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Primary cutaneous gamma delta T-cell lymphoma with complete

remission after CHOP therapy: The first case report from Thailand
with literature review
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Abstract

Primary cutaneous gamma delta T-cell lymphoma (PCGD-TCL) is a rare, clonal proliferation of mature
activated gamma delta T-cells with cytotoxic phenotype. The skin lesion is epidermotropic with deep dermal
or subcutaneous infiltrates. PCGD-TCL is usually resistant to chemotherapy and/or radiation with poor prognosis
and median survival of 15 - 31 months. This first reported case of PCGD-TCL in Thailand was a 19-year-old male
with multiple flesh color, velvety surface nodules at face and scalp, which had progressed in 3 months. Skin
biopsy demonstrated epidermotropism with superficial dermal infiltration by small to medium size atypical
lymphoid cells. The tumor cells were positive for CD3, TCR-gamma/delta, TIA-1 and CD4, and negative for betaF1,
CD5, CD8, CD56, CD34, and Epstein-Barr encoding region (EBER) in situ hybridization. The disease stage was IA.
After treatment with 8 cycles of CHOP chemotherapy, the patient achieved complete remission for 55 months.
This PCGD-TCL case with unusual for 1) complete remission after CHOP chemotherapy and 2) tumor cell
immunophenotype of CD4+ and CD56-.
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Introduction

Primary Cutaneous Gamma-Delta T-Cell
Lymphoproliferative (PCGD-TCL) was recognized by
WHO classification of tumours of haematopoietic
and lymphoid tissues (2017) under primary cutaneous
peripheral T-cell lymphomas, rare subtypes
by ICD-O code as 9726/3. The tumor cells are
composed of a clonal proliferation of mature
activated gamma delta T cells with cytotoxic
phenotype. This is a rare entity representing
less than 1% of all cutaneous T-cell lymphoma.
Clinical presentations vary from patch/plaque
to ulcer and commonly seen at extremities. The
tumor cells have characteristic immunophenotype
of CD3+, betaF1-, TCR-gamma+ or delta+, CD5-,
cytotoxic protein+, CD56+ and mostly CD4-/CD8-.'
The disease is usually resistant to multi-agent
chemotherapy and has aggressive clinical course
with median survival vary from 15 to 31 months."?

Normal gamma delta (GD) T cells have T-cell
receptor (TCR) composed of GD chains. They function
in immune regulation, surveillance of homeostasis and
also behave as cytotoxic cells. CD4/CD8 expression
is CD4-/CD8- in 70%, CD4-/CD8+ in 30% and <1%
CD4+/CD8-> They comprise less than 5% of total T
lymphocytes in the body, <5% in normal skin, and
<10% in inflammatory skin diseases.”

One PCGD-TCL case had been documented

in the series of mature T-cell and NK-cell lymphomas

in Thailand: an analysis of 71 cases.” In which, the
case was previously diagnosed as nodular mycosis
fungoides but then changed to PCGD-TCL in the
study due to absence of betaF1 on immunostaining
and revision of WHO classification of year 2008 from
2001. The case was not described in details of clinical
data and pathology.
Case report

A 19-year-old male presented with multiple
skin lesions which progressively enlarged within
three months. He denied fever, weight loss or night
sweating (B-symptoms). His personal history was
negative for HIV risk behaviors. Physical examination
showed multiple flesh color, velvety surface nodules,
distributed at following areas: 1) left cheek, size 10 cm
(representing 1% of total body surface area) with
ulceration and serum oozing (figure 1); 2) right
forehead, size 2 cm; and 3) chin, size 2 cm. The
rests of physical examination were within normal
limit. Laboratory investigations showed unremarkable
CBC, BUN, creatinine and liver function tests. Serum
lactate dehydrogenase was 331 U/dL [normal range
<500 U/dL]. Serum HBsAg, anti-HCV and anti-HIV were
negative. Contrast enhanced computed tomography
(CT) of brain, paranasal sinuses, neck, chest and
abdomen were all unremarkable except for multiple

skin nodules and skin thickening at left temporal

Figure 1 Largest ulcerated lesion at left cheek
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region, bilateral cheeks and chin.

Skin biopsy demonstrated epidermotropism
with superficial dermal involvement (figure 2a) by
small to medium size lymphoid cells with irregular
hyperchromatic nuclei and small nucleoli (figure 2b).

No subcutaneous fat tissue was seen. There was no

Pautrier microabscess, angioinvasion or hemophagocytic
activity. On the immunohistochemical staining, the
tumor cells were CD3+ (figure 3a), betaF1-, TCR-
gamma delta+ (figure 3b), CD5-, TIA-1+, CD2+, CD4+
(figure 3c), CD8-, CD56-, CD30-, CD34-, and TdT-, with
proliferation index of 70-80% by Ki-67. EBER in situ

Q

Figure 2 Skin biopsy from face. a) Epidermotropism with superficial dermal lymphoid infiltration (H&E x 2). b)

Tumor cells are small to medium size lymphoid cells showing irregular hyperchromatic nuclei with

small nucleoli (H&E x 40).

Figure 3 The tumor cells are positive for a) CD3, b) TCR-gamma delta and c) CD4 (focally).
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hybridization was negative.

Investigations (nasal endoscopy, bone marrow
biopsy) were negative for systemic involvement,
indicating stage IA (disease limited to facial skin and
scalp).

He was treated with CHOP chemotherapy
regimen (cyclophosphamide 750 mg/sg.m., doxorubicin
50 mg/sg.m., vincristine 1.4 mg/sg.m., prednisolone
60 mg/sq.m.) every 3 weeks for 8 cycles, starting from
June 2013. After 2 cycles of chemotherapy, all lesions
were much improved, with only residual abrasion
and serum oozing size 4 cm at left cheek. Complete
remission (CR) was documented with CT follow-up
after 4" cycle of chemotherapy. A CT follow-up
showed CR after complete chemotherapy. He had
been doing well without relapse at 55 months after
CR.

The authors report this PCGD-TCL case for the
unusual features of 1) complete remission after CHOP
chemotherapy and 2) tumor cell immunophenotype
of CD4+ and CD56-.

Discussion

PCGD-TCL is a rare entity. In the largest
series of PCGD-TCL (53 cases) the median age of
patient was 61 years (ranging from 25 to 91 years) with
median duration of skin lesions 1.25 years (ranging
from 1 month to 20 years).” The common sites are
legs, torso and arms. Head and neck region was
affected less frequently (26%). Constitutional
symptoms were reported in 54%. Skin presentation
was commonly described as deep plaques resembling
panniculitis, less as patches mimicking mycosis
fungoides and ulcerated overtime. This patient had
atypical clinical presentation of being 19 years old,
short duration of skin lesion for 3 months, involving
sites at face and scalp and absence of B-symptoms.

Establishing diagnosis is challenging due to

wide range of morphologic pattern mimicking other

cutaneous T-cell lymphomas such as epidermotropism
as in mycosis fungoides; dermal lesion as in
lymphomatoid papulosis; and subcutaneous
infiltration as in subcutaneous panniculitis-like T-cell
lymphoma. The epidermotropic or dermal pattern was
noted in 36% of the cases.® Epidermotropic PCGD-TCL
has better prognosis and longer median survival than
more common type dermal PCGD-TCL.’

Demonstration of TCR gamma or delta
chain by immunophenotype is crucial for diagnosis,
because the lack of betaF1 expression does not always
predict gamma delta T-cell derivation in TCR silent
cases.’ TCR-gamma expression was reported in 8.2% of
primary cutaneous T-cell lymphomas.” CD4+/CD8- has
been reported in 7%’ and believed to contribute to
the more indolent course.'” CD56- was noted in 62%.
There is no significant difference in survival between
cases with CD56+ and CD56-."' CD4+/CD56- has been
reported in a patient partially responded to CHOP but
died of infectious complication."

PCGD-TCL is resistant to multi-agent
chemotherapy and/or radiation. In only 3 of 14
PCGD-TCL with subcutaneous panniculitis-like T-cell
lymphoma pattern treated with CHOP had achieved
complete remission."

PCGD-TCL is a relatively new and rare disease.
Clinical presentation and morphologic findings
are overlapping with other more common T-cell
lymphomas (mycosis fungoides, lymphomatoid
papulosis, subcutaneous panniculitis-like T-cell
lymphoma, and extranodal NK-/T-cell lymphoma).
Establishing diagnosis requires extensive ancillary tests
including at least immunohistochemical stains for CD3,
CD4, CD5, CD7, CD8, CD20, CD30, CD34, CD56, TIAL,
betaF1, TCR eamma delta and in situ hybridization
for EBER. Certain features are associated with better
outcome such as early disease stage, epidermotropic
pattern of infiltration and CD4 expression. Aggressive

chemotherapy may induce complete remission.
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What is already known on this topic

- Establishing diagnosis of cutaneous T-cell
lymphoma requires knowledge of new lymphoma
entities and extensive immunohistochemical study.

- Features associated with better outcome
are epidermotropic infiltration, CD4 expression and
early stage.
What this study adds

- PCGD-TCL in young patient with early stage,
no B-symptoms, prompt diagnosis and aggressive
therapy could result in favorable outcome.

- PCGD-TCL treated with CHOP can achieve
complete remission for 55 months.
Note

This case report was presented at XXXI Inter-
national Congress of the IAP and 28" Congress of the
ESP (Cologne, Germany, 25 - 29 September 2016) and
abstract was presented at the conference published
at the society's journal https://rd.springer.com/jour-
nal/428/471/1/suppl/page/1 page s290"

References

1. Gaulard P, Berti E, Willemze R, et al. Primary
cutaneous gamma delta T-cell lymphoma. In:
Swerdlow HS, Campo E, Harris NL, eds. WHO
classification of tumours of haematopoietic
and lymphoid tissues. Revised 4" ed. Lyon:IARC
Press; 2017:397-9.

2. Guitart J, Weisenburger DD, Subtil A, et al.
Cutaneous gamma delta T-cell lymphomas: a
spectrum of presentations with overlap with
other cytotoxic lymphomas. Am J Surg Pathol
2012;36:1656-65.

10.

Kalyan S, Kabelitz D. Defining the nature of
human y6 T cells: a biographical sketch of
the highly empathetic. Cell Mol Immunol
2013;10:21-9.

Hocker TL, Wada DA, el-Azhary R, et al. Expression
of T-cell receptor-gamma delta in normal
human skin, inflammatory dermatoses and
mycosis fungoides. J Cutan Pathol 2012;39:419-24.
Pongpruttipan T, Pongtongcharoen P,
Sukpanichnant S. Mature T-cell and NK-cell
lymphomas in Thailand: an analysis of 71 cases.
J Med Assoc Thai 2011;94:743-8.

Toro JR, Liewehr DJ, Pabby N, et al. Gamma
delta T-cell phenotype is associated with
significantly decreased survival in cutaneous
T-cell lymphoma. Blood 2003;101:3407-12.
Merrill ED, Agbay R, Miranda RN, et al.
Primary cutaneous T-cell lymphomas showing
gamma delta phenotype and predominantly
epidermotropic pattern are clinicopathologically
distinct from classic primary cutaneous gamma
delta T-cell lymphomas. Am J Surg Pathol 2017;41:
204-15.

Garcia-Herrera A, Song JY, Chuang SS, et al. Non-
hepatosplenic gamma delta T-cell lymphomas
represent a spectrum of aggressive cytotoxic
T-cell lymphomas with a mainly extranodal
presentation. Am J Surg Pathol 2011;35:1214-25.
Rodriguez-Pinilla SM, Ortiz-Romero PL,
Monsalvez V, et al. TCR-eamma expression in
primary cutaneous T-cell lymphomas. Am J Surg
Pathol 2013;37:375-84.

Vin H, Talpur R, Tetzlaff MT, Duvic M. T-cell
receptor-Y in gamma-delta phenotype cutaneous
T-cell lymphoma can be accompanied by
atypical expression of CD30, CD4, or TCRBF1
and an indolent clinical course. Clin Lymphoma
Myeloma Leuk 2014;14:195-200.



432 Thammasat Medical Journal, Vol. 19 No. 2 April - June 2019

11. Willemze R, Jansen P, Cerroni L, et al. 13.  Warnnissorn N, Limvorapitak W, Chakkavittum-
Subcutaneous panniculitis-like T-cell lymphoma: rong P, et al. Primary cutaneous gamma delta
definition, classification, and prognostic factors: T-cell lymphoma with complete remission after
an EORTC cutaneous lymphoma group study of chemotherapy. Virchows Arch 2016;469:5290.

83 cases. Blood 2008;111:838-45.

12.  Caudron A, Bouaziz J, Battistella M, et al. Two
atypical cases of cutaneous gamma/delta T-cell
lymphomas. Dermatology 2011;222:297-303

UNANELD
Primary cutaneous gamma delta T-cell lymphoma faugauasian1ssnuIaealiviian CHOP: 5189 ugUae
$18USNIMNUTZINAINGULAZNUNIUUNAU
w73 259aAT*, 25N GUBNNUGWA*, Waan IS5, MR Aunsing
X ANAIINYIDIN AL IANUAENT AMTLNNEANERNT NUINEIREEIINAARS
* AIYNRNYIANENS AMSUNNEANENS INTIVENRUEIIUATENS

Primary cutaneous gamma delta T-cell lymphoma (PCGD-TCL) 1dulsaiinulives Tnswaduzigadu
mature activated gamma delta T-cells &3 cytotoxic phenotype fireliAnseslsnlamusluduRondaing wlaud
falustuldifmns seSedatitnlinovaussienising uasnensallsalald f6nsn1ssenTinad 15 - 31 fou 9189w
Alaeveeny 19 U lasumsifadelse PCGD-TCL Wussnuwsnlulszmalne InedUleddeudunmanedouulunii
wazmilatsny seelsaguusanislung 3 dou mansratudeiuuwmavulunth wuwaduzsdaduaulnlsivuadn
fenanaidumtauriuay st uavimadlinauande CD3, TCR-gamma/delta, TIA-1, CD4 uazl¥naausie betaF1, CDS,
CD56, CD34 way EBER wagsveyvadlsn IA fuldsunssnundeeiaiiintn CHOP 8 A lsaasuiduna 55 iou
il PCGD-TCL seiifimunndnsngiasdalug) 1) lsrasuvdsldumssnuieiafivash CHOP uay 2) waduuiss
Tdnwauy CDA+ Uay CD56-

Do

ndRey: Tianaulnu ARl lawnuuean, Useinelng, 389de, 1eduide, lsarasu

N




