




























































WO 2004/061409 PCT/US2002/040757

GPCR

TNF

• Interferon

TRADDs TRAFs

II \
NIK

t?'
MLKs cdc4

t?'
MKK4,7

uv

<::::;; rf?
MKK3,6 ~

rf?
p38

Raf

II II Ask1

MEK
Ubi Mediated IKK
Proteolysis

~ ~
IkBll

ERK NFkB

~

~ Akt'Y

Bad GSK3

NFkB

II
1

Proliferation
Metastasis

Differentiation
MITOCHONDRIA

ATF2

II
Inflammation Inflammation

Survival Survival
Proliferation Proliferation

NUCLEUS

Jun

II
Apoptosis
Survival

Proliferation

Figure 3

EGF+

Cell membrane

EGF Receptor -+

-Proliferation
-Survival
-Differentiation

Transcription

Figure 4

2/6



WO 2004/061409 PCT/US2002/040757

+ - + - + - + - +
Dox: '--v----' '---y---J "--------v---- '-----y---J '-----v----'
100ng/ml LacZ MEK 1 MEK 2 MEK*1 MEK*2

Figure 5

wtMEK MEK*

Dox: 0 10 50 100 5001000 0 10 50 100 500 1000

Blot: aMEK

Blot: a-phospho-ERK

Figure 6

3/6



WO 2004/061409 PCT/US2002/040757

160%,..---------------------,

140%-J-------------------~

120%·4-----------------1---

,g 100%+----­
C
o
() 80%....o
tf!. 60%+-----

40%+-----

20%+-----

O%+--------r--
no dox dox U0124 U0126 PD098059 PD184352 ZM336372 58203580

Compound (1 DuM)

Figure 7

Target Compound IC50 MEK Screen
EGFR AG1478 0.003 >50
Ras FPT Inh I 0.083 >50
Raf Raf Inh I 0.009 >50

Raf-MEK PD098059 2 >50
MEK PD184352 0.017 0.111
ERK ERK Inh II TBD 0.154
p38 58203580 0.03 19.2
PI3K Wortmannin 0.005 34.5
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