RS 2\ BOfEAT

AR AaRE
Bz

HAEE  RSTABRE ERF v o8
Tel: 0824-74-1776

EMaoH

ELE. SFEYE. MiEYF

F—U—F: #MEBEREE 2008 UBE. TOTFHES

R, DA

OHRANE

RA N7 BRERICZEAL, B M EEDTx i EicEs
WTHLEBIELBIBIHEHRSH NS, ANELEOM
PEE L TCAHDFHACTE D2 WHNE->TE e, 72, 2T
NOBETFHRERS LR, BRI X7 EE LTHRE
LTWAREESCRICELTH, BIES I E4EmMEICE
WTH U B ORI (7 a7 4 X 7 R) M7,
BB R BICET AR RIS O oo Hh D, L
MU, T ZAFRBRZ AT ERBRINTELTH, £
DEFENZ DN T O £ TIXR2 DR EE 2 VORI T
HDHEERD, TNTEHX U RIEDOH X 7{bxTET
b, EMBIGOEFICEEDL L) il R ErE
SHTZ L IIREETHA S,

FERRIBFZE DS E A TV D & B 2 BT D RIS FI K 5%
BEOWZEICIBNT S, BUE SRR DB EEL RSN
TEY., 2O TR v 7 ERTO&EIZE L Tz
NENDOZRRIC L0 B »EHEICHIE STV 513
ThodN, BRBoNIZEFOH THI LB LoE e L
WONBLFETH D, ZOEEL RIS H720121%, EhE
NDORIZEADDL T X TORFZRET H-OD T 1T 4
JABMELZZBND,

B GOl R SR R S AN S =V L Zd i Sh
AL, MIAMCBNTY H Y RRZRBITHEET D L.
OV UEBEEERIEEN EA L. SBKRE & B X 0o
a2 B B R BOFa v U EEE ) VBET S, IE
BN T, 20 UM BITMIN S 7 TV RED T
DOBEBIEF L0, Z< OB AMIETITZZOFRDR
WRROBND, TFE, ZRERROTUES Y iR bR

HIEREEF A TRO TATA IV A& YREShT =

N EBEE (LU HE)

5301 5=
Fax: 0824-74-1776
E-mail: hkonishi@pu-hiroshima.ac.jp

FEHIZ AV, ZoM&E %270y 7452 LICEDBAD
o FRFEANEAIRIEIED ER LS TN D,
FrlzznETliz, DA EDBEEDOFRE DX 03 50002
SINTWD bR HIIaIEFEIA F (EGF) = kA2 ET /L & LTz
Fu U U R EOTaT A I ALY BE
., REMOMEED 15 0L LD EGF S 2K NIk +
R LT, ST, ZRETHEDR)N>72 2 DOHH
BRI BITE LT EGF S BARE AT Lo o 7 VAR R
BT HEEIZH N LT, A%IF, TE AT RAI,
G 2R E TGO HHLY Xy BREOMIIEE L OVER
BT HEEZA LML, HoN7omiin s BGF ZRIK
BN LT TP NGREEEO 2R M TE X E B X T
W5,

OHFESNhIBR LA

EGF ZFIKEN LTz 7 nEs I c B 545 %2 Ry
BERIIZREAT Z2ED, BDADOIECHELT & B BIfR
TLHHONRZN, AiFFEEE U THLNHMROBREIC X
V. SRR F- S AR D REIZ LD FB AR HTNT
DS AL BERE OO 10 FEM 2R BRI BUS AUAIBRFE ~ DI
AR snsg,

® ZEXH

PNAS, 102, 15093-15098 (2005)

JBC, 281: 24612-24622 (2006)

JBC, 281: 28919-28931 (2006)

[4EAb%2) Vol. 79, 8 A5, p781-785 (2007)
BBA-MCR 2007 Dec 23; PMID: 18191643

J. Biochem. 2008 Feb 14; PMID: 18281296

ok~ wndE

OBESIhLHEEL

SRR TR 0 B L BB OIIE . BRI G &
FUT W D BRPRIEAT, FERRFgE% 35 & OB (e 3



Prefectural University of Hiroshima

Proteomic analysis of downstream molecules of growth factor
receptor tyrosine kinases for applications in cancer drug discovery

Faculty of Life and Environmental Sciences

Department of Life Sciences
Professor

Hiroaki KONISHI, Ph. D.

Prefectural University of Hiroshima Office: 5301

Tel: +81-824-74-1776

Research  : Molecular Biosignal Research
Fields : Biochemistry, Molecular Biology
Keywords :  Protein  Phosphorylation, Proteomics, Signal

Transduction, Cancer Biology

®Research Topics

In general, a growth hormone receptor or a cytokine receptor
superfamily member functions as a protein kinase in the first
step for transducing a molecular signal inside the cell. Over
the past two decades, the epidermal growth factor (EGF)
receptor has been most extensively studied, and this receptor
appears to be closely linked to not only cell growth, but also
linked to various forms of cancer development. Recently,
antibodies directed against the receptor tyrosine Kkinases,
acting via antagonistic mechanisms, have become available as
anticancer drugs. However, there remain some difficulties
in using this treatment due to the serious side-effects in
cancer patients, case-by-case. To prevent this situation, and
to develop safer and more effective drugs, it is necessary to
understand the signaling networks of the growth factor
receptors more precisely. Now, to achieve this purpose, we
have identified all functional molecules acting downstream of
the EGF receptor.

molecules is over 150. After completing the assembly of a

The number of our currently determined

library of the antibodies which covers the overall response of
EGF signaling, it will be important to understand the
complicated network of its intracellular signaling, and to help
diagnose various cancers. By use of the antibody library,
we will study the function of each molecule in the EGF
signaling pathway in cancer cells. Our study will extend its
benefits in areas of biochemical and cell biological studies,

and to clinical fields as well. To apply our data and

Fax: +81-824-74-1776
E-mail: hkonishi@pu-hiroshima.ac.jp
URL  http://www.pu-hiroshima.ac.jp

antibodies for anticancer therapies, we will compare the
expression levels of our identified molecules among various
cancer cell lines, and focus on the differences in the levels of
their expression and secondary modifications. We aim to
look for potential statistical relationships between the
malignancy of cancer cells and the properties of these
molecules. These results may help to generate a good
methodology towards the suppression of cancer development,
and we expand our repertoire of choosing a proper candidate
among our identified molecules as attractive targets for novel
anticancer agents beyond the EGF receptor itself. Our plan
will also include ways to reduce expression of these targets
by RNA interference, or inhibit the function by the treatment

with each specific antibody in the cancer cells.

®Expected Results and Application
Through the analysis, we actively pursue the research goal of
generating an extensive platform for more effective targeted
therapy of cancer while enhancing the quality of life for
patients.
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