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• A 51-year-old woman presented with persistent nasal obstruction, 
dysphagy and dysphonia (May 2020)

• Her previous medical history was irrelevant
• A mass was detected in the arytenoid cartilage and nasal cavity on 

clinical examination and imaging
• Also, careful clinical examination showed skin lesion on proximal 1/3 

lateral region of the left arm (6.7x4.5 mm in size showed later in 
ultrasound)

• There was no palpable lympadenopathy

Clinical history
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• PET/CT scanned nodular thickening in the left arytenoid cartilage 
characterized by intense FDG uptake with a transaxial wide diameter 
of approximately 1.5 cm (SUVmax = 12.3)

• A mass with soft tissue density was noted which filled most of the 
right nasal cavity and was characterized by intense FDG uptake, with 
an anteroposterior length reaching approximately 2.5 cm (SUVmax = 
18.7)

• Two focal lesions with increased FDG uptake, restricted to the skin, 
were noted in the 1/3 proximal and lateral, 1/3 distal parts of the left 
arm

• There were no other sites of increased FDG activity

Clinical history
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• The punch biopsies taken from the lesion adjacent to the right nasal 
cavity and the left arytenoid cartilage, and the excisional biopsy taken 
from the lesion in the fatty tissue in the proximal left humerus
confirmed NK/T-cell lymphoma, positive for Epstein-Barr virus

Clinical history
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• Stage IV according to Ann Arbor
<Stage I(E) disease (usually of the upper aerodigestive tract) plus isolated distant involvement>

• Stage IV according to the CA ENKTCL staging system

• IPI intermediate low-risk
• PINK intermediate risk
• NRI high risk

Clinical history

No bone marrow involvement

On TTE: left ventricular ejection fraction 60%

Plasma EBV-DNA negative

IPI: international prognostic index
PINK: prognostic index natural killer cell lymphoma

NRI: nomogram revised index
the most widely used predictive models 
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• Advanced stage nasal type extranodal NK T cell lymphoma (ENKTCL)
• Fit (ECOG 0)
• Disseminated disease

• We initiated SMILE protocol (dexamethasone, methotrexate, 
ifosfamide, L-asparaginase, etoposide)

• After second course therapy, complete response was achieved
(September 2020)

Clinical history
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Before treatment

After second
course therapy
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van Doesum JA, Niezink AGH, Huls GA, Beijert M, Diepstra A, van Meerten T. Extranodal Natural Killer/T-cell
Lymphoma, Nasal Type: Diagnosis and Treatment. Hemasphere. 2021;5(2):e523
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• The patient underwent stem cell mobilization with G-CSF 
<7.73x106/kg CD34(+) > (28.6cc DMS0)

• Then the 3rd course of SMILE started

Clinical history

She had no HLA-matched donor
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• Autologous stem cell transplantation was performed on November 3, 2020

• Conditioning BEAM (carmustine, etoposide, cytarabine, melphalan)

• +9… neutrophil engraftment
• +10… platelet >20000 /mm3
• +13… platelet >50000 /mm3 

• Complete remission was maintained in the posttransplant 3rd month 
• Then, she was followed up in remission throughout 26 months

Clinical history
ECOG 0
KARNOFSKY 100
EBMT 0
SORROR 0

11



• There was a relapse in January 2023
• PET/CT showed involvement in bilateral nasal mucosa, bilateral 

tonsillar area, left vocal cords, bilateral cervical lymph nodes and 
spleen

• No bone marrow involvement
• Stage IIIE according to Ann Arbor

Clinical history
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• After two course DeVIC (dexamethasone, etoposide, ifosfamide, 
carboplatin) protocol

• On interim PET/CT, the involvement in bilateral nasal mucosa, bilateral 
tonsillar region, left vocal cords and spleen was completely regressed. 
The involvement in bilateral cervical lymph nodes had almost 
completely regressed

• Then, the patient was treated with 50 Gy radiotherapy, followed by 2 
more courses of DeVIC (sandwich approach)

• Complete response was achieved

Clinical history
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• She was then allografted from her HLA-haploidentical son donor
using myeloablative conditioning on January 17, 2024.

• Conditioning: Flu-Bu-TT (fludarabine-busulfan-thiotepa)
• GVHD prophylaxis

-rabbit ATG
-PTCy, Cyclosporine, MMF

• Defibrotide prophylaxis was added to the protocole for prevention of 
sinusoidal obstruction syndrome

Clinical history
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• The last visit (June 15, 2024) (at day +150)
• Haemoglobin concentration (Hb) 10.0 g/l
• WBC 2.8 x 109/l
• Neutrophils 1.4 x 109/l 
• Platelet count 80 x 109/l

Clinical history

CMV-PCR negative
Molecular chimerism %99, XY 
chimerism 100
No active GVHD 
Bone marrow aspiration biopsy
cellularity 50%, megakaryocytes with normal 
morphology were seen, no dysplasia, no disease 
involvement

15



• NKTCL is a rare, EBV-related non Hodgkin lymphoma
• It develops from transformation of NK-cells or cytotoxic T-cells, rarely 

both 
• It shows a geographical predilection for Asian and South American

populations
• NKTCL can be nodal or extranodal

Discussion

Montoto S, Dreyling M, Ballova V. ESMO Lymphomas: Essentials for Clinicians Third Edition, 2024
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• More than two thirds of NKTCLs are localised at diagnosis and most
frequently located in the nasal and upper airway region

• Nasal type is more prevalent in men in their 5th decade
• Disseminated disease occurs in 10%-20% of ENKTCLs, involving sites

such as testis, skin, intestine, soft tissue and bone marrow (rarely) 
and may be complicated by HPS  

• Despite the predominant nasal location, spread to the cerebrospinal
fluid (CSF) is uncommon

Discussion

Montoto S, Dreyling M, Ballova V. ESMO Lymphomas: Essentials for Clinicians Third Edition, 2024
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• NKTCL shows an angiocentric and angiodestructive pattern
• EBV infection and subsequent genetic alterations in infected cells are

central to ENKTCL development
• Positivity for EBV with in situ hybridisation is necessary for diagnosis

Discussion

The circulating EBV in the 
peripheral blood can often be 
detected, providing another 

method of disease monitoring

Tse E, Zhao WL, Xiong J, Kwong YL. How we treat NK/T-cell lymphomas. J Hematol Oncol. 2022;15(1):74.
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• Staging distinguishes between localized disease versus advanced disease

• Ann Arbor staging system staging ENKTCL and is useful for planning RT
• Site, local invasion and lymph node involvement
seems more accurate in estimating survival

Discussion

Localized NKTL is curable but 
most persons with advanced 
disease have a poor prognosis
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Wang H, Fu BB, Gale RP, Liang Y. NK-/T-cell lymphomas. Leukemia. 2021;35(9):2460-2468.
Tse E, Zhao WL, Xiong J, Kwong YL. How we treat NK/T-cell lymphomas. J Hematol Oncol. 2022;15(1):74.

PINK-E

International 
Prognostic
Index

Korean
Prognostic
Index

Prognostic
Index of 
Natural Killer 
Lymphoma

Nomogram
-revised 
Risk Index 

Adopting a dynamic approach 
that incorporates evolving 

parameters, such as plasma EBV 
DNA and PET/CT imaging
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• NK-cells express high levels of P-glycoprotein,
leading to a multidrug resistance (MDR)
phenotype

• Anthracycline-containing (CHOP or CHOP-like)
regimens are MDR-dependent and ineffective

• So, anthracycline-containing regimens should be
avoided in NKTCL

• non-MDR–dependent therapies should be the
first choice of therapy, examples of which are
asparaginase- or platinum-based therapies which
induces apoptosis of NK-cells in vitro

• Also, NKTCLs are radiosensitive

Principles of Treatment

Tse E, Zhao WL, Xiong J, Kwong YL. How we treat NK/T-cell lymphomas. J Hematol Oncol. 2022;15(1):74.
van Doesum JA, Niezink AGH, Huls GA, Beijert M, Diepstra A, van Meerten T. Extranodal Natural Killer/T-cell Lymphoma, Nasal Type: Diagnosis and Treatment. 
Hemasphere. 2021;5(2):e523
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• asparaginase-containing 
regimens combined with 
radiotherapy

• concurrent chemoradiotherapy
vs sequential chemotherapy
and radiotherapy

• radiotherapy doses below 50 Gy 
linked to higher locoregional 
relapse rates

Stage I/II Nasal NKTCL

Tse E, Zhao WL, Xiong J, Kwong YL. How we treat NK/T-cell lymphomas. J Hematol Oncol. 2022;15(1):74.

Assessment of medical
fitness is important for

treatment choice
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• The standard-of-care for advanced stage is
asparaginase based combination
chemotherapy

• Therapeutic goals include achieving 
undetectable plasma EBV DNA and a PET/CT 
Deauville score ≤ 3 at both interim and end-
of-treatment

• CNS involvement can occur in stage III/IV
• Intermediate-dose methotrexate regimens 

(SMILE or SMILE-like) reduce the risk of CNS 
involvement 

Stage III/IV Nasal and Non-Nasal NKTCL

Wang H, Fu BB, Gale RP, Liang Y. NK-/T-cell lymphomas. 
Leukemia. 2021;35(9):2460-2468.

No specific intensive asparaginase-

based chemotherapy regimen 

provides clearly superior outcomes 

for advanced-stage ENKL, and all 

are associated with substantial 

adverse effects. 

Due to poor survival rates, 
additional treatment should be 

considered for stage III/IV 
nasal or any stage non-nasal 
disease, even if remission is 

achieved.
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HEMATOPOIETIC CELL TRANSPLANTATION

There is no 
firm consensus 

regarding 
optimal post-

induction 
management 

of ENKL and no 
well-controlled 

prospective 
studies or 

randomized 
trials to guide 

decision-
making.
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Autologous Transplantation

Wang H, Fu BB, Gale RP, Liang Y. NK-/T-cell lymphomas. Leukemia. 2021;35(9):2460-2468.
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Relapsed/Refractory Disease
• The outcome of R/R patients is dismal, with a reported median PFS of 4.1 

months and OS of 6.4 months

• Chemotherapy-based treatment is mostly ineffective, so these patients should 
be considered candidates for clinical trials with novel therapies

• In the absence of a clinical trial, pembrolizumab or nivolumab are appropriate
options.

• Patients previously treated with SMILE or refractory to SMILE can be treated 
with gemcitabine and platinum-based regimens

• Also, PD-L1 antibody (avelumab), anti-CD30 and anti-CD38 antibodies are
increasingly used.

• Histon deacetylase (HDAC) inhibitors are other options

• Other drugs approved in T cell lymphomas, including pralatrexate and
romidepsin
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Discussion

Montoto S, Dreyling M, Ballova V. ESMO Lymphomas: Essentials for Clinicians Third Edition, 2024.
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