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	摘要(中)	本篇論文是利用一個tetrazole的結構來作為固相合成上所使用的安全閥鍵鏈劑(safety-catch linker)，一邊接上我們的固相載體(Merrifield Resin)而另一邊則接上我們想要的substrate接著進行一系列的反應包括Alkylation、Mitsunobu reaction、Amino Coupling、Oxidation，最後經由Julia Olefination的斷裂機制將各種衍生物從固相載體上斷裂下來形成具有雙鍵特性的結構，並且嘗試去控制其立體位相的選擇性 (Selective E-Z form) 並且探討其斷裂過程中Substrate、Base (LDA、LiHMDS、NaHMDS、KHMDS) 、Solvent (Toluene、THF、DME) Aldehyde (alkyl or benzaldehyde) 、Lewis acid(Bu3SnCl、ZnBr2)對其E-Z form選擇性的影響。
	摘要(英)	We have known many natural product with double bone maybe have bio-activity in natural world. In order to develop a method of synthesizing quickly various compounds with double bond in organic chemistry. We think the combinatorial chemistry is very good tools in our study. Now We also have known safety-catch linker playing a important role in solid phase. A useful safety-catch linker must have many advantages in synthesis process include easy to take, low cost, stable in any condition and so on. That is a key point we develop a novel safety-catch linker to use in solid phase chemistry. Our safety-catch linker have made a various kinds of alkene because it made double bone in the end of synthesis. We also try our best to study how to control the E-Z form selectivity by base, solvent, Lewis acid and aldehyde. We did not to control the selectivity but have a interesting result. These results will make us more clear and know more detail of the transformation in reaction process. I believe we will succeed in this study.
	關鍵字(中)	
      	  ★ 位相選擇性
★ 安全閥鍵鏈劑
★ 組合式化學
★ 保護基	關鍵字(英)	
      	  ★ Safety-Catch linker
★ E-Z form
★ Modified Julia Olefination
★ Solid phase
★ Combinatorial Chemistry
	論文目次	目錄


中文摘要………………………………………………………………I


英文摘要(Abstract)…………………………………………………II


謝誌…………………………………………………………………III


目錄……………………………………………………………………V


圖目錄………………………………………………………………VIII


表目錄………………………………………………………………IX


開發可應用於組合式合成烯類化合物之新型具安全閥鍵鏈劑


一、導論………………………………………………………2


1-1 何謂組合化學……………………………………………2


1-2 組合式化學的概念………………………………………2


1-3 組合式化學合成法………………………………………2


1-4 研究動機…………………………………………………4


1-5 藥物開發…………………………………………………4


1-6 固相合成法………………………………………………5


二、鍵鏈劑……………………………………………………7


2-1 何為鍵鏈劑……………………………………………7


2-2 鍵鏈劑的種類……………………………………………7


2-3  使用Tetrazole Sulfide 作為安全閥鍵鏈劑的想法……8


2-4  Modified Julia Olefination的斷裂機制………………9


2-5  Tetrazole Sulfide 鍵鏈劑的設計………………………10


2-6  保護基…………………………………………………11


2-6-1  何為保護基(Protecting Group)………………………………11


2-6-2  保護基的選擇…………………………………………………11


三、 結果與討論……………………………………………………12


3-1  此安全閥鍵鏈劑的合成流程…………………………………12


3-1-1  液相合成流程…………………………………………………12


3-1-2  固相合成流程…………………………………………………13


3-2  將硫基接上不同的基質R(substrate)…………………………16


3-3  使用Base、Solvent、Aldehyde、Lewis acid 來控制位相選擇性……………………………………………………………………18


3-3-1  Base的測試…………………………………………………19


3-3-2  溶劑的測試…………………………………………………20


3-3-3  Lewis acid的測試…………………………………………21


3-3-4  Aldehyde的測試……………………………………………22


3-3-5  E-Z form的推論……………………………………………25


3-3-6  苯醛與基質的相互影響探討………………………………31


3-4  此安全閥鍵鏈劑應用於固相合成……………………………34


3-5  結論……………………………………………………………36


3-6  研究後記………………………………………………………36


3-6-1  利用sulfide和sulfoxide來進行Julia-Lythgoe Olefination…………36


3-6-2  下圖為使用sulfoxide來進行反應的Scheme…………………………37


3-6-3  在5、6號位置上無法作用……………………………………………39


3-6-4  Tetrazole Sulfide Linker氧化限制………………………………40


四、實驗流程及光譜數據……………………………………41


4-1  實驗儀器………………………………………………41


4-2  實驗藥品………………………………………………41


4-3  一般的實驗方法………………………………………42


4-4  實驗流程與光譜資料…………………………………43


4-4-1  液相實驗步驟………………………………………43


4-4-2  固相實驗步驟………………………………………54


五. 參考文獻…………………………………………………66


六、 光譜資料附圖…………………………………………68
	參考文獻	(1) Dolle, R. E. J. Comb. Chem. 2001, 3, 477.


(2) Dolle, R. E. J. Comb. Chem. 2002, 4, 369.


(3) Dolle, R. E. J. Comb. Chem. 2003, 5, 693.


(4) Chii M. Lin, Holly H. Ho, Georgo R. Pettit, Ernes Hamel. Biochemistry. 1989, 28, 6984.


(5) Georgo R. Pettit, Collin R. Anderson, Delbert L. Herald, M. Katherine Jung, Debbie J. Lee, Ernest Hamel, Robin K. Pettit. J. Med. Chem. 2003, 46, 525.


(6) Merrifield, R. B. J. Am. Chem. Soc. 1963, 85, 2149.


(7) Li,W.-R.; Chen, C.-F.; Su, C. Chemistry 2000, 58, 117.


(8) Lam, K. S.; Lebl, M.; Krchnak, V. Chem. Rev. 1997, 97, 411.


(9) Ingenito, R.; Dreznjak, D.; Guffler, S.; Wenschuh, H. Org. Lett.


2002, 4, 1187.


(10) Bradley J Backes.; Jonathane A.Ellman. J. Org. Chem. 1999, 64, 2322.


(11)Hong Boon Lee,; shankar Balasubramamian. J. Org. Chem. 1999, 64, 3454.


(12)Baudin, J. B.; Hareau, G.; Julia, S. A.; Ruel, O. Tetrahedron Lett.


1991, 32, 1175.


(13) Baudin, J. B.; Hareau, G.; Julia, S. A.; Ruel, O. Bull. Soc. Chim.


Fr. 1993, 130, 336.


(14) Baudin, J. B.; Hareau, G.; Julia, S. A.; Lorne, R.; Ruel, O. Bull.


Soc. Chim. Fr. 1993, 130, 856.


(15) Smith, N. D.; Kocienski, P. J.; Street, S. D. A. Synthesis. 1996, 652.


(16) Blakemore, P. R.; Cole, W. J.; Kocienski, P. J.; Morley, A. Synlett


1998, 26-28.


(17) P.J Kocienski, A.Bell, Blakemore, P. R. Synlett. 2000, 365-366.


(18) P.J.Kocienski, et al., J. Chem. Soc., Perkin Trans. 1, 1999, 955.


(19) Blakemore, P. R. J. Chem. Soc., Perkin Trans. 1. 2002, 2563-2585.


(20)Anil S. Gajare, Dhananjay P. Sabde, Murlidhar S, Shingare. Syn. Commun. 2002, 1549.


(21) Yoonmo Ahn, Theodore Cohen. J. Org. Chem. 1994, 59, 3142.


(22) Eric Block, J-A Laffitte, V. Eswarakrishnan. J. Org. Chem. 1986, 51, 3428.


(23) Bradley J Backes.; Jonathane A.Ellman. J. A.C.S. 1989, 111, 658.


(24)Yuichi Sugano, J. A. Katzenellenbogen. Bioorg. Med. Chem. Lett. 1996, 6, 361.


(25)Ross L. Harding, J. Henshaw, J. Tilling, T D.H. Bugg. J. Chem. Soc., Perkin Trans. 1, 2002, 1741.


(26)Mitsuaki Ohiani, Masayuki Narisada. J. Org. Chem. 1991, 56, 5476.


(27)Mitsunobu.O. Synthesis. 1981. 1-28.


(28) D. R. Williams and M. P. Clark, Tetrahedron Lett, 1999, 40, 2291.


(29)Jiri Pospisil, Tomas Pospisil, Istvan E. Marko. Org. Lett. 2005, 7, 2373.


(30)A.I. Meyers, Michael E. Ford. J. Org. Chem. 1976, 41, 1735.


(31) Chih-Ho, Hsiao-Ching Wu, Wen-Ren Li. Org. Lett. 2004, 6, 2905.
	指導教授	
      	  李文仁(Wen-Ren Li)
      	 	審核日期	2006-7-21
	推文	
      	  [image: ]facebook   [image: ]plurk   [image: ]twitter   [image: ]funp   [image: ]google   [image: ]live   [image: ]udn   [image: ]HD   [image: ]myshare   [image: ]reddit   [image: ]netvibes   [image: ]friend   [image: ]youpush   [image: ]delicious   [image: ]baidu   
      	 
	網路書籤	
      	  [image: ]Google bookmarks   [image: ]del.icio.us   [image: ]hemidemi   [image: ]myshare   
      	 


  

  











若有論文相關問題，請聯絡國立中央大學圖書館推廣服務組 TEL:(03)422-7151轉57407，或E-mail聯絡
	       - 隱私權政策聲明



	
