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	摘要(中)	結核病（TB）是由結核分枝桿菌感染所引起，目前仍然是引領全球公共衛生問題與傳染病造成死亡的起因。細胞激素訊息抑制子（SOCS）和基因單核苷酸多型性（SNP）分別在抵抗微生物感染和對結核病易感性上扮演重要的角色。然而，沒有研究去證實是否在八個SOCS家族中，任一成員是否與台灣結核病有密切的關聯性，以及是否SOCS-3、干擾素γ、維生素D受體（VDR）、維生素D結合蛋白（VDBP）與SNP rs4331426的基因多型性與結核病感染風險有關。本論文的總目標在探討八個SOCS家族成員的表達譜，以及SOCS-3、IFNγ、VDR、VDBP和rs4331426等基因的單核苷酸多型性分別與肺結核的關聯性。第一章發現在活動性結核病與健康受試者之間， SOCS基因的表現會因性別與年齡而有所差異，以及一些特定的SOCS成員，尤其是SOCS-3，允許從健康和潛伏性結核感染者中區分出活動性結核病患者。第二章發現SOCS-3的SNP rs8064821的基因型頻率，在女性結核病患者與非結核病患者之間有顯著的差異發生，但在男性則沒有。此發現可能有助於解釋男女性結核病受試者之間SOCS-3 mRNA表現水平的差異。第三章發現IFN-γ基因多型性，尤其是rs1861494、rs2069718和rs2430561，在台灣漢族人口中對結核病易感性是有所關連性。第四章發現VDR和VDBP單核苷酸多型性在台灣漢族人口與結核病易感性有相關性。第五章發現SNP rs4331426與台灣漢族女性對結核病易感性有關聯性。這項研究結果會使我們更了解在台灣患者中，基因的風險因子與結核病易感性之間的關聯性，以及找到可用於從潛伏性結核感染者和健康受試者中去區分活動性結核病患者的生物標誌基因。
	摘要(英)	Tuberculosis (TB), caused by Mycobacterium tuberculosis, remains a leading public health problem worldwide and causes of death from infectious disease. Suppressors of cytokine signaling (SOCS) and gene single nucleotide polymorphisms (SNPs) play important roles in the protection against microbial infection and susceptibility to TB, respectively. However, no studies have demonstrated whether any of the eight SOCS family members are closely associated with TB in Taiwan and whether gene polymorphisms of SOCS-3, interferon gamma (IFNγ), SNP rs4331426, vitamin D receptor (VDR), and vitamin D binding protein (VDBP) are associated with the risk of TB. The overall objective of this dissertation was designed to examine the expression profiles of the eight SOCS families, as well as SNPs of SOCS-3, IFNγ, rs4331426, VDR, and VDBP, in association with tuberculosis. Chapter One discovered that SOCS gene expresses differently between active TB and healthy subjects with gender and age dependencies and that particular SOCS families, especially SOCS-3, allow discrimination of active TB from healthy and LTBI subjects. Chapter Two discovered that significant difference in genotype frequency for SOCS-3 SNP rs8064821 occurred between TB and non-TB groups of women but not men, and such findings may help explain the difference of SOCS-3 mRNA levels between male and female TB subjects. Chapter Three discovered that IFN-γ gene polymorphisms, particularly rs1861494, rs2069718, and rs2430561, were associated with susceptibility to tuberculosis in a Han Taiwanese population. Chapter Four discovered that VDR and VDBP SNPs were associated with susceptibility to tuberculosis in a Han Taiwanese population. Chapter Five discovered that SNP rs4331426 was associated with female but not with male TB in the Han Taiwanese population. Results of these studies lead us to be better understanding of the association between genetic risk factors and susceptibility to TB disease in Taiwan patients, as well as finding a biomarker for distinguishing active TB from LTBI and healthy subjects.
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