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phology and synapse plasticity in hippocampus CA1 ar-
ea of male offspring. Methods From the 11™ gestation
day(GD11) to the 7" postnatal day (PND7) , pregnant
rats were subcutaneously injected with 3 doses of BPA
(10,100,1 000 g - kg ' per day as low, middle,and
high dosage group ) respectively, and with cooking oil a-
lone as control group. The number of neonatal rats and
the phenomenon of eating offspring in each group were
recorded. The brains of male offsprings ( after the
PND21) were cut in slices and collected for HE stai-
ning or extracellular recording to detect rates of long-
term potentiation ( LTP ) and long-term depressin

(LTD). Results
high-dosage group was significantly higher than that in

The rate of eating neonatal rats in

control group (P < 0.01). The HE staining results

showed that the male offsprings in high-dosage group
have karyopyknosis in pyramidal cells of hippocampus
CA1 area,and more abnormal pyramidal cells than that
in control group (P < 0.05). The male offsprings in
low-dosage group showed lower inducing rate of LTP( P
<0.05) ,but higher inducing rate of LTD( P <0.05)
in hippocampus CA1l area than that in control group.
Conclusions  Perinatal BPA exposure may have ad-
verse effect on neuronal morphology and synapse plas-
ticity in hippocampus CAl area of male offspring in
rats.
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Fig 1 Effect of duloxetine on the immobility time in the
tail suspension test in mice(x +s,n =10)
Duloxetine was administered orally (A) or intraperitoneally (B) 60
min or 30 min prior to testing. * P < 0.05, ** P < 0.0l vs vehicle

(VEH)

TEST 25 25 LD (B F1 95% B AR IX 8], BEVE VU T HE

2525 LD, ME M 177.1 mg - kg™ ',95% B AR X 6] Ky
142.0 ~198.9 mg « kg ™', &5 0L Tab 1; BE&PGITHE

ST 45 25 LD {HM 75.5 mg - kg™ ',95% B 5 IX
] 62. 8 ~80.9 mg - kg ™!, %5 U, Tab 20 akes
255, S IR R BPE AR AT S T A
HHiEgh 5 AN R KB % 5-HT z%/a\fﬂﬂﬁ, py
BETC T, e FET 1 S B2 2 P e R, WP W R e 4
Nj: AR AL B A B R v R Y A T

1128, S 2 s B A EE MR, R
kiﬁﬁtzﬁ]%ﬁﬁﬁuﬁﬁiﬁﬂwﬁ Tet74% 1, B,

KEs RBABIL IS R G50, B E KK,
Al = A P R R AL P 6 R
3.4 [EEWIT HepG, MM SZM KH CCK-8

R & L kA I BE 3% P 7T XS HepG, 4 MIAYREME
U1 Fig 3 Ffv 7, B2 V4 7T ) ¥k PEAR i 14 P MK HepG,

A AETE 3, 1C,, 9 68. 8 pumol -
/] 62.7 ~72.5 pmol -
Asor

L",95% EA5IX

200

T 1

L
=
T

o
=
T

Immobility time/s

0 T T T
VEH 2.5 5 10 20 40

Duloxetine(ig)/mg-kg"

Immobility time/s

0 T T
VEH 2.5 5 10 20 40

Duloxetine(ip)/mg-kg

Fig 2 Effect of duloxetine on the immobility time in the
forced swimming test in mice(x +s,n =10)

Duloxetine was administered orally (A) or intraperitoneally (B) 60

P <0.05,* P <0.01 vs vehicle

min or 30 min prior to testing.

(VEH)

Tab 1 Results of acute toxicity of duloxetine (ig) in mice(n =10)

Dose LDy, 95% confidence limit
Death rate/%

/mg - kg~! /mg + kg ! /mg - kg’

325.7 100

276.8 90

235.2 %0 177.1 142.0 ~198.9

200.0 60

170.0 50

144.5 20

Tab 2 Results of acute toxicity of duloxetine (ip) in mice(n =10)

Dose LD,
Death rate/%

95% confidence limit

/mg - kg™ /mg + kg ! /mg kg™
97.2 90
90.0 90
83.3 70 75.5 62.8 ~80.9
77.2 50
71.4 40
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Fig 3 Cytotoxic effect of duloxetine on HepG, cell (x +s,n=3)
HepG, cell were cultured with various doses of duloxetine for 48 h.
Cell viability was examined by CCK-8 assays and the results were ex-

pressed as percentage of surviving cells.
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Pharmacodynamic and toxicological evaluation of duloxetine

XUE Rui, XU Xiao-dan, LI Nuo-min, ZHANG You-zhi, LI Yun-feng
(Institute of Pharmacology and Toxicology, Academy of Military Medical Sciences, Beijing 100850, China)

Abstract ;: Aim  To evaluate the antidepressant activity
and toxicity of duloxetine, a serotonin and noradrena-
line reuptake inhibitor. Methods Tail suspension test
and forced swimming test in mice were used to evaluate
the antidepressant activity of duloxetine, and acute tox-
icity test in mice and CCK-8 chromatometry were ap-
plied to investigate the general toxicity and cytotoxicity
of duloxetine. Results In the tail suspension test and
forced swimming test in mice, both oral and intraper-
itoneal administration of duloxetine reduced the immo-

bility time in a dose-dependent manner, without a

stimulant effect on the locomotor activity. The medial
lethal dose of acute oral or intraperitoneal administra-
tion of duloxetine was 177. 1 mg - kg " and 75. 5 mg -
kg ™", respectively, and the in vitro IC, to HepG, cell

~'. Conclusion Duloxetine exer-

was 68. 8 pmol - L
ted an excellent antidepressant effect, and the acute
toxicity response was mainly related to CNS, with po-
tential side effect on the gastrointestinal tract.

Key words; duloxetine ; antidepressants ; behavioral de-

spair models ;acute toxicity ; HepG, cell ; cytotoxicity
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