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Effects of corticotrophin-releasing hormone on IL-10 secretion from peritoneal mac-

rophages and its signal mechanism

WANG Wu-chao, CHEN Jin-ping, ZHANG Xiu-zhu, DAI Wei, LIU Da-wei, ZHOU Ji-hong (State Key Laboratory of Trau-
ma, Burns and Combined Injury, Department 4, Institute of Surgery Research, Daping Hospital, Third Military Medical University,
Chongqing 400042, China)

Abstract: Objective To investigate the effects of corticotrophin-releasing hormone (CRH) on production
of interleukin-10 (IL-10) from macrophages and to further elucidate its signal transduction mechanism. Meth-
ods Rat peritoneal macrophages cultured were divided into 6 groups: control group, CRH group, CP + CRH
group, HL + CRH group, H89 + CRH group and PKAi + CRH group. The control group was cultured with 2 ml
RPMI1640 medium. The CHR group was stimulated with 2 ml CRH at a final concentration of 10° mol/L. The
other four groups were respectively pretreated with CRHR1 antagonist CP154526 at 5 x 10 ~* mol/L, CRHR1/2
nonselective antagonist a-helical CRH9-41 at 10 ~° mol/L, AC inhibitor H89 compound at 10 ~° mol/L or PKA
inhibitor PKAi (6-22) amide (10 * mol/L) for 2 h before stimulation with CRH. The concentration of IL-10 in
the supernatant after stimulation for 0.5, 1, 2, 4 and 8 h were measured by ELISA method. Results In the
normal control group, the average concentration of IL-10 kept at (29.41 +£3.10) wg/g. As macrophages ex-
posed to CRH, the content of IL-10 increased quickly and reached its first peak at 1 h compared with that in

EEWA : [FH 5 s A R (973 314 (2005CB522602)
Supported by the National Basic Research Program (973 Program, 2005CB522602 )
YEBEN: AL, T, INARA LN, WP AE , B, 3228 G040 10 B i 2 P - A4 D7 TIPS o FL il - (023 ) 68757440, E-mail : wehaol 18@ 126. com
BISEE . JA4kLT , E-mail . Traumazjh@ 126. com
i #5 H #1:2009-04-21 ; f& [E] H #A :2009-05-20



5522 1

CRH group at 0.5 h (P <0.01), nearly two folds of that in normal control group (P <0.01), then its level
decreased by degrees. There existed a second peak of T1.-10 expression at 4 h, which was significantly higher
than that in CRH group at 0.5 h (P <0.01) and that in control group (P <0.01). The concentration of IL-10
in CP + CRH group and HL + CRH group at 1 and 4 h were significantly lower than that in CRH group
(P <0.01), and were similar to that in control group (P >0.05). At 8 h, the concentration of IL-10 in the 2
groups were significantly higher than that in normal control group (P <0.01) or CRH group (P <0.01).
There was no statistical difference of 11.-10 concentration between CP + CRH group and HL + CRH group (P >
0.05) at 0.5 to 4 h, however that in HL + CRH group was significantly lower than that in CP + CRH group at
8 h (P<0.01). Furthermore, pretreatment of macrophages with AC inhibitors H89 in H89 + CRH group in-
duced a significant inhibition of the content of IL-10 cytokines at 1, 4 and 8 h, while the content of IL-10 cyto-
kines at 4 and 8 h was lower than that in normal control group (P <0.05). After pretreated with PKAi (6-22)
amide, the content of IL-10 was significantly inhibited during 0.5 to 8 h compared with that in CRH group or
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control group ( P < 0.01). Conclusion

CRH increases IL-10 production by rat peritoneal macrophages

through activating CRHR1, which involves in the intracellular cAMP/PKA signal pathway.
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