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Figure 6
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Figure 6 {continued)
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Figure 8
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Figure 9A
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Figure 9C (continued)

lgG1-2F8-ITL x IgG4-7D8-CPPC

145801.2

|

146027.7
145000 145400 145800 146200 146600 [y,
Measured Measured Measured
1gG1-2F8-ITL 146259.5
I1gG4-7D8-CPPC 145542.0 145672.8 145800.2
IgG1-2F8-1ITL x IgG4-7D8- 145901.2 146027.7

SUBSTITUTE SHEET (RULE 26)



WO 2011/131746 PCT/EP2011/056388
14/64

Figure 10
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Figure 11
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Figure 12
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Figure 14
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Figure 15
A
. 125+
‘0'9' /
2 100+ \I -O- 1gG1-2F8-CPSC x IgG1-7D8-CPSC
E 75+ O~ 1gG1-2F8-CPSC-K370T x |gG1-7D8-CPSC-K370T
ﬁ -4 1gG1-2F8-CPSC-T350! x 1gG1-7D8-CPSC-T3501
% 501 4 1gG1-2F8-CPSC-ITL x 1gG1-7D8-CPSC-ITL
§ 2544 -¥- [gG1-2F8-CPSC-K409R x IgG1-7D8-CPSC-K409R
(i3] 0 -
© 5 10 15 20 25
Time {hrs)
B

1gG4-2F8 x 1gG4-7D8
IgG4-2F8-RA09K x [gG4-7DB-RA09K
|gG4-2F8-RA09A x |gG4-7D8 R409A
IgG4-2F8-R409L x IgG4-7D8-R409L
IgG4-2F8-R409M x |gG4-7D8-R409M
IgG4-2F8-R409T x |gG4-7D8-R409T

1gG4-2F8-R400W x 1gG4-7D8-R409W
1gG4-2F8-F405A x IgG4-7D8-F405A

IgG4-2F8-F405L x 1gG4-7D8-F405L

Bispecific binding (%)

Rkl dCR MR d

¥ L
0 5 10 15 20 25
Time (hrs)

125-
100- "
75-
50-

lgG4-2F 8 x |gG4-7D8
IgG4-2F8-Y349D x [gG4-7D8-Y349D
IgB34-2F8-L351K x IgG4-7D8-L351K
IgG4-2F8-E357T x IgG4-7D8-E357T
IgG4-2F8-S364D x |gG4-7D8-5364D
IgG4-2F8-K370Q x |gG4-7D8-K370Q
|gG4-2F8-K370E x 1gG4-7D8-K370E

25+

Bispecific binding (%)

L R Rl

|

T ]

O 5 10 15 20 25
Time (hrs)

SUBSTITUTE SHEET (RULE 26)



WO 2011/131746 PCT/EP2011/056388
: 20/64

Figure 15 (continued)
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Figure 16
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Figure 17
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Figure 18
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Figure 19
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Figure 19 {continued)
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Figure 20
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Figure 21
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Figure 22
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Figure 23
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Figure 24
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Figure 25
A Non-reduced B Reduced
rM12345' 12345MT:

woll
e ' F ——
Se e S 1) 1gG1 control B12

2) l5G1-708-X409R
3) 1gG1-2F8-F405L

4)IgG1-7DB-K409R + gG1-2FB-FA05L
(4:1}

5) tgG1-7TD8-K409R x IgG1-2F8-F405L
{Exchanged)

———

SUBSTITUTE SHEET (RULE 26)



WO 2011/131746

PCT/EP2011/056388

32/64
Figure 26
~ -
o «©
A o B o0
oo
2] o0 oN
2] o ©
< Q||
~ ~ J o
=& % 3 Jlrln?n
4,60 6.00 B8.00 10.00 12.00 ) '4'.0'0' 600 8.00 10.00 12.00
minutes minutes
=]
©®H P~
C S o D o
N 0
P M~ on 0
(o)) O ON
N 2 | as
~ ~ | ges
BTG o)
400 600 800 1000 1200 ~° 400 600 B8.00 10.00 1200
minutes minutes

SUBSTITUTE SHEET (RULE 26)



WO 2011/131746 PCT/EP2011/056388
33/64

Figure 27
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Figure 28 (continued)
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Figure 29
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Figure 30
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Figure 31
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Figure 33
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Figure 33 (continued)
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Figure 33 (continued)
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Figure 34
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Figure 34 {continued)
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Figure 35
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Figure 36
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Figure 37
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Figure 38

A

Positive Control

9G1-2FB8-D399Ax IgG1-708-K409R
gG1-2FB8-D398FxIlgG1-708-K409R
9G1-2FB8-D399Hx g G1-708-K409R
lgG1-2FB8-03%9kkigG1-708-K409R

gG1-2FB8-DA399Kx kg G1-708-K409R
gG1-2F8-D359LxigG1-708-K409R
BG1-2F8-D399Mc g G1-708-K409R
gG1-2F8-D329NIgG1-708-K409R
gG1-2F8-C399RxIgG1-708-K409R
lgG1-2F8-D389Sx g G1-708-K408R
aG1-2F8-D399TxigG1-708-K409R
igG1-2F8-D399Gx g G1-7D8-K409R
gG1-2F8-D3%IWxigG1-708-K409R
BG1-2F8-D389YxgG1-7D8-K409R

[ £
1 ]

OD 405 nm
R

BETePePoteboted &

kG4-2F8xIgG4- 708
[T T T VT T T T T YT
-57--  igG1-2F8-D399EXIgG-7DB-KADR
10 100 1000 . 10000 100000_v__ \gG1-2F3- D399 GG 1-70B-KA0IR
Log conc Ab in ug/ml -X--  gG1-2F8-D399VxigG1-7D8-K409R

-+ gG1-2FBxIgG1-7D8-K409R

Bispecific binding (%)

1 L L] 1 L L L L] L 13 LI T T[_‘i—l l: T

OO @gq' °§§' @& ‘9& h@‘*‘ @"’q- @é“ @q‘?' @o?' & &

: B - - A I

A S . P Al S . S SR S N

F T FFTFTFFTFFTFTFISFS
: WU T N a a a WA

O WO RIS )

F o oF A G oF

%,
%,
7o,
£-)
%,
%
] ‘?94,
)
+)
%,
%,
%
%,
B
%

\"g '\3 NN N N N

\ ’ N‘ » - L
<) N

\90 \‘-‘? \Qe \"9 \‘g’ \é’ \QG 53 \‘g’ \é’ \Qe

A
7,
L

SUBSTITUTE SHEET (RULE 26)



WO 2011/131746 PCT/EP2011/056388

52/64
Figure 39
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Figure 41
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Figure 42
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Figure 43
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Figure 44
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Figure 45
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Figure 46
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Figure 47
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Figure 48
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Figure 48 {continued)
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Figure 49
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Figure 49 {continued)
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