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Figure 1A-C
Fig. 1A
NI-205.3F10-VH(variable heavy chain sequence VH (SEQ ID NOS:1, 2))
L CDR1--=--FR2-—=--—=-——=- CDR2-—==-

TAVYY

FRI-==—————===—m—————— = CDR1-—====wm== FR2-——=—=—-—— CDR2----—~
EIVLTQSPGTLSLSPGERATLSCRASQDVNNNYLAWYQQKPGQAPRLLI YGASRRATGVPDR
~=~FR3===——=—m———m—mmmmmmm o CDR3w—-==—==- JK=--~

FSGRGSGTDFTLTINRLEPEDFAMYFCQQYGGSPPYTFGQGTKLETK

Fig. 18
NI-205.51C1-VH (variable heavy chain sequence VH (SEQ ID NO:10))

YADSVKGRETISRDNDKNTLYLOMNSLRVEDTAIYYCARSRKSVWGQGTMVTVSS

NI-205.51C1-VL (variable light chain sequence VL (SEQ 1D NO:14))

FRl-—=—=—=—=—————————mm—mm o CDR1=-=====—===== FR2--—---- CDR2-==——~
QSALTQPASVSGSPGQSITISCTGSNTDVGAYDYVSWSQQLPGKAPKFV . FDVDVRPSGIS
—===FR3===—mmm—mmmm oo CDR3--—-——-- JL--=

DRESGSKSGNTASLTISGLQAEDEADYYCSSYTKSGTLVEFGGGTKVTVY

Fig. 1€

NI-205.21G2-VH (variable heavy chain sequence VH(SEQ ID NO:18))
1 CDR1----FR2===-—=—-- CDR2---

KYSQKFQGRLTLTRDTSANIAYLELRSLTTEDTAVYYCARRASGSNGLDVWGQGTTVTVSS

NI-205.21G2-VK (variable light chain sequence VK(SEQ ID NO:22)

FRl-——————————m—mmmmmm oo CDRl1------—- FR2-—=—===—=- CDR2--
DIQMIQSPSSI.SASVGDRITITCQASRDITNY LNWYQQOKPGKAPKLLI YDASYLETG
FR3=— === == m——mm—mm—mm e CDR3-------- JK--~-
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Figure 1D-F
Fig. 1D
NI-205.8A2-VH (variable heavy chain sequence VH (SEQ ID NOS:26, 27)
FRL-—=—===—= == —m—m—mm——m—mm o CDR1----- FR2-———-—=— CDR2--

RFEYADSVEGRFTISRDNSKNTLYLQLTSLRAEDTAIYYCARDRVASEGTAFDVWGQGTMVTVSS
T

NI-205.8A2-VK (variable light chain sequence VK (SEQ ID NO:31))

ARFIGSGSGTHFTLTISSLEPEDSAVYYCQHRSDWTEFGQGTKVEIK

Fig. 1E
i-205.15F12-VH (variable heavy chain sequence VH(SEQ ID NO;:35, 36))

STNYAQKFKGRITMSADTPARSVSMELGSLRSDDTAMYYCARLPVNIEVLDLWGQGTLVTVSS

NI-205.15F12-VK (variable light chain sequence VK (SEQ ID NOS:40,41))

E L

Fig. IF

TDDAFDVWGQGTTVTVSS

NI-205.113C4-VL (variable light chain sequence VL (SEQ ID NO:49))
FRL—w=—s—=———=———————— CDR1--=-—-—==== FR2-—————- CDR2---FR3

RESGSNSGDTATLTISRVEVGDEADYYCQVWDNSSDHLVVEGGGTKLTVL
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Figure 1G-1
Fig. 1G
NI-205.25F3-VH (variable heavy chain sequence VH (SEQ ID NOS:53,129))
FRL-mmmmmmmmmmmm e CDR1==~=- FR2-~==-===~ CDR2---

————————————— FR3=—===—=======--—————mm— = —CDR3~ ===
YYPDSVKGRFTISRDNSMNTLYLOMDSLRAEDTAVYYCARDTYQYDSSTYYPYFYYYG
________ JH____
MDVWGQGTTVTVSS

NI-205.25F3-VL (variable light chain sequence VL. (SEQ ID NO:57))

SSRFSGSKSGNTASLTISGLOSEDEADYYCSSFASSSTSVIFGGGYKLTVL

Fig. 1H
Ni-205.87E7-VH (variable heavy chain sequence VH (SEQ ID NO:61))

FRI-—=——==m——=————————m e CDR1--—===—=—=—— FR2----—- CDR2----
QSALTQPRSVSGSPGQSITISCTGTSSNVGT YKEVSWYQQHPGKAPKLMI YDVTKRPSGV
~FR3=====—==—m—mmmmmmm e m CDR3--—=-—-- JL---

PDRFSGSKSGNTASLTISGLOAEDEADYYCCSYAGSYTYVEGSGTKVTIVL
Fig. 11

NI-205.21G1-VH (variable heavy chain sequence VH (SEQ ID NO:69))

SYADSVKGRFTISRDNSKKTLYLOMDSTLRVEDTALYYCANAFSSSASGGYWGQGTLVIVSS

NI-205.21G1-VK: (variable light chain sequence VK(SEQ ID NO:73))

FRI-—=—=————mm—mmmsm e CDR1--—=—=======— FR2-—-—=-—- CDR2-
DVVMTQSPLSLPVTLGQPASTSCRSSQSLVHSDGVTYLNWFQORPGOSPRRLI YKVSNRD
FR3=— === == mm——m——mm e m o CDR3=——=====~ JK--

SGVPDRFSGSGSGTDFTLEISRVEAEDVGIYYCMOGTHWPPWTFGQGTKVEIK
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Figure 1J-K
Fig. 1J
NI-205.68G5-VH (variable heavy chain sequence VH (SEQ ID NOS:77,78))
FRI— == s m e e CDR1-—==-FR2===m=—m=— CDR2---

GOQGTLVTVSS

NI-205.68G5-VK (variable light chain sequence VK( SEQ ID NOS:82,83))

FRl-——=—==——=—————mm——m o CDR1---——=---—= FR2-——==== CDR2---—-

EIVLTQSPGTLSLSPGERATLSCRASQAVTNNY LAWYQQKPGQAPRLLVYAASSRATGIP
M

L CDR3---—---—- JK--

RFYGSGSGADFTLTISRLEPEDFAVYYCQQYGTSPITFGQGTRLEIK
Fig. 1K

NI-205.20A1-VH (variable heavy chain sequence VH (SEQ ID NO:87))
FRL-===——=—=———————m—m—m—— - CDR1---FR2-=-—-———~—~ CDR2---

PRl-———mmmm—m e mmmmmmmmm e CDR1----—=--- FR2-—————-— CDR2---¥R3
EIVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWYQQOKPGQAPRLLIYGASSRATGIPD
—————————————————————————————— CDR3-------JK---=
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Figure 2A-F

Fig. ZA
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Figure 2G-J

Fig. 2G

Fig. 2J
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Figure 3A-C
Fig. 3A
NI-205.41D1-VH (SEQ ID NO:130):

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYYMSWVRQAPGKGLEWVANIKQDGSEKYYVDSVKGRFTIS
RDNARNSLYLOQMHSLRAEDTAVYYCASPPGWWGQGTLVTVSS

NI-205.41D1-VK (SEQ ID NO:134):

TOFTLRISRVEAEDVGVYYCMOSIQLPVTFGGGTKVEIK
Fig. 3B
NI-205.29E11-VH (SEQ ID NO:138):

QVQLVQSGAEVKKPGASVKVSCKASGYIFTDYFIHWIRQAPGQGLEWMGWIKPKSGGTDYAEKFQGRVTL
TRDTSITTVYMELSRLNSDDTAVYYCARLKYSVPDSDYWGQGTLVTVSS

NI-205.29E11-VK (SEQ ID NO:142):

DVVMTQSPLSLPVTLGQSASISCRSSQGLVHSDGNTYLNWFHQRPGQSPRRLIYKVENRDSGVSDRFSGSGS
GSDFTLMISRVEAEDVGIYYCMQGTLWPLTFGOQGTKVEIK

Fig. 3C
NI-205. 9E12-VH (SEQ ID NO:146):

EVQLVESGGGLVKPGGSLRLSCATSGFNFSNVWISWVRQAPGKGLEWVGRIKSKNDGGTTEYAAPVKGRF
TISRDDSKNTVYLQMNSLKTEDAGVYYCTTDPYHYFDMGGPGFGPWGQGTLVTVSS

NI-205. SE12A-VK (SEQ 1D NO:150):

DIVMTQSPDSLAVSLGERATINCKSGQSVLYRSNNRNYIAWYQQKPGQPPKLLIYWASTRESGVPDRFSGSG
SGTDFTLTISSLQAEDVAVYYCQQYYSNRWTFGQGTKVEIK

NI-205. 9E12D-VK (SEQ 1D NO:151):

DIVMTQSPDSLAVSLGERATINCKSSQSVSYSSNNKNFLSWYQQKPGQPPKLLIYWASTRESGVPDRFSGSG
SGTDFTLTISSLQAEDVAVYYCOQYSSLPISFGOQGTRLEIE
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Figure 3D-F
Fig. 3D
MNI-205.98H6-VH {SEQ 1D NO:355):

EVOLLESGGALVOPGGSLRLSCAASGLTFSRHAFSWVRQAPGKGLEWVAIRSGSGENTYYAASVKGRITISR
DESKNTLYLOMNSLRVEDTALYYCAKEVLEWSLISRYMDVWGKGTTVTVSS

Ni-205.98H6-VL {SEQ 1D NO:159):

QSVLTQPPSASGTPGQRVTISCSGSSSNIGGNTVNWYHQLPGTAPKLLVYSTNOQRPSGVPDRFSGSKSGTSA
SLAISGLOAEDEADYYCATWDDSLNGWVFGGGTKLTVL

Fig. 3K
NI-205.10D3-VH (SEQ 1D NO:183):

QVQLQESGPGLVKPSETLSLTCTVSGGSITDYYWSWIRQPPGKGLEWIGYIHDSGTTRYNPSLTSRLSMSLDT
STNQVSLRLTSVTAADTAVYYCAKVPDYWGQGTLVTVSS

NI-205.10D3-VK (SEG 1D NO:167):

DIVMTQSPDSLAVSLGERATINCKSSQSVLYNSDNKNYLAWLQQKPGQPPKVLIYWASTREFGVPDRFSGS
GSGTDFTLTISSLQAEDVAVYYCHQYYSVPFTFGGGTKVEIK

Fig. 3¥
MNI-205.44B2-VH {SEQ 1D NO:171):

QVOLOESGPOVVKPSOTLSETCTVSGYSVESGRYYWISWIRHHPGKGLEWIGYISFEGSSNYNPSLKGRVEM
SYDTSNNOFSLNLKSVTAADTAVYFCATGNAYSEWGQGTMVTVSES

Ni-205.4482-VL (SEGQ 1D NO:175):

QSALTQPASVSGSPGQSITISCTGTSSDIGTHNLVSWYQQHPGKAPKLIIYEIFERPSGISSRFTGSKSGNTASLT
ISGLQAEDEADYFCCAYSVIVIFGGGTKLTVL
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Figure 3G-I
Fig. 3G
NI-205.38H2-VH {(SEQ 1D NO:179):

EVOLVESGGDLVQPGGSLRLSCTASGENLGDYWMHWVRQVPGKGLVWVSRISSDGASVSYADFVEGRFTI
SRGNARNTLFLELNSLRLDDTAVYYCAMGVVWGQGTLVTVSS

NI-205.38H2-VL (SEQ ID NO:183):
SYELTQPPSVSVSPGQTATISCSGDALPKRYAYWYKQKSGQVPVLIIYEDNKRPSGIPARFSGSSSGTMATLTI
TGAQVDDEADYYCYSSDNSDTYSVFGGGTKLTVL

Fig. 37

NI-205.36D5-VH (SEQ ID NO:187):

QVQLVESGGGVVQPGRSLRLSCAASRETFSSYGMHWVRQAPGKGLEWVALIYYDATQKYYADSVKGRFTIS
RDNSKNALYLQMTSLRADDTAVYYCARDLPYHYHRSASFAPADTWGQGTLVTVSS

NI-205.36D5-VK (SEQ 1D NO:191):

VL TOSPGTLSLSPGERATLSCRASOTISNNY LAWY QOKPGOAPRLLYYAASSRATGIPDRFYGSGSGADFTL
TISRLEPEDFVVYYCOOYGSSPITFGOGTRLENK

Fig. 31

NI-205. 58E11-VH (SEQUID NO:195)

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYSMSWVRQAPGKGLEWVATVGYGGTIYYADSVKGRFTISR
DNSKNTLYLEMNSLRAEATAVYYCAKANYGGNRFGLDVWGQGTTVTVSS

NI-205. 58E11-VL (SEQ ID NO:199):

TASLTVSGLOAEDEADYYCSSYAGSNNLGVFGTGTEVTVL
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Figure 3J-L
Fig. 3J
NI-205. 14H5-VH (SEQ ID NO:203}:

EVOLLESGGGLVQPGGSLRLSCAASGETERNYAMAWYVROAPGKGLEWVSAIPARGDKTYYADSVRGRFTIS

RDISKSALYLOMNSLRVEDTAVYYCAKAHHLYNENFDYWGQGTLVTVSES

NI-205. 14H5-VK (SEQ ID NO:207):
EIVLTQSPGTLSLSPGETVTLSCRASQSVSSSNLAWYQQKPGQAPRLLIYGASSRATGIPDRFSGRGSGTDFTL
TISRLEPEDFAVYYCQHYGTFGQGTKVDIK

Fig. 3K

NI-205. 31D2-VH {SEQ ID NO:211):

EVOLLESGGGSVOPGGSLRISCAASGRTESTYVMOWYROAPGKGLEWVSAISRRGGITYYADSVKGRITIGR
DNSKNTLYLOMNSLRAEDTAVYYCAKDRWLTGRTGGVEDIWGQGTMVTVSS

NI-205. 31D2-VK (SEQ 1D NO:215):

DI MTOSPSSLSASVELRVTITCOASQDISNYLNWYQOKPGKAPKLLIVDASNLETGVPSRFSGSGSGTDFTF
TISSLOPEDTATYYCQQYDNLPLTFGGGTHVEIK

Fig. 3L

NI-205. 8F8-VH (SEQ ID NO:219):

EVOLLESGGGLVOPGGSLRISCAASGY TFSYYAMSWVROAPGKGLEWVSTIGDSGSTTHYARSVKGRIFTISR
DNSKSTLYLOMNSLRAEDTAVYYCAKGLGPYAMGRYWGOGTLVTVES

NI-205. 8F8-VL (SEQ ID NO:223):

QSVLTOPPSASGTPGORVTISCSGSSSNIGSNNVYWYQGLPGTAPKLLVYRNNORPSGVFDRVIGSKSGESA
SLAISGLRSEDEADYYCAAWDDSLRGYVEGTGTRVTVL
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Figure 3M-O
Fig. 3M
NI-205.31011 VH (SEQ 1D NO: 227

QVQLVESGGGVVOPGRSLRISCVASGHFTFDNYGMHWVROAPGKGLEWLAVISYGGDHOFYGDSVKDRIT
ISRONSKNTAYLOMHSLRPROTAVYYCATGVTFBEWGQGTLVTVSS

NI-205.31C11 VK (SEQID NO:231):

DVVMTQSPLSLEVTLGOPASISCRESOSLVHS DG NTYLNWFQORPGOSPRRUYKYSHRESGVPDRFSGSGS
GTOFTLKISRVEAEDVEVYYCLQGTHWPPFTFGOGTKLEIK

Fig. 3N
NI-205.8C10 VH (SEQ 10 NO:235):

EVQLVESGGGLVNPGGSLRLSCTASGFSFSTYSMNWVRQAPGKGLEWVSLITSSGSYIYYADSVKGRFTISRD
DAKNSLYLQMNSLRAEDTAVYYCANMLAAAGSHYFHYWGQGTLVTVSS

NI-205.8C10 VK (SEQ ID NO:239):

DIVMTQTPLSSPVTLGQPASISCRSSQSLVHSDGNTYLSWLQQRPGQPPRLLIYKISERFSGVPDRFSGSGAG
TDFTLKISRVEAEDVGVYYCMQVTQFPITFGQGTRLEIK

Fig. 30
NI-205.10H7 VH (SEQLID NO:243):

QVOLVESGGGVVQPGRSLRISCAASGFTFSNYAMHWYROAPGKGLEWVAVIWYDGSKKYYGDSVKGRFT
ISRDNPKNTLYLOMNSLRVEDTAIYYOVPDAFDMWGQGTMVTVSS

NI-205.10H7 VK (SEQ ID NO:247):

DIVMTOTPLSSPYTLGOPASISCRESOSLYHTBGRTYLSWIHORPGOPPRPUIYKMSKRESGYPDREYGSGA
ETEFTLKISRVEAEDVGIYYCLOLTQFPITFGAGTRLEK
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Figure 3P-R
Fig, 3P
MI-205.2A9 VH {SEQ D NO:251)

QVQLVQSGSELKKPGASVKVSCKASGYTFTSYAMNWVRQAPGQGLEWMGWINTNTGNPTYAQGFTGRF
VFSLDTSVSTAYLQISSLKAEDTAVYYCARDRIDGSSWSSWFEDPWGQGTLVTVSS

NI-205.1A9 VL (SEQ ID NO:255):

QSVLTQPPSVSGAPGQRVTISCTGSSSNIGAGYDVHWYQQLPGTAPKLLIYGNSNRPSGVPDRFSGSKSGTS
ASLAITGLOAEDEADYYCQSFDSSLSSSVFGGGTKLTVL

Fig. 30
NE-205.14W3 VH (SEQ 1D NO:259):

QVQLVQSGSELKKPGASVKVSCKASGYPVNNYAINWVRQAPGQGLEWMGEINTNTGIPTYAQGFTGRFVF
SLDTSVNTAYLQISGLKADDTAVYYCARVGIVGVIVFDYWGQGTLVTVSS

NI-205.14W3 VK (SEQ ID NC:263):

DVVMTQSPDSLAVSLGERATINCKSSQSVLSSSKNKNHLAWYQQKPGQPPKLLIYWASTRESGYWASTRES
GVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCQQYYSPSVTFGGGTKVEIK

Fig. 3R
NI-205.19G5 VH (SEQ ID NO:267):

QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGMHWYRQAPGKGLEWVAIIYYDSSQRYYADSVKGRFTIS
RDNSKNALYLOMNSLRAEDTALYYCARDLPFHYHRSASFAPSDTWGQGTLVTVSS

NI-205.19G5 VK (SEQ ID NO:271):

EIVLTQSPGTLSLSPGERATLSCRASQAVTNNYLAWYQQKPGQAPRLLVYAASSRATGIPDRFYGSGSGADFT
LTISRLEPEDFAVYYCQQYGTSPITFGQGTRLEIK
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Figure 4A, B, Eand F
Determination of binding affinity {ECs} for human TDP-43
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Figure 4C, D, G,and H
D¥etermination of binding affinity (ECso) for human TDP-43
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Figure 3A-1
Binding to distinct TDP-43 domains
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Figure 81-M
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Determination of Ni-205.4101 binding epitope
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Figure 7C

Determination of Ni-205.41D1 binding epitope
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Figure 8AB
purification of monomeric forms of TDP-43 using mild chaotropic conditions
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Figure 8C
Purification of monomeric forms of TDP-43 using mild chaotropic conditions
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Figure 9B

180 ~
160 4
143 -
120 ~
100 -
80 -
60 -
40

20 =

Flucrescence Pol. (mP)

= //é

. ’r‘,_y//,{,m.,.m

PCT/IB2012/002905

28/33

. s (UG
Kd = 13nM
oo N (UU)6
0.4 06 08 10 12

[TDP] (uM)



WO 2013/061163 PCT/IB2012/002905

29/33

Figure 8C
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Figure 9D

Fluorescence Pol. (mP)

180
160
140
120
100
80
60 -
40 4

20

PCT/IB2012/002905

30/33
e
|
;
)
i
i;
l 147TDP:1RNA
{
%
00 "\' Oj2 0?4 0.16 O.\8 1f0

[TDP-43] (uM)

1.2



WO 2013/061163

Figure 18AB

Abs 450

Abs 450

PCT/IB2012/002905

31/33

full length-TDP43 (1414 olded (rapture ELISA}

N0
NE-205.2101
NE-205.53C1

o NR205.21G2
¥ NI-Z053F10

N
poyy 5
ARt L

e

B /riM e
0070

440
110
3.60
>80

13 100

NG abd inM)

TOR43 (220-474)  {Capture ELISA}

1.5

8]

O N8548
0 N205.2161
& NE2OSSTO

NI-205.21G2
NI-20S3F 0

L

£C b

-
G106
.33

ol
P

0.001



WO 2013/061163 PCT/IB2012/002905

Figure 11A-R




WO 2013/061163 PCT/1IB2012/002905

33133

Figure 1152




