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EFFECT OF NOVEL PGEl ANALOGUE (OP-1206) ON THE PLATELET 
FUNCTIONS. T. K i ta n i ,  M. Nakagawa, Y. Maeda, T. Kawamura, 
M. Watada, H. Yoshikawa, Y. Hino and H. I . j i c h i .  Second 
Department o f  Medicine, Kyoto P r e fe c tu r a l  U n iver s i ty  o f  
M edicine, Kyoto , Japan.

PGEl i s  one o f  prostag land ins  which i n h i b i t  p l a t e l e t  
fu n ct ion s  and has v a s o d i la t in g  a c t i v i t y  s im i lar  t o  PGI2. 
Newly developed PGEi analogue (OP-1206) was su pp lied  f o r  
the c l i n i c a l  eva luat ions  on o r a l  ad m in is trat ion .  This 
research  was performed t o  analyze the e f f e c t  o f  o r a l l y  
administrated PGEi analogue on p l a t e l e t  fu n ct ion s  and t o  
evaluate  the use fu ln ess  on the thromboembolic d i s o r d e r s .  
Comparing with PGI2 , t h i s  analogue demonstrated the s im i lar  
in h i b i t o r y  a c t i v i t y  on the p l a t e l e t  aggregat ion  in  v i t r o  
study. Oral adm inis trat ion  o f  OP-1206 on the p a t ie n ts  
with thromboembolic d isor der s  showed the dose-dependent 
i n h i b i t i o n  on p l a t e l e t  aggregat ion  and adhesiveness.
This a c t i v i t y  continued f o r  l80  min (max at 120 min).
D aily  o r a l  adm inis trat ion  (20pg and 30)ig t . i . d . )  was 
continued f o r  two weeks and i t s  e f f e c t  on b lood  p ressu re ,  
heart r a t e ,  ADP induced p l a t e l e t  aggregat ion ,  p l a t e l e t  
adhesiveness and p l a t e l e t  c-AMP l e v e l  were eva luated .
Both o f  a d m inis trat ion  doses caused remarkable depression  
o f  p l a t e l e t  a ggrega t ion ,  increment o f  c-AMP l e v e l  in  the 
p l a t e l e t  and mild suppress ion  on the p l a t e l e t  adhesiveness.  
Blood pressure  was decreased ,  but heart  ra te  remained 
unchanged. C l i n i c a l  improvement o f  symptoms were observed 
in  the p a t ie n ts  with deep ve in  thrombosis or  angina 
p e c t o r i s .  These r e s u l t s  emphasize the e f f e c t i v e n e s s  and 
u se fu ln ess  o f  t h i s  o r a l l y  administrated PGE  ̂ analogue 
aga inst  the prevent ion  and treatment o f  thromboembolic 
d iso r d e r s .

THE CYCLIC-AMP-LOWERING EFFECT OF PGE2 AND OF THE 
PGH2 ANALOG, UU6 6 1 9 . B. M a r t i n  and C. B o n n e .
C e n t r e  de R e c h e r c h e  s u r  l e s  M a l a d i e s  de l a  R e t i n e  
INSERM FRA N°l+5> P a r i s .

We h a v e  r e c e n t l y  r e p o r t e d  t h a t  PGE2 c o u n t e r a c 
t e d  t h e  a n t i - a g g r e g a t i n g  a c t i o n  o f  PGE1 and o f  
o t h e r  PG b y  i n h i b i t i n g  t h e  a d e n y l a t e  c y c l a s e  
s y s t e m .  But t h i s  e f f e c t  i s  n o t  due t o  t h e  i n t e r 
f e r e n c e  w i t h  a n t i - a g g r e g a t i n g  PG r e c e p t o r s .  In  
t h i s  s t u d y ,  t h e  m e c h a n is m  o f  a c t i o n  o f  t h e  c AMP
l o w e r i n g  e f f e c t  o f  PGE2 h as  b e e n  f u r t h e r  i n v e s t i 
g a t e d .

S u s p e n s i o n s  o f  a s p i r i n - w a s h e d  human p l a t e l e t s  
w e r e  i n c u b a t e d  f o r  1 min  a t  3T°C i n  t h e  p r e s e n c e  
o f  p a p a v e r i n e  (0 .5m M ) w i t h  PGE1 , PGE2, U1+ 6 6 1 9 »  a 
c h e m i c a l  a n a l o g  o f  PGH2, 13 - a z a p r o s t a n o i c  a c i d ,  
a s p e c i f i c  a n t a g o n i s t  o f  T x A 2 , e i t h e r  a l o n e  o r  
i n  v a r i o u s  a s s o c i a t i o n s .  The c AMP c o n c e n t r a t i o n  
was d e t e r m i n e d  b y  p r o t e i n  b i n d i n g  a s s a y s  i n  p l a t e 
l e t  e x t r a c t s .  PGE2 ( l^O nM ) and  UU6619 O p M )  
i n h i b i t e d  t h e  r i s e  i n  c AMP i n d u c e d  b y  PGE1 
(3 0 n M ) .  On t h e  o t h e r  h a n d ,  when 13 - a z a p r o s t a n o i c  
a c i d  ( 50uM) was a d d e d  t o  t h e  i n c u b a t e ,  t h e  i n h i 
b i t o r y  e f f e c t s  o f  t h e s e  co m p o u n d s  w e r e  s u p p r e s s e d .

T h e s e  r e s u l t s  s u p p o r t  t h e  c o n c l u s i o n  t h a t  TxA2 
and U ^ 66 1 9 a c t  on a u n i q u e  r e c e p t o r  w h i c h  t r i g 
g e r s  t h e  c A M P - l o w e r i n g  e f f e c t  and s u g g e s t  t h a t  
PGE2 a n t a g o n i z e s  t h e  a n t i - a g g r e g a t i n g  PG t h r o u g h  
i n t e r a c t i o n  w i t h  t h i s  r e c e p t o r .
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BINDING AND METABOLISATION OF PGI BY ERYTHROCYTES.
Ch. W illem s, J .A . van M ourik, H.V. Stel and W.G. van Aken. 
C en tral Laboratory o f the N etherlands Red Cross Blood 
T ra n sfu sio n  S e rv ic e , Amsterdam.

P r o s t a c y c lin  (PGI^) is  ra p id ly  hydrolysed in aqueous so
lu t io n  at n e u tra l pH. P re v io u s ly  we have reported that PGI^ 
is  s t a b il iz e d  by plasma components; yet PGI« is  ra p id ly  
m etabolized in v iv o . These f in d in g s  prompted us to study  
the fa te  o f PGI„ upon in cu b atio n  in whole blood. The data 
on the d i s t r ib u t io n  o f PGI^ between blood c e l l s  and plasma 
in d ic a t e  that PGI^ not o n ly  binds to p la t e le t s  but a ls o  to 
e ry th ro c y t e s . The K in e t ic s  o f b in d in g  were stu d ie d  in more 
d e t a il by in cu b atin g  [ 3*0 PGK at 37 C w ith  washed e ry th ro 
cytes resuspended in autologous plasma. Binding o f C3fD PGI^ 
plateaued w ith in  2 min. and was co n c e n tra tio n  dependant.
The b in d in g  o f [34] PGI_ was not in flu e n c e d  by PGE o r  
6 keto PGFj . [3H] 6 keto P G F ^  showed no s u b s t a n tia l b in 
ding to e ry th ro c y te s  when compared w ith M  PGI^. Upon re 
peated in cu b a tio n  o f [¿H] PGI„ w ith  e ry th ro c y te s  le s s  b in 
ding occured than would have Been expected from time and 
co n c en tra tio n  dependancy. The la t t e r  f in d in g  is  e xp la in e d  
by the dem onstration o f  breakdown o f (34] PGI^ “ most 
l ik e ly  in to  (34] 6 keto-PGFj “ anc* ^Y measurements o f the 
b io lo g ic a l a c t iv it y  o f PG I ^ ^ A l though metabol is a t io n  o f  
PGI_ co m p lica te s the e v a lu a tio n  o f  b in d in g  k in e t ic s  it  
coufd be shown, by u sin g  in h ib it io n  o f p la t e le t  se ro to n in  
re le a s e , that e ry th ro c y te s  and p la t e le t s  compete fo r  P G ^ .  
B inding o f PGI^ to e ry th ro c y te s  and subsequent m eta b o li-  
s a tio n  e x p la in s  the apparent l a b i l i t y  o f PGI in whole 
blood. I t  is  to expected that under p h y s io lo g ic a l co n d i
tio n s e ry th ro c y te s  supp ress the e ffe c t iv e n e s s  o f PGI^ to 
a c t as a c ir c u la t i n g  p la t e le t  in h ib it o r .
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