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The Methionine (M) at the position 1 in the tau deletion construcis A1-220, A(1-296;392-
441y and A{1-150;392-441) is not part of the natural human tau sequence. It was added
in order to provide a start codon for the bacterial translational machinery.
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FIGURE 11

Human preclinical AD ~ Braak’s Stage |
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FIGURE 11D
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FIGURE 12A AND FIGURE 12B
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FIGURE 12C THROUGH FIGURE 12F
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FIGURE 14A and 14B
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FIGURE 14C and 14D
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FIGURE 15A
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FIGURE 16
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FIGURE17A
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FIGURE 17B
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FIGURE 21A
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FIGURE 23
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FIGURE 24A
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FIGURE 25C
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FIGURE 27
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FIGURE 30

Beam walking test {3.5 cmn beam)
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FIGURE 35

Beam walking test {3.5 cm beam)
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FIGURE 38

Beam walking test {3.5 cm beam)
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FIGURE 41

Beam walking test (3.5 ¢cm beam)
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FIGURE 44

Heam walking test (3.8 cm beam)
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FIGURE 47

Beam walking test (3.8 cm beam}
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FIGURE 50
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FIGURE 51
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FIGURE 56

Geometric mean antibody titers
Solid phase
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FIGURE 57

1.50+

1.25=
1.00-

0.75= T

mo oW >

0.50=

abs. 492 nm

0.25+

SEQ ID NO:108

0.00-
controf



WO 2013/041962 PCT/IB2012/002246

82/115
FIGURE 58
Ka
M-l
2.0x107 =
1.0%107~
T
G 3 ]
taun{i-150:392-441)/4R 2NAR
| Ke

taua{1-150:392-441}/4R | 1.B:0.5x10'M°
ZN4R 7.142 w10°m7



WO 2013/041962 PCT/IB2012/002246
83/115

FIGURE 59




WO 2013/041962 PCT/IB2012/002246
84/115

FIGURE 60




WO 2013/041962
856/115

FIGURE 61
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FIGURE 62
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FIGURE 63
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FIGURE 64
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FIGURE 65
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FIGURE 6%A

[GWSIHSPGGGSC (SEQ ID: 250)]

kkdke

1.5%10% f

1.0x108=

5.0x10'=

0 :

tauA{1-150;392-441}/4R 2N4R

| K

auA{1-150,392-4414R 1.1£0 3x 105!

2N4R 2.310.7x10%M



WO 2013/041962 PCT/IB2012/002246

84/115
FIGURE 68B
[SVFQHLPGGGSC (SEQ ID: 251)]
&k
1.0%109 = | pmm—
-1
M
7.5%108 -
5.0%x108 =
2.5%10° =
@ g ] g :
tauA{1-150;392-441}4R 3N4AR

Ka

tauA{1-150;392-441)4R 7.542.2 x10° M
2N4R | 4.7:1.4x10°W°




WO 2013/041962 PCT/IB2012/002246
856/116

FIGURE 70-A through F
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FIGURE 70 G-J
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FIGURE 72
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Geometric mean antibody thers
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solid phase
Peptides Tau A 1-150; 392-441)/4R Tau 2N4R

SEGQ ID NO: 270 22286 4222
SEQ D NO: 271 12800 3200
SEQID NO: 272 278¢€ 264
SEQ D NO: 273 400 <100
SEQID NO: 274 1582 o
SEQ D NO: 275 31200 16890
SEQ 1D NO: 280 $1200 12800
SEQLID NO: 276 22286 4038
SEQ D NO: 277 12800 3805
SEQID NOG: 278 277 383
SEQUID NO: 278 <100 <100
SEQID NO: 281 2445 2425
SEQID NO: 282 174 <100
SEQID NO: 283 14703 4222
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FIGURE 80
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FIGURE 82A
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FIGURE 828
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FIGURE 83
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MNeurofibrillary tangles recognized by tau peptide-induced antibodies in human AD

brain tissues
Peptides intensity of staining Number of NFTs

SEQID NO: 270 Very intensive stainiigof NFTs ey
SEQ IO NO: 271 intensive staining of NFTs 4+
SEQIDNG: 272 Weak staining of few NFTs +
SEQID NO: 273 No NFT staining
SEQ D NO: 274 No NFT staining
SEQIDNO: 275 Very intoensive stainiag of NFTs e
SEQ IO NO: 280 intensive stainingof NFTS i
SEQID NO: 276 intensive staining of NFTs it
SEQ D NGO 277 Weak staining of NFTs +
SEQID NO: 278 No NFT staining
SEQ ID NO: 278 No NFT staining
SEQID NO: 281 Intensive staining of NFTs 4+
SEQIDNG: 282 No NFT staining
SEQ ID NO: 283 Very intensive stainiig of NFTs -




