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novel sysiem for analysls of
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Functions in the Virus Life Cycle
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yn traffics to the cellular membrane, Once there, elec-

in:
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ﬂ: Ij\[é‘] ; g —ﬁ ,I% }Eﬁ ﬂ:‘ E g:{ % :@J construct a multilayered, filamentous matrix strue-  co
’ H ture that is oritical for budding and resembles tomo-

grams of authentic virions. A third structure of VP40, bz

‘Wﬁ % EE‘ $ ,fq: formed by a different reamangement, is not involved
° in virus assembly but instead uniquely binds RNA to
regulate viral transcription inside infected cells,
These results provide a functional model for ebolavi- e
rus matrix assembly and the other roles of VP40 in °
lhc virus lifo cyclo and demonstrato how a si nglc 5
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B % 3 58 A8 N R AE TS PPk (Rogue Antibody) BT J5 IT3EH |,
MELBFRMNXEHER: [ Clg *MEN T 8B MK #1145 36 58 (ADE) & ¥ %
(LB AIDS (o) (HIV AR EGRIEHR R o) B Se] 5 405 E K41 A
ThRke ! B 7.11@s0%): [40BRE (BBE)E& H oc(Cell Surface Proteins)| , #
BEARREREANZERE, FRA CCRS, T LAHE BIZ Wk (GEEE) R 3 (HIV) Bk e i
o, SHEERNGEEN)RBELTH/EMBE Clg FREEZNLNE —4].

BEAR, THI/LMPiE(Rogue Antibody) I FENGERESE, RITME I E
BHBT%R = BRI S 58%E, RER [ 2457 550 0 40 fo ¥ 47 1 10 IR e net

E SBRMARENEE,E],

[RBRBESRECYHR

REEAWSI RSl [#

Mutual Antagonism between the Ebola Virus

VP35 Protein and the RIG-I Activator £ (32 B 4l R T R AR

PACT Determines Infection Outcome

18 B R B R A0 R IR 5 e
W3 (), 15 40 Ha B3R 3 A
E¥] SibwREEHANHA
T # 1 % B4k (Rogue
Antibody), T B HIESE T -
[ 3% B (R 1 )R B 1
B IR (OB ) & B oo 7 TR
EREREEREFHMEK A
SGEMEEel, [HFEH
(BREN)REPAHARRZ
e 5k B BT TR A1 /56 E 3 N 48
Mlel , WILERBRZK
DB, RATER W : Bixth
BR(RER)REEE
(GP-Based Ebola Virus
Vaccines) ¥ & & (B8) & A
(GP-based)#& 7+ K B %5 b B B %, 2 40)F 51 5% H 58 40 40 i 3R 8 K SRR (48
F) IR E o3 Ee, BB MR BB /iR A Bk [ MR E WM EE o] B3
A8, 400K ()5 H oo(Cell Surface Proteins)5RE g 7#E F5 i b A B AE
Wi, BAUE [FPFEEEEN)REET] ik, REFEE
JERE 77, BEL W% 55 A FH o3/ %5 Fr ik (Rogue Antibody) E5RERGHIBL & . BR
o, IR TREE: KK ec), FE: &), EEHFRHE SARS HiE,
GHHERTEDES FAXER AN EEEAEEN (R & ML
HRMR 4R REMERRR (255 KA Y R R A I
(IR 18 41 ) R 5 5% ¥ 2R () 5 3 (GP-based) .

SUMMARY

The cytoplasmic patlern recognition receptor RIG-l e
is activated by viral RNA and induces type | IFN re- e
sponses to control viral replication. The cellular =
dsRNA binding protein PACT can also activate RIG-
1. To counteract innate antiviral responses, some vi-
ruses, including Ebola virus (EBOV), encode proteins
that antagonize RIG-| signaling. Here, we show that
EBOVVP35 inhibils PACT-induced RIG-| ATPase ac- |
tivity in a di manner. The i ionof -
PACT with RIG-1 is disrupled by wild-lype VP35, bul  ~y
not by VP35 mutants that are unable to bind PACT. In
addition, PACT-VP35 interaction impairs the associ-
ation between VP35 and the viral polymerase, i
thereby diminishing viral RNA synthesis and modu-
lating EBOV replication, PACT-deficient cells are "
defective in IFN induction and are insensitive to
VP35 function. These data support a model in
the VP35-PACT interaction is mutually antagonistic |
and plays a fundamental role in determining the
outcome of EBOV infoction.
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