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Abstract

“Handling treatment,” applied before animal experiment, is one of the effective methods for taming
laboratory animals. In this study, we investigated the effect of handling treatment on spontaneous

activity, anxiety-related behavior, and physiological stress response in mice. Experimentally naive
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C57BL/6N male mice were gently handled for 6 minutes. The procedure involved pursuing, touching,

and holding the mouse by hand in the cage; lifting it by its tail; and mildly restraining it by hand on the

laboratory coat. In addition, the mouse was placed on top of the cage and its coat softly stroked over

from scruff to back. The handling treatment significantly decreased spontaneous activity in the open

field but did not alter anxiety-related behavior in the elevated plus maze. In comparison with controls,

the serum corticosterone level of the handled mice was significantly increased. These data indicate that

handling treatment can induce stress-related behavioral and physiological alterations.
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Figure 1. Procedure of handling treatment. Mice in the
handling-treated group were individually subjected to
the handling treatment for 6 minutes, including pursuing,
touching, and holding the mouse with the hand in the cage
(A), lifting the mouse by the tail and mild restraint with the
hand (B), and stroking over the coat from scruff to back (C).
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Figure 2. Decreased locomotor activity (A) and rearing behavior
(B) of handling-treated mice (HT) and undisturbed control mice
(noHT) in the open field test. The open field test was performed
10 minutes after the termination of handling treatment. Data are
expressed as mean = SEM.
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Figure 3. Frequency of entries into open- and closed-arms
(A) and time spent on these arms and center area (B) in
the elevated plus maze for handling-treated mice (HT) and
undisturbed control mice (noHT). The elevated plus maze test
was performed 10 minutes after the termination of handling
treatment. Data are expressed as mean = SEM.
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Figure 4. Serum corticosterone levels of handling-treated mice
(HT) and undisturbed control mice (noHT) 10 minutes (A) and 24
hours (B) after the termination of handling treatment. Data are
expressed as mean + SEM. Statistical significance of difference
was revealed by Student's ftest. *p<.05, *p<.01.
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