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To the Editor:

Programmed cell death-1 (PD1) inhibitors improve
outcomes in many malignancies. However, PD1 has
been reported to be a tumor suppressor in T cells [1,
2]. Four cases of T-cell lymphoma related to PD1
inhibitors have been reported [2-5]. Herein, we
report a case of cutaneous T-cell lymphoma
developing during PD1 inhibitor therapy.

A 56-year-old man presented with a black tumor on
his right heel. After an excisional biopsy, the tumor
was diagnosed as malignant melanoma (MM),
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Figure 1. H&E histopathological findings showed atypical
lymphoid cells with irregular nuclei infiltrated. Bar, 100um.

R AT .

(Breslow thickness 10 mm, BRAF V600 mutation
negative). A sentinel lymph node biopsy was
negative and positron emission tomography (PET)-
computed tomography (CT) images revealed no
evidence of distant metastasis. An additional
resection was then performed. Six months after the
operation, PET-CT images revealed metastasis in
pelvic lymph nodes and adrenal glands. The
administration of nivolumab was started. The
metastases shrank immediately. After 1.5 years of
nivolumab, two subcutaneous tumors appeared on
the left thigh. Excisional biopsy revealed massive
infiltration of atypical lymphoid cells (Figure 1).
Immunohistochemically, the lymphoid cells were
positive for CD3, CD8, T cell intracellular antigen-1,
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Figure 2. Inssitu hybridization with an Epstein-Barr virus encoding
region probe showed positivity. Bar, 200um.
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Figure 3. Chromosome examination using the G-band showed
46XY, der (8) t (1; 8), (q12;p23). Arrow indicates site of
translocations.

and granzyme B; CD4 and CD56 were negative. The
latent form of the Epstein-Barr virus (EBV) was
detected by in situ hybridization with a probe from
Epstein-Barr virus encoding region (Figure 2).
Chromosome examination using the G-band of this
tumor revealed chromosomal abnormalities (46XY,
der (8) t (1; 8), (q12; p23)) in 18 of 20 cells (Figure 3).
A diagnosis of cutaneous T-cell ymphoma was made
based on these findings. He underwent three cycles
of CHOP chemotherapy (cyclophosphamide,
doxorubicin, vincristine, and prednisolone). One

Figure 4. Clinical features showed multiple erythematous
indurated plaques on the face.

month after the chemotherapy, multiple tender
erythematous and indurated plaques appeared on
the face, trunk, and proximal limbs (Figure 4). PET-
CT showed numerous hypermetabolic sub-
cutaneous nodules throughout the body (Figure 5).
Skin biopsy specimens showed atypical lymphoid
cellinfiltration in the subcutaneous tissue in a lobular
panniculitis-like pattern. We considered CHOP
therapy ineffective and started DeVIC chemotherapy
(dexamethasone, etoposide, ifosfamide, and
carboplatin). After two courses of DeVIC, multiple
plaques completely disappeared and numerous
hypermetabolic  nodules on  PET-CT  also
disappeared, except for pelvic melanoma
metastases. The patient is currently receiving an
injection of interferon 3 every four weeks.

Wartewig et al. discovered that PD1 was a tumor
suppressor in T-cell lymphoma using an in vivo
model mouse [1]. Anard et al. reported a patient who
developed T-cell lymphoma after treatment with
pembrolizmab, a PD1 inhibitor [2]. Before using a
PD1 inhibitor, a T cell clone that carries the ten-
eleven translocation two (TET2) mutation presented
in biopsy samples at low frequency. After usingaPD1
inhibitor, T cell clones carrying the TET2 mutation
undergo massive expansion of the most dominant
clone, leading to lymphoma. They postulated that
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Figure 5. PET-CT showed numerous hypermetabolic

subcutaneous nodules in the whole body.
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PD1 inhibitors cause monoclonal expansion of
mutated T cell clones causing T-cell lymphoma. We
assumed in the current case that EBV-infected
genetically abnormal T cell clones proliferated in
monoclonal expansion, leading to lymphoma. In
conclusion, PD1 inhibitors should be used with
caution in patients who might have T cell clones with
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