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Co-targeting of MEK and
CDK4/6 to treat pancreatic
cancer

Maust et al. Page 2495

The high incidence of KRAS and CDKN2A
mutations in pancreatic cancer supports
dual targeting of MEK and CDK4/6 to treat
this disease. Maust and colleagues show
that the combination of trametinib and
palbociclib elicits synergy and is highly
active against two adenosquamous
pancreatic cancer models. Sensitive
tumors showed strong downregulation of
cyclooxygenase-2 (COX-2) in response to
co-targeting of MEK and CDK4/6.
Furthermore, genetic manipulation of
COX-2 expression blunted effectiveness of
combination treatment. These results
suggest a prognostic role for COX-2 in the
identification of patients who might
derive the greatest therapeutic benefit
from this combination strategy.
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Synergism of a ribonuclease and ERK-pathway

inhibitors

Hoang et al.

resistance.

AZD3514 enhances the
anti-tumor effects of
olaparib in breast cancer

Min et al. Page 2507

Targeting androgen receptor (AR) is an
attractive therapeutic strategy for breast
cancer (BC) and PARP inhibitors are
effective for treating BC patients with
germline BRCA 1/2 mutation. Min and
colleagues explored the potential
therapeutic effects of AR inhibitor
AZD3514 and PARP inhibitor olaparib in
BC cells. AZD3514 and olaparib co-
treatment showed antitumor effect caused
by compromised DNA damage repair
activity. AR inhibition attenuated ATM-
chk2 axis activity via downregulation of
NKX3.1 mediated by TOPORS,
subsequently led to enhance sensitivity to
olaparib. The combination therapy of AR
inhibitor with PARP inhibitor could
expand the clinical usage of PARP
inhibitor by inducing HRD-phenotype for
AR-positive BC patients.

Page 2622

The complex, highly interdependent nature of intracellular processes
often hinders drug discovery. Hoang and colleagues report on a counter
example by coupling the cytotoxicity of pancreatic-type ribonucleases
(ptRNases) with extant cancer therapies. They discover that the ERK
pathway is responsible for phosphorylating a cytosolic ribonuclease
inhibitor protein and, thereby, confounding ptRNase cytotoxicity.
ERK-pathway inhibitors undo this effect. The authors demonstrate this
surprising synergy between seemingly unrelated processes by co-
administering a clinical ptRNase (QBI-139) and KRAS/BRAF/MEK
inhibitors to human lung cancer and melanoma cells. Such a combination
could enhance the efficacy of kinase inhibitors and minimize drug

Delivery of NAMPT
inhibitors using
antibody-drug conjugates

Neumann et al. Page 2633

Antibody-drug conjugate (ADC)
technology is limited by the diversity of
payloads that are efficacious and tolerated
in this delivery format. NAMPT is a critical
enzyme in NAD biosynthesis, and
inhibitors are potently cytotoxic due to
disruption to energy metabolism.
Neumann and colleagues describe the
development of ADCs with NAMPT
inhibitor payloads that deplete NAD in
cells and induce tumor regression in
xenograft models, while improving the
tolerability of the drug class in rodent
toxicology models. These findings
introduce a new mechanism of action to
the ADC field with promise to translate
into efficacious and tolerated clinical
agents.

AACR

Downloaded from mct.aacrjournals.org on December 6, 2018. © 2018 American Association for Cancer Research.

2493


http://mct.aacrjournals.org/

AAC American Association
for Cancer Research

Molecular Cancer Therapeutics

Highlights of This Issue

Mol Cancer Ther 2018;17:2493.

Updated version

Access the most recent version of this article at:
http://mct.aacrjournals.org/content/17/12/2493

E-mail alerts

Reprints and
Subscriptions

Permissions

Sign up to receive free email-alerts related to this article or journal.

To order reprints of this article or to subscribe to the journal, contact the AACR Publications Department at
pubs@aacr.org.

To request permission to re-use all or part of this article, use this link
http://mct.aacrjournals.org/content/17/12/2493.

Click on "Request Permissions” which will take you to the Copyright Clearance Center's (CCC)
Rightslink site.

Downloaded from mct.aacrjournals.org on December 6, 2018. © 2018 American Association for Cancer Research.


http://mct.aacrjournals.org/content/17/12/2493
http://mct.aacrjournals.org/cgi/alerts
mailto:pubs@aacr.org
http://mct.aacrjournals.org/content/17/12/2493
http://mct.aacrjournals.org/


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /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 true
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 0
  /Optimize false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage false
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Remove
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 200
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 200
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 600
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 900
  /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 ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /ENU ([Based on '[High Quality Print]'] Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames false
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides true
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks true
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        18
        18
        18
        18
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName ([High Resolution])
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 18
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [792.000 1224.000]
>> setpagedevice




