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Neoadjuvant intralesional methotrexate for juvenile

xanthogranuloma in an adult

Dear Editor,
Juvenile xanthogranuloma (JXG) is a non-Langerhans cell histiocytosis
usually occurring in infants and typically located in the head or neck.!
Clinically, solitary skin lesions are found in 60%-82% of patients and
the most common variant is characterized by one yellowish nodule.
Adult onset is rare, and although JXG is usually self-limiting in chil-
dren, spontaneous resolution is uncommon at older ages. In addition,
up to 50% of patients with spontaneous regression develop an atro-
phy or anetodermal area.? Thus, complete excision is frequently per-
formed in this population subgroup to achieve better cosmetic results.
In disseminated forms, different chemotherapy regimens, corticoste-
roids and other systemic therapies are used. Herein, we report a case
of adult JXG treated with intralesional methotrexate (MTX) resulting
in a rapid reduction in size.

A 20-year-old man presented with a 2-month history of a well-
demarcated and rapidly enlarging nasal pink nodule with recent

(A)

FIGURE 1 (A) Well-demarcated nasal
nodule with crateriform ulceration in the
nose before treatment. (B) Tumor
reduction 1-month after methotrexate
injection. (C) Histiocytic proliferation
limited to the dermis (x 10). (D) Cells with
abundant and focally foamy eosinophilic
cytoplasm, regular vesicular nuclei, and
Touton-giant-cells with a wreath-like
arrangement of nuclei (x 20)

ulceration, measuring 0.8 cm (Figure 1A). No lymphadenopathies or
analytical abnormalities were noted. Since cutaneous biopsy could not
be performed owing to patient's refusal and in view of the rapid growth
and the keratotic surface of the tumor (a scale was removed before the
Figure 1A was taken), he was misdiagnosed of keratoacanthoma (KA).
Taking into account the cosmetic importance of the area affected, a sin-
gle intralesional injection with 0.6 ml of MTX (25 mg/ml) was adminis-
tered. One month after infiltration, a substantial reduction in tumor size
was observed, with no adverse events (Figure 1B). Finally, the residual
tumor was surgically removed and submitted for histopathological
examination. Results showed a histiocytic proliferation in the dermis
with Touton giant cells presenting few mitoses but no significant cyto-
logic atypia (Figure 1C,D). Immunohistochemically, cells were positive
for CD68 and negative for S100. According to these histopathological
findings, the lesion was diagnosed as adult JXG. After 24 months of
follow-up, no recurrence has occurred.
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MTX is a well-known folic acid antagonist widely used in inflamma-
tory diseases and neoplasms.® Regarding skin tumors, its use in KA* and
squamous cell carcinoma (SCC)® has been reported. Rarely, cutaneous
histiocytic proliferations can show an unusual morphology and, when
presenting as keratotic and rapidly enlarged forms specially in sun-
exposed areas in adults, they could resemble KA or SCC.° In this way,
our misdiagnosis before administering MTX led to the fortuitous finding
that intralesional MTX may be effective in JXG. MTX has been success-
fully employed in combination with other chemotherapy agents in sys-
temic JXG treatment’ and orbital xanthogranuloma,8 supporting its
potential efficacy against this entity. However, we have not found
reports about its intralesional use to treat solitary JXG. Nevertheless,
other intratumoral injections such as triamcinolone acetonide for limbal
xanthogranuloma, have been described with successful results.”

Recently, histological changes after intralesional MTX treatment
in cutaneous SCC have been described. A chronic inflammatory reac-
tion composed of lymphocytes, histiocytes and plasma cells was
reported in all treated cases with frequent presence of necrosis areas,
local fibrosis, and remaining dysplastic cells. In this respect, it is wor-
thy of mention that characteristic histopathological clues of JXG as
presence of xanthomatous/foamy histiocytes or Touton cells were
not observed in any case.'®

As noted above, spontaneous resolution of adult onset JXG is
uncommon, and an area of atrophy frequently develops. Therefore, we
propose intralesional MTX, especially in JXG located in important cos-
metic areas, in monotherapy or as a neoadjuvant option. Further studies
are needed to help determine the efficacy and safety of this treatment
in non-spontaneously resolved JXG and in other non-Langerhans cell
histiocytoses limited to the skin, in which it could also be an alternative.

We report a case of adult onset JXG successfully treated with
intralesional MTX followed by surgical removal, a novel therapeutic option.

ACKNOWLEDGMENTS

The authors thank the patient included in this paper. A. T. V., A. E.,
J.A, A M.V, and R. S. V. participated in the clinical assistance and
treatment of the patient. A. G. M. and M. R. M. performed and
reviewed the histopathological study. A. T. V. wrote the manuscript.
R. S. V. supervised all the work.

CONFLICT OF INTEREST
The authors declare no conflict of interest.

DATA AVAILABILITY STATEMENT
Data sharing is not applicable to this article as no new data were cre-

ated or analyzed in this study.

Alejandra Tomas-Velazquez*
Miguel Reyes-Mugica®
Alberto Gonzalez-Menchen®

Angela Estenaga®
Javier Antofianzas®
Ana Morell6-Vicente?

Rafael Salido-Vallejo?

1Department of Dermatology, University Clinic of Navarra, School of
Medicine, University of Navarra, Pamplona, Spain

2Department of Pathology, Children's Hospital of Pittsburgh, Pittsburgh,
Pennsylvania, USA

3Department of Pathology, Reina Sofia University Hospital, Cérdoba,
Spain

Correspondence

Rafael Salido-Vallejo, Department of Dermatology, University Clinic
of Navarra, School of Medicine, University of Navarra; Avda. Pio XII,
36, 31008 Pamplona, Spain.

Email: rsalidov@unav.es

ORCID

Alejandra Tomds-Veldzquez " https://orcid.org/0000-0002-9216-
4461

Javier Antonanzas = https://orcid.org/0000-0002-8372-5044

Rafael Salido-Vallejo "= https://orcid.org/0000-0001-7210-8959

REFERENCES

1. Hernandez-San Martin MJ, Vargas-Mora P, Aranibar L. Juvenile
xanthogranuloma: an entity with a wide clinical spectrum. Actas
Dermosifiliogr. 2020;111(9):725-733.

2. Hernandez-Martin A, Baselga E, Drolet BA, Esterly NB. Juvenile
xanthogranuloma. J Am Acad Dermatol. 1997;36(3 Pt 1):355-369.

3. Searle T, Ali FR, Al-Niaimi F. Intralesional methotrexate in dermatol-
ogy: diverse indications and practical considerations. Dermatol Ther.
2021;34(1):€14404. doi:10.1111/dth.14404

4. Moss M, Weber E, Hoverson K, Montemarano AD. Management of
keratoacanthoma: 157 tumors treated with surgery or intralesional
methotrexate. Dermatol Surg. 2019;45(7):877-883.

5. Salido-Vallejo R, Cuevas-Asencio |, Garnacho-Sucedo G, et al. Neo-
adjuvant intralesional methotrexate in cutaneous squamous cell carci-
noma: a comparative cohort study. J Eur Acad Dermatol Venereol.
2016;30(7):1120-1124.

6. Guerrero F, Roustan G, Tejerina E. Single reticulohistiocytoma mim-
icking a keratoacanthoma. Actas Dermosifiliogr. 2008;99(10):828-830.

7. Meshkini A, Shahzadi S, Zali A, Tajeddini A, Mirzayan J, Hamdi A. Sys-
temic juvenile xanthogranuloma with multiple central nervous system
lesions. J Cancer Res Ther. 2012;8(2):311-313.

8. Hayden A, Wilson DJ, Rosenbaum JT. Management of orbital
xanthogranuloma with methotrexate. Br J Ophthalmol. 2007;91(4):
434-436.

9. Hermel M, Donner A, Remky A. New treatment option for adult-
onset limbal xanthogranuloma. Cornea. 2010 Jan;29(1):113-116.

10. Bergén-Sendin M, Parra-Blanco V, Pulido-Pérez A, Nieto-Benito LM,
Rosell-Diaz AM, Sudrez-Fernandez R. Histological findings after
intralesional methotrexate treatment in cutaneous squamous cell car-
cinoma. Dermatol Ther. 2020;33(6):e14377.


https://orcid.org/0000-0002-9216-4461
https://orcid.org/0000-0002-8372-5044
https://orcid.org/0000-0001-7210-8959
mailto:rsalidov@unav.es
https://orcid.org/0000-0002-9216-4461
https://orcid.org/0000-0002-9216-4461
https://orcid.org/0000-0002-9216-4461
https://orcid.org/0000-0002-8372-5044
https://orcid.org/0000-0002-8372-5044
https://orcid.org/0000-0001-7210-8959
https://orcid.org/0000-0001-7210-8959
info:doi/10.1111/dth.14404

	Neoadjuvant intralesional methotrexate for juvenile xanthogranuloma in an adult
	ACKNOWLEDGMENTS
	CONFLICT OF INTEREST
	DATA AVAILABILITY STATEMENT

	REFERENCES


