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P s o r i a s i s  i s  c h a r a c t e r i s e d  b y  a g r e a t l y  enhanced e p i d e r m a l  c e l l  p r o d u c t i o n .  The 
i n c r e a s e d  m e t a b o l i c  and p r o l i f e r a t i v e  a c t i v i t y  has been demons t ra ted  b y  enhanced 
l e v e l s  o f  s e v e r a l  o f  t h e  enzymes i n v o l v e d  i n  ene rgy  m e t a b o l i s m .  A n t i p s o r i a t i c  
agen ts  such as m e t h o t r e x a t e ,  a z a t h i o p r i n e  and c o r t i c o s e r o i d s  have been shown t o  
i n h i b i t  t h e  a c t i v i t y  o f  g l u c o s e - 6  phosphate  dehydrogenase ( i . e .  i n h i b i t  t h e  p e n t -  
ose  phosphate  pa thway) ,  (Raab and  Gmeiner 1975a,b).  Ya rked  d i f f e r e n c e s  i n  a c t i v -  
i t y  between e s t e r s  o f  c o r t i c o s t e r o i d s  have i n d i c a t e d  t h a t  t h e  e s t e r i f i e d  fo rms  
have b i o c h e m i c a l  a c t i v i t y  and a r e  n o t  m e r e l y  t r a n s p o r t  f o rms  (Raab and Gmeiner 
1975b, 1976) .  

S e v e r a l  s t r a i g h t  c h a i n  e s t e r s  (C2 t o  C14) o f  h y d r o c o r t i s o n e  were  i n c u b a t e d  w i t h  
g lucose -6  phosphate  dehydrogenase (E.C. 1.1.49; 
i n  0.05M t r i e t h a n o l a m i n e  pH 7 .5  b u f f e r  c o n t a i n i n g  0.005M e t h y l e n e d i a r i i n e  t e t r a -  
a c e t a t e .  
reduced  coenzyme, NADPH, a t  340nm a f t e r  t h e  a d d i t i o n  o f  g l u c o s e - 6  phosphate  and 
NADP. 
ose-6 phosphate  dehydrogenase a c t i v i t y  was compared w i t h  t h e  c o n t r o l .  
b a t i o n ,  samples were a l s o  a n a l y s e d  b y  HPLC t o  assess  any  h y d r o l y s i s  wh ich  m i g h t  
have o c c u r r e d .  

The h y d r o c o r t i s o n e  e s t e r s ,  c o r t i c o s t e r o i d s  o f  p o s s i b l e  d e r m a t o l o g i c a l  s i q n i f i c a n c e ,  
were f o u n d  t o  e x h i b i t  s i g n i f i c a n t  i n h i b i t o r y  a c t i v i t y  on t h e  Dentose phosphate  
m e t a b o l i c  oathwav 

G-6 PDH) p u r e  f r o m  y e a s t ,  a t  37OC 

Enzyme assays  were  p e r f o r m e d  a t  25OC b y  m o n i t o r i n g  t h e  absorbance o f  t h e  

F o l l o w i n g  i n c u b a t i o n  f o r  p e r i o d s  u p  t o  one h o u r  t h e  i n h i b i t i o n  o f  t h e  g l u c -  
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F i g . 1  
?he i n f l u e n c e  o f  s i d e  c h a i n  
on  i n h i b i t i o n  o f  a c t i v i t y  o f  
g l  ucose-6-phosphate  
dehydrogenase.  
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The HPLC s t u d i e s  were  u n a b l e  t o  show t h a t  h y d r o l y s i s  had o c c u r r e d  w i t h  any  o f  t h e  
c o r t i c o s t e r o i d s  d u r i n g  t h e  i n c u b a t i o n  p e r i o d ,  i n d i c a t i n g  i n h e r e n t  a c t i v i t y  o f  t h e  
e s t e r s .  T h i s  was i m p o r t a n t  s i n c e  h y d r o c o r t i s o n e  i t s e l f  showed h i g h  i n h i b i t o r y  
a c t  i v i  t y  . 
The r e s u l t s  a r e  comparab le  w i t h  t h o s e  o f  S c h l a g e l  (1971)  who showed a p r o g r e s s i v e  
i n c r e a s e  i n  t o p i c a l  a n t i - i n f l a m m a t o r y  a c t i v i t y  w i t h  i n c r e a s e  i n  e s t e r  s i d e  c h a i n  
w i t h  an  opt imum e s t e r  c h a i n  l e n g t h  o f  a b o u t  f i v e  o r  s i x .  The l o w  a n t i - i n f l a m m a t -  
o r y  a c t i v i t y  o f  h y d r o c o r t i s o n e  and t h e  l o n g e r  c h a i n  e s t e r s  may be  due t o  poo r  t o p -  
i c a l  b i o a v a i l a b i l i t y  r a t h e r  t h a n  low  i n h e r e n t  a c t i v i t y .  T h i s  enzyme i n h i b i t i o n  
assay  may p r o v i d e  a means o f  d i f f e r e n t i a t i n g  be tween t h e  two  and o f f e r  a u s e f u l  
i n  v i t r o  assay  f o r  t o p i c a l  c o r t i c o s t e r o i d  a c t i v i t y .  
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