1/14

L "OI4

8799 L00} 8'GCS ¥L06 0G03
GLE'L $02°1 0LC'1 . GIZ’1 |3d0ISTIH
GZ8'T €00'¢ ShLC 8G6°L | 0823901
91110 2626°0 2001 92660 doL
8877000 £2£900°0 0€700°0 81¢100°0—-| WoLlod
Jawouowr difH (0- 1)y Jowououw HOYHN (Zp—1)gv sowouow didH (2v—1)dY Jawobtjo (zy-1)gy
Am& uabnuy
00001 000! 001 0l
u— 000
— G20
ddV —=— - 050 S
Jawouow di4H (0y—1)dy —— numu,
sousouow HOYHN (zy=1)gV -+ ¢/ 3
Jawouow dj4H ANT:% ——
Jawoblo (Zp—1)dy —=— —- 00}

Juswdojaasp <—— (QOd-ulpinidans <—— G48
3UOJO PIIDJAUNOI] <~— SWIO{—§y <—— |99 SUOP Fy—IjuD pajpod

199 BUOC) PAID0) G4g 30l
pejojAuncig YIM SULIOJ-FY [019A3S JO DSI[I-YIIMPUDS



2/14

. Fibril preparation control

2

3. Fibril preparation ;
4. Fibril preparation
5. Fibril preparation
6
7
8

-

. Fibril preparation
. Fibril preparation
. Fibril preparation ;

+ mMAb 6E10
+ mMADb 6E10
+ mMAD 4G8
+ mMADb 4G8
+ mMADb 8F5
+ mMADb 8F5

FIG.2

- a

20h 37°C
20h 37°C
20h 37°C
20h 37°C
20h 37°C
20h 37°C

Ab heavy
chain

Ab light
chain

monomer
AB(1-42)

supernatant
pellet
supernatant
pellet
supernatant
pellet



15000

12500

10000

7500

AB [pg/ml]

5000

2500

15000

12500

10000

7500

Ag [pg/mi]

5000

2500

3/14

MCI-CSF samples

O A(1-40)
AB(1-42)

O AB(1-40)
AB(1-42)

4 +
77
]T
2 1 |7
without IP 6E10 IP 8F5 IP
AD—-CSF samples
T
4
&
4 L/
7 | 73 | 77
without IP 6E10 IP 8F5 IP

FIG.3




70
68
66
64
62
60
o8
26
o4
92
50

4/14

*kk 00
T k¥
o]
%%k
PBS ' widtpe ' 661 85
n=39 n=42 n=20 n=26

¥+ p<0.001 vs. 50%
© P0.05; °°© F<0.01
post hoc t-test vs. PBS after P<0.001 in ANOVA

FIG.4




5/14

VH_8F5

GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCTTAGTGCAGCCTGGAGGGCCC
TGAAACTCTCCTGTGCAGCCTCTGGATTCACTTTCAGTAGCTATGGCATGTCT
TGGGTTCGCCAGACTCCAGACAAGAGGCTGGAATTGGTCGCAAGCATCAATA
GTAATGGTGGTAGCACCTATTATCCAGACAGTGTGAAGGGCCGATTCACCAT
CTCCAGAGACAATGCCAAGAACACCCTGTACCTGCAAATGAGCAGTCTGAAG
TCTGAGGACACAGCCATGTATTACTGTGCAAGTGGTGACTACTGGGGCCAAG
GCTCCACTCTCACAGTCTCCTCA (SEQ ID NO:1)

FIG.BA

VL 8F5

GATGTTGTGATGACCCAAACTCCACTCTCCCTGCCTGTCAGTCTTGGAGATCA
AGCCTCCATCTCTTGCAGATCTAGTCAGAGCCTTGTATATAGTAATGGAGACA
CCTATTTACATTGGTACCTGCAGAAGCCAGGCCAGTCTCCAAAGCTCCTGATC
TACAAAGTTTCCAACCGATTTTCTGGGGTCCCAGACAGGTTCAGTGGCAGTG
GATCAGGGACAGATTTCACACTCAAGATCAGCAGAGTGGAGGCTGAGGATCT
GGGAGTTTATTTCTGCTCTCAAAGTACACATGTTCCTTGGACGTTCGGTGRAG
GCACCAAGCTAGAAATCAAACGG (SEQ ID NO:2)

FIG.5B
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VH_8F5

EVQLVESGGGLVQPGGSLKLSCAASGFTFSSYGMSWVRQTPDKRLELVASINSN
GS!!YPDSVK@RFTISRDNAKN1LYLQMSSLKSEDTAMYYCASGDYNGQGST
LTVSS (SEQ ID NO:3)

CDR1 (VH) = SYGMS (SEQ ID NO:5)

CDR2 (VH) = SINSNGGSTYYPDSVKG (SEQ ID NO:6)
CDR3 (VH) = SGDY (SEQ ID NO:7)

FIG.6A

VL 8F

DVVMTQTPLSLPVSLGDQASISCRSSQSLVYSNGDTYLHWYLQKPGQSPKLLIYK
YSNRFSGVPDRFSGSGSGTDFTLKISRVEAEDLGVYFCSQSTHVPWTFGGGTKLE
IKR (SEQ ID NO:4)

CDRL(VL) = RSSQSLVYSNGDTYLH (SEQ ID NO:8)

CDR2(VL) = KVSNRFS (SEQ ID NO:9)
CDR3(VL) = SQSTHVPWT (SEQ ID NO:10)

FIG.6B
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VH 8C5

GAGGTGCAGTTGGTGGAGTCTGGGGGAGGC TTAGTGCAGCCTGGAGGGTCCC
TGAAACTCTCCTGTACAGCCTCTGGATTCACTTTCAGTAGCTATGGCATGTCT
TGGGTTCGCCAGACTCCAGACAAGAGGCTGGAGTTGGTCGCAAGTATTAAAA
ATAATGGTGGTAGCACCTATTATCCAGACAGTTTGAAGGGCCGATTCACCAT
CTCCAGAGACAATGCCAAGAACACCCTGTACCTGCAAATGAGCAGTCTGAAG
TCTGAGGACACAGCCATGTATTATTGTGCAAGTGGGGATTACTGGGGCCAAG
GCACCACTCTCACAGTCTCCTCA (SEQ ID NO:11)

FIG.9A

VL _8C5

GATGTTGTGATGACCCAAACTCCACTCTCCCTGCCTGTCAGTCTTGGAGATCA
AGCCTCCATCTCTTGCAGATCTAGTCAGAGCCTTGTACACAGTAATGGAGAC
ACCTTTTTACATTGGTACCTGCAGAAGCCAGGCCAGTCTCCAAAGCTCCTGAT
CTACAAAGTTTCCAACCGATTTTCTGGGGTCCCAGACAGGTTCAGTGGCAGTG
GATCAGGGACAGATTTCACACTCAAGATCAGCAGAGTGGAGGCTGAGGATCT
GGGAATTTATTTCTGCTCTCAGAGTATACATGTTCCGTGGACGTTCGGTGGAG
GCACCAAGCTGGAAATCAAACGG (SEQ ID NO:12)

FIG.9B
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VH 8C5

EVQLVESGGGLVQPGGSLKLSCTASGFTFSSYGMSWVRQTPDKRLELVASIKNN
GGSTYYPDL SLKGRFTISRDNAKNTLYLQMSSLKSEDTAMYYCASGDYWGQGTT
LTVSS (SEQ ID NO:19)

CDR1 (VH) = SYGMS (SEQ ID NO:13)
CDR2 (VH) = SIKNNGGSTYYPDSLKG (SEQ ID NO:14)

CDR3 (VH) = SGDY (SEQ ID NO:15)

FIG.10A

VL 8C5

DVYVMTQTPLSLPVSLGDQASTSCRSSQSLVHSNGDTFLHWYLQKPGQSPKLLIYK
VSNRFSGVPDRFSGSGSGTDFTLKISRVEAEDLGIYFCSQSIHVPWTFGGGTKLET
KR (SEQ ID NO:20)

CDR1 (VL) = RSSQSLVHSNGDTFLH (SEQ ID NO:16)

CDRZ (VL) = KVSNRFS (SEQ ID NO:17)

CDR3 (VL) = SQSIHVPWT (SEQ ID NO:18)

FIG.10B



