WO 2013/063556 PCT/US2012/062379

1/15

-
>

2 —
=

= C——

_B,TI

FIG. 1

H

hiL-6
miL-6

SUBSTITUTE SHEET (RULE 26)



WO 2013/063556 PCT/US2012/062379

2/15

E .+ SE
g + 5%
£  prss

v P|w/5n _gg’g’

SUBSTITUTE SHEET (RULE 26)



WO 2013/063556 PCT/US2012/062379

3/15
]
2
23
3
32
e
3 .3
S !
1 + 3] 3
© +2| 8
1 £
— 43 -
= I
< +5|
..J v
—5 >
+ <
I

A 4
FIG.3

(lw/r .01%) vVS

+ 4+ turpentine
45 15 50 15 Ab dose (mgikg)

+ O+
Anti-mouse ILERa

WT mice

i v
un < ) ™~ - o

(lw/bn . 01x) wvs

SUBSTITUTE SHEET (RULE 26)



WO 2013/063556 PCT/US2012/062379

4/15

<t
o
™-—
4P
-
= = )
_— o
©
o Nog-“i
= o
2 3
£ ~ O
— -
_ i
SR
2 |2d
00z 0 S = A
SIUN0N o o ]
o g T
o
O

103

)
S S
3 ol
o
N <
c QN
5 om
£ o
= -
O
O
0oe 0
SN0

SUBSTITUTE SHEET (RULE 26)



WO 2013/063556

Immunized hiL6

Immunized WT

G 1(¥0101A0

5/15

TP TR TR TN

Thelper

CD4-FITC

TR TR TR TR
€8a0

JdV-e8Q0

1

SUBSTITUTE SHEET (RULE 26)

PCT/US2012/062379

FIG. 5



PCT/US2012/062379

WO 2013/063556

6/15

9 'Old

(oinuesn)D/H9AT (oinuesn))9/H9A

Ot g0l 20! (Ot o0t y0b mc_. 204 Ot o0t

SIUN0?
SIUNO7

00¢

002

911y paziunww| 1M paziunwuw

SUBSTITUTE SHEET (RULE 26)



WO 2013/063556 PCT/US2012/062379

7/15

o
mOA
1—_9 )
© F
= g
- YR NG]
N o ¥ O
e ’ FQ
o 1 SO}
N - S
= - ke
-
E )
pOb 0L 01 0L 40 pOl  £0L Z0L (0L o01
SouNsouolal 10D {Soesouan)al 10D N
a =
| .
v |8 "'u.g
g L
> o U)
L d [+ N \D
' 0o >
© > —
=
; S0
o 0
g 2
.E Foj
: ko
£
£ | % v - KT %
ol 0l 0L o0 00 0F A0
b 0 (AL
@mesoumlquao (sowsgumlqluaa 0

=t (1-2eW)qTTAD

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/062379

WO 2013/063556

8/15

8 °'9ld

(g ued)oezg

204

(Ot

oow

_ D113-(0zza)usvad
1192 g ued
(g ued)ozeg |
vo_‘ mow No_. Fc_, ooP vop mow
Lo |
g
5
n
T~
=4

9-11Y paziunwu|

9dAY-p|IM paziunwwij

<o

SIUN0D

00e

SUBSTITUTE SHEET (RULE 26)



WO 2013/063556 PCT/US2012/062379

9/15

P
=
N
ke
@
N
o
-
£
E
&)
ik
[TH
-
O o
©
e
@
o
&
o
S
Ee
L
R
c
: .
E Lo . A >
E Lo 00 00 (01 400
€300
JdV-e80)

4— Q!XOJOW.L ——

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/062379

10/15

WO 2013/063556

0T "Oid

< (T-19)2/99A7
(oinuesn)n/o9h (oinuein)/H9AT
yOb  got 201 0L o0t 40b gl 20! 01 o0t
L ] <
] (]
=) [ ]
= -
= =
W iy
N o
[} o
Lo } Lo ]

9-11Yy paziunwiwij adAY-pjim pRziunwiw|

SUBSTITUTE SHEET (RULE 26)



WO 2013/063556 PCT/US2012/062379

11/15

104

108

102
Ly6G/C(Granulo)

10!

Immunized hiL-6

pOF 0L 0L 01 G0b
(sompysouan)al 1D

104
FIG. 11

103

Ly6G/C(Granulo)
Ly6G/C(Gr-1)

102

101

Immunized Wild-type

0L 01 00 (01 01
plt 0L 201 01 4
{soepyysouanal | gD

<+ (1-2ew)qrTQd ——

SUBSTITUTE SHEET (RULE 26)



WO 2013/063556 PCT/US2012/062379

12/15
O [Ta)
in| @
i [}
™~
o
n
<t o~
o~ i
A
n
™~
™~
N ot
> .
3| ¢
L.

Immunized wild-type
Immunized hiL-6

<+ ([-2ew)qrTQ)

SUBSTITUTE SHEET (RULE 26)



WO 2013/063556

13/15

3. preB - immature B cells
hiL6 homozygote

1. unrelated cell types

e

IgM ——>
hiL6 Heterozygote

2. CLP-proB
WildType

4, mature B cells I
=}
o~
N
()
[»
wn
<
(o]
(8]

]

SUBSTITUTE SHEET (RULE 26)

PCT/US2012/062379

FIG. 13



PCT/US2012/062379

WO 2013/063556

14/15

Vi

"Old

dd

9l08AzowoH 9-71y

g oid Apea pue 41 Banjew -z

9108A2043313H 9-11Yy

@ (VSH) ¥2QD L.

02—

\ 4

S||22 g aanjew ‘aunjeww ‘gasd ‘g oud 31e} g —

(8unenaapai/3unixa) sjaa g ainjew b

]

Ot

0
O
S
v
=2
w
N
N
A=
1
>
.
(@)

(sedAy 0
pejejaiun pue) 419
0} OSH Buidojensp -y

<« (0278) ¥SYAD |

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/062379

WO 2013/063556

15/15

o0t

2dY

O 0L 201 0l

9l08AzowoH 9-71y

(sadAy jja2 paiejaaun pue)
g oud pue 410 Bimew -z

ST *Sid

o0

odY

,,Ul 501 zﬂl Im'

9108Az04913H 9-71Yy

Evad

1

o0}

odY¥

TR TR TR

adA1-plim

(sadAy 192 paiejasun pue)
d12 03 DSH Suidojaaap ‘T

S|199 g ainjeww; - jjgald p

<« (0Z78) ¥SYad

(Sunejnaapal/3unixa)
S|92 g aunjew ‘g

SUBSTITUTE SHEET (RULE 26)



