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T i g l i a n e  esters induce a n  inflammatory response i n  mammalian skin.  
The erythema and oedema which develops would sugges t  a t y p i c a l  
inflammatory r e a c t i o n  c h a r a c t e r i s e d  by hyperaernia and plasma 
exudat ion (Evans and Schmidt 1980) .  W e  have t h e r e f o r e  examined 
t h e  e f f e c t s  of seven compounds of t h i s  series i n  r a b b i t  s k i n  i n  
vivo.  The h a i r  was c l i p p e d  from t h e  backs of male r a b b i t s  and 
2 m l  of Evans b l u e  dye (2.5% W/v) con ta in ing  131I-human serum 
albumen (15 yCi/kg) was i n j e c t e d  i n t o  t h e  marginal e a r  ve in .  
B r i e t a l  (1% W/v) was adminis tered v i a  t h e  same cannula  as an 
a n a e s t h e t i c .  T e s t  s o l u t i o n s  of esters (1 pg/ml of 1% acetone i n  
s a l i n e )  con ta in ing  1 3 3 ~ e  (100 pc i /ml)  w e r e  i n j e c t e d  i n t r a d e r m a l l y  
(0.1 m l )  i n  random block o r d e r  according t o  a f i x e d  s i t e  p a t t e r n .  
A f t e r  20 min animals w e r e  k i l l e d ,  t h e  s k i n  removed and t h e  s i tes  
c u t  o u t  by means of a steel punch. Samples w e r e  counted f o r  
r a d i o a c t i v i t y  us ing  a n  automatic  y-counter.  
expressed a s  volumes of blood plasma and f low changes w e r e  ca l cu -  
l a t e d  as percentage changes of 133Xe washout over  t h a t  i n  c o n t r o l  
s i tes (Williams 1979 ) . 
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12-Deoxyphorbol-phenylacetate, 12-deoxyphorbol-angelate and t h e i r  
C-20 a c e t a t e s  induced v a s o c o n s t r i c t i o n  i n  r a b b i t  s k i n  i n  doses  of 
100 ng p e r  s i te .  Tetradecanoylphorbolacetate (TPA) w a s  less a c t i v e  
w h i l s t  phorbol t h e  p a r e n t  a l c o h o l  had no s i g n i f i c a n t  e f f e c t s .  The 
a b i l i t y  of t i g l i a n e  esters t o  c o n t r a c t  r a t h e r  t han  d i l a t e  r a b b i t  
blood v e s s e l s  was confirmed i n  v i t r o ,  i n  t h a t  each of t h e  a c t i v e  
compounds produced prolonged c o n t r a c t i o n  of superfused r a b b i t  a o r t a  
i n  doses  of from 1 t o  5 pg. S u r p r i s i n g l y  a l s o ,  t h e s e  es ters  had 
no s i g n i f i c a n t  e f f e c t s  upon plasma exudat ion i n  r a b b i t  s k i n .  When 
r epea ted  us ing  100 ng PGEl t o g e t h e r  with 100 ng of esters, plasma 
exudat ions of up t o  40 I J . ~  p e r  s i t e  w e r e  recorded.  I t  has  been 
shown (Williams 1976) t h a t  E series PG's  produce a p o t e n t i a t i o n  Of 
exudat ion responses of h i s t amine  and bradykinin,  w h i l s t  having 
l i t t l e  e f f e c t  upon exudat ion a lone .  I t  i s  p o s s i b l e  t h a t  t h e  
inflammatory r e a c t i o n  induced by t i g l i a n e  esters i s  a n  i n d i r e c t  
e f f e c t  due t o  t h e  r e l e a s e  of mediators ,  r a t h e r  t han  a d i r e c t  
pharmacological a c t i o n  on s k i n  microvasculature .  
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