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Influence of Iproniazid Pretreatment on Forma- 
tion of Gastric Ulcers by Reserpine in the Rat 

Reserpine,  besides its effects on the central  nervous and 
card iovascular  sys tem,  has an impor tan t  influence on the 
gas t ro- intes t inal  t rac t .  This  drug s t imulates  gastric se- 
cret ion and mot i l i ty  ~-6 and increases the  product ion of 
gastric hemorrhagic  erosions af ter  l igation of the pylorus 
in rats  7,~. I t  has been demons t ra ted  tha t  this substance 
releases serotonin f rom the  brain and intestines 93°. The 
central  nervous  effects  of reserpine are markedly  changed 
after p r e t r e a t m e n t  w i th  iproniazid,  an inhibitor  of mono- 
amine oxidase,  which p reven ts  the  decreases of serotonin 
in the bra in  by  reserpine n,~z This  suggests tha t  the cen- 
t ral  pharmacologica l  actions of reserpine might  be due a t  
least  p a r t l y  to  a l te ra t ions  in the  monoamine  metabolism 
in the  bra in  as. 

The  s t udy  of t he  influence of p re t r ea tmcn t  with ipron- 
iazid (Marsilid II) on the  gastro- intest inal  effects of re- 
serpine m i g h t  give addi t ional  informat ions  on the work- 
ing mechan i sm of reserpine. 

In  a first  series of exper iments ,  the possible inhibitory 
influence of ip ron iaz id -p re t rea tment  on the production of 
gastr ic erosions in the  Shay- ra t  p repara t ion  was examined. 
60 ra ts  were d iv ided in 3 groups. One group served as a 
control ,  a second group received 5 mg/kg  reserpine intra- 
per i toneal ly  a t  the  t ime  of the  l igation of the pylorus, and 
the th i rd  group was in jec ted  wi th  iproniazid (100 mg/kg 
in t raper i tonea l ly  5 h before l igat ion of the  pylorus) and 
reserpine (5 mg /kg  a t  t he  t ime  of pyloric ligation). Liga- 
t ion of the  pylorus  was performed under  l ight ether 
anesthesia.  A t  least  48 h pr ior  to opera t ion  ali food had 
been removed .  W a t e r  was wi thheld  f rom the t ime of 
opera t ion  unt i l  sacrifice. 7~/e h af ter  the  pylorus tigation, 
the  ra ts  were killed, the i r  s tomach  removed,  the accumu- 
lated gastr ic  juice collected, and the gastric mucosa ex- 
amined  for ulcers or  erosions. 

The  resul ts  show t h a t  iproniazid markedly  inhibits 
the p roduc t ion  of gastr ic  hemorrhagic  erosions by reser- 
pine. Indeed ,  while  all the  animals  which had received 
reserpine alone, showed hemorrhagic  erosions of the 
g landular  pa r t  of the  s tomach  [an t rum and (or) corpus] 
71/2 h af te r  pytor ie  l igation, no such lesions were ob- 
served in the  reserpine animals  which had been pre- 
t rea ted  wi th  iproniazid.  The  ra ts  of the  control group 
also did no t  show gastr ic  erosions af ter  the same t ime 
interval .  
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The mean values of the pH,  free acidi ty,  and to ta l  
vo lume of the collected gastric juice showed no signif icant  
difference between the reserpine group and the iproniazid- 
reserpine groups. 

I t  has been fuund tha t  the serotonin precursor  5-hydro- 
xy t ryp tophan  inhibits gastric acid secretion 14. Yet,  con- 
s is tent ly lesions of the g landular  port ion of the  gastr ic  
mucosa were found in rats  af ter  a single inject ion of a 
high amount  of this subs tancc~.  Reserpine on the o ther  
hand,  which decreases and liberates the serotonin in the  
gastro-intestinal  tract ,  increases gastr ic acid secretion and 
ulcer formation.  Iproniazid, which is known to interfere 
with the metabol ism of the monoamines  inhibi ts  the  pro-  
ductkm of gastric erosions by reserpine. The possibil i ty 
exists tha t  this protect ive effect depends on the inter-  
ference of this substance with serotonin metabolism. 
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Rdsumd 
Chez le ra t  h pylore lid, la rdserpine (5 mg/kg) p rovoque  

l 'appari t ion prdcoce d'ulcOrations gastriques.  Ce ph6no- 
mbue fait  d6faut  si les rats  out  6% trait6s prdalablement  
par  l ' iproniazide, un iuhibi teur  tle la monoamino-oxydase .  
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Kompetitiver Antagonismus 
zwischen g-Strophanthin und Corticosteron an 

isolierten Streifen yon Rattenaorten* 

~ b e r  eine antagonist ische Wirkung wm 1)OC-Glycosid 
gegeniiber Azetylcholin am Froschherzen ber ichte te  
GROSS 1. H,~Et:F.LI2 wies am Froschrectus  eine H e m m u n g  
der Acetylcholin-Veratr in-  und Guan id inkon t rak tu r  durch 
verschiedene Nebennierensteroide,  Progesteron mad An- 
drogene nach. Wir  fauden, dass 1.)OC, Cort icosteron und 
Testosteron die dutch  Serotonin ausgeliiste Kont rak t ion  
der Ra t t enaor ta  hemmen.  Alle diese Igffekte sind insofern 
unspezifischer Natur ,  als offenbar  ganz beliebige Reiz- 
stoffe (bzw. Hemmstoffe)  durch Steroidhormone anta-  
gonisiert werden. Kiirzlich zeigte I.F-ONARD 3, dass I)OC 
und Progesteron sogar die elektrisch ausgel6ste Kon t rak -  
tion yon Kaninchenkarot iden hemmen.  

g-St rophanth in  erzeugt  in huher Konzent ra t ion  (10 -'t 
g/ml) an Aortenstrcifen yon Ra t t en  einen langsamen 
Tonusanstieg. XVir fanden, dass dieser Tonusanst ieg  durch 
Corticosteron gehemmt  wird, Es stell te sich die Frage,  ob 
es sich such hierbei um cinch unspezifischen Ef fek t  han-  
dell  odor ob, wie sich aus der chemischen Verwandtschaf t  
tier Substanzen ve rmuten  lltsst, ein echter  Antagonismus  
vorliegt.  Zur Kl{trung dieser Frage wurde versucht ,  die 
Kinet ik der H e m m u n g  zu analysieren. 

Thoraxaor ten  w m  Ra t t en  wurden e twa  15 h bei 4°C 
aufbewahrt ,  in spiralige Streifcn (VURClmOTT und BmX- 
1)RAKOM 4) VOII 1--1,5 m m  Breite geschni t ten und in einer 

* l)iese Arbcit wurde ermllglicht dureh ein Stipendiunl der *Stif- 
tung dcr CIBA Iiir naturwissenschaftlk:he, medizinisehe und teeh- 
nische Forschung*. 
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