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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
cardiovascular system, has an important influence on the
gastro-intestinal tract. This drug stimulates gastric se-
cretion and motility*% and increases the production of
gastric hemorrhagic erosions after ligation of the pylorus
in rats?® It has been demonstrated that this substance
releases serotonin from the brain and intestines®!®. The
central nervous effects of reserpine are markedly changed
after pretreatment with iproniazid, an inhibitor of mono-
amine oxidase, which prevents the decreases of serotonin
in the brain by reserpine 12, This suggests that the cen-
tral pharmacological actions of reserpine might be due at
least partly to alterations in the monoamine metabolism
in the brain?s,

The study of the influence of pretreatment with ipron-
iazid (MarsilidR) on the gastro-intestinal effects of re-
serpine might give additional informations on the work-
ing mechanism of reserpine.

In a first series of experiments, the possible inhibitory
influence of iproniazid-pretreatment on the production of
gastric erosions in the Shay-rat preparation was examined,
60 rats were divided in 3 groups. One group served as a
control, a second group received 5 mg/kg reserpine intra-
peritoneally at the time of the ligation of the pylorus, and
the third group was injected with iproniazid (100 mg/kg
intraperitoneally 5 h before ligation of the pylorus) and
reserpine (5 mg/kg at the time of pyloric ligation). Liga-
tion of the pylorus was performed under light ether
anesthesia. At least 48 h prior to operation all food had
been removed. Water was withheld from the time of
operation until sacrifice. 71/, h after the pylorus ligation,
the rats were killed, their stomach removed, the accumu-
lated gastric juice collected, and the gastric mucosa ex-
amined for ulcers or erosions.

The results show that iproniazid markedly inhibits
the production of gastric hemorrhagic erosions by reser-
pine. Indeed, while all the animals which had received
reserpine alone, showed hemorrhagic erosions of the
glandular part of the stomach [antrum and (or) corpus]
7'/, h after pyloric ligation, no such lesions were ob-
served in the reserpine animals which had been pre-
treated with iproniazid. The rats of the control group
also did not show gastric erosions after the same time
interval.
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The mean values of the pH, free acidity, and total
volume of the collected gastric juice showed no significant
difference between the reserpine group and the iproniazid-
TeSCerpine groups.

1t has been found that the serotonin precursor 3-hydro-
xytryptophan inhibits gastric acid secretion, Yet, con-
sistently lesions of the glandular portion of the gastric
mucosa were found in rats after a single injection of a
high amount of this substance®, Reserpine on the other
hand, which decreases and liberates the serotonin in the
gastro-intestinal tract, increases gastric acid secretion and
ulcer formation. Iproniazid, which is known to interfere
with the metabolism of the monoamines inhibits the pro-
duction of gastric erosions by reserpine. The possibility
exists that this protective effect depends on the inter-
ference of this substance with serotonin metabolism.
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Résumé
Chez le rat & pylore lié, Ia réserpine (5 mg/kg) provogue
Papparition précoce d'ulcérations gastriques, Ce phéno-
méne fait défant si les rats ont été traités préalablement
par Uiproniazide, un inhibiteur de la monoamino-oxydase.
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Kompetitiver Antagonismus
zwischen g-Strophanthin und Corticosteron an
isolierten Streifen von Rattenaorten*

{Sber eine antagonistische Wirkung von DOC-Glycosid
gegeniiber Azetyleholin am  Lroschherzen berichtete
Gross?!, HAEFELL? wies am Iroschrectus cine Hemmung
der Acetylcholin-Veratrin- und Guanidinkontraktur durch
verschiedene Nebennierensteroide, Progesteron und An-
drogene nach. Wir fanden, dass DOC, Corticosteron und
Testosteron die durch Serotonin ausgeloste Kontraktion
der Rattenaorta hemmen. Alle diese Effekte sind insofern
unspezifischer Natur, als offenbar ganz beliebige Reiz-
stoffe (bzw. Hemmstoffe) durch Steroidhormone anta-
gonisiert werden. Iirzlich zeigle LEONARD?, dass DOC
und Progesteron sogar die clektirisch ausgeléste Kontrak-
tion von Kaninchenkarotiden hemmen,

g-Strophanthin erzeugt in hoher Konzentration (107
g/ml) an Aortenstreifen von Ratten einen langsamen
Tonusanstieg. Wir fanden, dass dieser Tonusanstieg durch
Corticosteron gchemmt wird, Es stellte sich dic Frage, ob
es sich auch hierbei um cinen unspezifischen Effckt han-
delt oder ob, wie sich aus der chemischen Verwandtschaft
der Substanzen vermuten lisst, cin echter Antagonismus
vorliegt. Zur Klirung dieser Frage wurde versucht, dic
Kinetik der Hemmung zu analysieren.

Thoraxaorten von Ratten wurden etwa 15 h bei 4°C
aufbewahrt, in spiralige Streifen (Furcncott und Bia-
prakonm?) von 1-1,5 mm Breite geschnitten und in einer

* Diese Arbeit wurde ermisglicht durch ein Stipendium der « $tif-
tung der CIBA fiir naturwissenschaftliche, medizinisehe und tech-
nische Forschung»,
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