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Case Report / Olgu Sunumu

Pseudoepitheliomatous Hyperplasia in Mycosis Fungoides

Mikozis Fungoideste Pstdoepitelyamatoz Hiperplazi
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Pseudoepitheliomatous hyperplasia (PEH) is down-
growth proliferation of the epidermis and of the adnexal
structures into the dermis, mimicking a well-differentiated
squamous cell carcinoma. It might be associated with
many different conditions, mostly benign but rarely with
some malignant conditions. Association of PEH with
cutaneous lymphomas has occasionally been reported
in the literature. Here, we report a 70-year-old man who
presented with vegetative nodules clinically appearing
as a tumor stage of mycosis fungoides,besides typical
plaques of the disease. Histopathological examination
of the tumor lesion revealed that the bulk of the tumor
was due to PEH. During the follow-up period lymph
node involvement was determined. We considered that
mycosis fungoides cases associated with PEH should be
followed up closely.
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Psddoepitelyamatdz hiperplazi (PEH) epidermis ve
adneksiyal yapilarin iyi diferansiye skuamoz hucreli kar-
sinomu taklit eder tarzda, alt dermise dogru proliferas-
yonudur. Baslica iyi huylu nadiren de kéti huylu birgok
farkli tabloya eslik edebilir. PEH’nin kutandz lenfomalarla
iliskisi literatlirde nadiren bildirilmistir. Burada klinik ola-
rak mikozis fungoidesin tiumor evresiyle uyumlu olan
vejetatif nodillerin yani sira hastaligin tipik plak lezyon-
lariyla bagvuran 76 yasindaki bir erkek hasta sunulmak-
tadir. Tumdral lezyonlarin histopatolojik incelemesinde
tumoral lezyonlarin PEH'ye bagh gelistigi saptandi.
Takip surecinde lenf nodu tutulumu tespit edildi. PEH ile
iliskili mikozis fungoides olgularinin yakin takip edilmesi
gerektigini diisuindik.

Anahtar sodzcukler: Kutan6z lenfoma; psodoepitelyamatdz
hiperplazi; mikozis fungoides.

Mycosis fungoides (MF), which is the most common
form of cutaneous lymphomas, comprises a wide clini-
copathological spectrum. The majority of cases evolve
clinically through the three classical stages-the patch,
plaque and tumor stage; but many atypical clinical forms
mimicking various inflammatory dermatoses have been
reported in the literature, such as erythrodermic, fol-
licular, syringotropic, bullous/vesicular, granuloma-
tous, poikilodermic, hyperpigmented, hypopigmented,
unilesional, palmoplantar, hyperkeratotic/verrucous,
vegetating/papillomatous, ichthyosiform, pigmented
purpura-like and pustular forms. This clinical diversity
makes the diagnosis of MF challenging.™

Moreover, the histopathological diagnosis of MF
can be difficult, especially in the early patch stage but
also in advanced stages./? There are also some unusual
histological types of MF such as MF with pseudoepithe-
liomatous hyperplasia (PEH)E and pseudotumorous fol-
liculotropic MF. These patients present with exophytic
scaling plaques, nodules® or seborrhoeic keratosis-like
lesions.®l These unusual clinical and histopathological
types can cause problems either during the diagnosis or
in staging of patients with MF.

CASE

A 70-year-old man was referred to our outpatient
clinic for the evaluation of extensive, erythematous and
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scaling lesions. He reported that he had been followed
with the diagnosis of psoriasis for the last 15 years.
Initial dermatological examination revealed 1-5 cm,
erythematous, scaling, slightly infiltrated plaques on his
scalp, trunk and extremities. Four vegetative tumors,
1-2 cm in diameter on his right limb were also noticed
(Figure 1).

In the axillary and inguinal regions, several palpable,
mobile lymph nodes with an average dimension of 1 cm
were also determined bilaterally by ultrasound evalu-
ation. Laboratory examinations, including total blood
count, renal and hepatic function tests, lactate dehydro-
genase, magnesium, eosinophilic cationic protein and
immunoglobulin E levels were within normal ranges.
On peripheral blood smear no atypical leucocytes were
seen. There were no pathological findings on abdominal
and thoracic tomography.

Histopathologic examination of the biopsy speci-
men taken from plaque lesions revealed parakeratosis,
psoriasiform acanthosis and marked epidermotropism
with perivascular mononuclear cell infiltration in the
dermis. Immunhistochemical stains were carried out
and showed cytoplasmic positivity for CD3, CD4 and
CD5 antibodies. There was no reaction for CD7, CD8
and CD30 antibodies in the neoplastic lymphoid cells.
Expression of the cytotoxic enzymes perforin and gran-
zyme A was also negative. Histopathological exami-
nation of the tumoral lesion showed intense atypical
lymphocyte infiltration of the epidermis. The epidermis
showed branching rete with excessive irregular hyper-
plasia (PEH) (Figure 2) and these findings were inter-
preted as pseudoepitheliomatous hyperplasia. Biopsy of
an axillary lymph node showed no pathologic findings.
Based on these clinical, histopathological and other labo-
ratory findings,our patient was diagnosed as MF stage
Ila and therapy was given with psolaren plus ultraviolet
A (PUVA) (3 times weekly) in combination with acitretin
(25mg/day). Within 5 months, the erythematous plaque
lesions had cleared significantly and tumor lesions
healed with atrophic scars (Figure 3). Then the patient
was lost to follow up. One year later, the patient returned
to our clinic with infiltrated, scaly erythematous plagques
on the extremities and trunk. Atrophic scars were pres-
ent at the site of previous tumor lesions. Hematological
and biochemical tests, thoracic and abdominal tomogra-
phy revealed no pathologic findings. There was enlarge-
ment in the axillary lymph nodes on lymph node ultra-
sound (nearly 2 cm). Biopsy of a lymph node showed
atypical lymphoid aggregates in the paracortical zone
with CD3 (+) immune reaction and positivity with CD45
RO antigen. On the other hand, the CD20 stain was
negative. It was accepted as lymph node involvement
and the patient was graded as stage 1Va. Subcutaneous
interferon alpha therapy was planned.
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DISCUSSION

PEH, also known as pseudocarcinomatous hyper-
plasia, is a benign proliferation of the epidermis and of
the adnexeal structures into irregular squamous strands
extending down to the dermis. It is almost always asso-
ciated with persistent inflammation of the subjacent
dermis due to chronic wounds and ulcers, chronic infec-
tions of the skin, soft tissue or bone, retained foreign
materials, inflammatory dermatosis such as hypertro-
phic lichen planus, benign neoplasm such as granular
cell tumor or malignancies such as melanoma and lym-
phoma. Lesions with PEH often present clinically with
verrucous or multinodular lesions.?!

PEH, has occasionally been reported in the literature
as a manifestation of cutaneous lymphomas. It has been
associated especially with CD30+ anaplastic large cell
lymphoma in the majority of cases®*¢ and rarely with
lymphomatoid papulosis type Al and MF.E4

The first comprehensive study describing the clini-
cal and histopathological features of PEH in cutaneous
T-cell lymphomas was reported by Courville et al. in
1999, although this particular association had rarely
been reported previously."® The authors studied 11
cases with PEH which were collected from a series of
353 cutaneous lymphomas registered between 1990
and 1996 by the French Study Group of Cutaneous
Lymphomas in their study. They found that all of the
cases associated with PEH were of T-cell-lineage; 8 cases
were associated with CD30+ large T-cell lymphomas and
3 with MF. They reported the incidence of this particular
presentation as 28.5% in CD30+ large T-cell lymphomas
and 2% in MF. The clinical presentation of MF patients
was described as tumor stage, plague stage and leuke-
mia stage, respectively. They noted that skin lesions of
the 2 MF patients had mimicked seborrhoeic keratoses.
Systemic evaluation of these patients revealed localised
nodal involvement in one and bone marrow infiltration
in the other patient with a mean duration of 17 months
of survival.

Then, Kossard and Weller reported an 85-year-old
man with pseudotumorous folliculotropic MF. Their
patient presented clinically with progressive, exophytic,
scaling plaques and nodules on his extremities, trunk
and scalp for the previous 2 years. Skin biopsies taken
from these nodules revealed a marked follicular hyper-
plasia as a result of folliculotropic MF. They treated the
patient with acitretin and prednisolone with a marked
improvement but he died after 2 months due to an
unknown cause. The authors explained that although
clinical examination of their patient was compatible
with advanced tumor stage of MF, the histopathologi-
cal examination was not compatible with the advanced
stage; the bulk of his nodules were due to follicular
hyperplasia.”
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Another study about this particular association was
reported by Scarisbrick et al. In this study 3 patients with
CDa30+large cell anaplastic lymphoma and 3 patients
with lymphomatoid papulosis with histologic evidence
of PEH were described. Initial clinicopathologic diagno-
sis was squamous cell carcinoma in 4 of these patients
and eruptive keratoacanthoma in 1 patient. The authors
concluded that PEH associated with CD30+ lympho-
proliferative diseases may closely resemble squamous
cell carcinoma, leading to inappropriate diagnosis and
treatment.’? The mechanism of PEH is unknown. It is
speculated that inflammatory cytokines or growth fac-
tors released by dermal inflammatory cells or tumor cells
stimulate the proliferative growth of the epidermis.!
To test this hypothesis in cutaneous T cell lymphomas,
Courville et al. studied the epidermal growth factor
(EGF), EGF receptor (EGFr) and transforming growth
factor-alpha (TGF-a) expressions in their patients. They
found that epidermal expression of EGF, EGFr and
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Figure 1. Erythematous, scaling, slightly infiltrated plaques and a
vegatative tumor on the right thigh.
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Figure 2. Intense atypical lymphocyte infiltration that infiltrated
branching rete with excessive irregular hyperplasia (pseu-
doepitheliomatous hyperplasia) in epidermis.

Figure 3. The appearance of the lesions after 1 year of treatment.

TGF-a. was stronger in cutaneous T cell lymphoma
cases when compared to normal human skin; and epi-
dermal expression of EGFr was stronger in cutaneous
T cell lymphoma cases with PEH when compared with
the cases of cutaneous T cell lymphoma without PEH.
They also showed that lymphomatous T cells in their
patient group expressed an aberrant EGF and TGF-a
expression when compared with cutaneous and nodal B
cell lymphomas and normal lymph nodes. The authors
concluded that these cytokines were probably involved
in PEH observed in some cases of cutaneous T cell lym-
phoma.l! On the other hand, Scarisbrick et al. reported
that there was no aberrant expression of EGF, EGFr and
TGF-a in either epidermis or atypical lymphocytes com-
pared with adjacent normal epidermis.[®

In conclusion, our patient presented with a few large,
vegetative nodules that clinically appeared as the tumor
stage of MF along with typical plaque lesions of MF. In
contrast, the findings of histopathological examination
of tumor lesions were not compatible with tumor stage
of MF but rather revealed that the bulk of his nodule
was due to a marked PEH. In previous cases, PEH has
been associated with nodal involvement in one and bone
marrow infiltration in the other.®! The mean survival for
these patients was 17 months. Although the stage of our
patient was lla at the time of diagnosis, within a year,
he progressed to stage Vla, with axillary lymph node
involvement. The prognostic implication of PEH in MF
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remains unclear, but at the very least, MF patients who
demonstrate PEH in their biopsies deserve close clini-
cal follow-up and monitoring for disease progression.
PEH may portend a poor prognosis whatever stage the
patient is in.
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