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Abstract 
Solitary angiokeratoma has rarely been described in oral mucosa, mainly in the tongue, where the main concern is either aesthetical or 
due to bleeding problems. We present a case of solitary angiokeratoma of the tonsillar pillar in a 68-year-old man. Histologically, the 
morphology was typical of angiokeratoma. It showed an immunohistochemical pattern in consonance with a blood vessel origin, with 
expression of CD31, CD34, and von Willebrand factor. The lesion did not express D2-40. No other malformation or metabolic disorder was 
found in the patient. The lesion was surgically removed and due to the disproportionate post-surgery bleeding, the patient was studied by 
the Hematology Service, and she was diagnosed as an inhibitor of Factor VIII carrier. 
Keywords: angiokeratoma, Fabry’s disease, Fordyce, Mibelli. 

 Introduction 

Angiokeratoma (AK) is a rare muco-cutaneous 
lesion with a distinctive morphologic pattern. From a 
clinical point of view, it can show either a generalized 
and diffuse form of presentation, or a localized one.  
In the latter, four clinical forms are included, which  
are as follows: (a) papular lesions limited to the  
legs; (b) bilateral lesions on the dorsum of toes  
and fingers (Mibelly type); (c) lesions limited to the 
scrotum or vulva (Fordyce type); and (d) a congenital 
form in which multiple lesions on the legs are usually 
evidenced [1, 2].  

AK involving the oral cavity is frequent in a context 
of the diffuse form of presentation, usually in the 
context of a metabolic disorder, such as Fabry’s disease 
or fucosidosis [3, 4]. Nevertheless, oral AK in a solitary 
form of presentation is rare and not many cases have 
been reported in literature [1, 2, 5–7].  

The solitary form has been mainly located on the 
tongue [1, 2, 6–9], and to the best of our knowledge, 
this is the first case reported of AK of the tonsillar 
pillar. In that latter location, a differential diagnosis with 
the most common tonsillar lymphagiomatous polyp 
should be done. 

 Patient, Methods and Results 

A 68-year-old non-smoker white Caucasian man 
came to the emergency area of the Hospital due to oral 
bleeding. Three years before, a supraglotic laryng-
ectomy had been performed on him, due to a squamous 
cell carcinoma of larynx. 

The exploration showed a verrucous lesion at the left 
tonsillar posterior pillar (1 cm in diameter). The lesion 
was removed and morphologically studied with 
Hematoxylin–Eosin stain. As Figure 1 shows, wide 

blood vessels were evidenced contacting the surface 
epithelium. The latter appeared hyperplastic, acanthotic 
and focally ulcerated. Neither the epithelium, nor the 
endothelial lining of the vessels showed any dysplasia. 
No vacuolation or swelling was evidenced in the 
endothelial cells.  

We also performed an imunohistochemical study 
with the following primary antibodies: CD31 
(DakoCytomation, monoclonal mouse anti-human, 
clone JC70A, isotype IgG1, kappa, code M0823), CD34 
(DakoCytomation, monoclonal mouse anti-human, 
clone QBEnd 10, isotype IgG1, kappa, code 7165), 
Factor VIII (DakoCytomation, monoclonal mouse anti-
human, von Willebrand factor, clone F8/86, isotype 
IgG1, kappa, code M0616), and D2-40 
(DakoCytomation monoclonal mouse anti-human; clone 
D2-40, IgG1, kappa, code M3619).  

The endothelium of the lesion expressed CD31, 
CD34 and Factor VIII. It was negative for D2-40 
(Figure 2). The lesion was therefore diagnosed as 
angiokeratoma. 

Due to an abundant amount of post-biopsy bleeding, 
the patient was examined by the Service of Hematology, 
and was diagnosed as carrying an acquired inhibitor of 
Factor VIII. 

No other systemic or metabolic diseases were found 
and no other oral or nasopharyngeal lesions were 
evidenced. A skin examination was performed, but no 
lesions suspicious of angiokeratoma were found.  

Owing to the oncological history of the patient,  
a cervico-thoracic and abdominal scanner was 
performed and the only evidenced lesion was an  
adrenal adenoma of 2 cm in diameter. Therefore, since 
the oral location was the only one involved by the  
AK in this patient, the final diagnosis was solitary  
oral angiokeratoma. 
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Figure 1 – The removed lesion showed a hyperplastic 
epithelium, with hyperkeratosis and acanthosis (top). 
A closer view shows how the dilated vessels were 
closely attached to the epithelium (bottom). No endo-
thelial atypia was evidenced. 

 
Figure 2 – Immunohistochemical profile of the 
lesion, with expression of CD31, CD34 and Factor 
VIII by the vessels. No expression of D2-40 was seen. 

 Discussion 

Angiokeratoma (AK) has rarely been described in 
the oral cavity [2, 5, 8–10], sometimes in the context of 
angiokeratoma corporis diffusum (Fabry’s disease) [11]. 
AK of the tongue has occasionally been described 
associated to AK of the scrotum, in the Fordyce type 
[12, 13], or in association with AKs of scrotum plus 
jejunum [14]. AK has hardly ever been described in oral 

cavity as a solitary lesion, out of a context of a metabolic 
disorder [1, 2, 5–7, 15]. Nevertheless, as some authors 
admit, the lesion is probably more frequent than 
reported, due to its innocuous character [15]. 

Due to the low frequency of such a form of 
presentation, the clinical diagnosis is not always 
straightforward and the differential diagnosis must be 
established not only with other vasculary lesions, but 
also with melanocytic lesions of the oral cavity [3, 15]. 

In the current report, we studied the expression of 
podoplanin by AK. Podoplanin (marked by the antibody 
D2-40) has been considered as a good marker for 
lymphatic differentiation [16–18]. Therefore, it is 
expected that tumors derived from blood vessels do not 
express the marker. Some tumors, which traditionally 
were considered as originating from blood vessels, are 
now considered as lymphatic in their origin, due to an 
expression of D2-40. That is the case of angiosarcomas 
[17, 19, 20], or hobnail hemangiomas [21]. On the other 
hand, a certain expression of D2-40 is still admitted in 
other tumors of alleged blood-vessel origin, such as 
tufted angioma [22].  

The current case did not show any expression of 
podoplanin, as is expected for a lesion of alleged origin 
from blood vessels. This fact was also important in 
distinguishing the current case from the more common 
tonsillar lymphangiomatous polyp, which is made of 
dilated lymphatic channels [23], the latter expressing 
D2-40. Some other features can also be of help in 
distinguishing AK from the tonsillar lymphangiomatous 
polyp. In the latter, for instance, the lymphatic channels 
are packed with lymphocytes many times [23]. To the 
best of our knowledge, the expression of D2-40 by 
solitary AK of the oral mucosa has never been studied 
before. 

The fact that our patient presented an acquired 
inhibitor of Factor VIII seems to be a casual finding, 
since no relation has been described between AK and 
such an alteration in blood clotting.  

Our case is also illustrative in another sense: such a 
well vascularized lesion can sometimes be a source of 
either recurrent or important bleeding, moreover if the 
patient has an unknown clotting defect, as it was with 
our case. Nevertheless, it is admitted that life-
threatening bleeding is usually not a concern [15].  
In that respect, it is interesting to remember how, 
although the first therapeutic option for KA, is surgery 
[2], an alternative treatment with diode laser has also 
been presented in literature [1]. Many times, the 
removal of the lesion is many times not needed and it is 
only done either for cosmetic or diagnostic reasons [15]. 

 Conclusions 

We present the first case of AK of the tonsillar pillar 
to the best of our knowledge. Therefore, such a 
diagnosis, although rare, should be included in the 
differential when evaluating any lesion in this location. 
This is important not only because the high number of 
vessels of AK can be a source of important post-surgical 
bleeding, but because metabolic and systemic disorders 
can be studied and therefore, properly ruled out. 



Solitary angiokeratoma of the tonsillar pillar of the oral cavity 

 

117

References 
[1] ERGUN S., METE O., YEŞIL S., TANYERI H., Solitary 

angiokeratomas of the tongue treated with diode laser, 
Lasers Med Sci, 2009, 24(1):127. 

[2] SION-VARDY N., MANOR E., PUTERMAN M., BODNER L., 
Solitary angiokeratoma of the tongue, Med Oral Patol Oral 
Cir Bucal, 2008, 13(1):E12–E14. 

[3] SCHILLER P. I., ITIN P. H., Angiokeratomas: an update, 
Dermatology, 1996, 193(4):275–282. 

[4] BACCAGLINI L., SCHIFFMANN R., BRENNAN M. T.,  
LANCASTER H. E. JR., KULKARNI A. B., BRAHIM J. S., Oral  
and craniofacial findings in Fabry’s disease: a report of  
13 patients, Oral Surg Oral Med Oral Pathol Oral Radiol 
Endod, 2001, 92(4):415–419. 

[5] LEUNG C. S., JORDAN R. C., Solitary angiokeratoma of the 
oral cavity, Oral Surg Oral Med Oral Pathol Oral Radiol 
Endod, 1997, 84(1):51–53. 

[6] SIPONEN M., PENNA T., APAJA-SARKKINEN M., PALATSI R., 
SALO T., Solitary angiokeratoma of the tongue, J Oral 
Pathol Med, 2006, 35(4):252–253. 

[7] YAQOOB N., AHSAN A., AHMED Z., HUSAIN A., AHMED R., 
KAYANI N., PERVEZ S., HASSAN S., Angiokeratoma of  
tongue: a series of 14 cases, J Pak Med Assoc, 2006, 
56(6):285–287. 

[8] KUMAR M. V., THAPPA D. M., SHANMUGAM S., RATNAKAR C., 
Angiokeratoma circumscriptum of the oral cavity, Acta Derm 
Venereol, 1998, 78(6):472. 

[9] VIJAIKUMAR M., THAPPA D. M., KARTHIKEYAN K., JAYANTHI S., 
Angiokeratoma circumscriptum of the tongue, Pediatr 
Dermatol, 2003, 20(2):180–182. 

[10] BHARGAVA P., BHARGAVA S., MATHUR D., AGARWAL U. S., 
BHARGAVA R., Angiokeratoma of tongue, Indian J Dermatol 
Venereol Leprol, 2001, 67(5):270. 

[11] RHODES E. L., Angiokeratoma corporis diffusum, Proc R 
Soc Med, 1964, 57(1):43–44. 

[12] KARTHIKEYAN K., SETHURAMAN G., THAPPA D. M., 
Angiokeratoma of the oral cavity and scrotum, J Dermatol, 
2000, 27(2):131–132. 

[13] JANSEN T., BECHARA F. G., STÜCKER M., ALTMEYER P., 
Angiokeratoma of the scrotum (Fordyce type) associated 
with angiokeratoma of the oral cavity, Acta Derm Venereol, 
2002, 82(3):208–210. 

[14] RAPPAPORT I., SHIFFMAN M. A., Multiple phlebectasia 
involving jejunum, oral cavity, and scrotum, JAMA, 1963, 
185:437–440. 

[15] VARSHNEY S., Angiokeratoma circumscriptum of the tongue, 
Int J Dermatol, 2005, 44(10):886–888. 

[16] PARSONS A., SHEEHAN J., SANGÜEZA O. P., Retiform 
hemangioendotheliomas usually do not express D2-40 and 
VEFR-3, Am J Dermatopathol, 2008, 30(1):31–33. 

[17] BREITENEDER-GELEFF S., SOLEIMAN A., KOWALSKI H., 
HORVAT R., AMANN G., KRIEHUBER E., DIEM K., WENINGER W., 
TSCHACHLER E., ALITALO K., KERJASCHKI D., Angiosarcomas 
express mixed endothelial phenotypes of blood  
and lymphatic capillaries: podoplanin as a specific  
marker for lymphatic endothelium, Am J Pathol, 1999, 
154(2):385–394. 

[18] EVANGELOU E., KYZAS P. A., TRIKALINOS T. A., Comparison 
of the diagnostic accuracy of lymphatic endothelium markers: 
Bayesian approach, Mod Pathol, 2005, 18(11):1490–1497. 

[19] ORDÓÑEZ N. G., Podoplanin: a novel diagnostic immuno-
histochemical marker, Adv Anat Pathol, 2006, 13(2):83–88. 

[20] REQUENA L., SANTONJA C., STUTZ N., KADDU S., WEENIG R. H., 

KUTZNER H., MENZEL T., CERRONI L., Pseudolymphomatous 
cutaneous angiosarcoma: a rare variant of cutaneous 
angiosarcoma readily mistaken for cutaneous lymphoma, 
Am J Dermatopathol, 2007, 29(4):342–350. 

[21] FRANKE F. E., STEGER K., MARKS A., KUTZNER H.,  
MENTZEL T., Hobnail hemangiomas (targetoid hemo-
siderotic hemangiomas) are true lymphangiomas,  
J Cutan Pathol, 2004, 31(5):362–367. 

[22] ARAI E., KURAMOCHI A., TSUCHIDA T., TSUNEYOSHI M.,  
KAGE M., FUKUNAGA M., ITO T., TADA T., IZUMI M.,  
SHIMIZU K., HIROSE T., SHIMIZU M., Usefulness of D2-40 
immunohistochemistry for differentiation between 
kaposiform hemangioendothelioma and tufted angioma,  
J Cutan Pathol, 2006, 33(7):492–497. 

[23] KARDON D. E., WENIG B. M., HEFFNER D. K., THOMPSON L. D., 
Tonsillar lymphangiomatous polyps: a clinicopathologic 
series of 26 cases, Mod Pathol, 2000, 13(10):1128–1133. 
 
 
 
 

 
 
 
 
 
 
Corresponding author 
Angel Fernandez-Flores, MD, PhD, S. Patología Celular, Clinica Ponferrada, Avenida Galicia 1, 24400 
Ponferrada, Spain; Phone (00 34) 987 42 37 32, Fax (00 34) 987 42 91 02, e-mail: gpyauflowerlion@terra.es 
 
 
 
 
 
 
Received: January 10th, 2009 

Accepted: February 25th, 2009 
 
 



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /SyntheticBoldness 1.00
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -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
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /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
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /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 ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /FRA <>
    /ENU (Use these settings to create PDF documents with higher image resolution for improved printing quality. The PDF documents can be opened with Acrobat and Reader 5.0 and later.)
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308000200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e30593002537052376642306e753b8cea3092670059279650306b4fdd306430533068304c3067304d307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e30593002>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


