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Organic a z i d e s  a r e  the f o r g o t t e n  group i n  medicinal  chemistry a l though they 
possess  d i s t i n c t i v e  p r o p e r t i e s  which could be e x p l o i t e d  i n  drug des ign .  The 
az ido  group e x e r t s  -I and +M e l e c t r o n i c  e f f e c t s  comparable t o  bromo and acetamido 
s u b s t i t u e n t s ;  i n  s i z e  and l i p o p h i l i c i t y  it c l o s e l y  resembles t h e  bromo group. 
The P r o p e r t i e s  of azidosulphani lamide (1) have been examined a )  to  e s t a b l i s h  
i f  t h i s  a z i d e  is a p o t e n t i a l  pro-drug modi f ica t ion  of  sulphani lamide,  and b )  
t o  i n v e s t i g a t e  i t s  r o l e  as a p r e c u r s o r  of  a r e a c t i v e  n i t r e n e  s p e c i e s .  Nitrene 
i n t e r m e d i a t e s  generated from o t h e r  a z i d e s  a r e  capable  o f  v e r s a t i l e  i n t e r a c t i o n s  
with bio-macromolecules (Knowles 1972) . 
Azidosulphanilamide (1) w a s  adminis tered t o  ra t s  ( i . p . 1  a t  a dose of 25 mg/Kg. 
Examination of a dichloromethane e x t r a c t  of  t h e  u r i n e  by t . 1 . c .  revea led  t h e  
presence of  sulphani lamide (21, i t s  a c e t y l  d e r i v a t i v e  ( 3 ) ,  unchanged azido-  
sulphani lamide and traces o f  an u n i d e n t i f i e d  metabol i te .  C l e a r l y  t h e  az ido  
s u b s t i t u e n t  i s  undergoing metabolic reduct ion  t o  t h e  amine (sulphani lamide)  
which i s  then being f u r t h e r  metabol ised by a c e t y l a t i o n .  

P h o t o l y s i s  of  t h e  a z i d e  i n  methanol a f f o r d s  a low y i e l d  o f  2-1~ethoxy-3H-azepine 
(5)  b u t  no sulphanilamide or azobenzene-4,4'-disulphonamide are formed. Ring 
expansion i s  f requent ly  encountered i n  the p h o t o l y s i s  o f  o r t h o - s u b s t i t u t e d  
a z i d e s  (Mair & Stevens, 1971) and i n  the p r e s e n t  case impl ies  t h e  intermediacy 
o f  t h e  r e a c t i v e  s i n g l e t  n i t r e n e  s p e c i e s  ( 4 ) .  

Azidosulphanilamide has  no i n h i b i t o r y  a c t i o n  in uiuo a g a i n s t  lymphoid leukaemia 
L-1210 i n  mice a t  a dose of 4 0 0  mg/Kg, o r  a g a i n s t  c u l t u r e d  L-1210 ce l l s  in U i t P O  
i n  t h e  dark ( I D  >1000ug/ml). However, t h e  a z i d e  i s  c y t o t o x i c  ( I D  %25 pg/ml) 
when incubated v??th L-1210 ce l l s  i n  t h e  l i g h t  (366 nm). 
i r r a d i a t i o n  of t h e  drug s o l u t i o n  by l i g h t  before  exposure t o  L-1210 c e l l s  
a b o l i s h e s  a c t i v i t y  (IDgO>lOOO~g/ml) and it i s  p o s s i b l e  t h a t  t h e  n i t r e n e  s p e c i e s  
( 4  ) is  t h e  d e s t r u c t i v e  agent .  
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