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effects from the t rea tment  with this compound were ob- 
served either in cell suspension or organ culture x~,xe. 

Zusammen]assung. Der Einfluss vom Kalbsthymus 
Histon (CTH) und seines diazotierten Derivatives (DCTH) 
auf Vitalit~t und Zelldifferenzierung verschiedener Ge- 
webe des Hiihnerembryos wurde geprtift, Die LD60 ffir 
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CTH wurde bei 25/~g/ml der Zellsuspensionen festgestellt. 
Es wurden keine bedeutenden Smderungen in der Dii- 
ierenzierung der embryonalen Gewebe in Kulturen bei 
sublethalen Konzentrationen gefunden. 
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Variat ion  in Intest inal  Sero ton in  Leve ls ,  and the  
Effect of Reserpine  in S p r a ~ u e - D a w l e y  Rats  f r o m  

Different Sour c e s  

Approximately 60% of the total  body serotonin in rats 
is present in the gastrointestinal mucose x. Consequently, 
this tissue has been used frequently to s tudy the effects 
of various drugs on serotonin metabolism. In  earlier 
communications it  has been reported that  fasting ~ and 
prior exposure of the rat to anesthetic agents 8 adversely 
affect bowel serotonin. Of greater importance is tha t  both 
sex and strain differences of statistical significance exist 
in bowel serotonin levels in rats of Sprague-Dawley origin 
from different suppliers 4. Because of this lat ter  finding it 
would seem important  to identify the strain of the experi- 
mental animal, and also the laboratory of origin. I t  seems 
reasonable to assume tha t  the failure to reproduce pub- 
lished experiments may depend in par t  (even when ex- 
treme care is observed to follow reported techniques) on 
strain differences in drug metabolism or response. In vivo 
experiments are subject to the intrusion of many varia- 
bles, such as diet, alterations in room temperature or 
housing, seasonal or circadian influences etc. While in- 
vestigating the effect of reserpine on bowel serotonin 
metabolism one shipment of rats was found to respond 
poorly to the depleting effect of this amine. Because no 
satisfactory explanation could be found to account for 
this finding, the source of the animals was investigated, 
The standing order of rats shipped every 2 weeks, rou- 
t inely came from the Charles River  laboratories'  breeding 
shed I. However, on this occasion rats had been shipped 
from breeding shed IV. Both of these sheds contain 
colonies of randomly-bred rats of Sprague-Dawley off- 
gin 5, but  maintained separately and autonomously. I t  is 
generally realized tha t  animals of a second species may 
respond differently to drugs or experimental  procedures. 
However, of equal importance is the fact that  animals of 
the same species, and from the same supplier, may exhibit  
variations in drug response. The purpose of this commu- 
nication is to emphasize the fact that  animals of the same 
species may differ greatly, and tha t  this difference may 
introduce an important  source of biological error. 

Male Sprague-Dawley rats weighing between 200-300 g 
from the Charles River  breeding sheds I and IV were used. 
Animals were kept in colony cages and fed commercial 
Purina rat  chow with a t ryptophan content of 0.220/0. To 

avoid any possible circadian influences on serotonin levels 
(to date only reported for ra t  braine), rats were always 
killed between 0800 and 1000 on the day of assay. Rats 
were decapitated by a small animal decapitator (Harvard 
Apparatus Co. Inc., Dover, Mass.), without  prior exposure 
to anesthesia. Five to eight 1/~ inch segments of jejunum 
commencing 6 inches distal to the pytoric sphincter were 
taken from each rat. Details of our method of mucosa mus- 
cle separation and spectrophotofluorometric analysis have 
been reported previously 4. Reserpine (5 mg/kg) was in- 
jected i.p. in one dose. Rats  killed at 0 time received i.p. 
saline. 

Results were compared statistically using the t test and 
are indicated in the Table. There is a statistically signifi- 
cant difference between the values at 0 time in rats from 
the 2 separate strains (p < 0.025). Although a depletion 
of j ej unal serotonin develops following reserpine, reaching 
a maximum at  4 h in both groups, the fall is greater and 
more prolonged in those rats from shed I. The maximum 
falI in serotonin concentration is 54% for the rats from 
shed I, and 19% for the rats from shed IV. The reason(s) 
for this discrepancy between the untreated and the reser- 
pine pretreated rats is not  clear, and certainly calls for 
further study. The li terature contains conflicting reports 
of the effect of reserpine on bowel serotonin levels, tn  the 
rat, ERSPAMER has shown tha t  minimal serotonin deple- 
tion occurs following reserpine 7, while MORAN and 
W~.STERHOLM s report no effect on serotonin levels follow- 
ing reserpine. SANYAL and WEST 9 on the other hand 
report depletion of rat  intestinal serotonin by pretreat-  
ment  with reserpine; however, these authors give no 
actual values. This divergence of opinion may in par t  be 
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Serotonin levels in/2g/g mueosa q- 1 standard error, and as a % of 
control values in rat jejunal mucosa before and after reserpine (5.0 

mg/kg i.p.) in 2 strains of rats 

% Shed IV~ % p value 

Time Rat SOurce 
ia h post- 
injection Shed I 

0 7.5I ~: 0.28 100 6.80 :i: 0.19 100 < 0.025 
(17) u {26) 

0.5 8.37 :t: 0.23 111~ 6.44 :tz 0.35 95 < 0.001 
(15) (5) 

2 4.74 -4- 0.24 63 5.79 :I: 0,17 85 < 0.005 
(13) (14) 

3 3.88 :t: 0.09 52 5.95 :k 0.25 88 < 0.001 
(23) (lO) 

4 3.48 :t: O.ll 46 5.53 ::t: 0.17 81 < 0.001 
(~7) (26) 

16 
5.01 :I:: 0.16 67 6.81 :t: 0.27 i00  < 0.001 
(8) 02) 

Indicates the breeding shed of origin at Charles River labora- 
tories. Each shed being of separate Sprague-Dawley origin and 
autonomous. ~ Indicates the number of rats. o Results expressed as 
a % of the values at 0 time. 
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exp l a ined  b y  such  fac to rs  as i n d i c a t e d  in t h i s  s h o r t  com-  
m u n i c a t i o n .  

I t  is  un l ike ly  t h a t  a more  r ap id  m e t a b o l i s m  of r e se rp ine  
i n  t h e  a n i m a l s  f rom s h e d  I V  was  r e spons ib le  for  t h e  dif-  
ferences  no ted ,  as t h e  d e v e l o p m e n t  of a n d  pe r s i s t ence  of 
sys t emic  s igns of r e se rp ine  t r e a t m e n t  were s imi la r  in  t h e  
2 g roups  ~0. 

Zusammvn]assung. E s  w u r d e  e in  s t a t i s t i s c h  ges i che r t e r  
u n t e r s c h i e d l i e h e r  S e r o t o n i n g e h a l t  im  D a r m t r a k t u s  zweier  
u n a b h ~ n g i g  gez t i ch te t e r  R a t t e n g r u p p e n  v o n  Sprague -  
Dawley  A b s t a m m u n g  u n d  ih re  un t e r s ch i ed l i che  An-  
s p r e c h b a r k e i t  au f  d ie  S e r o t o n i n  en t l e e r ende  W i r k u n g  des 
R e s e r p i n s  ge funden .  
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Zur Spezifit~it des durch Bradykinin, Kallidin 
Und Met-Kallidin aus~el6sten Blutdruckreflexes 

an der Katze 

~i. ]3ei in t raax te r ie l l e r  G a b e  yon B r a d y k i n i n  in  die isol ier te  
m te rp fo t e  d e r  K a t z e  k o m m t  es zu e ine r  V a s o k o n s t r i k -  

~ion im p e r i p h e r e n  Gefi issgebiet  1. Die  q u a n t i t a f i v e n  Ver-  
~taltnisse fiir B r a d y k i n i n  u n d  Ka l l i d in  w u r d e n  y o n  uns  
~ereits dargeste l l t~ .  U b e r  die  p h a r m a k o l o g i s c h e  Bee in-  
f lussung de r  Gef~issverengung d u t c h  S y m p a t h i k o l y t i k a  
Vora ~. u n d  fl-Typ, Koka in ,  G u a n e t h i d i n  u n d  R e s e r p i n  
haben  wir  k t i rz l ich b e r i c h t e t  8. D a n a c h  i s t  zu v e r m u t e n ,  
d ass B r a d y k i n i n  o h n e  V e r m i t t l u n g  y o n  K a t e c h o l a m i n e n  
. Irek-t a m  Gefiiss angre i f t .  D a r i i b e r  h i n a u s  16sen K i n i n e  
~ t  K~Srper des Tieres  e inen  B l u t d r u c k r e f l e x  u n d  e ine  

~_i~ eras t i rau la t ion  v o n  k u r z e r  D a u e r  aus  (LIM e t  al.  4-6 
AS~IMOTO e t  al.  7 WIEG:ERSHAUSEN u n d  I~t~INCKE~). 
Mit  dieser  Mi t t e i l ung  b e a b s i c h t i g e n  wi r  e ine E r w e i t e -  

erng Unserer  B e f u n d e  insofern ,  dass  wi r  m i t  de r  v o n  uns  
t" reits gesch i lde r t en  Me t hode  ~ a n  K a t z e n  a u c h  R e a k -  
lOnen de r  N i c k h a u t  e r f a s s t en  u n d  e in  wei teres  Kin in ,  das  

Me t 'Ka l l i d in  s, in  unse re  U n t e r s u c h u n g e n  e inbezogen .  I n  
dieser Ver suchs re ihe  s t a n d  v o r  a l l em die p h a r m a k o l o g i -  
~ h e  Bee in f lussun~  des  r e f l ek to r i s chen  G e s c h e h e n s  a m  

anzf ier  i ra  V o r d e r g r u n d ,  d a  a u c h  a n d e r e  S u b s t a n z e n ,  
Wie zum Beispiel  das  Ace ty lcho l in ,  / ihnl iche  R e a k t i o n e n  

~usl6sen kShnen .  1 1 t r a a r t e r m l l  m dm lso • Met -Kal l id in  (10-20  /~g/T'er) "n . . . .  - 
ierte R x t r e m i t ~ t  ge~eben  f f ihr t  q u a l i t a t i v  zu den  glei-  

IC • eak t lonen ,  wm wlr  sle b e r m t s  m l t  d e n  a n d e r e n  
Z ln lnen b e o b a c h t e n  k o n n t e n .  D a r t i b e r  h i n a u s  wi rd  im 

USararaenhang m i t  de r  d u r c h  die K i n i n e  ausge lSs ten  

S t i m u l a t i o n  des  s y m p a t h i s c h e n  Sys t ems  die N i c k h a u t  
regelm/iss ig  k o n t r a h i e r t .  E s  i s t  s e h r  wahrsche in l i ch ,  dass  
die a f fe ren te  E r r e g u n g  f iber  sensible  S t r u k t u r e n  des 
N. i sch iad icus  ge le i te t  wi rd  4. Die  A b s c h w / i c h u n g  bzw. 
das  V e r s c h w i n d e n  d e r  Ref l exe  i m  Ver l au f  des  Ve r suchs  
lt~sst s ich  wen ige r  d u r c h  e ine  T a c h y p h y l a x i e  e rk l~ren ,  ats  
v i e l m e h r  d u r c h  eine z u n e h m e n d e  A b n a h m e  des  Le i tungs -  
v e r m 6 g e n s  des N e r v e n  infolge de r  s ich a u s b r e i t e n d e n  
n e r v a l e n  Anox ie  be i  ltLngerer Ve r suchsdaue r .  

Bei  m o l a r e m  Verg le ich  e in iger  b e k a n n t e r  S u b s t a n z e n ,  
die e inen  B l u t d r u c k r e f l e x  aus lSsen  kSnnen ,  e rweisen  s ich  
K i n i n e  als h o c h  spezi f iseh (Tabelle) .  H i s t a m i n ,  das  eben-  
falls p e r i p h e r  v a s o k o n s t r i k t o r i s c h  wi rk t ,  i s t  in  e iner  Do- 
s i e rung  bis  zu 400 #g  n i c h t  in  der  Lage,  a n  de r  K a t z e  
e inen  B l u t d r u c k r e f l e x  zu induz ie ren ,  i m  Gegensa t z  zu den  
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