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Enterovirus 71 (EV71) is a causative agent of hand, foot, and mouth disease
and sometimes causes severe or fatal neurological complications. The amino acid at VP1-145
determines virological characteristics of EV71. Viruses with glutamic acid (E) at VP1-145 (VP1-145E)

are virulent in neonatal mice and transgenic mice expressing human scavenger receptor B2, whereas
those with glutamine (Q) or glycine (G) are not. However, the contribution of this variation to
pathogenesis in humans is not fully understood. We compared the virulence of VP1-145E and VP1-145G
viruses of Isehara and C7/0saka backgrounds in cynomolgus monkeys. VP1-145E, but not VP1-145G,
viruses induced neurological symptoms. VP1-145E viruses were frequently detected in the tissues of
infected monkeys. VP1-145G viruses were detected less frequently and disappeared quickly. Instead,
mutants that had a G to E mutation at VP1-145 emerged, suggesting that VP1-145E viruses have a
replication advantage in the monkeys.
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