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Effect and Mechanism of PPARy Agonists on the Expression of MCP -1, MIP -1« and IL -8 in A549 Cells Infected with Respiratory Syncy-
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Abstract Objective To investigate the expression of monocyte chemotactic protein 1 (MCP — 1) , macrophage inflammatory protein
—1la(MIP -1a) and interleukin — 8 (IL —8) both at mRNA and protein levels in A549 cells infected with respiratory syncytial virus
(RSV) at different point. Furthermore, to evaluate the changed expression of those chemokines when pretreated with 15 — deoxy — del-
tal2, 14 prostaglandin J, (15d - PGJ,) or rosiglitazone, and to figure out the mechanism of PPARYy agonists. Methods RSV inoculation
after A549 cells subcultured, then A549 cells were randomly divided into 6 groups: group A (15d - PGJ, + RSV group) , group B (rosigli-
tazone + RSV group) , group C (RSV group) , group D (PDTC + RSV group), group E (GW9662 + rosiglitazone + RSV group) , group F
(cell control group). Cells and supernatant were harvested after the cultivation at 12h, 24h and 48h, respectively. ELISA was used to de-
tect the protein levels of MCP — 1, MIP — 1a and IL -8 and quantitative real — time PCR was used to test mRNA levels. Results Com-
pared with group F, the expression of MCP -1, MIP — 1« and IL -8 both at mRNA and protein levels in group C increased at the begin-
ning of 12h, mRNA expression reached the peak at 24h, decreased at 48h and had no significant difference with those at 12h. While, the
protein levels reached a peak at 48h and the difference was statistically significant compared with those at 12h (P all <0.05). At each
time points, MCP -1, MIP -1, IL —8 mRNA and protein levels in group D were lower than those in group C, but were still higher than
those in group F (P all <0.05). Compared with group C, MCP -1, MIP - la, IL -8 mRNA and protein expression were remarkably
decreased in group A and group B (P all <0.05). Furthermore, MCP -1, MIP — la, IL -8 mRNA and protein levels, which were

higher than group F, indicated no significant difference in group E and group C. Conclusion RSV infections result in the increased ex-
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pression of MCP —1, MIP —1a, IL -8 both at mRNA and protein levels. 15d — PGJ, and rosiglitazone inhibit this upregulatory effect.

The effects of PPAR — vy agonists can be reversed by GW9662. The mechanism is associated with the inhibition of NF — kB pathway activa-

tion.
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%1 PPARy #zh7 FHxt RSV Bt MCP -1 mRNA REBAREMWEM (x +5,n=4,pg/ml)
12h 24h 48h
21 5
mRNA EH mRNA EH mRNA EH
A 1859.20 £36.403 % 250.860 £13.105* 1959.957 +45.609 * 256.193 +11.670" 1718.690 £31.309 " 269.845 +11.646 "
B 1881.913 £69.045* 261.333 £10.832" 1957.190 +51.828 " 267.232 +10.625" 1739.836 £31.319" 277.152 £10.826 "
CH 2427.218 £59.697" 299.061 +10.656" 2862.060 +51.526" 308.134 +11.321" 2386.833 £42.969" 367.606 «11. 1427
D 4 1869.304 +33.452 "% 262.500 = 10.942 ** 2031.330 £28.600 “* 264.515 £10.813 ** 1737.157 +22.894 ** 274.035 +10.747 **
E 4 2305.675 +63.749% 288.852 +11.683% 2691.560 +56. 187" 295.366 +10.382% 2241.673 £43.550% 339.449 +13.123"*
F 4 1035.543 £22.609* 151.305 +11.157* 1007.398 £21.047* 170.697 £10.181* 1124.348 +16.476 " 149.868 +13.157 "

HCogits,  P<0.05;5 F 414, 7P <0.05
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R 2 PPARy#EF FHX RSV B MIP - 1a mRNA R EBHREWEI (x £5,n =4, pg/ml)

12h 24h 48h
20 51 -
mRNA EH mRNA EH mRNA EH

A2 361.117 £21.036" 333.570 £11.015" 378.687 £25.725" 340.954 +10.850 " 343.072 +18.471" 364.918 £10.644 "
B4 381.583 £22.436" 379.530 £10.881" 385.367 £13.059" 370.202 +10.577" 367.411 £17.909° 385.513 £11.725"
C 2 469.296 +30.146*  410.173 £11.052%  569.500 +26.803% 398.223 +11.624% 471.853 +30.448*% 512.631 =11.361"
D4 394.196 +14.146** 369.595 +10.770 ** 430.910 +11.651 ** 357.454 +11.045** 373.933 £15.041 ** 371.655 +10.710**
E 2 423.410 +9.070" 395.889 +11.800" 522.780 +14.545" 387.303 +11.082" 433.972 £26.809" 474.418 +11.415"
Fa4 295.679 +13.679 " 90.516 +8.070 " 305.398 +14.893 " 92.013 £5.400 " 323.348 +16.981 " 84.214 £11.650 "

5 CAltdr, " P<0.05; 55 F4lH#,"P <0.05

#x3 PPARy HzhF FFx RSV BL IL -8 mRNA REBRIEWHM (v +5,n=4,pg/ml)

12h 24h 48h
20 51

mRNA E mRNA EN mRNA E
A4 0.411 £0.001"  2140.106 £49.12°  0.568 +0.004 "  2219.52 +85.147"  0.488 +0.101*  2660.055 +40.081 *
B 0.460 £0.001*  2211.201 £38.328* 0.651 +0.001*  2313.66 +67.866"  0.567 +0.221°  2741.675 +81.168 *
CH4 2.420 +0.016% 3480.152 £52.218%  2.929 +0.020" 3528.256 £88.755"  2.594 £0.013"  3713.152 £30.297"
D4 1.926 +0.013 "% 2693.176 £76.213*% 2.633 +0.018 ** 2914.75 £99.529 "% 2.045 £0.018 " 3353.182 +61.493**
E 4 2.280 +0.014" 3001.620 £65.341%  2.823 £0.015" 3111.62 +59.245% 2.269 £0.020%  3438.342 +66. 648"
F4 0.635+0.201 " 2191.746 £49.17"  0.625+0.021"  2218.897 +41.774* 0.601 £0.001 *  2281.756 +56.971"*

5 CAltd, " P<0.05; 5 F 41,7 P <0.05
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