
熊果酸抑制TNF-α活化NF-κB和IL-6誘導STAT3活化以及降低解毒酵素GLO-І而導致人類血癌細胞凋亡
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presses TNF-α-mediated activation of NF-κB, IL-6 induced STAT3 activation and decrease detoxifying enzymes GLO-І leading to apoptosis in HL-60.

  研究生：莊婉伶 Chuang Wan-Ling 
指導教授：黃卓治  Huang, Tzou-Chi
【摘要】
    熊果酸，屬於一種五圓環的三萜酸，其廣泛的分佈於藥用草本植物及食用植物。熊果酸具有廣泛的藥理特性。本實驗目的在於研究熊果酸對於人類骨髓血癌細胞株HL-60凋亡之影響。當人類骨髓血癌細胞經過不同濃度的熊果酸及不同時間處理後，Sub-G1時期的細胞具顯著增加，且經過濃度30 μM熊果酸處理24小時後之人類骨髓血癌細胞，可觀察到DNA呈現片段化現象。另可觀察到細胞皺縮及染色質斷裂等典型的凋亡形態。進一步利用熊果酸處理人類骨髓血癌細胞，發現熊果酸具有抑制經TNF-α所誘導的NF-κB轉位現象。熊果酸亦能抑制Glyoxalase I (GLO- I)表現量，由結果顯示具有濃度及時間依賴性。另外，熊果酸亦能抑制人類骨髓血癌細胞HL-60本身持續性活化STAT3及經由Interleukin-6 (IL-6)所誘導STAT3的活化之現象。綜合以上結果，熊果酸確實會導致HL-60發生細胞凋亡，且其凋亡機制可能是藉由抑制TNF-α所誘導的NF-κB活化，進而活化抗凋亡蛋白，及IL-6所誘導的STAT3的活化作用。
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【Abstract】

    Ursolic acid (UA) is pentacyclic triterpene acid which is widely using in medical herbs and edible plants. The study focus on effect of UA to induction apoptosis in human promyelocytic leukemia (HL-60) cell lines. This experiment use UA for treatment HL-60 cells by using difference concentration and time. In this study we found Sub-G1 phase cell accumulation is significantly. In the part of DNA fragmentation is observed HL-60 cells treated with 30 μM of UA for 24h.The morphology of apoptotic cell is changes. We founds condensed and fragmented chromatin in UA treated cells .UA treated cell not only can inhibited NF-κB transduction by TNF-α induced but also can decreased Glyoxalase I (GLO- I) expression in various concentration and time. We found that ursolic acid inhibited both constitutive and interleukin-6-inducible STAT3 activation in a dose- and time-dependent manner in HL-60 cells. We successful to using UA to induce apoptosis in human promyelocytic leukemia (HL-60) cell lines. The signal mechanism probably by suppresses TNF-α-mediated activation of NF-κB, consecutively activation of anti-apoptosis protein and IL-6 induced STAT3 activation.
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