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Azepine	
  Skeleton	
  

N-Bridgehead Azepine skeletons  are widely distributed in nature: 
•  Cephalotaxus alkaloids à antileukemic activity 
•  Stemona alkaloids à Chinese and Japanese Folk medicine, extracts and teas were 

used as remedies of respiratory disease, including tuberculosis and anthelmintics 
•  Venom/frog alkaloids  
•  Anthramycin 
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  Stemona	
  Alkaloids	
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This	
  work:	
  Facile	
  Synthesis	
  of	
  the	
  Azepine	
  Core	
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Synthesis	
  of	
  Triazole	
  Precursor	
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Ini8al	
  studies:	
  Op8miza8on	
  of	
  Reac8on	
  
Condi8ons	
  

Tanja	
  Krainz@Wipf	
  Group 	
   	
   	
   	
   	
   	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  June	
  7,	
  2014	
  



Mechanis8c	
  Explana8on	
  

Supression	
  of	
  1,2	
  H	
  MigraPon	
  
(path	
   a)	
   due	
   to	
   the	
   highly	
  
electrophilic	
   character	
   of	
  
pyrrole	
  and	
  indole	
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Scope	
  and	
  Limita8ons	
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Scope	
  and	
  Limita8ons	
  

•  Consistently	
  moderate	
  to	
  good	
  yield	
  (60-­‐80%)	
  
•  High	
  group	
  tolerance,	
  but:	
  
•  Oxygen	
  tether	
  	
  in	
  the	
  substrate	
  affords	
  the	
  	
  β-­‐hydride	
  eliminaPon	
  product	
  4l”	
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Construc8on	
  of	
  polycyclic	
  azepine	
  
skeletons	
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Conclusion	
  

•  Nice	
  addiPon	
  to	
  the	
  Rh(II)	
  cat	
  triazole	
  chemistry	
  
•  Easy	
  handling	
  of	
  reagents	
  	
  
•  Mild	
  reacPon	
  condiPons	
  
•  High	
  chemoselecPvity	
  with	
  a	
  wide	
  scope	
  with	
  respect	
  to	
  
the	
  azepine	
  ring	
  (N,	
  C,	
  O)	
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