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CASE REPORT 
 

Abstract 
I. INTRODUCTION  

Xanthogranuloma represents the most common non-
Langerhans cell histiocytosis, but, more than 80% of cases 
occur in children under one year of age.  Adult  onset  
xanthogranuloma  is  exceedingly rare, less than 40 cases 
having been reported in the literature so far.  
Xanthogranuloma is usually a self-limited histiocytic disorder, 
with a benign nature which mainly appears as a discrete, 
orange-red, or red-brown papules and/or nodules progressively 
turning yellowish, mainly located on the upper part of the 
body.  Multiple  skin  lesions  occur  in  less than 10% of 
cases. Xanthogranuloma histopathology highlights 
xanthomized histiocytes and Touton cells (that are 
characteristically for Xanthogranuloma). Touton giant cells, 
being multinucleated giant cells, can be distinguished by the 
presence of several nuclei in a distinct pattern. They contain a 
ring of nuclei surrounding a central homogeneous cytoplasm, 
while foamy cytoplasm surrounds the nuclei. The cytoplasm 
surrounded by the nuclei has been described as 
both amphophilic and eosinophilic, while the cytoplasm near 
the periphery of the cell is pale and foamy in appearance. We 
present the case of  a 50-year-old female patient presented 
with two xanthogranulomas and a review of the literature 
regarding this rare form of  non-Langerhans cell histiocytosis.  

The term – histiocytosis - encompasses a spectrum of 
uncommon disorders characterized by proliferation and 
accumulation of cells of the mononuclear phagocyte system 
(i.e., monocytes, macrophages, or dendritic cells) in one or 
more tissues and organs [1,2]. Xanthogranuloma (XG) 
represents the most common non-Langerhans cell 
histiocytosis, but more than 80% of cases occur in babies 
under one year of age and are named Juvenile 
Xanthogranuloma (JXG). The appearance of xanthogranuloma 
in adults is very rare, starting most frequently in the third or 
fourth decades of life [3,4]. Xanthogranulomatous disease 
with adult onset represents an umbrella term encompassing 
four distinct entities with a few overlapping clinic-
pathological features: adult-onset xanthogranuloma (XGA), 
adult-onset asthma with periocular xanthogranuloma 
(AAPOX), Erdheim-Chester disease (ECD), and necrobiotic 
xanthogranuloma (NBX) [5]. Adult  onset  xanthogranuloma 
(XGA) is  exceedingly rare, less than 40 cases having been 
reported in the literature so far.  XG is usually a self-limited 
histiocytic disorder, with a benign nature, which mainly 
appears as a discrete, orange-red or red-brown papules and/or 
nodules, progressively turning yellowish, mainly located on 
the upper part of the body.  Multiple  skin  lesions  occur  in  
less than 10% of cases [6,7]. Possible extra-cutaneous 
involvement is very rare (eye [most common], lungs, bones, 
kidneys, pericardium, colon, ovaries, and testes) [8].  
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 As we mentioned, XG's onset in adulthood is particularly 

rare, patients with multiple cutaneous lesions occurring during 
adulthood are even rarer. We present the case of  a 50-year-old 
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female patient who addressed to our clinic with two 
xanthogranulomas and a review of the literature regarding this 
rare form of  non-Langerhans cell histiocytosis. 

Our patient and her family had no history of phakomatosis 
or hyperlipemia. Neither cafe-au-lait spots nor neurofibromas 
were noted on her body. Total serum cholesterol and 
triglyceride levels were within normal limits.  

II. CASE REPORT 
Punch biopsy of the two nodules was performed and the 

result of histopathological examination showed intradermal 
proliferative skin fragment with the appearance of a 
fibrohistiocytic papule that includes numerous multinucleated 
Touton giant cells and xanthomized histiocytes, accompanied 
by a chronic lymphocyte infiltrate (Fig.5). 

We present the case of a 50-year-old female patient, from 
the urban area, with no relevant personal or family medical 
history, non-smoking, presented to our Dermatology 
Department for two nodules: one nodule was well defined,  
dome-shaped, firm with smooth surfaced, orange-red in the 
middle with erythematous-violet margin, and a diameter of 
about 1.1 cm, located at the level of the anterior face of the 
right forearm (Fig.1) and, the other nodule was well defined,  
dome-shaped,  firm with smooth surfaced, orange-yellow 
color, and a diameter of about 1.2 cm, located at the left pre-
auricular level (Fig.2). The two lesions had evolved 
progressively for five months, and they were always 
asymptomatic. 

       

 

          Figure 5      
       

Figure 1: details in the text                   Figure 2: details in the text             Ziehl-Neelsen carbolfuchsin staining of both the tissue 
smear and formalin-fixed, paraffin-embedded section was 
performed and no acid-fast bacilli were detected. Fite staining 
has also been used and no organisms were found in the 
specimen from our patient, whereas a specimen from a patient 
with lepromatous leprosy, stained simultaneously, 
demonstrated numerous red-staining bacilli within the foamy 
vacuolated histiocytes. 

 
The general objective examination showed no significant 

alterations, namely ophthalmologic, neurological, and 
cardiopulmonary. The patient´s medical history revealed an 
undergoing major depression and anxiety disorder for over 
four years, leading to the depreciation of the family´s financial 
situation. 

The dermoscopic examination of the lesion located on the 
forearm showed orangish area in the center and erythematous 
halo associated with well-focused branching vessels and some 

Because the punch biopsy completely removed both XGs, 
and no concomitant conditions were found in the patient, no 
further treatment was required, only evaluation in a 
specialized psychiatric service. linear or irregular bright white areas (Fig.3). The dermoscopic 

examination of the lesion located left earpiece showed 
multiple orangish-yellowish areas associated with well-
focused branching vessels and some linear or irregular bright 
white areas (Fig. 4).    

III. DISCUSSION 
Histiocytoses correspond to a set of proliferative diseases 

of the mononuclear phagocytic system and are divided into 
malignant histiocytosis, Langerhans cell histiocytosis and non-
Langerhans cell histiocytosis [3]. 

 

In 1963, Gartmann  and Tritsch  published  the  first  case 
report of XGA, more than half a century after the initial 
description of JXG by Adamson, in 1905 [9,10]. 

The lesions of XGA and JXG appear almost the same 
histopathology [4] and immunohistochemistry [11]. In lesions 
that are usually older than one month, xanthomized cells and 
Touton cells (that are characteristically for XG) are revealed         Figure 3: details in the text                       Figure 4: details in the text     
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[12]. Immunohistochemistry usually reveals the presence of 
CD68 positive histiocytes. Also, the CD1a and S100 protein 
are negative, and the expression of factor XIIIa 
immunoreactivity is variability positive [13]. 

possibility of association with systemic diseases that 
sometimes have a tacit evolution and may endanger survival, 
should be considered and a thorough clinical-biological 
examination should be performed. Thus, these lesions must be 
examined histopathologically for definite diagnosis. In the 
case of an association, lesions in XGA may precede, 
accompany or appear after hematological pathology, so XG 
can be considered a marker of these types of diseases. Also, in 
some cases, the evolution of this condition may be benign and 
the only manifestations may be skin lesions (solitary or 
multiple). Regarding the association with psychiatric 
impairment, data are limited due to XGA rarities and future 
studies in this regard must be performed to establish a possible 
relationship. Regarding the therapeutic management, due to 
the unknown etiopathogenesis and the uncertain benign 
nature, after performing the initial clinical-biological 
evaluation, the long-term supervision of these patients is 
recommended. 

Karl Touton, a German dermatologist and botanist 
[14] first observed Touton cells in 1885 and named them 
"xanthelasmatic giant cells", a name which has since fallen out 
of favor and the cells were named after their discoverer [15]. 
Touton giant cells, being multinucleated giant cells, can be 
distinguished by the presence of several nuclei in a distinct 
pattern. They contain a ring of nuclei surrounding a central 
homogeneous cytoplasm, while foamy cytoplasm surrounds 
the nuclei [16,17]. The cytoplasm surrounded by the nuclei 
has been described as both amphophilic and eosinophilic, 
while the cytoplasm near the periphery of the cell is pale and 
foamy in appearance [18].  

From the histopathological point of view, the findings 
observed in our patient could be classified as Erdheim-Chester 
disease, but we have excluded this by the absence of 
extracutaneous changes, especially the skeletal ones. It should 
be emphasized that, in generalized eruptive histiocytoma, non-
Langerhans cell histiocytosis which should also be 
distinguished from XGA, no Touton cells are observed. These 
can, however, occur in disseminated xanthoma, which may 
form part of the lesion spectrum of XG, but is characterized by 
the distribution of the lesions, that are usually located 
periflexural. In multicentric reticulocyte histiocytosis, lesions 
are usually acral, accompanied by arthropathy, characterized 
by large multinucleated cells with voluminous ground-glass 
cytoplasm, findings that contrast with those observed in the 
presented case [13]. 
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