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EML4-ALK Fusion Gene
In NSCLC (Non-Small-Cell Lung Cancer)
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Source: Reprinted by permission from Macmillan Publishers Ltd: Nature 448;561,
copyright 2007.
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ALK Anti-Apoptotic Signaling
Occurs via PI3K
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Source: Reprinted by permission from Macmillan Publishers Ltd:
Nat Rev Cancer 8:11-23, copyright 2008.
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Clinical Activity Observed in a Phase 1
Dose-Escalation Trial of an Oral MET and
ALK Inhibitor PF-02341066

Source: Kwak EL et al. Proc ASCO 2009;Abstract 3509.
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RP2D Molecular Cohort: NSCLC with ALK

Fusion

19) " | Characteristics |

Number (Percentage)
Median age (range), years 50 (28-73)
Gender (male:female) 9:10
,,,,,,, ECOG PS 0 4 (21%)
1 12 (83%)
2 3 (16%)
Smoking History Current smoker 0
Former smoker 5 (26%)
Never smoker 14 (74%)
Histology Adenocarcinoma 17 (90%)
Squamous cell carcinoma 1 (5%)
Unknown 1 (5%)
Prior Treatment 1 Regimen 7 (37%)
2 Regimens 4 (21%)
3 Regimens 4 (21%)
> 3 Regimens 4 (21%)

Copyright © 2009 Research To Practice. All rights reserved.
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EML-4 ALK Fusion Oncogene in Lung
Adenocarcinoma: Clinical and Pathologic
Characteristics

Source: Shaw AT et al. J Clin Oncol 2009;27(26):4247-53.
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Tumor Responses to PF-02341066 for
NSCLC Evaluable Patients with ALK Fusions
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Note: One patient had clinical progression and discontinued without radiographic confirmation.

Copyright © 2009 Research To Practice. All rights reserved.
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Molecular Cohort;: NSCLC ALK Fusion

Sources: Kwak EL et al. ASCO 2009. Abstract 3509;
Shaw AT et al. J Clin Oncol 2009;27:4247



ATLAS OF
& MOLECULAR

48 yo Female Non-Smoker W|th
NSCLC ALK Fusion
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ALK-Related Efficacy Evaluable Patients w/ NSCLC

P W T

Patient ID Previous Best PF-1066 Duration of Status
Treatments Response Best Response Response
10021042 1 SD PR 12 wk Discont. (5 mo)
10081001 2 (erlotinib) PD*, PR* PR 15 wk + Ongoing (8 mo +)
10021038 2 (erlotinib) SD, SD* PR 23wk + Ongoing (7 mo +)
10021039 1 PD PR 15 wk + Ongoing (7 mo +)
10071016 3 PD, PD, PD PR B wk + Ongoing (4 mo +)
10021043 2 PD, SD PR 13wk + Ongoing (4 mo +)
10071018 7 (geftinib) |PD. SD, PD*, SD, SD, §D, PD PR B wk + Ongoing (2 mo +)
10071020 5 (gefitinib) SD, SD. PD*. PR. PR uPR 4 wk + Ongoing (3 mo +)
10021023 3 SD, PD, PD uPR 2 wk + Ongoing (2 mo +)
10081002 3 (erfotinib) SD*, PD, SD* uPR 2wk + Ongoing (2 mo +)
10021045 1 SD SD N/A Ongoing (2 mo +)
10021056 1 SD SD N/A Ongoing (2 mo +)
10021026 3 (arlotinib) SD*, SD, PD SD N/A Discont. (PD) (10 mo)
10021040 1 (erfotinib) PD* SD N/A Discont. (PD) (4 mo)
10021014 2 (erfotinib) SD, PD* SD N/A Discont. (PD) (5 mo)
10021051 1 PD PD N/A Discont. (<1 mo)
10021058 1 PD PD N/A Discont. (1 mo)
10071021 3 (erfotinib) SD, SD, PD* PD N/A Discont. (<1 mo)
10051003 4 (erlotinib) PD*, PR, PR, SD PD N/A Discont. (1 mo)

* Best Response to EGFR

19 evaluable: 10 (7 confirmed, 3 unconfirmed), 5 SD, 4 PD
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ALK Fusions: A Therapeutic Target in
NSCLC
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