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Expression of inflammatory factors in myocardium following coronary microembolization and effect of NF-xB

inhibitor on the expression in rats
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[ Abstract | Objective  To investigate the expression of inflammatory factors in myocardium following coronary
microembolization (CME) and effect of NF-¢B inhibitor on the expression. Methods CME models were created in 64 rats by
injecting homologous microthrombotic particle suspension into the left ventricle with the ascending aorta clamped. The model
rats were equally divided into untreated group and pyrrolidine dithiocarbamate (PDTC) treatment group; the animals were
sacrificed at 1, 3, 7, and 14 days after operation. Another 24 SD rats served as sham controls. The distribution and dynamic
changes of TNF-q, IL-6 and ICAM-1 mRNA expression in myocardium were determined by in situ hybridization and
immunohistochemistry. Results CME associated inflammation was not limited to the surroundings of the microembolization; it
also involved a great deal of “innocent” myocardium, producing bystander effect. Myocardium expression of TNF-a, 1L-6, and
ICAM-1 in CME group was significantly higher than that in the sham control group (P <C0. 05). NF-¢B inhibitor PDTC
significantly inhibited TNF-q, IL.-6 and ICAM-1 expression after CME (P<C0. 05). Conclusion CME can produce amplified
myocardial inflammation,and NF-¢B inhibitor PDTC can markedly ameliorate myocardial inflammation.
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Fig 1 Expression of TNF-a,IL-6, and ICAM-1 mRNA in myocardium as detected by in situ hybridization

Compared with the sham group (A), CME produced strong TNF-a expression not only at the myocytes in peri-microinfarct(B) , non-microinfarct (C) and

peri-vascular zone, but also at vascular endothelium (D) on day 3. Compared with the sham group(E), CME increased I1.-6 mRNA expressions not only

at peri-microinfarct(F) and peri-vascular living myocytes, but also at vascular endothelium(G)on day 3. Compared with sham group(H), CME increased

ICAM-1 mRNA expressions at peri-microinfarct living myocytes(I) and vascular endothelium(J) on day 3. Original magnification: X200
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Fig 2 Expression of TNF-a, 1L-6, and ICAM-1 at peri-microinfart zone following CME and therapeutic effect of PDTC
On day 3, CME produced strong TNF-a expressions at the peri-microinfarct (B) and peri-vascular living myocytes (C) compared with sham
group (A). On day 3, CME increased IL.-6 expressions at the peri-microinfarct living myocytes(F), vascular endothelium and inflammation cells
compared with the sham group (E) ; leukocytes migrated into the vascular wall(G). On day 3, CME increased ICAM-1 expression at peri-micro-
infarct living myocytes and vascular endothelium(J) compared with the sham group(I). Effects of PDTC on expression of TNF-o(D), IL-6(H)
and ICAM-1(K) in myocardium on day 3 following CME. Original magnification: X200
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Tab 1 Changes of TNF-a, IL-6 and ICAM-1 in myocardium treated with PDTC

Observation time point #/d

Cytokine Group

1 3 7 14
TNF-« Sham 0.78%+0.37 0.63%0.15 0.6540.11 0.66+0.15
CME 6.6741.09 20.41%1.58 17.5241. 22 9.2341.17
PDTC 4.52+£1.06" 16.6542.87~ 14.564+2.73~ 6.07+1.59~
1L-6 Sham 0.31x0.14 0.33£0.17 0.31£0.08 0.31£0.16
CME 3.8741.00 7.2241.53 2.724+0.76 2.4840.67
PDTC 1.7840.48" 4.721£0.69" 1.5840. 33" 1.2340.45%
ICAM-1 Sham 0.33%£0.12 0.2820.08 0.2320.06 0.2620.07
CME 43.23+£5.38 47.184+9.43 42.90£5.51 19.3243.13
PDTC 27.9944.35" 31.9445.97" 30.2446.86" 12.1543. 14"

Sham group, n=24; CME. Coronary microembolization untreated group,n = 32; PDTC. CME with pyrrolidine dithiocarbamate treated
group, n=32. The rats were sacrificed on day 1,3,7, and 14. * P<C0. 05 vs CME
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