CASE REPORT

Ichthyosiform Sarcoidosis and
Systemic Involvement

Krishna Patel, MD; Milena Lyon, MD; Claudia Hernandez, MD

PRACTICE POINTS

« Ichthyosiform sarcoidosis is a rare form of sarcoidosis
that presents as polygonal adherent scales.

« lchthyosiform sarcoidosis is commonly associated
with pulmonary, neurologic, and hepatic involvement.

» Acquired ichthyosis should warrant further investiga-
tion for systemic disease.

Sarcoidosis is a systemic disease that can be suspecteddbased on
cutaneous findings and confirmed using diagnostic testing such as
biopsy and laboratory or radiographic studies. We report the case of
a 66-year-old black woman with ichthyosiform sarcoidosis (IS) on the
lower extremities. Ichthyosiform sarcoidosis is a rare yariant of cuta-
neous sarcoidosis that is frequently associated with,further internal
involvement. We review this uncommon presentation of sarcoidosis
along with other cases reported in the literature to determine the
organ systems most commonly affécted.
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arcoidosis is a multiorgan, systemic, granulomatous

disease that most commonly affects the cutane-

ous, pulmonary, ocular, and cardiac organ systems.
Cutaneous involvement occurs in approximately 20%
to 35% of patients, with approximately 25% of patients
demonstrating only dermatologic findings."! Cutaneous
sarcoidosis can have a highly variable presentation.
Ichthyosiform sarcoidosis (IS) is a rare form of this dis-
ease that has been described as presenting as polygonal
adherent scales.? It often is associated with internal organ
involvement. We present a case of IS without any organ
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system involvement at the, time of diagnosis. A review
of the English-language<literature was performed to
ascertain the internal otgan associations most commonly
reported with IS¢

Case Report

A 66-year-old black woman presented to dermatology
with dark scaly patches noted by her primary care physi-
cian to be present on both of the lower extremities. The
patient believed they were present for at least 4 years. She
described dark spots confined to the lower legs that had
gradually increased in size. Review of systems was negative
for fever, chills, night sweats, weight loss, vision changes,
cough, dyspnea, and joint pains, and there was no history
of either personal or familial cutaneous diseases.

Physical examination revealed cutaneous patches of
thin white scale with a sharp edge in arciform patterns
on the lower extremities. Several of these patches were
hyperpigmented and xerotic in appearance (Figure 1).
The patches were limited to the lower legs, with no other
lesions noted.

A punch biopsy of the skin on the right lower leg was
performed. Histopathologic analysis showed epidermal
compact hyperkeratosis with deep granulomatous infil-
tration into the subcutaneous tissue (Figures 2A and 2B).
At high power, these granulomas were noted to be non-
caseating naked granulomas composed of epithelioid his-
tiocytes surrounded by sparse lymphocytic inflammation
(Figure 2C). Special stains including acid-fast bacilli, Fite,
and periodic acid-Schiff were negative. The diagnosis of
IS was made based on clinical presentation and primarily
by histopathologic analysis.

The patient’s cutaneous lesions were treated with
fluocinonide ointment 0.05% twice daily. Although she

Correspondence: Krishna Patel, MD, Department of Dermatology, University of lllinois at Chicago, College of Medicine East Bldg, Room 380,

808 S Wood St, Chicago, IL 60612 (patel57@uic.edu).

408 | CUTIS®

WWW.MDEDGE.COM/CUTIS

Copyright Cutis 2018. No part of this publication may be reproduced, stored, or transmitted without the prior written permission of the Publisher.



FIGURE 1. Ichthyosis sarcoidosis on the bilateral lower legs with hyper-
pigmented and xerotic patches (A). Cutaneous patches of thin white
scale with a sharp edge in arciform patterns also were present (B).

did not notice a dramatic improvement i%plaques,
they stabilized in size. Her primary cian was
notified and advised to begin a workup for involvement of
other organ systems by sarcoidosi initial evaluation,
which included a chest radio d electrocardiogram,
were unremarkable. Despi e attempts to per-
suade the patient to return fonfurther follow-up, neither
dermatology nor her prim re physician were able to
complete a full workup.

Comment

Etiology—Although there are several theories regard-
ing the etiology of sarcoidosis, the exact cause remains
unknown. The body’s immune response, infectious
agents, genetics, and the environment have all been
thought to play a role. It has been well established that
helper T cell (Ty1) production of interferon and increased
levels of tumor necrosis factor propagate the inflam-
matory response seen in sarcoidosis.> More recently,
Tul7 cells have been found in cutaneous lesions, bron-
choalveolar lavage samples, and the blood of patients
with sarcoidosis, especially in those with active disease
progression.® Infectious agents such as mycobacteria and
propionibacteria DNA or RNA also have been found in
sarcoid samples.* Several HLA-DRB1 variants have been
associated with an increased incidence of sarcoidosis.’
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FIGURE 2. Histopathology revealed diffuse, predominantly rounded
aggregates of epithelioid histiocytes within the deep dermis and subcu-
taneous tissue (A)(H&E, original magnification X25). A dense, compact,
orthokeratotic stratum corneum with loss of the normal basket-weave
pattern also was present (B)(H&E, original magnification X 100).
Noncaseating granulomas composed of epithelioid histiocytes were
surrounded by sparse lymphocytic inflammation (C)(H&E, original mag-
nification X200).

Presentation—Characteristic dermatologic findings
of sarcoidosis include macules, papules, nodules, and
plaques located on the face, especially the nose, cheeks,
and ears, and on the shins or ankles, as well as simi-
lar lesions around tattoos or scars. Sarcoid lesions also
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have been described as angiolupoid, lichenoid, annu-
lar, verrucous, ulcerative, and psoriasiform. Here we
present an example of the uncommon type, ichthy-
osiform. Ichthyosiform sarcoidosis is a rare variant
described primarily in dark-skinned individuals, a finding
supported by both our case and prior reports. Most
reported cases have described IS lesions as having
a pasted-on appearance, with adherent centers on
the extensor surfaces of the lower extremities, head,
and/or neck.® Our case follows this descriptive pattern
previously reported with adherent patches limited to the
lower extremities.

Histopathology—The key histopathologic finding is the
presence of noncaseating granulomas on biopsy. Sarcoid
“specific” lesions rest on the identification of the nonca-
seating granulomas, while “nonspecific” lesions such as
erythema nodosum fail to demonstrate this finding.*

Systemic Involvement—The IS type is believed to be an
excellent marker for systemic disease, with approximately
95% of reported cases having some form of systemic ill-
ness.® Acquired ichthyosis should warrant further inves-
tigation for systemic disease. Early recognition could be
beneficial for the patient because the ichthyosiform type
is believed to precede the diagnosis of systemic disease in
most cases by a median of 3 months.®

The most common site of internal sarcoid involve-
ment is the lungs, but the lymph nodes, eyes, liver,
spleen, heart, and central nervous system also can be
involved. Patients can present with nonspecific symptoms
such as erythema nodosum in the skin, dyspnea, ecough,
chest pain, vision changes, enlarged lymph nodes, head-
aches, joint pain, fever, fatigue, weight loss,.and malaise.
According to a PubMed search of articles ndexed for
MEDLINE using the term ichthyosiform sarcoidosis, 16
cases have been reported in the English-language litera-
ture (eTable).»*** Of these 16.cases)3 involved men and
13 involved women. The median.age of a patient diag-
nosed with IS was 37 years. The respiratory system was
found to be the most common organ system involved
(14 of 16 patients), with hilar adenopathy and restric-
tive lung disease being the most common findings.
Neurologic findings and hepatic involvement also were
seen in 3 and 3 patients, respectively. Eight of 16 cases had
an elevated serum angiotensin-converting enzyme level.
Details of systemic involvement in other cases of IS are
listed in the eTable.

Management—Most patients are given topical cor-
ticosteroids for their cutaneous lesions, but patients
with systemic involvement will likely need some type
of systemic immunosuppressive therapy to control their
disease. Systemic therapy often is warranted in IS because
of reports of rapid progression. Our case differs from
these prior reports in the relative stability of the disease
at the last patient encounter. Systemic treatment com-
monly includes oral corticosteroids such as prednisone.
Other options, such as hydroxychloroquine, methotrexate,
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azathioprine, pentoxifylline, thalidomide, cyclophospha-
mide, cyclosporine, and infliximab, can be considered if
other treatments fail.”® Ichthyosiform sarcoidosis patients
should continue to have regular follow-up to monitor for
disease progression.

Differential—When evaluating an acquired ichthyo-
sis, dermatologists can consider other associations such
as Hodgkin disease, hypothyroidism, multiple myeloma,
carcinomatosis, and chronic malnutrition.! Skin biopsy
demonstrating granuloma formation also is not spe-
cific for sarcoidosis. Other etiologies, such as autoim-
mune diseases, immunodeficiency disorders, infections,
foreign body granulomas, neoplasms, and drug reac-
tions, should be considered.”® All patients with acquired
ichthyosis should undergo a thorough evaluation for inter-
nal involvement.

Conclusion

We presented a case of S, a rare type of sarcoidosis
commonly associated with' further internal involvement
of the respiratoty, . nervous, or hepatic organ systems.
Recognition of an acquired form of ichthyosis and its
potential disease associations, including sarcoidosis, is
important to'improve early detection of any internal dis-
ease, allowing prompt initiation of treatment.
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APPENDIX
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