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[ Abstract ] Background and purpose: Extranodal natural killer/T-cell lymphoma (ENKTL) is a form of
non-Hodgkin’s lymphoma. The ENKTL incidence in China is much higher than that in the Western countries. The
disease is highly malignant, not sensitive to chemotherapy, has short survival period and poor prognosis. Epstein-Barr
virus (EBV) infection has close relationship with the development of the disease. However, there are still a few patients
without EBV infection. This study aimed to discuss the clinical features and prognosis of EBV-encoded small RNA
(EBER) in situ hybridization negative ENKTL. Methods: From Aug. 2011 to Oct. 2015, 326 cases were diagnosed with
ENKTL from the First Affiliated Hospital of Zhengzhou University. The expression of EBER was detected by in situ hy-
bridization technique. The clinical pathological characteristics and prognosis of EBER-negative patients were analyzed.
Results: In 326 patients with ENKTL, the negative rate of EBER was 2.45% (8/326). In 8 EBER-negative patients,
the median survival time was 17 months. The log-rank test revealed that there was a significant difference between

EBER-negative and EBER-positive curves (y’=6.407, P=0.011). Multivariate Cox proportional hazards regression
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analysis showed that in EBER-negative ENKTL, only lactate dehydrogenase (LDH) predicted survival time (P=0.008).

EBV-DNA copy number in plasma was not significantly correlated with survival time (P>0.05). Conclusion: The inci-
dence of EBER-negative ENKTL is low. Patients with EBER-negative ENKTL have poorer prognosis than EBER-posi-

tive patients. Elevated LDH may be a factor indicating poor prognosis.
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Tab.1 The clinical features of eight EBER negative ENKTL patients

No. Age/year Gender Primarysite B Local lymphonode LDH Stage KPI EBV-DNA/mL Therapy PFS #month OS #/month
1 37 Male Nasal cavity N Normal Normal I 0 Normal VIPD+RT 9 9
2 51 Female Nasal cavity N Normal Normal I 0 Normal RT 6 6
3 49 Male  Nasal cavity N Normal Normal I 0 6.28x10 VIPD+RT 25 25
4 49 Male  Nasal cavity N Normal Normal I 0 Normal CHOP+RT 3 5
5 21 Male  Nasal cavity Y Normal Normal I 1 7.13x10* RT 1 1.5
6 52 Male Esophagus N Normal Normal I 0 Normal VIPD+RT 14 17
7 70 Male  Nasal cavity Y Normal Normal [ 1 Normal CHOP+RT 4 9
8 33 Female Nasal cavity Y Normal Normal 1[I 1 5.23x10"  Gemcitabine 27 31

B: B symptoms; N: No; Y: Yes; KPI: The ENKTL prognostic index; RT: Radiotherapy; VIPD: Etoposide, ifosfamide, cisplatin and dexametha-
sone; CHOP: Cyclophosphamide, vincristine, epirubicin and prednisone; PFS: Progression-free survival; OS: Overall survival
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Fig. 1 The PFS and OS curves of EBER-negative and EBER-positive ENKTL patients
% 2 BfIEBERFAIEENKTLEE CoxZETERIFHHTER
Tab.2 The results of Cox multivariate regression analysis of EBER-negative ENKTL
95.0%CI for Exp(B)
Item B SE Wald df Sig. Exp(B)
Lower Upper
LDH* 10.003 56.203 0.032 1 0.859 22 097.286 0.000 1.528E+052

*: Forward stepwise Cox model, age, gender, primary site, staging, B symptoms, prognostic index, pretreatment plasma EBV DNA copy number,
and therapy for P>0.05 excluded from the survival function, the remaining LDH as risk factors for prognosis
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