OD450

DRAWINGS

OD450

1.5
-o- Bl 655130
- Xxi72C1
-4 XI84C4
¥ |gG4
1
-11 -10 -9 -8 -7 -6
Logio [concentration (M)]
Bl 655130 xi72CA1 xi84C4
EC50 | 7.611e-010 | 2.624e-009 | 9.698e-010
FIG. 1
1.5+
-o- BI 655130
- Xxi72C1
1.0 -&- Xi84C4
-+ |gG4
0.5
0.0+% | | I I |
-11 -10 -9 -8 -7 -6
Logio [concentration (M)]
[ BI655130 [ xi72C1 [ xi84C4
EC50 | 1.889e-009 | 3.021e-009 | 2.194e-008

FIG. 2

1/24



-o- Bl 655130
200 - Xxi/2C1
-+ XI84C4
e 1504 -+ |gG4
=
& 100-
504
0- ¥ Fop H§_|
-10 -9 -8 -7 -6
Logio [concentration (M)]
Bl 655130 xif2CA1 xi84C4
ECS50 | 1.326e-009 | 2.525e-009 | 8.864e-010
FIG. 3A
500-
-~ Bl 655130
400- - Xi72C1
-+ X1/4B4D6
" 300+ -+ |gG4
= "
o
& 200- =
100+
0-
-10 -9 -8 -7 -6
Logio [concentration (M)]
Bl 655130 xi72CA1 xi74B4D6
EC50 | 7.023e-009 | 6.475e-009 | 1.552e-008

FIG. 3B

2/24



° -~ XI6G10
400 - = XxI58A8D1
-+ Xi84C4
. 300+ - Xi72C1
E - Bl 655130
100-
0-
-11 -10 -9 -8 -7
Logio [concentration (M)]
Xxi6G10 X158 A8D1 xi84C4 Xi72C1 Bl 655130
EC50 | 3.491e-009 | 2.078e-008 | 3.658e-008 | 8.957e-009 | 9.638e-009
FIG. 4
125+ ,
-o- Xi72C1
& 0 = Xi74B4D6
g 754 -4~ BI655130
g 50— ¥ 1gG4
=
= 254
o
0 1
-6
-25- Logio [concentration (M)]
xi72C1 xi74B4D6 BI655130
IC50 | 7.996e-009 | 1.293e-008 | 3.620e-009

FIG. 5A

3/24



125

-0~ xi6G10
s = xi58A8D1
= 75+ -4 Xxi84C4
£ 50 -¥- Bl 655130
= -+ 1gG4
= 26+
=
=
0+ T 1
-10 -9 -8 -7 -6
28 Logio [concentration (M)]
xi6G10 xi58A8D1 xi84C4 Bl 655130
IC50 | 2.769e-009 | 1.635e-008 | 3.246e-009 | 6.090e-009
FIG. 5B
125+ ;
-~ Xi72C1
. Ll = Xi74B4D6
;3 754 -4~ BI1 655130
E 50 ¥ 1gG4
= 25
=
S
0 T T T T 1
- -10 -9 -8 -7 -6
] Logio [concentration (M)]
xi72C1 xi74B4D6 | Bl 655130
IC50 | 7.511e-009 | 2.154e-008 | 5.022e-009

FIG. 5C

4/24



Inhibition rate %

125

FIG. 5E

524

-0~ XI6G10
= 1007 -# Xi58A8D1
2 75- -4 Xi84C4
g el ¥ BI 655130
= -+ |1gG4
= 25+
=

0 1
-6
-25- :
Logio [concentration (M)]
xi6G10 Xi58A8D1 xi84C4 Bl 655130
IC50 | 1.802e-009 | 9.771e-009 | 2.790e-009 | 2.452e-009
FIG. 5D
125+ ,
-8 Xi/2C1
0o = Xi74B4D6
754 -4~ Bl 655130
50 -¥- 1gG4
25- f
0+ = T 1
-10 -9 -8 -7 -6
s Logio [concentration (M)]
xif2CA1 xi74B4D6 | BI 655130
IC50 | 1.047e-008 | 2.540e-008 | 4.737e-009



125+

FIG. 6A

6/24

-0~ Xi6G10
2 1997 - Xi58A8D1
£ 754 —A- Xi84C4
i
E 50— -¥- Bl 655130
i lgG4
= 25- il
=
0 T - L1
-10 -9 -8 -7 -6
_er Logio [concentration (M)]
xi6G10 Xi58A8D1 xi84C4 Bl 655130
IC30 | ~4.022e-008 | ~4.082e-008 | ~ 1.324e-008 | ~ 1.318e-008
FIG. 5F
125+
-o- Bl 655130
» 1007 - Xi72C1
g 75- & Xi84C4
g 504 ¥ 1gG4
=
= 25+
=
0 1
-6
-25- Logio [concentration (M)]
Bl 655130 xi72C1
IC50 | 2.770e-008 | 3.323e-009




Inhibition rate %

125

e 100+
ié 754
£ s0-
=
= 20+
o
0 I T I 1 1
- -10 -9 -8 -7 -6
R Logio [concentration (M)]
Bl 655130 xi72C1
IC50 | 5.627e-008 | 3.595e-009
FIG. 6B
125+
100+
754
504
254
0 |
-10
-25-

Logio [concentration (M)]

Bl 655130

xi72CA1

IC50 | 1.185e-008 | 2.381e-009

FIG. 6C

7124

LA B

R

Bl 655130
xi72C1
xi84C4
IgG4

Bl 655130
xi72C1
xi84C4
lgG4



125+ _
-o- Xi72C1
o (RS = Xi74B4D6
£ 75- -&- BI655130
T
£ 50 -+ 1gG4
= 25-
= - y Y
0 | 1 h—"— 1 |
42 11 410, -9 -8 -7
"8 Logio [concentration (M)]
xi72C1 xi74B4D6 | BI655130
IC50 [ 1.132e-010 | 7.300e-010 | 7.989e-011
FIG. 7A
125+
-o- BI 655130
< 1007 - xiB4C4
13 75+ -A- XI58A8D1
% 50 ¥ Xi6G10
= * lgG4
= 25+
= .
0- T T M| T 1
”s 11 10 9¢ -8 -7
) Logio [concentration (M)]
— [ BI655130 | xi58A8D1 | xiB4C4 —Xi6G10
IC50 [ 9.267e-011 [ 2.533e-010 | 1.811e-011 | 7.044e-011

FIG. 7B

8/24



1254

-~ Xi72C1

& B - xi74B4D6

% 75- -~ BI655130

S 50 ¥ 1gG4

2 254

= e

0 x —W I vl
' 4e— ve Y "8
25~ Logio [concentration (M)]
xi72C1 xi74B4D6 | BI655130
IC50 | 1.156e-010 | 9.721e-010 | 7.549e-011
FIG.7C
125+
-o- Bl 655130
s H05 - xi84C4
% 75- -&- XI5S8A8D1
S
S 50- -¥- Xi6G10
= *+ IgG4
o 25+
=
T T * Te 1 1
5% -11 -%0 -9 -8 -7
= Logio [concentration (M)]
Bl 655130 Xi58A8D1 Xi84C4 xi6G10
IC50 | 8.610e-011 | 4.152e-010 | 1.131e-010 | 1.824e-010

FIG. 7D

9/24



125+

-0~ Xi72C1
oo 100- - Xi74B4D6
*E 75+ -4 BI655130
ot
S 50- ¥ |gG4
= 25-
0 I i 1 1 1
-1-2—‘—4114. -10 -9 '-B -7
-25- v o
Logio [concentration (M)]
xi72C1 xi74B4D6 BI655130
IC50 | 5.951e-011 | 1.049e-009 | 4.055e-011
FIG. 7TE
125+
-o- Bl 655130
o 19071 - XiB4C4
S 754 -4~ XI58A8D1
1
S 50+ ¥ Xi6G10
= * IlgG4
% 25 . .
e -
0 T T * ] T 1
-11 -10 9¢ 8 -7
g Logio [concentration (M)]
Bl 655130 X158 A8D1 Xi64C4 Xi6G10
IC50 | 5.924e-011 | 2.126e-010 | 1.811e-011| 7.270e-011

FIG. 7F

10/24



Inhibition rate %

1254
-o- Bl 655130
o 1007 - Xxi6G10
S 75+ -A- XI58A8D1
‘é 80 ¥ Xi84C4
= lgG4
2 254 -9
E * -
0 T T T *y 1
) -11 -10 -9 -8 -7
25~ Logio [concentration (M)]
BI655130 xi6G10 | xi58A8D1 [ xi84C4
IC50 | 2.139e-010 [ 5.553e-010 | 6.931e-011 | 1.016e-009
FIG. 8A
125+
-o- Bl 655130
o R - Xi72C1
1“-2‘ 75 -4 lgG4
5 5o
=
;E 25+
0""‘/ 1 T T T 1
ik -11 -10 -9 -8 -7
R Logio [concentration (M)]
Bl 655130 xi72C1
IC50 | 7.411e-011 | 1.592e-010
FIG. 8B
125+
-o- Bl 655130
L v - Xi72C1
754 -A- XI6G10
50+ -¥- xi158A8D1
-+ Xi184C4
254
-©- 1gG4
0= T T 1
o8 -1 -10 -9 -8 -7
k& Logio [concentration (M)]
BI655130 x172C]1 x16G10 x158A8D1 x184C4
IC50 | 2.481e-010 | 4.745e-010 | 1.272e-009 | 7.906e-011 | 8.478e-010

FIG. 8C

1124



125+

-o- Bl 655130
o 1007 - Xi72C1
S 754 —A- Xi6G10
i
5 s0- -¥- XxI58A8D1
Z - Xi84C4
= 254
e \Q -0- lgG4
0 T T T T 1
- -11 -10 -9 L0-8 -7
s Logio [concentration (M)]
BI655130 x172C1 x16G10 | xi158A8D1 x184C4
IC50 | 3.868e-011 | 4.858e-011 | 1.296e-010 | 1.356e-011 [ 1.246e-010
FIG. 8D
1.5+
-o- Bl 655130
-& hz72C1-1.1
1.0+ -4~ hz72C1-1.3
g -¥- hz72C1-1.2
o 0.5- -+~ hz72C1-2.1
' o hz72C1-2.2
-8 hz72C1-2.3
0.0 -A- lgG4
11 -10 -9 -8 7 -6
Log)o [concentration (M)]
BI1655130 hz72C1-1.1 hz72C1-1.2 hz72C1-1.3
EC50 7.638e-010 2.936e-009 5.021e-009 2.861e-009
hz72C1-2.1 hz72C1-2.2 hz72C1-2.3
EC50 9.353e-009 4.878e-009 8.904e-009

FIG.

9A

12/24




-0~ hz84C4-11
-4~ hz84C41.3
-¥- hz84C4-1.4
_ 1.0+ -~ hz84C415
= o hz84C42.1
o o 8 hz84C42.2
s A hz84C423
¥ hz84C4-2.4
0.0HE=E =SS e | - hz84C42.5
-11 -10 -9 -8 -7 -6 -+ Bl 655130
Logo [concentration (M)] -» 9G4
BI655130 | hz84C4-1.1 hz84C4-1.2 hz84C4-1.3 hz84C4-14 | hz84C4-15
EC30 3.476e-010 5.093e-010 5.508e-010 3.408e-009 6.838e-010 6.243e-010
hz84C42.1 | hz84C4-22 | hs84C423 | hz84C4-24 | hz84C425
EC50 5.577e-010 5.331e-010 2.246e-009 4.527e-010 4.966e-010
FIG. 9B
1.5+
-o- BI 655130
& hz72C1-1.1
& 1.0 -4 hz72C1-1.3
g ¥ hz72C1-1.2
o] - -~ hz72C1-21
' o hz72C1-2.2
8 hz72C1-23
0.0 1 -A- 1gG4
-1 -0 -9 -8 S -6
Logio [concentration (M)]
BI655130 hz72C1-1.1 hz72C1-1.2 hz72C1-1.3
EC50 1.966e-009 2.735e-009 4.264e-009 2.863e-009
hz72C1-2.1 hz72C1-2.2 hz72C1-2.3
EC50 1.049e-008 4.866e-009 6.378e-009
FIG. 10

13/24




-o- Bl 655130
-& hz72C1-1.1
-&- hz72C1-1.3
¥ hz72C1-1.2
- hz/2C1-21
-0 hz72C1-2.2
-8 hz72C1-2.3
. —t—4 A 9G4
11 -10 -9 -8 -7 -6
Logio [concentration (M)]
BI655130 hz72C1-1.1 hz72C1-1.2 hz72C1-1.3
EC30 5.133e-009 1.164e-008 1.190e-008 1.194e-008
hz72C1-2.1 hz72C1-2.2 hz72C1-2.3
EC30 1.929e-008 1.75%e-008 2.021e-008
FIG. 11A
250+
-0~ hz84C4-1.1
200 . -& hz84C4-1.2
-4~ hz84C4-13
o 150-
- -¥- hz84C4-1.4
& 100- -+~ hz84C4-15
50- -9~ hz84C4-21
-8 hz84C4-22
0+ T 1 -A- hz84C4-2.3
9 9 ® = ® ¢ hz84ca2.4
Log)o [concentration (M)] o hz84C425
ECE0 -o- Bl 655130
hz84C4-1.1 | ~ 5.282e-009 = 9G4
hz84C4-1.2 | 6.001e-009
hz84C4-1.3 | 1.821e-008
hz84C4-1.4 | 5.750e-009
hz84C4-1.5 | ~5.101e-009
hz84C4-2.1 | ~5.223e-009
hz84C4-2.2 | ~ 5.227e-009
hz84C4-2.3 | 1.453e-008
hz84C4-2.4 | ~ 5.258e-009
hz84C4-2.5 | ~ 5.044e-009
Bl 655130 9.818e-009

FIG. 11B

14/24




500+

-o- BI 655130
400 - hz72C1-1.1
. 38 = -+ hz72C1-13
k- : ¥ hz72C1-1.2
(24
200+ -+ hz72C1-2.1
e o hz72C1-22
-8 hz72C1-2.3
0- -A- 1gG4
11 -10 -9 -8 -7 -6
Log)o [concentration (M)]
BI655130 hz72C1-1.1 hz72C1-1.2 hz72C1-1.3
EC50 5.638e-009 5.206e-009 ~4.936e-009 5.761e-009
hz72C1-2.1 hz72C1-2.2 hz72C1-23
EC50 5.585e-009 7.245¢-009 4.841e-009
FIG. 12A
500 -
-~ hz84C4-1.1
400- b & hz84C4-1.2
-~ hz84C413
300
8 ¥ hz84C4-1.4
& 200- -+~ hz84C4-15
] -o- hz84C4-2.1
-8- hz84C4-2.2
0- =7k 1 -A- hz84C4-2.3
10 -9 -8 7 -6 :
Logyo [concentration (M)] i :zg:g:_g;
EC50 -+ Bl 655130
hz84C4-1.1 | 1.801e-008 - 9G4
hz84C4-1.2 | 3.733e-008
hz84C4-1.3 | 9.218e-009
hz84C4-1.4 | 2.442e-008
hz84C4-1.5 | 1.051e-008
hz84C4-2.1 | 5.751e-009
hz84C4-2.2 | 1.715e-008
hz84C4-2.3 | 1.760e-007
hz84C4-2.4 | 4.816e-008
hz84C4-2.5 | 1.187e-008
Bl 655130 7.641e-009

FIG. 12B

15/24




Inhibition rate %

Inhibition rate %

Inhibition rate %

125

100~

100

125+

100+

-
(4]
1

50-

Logo [concentration (M)]

FIG. 13A

FIG. 13B

T T T 1
-9 -8 -7 -6

Logio [concentration (M)]

FIG. 13C

16/24

EEEEEEE:

L I

RN

Bl 655130
hz72C1-1.1
hz72C1-1.2
hz72C1-1.3
hz72C1-21
hz72C1-2.2
hz72C1-2.3
1gG4

Bl 655130

hz84C4-1.1
hz84C4-2.5

1gG4

Bl 655130
hz72C1-1.1
hz72C1-1.2
hz72C1-1.3
hz72C1-21
hz72C1-2.2
hz72C1-2.3
1gG4



Inhibition rate %

Inhibition rate %

Inhibition rate %

100+

: 1
-254 Logu [concentration (M)] | T f

-50-

FIG. 13D

125

100

Log)o [concentration (M)]

FIG. 13E

100+

Log) [concentration (M)]

FIG. 13F

17/24

P e s

EEREREEK,

e

Bl 655130
hz84C4-1.1
hz84C4-2.5
IgG4

Bl 655130
hz72C1-1.1
hz72C1-1.2
hz72C1-1.3
hz72C1-2.1
hz72C1-2.2
hz72C1-2.3
IgG4

Bl 655130
hz84C4-1.1
hz84C4-2.5
1gG4



Inhibition rate %

Inhibition rate %

Inhibition rate %

125+
100

754

100

125+
100

Logjo [concentration (M)]

FIG. 13G

Logio [concentration (M)]

FIG. 13H

Logio [concentration (M)]

FIG. 14A

18/24

IR O B A B

P e s

P e s

Bl 655130
hz72C1-1.1
hz72C1-1.2
hz72C1-1.3
hz72C1-2.1
hz72C1-2.2
hz72C1-2.3
lgG4

Bl 655130
hz84C4-1 1
hz84C4-2.5
IgG4

Bl 655130
hz72C1-1.1
hz72C1-1.3
IgG4



Inhibition rate %

Inhibition rate %

125+

100~

125+
100+
75+

50

Inhibition rate %

T T T T 1
-10 -9 -8 -7 -6
Logio [concentration (M)]

FIG. 14B

125+

100~

T T T T 1
-10 -9 -8 -7 -6

Log)o [concentration (M)]

FIG. 14C

T S | V1 1
-11 -10 -9 -8 -7
Logo [concentration (M)]

FIG. 15A

19/24

D

4R Do e

Fhow s

Bl 655130
hz72C1-1.1
hz72C1-1.3
1gG4

Bl 655130
hz72C1-1.1
hz72C1-1.3
IgG4

Bl 655130
hz72C111
hz72C1-1.2
hz72C1-1.3
hz72C1-2.1
hz72C1-2.2
hz72C1-2.3
1gG4



125+
100+

Inhibition rate %

Inhibition rate %

Inhibition rate %

125+
100+
754

50+

25+

§ 2 o

M e
I | I

-11 -10 -9 -8

Logio [concentration (M)]

FIG. 15B

-25-

125+
100+

o

T T T
-1 -10 -9 -8
Logyo [concentration (M)]

FIG. 15C

Logio [concentration (M)]

FIG. 15D

20/24

L B RN B B I

Bl 655130
hz84C4-1.1
hz84C4-1.2
hz84C4-1.3
hz84C4-1 4
hz84C4-1.5
hz84C4-2 1
hz84C4-2 2
hz84C4-2 3
hz84C4-2 4
hz84C4-2.5
9G4

IR

Bl 655130
hz72C11.1
hz72C11.2
hz72C1-1.3
hz72C1-2.1
hz72C1-2.2
hz72C1-2.3
1gG4

AR ERREEE

Bl 655130
hz84C4-1.1
hz84C4-1.2
hz84C4-1.3
hz84C4-1 4
hz84C4-15
hz84C4-2 1
hz84C4-2 2
hz84C4-2 3
hz84C4-2 4
hz84C4-2 5
1gG4



Inhibition rate % Inhibition rate %

Inhibition rate %

125+
100

1254
100
754

50+

125+
1004

-1 -10 -9 -8 -7
Logio [concentration (M)]

FIG. 15E

|

-1 -10 -9 -8 -7
Logyo [concentration (M)]

FIG. 15F
T T ro T 1

A1 40 9 B 4

Log)¢ [concentration (M)]

FIG. 15G

2124

LSRR B B

SR O O B

*® 6T oD O 4 Xt WO

Bl 655130
hz72C1-1.1
hz72C1-1.2
hz72C1-1.3
hz72C1-2.1
hz72C1-2.2
hz72C1-2.3
lgG4

Bl 655130
hz84C4-1.1
hz84C4-1.2
hz84C4-1.3
hz84C4-1.4
hz84C4-1.5
hz84C4-2 1
hz84C4-2 2
hz84C4-2.3
hz84C4-2 4
hz84C4-2.5
9G4

Bl 655130
hz72C1-1.1
hz72C1-1.2
hz72C1-1.3
hz72C1-2.1
hz72C1-2.2
hz72C1-2.3
1gG4



Inhibition rate %

Inhibition rate %

Inhibition rate %

125- o BI655130
& hz84C41.1
100- -4 hz84C4-12
-»- hz84C413
75+
-+ hz84C414
50 -0- hz84C415
8- hz84C4-21
i @ hz84C422
0- : | | hesaca23
-10 -9 .8 .7 ~© hz84C424
-26- Logio [concentration (M)] & hz84C425
-8 1gG4
FIG. 15H
1254
-o- Bl 655130
L = hz72C1-1.1
784 -4 hz72C1-1.2
50+ % hz72C1-1.3
25— -+~ hz/72C1-21
-©- hz72C1-2.2
" 1 -8 hz72c123
- Logyo [concentration (M)] -t
FIG. 16A
-o- BI 655130
Lo - hz84C4-11
100+ -&- hz84C4-1.2
-¥- hz84C4-13
754 - hz84C4-1.4
50 -©- hz84C4-1.5
8 hz84C4-21
25+ - hz84C4-22
8 hz84C4-23
0 | - hz84C4-24
.25 = o » K:Q’B T & hz84ca25
Logio [concentration (M)] o 1gG4

FIG. 16B

22/24



Inhibition rate %

125+
1004

Inhibition rate %

1251

100+

Inhibition rate %

125+
1004

N 14 ~
o (4] o (4]
1 1 1

—

Logjo [concentration (M)]

—
o A

.'4" Y -

FIG. 16C

Logjo [concentration (M)]

FIG. 16D

L
N
(3}

1

Log)¢ [concentration (M)]

FIG. 16E

23/24

L]
- -

>H o4 Fk W

AU IR N

$ B OB oD O 4 WS

Bl 655130
hz72C1-11
hz72C1-1.2
hz72C1-1.3
hz72C1-21
hz72C1-2.2
hz72C1-2.3
1gG4

Bl 655130
hz84C4-1.1
hz84C4-1.2
hz84C4-1.3
hz84C4-1 4
hz84C4-1.5
hz84C4-2 1
hz84C4-2 2
hz84C4-2 3
hz84C4-2 4
hz84C4-2.5
IgG4

Bl 655130
hz72C1-1.1
hz72C1-1.2
hz72C1-1.3
hz72C1-2.1
hz72C1-2.2
hz72C1-2.3
1gG4



Inhibition rate %

Inhibition rate %

Inhibition rate %

125

100~

125~
100~

Logjo [concentration (M)]

FIG. 16F

T
-8
Logio [concentration (M)]

FIG. 16G

-9

Logjo [concentration (M)]

FIG. 16H

24/24

N-

$ BB oD O H WS

Bl 655130
hz84C4-1.1
hz84C4-1.2
hz84C4-1.3
hz84C4-1 .4
hz84C4-1.5
hz84C4-2 1
hz84C4-2.2
hz84C4-2.3
hz84C4-2 4
hz84C4-2.5
1gG4

BRI B I

Bl 655130
hz72C1-1.1
hz72C1-1.2
hz72C1-1.3
hz72C1-2.1
hz72C1-2.2
hz72C1-2.3
1gG4

L AU AU A N AL

Bl 655130
hz84C4-1.1
hz84C4-1.2
hz84C4-1.3
hz84C4-1 4
hz84C4-1.5
hz84C4-2.1
hz84C4-2.2
hz84C4-2 .3
hz84C4-2 .4
hz84C4-2 5
1gGA4





