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Figure 1

IgG molecules in hexamer formation
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Figure 2

IgGl 247 PKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVL 306

IgGlf PKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVL
IgG2 PKDTLMISRTPEVTCVVVDVSHEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTFRVVSVL
IgG3 PKDTLMISRTPEVTCVVVDVSHEDPEVQFKWYVDGVEVHNAKTKPREEQYNSTFRVVSVL
I9G4 PKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVL
IgE SPFDLFIRKSPTITCLVVDLAPSKGTVNLTWSRASGKPVNHSTRKEEKQRNGTLTVTSTL
IgAl ALEDLLLGSEANLTCTLTGLRDASG-VTFTWTPSSGKSAVQGP--PERDLCGCYSVSSVL
IgA?2 ALEDLLLGSEANLTCTLTGLRDASG-ATFTWTPSSGKSAVQGP--PERDLCGCYSVSSVL
IgM SFASTIFLTKSTKLTCLVTDLTTYDS-VTISWTRQNGEAVKTHTNISESHPNATFSAVGEA
IgD AVQDLWLRDKATFTCFVVGSDLKDAHLTWEVAG-KVPTGGVEEGLLERHSNGSQSQHSRL

IgGl 307 TVLHQDWLNGKEYKCKVSNKALPAPIEKTIS-KAKGQPREPQVYTLPPSRDELTK-NQVS 364

IgGlf TVLHQDWLNGKEYKCKVSNKALPAPIEKTIS-KAKGQPREPQVYTLPPSREEMTK-NQVS
IgG2 TVVHQDWLNGKEYKCKVSNKGLPAPTIEKTIS-KTKGQPREPQVYTLPPSREEMTK-NQVS
IgG3 TVLHQDWLNGKEYKCKVSNKALPAPIEKTIS-KTKGQPREPQVYTLPPSREEMTK-NQVS
IgG4 TVLHQDWLNGKEYKCKVSNKGL PSSTEKTIS-KAKGQPREPQVYTLPPSQEEMTK-NQVS
IgE PVGTRDWIEGETYQCRVTHPHLPRALMRSTT-KTSGPRAAPEVYAFATPEWPGSR-DKRT
Igal PGCAEPWNHGKTFTCTAAYPESKTPLTATLS--KSGNTFRPEVHLLPPPSEELALNELVT
IgA2 PGCAQPWNHGETFTCTAAHPELKTPLTANIT--KSGNTFRPEVHLLPPPSEELALNELVT
IgM SICEDDWNSGERFTCTVTHTDLPSPLKQTISRPKGVALHRPDVYLLPPAREQLNLRESAT
Igb TLPRSLWNAGTSVTCTLNHPSLPPQRLMALREPAAQAPVKLSLNLLASSDPPEAA---SW

IgGl 365 LTCLVKGFYPSDIAVEWESNGQ--PENNYKTTPPVLDS---DGSFFLYSKLTVDKSRWQQ 419

IgGlf LTCLVKGFYPSDIAVEWESNGQ--PENNYKTTPPVLDS---DGSFFLYSKLTVDKSRWQQ
IgG2 LTCLVKGFYPSDIAVEWESNGQ--PENNYKTTPPMLDS---DGSFFLYSKLTVDKSRWQQ
IgG3 LTCLVKGFYPSDIAVEWESSGQ--PENNYNTTPPMLDS---DGSFFLYSKLTVDKSRWQQ
I9G4 LTCLVKGFYPSDIAVEWESNGQ--PENNYKTTPPVLDS---DGSFFLYSRLTVDKSRWQE
IgE LACLIQNFMPEDISVQWLHNEVQLPDARHSTTQPRKTK---GSGFFVFSRLEVTRAEWEQ
Igal LTCLARGFSPKDVLVRWLQGSQELPREKYLTWASRQEPSQGTTTFAVTSILRVAAEDWKK
IgA2 LTCLARGFSPKDVLVRWLQGSQELPREKYLTWASRQEPSQGTTTFAVTSILRVAAEDWKK
IgM ITCLVTGFSPADVFVQWMQRGQPLSPEKYVTSAPMPEP-QAPGRYFAHSILTVSEEEWNT
IgD LLCEVSGFSPPNILLMWLEDQREVNTSGFAPARPPPQP--GSTTFWAWSVLRVPAPPSPQ
IgGl 420 GNVFSCSVMHEALHN-HYTQKSLSLSPGK-------=--—-————-—-—- 447

IgGlf GNVFSCSVMHEALHN-HYTQKSLSLSPGK------===-===-=—-— -~

IgG2 GNVFSCSVMHEALHN-HYTQKSLSLSPGK------==-=-===-—-—-— -~

I9G3 GNIFSCSVMHEALHN-RFTQKSLSLSPGK-------==-=-==-—-—---~—

IgG4 GNVFSCSVMHEALHN-HYTQKSLSLSLGK-----=-======-=—=— -~

IgE KDEFICRAVHEAASPSQTVQRAVSVNPGK----—----—=—-—-—-———-—-

Igal GDTFSCMVGHEALPL -AFTQKTIDRLAGKPTHVNVSVVMAEVDGTCY

IgA2 GDTFSCMVGHEALPL -AFTQKTIDRLAGKPTHVNVSVVMAEVDGTCY

IgM GETYTCVA-HEALPN-RVTERTVDKSTGKPTLYNVSLVMSDTAGTCY

IgD PATYTCVVSHEDSRTLLNASRSLEVSYVTDHGPMK------—---—~—
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Figure 2 (continued)
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Figure 3A
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Figure 3B
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Figure 4
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Figure 5A
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Figure 5B
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Figure 5C
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Figure 5D
CDC on Raji
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Figure 5D cont’'d

CDC on Raji
-- 20% NHS --

100+

- 7D8 (WT)
804 & 7D8-E345R
—%—- Negative control

2
s
X
0.001 0.01 0.1 1 10 100
Antibody concentration (ug/mL)
CDC on Raji
-- 50% NHS --
1009 o 7ps (WT)
80- -~ 7D8-E345R
] % Negative control
8
ES
2

0.001 0.01 0.1 1 10 100
Antibody concentration (ug/mL)

SUBSTITUTE SHEET (RULE 26)

PCT/EP2013/064330




WO 2014/006217 PCT/EP2013/064330
11/62

Figure 6

CDC on Daudi
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Figure 7A
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Figure 7B
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Figure 8A
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Figure 8B

Kaplan-Meier plot

< 100 .
Yl
g 80- %
o - - - -
S &0 | IgG1-b12
v e — 1gG1-005
[o]
£ 401 | — 1gG1-005-E345R
*E“ 20
g . X
® 2
50_ Ot+rrrrr Try by Trrrrorey rTyrorrryty 1

0 20 40 60 80

Time (days)

SUBSTITUTE SHEET (RULE 26)




WO 2014/006217 PCT/EP2013/064330
14/62

Figure 9
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Figure 10B
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Figure 12A
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Figure 12B
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Figure 13
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Figure 14C
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Figure 14E
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Figure 14E cont’d
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Figure 15
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Figure 15 (continued)
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Figure 18 (continued)
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Figure 19
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Figure 20
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Figure 25
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Figure 27
ADCC reporter assay on Raji cells
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Figure 29
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Figure 32
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Figure 34D
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Figure 35
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Figure 38A
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Figure 38D
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Figure 39
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Figure 42
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Figure 44
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Figure 45

-o- Monomer
-0~ Multimers

Peak Area (%)

A
1.04
— pH7.0rev
D
<
0.5-
k — pH5.0
0.0 T T/-'\- L e S e pH7O
5 6 7 8 9 10 11 12
t(min)
B
Figure 46
40+ O  1gG2-005 (WT)
® gG2-005-RGY
(6]
= V  1gG1-2F8 (WT)
;30' ¥ IgG1-2F8-RGY
c 0 1gM-005
k-
2
c 20+
©
G\O
10-+—r—rrrrrm—r T rr——r—rrrrm
0.001 0.01 01 1 10

Antibody concentration (ug/mL)

SUBSTITUTE SHEET (RULE 26)



WO 2014/006217 PCT/EP2013/064330
59/62

Figure 47
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Figure 49
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