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plus theophyl l ine ,  1 X 10-3M, was somewha t  puzzling.  
There  was a smal l  increase  in enzyme  output ,  a mod e ra t e  
increase in volume,  and  a small  decrease in enzyme con- 
cen t ra t ion  over  t h a t  observed when  only D c A M P  was 
added.  Synergis t ic  s t imula t ion  of enzyme  concen t ra t ion  
and ou tpu t  by  theophyl l ine  in combina t ion  wi th  D c A M P  
m a y  be masked  by  a separa te  an tagonis t ic  secret in-l ike 
effect  of theophyl l ine .  

Cyclic AMP is known to serve a regula tory  role re la ted 
to  a n u m b e r  of enzyme  act ivi t ies  and  ho rmona l  sys tems.  
DcAMP add i t ion  p roduced  increased enzyme o u t p u t  wi th  
l i t t le secre tory  volume change. This m a y  ref lect  an absen t  
role for cAMP in the  regula t ion of secret in  ac t iv i ty  in the  
in vi t ro  r abb i t  pancreas  p repa ra t ion  or a concen t r a t i on  of 
D c A M P  insuff ic ient  to  s t imula te  secret in  ac t iv i ty .  Theo- 
phyl l ine  enhances  enzyme ou tpu t  in the in vi t ro  r abb i t  
pancreas  p repara t ion ,  mos t  p robab ly  on the  basis  of 
phosphodies te rase  inhibi t ion.  Secondly,  it  appears  theo-  
phyl l ine  has a second secretin-l ike effect  on pancrea t ic  
secret ion which m a y  be unre la ted  to cAMP ~3,24. 

Zusammen/assung. Nachweis ,  dass  die Zufuhr  von  di- 
bu ty ry l -zyk l i schem AMP (DcAMP) in vi t ro  die E n z y m -  

p roduk t ion  e rh6ht  und  zwar  mi t  nur  geringer Gewichts-  
ver~nderung  des Kan inchenpankreas .  Die E n z y m p r o -  
duk t ion  wird ebenso durch Theophyl l in  v e r m e h r t  u n d e s  
wird  ve rmute t ,  das  D c A M P  der  Vermi t t l e r  der  pankreozy-  
men  Wi rkung  im IZaninchen ist. 
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Failure of the D-Analog of Angiotensin II-Amide [D-asp (NH2)-D-arg-D-val -D-tyr-D-val -D-his -D-  
prol-D-phe (OH)] to Influence Water Diuresis in the Rat ~ 

An analog of valS-angiotensin I I - amide  composed  of the  
D-amino acids ins tead of the  L-amino acids has been syn- 
thesized by VOGLER et  al. ~ and proved  biologically in- 
act ive on the  guinea-pig i leum (which cont rac t s  under  the  
influence of vaP-ang io tens in  I I -amide)  and on the  ca t ' s  
blood pressure.  

Val-5-angiotensin I I - amide  possesses a na t r iure t ic  and 
diuret ic  effect in the  ra t  (PETERS z, BONJOUR et al. 4,s) 
which,  in animals  in wa te r  diuresis, results  in a large in- 
crease in the  osmolar  clearance w i thou t  a no tab le  change  
or wi th  a sl ight increase in the  clearance of free water .  The 
presen t  expe r imen t s  were unde r t aken  in order  to check 
whe the r  the  D-analog shared  th is  somewha t  peculiar  
effect  of L-valS-angiotensin I I -amide .  

Urine flow Cos~ CH.2o 
(ml/kg/min) (ml/kg/min) 

"Water diuresis was induced in a group of 10 ra ts  by  
infusing a hypoton ic  solut ion of  glucose and fructose con- 
ta in ing  minimal  a m o u n t s  of NaC1 (BoNJOUR et  al.5). 
Af te r  equi l ibrat ion and a few control  periods,  the  D- 
analog of angiotens in  I I - amide  (kindly supplied by  Dr. 
R. O. STUDER, H o f f m a n n - L a  Roche Ltd. ,  Basel) was added  
to  the  infusion fluid at  a ra te  of 0.25 [xg/animal/min. No 
change occurred in urine flow. The same expe r imen t  was 
repea ted  in a second group of animals,  increasing the  dose 
of the  D-analog of angio tens in  I I  to  2.5 ~g/animal /min .  
This  h igher  dose also p roved  comple te ly  ineffect ive 
(Table). 

Zusammen/assung. W/ihrend L-valS-Angiotensin I I  bei 
R a t t e n  einen ausgesprochenen  d iure t i schen  Ef fek t  zeigt, 
fehl t  diese Wi rkung  bei dem D-Analogon. 
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Control periods 0.59 i 0.05 0.28 • 0.03 0.30 -E 0.02 

n-angiotensin 
(2.5 [xg/min) 

1-15 min 0.62 ~= 0.05 0.32 i 0.02 0.30 • 0.03 
16-30 nfin 0.57 • 0.05 0.31 -4- 0.03 0.26 i 0.03 

Control periods 0.60 4- 0.04 0.33 ~ 0.02 0.27 -t= 0.02 

Urine flow, osmolar clearance (CosM) and clearance of free water 
(CH~o) in a group of 10 rats in water diuresis, as influenced by 
D-angiotensin. Values are means • standard error (S.E.). 
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