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FIG. 1

Program : CLUSTALW
http://npsa-pbil. ibep. {r/cei-bin/npsa_automat. pl?page=/NPSA/npsa_clustalw. html

Tau lsoforn

3RON (Sea. ID:6)
3RIN (Seq. ID:5)
3R2N (Seq. 1D:4)
4RON {Seq. ID:3)
4RIN (Seq. ID:2)
4R2N (Seq. ID:1)

Prim. cons.

3RON (Seq. ID:6)
3RIN (Seq. ID:5)
3R2N (Seq. ID:4}
4RON {(Seq. ID:3)
4RIN (Seq. ID:2)
4R2N (Seq. ID: D)

Prim. coms.

3RON (Seq. ID:6)
3RIN (Seq. ID:5)
3R2N (Seq. ID: Q)
4RON {Seq. ID:3)
4RIN (Seq. 1D: D)
4R2N (Seq. ID:1)

Prim. cons.

3RON {Seq. ID:6)
3RIN (Seq. ID:5)
3R2N {Seq. ID:4)
4RON {(Seq. ID:3)
4R1N (Seq. ID:2)
4R2N (Seq. ID:1)

Prim cons.

10 20 30 40 80 60

l | | | l I
MAEPRQEFEVMEDHAGTYGLGDREDQGGY TMRADQEGDTDAGLE—- - mmm = 44
MAEPRQEFEVMEDHAGTYGLGDRKDQGGY TMHQODQEGDTDAGLKESPLQTPTEDGSEEPG 60
¥AEPRQEFEVMEDHAGTYGLGDRKDQGGYTMHQDQEGDTDAGLKESPLQTPTEDGSEEPG 60
MAEPRQEFEVMEDHAGTYGLGDREDQGGYTMHODQEGDTDAGLK -~ —-—— === memm 44
MAEPRQEFEVMEDHAGTYGLGDRKDQGG Y TMHQDQEGDTDAGLKESPLQTPTEDGSEEPG 60
MAEPRQEFEVMEDHAGTYGLGDRKDQGGY TMRQDQEGDTDAGLKESPLOTPTEDGSEEPG 60
(R R eI Rt IR XTI ITTY
MAEPRQEFEVMEDHAGTYGLGDRKDQGGYTMHQDQEGDTDAGLKESPLQTPTEDGSEEPG

70 80 90 100 118 120

I l I I ! |
- e - AEEAGIGDTPSLEDEAAG 62
SETSDAKSTPTAE -- AEEAGIGDTPSLEDEAAG 91
SETSDAKSTPTAEDVTAPLVDEGAPGKQAAAQPHTEIPEGTTAEEAGIGDTPSLEDEAAG120
——————————————————————————— AEEAGIGDTPSLEDEAAG 62

SETSDAKSTPTAE -= - AEEAGIGDTPSLEDEAAG 91
SETSDAKSTPTAEDVTAPLVDEGAPGKQAAAQPHTEIPEGTTAREAGIGDTPSLEDEAAG 120
EE 2222222232222

SETSDAKSTPTAEDVTAPLVDEGAPGKQAAAQPHTE IPEGTTAEEAGI GDTPSLEDEAAG

130 140 150 160 176 180

! I l l | |
HYTQARMYSKSKDGTGSDDKKAKGADGKTK IATPRGAAPPGQKGQANATRIPAKTPPAPK 122
HVTQARMVSKSKDGTGSDDKKAKGADGKTK IATPRGAAPPGQK GQANATR I PAKTPPAPK 151
BVTQARMY SKSKDGTGSDDKKARGADGKTKIATPRGAAPPGQKGQANATRIPAKTPPAPK 180
HYTQARMY SKSKDGTGSDDKKAKGADGKTKIATPRGAAPPGQRGQANATR I PAKTPPAPK 122
HVTQARMVSKSKDGTGSDDKKAKGADGKTK IATPRGAAPPGQKGQANATR I PAKTPPAPK 151
HVTQARMVSKSKDGTGSDDKKAKGADGKTKTATPRGAAPPGQKGQANATRIPAKTPPAPK 180

(Rl e eI IR T I YTTEITE:

HVTQARMVSKSKDGTGSDDKKAKGADGK TK IATPRGAAPPGQKGQANATRIPAKTPPAPK

190 200 210 220 230 240

! | I ! | l
TPPSSGEPPKSGDRSGYSSPGSPGTPGSRSRTPSLPTPPTREPKKVAVVRTPPKSPSSAK 182
TPPSSGEPPKSGDRSGYSSPGSPGTPGSRSRTPSLPTPPTREPKKVAVVRTPPKSPSSAK 211
TPPSSGEPPKSGDRSGYSSPGSPGTPGSRSRTPSLPTPPTREPKKVAVVRTPPKSPSSAK 240
TPPSSGEPPKSGDRSGYSSPGSPGTPGSRSRTPSLPTPPTREPKKVAVVRTPPKSPSSAK 182
TPPSSGEPPKSGDRSGYSSPGSPGTPGSRSRTPSLPTPPTREPKRVAVVRTPPKSPSSAK 211
TPPSSGEPPKSGDRSGYSSPGSPGTPGSRSRTPSLPTPPTREPKKVAVVRTPPKSPSSAK 240

FER R R PR F R R R e bbbk R R R SR R bRk b e kb b4

TPPSSGEPPKSGDRSGYSSPGSPGTPGSRSRTPSLPTPPTREPKKVAVVRTPPKSPSSAK



3RON (Seq.
3RIN (Seq.
3R2N (Seq.
4RON (Seq.
4RIN {Seq.
4R2N (Seq.

Prim. cons

3RON (Seq.
3RIN (Segq.
3R2N (Seq.
4RON {Seq.
4RIN (Seq.
4R2N (Seq.

Prinm. cons

3RON (Seq.
3RIN (Seq.
JR2N (Seq.
4RON (Seq.
4RIN {Seq.
4R2N (Seq.

Ib:
ib:
Ib:
ID:
Ib:
Ib:

ID:
ID:
ID:
ID:
ID:
Ib:

ID:
ID:
Ib:
ib:
ID:
ID:

Prim. cons.

3RON (Seq
3RIN (Seq
IR2N (Seq

4RIN {Seq
4RIN {Seq

ID:n
LIDcL)
.1D:1)
4RON (Seq. ID:1)
NEIEEY)
ID:D)

Prim. cons.

§)
5)
4)
3
2)
B

6)
5)
4)
3)
2)
b

6}
5}
4)
3)
2)
1)

229

FI1G. 2
250 260 270 280 290 300
| l f l o |
SRLQTAPVPMPDLKNVKSKIGSTENLKHQPGGGK == -mmmm mm o oo 216
SRLQTAPVPMPDLENVKSKIGSTENLKHQPGGGK-— -~ —mmm e e 245
SRLOTAPVPHPDLKNVKSKI GSTENLKHQPGGOGK~—~~—mmmmm m e 274

SRLQTAPVPMPDLKNVKSKIGSTENLKHQPGGGKVQIINKKLDLSNVQSKCGSKDNIKHV242
SRLQTAPVPMPDLKNVKSKIGSTENLKHQPGGGKVQIINKKLBLSNVQSKCGSKDNIKHV 271
SRLQTAPVPMPDLKNVKSKIGSTENLKHQPGGGKVQIINKKLDLSNVQSKCGSKDNIKHV300
FRFRREF AR R R AR RS R AR R R Rk vk pkh k4t

SRLQTAPVPHPDLKNVKSK I GSTENLKHQPGGGKVQT INKKLDLSNVOSKCGSKDNIKHV -

310 320 330 340 350 360

| I I l l !
~~~~~ VQIVYKPVDLSKVTSKCGSLGNIHHKPGGGQVEVKSEKLDFKDRVQSKiGSLDNI27]
——-——VQIVYKPVDLSKVTSKCGSLGNIHHKPGGGQVEVKSEKLDFKDRVQSKIGSLDNI380
————— VQIVYKPVDLSKVTSKCGSL GN IHHKPGGGQYEVKSEKLDFKDRVQSK I GSLDNT 329
PGGGSVQIVYKPVDLSKVTSKCGSLGNIHHKPGGGQVEVKSEKLDFKDRVQSKIGSLDNI302
PGGGSVQIVYKPVDLSKVTSKCGSLGNIHHKPGGGQVEVKSEKLDFKDRVQSKXGSLDNI331
PGGGSVQIVYKPVDLSKVTSKCGSLGNIHHKPGGGQVEVKSEKLDFKDRVQSKIGSLDNI360

*********************************%*************#*******

PGGGSVQIVYKPVDLSKVTSKCGSLGNIHHKPGGGQVEVKSEKLDFKDRVQSKIGSLDNI

370 380 390 400 410 420

I i ! b l
THVPGGGNKKIETHKLTFRENAKAKTDHGAEIVYKSPVVSGDTSPRHLSNVSSTGS!DMV331
TBVPGGGNKKIETHKLTFRENAKAKTDHGAEIVYKSPVVSGDTSPRHLSNVSSTGSIDMV360
THVPGGGNKKIETHKLTFRENAKAKTDHGAEIVYKSPVVSGDTSPRHLSNVSSTGSIDMV389
THVPGGGNKKIETHKLTFRENAKAKTDHGAEIVYKSPVVSGDTSPRHLSNVSSTGSIDMV362
THVPGGGNKKIETHKLTFRENAKAKTDHGAEIVYKSPYVSGDTSPRHLSNVSSTGSIDMV39]
THVPGGGNKKIETHKLTFRENAKAKTDHGAEIVYKSPVVSGDTSPRHLSNVSSTGSIDMV420

**%*****#i*************#******#*******#*********************

THVPGGGNKKIETHKLTFRENAKAKTDHGAEIVYKSPVVSGDTSPRHLSNVSSTGSIDMV

430 440
I i
DSPQLATLADEVSASLAKQGL 352
DSPQLATLADEVSASLAKQGL 381
DSPQLATLADEVSASLAKQGL 410
DSPQLATLADEVSASLAKQGL 383
DSPQLATLADEVSASLAKQGL 412
DSPQLATLADEVSASLAKQGL 441
FERERRERR AR RE R R s %%
DSPQLATLADEVSASLAKQGL
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FIG. 4

(1-1)Trial test

Time to reaching submerged stage

60

50

&\
40 %\\;\

3 I T —o—Tg+pSer413
(se0) nn’| —5—Tg+PBS
30 QX\iS - ~ 4 -nonTg+PBS
20 ‘ ¥

10 ¥

(Number of days)

Significant difference
non Tg vs Tg: p=0. 0071
Tg vs Immunized Tg : p=0. 0029
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FIG. 5
(1-2)Probe test

Percentage of time residing in stage
quadrant during 30 seconds
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nonTg+PBS Tg+PBS Te+pSerd13

Percentage of time residing in stage
quadrant during 60 seconds

60

50

ied

40

(96)30

20

10

nonTg+PBS Tg+PBS Tg+pSer413

Significant difference

Fov 30-second analvysis :

hon Tg vs Tg: p=0. 0403

Tg vs Immunized Tg : p=0. 00321
Fov 60-second analysis :

non Tg vs Tg : p=0. 0085

Tg vs Immunized Tg : p=0. 0003
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(1-3)0pen Field test

locomotion
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| FIG. 9
(2-2)Probe test

Percentage of time residing in stage
0 quadrant during 30 seconds
60 i
50 1
(96) %0
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0 ¥ t
nfg+Citrate 784+control 784+
Buffer IgG Ta1505-2
Percentage of time residing in stage
quadrant during 60 seconds ‘
I
50 L
40
(%) 30
20
10
0 i %
nig+Citrate 784+control 784+
Buffer [gG Ta1b05-2

Significant difference

Fov 30~second analysis :

non-Tg vs Tg(control IgB) : p=0. 0199

non-Tg vs Tg(Ta1505-2) : p=0.5106 (No significant difference)

Tg (Ta1505-2) vs. Tglcontrol [gG) : p=0.0713(No significant difference)
Fov 60-second analysis :

non-Tg vs Tg(control 1g@) : p=0. 0120

non-Tg vs Tg(Ta1505-2) : p=0. 6639 (No significant difference)
Tg(Ta1505-2) vs. Tg(control IgB) : p=0.273
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FIG. 10
(2-3)Open Field test
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(2-3)0pen Field test

"2

FIG. 11

focomotion
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FIG. 12

(3-1)Trial test

Time to reaching submerged stage
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—&— 600+ ¢G
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(sec) S0 e L
~%%_ —o—609+Ta9
20 ~

10 o
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Significant difference
nlg vs Tg+pSer396 : p=0. 0460
Tg+control 1gG vs Tg+pSer396 : p=0. 0402
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FIG. 13
(3-2)Probe test

Percentage of time residing in stage
quadrant during 30 seconds
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10

nTg+CitB 609+1gG 609+Ta9

Percentage of time residing in stage
70 quadrant during 60 seconds
60 . ‘

o0

(%)

30
20
10

nTg+CitB 600+1g6G 609+Ta?

Significant difference

Fov 30-second analysis:

Ta9 vs IgG. p=0.0015

Ta9 vs NonTg, p=0.8330(No significant difference
IgG vs NonTg. p=0.0007 '
Fov 60-second analysis:

Tad vs IgG, p=0. 0061

Tad vs NonTg, p=0. 1637 (No significant difference)
IgG vs NonTg. p=0. 0001




%9

' FIG. 14
(3-3)Open Field test
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FIG. 15
(3-3)Open Field test
locomotion
120 -
[7s) ‘EOO N
£
4t 80 A
5 B nTg+GitB
5 60 - E1 Tau609+1 G
§ 10 I TauB09+Ta9
o
5 20
ol
rearing
250 +
8 200-
=
=
%5 150 El nTg+GitB
E I 1 H Tau609+1g6
5 1007 - [1 Tau609+Ta9
S 504
° T
0

light dark

total




16 29

FIG. 16

184

15 | .

12 -

non-Tg  Tg(Control IgG) Tg(Ta1505)

Vertical axis represents synaptophysin fluorescence
in hippocompal CA3 region(arbitrary units)

Significant difference

non-Tg vs. Tglcontrol 1gG) : p=0.0138

non=Tg vs. Tg(Tal505) : p=0. 1806 (No significant difference)
Tg(Ta1505) vs. Tg(control IgB) : p=0.1696

(No significant difference)



V20

F1G. 17

Tau-conferring nucleic structure
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FIG. 18
(4-DTrial test
~—e—nTg+PBS
—&— ]84+1gG2a
—2—784+Ta1505-2 (0. 1mg/shot)
70
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10 \H\\
30 \\%\ | 2
20 \f\ \T\M |
. T ]
Day1 | Day2 Day3 | Day4 | Dayb
honTg vs Tg(Control 1gB) p=0, 0025

nonTg vs Tg(Tal505)
Tg(Ta1505) vs Tg(Control IgB) p=0.0493

p=0. 1926 (No significant difference)
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FIG. 19
(4-2) Probe test
% of 60s
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T
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20
10
0 ! 1
nTg+PBS 784+1gG2a 784+Ta1505-2
(0. 1mg/shot)
nonTg vs Tg(Control 1gB) p=0. 0240
nonTg vs Tg(Talb05) p=0. 5783 (No significant difference)

Tg(Tal505) vs Tg(Control I1gB) p=0.0708(MNo significant difference)
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FIG. 20

(b-1Trial test

——nTg+PBS
—a— 784+]gG3
—A—184+Ta9 (0. 1mg/shot)

60

f———

3 i H 1

Day1l Day2 Day3 Day4 Day5

nonTg vs Tg(Control IgG)  p=0. 0065
nonTg vs Tg(Ta9) p=0. 0044
Tg(Ta9) vs Tg(Control IgG) p=0.8635(No significant difference)
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FIG. 21
(5-2)Probe test
| % of 60s
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50 I
40 ,
I
30
20
10
0 (3 : ]
nTg+PBS 784+1g63 784+Ta9
‘ (0. Tmg/shot)
nonTg vs Tg(Control I1gB) p=0. 0033
nonTg vs Tg(Ta9) p=0. 0100

Tg(Ta9) vs Tg(Control Igh) p=0.5226 (No significant difference)
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FIG. 22

Immunohistostaining of hippocampal region(Ta1505 stain)
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