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Figure 1
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Figure 1D
D) Theoretical effect of C1q binding-inhibiting mutations on CDC
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Figure 2

IgGl 247 PKDTLMISRTIPEVICVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVL 306
IgGlf 247 PKDTLMISRTIPEVICVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVL 306
IgG2 247 PKDTLMISRTIPEVTICVVVDVSHEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTFRVVSVL 306
IgG3 247 PKDTLMISRTIPEVTICVVVDVSHEDPEVQFKWYVDGVEVHNAKTKPREEQYNSTFRVVSVL 306
hgG4 247 PKDTLMISRTIPEVTICVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQEFNSTYRVVSVL 306

hhkhkhhkhhhkhkhkhhkhhbhhhhhkhhkehkhhbhdhehehhkhhhkhbhhbhbhbhhkhbhbhdhdkohkhdhokhhkhhxk

IgGl 307 TVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLT 366
IgGlf 307 TVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT 366
IgG2 307 TVVHQDWLNGKEYKCKVSNKGLPAPIEKTISKTKGQPREPQVYTLPPSREEMTKNQVSLT 366
IgG3 307 TVLHQDWLNGKEYKCKVSNKALPAPIEKTISKTKGQPREPQVYTLPPSREEMTKNQVSLT 366
hgG4 307 TVLHQODWLNGKEYKCKVSNKGLPSSIEKTISKAKGQOPREPQVYTLPPSQEEMTKNQVSLT 366

hkehhkhhhkhkhkhhkhhbhhhhkhdh Khhke dhhhhhkhkoehkhhbhhbhbhbhhkhbhbhdheokohhhhhkhhxk

IgGl 367 CLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCS 426
IgGlf 367 CLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCS 426
IgG2 367 CLVKGFYPSDIAVEWESNGOPENNYKTTPPMLDSDGSFFLYSKLTVDKSRWQQGNVESCS 426
IgG3 367 CLVKGFYPSDIAVEWESSGOPENNYNTTPPMLDSDGSFFLYSKLTVDKSRWQQGNIFSCS 426
hgG4 367 CLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVESCS 426

hhkhkhhkhhhkhkhkhkhkhhkhhh hhhkhkhkhhkoehhdhdhohhhhkhbhhhbhdhhebhbhbhhhhkhokkhokhhk

IgGl 427 VMHEALHNHYTQKSLSLSPGK 447
IgGlf 427 VMHEALHNHYTQKSLSLSPGK 447
IgG2 427 VMHEALHNHYTQKSLSLSPGK 447
IgG3 427 VMHEALHNRFTQKSLSLSPGK 447
hgG4 427 VMHEALHNHYTQKSLSLSLGK 447

hhkkhhkhhkhkooekhkhhhhhdt Kk

IgGl = aa 130-330 of Uniprot entry P01857

IgGlf= IgGl allotypic variant "f"
IgG2 = aa 126-326 of Uniprot entry P01859
IgG3 = aa 177-377 of Uniprot entry P01860

IgG4 = aa 127-327 of Uniprot entry P01861
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Figure 3A
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Figure 3B
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Figure 4

Figure 5
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Figure 6
C1q binding ELISA & I1gG1-7D8-WT
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Figure 8
CDC on Daudi
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Figure 9A
CDC on Daudi
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Figure 9B
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Figure 9D
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Figure 10A
CDC on Daudi
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Figure 10B
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Figure 11
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Figure 12A

Binding to human FcRn
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Figure 12B
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Figure 13

Serum IgG concentration
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Figure 14A
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Figure 14B
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Figure 14C
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Figure 14D
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Figure 15A
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Figure 16A
s.c. Raji-luc #2D1
CD38 antibodies (25 mg/kg)
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Figure 16B
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Figure 17
CDC on Wien133
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Figure 18A
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Figure 18B
CDC on Raji
1001
801
604
é -0~ 1gG1-005 (WT)
e 0 A IgG1-7D8 (WT)
O I19G1-005-F405L x lgG1-7D8-K409R
- [9G1-005-E345R-F405L x lgG1-7D8-E345R-K409R
20
0-

T T ey o rrem
0.01 0.1 1 10 100

Antibody concentration (ug/mL)



WO 2013/004842 PCT/EP2012/063339

21/32

Figure 19

CDC on A431

-0~ 1gG1-2F8 (WT)
e |gG1-2F8-E345R/F405L

B |gG1-2F8-E345R/F405L x IgG1-7D8-E345R/K409R

1 1 1 1000

-5 Antibody concentration (ug/mL)




WO 2013/004842
Figure 20
A
CDC on Daudi

n 3 o @ o
[=] =] =] =] =3
n -§I

[ ]

a4

O.:’J1 071 1 1
Antibody concentration (ng/mL)

T
0.001

CDC on Daudi

8 & 8 8 8

o

O.:’J1 071 1 1
Antibody concentration (ng/mL)

O+
0.001

-
&=

PCT/EP2012/063339

22/32

-= [gG1-005 (WT)
-8 [gG1-005-E345R

1gG1-003 (WT)
IgG1-003-E345R

-+ IgG1-11B8 (WT)

-& 1gG1-11B8-E345R

CDC on Daudi
1001
80
2 604
2
-
2 404
20
£
T T T 1
0.001 0.01 0.1 1 10
Antibody concentration (ug/mL)
CDC on Daudi
1001
804
2 604
(23
-
2 404
20
[
0 T T T 1
0.001 0.01 0.1 1 10

Antibody concentration (ng/mL)

- rituximab (WT)
-0~ rituximab-E345R

CDCon Wien133

100

80

% 60 (=]
-
R 40 -= |gG1-005 (WT)
= |gG1-005-E345R
20
0 T T g
0.001 0.01 0.1 1 10
Antibody concentration (pg/mL)
CDC on Wien133
1001
80
@ 604
(23
—T -~ [gG1-003 (WT)
& 407 < IgG1-003-E345R
204
off—=—Fp Y : !
0.001 0.01 0.1 1 10
Antibody concentration (pg/mL)
CDCon Wien133
1001
80
2 604
2 -+ 1gG1-11B8 (WT)
£ 40- - |gG1-11B8-E345R
204
o - ¥ iy
0.001 0.01 0.1 1 10
Antibody concentration (pg/mL)
CDCon Wien133
1001
804
2 604
(23
= -8~ rituximab (WT)
R 404 _—
-0~ rituximab-E345R
20
o} ’ . .
0.001 0.01 0.1 1 10

Antibody concentration (pg/mL)



WO 2013/004842 PCT/EP2012/063339

23/32

Figure 21
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Figure 22A
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Figure 22C
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Figure 22D
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Figure 23
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Figure 23 (cont’d)

D
CDC on Raji
1001
80-
2 607 - IgG1-003-WT
E Yy ¥y o v % IgG1-003-E345R
R 401
20-
s—Ah—Ah—A
CI L} L] L} ; : L L] L}
2 4 6 8 20 40 60
Time (minutes)
Figure 24
CDC on Raji
100- v —y—y
Ap
80+ a
0 04 -o- 1o antibody
g. -4 [gG1-005-F405Lx1gG1-7D8-K409R
X 401 ¥ [gG1-005-E345R-F405LxIgG1-7D8-E345R-K409R
204
A S —e
0 T T T

) ; : ) ) v
0 2 4 6 8 10 20 40 60
Time (minutes)



WO 2013/004842
28/32
Figure 25
CDC on Raiji
1009 . ——e
M L2
804
9 604 v
[ —
=
* 401
204
S —e

56 7 8 910 20 40 6
Time (minutes)

O -
-
N =
W =
g

PCT/EP2012/063339

-e- no antibody

- |gG1-2F8-F405LxIgG1-005-K409R
- 1gG1-2F8-E345R-F405LxIgG1-005-E345R-K409R



WO 2013/004842 PCT/EP2012/063339

29/32

Figure 26
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Figure 26 (cont’d)
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Figure 26 (cont’d)
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Figure 28
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