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Firm, enlarging papule on an infant’s proximal
thigh
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A 3-month-old infant was referred to the dermatology service for evaluation of a rapidly growing nodule on the
posterior aspect of the right thigh, present since birth (Fig 1). The lesion rapidly grew from a 6-mm papule at
birth to a 1.7-cm nodule with surrounding papules and central coalescence at the time of presentation (Fig 2). A
4-mm punch biopsy was performed and submitted for histologic examination (Fig 3).
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Question 1: Based on the clinical presentation
and histologic features, what is the diagnosis?

A. Dermatofibrosarcoma protuberans (DFSP)

B. Spitz nevus

C. Juvenile xanthogranuloma (JXG)

D. Cutaneous mastocytoma

E. Giant cell reticulohistiocytoma

Answers:

A. DFSP e Incorrect. The rapid progression and
morphology initially raised concern for DFSP, which
presents as a locally aggressive, multinodular lesion
on the proximal aspects of the extremities or trunk.
However, the histology of DFSP shows spindle cells
arranged in fascicles with infiltration of adnexal
structures without Touton giant cells.

B. Spitz nevus e Incorrect. Spitz nevi are well-
circumscribed, dome-shaped papules or nodules
that vary in color, with agminated or clustered
subtypes reported. However, histology shows nests
of large epithelioid cells without Touton giant cells.

C. JXG e Correct. JXG is the most common
histiocytic disease of childhood and presents on
the head and neck, upper torso, upper extremities,
and less frequently the lower extremities. This
patient’s presentation with multiple papules and
nodules in a localized distribution and varying
coalescence has variably been described in the
literature as the ‘‘clustered,’’ ‘‘en plaque,’’ or ‘‘agmi-
nated’’ JXG subtype.

D. Cutaneous mastocytoma e Incorrect. Cuta-
neous mastocytomas can present congenitally or
in infancy as a tan or brown nodule or plaque with a
leathery texture, exhibiting a positive Darier sign.
Mast cell infiltrates and hyperpigmentation of the
basal layer are seen on histology.

E. Giant cell reticulohistiocytoma e Incorrect. Gi-
ant cell reticulohistiocytomas occur predominantly in
Caucasian adults and would be unusual in an infant.
While giant cells are also seen, thenuclei are arranged
haphazardly and without a xanthomatous periphery,
in contrast to the Touton giant cells of JXG.

Question 2: Which of the following regarding
JXG is true?

A. There is an association between JXG and
neurofibromatosis (NF) type 2

B. Involvement of distant structures is common
C. The pathogenesis involves hypertriglyceridemia

D. Ocular involvement is an uncommon extracu-
taneous manifestation

E. Immunohistochemistry staining is positive for
CD1a and CD207

Answers:

A. There is an association between JXG and
NF2 type 2 e Incorrect. JXG is reported in 8.5%-
37.5% of NF1patients.1 To date, an association be-
tween JXG and NF2 has not been reported.

B. Involvement of distant structures is common e
Incorrect. In most patients with skin-limited disease,
the course is self-limited. Very rarely, JXG may
exhibit systemic involvement. In one review, the
most common sites of extracutaneous involvement
were the liver (72.2%), bone marrow (16.7%), and
lung (16.7%).2 In patients with extracutaneous JXG,
cutaneous JXG were usually numerous with wide-
spread distribution.2

C. The pathogenesis involves hypertriglyceride-
mia e Incorrect. Though the exact cause of JXG is
unknown, it is believed to be a reactive process in
which histiocytes take up lipids in the absence of
hyperlipidemia.

D. Ocular involvement is an uncommon extracu-
taneous manifestation e Correct. Chang et al re-
ported the incidence of ocular involvement in
patients with cutaneous JXG to be approximately
0.3% and found that most were diagnosed due to
ocular symptoms and not routine screening.3,4

Thus, it may not be necessary to refer patients
with multiple JXG to ophthalmology in the absence
of ocular complaints.5 Complaints of photophobia
or unilateral ocular irritation and/or physical exam
findings such as iris or conjunctival masses, hy-
phema, or uveitis warrant prompt ophthalmologic
evaluation to prevent secondary glaucoma and
vision loss.5

E. Immunohistochemistry staining is positive for
CD1a and CD207 e Incorrect. Langerhans cell
histiocytosis stains positive for CD1a and CD207.
JXG stains positive for CD68, vimentin, and Factor
XIIIa and negative for CD1a and CD207

Question 3: Which of the following is not a
subtype of JXG?

A. Agminated

B. Morpheaform
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C. Large nodular

D. Subcutaneous

E. Small nodular

Answers:

A. Agminated e Incorrect. The JXG clinical
variant seen in this patient with multiple coalescing
papules and nodules has been described as ‘‘agmi-
nated,’’ ‘‘clustered,’’ or ‘‘en plaque’’ in the literature.2

B. Morpheaform e Correct. ‘‘Morpheaform’’-type
lesions have been described in a variety of skin
conditions, including basal cell carcinoma and
chronic graft-versus-host disease. This is not a
clinical variant of JXG.

C. Large nodular e Incorrect. ‘‘Large nodular’’
JXG usually appears as one or a few nodules that
are 1-2 cm in diameter.

D. Subcutaneous e Incorrect. ‘‘Subcutaneous’’
JXG can present in the subcutaneous fat, deep soft
tissue, and muscle, where it is usually seen as a
solitary lesion. Due to their depth, subcutaneous
JXG usually lack the characteristic yellow hue.

E. Small nodular e Incorrect. The ‘‘small
nodular’’ variant, also known as the ‘‘micronodu-
lar’’ variant, presents as multiple reddish-brown or
pink papules, usually 2-5 mm in diameter. The
lesions are usually seen scattered across the upper
part of the body and become yellow as they
mature.
Abbreviations used:

DFSP: dermatofibrosarcoma protuberans
JXG: juvenile xanthogranuloma(s)
NF1: neurofibromatosis type 2
NF2: neurofibromatosis type 1
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