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In this study, we investigated the possible mechanism of the preventive
effect of CUD003 on depression-like %ehaviors induced by LPS in mice. Male BALB/c mice were orally
pretreated with Curcumin or CUDO03 for 5 days before single intraperitoneal administration of LPS
(0.5 mg/kg). Plasma interleukin (IL)-1f and tumor necrosis factor (TNF)-a levels were evaluated.
Furthermore, reactive oxygen species (ROS) level in the hippocampal CAl region was assessed. Our
results showed that CUDOO3 prevented depressive-like behavior induced by LPS. Moreover,
proinflammatory cytokine levels increased in the plasma and enhanced oxidative stress with elevated
levels of ROS in the hippocampus 24 h after LPS administration. Pretreatment with CUDOO3 suppressed
all these changes. These results suggest that the mechanism of the preventive effect of CUD003 on
LPS-induced depressive-like behavior in mice is related to the suppression of inflammatory cytokines
and the reduction of oxidative stress.
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n=7-15/group. **P<0.01 vs cont, #P<0.05 VS LPS.



CuDO003

LPS 24 10% Cur CuDO003
LPS Table2 Cont LPS SPT
Cur CuDO003 LPS
Fig.3A OFT Fig. 3B Cont
LPS FST TST Cur 30

CuDO003 10 30 LPS Figs.3C&D Cont

LPS SST LPS

CuDO003 10 30 Fig. 3E

LPS
Cont LPS Cur (repeat treatment) CUDO003 (repeat treatment) U DOO3
3mgkg | 10mg/kg | 30 mg/kg | 3mg/kg | 10 mg/kg | 30 mg/kg

Body weight 100.7 90.1 90.1 90.9 90.6 917 90.6 90.7
change (%) +0.4 0I5 NI NE 09+ ==(o) /o £0i6.** ==(o)7 (2 £(0:3 = £0/4 =

>
@

OFT

i

o

S
wn
T
—

] +
g = | 1 m s
= 80+ £ 201
8 *k o
g o
- =
F_’ 60 315-
9] ks
S k=l
40 4
2 B
g 2
S 20 T 5
n [

Cont LPS 3 10 30 3 10 30 (mg/kg)

0
Cont LPS 3 10 30 3 10 30 (mg/kg)
Cur CUD003

s Cur CUD003
LPS
C D E
150+ FST 1507 TSt 1 ST
" 150 W
—~ — o
g 120 § 120 g
~ )
£ 90 £ 90 £ 1007
g‘ g\ ## w 8 *
= 607 = 601 £
: : g =]
N d o
£ 30 £ 30 3
he]
e T) 30 3 10 30(mg/kg) 0 LPS 3 10 30 3 10 3o(m /kg) 0
o s Cont 9ka Cont LPS 3 10 30 3 10 30 (mgko)
_Cur ~ CUD003 LPS ~ Ccur I_PSCUDOO3 Cur ~CuD003
Fig.3 LPS CuUDO003
n=7-15/group. **P<0.01 vs cont, #, ##P<0.05, 0.01 VS LPS.
CuDO003
OFT Fig.4A Cont LPS
TST CuDO003 30 LPS
Fig. 4B
A OFT B
307 120
B 5 100
-~ Q
© &L
< 20+ > 80
g £ T
2 5 o
3 =
9 10+ 40
2 £
= E 201
0 Cont LPS 3 10 30 3 10 30(mg/kg) 0 Cont LPS 3 10 30 3 10 30 (mg/kg)
Cur CUD003 ~ Cur___ cupboos
LPS LPS
Fig.4 LPS CuUDO003

n=4-9/group. **P<0.01 vs cont, #P<0.05 VS LPS.
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n=5-8/group. *, **P<0.05, 0.01 vs cont, #, ##P<0.05, 0.01 VS LPS.
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