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AGG T -3’, 456 pb.
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WT mice V1aR KO mice

A O Salineip ' B O salineip
__ I AVP (18 nmol/kg) ip — . AVP (18 nmol/kg) ip
B 2.0 . 2 2.0
: . T2
£ 157 . T £ 157
~§ °
S10{ . T 8 1.0
ol 7| s
T 0.5 S 0.5
= =
: :
© 000 4 2 3 6 %705 4 2 3 6
Time (hour) Time (hour)

X5 AR~ R(A), AYF LI Via ZBZEREB<7Z(B), Vla

V1bR KO mice

C O salineip
. Il AVP (18 nmol/kg) ip
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[ICV] [IP]
Vehicle Saline
Vehicle AVP

ER00

-
(%)}
1

** *k Kk
ok

Wik

=
3
1

HH“ WF

SR49059 Saline
SR49059 AVP

*t *k Kk

Cumulative food intake (g)
s
]

S
(=)
|

0.5h

3h

6h

Tlme after |nject|on (hour)
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K (saline, 10 ml/kg) 72133V 7L (AVP, 20 nmol/kg) & JEIEN X 5-4 5 H1IZ, MIM=ENIZ Vehicle (0.1%
DMSO % & de AR K, 2 pL) b LLIT Via 2 AL EHA] SR49059 (100 pmol, 2 pL) %&Efw_o *p < 0.05, **p <

0.01 by one-way ANOVA followed by Tukey’s test.
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Summary

Salt is an essential mineral for homeostasis and is an important ingredient to induce salt taste. Furthermore,
salt may induce satiety and fulfilment, however, the underlying mechanisms remain unproved. Salt intake
increases the extracellular fluid osmolarity, thereby promoting the release of the posterior pituitary hormones
oxytocin and arginine-vasopressin (AVP). Peripheral oxytocin and AVP reportedly reduce food intake, and
oxytocin-induced anorexigenic effect involves vagal afferent nerves. On the other hand, the mechanism of
AVP-induced suppressing food intake is unclear. In the present study, we examined whether AVP directly acts
on vagal afferent neurons through AVP receptor, and whether this action on vagal afferents suppress food intake.

We examined effects of AVP on cytosolic Ca* concentration ([Ca*'];) using ratiometric fura-2
microfluorometry in the neurons isolated from the vagal afferent nodose ganglion of C57BL/6J mice. AVP
increased [Ca®']; in single nodose ganglion neurons (NGNs). The incidence of [Ca®']; responses to AVP showed a
concentration-dependency, with a maximal value around 15% at 10" and 107 M. AVP failed to increase [Ca®']; in
NGNs from vasopressin Vla receptor knockout (V1aR KO) mice. Intraperitoneal administration of AVP
decreased food intake in wild-type mice, but not V1aR KO mice. AVP-induced anorexigenic effect was blunted by
subdiaphragmatic vagotomy. In contrast, when intracerebroventricular injected V1aR antagonist (SR49059) did
not affect the AVP-induced anorexigenic effects. In conclusion, AVP directly activates vagal afferents via V1aR,
thereby suppressing food intake. This vagal afferent-mediated effect of AVP might be involved in salt-induced
satiety.



