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Gastric CD56-negative Extranodal Natural Killer/T-cell Lymphoma: A Case Report
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Extranodal natural killer (NK)/T-cell lymphoma, nasal type (ENKTCL-NT) is the most common subtype of Epstein-Barr virus-asso-
ciated NK/T-cell lymphomas. ENKTCL-NT occurs infrequently in the gastrointestinal tract. In particular, reports of ENKTCL-on NT 
arising from the stomach are extremely rare. Several clusters of differentiation (CDs) have been useful in recognizing NK-cells, 
T-cells, and tumor cells of NK/T-cell lymphomas. Among them, the CD56 antigen is considered the most sensitive marker for 
ENKTCL-NT and is expressed in almost all cases of ENKTCL-NT. Thus, the development of CD56-negative ENKTCL-NT is highly 
atypical. This paper reports a case of a young Asian female who presented with gastric ulcer bleeding. The patient was histologically 
diagnosed with ENKTCL-NT. No tumor cells for CD56 were observed, whereas no monoclonality of the T-cell receptor gamma gene 
rearrangement was detected in the tumor cells. The patient was scheduled for systemic chemotherapy six times and achieved com-
plete remission. Peripheral blood-hematopoietic stem cell transplantation was performed later. (Korean J Gastroenterol 2022;80:
190-194)
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INTRODUCTION

Extranodal natural killer (NK)/T-cell lymphoma, nasal type 

(ENKTCL-NT) is an extremely rare independent disease entity 

classified as a subtype of non-Hodgkin’s lymphomas that origi-

nate from either NK-cells or gamma–delta (γδ) T cells and 

has a poor prognosis.1-3 ENKTCL-NTs are more frequently lo-

calized in the upper aerodigestive tract, such as the nasal 

cavity or nasopharynx, and less frequently within the nonnasal 

areas (the skin, salivary gland, testis, and gastrointestinal 

tract).4-6 Although this tumor most commonly involves the colon 

in the gastrointestinal tract and portions of the small intestine, 

gastric involvement is seldom observed.7-9 The cluster of differ-

entiation (CD) 56 antigen is typically detected following most 

immunohistochemistry of tumor cells.1,4 CD56 is the most sen-

sitive marker for ENKTCL-NT. On the other hand, there are 

no reports of CD56-negative ENKTCL-NT in the stomach in 

Korea. This paper reports a unique case of CD56-negative 

ENKTCL-NT, presenting as gastric ulcer bleeding.
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Fig. 1. Upper gastrointestinal endoscopic examination showing a 
3×3 cm-sized, single, round, cratered ulcer with blood clots at the 
gastric fundus.
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Fig. 2. Specimens stained with hematoxylin and eosin stain (H&E). (A) Specimen showing ulcer and necrosis with the infiltration of atypical 
lymphocytes (×100). (B) Specimen showing atypical lymphocyte infiltration into the lamina propria layer (×200). 
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Fig. 3. Immunohistochemical staining results for tumor cells. (A) Tumor cells showing positive findings for polyclonal rabbit antihuman CD3 
antibody against the CD3 antigen (×400). (B) Tumor cells showing completely negative findings for the monoclonal anti-CD56 antibody 
against CD56 antigen (×400). 

CASE REPORT

A 25-year-old woman presented with hematemesis. There 

was no specific prior medical history, including a malignancy. 

She complained of intermittent abdominal pain and discomfort 

for 15 days before she came to the emergency room. There 

were no B symptoms, such as fever, night sweats, and uninten-

tional weight loss. Upon presentation, her blood pressure, pulse 

rate, and body temperature were 100/60 mmHg, 118 

beats/min, and 36℃, respectively. In the physical examination, 

her abdomen was soft and flat. There was no cervical lympha-

denopathy, no hepatosplenomegaly, or palpable mass. She 

also had no abdominal tenderness. The chest X-ray showed 

no active lung lesions in both lungs. The simple abdomen 

showed mild ileus, and there were no definite space-occupying 

lesions or significant abnormal calcifications. The complete 

blood count revealed normocytic normochromic anemia 
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Fig. 5. Positron emission tomography-computed tomography showing multiple lymphomatous lesions. (A) Gastric fundus, (B, C, black arrows)
spleen, (C, white arrow) left adrenal gland, (D) omentum of the left upper abdomen, (E) both paratracheal lymph nodes, and (F) parenchyma
of both lungs. 

Fig. 4. EBERs-ISH revealing positive signals with deeper purple 
color (red arrows) on the nuclear staining in a large number of tumor
cells (×400). EBERs-ISH, Epstein-Barr virus (EBV)-encoded small 
nuclear early RNAs by in situ hybridization.

(hemoglobin 11.4 g/dL, and hematocrit 32.9%). In the liver 

function tests, the total protein (6.8 g/dL), albumin (3.8 g/dL), 

AST (20 U/L), and ALT (10 U/L) were normal. BUN (14 mg/dL) 

was normal, but the creatinine level was slightly decreased 

(0.48 mg/dL). LDH (171 U/L) was normal. An upper endoscopy 

showed an approximately 3×3 cm-sized, round, cratered ulcer 

with blood clots at the gastric fundus (Fig. 1). Endoscopically 

biopsied specimens stained with H&E showed ulceration and 

necrosis with infiltration of atypical lymphocytes into the gland 

and lamina propria (Fig. 2). Immunohistochemistry of the tumor 

cells in paraffin-embedded formalin-fixed specimens showed 

positivity for CD30, polyclonal CD3 (Fig. 3A), and T-cell-re-

stricted intracellular antigen-1 (TIA-1) but not for monoclonal 

antibodies against CD20 and CD56 (Fig. 3B). In situ hybrid-

ization (EBERs-ISH) showed that some tumor cells were positive 

for the Epstein-Barr virus (EBV)-encoded small nuclear early 

RNAs (Fig. 4). PCR could not detect monoclonal T-cell receptor 

(TCR) γ gene rearrangement in the neoplasm. 

A diagnosis of ENKTCL-NT was established following patho-

logical analysis. After referral to an oncologist, subsequent 

assessments were performed. PET-CT revealed the involve-

ment of the gastric fundus, spleen, left adrenal gland, omen-

tum of the left upper abdomen, both paratracheal lymph no-

des, and the parenchyma of both lungs (Fig. 5). No bone mar-

row involvement was observed, and her lymphoma was classi-

fied as stage IV. After six chemotherapy cycles with non-

anthracycline-containing VIDL (etoposide, ifosfamide, dex-

amethasone, and L-asparaginase) regimens, she achieved clin-

ically complete remission and subsequently underwent autolo-

gous peripheral blood-hematopoietic stem cell transplantation.

DISCUSSION

While ENKTCL-NT most commonly involves the localized na-

sal areas, such as the upper aerodigestive tract, they may 

disseminate, with nasal involvement on PET-CT, to nonnasal 

areas, such as the skin and gastrointestinal tract.5,6 When 
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ENKTCL-NTs primarily develop outside the nasal areas, they 

often present as advanced diseases rather than localized dis-

eases without nasal involvement on PET-CT.5-7 Considering 

that ENKTCL-NT involving the gastrointestinal tract progresses 

more aggressively, particularly when the case is a primary 

disease, detailed studies and data have been relatively scarce 

compared to those for the nasal areas.5-7 A multicenter retro-

spective study of Asian countries published in 2013 found 

that among 81 patients with ENKTCL-NT involving the gastro-

intestinal tract, the tumor predominantly involved the small 

and large intestines (72%) rather than the stomach (5%).7 

The small intestine was the most commonly involved site, with 

42% of the cases presenting with only small intestinal disease 

and 28% involving both the small and large intestines.7

Based on endoscopic findings, primary gastrointestinal lym-

phoma, composed mainly of B-cell lymphomas, has been 

characterized as the ulcerative type in the upper gastro-

intestinal tract and polyp type in the lower gastrointestinal 

tract.10 An endoscopic study of NK/T-cell lymphoma among 

those with primary gastrointestinal lymphoma reported that 

the ulcer type was the most common finding, regardless of 

the site of involvement.11 No detailed study on the gastro-

intestinal endoscopic findings for ENKTCL-NT, the most com-

mon among the various subtypes of primary gastrointestinal 

NK/T-cell lymphoma, has been reported.

Histopathologically, the tumor showed atypical lymphocyte 

infiltration with an angiocentric or angiodestructive growth 

pattern, causing vascular occlusion, resulting in severe in-

flammation, such as granuloma or tissue necrosis due to is-

chemic damage.4-6 Therefore, the current case reveals the 

clinical features of the tumor, such as ulcer bleeding and per-

foration, depending on the organ involved.4-7 Repeated biopsy 

or surgical resection was required for diagnosis, considering 

the low tumor yield due to extensive necrosis.5,6

Oncologically, ENKTCL-NT can be classified as an EBV+ 

NK/T-cell lymphoma according to the etiology.2,8,12 The pres-

ence of episomal EBV genome separate from the host ge-

nome in tumor cells and EBV-latent membrane protein found 

in tumor cells proves that a latent EBV infection occurred early 

during clonal lymphomagenesis. Hence, EBV early RNAs iden-

tified via ERERs-ISH in tumor cells are essential for diagnosis, 

with the absence of the EBV excluding the diagnosis.1,5,6 On 

the other hand, given that the circulating plasma EBV DNA 

levels suggest apoptosis, they can be useful not as a diag-

nostic criterion but for a prognostic evaluation of disease pro-

gression, treatment response, recurrence, and survival rate.5,6

The current case was characterized as a gastric ulcer with 

bleeding on upper gastrointestinal endoscopy without the na-

sal presentation, EBERs-ISH+, CD56-, TIA-1+, polyclonal 

CD3+, and finally, no monoclonal TCR γ gene rearrangement. 

The TCR gene rearrangement test in the present case could 

have been a false-negative due to the extensive sample of 

necrotic tissue.13 Additionally, the T-cell lineage of our lympho-

ma cannot be ruled out considering the negative findings for 

CD56, an NK-cell marker, and positive findings for CD3, which 

is mainly expressed by T cells.5,6

To the best of the author’s knowledge, only two cases of 

upper gastrointestinal CD56-negative ENKTCL-NT have been 

reported thus far.14,15 Kim et al.14 reported a case of re-

currence in the small intestine, particularly the duodenum, 

which was not a primary lesion like our case. Thus far, only 

Zhang et al.15 reported a primary gastric presentation, but 

they were not concerned with the clonal TCR gene and tumor 

cell lineage, unlike the present report. Moreover, considering 

available information regarding the typical immunophenotype 

of the tumor (i.e., CD56+)4-6 and the reported rates of more 

than 70%,4 the CD56−T-cell lineage in the present case is 

theoretically unique. In a study of 67 cases with ENKTCL-NT 

of the upper aerodigestive tract in Thailand, the putative cell 

origin did not affect the clinical characteristics and the treat-

ment response. T-cell-derived tumors showed better trends 

in survival rates than NK-cell-derived tumors.16 No studies 

have reported the clinical outcomes according to tumor cell 

origin in the gastrointestinal tract.

In conclusion, this report described a rare case of extra-

nodal NK/T-cell lymphoma in the stomach of a young woman 

who presented with hematemesis. Further results regarding 

the endoscopic findings, clinical features, treatment, and 

prognosis will emerge with continual research on ENKCL-NT.
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