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Figure 6
1 50
3-33_VH (1) QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGMHWVROAPGKGLEWVAV
ME3056_VH (1) QVQLVQOSGGGVVQPGRSLRLSCVASGEFTFSSYGMHWVROAPGKGLEWVAA
Consensus (1) QVQLV SGGGVVQPGRSLRLSC ASGFTEFSSYGMHWVRQAPGKGLEWVA
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ME3056_VH (1) QVQLVQOSGGGVVQPGRSLRLSCVASGEFTFSSYGMHWVROAPGKGLEWVAA
ME3872_VH (1) QVQLVQOSGGGVVQPGRSLRLSCVASGEFTFSSYGMHWVROAPGKGLEWVAA
ME3873_VH (1) QVQLVQOSGGGVVQPGRSLRLSCVASGEFTFSSYGMHWVROAPGKGLEWVAA
ME3905_VH (1) QVQLVQOSGGGVVQPGRSLRLSCVASGEFTFSSYGMHWVROAPGKGLEWVAA
51 100
ME3056_VH (51) IWYEGRKQDYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCTRGT
ME3872_VH (51) IWYgGRKQDYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCTRGT
ME3873_VH (51) IWYQGRKQDYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCTRGT
ME3905_VH (51) IWYEGRKQDYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCTRGT
101 118
ME3056_VH (101) GYNWEFDPWGQGTLVTVSS
ME3872_VH (101) GYNWEFDPWGQGTLVTVSS
ME3873_VH (101) GYNWEFDPWGQGTLVTVSS
ME3905_VH (101) GYNWEFDPWGQGTLVTVSS
Figure 8
RSEEHE

»

EES

MF

& i 4 & & gt
G conventyation {pgfad)



WO 2017/010874

Figure 9

MF3056_VH
MF3874_VH
MF3878_VH
MF3883_VH
MF3886_VH
MF3891_VH
Consensus

MF3056_VH
MF3874_VH
MF3878_VH
MF3883_VH
MF3886_VH
MF3891_VH
Consensus

MF3056_VH
MF3874_VH
MF3878_VH
MF3883_VH
MF3886_VH
MF3891_VH
Consensus

ﬁ‘ﬁ\ﬁ‘ﬂ\ﬁ\ﬁ‘ﬂ\
PR e R e e e
— = — — —

cgrar g g gr U1 an
I = = S R =

101
101
101
101
101
101
101

,.\,.\,.\,.\,.\,.\,.\
N N RN

PCT/NL2016/050507

4/17

1 50
QVOLVQSGGGVVQOPGRSLRLSCVASGETEFSSYGMHWVROAPGKGLEWVAA
QVOLVESGGGVVQPGRSLRLSCVASGETEFSSYGMHWVROAPGKGLEWVAA
QVOLVOSGGGVVQOPGRSLRLSCAASGETEFSSYGMHWVROAPGKGLEWVAA
QVOLVOSGGGVVQOPGRSLRLSCVASGETEFSSYGMHWVROAPGKGLEWVAY
QVOLVOSGGGVVOPGRSLRLSCVASGETEF SSYGMHWVROAPGKGLEWVAA
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QVOLVOSGGGVVQPGRSLRLSCVASGETEFSSYGMHWVROAPGKGLEWVAA
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Figure 12
1 50
MF3056_VH (1) QVQLVQOSGGGVVQPGRSLRLSCVASGEFTFSSYGMHWVROAPGKGLEWVAA
MF5192_VH (1) QVQLVQOSGGGVVQPGRSLRLSCVASGEFTFSSYGMHWVROAPGKGLEWVAA
MF5193_VH (1) QVQLVQOSGGGVVQPGRSLRLSCVASGEFTFSSYGMHWVROAPGKGLEWVAA
MF5194_VH (1) QVQLVQOSGGGVVQPGRSLRLSCVASGEFTFSSYGMHWVROAPGKGLEWVAA
MEF5195_VH (1) QVQLVQOSGGGVVQPGRSLRLSCVASGEFTFSSYGMHWVROAPGKGLEWVAA
MF5196_VH (1) QVQLVQOSGGGVVQPGRSLRLSCVASGEFTFSSYGMHWVROAPGKGLEWVAA
MEF5197_VH (1) QVQLVQOSGGGVVQPGRSLRLSCVASGEFTFSSYGMHWVROAPGKGLEWVAA
Consensus (1) QVQLVQOSGGGVVQPGRSLRLSCVASGEFTFSSYGMHWVROAPGKGLEWVAA
51 100
MF3056_VH (51) IWYEERKQDYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCTRGT
MEF5192 VH (51) IWYEERKQDYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCTRGT
MF5193_VH (51) IWYE&RKQDYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCTRGT
MF5194 VH (51) IWYEERKQDYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCTRGT
MEF5195_VH (51) IWYEHRKQDYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCTRGT
MF5196_VH (51) IWYE&RKQDYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCTRGT
MEF5197_VH (51) IWYEERKQDYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCTRGT
Consensus (51) IWYE&RKQDYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCTRGT
101 118
MF3056_VH (101) GYNWEFDPWGQGTLVTVSS
MEF5192 VH (101) GYNWEFDPWGQGTLVTVSS
MF5193_VH (101) GYNWEFDPWGQGTLVTVSS
MF5194 VH (101) GYNWEFDPWGQGTLVTVSS
MEF5195_VH (101) GYNWEFDPWGQGTLVTVSS
MF5196_VH (101) GYNWEFDPWGQGTLVTVSS
MEF5197_VH (101) GYNWEFDPWGQGTLVTVSS
Consensus (101) GYNWEFDPWGQGTLVTVSS
Figure 13
1500

g 4—* PG5196 (NA)
¥-m- PG3056 (NG)
o 44— 8 PG5192 (HG)
4 PG5197 (NT)
/-- PG5193 (HA)
—a -~ PG5194 (HT)
- PG5195 (HN)

T * W—-¢ CtrlIgG
0 2 4 6 8 10

IgG concentration (pg/ml)

MFI




WO 2017/010874 PCT/NL2016/050507
717

Figure 15

-

D

2

@

”~

i
R T o RN

ey S R —

8.8 88 18,0 R WL



PCT/NL2016/050507

WO 2017/010874

8/17

Figure 16

HPB-ALL

HL-50

108084

10060

ugyimi

pofmi

Figure 17

BHA3 8O0 463010 %

/
i

L

2

g 8 R g ©
S99 YOO +6900 %




PCT/NL2016/050507

WO 2017/010874

917

Figure 18

syahp sygnods ¥,

Figure 19

A)

R

rsisd e

e

+ 1 t
3 P R 2
SSUNGSTY

Une

A e

1 £ i
B? w0dsoy

R

ne

w

- o

Tt



WO 2017/010874 PCT/NL2016/050507

10/17
Figure 20

A

e CLECIZA
\\\\\\ sty

¥

ECIZR ggaassion

t]

Figure 21

0.00010+

0.00005+ — WT |WT

-== DM | WT
0.00000

'0-00005' ..’_.no-—.'\"-'

Cp (cal/°C)

-0.00010+

-0.00015

DM | WT 73.5 85.0




WO 2017/010874 PCT/NL2016/050507
11/17

Figure 22

15C3 VH (MF3055_VH)
QVQLVQSGGGVVQPGRSLRLSCVASGE TEF SSYGMHWVRQAPGKGLEWVAATWYNGRKQDYADSV
KGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCTRGTGYNWEDPWGQGTLVTVSS

15C3 VL1 - IGKV3-11*
EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPRLLIYDASNRATGIPASESG
SGSGIDFTLTISSLEPEDFAVYYCQOQRSNWPWIFGQGTKVEIK

15C3 VL2 - IGKV1-13 (MF3055_VL)
ATQLTQSPSSLSASVGDRVTITCRASQGISSALAWYQQKPGKAPKLLIYDASSLESGVPSRESG
SGSGIDFTLTISSLOPEDFATYYCQQFNSYPITFGQGTRLEIK

IGKV1-39 (MF3056_VL)
DIQOMTQSPSSLSASVGDRVTITCRASQSISSYLNWYQQKPGKAPKLLIYAASSLQSGVPSRESG
SGSGIDFTLTISSLOPEDFATYYCQQSYSTPPTFGQGTKVEIK

Figure 23

Figure 23A
IGKV1-39A

DIQOMTQSPSSLSASVGDRVTITCRASQSISSYLNWYQQKPGKAPKLLIYAASSLQSGVPSRESG
SGSGTIDFTLTISSLOPEDFATYYCQQSYSTP

Figure 23B

IGKV1-39/jk1
DIQMTQSPSSLSASVGDRVTITCRASQSTISSYLNWYQQKPGKAPKLLIYAASSLQSGVPSRFSG
SGSGTDFTLTISSLQPEDFATYYCQQSYSTPPTFGQGTKVEIK

Figure 23C

IGKV1-39/jk5
DIQMTQSPSSLSASVGDRVTITCRASQSTISSYLNWYQQKPGKAPKLLIYAASSLQSGVPSRFSG
SGSGTDFTLTISSLQPEDFATYYCQQSYSTPPITFGQGTRLETK

Figure 24
MF1337_VH

EVQLVETGAEVKKPGASVKVSCKASDY IFTKYD INWVROAPGOGLEWMGWMSANTGNTGYAQKFQGRVTM
TRDTSINTAYMELSSLTSGDTAVYFCARSSLEKTETAPYYHFALDVWGQGTTVIVSS

MEF4327_VH

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYYMHWVROAPGOGLEWMGIINPSGGSTSYAQKFQGRVTM
TRDTSTSTVYMELSSLRSEDTAVYYCAKGTTGDWEDYWGQGTLVIVSS
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Figure 25

1 50
MF5196_VH (1) QOVQLVQSGGGVVQPGRSLRLSCVASGFTFSSYGMHWVROAPGKGLEWVAA
ME5603_VH (1) QOVQLVQSGGGVVQPGRSLRLSCVASGFTFSSYGMHWVROAPGKGLEWVAA
ME5616_VH (1) QOVQLVQSGGGVVQPGRSLRLSCVASGFTFSSYGMHWVROAPGKGLEWVAA
ME5626_VH (1) QOVQLVQSGGGVVQPGRSLRLSCVASGFTFSSYGMHWVROAPGKGLEWVAA
ME5630_VH (1) QOVQLVQSGGGVVQPGRSLRLSCVASGFTFSSYGMHWVROAPGKGLEWVAA
ME5648_VH (1) QOVQLVQSGGGVVQPGRSLRLSCVASGFTFSSYGMHWVROAPGKGLEWVAA
ME5661_VH (1) QVQLVQSGGGVVQPGRSLRLSCVASGFTFSSYGMHWVRQOAPGKGLEWVAQ
ME5694_VH (1) QOVQLVQSGGGVVQPGRSLRLSCVASGFTFSSYGMHWVROAPGKGLEWVAA
Consensus (1) QOVQLVQSGGGVVQPGRSLRLSCVASGFTFSSYGMHWVROAPGKGLEWVAA

51 100
MEF5196_VH (51) IWYNARKQDYADSVKGREFTISRDNSKNTLYLOMNSLRAEDTAVYYCTRGT
MEF5603_VH (51) IWYNARKQEYIDSVKGREFTISRDNSKNTLYLOMNSLRAEDTAVYYCTRGT
MEF5616_VH (51) IWYNARKQEYNDSVKGREFTISRDNSKNTLYLQOMNSLRAEDTAVYYCTRGT
MEF5626_VH (51) IWYNARKQEYRDSVKGREFTISRDNSKNTLYLOMNSLRAEDTAVYYCTRGT
MEF5630_VH (51) IWYNARKQDYADSVKGREFTISRDNSKNTLYLOMNSLRAEDTAVYYCTRGT
MEF5648 VH (51) IWYNARKQEYLDSVKGREFTISRDNSKNTLYLOMNSLRAEDTAVYYCTRGT
MEF5661_VH (51) IWYNARKQEYSDSVKGREFTISRDNSKNTLYLOMNSLRAEDTAVYYCTRGT
MEF5694 VH (51) IWYNARKQEYSDSVKGREFTISRDNSKNTLYLOMNSLRAEDTAVYYCTRGT
Consensus (51) IWYNARKQEYADSVKGREFTISRDNSKNTLYLQOMNSLRAEDTAVYYCTRGT

101 118
MEF5196_VH (101) GYNWEFDPWGQGTLVTIVSS
ME5603_VH (101) GYNWEFDPWGQGTLVTIVSS
MEF5616_VH (101) GYNWEFDPWGQGTLVTIVSS
MEF5626_VH (101) GYNWEFDPWGQGTLVTIVSS
ME5630_VH (101) GYNWYDPWGQGTLVTIVSS
MEF5648 VH (101) GYNWEFDPWGQGTLVTIVSS
MEF5661_VH (101) GYNWEFDPWGQGTLVTIVSS
MEF5694 VH (101) GYNWEFDPWGQGTLVTIVSS
Consensus (101) GYNWEFDPWGQGTLVTVSS

ME5196_VHOVOLVQSGGGVVQPGRSLRLSCVASGETEFSSYGMHWVROAPGKGLEWVAAIWYNARKQDYA
DSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCTRGTGYNWEDPWGQGTLVIVSS

ME5603_VH
QVQLVQOSGGGVVQOPGRSLRLSCVASGETEFSSYGMHWVROAPGKGLEWVAAIWYNARKQEYIDSVKGRETI
SRDNSKNTLYLOMNSLRAEDTAVYYCTRGTIGYNWEDPWGQGTLVIVSS

ME5616_VH
QVQLVQOSGGGVVQOPGRSLRLSCVASGETEFSSYGMHWVROAPGKGLEWVAAIWYNARKQEYNDSVKGRETI
SRDNSKNTLYLOMNSLRAEDTAVYYCTRGTIGYNWEDPWGQGTLVIVSS

ME5626_VH
QVQLVQOSGGGVVOPGRSLRLSCVASGETEFSSYGMHWVROAPGKGLEWVAAIWYNARKQEYRDSVKGRETI
SRDNSKNTLYLOMNSLRAEDTAVYYCTRGTIGYNWEDPWGQGTLVIVSS

ME5630_VH
QVQLVQOSGGGVVQOPGRSLRLSCVASGETEFSSYGMHWVROAPGKGLEWVAAIWYNARKQDYADSVKGRETI
SRDNSKNTLYLOMNSLRAEDTAVYYCTRGTIGYNWYDPWGQGTLVIVSS

ME5648_VH
QVQLVQOSGGGVVQOPGRSLRLSCVASGETEFSSYGMHWVROAPGKGLEWVAAIWYNARKQEYLDSVKGRETI
SRDNSKNTLYLOMNSLRAEDTAVYYCTRGTIGYNWEDPWGQGTLVIVSS

ME5661_VH
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QVQLVQOSGGGVVQOPGRSLRLSCVASGETEFSSYGMHWVROAPGKGLEWVAQIWYNARKQEYSDSVKGRETI
SRDNSKNTLYLOMNSLRAEDTAVYYCTRGTIGYNWEDPWGQGTLVIVSS

ME5694_VH

QVQLVQOSGGGVVQOPGRSLRLSCVASGETEFSSYGMHWVROAPGKGLEWVAAIWYNARKQEYSDSVKGRETI
SRDNSKNTLYLOMNSLRAEDTAVYYCTRGTIGYNWEDPWGQGTLVIVSS
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Figure 26
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Figure 27

1208

AL WL 228 nevt

.00
BEG-
BSOS

400

200

T ——
5 .8 155 20,0 25,8 3.8 388 1




WO 2017/010874 PCT/NL2016/050507
16/17

Figure 28
1 50
MF5196 (1) QVQLVQSGGGVVQOPGRSLRLSCVASGFTFSSYGMHWVROAPGKGLEWVAA
MF5351 (1) QVQLVQSGGGVVQOPGRSLRLSCAASGFTFSSYGMHWVROAPGKGLEWVAM
MF 5354 (1) QVQLVQSGGGVVOPGRSLRLSCAASGFTFSGYGMHWVROAPGKGLEWVAQ
MF5356 (1) QVQLVESGGGVVQOPGRSLRLSCAASGFTFSKYGMHWVROAPGKGLEWVAQ
Consensus (1) QVQLVQSGGGVVQOPGRSLRLSCAASGFTFSSYGMHWVROAPGKGLEWVAQ
51 100

ME5196 (51) IWYNARKQDYADSVKGREFTISRDNSKNTLYLOMNSLRAEDTAVYYCTRGT
ME5351 (51) IWYDGKNTYYADSVKGREFTISRDNSKNTLYLOMNSLRAEDTAVYYCTRGT
ME5354 (51) IYYDGSRTYYADSVKGREFTISRDNSKNTLYLOMNSLRAEDTAVYYCTRGT
ME5356 (51) IWHDGRKTYYADSVKGREFTISRDNSKNTLYLOMNSLRAEDTAVYYCTRGT
Consensus (51) IWYDGRKTYYADSVKGREFTISRDNSKNTLYLOMNSLRAEDTAVYYCTRGT
101 118
ME5196 (101) GYNWEFDPWGQGTLVTIVSS
ME5351 (101) GYNWEFDPWGQGTLVTIVSS
ME5354 (101) GYNWEFDPWGQGTLVTIVSS
ME5356 (101) GYNWEFDPWGQGTLVTIVSS
Consensus (101) GYNWEFDPWGQGTLVTVSS
MF5351_VH

QVQLVQOSGGGVVOPGRSLRLSCAASGETEFSSYGMHWVROAP GKGLEWVAMIWYDGKNTYYADSVKGRETI
SRDNSKNTLYLOMNSLRAEDTAVYYCTRGTIGYNWEDPWGQGTLVIVSS

ME5354_VH
QVQLVQOSGGGVVQOPGRSLRLSCAASGETFSGYGMHWVROAPGKGLEWVAQIYYDGSRTYYADSVKGRETI
SRDNSKNTLYLOMNSLRAEDTAVYYCTRGTIGYNWEDPWGQGTLVIVSS

ME5356_VH
QVQLVESGGGVVOPGRSLRLSCAASGE T SKYGMHWVROAPGKGLEWVAQIWHDGRKTYYADSVKGRETI
SRDNSKNTLYLOMNSLRAEDTAVYYCTRGTIGYNWEDPWGQGTLVIVSS
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Figure 29
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