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A 58-year old African-American woman presented with a 3-year history of scaly plaques on her legs. Prior
treatment consisted of triamcinolone cream and compression stockings. Examination found thin, red-brown
rhomboidal plaques with adherent scale on anterior legs bilaterally (Fig 1) and no other skin involvement.
Review of systems was positive for chronic dyspnea on exertion. Tuberculin test was negative. A punch biopsy
found numerous deep dermal noncaseating granulomas composed of epithelioid cells and giant cells
surrounded by a pauci-cellular cuff of lymphocytes (Fig 2). Fite and periodic acid—Schiff stains were negative,

and foreign body was not seen on birefringence.

Question 1. What is your diagnosis?

A. Granulomatous cutaneous T cell lymphoma

B. Ichthyosis vulgaris

C. Ichthyosiform sarcoidosis
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D. Leprosy
E. Secondary syphilis

Answers:

A. Granulomatous cutaneous T cell lymphoma —
Incorrect. Granulomatous mycosis fungoides has not
been reported with ichthyosis features. Although
histopathology finds multinucleated giant cells an-
d/or sarcoidal granulomas, these are often accompa-
nied by atypical lymphocytes and epidermotropism
in about half of cases." Granulomatous slack skin is
another entity with overlapping histologic features
with granulomatous mycosis fungoides but is rare.
Granulomatous slack skin differs clinically by the
development of bulky skin folds.

B. Ichthyosis vulgaris — Incorrect. Ichthyosis vul-
garis presents with these clinical findings, but his-
topathology would find mild hyperkeratosis and a
diminished granular layer. Granulomas would not
be present.

C. Ichthyosiform sarcoidosis — Correct. Ichthyosi-
form sarcoidosis is a rare cutaneous form of sarcoid
that presents with polygonal, adherent scales on the
lower extremities. Histologically, sarcoidal granu-
lomas are found in the dermis with epidermal
changes consistent with ichythosis.”

D. Leprosy — Incorrect. Leprosy is a chronic
granulomatous condition caused by Mycobacterium
leprae, an acid-fast mycobacterium. Sarcoid and
leprosy have overlapping clinical and histopatho-
logic findings, and ichthyosis can be seen in both. In
tuberculoid leprosy, skin biopsy would find epithe-
lioid granulomas traveling with neurovascular bun-
dles, with absent or few acid-fast bacilli. The most
common presentation of tuberculoid leprosy is a
single anesthetic lesion. Lepromatous leprosy
would lack epithelioid granulomas, and acid-fast
bacilli would be numerous.”

E. Secondary syphilis — Incorrect. Syphilis is
caused by the spirochete Treponema pallidum.
Although secondary syphilis can present with a
granulomatous pattern, it is uncommon. Most gran-
ulomatous cases have papules or nodules clini-
cally.” Spirochetes would be identified by
Treponema pallidum immunohistochemistry.

Question 2. Which of the following is the next
best step in management?

A. Administer intramuscular (IM) penicillin

B. Check serum angiotensin-converting enzyme
(ACE) level
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C. Order chest radiograph and pulmonary func-
tion tests

D. Refer to infectious disease department to start
multidrug therapy

E. Start topical triamcinolone
Answers:

A. Administer IM penicillin — Incorrect. A sin-
gle IM injection of benzathine penicillin G is US
Food and Drug Administration approved for
treatment of primary, secondary, or early latent
syphilis.

B. Check serum ACE level — Incorrect. Studies
found that serum ACE levels have limited utility as a
diagnostic test and may be more appropriately used
for monitoring disease progression. This is not the
next best step in management.

C. Order chest radiograph and pulmonary func-
tion tests — Correct. Chest radiography and pulmo-
nary function tests should be ordered in any patient
with cutaneous findings that are clinically and his-
topathologically consistent with sarcoidosis to eval-
uate for lung involvement, particularly in the case of
ichthyosiform sarcoidosis, where one study found
95% of patients have systemic involvement at the
time of diagnosis.” Chronic lung disease caused by
sarcoidosis can progress to pulmonary fibrosis,
leading to increased morbidity and mortality. Elec-
trocardiogram and ophthalmologic examination
should also be performed in the workup for sys-
temic disease.

D. Referral to infectious disease to start multidrug
therapy — Incorrect. Infectious disease referral
would be appropriate in the case of leprosy.
Treatment typically requires multidrug therapy
including rifampicin, dapsone, and, in some cases,
clofazimine.

E. Start topical triamcinolone — Incorrect.
Although the first-line treatment for skin-limited
disease includes topical or intralesional corticoste-
roids, this patient should first undergo thorough
evaluation for systemic involvement.

Question 3. Which of the following agents has
been reported to cause cutaneous sarcoid?

A. Cytotoxic T-lymphocyte-associated antigen-4
(CTLA)-4 inhibitors

B. Programmed cell death-1 receptor (PD-1)
inhibitors

C. Interleukin (IL)-17 inhibitors
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D. Janus kinase (JAK) inhibitors
E. Aand B

Answers:

A. CTLA-4 inhibitors — Incorrect. Both CTLA-4
and PD-1 inhibitors are reported to cause cutaneous
sarcoid.

B. PD-1 inhibitors — Incorrect. Both CTLA-4 and
PD-1 inhibitors are reported to cause cutaneous
sarcoid.

C. IL-17 inhibitors — Incorrect. IL-17 inhibitors
(eg, secukinumab, brodalumab, and ixekizumab)
target the IL-23/T helper cell 17 pathway and are
used for the treatment of psoriasis, psoriatic arthritis,
and ankylosing spondylitis. They have not been
reported to cause cutaneous sarcoidosis.

D. JAK inhibitor — Incorrect. JAK inhibitors, such
as tofacitinib, block cytokine signaling through the
JAK-STAT signaling pathway and are used to treat
autoimmune diseases like psoriasis, ulcerative coli-
tis, and rheumatoid arthritis. Recent evidence sug-
gests that JAK inhibitors may be used for the
treatment of sarcoidosis. They have not been re-
ported to cause cutaneous sarcoidosis.

E. A and B — Correct. Both CTLA-4 inhibitors and
PD-1 inhibitors are immune checkpoint inhibitors
used to treat various malignancies. They act to
enhance the immune response against tumor cells;
thus, immune-related adverse events are conse-
quences of therapy. Both ipilimumab (anti—CTLA-
4) and nivolumab (anti—PD-1) have been reported
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individually (and in combination) to cause cuta-
neous sarcoidosis.” Clinicians should maintain a
high index of suspicion for medication-induced
cutaneous sarcoidosis in patients on immune check-
point inhibitor therapy who present with sarcoidal
lesions.

Abbreviations used:

ACE: angiotensin-converting enzyme

CTLA-4: cytotoxic T-lymphocyte-associated antigen-
4

IL: interleukin

IM: intramuscular

JAK: janus kinase

PD-1: programmed cell death-1 receptor
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