lum

POOR00000000000000000000000000000000000000000000000000009000000000000000000000000000000000000000000000000020000000000000000000000000000000000009000000900000000000000000000000900000000000000090090092009009090090002900009099099°9999°°909900000090000909°99200099090000000900099990°09°R9R9°°2092°°R9RRRP9°92990°99000000000000000000000000000000000000000000000000000000000000000000000
o
o)

primary Ci

- NF-kB  PIsK/Akt  K-RAS 63 hypomethylation
-online.com K/ P yP y

boo ol

oogoooooooooo

qoooqoOQOQQOQQ09009090009000009000000000000090990
000999900009 QQOQ°°°°
9090
)

OOOOQ990090999990090090090909900009990909
09990
0909
2000
0

0029238

Oppoo Q

ooooob°°°°°

5656600060606600060666660666¢
00000 °°°°°°°°°oooooo°oo¢° 5650000009
00000
0.

20,
\ ooooooooooooooooooooooooooooooooooooo000““0“00° 0099999
6046
') Lt
000000 2603435

[ °°°°ddd

)
50

\

50
ry
baobbébéééé66666666éébbébbébbébbéébéébéébéébéébéébéébéébéébéo06006006006006006066666666666666666666666666600066066666666666660666066oébbb

autocrine SMO 1=

\ - _J I g

paracrine o 3

o

\_ I —

-
- ~.~
>

»
O‘ '
4 "I'-
F \ Y
. I I:: = '
(S 4
~'~

protein complexes

IFT- SCF

intraflagellar transport A Skp, Cullin, F-box
containing complex

wni

'O

~.."-I---|-l-"‘

¢¢"_-----"~
& ‘;
.' (Y
L} - !
. y
~
N

v

-
-~
~

-

- ~

O’ ‘;

.' Y

[\ - !

. y
~l~

v

....'.I-Il-|--‘

-,
- .
» ~

‘ [ .
4 Y
WKinesin-ily
A ’

e 4"

~ -
- -
e rrsmmme=™

....'.I-Il-|--‘
pmmmmEm—
~
~

Pie S
* 'y
L4

F )}
L\ II I- !
. 4
~ 4
Ve

SKP1 CUL1

-y
- -~
e “a

PTCH1 v PTCH1

~
.

Pynein-2;

s’

666600060066000006006000030006060003006006660066600006300000000600006000606060006606000000000000063006806008038060666030666066660660000300000600 6300604
06

~ -
iy -
S rssmmm="

"__-----....
-~

290000000000000000000000000000000000900000000000000000000000000

QQ
OOQ.AOOO"""""""0000000000000000000000000000000000000000000'"""""""""""'"'"'"'"'"""'00000000000000000000000000mw°°°
Q

o
o
°°°‘°OO--------OOOOOOOOOOOOOOOOOOO00000000000000000000000-

HE
it

0000000000000000000000000000000000000000000000000000000000000000000000000000000000Q00000000000000Q0000000000000000000000000000000000000000000000000000000

000000

-
- ~
o » ~
: & >
S ~ L4 %kb | ‘ 1 )
O .... -——, ¢/ 0000000000 000 bo o ood tactactactactactactactactacaacaacaacaotaotaotaotactactactactactactactactactacaacaacaocaotaotaotaotactactactactactact; D00 00000000000000000000000000000000000 o 0Q200000000900000000000900900000000Q0090000000000000000000000900990Q90090Q900900Q0QQQQg QQ b i bo QQQ Q94 99990000090090000000000009Q0Q0000009009000000009009099999009099999900900090999999090090999999090090999999Q0990Qqa \ [ | O e '
5 Z M| D2 . me..
o iy, Q(S i J og;” .... "1‘
3 o . S ’ ‘ ‘ PN v \ ! MA A P U PSS A 0 X 'r A ' Bo6d 0066660666660666660666666666666666866666666666666660666606666606666600666606666666666666666006666066666066666600 Sceeeo o
S » ~ ¢ Q ----
o n > -0 S
S . 2 2 S
1 ) S 3
. — =2 ) S ] [
o ’ 3 o3 S
Ve -, ==3 s protein Kinase
3 Ve - g 2 S
o - _= o 0 0
o T rssmmm= g 2 2 (” =\
= O
0 g, g 2 S
: Pt -~ 3 S a -
S _» ~ n g S S
4 > o 0 =
o (N O 0 =
' O -0 S
X ==2 g ' :
(S 4 S S ] A‘/
~ > == 3 egradation
009 000 O
e -—"‘ QN 900 u & 3
TEssmmm= oYX, oo g o
N S g S
a3 \ Aeov8600 88088sdaiiM o0 g 3
9 NooP 065 o =
2 g :
Q b 3 o o o
q No o4 o g 0
Q d o5 O o
9 A S o
q o b4 0
q o S 0
Q o° o O o O
o o F+ o o 0 ‘4/*
L X : 0 g 0
— o o Z > o o
o o o o
% o0 o L o "3
[ | % 5P 7 > o 3]
0 S % ) o o
o S 2 O =
‘~\-__4, I I l Q S > 0 S ]
GLI1/2 deg a a IO : > " .. S g
) O
mm—————— g S 2 2 3 o
Pt Sw & SS 5 > 2 S
S ~e 5 3 o 3 S
A o o
L4 N g 3 S 2
[ | ] S 9 3 3
“ y S == — : Q g §
’ 0 S g 0
pO - == 8 - - y
S | ‘ g g -
5 5 3 =
0
: 3 8
O o) O
o 3 O
O o O
O o) O
o 3 . r—] - Iﬂ]
é ; ‘ I I A‘) ‘l|||“““‘||||||||IIIIII’ I‘:::I <EEE EE; I - I I
o
o
' ““‘llllll

00000090Q90002000000000000000000 0 9222R229000000000000

Q99
00099Q
000029222R%
009
099Q
Q99

Q 000

0 Q0000000

Q00
q Q000000
Q00
Q0
009 Q00
00Q 00
000 Q900000
Q0
000

\,‘

Q
00092

9 00900¢

> BMP1, Cyclin D1,
in D2, JUN, BMI1,
JAG2, IL1R2, BCL2

_ 52
BBS4) (BBSS)
Dynein-2
S8

BBS/7 ) (BB
OYNC2LID

0000000000000000000000000000000000000000000080000000000000000000000000000000000000000000000000000000660000000000000000606006600600000000000000008600800000000000000000000000000000000008000600000000000006000000300000000
D00V OOVHOVHOVHOVVVVVOHVVVO000000000000000000000000000000000000000000000000000000000000DODVBOBOLOBLBOLOOHLOVHOVBOLOVOLOBOOBLOVLOLHLOOOLOLHLOBLOBBOLBOVBOVOODVO00000000000000000000000080000DDODVOVVOVVOVVOOVOVLVVVVVVVOVVOVVOVVVVVVVOVHOVVOOVHOBHOBOHBVVHOVVOVVLOVVOEBHOBLHEBVOOVOOBOOBOODOODODOODHLODLOBVOE VDIV DOV DOV OVOEEEOEEHEEOHEOHVOOVOOBOBBEVBLHEOV BBV OOV OOEBVBBHLHBVHBOH VY

20000000000000000000000000020009000000000000009090000000000000000900090000000000020090000000000000090090000000000000000000000000000000000000900000000000000PP00000000000000009900000000000000000000000000000000PP009900000000000000000000004

00000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000




