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Dose cyclosporine induce hyperalgesia?: The effect of cyclosporine on pain reaction
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In the setting of organ and stem-cell transplantation, calcineurin-inhibitor-induced pain
syndrome (CIPS) has recently been recognized. In our study, we found that cyclosporine
increases pain reaction, increases anxiety-related behavior, and disturbed social
behavior by reducing the release of serotoin and dopamine in mice. In order to support
these evidences in human, we have also examined the thermal noxious stimulation
based on heat flux using the perfusion index and found that it could be a useful tool to

evaluate pain reaction in clinical situation.
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Two-way ANOVA:
F(1,131)=2.592 P=0.110
F(3,131)=27.98 P<0.001
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oA One-way ANOVA:
Wild: F(3,64)=13.178 P<0.001
KO: F(3,66)=15.001 P<0.001
Fig.1 Tail flick test
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Two-way ANOVA:

F(1,28)=1.677 P=0.207
F(1,28)=6.772 P=0.015

omg/kg 60mg/kg
CyA Student t-test

Wild: P=0.011

KO: P=0.148

Fig.2 Foot shock test: flinch (mA)

Two-way ANOVA:
F(1,28)=0.240 P=0.628
F(1,28)=7.626 P=0.011

omglkg 60mglkg
CyA Student t-test

Wild: P<0.001

KO: P=0.686

Fig.3 Foot shock test: run (mA)
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Fig.4 Perfusion index ratio and heat stimulation
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