b

a 'I__________________Pf':2_4_2 _____ Fedratinib (TG-101348)
! g PF-431306 ' Volasertib
100__E%g:gﬁfsfga\4yim InhitV g o727
'g' 80 BI—D‘IST{/AZ—:JMBIFI &
2 ol Brivanib " GSK-263677 1
Qo =] /{ B |
- 1 5B-203580 =
.Ea 40_ I ™ &
= 20 . . :
5 o] T
z 0- w
@ 204" =%3
-40-
40 20 0 20 40 60 80 100
Counter Screen [% inhibition]
Cc iy
BI-2536 BET

/4

!

3

H
/\/N/I\/i\”/N@\TH 1 (BI-2536)
g N N
| ? I \Cﬂ\

gey
o
/\ S-\{__.B“ﬁ If \\

3 (PP-242) 4 (SB-203580)

2 (TG- 101348){!\!”‘““0\@\ /I/O\ ,k
P N

\'J

TG-101348
y

w

Vil

SB-203580
%

|

Vil



—= DMSO

—JQ1 -
- GFP-BRD4

1.04 TG

0.5

N W A

p< 0.0001

Relative Fluorescence
Recovery t 1/2 [s]

0!
0.0 DMSOJQ1 TG BI

0 10 20 30 40
Time [s]

0
N~ & Lo Jal RS
Q > F L S M) © ¥ O o

c-Myc we .wﬁﬁ m_' ) ..

GAPDH e e e e e e —————

o SEOS o o2

s

0.8

0.6 -
04

0.2

Viable Cells X 10°

DMSO JQ1 TG Ruxo Tofa



TG-101348

- ."b
.\f¥

N140"'A’ ‘b U

TG-101348

BRD4(1)




a BI-2536 BET BI-D1870

Kinases @ @® o o Bromodomains . ® o o

Primary Target
¢ v 1arg Ky,(MM) 01 1 10 100 AT (°C) >6 4-6 2-4 1-2 0-1 <0




MV4-11 Cells
G100 H JQ1
[)
Q& 75 A TG
)
T 50 - V I-BET
&)
% 25 ® Ruxo
8 O Tofa
> 0-
T T T _l'4
10 100 10° 10
[Inhibitor], nM
7
100 M Molm14

M Molm14-D835Y
\| ™ Moim14-F691L
40
20-

Viable Cells (PoC)

(=]
1

] T T L
10 10° 10° 10°
[JQ1], nM

C
Molm14 Molm14
D835Y F691L

N N N
JQ1 (uM) © o 3 g 0 o g ot rn®

Molm14

c-Myc == [—— - —

CAPDH e o s s s s s s s s S



a ——— BioMap Systems

Protein Biomarkers

(2]

TNFa

0.6 —

0.2 —

Ratio to DMSO Control

Tofa  Ruxo JQ1 PFl-1 TG
Inhibitor (0.04 - 3.3 uM)

x [ @ Ruxo

-

=\ @ Tofa

E{ @®Gsk
) 1-BET 151

= @ PFi-1

m\| OI-BET
@Ja1
@G
®s

Concentration (uM)

... [ X 1
10 0.04



