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Abstract 

Definitive diagnosis of cutaneous lymphoproliferative disorders is one of the most challenging issues in dermatopathology owing 

to the broad spectrum of clinical and histopathological presentations. We report a case of a 73-year-old woman who presented 

with a single, asymptomatic plaque limited to her left collarbone. This was followed by the appearance of several plaques and 

patches in addition to a tumor. Her initial biopsy suggested a CD4/CD8 double negative mycosis fungoides (MF).  However, the 

rapidly progressive course of her disease is worrisome for peripheral T-cell lymphomas-not otherwise specified (PTCL-NOS). 

Subsequent biopsies revealed epidermal spongiosis with subepidermal edema and possible nodal involvement by cutaneous T-cell 

lymphoma. The rare combination of these pathologic features demonstrates the difficulty of diagnosing atypical 

lymphoproliferative disorders.  

Introduction 

Cutaneous T-cell lymphomas (CTCLs) and peripheral T-cell lymphomas (PTCLs) are rare forms of non-Hodgkin’s lymphoma.
 

CTCLs are characterized by malignant, atypical, clonal T-lymphocyte infiltrate of the skin, with mycosis fungoides (MF) being 

the most common subtype [1]. MF typically begins with multiple patches on the skin that may progress to plaques and tumors [2].
 

Late in the disease, lymph nodes and visceral organs can become involved [2]. The stages of disease are based on skin, lymph 

node, visceral, and blood involvement, and the extent of involvement is assessed by medical history, physical exam, skin biopsy, 

flow cytometry, and molecular studies [2]. Patients with limited patches or plaques involving less than 10% of the body, stage IA 

or T1, often do not progress in their disease [2].
 
There is no cure for CTCL, but correct identification and management of the 

disease can reduce symptoms and induce remission [2].  

PTCL-NOS is one of the most common subtypes of PTCL and consists of a heterogeneous group of cases that do not fall into 

more specific PTCL categories [3]. PTCL-NOS is characterized by aggressive disease and unfortunate outcome, with 20-30% of 

patients having a 5-year survival [4]. Although the disease is usually nodal, it can have skin involvement [3].  

We present a case of an undiagnosed lymphoproliferative disorder with unusual clinical and pathological features. 

Case synopsis 
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A woman in her 70s with no significant past medical history was referred to the clinic with a one-month history of a single, non-

painful, non-pruritic, red plaque overlying her left collarbone that remained stable in size. A biopsy showed atypical lymphoid 

infiltrate of the dermis associated with multiple foci of epidermotropism including Pautrier microabscesses (Figure 1). The biopsy 

was negative for CD4, CD8, CD30, and CD56, but positive for CD3, CD5, and CD7. This finding is suggestive of CD4/CD8 

double negative MF, which is a rare variant of CTCL. Furthermore, the patient noticed a similar eruption on her left posterior 

flank area a few weeks after the initial plaque. Staging of her disease was IA with limited plaque involvement.  

 
Figure 1. Hematoxylin and eosin (H&E) staining of left upper chest shave biopsy showing atypical lymphoid infiltrate of the dermis associated 

with multiple foci of epidermotropism including Pautrier microabscesses, 200x. 

 

Considering the patient’s rapid clinical progression, a more aggressive therapy was needed. The patient was given local electron 

beam radiotherapy that resolved the left posterior flank lesion and softened and thinned the left clavicular lesion to a red, ill-

defined patch within 2 months. However, 3 months after radiotherapy, the patient began developing new, symmetrically 

distributed plaques above her waist and right hip (Figure 2).  

 
Figure 2. Breakout of patches and plaques 3 months after radiation. 

 

The patient had annular plaques on her left breast in an unusual chrysanthemum pattern with gyrate erythema, a maze-patterned 

plaque on her left antecubital fossa (Figure 3), oval light patches in the groin, and annular plaques on her trunk, right lower 

abdomen (Figure 4), right lateral thigh, medial left thigh, right shin, and bilaterally on the dorsum of her hands. In addition, she 



had a relapse of the original tumor overlying her left clavicle, composed of erythematous patches and plaques seven months after 

radiotherapy. She was restaged to IIB or T3, with patches and plaques covering more than 10% of her skin surface in addition to a 

tumor. The combination of diverse pathologies found in biopsies further complicated the case.  

 
Figure 3. Chrysanthemum patterned plaque on left breast and maze-patterned plaque on left antecubital fossa. 

 
Figure 4. Annular plaques on right lower abdomen with edematous microvesiculations. 

The patient was administered romidepsin 9 months after her initial plaque eruption. Approximately 12 days later, a left arm skin 

punch biopsy showed extensive subepidermal edema and lymphocytic infiltrate with eosinophils and rare neutrophils (Figure 5). 

Her plaque lesions had superficial spongiotic vesicles. The patient’s right axillary node enlarged two months later, and a biopsy 

showed diffuse infiltrate of small lymphocytes with oval, irregular nuclei. The node was nearly 100% CD3 positive in most areas. 

A flow cytometry showed aberrant T-cells in 51% of lymphocytes and was positive for CD2, CD3, CD5, CD7, CD25, CD26, and 

CD52, partially positive for CD8 cells, and negative for CD4, CD56, and TCR gamma delta. Three months after starting 

romidepsin, the patient developed a tumor on her right dorsal wrist and left lateral neck. Her disease was restaged to IVa due to 

her skin, blood, and lymph node involvement, but lack of visceral organ involvement.  



 

 

 
Figure 5. H&E staining from left upper arm skin punch biopsy showing epidermal spongiosis and subepidermal edema with interstitial and 

perivascular lymphocytic infiltrate after treatment with romidepsin, 200x. 

Approximately two years after her initial eruption, the patient started single agent gemcitabine. After two doses, the patient 

attained a near partial response. The maze-patterned lesion on her left antecubital fossa decreased in height and erythema. The 

plaque on her left hip resolved and the chrysanthemum patterned plaque on her left breast flattened. 

Discussion 

The broad clinicopathological spectrum of lymphoproliferative disorders make diagnosis challenging. MF can range from a 

presentation of classic lymphoma to lesions mimicking other inflammatory dermatoses, and is typically diagnosed based on the 

presence of atypical epidermotropic T-lymphocytes predominating over spongiosis, lichenoid lymphoid infiltrate with lining up of 

atypical lymphocytes at the dermoepidermal junction, Pautrier microabscesses, or wiry collagen in the papillary dermis [4, 5]. 

Some variants consist of lesions in unique anatomical sites, a single lesion, clinical variation of the lesion, or masked disease due 

to other medical conditions [6]. The patient’s initial biopsy showed prominent atypical lymphoid infiltrate of the dermis with 

epidermotopism and Pautrier microabscesses that are rarely found in MF, but are pathognomonic of the disease. A critical feature 

for histopathological diagnosis of MF has typically been the absence of spongiotic microvesiculation, so the finding of epidermal 

spongiosis with subepidermal edema and interstitial and perivascular lymphocytic infiltrate with eosinophils and rare neutrophils 

in a biopsy was not consistent with typical MF [6]. Yet, the findings could also be due to her treatment with romidepsin that can 

remove epidermal cells and cause fluid edema. The romidepsin decreased her epidermal tumors after 3 weeks and prevented 

transformation into large cell lymphoma. Her lesions are not classically MF and have an edematous, microvesicular appearance 

seen in inflammatory dermatoses such as contact dermatitis. The chrysanthemum patterned lesion with edematous gyrate, oval 

light patches, and maze-patterned lesions are also unusual. The diffuse infiltrate of lymphocytes with irregular nuclei in her 

axillary lymph node suggests nodal involvement by cutaneous T-cell lymphoma.  

 

Our case is noteworthy because the patient initially presented with a single, solitary plaque instead of multiple patches or plaques 

that would be seen in MF. She responded to radiotherapy with near-complete resolution of her plaques, but new lesions erupted 

aggressively 3 months after radiotherapy in a symmetrical distribution. Her biopsies showed a combination of pathologies 

suggesting possible double negative mycosis fungoides, inflammatory dermatoses, and potential cutaneous reaction to romidepsin, 

while her rapid clinical progression of new lesions was more suggestive of PTCL-NOS. The unusual clinical and pathological 

features are demonstrative of an atypical lymphoproliferative disorder that is yet to be definitely diagnosed. 

 

References 



1. Olsen EA, Whittaker S, Kim YH, Duvic M, Prince HM, Lessin SR, Wood GS, Willemze R, Demierre MF, Pimpinelli N, 

Bernengo MG, Ortiz-Romero PL, Bagot M, Estrach T, Guitart J, Knobler R, Sanches JA, Iwatsuki K, Sugaya M, Dummer R, 

Pittelkow M, Hoppe R, Parker S, Geskin L, Pinter-Brown L, Girardi M, Burg G, Ranki A, Vermeer M, Horwitz S, Heald P, 

Rosen S, Cerroni L, Dreno B, Vonderheid EC. Clinical end points and response criteria in mycosis fungoides and Sézary 

syndrome: a consensus statement of the International Society for Cutaneous Lymphomas, the United States Cutaneous 

Lymphoma Consortium, and the Cutaneous Lymphoma Task Force of the European Organisation for Research and Treatment 

of Cancer. Journal of Clinical Oncology. 2011;29(18):2598-2607. [PMID:21576639]   

2. Hughes CF, Newland K, McCormack C, Lade S, Prince HM. Mycosis fungoides and Sézary syndrome: Current challenges in 

assessment, management and prognostic markers. Australasian Journal of Dermatology. 2015. [PMID:25988337]  

3. Gaulard P, de Leval L. Pathology of Peripheral T-Cell Lymphomas: Where do we stand? Seminars in Hematology. 

2013;51(1):5-16. [PMID:24468311] 

4. Kazakov D, Burg G, Kempf W. Clinicopathological spectrum of mycosis fungoides. Journal of the European Academy of 

Dermatology and Venereology. 2004;18:397–415. [PMID:15196152]   

5. Hu SW, Ratech H, Naeem R, Latkowski J, Kamino H. Mycosis Fungoides with Epidermal Mucinosis: A Variant of Mycosis 

Fungoides with a Spongiosis-like Pattern. Journal of Cutaneous Pathology. 2015;42(10):730-8. [PMID: 26009972] 

6. Cho-Vega JH, Tschen JA, Duvic M, Vega F. Early-stage mycosis fungoides variants: case-based review. Annals of 

Diagnostic Pathology. 2010;14(5):369-385. [PMID:20850703] 

 

Abbreviations:  

MF: Mycosis fungoides 

CTCL: cutaneous T-cell lymphoma 

PTCL-NOS: Peripheral T-cell lymphoma, not otherwise specified 

TCR: T-cell receptor 

 




