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Effects of a polypeptide drug—XMT on depression mouse models

FU Xiao-fei' , XU Feng-hua'* , SU Huan-huan', SONG Li-juan' ,CHEN Jian®
1. Department of Pharmaceutical Care, General Hospital of PLLA, Beijing 100853, China
2. Faculty of Pharmacy, Bengbu Medical College, Bengbu 233000, Anhui, China

[Abstract] Objective To study the antidepressant effect of a polypeptide drugs—XMT. Methods Using the suspension
test, forced swim test, 5-hydroxy-L-tryptophan (5-HTP) induced head twitch response test and yohimbine induced lethality test
in mice, the antidepressant effect and the possible mechanisms of XMT were measured. Results In the tail suspension test,
repeated administration (0. 3-10 mg/kg, sc) with XMT for 5 d reduced the immobility time in mice (P<C0. 05 vs the normal
saline control). XMT (0. 3-5. 0 mg/kg, sc for 5 d) can reduced the immobility time in the forced swim test in mice (P<C0. 05 vs
the normal saline control), while there was no central stimulated effect during the effective doses (0. 3-5. 0 mg/kg).
Furthermore, XMT in repeated doses (5.0 and 1.0 mg/kg, sc for 5 d) decreased the 5-HTP induced head twitch response in
mice (P<C0.01, P<C0. 05 vs the normal saline control) , while it had no effect on the yohimbine toxicity (P>>0. 05 vs the normal
saline control). Conclusion XMT has antidepressant effect which may be related to the property of inhibition the 5-HT2
receptor, etc.
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1.2 #Hoe  XMT i % B B B 2 Ik 5 40 = 2
i, HtE45 20130702, 4 FH s FH A= B3 R 7K 0 i T A1 5 M
1B (desipramine, Dmi) , 5- %8 & 2 & (5-hydroxy-
L-tryptophan,5-HTP) fil & = = ¥4 H 3£ 8 Sigma
N B TETT (fluoxetine s Fluw) 4388 A 8 H #L 2 75
254 R
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30 min /i #EAT /IS B 5 38 JF Uk S50 FH X B2 D
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JEE RS ], 5 A B K B X A b A 2%
AL FE L (P<<0.0D) ;#2: 5 d 457 XMT, Hh
0.3~10 mg/kg FI &L H N XMT [+ 68 1 & 45
S RN I a] , 5 B X R A R A R S
B X (P<C0.05), 1M 20 mg/kg F &K XMT KHE 4
LR RA I ], BARBCHE DR 1, bR A5 R W]
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BUIARAE T
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Tab 1 Effect of repeated administration of XMT (sc, for 5 d)

on the immobility time in the tail suspension test in mice

n=10, x*s
Group Dose(mg * kg™ 1) Immobility time /s
Normal saline control 107.50441. 48
Desipramine control 20 26.504+22. 25"~
XMT 20 85.884-30. 34
10 57.004+34.78"
5.0 54.86425.63"
1.0 61.75+32.07"
0.3 72.00416.91"

* P<<0.05, ** P<{0.01 vs normal saline control

2.2 XMT sf Rk Rah oA 0 % #EAT9RIA
UK 52 B, 25 20 /I8 BB 7 5 3R B i 4 1k 36 R A A
R R RN A YRS, 8 R BUIE R
Sl [E] % B, SR 45 T B X B 25 Dmi (20 mg/kg)
A B 45 /0 BRI VK AS Bl e TR L 5 A R KB P
HRAH WA 22 A Ge it 2 B L(P<<0. 01) 5 JE4E 5 d 45
T XMT, Hf 0. 3~10 mg/kg 7 & 75 B M A XMT
[ AE o v B W 46 B2 R 3 iF R (P << 0. 05), 1M
20 mg/kgil it i) XMT AN A& 47 5 0 vk R 2 i ], 2

HREE WAL 2, EARSRUH XMT 76/ B 30 iF
DK e R AR B BT AR A

F2 EHESIETEHEBKIER
Xt /Iy BR 58 38 ifF vk A 3h B iE] (9 52
Tab 2 Effect of repeated administration of XMT (sc, for 5 d)

on the immobility time in the forced swim test in mice

n=10, x*s

Group Dose(mg * kg™ 1) Immobility time ¢/s

Normal saline control 170.17437.99

Desipramine control 20 71.837+45. 42" "

XMT 20 128.00+438.78
10 154.43436.09
5.0 96.33+53.92"
1.0 108.38439. 37"
0.3 109. 38448, 75~

*P<C0.05, " P<C0.01 vs normal saline control

2.3 XMT #f 5-HTP # 5 KR kAT 4 64 % va
PAYRSS T o BE MR 5-HT 345 B0 i 5 (SSRD Flu
(15 mg/kg) AT W] & 38 n 5-HTP 5 A9/ RO 3k ik
B, 54 FER K BAMEXT A i 2 RA G %8 X
(P<C0.01); %% 5 d & FiESH XMT, 7 5. 0,
1.0 mg/keil & T 8B B> /N R Bk ks, 5
AR K B X R L 3R 25 A it L (P <
0.01,P<0.05),1f 0.3 mg/kg i XMT X} /MR A H
SR BT B s, RS W2 3, R SRR
XMT WHtM ARV FHALE 5 SSRI A A,

x3 ELESIETESFBHKIER
X} 5-HTP % 5/ R B KRB M5
Tab 3 Effect of repeated administration of XMT (sc, for 5 d)

on the 5-HTP induced head twitch response in mice

n=10, x+s
Group Dose(mg » kg™ ') Number of head twitches
Normal saline control 18.80+7. 27

Fluoxetine control 15 51.10414.55" *

XMT 5.0 8.20+3.94"
1.0 10.90+7.16"
0.3 19.40+9.77

* P<C0.05, ** P<C0.01 vs normal saline control
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FET-H R 1/10. AL A 22 R G it =& L,
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78 XMT MHLI0AR £ 7T 8 5 3% 3 i 9 NE # 28 2)
RETC X,
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Tab 4 Effect of repeated administration of XMT (sc, for 5 d)
on the yohimbine toxicity in mice

n=10, r=*s

Group Dose(mg » kg™!)  Ratio of death in 24 h

Normal saline control 0/10

Desipramine control 20 10/10* *

XMT 5.0 1/10
1.0 1/10
0.3 1/10

** P<C0. 01 vs normal saline control

2.5 XMT st DR ABLEHGHm T PR %
FI AT REFE LA b 52 56 oy 52 B B 1 5 R L PR e 3R AT
AN B E &G sh DAHEBR IR PR, di & 5 ]
W, 5 24 23R K B M e BR A L AL A AR oL 3,
1.0.5.0 mg/kg) i XMT XF/NEL 20 min Y A %
TGS JC I R L HE R XMT JCriP R %A fE A .

RS EZESIETEHFNBRFERINNMNRBLZFINZ T
Tab 5 Effect of repeated administration of XMT (sc, for 5 d)
on the locomotor activity in mice

n=10, x*s

Instance of activity
Group Dose(mg « kg™ 1)

in 20 min //cm

Normal saline control 3 335.50£950.76

Desipramine control 20 3 062.544+397. 21
XMT 5.0 2 738.694488.98
1.0 3 483.54+764. 35
0.3 3 422.174951. 64
30 i
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ZARFEGORI A PE T 53 40 AR FE IR S e B 5-HT
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