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中文摘要

IL-3為細胞激素家族的一員，調控著細胞的生長、增生、分化與凋亡。IL-3受體上沒有酪胺酸激?，必須藉由JAK蛋白激?傳遞訊息。我們實驗室過去以免疫沉澱法證實JAK1會與IL-3受體β次單位結合，而JAK2則與IL-3受體α次單位結合。而JAK1和JAK2與IL-3受體的結合是不受細胞激素刺激影響的。JAK蛋白上有七個同源的區域，分別命名JH1至JH7。目前已知JH1具有酵素活性，而JH2調控JAK的活性，而JH3至JH7片段則與受體的結合有關。但JAK1和JAK2究竟以哪個區域與IL-3受體結合？我利用實驗室先前建構好的GST-IL-3受體融合質體及一系列的JAK1和JAK2缺失質體，以GST-pull down方法分析。實驗結果顯示：JAK1的JH3至JH7片段與IL-3受體β次單位結合，與α次單位有微弱的結合。JAK2的JH7或JH6至JH7區域缺失的情況下，皆不影響與IL-3受體β次單位結合的能力，與α次單位有微弱的結合。

中文摘要

p38 pathway對於調控細胞增生、分化及細胞凋亡扮演重要的角色。本實驗室過去研究發現，Activin A誘導globin gene promoter活性及抑制細胞生長的作用會被p38抑制劑SB203580所抑制。SB203580是專一性抑制p38α和p38β。為了想更進一步了解p38α或p38β參與細胞激素調控細胞增生與分化的情形，首先我利用RT-PCR分析在K562及Jurkat細胞內四個p38 isoforms表現的情形。在K562及Jurkat細胞中p38α,p38β,p38γ和p38δ皆有表現。我們的實驗結果發現Activin A所誘導的 globin和 globin gene promoters活性會被p38 dominant negative mutants p38αAF和p38βAF所抑制，顯示Activin A誘導globin和globin gene promoters活性的作用是透過p38α和p38β。另外，c-Jun，紅血球分化的抑制者，其蛋白表現量於K562細胞中會受SB203580正向調控。最後，我利用Interferon alpha（IFN-α）刺激Jurkat細胞，發現IFN-α會透過p38 pathway抑制Jurkat細胞生長。綜合這些結果，於K562和Jurkat細胞中p38扮演調控細胞生長和分化的重要角色。
英文摘要
NdAg and N7 proteins contain the amino acids ＃1-88 and ＃24-75 of hepatitis delta antigen (HdAg), respectively. NdAg and N7 form complexes with a variety of nucleic acids. In addition, they promote the unfolding and refolding of RNA molecules by acting as a RNA chaperone, but the RNA chaperone activity of N7 is lower than that of NdAg. In this study, I used filter binding assay to characterize the nucleic acid binding properties of NdAg and N7. The structural and sequence requirements of nucleic acid molecule, the binding site size of each protein, and the cooperativity of the binding reaction were analyzed. I found that the interaction between NdAg and nucleic acid did not have sequence and structural sepecificity, but NdAg bound longer RNA with higher affinity. NdAg bound nucleic acids with higher binding affinity than that of N7, but the nucleic acid binding of N7 was more cooperative. In addition, I estimated the binding site size of ndAg and N7 proteins by determining the binding affinity of each protein to different sizes rU or dT. The results showed that the binding site of NdAg and N7 were 8 nt-10 nt and 6 nt-8 nt, respectively. Finally, the results of the salt-dependent binding experiments showed that the binding of N7 to nucleic acids was more sensitive to the elevation of ionic strength than the binding of NdAg to nucleic acids.
