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Analysis of inhibitory activity against kynurenine production by RORyt agonist (School of
Advanced Engineering, Kogakuin University)
OEita Satonaka, Shota Takeda, Osamu Ohno, Kenji Matsuno

Kynurenine is produced by IDO or TDO in cancer cells. Kynurenine is responsible for
immunological tolerance by suppressing the action of immune cells. Therefore, inhibitors of
kynurenine production are expected as novel cancer immunotherapy agents. In this study, we
screened for inhibitors of kynurenine production from our chemical library. As a result, SR0987
was found to inhibit kynurenine production in IFN-y-stimulated A431 cells. From Western
blotting analysis, SR0987 showed inhibitory activity against the expression of IDO and STAT 1.
Since SR0987 is a known agonist of the transcription factor RORyt, we evaluated cintirorgon,
a RORyt agonist with different chemotype, and found that it inhibited kynurenine production.
These results suggest that activation of RORyt inhibits kynurenine production by inhibiting
IDO expression through inhibition of STAT1 expression.
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Figure 1. Inhibition of kynurenine
production in IFN-y-stimulated A431
cells by SR0987 (bar: kynurenine
production, line: cell number).
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Figure 2. Effect of SR0987 on the
expression of IDO and STAT1 in
A431 cells



