
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Table2 Univariate and adjusted multivariate analyses of PIK3CA mutational status for survival.

Univariate Multivariate adjusted
HR 95% ClI P HR 95% ClI P
Progression-free survival 1.7 0.64-4.4 .29 23 08165 12
Overall survival 26 09569 .062 39 1.3-11.8 A7

Cancer-specific survival 2.7 099-/.3 .051 3.6 1.2-11.0 024

Cl=confidence interval, HR =hazard ratio.
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