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Chronic idiopathic urticaria successfully
treated by anticoagulant drugs

Chronic Idiopathic Urticaria (CIU) is a debilitating
disease. Despite an extensive workup, the cause is often
not identified. Intrinsic and extrinsic coagulation activation
has been recently proposed as a plausible cause of recurrent
CIU [1]. The authors performed a double blind, placebo-
controlled trial with acenocoumarol in the same patient.
In our case, we focused mainly on prothrombin fragment
1+2 (F1+42), thrombin-antithrombin complex (TAT) and
D-dimer.

We report the case of a 59-year-old woman suffering from
CIU since 2004. Medical history revealed bilateral breast
cancer (2000, 2003) and several miscarriages. The patient
underwent surgery and adjuvant radio-chemotherapy. Per-
sonal history revealed diabetes type I. After treatment
with the selective COX-2-inhibitor rofecoxib (Vioxx®),
severe symptomatic urticaria appeared. The distribution
of the lesions included trunk and arms. Laboratory exams
showed leucocytosis (15.1 G/L; n: 4-10 G/L)) and throm-
bocytosis (414 G/L; n: 150-350 G/L). Infectious agents
were excluded through routine laboratory and radiologi-
cal exams. Numerous systemic antihistamines remained
inefficient (figure 1A). Cyclosporin A, systemic steroids,
dapsone and chloroquine have been used previously without
any improvement.

Later, the patient developed a deep vein thrombosis of the
right limb. She was started on low molecular weight heparin
(nadroparin, Fraxiparin® 0.8 mL q12) 2x/day at thera-
peutical doses. A few hours later, CIU disappeared. The
change to acenocoumarol (Sintrom®) happened without
any relapse. All other treatments for CIU were stopped. We
suspected antiphospholipid antibodies syndrome but lupus
anticoagulant and anticardiolipin antibodies remained
negative. 9 months anticoagulation was considered to be
sufficient and the treatment was stopped. CIU relapsed
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few days later after a one year disease-free period. We
performed, with the informed consent of the patient, a
double-blind, placebo controlled trial with acenocoumarol
2 mg daily versus placebo for 1 week each. We recorded
the International Normalized Ratio (INR) during the first
and second week of treatment. We noticed a global relief
of the symptoms during the first week, corresponding to
the anticoagulant effect of acenocoumarol (figure I1B). At
beginning of the second week, CIU relapsed, concomitant
to the placebo treatment (figure 1B). The initial blood sam-
ple showed increased levels of F1+2, TAT and D-dimer
(figure 1C). After one week treatment with acenocoumarol,
plasmalevels stayed elevated but ata lower level (figure 1C).
Then, an open test with nadroparin to the same dose as men-
tioned above was performed. CIU symptoms disappeared
the next day.

Our observation suggests an involvement of coagulation
activation in CIU. Intrinsic and extrinsic coagulation path-
ways are thought to be implicated (figure 1D). Coagulation
activation markers (F14+2, TAT and D-dimer levels) are
known to be elevated in CIU, suggesting a physiopatho-
logical link to coagulation activation [1]. This put under
new light emerging drug options [2]. Thrombin might
function as a modulator of inflammation and tissue repair
through Proteinase-Activated Receptors (PARs) signaling
on skin mast cells, thereby promoting histamine release. But
thrombin increases vascular permeability through direct
effect on endothelial cells, which cannot be blocked by
antihistamines [3]. Furthermore, involvement of the pro-
inflammatory effect of eosinophils in CIU [4] has to be
considered. Elevated D-dimers are associated with disease
severity and antihistamines remain often inefficient [1].
Finally, the association of the outbreak of CIU with rofe-
coxib seems unusual, because of its potential benefit in CIU
management [5].

Based on these data and our case, it is worth measuring
markers of coagulation activation. When not contraindi-
cated (active bleeding, history of stroke), anticoagulant
drugs should be prescribed in patients with CIU in order
to prevent relapse. In case of prescribing antivitamin K
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Figure 1. A) Chronology and dose of the various systemic antihistamines and antipruritic treatments used before anticoagulation.
B) Clinical course during the 2 week trial with acenocoumarol (Sintrom®) and placebo. X: Measured values of International
Normalized Ratio (INR) during the 2 weeks. Y: Disease intensity (1-5 scale). C) Levels of coagulation parameters (F1+2, TAT,

D-dimer) at day 0 and day 7 of treatment with acenocoumarol (Sintrom®). D) Intrinsic and extrinsic blood coagulation cascade
with F1+2 and TAT.
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antagonists, INR values of 1.5 are sufficient. Recently, the

use of the anti IgE antibody omalimumab (Xolair®) has
been proposed with good results [6]. B

Disclosure. Financial support: none. Conflict of interest:
none.

I Dermatology unit, Philip SPRING!
2 Service and Central Laboratory of Anne ANGELILLO-
Hematology, SCHERRER?
CHU Vaudois, Beaumont 29, Paul BIGLIARDI®

1011 Lausanne, Switzerland

3 Department of
Dermatology/Allergology,
National University of Singapore,
Singapore

<Philipp.spring @chuv.ch>

EJD 2012 (epub ahead of print)

1. Asero R, Riboldi P, Tedeschi A, Cugno M, Meroni P. Chronic
urticaria: a disease at a crossroad between autoimmunity and coagu-
lation. Autoimmunity reviews 2007;7:71-6.
2. Asero R, Tedeschi A. Emerging drugs for chronic urticaria. Expert
opinion on emerging drugs 2006; 11:265-74.
3. Cugno M, Marzano AV, Asero R, Tedeschi A. Activation of blood
coagulation in chronic urticaria: pathophysiological and clinical impli-
cations. Internal and emergency medicine 2010; 5:97-101.
4. Cugno M, Marzano AV, Tedeschi A, Fanoni D, Venegoni L,
Asero R. Expression of tissue factor by eosinophils in patients with
chronic urticaria. Infernational archives of allergy and immunology
2009; 148:170-4.
5. Boehncke WH, Ludwig RJ, Zollner TM, Ochsendorf F, Kaufmann
R, Gibbs BF. The selective cyclooxygenase-2 inhibitor rofecoxib may
improve the treatment of chronic idiopathic urticaria. The British journal
of dermatology 2003; 148: 604-6.
6. Maurer M, Alirichter S, Bieber T, et al. Efficacy and safety of oma-
lizumab in patients with chronic urticaria who exhibit IgE against
thyroperoxidase. The Journal of allergy and clinical immunology
2011;128:2029 e5.

doi:10.1684/ejd.2012.1867


dx.doi.org/10.1684/ejd.2012.1867


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 15%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (Coated FOGRA27 \050ISO 12647-2:2004\051)
  /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 false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Remove
  /UCRandBGInfo /Preserve
  /UsePrologue true
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /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 150
  /GrayImageMinResolutionPolicy /OK
  /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 1200
  /MonoImageMinResolutionPolicy /OK
  /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 (Coated FOGRA27 \050ISO 12647-2:2004\051)
  /PDFXOutputConditionIdentifier (FOGRA27)
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /CreateJDFFile false
  /Description <<
    /FRA <>
    /ENU ()
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /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
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks true
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        28.346460
        28.346460
        28.346460
        28.346460
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName (Coated FOGRA27 \(ISO 12647-2:2004\))
      /DestinationProfileSelector /UseName
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName <FEFF005B004800610075007400650020007200E90073006F006C007500740069006F006E005D>
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements true
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MarksOffset 14.173230
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /UseName
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [566.929 822.047]
>> setpagedevice


