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Tab. 1 Effect of chronic treatment with fluoxetine
(Flu) or haloperidol (Hal) on open-field behaviors in
neonatal fluoxetine-treated mice

Group Crossing times  Rear times
Normal control 83 £30 32 £10
Model 58 £19”° 20 £8™
Model + Flu 10 mg-kg ™ 85 +41* 30 12"
Model +Hal 0.1 mg-kg™' 48 +16™ 11 +6™*

Neonatal ICR mice were ip given saline or Flu 10 mg-kg~', as
normal control and model group, respectively, for 17 d (from the
4th day to 21st day after birth), then the mice were normally
housed till adulthood (9 weeks after birth). The adult mice in mod-
el group were ig treated with distilled water, Flu 10 mg-kg~' or
Hal 0.1 mg-kg~", once daily, for 3 weeks, then the open-field
behaviors in mice were measured. In the test period, drugs
continued to be adminstered. x +s, n=13 - 15. *P<0.05,
" P<0.01, compared with normal control group; #P<0.05,
compared with model group.
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Tab.2 Effect of chronic treatment with Flu or Hal on the
tail suspension test the neonatal fluoxetine-treated mice

Group Immobility time/s
Normal control 83 +46
Model 128 +56 "
Model + Flu 10 mg-kg ™ 71 +40"
Model + Hal 0.1 mg-kg ™' 131 +40~

See Tab. 1 for the treatment. x+s, n=13 —-15. * P <0. 05,
compared with normal control group; # P <0.01, compared with
model group.
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Tab.3 Effect of chronic treatment with Flu or Hal on
the light-dark transition test in neonatal fluoxetine-
treated mice

Group Times of transition
Normal control 18 5

Model 10 4™
Model + Flu 10 mg-kg ™ 17 +7*
Model +Hal 0.1 mg-kg ™' 92"

See Tab.1 for the treatment. x+s, n=13 -15. * P <0.01,
compared with normal control group; * P <0.05, compared with
model group.
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Adult ICR mice depressive model established by fluoxetine
exposure at neonatal stage

LIU Yan-gin, ZHANG Jing, ZHAO Nan, CHEN Hong-xia, ZHANG Li-ming, ZHANG You-zhi, LI Yun-feng
( Department of New Drug Evaluation, Institute of Pharmacology and Toxicology, Academy
of Military Medical Sciences, Beijing 100850, China)

Abstract. OBJECTIVE To explore and establish a behavioral and pathological model for depres-
sion in ICR mice, and to evaluate its predictive validity and face validity. METHODS Neonatal ICR mice
were ip given fluoxetine 10 mg-kg ™' for 17 d (from the 4th day to 21st day after birth) and normally
housed until they became adults ( about 9 weeks after birth). The adult mice were ig treated with fluoxe-
tine (Flu) 10 mg-kg " or haloperidol (Hal) 0.1 mg -kg ™' for 3 weeks, and their behavior was measured
by open-field test, tail-suspension test and light-dark transition test. RESULTS Neonatal exposure to
Flu induced a "depression-like or anxiety-like” behavior in the adult mice, as shown by the decreased lo-
comotor activity ( crossing times: 83 +30 vs 58 +19; rear times: 32 +10 vs 20 +£8) , decreased light-dark
transitions (18 £5 vs 10 +4) and increased immobility time (83 46 vs (128 £56)s] in the open-field test,
light-dark transition test and tail-suspension test, respectively. Chronic Flu 10 mg-kg ™' (ig) administa-
tion for 3 weeks all normalized "depression-like or anxiety-like” changes in behaviors: locomotor activity
(crossing times: 58 +19 vs 85 =41 ; rear times: 20 £8 vs 30 +12) increased, immobility time [ 128 £56
vs (71 £40)s]) decreased and light-dark transition times(10 +4 vs 17 £7) increased. However chronic
treatment with Hal, a classical antipsychotics without antidepressant potential, had no such effect.
CONCLUSION Neonatal exposure to Flu induces an adult depression model in ICR mice that exerts
good predictive validity and face validity, and is likely very valuable potential behavioral and pathological
model for depression.
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