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Figure 1:

A) schematic representation of construct vector MV1057
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Figure 2: amino acid sequence of wildtype IgG1 Fc, as present in construct vector MV1057 (EU

numbering scheme applied)
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Figure 3: nucleotide and amino acid sequences of VH regions used

MEF1025_VH
gaggtgcagctggtggagtctgggggaggcttggtacagectggggggtccecctgagactctectgtgecag
cctctggattcacctttagcagctatgeccatgagetgggtccgecaggectccagggaaggggectggagtyg
ggtctcagctattagtggtagtggtggtagcacatactacgcagactccgtgaagggeccggttcaccate
tccagagacaattccaagaacacgctgtatctgcaaatgaacagcectgagagceccgaggacacggecgtgt
attactgtgcaagggccgattggtgggcgacttttgactactggggccaaggtaccctggtcacce

ME1025_VH
EVOLVESGGGLVOPGGSLRLSCAASGETESSYAMSWVRQAPGKGLEWVSAISGSGGSTYYADSVKGRETIL
SRDNSKNTLYLOMNSLRAEDTAVYYCARADWWATFDYWGQGTLVT

MEF1122_VH
gaggtgcagctggtggagtctgggggaggcgtggtccagectgggaggtccecctgagactctectgtgecag
cctctggattcaccttcagtagctatggcatgcactgggtccgecaggectccaggcaaggggctggagtyg
ggtggcagttatatcatatgatggaagtaataaatactatgcagactccgtgaagggceccgattcaccate
tccagagacaattccaagaacacgctgtatctgcaaatgaacagcectgagagctgaggacacggecgtgt
attactgtgcaagagccctcttcacgaccatcgceccatggactattggggccaaggtaccctggtcacce

MEF1122_VH
EVOLVESGGGVVQPGRSLRLSCAASGETESSYGCMHWVRQAPGKGLEWVAVISYDGSNKYYADSVKGRETI
SRDNSKNTLYLOMNSLRAEDTAVYYCARALFTTIAMDYWGQGTLVT

MF1337 VH
gaggtgcagctggtggagactggggctgaggtgaagaageccgggggcectcagtgaaggtctcecctgecaaggettet
gactacatcttcaccaaatatgacatcaactgggtgcgccaggcecccectggacaagggcttgaatggatgggatgg
atgagcgctaacactggaaacacgggctatgcacagaagttccagggcagagtcaccatgaccagggacacgtcce
ataaacacagcctacatggagctgagcagcectgacatctggtgacacggcecgtttatttctgtgcgaggagtagt
cttttcaagacagagacggcgccctactatcacttcegetctggacgtcectggggccaagggaccacggtcacce

ME1337
VHEVQLVETGAEVKKPGASVKVSCKASDY IFTKYDINWVROAPGOQGLEWMGWMSANTGCNTGYAQKFQGRVTIMTRD
TSINTAYMELSSLTSGDTAVYFCARSSLEKTETAPYYHEFALDVWGQGTTVT
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Figure 5
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Figure 6
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Figure 7:
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Figure 8:
Zx ol PR (BRSO naiva
I L \ bl
A) Native MS spectrum of transfection sample ZO (T366K/L351’D)

B) Convoluted MS spectrum of transfection sample ZO (T366K/L351’D). The second/main peak
represents the bispecific molecule.
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Figure 10

A K409D:K392D/D399'K:E356'K
B D399K:E356K/D399°K:E356°K

C K409D:K392D/K409’'D:K392'D
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Figure 11:
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Fig 12:

1351DS354AR355D-
1L351DS354AR355D
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Figure 13:
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Figure 15:

51DY349D
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Figure 17:
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Figure 18:
100 A T366K-L351K/L351D
non-
deglycosylated
AA
0 T
AB T366K-L351K/L351D-Y349E
non-
deglycosylated
BB
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Figure 21:

PCT/NL2013/050293

24 /33

% 1gG left after 10xFT

100.0

80.0

60.0

40.0

20.0

0.0

Average 10x FT n=3

1122

1337

wt

CR 3 4 5 6 9 10 11 12




WO 2013/157953 PCT/NL2013/050293

25/33
Figure 22:
A
Fib coat, 0.5 ug/ml IgG
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Figure 24:
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Figure 25:
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Figure 26:
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Figure 27B:
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Figure 28:

ity

| 1516:1516

L S AR R Y MRS SR S

ﬁ133?:i337

3
151
1

W 8

H
H
H
H
H
}

§

%
1

|

i
3
3
3
3

5
§
i

|
i
|

\\.,.

%
A SN SR SN S S N

oy

N o a0 S0 e L SR Y U )



WO 2013/157953

PCT/NL2013/050293
33/33

Figure 29:

25

ug/ml

0 50 100

150 200 250 300 350 400
hours after dosing




