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Development of a Novel Irinotecan Therapy Using Biomarkers and Proteasome
Inhibitors
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We conducted the development of a new therapeutic approach for irinotecan, a
topoisomerase | inhibitor used in the treatment of gastrointestinal cancers. We created an
anti-topol-pS10 antibody as a sensitivity biomarker for irinotecan and investigated whether
irinotecan sensitivity could be predicted through immunostaining. Immunostaining using topol-pS10
was performed on resected specimens from 275 cases of gastric and colorectal cancer, revealing a
sensitivity of 82-87%, an accuracy of 70%, a positive predictive value of 71-82%, and a negative
predictive value of 70-87%. This confirmed that topol-pS10 could serve as a biomarker for irinotecan
sensitivity. Furthermore, using proteasome inhibitors, we demonstrated in cell experiments that the
efficacy of irinotecan could be enhanced.
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