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WFZER R OBEE (353C) : Human innate immune system protect host from viral infection,
such as Hepatitis C virus (HCV) or swein flu, which is very harmful. Many virus genome is
encoded on RNA, and thus viral RNA is recognized by human receptor molecules, which
induce innate immune responses. It is expected that there are many unknown molecule
that involved in innate immune responses against viral infection. We tried to isolate novel
molecules that are important for host innate immune responses. We succeed to isolate a
novel molecule, which we named Riplet and identify that DDX3, an intracellular RNA
helicase, is involved in type I interferon production during viral infection.
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RNA virus recoginzed by RIG-I or MDAS

Rhabdovirus: VSV, Rabies virus

Paramyxovirus: Sendai virus, NDV, MV O

Orthomyxovirus: Influenza A or B virus

Flavivirus: Hev, JEV
Filovirus: Ebola virus g RicopnavirlistlEMCY.

Flavivirus: WNV /*f .
/

@, .=

+
MIWnnrfamn

2. WO HBY

RO B Lo EE Rz Lz
oz, 1) UANVAEYREDO A X —T =
o U PEEEORROMA, 2. 2) UA
WAL XD ZE O EMEOMRIZ BRI E L
7=

BAREIZIZ, FEERORIGINED L Hicy
ANABRBLU T TN E HT DS H
BEORBENEA SN TWRNST2Z 85,
F9. ZORIGT EREET A0 FOHBEL H
e Lz, EHIT, ZTIMbHEEESNTZST
DOREZRBRENDOMAT NS BT 5
Z LT, UANAREGEDA o H—T zm
PFEAE DR ORI 2377,

WIZ, & CRIAINT-#EE2 7 A L AN
DL YICHET LA, AU HBRENT
DOFFT N HEAGNNIT 5 Z & 2R 7=,

3. WFED ik
FREEDORIG-T EFEET B0 TOHBERILE
L CIEHEERERE D Two—hybrid {4 A,
ZiE, EEEMMEEERE BRI ROy
FEAI ) == T TELHETHD, A7
U —=2 7O & Lich, B F O
fRH kD cDNA 74 77 U —&Hui=,
T2, RERE N TOMNT Tl SELRRE
\Z &V RIG-T1 % & Dy T HOFE G Z MRS L.
F AN OS5 ORBETIX, HESR L —F
—BAEEE W2, A X —T = UEAD
ML LTI Vo729 —FE2 L R—F—
L L7z VAR — & —IRIC X A2 FiE
2T, RN OA o H—7 x0 ViEnF
(IFN-beta, IFN-alpha)® mRNA & % Witz 5%
DE R PCRIEIZ L W RIE Lz,

4. WFFCRR R

BLEZENZ 212, RIG-T &R T A0 F &
L CHBRD 2T 2 L lgishL, 2o
& BT~ Riplet &4 L7=, Riplet I%
RIG-1 B XF o LMHIN D/ NS REAE
EMiZITO 2 EXRF U IAHF—ATHDHZ
ERbmoTe, Eiz, BIREENZ L1, Riplet
1Z RIG-T OIEMALZEE L, Z ORI
T bEFF UFEENKLETH D Z L0 HERA

Ubiguitination of RIG-I protein

Nk
W
(\\{.,

RIG-I
/ -
réd

‘i{ K63 Poly-Ub .(/ /
| o=

Degradation of RIG-I

Activation of IPS-1
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