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Identification of anticancer mechanism of itraconazole and its clinical
responders
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Microarray analysis and Western blots demonstrated that the anticancer
activity of itraconazole was mediated by the downregulation of Akt/mTOR, Hedgehog, and Wnt/p
-catenin signal transduction in cervical cancer cells. To investigate the upstream regulation,
comprehensive analysis of phosphoproteins and bioactive lipid mediators were conducted. The novel

therapeutic target of lipid mediators was identified, which resulted form the study of drug
repositioning.
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Table 1. cDNA microarray analysis of Hh signalling after treatment with itraconazole.

Logjratio CaSki/HeLa HeLa
Vehicle 48 h 96 h 48 h/vehicle 96 h/vehicle 48 h/vehicle 96 h/vehicle

GLIl 4.3 -0.08 1.94 -0.07 -0.18 —4.44 -2.54
GLI2 -3 -2.56 -19 -0.16 -0.44 0.04 036
GLI3 -1.98 -1.23 -1.84 -0.46 -0.39 03 -0.25
sHh 0.01 -0.8 0.32 0.39 0.34 -041 0.65
dHh 3.34 -0.79 217 -0.68 -0.82 438 -199
Thh 0.31 0.9 1.91 -1.45 -0.71 —0.85 0.89
PTCH2 0.21 0.3 0.21 0.1 0.63 0.26 023
SMO -1.13 0.2 —0.85 -1.18 0.24 0.15 0.52

GLIT expression was higher in CaSki cells than in HeLa cells. In addition, it was significantly down-regulated by itraconazole in the CaSki cells.
The coloured cells indicate >4-fold changes in transcription. dHh, Desert hedgehog; GLI, glioma-associated oncogene homolog; iHh, Indian
hedgehog; PTCH, patched family hedgehog receptor; sHh, sonic hedgehog; SMO, smoothened.
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