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Case P1440-17

m CLINICAL HISTORY: : A 74-year-old male with right testicular tumor.
m TISSUE ORIGIN: Right testis.

m MACROSCOPIC FEATURES:
— Procedure: Orchidectomy.
- Specimen Laterality: Right
— Tumor Focality: Unifocal.
— Testis Size: 6x5x5 cm
— Tumor Size: 4x3x2.5 cm.
— Tumor Appearance: Solid, tan with hemorrhagic foci.
- Spermatic cord Length: 8.0 cm.
— Macroscopic Extent of Tumor: Involves testis and epididymis.
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Summary of the immunophenotypic
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Diagnosis

Right testis, orchidectomy:

Extranodal NK-/T-cell ymphoma, nasal type (Extranasal NK/T-
cell ymphoma)




Distribution of 1,314 cases by
consensus diagnosis.
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Major T/NK Cell Lymphoma
Subtypes by Geographic Region

%
Subtype North America Europe Asia

PTCL-NOS 34.4 34.3 22.4
Angioimmunoblastic 16.0 28.7 17.9
ALCL, ALK positive 16.0 6.4 3.2
ALCL, ALK negative 7.8 94 2.6
NKTCL 5.1 4.3 22.4
ATLL 2.0 1.0 25.0
Enteropathy-type 5.8 9.1 1.9
Hepatosplenic 3.0 2.3 0.2
Primary cutaneous ALCL 54 0.8 0.7
SC panniculitis-like 1.3 0.5 1.3
Unclassifiable T-cell 2.3 3.3 2.4

International T-Cell Lymphoma Project JCO 2008;26:4124-4130




Extranodal NK/T Cell Lymphomas,
Nasal Type

m Sites affected
— Nose and upper aerodigestive tract 75%
— Extranasal (25%)

- Secondary involvement of regional nodes: 10-
20%



Extranasal NK/T Cell Lymphomas,
sites

intestine (37%)

skin (26%)

testis (17%)

lung (14%)

eye and soft tissue (9% each)
adrenal gland and brain (6% each)
breast and tongue (3% each)

Multiple sites included

Au WY, et al. Blood 2009 113:3931-3937



T/NK Cell Lymphoma, Patient
Characteristics

Stage Marrow
Male IlI/IV  Positive IPIO/1 IPI2/3 IPI4/5

PTCL-NOS 60 66 69 22 28 57 15
Angioimmunoblastic 65 56 89 29 14 59 28
Nasal NKTCL 52 64 27 10 51 a7 2

Extranasal NKTCL 44 68 69 18 26 of 17
ATLL 62 55 90 28 19 65 16
ALCL, ALK+ 34 63 65 12 49 37 14
ALCL, ALK- 58 61 58 7 41 44 15
Enteropathy-type 61 53 69 25 63 13
Cutaneous ALCL 55 064 14 0 86 14 0

Hepatosplenic 34 68 95 74 5 47 47
SC panniculitis-like 33 75 83 8 42 42 17

International T-Cell Lymphoma Project JCO 2008;26:4124-4130




Survival of T/NK Cell Lymphomas by
Histologic Type

PTCL-NOS 32 20
Angioimmunoblastic 32 18
Nasal NKTCL 492 29
Extranasal NKTCL o) 6
ATLL 14 12
ALCL, ALK+ 70 60
ALCL, ALK- 49 36
Enteropathy-type 20 4
Primary cutaneous ALCL 90 55
Hepatosplenic 7 0
Subcutaneous panniculitis-like 64 24

International T-Cell Lymphoma Project JCO 2008;26:4124-4130



Nasal vs extranasal NKTL clinical
presentations

m Extrtanasal cases have more adverse clinical features
than nasal cases

- high stage

- elevated LDH

- bulky disease

- poor performance status

— tendency to have anemia and thrombocytopenia

— Similar rates of BM involvement and
hemophagocytosis

Au WY, et al. Blood 2009 113:3931-3937



Overall survival of patients with natural
Killer T-cell lymphoma.
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Overall survival of patients with extranodal NK/T-cell
lymphoma by stage of disease.
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? Nodal NK/T-cell lymphoma

Nodal NKTCL does not belong the entity of extranodal NKTCL
Considered as a variant of peripheral T-cell lymphoma, NOS

Affect older age, lack of nasal involvement, and have more T-cell lineage
(CD8+, CD56-)

Distinct gene expresssion profile

Worse survival

Ng SB, et al. Haematologica. 2018 Feb;103(2):278-287



Primary testicular NK/T-cell lymphoma

m Extremely rare
m Only 14 cases have been reported in the English literature
m All cases, reported with follow-up, died within 2-14 months

m Most patients did not receive L-asparaginase containing
regimens

Zhang WL, et al. Medicine (Baltimore). 2018 Mar;97(12):e0181. doi



Treatment of NK/T-cell lymphomas

m Nasal:

- Concomitant/sequential chemotherapy and
radiotherapy is standard treatment

m Extranasal
- systemic chemotherapy with regimens containing L-
asparaginase

m HSCT: in advanced-stage nasal, nonnasal, disseminated, or
relapsed lymphomas, when remission is achieved



Immune checkpoints inhibitors may
offer hope for treatment of NKTL

Brief Report

LYMPHOID NEOPLASIA

PD1 blockade with pembrolizumab is highly effective in relapsed or
refractory NK/T-cell lymphoma failing L-asparaginase

Yok-Lam Kwong,' Thomas S. Y. Chan,' Daryl Tan,>* Seok Jin Kim,* Li-Mei Poon,® Benjamin Mow,® Pek-Lan Khong,”
Florence Loong,® Rex Au-Yeung,® Jabed Igbal,® Colin Phipps,** and Eric Tse'

'Department of Medicine, Queen Mary Hospital, Hong Kong; *Raffles Cancer Center, Raffles Hospital, Singapore; *Department of Haematology, Singapore
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Medicine, Seoul, South Korea; *Department of Hematology/Oncology, National University Cancer Institute, Singapore; *Mow Blood and Cancer Clinic,
Mount Elizabeth Medical Center, Singapore; ‘Department of Diagnostic Radiology, and ®Department of Pathology, Queen Mary Hospital, Hong Kong; and
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Natural killer (NK)T-cell lymphomas failing L-asparaginse regimens have no known salvage
and are almost invariably fatal. Seven male patients with NK/T-cell lymphoma (median age,
s NK/T-cell lymphomas failing 49 years; range, 31-68 years) for whom a median of 2 (range, 1-5) regimens (including

L-asparaginse, generally L-asparaginase regimens and allogeneic hematopoietic stem-cell transplantation [HSCT] in
fatal, showed a high CR rate 2 cases)failed were treated with the anti-programmed death 1 (PD1) antibody pembrolizumab.
b PR bla alomada odile All natients resnonded. accordina to varous clinical. radioloaic (nositron emission

[ patients failed asparaginase-based regimens, all had
advanced disease. All patients experienced a rapid response
to pembrolizumab, with 5 CR



Conclusions

m We presented a rare case of primary testicular NKTL

m Extranasal and nasal NKTL are morpologically and
Immunophenotypically similar

m Extranasal NKTL are more aggressive than nasal NKTL

m Current accepted chemotherapy should contain L-
asparaginase

m Immune checkpoints inhibitors may offer hope for treatment
of NKTL



