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Tab. 1 The effect of intervals of drug administration on establishment of conditioned place preference (CPP) model
EERR A0 AR T AR R op
Interval of drug  Treatment  Time spent in drug paired compartment Time spent in drug paired compartment CPP 7 -
administration/h group prior to model establishment after model establishment seore
AP K A 27426 £17.01 287.35+25.03 13.09 £ 16.63
negif 260.45 = 14.05 452.29 & 22.52%** 191.85 4 23.08***
AR KA 278.87 +20.70 29248 +17.17 13.61 £8.18
N EZH 285.49 +12.04 462.47 £ 21.51### 176.98 + 17.89###

e o fR 3 5AE AR K ZH (24 h) A LA B IR B35 25 5, P< 0.001; #3525 2E FHER K20 (48 W) AH LA LA B2 7, P<

0.001,

Note:*** indicates highly significant difference at P < 0.001 as against the saline group (24 h); ### indicates highly significant

difference at P <0.001 as compared to the saline group (48 h).
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Fig. 2 The effect of intervals of drug administration on the
extinction of the mouse CPP
* indicates highly significant difference at P < 0.05 as
against the morphine groups (24 h).
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Fig. 1 The effect of different intervals of drug administration
on CPP score

*** indicates highly significant difference at P < 0.001 as
against the saline group (24 h); ### indicates highly significant
difference at P < 0.001 as compared to the saline group (48 h).
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Fig.3 The extinction of mouse preference behavior in the
morphine group (48 h) in 11-17 days
*#% indicates highly significant difference as against the

preconditioned preference baseline: * at P < 0.05, ** P < 0.01
and *** P<(.001.
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Effect of Intervals of Drug Administration on Morphine-induced

Conditioned Place Preference Models in Mice

XIONG Jian, YOU Shen, ZHANGSUN Dongting, LI Xiaodan, LUO Sulan

(Key Laboratory of Tropical Biological Resources, Ministry of Education; Haikou Key Lab for Marine Drugs,
Hainan University, Haikou, Hainan 570228, China)

Abstract: To compare the difference of the morphine-induced conditioned place preference (CPP) models with
the same dose of morphine under different time intervals of drug administration, morphine morphine-induced
CPP models were established to provide a reference for screening anti-morphine addiction drug. Morphine
groups (24 s) and (48 h) and saline groups (24 h) and (48 h) were designed in this experiment. The morphine
group (24 h) received a subcutaneous injection for 4 consecutive days, and the mice were injected with
morphine at the dose of 5 mg-kg ™' in the morning, and with saline in the afternoon. The interval of morphine
administration in this group was 24 hours. In the morphine group (48 h) subcutaneous injections were given to
mice for 8 consecutive days, and the mice were injected with morphine at 5 mg kg™ at days 1, 3, 5 and 7, and
with saline at days 2, 4, 6 and 8. Morphine was administered at an interval of 48 hours in this group. The saline
groups (24 h) and (48 h) were given subcutaneous injection but only with saline. CPP models for the morphine
groups were then established. The time spent in drug-paired compartments was recorded to explore the
establishment and maintenance of the CPP models for the morphine groups, and CPP scores were also
calculated. The results showed that morphine significantly increased the time spent in the drug-paired
compartments and the CPP scores when administered to the mice at respective intervals of 24 hours and 48
hours. The mouse CPP model of the mice lasted for 5 days in the morphine group (24 h) and for 15 days in the
morphine group (48 h). It is concluded that the time interval of drug administration did not affect the
establishment of the CPP model in a short term and that the mouse CPP model lasted longer with a delay in the

extinction of the mouse CPP in the morphine group (48 h) than in the morphine group (24 h) in a long term.
Keywords: drug administration interval; morphine; conditioned place preference model in mouse; duration of

time spent
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