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Dacomitinib (PF-00299804) Fact Sheet

Dacomitinib (PF-00299804) is an investigational agent and has not been approved for marketing by any regulatory
agency at this time.

ABOUT e Dacomitinib is an oral, once-daily, pan-HER inhibitor. It is an irreversible inhibitor of
DACOMITINIB HER-1 (EGFR), HER-2 and HER-4 tyrosine kinases.! Dacomitinib targets multiple
receptors of the HER pathway, whereas currently marketed HER-1 (EGFR) inhibitors
for non-small cell lung cancer (NSCLC) target only one receptor in this pathway.*

¢ Clinical evaluation of dacomitinib is ongoing in a number of clinical trials in patients with
advanced NSCLC across lines of therapies and a range of histologies and molecular
subtypes, such as EGFR and KRAS status.”>*>°

e Additionally, there is an ongoing clinical trial evaluating dacomitinib in recurrent and/or
metastatic (RM) squamous cell carcinoma of the head and neck (SCCHN).’

THE ROLE OF e The HER family of tyrosine kinases includes receptors HER-1 (EGFR), HER-2, HER-3
HER AND and HER-4.The HER signaling pathway plays a role in the normal regulation of cell
CANCER growth and proliferation, differentiation, and apoptosis.®**°

e Activation of HER receptors drives signal transduction pathways; dysregulated signaling
through the HER receptors may lead to malignant transformation and tumor growth.®*

e Mutations or amplification of the HER receptor family, as well as overexpression of the
HER receptors and/or ligands, have been associated with late stage cancers including
lung, breast, gastric, head and neck, and colorectal cancers.™

e Current drug development against the HER family in NSCLC has been focused mostly
on small molecule selective and reversible tyrosine kinase inhibitors (TKIs) and chimeric
monoclonal antibodies (mAbs).?

o Altered activity of a specific HER receptor can be functionally compensated for by
another HER receptor or other signaling pathways. This crosstalk can result in
compensatory tumor signaling and growth, which can lead to drug resistance.®

e In pre-clinical studies, dacomitinib has been shown to inhibit the signaling in both wild
type and mutant HER-1 (EGFR) including forms of NSCLC that are resistant to currently
marketed HER-1 (EGFR) inhibitors, such as erlotinib and gefitinib."**
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CLINICAL
STUDIES

CLINICAL
STUDIES
(continued)

Following is a list of some of the Phase 1, 2 and 3 dacomitinib trials:

NSCLC

Phase 3

BR.26: A double-blind, placebo-controlled randomized trial evaluating dacomitinib in
patients with advanced NSCLC with varying histologies and molecular subtypes, after at
least one chemotherapy regimen and erlotinib or gefitinib (NCIC-Clinical Trial Group led
trial).? — Currently recruiting

ARCHER 1009: A randomized, double-blind, multicenter trial evaluating dacomitinib
versus erlotinib for the treatment of patients with advanced NSCLC following at least
one prior chemotherapy.'? — Currently recruiting

Phase 2

ARCHER 1042: An open-label, multi-cohort trial evaluating the effect of prophylactic
intervention and an interrupted dosing schedule on the incidence of adverse events in
patients treated with dacomitinib.*®* — Currently recruiting
A7471028: A randomized trial evaluating dacomitinib versus erlotinib in patients with
advanced NSCLC with varying histologies and molecular subtypes, after at least one
chemotherapy regimen.®— Ongoing, recruitment complete
A7471017: An open-label trial of dacomitinib in untreated advanced adenocarcinoma
NSCLC, clinically or molecularly selected for EGFR mutations and HER2 mutation or
amplification.*
o0 Cohort A: Non-smokers or former light smokers; patients with EGFR mutated
NSCLC, regardless of smoking status * — Ongoing, recruitment complete
o Cohort B: Patients with HER2 mutated or amplified NSCLC* — Currently
recruiting

A7471002: An open-label trial evaluating dacomitinib in patients with advanced
adenocarcinoma and non-adenocarcinoma NSCLC with KRAS wild-type and varying
EGFR molecular subtypes, after at least one chemotherapy regimen and erlotinib.” —
Ongoing, recruitment complete

A7471003: A Phase 1/2 open-label, single-arm trial of dacomitinib in Korean patients
with KRAS wild-type advanced NSCLC, after at least one chemotherapy regimen and

erlotinib or geﬁtinib.6 — Ongoing, recruitment complete

Phase 1

A8081006: An open-label, dose escalation study to evaluate the safety,
pharmacokinetics and pharmacodynamics of the combination of crizotinib and
dacomitinib in patients with advanced NSCLC.** — Currently recruiting

Head and Neck Cancer

Phase 2

A7471027: A multicenter trial of dacomitinib as a first-line treatment in patients with
recurrent or metastatic squamous cell carcinoma of the head and neck.”— Complete

For a complete listing of dacomitinib clinical trials, please visit www.clinicaltrials.gov.
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