\\WW\

\\\\\\\\

@2




WO 2015/168643 PCT/US2015/028926

igG hinge domain

1gG L2 antibody
constant domain
203 ™

g6 O3 antibody
constant domain,
With revarsed charges

i .

Fig. 3 — construct 3

IgG hinge domain

IgG C,,2 antibody

constant domain

404 408

IgG C,,3 antibody
constant domain

Linker 402 —

lgG hinge domain

IgG C,2 antibody

constant domain 406 — ~410

IgG C,;3 antibody
constant domain

Fig. 4 — construct 4

2/14



PCT/US2015/028926

WO 2015/168643

- SOR

Fig. 5 — constructs 5, 5*

608

—610

J

604 T

606 —

)

602 —

construct 6

Fig. 6

3/14



J

IgG CL antibody consta

1gG CH1 antibody constant domain

716

1

706 —

t 8 (multimers of construc



WO 2015/168643 PCT/US2015/028926

318 8 N\

22
- 812

804 R

e

|

ey

Z
M K%

~ 814

806

” g

802 -~ - 210

g

5/14



WO 2015/168643 PCT/US2015/028926

- 512

902 - - 910

Fig. 9

6/14



WO 2015/168643 PCT/US2015/028926

i\g{}g R R "
1010
08 ~ ~—~ 1016

Fig. 10

714



WO 2015/168643 PCT/US2015/028926

A. Reducing B. Non-Reducing
WW WW-Wt WW WW+Wt
We i3 Mo A8

b

construct 4

Fig. 11A-B

8/14



PCT/US2015/028926

WO 2015/168643

B. Non-Reducing

A. Reducing

KK+H

KK

KK-H

172

KK

13

i

373

\\\\

e
............ B

6

)

C

Fig. 12A-B

9/14



WO 2015/168643 PCT/US2015/028926

Construct 5
before and after purification

1 2
Medii__ Pure

~~~~~~ 250
Media Pure
o AR e 150
Trimer % Trimer 79 95
Dimer- EE 100 % Dimer 16 4.9
""" % Maonomer 4.9 c.4
]} 50
Monomer- o0 e
s 37
Construct 5
Fig. 13

10/14



WO 2015/168643 PCT/US2015/028926

6000+ 6000+
== |VIg & Vg
40004 =%~ Construct 1 3 8 Construct 1
N Construct 6 & Construct 6
_ 20001 [ Construct 5 = . Construct 5
E - HSA E % HSA
> 1 =) ¥ Glycine buffer
£ 2007 £ 2004
@ @
= 150 ] 150
100 100
50 504
! . Y X
o%—ﬂ%ﬂ»m‘s@“x 0
0.1 1 10 100 1000 0.1
ug/ml
Fig. 14

11/14



WO 2015/168643

Paw Swelling

o
(=
64

el
g
g

5
o
/

14405

7
(7.
o

Average Clinical Score
A

NN
o’*o’*oéo@o@oéo@oéo@o@o@

i+ Construct 6, 0.1g/kg
% Construct 5, 0.1g/kg
=&~ Vig, 0.1g/kg

~¥- Vig, 1g/kg

-4 PBS control

Average Delta Caliper Measurement

Fig. 15

12/14

=

(=3

=]
1

Y

(=]

;
e

%]
o
1

PCT/US2015/028926

Ankle Thickness Change

< Construct 6, 0.1g/kg
W Construct 5, 0.1g/kg

804
%E -&-~ Vg, 0.1g/kg
60 ~¥- IVig, 1g/kg
E A -#  PBS control

RSN
@.ﬂ\
SANAB 66 A S QO
o’*o’*oéo@o@o@o@oéo@o@o&\

(-]
1




PCT/US2015/028926

WO 2015/168643

Platelet Levels on Day 5

*kkk

*kkk

*kkk

%

normal range

1200~

o
=
-

[

T
(=
(=
©

/011 syuno9 j9ialeld

T
[ =
(=
[3p]

Fig. 16

13/14



WO 2015/168643

PCT/US2015/028926

IC50
100 -
- IVig 629 ng/ml
g 80- . ® ® -x~ Construct 5* 6 ng/ml
‘E, 50.8\ \\ & Fc-Block (Pos control)
Q \
O \
=2 \
® 40+ \
< \
o \
X 204 \
0 1 1 - 1 -
10-2 100 102 104

Fig. 17

14/14



