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Hypotens ive  Act iv i ty  of cis-Cinnamyl Guanidine  
Sulfate 

The  cis a n d  trans i somers  of e i n n a m y l  g u a n i d i n e  su l fa te  
were found  to possess h y p o t e n s i v e  a c t i v i t y  in  an imals ,  t h e  
cis form (Su-13,686) be ing  more  a c t i v e  t h a n  t he  trans: 

C~Hs,~. /CH2NHC-NH2 | • H2SO 4 

H "/C = C' ' 'H J2 

Su-13,686 

Su-13,686 was  ora t ly  ac t ive  w i t h  a r a p i d  onse t  of a c t i o n  
in n o r m o t e n s i v e  a n e s t h e t i z e d  a n d  u n a n e s t h e t i z e d  dogs  a n d  
in u n a n e s t h e t i z e d  rena l  h y p e r t e n s i v e  dogs ;  in  a n e s t h e -  
t ized  ca t s  i t  also p r o d u c e d  a h y p o t e n s i v e  response.  I n  t h e  
a n e s t h e t i z e d  dogs doses of 2.5 and  7.9 mg/kg ,  i n j ec t ed  
in to  a loop of t h e  smal l  i n t e s t i ne  p r o d u c e d  a 31 a n d  50 m m  
decrease  in  m e a n  a r t e r i a l  b lood  pressure .  T h e  pressor  re- 
sponses  p r o d u c e d  b y  in j ec t ed  1 -ep inephr ine  a n d  1-nor- 
e p i n e p h r i n e  were  a u g m e n t e d ,  while  t h e  p ressor  response  
p r o d u c e d  b y  i n j ec t ed  a m p h e t a m i n e  was  i n h i b i t e d  or 
g rea t ly  decreased.  

T h e  oral  a d m i n i s t r a t i o n  of 7.9 m g / k g  to  u n a n e s t h e t i z e d  
n o r m o t e n s i v e  dogs for  two  weeks  p r o d u c e d  a 20 to  40 m m  
decrease  in m e a n  a r t e r i a l  pressure ,  whi le  t h e  ora l  a d m i n i s -  
t r a t i o n  of 2.0 m g / k g  of Gu-13,686 to  u n a n e s t h e t i z e d  r e n a l  
h y p e r t e n s i v e  dogs  p roduced  a 31 m m  decrease  in  m e a n  
a r t e r i a l  pressure .  The  d r u g  a p p e a r e d  to  be  more  ef fec t ive  
in t h e  r ena l  h y p e r t e n s i v e  dog t h a n  in t he  n o r m o t e n s i v e  
dog. 

I n  n o r m o t e n s i v e  dogs  a n e s t h e t i z e d  w i t h  b a r b i t a l  so- 
d ium,  Su-13,686 p roduced  a s ign i f i can t  increase  in coro- 
n a r y  a n d  r ena l  b lood  flow. Card iac  o u t p u t  was  n o t  a l tered.  

Th i s  c o m p o u n d  differs  f rom g u a n e t h i d i n e  ~ in t h a t  i t  is 
more  po t en t ,  m a n i f e s t s  a more  r a p i d  onse t  a n d  s h o r t e r  
d u r a t i o n  of ac t ion  a n d  p roduces  less c u m u l a t i o n .  

T h e  ava i l ab l e  p h a r m a c o l o g i c a l  ev idence  i nd i ca t e s  t h a t  
Su-13,686 p roduces  i t s  h y p o t e n s i v e  effect  b y  some degree  
of b lockade  of t h e  pos t -gang l ion ic  s y m p a t h e t i c  fibers.  

The  trans-cinnamylamine was p r e p a r e d  b y  Gabr ie l  syn-  
thes is  f rom the  commerc i a l l y  ava i l ab le  trans-cinnamyl 
chlor ide  acco rd ing  to  t h e  m e t h o d  of GENSLER a n d  
ROCKETTL b.p.  7 1 - 7 4 ° / m m ;  hydroch lo r ide ,  m.p .  246 to  
250°; ca l cu la t ed  for CgHx~N-HCI :  C 63.70, H 7.12, N 
8.24; f o u n d :  C 63.51, H 7.11, N 8.21. R e a c t i o n  of t he  free 

a m i n e  w i t h  2 - m e t h y l t h i o p s e u d o u r e a  su l fa te  gave  trans- 
c i n n a m y l  g u a n i d i n e  sulfa te ,  w h i c h  was  rec rys ta t l i zed  f rom 
aqueous  e t h a n o l  a n d  m e l t e d  w i t h  decompos i t i on  a t  248 to  
251°; ca l cu la t ed  for (C10HI~Na} ~ • H2SO4: C 53,62, H 6.30, 
N 18.76; f o u n d :  C 53.62, H 6.36, N 18.52. 

To p repa re  t he  c o r r e s p o n d i n g  cis-compound, 1-chloro-3- 
p h e n y l - 2 - p r o p y n e  a w h i c h  was  o b t a i n e d  f rom 3-phenyl -2-  
p r o p y n - l - o D ,  was  al lowed to  r eac t  w i t h  p o t a s s i u m  p h t h a l -  
imide  to give t he  N - ( 3 - p h e n y l - 2 - p r o p y n y l ) - p h t h a l i m i d e ,  
m.p.  158-160°;  ca lcu la ted  for Cx7HnNO2: C 78.23, H 
4.25, N 5.37; f o u n d :  C 78.22, H 4.14, N 5.32. LINDLAR a 
p a l l a d i u m - l e a d  c a t a l y s t  r e d u c t i o n  of t h e  p h t h a t i m i d e  gave  
t h e  N-cis-cinnamyl p h t h a l i m i d e  wh ich  was recrys ta l l i zed  
f rom aqueous  e thano l ,  m . p .  110-111°;  ca l cu la t ed  {or 
ClvH,aNO~: C 77.63, H 4.98, N 5.33; f o u n d :  C 77.46, 
H 4.84, N 5.23. Hydraz ino ly s i s  of t h i s  m a t e r i a l  gave  cis- 
c i n n a m y l a m i n e ,  b .p .  104-105°/12 r a m ;  h y d r o c h l o r i d e  
m.p .  177-178°;  ca l cu la t ed  for CgHx~N. HCI:  C 63.70, 
H 7.12, N 8.24; f o u n d :  C 64.12, H 7.11, N 8.51. R e a c t i o n  
of the  free cis-cinnamylamine w i t h  2 - m e t h y l t h i o p s e u d o -  
u r ea  su l fa te  gave  cis-cinnamyl g u a n i d i n e  su l fa te  wh ich  was 
rec rys ta l l i zed  f rom b u t a n o l  a n d  w a t e r  a n d  me l t ed  w i t h  
decompos i t ion  a t  149-151°;  ca l cu la t ed  for (C10HlaNa)~. 
H2SO4: C 53.62, I{ 6.30, N 18.76; f o u n d :  C 53.86, H 6.36, 
N 18.87. I R - s p e c t r a  se rved  to  c o n f i r m  the  cis a n d  trans 
i somer i sm of t he  a fo redesc r ibed  c o m p o u n d s .  

Zusammen/assung. E s  wird  die S y n t h e s e  u n d  P h a r m a -  
kologie  e ines  n e u e n  b l u t d r u c k s e n k e n d e n  Mit tels ,  cis- 
C i n n a m y l - g u a n i d i n s u l f a t ,  beschr i eben .  
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Mutagenic  Act ion of 2 - E t h y l - 2 - p h e n y l -  

e t h y l e n e i m i n e  

Since the  d i scove ry  of t h e  m u t a g e n i c  effect  of m u s t a r d  
gas I a n d  al l ied c o m p o u n d s ,  a large  n u m b e r  of  chemica l  
c o m p o u n d s  h a v e  been  s y s t e m a t i c a l l y  t e s t e d  {or t h e i r  
m u t a g e n i c  p rope r t i e s  in  d i f f e ren t  l abo ra to r i e s  of t h e  
world  2-4 

I n  th i s  l abo ra to ry ,  a d e r i v a t i v e  of e thy l ene imine ,  2- 
e t h y l - 2 - p h e n y l e t h y l e n e i m i n e  (Figure) ,  was  r ecen t l y  t r i ed  
on  ba r l ey  (Hordeum vulgare), a n d  some of t he  resu l t s  ob-  
t a i n e d  are p r e sen t ed  below. 2 - E t h y l - 2 - p h e n y l e t h y l e n e -  
imine  is a l iquid  a t  r o o m  t e m p e r a t u r e  a n d  is p r ac t i ca l l y  

inso luble  in  wate r ,  b u t  a t e m p o r a r y  emul s ion  is o b t a i n e d  
w h e n  s h a k e n  v igorous ly .  
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