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Primary cutaneous CD4+ small/medium T-cell lymphoproliferative disorder (CD4+PCSM-LPD) is a rare and indolent
lymphoproliferative condition characterized by atypical CD4+ T-cell infiltrates confined to the skin. We report the case of a
46-year-old male who presented with multiple asymptomatic red-to-violaceous papules and nodules localized on the left
forearm, persisting for two years. Histopathological examination of a skin biopsy revealed a dermal infiltrate composed
predominantly of small-to-medium atypical T lymphocytes with focal epidermotropism. Immunohistochemical staining
confirmed CD4 positivity and excluded B-cell lineage markers. Further systemic evaluation showed no evidence of
extracutaneous involvement. The patient was treated with topical corticosteroids and oral doxycycline, and marked clinical
improvement was observed within one month. No recurrence or new lesions were observed during the 1-year follow-up
period. This case highlights the importance of considering CD4+PCSM-LPD in the differential diagnosis of cutaneous lymphoid
infiltrates and suggests that conservative therapeutic approaches may be considered in the management of localized disease.
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Primer kutandz CD4+ kiciik/orta T hiicreli lenfoproliferatif bozukluk (CD4+PCSM-LPD), deriye sinirli atipik CD4+ T hiicre in-
filtratlaryla karakterize nadir ve yavas seyirli bir lenfoproliferatif hastaliktir. Bu yazida, iki yildir sol 6nkolda lokalize, asemp-
tomatik, kirmizi-mor renkli cok sayida papiil ve nodiille basvuran 46 yasinda bir erkek olgu sunulmaktadir. Deri biyopsisinin
histopatolojik incelemesinde, odaklanmis epidermotropizm gosteren, kiiglik-orta boyutlu atipik T lenfositlerden olusan dermal
infiltrasyon izlendi. immiinohistokimyasal boyama CD4 pozitifligini dogrularken B hiicre soyuna ait belirtecler negatif bulun-
du. Sistemik degerlendirmede ekstrakutandz tutulum saptanmadi. Hastaya topikal kortikosteroid ve oral doksisiklin tedavisi
uygulanarak bir ay icinde belirgin klinik iyilesme izlendi. Bir yillik izlem siiresince niiks veya yeni lezyon gelisimi gozlenmedi. Bu
olgu, kutanoz lenfoid infiltratlarin ayinc tanisinda CD4+PCSM-LPD’nin dikkate alinmasi gerektigini ve lokalize hastaliklarda
konservatif tedavi yaklasimlarinin degerlendirilebilecegini vurgulamaktadr.
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Introduction

Primary cutaneous CD4+ small/me-
dium T-cell Ilymphoproliferative disorder
(CD4+PCSM-LPD) is a rare subtype of cutane-
ous T-cell proliferations with an indolent course
and incompletely defined pathogenesis (1).
Although part of the cutaneous lymphoid pro-
liferation spectrum, its biological behavior and
optimal management remain uncertain due to
the lack of large-scale studies.

Clinically, CD4+PCSM-LPD usually presents
as a solitary, slow-growing red-to-violaceous
papule or nodule on the head, neck, or upper ex-
tremities (2). Histopathology typically shows a
dermal infiltrate of small-to-medium pleomor-
phic CD4+ T cells (3). Epidermotropism may be
focal but is not dominant, complicating distinc-
tion from other proliferations (4).

Because of its rarity and overlap with ag-
gressive lymphomas, it may be misdiagnosed
or overtreated. Awareness of its unique clinico-
pathological features is crucial to avoid unnec-
essary interventions.

Here we report an unusual case of
CD4+PCSM-LPD presenting with multiple as-
ymptomatic lesions on the left forearm. By de-
tailing the diagnostic process and therapeutic
response, this case adds to the literature and
underscores the importance of clinicopatholog-
ical correlation to prevent overtreatment.

Case Presentation

A 46-year-old male patient presented to
our dermatology outpatient clinic with asymp-
tomatic erythematous lesions localized to the
left forearm. The lesions had gradually devel-
oped and persisted for about two years with-
out pain, pruritus, or systemic symptoms. His
personal medical history was unremarkable;
however, his brother had been diagnosed with
an abdominal desmoplastic small round cell tu-
mor.
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On dermatological examination, multiple
well-demarcated red-to-violaceous papules

and nodules, measuring 3 to 10 mm in diam-
eter, were observed on the extensor surface of
the left forearm (Figure 1A). There was no ul-
ceration, crusting, or evidence of secondary in-
fection.

, 5%
Figure 1. (A) Multiple red-to-violaceous papules
and nodules measuring 3—10 mm in diameter
on the left forearm at initial presentation and (B)
marked regression of the papular and nodular le-
sions at the patient’s one-month follow-up exam-
ination after treatment with topical corticosteroids
and oral doxycycline.

A 4-mm punch biopsy was obtained from a
representative lesion. Histopathological eval-
uation demonstrated a dense perivascular,
periadnexal, and interstitial dermal infiltrate
composed predominantly of small-to-medium-
sized atypical lymphocytes with focal epider-
motropism (Figure 2A). Immunohistochemical
staining revealed diffuse positivity for CD3 and
CD4, with focal positivity for CD8 (Figure 2B).
The neoplastic infiltrate was negative for B-cell
markers including CD10, CD20, CD21, PAXS5,
and MEM1, as well as for CD30, CD117, and
ALK1. Bcl-2 was positive. Based on the clin-
ical presentation, histopathological features,
and immunophenotypic profile, a diagnosis of
CD4+PCSM-LPD was established.
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Figure 2. (A) Atypical lymphoid cells infiltrating the
deep dermis and interstitial areas, Hematoxylin and
Eosin, 100x and (B) Atypical cells showing CD4 pos-
itivity in perivascular, periadnexal, and interstitial
areas, CD4 immunohistochemical staining, 100x.

ey

Following histopathological diagnosis, the
patient was referred to the hematology depart-
ment for further evaluation. A comprehensive
diagnostic workup was recommended, includ-
ing complete blood count, biochemical panel,
peripheral blood smear, superficial ultrasonog-
raphy for lymph node assessment, and thoracic
computed tomography. All laboratory inves-
tigations—including hematological and bio-
chemical parameters and the peripheral blood
smear—were within normal limits. Thoracic
computed tomography and superficial ultraso-
nography of the cervical, axillary, and inguinal
regions revealed no evidence of pathological
lymphadenopathy. Although extensive imag-
ing is not always mandatory in localized and
clinically indolent cases of CD4+PCSM-LPD,
positron emission tomography (PET) imaging
was recommended in this patient as part of the
hematological evaluation. The patient declined
PET imaging.

The patient was initiated on a regimen con-
sisting of topical 0.05% diflorasone diacetate
ointment (once daily for two weeks), followed
by 0.1% mometasone furoate ointment (once
daily for two weeks), in conjunction with oral
doxycycline 100 mg/day for 14 days. At one-
month follow-up, marked clinical regression of
the papular and nodular lesions was observed
(Figure 1B). Over a 1-year follow-up period, no
new lesions or recurrence was noted. Clinical
surveillance of the patient is ongoing, with no
evidence of systemic progression or cutaneous
relapse to date.
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Discussion

CD4+PCSM-LPD represents a distinct en-
tity among cutaneous lymphoproliferative dis-
eases. Classified as lymphoma in WHO 2008,
it was redefined in 2016 as a lymphoprolifer-
ative disorder due to its indolent course, favor-
able prognosis, uncertain malignant potential,
and absence of systemic progression (1). This
reclassification highlights the need for a care-
ful diagnostic and therapeutic approach, as
CD4+PCSM-LPD’s clinical behavior diverges
significantly from more aggressive cutaneous
lymphomas.

Epidemiologically, CD4+PCSM-LPD is rare,
comprising about 3% of primary cutaneous
lymphomas, usually affecting middle-aged to
elderly adults, though pediatric cases are re-
ported (1). Most patients are asymptomatic,
with solitary, slowly evolving red-to-violaceous
papules or nodules on the face, neck, or trunk
(1). Histopathology shows a dermal infiltrate
of small-to-medium pleomorphic CD4+ T lym-
phocytes with histiocytes and plasma cells, of-
ten extending subcutaneously (3). Immunohis-
tochemically, tumor cells express CD3 and CD4,
with variable PD1 aiding distinction from other
T-cell proliferations (2).

Differential diagnosis is crucial, particular-
ly against localized mycosis fungoides, where
epidermotropism is a characteristic feature. In
CD4+PCSM-LPD, epidermotropism is minimal
or absent, and when present, it is typically fo-
cal (&4). In our case, localized mycosis fungoides
was considered due to the presence of focal
epidermotropism; however, the predominance
of a dermal small-to-medium-sized CD4+
T-cell infiltrate, the limited and non-dominant
epidermotropism, and the absence of typical
clinicopathological features of mycosis fungoi-
des favored CD4+PCSM-LPD. Reactive cuta-
neous lymphoid infiltrate was also included in
the differential diagnosis; however, the pres-
ence of atypical lymphoid morphology and the



immunophenotypic profile supported a lymph-
oproliferative disorder rather than a reactive
process. Accurate identification is vital, as ther-
apeutic approaches and prognostic implications
differ markedly between these entities.

Several clinicopathological factors have
been linked to adverse outcomes in cutaneous
T-cell lymphoproliferative disorders. These in-
clude the presence of disseminated lesions,
rapid tumor proliferation, and an elevated per-
centage (exceeding 30%) of large pleomorphic
CD30+ T lymphocytes or increased cellular pro-
liferation indices, features more commonly as-
sociated with aggressive lymphomas and war-
ranting heightened clinical vigilance (5).

CD4+PCSM-LPD has an excellent progno-
sis, with a 5-year survival of 100% and no pro-
gression to systemic lymphoma reported (6).
Extensive imaging or bone marrow biopsies
add little value in staging (7). Localized disease
responds well to excision, radiotherapy, or top-
ical/intralesional corticosteroids, which provide
rapid regression with good safety (6). Intrigu-
ingly, spontaneous remission following diag-
nostic biopsy has been reported, suggesting an
inherent potential for disease quiescence (8).
Moreover, case reports have documented com-
plete remission achieved with oral doxycycline,
highlighting an intriguing therapeutic avenue
that warrants further exploration (9).

Our patient showed marked lesion regres-
sion with oral doxycycline and a potent topical
corticosteroid, consistent with prior reports of
complete or partial remission using doxycycline
(9). This supports doxycycline as a non-inva-
sive, immunomodulatory option and reinforces
the role of conservative management in cuta-
neous pseudolymphomas.
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Conclusion

CD4+PCSM-LPD follows an indolent course
with an excellent prognosis. Management
should focus on close monitoring and conser-
vative therapies, reserving systemic treatment
for exceptional progressive cases. Our case
demonstrated marked clinical regression fol-
lowing topical corticosteroids and oral doxycy-
cline treatment, suggesting that conservative
therapeutic approaches may be a reasonable
option in selected localized cases. However, the
individual contribution of doxycycline, topical
corticosteroid therapy, biopsy-related regres-
sion, and the natural course of the disease can-
not be clearly distinguished.

Limitations

This is a single-case report, limiting gener-
alizability. PET imaging was not performed and
might have provided additional information on
subclinical systemic involvement. Larger case
series are needed to refine optimal diagnostic
and therapeutic strategies for CD4+PCSM-LPD.

Ethics Statement: Written informed con-
sent was obtained from the patient for publi-
cation of this case report and accompanying
images.
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