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Figure. A, Pink-purple papules on the extensor surface of the arms. B, Biopsy results show a nodular to diffuse lymphohistiocytic infiltrate (hematoxylin-eosin).
C, Admixed atypical, irregularly contoured lymphocytes with numerous histiocytes are present. D, Biopsy results show low CD4 signal and robust CD8 signal

(magnification x20).

A man in his 50s was referred to the dermatology clinic with a diagnosis of granuloma an-

nulare made on the basis of prior skin biopsy results. He had been treated by a rheumatolo- WHAT IS YOUR DIAGNOSIS?
gist for polyarticularinflammatory arthritis involving the wrists, metacarpophalangeal joints,
and proximal interphalangeal joints, as well as fatigue and dyspnea on exertion. Examina- A. Cutaneous T-cell lymphoma

tionrevealed numerous, pink-purple dermal papules on the trunk and extremities, with pref-
erence for the extensor surfaces of the arms (Figure, A) and legs. No lymphadenopathy was
noted. The patient reported a 5- to 7-kg weight loss without fever or sweats. His pulmo-
nary and joint symptoms were relieved by daily oral prednisone and flared with taper be-

B. Granuloma annulare

low 10 mg. Other medications prescribed included hydroxychloroquine, 400 mg, daily for C. Small-vessel vasculitis
18 months and weekly adalimumab injections for 7 months, without improvement.
Pulmonary function testing revealed mild restrictive disease with decreased forced vi- D. Sarcoidosis

tal capacity and total lung capacity. Results of a complete blood cell count and metabolic
panel; hemoglobin Al_; viral and rheumatologic panels, including HIV blood tests; chest ra-
diograph; high-resolution chest computed tomographic scan; echocardiography; endo-
scopic studies; hand radiographs; and serum and urine protein electrophoresis were nor-
mal or otherwise unremarkable. The results of lesional skin biopsies obtained from multiple
involved sites initially revealed nonspecific granulomatous dermatitis before a diagnostic
biopsy was performed (Figure, B, C, and D).
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Diagnosis
A. Cutaneous T-cell ymphoma

Microscopic Findings

On further histopathological evaluation, lymphocytes presentin skin
biopsy specimens stained positive for CD3, with an inverted CD8
to CD4 ratio, and were predominantly a/B positive. Many
CD8-positive cells displayed hyperchromicity, irregular nuclear con-
tours, and focal perinuclear halos. Most T cells were a/8 positive, and
few y/&-positive cells were present. Staining with CD30 high-
lighted rare scattered cells, and CD56 results were negative. Flow
cytometric analysis of bone-marrow aspirate revealed lympho-
cytes with an atypical CD3-negative, CD4-negative, CD5-positive,
CD8-positive phenotype representing 2% of total cells. Quantita-
tive immunoglobulins testing and Epstein-Barr encoding region in
situ hybridization of tissue and bone marrow were performed, and
the results were negative. Matching clonal rearrangements were
identified through T-cell receptor polymerase chainreaction on 3 skin
biopsy specimens and a bone marrow sample. Based on the histo-
pathologic findings, the patient was diagnosed with CD8-positive
granulomatous cutaneous T-cell ymphoma (CTCL).

Discussion

Cutaneous T-cell lymphoma encompasses a diverse group of cuta-
neous neoplasms characterized by clonal T-cell proliferation with het-
erogenous histological and clinical features." In most cases, the im-
plicated cloneis a skin-homing CD4-positive memory T cell; however,
rare cases of CD8-positive CTCL have been reported, with variable
prognosis ranging from indolent to aggressive."

Clinical subtypes in CD8-positive CTCL overlap with those seen
in CD4-positive CTCL and include granulomatous variants."? Granu-
lomas are a well-known feature of nodal lymphomas; however,
granulomatous CTCL (GCTCL) isitself arare entity noted inonly 2%
of all CTCL cases.?*> Given its rarity, GCTCL is not yet fully under-
stood or recognized in the World Health Organization classification
of cutaneous lymphomas. However, it is considered a separate en-
tity from mycosis fungoides, granulomatous slack skin, and granu-

lomatous mycosis fungoides. Whether granuloma formation repre-
sents a specific disease variant or is due to nonspecific reactive
inflammation is unclear.® Granulomatous CTCL is commonly misdi-
agnosed as granulomatous dermatitis or similar conditions if lym-
phocytic atypia is not readily detectable on biopsy results.>4© In
1report, a patient with CD8-positive CTCL was initially misdiag-
nosed with granuloma annulare; it is likely that the present patient
was similarly misdiagnosed. The clinical course of GCTCL has not
been established. Early reports of improved prognosis have been fol-
lowed by later reports documenting prognosis similar to that of other
CTCL variants.2*®

Given the rarity of both CD8-positive CTCL and GCTCL, only
9 other cases of CD8-positive GCTCL have been documented in the
literature. Most patients were noted to have erythematous pap-
ules and nodules on the extremities and occasionally on the trunk.
The histopathological findings establishing the diagnosis in these pa-
tients centered on the presence of atypical CD3-positive/CD8-
positive lymphocyticinfiltration, as noted here.>*-¢ Studies in which
T-cell receptor polymerase chain reaction was performed similarly
documented clonal proliferation.>® Of note, many patients with re-
ported CD8-positive GCTCL had underlying immunodeficiency, in-
cluding common variable immunodeficiency, acquired immunode-
ficiency syndrome, and X-linked agammaglobulinemia; this
association is postulated to stem from a predisposition to granu-
loma formationin these disease states.>® Noimmunodeficiency pre-
ceding the onset of symptoms was identified in this patient after ex-
tensive evaluation.

A case series of CD8-positive GCTCL identified lung granulo-
mas in all 4 cases reported.® One patient also developed bilateral
metacarpophalangeal joint destructive arthritis, demonstrating the
potential systemic manifestations of GCTCL.> However, it is un-
clear whether the present patient's pulmonary symptoms and ar-
thritis are related to GCTCL.

Psoralen plus UV-A therapy has been successfulin multiple pa-
tients with GCTCL and in 2 patients with CD8-positive GCTCL.%#
Other options may include methotrexate, bexarotene, and total skin
electron beam therapy.
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