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Oxidat ion of t h e  dimethylamino s ide-cha in  i s  be l ieved  t o  p l a y  an important  r o l e  in 
t h e  metabol ic  a c t i v a t i o n  of ant i tumour d imethyl t r iazenes .  When incubated  with 
l i v e r  homogenates, o r  in V i V o ,  t h e s e  a g e n t s  a r e  demethylated w i t h  t h e  l i b e r a t i o n  
of  formaldehyde and t h e  formation of a h ighly  r e a c t i v e  a l k y l a t i n g  agent  - a  
monomethyltriazene (Connors & o t h e r s ,  1976) .  Although t h e  i n t e r m e d i a t e  
hydroxymethyl t r iazenes have h i t h e r t o  been regarded a s  only  t r a n s i e n t  s p e c i e s  w e  
have achieved a novel  s y n t h e s i s  of t h i s  type  by coupl ing  aryldiazonium s a l t s  w i t - ,  
a formaldehyde/methylamine mixture  i n  aqueous media. S u r p r i s i n g l y ,  
hydroxymethyl t r iazenes bear ing  e l e c t r o n - a t t r a c t i n g  s u b s t i t u e n t s  i n  t h e  a r y l  r i n g  
a r e  s t a b l e  c r y s t a l l i n e  compounds. 

The hydroxymethyl t r iazene ( l a )  proved t o  be t h e  most a c t i v e  t r i a z e n e  y e t  t e s t e d  
a g a i n s t  t h e  TLX5 lymphoma i n  mice (Table) :  it i s  s u b s t a n t i a l l y  more a c t i v e  than  
e i t h e r  t h e  corresponding monomethyltriazene ( l b )  or  t h e  d i m e t h y l t r i a z e n e  ( l c ) .  

Table .  Antitumour a c t i v i t y  of  t r i a z e n e s  a g a i n s t  t h e  TLX5 lymphoma i n  mice 

/R1 

Toxic dose 

( 5  x d a i l y )  

Compound (1) Maximum R-Q-N=N-N, 8 i n c r e a s e  Optimal R 2  dose 

i n  s u r v i v a l  t ime ( m g k )  (mg/kg) 
( 5  x d a i l y )  1 R2 

R R 

( l a )  CO Me M e  CH OH 120 5 160 

( l b )  C0,Me M e  H a7 5 80 
2 2 

L 

(Ic) CO,Me M e  Me 58 4 0  160* 

*From Connors & o t h e r s  (1976) 

I n  a d d i t i o n  t h e  r e l a t e d  hydroxymethyl t r iazene (1: R = C 0 2 E t ,  R = M e ,  R = CH20H)  
d i s p l a y s  i n h i b i t o r y  a c t i v i t y  in v i t r o  a g a i n s t  TLX5 lymphoma cekls whereas i t s  
d i m e t h y l t r i a z e n e  c o u n t e r p a r t  (1: R = C 0 2 E t ,  R1,= R 2  = Me) i s  i n a c t i v e .  
confirms t h e  a c t i v a t e d  n a t u r e  of t h e  former t r i a z e n e .  

2 .  

This  

Another s t a b l e  a-hydroxylated t r i a z e n e  (2a)  can  he prepared  ( 2 5 %  y i e l d )  simply by 
s t i r r i n g  t h e  morphol inot r iazene  (2b)  wi th  potassium permanganate i n  aqueous 
ace tone  a t  25O. 
c h l o r i d e / p y r i d i n e  a t  25O t o  a f f o r d  t h e  dehydromorpholinotriazene ( 3 ) .  The 
morpholin-3-01 (2a) i s  a l s o  d e t e c t e d  i n  e x t r a c t s  from t h e  morphol inot r iazene  (2b) 
t h a t  have been incubated with r a t  l i v e r  homogenates. 

The morpholin-3-01 (2a) undergoes a 1 ,2-e l imina t ion  i n  a c e t y l  

( 2 )  a: R = OH 
b : R =  H 

( 3 )  

Connors , T.A., Goddard, P.M. & o t h e r s  (1976) .  B w c h e m .  Phamac., 2 5 ,  241-246. 




