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[Fig. 7-2]
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[Fig. 7-3]
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[Fig. 7-4]
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[Fig. 8]

Fold enhanhocemant

o~

~F

£

Y

=

Nael

el

2

g

oy

P

w

Ly

& ool

&

Ee)

by

<

=

T .00

. 3

=l

=

=

]

Z

5 =

2

i

b

=

ap

o

=

[

pK

£

<<

2

ot

x=
e

DENY-1 Mochizuki, MO=0.08

10/13

PCT/JP2012/005699

DENV-2 166881, MOI=0.05

HulAb concentration

EESSERCR 4{32

HuMAb concentration (ugimk)

-

1 DVE-ZE DVE3 ViS4 DD

Rlelly (i

Il
{
L

B

0%3-1

HuMADL concentration

Bv3-2 DV3-3 OV34 B35

N p2s-tatoH? N D23-183B8

s [125-TB38EY

anat -

BRe

Jiksierd

{rgéml)

& §
§ = = N
BVa-i DVEE DV DV OvEs

> &
& BN W &R =
Ov4r DV42 DW23 Dvsd DVAS




11/13

WO 2013/035345 PCT/JP2012/005699

TT T8 epeeeeenene o s
E E
= i
e s 2 s
= N = :
g § <
T 8 B
X Q
g e § s .
e : 5 8 $ < S S 3 N
g g5 = = N g 43 b N N
< o g N
= : ) = iy & S 2
£ 025 ¢ B £ oz
oVt-1 DVi-2 DV1-3 DV14 DVi-5 Dv2-1 Dv2:2 DV2-2 DVz-4 DV24
= oy
1B 18
g " £ :
£ =
S =) :
3 s E 8
& . * S 4 *
¥ 2 s ®
) 3 X
Iod 2 o 2 N
< & @ ;
2 3 £ : R § &
5 3 5 -
> - N .
& o5 SN g s N
T 035 oo I o025
DV3-1  DV3-2 DV2-3 DV34 DV3-5 DV4-1 DVv4-2 DV4-3 DV4-4 DV4-5
. $ D23-1A10H7 N D23-18389 D23-1G7C2
Fig. 10 N R
5
t
1.0 S
3
{ U 23-1GTC2 {pg/head)
k N <
@ o ] E ?\m\; g {1uglhead)
= 08 - 2316702 (0. 2ugihead) i 3
; N
- = i
— 3 N
© 3
Z 3
- K - o "
= 08 3 LIGTO2 (B 2ugthead)
= ]
-~ Rvny
N N
QG ] 4 S
. wal RS
=
R 3 1
= FES e=b}
E 02 N
35 S
O \
N
23-1838§ 10.2ugthead)
0.0 8
t
¥ ¥ ¥ ¥ ¥

0 Y 160 15 20
Days

oo PBE {6) oo 23-183B8 (1ughead] (6} o 23-137C2 {Tug'head) (5}

23-1B2BD (0.2ugfhead) {6) s 23-1G7CZ (O Zugdhead) (6}



12/13

WO 2013/035345 PCT/JP2012/005699

[Fig. 12]
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Figure 12 Exampies of the pictures of Immunofluorescent assay of poesitive cantret, negative control,
Hybridoma clones DMSe-17, DMSc-28 and DM5c-36
Each supernatant from clones DMSc-17, DMSe-14, DMSe-3G, positive and negative conirol
{diluted plasma) was reacted with 4 serotypes of dengue which were coated separately in-9S-welt
micrapiates, the bound antibody was reacted with conjugate FITC-anti-buman QG and visuslized
under a fluorescent micrascope,  All clones shaw ¢ross-reactive with all 4 seratypes of DENV,
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[Fig. 13]
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Figare 13

Husoration of 22 clones showing VM reduction 1o DENVL, DENVZ, DENV3, DENVS higher
than 80%. VN was perfarmmed by neutralization DENY with HuMaADb containing i
supernatant and then allow DENV ta infect the cells, Supernatant fronr each done was

neutratized with 50-100 FEU of each strain of 4 serctypes of DENY, {strain 15007 for DENVE,

strabn NGC for DENV2, strain HBY for DENV-3, and strain H241 foy DENV-4) In 2 separate
reaction,  The numbers of foc was visuakized by DAB staining. The VYN parcentage was
catcutated from the comparisan of the namber of foci found in sopemnatant and in control

sample. The 10 danes {73E3, 74B11, 76F3, 7BE3, 78F3, 7862, 80C2, BOES, 84010, 87G5)

showed ¥N against all DENV serotypes higher than 92%, the rest provided VN against alt
DENY serotypes higher than 80%.
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