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ABSTRACT

Langerhans cell histiocytosis (LCH) is a rare disease characterized by a proliferation of cells that show immunophenotypic
and ultrastructural similarities with antigen-presenting Langerhans cells of mucosal sites and skin. LCH in adults is rare,
and there are still many undiagnosed/misdiagnosed patients. We describe LCH involvement of the perianal region of a
33-year-old male with a previous history of diabetes insipidus. The differential diagnosis and all the reported cases of
LCH of the perianal skin involvement since its description in 1984 till 2016 are discussed. LCH should be considered in
the differential diagnosis of perianal ulceration, especially in young patients where topical drug treatment has failed.
The history of previous central diabetes insipidus of unknown etiology demands imaging studies in order to rule out
central involvement of the disease.
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INTRODUCTION

Langerhans cell histiocytosis (LCH) is a rare disease
characterized by a proliferation of cells that show
immunophenotypic and ultrastructural similarities with
antigen-presenting Langerhans cells of mucosal sites and
skin." The clinical presentation of LCH is heterogeneous,
ranging from mild disease with self-healing solitary
lesions to multisystem disease with fatal dissemination.
Localized disease, defined as single-system LCH (SS-LCH),
most commonly affects the bone, skin, or lymph nodes;
and, unlike multisystem disease, has a high rate of
both spontaneous remission and favorable outcome
(low-risk disease). In contrast to childhood LCH, the most
common organ involved in adults is the lung, followed

by bone and skin.? The skin lesions vary and may appear
as scaly, greasy rashes; small, erythematous papules;
red or purple nodules, ulcerations, and abscesses.?*
The cutaneous lesion may be the sole manifestation of
LCH.® The histopathology of the lesions is characterized by
the presence of LCH cells that are 12—15 pym in diameter
with abundant eosinophilic cytoplasm. The nuclei of
LCH cells are irregular with prominent folds and grooves,
fine chromatin, and indistinct nucleoli." Background
eosinophils, lymphocytes, histiocytes, and neutrophils are
often present in variable quantities.” LCH typically showed
CD1a, S100 protein, and langerin expression.
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CASE REPORT

A 33-year-old male attended the medical
consultation complaining of a painful perianal
lesion over the last 18 months. Previous therapeutic
attempts, including different antibiotics orally or
topically administered, and topical steroids failed to
result in a cure. The patient had a history of central
diabetes insipidus 4 years ago, the etiology of which
has remained unknown. The diagnosis of diabetes
insipidus was based on clinical grounds as imaging
studies were not available. The symptoms presented
as thirst, polyuria (diluted urine), antidiuretic hormone
defect, and a favorable response to desmopressin.
On examination, the surgeon reported a perianal
ulcerative plague with necrotic floor and raised edges
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that was oozing pus. A biopsy was taken. The ulcer
was single and measured 2.0 x 2.0 cm with irregular
outlines. A histopathological examination of the lesion
showed a partially ulcerated epidermal covering,
and the underlying dermis was infiltrated by sheets
of dyscohesive round cells with reniform nuclei and
nuclear infolding (Figure 1A-C). The background
showed eosinophils, lymphocytes, and plasma
cells. These dyscohesive cells were negative for
pan-cytokeratin (CK), and leucocytic common antigen
(LCA) (Figure 1D) with diffuse positivity for CD1a
(Figure 2A), S100 protein (Figure 2B), and langerin.
The histological (morphology and immunohistochemical
profile) examination was consistent with LCH of the
perianal region.

Figure 1. Photomicrography of the biopsy specimen. A — Normal epidermal covering with underlying dermal
infiltration by sheets of dyscohesive round cells (H&E, 40X); B and C — The individual cell infiltrate showed reniform
vesicular nuclei and visible nucleoli (H&E, 200X and 400X, respectively); D — The infiltrate was negative for cytokeratin
with positive staining of epidermis as an internal control (200X).
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Figure 2. Photomicrography of the biopsy specimen. A —Diffuse membranous expression of CD1a (200X); B - Diffuse
cytoplasmic and nuclear expression of S100 protein (200X).

The study was approved by the Research Ethical
Committee of Menoufia University, and the patient
signed a written consent regarding the publication of
this case report.

DISCUSSION

The diagnosis of LCH was based on the typical
histological features and diffuse positivity for CD1a,
S100 protein, and langerin. The current investigated
case affected an adult male, which, regarding his age,
was quite unusual since LCH mostly involves children
aged 1-4 years. The disease is more common in males
with a male-to-female ratio of 2:1.7 LCH involving the
perianal skin is rare. Searching the databases PubMed
and Google using the keywords LCH and perianal
lesion during the period between 1984 and 2016, we
retrieved 16 cases reported in the English literature
(Table 1).5822 In this review, only one patient was a
woman.?? The age range varied between 14 months
and 70 years.'®'>22 Perianal affection was the
only presentation of the disease without systemic
involvement in two cases, which were similar to our
case.®" In contrast, besides the perianal involvement,
bone,®'%22 liver,’ and lung®'®' were concomitantly
affected by the disease.

The prognosis of LCH varies according to
the type of the disease. Localized types present a
better prognosis compared with multi-organ system
involvement.? Our patient was an apparently healthy
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man with no evidence of recurrence or systemic
involvement till the last follow-up. However, he was
previously diagnosed with diabetes inspidus, which was
also reported in other studies®'>'721 as a manifestation
of LCH in the pituitary gland. Histiocytic infiltrate of
the pituitary gland is responsible for the development
of diabetes inspidus in different histiocytic disorders,
including LCH.%

Intertriginous and seborrheic areas, such as those
behind the ears, the armpits, and scalp, are the most
common sites of the skin involved in LCH, which
present as pruritic skin lesions similar to seborrheic
dermatitis. Acute forms may present as hemorrhagic
or even necrotizing plaques in addition to painful,
pruritic, scaly, or erosive lesions.®

The affection of perianal region clinically may
mimic condyloma accuminata or lata, and the
differential diagnosis at microscopy should consider
lymphoma, signet ring carcinoma, and melanoma,
which could be excluded by the immunohistochemical
markers. The definitive diagnosis is confirmed by
diffuse positivity for CD1a, S100 protein, and langerin
(CD 207). The diffuse positivity for S100 protein
and langerin expression?* excluded the diagnosis of
indeterminate cell histiocytosis (ICH), which shares
many features with LCH, including CD1a positivity.
A lack of Birbeck granules by electron microscopy is
another characteristic feature of ICH that discriminates
it from LCH. Biopsies are generally undertaken due to
the failure of repeated topical therapeutic attempts.
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Table 1. Reported cases of perianal involvement in Langerhans-cell histiocytosis (English literature)

Study Age Sex Other areas involvement Treatment
Cavender and Bennet® 2.5y M Frontoparietal bone NA
Bank and Christensen?® 18y M DI, Bilateral pneumothorax  NA
Moroz et al.™® 33m M Alveolar bone and gingiva  Prednisone and methotrexate, vinblastine
Kader et al.™ 4y M Multiple Sslgg)[ﬁ;ions Right  pradnisone and methotrexate
Foster et al.™ 19y M Anterior cranial fossa, DI Prednisolone, vincristine, mercaptopurine
Usmani et al.” 14 m M Bone affection of forehead NA
Sabri et al.™ 3y M Gingiva and stomach Prednisone, vinblastine, 6-mercaptopurine
Field et al.?® 70y M Left tibia Potassium permanganate and corticosteroid
Mango et al.’® 34y M NA Triamcinolone and thalidomide
Oguzkurt et al."’ 3y M Central DI Prednisolone and vinblastine
Nitrogen mustard . .
Mittal et al.™® 45y M Bone and lung %B:gg} ggﬂ%’sstgetm'c corticosteroids
Abdominoperineal resection of the rectum
Akbayram et al.™ 16m M Liver lung bone NA
Tinsa et al.?° 2y M Scalp Prednisone and vinblastine
Shakoei et al.b 20y M none thalidomide
Kanik et al.! 10y M left mandibular ramus, DI Systemic corticosteroid and vinblastine
Dere et al.?2 45y F Femur and tibia Methotrexate
The present study 33y M None Methotrexate

DI = diabetes insipidus; F = female; M = male; m = months; NA = not available; y = years.

Most of the reported cases were in remission after the 2.
use of vincristine,'? vinblastine,®17:2021 prednisolone,

and methotrexate'®??; the latter was used in our case.
Aggressive therapy, such as an abdominoperineal resection

of the rectum and colostomy was also reported.®

CONCLUSIONS

LCH should be considered in the differential diagnosis
of perianal ulceration, especially in young patients
following the failure of the topical treatment. The history 4.
of central diabetes insipidus of unknown etiology requires
long follow-up and awareness of the possibility of the
appearance of LCH elsewhere in the body.

REFERENCES

1. Harmon CM, Brown N. Langerhans cell histiocytosis: a
clinicopathologic review and molecular pathogenetic
update. Arch Pathol Lab Med. 2015;139(10):1211-4. 6.
PMid:26414464. http://dx.doi.org/10.5858/arpa.2015-
0199-RA.

Autops Case Rep (Sao Paulo). 2017;7(3):38-43

Weitzman S, Egeler RM. Histiocytic disorders of
children and adults: introduction to the problem,
overview, historical perspective and epidemiology. In:
Weitzman S, Egeler RM, editors. Histiocytic disorders
of children and adults. Cambridge: Cambridge
University Press 2005. p. 1-13. http://dx.doi.org/10.1017/
CB09780511545252.002.

Donadieu J, Egeler RM, Pritchard J. Langerhans cell
histiocytosis: a clinical update. In: Weitzman S, Egeler
RM, editors. Histiocytic disorders of children and adults.
Cambridge: Cambridge University Press; 2005. p.
95-129.

Ronceray L, Potschger U, Janka G, Gadner H, Minkov M.
Pulmonary involvement in pediatric-onset multisystem
Langerhans cell histiocytosis: effect on course and outcome.
J Pediatr. 2012;161(1):129-33, 3. PMid:22284564. http://
dx.doi.org/10.1016/j.jpeds.2011.12.035.

Murakami |, Matsushita M, lwasaki T, et al. Interleukin-1
loop model for pathogenesis of Langerhans cell
histiocytosis. Cell Commun Signal. 2015;13(1):13.
PMid:25889448. http://dx.doi.org/10.1186/512964-015-
0092-z.

Shakoei S, Shahidi-Dadras M, Saeedi M, Ayatollahi A.
Langerhans cell histiocytosis: an uncommon presentation,
successfully treated by thalidomide. Indian J Dermatol

41


http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=26414464&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=26414464&dopt=Abstract
http://dx.doi.org/10.5858/arpa.2015-0199-RA
http://dx.doi.org/10.5858/arpa.2015-0199-RA
http://dx.doi.org/10.1017/CBO9780511545252.002
http://dx.doi.org/10.1017/CBO9780511545252.002
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=22284564&dopt=Abstract
http://dx.doi.org/10.1016/j.jpeds.2011.12.035
http://dx.doi.org/10.1016/j.jpeds.2011.12.035
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25889448&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25889448&dopt=Abstract
http://dx.doi.org/10.1186/s12964-015-0092-z
http://dx.doi.org/10.1186/s12964-015-0092-z

Perianal Langerhans cell histiocytosis: a rare presentation in an adult male

10.

11.

12.

13.

14.

15.

Venereol Leprol. 2011;77(5):587-90. PMid:21860158.
http://dx.doi.org/10.4103/0378-6323.84064.

Liu YH, Fan XH, Fang K. Langerhans’ cell histiocytosis
with multisysteminvolvement in an adult. Clin Exp
Dermatol. 2007;32(6):765-8. PMid:17953644. http:/
dx.doi.org/10.1111/).1365-2230.2007.02467 X.

Cavender PA, Bennett RG. Perianal eosinophilic
granuloma resemblingcondylomalatum. Pediatr
Dermatol. 1988;5(1):50-5. PMid:3380762. http://dx.doi.
org/10.1111/.1525-1470.1988.tb00884 .x.

Bank A, Christensen C. Unusual manifestation of
Langerhans’ cell histiocytosis. Acta Med Scand.
1988;223(5):479-80. PMid:3259788. http://dx.doi.
org/10.1111/.0954-6820.1988.tb15900.x.

Moroz SP, Schroeder M, Trevenen CL, Cross H. Systemic
histiocytosis: an unusual cause of perianal disease in a
child. J Pediatr Gastroenterol Nutr. 1984;3(2):309-11.
PMid:6707852. http://dx.doi.org/10.1097/00005176-
198403000-00027.

Kader HA, Ruchelli E, Maller ES. Langerhans’ cell
histiocytosis with stool retention caused by a perianal
mass. J Pediatr Gastroenterol Nutr. 1998;26(2):226-8.
PMid:9481644. http://dx.doi.org/10.1097/00005176-
199802000-00021.

Foster A, Epanoimeritakis M, Moorehead J. Langerhans
cell histiocytosis of the perianal region. Ulster Med J.
2003;72(1):50-1. PMid:12868705.

Usmani GN, Westra SJ, Younes SA. 14 month-old boy
with hepatomegaly, perianal lesions, and a bony lump
on the forehead. N Engl J Med. 2003;348(17):1692-
701. PMid:12711745. http://dx.doi.org/10.1056/
NEJMcpc030006.

Sabri M, Davie J, Orlando S, Di Lorenzo C, Ranganathan
S. Gastrointestinal presentation of Langerhans cell
histiocytosis in a child with perianal skin tags: a case
report. J Pediatr Gastroenterol Nutr. 2004;39(5):564-6.
PMid:15572902. http://dx.doi.org/10.1097/00005176-
200411000-00023.

Field M, Inston N, Muzaffar S, Cruickshank N. Perianal
Langerhans cell histiocytosis. Int J Colorectal Dis.
2007;22(9):1141-2. PMid:16703317. http://dx.doi.
org/10.1007/500384-006-0147-0.

17.

18.

19.

20.

21.

22.

23.

24,

. Mango JCC, D'Almedia DG, Magalhaes JP, et al. Perianal

Langerhans cell histiocytosis case report and review of
literature. Rev Bras Coloproctol. 2007;27:1.

Oguzkurt P, Sarialioglu F, Ezer SS, Ince E, Kayaselcuk
F, Hicsonmez A. An uncommon presenting sign of
Langerhans cell histiocytosis: focal perianal lesions
without systemic involvement. J Pediatr Hematol Oncol.
2008;30(12):915-6. PMid:19131779. http://dx.doi.
org/10.1097/MPH.0b013e31817e4b01.

Mittal T, Davis MD, Lundell RB. Perianal Langerhans cell
histiocytosis relieved by surgical excision. Br J Dermatol.
2009;160(1):213-5. PMid:19067696. http://dx.doi.
org/10.1111/1.1365-2133.2008.08934 .x.

Akbayram S, Akgun C, Ozen S, et al. A case of Langerhans
cell histiocytosis with anal fistula. Kurume Med J.
2009;56(3-4):79-83. PMid:20505285. http://dx.doi.
org/10.2739/kurumemed).56.79.

Tinsa F, Brini I, Kharfi M, Mrad K, Boussetta K, Bousnina
S. Perianal presentation of Langerhans cell histiocytosis
in children. Gastroenterol Clin Biol. 2010;34(1):95-
7. PMid:19864102. http://dx.doi.org/10.1016/].
gcb.2009.06.016.

Kanik A, Elacik K, Yesiloglu S, Turker M, Helvaci M, Ozer E.
An unusual presentation of Langerhans cell histiocytosis:
perianal lesion. Paediatrics Today. 2014;10(1):43-6.
http://dx.doi.org/10.5457/p2005-114.87.

Dere Y, Sahin C, Celik SY, ilhan Celik O, Kara A, Dogan
G. Perianal presentation of Langerhans cell histiocytosis.
Zhonghua Pifuke Yixue Zazhi. 2016;2(2):99-101. http://
dx.doi.org/10.1016/j.dsi.2015.09.003.

Marchand |, Barkaoui MA, Garel C, Polak M, Donadieu
J. Writing Committee. Central diabetes insipidus as the
inaugural manifestation of Langerhans cell histiocytosis:
natural history and medical evaluation of 26 children and
adolescents. J Clin Endocrinol Metab. 2011;96(9):E1352-
60. PMid:21752883. http://dx.doi.org/10.1210/jc.2011-
0513.

Zerbini MC, Sotto MN, Campos FP, et al. Indeterminate
cell histiocytosis successfully treated with phototherapy.
Autops Case Rep. 2016;6(2):33-8. PMid:27547741.
http://dx.doi.org/10.4322/acr.2016.038.

Author contributions: The manuscript was produced, reviewed and approved by all of the authors collectively.
Abdou AG reviewed the literature data, wrote the manuscript and was responsible for the submission. Taie
DM provided the image documentation with the legends, and together with Dr. Abdou made the diagnosis
and wrote the manuscript.

Conflict of interest: None

Financial support: None

42

Autops Case Rep (Sao Paulo). 2017;7(3):38-43


http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=21860158&dopt=Abstract
http://dx.doi.org/10.4103/0378-6323.84064
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=17953644&dopt=Abstract
http://dx.doi.org/10.1111/j.1365-2230.2007.02467.x
http://dx.doi.org/10.1111/j.1365-2230.2007.02467.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=3380762&dopt=Abstract
http://dx.doi.org/10.1111/j.1525-1470.1988.tb00884.x
http://dx.doi.org/10.1111/j.1525-1470.1988.tb00884.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=3259788&dopt=Abstract
http://dx.doi.org/10.1111/j.0954-6820.1988.tb15900.x
http://dx.doi.org/10.1111/j.0954-6820.1988.tb15900.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=6707852&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=6707852&dopt=Abstract
http://dx.doi.org/10.1097/00005176-198403000-00027
http://dx.doi.org/10.1097/00005176-198403000-00027
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=9481644&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=9481644&dopt=Abstract
http://dx.doi.org/10.1097/00005176-199802000-00021
http://dx.doi.org/10.1097/00005176-199802000-00021
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=12868705&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=12711745&dopt=Abstract
http://dx.doi.org/10.1056/NEJMcpc030006
http://dx.doi.org/10.1056/NEJMcpc030006
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=15572902&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=15572902&dopt=Abstract
http://dx.doi.org/10.1097/00005176-200411000-00023
http://dx.doi.org/10.1097/00005176-200411000-00023
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=16703317&dopt=Abstract
http://dx.doi.org/10.1007/s00384-006-0147-0
http://dx.doi.org/10.1007/s00384-006-0147-0
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=19131779&dopt=Abstract
http://dx.doi.org/10.1097/MPH.0b013e31817e4b01
http://dx.doi.org/10.1097/MPH.0b013e31817e4b01
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=19067696&dopt=Abstract
http://dx.doi.org/10.1111/j.1365-2133.2008.08934.x
http://dx.doi.org/10.1111/j.1365-2133.2008.08934.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=20505285&dopt=Abstract
http://dx.doi.org/10.2739/kurumemedj.56.79
http://dx.doi.org/10.2739/kurumemedj.56.79
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=19864102&dopt=Abstract
http://dx.doi.org/10.1016/j.gcb.2009.06.016
http://dx.doi.org/10.1016/j.gcb.2009.06.016
http://dx.doi.org/10.5457/p2005-114.87
http://dx.doi.org/10.1016/j.dsi.2015.09.003
http://dx.doi.org/10.1016/j.dsi.2015.09.003
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=21752883&dopt=Abstract
http://dx.doi.org/10.1210/jc.2011-0513
http://dx.doi.org/10.1210/jc.2011-0513
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=27547741&dopt=Abstract
http://dx.doi.org/10.4322/acr.2016.038

Submitted on: June 4, 2017
Accepted on: August 1%, 2017

Correspondence

Asmaa Gaber Abdou

Pathology Department - Faculty of Medicine - Menoufia University
Shebein Elkom/Menoufia — Egypt, 32511

Phone: +20 (48) 2281714

Asmaa_elsaidy@yahoo.com

Autops Case Rep (Sao Paulo). 2017;7(3):38-43

Abdou AG, Taie DM

43


mailto:Asmaa_elsaidy@yahoo.com

