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Well-differentiated tumors are intrinsically chemotherapy resistant.
Receptor tyrosine kinase erythropoietin-producing human hepatocellular receptor A4 (EphA4) protein
is highly expressed in the well-differentiated tumor-derived cervical cancer cell line. Reactive
oxygen species-SFK-EphA4 axis is shown to be new potential drug targets for chemotherapy resistance.
Patients who received S-1 were more likely than those who received UFT to have pathological
complete response. Neoadjuvant S-1 significantly improved disease-free survival as compared with
up-front surgery. A choice of drugs for neoadjuvant metronomic chemotherapy is needed.



5-FU (UFTor S-1) metronomic
chemotherapy Fujii

S-1

pathological complete response (pCR)

EphA4 (Erythropoietin-Producing Hepatocellular A4) EphA
ephrin Al ephrin A5

EphA4
EphA4
EphA4
EphA4
D
bleomycin
pCR (pathological Complete Response) 22% versus 53%

2) EphA4

TCGA(The Cancer Genome Atlas) EphA4
EphA4
EphA4
3) EphA4 1L24 TNF-a
EphA4
Caski EphA4
RNA
EphA4

TNF  EphA4 1L24
PCR

4) disease-free survival
5-FU

disease-free survival (72 and 54%, respectively; hazard ratio for
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b Disease-free Survival with S-1
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Neoadjuvant UFT 13 39 Neoadjuvant S-1 6 28
Up-front surgery 19 41 Up-front surgery 19
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