
 1/29
ARC920140067US1 

N
H

H
N

N
N

N H

2

f

a
b

c

O
H

4.
0

3.
5

3.
0

2.
5

2.
0

1.
5

1.
0

pp
m

n

O
H

O
H

O
H

H
O

O

O

O

O

O

N H

N
H

N

O
O

O
H c

O
O

g
e

dO
O

H

O
H

O
H

H
O

i

H
i

H
   

   
   

   
  a

nd
 H

 o
f P

E
I

e,
 f 

an
d 

g

H
   

   
   

   
  

d 
an

d 
e

F
IG

. 1



8.
0

7.
5

7.
0

6.
5

6.
0

5.
5

5.
0

4.
5

4.
0

3.
5

3.
0

2.
5

2.
0

1.
5

1.
0

pp
m

C
IH

N
H

H
N

N
N

N H

N H

N

2

H
  N 2 P

hH

O

O
f

a
b

c

d
O

O
O

O
H

e

x+
z

H
  O 2

M
eO

D

O
C

H
  P

h
e

2

O
C

H
  P

h
e

2

H  
c 

an
d 

d

H
a

H
b

-(
C

H
  C

H
  N

H
)-

2
2

H
f

H
O

F
IG

. 2
A

 2/29
ARC920140067US1 



O
H

O
H

D
  O 2

H  
a,

 c
 a

nd
 d

H
f

-(
C

H
  C

H
  N

H
   

 )
-

2
2

2

P
hH

8.
0

7.
5

7.
0

6.
5

6.
0

5.
5

5.
0

4.
5

4.
0

3.
5

3.
0

2.
5

2.
0

1.
5

1.
0

pp
m

C
I N

H
3

H
N

C
I

C
I

N H
2

N
C

I

H

H N
x+

z
C

I

C
I

C
I

H
  N 3

N H
N H

O

O
f

H
O

b
a

c

d
O

O
O

O

F
IG

. 2
B

 3/29
ARC920140067US1 



F
IG

. 3

02040608010
0

0
10

2
10

3
10

4
10

5

P
E

-A

V
iru

s

C
on

tr
ol

 (
2n

d 
an

tib
od

y)

V
iru

s+
B

3 
(1

0m
g/

L)

V
iru

s+
B

3 
(2

m
g/

L)
0.

65
3

% of Max

 4/29
ARC920140067US1 



F
IG

. 4

0

50
0

10
0

10
1

10
2

10
4

P
E

-A

Count

10
3

10
5

40
0

30
0

20
0

10
0

V
iru

s

C
on

tr
ol

 (
2n

d 
an

tib
od

y)

V
iru

s+
B

3 
(1

0m
g/

L)

V
iru

s+
B

3 
(2

m
g/

L)

 5/29
ARC920140067US1 



1.5

0.5

F
ol

d 
en

tr
y 

In
cr

ea
se

 (
%

 o
f c

on
tr

ol
)

0.0

1.0

2.0

TIM1 TIM3

FIG. 5

20.0

  0.0
  0.40   2.0   10.0   50.0

Concentration (mg/L)

FIG. 6

P
la

qu
e 

R
ed

uc
tio

n 
(%

 o
f c

on
tr

ol
)

40.0

60.0

80.0

100.0

  0.00   0.08

EC50: 2.6 mg/L
CC50: >1000 mg/L

 6/29
ARC920140067US1 



20.0

  0.0
  0.40   2.0   10.0   50.0

Concentration (mg/L)

FIG. 7

P
la

qu
e 

R
ed

uc
tio

n 
(%

 o
f c

on
tr

ol
)

40.0

60.0

80.0

100.0

  0.00   0.08

EC50: 2.9 mg/L
CC50: >1000 mg/L

20.0

  0.0
  0.40   2.0   10.0   50.0

Concentration (mg/L)

FIG. 8

P
la

qu
e 

R
ed

uc
tio

n 
(%

 o
f c

on
tr

ol
)

40.0

60.0

80.0

100.0

  0.00   0.08

EC50: 2.7 mg/L
CC50: >1000 mg/L

 7/29
ARC920140067US1 



20.0

  0.0
  0.40   2.00   10.00   50.00

B3 (mg/L)

FIG. 9

P
la

qu
e 

R
ed

uc
tio

n 
(%

 o
f c

on
tr

ol
)

40.0

60.0

80.0

100.0

  0.00   0.08

EC50: 6.8 mg/L
CC50: >1000 mg/L

 8/29
ARC920140067US1 



15000

10000

  5000

       0

  DMSO   B3   NITD008

Lu
ci

fe
ra

se
 A

ct
iv

ity
 (

R
LU

/u
g)

FIG. 10

 9/29
ARC920140067US1 



Attachment
4 C

Post Attachment
37 C

-1.5 0 1 2 3 (h)

%
 In

hi
bi

tio
n

B3

120

80

40

  0

  -1.5   0.0   1.0   2.0   3.0   4.0   5.0

 B3

 Heparin

  Time of Addition (h)

  %
 o

f I
nh

ib
iti

on

FIG. 11

 10/29
ARC920140067US1 



FIG. 12

120

30

       0

  PBS   B3

V
iru

s 
Ti

te
r 

(%
 o

f C
on

tr
ol

)

60

90

* * *

 11/29
ARC920140067US1 



FIG. 13

37 C 15min

Wash

37 C 1.5h

Wash

37 C 5 days
Plaque Assay

Cells + B3 DENV-2

37 C 30min

Wash

37 C 1.5h

Wash

37 C 5 days
Plaque Assay

Cells + B3 DENV-2

37 C 1h

Wash

37 C 1.5h

Wash

37 C 5 days
Plaque Assay

Cells + B3 DENV-2

37 C 2h

Wash

37 C 1.5h

Wash

37 C 5 days
Plaque Assay

Cells + B3 DENV-2

120

100

80

60

40

20

0
Control -2h -1h -30min-15min 0

Time of Addition

%
 In

fe
ct

io
n

 12/29
ARC920140067US1 



4 C 1.5h

Cells+DENV-2

28 C 2 days 28 C 2 days

Wash & Add Polymer add MES (pH5.0)

Giemsa
staining

4 C 1.5h

Cells + B3 + DENV-2

28 C 2 days 28 C 2 days

Wash & Add Polymer add MES (pH5.0)

Giemsa
staining

Medium B3 Heparin Mock

4 C-

4 C+

FIG. 14

 13/29
ARC920140067US1 



FIG. 16

N N

N
H2N NH2

N
H

NH NH2

FIG. 15

 14/29
ARC920140067US1 



FIG. 17

Thr 268(A)

Gly 266(A)

Ala 267(A)

Asp 154(A)

Leu 227(A)

Gln 248(B)

Thr 115(B)

Thr 70(B)

 15/29
ARC920140067US1 



FIG. 18

 16/29
ARC920140067US1 



FIG. 19

Ser 275Asn 228

Ala 224

Gly 223

Gln 269

Arg 267

Glu 124

FIG. 20

 17/29
ARC920140067US1 



FIG. 21

Ser 8

Gin 27

Val 24

Leu 22

Asn 15Asp 13

Arg 18

FIG. 22

 18/29
ARC920140067US1 



FIG. 23
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FIG. 36

FIG. 37
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