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Dem Schweizerischen Nationalfonds zur F6rdcrung der wissen- 
schaftlichen Forschung dankcn wir bestens f i r  die gewahrte Unter- 
stitzung, 

P .  HEMMERICH, S, FALLAB 
und H, ERLE~rMEVER 

D 1  S P U T A N D U M  

Prephens i ture  als  m~igllche b l o l o g i s c h e  V o r s t u f e  
von Indok ler iva ten  

dnstalt [i~r anorganische Chemie der Universitiit Basel, 
23. Oktober 1957. 

Summary 

T h e  r e a c t i o n  b e t w e e n  Cu  ~+ a n d  p i c o l i n e - a l d e h y d e ,  
w h i c h  c o n s t i t u t e s  a n e w  t y p e  of c h e l a t i o n ,  h a s  been  
s tud i ed ,  

Bekanntlich werden in Mikru.rganisnien wie etili- 
B a k t e r i e n  ~ o d e r  l;tlllgi wie N e t l r o s p o r a  i clie A n l i i los l i t l r en  
l ~ h e n y l a l a n i n  u n d  T y r o s i n  i ibe r  v ine  a l i z y k l i s c h e  l ) i -  
c a r b o n s i u r e ,  d ie  l>rephens~iure,  g e b i l d e t ,  d i e  in  s a u r e r  
L 6 s u n g  o d e r  e n z y m a t i s c h  s e h r  s c h n e l l  in l q i e n y l b r e n z -  
t r aubcns~ iu re  i i l)ergt ' l i t .  

t I)'. \Vl,.'Iss, C. GII.VARG, 1:. ,q..~|INi;tot.! ttttt| 1{. l). ])AVIS, Sch'llce 
119, 77.1 (1951). 

---- z Vgl. R. {,. Ml:rzF.mm'r~; und l I, I<, M'TClH.:t.t., Arch. ]]iochetn. 
Biophys, t;4, 51 (1:!5(;). 
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5 8  Br6ves  c o m m u n i c a t i o n s  - Brev i  c o m u n i c a z i o n i  [EXPERIENTIA VOL. XIV/'2] 

U b e r l e g u n g e n  zu r  B i o s y n t h e s e  de r  L y s e r g s S u r e  ff ihr-  
t e n  zu r  P r e p h e n s t t u r e  als m 6 g l i c h e m  Z w i s c h e n p r o d u k t  
y o n  I n d o l v e r b i n d u n g e n .  Wie  das  F o r m e l s c h e m a  zeigt ,  
k 6 n n e n  e in fache  ze l lm6g l i che  R e a k t i o n e n  zu I n d o l  u n d  
6 - H y d r o x y - i n d o l  f i ih ren .  E i n e  z e n t r a l e  S t e l l u n g  n X h m e  
d a n a c h  d a s  D i e n o n  A ein,  d a s  d u r c h  D i e n o n - P h e n o l -  
U m l a g e r u n g  u n t e r  C O ~ - A b s p a l t u n g  in 6 - H y d r o x y - i n d o l  
o d e r  n a c h  R e d u k t i o n  d e r  K e t o g r u p p e  in  I n d o l  i iber -  
g e h e n  k 6 n n t e .  L e t z t e r e  U m w a n d l u n g  e n t s p r i c h t  d e m  
l e i c h t e n  O 'be rgang  d e r  P r e p h e n s ~ t u r e  in  P h e n y t b r e n z -  
t r a u b e n s a u r e ,  e ine  R e a k t i o n ,  die s u c h  a n  e i n f a c h e r e n  
Mode t l en  v e r w i r k l i c h t  w u r d e  3. 

JSesonders  b r a u c h b a r  e r s c h e i n t  die H y p o t h e s e  zu r  
E r k l ~ r u n g  d e r  V e r k e t t u n g  e ines  K o h l e n s t o f f a t o m s  a n  da s  
C 4 - A t o m  des  Indo lge r i i s t e s ,  wie m a n  sic zu r  B i o s y n t h e s e  
de r  Lysergs~iure f o r d e r n  muss .  Die  V e r b i n d u n g  A sol l te  
e a c h  A r t  e ine r  M i c h a e l - A d d i t i o n  eine r e a k t i o n s f ~ h i g e  
M e t h y l e n  g r u p p e  a n l a g e r n  k S n n e n  ; de r  we i te re  A u f b a u  de r  
n o c h  f e h l e n d e n  R i n g e  de r  Lysergs~ture k 6 n n t e  s ich  so ab -  
spie len,  wie es HARLEY-[V~AsON in  se iner  b e m e r k e n s w e r t e n  
H y p o t h e s e  zu r  B iogenese  de r  Lysergs~iure  e n t w i c k e l t  
h a t  4. D e r  C a r b o x y l g r u p p e  a m  q u a r t ~ r e n  K o h l e n s t o f f -  
a t o m  k o m m t  bei  d i e sen  B e t r a c h t u n g e n  b e s o n d e r e  Be-  
d e u t u n g  zu;  in  a l k a l i s c h e m  M e d i u m  k a n n ,  wie bei  de r  
P r e p h e n s / i u r e ,  d ie  A r o m a t i s i e r u n g  b l o c k i e r t  se in  u n d  
s i ch  die  h i e r  au fgeze ig te  A d d i t i o n s r e a k t i o n  absp ie len .  

Die  B e o b a c h t u n g  2, dass  e in  vo r  d e m  T r y p t o p h a n  
b lock i e r t e r  N e u r o s p o r a - S t a m m  Prephens~iure  an re i che r t ,  
s p r i c h t  fiir diese H y p o t h e s e ,  die e x p e r i m e n t e l l  n n t e r b a u t  
w e r d e n  soil. 

H. P L I E N I N G E R  

Chemisches Institut der Universiliit Heidelberg, 24. Ok- 
tober 1957. 

Summary 

P r e p h e n i c  ac id  is d i s cus sed  as a poss ib le  p r e c u r s o r  of  
indo l  d e r i v a t i v e s  l ike t r y p t o p h a n e  a n d  lyserg ic  acid.  

3 H.  PLIENINGER u n d  G. I~EILICH, Z. angew.  Chem.  68, 618 (1956). 
4 j .  HARLEY-MAsoN, Chem.  a n d  Ind .  1954, ~51. 

The  H y p o t h e s i s  of C h r o m a t i d  Interference ~ 

C h r o m a t i d  i n t e r f e r e n c e  (especia l ly  w h e n  d e s i g n a t e d  as 
e i t h e r  ' p o s i t i v e '  or  ' n e g a t i v e ' )  was  o r i g i n a l l y  c o n c e i v e d  
in  t e r m s  of t h e  e f fec t  w h i c h  a n  e x c h a n g e  c a n  p r o d u c e  o n  
a s ingle  s t r a n d ,  speci f ica l ly ,  in  t e r m s  of t h e  m a n n e r  in  
w h i c h  one  e x c h a n g e  p o i n t  on  a g i v e n  s t r a n d  in f luences  
t h e  o c c u r r e n c e  of a s e c o n d  e x c h a n g e  p o i n t  on  t h e  s a m e  
o r  a d i f f e r e n t  s t r a n d .  I n  e a r l y  l i nkage  s t ud i e s  o n  Droso- 
phila (when  i t  was  be l i eved  t h a t  c r o s s i n g - o v e r  t o o k  p lace  
a t  a 2 - s t r a n d  s tage)  low v a l u e s  for  t h e  co i nc i dence  i n d e x  
were  i n t e r p r e t e d  as  c h r o m o s o m a l  i n t e r f e r e n c e  w h i c h  was  
de f ined  as  t h e  in f luence  of one  e x c h a n g e  p o i n t  u p o n  t h e  
p r o b a b i l i t y  t h a t  a n o t h e r  e x c h a n g e  p o i n t  will  o c c u r  in  
a d j a c e n t  regions .  W i t h  BRIDGES '2 d i s c o v e r y  t h a t  cross-  
i n g - o v e r  occurs  a t  a 4 - s t r a n d  s t age  i t  cou ld  n o t  be  as-  
s e r t e d  w i t h  c o n f i d e n c e  t h a t  t h e  second  e x c h a n g e  p o i n t  
d id  n o t  occur  a t  all, for  i t  m i g h t  pos s ib ly  h a v e  o c c u r r e d  
b e t w e e n  t h e  c h r o m a t i d s  of t h e  b i v a l e n t  e l i m i n a t e d  in 
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oogenesis .  C o n s e q u e n t l y ,  c h r o m o s o m a l  i n t e r f e r e n c e  
cou ld  n o t  be  d i s t i n g u i s h e d  f rom c h r o m a t i d  i n t e r f e r e n c e  
in  s i n g l e - s t r a n d  ana ly s i s  a. O n  t h i s  v iew,  c h r o m o s o m a l  
i n t e r f e r e n c e  conce rns  t h e  p r o b a b i l i t y  t h a t  a second 
e x c h a n g e  p o i n t  occurs  a t  all, w h e r e a s  c h r o m a t i d  in te r -  
Ie rence  c o n c e r n s  t h e  p r o b a b i l i t y  t h a t  t h e  s econd  ex- 
c h a n g e  p o i n t  occurs  o n  t he  s a m e  or  on  a d i f f e r en t  s t r a n d  
t h a n  t h e  f i rs t ,  on  t h e  c o n d i t i o n  t h a t  a second  exchange  
p o i n t  does  occur .  C h r o m a t i d  i n t e r f e r e n c e  w h e n  conceiv-  
ed  f r o m  t h e  p o i n t  of v i ew  of e v e n t s  o c c u r r i n g  on  a single 
r a n d o m l y  c h o s e n  c h r o m a t i d  is of t w o  k i n d s :  (a) 'posi-  
t i v e '  c h r o m a t i d  i n t e r f e r ence ,  whe re  one  e x c h a n g e  p o i n t  
i nc reases  t h e  p r o b a b i l i t y  t h a t  a second  e x c h a n g e  p o i n t  
will  occu r  on  a d i f f e r en t  s t r a n d  (as in  a 4 - s t r a n d  doub le  
e x c h a n g e )  a n d  (b) ' n e g a t i v e '  c h r o m a t i d  in t e r f e rence ,  
w h e r e  t h e  o c c u r r e n c e  of one  e x c h a n g e  p o i n t  increases  
t h e  p r o b a b i l i t y  t h a t  i t  will o c c u r  o n  t h e  s a m e  s t r a n d  (as 
in  a 2 - s t r a n d  d o u b l e  e x c h a n g e ) .  T h i s  c o n c e p t i o n  h a s  been  
e n t e r t a i n e d  b y  m a n y  wr i t e r s  a n d  s o m e t i m e s  occupies  
a c ruc ia l  pos i t i on  in a r g u m e n t s  used  in d r a w i n g  i n t : r -  
Ie renees  f r o m  o b s e r v e d  d a t a ,  for  e x a m p l e ,  in  c e r t a i n  
a r g u m e n t s  for  s i s t e r - s t r a n d  c ro s s ing -ove r  ~. O n  th i s  view 
a n  excess  of 3 - s t r a n d  d o u b l e  e x c h a n g e s  c a n n o t  be 
classif ied as  e i t h e r  ' p o s i t i v e '  or  ' n e g a t i v e '  c h r o m a t i d  
i n t e r f e r ence ,  a l t h o u g h  s u c h  a n  excess  wou ld  r e p r e s e n t  a 
specif ic  i n f luence  g o v e r n i n g  t h e  s t r a n d  p o s i t i o n  o l  one 
e x c h a n g e  r e l a t i v e  to  a n o t h e r  and ,  hence ,  m u s t  be 
c o n s i d e r e d  as c h r o m a t i d  i n t e r f e r ence .  A n  e x c e s s  or 
de f i c i ency  of 3 - s t r a n d  d o u b l e  e x c h a n g e s  c a n n o t  be  de t ec t -  
ed  in  a t t a c h e d - X  ana ly s i s  s ince  3 - s t r a n d  d o u b l e  e x c h a n g e s  
c o n t r i b u t e  e q u a l l y  to  t h e  two  d i s t i n g u i s h a b l e  a r r a n g e -  
m e n t s  of r e c o m b i n a t i o n s  w h i c h  m a y  be  o b s e r v e d  in 
3 -po in t  a t t a c h e d - X  da t a .  F u r t h e r m o r e ,  a s ign i f i can t  
d e v i a t i o n  f r o m  a n  e q u a l  d i s t r i b u t i o n  in  t h e  two  k i n d s  of 
3 - s t r a n d  d o u b l e  e x c h a n g e s  (Fig. 1) m u s t  be  c o n s i d e r e d  
t o  be  c h r o m a t i d  i n t e r f e r e n c e  e v e n  if t h e  t o t a l  f r e q u e n c y  
of 3 - s t r a n d  d o u b l e  e x c h a n g e s  is ½.  I n  genera l ,  we m a y  
def ine  c h r o m a t i d  i n t e r f e r e n c e  as  a n y  r a t i o  of t h e  four 
k i n d s  of d o u b l e  e x c h a n g e s  d i f f e r e n t  f r o m  1 : 1 : 1 : 1 (or 
1 : 2 : 1  for  t h e  r a t i o  of t h e  p r o b a b i l i t i e s  of 2-, 3-, a n d  4- 
s t r a n d  d o u b l e  e x c h a n g e ,  if t h e  t w o  k i n d s  of 3 - s t r and  
d o u b l e  e x c h a n g e s  a re  n o t  d i s t i ngu i shed ) .  I t  h a s  been  
p r o v e d  f o r m a l l y  5 t h a t  a r a t i o  of d o u b l e  r e c o m b i n a t i o n s  
d i f f e r i ng  s i g n i f i c a n t l y  f r o m  1 : 1 : 1 : 1 is a priori ev idence  
of  c h r o m a t i d  i n t e r f e r e n c e  (def ined  as  a n y  d e v i a t i o n  
f r o m  a s im i l a r  r a t i o  for  d o u b l e  exchanges ) ,  t h u s  p rov id-  
ing c h r o m a t i d  i n t e r f e r e n c e  w i t h  a n  o p e r a t i o n a l  defini-  
t i on .  
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