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For  quan t i f i c a t i on  of resul t s  a n d  s ta t i s t i ca l  ana lys is  b y  
2- ta i led t - tes t s ,  c o u n t s  co r r e spond ing  to the  3 in i t ia l  
con t ro l  samples  (saline a.h.  or  i.v.) of a single e x p e r i m e n t  
were averaged .  Th i s  va lue  r ep resen t s  100% a t  zero t ime.  
Coun t s  o b t a i n e d  f rom t he  fol lowing 6 samples ,  corre- 
spond ing  to  per iods  of a m i n e  in fus ion  plus  recovery ,  were 
expressed  as pe r cen t  change  of the  va lue  a t  zero t ime.  
The  d rugs  emp loyed  were:  D A  (3, 4 -d ihydroxy-2 -pheny l -  
e thy l amine ,  HC1), N u t r i t i o n a l  Biochem.  ; N A  (L-ar te renol  
b i t a r t r a t e  h y d r a t e ) ,  Ca lb iochem. ;  a n d  A (L-ep inephr ine  
b i t a r t r a t e ) ,  S igma Chem. 
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Effects of anterior pituitary microinfusion of saline (curve 1), dopa- 
mine (curve 2), adrenaline (curve 3) or noradrenaline (curve 4) on 
181I release. Each figure represents the mean • SE of 8-9 experi- 
ments in 5-6 dogs. 

Results and discussion. A.h.  in fus ion  of sal ine t h r o u g h o u t  
t he  e x p e r i m e n t  on ly  caused  m i n o r  changes  in t he  t ime-  
course  of rad io iod ine  release (figure). The  cu rve  o b t a i n e d  
w i t h  e i the r  D A  or A d id  no t  differ  s ign i f i can t ly  f rom the  
con t ro l  curve.  I n  c o n t r a s t  to  this ,  N A  infused a.h.  caused  
c.p.m, increase  a f t e r  a l a t ency  per iod  of 30 min.  Such  
increase  r e m a i n e d  u n c h a n g e d  t h r o u g h o u t  t he  expe r imen t ,  
and  was s ign i f ican t  (p < 0.01) in  all t h e  po in t s  of t he  
cu rve  w h e n  c o m p a r e d  to  controls .  NA, A or DA, in no  
less t h a n  8 e x p e r i m e n t s  each,  d id  no t  cause  a n y  change  
in r a d i o a c t i v i t y  c o m p a r e d  to  cont ro l s  w h e n  a d m i n i s t e r e d  
i.v. u n d e r  t he  same schedule,  in fus ion  r a t e  and  dosage as 
for a.h. a d m i n i s t r a t i o n .  
The  p r e s e n t  f ind ings  sugges t  t h a t  NA is a n  s t i m u l a t o r y  
a g e n t  for dog t h y r o t r o p h i c  secre t ion  in vivo,  ac t ing  in s i tu  
on  t he  g land  since pe r iphe ra l  effects  can  be  ru led  ou t  f rom 
the  con t ro l  expe r imen t s .  P e r h a p s  N A  is ac t ing  on  t h y r o -  
t r oph i c  cells caus ing  T S H  release;  h o w e v e r  an  ind i r ec t  
ac t ion  in s i tu  c a n n o t  be  ru led  out .  I t  is less l ikely t h a t  
NA is a c t i n g  b y  di f fus ion on  e x t r a g l a n d u l a r  si tes since 
e x t r e m e l y  low a m o u n t s  of the  amine  are in fused  in 
r e l a t ive ly  long per iods  of t i m e  (abou t  0.1 ng/60  min) .  
However ,  i t  h a s  been  k n o w n  t h a t  N A  can  release T R H  
f rom mouse  h y p o t h a l a m i c  f r a g m e n t s  in v i t ro  :, a n d  an  
overf low of N A  f rom t h e  an t e r i o r  p i t u i t a r y  to t he  h y p o -  
t h a l a m u s  shou ld  n o t  be  over looked.  A n  A- induced  T S H  
release in v i t ro  f rom mouse  a n t e r i o r  p i t u i t a r y  slices ha s  
a l r eady  been  shown  11, neve r the l e s s  we could no t  d e m o n -  
s t r a t e  th i s  ac t ion  in t he  dog in vivo.  Differences  would  be  
a t t r i b u t e d  to  species v a r i a t i o n  or d i f fe ren t  e x p e r i m e n t a l  
condi t ions .  

11 J .F .  Wilber, G. T. Peake and R. D. Utiger, Endocrinology 84, 
758 (1969). 

Effec t  of a s e s q u i t e r p e n e  f r o m  Aristolochia indica Linn .  o n  f e r t i l i t y  in  f e m a l e  m i c e  
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Summary. A sesqu i t e rpene  i so la ted  f rom t he  roo ts  of Aristolochia indica (Linn.) was  found  to  exer t  100% in t e r cep t i ve  
a c t i v i t y  a n d  91 .7% a n t i - i m p l a n t a t i o n  a c t i v i t y  in  mice a t  a single oral  dose of 100 m g / k g  b. wt.  No toxic  effect  was  found  
a t  t h e  dose levels  used.  

The  roo t  of t he  p l a n t  Aristolochia indica Linn.  (N.O. 
Ar is to lochiaceae)  is r e p u t e d  to  h a v e  em m enagog i c  3, 3 and  
a b o r t i f a c i e n t  p rope r t i e s  4. T he  effect  of d i f fe ren t  ex r t ac -  
f ives  f rom t h e  roo t  on  i n t e r c e p t i o n  in female  mice was 
r epo r t ed  ear l ier  f rom th i s  l a b o r a t o r y  5. The  c rude  pe t ro -  
l eum e t h e r  e x t r a c t  was  found  to  exe r t  100% a b o r t i f a c i e n t  
a c t i v i t y  in  m a t u r e  female  mice  a t  a single ora l  dose of 
100 m g / k g  b.wt.  The  p r e s en t  c o m m u n i c a t i o n  deals  w i t h  
t h e  fol low-up s tudies  w i t h  a pu re  c rys ta l l ine  p roduc t ,  
m.p .  150~ i so la ted  f rom t h e  p e t r o l e u m  e the r  e x t r a c t  
a n d  iden t i f i ed  as a sesqu i te rpene ,  t he  c h a r a c t e r i z a t i o n  of 
w h i c h  is in  progress  in  t he  Medic ina l  C h e m i s t r y  D e p a r t -  
m e n t  of t h i s  i n s t i t u t e .  
Materials and methods. T he  co lony-bred ,  Swiss a lb ino  
n o r m a l  cycl ing  female  mice weigh ing  20-25 g were caged 
w i t h  fert i le  males  in  t he  r a t i o  of 2 : 1 a t  a con t ro l l ed  room 
t e m p e r a t u r e  (24-25~ P resence  of vag i na l  p lug  was 
m a r k e d  as d a y  1 of p r e g n a n c y .  T he  t e s t  s ample  was 
p a s t e d  w i t h  g u m  acac ia  p o w d e r  a n d  suspended  in w a t e r  
for  ora l  a d m i n i s t r a t i o n .  Since t he  c rude  p e t r o l e u m  e the r  

e x t r a c t  exe r t ed  100% in t e r cep t i ve  a c t i v i t y  in  mice a t  t he  
dose level  of 100 m g / k g  b .wt ,  t he  pure  c o m p o u n d  was 
also g iven  in t he  dosage of 100 m g / k g  b . w t  on  d a y  6-7 
of p r egnancy .  Af te r  e s t ab l i sh ing  t he  an t i f e r t i l i t y  ac t iv i ty ,  
t he  sesqu i t e rpene  was a d m i n i s t e r e d  a t  successively  lower 
dose levels of 75, 50, 30 m g / k g  b . w t  for t he  e luc ida t ion  
of dose- response  re la t ionsh ip .  P r o p e r  cont ro l s  were m a i n -  
ta ined .  L a p a r o t o m y  was pe r fo rmed  on  d a y  8-10  b y  ob-  
se rv ing  v a g i n a l  changes  a n d  depress ion  of m a m m a r y  
glands.  The  c o m p o u n d  in t he  dosage of 100 m g / k g  b . w t  
was also fed to  a g roup  of mice on  d a y  1 of p r e g n a n c y .  
L a p a r o t o m y  was p e r f o r m e d  on d a y  6 of p r e g n a n c y .  
Contro ls  were t r e a t e d  w i t h  vehic le  only.  
The  resu l t s  ind ica te  t h a t  t he  c o m p o u n d  exe r t ed  100% 
a b o r t i f a c i e n t  a c t i v i t y  in  t he  dosage of 100 m g / k g  b .wt .  
S u b s e q u e n t  lower doses showed  lower pe rcen tages  of 
a c t i v i t y  ( table) .  The  dose response  r e l a t ionsh ip  is shown  
in t he  figure.  L a p a r o t o m y  ind ica t ed  a b o r t i o n  to  occur  
b e t w e e n  d a y  8 and  10 of p r egnancy .  The  u te r ine  l u m e n  
was e i the r  e m p t y  or  showed  fe tus  in  degene ra t ed  condi-  
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Effect of the sesquiterpene from the petroleum ether extract of the 
plant Aristolochia indica Linn. on fertility in female mice 

No. of mice Day of Dose Mice showing 
used administration administered antifertility 

in mg/kg b.wt activity (%) 

20 (control) 1, (6-7) 0.0 
12 1 100 91.7 
10 6-7 30 55.5 
10 6-7 50 63.6 
10 6-7 75 80 
10 6-7 100 100 

t ion.  The ova ry  showed p r o m i n e n t  corpus  albicans.  The 
nonabo r t i ng  females in each case were allowed to go to  
te rm.  
The ex t r ac t  exer ted  91.7% an t i - imp lan t a t i on  act ivi ty ,  
where  l a p a r o t o m y  on day  6 revealed  the  absence of 
i m p l a n t a t i o n  sites. The ovars? showed corpus  albicans.  
No toxic effect  was observed  a t  the  dose levels used. The 
l i t ters  of the  nonabor t ing  females  were observed  for any  
morphological  abnormal i t ies .  No deformit ies  were ob- 
served up to  the  F 1 generat ion.  
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Graph showing percentage of antifertility activity at different dose 
levels in mice. 
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A c e n t r a l l y  i n d u c e d  v a s o d e p r e s s o r  r e s p o n s e  a f ter  i n t r a v e n o u s  a d m i n i s t r a t i o n  
of  w h o l e  v e n o m  of  Naja mossarnbica pallida in  c a t s  1 

R. K. Ra ina  2, D. Njoroge,  J. N. N g ' a n g ' a  and B. V. Telang 

Division o/ Pharmacology and Therapeutics, Department o/ Medicine, P. O. Box 30588, Nairobi (Kenya), 2 May  1977 

Summary. Naja mossambica pallida v e n o m  admin is te red  i.v. (300 ~zg/kg) produces  an init ial  brief  fall in blood pressure,  
due  to a d i rec t  myocard ia l  dep res san t  effect,  and  a sus ta ined  fall due to  cent ra l  depressan t  effect.  

I .v.  admin i s t e red  snake venoms  general ly  cause a pre-  
c ipi tous  fall in the  blood pressure  followed by  a par t ia l  
recovery and  t h e n  a gradual  or a rapid  descent  of sys temic  
ar ter ia l  pressure.  In  Dendroaspis Jamesoni venom, a 
cen t ra l  locus of ac t ion for the  hypo tens ive  response  was 
sugges ted  3,~. In  th is  pape r  evidence is p resen ted  for a 
cen t ra l  locus for the  hypo tens ive  response  af ter  i.v. 
a d m i n i s t r a t i o n  of Naja mossambica pallida venom.  
Materials and methods. Cats (2.5-3.5 kg) were anaes the t -  
ized wi th  e the r  followed by  i.v. chloralose (80 mg/kg).  
Carot id  a r t e ry  blood pressure  was recorded by  a S t a t h a m  
t r ansduce r  (P23D) and  the  hea r t  ra te  on a Grass Poly-  
g raph  (Model 79-8P-40). Artif icial  resp i ra t ion  at  a pres-  
sure of 15 cm of wa te r /kg  and ra te  of 20/min was main-  
t a ined  by  an electronic ven t i l a to r  (SRI,  England) .  The 
recta l  t e m p e r a t u r e  was ma in t a ined  be tween  36 and 37 ~ 
t h r o u g h o u t  t he  exper iment .  The ef ferent  p a t h w a y s  of the  
hypo tens ive  response  were de t e rmined  in spinal ized cats  
(C-2). The act ion of snake v e n o m  on cent ra l  va somoto r  
areas  was assessed according to m e t h o d  descr ibed by  
Telang et  a l? .  
Drugs  used. At ropine  su lpha te  (Sigma, London) ,  me- 
p y r a m i n e  malea te  (May & Baker,  England) ,  pen to l in ium 
t a r t r a t e  (May & Baker,  England)  1, 1 -d imethyl -4-phenyl -  
p iperaz in ium iodide (DMPP,  K & K Labora tor ies  Inc. 

USA),  sodium ni t r i te  5 (B.D.H. ana lar  grade).  Dess ica ted  
whole v e n o m  was ob ta ined  f rom Mr J. H. Leakey,  Baringo 
Snake Farm,  P.O. Box  1141, Nakuru ,  Kenya .  
Results and discussions. In  cont ro l  exper iments ,  t he  mean  
blood pressure  was 135 • 2.5 m m  Hg  (mean :k SE). 
I.v. admin i s t r a t i on  of snake v e n o m  (300 ~xg/kg) produced  
a biphasic  vasodepressor  response  (figure 1A). An initial 
brief  fall (61.6 • 7.5 m m  Hg) and  a prolonged fall 
(59.2 :k 5.8 m m  Hg). The blood pressure  did n o t  re tu rn  
to  normal  levels even af ter  2 h. In  spinalized ca ts  (N = 7), 
mean  basal  blood pressure  71.4 m m  Hg • 5.5 m m  of 
Hg, af ter  i.v. admin i s t r a t ion  of the  v e n o m  (300 ~g/kg), 
the  pro longed fall in blood pressure  was comple te ly  
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