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CLINICAL VIGNETTE
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Case Presentation

A 69-year-old male with hypertension, hypercholesterolemia,
and glucose intolerance presented with a three month history
of an intermittent pruritic untreated rash that primarily
affected his arms, trunk, and lower legs. The pruritus was
exacerbated by heat but was otherwise asymptomatic. He had
no prior history of similar rashes. Medical history was
negative for skin cancer, tanning, or excessive sun exposure.

Physical examination revealed multiple coalescing pink scaly,
occasionally ovoid, patches on the bilateral upper extremities
and bilateral lower legs with less prominent involvement of
chest, abdomen, and back (Figure A). A few patches on the
bilateral upper arms proximal to the triceps demonstrated
subtle crinkling atrophy (Figure B).

The clinic differential diagnoses included an eczematous
dermatitis and mycosis fungoides. Two punch biopsies were
performed. The patient was prescribed triamcinolone (TAC)
0.1% cream to use twice daily for a four-week trial. Pathology
examination revealed a superficial band-like infiltrate of
lymphocytes (Figure C) and epidermotropism (Figure D). The
epidermotropic lymphocytes displayed irregularity in nuclear
size and shape (Figure E) with CD4 to CD8-positive T-
lymphocyte ratio of approximately 3:1 and loss of CD7
staining (Figure F). A Periodic Acid Schiff (PAS) stain was
negative for fungal organisms.

After clinicopathologic correlation, the patient was diagnosed
with stage IA mycosis fungoides. He had already noticed
marked improvement of his lesions with use of the TAC
cream. He was instructed to taper his dosage of TAC cream to
once every other day. He was also referred to Hematology-
Oncology.

The patient later discontinued the TAC cream and switched to
3 times per week casual sun exposure to affected areas. To
date, he remains in clinical remission with no symptomatic or
clinically apparent lesions.

Discussion

Mycosis Fungoides (MF) is a form of cutaneous T-cell
lymphoma (CTCL). ' MF is the most common primary
cutaneous lymphoma and represents about 44% of primary
cutaneous lymphomas." The disease is characterized by a
proliferation of small- to medium-size T lymphocytes that are
epidermotropic and contain cerebriform nuclei.!

The median age of diagnosis of MF is between 55-60 years
old, and the incidence in males is approximately twice that
seen in females.' Staging of mycosis fungoides is dependent
on the type of lesion seen (patch vs plaque vs tumor), as well
as body surface area involvement, with an increased risk of
mortality for more advanced stages of the disease. Cutaneous
lesions classically affect photoprotected sites such as the
breasts, buttocks, inner arms, groin, and lower trunk. Breasts,
lower trunk and groin may appear at different stages of
progression.'” Ulceration of cutaneous lesions is a poor
prognostic factor. The risk factors for MF include male
gender, African-American ancestry, and advanced age.’

MF cells usually arise from CD4" CD45RO" effector memory
T cells, which express CCR4 receptors, CCR6, and CCR10;
therefore, they fail to circulate in peripheral blood and instead
remain fixed within the skin.* Chronic antigenic stimulation,
which leads to clonal expansion of the effector memory T
cells, is implicated in the development of MF.> Although the
mechanism of pathogenesis has not been fully elucidated,
CTCL is resistant to apoptosis in vivo and extrinsic factors,
such as increased number of dendritic cells in early lesions
that may contribute to the early growth of MF tumors.>*

Unlike B-cell lymphomas, the T-cell receptor (TCR) gene loci
are rarely involved in chromosomal translocation in T-cell
lymphoproliferative disorders. Several different regulatory
cell-cycle pathways are thought to contribute to the
development of CTCL, and include NF-kB (constitutive
activation), diminished Fas expression (reduced sensitivity to
apoptosis), cyclin upregulation, and loss of RB1.*

Diagnosing MF usually requires multiple biopsies and may be
clinically challenging due to its often non-specific



presentation. Furthermore if initial biopsies show few reactive
lymphocytes that lack cellular atypia, it can be mistaken for an
inflammatory skin disease.” When present, crinkling or
“cigarette paper” atrophy of cutaneous lesions is a key
diagnostic clue. One retrospective study found the median
time from symptom onset to diagnosis of MF was 3-4 years
but can range to greater than 40 years." Even though typical
early MF displays nonspecific histological findings,
identifying a population of cells lacking CD2, CDS, and/or
CD7 is highly specific (>90%) for MF.* The International
Society for Cutaneous Lymphoma (ISCL) developed a point-
based diagnostic algorithm to standardize the diagnostic
criteria for MF given the often non-specific histopathologic
findings.

The 5-year survival rate of MF is 91%.> Stage IA MF patients
have similar life expectancies as their counterparts of the same
age, sex, and race.” Treatment depends on the extent of the
disease, the patient’s risk factors, and the impact on the
patient’s quality of life.” Early MF (stages IA-IIA) treatment
may include skin-directed therapies including topical
corticosteroids, topical nitrogen mustard, topical retinoids,
phototherapy, total skin electron beam therapy, and low-dose
local radiation therapy.” Advanced stage (IIB-IVB) treatment
requires systemic therapy. Treatments of advanced MF can
include immunomodulators (interferons and retinoids), histone
deactylase inhibitors, alemtuzumab, chemotherapy for
refractory or rapidly progressive advanced MF, and allogenic
stem cell transplant for advanced disease, which is potentially
curative.’

Figure Titles and Legends

Figure A. Clinical Image: Ovoid patch on right thigh.

Figure B. Clinical Image: Ovoid patch on left arm.

-

Figure C. Histopathology Image: Low-magnification of
biopsied skin revealed a superficial band-like infiltrate of
lymphocytes with extension upward into overlying epidermis
(epidermotropism) (hematoxylin and eosin at 100x).
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Figure D. Histopathology Image: Closer examination of
epidermotropic lymphocytes revealed some “lining up” along
the dermal-epidermal junction as well as focal clustering
within overlying somewhat thinned epidermis (hematoxylin
and eosin at 200x).
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Figure F. Histopathology Image: Pertinent
immunohistochemical staining revealed the following: A)
Associated  superficial ~dermal and  epidermotropic
lymphocytes are predominantly CD4-positive T-helper
lymphocytes; B) A subset of associated lymphocytes - to
include rare epidermotropic lymphocytes - are CD8-positive
cytotoxic T-lymphocytes, observed in an approximate ratio of
CD4:CD8 = 3:1; C) Epidermotropic lymphocytes show near
total loss of CD7 (CD4, CD8, CD7 immunohistochemistry,
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respectively at 400x).
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