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Estimated number of cancer patients in 2015
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THERE IS NEW AMMUNITION
IN THE WAR AGAINST

GANGER.

THESE ARE THE BULLETS.

Revolutionary new pills like GLIVEC

combat cancer by targeting only the

diseased cells. Is this the breakthrough _.g
we've heen waiting for?
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Herceptin :
Humanized Anti-HER2 Monoclonal Antibody

Herceptinis a humanized monoclonal antibody that binds to the
extracellular domain of the human epidermal growth factor 2 gene (HER?2)

Targets HER2 oncoprotein

High affinity (K; = 0.1 nM) and
specificity

95% human, 5% murine
Reduction of antigenicity

Increase potential for recruiting
Immune-effector mechanisms

1. ADCC
2. CDC
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ZD1839: a small-molecule
EGFR-TK inhibitor

Extracellular
Membrane

Intracellular

ZD1839 ZD1839

vy
‘Signalling

‘ Proliferation

‘ Growth factors

~

Chemotherapy/
radiation sensitivity

THE CANCER CHEMOTHERAPY
CENTER OF JFCR

Orally bioavailable

Selective inhibitor of epidermal

growth factor receptor tyrosine
kinase (EGFR-TK)

Competitive inhibitor of ATP binding

DN A Bt TApoptosis

‘ Angiogenesis

‘ Metastasis
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プレゼンター
プレゼンテーションのノート
 ZD1839 is an oral and selective inhibitor of EGFR-TK

As a small molecule, ZD1839 enters the tumour cell and directly inhibits the EGFR-TK enzyme, regardless of the activation mechanism, thereby inhibiting the signaling events triggered by EGFR-TK activation

By inhibiting EGFR-TK, ZD1839 inhibits the key mechanisms of tumour cell growth and progression that are driven by EGFR-TK. These events have the potential to result in decreased tumour growth and possibly tumour shrinkage
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iR HS A D —F& (Bronchioloalveolar carcinoma)
Case: 74y.0.F (TAN2M1, PUL) RIRFE 245~ Al 4B DL REZIT=HN, EH.

IR (mI/H) 242
O,®%A(L) 5
paO2(mmHg) 64
SpO, (%) 92
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Drug

Rituxan

Herceptin
Gleevec

Iressa
Velcade
Avastin
Erbitux
Tarceva
Nexavar
Sutent

Sprycel
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Major molecular therapeutics in cancer

target

CcD20

Her2 *
Bcr-Abl/Kit ™

EGFR ™
Proteasome

VEGF

EGFR ™

EGFR *
Multi-kinases ™
Multi-kinases ™

Bcr-Abl/Src *

* Kinase targatting

target tumor

B cell Lymphoma

Breast ca
CML, GIST

NSCLC

Multiple myeloma
Colon ca

Colon ca

NSCLC, Pancreatic ca

Renal ca
GIST, Renal ca

CML™, Ph+ALL

**Gleevec resistance

US Approval Jan Approval
1997 2001
1998 2001
2001 2001
2003 2002
2003 2007
2004 2007
2004 Phase IT
2005 2007
2005 Application
2006 Phase IT
2006 Phase I/II
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