BxXc—19

HPHARBEMAER (RrHRERER) HRRARKSE
T 24 455 ] 20 [ BIE

HPEEERS : 16101

MIEiER - ABWE (A)

22 HART - 2009~2011

EREES 2124906 1

MREESLE (X)) BFEEEESA VILNIVFIAMIILADOMEEA, BREEEMFFEBRL
L f-#rasams

HEEEL (EX) Development of new therapeutics for a highly pathogenic influenza
virus infection by inhibition of virus entry and multiplication

MERKRE
AF & (KIDO HIROSHI)
EEXE - KEBRFMEL 2 — - HiF
MEEERES : 50144978

e R R OMEEE (D) @ ERIEMEE A Vv 7 VT A L ZAOHINEN O AL TT 0 i —
o7 7 —E O MSPL/TMPRSS13 23B85- L TWAFZ KR L7z, I HIZ TMPRSSISK O~ 7 A {2\
T, BIREMEEA v 7NV o BT )V AD A~ 7 VF =2 (HA) BIWEER AL OBERFIAS (RKKR) D54
VEER ], (KKKR) OFE T TE RN L2 LM Lz, FRBREENIC L 5 ZhEes
AREE, AV INZ T IANA—Y A NS v —TuT T —BY A 7LD eHEes &
MAEPNFZ D trypsin & MMP-9 OHIMAREE L TW\WD Z E W5 LT,

WFZER R OB EE (F3C) : We found that type 11 membrane bound serine proteases MSPL/TMPRSS13
are essential cellular factors for entry into cells of the highly pathogenic avian influenza (HPAI)
viruses. To confirm the evidence, we have made TPMRSS13 KO mice and challenged the viruses to the
animals. Viral multiplication of the HPAI viruses with the hemagglutinin (HA) cleavage site sequence
RKKR partially and the sequence KKKR was completely suppressed in the TPMRSS13 KO mice. The
results indicate that MSPL/TMPRSS13 are essential for the entry of the HPAI virus.
Furthermore, we found that viral infection stimulates the influenza—cytokine—protease cycle and the
cycle plays an important role in the pathogenicity of multiple organ failure induced by infection.
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