
 

 

PLEASE SCROLL DOWN FOR ARTICLE

This article was downloaded by:
On: 27 January 2011
Access details: Access Details: Free Access
Publisher Taylor & Francis
Informa Ltd Registered in England and Wales Registered Number: 1072954 Registered office: Mortimer House, 37-
41 Mortimer Street, London W1T 3JH, UK

Nucleosides, Nucleotides and Nucleic Acids
Publication details, including instructions for authors and subscription information:
http://www.informaworld.com/smpp/title~content=t713597286

Synthese de la Desamino 9' Sinefungine
N. Dodica; M. Gèzea; P. Blancharda; J. L. Fourreya; Robert Géroa

a Institut de Chimie des Substances Naturelles, CNRS, Gif-sur-Yvette, France

To cite this Article Dodic, N. , Gèze, M. , Blanchard, P. , Fourrey, J. L. and Géro, Robert(1985) 'Synthese de la Desamino 9'
Sinefungine', Nucleosides, Nucleotides and Nucleic Acids, 4: 1, 275 — 277
To link to this Article: DOI: 10.1080/07328318508077887
URL: http://dx.doi.org/10.1080/07328318508077887

Full terms and conditions of use: http://www.informaworld.com/terms-and-conditions-of-access.pdf

This article may be used for research, teaching and private study purposes. Any substantial or
systematic reproduction, re-distribution, re-selling, loan or sub-licensing, systematic supply or
distribution in any form to anyone is expressly forbidden.

The publisher does not give any warranty express or implied or make any representation that the contents
will be complete or accurate or up to date. The accuracy of any instructions, formulae and drug doses
should be independently verified with primary sources. The publisher shall not be liable for any loss,
actions, claims, proceedings, demand or costs or damages whatsoever or howsoever caused arising directly
or indirectly in connection with or arising out of the use of this material.

http://www.informaworld.com/smpp/title~content=t713597286
http://dx.doi.org/10.1080/07328318508077887
http://www.informaworld.com/terms-and-conditions-of-access.pdf


NUCLEOSIDES & NUCLEOTIDES, 4 ( 1 & 2 ) ,  275-277 (1985) 

SYNTHESE DE LA DESAMINO 9 '  SINEFUNGINE 

N .  Dodic, M. Geze, P.  Blanchard, J.L. Fourrey e t  M. Robert-Gero 

I n s t i t u t  de Chimie des Substances Nature l les ,  CNRS, 91190 Gif-sur-Yvette,  France 

La sinefungine dont nous avons recement  acheve l a  synthese (1) possede une 
a c t i v i t e  a n t i p a r a s i t a i r e  en p a r t i c u l i e r  sur d i f f e ren te s  souches de Leishmania ( 2 )  
mais presente l ' inconvenient  d'*ine t o x i c i t e  non negligeable ; nous avons don. 
en t r ep r i s  i a  synthese d 'analogues,  en p a r t i c u l i e r  du der ive  9 '  desamino 1 pal t i r  
de l ' adenos ine  e t  2 p a r t i r  du ribose.  

- a p a r t i r  de l ' adenos ine  : l a  s t r a t e g i e  u t i l i s e e  e s t  l a  meme que c e l l e  adoptee 
pour l a  sinefungine ; cependant, une modification por te  su r  l a  presence d ' u n e  insa-  
t u ra t ion  sur l a  chaine l a t e r a l e ,  des t inee  1 gknerer l a  fonction carboxyle en f i n  
de synthese a f i n  de s ' a f f r a n c h i r  de l a  f r a g i l i t e  des e s t e r s  carboxyliques : 

- in t roduct ion  en deux &tapes de l a  chaine l a t e r a l e  en pos i t i on  5 '  de l ' adeno-  
s ine  en a lky lan t  l e  cyanomethyl phosphonate de d ie thyle  par l a  5 '  d6soxy 5 '  iodo- 
adenosine protegee ; l a  condensation su ivant  Wi ttig-Emmons du produi t  1 obtenu 
avec l e  penten 4 a l .  conduit au n i t r i l e  i n sa tu re  3. 

- amenagemeut de l a  chaine l a t e r a l e  par reduction spec i f ique  ds l ' i n s a t u r a t i o n  
en 6 ' ,  su iv i e  de l ' hydra t a t ion  du meIange de n i t r i l e s  epimeres -3- en amides epimeres 
4_a e t 4 b  facilement separ6s par chromatographie sur s i l i c a g e l ,  puis degradation 
drHofmann avec r e t en t ion  de configuration conduisant a chacune des deux amines 
epimeres 5_a. e t  5& pures. Enfin l a  degradation oxydative de l a  double l i a i s o n  t e r -  
minale d2 ehacun des deux der ives  amines (prealablement protege par  un  groupement 
terbutyloxy carbonyl) en groupement carboxyle 63 e t  6b. 

11 r e s t e  1 enlever  l e s  d ivers  groupes pro tec teurs  pour ob ten i r  l e s  produi t s  
attendus La e t  l b .  

- a p a r t i r  du r i bose  : c e t t e  synthese p a r a l l e l e  2 l a  precedente,  p resente  l e s  
a v a n t a g E u i v a n t s  : bon rendement (65 %) e t  separa t ion  f a c i l e  par d i s t i l l a t i o n  d u  
der ive  iode 8 ; bon rendement (80 %)  en phosphonate pur  9- ; l e s  produits u2 
condensation 10 __ 2 t  de reduction I! sont  obtenus sans d i f f i c u l t & ,  a ins i  que 1 'amide 12. 
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