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Fig.1 Schedule of treatment and behavior tests for corticosterone (CORT) replacement drinking water model in
mice. Adult male C57BL/6 mice were randomly divided into the normal control group and corticosterone replacement drinking water
group. The corticosterone replacement drinking water group replaced water into CORT hemisuccinate solution over the course of the
experiment.Mice were ig given fluoxetine (FIx, 10 mg-kg™) , hydroxypiperone hydrochloride (YL-0919, 1.25, 2.5 and 5 mg-kg™" ) or
water (normal control and model group) once per day from the first sucrose preference test for 16 d. SPT: sucrose preference test;
OFT: open field test; FST: forced swimming test; TST: tail suspension test; NORT: novel object recognition test; NSFT: novelty-
suppressed feeding test.
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Fig.2 Effect of CORT replacement drinking water on
sucrose preference of mice in 2" SPT. See Fig.1 for the
mouse treatment. Sucrose preference was measured as the
percentage of sucrose solution intake over regular water and
sucrose solution intake. x+s, n= 25 (normal control group), 125
(model group). **P<0.01, compared with normal control group.
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Fig.3 Effect of YL-0919 on total distance on OFT in
CORT replacement drinking water model mice. See
Fig.1 for the mouse treatment. xxs, n=25.
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Fig.4 Effect of YL-0919 on immobility time on FST (A)
and TST (B) in CORT replacement drinking water
model mice. See Fig.1 for the mouse treatment. x+s, n=25.
**P<0.01, compared with normal control group; #P<0.05, #P<
0.01, compared with model group.
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Fig.5 Effect of YL-0919 on latency to feeding (A) on
NSFT and sucrose preference (B) on SPT in CORT
replacement drinking water model mice. See Fig. 1 for
the mouse treatment. x+s, n=25. **P<0.01, compared with normal
control group; #P<0.01, compared with model group.
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Fig.6 Effect of YL-0919 on duration in center area on
OFT in CORT replacement drinking water model mice.
See Fig.1 for the mouse treatment. x+s, n=22-25. **P<0.01,
compared with normal control group; #P<0.01, compared with
model group.
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Fig. 7 Effect of YL-0919 on recognition index on
NORT in CORT replacement drinking water model
mice. See Fig.1 for the mouse treatment. x+s, n=20-25. **P<
0.01, compared with normal control group; #P<0.05, compared
with model group.
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Fig.8 Effect of YL-0919 on number of doublecortin
(DCX) positive cells in CORT replacement drinking
water model mice. See Fig.1 for the mouse treatment. A: repre-
sentative immunostaining images of DCX (red) and 4’ ,6-diamidi-
no-2-phenylindole (DAPI) (blue) in dentate gyrus. B was the
semi-quantitative result of A. x+s, n=5. *P<0.05, compared with
normal control group; #P<0.05, #P<0.01, compared with model
group.
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Fig.9 Effect of YL-0919 on PSD95 expression in hippo-
campus of CORT replacement drinking water model
mice by Western blotting. See Fig. 1 for the mouse treat-
ment. B was the semi-quantitative result of A. IA: integrated absor-
bance. xts, n=5. **P<0.01, compared with normal control group; #P<
0.05, #P<0.01, compared with model group.
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Antidepressant effect and possible mechanisms of hypidone
hydrochloride in corticosterone replacement drinking
water model in mice

FANG Xin-xin', MA Hui*, BAO Jin-hao?, WANG Chuan*, LI Yun-feng?, ZHANG Li-ming?, NIE Jing'
(1. Key Laboratory of Basic Pharmacology of Ministry of Education and Joint International Research
Laboratory of Ethnomedicine of Ministry of Education, Zunyi Medical University, Zunyi 563003,
China; 2. Institute of Military Cognitive and Brain Sciences, 3. Institute of Pharmacology
and Toxicology, Academy of Military Medical Sciences, Beijing 100850, China;
4. Graduate School of Hebei North College, Zhangjiakou 075000, China)

Abstract: OBJECTIVE To investigate the antidepressant effect and the possible mechanisms of
hydroxypiperone hydrochloride (YL-0919) in a corticosterone (CORT) replacement drinking water model

in mice. METHODS Adult male C57BL/6 mice were randomly divided into the normal control group
and CORT replacement drinking water group. The CORT replacement drinking water group replaced

water into CORT hemisuccinate solution (25 mg-L™). After 21 d, the sucrose preference test was performed,
and the mice in the CORT replacement drinking water group were randomly divided into the model
group, model+fluoxetine (FIx, 10 mg-kg™) group and model+YL-0919 (1.25, 2.5 and 5 mg-kg™) group,
before the mice were ig given FIx 10 mg-kg™ , YL-0919 1.25, 2.5 and 5 mg-kg™ or water (normal con-
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trol and model group) for 16 d once per day. The open field test (OFT), forced swimming test (FST), talil
suspension test (TST), novel object recognition test (NORT), novelty-suppressed feeding test (NSFT),
and sucrose preference test (SPT) were performed to evaluate the antidepressant effects. After that, the
number of doublecortin (DCX) positive cells in the bilateral hippocampal dentate gyrus was counted by
immunofluorescence staining, and the expression of PSD95 in the bilateral hippocampus was detected
by Western blotting. RESULTS Compared with the normal control group, the model group significantly
increased the immobility time on the FST and the TST (P<0.01), reduced the sucrose preference on
the SPT (P<0.01), shortened the duration in the central area on the OFT (P<0.01), reduced recognition
indexes on the NORT (P<0.01) and decreased the number of DCX positive cells in the hippocampal
dentate gyrus (P<0.05) and the expression level of PSD95 (P<0.01). Compared with the model group,
the model+fluoxetine group and the model+YL-0919 group could reverse the above changes (P<0.05).
CONCLUSION Chronic YL-0919 treatment shows significant antidepressant effect in the CORT replace-
ment drinking water model in mice, which might be related to the promoted hippocampal neural plasticity.
Key words: depression; hypidone hydrochloride; corticosterone; hippocampus; neural plasticity
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