Cancer Research on Prevention and Treatment

BRI B SR T 8RS SEBV DNARIAR A KX 5 IR R
BIFe, 3K, Wi, sKeeze, kR, X%, ERERX

FUHASL:

BTS2, WO, S BB R AR SEBV DNARIAR N KXt TS ORI, I B iG55, 2021, 48(6): 600~
606.

WEI Xueling, LAN Mei, PENG Xinhao, et al. Correlation Between Immune Function Status and EBV DNA in Patients
withNasopharyngeal Carcinoma and Their Influence on Prognosis[J]. Zhong Liu Fang Zhi Yan Jiu, 2021, 48(6): 600-606.

TELR I View online: https://doi.org/10.3971/j.issn.1000-8578.2021.20.1402

LT RIS HA SO

Articles you may be interested in

e M ) A A 7 160 7 S MRS S 128 SOk R 35 S I RE ) R )
Therapeutic Effect of Elemene Combined with Chemoradiotherapy and Its Influence on Immune Function in Nasopharyngeal Carcinoma

Patients

IR BT IATFE. 2019, 46(12): 1118-1122  https://doi.org/10.3971/1.issn.1000-8578.2019.19.0669
N2~ 341 Jey S e $OH e MR8 AN ) 3 el B A 7 7 R LIS 40T

Prognostic Effects of Different Courses of Neoadjuvant Chemotherapy on Stage N2-3 Locally Advanced Nasopharyngeal Carcinoma
BiRd B IG5 2019, 46(05): 426-430  https:/doi.org/10.3971/1.issn.1000-8578.2019.18.1719

FEFFPEAUT A2 R LRI L 20 M s 5 DR 3 4 18 S SRl ) T A A 208 B 0 S

Expression of Programmed Cell Death 1 and Lymphocyte Activation Gene 3 in Perioperation of Adenocarcinoma of Esophagogastric

Junction and Related Significance

g B A ESE. 2019, 46(05): 436-439  https://doi.org/10.3971/j.issn.1000-8578.2019.18.1518

A1 i AT 200 L I3 7 L 0 ) L (5 g S G S 5 A8 T F R R AR
Relationship of Peripheral Blood Neutrophil/Lymphocyte Ratio and Platelet/Lymphocyte Ratio with Curative Effect and Prognosis of
Patients with Locally Advanced Nasopharyngeal Carcinoma

R B IEIESE. 2019, 46(01): 32-36  https://doi.org/10.3971/.issn.1000-8578.2019.18.0578

A7 RTPLRAINLR S M8 £ 25 T ) S
Effect of NLR and PLR from Pre—treatment on Prognosis of Nasopharyngeal Carcinoma Patients
JiEE B IR HIFSE. 2017, 44(7): 476-480 hitps://doi.org/10.3971/j.issn.1000-8578.2017.16.1536



http://www.zlfzyj.com/
http://www.zlfzyj.com/
http://www.zlfzyj.com/CN/10.3971/j.issn.1000-8578.2021.20.1402
http://www.zlfzyj.com/CN/10.3971/j.issn.1000-8578.2019.19.0669
http://www.zlfzyj.com/CN/10.3971/j.issn.1000-8578.2019.18.1719
http://www.zlfzyj.com/CN/10.3971/j.issn.1000-8578.2019.18.1518
http://www.zlfzyj.com/CN/10.3971/j.issn.1000-8578.2019.18.0578
http://www.zlfzyj.com/CN/10.3971/j.issn.1000-8578.2017.16.1536

* 600 « ADBBRH 381372021 F 554845556 HR Cancer Res Prev Treat,2021,Vol.48,No.6

doi:10.3971/j.issn.1000-8578.2021.20.1402 o ”ﬁ&ﬁﬁ?‘ﬁ .

B g8 R E S I REIR S S EBV DNA
FH O SR i (A5

wnEH, 22X, FHE, KEE, LR, 2, s

Correlation Between Immune Function Status and EBV DNA in Patients with
Nasopharyngeal Carcinoma and Their Influence on Prognosis

WEI Xueling', LAN Mei’, PENG Xinhao’, ZHANG Hanyi’, LONG En', LIU Hui', LANG Jinyi"
1. Department of Clinical Medicine, Southwest Medical University, Luzhou 646000, China;
2. Department of Radiotherapy, Sichuan Provincial Tumor Hospital, Chengdu 610041, China;
3. Department of Clinical Medicine, University of Electronic Science and Technology of
China, Chengdu 610054, China

Corresponding Author: LANG Jinyi, E-mail: langjy610@163.com

Abstract: Objective To explore the correlation between EBV DNA load and peripheral immune cells
(including lymphocyte subsets and natural killer cells) before treatment in patients with NPC, and analyze the
influence of circulating immune cell subsets related to EBV on the prognosis of NPC patients. Methods We
retrospectively analyzed the general data of 203 NPC patients without distant metastasis at the first treatment,
as well as the data of peripheral blood EBV DNA and circulating immune cell subset. The ROC curve analysis
was used to determine the cutoff value of each circulating immune cell subset. Kaplan-Meier method was
used for survival analysis, and Cox regression model was used for multi-factor prognostic correlation analysis.
Results The 3-year OS, PFS, DMFS and LRFS of EBV DNA<400 copies/ml group and EBV DNA =400
copies/ml group were 99.2% vs. 90.1% (P=0.001), 96.7% vs. 90.1% (P=0.028), 98.4% vs. 90.1% (P=0.005)
and 98.4% vs. 100% (P>0.05), respectively. EBV DNA is negatively correlated with the ratio of CD19" B
cells before treatment (r=-0.138, P=0.040), and there was no significant correlation between EBV DNA and
other circulating immune subgroups (P>0.05). ROC analysis showed that the cut-off value of CD19'B cell
ratio before treatment related to the 3-year OS was 8.33% (P=0.02). The 3-year OS, PFS, DMFS and LRFS of
patients with CD19'B cells ratio <8.33% and CD19'B cells ratio >8.33% were respectively 90.4% vs. 99.2%
(P=0.003), 89.2% vs. 97.5% (P=0.008), 90.4% vs. 98.3% (P=0.008) and 98.8% vs. 99.2% (P>0.05). However,
ROC analysis showed that there was no significant correlation between OS and other peripheral immune cells
(including the proportion of CD3'T, CD3"CD4'T, CD3'CD8'T and CD56'NK cells and CD4/CDS8" ratio).
Multivariate analysis showed that EBV DNA load was an independent prognostic factor of 3-year PFS of NPC
patients, and the ratio of CD19'B cells was an independent prognostic factor of 3-year PFS, MFS and OS of
NPC patients. Conclusion Before treatment, there is a negative correlation between plasma EBV DNA and
the proportion of CD19'B cells in peripheral blood. Both can be used as the predictors of 3-year OS, PFS and
DMES of NPC patients.
Key words: Nasopharyngeal carcinoma; Epstein-barr virus; Lymphocyte subsets; B-lymphocytes
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Table 1 General data of included patients with
nasopharyngeal carcinoma (NPC)

Clinical characteristics n(%)
Gender

Male 141(69.45)

Female 62(30.55)
Chronic disease

Yes 25(12.31)

No 178(87.69)
Smoking

Yes 77(37.93)

No 126(62.04)
Drinking

Yes 51(25.12)

No 152(74.88)
T classification

1 9(4.43)

2 64(31.53)

3 60(29.55)

4 70(34.49)
N classification

0 3(1.48)

1 28(13.79)

2 112(55.17)

3 60(29.56)
TNM staging

I 0(0)

I} 12(5.92)

1 78(38.42)

v 113(55.66)
EBV-DNA (copies/ml)

=400 81(39.90)

<400 122(60.10)

W5 3B, EBV DNA<400 copies/ml4] FIEBV
DNA =400 copies/mIZ{f34-0S. PFS. DMFS4}
311°499.2% vs. 90.1% ( P=0.001) , 96.7% vs. 90.1%
(P=0.028) , 98.4% vs. 90.1% (P=0.005) , WizH
] 22 A GF 7 X . EBV DNA<400 copies/ml
ZHFIEBV DNA =400 copies/mlZH [ 34ELRFS 43 5]
F98.4%H1100%, 2= G+ L (P>0.05) ,
ILEI2A~D,
2.4 EBV DNAZL 2 K ZR 4T
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Table 2 Comparison of peripheral blood immune cell subset proportion in NPC patients among different clinical features (x=+s)

Immune subset

Clinical parameters

CD3'Tcell CD3'CD4'T cell CD3'CDS8 T cell CD47/CDS8’ ratio CD19'Bcell CD56 NK cell
Gender =0.069 =-0.051 =0.116 r=-0.139 =0.019 =-0.078
P=0.327 P=0.467 P=0.099 P=0.049 P=0.791 P=0.267
Age r=-0.177 =0.009 r=-0.110 r=0.054 =-0.039 =0.216
P=0.012 P=0.901 P=0.118 P=0.445 P=0.58 P=0.002
T classification =-0.087 r=-0.127 =0.074 =-0.075 =-0.037 =0.123
P=0.217 P=0.071 P=0.297 P=0.288 P=0.602 P=0.081
N classification r=0.164 r=0.14 =0.075 r=0.031 =-0.098 r=-0.142
P=0.02 P=0.046 P=0.287 P=0.661 P=0.164 P=0.043
TNM staging =0.055 =0.004 =0.123 r=-0.032 =-0.093 =-0.009
P=0.432 P=0.959 P=0.080 P=0.647 P=0.187 P=0.894
Chronic disease =-0.080 =-0.120 r=0.025 r=-0.132 =-0.026 r=0.084
P=0.255 P=0.087 P=0.721 P=0.061 P=0.709 P=0.233
Smoking =0.030 =0.14 =-0.133 =0.229 =-0.038 =0.036
P=0.666 P=0.046 P=0.059 P=0.001 P=0.593 P=0.606
Drinking =0.069 =0.069 r=0.013 r=0.036 =-0.082 =-0.049
P=0.325 P=0.334 P=0.858 P=0.606 P=0.245 P=0.488
EBV DNA =-0.058 =-0.017 =0.031 =-0.053 =-0.138 =0.121
P=0.424 P=0.807 P=0.658 P=0.453 P=0.040 P=0.085
Note: EBV: Epstein-Barr virus.
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Figure 1 Characteristics of EBV DNA and immune subsets in peripheral blood of patients with nasopharyngeal carcinoma

before treatment
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Figure 2 Kaplan-Meier curves of overall survival(A), progression-free survival(B), distant metastasis-free survival(C) and

local recurrence-free survival(D) of NPC patients in different EBV DNA groups

#3 BHEREIEKFEMEBY DNAK S TE 5
Table 3 Multivariable analysis of clinical characteristics and EBV DNA in NPC patients
Parameter PFS 08 DMFS
HR(95%CI) P HR(95%CI) P HR(95%CI) P
Gender 3.006(0.345-26.157) 0.319 2.439(0.569-10.444) 0.230 1.311(0.267-6.446) 0.739
Chronic disease 4.933(0.928-26.218) 0.061 2.777(0.531-14.512) 0.226 1.169(0.135-10.123)  0.887
Smoking 7.292(0.86-61.843) 0.069 0.331(0.037-2.964) 0.323 0.402(0.047-3.447) 0.406
Drinking 0.329(0.051-2.139) 0.244 4.311(0.037-2.964) 0.191 3.472(0.408-29.538)  0.255
Age 6.429(0.731-56.568) 0.094 0.889(0.262-3.014) 0.850 1.297(0.331-5.081) 0.709
T classification 0.697(0.273-1.779) 0.450 0.969(0.433-2.17) 0.939 1.012(0.436-2.352) 0.978
N classification 2.305(0.357-14.891) 0.381 1.087(0.315-3.75) 0.895 1.597(0.339-7.521) 0.554
TNM stage 0.810(0.074-8.869) 0.863 3.857(0.566-26.267) 0.168 1.961(0.235-16.383)  0.534
EBV DNA 12.794(1.395-117.304)  0.024 3.013(0.78-11.641) 0.110 4.614(0.872-24.423)  0.072
Notes: PFS: progression-free survival; OS: overall survival; DMFS: distant metastasis-free survival.
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Figure 3 ROC curves of circulating immune cell subsets in NPC patients before treatment
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Figure 4 Kaplan-Meier curves of overall survival(A), progression-free survival(B), distant metastasis-free survival(C) and
local recurrence-free survival(D) of NPC patients in different CD19'B lymphocytes groups
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Table 4 Multivariable analysis of clinical characteristics and CD19'B cell in NPC patients

N PFS 0S DMFS

HR(95%CI) P HR(95%CI) P HR(95%CI) P
Gender 0.950(0.116-7.751) 0.962 1.725(0.431-6.902) 0.441 0.820(0.176-3.822) 0.801
Chronic disease ~ 3.747(0.684-20.511)  0.128 2.321(0.461-11.686)  0.307 0.941(0.115-7.725) 0.955
Smoking 4.964(0.603-40.880)  0.136 0.333(0.042-2.648) 0.298 0.369(0.039-3.470) 0.383
Drinking 0.280(0.044-1.790) 0.179 4.005(0.476-33.667)  0.201 3.404(0.373-31.042)  0.277

Age 7.540(0.768-73.984) 0.083
T classification 0.980(0.372-2.582) 0.968
N classification 3.981(0.621-25.503) 0.145
TNM stage 0.553(0.049-6.242) 0.632
CD19'B cell 0.068(0.008-0.589) 0.015

1.117(0.340-3.676) 0.855
1.263(0.579-2.757) 0.557
1.445(0.432-4.829) 0.550
2.894(0.400-20.939) 0.293
0.243(0.063-0.930) 0.039

1.853(0.477-7.191) 0.373
1.469(0.642-3.362) 0.362
2.592(0.550-12.203) 0.228
1.301(0.154-10.962) 0.809
0.181(0.037-0.891) 0.036
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