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LEARNING OBJECTIVES

After completing this course, the reader will be able to:

1. Evaluate the relationship between EGFR mutation status and clinical outcomes reported in this study.

2. Identify patients with NSCLC who may be appropriate candidates for first-line maintenance therapy with

erlotinib.

@ This article is available for continuing medical education credit at CME.TheOncologist.com.

ABSTRACT

On April 16, 2010, the U. S. Food and Drug Administra-
tion (FDA) approved erlotinib tablets (Tarceva®; OSI
Pharmaceuticals, Inc., Melville, NY) for maintenance
treatment of patients with stage IIIB/IV non-small cell
lung cancer (NSCLC) whose disease had not progressed
after four cycles of platinum-based first-line chemo-
therapy.

In total, 889 patients received either erlotinib (150
mg) or placebo once daily. Progression-free survival
(PFS), in all patients and in patients with epidermal
growth factor receptor (EGFR)™ tumors by immuno-
histochemistry (IHC), was the primary efficacy end-
point. Overall survival (OS) was a secondary sponsor
endpoint but was the primary regulatory endpoint.
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Median PFS times were 2.8 months and 2.6 months in
the erlotinib and placebo arms, respectively (hazard ra-
tio [HR], 0.71; 95% confidence interval [CI], 0.62-0.82;
p < .001). Median OS times were 12.0 months and 11.0
months, favoring erlotinib (HR, 0.81; 95% CI, 0.70-
0.95). The PFS and OS HRs in patients with EGFR™
tumors by IHC were 0.69 (95% CI, 0.58-0.82) and 0.77
(95% CI, 0.64-0.93), respectively. The PFS and OS
HRs in patients with EGFR™ tumors by IHC were
0.77 (95% (1, 0.51-1.14) and 0.91 (95% CI, 0.59-1.38),
respectively.
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Following disease progression, 57% of placebo-
treated patients received additional chemotherapy,
compared with 47 % of erlotinib-treated patients. Four-
teen percent of placebo-treated patients received erlo-
tinib or gefitinib, 31% received docetaxel, and 14 %
received pemetrexed. In total, 59% of placebo-treated
patients who received treatment received FDA ap-
proved second-line NSCLC drugs.

The most common adverse reactions in patients re-
ceiving erlotinib were rash and diarrhea. The Oncologist
2010;15:1344-1351

INTRODUCTION

Algorithms for the treatment of patients with locally ad-
vanced or metastatic (stage IIIB and stage IV) non-small
cell lung cancer (NSCLC) are changing [1, 2]. For some
U.S. Food and Drug Administration (FDA)-approved
drugs, such as pemetrexed and bevacizumab, tumor histol-
ogy is relevant, with treatment restricted to nonsquamous
NSCLC patients [3-9]. For drugs such as erlotinib and ge-
fitinib, clinical and molecular markers predictive of treat-
ment benefit, including gender, nationality, histology,
smoking history, and epidermal growth factor receptor
(EGFR) mutation status, are being evaluated [10]. Also, the
practice of a drug holiday after four to eight cycles of che-
motherapy in patients with an objective tumor response or
stable disease (SD) in favor of immediate institution of
maintenance therapy is being evaluated [11-13].

The present manuscript concerns the FDA’s recent ap-
proval of erlotinib as first-line maintenance treatment in pa-
tients with locally advanced or metastatic NSCLC whose
disease has not progressed (including SD) on first-line
treatment with platinum-based chemotherapy. This is the
FDA’s second NSCLC maintenance therapy approval.
Pemetrexed (Alimta®; Eli Lilly and Company, Indianapo-
lis, IN) was approved in July, 2009 for the maintenance
treatment of patients with nonsquamous NSCLC [14, 15].

Conduct of the erlotinib maintenance trial was origi-
nally an FDA-requested postmarketing commitment fol-
lowing erlotinib’s accelerated approval on November 18,
2004 for the treatment of locally advanced or metastatic
NSCLC after failure of at least one prior chemotherapy
regimen. This study was also to evaluate the relationship
between EGFR protein expression and clinical out-
comes. The sponsor’s primary efficacy endpoint was pro-
gression-free survival (PES) in the total patient population and
in the EGFR™ by immunohistochemistry (IHC) population.
The sponsor’s secondary and the FDA’s primary efficacy end-
point was overall survival (OS).
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PATIENTS AND METHODS

A single multicenter, double-blind, randomized study was
submitted to investigate the efficacy and safety of erlotinib
in the maintenance setting following four cycles of first-line
platinum-based chemotherapy in all study patients and in
patients whose tumors were EGFR™ by IHC. All patients
included in the study were required to provide a tumor tis-
sue sample within 3 weeks prior to commencing chemo-
therapy. IHC for EGFR protein expression was performed
using the EGFR pharmDX™ Kit (Dako, Glostrup, Den-
mark), according to the package insert. A positive EGFR
expression status was defined as at least 10% of tumor cells
stained for EGFR.

All patients successfully completed four cycles of an ac-
ceptable standard platinum-based chemotherapy combina-
tion in the absence of unacceptable toxicity and/or disease
progression. Acceptable initial chemotherapy regimens in-
cluded cisplatin or carboplatin with gemcitabine, paclitaxel
and docetaxel, and also a cisplatin plus vinorelbine regi-
men. Doses and schedules of drug administration for these
doublets were acceptable.

Patients without progressive disease (i.e., complete re-
sponse [CR], partial response [PR], or SD) after four cycles
of chemotherapy were eligible for randomization if they
had a life expectancy =12 weeks, an Eastern Cooperative
Oncology Group (ECOG) performance status (PS) score of
0 or 1, a granulocyte count =1,500/mm?>, a platelet count
>100,000/mm>, a hemoglobin level =9.0 g/dl, aspartate
aminotransferase (AST) and alanine aminotransferase
(ALT) levels <2.5X the upper limit of normal (ULN) in the
absence of liver metastases or up to 5X ULN in cases of
liver metastases, an alkaline phosphatase (ALP) level
<2.5X ULN (if ALP was =2.5X ULN, AST and ALT
were required to be <1.5X ULN; if ALP was =2.5X ULN
in the presence of liver metastases, AST and ALT were re-
quired to be <5X ULN), and a normal serum calcium. Fe-
males of childbearing potential had to have a negative
pregnancy test within 48 hours before starting erlotinib/
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placebo treatment. Male and female patients with repro-
ductive potential had to use two effective methods of
contraception. Written (signed) informed consent must be
obtained. Patients with prior exposure to agents directed at
the human epidermal growth factor receptor axis (e.g., ge-
fitinib, cetuximab, trastuzumab) were excluded.

Randomization was conducted using an adaptive
method (minimization) that ensured a balance between the
treatment arms for the following factors: (a) EGFR protein
expression by IHC (EGFR™ versus EGFR ™ versus EGFR
undetermined), (b) stage of disease at the start of chemo-
therapy (IIIB versus IV), 3) ECOG PS score (0 versus 1),
(d) chemotherapy regimen (gemcitabine plus cisplatin ver-
sus carboplatin plus docetaxel versus other), (e) smoking
status (current smoker versus former smoker versus never
smoked [current smokers included patients who had
stopped smoking less than 1 year prior to randomization]),
and (f) region (North America, South America, western Eu-
rope, eastern Europe, southeast Asia, and Africa).

The study was powered to perform two primary analy-
ses, to compare PFS, from day 1 of chemotherapy, between
the two treatment arms in all patients and in patients who
had EGFR™ tumors by IHC. The required number of events
and the related number of patients were calculated based on
the PFS analysis for all patients. The median PFS time in
the placebo arm was estimated to be 4 months. This esti-
mate was based on the median PES interval from the time of
completion of chemotherapy in placebo arm patients with a
CR, a PR, or SD as their best response in Study BO16411
(the Tarceva® Lung Cancer Investigation trial), which in-
vestigated the effect of chemotherapy with or without erlo-
tinib as first-line therapy in advanced NSCLC patients. In
order to detect a 25% improvement in the median PFS in-
terval with erlotinib compared with placebo (hazard ratio
[HR], 0.8) with an 80% power at a two-sided 3% signifi-
cance level and one efficacy interim analysis after 50%
events, 731 events (progression or death) were required.
Assuming 18 months’ accrual, 6 months’ follow-up of the
last patient, and a 5% dropout rate over 2 years, 427 ran-
domized patients per arm were required. If 50% of patients
had EGFR ™ tumors by IHC (based on a phase III erlotinib
trial in patients with advanced NSCLC after failure of at
least one prior chemotherapy regimen, wherein 47% of the
patients with known EGFR status by IHC were EGFR ™),
this would lead to approximately 215 randomized patients
per arm for testing the treatment difference in terms of PFS
for the EGFR " by IHC population. The HR was expected to
be smaller in this subset of patients. A test of the difference
in PFS duration for the EGFR™* by IHC population at a two-
sided significance level of 2% would have an 85% power to

Erlotinib in NSCLC

detect an HR of 0.7 (360 events expected) and a 66% power
detect an HR of 0.75 (365 events expected).

The study was also powered for OS, assuming a 10-
month median survival duration in the placebo arm. In or-
der to detect a 25% improvement in the median survival
time with erlotinib, compared with placebo (HR, 0.8), with
an 80% power at a two-sided 5% significance level, 641
events (deaths) were required. Assuming 18 months’ ac-
crual, 427 randomized patients per arm, and a 5% dropout
rate over 3 years, 641 events were expected to occur by ap-
proximately 15 months after the last patient was randomized.

Patients had clinical tumor assessments every 6 weeks
during treatment for the first 48 weeks and then every 12
weeks. Tumor response was evaluated according to the Re-
sponse Evaluation Criteria in Solid Tumors. Tumor assess-
ments were performed by computed tomography (CT),
spiral CT, or magnetic resonance imaging (MRI). X-rays or
ultrasound were not permitted to assess target lesions. For
all patients eligible to be randomized to erlotinib/placebo,
all MRI and CT scans collected both during chemotherapy
and during the study were to be provided for central review.
Patients experiencing a global deterioration in health status
that required discontinuation of treatment without objective
evidence of disease progression were classified as having
“symptomatic deterioration.”

Biomarker analyses on patients’ tumor and blood spec-
imens were performed using technically validated assays to
identify predictive indicators of clinical benefit from erlo-
tinib therapy. In the present study, the EGFR protein ex-
pression level (by THC), EGFR gene copy number by
fluorescence in situ hybridization (FISH), polymorphism in
EGFR intron 1, EGFR mutation status, and K-ras mutation
status were investigated in preplanned and predefined anal-
yses. Because of limited amounts of tumor tissue, the mo-
lecular analyses on patients’ tumors were prioritized in the
following order: protein expression level of EGFR
(IHC), EGFR gene copy number (FISH), K-ras mutation
status by DNA sequencing, and EGFR mutation status by
DNA sequencing. The biomarker analysis from blood
specimens examined EGFR intron 1 polymorphism (CA
repeats).

Disease-related lung cancer symptoms were assessed
using the Functional Assessment of Cancer Therapy—Lung
(FACT-L), version 4, questionnaire. The FACT-L consists
of 27 general health questions and nine lung cancer ques-
tions (FACT-L subscale). General health questions are
grouped into four general health subscales, which include
physical well-being, emotional well-being, social well-
being, and functional well-being. The FACT-L subscale
score consists of nine items, seven of which make up the
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Table 1. Demographic and disease characteristics
Erlotinib (n = 438) Placebo (n = 451)

Characteristic n (%) n (%)
Gender

Female 117 (27%) 113 (25%)

Male 321 (73%) 338 (75%)
Age (yrs)

=65 148 (34%) 151 (33%)

<65 290 (66%) 300 (67%)
Stage of NSCLC

Unresectable stage I11B 116 (26%) 109 (24%)

Stage IV 322 (74%) 342 (76%)
Ethnicity

White 370 (84%) 376 (83%)

Black 3 (<1%) 1 (<1%)

Asian 62 (14%) 69 (15%)

Other 3 (<1%) 5 (1%)
ECOG PS score at baseline

0 135 (31%) 145 (32%)

1 303 (69%) 306 (68%)
EGEFR status by IHC

Positive 308 (70%) 313 (69%)

Negative 62 (14%) 59 (13%)

Indeterminate 16 (4%) 24 (5%)

Missing 52 (12%) 55 (12%)
Histology

Squamous 166 (38%) 194 (43%)

Adenocarcinoma, including bronchioloaveolar 205 (47%) 198 (44%)

Large cell 21 (5%) 24 5%)

Other 46 (11%) 35 8%)
Smoking status®

Current smoker 239 (55%) 254 (56%)

Never smoked 77 (18%) 75 (17%)

Past smoker 122 (28%) 122 (27%)
“For smoking status, a current smoker was defined as someone who was a smoker at the time of randomization or stopped
within 1 year prior to randomization.
Abbreviations: ECOG PS, Eastern Cooperative Oncology Group performance status; EGFR, epidermal growth factor
receptor; I[HC, immunohistochemistry.

Lung Cancer Subscale, which assesses symptoms com-
monly reported by lung cancer patients (e.g., shortness of
breath, loss of weight, tightness in chest).

The FACT-L was given to patients at baseline and every
6 weeks until week 48 (or disease progression) and every 12
weeks after week 48. Patients who terminated treatment
prior to the end of the study were given the FACT-L at their
treatment termination visit. Patients were given the
FACT-L prior to all other assessments and before they were
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given disease/tumor status information, to avoid potential
biasing of patient responses.

All clinical adverse experiences (AEs) encountered dur-
ing the clinical study were reported on the AE page of the
case report from (CRF). The intensity of AEs was graded on
a five-point scale (mild, moderate, severe, life-threatening,
death resulting from AE) according to the National Cancer
Institute Common Toxicity Criteria (NCI-CTC) for AEs
(version 3) and was reported in detail on the CRF.
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Erlotinib in NSCLC

Table 2. PFS (investigator assessment)

Median, mos (95% CI)

Population Erlotinib, 150 mg (n = 438) Placebo (n= 451) Hazard ratio® (95% CI) p-valueb
All patients 2.8 (2.8-3.1) 2.6 (1.9-2.7) 0.71 (0.62-0.82) p <.0001
EGFR™ by IHC 2.8 (2.8-4.1) 2.6 (1.6-2.7) 0.69 (0.58-0.82) p <.0001

#Univariate Cox regression model.
b ..
Unstratified log-rank test.

progression-free survival.

Abbreviations: CI, confidence interval; EGFR, epidermal growth factor receptor; IHC, immunohistochemistry; PES,

Table 3. Chemotherapy-treated placebo patients
(n = 259) who received an EGFR tyrosine kinase
inhibitor, docetaxel, or pemetrexed at progression

Drug Second line, n (%)

Erlotinib or gefitinib 37 (14)

Docetaxel 79 (31)

Pemetrexed 35 (14)

Total 149 (59)
RESULTS

Demographic characteristics were balanced between the
two treatment groups (Table 1). Approximately 15% of pa-
tients were Asian.

PFS times, based on investigator assessment, for the in-
tent-to-treat (ITT) population (all randomized patients), are
summarized in Table 2. There were 438 erlotinib-treated
patients and 451 placebo-treated patients. Median PFS val-
ues in patients with EGFR™ tumors by IHC (erlotinib, 308;
placebo, 313) were identical to those for the ITT popula-
tion. The HRs were 0.71 (95% CI, 0.62—-0.82) in the ITT
population and 0.69 (95% CI, 0.58—0.82) in the EGFR " by
IHC population, with p < .0001 for both populations. The
central review corroborated the assessment of PFS con-
ducted by the investigators for all patients (HR, 0.71; 95%
CI, 0.61-0.84; p < .0001) and for the EGFR ™" by IHC pop-
ulation (HR, 0.66; 95% CI, 0.54—-0.80; p < .0001).

Table 3 indicates the percentage of placebo-treated pa-
tients who received an FDA approved second-line NSCLC
drug at the time of disease progression. Of the 259 patients
who received any drug, only 14% received erlotinib or ge-
fitinib, 31% received docetaxel, and 14% received pem-
etrexed. Among Asian placebo-treated patients, 22%
received either erlotinib or gefitinib at progression.

Table 4 summarizes the OS results for all study patients
and for patients whose tumors were EGFR " by IHC. As
noted, the OS time was significantly longer in both erlo-
tinib-treated patient populations than in placebo-treated pa-
tients. Figure 1 depicts the Kaplan—-Meier curves for

survival in the ITT population. Similar survival curves were
observed in the EGFR™ by IHC population.

Time to symptom progression was a primary quality of
life endpoint. There was no significant difference between
erlotinib- and placebo-treated patients in this outcome (HR,
0.91;95% CI, 0.74-1.12).

Non-prespecified analyses of outcome in relevant sub-
groups, that is, EGFR™ by IHC patients, squamous cell pa-
tients, and patients with an EGFR-activating mutation
produced tentative outcomes because of small sample sizes.
Most striking were results in 49 patients (erlotinib, 22; pla-
cebo, 27) with an EGFR-activating mutation. The median PFS
intervals were 10.3 months versus 3.0 months, favoring erlo-
tinib (HR, 0.10; 95% CI, 0.04—-0.25). However, the median
survival difference was 0.2 months, favoring placebo (23.8
months versus 23.6 months; HR, 1.01; 95%, CI, 0.47-2.16).

Adverse reactions, regardless of causality, that occurred
in at least 3% of patients treated with single-agent erlotinib
and at least 3% more often than in the placebo group in the
randomized maintenance trial are summarized by NCI-
CTC (version 3.0) grade in Table 5. The most common ad-
verse reactions in patients receiving erlotinib were rash and
diarrhea. Grade 3 rash and diarrhea occurred in 6.0% and
1.8% of patients, respectively. There was no grade 4 toxic-
ity. Rash and diarrhea resulted in study discontinuation in
1.2% and 0.5% of erlotinib-treated patients, respectively. Dose
reduction or interruption for rash and diarrhea was needed in
5.1% and 2.8% of patients, respectively. The onset of erlo-
tinib-associated rash was within 2 weeks of treatment initia-
tion in 66% of patients and within 1 month of treatment in 81%
of patients.

Liver function abnormalities (including elevated ALT,
AST, and bilirubin) were observed in both erlotinib- and
placebo-treated patients. Grade 2 (>2.5-5.0X ULN) ALT
elevations occurred in 2% and 1% of patients, respectively,
and grade 3 (>5.0-20.0X ULN) ALT elevations were ob-
served in 1% and 0% of patients, respectively. Four percent
of erlotinib-treated patients had grade 2 (>1.5-3.0X ULN)
bilirubin elevations and <1% had grade 3 (>3.0-10.0X
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Table 4. Overall survival

Median, mos (95% CI)

Erlotinib

Hazard ratio®

Placebo (95% CI) p-value®

All patients: erlotinib, n =438; placebo, n = 451
EGFR™ by IHC: erlotinib, n = 308; placebo, n = 313

12.0 (10.6-13.9)
12.8 (10.9-14.9)

11.0 (9.9-12.1)
11.0 (9.7-12.8)

0.81 (0.70-0.95)  .009
0.77 (0.64-0.93)  .006

#Univariate Cox regression model.
b ..
Unstratified log-rank test.

Abbreviations: CI, confidence interval; EGFR, epidermal growth factor receptor; IHC, immunohistochemistry.
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Figure 1. Overall survival in the intent-to-treat population.

ULN) bilirubin elevations, compared with <1% for both
grade 2 and grade 3 in the placebo group.

DISCUSSION

When the reported trial was initiated, the standard of care
for regionally advanced or metastatic NSCLC treatment
was to administer four to six cycles of platinum-based dou-
blet chemotherapy and then to discontinue treatment while
continuing to regularly observe the patient until disease
progression. At that time, depending on the patient’s clini-
cal status, additional treatment could be offered [16].

The present study, based on the above standard of care,
is an attempt to determine the worth of adding erlotinib treat-
ment immediately after completion of four cycles of platinum-
based doublet chemotherapy in patients who do not have
progressive disease. The proposed primary efficacy endpoint
was PES. The FDA'’s regulatory endpoint was OS.

In considering approval of this application, one of the
issues that the FDA had to consider was the regulatory pre-
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cedent. Bevacizumab was approved in October 2006 for the
first-line treatment of patients with metastatic nonsqua-
mous NSCLC in combination with carboplatin and pacli-
taxel. In that study, patients were randomized to either six
cycles of paclitaxel and carboplatin (CP) or the same che-
motherapy plus bevacizumab (BV/CP). After completion
or discontinuation of chemotherapy, patients in the bevaci-
zumab arm continued bevacizumab until disease progres-
sion or unacceptable toxicity. The study was not designed
to determine whether continuing bevacizumab after chemo-
therapy is beneficial. In addition, some type of second-line
treatment was given to 66% of CP-treated patients and 62%
of BV/CP-treated patients. Chemotherapy was adminis-
tered to approximately 50% of patients in each group. The
median OS times were 12.3 in the bevacizumab arm and
10.3 months in the chemotherapy alone arm (HR, 0.80;
95% CI, 0.68-0.94; p = .013) [17].

Pemetrexed was approved in July 2009 for the mainte-
nance treatment of patients with locally advanced or meta-
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Table 5. Adverse reactions occurring in =3% of patients in the erlotinib group and occurring more frequently (=3%) with
erlotinib than with placebo

Adverse reaction Erlotinib (n = 433) Placebo (n = 445)
NCI-CTC grade, Any grade Grade 3 Grade 4 Any grade Grade 3 Grade 4
MedDRA preferred term (%) (%) (%) (%) (%) (%)
Rash 49.2 6.0 0 5.8 0 0
Diarrhea 20.3 1.8 0 4.5 0 0
Fatigue 9.0 1.8 0 5.8 1.1 0
Anorexia 9.2 <1 0 4.9 <1 0
Pruritus 7.4 <1 0 2.7 0 0
Acne 6.2 <1 0 0 0 0
Dermatitis acneiform 4.6 <1 0 1.1 0 0
Dry skin 44 0 0 <1 0 0
Weight decreased 3.9 <1 0 <1 0 0
Paronychia 39 <1 0 0 0 0
Abbreviation: NCI-CTC, National Cancer Institute Common Toxicity Criteria.

static nonsquamous NSCLC whose disease has not
progressed after four cycles of platinum-based first-line
chemotherapy. In the study used to support that approval,
patients with a response or SD were randomized to receive
either pemetrexed or placebo after completion of chemo-
therapy. The median OS times in the overall population were
13.4 months in the pemetrexed arm and 10.6 months in the pla-
cebo arm (HR, 0.79; 95% CI, 0.65-0.95; p = .012) [14, 15].

Another issue was trial design. The current FDA preferred
study design for a maintenance trial is that NSCLC patients
who have an objective response or SD after four cycles of a
platinum-containing doublet chemotherapy regimen are then
randomized to either immediate maintenance therapy or de-
layed therapy to be started at the time of disease progression.
An important point in the study design is that the identical drug
or a closely related drug should be given to placebo-treated pa-
tients at disease progression so as to demonstrate that early
maintenance therapy is better than delayed therapy. A pub-
lished trial comparing immediate with delayed docetaxel after
frontline NSCLC treatment is an example of this design [18].
In the current study, a greater proportion of patients in the pla-
cebo group (57%) received second-line treatment for NSCLC
than in the erlotinib group (47%). Of the 259 patients in the
placebo group who received second-line treatment, 37 (14%)
received either erlotinib or gefitinib at first progression, 31%
received docetaxel, and 14% received pemetrexed. In total,
59% of patients in the placebo group who received treatment at
the time of tumor progression received FDA-approved sec-
ond-line NSCLC drugs. In the pemetrexed maintenance trial,
67% of placebo-treated patients received second-line chemo-
therapy. Pemetrexed was received by 18.5%, docetaxel was
received by 29% and erlotinib or gefitinib was received by

31%. As described in recent first-line and maintenance stud-
ies, approximately 30%—-60% of patients with advanced
NSCLC go on to receive second-line therapy after disease pro-
gression [19-21]. Therefore, in both the erlotinib and pem-
etrexed trials, an adequate percentage of patients who did not
receive maintenance therapy did subsequently receive post-
progression therapy with active NSCLC drugs.

Another issue concerns the fact that the placebo arm pa-
tients would be receiving ““second-line and beyond” therapy,
whereas erlotinib patients would be receiving “third-line and
beyond” therapy. The possible influence of additional chemo-
therapy in the erlotinib arm compared with the placebo arm is
uncertain, although it might be expected that third-line therapy
would not have a large survival effect.

Exploratory nonprespecified subgroup analyses raised
several questions that could not be definitively answered be-
cause of small patient numbers in the various groups. These
included the role of maintenance erlotinib in patients with
EGFR™ tumors by IHC, whether patients with squamous cell
cancer benefit from erlotinib maintenance chemotherapy, and
the lack of survival benefit associated with the presence of an
EGFR-activating mutation despite a dramatic benefit in terms
of PES. The latter finding might be a result of the small sample
size (49 patients) and a limited number of events.

In summary, the present study demonstrated a survival
benefit associated with erlotinib maintenance therapy, com-
pared with placebo therapy, in the total study population and in
patients with EGFR™ tumors by THC. Although the trial de-
sign was not optimal in that it did not fully test the question of
whether maintenance therapy is better than giving the identical
or a similar drug at the time of progression, an additional post-
marketing trial agreed to by the sponsor will answer that ques-
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tion. In addition, going forward, the FDA will recommend that
maintenance trials in NSCLC randomize patients to either
maintenance treatment or treatment at progression with the
same drug regimen. OS will remain the regulatory endpoint
for approval.
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