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组蛋白去乙酰酶抑制剂下调脓毒症小鼠肝内粘附分子表达 

王 彬 ，张 力z，万敬员3姜 蓉2，闵 苏1 

(1．重庆医科大学附属第一医院麻醉科 ；2．重庆医科大学基础医学院病理生理学教研室；3．重庆医科大学药学院药理学教研 

室，重庆 400016) 

【摘 要】目的：研究组蛋白去乙酰化酶抑制剂对脓毒症小鼠肝内粘附分子表达及炎症细胞浸润的影响。方法：小鼠经腹腔注射 

组蛋白去乙酰化酶抑制剂(Trichostatin A或丁酸钠)后，行盲肠结扎穿孔术以诱导小鼠脓毒症。18 h后处死小鼠并收集血清和肝 

组织，检测血清转氨酶活性及肝组织匀浆髓过氧化物酶活性 ；常规石蜡切片 HE染色观察组织病理学改变；免疫组织化学法检 

测肝组织内粘附分子(细胞间粘附分子 一1及 E一选择素)的表达水平。结果：2种结构不相关的组蛋白去乙酰化酶抑制剂均可下 

调脓毒症小鼠肝组织内粘附分子的表达，而肝组织 HE染色切片上也观察到组蛋白去乙酰化酶抑制剂处理组肝内炎症细胞浸 

润明显减轻，与此一致，组蛋白去乙酰化酶抑制剂处理组肝组织匀浆中髓过氧化物酶活性及血清转氨酶活性显著降低。结论： 

组蛋白去乙酰化酶抑制剂处理组可下调脓毒症小鼠肝内粘附分子表达，从而减轻炎症细胞浸润和肝组织损伤。 
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Histone deacetylase inhibitors down-regulate hepatic expression of adhesion 

molecules in septic mice 

W ANG B ，et al 

(Department ofanesthesiology，the FirstAffiliatedHospital，ChongqingMedical University) 

【Abstract]Objective：To investigate the effects of histone deacetylase(HDAC)inhibitors on the expression of adhesion molecules in liver 

tissue and the infiltration of leukocytes in liver tissue during the progression of sepsis．Methods：C57BL／6 mice were pre—treated with two 

structure unrelated HDAC inhibitors，Trichostatin A or sodium butyrate，and then sepsis was induced by cecal ligation and puncture 

(CLP)．At 18 h after CLP，hepatic expression of adhesion molecules，including intercellular adhesion molecule-1 (ICAM一1)and 

E-selectin，were detected by immunohistochemical analysis．The formalin-fixed liver specimens were also stained with HE routinely for 

morphologic evaluation．In addition，myeloperoxidase (MPO)activity in liver tissue and serum aminotransferases levels were measured． 

Results：Treatment with HDC inhibitors down-regulated the expression of adhesion molecules．Th is was accompanied by reduced 

leukocyte infilatraion in the liver tissue，decreased MPO activity in hepatic homogenates as well as suppressed elevation of serum 

aminotransferases levels．Conclusion：HDAC inhibitors effectively suppressed the expression of adhesion molecules，thus significantly 

attenuated the recruitment of leukocytes and alleviated hepatic injury induced by sepsis． 
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组蛋白乙酰化修饰是调控基因表达的重要机制，组蛋白 

去乙酰化酶(Histone deacetylase，HDAC)是调节组蛋白乙酰 

化水平的关键酶ll_。近期研究表明，HDAC抑制剂可通过下调 

多种炎症相关基因的表达而发挥有效的抗炎作用日。脓毒症 

(Sepsis)是严重感染引起的爆发性炎症过程 ，炎症细胞的过 

度激活和炎症基因的失控表达可造成全身组织器官的损伤， 

肝脏的炎症损伤可削弱其防御功能而在脓毒症发生发展过 

作者介绍：王 彬 (1979一)，女，助教，硕士， 

研究方向：麻醉与器官保护。 

通信作者：闵 苏，女，教授，Email：minsu8901 1068@yahO0．COIn．cn。 

基金项目：重庆市教委科学技术研究项 目(编号：KJ090304)。 

程中有着独特而重要的意义[31。本实验中，我们复制了盲肠结 

扎穿~L(Cecal ligation and puncture，CLJP)诱导的脓毒症模型， 

观察了 2种结构不相关的 HDAC抑制剂—— chos诅lin A 

和丁酸钠对肝内粘附分子表达和炎症细胞浸润的影响。 

1 材料和方法 

1．1 动物及实验材料 

雄性 C57BL／6小鼠，体重 2O一25 g，由重庆医科大学实 

验动物中心提供。Trichostatin A和丁酸钠为 Sigma—Aldrich公 
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CDH12基因siRNA对涎腺腺样囊性癌细胞侵袭力的影响 

苏柏华，王锦锋，余 林，郑斐斐，丁林灿，卢友光 

(福建医科大学附属口腔医院预防科，福州 350002) 

【摘 要】目的：探讨钙粘素 12(Cadhefn 12，CDH12)对涎腺腺样囊性癌(Salivary adenoid cystic carcinoma，SACC)细胞侵袭和转 

移能力的影响。方法：以人涎腺腺样囊性癌高转移细胞株 (Salivary adenoid cystic carcinoma cell line with high metastatic ability， 

SACC—M)为研究对象，利用 CDH12小分子干扰 RNA(Small interfering RNA，siRNA)对 CDH12基因进行沉默 ，Western blot检测 

转染前后 CDH12的表达变化，Cell Counting Kit一8法检测转染前后细胞的生长速度，体外侵袭实验比较细胞侵袭能力变化，体 

外迁移运动实验比较细胞运动能力的改变。结果：CDH12 siRNA明显下调 CDH12基因的表达。CDH12表达下调后，SACC—M细 

胞体外侵袭能力显著降低，体外迁移运动能力明显降低。结论：CDH12明显地促进了SACC细胞的体外侵袭和迁移运动，提示 

CDH12可能在 SACC的恶性进展中起着重要作用。 

【关键词】小分子干扰RNA；钙粘素 l2；腺样囊性癌；侵袭 
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Role of CDH 1 2 siRNA on invasiveness of salivary adenoid cystic carcinoma 

cells 

5u Bo-hua。et al 

(Department ofPrevention，the Affiliated Stomatological Hospital， 帆Medical University) 

【Abstract]Objective：To study the effect of CDH12 on invasion and migration of human salivary adenoid cystic carcinoma cells in vitro． 

Methods：The highly metastatic human salivary adenoid cystic carcinoma cell line SACC—M was transfected by CDH 1 2 siRNA to silence 

CDH12 gene．The protein expression of CDH12，before and after siRNA transfection，was examined by Western blot．Cell growth rate was 

determined with Cell Counting Kit-8．At the same time，the invasive capability and migration capability were evaluated by turnout invasion 

assay and migration assay，respectively．Results CDH12 siRNA transfection specifically down-regulated the CDH12 protein in SACC—M 

cells．The downregulation of CDH 1 2 supressed the invasive capability and migration capability of SACC—M cells．Conclusion：CDH 1 2 

obviously promotes the invasion and migration of SACC cells in vitro．These results suggest that CDH 12 may play an important role in the 
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malignant progression in salivary adenoid cystic carcinoma． 
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