WO 2015/006754 PCT/US2014/046442
Figure 1A Figure 1B
1.6 1.2
- PCI-32765 I-1
£ 12 £
g £ o8
§ 0.8 §
£ B 04
g o4 &
0.0+ r r r r " 0.0+ r r r r r "
-1 -10 -9 -8 7 -6 A1 10 -9 -8 7 -6 -5
Log of concentration (M) Log of concentration (M)
| 1C50 | 2.786e-009 | | 1C50 | 1.063e-009 |
Figure 1C
1.6
-2
>
212 ®
2
§ 0.8
B
e 04
0.0+ r r r r "
-1 -10 -9 -8 7 -6
Log of concentration (M)
| 1C50 | 4.946e-009 |
Figure 2A
PU-32765 -1 DRSO
oy dh  6h &h Oh 4h Gh Bh
N 4 1 + + 4 4 + + - s,’sj %
RETK
Tota BTK
oPLC
TotalPL
bk

1/6

8 tubuin




WO 2015/006754 PCT/US2014/046442
Figure 2B
JC1-3276% -2 OMS0
oh 4y &h &h oh Ah oh Zh
¢ ¢ i ! } t | i i - fp A

120+

100

Btk Occupancy
2]
e

G

404
20+
0 r r r r r .
M1 10 9 8 -7 6 -5

Log of concentration (M)

Figure 4A

PUL32TEY

o SR B wvmm-,\\\\\»ﬁ ARSI RN L E

| 1C50 | 5.784e-010 |
Figure 4B
o . 1.6
o - - PCI-32765
+ g >
5 1.24
=
e
£ o084
.
HIED =
s
2 041
AL
0.0 T T T T 1
-11 -10 -9 -8 -7 -6
Log of concentration (M)
™ [1C50 [ 2.786e-009 ]

2/6



WO 2015/006754

Figure 4C

I-1 DMsSO

300.00 100.00 33.33 1111 3.70 123 041 0.14 nM

IgM

P-Y223 pBTK
P-Y551 pBTK
Total BTK
pPLCy2
Total PLCy2
pErk
B : Total Erk

SRR
NN
B-tubulin

ERCINE I F IS R & VA R R LS

Figure 4G

325 O%IE0

SEELOTL TR AT dnld GOh

v i - b 3 + i E
'''''''''''' SRR T S S

Fas

B e S R SR S A A HE T S

pRLOYE

< Total FLCy2

P

Torsl Irk

ERAPHIY]

-3 {4130

Totat Brk

3/6

PCT/US2014/046442

Figure 4D

159 11
2 1.2
‘@
=
£ o0.94
=
[
2 0.6+
=
& 0.3
0.0 T T T T 1
-11 -10 -9 -8 -7 -6
Log of concentration (M)
[1C50 [ 1.104e-009 ]
Figure 4F
1.6
I-2
= [ ]
B 1.2
=
2
=
© 0.8+
=
©
@ 0.4
[+
0.0 T T T T J
-11 -10 -9 -8 -7 -6
Log of concentration (M)
[1C50 [ 4.946e-009]
Figure 4H
1.5+ I-25a
2 1.24
‘@
b=
2 0.94
£
Qo
2 0.64
ko
& 0.3-
0.0 T T T 1
-11 -10 -9 -8 -7 -6
log of concentration (M)
| 1IC50 | 1.291e-009 |
Figure 4])
1.64 I-34a
2 1.24 )
‘@
=
2 0.9
=
> ®\®
2 0.6+
s
& 0.3
0.0 T T T > 1
=11 -10 -9 -8 -7 -6

log of concentration (M)

[C50 [ 1.214e-009 ]




WO 2015/006754 PCT/US2014/046442

Figure 4K Figure 4L

e TR
EEL S T S S R T R
1.6+ 1-58a
. . . R . . N - . it
=
=
]
s 1.0+
; S ; , A R F-vSS1 RBTE k=
RN SRR NNNRRR- BN PR AR SRR SN R 1 2
® 0.54
RN RN GO, NN SRS AL, ORISR PHLLy 2 ©
o
RO N AN SRR RN e ST ot PLOE
v ) 0.0 T T T T p
RS g nke< -11 -10 -9 -8 -7 -6

NN
N

CASE log of concentration (M)

AT B SRS R RN S S SO SN

| iIc50 | 4.811e-009 |

Figure 4M Figure 4N

173 L
W 159 I-72a
leh > -
GEI Y223 ‘@
g 1.0 )
Tatat §7¥ s
- Qo
WRLCy? =
& 0.5+
- K
{os FLly2 o
- ]
g 0.0 r r r r a .
-11 -10 -9 -8 -7 -6 -5
Tt log of concentration (M)
HRa [ Ic50 | 4.004e-009 |
Skt

Figure SA

PCI-32765 i-1
ah 4l Gh gh ith dh Gh &h
3 B § § i i 4 + - fohd

Total BT

{

pP

i
U

4/6



PCT/US2014/046442

WO 2015/006754

Figure 5B

DRSO

Pe]

Ay &h o sh ah ah  bh sh

0%

iphd

SR SR S R R

Cek

SR
Figure 6B

2
-3
[
w5
g
ta)
=

Figure 6A

- O
;

- ~ =
o 5 —
=~ lo
c e
212
=0
Lo ® |3
B -1
s
3+
[l

Lo ©

o

-
° 2

o
°[Q
- L]

=

T T T T
o o o [=] o

° o
m [+ o < N 9._
Aauedn2o0 Wig %

]

370

-1 Btk Occupancy

100.00 3332 1Lil

<

Kouednoao

Concentration {nha)

Figure 6D

Figure 6C

R D
) Aouedndd20 )39 % .
-
- Z
= . B
5 i -
B Auednaan g

5/6



PCT/US2014/046442

WO 2015/006754

Figure 6F

Figure 6E

-13

3
<] 9
3
2, ¢
Q
2 NG
£
L] c
L ™~ o
' -
d
s
c
x- [
' Q
s
o
Q
L O =
‘e ©
[=d
o %
=
:
..... T
0 O 0 0 0O 0O 0O O O
O ® W T N J.A.G
=l
Aouedn220 g %

| ~ 3.542e-009 |

| IC50

I-13 Btk Occupancy

[ax]

=)

~J

™

™

oed

Ll

=]

o)

1%

B

-

]

=

2

=

8

1 &

&
; —T — T
R
EEEERE9E

Aednaan Hig

Concentration {niij

Figure 6H

Figure 6G

Asuednono 119

Aauedniang ;19

& (. g (o] . ™ E ]

N | . =

.4...@0 ma m N .q_,..m.o

= | {:

- Kouedndaosp Mg % . i Aouednaap g %

g g g LE
g . E o g
& vy R - . B

S . & | A e,

Figure 6L

Figure 6K

I-58a
LI

[=]
= 0
-

-10

T
Q

-11

T T T
[=] =] [=] o
© < N

Kouednaop g %

[ 1.652¢-010 ]

Log of concentration (M)

[1cso

i-538a Btk Occupancy

.

K

7

10000 3333

T T
F R R

Asuedniony 19

Concentration {nhal

6/6



	Biblio page:1
	Description page:2
	Claims page:213
	Drawings page:236



