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Dear S i r :  

METABOLIC RESPONSES TO LEVODOPA 

The l e a d  a r t l c l e  by S i r t o r i  e t  a 1  (1) c o n f i r m s  Boyd e t  a 1  i n  t h e i r  

d i s c o v e r y  t h a t  g r o w t h  hormone 1s r e l e a s e d  by s i n g l e  d o s e s  o f  l e v o d o p a  i n  

f a s t i n g  p a t i e n t s  ( 2 ) .  T h e i r  own c o n t r i b u t i o n  however  l a c k s  b o t h  t h e  i n -  

t e r n a l  a n d  t h e  e x t e r n a l  c o n s i s t e n c y  n e c e s s a r y  f o r  h e r a l d i n g  r e s p o n s i b l y  a 

s e v e r e  i a t r o g e n i c  d i s e a s e  l i k e  a c r o m e g a l y .  

These a u t h o r s  a r e  i n t e r n a l l y  i n c o n s i s t e n t  as f o l l o w s .  They p r e d i c t  

o n l y  harm from evoked r e l e a s e s  of g r o w t h  hormone ,  i g n o r i n g  s p o n t a n e o u s  

re lesses  o f  r o u g h l y  s i m i l a r  m a g n i t u d e  forincl n o r m a l l y  d u r i n g  s l e c p  ( 3 ) .  

T h e y  a p p e a r  t o  b e  p r e d i c t i n g  t h e  c f f e c t e  of t h e  v a r i a b l e  d o s e s  rcquircd 

f o r  t r e a t m e n t ,  on t h e  b a s i s  of f i x e d  s i n g l e  anu:,-,i:8b JGSCS g i v e n  t o  f2 s t i r . g  

p a t i e n t s .  A l t h o u g h  n o t  one o f  t h e i r  b a s e l i n e  v a l u e s  was a f f e c t e d  by 

c h r o n i c  t r e a t m e n t  w i t h  l e v o d o p a ,  t h o s e  among t h e i r  p a t i e n t s  who e x h i b i t e d  

somc m e t a b o l i c  e € f e c t  a r c  posed  a s  f u t u r e  p r o t o t y p e s  f o r  a l l  p a t i e n t s .  

They f i n d  o n l y  a rn tnor  l m p a t r m e n t  of  g l u c o s e  u t i l i z n t l o n  w i t h  c o m p e n s a t o r y  

h y p e r s e c r e t i o n  o f  i n s u l i n ,  b u t  s o u n d  a n  alarm u h l c h  c n n  c a u s e  i r r e s p o n s i b l e  

r e a c t i o n s .  They seem to  h a v e  f o r g o t t e n  a l r e o d y  t h e  s e v e r i t y  of t h e  d i s e a s e s  

w h i c h  l e v o d o p a  r e l i e v e s .  
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Tlicse autl ior.9 a r e  a l s o  i n c o n H i s t c n t  e x t e r n a l l y .  C l i n i c a l ,  r a d i o l o g i c a l  

o r  m c t c i b o l i c  e v i d e n c e  of a c r o n r g a l y  h a s  n o t  been r e p o r t e d  by 8ny of  t l ~ c  

i n v e s t i g a t o r s  who liuvc bccii pt izzled by L ~ C  s i g n i f i c a n c e  of i t s  a b v c n c c  for 

t h e  two y e a r s  e l a p s i n g  s i n c c  t h e  d i s c o v e r y  b y  Boyd e t  a 1  ( 2 ) .  Some o l  o u r  

105 p a t i e n t s  w i t h  p a r k i n s o n i s m  o r  c h r  

dopa c o n t i n u o u s l y  f o r  7 y e a r s  w i t h o u t  

a c r o m e g a l y " .  F u r t h e r m o r e ,  Mena e t  a 1  

e x t r a p o l a t i o n s  (from f i x e d  s i n g l e  morn 

n i c  manganese  p o i s o n i n g  h a v e  r c c e i v c d  

t h e  s l i g h t e s t  e v i d e n c e  of " f r a n k  

a t  Brookhaven  c a n n o t  c o n f i r m  t h e  i m p l i c d  

ng doses of l cvodopa  i n  f a s t i n l ;  s u b j e c t s )  

t o  l ~ b u l t i p l c  d i i t l y  t l ) C r 3 p c u t i C  d u s c s :  1arRc  pulses o r  c t r c u l o t i n l :  ):row111 I i c i t - r i t ~ ~ t t ( ~  

cijktrt;l: Llius Car o n l y  d l t c r  tlw f i r s t  i i iorii i i~~; JOSC a n d ,  CVCII t h c n ,  Llrcir 

magnitude d e p e n d s  upon t h e  p a t i e n t ' s  p r o t e i n  i n t a k e .  T h a t  t h e s c  p u l a c h  

m i g h t  e v e n  be t h e r a p e u t i c a l l y  u s e f u l  is s u g g e s t e d  by o u r  e x p e r i m e n t s  w i t h  

mice,  i n  w h i c h  b o v i n e  g rowth  hormone h a s  p r o l o n g e d  and p o t e n t i a t e d  t h e  

c e r e b r a l  a c t i o n s  o f  Levodopa ( 4 ) .  L i f e - l o n g  c o n s u m p t i o n  o f  l evodopa  (20 mg/g 

P u r i n a  chow) h a s  m a r k e d l y  p r o l o n g e d  t h e  l i v e s  o f  mice i n  i n c 3 m p l e t e  e x p e r i -  

m e n t s  by S.T. Mil ler ,  W.H.  Maston and  m y s e l f .  

m e n t s  r e q u i r e s  t w o  a d d i t i o n a l  y e a r s ,  b u t  t h e y  a l r e a d y  a r g u e  s t r o n g l y  a g a i n s t  

t h e  p r e m o n i t i o n s  of S i r t o r i  e t  e l ,  

C o m p l e t i o n  o f  t h e s e  e x p e r i -  

A t  p r e s e n t ,  l evodopa  i s  nor o n l y  t h e  s i n g l e  most c r f e c t i v e  r e m e d y  a g a i n s t  

two ser ious  n e u r o l o g i c a l  d i s e a s e s ,  b u t  i t  ~ i s o  seems  p e r h a p s  p r o m i s i n g  a s  a 

t r e a t m e n t  f o r  o s t e o p o r o s i s  and f o r  some c a n c e r s  o f  t h e  f ema le  b r e a s t ,  

authors  m i g h t  t h e r e f o r e  " e l e v a t e  them g u n s  a l i t t l e  lower"  as  G e n e r a l  J a c k s o n  

o n c e  said. 

These 

Very  s i n c e r e l y  y o u r s ,  

George C .  C o t z i a s ,  M.D.  
S e n i o r  S c i e n t i s t ,  Brookhaven N a t i o n a  1 L a b o r i i t o r } ,  
M e d i c a l  R e s e a r c h  C c n t c r ,  Up ton ,  N e w  York 11973 
ProfcHttor  o f  Mcdicicic ,  U n t v c r s i  t y  o f  lIi(. S L i i l t '  

of Ntqu Y4)r -k  r i l '  S l o i i y  Ilcook, S L O I I Y  Ilrottk . 
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