PUT/US2011/045948

WO 2012/016173

1116

92 BN ) K
(TuyBrl) 19vIN
L 10 L0
g ™ Shae™ S m— 00
60

YWSH -

slaqy Zy-1dv -e- [0F

0
(Wi 05%) TO

sipwouow gi- gy <~ [§%
siawioBio Zy-19V -+ [oe

sI9gIj pue ‘Srawodijoe ‘sipmouow dv 01 LAVIAJO Surpuig

Cuybrl) Lavin

G b LG Lo ng 0
b w100
vag = ,N.n
Zp- Ly UBLINY PR|GUIRIOS - v
Zh- | gy Byesnow -a- 80
0¥~ L v LBWINY - 80
Zy- | g uBwiny o L0
-1
-8 L
soppdad dv 01 LAVIA Jo SuIpuig -

o

-}

(uyBrl) Levinw
L vhm E00 waau

sapndad gv 03 Lg VAW Jo Surpulg Y

SUBSTITUTE SHEET (RULE 26)



WO 2012/016173 PCT/US2011/045948
2116

FIG. I

SUBSTITUTE SHEET (RULE 26)



WO 2012/016173 PCT/US2011/045948
316

%
MABT

AB1-42 disaggregation

AN \\ _
e

o] o jow] o
b3 o o ™

(joluod gQyw ou 0} palecuiod)
214y Jo uoneBeibBbesip v,

anti-Ap

MN-terminal
igG contrel

-

APB1-42 self-assembly
Antibody (ug/mL)

-0 anti-Ap contro! 1gG

8y 1-O- MABT

T e
\\\\\t\§§\\§ g g 8 °
.%\\“\' {jo11105 gy ou o3 posedmod)
uopedIsse 71§V Jo uOUIqIYUI %

Xk

MABT
F.

60 7

AB1-47 aggregation

M-terminal
anti-Af

IgG control

N

X

-
|
o

i 3 1
. 8 8 &8 ¥ &
ST .
{|0Juoo gyul ou 0} pasedwod)
uotieBasbbe zy-1 v Jo uomaqul o

SUBSTITUTE SHEET (RULE 26)

FIG. 1E-F



PCT/US2011/045948

WO 2012/616173

4/16

LAVIA _ ..

VDI

qyur o

shep ¥ 20} saowmodyo 7p-dv

t

siswobio gy-1dv

i wm
i

By
71

(wopanpold dLV)
Ayarxoyo3dy sewodne zy-1dv

0
0060%
006001
000051
0000067
000057

ATH) 3wy dLV

{

o |

pauos 9B LEYE [ORUoD gyl

(mononpar LIW)
KHOIXO01034AD I3Ur0BI[0 7§~

idv

oum

(sisfyeue pojdofoyd.ion)
£1d1£030340 sswodifo 71V

[

®,
Y m“
09 =
oL 2

.rm
68 mr
66 m
@cww
=
Y

3

SUBSTITUTE SHEET (RULE 26)



WO 2012/016173.

@18 h

Quantitative analysis of AP1-42 oligomer
interaction with neurons
830 min

516

PCT/US2611/043948

trol l

B,

ers to nenrons
AP1-42 oligomers

ot
g «
g0 g
® =
Sl
=]
s
=
E
e}

Control

MABT

SUBSTITUTE SHEET (RULE 26)

APi-42

I
s [
5 g o
&) {DOG
0] 2 1
® 3
. 2
-
2 5 3
peid o
< R Al
T v .7
=
<
H
:2 :@emwm
e = e = ) REERCERAERS
N4 Crigvy s
(N4 718V P
&y
w
Fose
by
E_
£ 2
I =
g
&z
&3___
=
z
3 =
EE
= =
E
B
[]
8]

E
=
=



PCT/US2611/045948

WO 2012/016173

616

s Beario vy soxa]dmion
+9y37/30w08N06 7514V JO UONEBZIBI0E

dvd

dv

|

A-F¢ D4

siowofljo Z-1gv

swpmodye 1y 1dv
1o asfeydn am(nf@d eI

114
Bt
4009
0008
tHELH
06071
Goove

(maseud Sv/pd) -1y

SUBSTITUTE SHEET (RULE 26)



WO 2012/016173 PCT/US2011/045948
716
A Ceonfocal analysis of Af1-42 |
) oligomer uptake by microglia
A
DAPL
B AB1-42 oligomers
' No mAb MABT- IgG1
cantral MABT IgGl control

AB, DAPI

25600

20600

15680

1066¢

Total AP -Area (AL}

5000

. P<0.01
L4
&
L 2
] P<(.001 M
paogot
| : TS od
NS
L2 4
] TS W ee
&
o4 M
i o
- ®e 038 ° Rivicel
id e =
&
1 H T T T &?5)
MART- !
- Gl MAmj MABT] IgG1
2654 IgGI " control
e A4 eligemers
FIG. 4A-C

SUBSTITUTE SHEET (RULE 26)



WO 2012/016173

PCT/US2011/043%48
8/16
B. ibal colocalization with AB1-42
Ibatl
AB1-42
DAPI

Binding of IgG variants to FeyRIIla-V158

~O~ MABT
_ 40 e~ MABT-IgG1
£ 35 18— MABT-IgG1-D265A
=30 |-Gt control  ¢f’

E 2.5 )
=
>I‘ 1-5 |
310 )
%05 |
k)
0.0 i ; -
4.001 0.1 10
Antibody (ug/mL}
2 <005
.% NS,
- Fe,.001 P01
- 22 26 |
® =
> 4
-E % 21
=
2 i6
3
.=,
s« 6 |
%:S
£ L '
o éh -4
MABT-
9 . | MABT | IgGl- | MABT-| 561
33 B165A el control |
- e ARB1-42 oligomers -
FIG. 4D-F

SUBSTITUTE SHEET (RULE 26)



o 44
o
s "
= -
- 15
Z
e A
o
5 g
- =
=2
2o
C T -
=2 15
i
= ¥130
Bui ™
o 1E
=
=
= 14
=
it
v

B

9/16

Phosphio-p3h by ELIRA

P00

L. wamr I ;‘géfr‘ MABT- | gl
presa (o0 remmdl
ARTAT oHERIET

B8 g Thal bnesnmostudndag

i‘ ABE-4T olipomers

| - _' | MABT

Ipal
Bhusphu-pi8
[1ERY




- WO 2012/016173 V PCT/US2011/045948
10/16

C. Phespho-p38 immunostaining of
pure CX3CRI-GFP microglia
: MABT-~

Phospho-p38

Ceontrel
CX3CRI-GFP
X Phospko-p38
merge

Phospho-p38

AB1-42

CXICRLGEFP
eligomers

N Phospho-p38
merge

D. Effect of p38 inhibition on MABT-mediated reversal of
AR1-42 olicomer texieity

£<0.01 P<0.05
NS, N.S.
100
o~ 90
=
=
£ 8 I
L¥] N
3
]
£
& 60
.%
= 50
{«3 40 S L -';:' 7 " S‘\'\\\}\
- lsma{)ﬁsL ISBZ$9063
MABT | MABT-IsGI-D?65A

T 4 G147 oligomers -——— -
FIG. 5C-D

SUBSTITUTE SHEET (RULE 26)



PCT/US2011/045948

WO 2012/016173

11/16

9T

sazwodge 714V

LEVIA

G0'0>d

SO 0>d

100°0>d

uonanpord DERLE

001

0ot

0

0

¥

(uw/Bd) DANL

SUBSTITUTE SHEET (RULE 26)



PCT/US2011/045948

WO 2012/016173

1216

L OLE

ustulead
lavinw SRIUSA
t . -0
=
-08 A
o o
° & 5
o &
%1 oot &
W - g
O
i oor 2
- -
o o £
o
o. -0 D
0 0>d
usunest | eunestl
SI0ILT
1aYIw aIUSA wmAEE i ,z A )
_ h 0 50
z Iml. -0°1
o i
-
2 o =N
M _ =
o 3
_ - . -(1'Z
S0°8>d o 4 S0°0>d o
- kgy _

sarpnis £IRdIRYe oaln L7 U1 TG VIA J0 S108)5H

zole sapscd gyl 9

SUBSTITUTE SHEET (RULE 26)



WO 2012/616173 . PCT/US2011/645948
13116

‘Western blot of cytetoxic
AR1-42 oligomers

Abetal-42 Oligomers

]
X o
-
= B
&l

HMW oligomers

_«— teiramer
T~ trimer
" monomer

15
o

35

FIG. 8

SUBSTITUTE SHEET (RULE 26)



WO 2012/016173 ' PCT/US2011/045948
1416
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