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WFIE A R oM E (% ) : By the electroencephalographic measurement after
intraperitoneally administration and oral administration of oxypinnatanine in mice,
the increase in amount of sleep was observed only in the oral administration.

And it was clear that the concentration in the blood showed lower level after an oral
administration of oxypinnatanine from the measurement of the concentration of
oxypinnatanine in the blood.

It was clear that oxypinnatanine was metabolized in the body of the mouse and its
metabolite showed the effect.

We demonstrated that from consideration of the metabolism in the liver and the
stability in the artificial intestinal fluid or artificial gastric fluid of oxypinnatanine,
oxypinnatanine are not metabolized in the liver, stomach, and intestine.

Possibility that oxypinnatanine show the sleep improvement effect by the heat release
associated with peripheral vasodilation, was suggested from the results of temperature
measurement using thermography.
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Time courses of the hourly amount of
wakefulness, NREM sleep, and REM sleep for 24
h (A) after the administration of vehicle (O) or
oxypinnatanine (@) at a dose of 10 mg/kg (7= 6).
Each circle represents the hourly mean + SE of
NREM sleep.
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Fig. 2 Total time spent in wakefulness, NREM
sleep and REM sleep for 3h after the
administration of vehicle (open columns) and
oxypinnatanine (closed columns) at a dose of 5,
15 or 30 mg/kg. Each value represents mean =+
SE (n=8). *¥p<0.01, compared with vehicle
control and Tp<0.05 versus 5 mg/kg by one—way
ANOVA with Sceff’ s test. F-value of wake: F (3,
28) = 2.9680, F-value of NREM: F (3, 28) =
2.9668.
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Fig. 3 An increase in NREM sleep by
oxypinnatanine. Stage transition (A), number of
bouts (B) and mean episode duration (C) during
3 h after the administration of vehicle (open
columns) or oxypinnatanine at a dose of 30
mg/kg (closed columns) are shown. Each value
represents mean + SE (n=8). *p<0.05, *kp<0.01
versus vehicle control by two-—tailed paired
t—test. (D) The EEG power spectrum was
analyzed in a frequency range from 0 to 24.5 Hz



during NREM sleep for 3 hr after administration
of vehicle or oxypinnatanine. The horizontal bars
indicate where there is a statistical difference
(p<0.05, paired t—test) between oxypinnatanine
and vehicle control.
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Fig. 4 Blood level of oxypinnatanine

(A): intravenous administration of rats (B): oral
administration of rats. Each value represents
mean * SE (n=3).

(3) X EFZ =D LEIZBIT A%
EME

FX T X = DERNEREIZ OV T
T B, AF T X = OMEEICE
T DOEEMEICOWTATLTHKE LA L
WRaEHWTRE LT, ZOR5%, Fig. 51K
Y . ALHIEREB XA LBROMNICE
WTHAF VT XTI BETHDL &
Dol LIEEWoT, v &=
FZOFEFORECHEELIIHBEEH L, %
INENTWD EEZ LT,

(@ AIB® (pH=1.2) (b) ATHE® (pH=6.8)

(%) (%)
100 h\l\*\-ﬁ-mo 4M
75 + 75 1
50 + 50 A
25 + 25 A
0 ‘ ‘ 0 . . ; :
0 30 60 90 0 30 60 90 120

min min

Fig. 5 The stability of oxypinnatanine in (a)
artificial gastric juice or (b) artificial intestinal
juice. Each value represents mean +SE (n=3).
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Fig. 6 The stability of oxypinnatanine in
hepatic microsome
Each value represents mean +SE (n=3).
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Fig. 7 The effect of glycine or capsaicin on the
skin temperature of mice.

O: water group, (a); A: glycine (2 g/kg, p.o.),
(b); @: oxypinnatanine (30 mg/kg, p.o.)
administration group (7 = 5). Each circle
represents the mean = S.E. of the difference of
the normal skin temperature of each mouse.
*p<0.05 versus water group by student’s ¢—test
after two—way analysis of variance was used to
test for statistical differences (p<0.05).
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