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» Sulfatide dependent cell-signaling

Nascent Nascent _
" HA Sulfatide
HA-Sulfatide
Interaction -?
d
Cytosol Cell signaling ]

Induction of
apoptosis signaling

Reduction of
apoptosis signaling

EMBO J. 2003,
22;11:2717-2728.

Nocear '__Efficient viral growth

Nuclear transport



» Expression profile of sulfatide in three cells

Cell Sulfatide

MDCK Internally expressed
COS7 Not expressed
SulCOS1 Over expressed

»Virus efficiently growth in MDCK and SulCOS1 cells

o
o

0

-° __ . .
0 N

MDCK | COS7 SulCOS1 MDCK | COS7 |SulCOS1

H1N1pdm H3N2
MOI = 0.001, 24h p.i.

(logqo
FFU/ML)
onN N

Virus titer
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Bax-Ku70 interaction inhibiting peptide: PMLKE (human)

Biochem. Biophys. Res. Commun. 2014, 3; 321: 961-6

ABIHINI ABIH3N2 o720k BHY
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5100— 525— 325— 220
T 80 - T 20 P 20 - T
LL LL LL o 15 -
S 60 - g 15 | S 15 | S
= = = 10 -
X 40 - X 10 - X 10 - 2
S 20 - Es—i A §5‘.
o M 0 . 0 0 .
%@ PMLKE %88 PMLKE %103 PMLKE 388 PMLKE
100 uM 100 uM 100 uM 100 yM

Focus assay: N=3, significance: student’s t-test
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MDCK, Moi=0.001
Bax inhibitor (VPMLK) treatment: after 1h incubation of each virus

HA Assay
_ H3N2 - H1ND
9 8 Cont
8 .
~ 7 < 8 - 7 7
S 6 - 5 3 6 | m 100uM-Bax
< 5 , = 5 5 5 inhibitor
2 4 £, 4 Val-Pro-Met-Leu-Lys
+— 3 | )
1
0
T T 0 T T
21 24 48 1 24 48

Time (p.i.) Time (p.i.)
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MDCK, Moi=0.001
Bax inhibitor (VPMLK) treatment: after 1h incubation of each virus

Focus Assay
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Cont Bax inhibitor Cont Bax inhibitor

H3N2 (24h p.i.) HIN1 pdm (21h p.i.)



» Examination of dose-dependency for viral growth
H3N2 H1N1pdm

S 8
7
4 X
o >0
=23 25
3 o 4
25 =
<
T 1 % 2
1
0 0
0 10 | 50 | 100 | 200 0 10 @ 50 | 100 | 200
VPMLK(uM), MOI = 0.001, 24h p.i. VPMLK(uM), MOI = 0.001, 24h p.i.

5 aa peptide improved viral growth with more than 10 puM.
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» Diversity of viral types and subtypes

Viral titer

Viral titer

HIN1pdm
g0 H3N2 _30 P
£20 gg20-
510 =10 -
3 Cont  PMLKE S Cont  PMLKE
100 pM 100 uM
. IBV
150 HINZ 30
€100 - ££20 -
2 50 - . %5 10
& 0 - >& 0 -
= Cont PMLKE = Cont  PMLKE
100 uM 100 uM

Several types of influenza virus were efficiently growth
with 5 aa peptide in MDCK cells.
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Virus titer
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Virus : A/Puerto Rico/8/1934
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- HA assay
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