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Proteolytic activation of Sendai virus and its inhibition
by active site-directed synthetic inhibitors

Hijikata-Okunomiya A, Kataoka N and Konishi E
Faculty of Health Science, Kobe University School of Medicine

ABSTRACT : To evaluate the efficacy of protease inhibitors in the protection of viral infection, we studied
the activation of Sendai virus by serine proteases and its inhibition by synthetic inhibitors using LLC-MK.
cells. Treatment with trypsin and plasmin increased the infective titers of Sendai virus dose-dependently,
whereas thrombin and tryptase had no detectable effect on activation within the dose range used in the pre-
sent study. MNAPPA ((2R, 4R)-4 -phenyl-[No-( 7 -methoxy- 2 -naphthalenesulfonyl) -L-arginyl]- 2 -
piperidinecarboxylic acid), an active site-directed trypsin inhibitor, inhibited the trypsin-induced activation of
Sendai virus. PASI535 (Na- ( 4 -aminomethylbenzoyl) - 4 - ( 3 -picolyloxy) -L-phenylalanine n-hexylamide) ,

an active site-directed plasmin inhibitor, inhibited plasmin-induced virus activation, but the lysine binding
site-directed plasmin inhibitor t-AMCHA (trans-aminomethylcyclohexylcarboxylic acid) had no detectable ef-
fect. The present study provided an experimental basis for potential use of active site—directed synthetic in-

hibitors as preventive tools for viral infection.

Key Words : Protease, Synthetic inhibitors, Sendai virus, Trypsin, Plasmin



