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To THE EDITOR: In their discussion of the clini-
cal use of erlotinib or gefitinib in patients with
lung cancer, Cataldo et al. recommended the
permanent discontinuation of treatment with
these tyrosine kinase inhibitors in cases of drug-
associated interstitial lung disease. We point out
three recent reports describing successful re-
challenge with erlotinib after the resolution of
pulmonary symptoms from interstitial lung dis-
ease that arose in association with treatment
with gEfitini]@z or erlotinib.? We recognize that

@ Chang SC, Chang CY, Chen CY, Yu CJ]. Successfu! erlotinib
rechallenge after gefitinib-induced acute interstitial pneumonia.
] Thorac Oncol 2010:5:1105-6.

N Engl J Med 2011; 364:2367-2368




Cetuximab - Anti-EGFR monoclonal
antibody
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Acute interstitial pneumonitis in a patient
receiving FOLFOX-4 regimen plus Cetuximab
treated with pulse therapy

J.-ILai'"2, W.-S. Wang" 2, Y.-C. Lai" 2, P.-C. Lin""? and S.-C. Chang'?

"National Yang-Ming University School of Medicine and 2Department of Medicine,
National Yang-Ming University Hospital, Taiwan, Republic of China
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Erlotinib First Line in Mut(+)
PFSinITT

1.0 — Erlotinib (n=82)
— Gemlcarbo (n=72)
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EGFR Mutation in Patients With
Clinical Characteristics

Female + Never smoking + Adenocarcinoma

l
55-68%

EGFR Mutation (+)

l
32-45 %

EGFR Mutation (-)




Anaplastic lymphoma kinase inhibition in
NSCLC

* Oncogenic fusion genes-EML4 and anaplastic
lymphoma kinase (EML4-ALK )are presentin a
subgroup of non—small-cell lung cancers (2-7%)

* Most patients with ALK rearrangements had little or
no exposure to tobacco and had adenocarcinoma.
(~20% adenocarcinoma)




Activating translocation of ALK gene - cytoplasmic chimeric
protein




Crizotinib
CEP-37440
AP-26113

NMS-EG28
X-276/396
TAEGSB4
CH5424802

LDK378
ASP3026

Tyrosine Kinase Inhibitors
iIn Development

Manufacturer

Pfizer
Cephalon
Ariad Pharmaceuticals

Nerviano Medical
Xcovery
Novartis

Clinical stage

Phase lll and Il for NSCLC
Preclinical
Preclinical: IND expected 2011

Preclinical
Preclinical
Not a clinical candidate

Chugai Pharmaceuticals Preclinical; phase | tnal

Novartis
Astellas

ongoing in Japan
Phase | trial ongoing
Phase | trial ongoing

Clin Cancer Research. 2011; Nov. 18




Diagnosis of an EML4-ALK NSCLC

EM L4 exon 6b ALK exon 20




Best responses with crizotinib for 82 patients with
EML4-ALK-positive lung adenoca
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Kwak et al N Engl J Med 2010, 363:1693




Crizotinib in NSCLC

2010-12-30 2011-02-17




EML4-ALK Timeline




Duration of Treatment and Survival in NSCLC Patients
Treated with Crizotinib
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Crizotinib Prolongs Survival of Patients With NSCLC
Harboring ALK rearrangement

Crizotinib-treated (n=30)
Crizotinib-naive (n=23)
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Adverse Events in the 82 Patients (Phase I)

Adverse Event Gradel Grade2 Grade3 Grade4
no. of patients (9%)

Any adverse eventy

Nausea

Diarrhea

Vomiting

Visual disturbance

Constipation

Peripheral edema

Dizziness

Decreased appetite
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Treatment Paradigm for Advanced NSCLC, 2011

>

Advanced
Stage lllIb/IV
4

EGFR mutation }/ \r Suitable for standard ]

chemotherapy

\
or EML4-ALK ? { Yes No

IPASS patients =1 Non-SCC

No ‘ Yes ‘
Yes Non-alimta+

Non-avastin+
Cetuximab+
PT-based doublets

4
- Alimta PT-based _BSCor
platinum doublet single agent

+ Avasti chemotherapy
Selxuld TSt or EGFR TKI

1st.line

1 Maintenance Tx ]
[ Maintenance Tx ] | I

[ Relapse ] > [ Relapse ]
v

EGFR TKI: Erlotinib, gefitinib
2nd/3rd_|ine Chemotherapy: docetaxel, pemetrexed
other single agent







Thanks for your attention




