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Pyridine Chemistry i n  the Preparation o f  Two Medicinal Aqents: 
Rosoxacin and Amrinone 

George Y .  Lesher. 
S ter l  ing-Winthrop Research I n s t i t u t e  
Rensselaer, NY 12144 

I n  t h i s  t a l k  I w i l l  cover the chemistry involved i n  the development o f  
the an t i bac te r i a l  agent rosoxacin. The emphasis here w i l l  be on the 
va r i e t y  o f  ways t h a t  were employed t o  prepare the an i l ino-pyr id ine  i n t e r -  
mediatrs. 

roaoxacin i2H5 a n i l  i no-pyr id i  ne 

This w i l l  be fol lowed by a descr ip t ion  of the chemistry used in  the 
preparat ion of amrinone, a new card io ton ic  agent, and a var iety o f  r e l a t e d  
compounds. The chemistry covered i n  both of these areas w i l l  general ly be 

0 

amrinone 

tha t  used t o  b u i l d  py r i d i ne  r i ngs  and manipulate attached func t i ona l i t y .  A 
minimum of b io logy w i l l  be presented t o  j u s t i f y  why we were doing what we 
were doing. 

rlalogenated Pyr id ines: Their Synthesis and Appl icat ions t o  Several Areas 
of Crop Pro tec t ion  

Howard Johnston, 
Dow Chemical U.S.A. 
Agr icul  tUra1 Products Research 
P. 0. Box 9002 
Walnut Creek, CA 94598 

This t a l k  w i l l  be concerned w i th  the synthesis and chemistry of a number 
of b i o l o g i c a l l y  a c t i v e  py r i d i ne  der iva t ives .  The emphasis w i l l  be mainly on 
halogenated py r i d i ne  carboxyl ic acids, p y r i d i n o l s  and t h e i r  precursors. 

Polyact ivated Polychlor inated Pyr id ines 

Bas i l  J. Wakefield, 
Department o f  Chemistry and Applied Chemistry, 
Un i ve rs i t y  of Salford, 
Salford. M5 4WT U.K. 

The chemistry o f  pentahalogenopyridines i s  we1 1 explored, and is, 
dominated by react ions  invo lv ing  nuc leoph i l i c  subs t i t u t i on  i n  the o- 
and v-Posi t ions.  Even intramolecular subs t i t u t i on  a t  a 8-posit ion of 
pentachloropyr ld lne nas been ooserved i n  only a feh cases .e nave 
stbdieo rne p o s s l b l l l t y  that  a s t rong ly  e lec t ron-d l rnoran lng grobp a t  
tne r -  (OP an ,-)  pos l t t on  w.ld ac t i va te  rne 9 - p o s i r ~ o n s  s.ff lclenrly 



f o r  nucleophiles t o  a t t ack  these p r e f e r e n t i a l l y .  As nuc leoph i les  r eac t  
w i t h  tetrachloro-4-nitropyridine o r  te t rach lo ro-4-a l  ky lsu lphony l -  
pyr id ines by displacement of the  4 - subs t i t u t en t ,  our s tud ies  have been 
d i rec ted  mainly t o  tetrachloro-4-cyanopyridine ( I ) ,  which i s  prepared 
by high-temperature gas-phase c h l o r i n a t i o n  o f  4-cyanopyridine. With 
simple nucleophi les,  s u b s t i t u t i o n  s t i l l  takes place p r e f e r e n t i a l l y  a t  
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an o-posi t ion t o  g i ve  compounds such as the piperidino-compound (2 ) .  
With b identate nucleophi les,  however, a t t ack  a t  bo th  2- and 3-pos i t ions  
g ives  new heterocycles;  catechol ,  f o r  example, gave the  benzodioxino- 
pyr id ine  ( 3 ) .  

The p r i nc i p l es  es tab l i shed by the work descr ibed above have been 
extended t o  t h e  synthesis o f  compounds of poss ib le  b i o l o g i c a l  i n t e r e s t .  
Reactions o f  tetrachlorocyanopyridines w i t h  amidines have so f a r  f a i l e d  
t o  give imidazolopyr id ines such as (4 ) ,  b u t  reac t ions  w i t h  enamines 

gave tetrahydrocarbol ines ( 5 )  and ( 6 ) .  The reac t i on  l ead ing  t o  the  
tetrahydrocarbol ines has been s tud ied  i n  some d e t a i l ,  and the r e s u l t s  
w i l l  be discussed. 

Pyr id ine w i t h  Po l y f unc t i ona l i zed  Appendages 

George R. Newkome, 
Department o f  Chemistry, 
Louisiana S ta te  Un i ve r s i t y ,  
Baton Rouge, LA 70803. 

Over the pas t  few years,  we have entered i n t o  an area of study i n  
which metal ions  as we l l  as neu t ra l  organics a re  inc lus ioned w i t h i n  a 
neut ra l  host .  I n  o rder  t o  b e t t e r  understand the  f i ne -po in t s  and be 
ab le  to p r e d i c t  the opt imal  guest-host r e l a t i onsh ip ,  our recent  
research a c t i v i t i e s  have d e a l t  w i t h :  syn the t ic  aspects, molecular  i on  
and molecule i nc l us i on ,  s i t e  geometries, organometal l ic  spin-of fs,  
c a t a l y t i c  a c t i v i t i e s ,  polymer b inding,  and computer design. A f te r  a 
b r i e f  h i s t o r i c a l  i n t r oduc t i on  o f  my entvy i n t o  p y r i d i n e  chemistry. t h i s  
presentat ion w i l l  h i g h l i g h t  our recent  syn the t i c  and s t r u c t u r a l  
adventures i n  py r i d i ne  chemistry. 




