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The i r r i t a n t  t o x i n s  of c e r t a i n  s p e c i e s  of t h e  Euphorbiaceae  and 
Thymelaeaceae a r e  es ters  of two s t r u c t u r a l l y  r e l a t e d  d i t e r p e n e  

Y p o l y o l s  ( F i g . 1 ) .  Both t h e  tumour-promoting and an t i - tumour  a c t i v i t  
of t h e  t o x i n s  have r e c e i v e d  some a t t e n t i o n  (Hecker  and Schmidt 1974; 
Soper  and Evans 1977: Kupchan and o t h e r s  1 9 7 6 ) ,  w h i l s t  t h e  mode of 
a c t i o n  of t h e  i r r i t a n t  e f f e c t s  has  been  l a r g e l y  ignored .  

W e  have observed  b o t h  t h e  t i m e  t o  o n s e t  and t h e  d u r a t i o n  of a c t i o n  
of a series of n a t u r a l  and semi - syn the t i c  esters of t h e s e  p o l y o l s  
u s i n g  a m i c e  e a r  a s s a y  (Kinghorn and Evans 1 9 7 5 ) .  The erythema 
produced appeared a t  t i m e  i n t e r v a l s  a f t e r  a p p l i c a t i o n  depending 
upon t h e  l e n g t h  of t h e  es ter  s ide -cha in  a t  C-12 and C-13. Shor t  
c h a i n  esters e x h i b i t e d  a c t i v i t y  a f t e r  1 hour ,  whereas l o n g e r  cha in  
es ters  produced erythema a f t e r  a d e l a y  of u p  t o  4 hour s .  I n  addi -  
t i o n  t h e  p e r s i s t e n c e  and i n t e n s i t y  of t h e  inf lammat ion  was r e l a t e d  
t o  t h e  p re sence  and s t r u c t u r e  of a n  ester a t  C-20. The i r r i t a n c y  of 
semi - syn the t i c  esters of t h e  C-20 hydroxy g roup  w i t h  a romat i c  a c i d s  
was shown t o  be dependent  on t h e  p re sence  of a n  e l e c t r o n e g a t i v e  
f u n c t i o n  i n  t h e  meta o r  para p o s i t i o n  of t h e  e s t e r i f y i n g  a c i d .  These 
p r e l i m i n a r y  o b s e r v a t i o n s  s u g g e s t  t h a t  a s t u d y  of t h e  s t r u c t u r e / a c t i -  
v i t y  r e l a t i o n s h i p s  of  f u r t h e r  s emi - syn the t i c  and n a t u r a l l y  occur r ing  
esters of t h e s e  d i t e r p e n e  p o l y o l s  may e v e n t u a l l y  c l a r i f y  t h e  s t r u c -  
t u r e  of t h e  r e c e p t o r  s i t e  o r  s i t e s  i n  t h e  s k i n .  
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