15,1,
1967 Specialia 67
Transmembrane potentials recorded from rabbit sinoatrial node before and after perfusion with histamine 10-¢ g/mi®
AR/min AP {mV) MDP (mV} TP (mV) MDP-TP SPP DAP,
(mV} (mV/sec) (sec)

Co

ntrols {137) 109 4 1.3 56 4 1.1 554 0.8 47 + 0.8 8.4+03 24 + 0.7 115 4- 2.1
Hi ; .

Stamine (40) 154 4- 2.2 58 4+ 1.7 52423 334 1.7 204+ 1.0 132 4 6.4 112 4 4.6

* Me
40 values 4 S.E,; No. of observations in parentheses.

f;z:g’et 10 times and the following measurements were
Plity dOf the Projected image: AR = atrial rate; {XP = am-
astol; e of the action potential; MDP = maximum di-
= < POtentlal; TP = threshold potential; MDP-TP
. mplitude of the pace-maker potential; SPP = slope of
Dot Pace-maker potential; DAP , = duration of the action
entia] measured at 509, of its height.
e ecltStamm-e 10-% g/ml produces a positive chronotropic
epo a€»soc;ated with a sharp increase in the spontaneous
; arization rate, as qualitatively shown in the Figure.
evalugléantltatwe effep‘cs of histamine action have been
cells befd by comparing the data obtained from several
of 46 €iore and after histamine treatment. Mean values
reat PaCe-rpaker cell po?entials recorded during histamine
Wher;n:m in 13 experiments are shown in the Table,
tials 5 hey are compared with the values of 137 poten-
fion 0?corded in the same experiments before administra-
Make the dm.}g. The AR, SPP and MDP-TP of the pace-
du%dr potential are markedly enhanced, the TP is re-
Ciable' Wh}le .the AP, DAP and MDP do not show appre-
nif Variations. All these changes are statistically sig-
Icant ‘(p < 0.001).
ear?;r 'fmdin.gs show that hista',mine has an effect on
gen Sinoatrial node cells consisting of an increase in
€rator potential steepness. This action produces an

Bowet Serotonin Levels in the Fasted and Non-
Fasted Sprague-Dawley Rat

ma’,l';lelf §astrointestinal tract of the rat contains gpgrox?—
Prose ¥ 60%, of its total body serotonin®. The majority is
taf finnt in the mucosa®3, where it arises from the argen-
quenﬂcells“. ~Levels of the amine have been reported fre-
tiona] Y and in a variety of animals®¢, however its func-
the effSIgmflcancg is unknown. Unambiguous reports of
ere ects of feeding or fasting on bowel serotonin lévels
o efxfmt to be found in the literature, yet in evaluating
ede ects qf drugs or in vitro studies the effects of ante-
8&stnt feeding or fasting might be important. Certainly
foduodenal histamine levels are significantly elevated
©r fasting in rats?.

D&wle results of our experiments with ferqale Sprague-
boweey rats offer proof that a 16 h fast increases the
tissug muco;al serc\topin levels signiflcantly_ in 8 of the 14
ion S Stu.dled. Details of our method of tissue prepara-
i (;;md its efficacy) and spectrophotofluorometric ana-

40 Cave been published elsewhere?,
Dety, harles River female Sprague-Dawley rats weighing
€en 220 and 290 g were fed Purina laboratory chow,

increase in frequency discharge of both impaled pace-
maker and atrial cells, as revealed by surface electro-
grams. Moreover, our results suggest a possible explana-
tion for the positive chronotropic effect of histamine
which is released during heart anaphylaxis in vitro?-%.

Riassunto. ¥ stato dimostrato che listamina ha un
effetto sulle cellule del nodo seno-atriale del cuore di
coniglio. Tale effetto consiste in un marcato aumento
della velocitd di depolarizzazione del potenziale «pace-
maker», cui consegue un effetto cronotropo positivo.
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with a tryptophan content of 0.229,. The rats were ran-
domly allocated to 2 groups. To avoid any possible cir-
cadian influences — to date only reported for brain® —rats
were always assayed between 08.30 and 10.00 h. The
rats in group 1 were assayed after an overnight {16 h)
fast, while rats in group 2 had ad libitum access to both
food and water prior to assay. The tissues sampled were:
esophagus, stomach fundus, stomach body and pyloric
antrum, upper and lower duodenum, mid-jejunum, termi-
nal ileum, appendix, cecum, ascending, transverse, and
descending colon, and proximal rectum. Serotonin was
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assayed by Bocpanski’s method? Results were calcu-
lated from a graph drawn daily from standard serotonin
solutions (prepared in 0.1N HCl) and a reagent blank
(0.1 N HC), both of which were carried through the ex-
traction procedure. Values are expressed as ug/g mucosa
(wet weight).

The 2 groups of rats are shown in the Figure. Each
point represents the mean of 15-20 estimations. Differ-
ences between the mean values for cach tissue in the
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Mean values 4 1 S.15. for esophogeal (E), stomach fundus (SF),
stomach body (SB), pyloric antrum {PA), upper and lower duodenum
(UD, LD), mid-jejunum (M]), terminal ileum (TI), appendix (A),
cecum (C}, ascending, transverse and descending colon {AC, TC, DC},
and proximal rectum {R), serotonin in fasted and non-fasted rats.
Each point is the mean of 15-20 estimations, and the p value (deter-
mined with the Student ¢ test) for each pair is indicated.

Experientia 23/1

fasted and non-fasted rats were determined using the
Student ¢ test. With the exception of the stomach fundus:
all the tissues from the esophagus to the appendix in the
fasted rats demonstrate an increase in mucosal serotoni?
compared to the non-fasted animals. The largest increase
is seen in the pyloric antrum and appendix, while ﬂ}e
amine levels from the cecum to the rectum are similar 1?
both groups.

The physiclogical function of bowel serotonin is ui”
known. However, the most likely role appears to be ass0”
ciated with peristalsis 9,11, It is interesting therefore, that
in the proximal gastrointestinal tract, which is relatively
empty after a 16 h fast {the rodent colon being mor®
resistant to depletion of food residues than the small
bowel), higher levels of serotonin are evident. These
higher mucosal serotonin levels may assume importanc®
when evaluating the in vivo and in vitro effect of drugs s

Zusammenfassung. Der Serotoningehalt der Darm-
mucosa aus 14 Schnittpriparaten von Sprague-Dawley
Rattenweibchen nach 16-stindigem Fasten und nach
normaler Fiitterung wurde bestimmt. Gréssere Serotonin”
gehalte wurden im oberen Teil des Verdauungstraktus
(ausschliesslich den Magenblindsack) der Hungertier®
gefunden.
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Effect of the Mast Cell Disruptor B.W. 48/80 on
Dietary Atherosclerosis in the Male Rabbit

It has been claimed that there is a relationship between
tissue mast cell population and the incidence of athero-
sclerosis?, Studies have been carried out in our laboratory?
and in another laboratory?® to determine the role of the
mast cells on the development of atherosclerosis in the rat.
The synthetic polymer compound 48/80 (Burroughs Wel-
come Inc.), a drug having mast cell depletion properties,
was used?, Rats fed high cholesterol diet and injected
with compound 48/80 for 3 months or longer failed to
demonstrate atherosclerosis 28 and showed an increase in
the lipoprotein lipase activity of the arterial wall (aorta)®.

To test further the hypothesis that compound 48/80
protects against the development of atherosclerosis, ex-
periments were carried out on rabbits — animals in which
atheroma is easily produced by dietary means. 32 male
rabbits of undetermined strain with an initial body weight
of about 1600 g, were distributed in 6 groups: (A) Control

animals, receiving common rabbit diet; injected daily with
saline solution i.p. {B) Animals receiving 1 g cholesterol
daily added to the diet; injected with saline solution i.p-
(C) Rabbits receiving common diet; injected with com-
pound 48/80 (1.5 mg/day/kg body weight) i.p. (D) Animals
receiving 1 g cholesterol daily added to the diet; injected
with compound 48/80 (1.5 mg/day/kg body weight) i.p-
(The animals of these four groups were maintained for
about 65 days under experimental conditions, then sacri-
ficed by bleeding.) (E) Animals receiving common diet
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