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A NI-105.4E4-VH (variable heavy chain sequence VH; SEQ ID NO: 9)
FRI———————mmmmmmm e CDR1-FR2-—————————- CDR2-——=-——--—

AASTKGRFTLSRDDSRNTAYLOMSSLOTEDMAVYYCTVLSANYDTEDYWGQGTLVTIVSS

NI-105.4E4-VL (variable light chain sequence VL; SEQ ID NO: 11)
FRI——————————————m— o CDR1-—-—--- FR2—————=—————— CDR2---FR3--—-

LPV

GSSSGTTVILTISGVOAEDEADYYCLSADNSATWVEGGGTKVTIVL

B NI-105.24B2-VH (variable heavy chain sequence VH; SEQ ID NO: 13)

et 2 CDR3--FR4-——————-
KFQARVTLTSDTSTSTVYMDLSSLTSEDTAVY YCAVLS PSNPWGOGTTVTVSS

NI-105.24B2-VL (variable light chain sequence VL; SEQ ID NO: 15)
FRI——————————————————— CDR1--—--—-- FR2—————=—————— CDR2---FR3----

GSTSGTTVALTINGVQAEDEADYYCQSADRSGALWVEGGGTKLTVL

C NI-105.4A3-VH (variable heavy chain sequence VH; SEQ ID NO: 17)

FRI-————————————————— CDR1-FR2--——-—————- CDR2--—————-—
QVQLVESGGGAVQPGGSLRLSCAASGFTFSDYAMEWVROAPGKGLOWVAVISYEGTYKYYAD
E T

PR3- m oo CDR3--——————————— FR4-————-

SVKGRETISRDNSKNTLNLOMSSLRVEDTAVYFCVKARAFASGORSTSTVPDYWGOGTLVTV

SS

NI-105.4A3-VL (variable light chain sequence VL; SEQ ID NO: 19)
FRI————————————————m o CDR1-—-——-- FR2-——————————— CDR2---FR3----

GSSSGTVATLTISGAQVDDEADYYCYSTDISGDLRVEGGGTKLTVL
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NI-105.4E4 Tau12
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FIG. 4A

FIG. 4A’
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FIG. 4C

FIG. 4D

Alanine mutagenesis table 4E4 epitope
335GQVEVK SEKLDFKDR349

35 G Q@ VvV EV K S E KL b F K DR SEQ D NO: 43
36 A Q V E V KS E KL DF K DR SEQ D NO: 44
37 G A VEV K S EIKLDF KDR SEQ D NO: 45
38 G Q A EV KS§ E KL b F KDR SEQ ID NO: 46
39 G Q VAV KS E KL DF K DR SEQID NO: 47
40 G Q VE A K S E KL Db F KDR SEQID NO: 48
41 G Q VEVASEI KLDF KDR SEQ ID NO: 49
42 G VEV KAEI KL DF K DR SEQ D NO: 50
43 G Q VEV KS A KL Db F K DR SEQ D NO: 51
44 G Q VEV KS EA AL B F KDR SEQ ID NO: 52
45 G Q VEV KS EKADF K DR SEQ D NO: 53
46 G & VEV KS E KL A F KDR SEQ ID NO: 54
47 G & VEV KS E KL Db AKDR SEQ D NO: 55
48 G Q vV EV KS EKL Db F A DR SEQ ID NO: 56
49 G Q VEV KS E KL b F K AR SEQ ID NO: 57
50 G VEV K8 E KL Db F KDA SEQ ID NO: 58
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FIG. 4E

Alanine mutagenesis table 4E4 epitope

383 KAKTDHGA EIVYKSP 397

DNO: 71
DNO: 72
DNO: 73
DNO: 74
DNO: 75
DNO: 76
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A

C
Alanine Mutagenesis Table
1 Q E 6 DTDAGLIKTESZPUL Q SEE D NO: 42
2 A E GDTDAGLKESUPL Q SEE ID NO: 77
3 Q A GDTDAGLKE S P L Q SEE ID NO: 78
4 Q E ADTDAGULKE S P L Q SEE ID NO: 79
5 Q E GA T DAGLKESPUL Q SEE ID NO: 80
6 Q E GDADAGLKESUPL Q SEE ID NO: 81
7 Q E 6D TAAGLKESZPUL Q SEE ID NO: 82
8 Q E GDT DG GL KE S P L Q SEE ID NO: 83
9 Q E GDTDUPGL KESPL Q SEE D NO: 84
10 Q E GDTDAA AL K E S P L Q SEE {D NO: 85
11 Q E GDTDAGAIKTE S P L Q SEE ID NO: 86
12 Q E GDTDAGLATESUPL Q SEE ID NO: 87
13 Q E 6D TDAGLI KA ASUZPL Q SEE ID NO: 88
14 Q E G DT DAGL KEAPUL Q SEE ID NO: 89
15 Q E GDTDAGULKE S AL Q SEE {D NO: 90
16 Q E GDTDAGLKESPANQ SEE ID NO: ¢1
17 Q E GDTDAGLIKTETSUPULA SEE ID NO: 92

FIG. 14
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FIG. 16
plasma antibody levels
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FIG. 17
Brain antibody levels
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