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Development of powerful ad exhaustive inhibitors for ribosome-inactivating
proteins
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In the present study, we discovered that pterin-7-carboxamides with aromatic

L-amino acid pendants interacted with the active site of RTA in a 2-to-1 mode, where one inhibitor
molecule bound to the primary pocket and the second one entered the secondary pocket in the active
site of RTA. We also found that pterin-7-carboxamide with GlyPheLys(Z) pendant interacts with the
two pockets in the active site of RTA simultaneously to exhibit good RTA inhibitory activity. X-ray
crystallographic analysis of inhibitor/RTA complexes revealed that the conformational changes of
Tyr80 and Asnl122 as well as an interaction with Asn78 in RTA were critical for triggering the entry
of inhibitor molecules into the secondary pocket of the RTA active site.
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