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EGFR expression in
human tumors

Tumors showing high
EGFR expression

NSCLC 40-80%
Prostate  40-80%0
33-74%
Breast 14-91%
Colorectal 23-77%
Pancreatic 45-53%
35-70%

Gastric

Ovarian

EGFR-targeting
approaches

e

& &

= l W
Signal Signal
transduction transduction




EGFR

5P AP A O A AP A P P R S A T S e et E ‘*"‘"11.‘111"'\1"1‘."""'. A e A S
!.m.'* TR h-mnn-tl« Ak L U R G M A 0 LR (T ;J-!u'-d-n AT AN ‘-HH~ CTHV TV LAY
191 1 it ot e | tht fed bt el B .?lﬁ,i;-fﬂl'r'u| 1} r,|:"|,lll.I|:".,l|I|-.-|.'-ll1'| MY I..."".l"'li'F

apoptosis NO proliferation




HERS,

|.I|-:".IFH'.| ﬁ
,dv/.-‘::ff "“: .L-.

Bad ‘/ + AKT

GSK

.I'J.pﬂphrsiﬁ {Survival

."\-J A -hlr »

Lysosomal
degradation

]




EGFR

ey Ay ynandv i hindvt b aahiehe st e ey o eoLrun e Tt S i Do B B B Tin b B e B i B B T B B B B Dy B B
AR AR AL b R IR R R R R BE AR GO R L (R CCUTIRE T L (LT AR B AR AM (ML B LR IR AL LR CLRIBI (R L

1%

j‘
k
.-1'1-;-1'_:-'.Ir.:!.'L-L_'u TV 10 NTN YD W) AR I TN T T ) ST ATNEN) (R T TY 4.'r_|.|'.'h.!r-'1'.14.!_1.'|!-'..*..-i.ri.'l'l:-:I-J'L'!.Il!-!_L'.l.-l.'i..'-.:_rrrl.'!f'r

apoptosis NO proliferation




1 Pty ‘t.-1-"l"‘|-"|n"1'|m1| I'1"1:"1"!1.-"‘:“}"L-'P'r'|4‘|"|'|-""|n"'|--"'1 T T . s mhrhetirhnch 4'|"|'"|-1"'r--'“lr*1+'"3'|-"‘1"1‘:|"'|'|-"1n"'l"‘|-"1.41‘1"|-"‘1-
| 'I-L'-LH'-L WLk nle}L‘-mll b I-.LHLI]LLLLL'. LT AL LN L LL-.J-J-&.’-L L}Lht;"-nlﬂ-mh LL'-L"-I."LHLH."LLLHl]ILHH
PIATRI AT .m bt b I'.| 1] %I N] ATN 1.. bt le, . rer' {3 ATNTNIY] A1 M AT .nL 1 TRTY] 83 ] XN MR AT

apoptosis NO proliferation




EGFR

) iy -_-I,..h.,h.,ll-\...l_..ll.-.l-\.\.\l.ln.,\.ln..l-n.\.l_-\.l-.,‘hll.-.-\_

'|'|.I"I||"'-‘IL111‘ . "l"'.l.lb.l"i a CTLERCTUTCE AR T |"|'~HM (b I J
A R s b e L sl 1 11 ¥] =] & ||h|

@Gfﬂ@

NO apoptosis

s ittty e iy o Yyl . F L

'in.l_ FI'1L|""""I|'|.L""|-" l'l!l_ilLl'L k| 1__1.5 ll""‘l.l LY Ilill 'ILLLI,.
Ty et i e e e e et Kt e e e

%e

proliferation
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Cetuximab
Panitumumab
Matuzumab

Gefitinib
Erlotinib
PKI-166
Lapatinib
EKB-569
Ci-71033
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Core Signaling Pathways in Human PCs
Revealed by Global Genomic Analyses

Pancreatic

Cancers
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= Pancreatic cancer is a scar with few vessels
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Poly (ADP-ribose) polymerase 1

PARP-1 is a DNA-binding enzyme
which functions as a DNA damage
sensor for both single- and double-
stranded DNA breaks, and converts .:f/ "

e : | '
DNA damage into intracellular signals {/
leading to DNA repair or cell death

Some PARP-1i have recently been
reported to have single-agent activity
against tumors with defects in HR
DNA repair due to deficiencies in
BRCA-1 and BRCA-2 functions

These results have led to the
evaluation of several PARP-1
inhibitors as single agents for the
treatment of BRCA-deficient tumors
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The two faces of TGF-
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Inhibition of proliferation Induction of tumor growth
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Induction of apoptosis Evasion ofimmune surveillance
Suppression of tumorigenic inflammation Anglogenesis
Microenvironment
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NF-xB and cancer
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New drugs in phase I/II study
for pancreatic cancers (ASCO 2010)

DRUG
IMC-A12 (Cixutumumab)

MK-0646

AMG-479

AMG-6535 (Conatumumab)
WX-671 (Mesupron)
CP-675206 (Tremelimumab)
AZDO03530 (Saracatinib)
GI1-4000

Apricoxib

TARGET
IGF-1R

IGF-1R
IGF-R1
DRS/TRAIL
uPA inhibitor
mAB, CTLA4 molecule
TKI Src
immunotherapy
Anti COX2













