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Zusammen/assung. B e h a n d l u n g  yon  Blattella germanica 
im  l e t z t en  L a r v e n s t a d i u m  m i t  h o h e n  Dosen  von  Juven i l -  
h o r m o n  v e r h i n d e r t  ausser  de r  Morphogenese  auch  die Bil-  
dung  der  n e u e n  Cut icula  u n d  die H~u tung .  Die P r o tho -  
raca ldr i i sen  der  e n t s t a n d e n e n  D a u e r l a r v e n  s ind n o r m a l ;  
d u r c h  anschl iessende  I n j e k t i o n  yon  e -Ecdyson  wird  
Cu t i cu la syn these  induzier t ,  die Tiere s t e rben  j edoch  in 

der  a l t en  H a u t .  Diese Be funde  u n t e r s t i i t z e n  die H y p o -  
these  der  a n t a g o n i s t i s c h e n  W i r k u n g  yon  ] u v e n i l h o r m o n  
u n d  Ecdyson .  
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Effect of Dopaminergic Blocking Agents on Plasma 
Hormone Activity in Hypophysectomized Rats 

The  re leas ing fac to r  (IRF) m e c h a n i s m s  of t he  h y p o t h a l -  
a m u s  are r egu la t ed  b y  dopam i ne r g i c  sys t ems  of t he  
d i encepha lon  l, 2. N u m e r o u s  R F s  are de t ec t ab l e  in  p l a s m a  
af te r  h y p o p h y s e c t o m y  8, t h u s  p r o v i d i n g  a model  for 
e v a l u a t i n g  t he  effects of pha rmaco log ic  agen ts  on  t he  
h y p o t h a l a m i c  n e u r o t r a n s m i t t e r / R F  sys tem.  T he  p re sen t  
r epo r t  descr ibes  p r e l i m i n a r y  e x p e r i m e n t s  on the  effect  of 
two d o p a m i n e  recep tor  b lock ing  agents ,  p imozide  and  
f luspir i lene,  on  t he  p l a s m a  lu te in iz ing  h o r m o n e  re leas ing 
h o r m o n e  (LRF)  a c t i v i t y  in h y p o p h y s e c t o m i z e d  ra ts .  

Methods and materials. Female  Sp rague -Dawley  (S-D) 
r a t s  were h y p o p h y s e c t o m i z e d  w h e n  25 days  old a n d  used 
60 days  later .  R a t s  (5/group) received var ious  i.p. doses 
of p imozide  or f luspir i lene 4 f rom days  85 to  91. On t he  
fol lowing day  t he  r a t s  were sacrif iced and  p l a s m a  o b t a i n e d  
for L R F  assay. P l a s m a  also was o b t a i n e d  f rom i n t a c t  r a t s  
of t he  same  age. 

P l a s m a  L R F  a c t i v i t y  was e v a l u a t e d  b y  measu r ing  t h e  
q u a n t i t y  of L H  released in to  t he  s e rum of adu l t  ovar i -  
ec tomized  S-D r a t s  t h a t  h a d  been  t r e a t e d  72 h ear l ier  
w i t h  s.c. doses of 50 (xg es t rad io l  benzoa t e  (E) p lus  25 m g  
p roges te rone  (P) (5 ra t s /group) .  A b lood  sample  was 
ob t a ined  before and  20 m i n  a f te r  i.v. i n j ec t ion  of 1.0 ml  
of t he  donor  p lasma.  S e r u m  L H  levels were d e t e r m i n e d  
b y  t he  double  a n t i b o d y  r a d i o i m m u n o a s s a y  t e c h n i q u e  of 
NlSW~NI)ER e t  al. 5 a n d  are expressed  in t e r m s  of N I A M D -  
R a t  L H - R P - 1 .  

Results and discussion. The  d a t a  are  p r e s e n t e d  in t he  
F igure  and  d e m o n s t r a t e  t h a t  p l a s m a  der ived  f rom i n t a c t  
a d u l t  female  r a t s  does no t  possess a n y  d e t e c t a b l e  L R F  
ac t iv i ty .  The  respons iveness  of the  ova r i ec tomized  assay  
r a t s  was  e s t ab l i shed  b y  in jec t ion  of 10 ng  of s y n t h e t i c  
L R F  6, wh ich  p roduced  a ve ry  d r a m a t i c  and  s ign i f ican t  
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Luteinizing Hormone Releasing 

( P  ~ 0.01) rise in  s e rum LH.  I n  c o n t r a s t  to  t he  i n t a c t  
rats ,  p l a s m a  der ived  f rom female  r a t s  t h a t  h a d  been  
h y p o p h y s e c t o m i z e d  for 60 days  a n d  t h a t  received on ly  
saline, p roduced  a p r o m i n e n t  a n d  s ign i f ican t  i n c r e m e n t  
in  se rum L H  ( P  _<_ 0.01), a t t e s t i n g  to t he  presence  of 
L R F  ac t iv i ty .  T r e a t m e n t  of h y p o p h y s e c t o m i z e d  r a t s  
w i t h  p imozide  or I luspir i lene e l i m i n a t e d  or r educed  
p l a s m a  LIRF ac t i v i t y ;  t he  fo rmer  d rug  d e m o n s t r a t e d  t h e  
g rea te r  po tency .  

P imoz ide  a n d  f luspir i lene are cl inical ly  effect ive 
neuro lep t ics  7, s and  h a v e  been  shown  to  be  cen t r a l  ne rvous  
sys t em d o p a m i n e  recep tor  blockers" .  Var ious  s tudies  
s u p p o r t  t h e  concep t  t h a t  dopamine rg i c  sys t ems  w i t h i n  
t h e , h y p o t h a l a m u s  p l ay  a s ign i f ican t  role in  subse rv ing  t he  
gonado t rop in - re l eas ing  h o r m o n e  (GnRH)  m e c h a n i s m  
res iden t  in  t he  h y p o p h y s i o t r o p i c  a rea l0 ,  n I t  follows 
therefore ,  t h a t  pha rmaco log ic  agen t s  b lock ing  th i s  
n e u r o t r a n s m i t t e r  sys t em should  i nh ib i t  t h e  h y p o t h a l a m i c  
G n R F / p i t u i t a r y  L H - F S H  axis. The  resul t s  of t he  p r e s e n t  
s t u d y  s u p p o r t  those  of O J E D A  a n d  MCCANN 12 who  
d e m o n s t r a t e d  t h a t  p imozide  can  pa r t i a l l y  i n h i b i t  t he  
p o s t c a s t r a t i o n  rise of p l a s m a  F S H ,  a n d  show t h a t  
p imoz ide ' s  a n t i g o n a d o t r o p i c  ac t ion  is v ia  i n h i b i t i o n  of 
h y p o t h a l a m i c  G n R H .  In  addi t ion ,  p imoz ide  impedes  t he  
secre t ion of h y p o t h a l a m i c  p r o l a c t i n - i n h i b i t o r y  fac to r  and  
leads to p ro lac f in  hypersecret ion13.  

Our  p r e l i m i n a r y  cl inical  s tudies  w i t h  pirnozide are 
r e l e v a n t  to  t he  cen t ra l  t h e m e  discussed herein.  The  d rug  

1 T. H6KFELT and K. FUXE, in Brain-Endocrine Interaction (Eds. 
I<. IV[. KNIGGE, D. E. SCOTT and A. WEINDL; S. Karger,  Basel  1972) 
p. 181. 

= S. M. ]V[CCANN, P. S. KALRA, A. O. DONOSO, W. BISHOP, H. P. G. 
SCHNEIDER, C. P. FA%VCETT and L. KRULICH, in  Brain-Endocrine 
Interaction (Eds. K. 1V[. I~NIGGE, D. E. SCOTT and A. WEINDL; 
S. Karger, Basel 1972), p. 224. 

3 A. CORBIN, E. L. DANIELS and J.  E. MILMORE, Endocr ino logy  86, 
735 (1970). 
Janssen Pharmaceutica, Beerse, Belgium. 

5 G. D. NISWENDER, A. R. MIDGLEY JR., S. E. MOI~ROE and L. E. 
REICHERT JR., Prec. Soc. exp. Biol. Med. 728, 807 (1968). 

6 Wyeth Compound No. 16, 558. 
7 p. JANSSEN, J. BRUGMANS, J. DONY and V. SCHUERMANS, J. Clin. 

Pharmac. 72, 26 (1972). 
8 G. CHOUINARD, T. A. BAN, H. E. LEHMANN and J. V. ANANTH, Curr. 

ther. Res. 72, 604 (1970). 
9 N. E. ANDEN, S. G. BUTCHER, H. CORRODI, K. FUXE and U. 

UNGERSTEDT, Eur. J. Pharmac. l l ,  303 (1970). 
10 R. I. WHINER, R. A. GORSKt and C. H. SAWYER, in  Brain-Endocrine 

Interaction (Eds. K. M. KNIGGE, D. E. SCOTT and A. WEINDL; 
S. Karger, Basel 1972), p. 236. 

Ix j .  C. PORTER, I. A. KAMBERI and J.  G. ONDO, in  Brain-Endocrine 
Interaction (Eds. K. M. KNIGGE, D. E. SCOTT and A. WEINDL; 
S. Karger, Basel 1972), p. 224. 

13 S. OJEDA and S. M. 1V[CCANN, Fedn. Prec. 32, 227 (abstr.) (1973). 
13 j.  RAUS, Janssen Pharmaceutiea, Beerse, Belgium, personal com- 

munication. 



15.12.1973 Specialia 1553 

is present ly  being used in l ipodyst rophic  diabetes,  a 
disease in which the  per ipheral  blood contains  high levels 
of G n R H  and cor t icotropin  releasing factor  act ivi t ies  ~r 
In  corroborat ion of the  previous findings, the  drug 
el iminates  no t  on]'~y these two R F  activit ies,  bu t  also 
s ignif icant ly lowers p lasma LFI and F S H  (unpublished). 

I n  summary ,  the  col lect ive da t a  demons t ra te  t ha t  
dopaminergic  components  subserve hypo tha tamic  releas- 
ing hormone  mechanisms,  as evidenced by  thei r  inhibi t ion 
by specific an t idopaminerg ic  agents  ~s. 

Rdsumd. Des rats  femelles hypophysectomis6es  depui ts  
60 jours ont  un h a u t  n iveau d 'ac t iv i t6  L R F  plasmat ique .  
Le t r a i t emen t  par  bloqueurs  des r i cep teurs  dopaminer -  
giques (pimozide ou fluspiril6ne) fair disparai t re  l ' ac t iv i t6  
L R F  p lasmat ique  et indique que ce sont  des syst6mes 

dopaminergiques  qui  rgglent  les m6canismes hypotha la -  
miques  de l ib6rat ion hormonale .  
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E i n  S e l e k t i v s u b s t r a t  z u r  I s o l i e r u n g  v o n  Listeria monocytogenes 

Der kul turel le  Nachweis  yon Listeria monocytogenes 
(L.m:) aus Un.tersuchungsmaterial ,  das nat t i r l icherweise 
zahlreiche Bakter ien  enthSl t  - wie e twa Stuhl,  Vaginal-  
oder Rachenabs t r iche  - erfordert  die Anwendung  yon 
Selektivn~ihrb6den. Bei den bisher beschriebenen Ver- 
fahren wurden  vol twert ige N5hrb6den mi t  verschiedenen 
Hemmsto f f en  verse tz t :  Ka l iumth iocyana t  (LEHNI?;RT 1. 
NalidixinsXure (BEERENS und TAHON-CASTEL2 oder 
Acridinfarbstoffe  (Ralovich et al.,)a E i n  synthet isches  
Subs t ra t  kann hingegen auch ohne Hemmsto f fe  schon 
selekt ive Eigenschaf ten  besitzen. Es dart  nur  wenige 
bes t immte  Nghrstoffe  enthal ten ,  die gerade zum An- 
waehsen der  gesuchten Ke ime  erforderl ieh sind. W]r  
haben  uns die Frage  gestellt,  ob sich die Eigenschaf ten  
des Stoffwechsels yon  L.m: ausnutzen lassen und ob solch 
ein synthet isches Mangelsubs t ra t  als Grundlage eines 
Selektivn~thrmediums fiir den Lis ter iennachweis  besser 
geeignet  ist. 

Material und 2~lethodik. 1. Unte rsuchungen  tiber den 
Listerienstoffwechsel .  Es  wurde das "Wachstumsverhal ten 
des S tammes  L.m. Serotyp 4b (1071/53) bei  verschiedenen 
Aminos~turekombinat ionen und der St&mine L.m. 1/2 a 
(2459); 4b (1071/53) bei verschiedeuen Koh lehydra tkom-  
b ina t ionen  gepriift.  Die Anzi ichtung der StS.mme erfolgte 
auf einer Blu tp la t te .  Nach  24 h bei 37~ Bebrf i tung 
wurden  gla t te  Kolonien auf ihre Identit~tt gepriif t  und 
in 0, 9 % iger NaC1-L6sung aufgeschwemmt.  Die Bakter ien-  
suspension wurde  auf einen Ke imgeha l t  yon 5 X 10V/ml 
eingestellt .  Mit  0,05 ml  dieser Bak te r i enaufschwemmung  
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Fig. 1. Wachstum von L.m. Serotyp 4b (24 h) 
in Abh/ingigkeit yon den Konzentrationen 
verschiedener Aminos~uren. E, Extinktion. 


