
178 Volume 9 Issue 5 • November/December 2014

Journal of Clinical Oncology
Randomised Phase III Trial of Erlotinib Versus
Docetaxel As Second- or Third-Line Therapy in
Patients With Advanced Non-Small-Cell Lung
Cancer: Docetaxel and Erlotinib Lung Cancer
Trial (DELTA) 
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Purpose: To investigate the efficacy of erlotinib versus
docetaxel in previously treated patients with advanced
non–small cell lung cancer (NSCLC) in an epidermal 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
tumours. Patients with stage IIIB or IV NSCLC, previous treat-
ment with one or two chemotherapy regimens, evaluable or
measurable disease, and performance status of 0 to 2 were
eligible. Results: Results From August 2009 to July 2012, 150
and 151 patients were randomly assigned to erlotinib (150 mg
daily) and docetaxel (60 mg/m2 every 3 weeks), respectively.
EGFR 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 [HR], 1.22; 95% CI, 0.97 to 1.55; P =0.09), and median
OS was 14.8 v 12.2 months (HR, 0.91; 95% CI, 0.68 to 1.22;
P =0.53), respectively. In a subset analysis of EGFR wild-type
tumours, PFS for erlotinib v docetaxel was 1.3 v 2.9 months
(HR, 1.45; 95% CI, 1.09 to 1.94; P =0.01), and OS was 9.0 v
10.1 months (HR, 0.98; 95% CI, 0.69 to 1.39; P =0.91),
respectively. Conclusions: Erlotinib failed to improvement PFS
or OS compared with docetaxel in an EGFR-unselected patient
population.   

Reviewer’s opinion: Lung cancer remains a leading cause of
cancer mortality with the majority of cases, about 75%, being
non-small cell type (NSCLC).  Tyrosine kinase inhibitors of the
epidermal growth factor receptor, erlotinib and gefitinib, are
superior to standard intravenous platinum-based
chemotherapy in terms of response rate and progression free
survival in European and Oriental patients with advanced
NSCLC harbouring sensitising EGFR mutations. Conversely,
patients without such mutations clearly do better with
chemotherapy.  The situation for patients of unknown EGFR
mutation status remains unclear, and until recently erlotinib
was a recommended option alongside docetaxel for patients
without EGFR mutations in the second-line setting.  In this
Japanese study in the second and third line setting comparing
erlotinib to docetaxel, retrospective EGFR mutation was anal-
ysed and cross-over permitted. Baseline characteristics were
well balanced between the treatment groups. As expected in
Oriental patients, a quarter of patients had never smoked and
15-20% of patients had a sensitising EGFR mutation.  There
was no significant difference in median progression-free
survival in the EGFR unselected group overall, although
docetaxel was better than erlotinib (p=0.03) in patients with

non-adenocarcinoma histology (i.e. squamous cell carcinoma),
in keeping with the findings that EGFR mutations are
extremely rare in squamous cancers. The main finding was that
docetaxel was associated with a statistically significant increase
in median progression-free survival in EGFR wild-type tumours.
There was no difference in overall survival, probably related to
cross-over. The response rate for docetaxel was 17% higher
than in European studies, even with a lower docetaxel dose of
60mg/m2, perhaps reflecting inter-ethnic differences in drug
metabolism.  In support of this, grade 3 and 4 haematological
toxicity was seen more frequently in this study than in
European studies using a higher dose of docetaxel (75mg/m2).
Interestingly, 6 of the 199 EGFR wild-type patients showed
objective responses to erlotinib, which could be related to
false-negative genetic testing or EGFR amplification rather than
mutation.  In conclusion, this study lends support to the find-
ings of the TAILOR study, that docetaxel should be the
preferred treatment rather than erlotinib in EGFR wild-type
patients in the second-line setting. – AR
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Background: Enzalutamide is an oral androgen-receptor
inhibitor that prolongs survival in men with metastatic castra-
tion-resistant prostate cancer in whom the disease has
progressed after chemotherapy. New treatment options are
needed for patients with metastatic prostate cancer who have
not received chemotherapy, in whom the disease has
progressed despite androgen-deprivation therapy. Methods:
In this double-blind, phase 3 study, we randomly assigned
1717 patients to receive either enzalutamide (160 mg) or
placebo once daily. The co-primary end-points were radio-
graphic progression-free survival and overall survival. Results:
The study was stopped after a planned interim analysis,
conducted when 540 deaths had been reported that showed a
benefit of the active treatment. The rate of radiographic
progression-free survival at 12 months was 65% among
patients treated with enzalutamide compared with 14%
among patients receiving placebo (81% risk reduction; hazard
ratio in the enzalutamide group, 0.19; 95% confidence interval
[CI], 0.15 to 0.23; P<0.001). A total of 626 patients (72%) in
the enzalutamide group compared with 532 patients (63%) in
the placebo group were alive at the data cut-off date (29%
reduction in the risk of death; hazard ratio, 0.71; 95% CI, 0.60
to 0.84; P<0.001). The benefit of enzalutamide was shown
with respect to all secondary end-points, including the time
until the initiation of cytotoxic chemotherapy (hazard ratio,
0.35), the time until the first skeletal-related event (hazard
ratio, 0.72), a complete or partial soft-tissue response (59 vs.
5%), the time until prostate-specific antigen (PSA) progression
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(hazard ratio, 0.17), and a rate of decline of >50% in PSA
(78 vs. 3%; P<0.001). Fatigue and hypertension were the
most common clinically relevant adverse events associated
with enzalutamide treatment. Conclusions: Enzalutamide
significantly decreased the risk of radiographic progression
and death, and delayed the initiation of chemotherapy in
men with metastatic prostate cancer.   

Reviewer’s opinion: Enzalutamide (Xtandi) is a targeted
androgen-receptor inhibitor that competitively binds to the
ligand binding domain of the androgen receptor and
inhibits androgen-receptor translocation to the cell nucleus,
recruitment of androgen receptor co-factors and androgen
receptor binding to DNA. It has been recently approved by
NICE, which until now has been available through cancer
drug fund in England and Wales for use only in Abiraterone
naïve, castrate-resistant metastatic prostate cancer patients
who have progressed following docetaxel chemotherapy.
The results of the PREVAIL study confirms that enzalutamide
extended the time until radiographic progression or death,
improved overall survival, and delayed the initiation of
chemotherapy by a median of 17 months after progression
with androgen deprivation therapy. It is encouraging to
know that such benefits were observed in all pre-specified
subgroup of patients including one with visceral disease
known to carry poor prognosis. Moreover, enzalutamide
delayed the deterioration in the Qol, suggesting that active
treatment translated into clinical benefits. Treatment had a
good safety profile. Clearly, these results provide further
evidence of its greater activity in chemotherapy-naïve
patients, which is good news for patients who would prefer
not to have cytotoxic agents and can delay their administra-
tion for longer. There is a need for greater understanding of
the optimum sequencing of the various treatment available,
any added advantage from combination regimens, its front
line in adjuvant setting and the mechanism of development
of resistance that can improve the prognosis of prostate
cancer patients. – SU
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