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~etylglyceryl e t h e r  phosphorylcholine (AGEPC), commonly known as 
~atelet a c t i v a t i n g  f a c t o r ,  w a s  f o u n d  t o  s t r o n g l y  i n h i b i t  r e n i n  
~ c r e t i o n  i n  c u l t u r e s  r i c h  i n  j u x t a g l o m e r u l a r  c e l l s .  T h i s  i n h i b i t o r y  
~ t i o n  o f  AGEPC w a s  a c c o m p a n i e d  b y  a n  e n h a n c e d  c a l c i u m  p e r m e a b i l i t y  o f  
~e c e l l  m e m b r a n e  a s  e v a l u a t e d  f r o m  m e a s u r e m e n t s  o f  t h e  u p t a k e  o f  
' C a .  S i m u l t a n e o u s  a d d i t i o n  o f  t h e  c a l c i u m  c h a n n e l  b l o c k e r  v e r a - -  
a m i l  a b o l i s h e d  t h e  e f f e c t s  o f  AGEPC o n  b o t h  r e n i n  s e c r e t i o n  a n d  
a l c i u m  p e r m e a b i l i t y .  F u r t h e r m o r e ,  a d d i t i o n  o f  AGEPC t o  t h e  c e l l  
a l t u r e s  l e d  t o  a d e c r e a s e  o f  a s P - l a b e l e d  p h o s p h a t i d y l i n o s i t o l  
, 5 - - b i s p h o s p h a t e  a n d  t o  a n  i n c r e a s e  i n  3 H - - l a b e l e d  d i a c y l g l y c e r o l ,  
n d i c a t i n g  a n  a c t i v a t i o n  o f  p h o s p h o l i p a s e  C b y  AGEPC. ©1985Acad~icPress, Inc. 

a t e l e t  a c t i v a t i n g  f a c t o r  ( P A F )  w a s  f i r s t  d e s c r i b e d  a s  a n  i n d u c t o r  o f  

a t e l e t  a g g r e g a t i o n  d u r i n g  I g E - m e d i a t e d  a n a p h y l a x i s  i n  t h e  r a b b i t  

, 2 ) .  PAF h a s  r e c e n t l y  b e e n  i d e n t i f i e d  a s  1 - 0 - a l k y l - 2 - a c e t y i - s n - g l y c e -  

, - 3 - p h o s p h o r y l c h o l i n e  (AGEPC)  ( 3 ) .  T h i s  p h o s p h o t i p i d  c a u s e s  m a r k e d  v a -  

, c o n s t r i c t i o n  a n d  i n c r e a s e d  p e r m e a b i l i t y  o f  b l o o d  v e s s e l s  ( 4 )  a s  w e l l  

c o n t r a c t i o n  o f  i l e a l  s m o o t h  m u s c l e  ( 5 7 .  AGEPC i s  p r o d u c e d  f r o m  b a s o -  

i l l s  o n  i m m u n o l o g i c a l  c h a l l e n g e s  a n d  f r o m  p l a t e l e t s ,  n e u t r o p h i l s  a n d  

~ c r o p h a g e s  i n  r e s p o n s e  t o  s p e c i f i c  s t i m u l i  ( 6 - 1 1 ]  a n d  h a s  a l s o  b e e n  

~ m o n s t r a t e d  i n  t h e  v e n o u s  e f f l u e n t  o f  i s o l a t e d  p e r f u s e d  r a t  k i d n e y  

I 2 )  a n d  a l s o  i n  i s o l a t e d  g I o m e r u ] i  ( 2 8 ) .  A u t h o r s  i n  ( 1 3 )  h a v e  s h o w n  

a a t  AGEPC p o s s e s s e s  m a r k e d  a n t i h y p e r t e n s i v e  a c t i v i t y  w h e n  g i v e n  t o  

2 o l d b t a t t "  o n e - - k i d n e y ,  o n e - c l i p  h y p e r t e n s i v e  r a t s .  H y p e r t e n s i o n  i n  t h i s  

o n d i t i o n  i s  k n o w n  t o  b e  d u e  t o  i n c r e a s e d  l e v e l s  o f  p l a s m a  r e n i n  w i t h  

u b s e q u e n t  p r o d u c t i o n  o f  a n g i o t e n s i n  I 1 .  I n  v i e w  o f  t h e  f a c t ,  t h a t  AGEPC 

a s  v a s o c o n s t r i c t i v e  p r o p e r t i e s  a n d  v a s o c o n s t r i c t i v e  a g e n t s  s u c h  a s  

b b r e v i a t i o n s  u s e d ;  AGEPC, a c e t y l g [ y c e r y l  e t h e r  p h o s p h o r y l c h o l i n e ;  
AF,  p i a t e l e t  a c t i v a t ,  i n g  f a c t o r ' :  A I ,  a n g [ o t e n s i n  I ;  P I P s ,  p h o s p h a - -  
i d y ~ n o s ] l o ]  4 , 5  b i s p b o s p h a t e ;  DAG, 1 , 2 - d i a c y l g l y c e r o i ;  I P a ,  
n o s [ t o i t r ' i s p h o s p h a t e .  
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a n g i o t e n s i n  I I  a n d  a r g i n i n e - v a s o p r e s s i n  m a r k e d l y  i n h i b i t  r e n i n  s e c r e t i o r  

( 1 4 ) ,  i t  i s  t e m p t i n g  t o  s p e c u l a t e  t h a t  t h e  a n t i h y p e r t e n s i v e  p r o p e r t i e s  

o f  AGEP¢ i n  G o l d b l a t t  h y p e r t e n s i o n  m i g h t  b e  d u e  t o  a d i r e c t  i n h i b i t i o n  

o f  r e n i n  s e c r e t i o n  i n  t h e  k i d n e y .  

R e c e n t l y  we h a v e  e s t a b l i s h e d  a c e l l  c u l t u r e  s y s t e m  f r o m  r a t  k i d n e y s  

c o n t a i n i n g  a b o u t  60% o f  j u x t a g l o m e r u l a r  c e l l s  w h i c h  a l l o w s  s t u d y  o f  

r e n i n  s e c r e t i o n  i n  s o m e  d e t a i l .  Aim o f  t h e  p r e s e n t  s t u d y  w a s  t o  i n v e s t i -  

g a t e  t h e  i n f l u e n c e  o f  AGEPC o n  r e n i n  s e c r e t i o n  a s  w e l l  a s  o n  s o m e  p e r t i -  

] e n t  c e l l u l a r  p r o c e s s e s  l i k e  c a l c i u m  p e r m e a b i l i t y  o f  t h e  c e l l  m e m b r a n e  

~ 1 5 )  a n d  p h o s p h o i n o s i t i d e  m e t a b o l i s m  ( ] 6 - - 1 9 ) .  

~ a t e r i a l s  a n d  M e t h o d s  

i t o c k  s o l u t i o n s  o f  AGEPC ( S i g m a ) ,  ( l O - a M )  i n  e t h a n o l  w e r e  p r e p a r e d  
~nd c o m p l e x e d  w i t h  0 . 3  m g / m l  o f  b o v i n e  s e r u m  a l b u m i n  ( B S A )  i n  MEM t o  
l i v e  a c o n c e n t r a t i o n  o f  l O - ~ H .  T h e  BSA b o u n d  AGEPC w a s  a d d e d  t o  t h e  
~ e l l s  t o  g i v e  a f i n a l  c o n c e n t r a t i o n  o f  l O - a M  o r  l O - Z ° M .  C a r r i e r  
' r e e  a R P i ,  4 5 C a  a n d  ( a H ) - g l y c e r o l  w e r e  f r o m  A m e r s h a m  
: n t e r n a t i o n a l .  T . L . C .  p l a t e s  ( p r e e o a t e d  s i l i c a g e l  60  w i t h  c o n c e n -  
r a t i o n  z o n e ,  0 , 2 5  mm t h i c k )  c a m e  f r o m  M e r c k ,  D a r m s t a d t ,  F . R . G .  L i p i d  

; t a n d a r d s  a n d  BSA ( e s s e n t i a l l y  f a t t y  a c i d - f r e e )  w e r e  o b t a i n e d  f r o m  
. i g m a .  C e l l  c u l t u r e  d i s h e s  a n d  c e l l  c u l t u r e  m e d i a  w e r e  f r o m  G r e i n e r ,  
[ f i r t i n g e n ,  F . R . G .  a n d  B o e h r i n g e r - M a n n h e i m ,  r e s p e c t i v e l y .  

e l l  C u l t u r e s  r i c h  i n  j u x t a g l o m e r u l a r  c e l l s  w e r e  p r e p a r e d  a s  d e s c r i b e d  
r e v i o u s l y  ( 1 5 ) .  I n  b r i e f ,  r a t  k i d n e y s  w e r e  p e r f u s e d  i n  s i t u  w i t h  H u n k ' s  
a l a n c e d  s a l t  s o l u t i o n  s u p p l e m e n t e d  w i t h  1 g g l u c o s e ,  1 2 . 1 1  g s u c r o s e ,  
, 2 g  NaHCO3,  2 . 6  mM g l u t a m i n e ,  0 , 8 4  g N a - c i t r a t e  a n d  [0  mg BSA p e r  
i t e r .  C o r t i c a l  p i e c e s  (1  mm ~ )  w e r e  i n c u b a t e d  w i t h  t h i s  b u f f e r , c o n -  
a i n i n g  0 , 2 5 %  t r y p s i n  a n d  0 , 1 ~  c o l l a g e n a s e  i n s t e a d  o f  N a - c i t r a t e .  T h e  
u s p e n s i o n  w a s  g a s s e d  w i t h  5~  C02 i n  a i r  a n d  s t i r r e d  w i t h  a m a g n e -  
i c  b a r  a t  3 7 ° C .  A f t e r  120 m ~ n .  t h e  s o l u t i o n  w a s  p o u r e d  o v e r  a 0 , 2 2  
m s i e v e .  C e l l s  p a s s i n g  t h e  s i e v e  w e r e  w a s h e d  t w o  t i m e s  w i t h  c u l t u r e  
e d i u m  (RPMI 1 6 4 0 ,  25mM H e p e s ,  0 , 6 6  U / m l  i n s u l i n ,  1 0 0  g g / m l  s t r e p t o m y -  
i n ,  100  U / m l  p e n i c i l l i n  a n d  10% f e t a l  b o v i n e  s e r u m )  a n d  s e e d e d  i n  t i s -  
ue  c u l t u r e  d i s h e s  a t  a d e n s i t y  o f  105 c e t t s / c m  a .  C u l t u r e s  w e r e  
e p t  a t  3 7 ° C  i n  a h u m i d i f i e d  a t m o s p h e r e  a t  5% COe i n  a i r .  A f t e r  
~o d a y s  o f  c u l t u r e ,  60% o f  t h e  a d h e r e n t  c e l l s  d i s p l a y e d  a s t r o n g  
n m u n o r e a e t i v i t y  f o r  a s p e c i f i c  a n t i b o d y  a g a i n s t  r e n i n .  T h e  r e n i n  c o n -  
~ n t  o f  t h e  c u l t u r e d  c e l l s  w a s  a b o u t  l ~ g  A I / h  x lO ~ c e l l s  a t  t h a t  
[me.  

~ t e r m ! n a t i g n . . . o ~ _ ~ e n i n  S e £ : r e t i o n .  R e n i n  a c t i v i t y  w a s  d e t e r m i n e d  b y  
: s  a b i l i t y  t o  g e n e r a t e  a n g i o t e n s i n  I ( A I )  f r o m  t h e  p l a s m a  o f  b i ] a l e -  
~ l l y  n e p h r e c t o m i z e d  r a t s  e x a c t l y  a s  d e s c r i b e d  i n  ( 2 0 ) .  AI w a s  d e t e r m l -  
~d b y  r a d i o i m m u n o a s s a y  ( IDW,  D r e i e i c h ,  F . ~ . G . )  R e n J n  s e c r e t i o n  w a s  
~ v e s t i g a t e d  a t  t h e  s e c o n d  d a y  o f  c u l t u r e .  T h e  c u l t u r e  m e d i u m  w a s  s u b s -  
t u t e d  b y  a p r e w a r m e d  b u f f e r  c o n s i s t i n g  o f  132  mM N a t 1 ,  5mM KC1,  0 ,8mM 

[ S 0 4 ,  2mM C a C l e ,  ]OmM N a - a e e t a t e ,  2mM N a H z P 0 4 ,  lOmM 
u c o s e ,  20mM h e p e s  (pH : 7 , 3 )  a n d  t h e  c u l t u r e  d ~ s h e s  w e r e  p l a c e d  o n  a 

. a t i n g  b l o c k  a t  a t e m p e r a t u r e  o f  37~-(:.  T h e  r e n i n  s e c r e t i o n  r a t e  
s c a l c u l a t e d  f r o m  t h e  l i n e a r  i n c r e a s e  o f  t h e  r e n l n  a c t i v i t y  o £  t h e  
l ] - c o n d i t i o n e d  b u f f e r .  

~ g ~ O ~ _ ~ _ ~ g f g ~ z ~ P ~ 9 ~ .  T h e  c u t L u r e  m e d i u m  w a s  s u b s t i  
t e d  b y  a p r e w a r m e d  H e p e s  b u t f e r e d  s a l i n e  ~HBS) c o n s i s t i n g  o f  20mM He-- 
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pes, 148mM NaCl, 5mM KCI, 2mM CaCl2, lmM Mgc'i2, 6mM Glucose, 
pH 7,3 supplemented with 45Ca (4g Ci/ml). Simultaneously, AGEPC 
or verapamil or a combination of both was added. At different times, 
buffer was withdrawn and the cells quickly washed with lO x 1 ml 
ice-cold HBS containing lOmM CaCl~. The cells were lysed by the 
addition of 1 ml of 0,5N NaOH and the radioactivity was counted in I0 ml 
Aquasol 2 (New England Nuclear) in a ~-scintillation counter. 

two d a y s  o f  c u l t u r e ,  medium was r e m o v e d  and  t h e  c e l l s  w e r e  i n c u b a t e d  
f o r  24 h o u r s  i n  p h o s p h a t e - p o o r  MEM (50~M P~) c o n t a i n i n g  
1 0 0 g C i / m l  z ~ P i  o r  w i t h  MEM c o n t a i n i n g  5 ~ C i / m l  ( z H ) -  
g l y c e r o l .  A f t e r  t h i s  p r e l a b e l i n g  p e r i o d  t h e  med ium was  r e p l a c e d  by 
f r e s h  med ium e i t h e r  w i t h o u t  ( c o n t r o l )  o r  w i t h  AGEPC ( 1 0 - S M ) .  

and Diac~!glycer9 ~. Incubations Were terminated by addition of ice-cold 
methanol-chloroform, and lipid extraction was done as described (21). 
The extracted 32p-labeled phospholipids were separated on thin- 
layer plates impregnated with potassium oxalate and EDTA with a solvent 
system consisting of chloroform/methanol/4N NH40H (45/35/I0, by 
vol.) Neutral lipids were separated using n-heptane/ diethyl ether/ace- 
tic acid (75/25/4, by vol.) as described (21). Phospholipids and neutral 
lipids were localized by comigration of standards followed by iodine 
staining and 32P-labelled lipids additionally by autoradiography. 
The spots were scraped from the chromatographs and counted by liquid 
scintillation in water (Cerenkov counting) for 32p labelled lipids. 
(3H)-labeled lipids were analysed with a TLC-linear analyzer LB 
2821 from Berthold, Mfinchen, F.R.G. The detection efficiency for 
(~H) was about 1%. Protein determination was done according to the 
method of Lowry (22) with BSA as standard. 

R e s u l t s  

F i g .  1 shows  t h a t  AGEPC s t r o n g l y  i n h i b i t e d  t h e  s p o n t a n e o u s  r e n i n  s e c r e -  

t i o n  i n  a c o n c e n t r a t i o n  d e p e n d e n t  m a n n e r .  W h i l s t  i n  c o n t r o l  e x p e r i m e n t s ,  

t h e  r a t e  o f  r e n i n  s e c r e t i o n  was a b o u t  390 pg A:[ /h  p e r  min p e r  d i s h ,  

AGEPC a t  c o n c e n t r a t i o n s  o f  ( 1 0 - i O M )  and  (10 -SM)  r e d u c e d  t h e  

s e c r e t i o n  r a t e  t o  175 pg  A I / h  and  t o  7 2 . 5  pg A I / h  p e r  m i n .  and  d i s h  

r e s p e c t i v e l y .  N o t e ,  t h a t  t h e  t e r m  A I / h  i s  f o r m a l l y  e q u i v a l e n t  w i t h  o n e  

u n i t  o f  r e n i n  a c t i v i t y .  T h i s  i n h i b i t i o n  c o u l d  o n l y  be  o b s e r v e d  d u r i n g  

t h e  f i r s t  15 m i n u t e s  and  r e a c h e d  c o n t r o l  l e v e l s  a f t e r  60 m i n u t e s .  S i m u l -  

t a n e o u s  a d d i t i o n  o f  v e r a p a m i ]  (10 -~M)  c o m p l e t e l y  a b o l i s h e d  t h e  

i n h i b i t o r y  e f f e c t  o f  AGEPC, w h i l s t  t h e  a d d i t i o n  o f  v e r a p a m i l  a l o n e  

g r e a t l y  e n h a n c e d  r e n i n  s e c r e t i o n  ( F i g .  1 ) .  

F i g .  2 shows  t h a t  c a l c i u m  u p t a k e  by  t h e  c u l t u r e d  c e l l s  was i n c r e a s e d  

i n  t h e  p r e s e n c e  o f  AGEPC ( 1 0 - S M ) .  Y e r a p a m i l  (10 -~M)  

s t r 0 n g ] y  r e d u c e d  t h e  c a l c i u m  u p t a k e  and  t h e  s i m u l t a n e o u s  a d d i t i o n  o f  

AGEPC and  v e r a p a m i l  a l s o  r e d u c e d  t h e  c a l c i u m  u p t a k e ,  b u t  t o  a s t i g h t e r  
[ 

d e g r e e  t h a n  d i d  v e r a p a m i l  a l o n e .  
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F i g .  1 
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R e n i n  s e c r e t i o n  r a t e  o f  c u l t u r e d  j u x t a g l o m e r u l a r  c e l l s  i n  
t h e  p r e s e n c e  o f  a c e t y l g l y e e r y ]  e t h e r  p h o s p h o r y l c h o l i n e  
(AGEPC) (lO-SM) and (lO-1°M), verapamil (VP) 

• (10-SM) and the combination of AGEPC (10-SM) 
and VP (lO-SM). Data are mean +/- S.E.M. Figures 
at the bottom of the columns indicate the number of 
independent experiments. 

Flg. 2 
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o AGEPC 
• Verapamil 

AGEPC-Verapamil 

610 
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Time (s) 

4 S C a l c i u m  u p t a k e  i n  t h e  p r e s e n c e  o f  AGEPC 
( I O - S M ) ,  v e r a p a m i l  ( l O - S M )  a n d  a f t e r  
s i m u l t a n e o u s  a d d i t i o n  o f  AGEPC ( l O - S M )  a n d  v e r a p a m i l  
( l O - S M ) .  R e s u l t s  a r e  p r e s e n t e d  a s  m e a n  ÷ / -  S . E . M .  o f  
e i g h t  e x p e r i m e n t s .  
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F i g .  3 T ime  c o u r s e  o f  a z p  r a d i o a c t i v i t y  i n  p h o s p h a t i d y l -  
inositol 4,5-bisphosphate. Open symbols represent 
stimulation with AGEPC (lO-aM); filled symbols 
represent control values. Values are mean +/- S.E.M., 
n -- 5. 

litton of AGEPC (IO-BM) to the cells provoked a rapid decrease of 

P) radioactivity found in phosphatidylinositol 4,5-bisphosphate 

[P~) (Fig. 3). This effect could be detected as early as 10 se- 

ida after addition or AGEPC and was maximal (60% of control)'within 20 

One minute after addition of AGEPC, the level of 32p in PIPe 

zreased and approached control levels, foltowed by an increase above 

itial levels at 2 minutes. This early decrease of s~P-label in 

P2 was followed by a subsequent increase of (3H)-glyce- 

1-1abel in diacylglycerol DAG) which had a maximum 30 s after addi- 

on of AGEPC (Fig. 4). 

seussion 

e strong inhibition of renln secretion by AGEPC (Fig. I) is comparable 

that o f  other vasoconstrictive agents like angiotensin II and argini- 

-vasopressin {14). In analogy to what we have recently shown for 

giotensin II, AGEPC inhibits renin secretion probably by enhancing the 

: permeab~ [ity of the ceil membrane, thereby increasing the intrace[lu- 

[r calcium concentrations (15). The complete suppression by verapamil 

" the action of AGEPC on renin secretion suggests that AGEPC acts by 

,ening calcium channels. The fact that an inhibition of renin secretion 

,u[d be observed only durinK the first 15 min. after addition of AGEPC 
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Time c o u r s e  o f  ( 3 H ) g l y c e r o l  r a d i o a c t i v i t y  i n  
1 , 2 - d i a c y l g l y c e r o l  i n  j u x t a g l o m e r u l a r  c e l l s  
s t i m u l a t e d  w i t h  AGEPC ( l O - S M ) ;  o p e n  s y m b o l s  
r e p r e s e n t  s t i m u l a t i o n  w i t h  AGEPC ( l O - S ) ;  
f i l l e d  s y m b o l s  r e p r e s e n t  c o n t r o l  v a l u e s .  

s v e r y  l i k e l y  t o  b e  d u e  t o  t h e  f a s t  d e g r a d a t i o n  o f  t h e  a g e n t  ( 2 3 ) .  

t now a p p e a r s  t o  b e  g e n e r a l l y  a c c e p t e d  t h a t  h o r m o n e s  a n d  n e u r o t r a n s m i t -  

e r s  t h a t  u s e  c a l c i u m  a s  s e c o n d  m e s s e n g e r  s p e c i f i c a l l y  h y d r o l y s e  m e m b r a -  

e p h o s p h o i n o s i t i d e s .  M i c h e l 1  s u g g e s t e d  i n  1 9 7 5  t h a t  c a l c i u m  m o b i l J z a -  

i o n  i s  l i n k e d  t o  p h o s p h a t i d y l i n o s i t o l  b r e a k d o w n  ( 2 4 ) .  H o w e v e r ,  m o r e  

e c e n t  e x p e r i m e n t s  h a v e  d e m o n s t r a t e d  t h a t  t h e  p r i m a r y  e v e n t  i n  r e c e p t o r  

t i m u l a t e d  i n o s i t o l  p h o s p h o l i p i d  m e t a b o l i s m  i s  b y  a n  a c t i o n  o f  

h o s p h o l i p a s e  C ( P L C )  u p o n  p h o s p h a t i d y l i n o s i t o l  4 , 5 - b i s p h o s p h a t e  

P I P 2 )  ( f o r  r e v i e w  s e e  2 5 - 2 6 ) .  S i n c e  AGEPC i s  k n o w n  t o  c a u s e  

I P z  d e g r a d a t i o n  i n  p l a t e l e t s  ( 1 7 - - 1 9 )  a n d  h e p a t o c y t e s  ( 1 6 ) ,  we h a v e  

~ a m i n e d  t h e  e f t e c t  o f  AGEPC o n  P I P 2  m e t a b o l i s m  i n  o u r  c e l l  c u l t u r e  

r s t e m .  T h e  r e s u l t s  p r e s e n t e d  i n  F i g s .  3 a n d  4 c l e a r l y  s h o w  t h a t  AGEPC 

~ a d s  t o  a l o s s  o f  r a d i o a c t i v i t y  f r o m  P I P 2  a n d  a n  i n c r e a s e  o f  

H ) - g ] y c e r o l  l a b e l  i n  d i a c y l g ] y c e r o l  ( D A G ) .  T h e r e f o r e ,  AGEPC 

, p a r e n t l y  s t i m u l a t e s  PLC i n  o u r  c e l l  c u l t u r e  s y s t e m .  We h a v e  o b s e r v e d  

~ry s i m i l a r  e f f e c t s  o f  a n g i o t e n s i n  I I  a n d  a r g i n i n e - v a s o p r e s s i n  o n  t h e  

L o s i t o l  p h o s p h o l i p i d  m e t a b o l i s m  i n  t h e s e  c e l l s  ( m a n u s c r i p t  s u b m i t t e d ) .  

, t h  o f  t h e  c l e a v a g e  p r o d u c t s  o f  P I P 2  m e t a b o l i s m ,  i . e .  DAG a n d  

o s i t o l  1 , 4 , 5 - t r i s p h o s p h a t e  I P 3 )  a r e  i m p o r t a n t  s e c o n d  m e s s e n g e r s  

o r  r e v i e w  s e e  ( 2 7 ) ) .  IP3  i s  t h o u g h t  t o  b e  t h e  i n t r a c e l l u ] a r  s i g -  

1 t o  p r o m o t e  h o r m o n e  i n d u c e d  c a l c i u m  m o b i l i z a t i o n  a n d  DAG a c t i v a t e s  

o t e i n  k i n a s e  C w h i c h  i n  t u r n  p h o s p h o r y l a t e s  v a r i o u s  c e l l u l a r  p r o t e i n s .  

h a v e  r e c e n t l y  f o u n d  t h a t  t h e  p h o r b o ]  e s t e r ,  ] 2 - O - t e t r a d e c a n o y ] - -  

908 



Vol. 127, No. 3, 1985 BIOCHEMICAL AND BIOPHYSICAL RESEARCH COMMUNICATIONS 

bol-13-acetate, which is widely used as an activator of protein ki- 

C, enhances the calcium permeability in cultured glomerular mesan- 

cells (unpublished results). In view of this, it can be speculated 

an activation of protein kinase C by DAG is causally related to the 

ease in calcium permeability observed in the present experiments 

. 2). 

:his report we have presented evidence, that AGEPC strongly influen- 

renin secretion and phosphoinositide metabolism in cultures rich in 

~l juxtaglomerular cells. The low concentration at which AGEPC inhi- 

3 renin secretion (lO-Z°M) and also the fact that AGEPC is pro- 

ed by the kidney itself (12, 28) supports the notion that AGEPC is 

o]ved in the regulation of kidney renin secretion and may be part 

an intrarenal feedback mechanism controlling renin secretion. 
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