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Introduction
We have detected several genetic variants of CASP1 in
patients suffering from unexplained recurrent febrile
episodes. Paradoxically, in vitro and in vivo analyses of
patients’ cells revealed decreased enzymatic activity of
these caspase-1 variants leading to impaired cytokine
production despite the proinflammatory phenotype
of the patients. The pathophysiological processes
associated with CASP1 variants are still under
investigation.

Objectives
In order to recapitulate the effects of the CASP1 muta-
tions found in the patients we tried to establish a bac-
terial artificial chromosome (BAC) transgenic mouse
line expressing enzymatically inactive Casp1C284A under
the control of the own promoter.

Methods
The purified BAC fragment containing Flag-tagged
Casp1C284A (Casp1C284AFlag) was injected into the pro-
nuclei of fertilized C57Bl6 mouse oocytes, followed by
transfer of these oocytes to pseudopregnant foster
mothers. Pups born from these mothers were analyzed
for the presence of full-length Casp1C284AFlag by screen-
ing with sequence specific PCR, Southern blot, and
sequencing of the transgene. Casp1C284AFlag transgenic
mice were crossed to conventional Casp1 knock-out
(KO) mice and the immunological phenotype of the
progeny was analyzed by in vitro stimulation of BMDCs.
Expression levels of the Casp1C284AFlag transgene were
quantified by qRT-PCR and Western blots. Released
cytokine levels were determined by cytometric bead
arrays.

Results
From two independent pronucleus injections we received
180 pups. Only three of them harbored transgene
sequences and only one female animal proved to harbor
the complete Casp1C284AFlag transgene (TG). Crossing to
Casp1 KO mice yielded the following genotypes:
Casp1WT/WT/TG, Casp1WT/KO/TG, and Casp1KO/
KO/TG. qRT-PCR analyses revealed that unstimulated
Casp1C284AFlag transcription was reduced to 0.1% of wild-
type Casp1. Hence, protein expression could not be
detected in unstimulated cells. However, stimulation with
LPS upregulated transcription and low-level translation
of Casp1C284AFlag in BMDCs. Determination of released
cytokines after LPS/ATP stimulation revealed increased
release of IL-6 and TNF-a from Casp1WT/KO/TG mice
with proven Casp1C284AFlag expression.

Conclusion
These data indicate that even tiny amounts of Casp1C284A-
Flag induced release of other proinflammatory cytokines
and that this might contribute to the proinflammatory
phenotype observed in our patients. Baseline expression of
enzymatically inactive Casp1C284AFlag may be embryoni-
cally lethal in mice since not a single mouse could be gen-
erated which expressed the transgene under unstimulated
conditions. Hence, a conditional Casp1C284AFlag knock-in
mouse model is being established.
This study was supported by the Federal Ministry of

Education and Research (BMBF; Deutsches Netzwerk
für Primäre Immundefekte PID-NET) and by EU Marie
Curie International Reintegration grant no. GA-2007-
224894 (F.P.).

Disclosure of interest
None declared.

1Department of Pediatrics, University Clinic Carl Gustav Carus, TU Dresden,
Dresden, Germany
Full list of author information is available at the end of the article

Hermsdorf et al. Pediatric Rheumatology 2013, 11(Suppl 1):A250
http://www.ped-rheum.com/content/11/S1/A250

© 2013 Hermsdorf et al; licensee BioMed Central Ltd. This is an Open Access article distributed under the terms of the Creative
Commons Attribution License (http://creativecommons.org/licenses/by/2.0), which permits unrestricted use, distribution, and
reproduction in any medium, provided the original work is properly cited.

http://creativecommons.org/licenses/by/2.0


Authors’ details
1Department of Pediatrics, University Clinic Carl Gustav Carus, TU Dresden,
Dresden, Germany. 2TWINCORE Center for Clinical and Experimental Infection
Research, Hannover, Germany. 3Max Planck Institute of Molecular Cell
Biology and Genetics, Germany. 4Insitute of Immunology, TU Dresden,
Dresden, Germany.

Published: 8 November 2013

doi:10.1186/1546-0096-11-S1-A250
Cite this article as: Hermsdorf et al.: PW03-024 - A transgenic mouse
model for variant procaspase-1. Pediatric Rheumatology 2013 11(Suppl 1):
A250.

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

Hermsdorf et al. Pediatric Rheumatology 2013, 11(Suppl 1):A250
http://www.ped-rheum.com/content/11/S1/A250

Page 2 of 2


	Introduction
	Objectives
	Methods
	Results
	Conclusion
	Disclosure of interest
	Authors' 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


