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Abstract

Pagetoid reticulosis (PR) is a low-grade primary cutaneous T-cell lymphoma that usually
presents as a solitary, slowly enlarging erythematous or hyperkeratotic plaque on the
distal areas of the extremities. Histopathologically, it is characterized by a dense, band-
like infiltrate of atypical lymphocytes with prominent epidermotropism within a
hyperplastic epidermis, and immunophenotypic studies show in most cases, a CD4-
positive T-helper phenotype for the neoplastic lymphocytes. We describe an African man
with a more than 20-year history of an acral lesion of PR, which was histopathologically
characterized by lymphocyte immunophenotype consisting of CD8- and CD30-positive
cells. We discuss the differential diagnosis with other primary cutaneous
lymphoproliferative disorders showing similar immunophenotype. This case shows that

CD30-positive PR should be included as a rare variant within the spectrum of CD30-



positive primary cutaneous lymphoproliferative disorders. As in other primary cutaneous
CD30-positive lymphoproliferative processes, lesions of CD30-positive PR show an

indolent course and a benign biological behavior.

Pagetoid reticulosis (PR), also named Woringer-Kolopp disease, is a low-grade primary
cutaneous T-cell lymphoma that usually presents as a solitary, slowly enlarging
erythematous or hyperkeratotic plaque on the distal areas of the extremities.
Histopathologically, it shows a prominent infiltrate of atypical lymphocytes within a
hyperplastic epidermis. Immunophenotypic studies in lesions of PR have led to the
recognition of different phenotypes for the large atypical epidermotropic lymphocytes.
The CD4-positive T-helper phenotype appears the most common.'™ We describe an
African man with a more than 20-year history of an acral lesion of PR, which was
histopathologically characterized by lymphocyte immunophenotype consisting of CD8-
and CD30-positive cells.

Case Report

The patient was a 43-year-old African man who presented with a more than 20-year
history of a large lesion on the right foot. A well-defined, markedly hypopigmented,
hyperkeratotic plaque involving the dorsum and the volar aspect of the foot (Fig. 1A,B)
was seen. The regional lymph nodes were not palpable. Physical examination was
otherwise normal. He was HIV negative, with CD4 count of 983 x 10%1. Laboratory
investigations included full blood count, with platelet count, erythrocyte sedimentation
rate and serum protein, glucose, electrolyte, urea, creatinine and liver enzyme levels, all
of which were within normal limits. Serology for syphilis, including rapid plasma reagin
(RPR) and treponena pallidum hemagglutination assay (TPHA), resulted negative.
Virological studies (enzyme-linked immunosorbent assay) for cytomegalovirus and
Epstein-Barr virus did not show immunoglobulin (Ig)M antibodies, while IgG titers were
low.

An incisional biopsy showed a markedly hyperplastic epidermis, with acanthosis,
hyperkeratosis and focal parakeratosis. The underlying superficial dermis exhibited a

dense, band-like lymphoid infiltrate. The infiltrate consisted predominantly of mature



lymphocytes, which were admixed with scattered markedly atypical lymphocytes and
plasma cells. The most striking feature consisted of the presence of a markedly
epidermotropic infiltrate of atypical lymphocytes, morphologically identical to those
singly distributed within the papillary dermal infiltrate. The atypical cells in the
epidermis were aggregated into microabscess-like structures, predominantly in the lower
epidermis, with preservation of basal epidermal keratinocytes for the most part. The intra-
epidermal aggregates varied greatly in size, with some consisting only of two to three
cells, while others contained larger number of atypical lymphocytes. Singly distributed
atypical epidermotropic lymphoid cells were also present. The atypical epidermotropic
lymphoid infiltrate extended to the level of the stratum granulosum (Fig. 2A,B).
Immunohistochemical studies confirmed the T-cell immunophenotype of the atypical
lymphocytes because they were CD3+ and CD20—. The scattered mature T lymphocytes
in the upper dermis stained positively with CD4, whereas the large lymphoid cells did not
stain with this marker. In contrast, the CD8 immunostaining was detected in the
overwhelming majority of the intra-epidermal neoplastic cells (Fig. 3A,B). Almost all

atypical lymphoid cells also expressed immunoreactivity for CD30 (Fig. 4A,B).

Discussion

The clinical diagnostic alternatives in our case were chromomycosis, acral mycosis
fungoides (mycosis fungoides palmaris et plantaris, MFPP) and PR. The clinical picture,
the indolent long-term course of the lesions as well as the marked epidermotropism seen
in the histopathological study, was in favor of PR.

There are some immunophenotypic differences between MFPP and PR. In MFPP, the
neoplastic lymphocytes are invariably CD4-positive T-helper cells. In contrast, although
the neoplastic cells in PR are most often CD4+,'™ they may be CD8+/CD4—"**¢ or
double CD4/CD8-."*"

The most striking histopathological feature of our case was the strong positive staining of
almost all atypical cells with CD30. In mycosis fungoides, CD30 immuno-expression
may be seen in transformation lesions, but this immunoreactivity is mostly confined to

the dermal neoplastic lymphocytes cells rather than to the intra-epidermal ones.



CD30 immunoreactivity has been previously reported in PR, but only a few cases showed
a predominance of these cells.®® Table 1 lists the reported cases of PR with marked
CD30 immunoreactivity. There is a great similarity between our case and the patient
reported by Smoller et al. in terms of the size of the lesion, its long duration, the
apparent benignancy of the process and the immunophenotypic features (CD8 positivity,
CD4 negativity and the overwhelming predominance of cells showing CD30 positivity).
The clinical appearance and the benign course prompted consideration of another CD30
(Ki-1)-positive lymphoproliferative disorder, namely primary cutaneous CD30-positive
anaplastic large cell lymphoma.” Although CD30-positive primary cutaneous lymphoma
also pursues an indolent course and may even exhibit a tendency to spontaneous
regression, it is characterized by rapid initial growth, CD4 immunoreactivity rather CD8
positivity and lack of epidermotropism.

Primary cutaneous CD8-positive epidermotropic T-cell lymphomas share the CD8
positivity and the epidermotropism with our case but usually run an aggressive clinical
course and have widespread cutaneous involvement. Furthermore, CD30 immuno-
expression was observed in only 2 of 17 patients with this type of lymphoma in the series
of Berti et al.'” Our patient had a solitary lesion with slow growth and indolent biological
behavior for more than 20 years, all clinical features characteristic of PR.

In conclusion, CD30-positive PR should be included as a rare variant within the spectrum
of CD30-positive primary cutaneous lymphoproliferative disorders. As in other primary
cutaneous CD30-positive lymphoproliferative processes, lesions of CD30-positive PR

show an indolent course and a benign biological behavior.
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Figures and tables

Fig. 1. Clinical appearance of the lesion. (A) A hypopigmented and hyperkeratotic plaque

involving the dorsum of the right foot. (B) The lesion involved also the sole.




Fig. 2. Histopathological features. (A) Scanning power showing hyperplastic epidermis
and an underlying band-like infiltrate along the papillary dermis. (B) Higher
magnification showed prominent epidermotropism of atypical lymphocytes with

hyperchromatic and pleomorphic nuclei.




Fig. 3. Immunostaining for CDS. (A) Scanning power showing that most of the infiltrate
expressed CD8 immunoreactivity. (B) Higher magnification showed that most of the

epidermotropic lymphocytes expressed this cytotoxic/suppressor phenotype.




Fig. 4. Immunostaining for CD30. (A) Scanning power showing that most of the cells of
the infiltrate involving the superficial dermis and the epidermis expressed
immunoreactivity for CD30. (B) Higher magnification showing strong immuno-

expression for CD30 in most of the intra-epidermal lymphocytes.




Table 1. Cases of pagetoid reticulosis of Woringer-Kolopp type with marked CD30 positivity

Age Location and size of the ) Percentage of intra-epidermal
Author  Case ) Duration Phenotype
(years)/sex lesions CD30+ cells
Dorsum of the hand and Double
Mielke et 2 31/M 6 years 60
. 2.5x 1.8 cm CD4/CD8—
al.”
3 26/M Forearm and 1 X 2 cm 3 months |CD4+, CD8— 20
Smoller et Hand and forearm, and >
. 60/F 40 years |CD4—, CD8+ > 50
al.”* 30 cm
Double
5 43/F Tongue and 0.6 cm 3 months > 50
Haghighi et CD4/CD8—
8
al. CD8+, CD4 not
6 67/F Arm and 4 cm 1 year > 50
done
Current
41/M Almost entire foot 20 years |CD4—, CD8+ >90
report

F, female; M, male.

*This patient was also included in the series of Haghighi et al.” (their case 3).



