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LETTER TO THE EDITOR

ANCA positive propylthiouracil induced pyoderma

gangrenosum

Drugs from almost every class of pharmaceutic agent
have been reported to cause vasculitis.

Vasculitis among patients taking propylthiouracil
(PTU) has been reported since 1950s (1) but relation
of p-ANCA positive vasculitis in patients with hyper-
thyroidism on PTU treatment was first reported by
Stankus and Johnson in 1992 (2).

In majority of the cases, approximately 80%, pyo-
derma gangrenosum (PG) has been associated with
systematic diseases such as ulcerative colitis, Crohn'’s
disease, rheumatoid arthritis, Behcet's syndrome,
monoclonal gammapathy (especially IgA) and chron-
ic myeloid leukemia (3). There were also rare reports
about drug induced PG reported to associate with
iodide, bromide, isotretinoin, granulocyte colony
stimulating factor and granulocyte-macrophage
colony stimulating factor (4). PTU induced p-ANCA
associated PG has been first reported by Darben et
al. (5) in 1999. Hong et al. (6) reported second case
in 2004. Here we report another case of PG in a p-
ANCA positive patient treated for years with PTU for
hyperthyroidism due to Graves' disease.

A 52-yr-old female patient was admitted to an en-
docrinology outpatient clinic with the diagnosis of
Graves' disease and ulcerated skin lesions on both
her lower extremities. She had also had intermittent
joint pain on wrists, elbows, knees, shoulders and
spine for 3 months but there were no signs or symp-
toms of arthritis. She had been on PTU treatment for
2 yrand in the remission period of Graves' disease in
the last 6-month period. The patient had no history
or symptoms of malignancy, infectious disease or
inflammatory bowel disease. On physical examina-
tion, thyroid gland was diffusely enlarged. There
were spontaneously healed scar lesions and 3 to
10 cm diameter round necrotic ulcers on both legs,
the surfaces of which were filled with blood, pus and
granulation tissue. The patient stated that these le-
sions had begun as painful red-blue nodular lesions
then pustulated to skin as a progressively enlarging
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ulcer and healed with scarring. PTU treatment was
stopped and her joint pain improved in the following
days. Skin biopsy from edge of ulcers showed that
there were prominent neutrophilic infiltrations and
evidence of leukocytoclasis in small blood vessels
in papillary dermis. There was no obvious evidence
of bacterial or fungal infections. The diagnosis was
PG in both dermatological consultation and patho-
logical examination. We treated our patient with 60
mg/day of prednisolone. Wound healing was ob-
served by the end of 3 weeks and steroid treatment
was tapered. The steroid treatment was stopped at
the end of second month. Complete healing with
scarring was achieved at the end of therapy. In 12
months follow-up period, there was no relapse in
both dermal lesions and Graves' disease.

Kitahara et al. (7) reported that in 19-PTU induced P-
ANCA positive vasculitis cases, females were more
dominantly affected and also in most of the cases
vasculitis appeared after a few years of medication.
In both Darben’s and Hong's reports, cases were fe-
male and treatment periods were 3 and 2 yr, respec-
tively, similar to our case.

Darben etal. (5) reported that P-ANCA, on antigen spe-
cific ELISA showed mixed specificities to include IgM
myeloperoxidase (MPO), IgG elastase and lactoferrin.
Hong et al. (6) confirmed these multiple antigenic spe-
cificities. Elastase and lactoferrin specific P~ANCA have
been considered as possible markers for drug-induced
autoimmune disorders in the literature (8). The role of
PTU in the pathogenesis of PG is still unknown. ANCA
positive interstitial pneumonia lung lesions, adult respi-
ratory distress like syndrome, pleural effusions, alveolar
hemorrhage, cavitary lung lesions (9), pericarditis (10)
and nephritis (11) were also reported in patients on PTU
treatment. The inflammatory and immunologic effects
that have been attributed to ANCA include activating
primed neutrophils to degranulate to produce oxygen
free radicals, increasing expression of adhesion mol-
ecules on both neutrophils and endothelial cells, stimu-
lating the release of interleukin-8 and interfering with
control of the enzyme activities of these target antigens
(6). All these complications should also be accepted as
indirect evidence of these mechanisms. Further studies
are needed to clarify the role of PTU in conjunction with
ANCA in the pathogenesis of these complications.



K. Gungor, S. Gonen, G. Kisakol, et al.

K. Gungor, S. Gonen, G. Kisakol,
O. Dikbas, and A. Kaya

Selcuk University Meram Medical Faculty,
Endocrinology, Konya, Turkey

REFERENCES

1. McCormick RV. Periarteritis occurring during propylthiour-
acil therapy. JAMA 1950, 144: 1453-4.

2. Stankus SJ, Johnson NT. Propylthiouracil-induced hyper-
sensitivity vasculitis presenting as respiratory failure. Chest
1992, 102: 1595-6.

3. Powel FC, Su WPD, Perry HO. Pyoderma gangrenousum:
Classification and management. J Am Acad Dermatol 1996,
34: 395-409.

4. Merkel PA. Drugs associated with vasculitis. Curr Opin
Rheumatol 1998, 10: 45-50.

5. Darben T, Savige T, Prentice R, Paspaliaris B, Jeffrey C.

Pyoderma gangrenosum with secondary pyarthrosis fol-
lowing proylthiouracil. Australas J Dermatol 1999, 40:
144-6.

576

Hong SB, Lee MH. A case of propylthiouracil-induced
pyoderma gangrenousum associated with antineutrophil
cytoplasmic antibody. Dermatology 2004, 208: 339-41.

Kitahara T, Hiromura K, Maezawa A, et al. Case of propylth-
iouracil-induced vasculitis associated with antineutrophil
cytoplasmic antibody (ANCA): Review of literature. Clin
Nephrol 1997, 47: 336-40.

Burrows NP, Lockwood CM. Antineutrophil cytoplasmic
antibodies and their relavence to the dermatologist. Br J
Dermatol 1995, 132: 173-81.

Miyazono R, Okazaki T, Uchida S, et al. Propylthiouracil-in-
duced diffuse intertitiel pneumonitis. Arch Intern Med 1984,
144:1764-5.

Colakovski H, Lorber DL. Propylthiouracil-induced perinu-
clear-staining antineutrophil cytoplasmic antibody-positive
vasculitis in conjunction with pericarditis. Endocr Pract 2001,
7:37-9.

Tanemoto M, Miyakawa H, Hanai J, et al. Myeloperoxidase-
antineutrophil cytoplasmic antibody-positive crescentic
glomerulonephritis complicating the course of Graves’
disease: Report of three adult cases. Am J Kidney Dis 1995,
26:774-80.




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated v2 300% \050ECI\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /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 false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /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 0.40
    /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 150
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /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 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /PDFA1B:2005
  ]
  /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 (sRGB IEC61966-2.1)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<


    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e55464e1a65876863768467e5770b548c62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200036002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc666e901a554652d965874ef6768467e5770b548c52175370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200036002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>



    /HUN <>
    /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 6.0 e versioni successive.)
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020be44c988b2c8c2a40020bb38c11cb97c0020c548c815c801c73cb85c0020bcf4ace00020c778c1c4d558b2940020b3700020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200036002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /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 6.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>


    /SKY <>

    /SUO <>
    /SVE <>
    /TUR <>

    /ENU <FEFF004a006f0062006f007000740069006f006e007300200066006f00720020004100630072006f006200610074002000440069007300740069006c006c0065007200200039002000280039002e0034002e00350032003600330029002e000d00500072006f006400750063006500730020005000440046002000660069006c0065007300200077006800690063006800200061007200650020007500730065006400200066006f00720020006f006e006c0069006e0065002e000d0028006300290020003200300031003100200053007000720069006e006700650072002d005600650072006c0061006700200047006d006200480020>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 841.890]
>> setpagedevice




