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Purpose
To investigate the efficacy of erlotinib versus docetaxel in prewously treated patients thh advanced

rnon-small-cell lung cancer (NSCLC) in an eplderma! growth factor receptor (EGFR) —unselected
patient population.

Patients and Methods
The primary end point was progression-free survival (PFS). Secondary end points included overall

survival (OS), response rate, safety, and analyses on £EGFR wild-type tumors. Pataents with stage
IIIB or IV NSCLC, previous treatment with one or two chemotherapy regimens, evaluable or
measurable disease, and performance status of 0 to 2 were eligible.

Results
From August 2009 to July 2012, 150 arld 151 patierits were randomly assigned to erlotinib (150 mg

daily) and docetaxel (60 mg/m? every 3 weeks), respectively, EGFA wild-type NSCLC was present
in 109 and 90 patients in the erlotinib and docetaxel groups, respectively. Median PFS for erlotinib
versus docetaxel was 2.0 v 3.2 months (hazard ratio [HRI, 1.22; 95% Cl, 0.97 to 1.55; P = .09), and
median OS was 14.8 v 12.2 months (HR, 0.91; 95% Cl, 0.88 to 1.22; P = .53), respectively. In a
subset analysis of EGFR wild-type tumors, PFS for erlotinib versus docetaxel was 1.3 v2.9 months

(HR, 1.45; 95% Cl, 1.09 to 1.94; P = .01), and OS was 9.0 v 10.1 months (HR, 098 95% Ct, 0.69

to 1.39; P = .91), respectively.

Conclusion
Erlotinib failed to show an improvement in PFS or OS compared with docetaxel in an EGFR-

unselected patient population.

J Clin Oncol 32:1902-1908. © 2014 by American Society of Clinical Oncology

ously treated advanced NSCLC,>* in whom the me-
dian progression-free survival (PFS) in response to
docetaxel was 2.0 to 2.3 months.

Epidermal growth factor receptor (EGFR) ty-
rosine kinase inhibitors (TKIs) are active against

Lung cancer is the leading cause of cancer-related
deaths worldwide. Non-small-cell lung cancer
(NSCLC) comprises more than 80% of all lung tu-

mors. Approximately two thirds of NSCLCs are di-
agnosed at advanced stages. The standard first-line
treatmentforNSCLC,platinum-baseddoubletchem-
otherapy, has a response rate of approximately 30%,
and the response usually lasts only 4 to 5 months.*
Second- and third-line chemotherapy has been used
to further improve survival. A standard regimen of
docetaxel hasbeen established based on results from
randomized phase 111 studies of patients with previ-

1802 © 2014 by American Sdciety of Clinical Oncology

previously treated NSCLC. Erlotinib, an EGFR-TKI,
showed a sigrificant survival benefit in a placebo-
controlled phase II trial (BR21), with a median PFS
of 2.2 months and hazard ratio (HR) of 0.61.* The
noninferiority of gefitinib, another EGFR-TKI, to
docetaxel in patients with previously treated NSCLC
was shown in terms of survival in a global phase III
study (Iressa NSCLC Trial Evaluating Response and
Survival Versus Taxotere [INTEREST], n = 1,433)°
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but not in a smaller phase III study in Japan (V15-32, n = 489).° A
global phase IV study of erlotinib (Tarceva Lung Cancer Survival
Treatment [TRUST], n = 6,580) showed a PFS of 3.3 months” and a
much longer PES (5.6 months) in an Asian subset.® Although both
erlotinib and docetaxel are considered standard therapies for previ-
ously treated NSCLC, given the favorable survival in erlotinib-treated
Asian patients, erlotinib might produce longer PES than docetaxel
in" Asian patients with previously treated NSCLC in an EGFR-
unselected population.

. The Docetaxel and Erlotinib Lung Cancer Trial (DELTA) is a
multicenter, open-label, phase I1I study from Japan. Because gefitinib
failed to show noninferiority to docetaxel in the V15-32 trial, we
investigated the efficacy and tolerability of erlotinib versus do-
cetaxel as second- or third-line treatment for EGFR-unselected
patients with NSCLC.

‘When this study was initiated, EGFR-TKIs were usually used
without testing for EGFR mutational status in clinical practice. Then,
the pivotal Iressa Pan-Asia Study (IPASS) study showed that gefitinib
was superior to carboplatin and paclitaxel in terms of PES in patients
with EGFR mutant tumors (HR, 0.48; 95% CI, 0.36 to 0.64), whereas
the opposite results were observed in patients with EGFR wild-type
tumors (HR, 2.85;95% CI, 2.05 to 3.98) in the first-line setting.” Given
the advancement of molecular knowledge, we preplanned an analysis
to examine the treatment effect in EGFR wild-type and EGFR mu-
tant disease.

Patients

This multicenter, open-ldbel, randomized phase Il study was sponsored
by the National Hospital Organization, an independent administrative agency
in Japan. Patients age 20 years or older were eligible if they met the following
criteria: pathologically or histologically proven NSCLC with stage ITIB or IV
disease (International Union Against Cancer, version 6); previous treatment
‘with one or two chemotherapy regimens, including at least one platinum

agent; evaluable br measurable disease by computed tomography (CT) or:

magnetic resopance imaging; and Eastern Cooperative Oncology Group per-
formance status (PS) of 0 to 2. The main exclusion criteria were previous
exposure to EGFR-TKI or docetaxel, symptomatic brain metastasis, and a

second active canger. Patients were also excluded from the study if they had
interstitial pneumonia or pulmonary fibrosis detected by chest CT. All en-
rolled patients provided written informed consent before entering the study.
The protocol was approved by the institutional review boards and ethics
commuittees of the National Hospital Organization. '

Treatment

Erlotinib (150 mg per day) was administered orally. Docetaxel was ad-
ministered every 3 weeks asa 1-hour intravenous infusion of 60 mg/rn2 (ie, the
approved dose in Japan). Adverse events were monitored arid graded accord-
ing to the Common Terminology Criteria for Adverse Events (version 3.0).
Patients received the study treatment until disease progression or intolerable
toxicities. Poststudy treatment was given at the discretion of the physician and
patient, and cross-over treatment was allowed in this trial.

Assessments

~ Tumors assessments were performed via CT, spiral CT, or magnetic
resonance imaging, and the same methods of meastrement were used
throughout the study for each patient. PFS was defined as the time from
random assignment to the earliest occurrence of disease progression or death
from any cause; patients who had not experienced progression or died at data
cutoff were censored at the last tumor assessment. Overall survival (OS) was
assessed from the date of random assignment to the date of death as the result
of any cause, or data were censored at the last date the patient was confirmed to

* be alive. Tumor response according to RECIST was assessed at baseline, every

month for the first 4 months, and every 2 months thereafter. Investigator
assessment of best overall tumor response was used for the analysis. Routine
laboratory assessments were performed at baseline, every week for the first
month, and every 2 to 4 weeks thereafter. EGFR mutations were examined in
exons 18 to 21 by a highly sensitive polymerase chain reaction (PCR) —based
method (ie, the PCR-invader method, peptide nucleic acid-locked nucleic
acid PCR clamp method, or cycleave method). These assays were performed in
commercial laboratories to which each institute sent the diagnostic tu-
mor samples.'®

Statistical Analysis

Eligible patients were randomly assigned 1:1 to erlotinib or docetaxel by
the minimization method according to sex, performance status, histology, and
institution. Efficacy analyses were completed for the intent-to-treat popula-
tion. Safety analyses were performed for the population who received at least
one dose of the trial medication after random assignment. The primary end
point was PFS. Secondary end points were OS, response, safety, and analyses
on EGFR wild-type and mutant turnors. Median PFS was assumed to be 3.5
months and 2.5 months in patients receiving erlotinib and docetaxel, respec-
tively, based on data from previous clinical trials.>”® The present study was

Fig 1. CONSORT diagram.
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