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Solitary leg ulcer in a renal transplant recipient
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CASE HISTORY

A 44-year-old Asian woman presented 3 years after a kidney transplant with a 1-month history of a painful
and enlarging lesion on the left shin. She was on 6.5 mg tacrolimus once daily, 360 mg mycophenolic acid
twice a day, and 5 mg prednisolone once daily for posttransplant immunosuppression. A systemic review
revealed a nonproductive cough without associated fever or neurologic symptoms. A physical examination
showed a nodule on the left shin with central crateriform depression. The left shin lesion progressed to
ulcerate (Fig 1, A and B), leaving a 1.5-cm shallow ulcer with a sloughy base. There was no purulent discharge.
Histopathology revealed a diffuse dermal infiltrate of clear-to-foamy macrophages containing engulfed, small

fungal yeast forms (Fig 2).

Question 1: What other common sites of sys-
temic involvement would you likely expect?

A. Kidney and lymph node

B. Lung and spine

C. Kidney and central nervous system (CNS)
D. Eye and spine

E. Lung and CNS

Answers:

A. Kidney and lymph node — Incorrect. The
dissemination of cryptococcosis occurs via the he-
matogenous route; however, the kidneys are less
frequently involved. The lymph nodes are also not
commonly involved in disseminated cryptococcosis.

B. Lung and spine — Incorrect. While approxi-
mately 25% to 54% of organ transplant recipients
with cryptococcosis have pulmonary infections,
osteoarticular involvement is less likely, with an
estimated prevalence of 5%." Cryptococcal osteo-
myelitis occurs as a result of hematogenous dissem-
ination following pulmonary infection.”

C. Kidney and CNS — Incorrect. Cryptococcus has
a predilection for the CNS, but kidney involvement
is less commonly seen.

D. Eye and spine — Incorrect. While the eye may
be involved as part of the CNS, the spinal vertebrae
are not common sites of cryptococcal involvement.

E. Lung and CNS — Correct. Cutaneous crypto-
coccosis is the third-most common manifestation of
disseminated cryptococcosis, after the CNS and
pulmonary, but the incidence remains uncommon.
In a review of 146 solid organ transplant recipients
(half of whom were renal transplant recipients) with
cryptococcosis, Sun et al’ reported that cutaneous
manifestations occurred in 26 (17.8%) cases.

Question 2: Which type of stain would best help
detect the pathology?

A. Gomori methenamine silver

B. Fite

C. Warthin-Starry
D. Giemsa

E. Mucicarmine

Answers:

A. Gomori methenamine silver — Incorrect. Go-
mori methenamine silver is a special stain to detect
fungi by outlining stained polysaccharides in the
fungi cell walls. However, it is usually not specific
enough to identify definitive species based on
fungal morphology.

B. Fite — Incorrect. Fite stain is used to detect the
acid-fast bacillus Mycobacterium leprae and other
bacterial infections, including nocardiosis. This stain
uses peanut oil mixed with xylene in the deparaffi-
nization, protecting the waxy cell walls of the
bacteria from organic solvents.

C. Warthin-Starry — Incorrect. This silver stain
identifies spirochetes and Helicobacter pylori and
Bartonella henselae in cat-scratch disease.

D. Giemsa — Incorrect. Giemsa stain, a type of
Romanowsky stain, is a gold-standard staining tech-
nique used for thin and thick smears to examine
blood for malaria parasites. It is also used as a
differential stain for diagnosing Chlamydia tracho-
maltis, Borrelia species, Yersinia pestis, Histoplasma
species, and Pneumocystis jiroveci cysts.

E. Mucicarmine — Correct. Blastomycosis and
histoplasmosis can mimic cryptococcosis both clin-
ically and histopathologically. Mucicarmine stain
highlights both the capsular and yeast forms of
cryptococcus. Conversely, this stain is usually nega-
tive or focally positive in blastomycosis and
histoplasmosis.

Question 3: What is the most appropriate initial
treatment?

A. Benzylpenicillin
B. Amphotericin B
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C. Amikacin
D. Terbinafine

E. Caspofungin
Answers:

A. Benzylpenicillin — Incorrect. Benzylpenicillin
is an antibiotic that is highly active against Strepto-
coccus pneumoniae and the Lancefield group A
B-hemolytic streptococcus.

B. Amphotericin B — Correct. According to the
Infectious Diseases Society of America guidelines,
the recommended therapy for disseminated crypto-
coccosis in organ transplant recipients is liposomal
amphotericin B (3-4 mg/kg/day, intravenously) plus
flucytosine (100 mg/kg/day in 4 divided doses) for
at least 2 weeks, followed by fluconazole (400-
800 mg [6-12 mg/kg] per day, orally) for 8 weeks,
with a tapered lower dose of fluconazole (200-
400 mg/day, orally) for 6 to 12 months.” Flucytosine
targets pyrimidine biosynthesis and is not used as a
sole therapy because strains frequently become
resistant. The risk of amphotericin B—related neph-
rotoxicity warrants the close monitoring of renal
function to detect early signs of renal allograft loss.

C. Amikacin — Incorrect. This is a semisynthetic,
broad-spectrum aminoglycoside antibiotic with
bactericidal activity and is usually given in associa-
tion with B-lactams for the treatment of severe
gram-negative infections.

D. Terbinafine — Incorrect. Oral terbinafine is not
the recommended antifungal therapy for
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disseminated cryptococcosis. In resource-limited
environments, patients with CNS or disseminated
disease should receive induction therapy with flu-
conazole (at least 800 mg per day; 1200 mg per day
is preferred) for at least 10 weeks or until cerebro-
spinal fluid culture results are negative.’

E. Caspofungin — Incorrect. Caspofungin is a
member of the echinocandin class of (1,3)8-glucan
synthase inhibitors that are effective against many
species of fungi. However, Cryptococcus species are
intrinsically resistant, both in vitro and in vivo, to
caspofungin and other echinocandins and, hence,
would not be a suitable option here.

Abbreviation used:

CNS: central nervous system
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