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Aim: Dacomitinib (D) is an irreversible, pan Her inhibitor with activity in NSCLC
previously treated with an EGFR TKI.

Methods: BR26 was a randomized placebo controlled trial of D (45mg orally daily)
versus P in NSCLC patients previously treated with chemotherapy and an EGFR TKI.
The primary outcome was OS. Secondary outcomes included PFS and OS in patients
with KRAS wild type (WT) and EGFR mutated (mut) tumors, response rate (RR),
toxicity and quality of life.

Results: Patients were randomized 2:1 to D (n = 480), or P (n = 240). Baseline
characteristics were well balanced. D improved PFS compared with P (2.7m v 1.4m, HR
0.66, 95%CI 0.55 – 0.79, p < 0.0001), but did not improve OS (6.8m v 6.3m, HR 1.0,
95%CI 0.83-1.21, p = 0.99). Tumor mutation data were available for KRAS in 418
patients and EGFR in 531. Similar proportions of patients allocated to D and P had
mutations of KRAS (11.9% v 8.8%) or EGFR (23.8% v 28.3%). The effect of D on OS
was similar in EGFR mut (7.2 v 7.5m, HR 0.98, 95%CI 0.67-1.44) and EGFR WT
subgroups (6.9 v 5.6m, HR 0.93, 95%CI 0.71-1.21, interaction (int) p = 0.69). However,
the effect of D on OS appeared to differ in KRAS WT (7.0 v 5.2m, HR 0.79, 95%CI
0.61-1.03) and KRAS mut subgroups (5.8 v 8.3m, HR 2.10, 95%CI 1.05-4.22, int
p = 0.08). RR in KRAS WT was 9.1% v 0.8%, with no responses in KRAS mut. A higher
RR was observed with D in EGFR mut (11.4% v 1.5%) than EGFR WT (4.3% v 0%).
For PFS, there was a significant interaction between treatment and both EGFR status
(HR 0.56 mut v 0.83 WT, int p = 0.049), and KRAS status (HR 1.87 mut v 0.58 WT, int
p = 0.011). An exploratory analysis showed this difference was only partly explained by
EGFR status (KRAS/EGFRWT HR 0.71 v KRAS WT/EGFR mut HR 0.54). The rate of
systemic therapy after disease progression was similar (37% vs 41%).

Conclusions: The effect of D on OS did not differ according to EGFR status. However,
there was a trend suggesting a qualitative interaction between D and KRAS status and
OS. D was associated with shorter OS in patients with KRAS mut, but longer OS in
patients with KRAS WT. These results require validation in future studies.

Disclosure: P.M. Ellis: Peter Ellis received honararia from Pfizer for advisory board
meetings in 2011, but not since; F. Perrone: Dr Perrone received honararia from Pfizer
for educational activities; A. Morabito: Dr Morabito received honararia from Pfizer for
advisory boards; M. Tsao: Ming Tsao has received honararia and research funding
from Pfizer; I. Taylor: Ian Taylor is an employee of Pfizer; G. Goss: Glen Goss has
received honararia from Pfizer for advisory boards; P.A. Bradbury: Penny Bradbury has
no personal disclosures. However, the NCIC CTG received part funding from Pfizer for
the conduct of the trial. All other authors have declared no conflicts of interest.

© European Society for Medical Oncology 2014. Published by Oxford University Press on behalf of the European Society for Medical Oncology.
All rights reserved. For permissions, please email: journals.permissions@oup.com.

Annals of Oncology 25 (Supplement 4): iv426–iv470, 2014
doi:10.1093/annonc/mdu349.91

ab
st
ra
ct
s

Downloaded from https://academic.oup.com/annonc/article-abstract/25/suppl_4/iv462/2242033
by guest
on 27 July 2018



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile ()
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 524288
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo true
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Preserve
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth 8
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.25
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth 8
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.25
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /ENU ()
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


