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ler als k te ine re ,  st} d a s s  z, B. bet  e i n e m  C h r { m l a t o g r a m m  
yon D-, L- u n d  D L - H i s t i d i n  je  l inch deu  Umsttil~{len bPi 
Besp r i ihen  m i t  Pauly-l~<eagenz zu U n r e c h t  d e r  t ; ; indruck 
e iner  T r e n n u n g  in {lie Antip{}den e n t s t e h e n  k a m l . . \ u f  
diese W e i s e  k a n n  m a n  be l i eb ige  F.ffektP erz ic lcn ,  l : i ir  
das  C h r o m a t o g r a m m  in F i g u r  2 w u r d e n  {tie Meu g en  s{} 
gewfiht t ,  d a s s  e ine  V e r t e i l u n g  yon  l{f- \Vert t ,n  z u s t a n d e -  
kam,  wie sic in k e i n e m  ga l l  bet  e t h e r  T r e n n u n g  in A n t i -  
p o d e n  zu e r w a r t e n  i s t . . \ m  s c h n c l l s t e n  laufcl l  h ie r  3o 7 
DL-Hist idin,  d a n n  fi}lgen 20 7 D- u n d  15 ;, L - l l i s t i d i n .  
<~Gewichtsloser,> T r a c e r  alIein b l e i b t  tim w e i t e s t e n  zur i ick .  
Auf  e i n e r  a n d e r e n  P a p i e r s o r t e ,  W h a t m a n  Nr.  4, d ie  d i e scn  
K o n z e n t r a t i o n s e f f e k t  n i c h t  ze igt ,  e r fo lg t  d a g e g e n  m i t  
S i c h e r h e i t  e ine  A n t i p o d e n t r e n n u n g  ( F i g u r  3). F-in e in-  
w a n d f r e i e r  N a c h w e i s  t ier  t a t s / i c h l i c h e n  Vorg~hlge wir{l 
a l so  b e s o n d e r s  f i i r  e ine  g l e i ch ze i t i g e  ira{1 unab l i t i ng ige  
I d e n t i f i z i e r u n g  vt)n o p t i s c h e n  .\ntip{}{len (als StlbSt;tl]Zel/ 

g lPicher  s k a l a r c r  {;r6sst ,n ergel}Pn diPsP t i iml ic i lP  i'l'O- 
tf lcinP wie  l ' n t t . r s u c h u n g t ,  i1 i ibc r  .< ,P lbs td i f fus ion)  n u r  
d u t c h  d ie  .<, imultancn~ftragnn~ r a d i o ; l l d i \ r r  " r r ao . r  Pr- 
n l6gl icht ,  

Nmmmfrv ,  \Vt. igl l t less an]{}unts {>f ra{h{}actix,p t e s l -  
l n ix t l l i - { ' s  aR" Frill ['r{}ll] / l i t '  Salt le StUFf ing p{} in t  as t i l t" t ' { l i l l -  
p{ l t i l l { iS  tit i l lvPs i iga te  whi le  chcck{,{l h l t h ' p e n d P n l l y .  It is 
s t > w i t  t h a t  t i l l s  a l l . w s  i/ dPpt . i~dable itlt, n t i f i c a t i . l ~  eveu  in  
cases whPI'P t i l t '  h ' c t l n i q m '  { ~ l i n a c t i v e  p a r a l h q  r u n n i l l g  I t ,st 
mix t l l r t ' s  fails c{}mptctPty. 

1:. Vi,,'STi,;l~ u i i d  \ \ ' .  t{ i , ; i r l . : t{  

h~slihtl /m" (h'g'mz:~chc ('hP~*th" dcr 1 ";~i,'cr.~itii/ des Nmtr- 
/a.dcs, /h, ,d. ' . . .¢/m,~ z/.d /soh}p~'./a/~,.'> 5aa~'bri/de~'. 
(I)e'::lsdUa*d}, /3 .  . I p i g /  I t)gi2. 

N e w  C e n t r a l l y  A c t i n g  D r u g s :  

C o u m a r i n  D e r i v a t i v e s  

A c c o r d i n g  to  J ON{;]~+BRt~.I~R l, t h e r e  s e e m s  to be  I >  p h a r -  
maco log i ca l  d i f f e r e n c e  in c o r o n a r y - d i l a t o r  p o t e n c y  be-  
t w e e n  c h r o m o n e  a n d  c o u m a r i n  d e r i v a t i v e s . . k s  a n u m b e r  
of  N - s u b s t i t u t e d  8-aminr}-methvl-7-methoxv al ld 7-hv-  
d r o x y c h r o m o n e s  a n d  f tavol les  w i t h  c e n t r a l  n e r v o u s  
s y s t e m  (C.X.S.} s t i m u l a t i n g  a c t i v i t y  h a v e  r ecen t k "  l~etm 
d e s c r i b e d  2,a, we  t h o u g h t  i t  i n t e r e s t i n g  to  t e s t  w h e t h e r  
t h i s  a c t i v i t y  was  r e t a i n e d  in t h e  c o r r e s p o n d i n g  c o u m a r i n  
d e r i v a t i v e s .  T h e s e  a r e  r e p r e s c n t e d  b\" t i le  g en e ra l  f o r m u l a  ; 
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in w h i c h  t h e  p o s i t i o n s  of  t h e  h_vdroxy" or  m e t l > x y  g r o u p  
a n d  t h e  bas ic  c h a i n  w e r e  7,S - 7,~ - (),5 - a n d  S,5 r e spec -  
t ive ly .  T h e s e  c o m p o u n d s  \ \ 'ere p r e p a r e d  v ia  t h e  M~ulnich 
r e a c t i o n  on  h v d r o x v c o u m a r i n s  or  b y  m e a n s  of t i le c h l . r . -  
m e t h y l a t i o n  p r o c e d u r e  a p p l i e d  to  m e t h o x y  a n a l o g u e s ,  
fd lowe{t  b y  a m i n a t i o n ,  In  b o t h  cases ,  sec{}ntlary a l n i n e s  
such  as  d i m e t h y l  a n d  d i e t h y h t m i n e ,  p i p e r i d i n e  m~d mor -  
p h o l i n e  w e r e  e m p l o y e d .  

T h e  p h a r m a c o l o g i c a l  s c r e e n i n g  of  f i f ty  c o u m a r i n  d e f t >  
a t i v e s  h a s  s h o w n  t h a t  t h e  C .N.S .  s t i m u l a t i n g  a c t i v i t y  is 
r e t a i n e d ,  t h o u g h  to  a lower  d eg ree  t h a n  in t h e  c{>r re spond  
ing c h r o m o n e  a n d  f l a w m e  c o m p o u n d s .  No d i f f e r e n c e  is 
n o t i c e a b l e  b e t w e e n  h v d r o x v  a n d  m e t h o x y  d e r i v a t i v e s ,  
a l t h o u g h  t h e  l a t t e r  s e e m  to  fu rn i s h  t h e  m o s t  a c t i v e  c o m -  
p o u n d s .  T h e  o p t i m a l  p o s i t i o n  for  t h e  m e t t > x v  g r o u p  a n d  
the  bas i c  c h a i n  is t h e  <~rtho p{~siti{m, a n d ,  {~f t-he loeat i{ms 

t r i ed ,  tilt, (~:5 p.s i l i{}ns wPre found  t,~ bP tho  Dest for 
C N . S .  s t i m u l a i n g  a c t i v i t y .  \VhPn  flip o x y g o n  f u n c t i ou  
a n d  t h e  bas ic  c h a i n  a re  pm'~ to  onP a n o t h e r ,  a c m l s i d e r a b l e  
l{~ss {if a c t i v i t y  is . b sP rvcd>  P.g. in t h e  N - s u b s t i t u t P d  5- 
a m i m m ] c t h v i - S m l P t h . x v _  (mid ,S-hydroxy)  d e r i v a t i v e s ,  
\v i th  t h e  s d P  t 'xcPpt i{m d" 3-n]PthVt-S-m{.th~)xv-SMi-  
n te t  i~ vla n m > m e l  h v l c a m l ; l r i i L  

(If tilt '  bas ic  c h a i n s ,  tilt, dimeth \ 'hmlh l .n te lh \ ' l  is t h c  
lnos t  e f f i c i en t ,  as  li1 the o}rresl}t}llditlg chroll lOlle ;illd 
flavoilC C{}iUl)t}IlUdN. 6- ."~h ' lhoxv-5-di l l l{qhvtal l l inol l lPlh\ ' i  
3 -phc l ly l cou lna r i l l  ( l(Pc 14 0{}73) st'Pills t{~ l)e thP lni~sl 
ac t ivP  c o m p o u n d  in tilt. spries.  I t s  a c t i v i t y  e x p r e s s e d  
as  t h e  recipr~}cal of  thP in t r apPr i t~mea l  1.1%o d n l c t r a z o l  
(71 ltlg/l.:g} e ,as  t 7 S ,  oil a l n d a r  bas is ,  i.P. ha l f  t irol  ~I' 
t i le  Ill{lst a c l i v e  Colllp{}Ulld ill tilt" chl'olll{)llP series.  

l?ia.~s.*zl.. Si descrix 'P una  n t > v a  classP di f a r mac i  
s t i m o h m t i  il s i s t e m a  nPr\'os{~ con t r a l c ,  r a p p r e s c l ] t a t a  da l l c  
~llnill{}nlct}/itlrossi- P {lall{, anliliometlllllPtossicilnlaril]c 
N-s{}sti tuiie.  

I /a t t ix ' i t£ l  di q u e s t i  n l > v i  c o m p o s t i  6 inft .r iorP a qm.t ia  
{Iei c{}rrist){llldenli i so lner i  t l e r iva t i  {tat cr{}nl{me e {laI 
flav{)l~e, 

I }. I}A Ill.:, l,. 1}{~X{>L.X, 1. Sl.:-rNil<.\i(, 
a n d  ~1. J..~l..\t;lSTm-:Tri 

I)eflc.'m~e~lt . /  ~lh'diccU ('lte~i.qvy a U  lh>pm'/.~c}~! {7 
l~ltarm~ado,,.,y, l&'sean'h I)ii,isi<m, lgec,~r~A~li N . f l . . f . . . ID-  
/am} (Italy), .limp 1, 1962. 
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