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恩替卡韦联合异甘草酸镁注射液对慢性乙型肝炎患者血清 IL-2、IL-10、
IL-17、MIF及外周血 T细胞亚群水平的影响 *
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摘要目的：探讨恩替卡韦联合异甘草酸镁注射液对慢性乙型肝炎患者血清白细胞介素 -2(IL-2)、白细胞介素 -10(IL-10)、白细胞介

素 -17(IL-17)、巨噬细胞移动抑制因子(MIF)及外周血 T细胞亚群水平的影响。方法：选择我院 2015年 6月 ~2016年 12月收治的

92例慢性乙型肝炎患者，并按不同治疗方式分为对照组与研究组，每组 46例。对照组采用恩替卡韦治疗，研究组基于对照组加以

异甘草酸镁注射液治疗。比较两组的临床疗效，治疗前后血清 IL-2、IL-10、IL-17、MIF、谷丙转氨酶(ALT)，谷草转氨酶(AST)，总胆

红素(TbiL)水平，外周血 CD3+、CD4+、CD8+、CD4+/CD8+的变化及不良反应的发生情况。结果：治疗后，研究组总有效率高于对照组

[93.47% vs. 71.74%]，差异有统计学意义(P<0.05)；两组血清 IL-2水平及外周血 CD3+、CD4+、CD4+/CD8+水平均较治疗前显著上

升，且研究组以上指标均明显高于对照组，两组血清 IL-10、IL-17、MIF、ALT、AST、TbiL水平及外周血 CD8+水平均较治疗前显著

下降，且研究组以上指标均明显低于对照组，差异均有统计学意义(P<0.05)。两组不良反应发生率比较差异无统计学意义(P>0.

05)。结论：恩替卡韦联合异甘草酸镁注射液对慢性乙型肝炎患者的效果优于单用恩替卡韦，可能与其显著升高血清 IL-2、外周血

CD3+、CD4+、CD4+/CD8+水平及降低血清 IL-10、IL-17、MIF和外周血 CD8+水平有关。
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Influence of Entecavir Combined with Magnesium Glycyrrhizin Injection on
the serum IL-2, IL-10, IL-17, MIF, Levels and Peripheral Blood T Cell

Subgroups of patients with Chronic Hepatitis B*

To research the influence of entecavir combined with magnesium glycyrrhizin injection on the serum

interleukin-2 (IL-2),interleukin-10 (IL-10) and interleukin-17 (IL-17), macrophage migration inhibitory factor (MIF) levels and peripheral

blood T cell subgroups of patients with chronic hepatitis B. 92 cases of patients with chronic hepatitis B admitted from June

2015 to December 2016 were selected and divided into the control group and the research group according to different treatment method.

The control group was treated with entecavir, while the research group was treated with magnesium glycyrrhizin injection based on the

control group. The clinical curative effect, levels of serum IL-2, IL-10, IL-17, MIF, alanine aminotransferase (ALT), aspertate

aminotransferase (AST), total bilirubin (TbiL), peripheral blood CD3+, CD4+, CD8+, CD4+/CD8+ levels before and after treatment as well

as the incidence of adverse reactions were compared between two groups. After treatment, the total effective rate of research

group was higher than that of the control group [93.47% vs. 71.74%](P<0.05). The levels of serum IL-2, peripheral blood CD3+, CD4+,

CD4+/CD8+ in both groups were significantly higher than those before treatment, which were higher in the research group than those of

the control group, the serum levels of IL-10, IL-17, MIF, CD8+, ALT, AST, TbiL of both groups were lower than those before treatment,

which were lower in the research group than those of the control group (P<0.05). No significant difference was found in the incidence of

adverse reactions between two groups (P>0.05). Entecavir combined with magnesium isoglycyrrhizinate injection is more

effective than the entecavir alone on the patients with chronic hepatitis B, it may be related to the significant increase of serum IL-2

expression, peripheral blood CD3+, CD4+, CD4+/CD8+ levels and decrease of serum IL-10, IL-17, MIF levels and peripheral blood CD8+

level.
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表 1两组临床疗效的比较[例(%)]

Table 1 Comparison the clinical curative effect between two groups[n(%)]

Groups Effective Improve Invalid Total effective rate

Control group(n=46) 20(43.48) 13(28.26) 13(28.26) 33(71.74)

Research group(n=46) 28(60.87) 15(32.61) 3(6.52) 43(93.47)

Note: Compared with the control group, #P<0.05.

前言

乙型肝炎是指感染乙型肝炎病毒后(HBV)所引发的疾病，

可分为急性和慢性，临床研究证实多数成年急性乙型肝炎患者

可自愈[1]。慢性乙型肝炎传染率高，可经母婴、血液、性接触、医

源性传播，能够引起发热、疲劳等全身表现，肝功能异常、上腹

部不适、厌油、食欲低下等消化道表现，黄疸、肝区疼痛、肿胀等

表现，且可导致肝原性糖尿病、脂肪肝、肝硬化、高胆红素血症

等系列并发症，甚者可出现肝癌，严重危害患者的生活质量[2，3]。

国外研究表明 HBV感染后能够刺激机体发生免疫反应，引起

肝脏出现炎症损伤，同时免疫功能紊乱又可促进 HBV的复制，

形成恶性循环。其中，IL-2、IL-10、IL-17及MIF为代表性的免疫

影响因子，同时 T细胞亚群又能参与机体细胞免疫，客观反映

机体的免疫状态，积极调整免疫功能可促进疾病恢复[4，5]。

恩替卡韦作为一种抗 HBV药物，可使 HBV复制受到明

显抑制，延缓疾病的进程，发挥抗病毒作用，且耐药率较低，能

够长时间的控制病情。但 Yong YK等[6]研究显示单用恩替卡韦

的疗效欠佳，因此需辅助其他药物治疗。异甘草酸镁作为一种

抗炎保肝药物，不仅能够对肝细胞膜发挥保护作用，同时可起

到抗过敏、抗炎等效果[7，8]。目前，国内关于二者联合应用的报道

较少。本研究旨在分析恩替卡韦联合异甘草酸镁注射液对慢性

乙型肝炎患者血清 IL-2、IL-10、IL-17、MIF及外周血 T细胞亚

群的影响，以期指导临床治疗。

1 资料与方法

1.1 一般资料

选择我院 2015年 6月 ~2016年 12月收治的 92例慢性乙

型肝炎患者，入选标准：① 符合相关《慢性乙型肝炎防止指南》

标准[9]：HbeAg、HBeAg呈阳性，谷丙转氨酶(ALT)或者谷草转

氨酶(AST)高于正常上限值 2倍；乙型肝炎病程超过半年；全身

无其他严重病变。排除标准：自身免疫系统障碍；其他病毒性肝

炎、慢性重型乙型病毒性肝炎、肝硬化失代偿期、肝癌；妊娠期

或者哺乳期；近 3个月内使用过核苷类、干扰素类抗 HBV药

物；药物或者酒精滥用史。按不同治疗方式将所有患者分为对

照组与研究组，每组 46例。对照组中，女 19例，男 27例；年龄

22~59岁，平均(35.71± 3.97)岁。研究组中，女 22例，男 24例；

年龄 21~60岁，平均(36.22± 4.20)岁。两组基础资料比较差异均

无统计学意义，存在可比性(P>0.05)。

1.2 治疗方法

对照组接受恩替卡韦治疗，口服 0.5 mg的恩替卡韦片

(0.5mg/片，国药准字 H20100020，150413)，qd，持续治疗 16周。

研究组基于对照组加以异甘草酸镁注射液治疗，静脉滴注

200 mg 异甘草酸镁注射液 (10 mL: 50mg，国药准字

H20051942，140418)，第 1~4周每天 1 次，5~8 周，间隔 1 天用

药，9~16周每周 2次用药，持续治疗 16周。记录期间的不良反

应，嘱患者定期回院复诊，于治疗结束时评估疗效。

1.3 观察指标

1.3.1 临床疗效观察 临床体征及表现显著缓解或者消失，生

化指标未见异常即显效；临床体征及表现有一定减轻，部分生

化指标未恢复至正常水平即好转；临床体征、表现及生化指标

未见减轻，或者加重即无效[10]。

1.3.2 指标观察 于用药前及结束时抽取患者 2 mL外周静脉

血，予以血清分离机将其常规分离，并于低温环境中保存待检。

血清 IL-2、IL-10、IL-17、MIF水平选用酶联免疫法进行，CD3+、

CD4+、CD8+选用流式细胞术进行，血清 ALT、AST、TbiL水平

选用生化分析仪检测。

1.4 统计学分析

采用 SPPS18.0进行数据处理，计量资料以(x依s)表示，组间
比较选用 t检验，用[(例)%]表示计数资料，组间比较用 x2检验，
以 P<0.05为差异具有统计学意义。

2 结果

2.1 两组临床疗效比较

研究组总有效率为 93.47%，显著高于对照组(71.74%，P<0.

05)，见表 1。

2.2 两组治疗前后血清 IL-2、IL-10、IL-17、MIF水平的比较

治疗前，两组血清 IL-2、IL-10、IL-17、MIF水平比较差异无

统计学意义(P>0.05)；治疗后，两组血清 IL-2水平均较治疗前

显著上升，且研究组明显高于对照组，两组血清 IL-10、IL-17、

MIF水平均较治疗前下降，且研究组以上指标均显著低于对照

组(P<0.05)，见表 2。

2.3 两组治疗前后 T细胞亚群的比较

治疗前，两组 T细胞亚群比较差异无统计学意义(P>0.05)；

治疗后，两组 CD3+、CD4+、CD4+/CD8+均较治疗前显著上升，且

研究组明显高于对照组，两组 CD8+均较治疗前显著下降，且研

究组明显低于对照组(P<0.05)，见表 3。

2.4 两组治疗前后肝功能的比较

治疗前，两组肝功能指标比较差异均无统计学意义(P>0.

05)；治疗后，两组血清 ALT、AST、TbiL水平均较治疗前显著下

降，且研究组以上指标下降程度更明显(P<0.05)，见表 4。

2.5 两组不良反应发生情况的比较

用药期间，对照组与研究组血压增高(4例 vs2例)、心悸(2

例 vs3例)的发生率比较差异均无统计学意义(P>0.05)。
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表 2两组治疗前后血清 IL-2、IL-10、IL-17、MIF水平的比较(x依s)
Table 2 Comparison of the serum IL-2, IL-10, IL-17, MIF levels between two groups before and after the treatment (x依s)

Groups Time IL-2(ng/L) IL-10(ng/L) IL-17(滋g/L) MIF(滋g/L)

Control group(n=46)
Before treatment 111.56± 13.86 50.62± 6.24 21.82± 2.61 51.63± 6.37

After treatment 150.91± 18.92* 28.50± 3.50* 12.40± 1.55* 16.85± 2.11*

Research group(n=46)
Before treatment 112.71± 14.62 51.24± 6.79 22.47± 2.53 51.06± 6.12

After treatment 186.65± 23.25#* 18.77± 2.26#* 7.91± 0.98#* 10.79± 1.30#*

Note: Compared with the control group, #P<0.05; Compared with before treatment , *P<0.05.

表 3两组治疗前后 T细胞亚群比较(x依s)
Table 3 Comparison of the T cell subsets between two groups before and after the treatment (x依s)

Groups Time CD3+(%) CD4+(%) CD8+(%) CD4+/CD8+

Control group(n=46)
Before treatment 51.40± 6.37 32.13± 4.12 31.88± 3.97 1.05± 0.13

After treatment 55.44± 6.80* 35.90± 4.51* 29.17± 3.99* 1.24± 0.16*

Research group(n=46)
Before treatment 50.97± 6.99 32.78± 4.59 31.45± 3.61 1.09± 0.15

After treatment 59.76± 7.32#* 39.81± 4.88#* 26.09± 3.20#* 1.50± 0.19#*

Note: Compared with the control group, #P<0.05; Compared with before treatment , *P<0.05.

表 4两组治疗前后肝功能的比较(x依s)
Table 3 Comparison of liver function between two groups before and after the treatment (x依s)

Group Time ALT(U/L) AST(U/L) TbiL(滋mol/L)

Control group(n=46)
Before treatment 409.60± 51.24 329.06± 41.23 75.60± 9.37

After treatment 181.34± 22.62* 153.12± 19.12* 45.62± 5.60*

Research group(n=46)
Before treatment 408.64± 51.90 327.65± 40.86 76.11± 9.12

After treatment 110.77± 13.72#* 102.49± 12.75#* 25.70± 3.12#*

Note: Compared with the control group, #P<0.05; Compared with before treatment , *P<0.05.

3 讨论

慢性乙型肝炎为肝脏常见疾病，其病程迁延，传染性强，临

床治疗难度相对较大，抗病毒治疗是其重要手段，旨在抑制

HBV复制，改善肝脏纤维化、坏死及炎症，提高肝功能，防止并

发症的发生[11]。恩替卡韦是一类核苷酸类似物，为抵抗乙型肝

炎病毒的首选药物，经口服后能够于短时间内吸收，并于各组

织内分布，但人体实验结果显示其血浆蛋白结合率较低，半衰

期较短[12]。恩替卡韦可起到强效的抗 HBV病毒复制作用，可于

体内经磷酸化为活性较强的三磷酸盐，和 HBV三磷酸的脱氢

鸟嘌呤核苷相互反应，抑制 HBV的多聚酶，进而阻止 HBV的

延伸，最终阻断其复制，起到治疗慢性乙型肝炎的效果[13，14]。动

物实验表明恩替卡韦无相关耐药性，但其停药反应明显，可能

加重病情，有一定局限性[15]。

异甘草酸镁注射液属肝细胞保护剂，是一种来自于甘草中

的提取物，经注射后能够于短时间内分布，且半衰期相对较长，

能够促进氧自由基的清除，缓解炎症反应，利于肝细胞恢复及

再生[16]。药效研究显示急性肝损伤大鼠应用异甘草酸镁注射液

后能够避免转氨酶上升，抑制炎症细胞发生浸润，缓解肝细胞

坏死及变性，同时能够改善肝组织的纤维化及炎症活动度，并

对免疫性肝损伤有良好的保护作用，使肝组织受损降低[17，18]。

Soriano V等[19]研究表明异甘草酸镁注射液联合其他保肝药物

或者单用均具有较好的安全性及效果。本研究结果显示恩替卡

韦联合异甘草酸镁注射液组总有效率显著高于单用恩替卡韦

组，证实其临床效果肯定，可能与二者作用机制不同可起到协

同作用，从而提高疗效有关[20，21]。

临床研究证实机体感染 HBV后能够引发系列的免疫反

应，进而造成免疫调节功能出现紊乱，机体感染抗病毒细胞的

免疫能力是决定慢性乙型肝炎转归的重要因素 [22，23]。Th1/Th2

免疫平衡是机体免疫功能正常的关键，Th1细胞能够调控细胞

免疫，提高细胞毒性 T细胞功能，增强机体抵抗感染作用，促进

病毒的清除[24]。Th2细胞能够使 Th1细胞产生抑制，引起体液

免疫增加，导致组织受损。IL-2来自于 Th1细胞，为调控免疫应

答的重要因子，能够利于 T细胞的生长，诱导分化 NK细胞，确

保机体的免疫功能正常，也可参与抗体反应、造血和肿瘤监视
[25]。IL-10是具有多向性生物学活性的强免疫抑制因子，由 Th2

细胞所生成，可介导 Th1和 Th2两类细胞之间的相互调节，使

Th1细胞的增殖受到影响，抑制免疫应答反应，导致机体清除

HBV能力下降[26]。IL-17存在相对较强的促炎作用，可诱导基质

金属蛋白酶及其他促炎介质的分泌，促进中性粒细胞、T细胞

及树状细胞转移至炎症部位，加剧机体炎症反应，并可导致

Th2/Th2细胞失衡，增加 Th2细胞的分泌，抑制 Th1细胞表达，

诱导系列变态反应性病变[27]。MIF属内分泌免疫物质，也是前

炎性因子，能够刺激其他炎症因子的释放。
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外周血 T细胞亚群能够客观的反映机体的免疫功能状态。

T细胞免疫反应主要参与 HBV清除、肝组织损伤反应，通过检

测此类指标水平对于慢性乙型肝炎的转归有着重要价值 [28]。

CD3+仅存在于 T细胞表面，能够参与 T细胞的信号转导，其水

平能够客观反映外周血成熟 T细胞的状态。CD4+是人体免疫

系统中的一种重要免疫细胞，其主要表达于 Th细胞，是 Th细

胞 TCR识别抗原的供受体，能够抑制病毒的复制及变异，减少

体内的病毒载量，避免免疫损伤的进一步发展。CD8+是一种细

胞毒性亚群，能够造成细胞的功能紊乱，机体正常状态下 CD4+/

CD8+的比值相对稳定，维持机体的正常免疫功能[29，30]。本研究

结果显示两组治疗后血清 IL-2、外周血 CD3+、CD4+、CD4+/CD8+

水平均较治疗前显著上升，血清 IL-10、IL-17、MIF水平及外周

血 CD8+明显下降，但恩替卡韦联合异甘草酸镁注射液组改善

更为明显，可能其更能有效抑制 HBV复制，从而调节机体免疫

反应，为疾病恢复创造良好基础。且本研究显示，联合治疗者肝

功能改善更为明显，但两组均有少数不良反应发生，但表现较

轻，未引起严重后果。

综上所述，恩替卡韦联合异甘草酸镁注射液对慢性乙型肝

炎患者的效果优于单用恩替卡韦，可能与其显著升高血清

IL-2、外周血 CD3+、CD4+、CD4+/CD8+水平及降低血清 IL-10、

IL-17、MIF和外周血 CD8+水平有关。

参考文献(References)

[1] Kim SE. Quantitative hepatitis B surface antigen predicts the antiviral

response and hepatocellular carcinoma development in patients with

chronic hepatitis B[J]. Korean J Intern Med, 2017, 32(4): 631-633

[2] Eskandari E, Metanat M, Pahlevani E, et al. Association between

TGF茁1 polymorphisms and chronic hepatitis B infection in an Iranian

population[J]. Rev Soc Bras Med Trop, 2017, 50(3): 301-308

[3] Abdul Basit S, Dawood A, Ryan J, et al. Tenofovir alafenamide for the

treatment of chronic hepatitis B virus infection [J]. Expert Rev Clin

Pharmacol, 2017, 10(7): 707-716

[4] Bakhshi Aliabad MH, Jafari E, Karimi Kakh M,et al. Anxiety leads to

up-regulation of CD36 on the monocytes of chronic hepatitis

B-infected patients[J]. Int J Psychiatry Med, 2016, 51(5): 467-475

[5] Urganci N, Kalyoncu D, Erdem Eralp E. Effect of Interferon-琢 and

Combined Interferon-琢 with Lamivudine Treatment on

Anthropometric Measurements in Children with Chronic Hepatitis B

[J]. Ann Nutr Metab, 2017, 71(1-2): 8-9

[6] Yong YK, Tan HY, Saeidi A, et al. Decrease of CD69 levels on TCR

V琢7.2<sup>+</sup>CD4<sup>+</sup> innate-like lymphocytes is

associated with impaired cytotoxic functions in chronic hepatitis B

virus-infected patients[J]. Innate Immun, 2017, 23(5): 459-467

[7] Seo HY, Lee HA, Ko SY, et al. Clinical impact of the early alanine

amininotransferase flare during tenofovir monotherapy in

treatment-na觙ve patients with chronic hepatitis B [J]. Clin Mol

Hepatol, 2017, 23(2): 154-159

[8] Lee GM, Kim YR, Ryu JH, et al. Quantitative Measurement of Hepatic

Fibrosis with Gadoxetic Acid-Enhanced Magnetic Resonance

Imaging in Patients with Chronic Hepatitis B Infection: A

Comparative Study on Aspartate Aminotransferase to Platelet Ratio

Index and Fibrosis-4 Index[J]. Korean J Radiol, 2017, 18(3): 444-451

[9] Richmond J, Smith E, Wallace J, et al. Hepatitis B testing and

diagnosis experiences of patients and primary care professionals in

Australia[J]. Aust Fam Physician, 2017, 46(7): 513-519

[10] Loomba R, Liang TJ. Hepatitis B Reactivation Associated With

Immune Suppressive and Biological Modifier Therapies: Current

Concepts, Management Strategies, and Future Directions [J].

Gastroenterology, 2017, 152(6): 1297-1309

[11] Caviglia GP, Smedile A. Hepatitis B core-related antigen: a novel

biomarker for chronic hepatitis B treatment[J]. Minerva Gastroenterol

Dietol, 2017, 63(3): 169-171

[12] Cuomo G, Borghi V, Giuberti T, et al. What to start with in first line

treatment of chronic hepatitis B patients: an Italian multicentre

observational cohort, HBV-RER study group[J]. Infez Med, 2017, 25

(2): 150-157

[13] Al Ashgar H, Peedikayil MC, Al Quaiz M, et al. HBsAg clearance in

chronic hepatitis B patients with add-on pegylated interferon alfa-2a

to ongoing tenofovir treatment: A randomized controlled study [J].

Saudi J Gastroenterol, 2017, 23(3): 190-198

[14] Oyag俟ez I, Buti M, Brosa M, et al. Cost-Effectiveness and Clinical

Impact of Antiviral Strategies of HBeAg-Positive and Negative

Chronic Hepatitis B[J]. Ann Hepatol, 2017, 16(3): 358-365

[15] Shim JJ, Oh CH, Kim JW, et al. Liver cirrhosis stages and the

incidence of hepatocellular carcinoma in chronic hepatitis B patients

receiving antiviral therapy [J]. Scand J Gastroenterol, 2017, 52 (9):

1029-1036

[16] Jaffe A, Brown RS Jr. A Review of Antiviral Use for the Treatment of

Chronic Hepatitis B Virus Infection in Pregnant Women [J].

Gastroenterol Hepatol (N Y), 2017, 13(3): 154-163

[17] Hung CH, Kee KM, Chen CH, et al. A Randomized Controlled Trial

of Glycyrrhizin Plus Tenofovir vs. Tenofovir in Chronic Hepatitis

Bwith Severe Acute Exacerbation[J]. Clin Transl Gastroenterol, 2017,

8(6): e104

[18] Lobaina Y, Michel ML. Chronic hepatitis B: Immunological profile

and current therapeutic vaccines in clinical trials [J]. Vaccine, 2017,

35(18): 2308-2314

[19] Soriano V, Barreiro P, Benitez L, et al. New antivirals for the

treatment of chronic hepatitis B[J]. Expert Opin Investig Drugs, 2017,

26(7): 843-851

[20] Wang PC, Wei TY, Tseng TC, et al. Cirrhosis has no impact on

therapeutic responses of entecavir for chronic hepatitis B [J]. Eur J

Gastroenterol Hepatol, 2017, 29(8): 946-950

[21] Lee SK, Song MJ, Kim SH, et al. Safety and efficacy of tenofovir in

chronic hepatitis B-related decompensated cirrhosis [J]. World J

Gastroenterol, 2017, 23(13): 2396-2403

[22] LE PH, Liang KH, Chang ML, et al. Clinical Predictors for

Neutrophil-to-Lymphocyte Ratio Changes in Patients with Chronic

Hepatitis BReceiving Peginterferon Treatment [J]. In Vivo, 2017, 31

(4): 723-729

[23] Riazalhosseini B, Mohamed R, Apalasamy YD,et al. Circulating

microRNA as a marker for predicting liver disease progression in

patients with chronic hepatitis B [J]. Rev Soc Bras Med Trop, 2017,

50(2): 161-166

[24] Liaw YF, Chu CM. Immune Tolerance Phase of Chronic Hepatitis B

[J]. Gastroenterology, 2017, 152(5): 1245-1246 （下转第 1059页）

1123窑 窑



现代生物医学进展 biomed.cnjournals.com Progress inModern Biomedicine Vol.18 NO.6 MAR.2018

（上接第 1123页）
[25] Bourli侉re M, Rabiega P, Ganne-Carrie N, et al. Effect on HBs antigen

clearance of addition of pegylated interferon alfa-2a to nucleos(t)ide

analogue therapy versus nucleos (t)ide analogue therapy alone in

patients with HBe antigen-negative chronic hepatitis B and sustained

undetectable plasma hepatitis B virus DNA: a randomised, controlled,

open-label trial[J]. Lancet Gastroenterol Hepatol, 2017, 2(3): 177-188

[26] Huang YH, Lee SD. Predictors of response to antiviral treatment for

chronic hepatitis B[J]. J Chin Med Assoc, 2017, 80(6): 329-330

[27] de Niet A, Jansen L, Stelma F, et al. Peg-interferon plus nucleotide

analogue treatment versus no treatment in patients with chronic

hepatitis B with a low viral load: a randomised controlled, open-label

trial[J]. Lancet Gastroenterol Hepatol, 2017, 2(8): 576-584

[28] Yong YK, Tan HY, Saeidi A, et al. Decrease of CD69 levels on TCR

V琢7.2+ CD4+ innate-like lymphocytes is associated with impaired

cytotoxic functions in chronic hepatitis B virus-infected patients [J].

Innate Immun, 2017, 23(5): 459-467

[29] Salarnia F, Besharat S, Zhand S, et al. Mutations in Hepatitis-B

X-Gene Region: Chronic Hepatitis-B versus Cirrhosis[J]. J Clin Diagn

Res, 2017, 11(3): OC31-OC34

[30] Sohn W, Cho JY, Kim JH, et al. Risk score model for the

development of hepatocellular carcinoma in treatment-na觙ve patients
receiving oral antiviral treatment for chronic hepatitis B [J]. Clin Mol

Hepatol, 2017, 23(2): 170-178

proliferation by downregulating OPN [J]. The Journal Of Practical

Medicine, 2015, 31(3): 344-347

[9] Winther M, Holdfeldt A, Sundqvist M, et al. Formyl peptide derived

lipopeptides disclose differences between the receptors in mouse and

men and call the pepducin concept in question[J]. PloS One, 2017, 12

(9): e0185132

[10] Rabiet MJ, Huet E, Boulay F, et al. Human mitochondria-derived

N-formylated peptides are novel agonists equally active on FPR and

FPRL1, while Listeria monocytogenes-derived peptides preferentially

activate FPR[J]. Eur J Immunol, 2005, 35(8): 2486-2495

[11] Seki T, Fukamizu A, Kiso Y, et al. Mitocryptide-2, a neutrophil-

activating cryptide, is a specific endogenous agonist for

formyl-peptide receptor-like 1 [J]. Biochem Biophys Res Commun,

2011, 404(1): 482-487

[12] Chen L, Yuan Y, Kar S. PPAR酌 Ligand-induced Annexin A1

Expression Determines Chemotherapy Response via Deubiquitination

of Death Domain therapeutic strategy in human inflammatory

diseases[J]. Expert Opin Ther Targets, 2017, 21(9): 879-896

[13] Cheng TY, Wu MS, Lin JT, et al. Annexin A1 is associated with

gastric cancer survival and promotes gastric cancer cell invasiveness

through the formyl peptide receptor/extracellular signal-regulated

kinase/integrin beta-1- binding protein 1 pathway [J]. Cancer, 2012,

118(23): 5757-5767

[14] Perucci LO, Sugimoto MA, Gomes KB, et al. Annexin A1 and

specialized proresolving lipid mediators: promoting resolution as a

therapeutic strategy in human inflammatory diseases [J]. Expert Opin

Ther Targets, 2017, 21(9): 879-896

[15] Mei YF, Dai SM, Jia HN, et al. Expression of annexin A1 in

peripheral blood cells of Na觙ve rheumatoid arthritis patients and its

influencing factors [J]. Zhonghua Yi Xue Za Zhi, 2017, 97 (25):

1937-1941

[16] Kamal AM, Hayhoe RP, Paramasivam A, et al. Antiflammin-2

activates the human formyl-peptide receptor like 1 [J]. Scientific

World Journal, 2006, 6: 1375-1384

[17] Khau T, Langenbach SY, Schuliga M, et al. Annexin-1 signals

mitogen- stimulated breast tumor cell proliferation by activation of

the formyl peptide receptors (FPRs) 1 and 2 [J]. FASEB J. 2011, 25

(2): 483-496

[18] Jia Y, Morand EF, Song W, et al. Regulation of lung fibroblast

activation by annexin A1[J]. J Cell Physiol. 2013, 228(2): 476-484

[19] Betten A, Bylund J, Christophe T, et al. A proinflammatory peptide

from Helicobacter pylori activates monocytes to induce lymphocyte

dysfunction and apoptosis[J]. J Clin Invest, 2001, 108(8): 1221-1228

[20] Prevete N, Rossi FW, Rivellese F, et al. Helicobacter pylori HP(2-20)

induces eosinophil activation and accumulation in superficial gastric

mucosa and stimulates VEGF-alpha and TGF-beta release by

interacting with formyl-peptide receptors [J]. Int J Immunopathol

Pharmacol, 2013, 26(3): 647-662

[21] Rossi FW, Prevete N, Montuori N, et al. Hp (2-20) peptide of

Helicobacter pylori and the innate immune receptors: specific role(s)

of the formyl peptide receptors[J]. Infez Med,2012, 20(2):19-25

[22] de Paulis A, Prevete N, Rossi FW, et al. Helicobacter pylori Hp(2-20)

promotes migration and proliferation of gastric epithelial cells by

interacting with formyl peptide receptors in vitro and accelerates

gastricmucosal healing in vivo[J]. J Immunol, 2009,183(6):3761-3769

[23] Prevete N, Liotti F, Visciano C, et al. The formyl peptide receptor 1

exerts a tumor suppressor function in human gastric cancer by

inhibiting angiogenesis[J]. Oncogene, 2015, 34(29): 3826-3838

[24] Abdi E, Latifi-Navid S, Yazdanbod A, et al. Helicobacter py lori

babA2 Positivity Predicts Risk of Gastric Cancer in Ardabil, a Very

High-Risk Area in Iran[J]. Asian Pac J Cancer Prev, 2016, 17(2): 733

-738

[25] Ydy LR, do Espí rito Santo GF, de Menezes I, et al. Study of the

Annexin A1 and Its Associations with Carcinoembryonic Antigen and

Mismatch Repair Proteins in Colorectal Cancer [J]. J Gastrointest

Cancer, 2016, 47(1): 61-68

[26] Sato Y, Kumamoto K, Saito K, et al. Up-regulated Annexin A1

expression in gastrointestinal cancer is associated with cancer

invasion and lymph node metastasis [J]. Exp Ther Med, 2011, 2(2):

239-243

[27] Cheng TY, Wu MS, Lin JT, et al. Annexin A1 is associated with

gastric cancer survival and promotes gastric cancer cell invasiveness

through the formyl peptide receptor/extracellular signal-regulated

kinase/integrin beta-1- binding protein 1 pathway [J]. Cancer,2012,

118(23): 5757-5767

1059窑 窑


