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Session E. Gastrointestinal (colorectal)
cancer

DPYD ¢.1905 + 1G> A and c.2846A > T and UGT1A1*28 allelic
variants as predictors of toxicity: Pharmacogenetic
translational analysis from the phase Ill TRIBE study in
metastatic colorectal cancer

C. Cremolini’, M. Del Re?, F. Loupakis®, F. Marmorino?, V. Citi2, M. Palombi2,
F. Bergamo#, M. Schirripad, D. Rossini®, E. Cortesi®, G. Tomasello®, R. Spadi’,
A. Buonadonna8, D. Amoroso?®, S. Vitello'©, S. Di Donato'!, C. Granetto'2,
M. D’Amico’3, A. Falcone’, R. Danesi2
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Background: Adverse drug reactions (ADRs) caused by fluoropyrimidines depend, at
least in part, from DPD deficiency resulting from the loss-of-function mutations

Annals of Oncology 26 (Supplement 6): vi36-vi52, 2015
doi:10.1093/annonc/mdv340.7

¢.1905 + 1G > A and ¢.2846A > T. Moreover, irinotecan ADRs appear frequently in
patients bearing the UGT1A1*28 variant, associated with reduced UGT1A1 expression.
In this study, we analyse the association between DPYD and UGT variants with ADRs
by 5-fluorouracil and irinotecan in subjects enrolled within the phase III TRIBE study,
whose final results have been recently reported.

Methods: Out of 508 randomized patients, blood samples for pharmacogenetic
analyses were available for 440 patients. DNA was extracted from 200 ul of blood and
analyses of DPYD ¢.1905 + 1G > A, ¢.2846T > C and UGTIAI*28 was performed by a
Pyrosequencing platform (Qiagen, USA). The study was approved by the local Ethics
Committee.

Results: Each of the DPYD ¢.1905 + 1GA and ¢.2846AT genotypes were found in 5 out
of 440 subjects, with a combined frequency of 2.2%. ¢.1905 + 1GA and c.2846AT had
the same impact on ADRs and, taken together, patients bearing these variants (N = 10)
had an increased risk of G3/4 neutropenia (OR: 4.14, p = 0.043) and stomatitis (OR:
10.36, p = 0.003) as compared to wild-type patients. Five out of 10 DPYD mutant
patients experienced a G4 ADR after the first cycle of therapy. UGT1A1*28/*28 was
found in 39/436 patients (8.9%); these patients had an increased risk of G3/4
neutropenia as compared to both *1/*1 (OR: 3.81, p < 0.001) and *1/*28 (OR: 2.28,

p =0.022) genotypes. Patients bearing DPYD ¢.1905 + 1GA, c¢.2846AT and
UGTI1A1*28/*28 (N =49) had an increased risk of G3/4 neutropenia (OR: 2.98,

p <0.001), febrile neutropenia (OR: 2.78, p = 0.023) and G3/4 stomatitis (OR: 6.83,

p <0.001). No significant correlation with G3/4 diarrhea was found.

Conclusions: DPYD ¢.1905 + 1GA, ¢.2846AT and UGTI1A1*28/*28 are associated with
a higher risk of G3/4 ADRs also in the TRIBE trial, underscoring the predictive role of
DPYD and UGTIAI variants across various fluoropyrimidine and
irinotecan-containing schedules, and therefore their potential usefulness in treatment
tailoring.

© The Author 2015. 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.

9T0Z ‘22 Yo\ UoEsid Ip IpNIS 11Bsp e1sBAILN 1 /610°S euIno [pio jx0-ououue//:dny Wol ) papeo lumod


http://annonc.oxfordjournals.org/


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile ()
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.5
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /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 false
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings false
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Preserve
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
    /Courier
    /Courier-Bold
    /Courier-BoldOblique
    /Courier-Oblique
    /Helvetica
    /Helvetica-Bold
    /Helvetica-BoldOblique
    /Helvetica-Oblique
    /Symbol
    /Times-Bold
    /Times-BoldItalic
    /Times-Italic
    /Times-Roman
    /ZapfDingbats
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 175
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50286
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG2000
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 20
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 175
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50286
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG2000
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 20
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages true
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 175
  /MonoImageDepth 4
  /MonoImageDownsampleThreshold 1.50286
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects true
  /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 ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /ENU ()
  >>
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice


