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Background
Senile plaques and neurofibrillary tangles (NFTs) are char-
acteristic hallmarks of the neuropathology of Alzheimer’s
disease (AD). Numerous drug discovery efforts aimed at
reducing the production or enhancing the clearance of
amyloid-beta peptides, the principal component of senile
plaques, have so far provided mixed results in late stage
clinical development. In contrast, drug discovery programs
aimed at modulating NFT pathology have been relative
sparse although they present a substantial opportunity
beyond AD since NFT pathology is also a major cause of
tauopathies. NFTs are composed of aggregates of the
microtubule associated protein, tau. Tau undergoes a vari-
ety of posttranslational modifications that can regulate its
aggregation state. One such modification is the addition of
O-linked N-acetylglucosamine (O-GlcNAc) moieties to
serine and threonine residues by the O-linked N-acetylglu-
cosaminyltransferase (OGT). O-GlcNAcylation of tau
is a highly dynamic process driven by the addition of
O-GlcNAc moieties by OGT versus the removal
by O-linked-N-acetylglucosaminidase (O-GlcNAcase).
Recently, it was shown that increasing O-GlcNAcylation
of tau in the brain using the O-GlcNAcase inhibitor
Thiamet G could decrease tau pathology in transgenic
mice and stabilise against aggregation. Although Thiamet
G provided the initial conceptual data in tau transgenic
mice this compound is a carbohydrate substrate mimetic
and as such has poor CNS drug properties. Given these
limitations we initiated a drug discovery program to

identify structurally distinct O-GlcNAcase inhibitor scaf-
folds with CNS drug properties.

Materials and methods
To identify novel inhibitors of O-GlcNAcase we per-
formed a high throughput screen against recombinant
human enzyme. Subsequent medicinal chemistry was
initiated to optimize the potency and pharmacokinetic
properties of the hits. The in vivo pharmacodynamic
response to chemically optimized inhibitors was assessed
using wild-type and JNPL3 tau transgenic mice.

Results
Novel and selective non-carbohydrate inhibitors of
O-GlcNAcase were identified and optimized. Focusing on
a series with a particularly good CNS profile we synthe-
sized compound A which inhibited recombinant OGA
with an IC50 of 155 nM and exhibited > 190-fold selec-
tivity over the related enzyme, Hexosaminidase A. Single
oral administration of compound A to wild-type mice
resulted in a dose-dependent increase in total protein
O-GlcNAcylation in the brain with a minimal effective
dose between 3-10 mg/kg. Sub-chronic administration of
compound A to JNPL3 tau transgenic mice resulted in
an approximate 6-fold increase in the levels of O-GlcNA-
cylated tau in the brain as detected with our proprietary
O-GlcNAc tau antibody.

Conclusions
We have identified novel, selective and highly brain pene-
trant O-GlcNAcase inhibitors. These compounds have a
unique non-carbohydrate backbone and show a robust
pharmacodynamic response in preclinical animal models
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with a minimal effective dose between 3-10 mg/kg. Further
chemical optimization to yield a molecule suitable for pre-
clinical proof-of-concept in tau transgenic mice and to
identify a clinical candidate for human testing is on-going.

Authors’ details
1EMD Serono Research Institute, Billerica, USA. 2Merck KGaA, Darmstadt,
Germany. 3Asceneuron SA, Lausanne, Switzerland.

Published: 13 September 2013

doi:10.1186/1750-1326-8-S1-O17
Cite this article as: Hering et al.: Novel non-carbohydrate O-GlcNAcase
inhibitors with CNS drug properties as potential treatment for
Alzheimer’s disease and tauopathies. Molecular Neurodegeneration 2013
8(Suppl 1):O17.

Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit

Hering et al. Molecular Neurodegeneration 2013, 8(Suppl 1):O17
http://www.molecularneurodegeneration.com/content/8/S1/O17

Page 2 of 2


	Background
	Materials and methods
	Results
	Conclusions
	Author details


<<
  /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 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 500
  /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 0.76
    /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 300
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 500
  /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 0.76
    /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 /Warning
  /DownsampleMonoImages true
  /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 ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e55464e1a65876863768467e5770b548c62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc666e901a554652d965874ef6768467e5770b548c52175370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF adatti per visualizzare e stampare documenti aziendali in modo affidabile. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 5.0 e versioni successive.)
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020be44c988b2c8c2a40020bb38c11cb97c0020c548c815c801c73cb85c0020bcf4ace00020c778c1c4d558b2940020b3700020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken waarmee zakelijke documenten betrouwbaar kunnen worden weergegeven en afgedrukt. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents suitable for reliable viewing and printing of business documents.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


