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Thus ,  t he  a n t i m i c r o b i a l  a c t i v i t y  a n d  t he  ion t r a n s p o r t  in-  
duc t ion  capac i ty  of c o m p o u n d  (XVI)  are b o t h  a p p r o x i m a -  
t e ly  1 : 10 t h a t  of v a l i n o m y c i n  (I), a n d  b o t h  p rope r t i e s  are 
e i t he r  comple t e ly  or  a l m o s t  comple t e ly  a b s e n t  f rom com-  
p o u n d s  (X), ( X X I X )  a n d  ( X X X I ) .  A s imi l a r  p i c tu re  is to  
be  seen in t he  e n n i a t i n  ana logues :  c o m p o u n d s  ( X X X V I  to  
X X X V I I I )  dif fer ing c o m p a r a t i v e l y  l i t t l e  in  a n t i m i c r o b i a l  
p roper t i e s  h a v e  also closely r e l a t e d  ion t r a n s p o r t  induc-  
t ion  p roper t i e s ;  c o m p o u n d  ( X X X I X )  w i t h  n a r r o w  an t i -  
microbia l  s p e c t r u m  shows also d i m i n i s h e d  ion t r a n s p o r t  
i nduc t i on  ac t iv i ty ,  a n d  in  c o m p o u n d s  (XL)  a n d  (XLI)  
b o t h  these  p roper t i e s  are  e i t h e r  o n l y  v e r y  w e a k l y  m a n i -  
fes ted or  are  c o m p l e t e l y  a b s e n t  ~3. F ina l ly ,  as  h a s  been  
shown  earl ier ,  al l  c y c l o h e x a d e p s i p e p t i d e s  of t h e  spor ides-  
mol ide  series l ack  a n t i m i c r o b i a l  a c t i v i t y% a n d  t he  resu l t s  
of t he  t e s t s  ca r r i ed  o u t  on  spor idesmol ide  I ( X L I I )  b y  
PRESSMAN h a v e  s h o w n  t h a t  i t  is p rac t i ca l ly  devo id  of t h e  
ab i l i ty  to  i nduce  ion  t r a n s p o r t .  

A p p a r e n t l y  t he  deps ipep t ide  an t i b i o t i c s  are  inducers  of 
K+ ion  t r a n s p o r t  as  t he  r e su l t  of i n t e r a c t i o n  w i t h  a 
special ized m i t o c h o n d r i a l  r e c e p t o r  s i te  con t ro l l i ng  t h i s  
t r a n s p o r t .  I n  a g r e e m e n t  w i t h  PRESSMAN, we bel ieve  t h a t  
th i s  i n t e r a c t i o n  can  h a r d l y  be  due  m e r e l y  to  t h e  sur face  
ac t ive  p rope r t i e s  of t h e  molecules,  b u t  i t  is s t i l l  d i f f icul t  
to  m a k e  a n y  con jec tu re  as to  t he  s t r u c t u r a l  f ea tu re s  of 
these  c o m p o u n d s  wh ich  d e t e r m i n e  t h e i r  ab i l i t y  to  i n t e r a c t  
w i t h  t h e  recep tor ,  n o t  to  m e n t i o n  t he  n a t u r e  of t h i s  in t e r -  
ac t ion .  

Zusammen[assung. Auf  G r u n d  eines g rossen  Vergle ichs-  
m a t e r i a l s  w u r d e n  die S t r u k t u r e l e m e n t e ,  die fiir die an t i -  
mikrobie l le  Akt ivi t~i t  de r  Cyc lodeps ipep t ide  n 6 t i g  s led,  

e rmi t t e l t .  I n s b e s o n d e r e  w u r d e n  RinggrSsse,  E r s a t z  der  
E s t e r -  ode r  N - M e t h y l a m i d - G r u p p e  d u r c h  eine Amid -  
g ruppe ,  s t r uk tu r e l l e  u n d  k o n f i g u r a t i v e  A n d e r u n g  der  
Aminos~iure-  u n d  H y d r o x y s / i u r e r e s t e  s tud ie r t .  
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23 Naturally the valinomyciu depsipeptides, differing considerably in 
structure from the enniatiu depsipeptides differ also in the anti- 
microbial spectrum and especially in the degree (but not selectivity) 
of their ion trausport induction in mitochondria. Valinomycin dif- 
fers from the enniatins also in toxicity. Thus, according to K. A. 
SEnov, the toxicity of valinomycin on peroral administration 
(LDs0 2.5 ;ng/kg, mice) is practically the same as its toxicity on 
subcutaneous or interperitoneal administration 24, whereas like 
most cyclopeptides enniatin B is little toxic on peroral administra- 
tion {it gives no toxic effects even in doses of 1 glkg body weight). 

24 K. BROWN, J. BRENNAN, and CH. KELLEY, Antibiotics Chemother. 
12, 482 {1962). 
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I n  unsereI1 Untersuchungen fiber den Wirkungsmeeha- 
nismus yon Chrysarobin und Dithranol bei Psoriasis ~mrde  
ausgef i ihr t ,  dass  wi r  u n t e r  Cy tos tase  n i c h t  n n r  ausschl iess-  
l ich C h e m o t h e r a p i e  m a l i g n e r  T u m o r e n  ve r s t ehen ,  s o n d e r n  
a l lgemein  H e m m u n g  de r  Ze l l t e i lung  d u r c h  verschiedene 
Mechanismen. So k 6 n n e n  z .B.  a n  de r  e p i d e r m a l e n  Re-  
g e n e r a t i o n  a u c h  n e u r o n a l e  S t e u e r e l e m e n t e  be te i l ig t  sein. 
W i t  k ~ n n e n  d a h e r  n u r  sagcn,  dass  D i t h r a n o l  in  e inen  
Regelkre is  e ingre i f t ,  we lcher  mSglichei~veise bei  Psor ias i s  
so ges t6 r t  ist,  dass  d a d u r c h  z .B .  die Z e l l t e i hm gs r a t e  seh r  
s t a r k  e r h 6 h t  wird.  De r  im zwei t en  A b s a t z  de r  ~ Schluss-  
folgerungem> ange f i ih r t e  Pas sus  ~spezifisch zel l te i lungs-  

h e m m e n d  ,) k b n n t e  zu r  e inse i t igen  Auf fas sung  f i ihren,  dass  
n u r  e ine d i r ek t e  Z e l l t e i l u n g s h e m m u n g  d u r c h  D i t h r a n o l  in  
B e t r a c h t  kiime. I m  i ib r igen  w i rd  das  B a k t e r i e n w a c h s t u m  
d u t c h  D i t h r a n o l  n i c h t  g e h e m m t  1. 
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