PCT/US2018/045068

WO 2019/028292

1/18

Aessy leuodas 7

Iuybul VT '9l4
ooo V1) oL
% mhm‘»ﬁm & B 3 w«n‘nﬁm B’ ¥ ¥ m#m‘nnﬁ £ ¥ -3 mh&&» &
G001
e
£
............. =
£3s
oo
37
£3
1]
Jus 1
30002 B
0 0%) LoD =0
SHESHY Y IO dEy -
D0era OBy dZ Ty e
BN 7T e
voling dgy 0000




PCT/US2018/045068

WO 2019/028292

2/18

{uybuj
00001 0001 0L o1
LK 8 & Bxgss 8 3 2 g HTTE R W W T Bescg s 2 § 3 Begs s Q
~00001
~00002
(10 edAiost LOB] -~
OISV TV LOBINY dg Ty
O0EY3 LOOINY 021~
LOBINY AT = | o ooe

SINNS-02 L-dHL Wim Aessy 1uioday ZaAg

g1 'bid

AOUBDILDNT



PCT/US2018/045068

WO 2019/028292

3/18

uonisodap g0

5
Jaao abueyn piod

(1L 7w

[OJUOD LD

V< Ol



PCT/US2018/045068

WO 2019/028292

4/18

B 95 0 BB B B B B S5 5 BB 5 F , oo

g

&
L ©6] jejusted Jsao sbueyo pjod

<

{Apoqnue -juybngl) uogisodap qgo

g¢ bid



PCT/US2018/045068
5/18

WO 2019/028292

Ve Ol

o wybu

ooouoL 81641010 o001 ) a4
e L 1 o o o S o
L0005
3Bl jOQUOD e 5
-00001 5
S ety M
8G 4 kooost &
N@ i m
09 - 00002
65 o -
w8




PCT/US2018/045068
6/18

WO 2019/028292

gt "bid

o8 by
0oao0oL o001 D00

001

&% 3. 2 3

P
\\\\\ o
7 \\

iy
Nw it aE | ”,,.. /

65 ~o-

&)

+O000Z

Salslsaliun

00006
o381 punog eieid



WO 2019/028292 PCT/US2018/045068
7/18

N~ O

AT (5’@0/@
O g, (0,
a-g, %y

AN @@*”@o,

NN S e

[ H IR T
AT
AU
AR
MM >
AH Y N
AT Y N
HI N
A NI SN
M. o
(NN
AT &
A Y &,
AN 8,

A Y <
A I

AN

A I R
AMRIITThHi
AMTTTTTTHT
AT s h -
NN

AT ThTHT

TR
ETHTTIN
DR
NN

L] ] L] 1]
o Q [
o) [ =

&
FiG. 3C

304 ‘@oussauIwLIn|



PCT/US2018/045068

WO 2019/028292

8/18

OB jo4uoD
S4sud | §-dZTY
24Ny 1E-dZTY
D4SUl G-AZTY
S4NY §6-dZTY

Ly-dZ Y
dzv

00}

g & ¥

v¥ 'Ol

OB signjos Jsuodsl 7aAAH

Lo

=G000L

=00002

=30008

=000

2oUSIS USLUINT



PCT/US2018/045068

WO 2019/028292

9/18

OB joyuoD -~

e B8 U Folte s AV NG o
D40y {E-dZTY
DS QG-AZTY 8-
DANY GG6TTY i
[y-OZY -
dz1y e

g bid

7
rrrviiiiory \\\\

%
s

B

38| punogsed ssuodal 7aa8

-Q000¢

SOUBBUBUIINT

-(000P

00008



WO 2019/028292 PCT/US2018/045068
10/18
D534 - AL2p-58
120+ \i\ S -~ ALZ2p-58 PSEG
= N L e AL2p-37
% 80+ i -~ AL2p47
N 604 - hulgG1 con
=
o 407 o
o B
= 201
8 ¥ LAY | L LAY | ¥ LENLELELELILEL |
g1 1 10 100
nhM {gG
FIG. 5A
-~ AL2p-58
- AL2p-58 PSEG
D535 ~xw Al 2n
120 AL2p-37
100 -8 Al2p47
20 ¥ huigG1 con
ko
£ B0+
é 40
m 23_
O ry y -
0.1 1 10 100

FiG. 5B



WO 2019/028292

60001

5000+

4000

3000+

relative cell #

2000+

10004

11/18

D534

-

s
e

=~

FIG. BA

8000
7000+
6000+
5000+
4000+
3000+
2000+
1000+

relative cell #

§\\\
X, ovogieeee
N 5
; — —rrrr
0.1 1 10 100
nM igG
-
D535 —
e
X i
X . N &
: “\x s R .«““\\‘\:
o ~-“\\"\\ 3 RN
X \\\{\:\\\:\1}?\ . \\\\t:\\.\\\»&:\“\\\“\-\§ ~ \§\.
N
N
N
N
e
0 S —

0.1

FIG. 6B

PCT/US2018/045068

AL2p-58

ALZ2p

AlL2p-37
ALZ2p-47
AL2p-58 PSEG
hulgGt con

AlL2p-58

ALZp

AlL2p-37
ALZp-47
ALZ2p-38 PSEG
hulgG1 con



WO 2019/028292 PCT/US2018/045068
12/18

o ~e- AL2p-47
= - AlL2p-47 ASPSEG
o e AL2p-58
5 - oo hulgG1
£
o
=
L
i
E.....
)]
G H 3 ] [ | H ¥
0 2 4 8 8 10 12 14
day
FIG. 7A
-
b= ~g~ Control
s -8~ AL2p-58 WT
5 -+ AlL2p-58 PSEG
>
o~
=
R
o
i,....
[42]
G ] ] ] ¥ [ 3 ]
0 2 4 B 8 10 12 14

FIG. 7B



WO 2019/028292

13/18

i)
=
B
2]
o
e
G
£
=
i
o
5.....
@
oy 20+
0
0
FiG. 7C

5 10 15

PCT/US2018/045068

-8~ GO hulgG
-#- ALZp-61 PSEG

e ALOD-47
—e- AL2p-58

-a- gontrol igi
-~ 121-8
-~ ALZD

FiG. 7D

5 10

15



PCT/US2018/045068

WO 2019/028292

14/18

iz
L

pobiny sodi v B
voling ooz w %
Lobiny sp-d2 s -4

€§§§\\\\\

N

Tanarannans

by

53Sd 1O 509
iofing gsdg i %
X @mﬁﬂ 47 %

v8 Ol

ssBeudoioews gog oucr

e

4

RN

FEN—

- OG00E-
g
5
- 00002 5
sd]
n
(g
5
=
3
»
5000t 7
5]
g
]
- 30009 -
wmw
3
-0




PCT/US2018/045068

WO 2019/028292

15/18

yobpy so-dew B
pofng oo dz Y %
poby s dg T e

g8 "bid

o354 190y 85 E T
iobmy gsdgTy 7
FORIRY OETY 2

VOB UDT @ - 000

..\\\\\

ey,

N

R

NS

s

R
N

-

A et

¥

e

L
N

O3 855 ung

[RNE. .

\
h

-0

-OHIOE

LUNSURY UGBS0 8OUROSSLILINY



PCT/US2018/045068
16/18

WO 2019/028292

‘ot

)

._>

&

e

N

g

© gy
29
& &
S .
£ A
7

7

A

8

TS TR
h

5

O

&

gg

FIG. 8C

#1202 ) aauaaseU N

)
(]
1F]
1

L&

annganan

gt

g
¥
H
H
H

;
g
;

DG
8

D0
D0

{1

4

11

§

4

11

o
L
RALS
35
bt
P
1
u

of
Hhl
SR
R
49

!
[
Zh

by

FIG. 8D

[l WL IUSIUOD o ) 20825 BUILLAT



PCT/US2018/045068

WO 2019/028292

17/18

e

s

@

ERENES

K
. %t
&
¢, X
i
o
: 48
’ &
s
e
@ en
@ 0 >
&y oy,
%
1
%,
,&\
L) 1)
;= :
q i [
I m -_4._

WA L 1) e
[flad W JUAII0N o %) 8oU 063U

N
3

Gsgiod;

19G

FIG. 8E

N

gy

B

R

%
$4:3

G080
SO004
2006

LA LAY 23]
EllAma L JLBIIOD o ) 40805 AL

7
G
%

FIG. 8F



WO 2019/028292 PCT/US2018/045068
18/18

=
®$@@ §
£ o :
f@‘?‘@ = =
“Og " &, i =
b~
=
od
=
L
o o)
3 B
-
XA
b~
=
0
=
i
A
Q. S
et S
o

3kDa..
FiG. 9



