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Primary cutaneous CD4+ small/medium T-cell lymphoproliferative disorder is a rare disease char-
acterized by a single mass on the face or upper part of the trunk. It usually presents an asymptom-
atic and favorable progression, and its histopathologic findings include small and medium-sized
lymphoid cells. The authors report a case of primary cutaneous CD4+ small/medium T-cell lym-
phoproliferative disorder on the forehead. A 51-year-old man presented with a protruding mass on
his forehead that the patient had noted 1 month previously. Surgical excision and a permanent bi-
opsy were performed under local anesthesia. Based on the biopsy results, the mass was diag-
nosed as a primary cutaneous CD4+ small/medium T-cell lymphoproliferative disorder. There was
no evidence of recurrence at a 15-month follow-up visit.

Abbreviations: CD, cluster of differentiation; PET, positron emission tomography; TCR, T-cell re-
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INTRODUCTION

Primary cutaneous CD4+ small/medium T-cell lymphoprolif-
erative disorder was previously classified as primary cutaneous
CD4+ small/medium pleomorphic T-cell lymphoma. In 2016,
when the lymphoma classification was revised, the World
Health Organization-European Organization for Research and
Treatment of Cancer changed the term to primary cutaneous
CD4+ small/medium T-cell lymphoproliferative disorder due
to its uncertain potential for malignancy [1,2]. Clinically, it usu-
ally manifests as a single erythematous nodule or mass in the
head and upper part of the body [3,4]. Histopathological find-
ings show dense infiltration of small or medium lymphocytes
[1-3]. The authors report a case of primary cutaneous CD4+
small/medium T-cell lymphoproliferative disorder in the fore-
head of a 51-year-old man.
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CASE REPORT

A 51-year-old man visited our outpatient clinic with a protrud-
ing red mass on the forehead that he had noted 1 month previ-
ously. The mass was circular, with dimensions of 1.0 x 1.0 cm and
a clear boundary, and was generally firm to the touch (Fig. 1).
The patient did not complain of pain, tenderness, or sensory
abnormality caused by the mass. There was no lymph node hy-
pertrophy or systemic symptoms, but the mass was gradually
growing. The patient had no history of trauma, surgery, or
medication, and no specific history was identified other than
his father’s family history of liver cancer. An excisional biopsy
including normal skin was performed under local anesthesia.
The defect was closed primarily. The safety margin was 5 mm
on both sides, and 3 mm cranially and caudally. Histopathology
showed that small or medium lymphocytes were distributed
with mild pleomorphism. Immunostaining showed primary
cutaneous CD4+ small/medium T-cell lymphoproliferative dis-
order, in which the tumor cells were positive for CD4, CD3,
programmed death 1, and inducible co-stimulator; negative for
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CD20 and CD30; 10%-20% positive for Ki-67; negative for Ep-
stein-Barr virus; and negative for monoclonal B-cell prolifera-
tion and clonal T-cell receptor (TCR)-gamma gene rearrange-
ment (Fig. 2). To confirm the above results, additional laborato-
ry and imaging tests were conducted in collaboration with the

hematology-oncology department to ensure proper diagnosis

Fig. 1. Preoperative photograph showing an erythematous mass on
the forehead (white arrow).
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Fig. 2. Histopathology of the primary cutaneous CD4+ small/medium T-cell lymphoproliferative disorder. (A) The lymphoid cells are small to

medium-sized with mild pleomorphism (H&E, x400). (B) The lymphoid cells mostly show the CD4+ phenotype (CD4, x400). (C) The tumor
cells are also positive for programmed death 1 (PD-1, x400) and (D) inducible co-stimulator (ICOS, x400).
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and treatment. Laboratory tests were negative for human T-cell
lymphotropic virus I/I antibodies. No specific findings were
observed on additional computed tomography and positron
emission tomography (PET) scans. On the PET scan, physio-
logical muscular uptake in the left ventricle of the heart was
identified, but not significant uptake (Fig. 3). No other compli-
cations, including recurrence, were observed except for minor
scar formation at the surgical site during a 15-month postoper-
ative follow-up (Fig. 4).

DISCUSSION

Primary cutaneous CD4+ small/medium T-cell lymphoprolif-
erative disorder is a rare disease that accounts for 3% of all pri-
mary cutaneous lymphomas; it most often occurs in patients in
their 50s and 60s, but is occasionally found in children [1-5].
Most cases involve an asymptomatic, mono-nodular mass on
the face, neck, or upper body of the trunk; however, this condi-
tion can infrequently occur in other areas, present as multiple
nodules, or be accompanied by symptoms such as pain [1,4,6-
8]. Immunohistochemical staining of lesions shows small and
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Fig. 3. Positron emission tomography showing no remarkable find-
ings. Physiological muscular uptake in the left ventricle of the heart
is present, but not significant uptake.

medium pleomorphic T cells on the dermis, positivity for CD3
and CD4, and negativity for CD8 and CD30 [6-8]. For an accu-
rate diagnosis, it must be differentiated from other lymphopro-
liferative disorders with similar pathological, histological, and
immunostaining results, necessitating a correlation between
clinical findings and pathological results. The differential diag-
nosis includes cutaneous pseudolymphoma, cutaneous B-cell
lymphoma, peripheral T-cell lymphoma, and mycosis fungoi-
des [2,4,7,9]. Patients diagnosed with this disease based on a
skin biopsy, receive laboratory tests (including a complete blood
count and blood chemistry), human T-cell lymphotropic virus
testing, TCR gene rearrangement testing, and computed to-
mography and PET scans [1,2]. The 5-year survival rate is 60%
to 80%, and the prognosis is affected by the size of the tumor,
the presence of multiple nodules, and differentiation [6,7]. Al-
though there is no specific consensus regarding treatment, pre-
vious reports have suggested chemotherapy, radiation therapy,

Archives of Craniofacial Surgery

Fig. 4. Postoperative photographs. (A) One-month postoperative
photograph showing a 2-cm-long scar (white arrow). (B) Fifteen-
month postoperative photograph. The scar (white arrow) had be-
come lighter and no recurrence was observed on the skin.

doxycycline, steroid therapy (oral, local, or intralesional) and
complete resection. Surgical treatment is usually performed for
a single mass confined to the skin [2,10-13]. The patient de-
scribed herein received surgical treatment, and no additional
treatment was conducted because no abnormal findings were
found in further tests to assess the possibility of infection and
systemic invasion in consultation with the hematology-oncolo-
gy department. A PET scan was performed to rule out lympho-
ma and systemic invasion. Since imaging showed no unusual
findings, we decided to observe the patient further. The patient
was followed up for 15 months without additional laboratory
studies or imaging, and was monitored for complications. No
specific guideline exists for the period or protocol of follow-up
in such cases, and the literature also describes a variety of fol-
low-up periods (Table 1). During follow-up, no recurrence was
observed and there were no other problems that threatened the
patient’s survival. The reason for this patient’s favorable progno-
sis is thought to be that the lesion was a single nodule and there
was no systemic invasion. Accordingly, the authors report the
diagnosis and treatment of a case of primary cutaneous CD4+
small/medium T-cell lymphoproliferative disorder, a rare dis-
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Table 1. Review of follow-up periods and protocols in published cases of primary cutaneous CD4+ small/medium T-cell lymphoproliferative

disorder

Author (year) No. of patients Follow-up period (mo)

Follow-up protocol

Garcia-Herrera et al. (2008) [6] 24 24
Grogg et al. (2008) [7] 15 v
Beltraminelli et al. (2009) [3] 45 64.3 (1-357)?
Baum et al. (2011) [10] 10 24.5 (5-332)?
Alberti-Violetti et al. (2016) [8] 61 36 (1-191)?
Maurelli et al. (2017) [12] 6 36 (24—48)Y
Shi et al. (2021) [9] 20 1-97

Regular follow-up every 6 to 12 mo
Laboratory test, lactate dehydrogenase, B2 microglobulin, imaging studies
(ultrasonography, chest X-rays)

IMean (range); "Median (range).
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