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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)

131

SSKSTSGGTA

191

SSLGTQTYIC

251

LMISRTPEVT

311

QDWLNGKEYK

371

GEYPSDIAVE

431

ALHNHYTQKS

141

ALGCLVKDYF

201

NVNHKPSNTK

261

CVVVDVSHED

321

CKVSNKALPA

381

WESNGQPENN

441

LSLSPGK

151

PEPVTVSWNS

211

VDKRVEPKSC

271

PEVKENWYVD

331

PIEKTISKAK

391

YKTTPPVLDS

2/33

161l
GALTSGVHTE
221
DKTHTCPPCP
281
GVEVHNAKTK
341
GOPREPQVYT
401

DGSFELYSKL

171

PAVLQOSSGLY

231

APELLGGPSV

291

PREEQYNSTY

351

LPPSREEMTK

411

TVDKSRWQOG

181

SLSSVVIVPS

241

FLEPPKPKDT

301

RVVSVLTVLH

361

NOVSLTCLVK

421

NVESCSVMHE



3/33

Figure 3: nucleotide and amino acid sequences of VH regions used

ME1025_VH
gaggtgcagctggtggagtctgggggaggcttggtacagectggggggtccctgagactcectectgtgecag
cctctggattcacctttagcagctatgccatgagectgggtccgeccaggctceccagggaaggggctggagtyg
ggtctcagctattagtggtagtggtggtagcacatactacgcagactccgtgaagggeccggttcaccate
tccagagacaattccaagaacacgctgtatctgcaaatgaacagcecctgagagecgaggacacggecgtgt
attactgtgcaagggccgattggtgggcgacttttgactactggggccaaggtaccctggtcacce

ME1025_VH
EVOLVESGGGLVOPGGSLRLSCAASGETEFSSYAMSWVROAPGKGLEWVSAISGSGGSTYYADSVKGRETL
SRDNSKNTLYLOMNSLRAEDTAVYYCARADWWATEDYWGQGTLVT

ME1122_VH
gaggtgcagctggtggagtctgggggaggcgtggtccagectgggaggtceccctgagactectectgtgeag
cctctggattcaccttcagtagctatggcatgcactgggtccgeccaggctceccaggcaaggggctggagtyg
ggtggcagttatatcatatgatggaagtaataaatactatgcagactccgtgaagggccgattcaccate
tccagagacaattccaagaacacgctgtatctgcaaatgaacagecctgagagectgaggacacggecgtgt
attactgtgcaagagccctcttcacgaccatcecgeccatggactattggggccaaggtaccctggtcacce

ME1122_VH
EVOLVESGGGVVQOPCRSLRLSCAASGETEFSSYCMHWVROAPGKGLEWVAVISYDGSNKYYADSVKGRETL
SRDNSKNTLYLOMNSLRAEDTAVYYCARALETTIAMDYWGQGTLVT

ME1337 VH

gaggtgcagctggtggagactggggctgaggtgaagaagccgggggcectcagtgaaggtctcectgcaaggettcet
gactacatcttcaccaaatatgacatcaactgggtgcgccaggcecccectggacaagggcttgaatggatgggatgg
atgagcgctaacactggaaacacgggctatgcacagaagttccagggcagagtcaccatgaccagggacacgtcce
ataaacacagcctacatggagctgagcagcectgacatctggtgacacggecgtttatttctgtgecgaggagtagt
cttttcaagacagagacggcgccctactatcacttcecgetctggacgtcectggggccaagggaccacggtcacc

ME1337

VHEVQLVETGAEVKKPGASVKVSCKASDY IFTKYDINWVRQAPGOGLEWMGWMSANTCGNTGYAQKEFQGRVTMTRD

TSINTAYMELSSLTSGDTAVYFCARSSLEKTETAPYYHFALDVWGQGTTVT
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Figure 4: mass spec data of transfections A, G and H
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Figure 5
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Figure 7:
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Figure 8:

2x dil. PB1886p05 native
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B) Convoluted MS spectrum of transfection sample ZO (T366K/L351’D). The second/main peak
represents the bispecific molecule.
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Figure 9:
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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



13/33

Figure 11:
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Figure 13:
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Figure 14:
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Figure 15:
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Figure 16:
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Figure 17:
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Figure 18:
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Figure 19A:

21/33

H
i
:
H
i
[
H
i
H
F
H
i
:
F
H
i
:
F
H
i
:
F
H
i
:
F
H
i
:
F
H
?
:
]
H
]
:
F
H
]
:
]
:
¢
:
H
:
H
:
H
:
H
:
H
:
i
i
i
i
i
; ;
] ¢
:
H ;
H
H i
i ;
i
H
i :
¢
;
; ;
H
H 7z
;
H
H H
¢
H ;
H z
i
# /
H
|
:
7 R
¢
;
2 b
7
i
H i
H fasd
; s
; &
Z b
; %
i 7
; / w5
: P
5 fasd
5 5 "
) b 3 >
Y P % o
3 * % £
p i : E bt
; y Y R
} : ’ #
% 4 v
<3
4
% i b
’ %
%
o o o 9 2 8 Z
> fon S
o < L] o & s it
: o
<-4



3G

Figure 19B:
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Figure 21:
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Figure 22:
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Figure 24:
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Figure 26:
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Figure 27A:
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Figure 27B:
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Figure 28:

1001 A 1516:1516
=
50 | 5600 | S50 50 | 5660 | 5580 | 5700
1 - A )
T T P A e e P TP e B AR B e e e AR aaas aAsas M seae S
a0 1000 1500 2000 2500 3000 3500 400 4800 5000 &600 6000 G650 7000 7800 8000 8500 000 9800
1337:1337
1007 B
=
30 5500 M %m0 3550 3590 50 s
B B .‘ir‘?-“-‘ i B i
50 1000 1500 2000 2500 3000 3500 4000 4500 A000 5500 6000 BE00 7000 7500 8000 8800 9000 9500
- 1516:1337
C 1516:1516
| )
TS w00 S0 | S0 | S0 S0 SW0 SO0
. — L LLL
T - T - T T T T - T T T T T T
1000 2000 000 4000 5000 6000 7000 2000 9000 10000 11000



33/33

Figure 29:

25

ug/ml

0 50 100 150 200 250 300 350 400
hours after dosing




