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cut ic le  can  def in i te ly  n o t  be  cons idered  a d i rec t  effect  
of t h e  ac t ive  s u b s t a n c e  on  t h e  e p i d e r m a l  cells because  of 
i t s  s imi l a r i t y  to  u n t r e a t e d  p h a r a t e  n e x t  s tage  l a rvae  
sho r t l y  before  ecdysis.  T h e  new  cut ic le  is a p p a r e n t l y  
s t r e t c h e d  d i rec t ly  a f t e r  ecdysis  b u t  before  sc le ro t i sa t ion .  
Because  t r e a t e d  a n i m a l s  c a n n o t  escape f r o m  t h e  old  
cuticle,  sc le ro t i sa t ion  of t h e  u n s t r e t c h e d  cut ic le  t akes  
place  u n d e r n e a t h  t h e  old one. 

I n  o rder  to  d e t e r m i n e  a poss ib ly  ex i s t ing  sens i t ive  
p h a s e  of t h i s  effect, we k e p t  f i rs t  i n s t a r  l a rvae  for va r ious  
per iods  of t i m e  on  t r e a t e d  f i l te r  paper .  W e  could  d e m o n -  
s t r a f e  t h a t  t h e  l a rvae  h a v e  to  be  in  c o n t a c t  w i t h  t h e  
t r e a t e d  p a p e r  for a t  l eas t  6 succeed ing  days  to get  a 
p r o n o u n c e d  an t i -ecdys i s  effect. No c lear ly  def ined  
sens i t ive  p h a s e  could be  de t ec t ed  in t r ia ls ,  where  we 
k e p t  f i r s t  i n s t a r  l a rvae  on  t r e a t e d  f i l te r  p a p e r  b e t w e e n  
t h e  3rd a n d  5th,  5 th  a n d  7th, 4 t h  a n d  6 th  a n d  b e t w e e n  
t h e  3rd a n d  6 th  day.  i or 2 top ica l  app l i ca t i ons  of 10 lzg 
J H / l a r v a e  revea led ,  however ,  a n  increased  s ens i t i v i t y  a t  
t h e  3rd a n d  4 th  d a y  of t he  f i r s t  ins ta r .  

The  an t i - ecdys i s  effect  could be  d e m o n s t r a t e d  in all 
l a rva l  ins tars .  I n  t h e  l a s t  ins tar ,  however ,  p e r m a n e n t  
exposure  to  10 ~g J H A  or 100 ~zg J H / c m  2 el ici ted ecdysis  
i n h i b i t i o n  on ly  in a b o u t  50% of t he  la rvae .  I n  th i s  case, 
t he  an t i - ecdys i s  effect  was  obv ious ly  o v e r r i d d e n  b y  t h e  
m o r p h o g e n e t i c  effect  s ignal led b y  t he  f o r m a t i o n  of 
e x t r a - l a r v a e  a n d  al l  sor t s  of adul fo ids .  The  morphoge -  
nef ic  effect  r e m a i n e d  s t rong ly  expressed  up  to  a dose of 
0.1 ~g J H A  or  1 ~g J H / c m  2. All  m o r p h o g e n e t i c a l l y  
effected males  or females  were  found  to  be p e r m a n e n t l y  
steri le.  

I n  Hyalophora cecropia, t h e  emergence  diff icul t ies  of 
adu l to id s  could be  exp l a ined  as t h e  resu l t  of a suppress ion  
of muscle  d e v e l o p m e n t  (RIDDIFORD4). D u r i n g  t he  l a rva -  

l a rva  moul t ,  however ,  no  p a r t i c u l a r  o rgan  r e c o n s t r u c t i o n  
t akes  place  a n d  consequen t ly ,  t he  d i ssec t ion  of l a rvae  
of t he  G e r m a n  cockroach  d y i n g  in ecdysis  d id  n o t  revea l  
a n y  p a r t i c u l a r  changes  of muscu l a tu r e .  DAVEY5 r e p o r t e d  
a v e r y  i n t e r e s t i ng  case of ecdysis  i n h i b i t i o n  in  l a s t  i n s t a r  
l a rvae  of Phocanema decipiens (Nematoda )  t r e a t e d  w i t h  
JH .  S t i m u l a t i o n  of t he  release of a n e u r o h u m o r a l  f ac to r  
f rom the  b r a i n  caused  d i s r u p t i o n  of t h e  f u n c t i o n  of t h e  
exuv ia l  fluid. The  l a rvae  d ied  e n c a p s u l a t e d  in  t h e  und i -  
ges ted  old cuticle.  The  m o u l t i n g  dif f icul t ies  of BlattelIa 
l a rvae  look v e r y  s imilar .  W e  bel ieve  t h a t  t he  i nh ib -  
i t i on  of m e t a m o r p h o s i s  a n d  ecdysis  are two  sepa ra t e  
effects  of J H  a n d  i ts  analogues .  The  ecdysis  i n h i b i t i o n  is 
t he  genera l  effect  of J H  a n d  can  ac t  in  a n y  s tage  of t h e  
p o s t e m b r y o n i c  d e v e l o p m e n t  of roaches .  M u c h  lower  
dosages  are r equ i r ed  to  i n h i b i t  me t amorphos i s .  F u r t h e r  
e x p e r i m e n t s  are now on  t he  w a y  in t h i s  l a b o r a t o r y  to  
u n d e r s t a n d  t h e  m e c h a n i s m  of ecdysis  i n h i b i t i o n  and  i ts  
r e l a t i on  to  t he  m o r p h o g e n e t i c  effect  of J H  ac t ive  com- 
p o u n d s  in b o t h  He te ro -  a n d  H o l o m e t a b o l a .  

Zusammenfassung. Das J u v e n i l h o r m o n  v o n  Cecropia 
u n d  eines se iner  Ana loga  b e w i r k e n  le ta le  HAutungss t6 -  
r u n g e n  in a l len L a r v e n s t a d i e n  y o n  Blattella germanica. 
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U r i n a r y  Kal l ikre in  f r o m  N o r m a l  and H y p e r t e n s i v e  Rats  

Accord ing  to  severa l  repor ts ,  t h e r e  is a s ign i f i can t  
decrease  in ka l l ik re in  a c t i v i t y  in  t h e  u r ine  of h y p e r -  
t en s ive  r a t s  1, 2 a n d  of essent ia l  h y p e r t e n s i v e  pa t i en t s ,  as 
c o m p a r e d  w i t h  n o r m a l s  3-5. F u r t h e r m o r e ,  ev idence  has  
been  p r o v i d e d  t h a t  u r i n a r y  ka l l ik re in  is s imi la r  to  t h a t  
c o n t a i n e d  in r ena l  t i s sue  6 a n d  t h a t  t he  exc re t ion  of t h i s  
e n z y m e  is co r re l a t ed  w i t h  sod ium excre t ion  7, s. I t  h a s  been  
e s t ab l i shed  t h a t  a good cor re la t ion  exis ts  b e t w e e n  t h e  
es terase ,  k in inogenase  a n d  oxytoc ic  ac t iv i t i e s  of t he  u r ine  
of n o r m a l  r a t s  9, b u t  no  a t t e m p t s  h a v e  been  u n d e r t a k e n  to  
i n v e s t i g a t e  t h  9 e n z y m a t i c  k ine t ics  of ka l l ik re in  o b t a i n e d  
f rom t h e  u r ine  of h y p e r t e n s i v e  rats .  On t he  o the r  hand ,  i t  
h a s  n o t  been  rn led  ou t  t h a t  t h e  occurence  of an  i n h i b i t o r  
could a c c o u n t  for  t he  low ka l l ik re in  ac t iv i ty .  

I n  t he  p r e sen t  repor t ,  a c o m p a r a t i v e  chemica l  s t u d y  of 
t he  effect  of i n h i b i t o r s  was u n d e r t a k e n  b e t w e e n  pur i f ied  
ka l l ik re in  o b t a i n e d  f rom t he  ur ine  of n o r m a l  a n d  h y p e r -  
t en s ive  ra ts .  

Material and methods. A d u l t  Sp rague -Dawley  r a t s  were 
used. Two ba t ches  of u r ine  were o b t a i n e d  f rom h y p e r -  

Purification step KU/mg protein/rain Purification factor 

Normal Hypertensive Normal Hypertensive 
1 Sephadex G-200 4.35 0.14 1 1 
2 Sephadex G-200 6.25 0.22 1.48 1.57 
CM-52 130.00 6.25 30.00 44.50 

t en s ive  r a t s :  a) 1 of 860 ml  f rom 17 r a t s  (mean  b lood  
pressure ,  178 m m  Hg) ;  a n d  b) 1 of 820 ml  f rom 11 r a t s  
(mean  b lood pressure ,  152 m m  Hg).  A 3rd b a t c h  of 1,450 ml  
of n o r m a l  r a t  u r ine  was used as control .  The  ope ra t i on  to  
induce  h y p e r t e n s i o n  was p e r f o r m e d  accord ing  to  GROLL- 
MAN'S p rocedure  10. Blood pressure  was m e a s u r e d  a t  week ly  
intervals by the FRIEDMAN and FREED method 11. For 
the experiment, only those rats showing a blood pressure 
consistently over 145 mm Ilg were selected. The rats 
were placed in metabolic cages to collect urine in conditions 
which prevent contact with feces. 
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Fig. 1. Left side: Inhibitory effects of apronitin upon the esterase 
activity of bovine pancreas kallikrein (Padutin 0.66 KU/ml); 
Right side: O---D kallikrein from normal rat urine (0.5 [zg prot/ml); 
O---�9 kallikrein from hypertensive rat urine (6.6 [zg prot/ml). 
Abscissa: amount (in XIU) of apronitin used. 50% o1 inhibition is 
shown by the broken lines (---) 

Fig. 2. Inhibitory effect of DFP upon the esterase activity of pancreas 
kallikrein (Padutin) and upon kallikrein obtained from normal and 
hypertensive rat urine respectively. Abscissa: % of the remaining 
esterase activity; ordinate: activity found at 60, 120 and 180 rain 
after the addition of DFP or the solvent alone. BAEE (5 y 10-~ M), 
pH 8.0, Temperature-20-22~ 

The  3 ba t ches  of u r ine  were sepa ra t e ly  s u b m i t t e d  to  
t he  f i rs t  5 s teps  of t he  pu r i f i ca t ion  p rocedure  descr ibed b y  
PORCELLI and  CROXATTO 12. T he  ac t ive  f rac t ions  o b t a i n e d  
f rom t h e  las t  c h r o m a t o g r a p h i c  s tep  ( ca r boxym e t hy l -  
cellulose co lumn  (CM- 52)) v2 were pooled,  d ia lyzed  aga ins t  
dis t i l led w a t e r  and  t h e n  l iophyt ized ;  f ina l ly  t h e  res idue  
was dissolved in a 0 .9% NaC1 so lu t ion  a n d  s tored  a t  20 ~ 
u n t i l  chemica l  a n d  biological  assays  were per formed.  

The  es terase  a c t i v i t y  of these  pur i f i ed  enzymes,  and  of 
t he  co r re spond ing  peaks  o b t a i n e d  in each  of t he  c h r o m a t o -  
grafic steps,  were de t e rmined ,  us ing  as s u b s t r a t e  : benzoyl -  
z -a rg in ine -e thy l  es ter  (BAEE)  a t  a f ina l  c o n c e n t r a t i o n  of 
5 • 10 -~ M,  accord ing  to  t he  m e t h o d  of HESTRIN 13 modif ied  
b y  THRAUSCHOLD a n d  WERLE 14, M e a s u r e m e n t s  were 
car r ied  ou t  a t  20-30 ~ in a s p e c t r o p h o t o m e t e r  ( B e c k m a n  
DU)  a t  235 nm.  P a d u t i n  (Bayer)  was  used as s t a n d a r d  
kal l ikre in ,  and  t h e  ac t i v i t y  expressed  in K U  was ca lcula t -  
ed f ron a n  e x p e r i m e n t a l  cu rve  wh ich  was l inea r  be t ween  
0.1 a n d  0.4 K U  u n d e r  t h e  cond i t ions  descr ibed.  

The  effect  of ka l l ikre in  i nh i b i t o r s :  a p r o n i t i n  (Trasylol,  
Bayer )  a n d  d i - i sop ropy l f luo r -phospha te  (DFP)  was 
i n v e s t i g a t e d  in  each  pur i f ied  sample .  0.8 K I U  of a p r o n i t i n  
d issolved in 2.5 ml  t r i e t h a n o l a m i n e  buf fe r  was  i n t r o d u c e d  
to  ka l l ikre in  so lu t ion  pr io r  to  t h e  add i t i on  of B A E E  
(0.5 x 10-~ M). 

To s t u d y  t he  effects of D F P ,  a so lu t ion  of t h i s  ser ine 
b lock ing  a g e n t  in  i sopropano l  (2 • 10 -~ M) was used. I t  
was  added  to  t h e  m i x t u r e  of ka l l ik re in  a n d  t r i e t hano l -  
a m i n e  buffer ,  in  order  to  get  a f inal  D F P  c o n c e n t r a t i o n  of 
5 • 10-a M.  A s imi lar  m i x t u r e  w i t h  an  e q u i v a l e n t  a m o u n t  
of i sopropano l  w i t h o u t  D F P  se rved  as control .  The  
es terase  a c t i v i t y  of these  m i x t u r e s  was s tud ied  a t  60 a n d  
120 ra in  a f t e r  t he  a d d i t i o n  of e i t he r  D F P  or i t s  so lvent .  
A t  t h e  end  of each  period,  2.5 m l  of each  so lu t ion  was 
i n t r o d u c e d  in to  .a s p e c t r o p h o t o m e t e r  c u v e t t e  wh ich  con-  
t a i n e d  t h e  s u b s t r a t e  B A E E .  

Results and discussion. T he  es terase  a c t i v i t y  in  t he  
pur i f i ed  e n z y m e  f rom n o r m a l  u r ine  r eached  up  to  130 K U  
per  m g  a n d  in t he  h y p e r t e n s i v e  r a t  u r ine  i t  was  on ly  
6.25 K U  per  m g  (Table).  N o t w i t h s t a n d i n g  t h i s  q u a n t i -  
t a t i v e  difference,  a per fec t  cor re la t ion  was found  b e t w e e n  
t h e i r  es terase  and  biological  act ivi t ies .  F u r t h e r m o r e ,  t h e  
same c o n s t a n t  r a t io  be t w een  es terase  a c t i v i t y  and  
oxytoc ic  effect  was  also o b t a i n e d  in  t h e  lesser pur i f ied  
samples .  I t  was  also ev i den t  t h a t  t he  fac t  t h a t  t he  a m o u n t  
of i ne r t  p r o t e i n  in  t h e  h y p e r t e n s i v e  r a t  u r ine  was  8-12-  

fold h ighe r  t h a n  normal ,  r enders  pu r i f i ca t i on  more  
diff icult ,  a n d  reduces  t he  m a g n i t u d e  of t he  pu r i f i ca t ion  
factor .  

Resu l t s  o b t a i n e d  b y  s t u d y i n g  t he  k ine t ics  a n d  t he  
effects of t h e  i nh ib i t o r s  - a p r o n i t i n  and  d isopropyl f luoro-  
p h o s p h a t e  (DFP)  - f u r t h e r  i nd i ca t e  t h a t  t h e  di f ferences  
be tween  ka l l ikre ins  of n o r m a l  a n d  h y p e r t e n s i v e  r a t  u r ine  
are on ly  q u a n t i t a t i v e .  

The  Michael is  c o n s t a n t  (KM), us ing  B A A E  as subs t ra t e ,  
was  s imi la r  for b o t h  samples .  The  KM for n o r m a l  r a t  
ka l l ik re in  was 1.1 • 10 .4 M,  a n d  t h e  KM for t he  h y p e r -  
t ens ive  r a t  was  0.9 •  .4 M.  The i r  Vmaz was 300 a n d  
8 KU/mg/min,  respect ively .  

KaUikre in  f rom b o t h  n o r m a l  (0.5 ~g) a n d  h y p e r t e n s i v e  
(6.6 ~g) r a t  u r ine  was i n h i b i t e d  b y  a p r o n i t i n  in  a s imi la r  
way ;  50% of t he  i n h i b i t i o n  occur red  a t  t h e  i n h i b i t o r ' s  
c o n c e n t r a t i o n  of 0.8 a n d  0.9 K I U  (Figure 1). I n  b o t h  cases 
t he  O.D. o b t a i n e d  (253 [zU) was 0.120 in  10 rain.  I n  a n  
e q u i v a l e n t  a m o u n t  of P a d u t i n  (0.066 KU/ml ) ,  a 50% 
i n h i b i t i o n  was  r eached  b y  t h e  a d d i t i o n  of 0.5 K I U  of 
ap ron i t in .  These  resu l t s  show s imi la r  effects of a p r o n i t i n  
u p o n  e q u i v a l e n t  e n z y m a t i c  a m o u n t s  of u r i n a r y  ka l l ik re in  
e i the r  f rom n o r m a l  or h y p e r t e n s i v e  ra ts .  F u r t h e r m o r e ,  i t  ' 
d e m o n s t r a t e s  t h a t  t h e  a p r o n i t i n  has  a h ighe r  i n h i b i t o r y  
a c t i v i t y  upon  p a n c r e a t i c  ka l l ik re in  (Padu t in )  t h a n  on  t he  
r a t  u r i n a r y  kal l ikre in .  

D F P  a f t e r  60 and  120 m i n  of c o n t a c t  w i t h  t h e  enzyme,  
e i the r  f rom n o r m a l  or h y p e r t e n s i v e  r a t  ur ine,  p roduced  5 
a n d  75% of i n h i b i t i o n  respect ive ly .  U n d e r  s imi lar  con- 
d i t ions  P a d u t i n  was i n h i b i t e d  16~ a n d  31% af te r  60 
a n d  120 ra in  con tac t .  These  f igures  were ca lcu la ted  con-  
s ide r ing  t h a t  i sopropano l  p roduced  in  al l  t h e  m i x t u r e s  a 
m o d e r a t e  b u t  progress ive  increase  of t h e  es terase  ac t iv i ty .  

The  s imi la r  effects of t he  inh ib i to r s ,  t h e  s imi la r  K M  
for es terase  ac t iv i ty ,  a n d  t h e  s ame  r a t i o  b e t w e e n  t h e  
oxytoc ic  a n d  es terase  ac t iv i t i e s  e x h i b i t e d  b y  b o t h  
pur i f ied  ka l l ik re ins  f rom n o r m a l  a n d  h y p e r t e n s i v e  r a t  
ur ine,  give ev idence  t h a t  t he  m u c h  lower  ka l l ik re in  
a c t i v i t y  found  in t h e  l a t t e r  is due  n e i t h e r  to  t h e  presence  
of a n  inh ib i to r ,  no r  to  a chemica l  di f ference w i t h  n o r m a l  

1~ G. PORCELLI and H. R. CROXATTO, Ital. J. Biochem. 20, 66 (1971). 
13 S. J. HESTRIN, J. biol. Chem. 180, 249 (1949). 
14 I. TttRAUSCHOLD and E. W~LE, Hoppe Seylers Z. physiol. Chem. 

325, 48 (1961). 
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u r i n a r y  kal l ikre in ,  b u t  to  a decreased  exc re t ion  or p roduc -  
t i o n  of t h i s  e n z y m e  b y  t h e  k idneys  of t he  h y p e r t e n s i v e  
ra ts .  

Rdsumd. L ' a m o i n d r i s s e m e n t  de l ' a c t iv i t6  ka l l ik r6 in ique  
u r ina i r e  chez  les r a t s  h y p e r t e n d u s  ( t echn ique  de GROLL- 
~ASr t0) es t  due  5. une  d i m i n u t i o n  de l ' ~ l imina t ion  de cot 
enzyme,  pu i sque  la c in6 t ique  e n z y m a t i q u e ,  Fac t ion  des 
i n h i b i t e n r s  su r  l ' a c t iv i t6  es t6 ras ique  (sur B A E E )  et  

o x y t o x i q u e  es t  6gale &ce l l e  t rouv6e  chez  la kal l ikr~ine  
u r ina i r e  des r a t s  n o r m a u x .  
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Effect of Prostaglandin Et on Cholesterol Biosynthesis  in Rat Liver 

I n  1952 i t  was f i rs t  r e p o r t e d  t h a t  t he  inges t ion  of 
s y n t h e t i c  d ie ts  c o n t a i n i n g  a large p r o p o r t i o n  of vege tab le  
f a t  r esu l ted  in a r e d u c t i o n  in  t h e  level  ot p l a s m a  cho- 
les te ro lL S u b s e q u e n t  s tud ies  d e m o n s t r a t e d  t h a t  ~che 
isocaloric s u b s t i t u t i o n  of a n  u n s a t u r a t e d  fa t  d ie t  for  a 
s a t t l r a t ed  f a t  r esu l ted  in a decl ine of p ! a s m a  choles tero l  
c o n c e n t r a t i o n  ~-s. 

The  m e c h a n i s m  w h e r e b y  u n s a t u r a t e d  fa t  feeding 
lowers p l a s m a  choles tero l  is far  f rom be ing  clarified. Since 
t he  l iver  is r ega rded  as t he  m a j o r  source of c i rcu la t ing  
choles tero l  ~-~, t he  r e d u c t i o n  in p l a s m a  choles tero l  u n d e r  
these  d i e t a ry  cond i t ions  m a y  be  due to  a decrease  in t he  
choles te rogenic  ac t / c i ty  of t h e  l iver  i nduced  e i the r  b y  t h e  
p o l y u n s a t u r a t e d  f a t t y  acids  or b y  some of t h e i r  de r iva t i -  
ves. P o l y u n s a t u r a t e d  f a t t y  acids are p recursors  of 
p ros t ag land ins% Severa l  m a m m a l i a n  t i ssues  h a v e  been  
found  to  be capab le  of c o n v e r t i n g  p o l y u n s a t u r a t e d  f a t t y  
acids in to  p r o s t a g l a n d i n s  ~-s. 

It has also been postulated b y  I~UNZE and VOGT 9 that 
the rate of prostaglandins formation within a tissue is 
determined by the availability of the substrate for the 
PGE synthetase. Several lines of evidence indicate that 
increased release of prostaglandins in tissues occurs after 
i.v. administration of polienoic fatty acids i0 and phosho- 
l ipase A tz. 

F u r t h e r m o r e ,  in presence  of essent ia l  f a t t y  acids 
deficiency,  t he re  is a defec t  in  t h e  syn thes i s  of pros-  
t ag landinsaK Th i s  close assoc ia t ion  b e t w e e n  pol ienoic  
f a t t y  acids a n d  p r o s t a g l a n d i n s  sugges ted  us  a possible  
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Fig. 1. The effect of increasing amounts of PGE 1 on the incorporation 
of acetate-2-C ~4 into cholesterol (as digitonin preeipitable sterols) 
fatty acids and metabolic CO 2. Each flask contained liver slices 
(0.5 nim thick) and 5 mt of Krebs' bicarbonate buffer (pH 7.4), 25 
[xmoles of sodium acetate -2-Ct4(specific activity 0.05 [~Ci/{3.mole). 

mechanism of action of essential fatty acids on cholesterol 
biosynthesis. If it could be demonstrated that prostag- 
l and in s  h a v e  an  i n h i b i t o r y  effect  on hepa t i c  choles- 
terogenesis ,  t h e  decl ine in p l a s m a  choles te ro l  w h i c h  
fo l l ows  t he  inges t ion  of p o l y u n s a t u r a t e d  d ie t  could be  
exp la ined  in  t e r m s  of a n  increase  f o r m a t i o n  of P G E  1 
w i t h i n  t he  l iver.  

I n  order  to  shed  some l igh t  on  t h i s  hypo thes i s  we 
s tud ied  t he  in v i t ro  effect  of P G E  1 on  choles terol  s y n t h e t i c  
a c t i v i t y  of r a t  l ive r  slices. 

Materials a~,d methods. Male ~Vistar r a t s  (200-250 g) 
were used in th i s  s tudy .  L ive r  slices were i n c u b a t e d  in 
Krebs  b i c a r b o n a t e  buffer  in  p resence  of 14C-acetate a n d  
va r ious  a m o u n t s  of P G E  I (Upjohn ,  Company ,  Kala -  
mazoo,  Michigan,  49001). The  r a t e  of i nco rpo ra t i on  of 
label led  ace t a t e  in to  choles terol  (as d ig i ton in  p rec ip i t ab le  
sterols) f a t t y  acids a n d  me tabo l i c  CO 2 were assayed  as 
descr ibed  in a p rev ious  r e p o r t  tK 

Results and discussion. The  in v i t ro  effect  of PGE~ on 
t he  r a t e  of i n c o r p o r a t i o n  of label led  ace t a t e  in to  f a t t y  
acids, choles tero l  a n d  CO2 is i l l u s t r a t ed  in F igure  1. The  
add i t i on  of m i n u t e  a m o u n t s  of PGE~ to  t h e  i n c u b a t i o n  
s y s t e m  resu l t ed  in a s t i m u l a t i o n  of b o t h  choles terogenes is  
a n d  f a t t y  acid synthes is .  As t h e  c o n c e n t r a t i o n  of PGIE~ 
was increased  we obse rved  an  i n h i b i t i o n  of choles terol  and  
f a t t y  acids syn thes i s  as well  as a s ign i f ican t  r educ t i on  in 
t he  p r o d u c t i o n  of r ad ioac t ive  CO~. P G E  1 the re fore  
appea r s  to  have two oppos i te  effects on  t h e  i n c o r p o r a t i o n  
of ace t a t e  b y  l iver  slices, wh ich  is d e p e n d e n t  on  i t s  
c o n c e n t r a t i o n  in i h e  l iver  t issue.  As b o t h  f a t t y  acids a n d  
s terol  synthes is ,  as well  as CO2 p roduc t ion ,  are equa l ly  
af fected b y  P G E  t, i t  m a y  be  specu la ted  t h a t  PGE~ 
in ter feres  w i t h  t h e  f o r m a t i o n  of ac t ive  acetyl ,  t h e  
p recurso r  for t h e  b io syn the s i s  of f a t t y  acids  a n d  sterols.  
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