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E Ichthyosiform eruption

Original magnification x40

Figure. A, Dark brown, coarse, ichthyosiform scale on the bilateral lower legs. B, Firm pink plaques with overlying coarse
scale. C, Granulomatous inflammation throughout the dermis with mild hyperparakeratosis around a hair follicle
(hematoxylin-eosin). D, Well-formed, epithelioid granulomas (hematoxylin-eosin).

An African American woman in her 30s presented with a 6-month history of 1-cm to 2-cm

erythematous and scaly plaques on her lower legs associated with 30-kg weight loss. The WHAT IS YOUR DIAGNOSIS?
plaques began around her ankles and spread proximally, reaching the upper thighs by the

time of presentation. She also noted new lesions on her arms and abdomen in the preced- A. Plaque and ichthyosiform
ing weeks. The eruption was asymptomatic, and the plaques were preceded by lower ex- sarcoidosis

tremity edema and weakness, resulting in difficulty ambulating and frequent falls. The pa-
tient also reported allodynia, tingling, and numbness in her lower legs. She took no
medications and her medical history was significant for a first-trimester miscarriage. She
was a schoolteacher and had not traveled outside of the country in the past 10 years.

B. Lymphomatoid granulomatosis

Physical examination of her lower extremities revealed erythematous and indurated € Interstitial granulomatous
plaques, some with overlying coarse scale (Figure, A and B). Her neurological examination dermatitis
showed symmetric 4/5 strength and decreased reflexes in her lower extremities. Sensa-
tion to light touch and proprioception were diminished below the knee. Two punch biop- D. Cutaneous tuberculosis

sies were performed for histologic review (Figure, C and D).
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Diagnosis
A. Plaque and ichthyosiform sarcoidosis

Discussion

Histopathologic evaluation of the 2 different lesions showed well-
formed epithelioid granulomas distributed around neurovascular
bundles without evidence of vasculitis (Figure, C and D). Examina-
tion under polarized light revealed no foreign material. No micro-
organisms were identified with the use of special stains, including
acid-fast bacilli, Fite, and periodic acid-Schiff stains. Results of in situ
hybridization for Epstein-Barr virus were negative. Computed to-
mography of the thorax and abdomen showed bulky hilar, medias-
tinal, and retroperitoneal lymphadenopathy. An angiotensin-
converting enzyme level was found to be 145 U/L (reference range,
8-53 U/L; to convert to nanokatals per liter, multiply by 16.667). Find-
ings on electrocardiography, echocardiography, and urinalysis were
normal. Thyroid-stimulating hormone and 25-hydroxyvitamin D lev-
els were normal, but an increased level of 1,25 dihydroxyvitamin D
was noted.

To exclude a lymphoproliferative process, fine-needle aspira-
tion of a lymph node was performed, which revealed reactive
changes. Findings of antinuclear antibody and antineutrophil cyto-
plasmic antibody studies were negative, and rheumatoid factor, rapid
plasma reagin, and complement levels and QuantiFERON TB Gold
testing values were all within normal limits. Findings from sputum
acid-fast bacilli stains and Histoplasma antigen from a bronchial wash
were also negative. A diagnosis of sarcoidosis was rendered with in-
volvement of the cutaneous, pulmonary, and neurologic organ sys-
tems. The patient was treated with systemic corticosteroids and ini-
tially improved; however, she eventually relapsed and developed
cardiac disease, necessitating implantation of a left ventricular as-
sist device.

Sarcoidosis usually affects people younger than 50 years with
aslight female preponderance. Despite investigations aimed at find-
inga potential etiologic trigger, including environmental agents and
microorganisms, to our knowledge a causal agent is yet to beinden-
tified and the underlying pathophysiology of sarcoidosis remains
somewhat unclear. Certain human leukocyte antigen subtypes and
gene variations have also been implicated. Sarcoidosis causes skin
lesions in20% to 35% of affected patients with a broad array of pos-
sible cutaneous manifestations.! At least 90% of patients with
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sarcoidosis experience pulmonary involvement during the course
of the disease; however, only a small subset of these patients ex-
hibit symptoms at the time of diagnosis.? Initial assessment of sar-
coidosis should include electrocardiography, echocardiography, and
urinalysis, as well as measurement of thyroid-stimulating hormone
and 25-hydroxyvitamin D levels.> Elevated levels of angiotensin-
converting enzyme and 1,25-hydroxyvitamin D are nonspecific but
can be clues to an underlying diagnosis of sarcoidosis. Uveitis, par-
otitis, and neurologic involvement are other common features. Con-
stitutional symptoms, such as fatigue, weight loss, and night sweats,
are often present.! Patients should be evaluated for parenchymal
lung disease both with radiography and with pulmonary function
tests. Evaluation for ocular involvement is indicated even if the pa-
tientis asymptomatic. Systemic corticosteroids are the mainstay of
therapy, but a variety of topical, intralesional, systemic, and proce-
dural interventions have been used with varying levels of success.*

Red to rust-colored plaques are a relatively common manifes-
tation of sarcoidosis, butichthyosiform lesions are exceedingly rare
and could lead to diagnostic confusion.? Ichthyosiform sarcoidosis
occurs more commonly in patients who are not white and favors the
lower extremities.>© In 1 series, 95% of patients with ichthyosi-
form sarcoidosis eventually developed systemic sarcoidosis.” In ex-
tremely rare cases, ichthyosiform sarcoidosis can present as
erythroderma.® Most cases of ichthyosiform sarcoidosis present with
swelling of the affected areas, including joints.® Several cases have
been associated with peripheral nerve involvement, such as cranial
nerve palsies® or numbness in the affected regions.'® Histopatho-
logic results of ichthyosiform sarcoidosis often shows features of
both ichthyosis and sarcoidosis. Hyperkeratosis with diminish-
ment of the granular cell layer and noncaseating granulomas are of-
ten present.” Sarcoidosis should be considered in the differential di-
agnosis of acquired ichthyosis, in addition to other possible
associated diseases, such as malignant tumors (eg, Hodgkin lym-
phoma), connective tissue disease, infection (eg, leprosy), nutri-
tional deficiency, and endocrine derangements.”

This case presented a diagnostic quandary because of therela-
tive rarity of ichthyosiform sarcoidosis, the lack of pulmonary symp-
toms, and the fact that lesions were not noted in the patient’s tat-
toos. Other granulomatous diseases that can be associated with
neuropathy, such as granulomatous vasculitis or leprosy, should be
ruled out before a diagnosis of sarcoidosis is made.

for the dermatologist: part I. J Am Acad Dermatol.
2012;66(5):699.e1-699.e18.

5. Ghosh UC, Ghosh SK, Hazra K, Mondal A.
Ichthyosiform sarcoidosis revisited. Indian J
Dermatol Venereol Leprol. 2013;79(6):795-798.

Department of Dermatology, MedStar Georgetown
University Hospital-Washington Hospital Center,
110 Irving St NW, 6th Floor GME Office,
Washington, DC 20010 (ksaardi@gmail.com).

Published Online: May 13, 2020.
doi:10.1001/jamadermatol.2020.1081

Conflict of Interest Disclosures: None reported.

Additional Contributions: We thank the patient for
granting permission to publish this information.

Self-assessment Credit: This article is eligible for
journal-based self-assessment (1 credit) for
Maintenance of Certification (MOC) from the

REFERENCES

1. lannuzzi MC, Rybicki BA, Teirstein AS.
Sarcoidosis. N Engl J Med. 2007;357(21):2153-2165.

2. Haimovic A, Sanchez M, Judson MA, Prystowsky
S. Sarcoidosis: a comprehensive review and update
for the dermatologist: part Il. J Am Acad Dermatol.
2012;66(5):719.e1-719.€10. doi:10.1016/j.jaad.2012.
02.003

3. Wanat KA, Rosenbach M. Cutaneous sarcoidosis.
Clin Chest Med. 2015;36(4):685-702. doi:10.1016/.
ccm.2015.08.010

4. Haimovic A, Sanchez M, Judson MA, Prystowsky
S. Sarcoidosis: a comprehensive review and update

6. Kelley BP, George DE, LeLeux TM, Hsu S.
Ichthyosiform sarcoidosis. Dermatol Online J.
2010:16(8):5.

7. Cather JC, Cohen PR. Ichthyosiform sarcoidosis.
JAm Acad Dermatol. 1999;40(5, pt 2):862-865.

8. Feind-Koopmans AG, Lucker GPH, van de
Kerkhof PCM. Acquired ichthyosiform
erythroderma and sarcoidosis. J Am Acad Dermatol.
1996;35(5, pt 2):826-828.

9. Matarasso SL, Bruce S. Ichthyosiform
sarcoidosis. Cutis. 1991;47(6):405-408.

10. Hess SP, Agudelo CA, White WL, Jorizzo JL.
Ichthyosiform and morpheaform sarcoidosis.
Clin Exp Rheumatol. 1991;8(2):171-175.

JAMA Dermatology Published online May 13,2020

jamadermatology.com

O0000000000 QO CPE3eArericaMepicapssocation Arightyeseved. 17 1] [ (] [J [ www.medicool.cn

Downloaded From: https://jamanetwork.com/ by a Uppsala University User on 05/14/2020


mailto:ksaardi@gmail.com
https://jamanetwork.com/journals/jama/fullarticle/10.1001/jamadermatol.2020.1081?utm_campaign=articlePDF%26utm_medium=articlePDFlink%26utm_source=articlePDF%26utm_content=jamadermatol.2020.1081
http://www.abderm.org
https://www.ncbi.nlm.nih.gov/pubmed/18032765
https://dx.doi.org/10.1016/j.jaad.2012.02.003
https://dx.doi.org/10.1016/j.jaad.2012.02.003
https://dx.doi.org/10.1016/j.ccm.2015.08.010
https://dx.doi.org/10.1016/j.ccm.2015.08.010
https://www.ncbi.nlm.nih.gov/pubmed/22507585
https://www.ncbi.nlm.nih.gov/pubmed/22507585
https://www.ncbi.nlm.nih.gov/pubmed/24177612
https://www.ncbi.nlm.nih.gov/pubmed/24177612
https://www.ncbi.nlm.nih.gov/pubmed/20804682
https://www.ncbi.nlm.nih.gov/pubmed/20804682
https://www.ncbi.nlm.nih.gov/pubmed/10321636
https://www.ncbi.nlm.nih.gov/pubmed/8912596
https://www.ncbi.nlm.nih.gov/pubmed/8912596
https://www.ncbi.nlm.nih.gov/pubmed/1879177
https://www.ncbi.nlm.nih.gov/pubmed/2338012
http://www.jamadermatology.com/?utm_campaign=articlePDF%26utm_medium=articlePDFlink%26utm_source=articlePDF%26utm_content=jamadermatol.2020.1081

