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Introduction 

Juvenile Xanthogranulomatosis (JXG) results from an in-
creased proliferation of histiocytes and represents the most 
common form of non-Langerhans histiocytoses. It typically af-
fects infants and young children [1]. Cutaneous manifestations 
appear as papules or nodules, generally asymptomatic, with a 
yellow-orange-brown coloration mainly localized on the face, 
neck, and upper part of the torso [2]. While most lesions spon-
taneously regress within 3 to 6 years, some may persist and re-
quire excision for aesthetic, diagnostic, or hemorrhagic reasons 
before this period. The association of JXG with hemophilia has 
never been described in the literature. In this regard, we report 
a case of JXG in a known hemophilic patient, with hemorrhagic 
complications requiring appropriate management. The objec-
tive of this sharing is to highlight management strategies as-
sociated with this unusual association, and contributing to the 
enrichment of clinical knowledge and medical literature.

Observation

The case concerns a currently 12-year-old child, known to 
have hemophilia A with a factor VIII level of 0.25%. He has been 
followed in the Pediatric Hemato-Oncology Department since 
the age of 1 year and 4 months. At the age of 2 and a half, he 
progressively developed several well-defined, firm, rounded, 
brownish papules, less than 5 mm in diameter, sessile, non-
follicular, with a smooth surface, localized in the external geni-
talia. Subsequently, subcutaneous nodules appeared on the 
scalp (Figure 1), thorax, and armpits, with the perception of 
well-defined, yellowish masses, one of which was complicated 
by bleeding.

A biopsy-excision of two subcutaneous nodules on the scalp 
and a third one on the upper part of the right hemi-thorax was 
performed, after parental consent. We agreed on simultaneous 
circumcision. The procedure was scheduled with factor VIII cov-
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erage: prophylactic treatment, aiming to prevent any bleeding, 
consisted of administering 250 IU of factor VIII (20 IU/kg) before 
the procedure, with a second dose at H12 and a third one at 
H24. The morphological study of the excised specimens sug-
gested a cutaneous localization of histiocytosis (Figure 2). 

Figure 1: Cutaneous nodule on the scalp.

Figure 2: Standard histological examination (20x): presence of a 
dermal infiltrate composed of monomorphic histiocytes, giant 
cells, and a polymorphic inflammatory infiltrate.

Figure 3: Immunohistochemistry of Juvenile Xanthogranuloma 
Negative for CD1a (IHC ,10 x).

This was complemented by an immunohistochemical study 
which showed histiocytes negative for CD1a (Figure 3), posi-
tive for CD68 (Figure 4), and heterogeneously positive for S100, 
which supports a diagnosis of juvenile xanthogranulomatosis. 
The patient was discharged without experiencing any further 
bleeding. 

Three months later, the child consulted for active post-trau-
matic bleeding from a left axillary nodule. Surgical excision of 
the nodule was performed (Figure 5) under factor coverage at 
a dose of 20 IU/kg, followed by secondary prophylaxis with the 

Figure 4: Immunohistochemistry of Juvenile xanthogranuloma 
positive for CD68  (IHC ,10 x).

Figure 5: Excision of an axillary nodule.

administration of 20 IU/kg of factor three times per week as 
part of the minor surgery protocol. The outcome was favorable 
with healing after one month.

Since then, he has not experienced any more bleeding, and 
the lesions have disappeared without leaving any sequels. It is 
important to note that the prophylaxis implemented is second-
ary prophylaxis as part of his hemophilia management. Regular 
monitoring of his histiocytic pathology is conducted. Currently, 
the child is 12 years old: with a 10-year follow-up, he is regularly 
monitored for his hemophilia. He has no remaining JXG nodules, 
and no other lesions have appeared since he was 2 years old.

Discussion

Juvenile Xanthogranulomatosis (JXG) is a proliferative dis-
ease classified among non-Langerhans histiocytoses, primarily 
affecting infants and children [1].

It typically manifests as a single cutaneous involvement, al-
though multiple forms have also been reported, including the 
case of our patient [3]. Clinically, typical manifestations are firm 
papules or nodules of yellow-orange-brown color, often affect-
ing the neck, face, and upper chest. While oral lesions are rare, 
they often present as yellow nodules on the sides of the tongue, 
and can also appear on the gums, oral mucosa, and palate with 
the possibility of ulceration and bleeding [2].

Juvenile Xanthogranulomatosis (JXG) can also present with 
extracutaneous symptoms, affecting various organs such as 
muscles, lungs, liver, testicles, spleen, kidneys, and the central 
nervous system [1]. Ocular involvement is the most common 
extracutaneous manifestation, typically characterized by uni-
lateral ocular xanthogranuloma, developing in about 0.5% of 
patients [2].
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The classification of non-Langerhans histiocytoses is based 
on the presence of isolated cutaneous lesions or multiple and 
diffuse cutaneous-mucosal lesions. Among the non-Langerhans 
histiocytoses with isolated cutaneous lesions, we find Juvenile 
Xanthogranulomatosis (JXG), which primarily affects children 
and often localizes on the upper body. This condition usually 
regresses spontaneously and is often characterized by fewer 
than 5 nodules. However, cases of JXG with more than 5 nod-
ules have been reported, including our patient.

Xanthoma papules, affect adolescents and young adults, 
with a predominant localization on the trunk and extremities, 
presenting as a single nodule. Finally, reticulohistiocytoma, spe-
cific to young adults, can localize throughout the body and is 
characterized by a single small-sized nodule (<5 mm).

The cells of JXG almost constantly express factor XIIIa. How-
ever, xanthoma papules and cutaneous reticulohistiocytoma, 
not expressing it, would rather be of macrophage origin. As for 
histiocytoses with diffuse cutaneous lesions, benign cephalic 
histiocytosis affects infants, presenting as papules and macules 
localized on the head and neck, and often regresses spontane-
ously. Generalized eruptive histiocytosis affects young adults, 
manifesting as reddish and symmetrical papules. Disseminated 
xanthoma, specific to young adults, presents as plaques and 
nodules, accompanied by general signs, and often localizes 
in skin folds. Multicentric reticulohistiocytosis, also affecting 
young adults, can affect all parts of the body and is accompanied 
by arthritis. Finally, progressive nodular histiocytosis, which can 
occur at any age, presents as large nodules, which can affect the 
head, limbs, and trunk, with a risk of disfigurement [3].

The definitive diagnosis of Juvenile Xanthogranuloma (JXG) 
relies on histopathological examinations. Classical histology of 
Juvenile Xanthogranuloma (JXG) reveals a dense, blade-shaped, 
non-encapsulated and well-demarcated cellular infiltration 
in the dermis and upper part of the subcutaneous tissue. The 
cellular infiltrate includes five main types of cells (vacuolated, 
xanthomatous, spindle, scalloped, and oncocytic) ranging from 
monomorphic to mixed variants, with different types of mul-
tinucleated giant cells [4]. The microscopic appearance mainly 
depends on the duration of lesion evolution: early lesions show 
a monomorphic infiltrate of lipid-lacking macrophages that may 
occupy most of the dermis, while mature lesions contain abun-
dant vacuolated foamy macrophages and multinucleated giant 
cells of Touton type, particularly at the dermal surface [4].

Touton cells are typical of Juvenile Xanthogranuloma (JXG) 
and are characterized by a ring of nuclei around lipid-rich cyto-
plasm. However, they are not observed in all cases, and may be 
absent in up to 15% of patients. Although classically considered 
pathognomonic of JXG, Touton cells can also be present in other 
xanthomatous and histiocytic lesions (such as Erdheim-Chester 
disease and necrobiotic xanthogranuloma).

Immunohistochemical markers of JXG lesions bind to macro-
phage markers such as CD68, CD163, KiM1P, anti-FXIIIa, vimen-
tin, and anti-CD4. They are generally negative for S-100, CD1a, 
and CD207 (Langerin), specific to Langerhans cells [4]. In the 
case presented, immunohistochemistry concluded with histio-
cytes positive for CD68 and negative for CD1a.

Generally, JXG lesions regress spontaneously in children, 
with spontaneous remission occurring in approximately 3 to 6 
years, so they usually do not require treatment [5]. However, 
skin excisions may be performed at easily accessible sites in 

case of bleeding, aesthetic impairment, or ulceration.

The management of internal (non-cutaneous) lesions pres-
ents more significant challenges and may include various com-
binations of surgery, chemotherapy, radiotherapy, and immu-
nosuppression. Typically, chemotherapy and radiotherapy are 
considered for patients with symptomatic extracutaneous dis-
ease that is unresectable or partially resected [6]. For cases of 
ocular JXG, the use of topical or intralesional corticosteroids is 
common. In cases of rapid lesion progression or complications 
such as glaucoma or hyphema, systemic corticosteroids or sur-
gery may be necessary.

The association of JXG with neurofibromatosis type 1 has 
been widely described [7], and a few rare cases of association 
with leukemias, notably juvenile chronic myelomonocytic leu-
kemia, have been reported in the literature [8]. Due to this as-
sociation, a detailed family history of NF1 and leukemia should 
be collected.

However, it seems that no cases of association with hemo-
philia have been reported, and no information was found dur-
ing the search for articles regarding this association.

We report a case of JXG associated with hemophilia, which 
is not only a simple form of JXG but a disseminated form of 
late onset, with some lesions complicated by bleeding. This is 
where the interest lies in reporting this unusual case, as manag-
ing such lesions is not easy, it must be standardized given the 
predisposition to bleeding and hemostatic delay in hemophilia 
patients. It should also be noted that there is probably no causal 
link between these cutaneous lesions and hemophilia.

Conclusion

This case underscores the rare association between juvenile 
xanthogranulomatosis (JXG) and hemophilia, a combination 
that has never been documented in the medical literature. This 
association only impacts the management of JXG when the cu-
taneous lesions bleed and excision becomes necessary. Surgery 
should be performed following the minor surgery protocol for 
hemophiliacs.
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6. Höck M, Zelger B, Schweigmann G, Brunner B, Zelger B, Krop-
shofer G, et al. The various clinical spectra of juvenile xantho-
granuloma: imaging for two case reports and review of the lit-
erature. BMC Pediatr. 2019; 19(1): 128. 

7. Puerta P, Candela S, García Fructuoso G. Juvenile xanthogranu-
loma of skull base. Case report and review of the literature. Acta 
Neurochir. 2013; 155: 1039-40.



www.jcimcr.org                Page 4

8. Burgdorf WH, Zelger B. JXG, NF1, and JMML: alphabet soup or a 
clinical issue? Pediatr Dermatol. 2004; 21: 174-6.


