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ABSTRACT Objective: To investigate the protective effects of protein kinase C BII (PKCBII) selective inhibitor LY333531 on the
myocardial fibrosis after myocardial infarction (MI). Methods: The left anterior descending (LAD) coronary artery of male Sprague-Daw-
ley (SD) rats was occluded to induce MI. At four weeks after M1, rats with heart failure (HF) signs were treated with the LY333531 (3
mg/kg/day) or normal sodium (NS) for 6 weeks. The body weight and cardiovascular parameters were detected. Cardiomyocyte hypertro-
phy was evaluated by haematoxylin and eosin (H&E) staining. Collagen deposition was evaluated by picrosirius red staining. Results:
LY333531 treatment improved fractional shortening (from 21 % to 35 %) compared to control (NS). Mid-ventricle tissue sections stained
with (H&E) showed that LY333531 treatment reduced wall thickness and cardiomyocyte width. Picrosirius red staining exhibited a 150
% decrease in collagen deposition in rat hearts treated with LY333531. Conclusions: Sustained selective inhibition of LY333531 in a
post-MI HF rat model improves cardiac function and is associated with inhibition of pathological myocardial remodeling.
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Fig.1 Cardiovascular measurements. A. experiment protocol. B. Fractional shortening was measured and plotted as graphs before and after treatment

*P<0.05 vs Sham group, n=6 per group.
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Table 1 Comparison of the body-weight and cardiac function measurements between different groups

Parameter Sham HF+NS HF+LY333531
Number(n) 10 10 10

HR(bpm) 365+ 7 378+ 11 376+ 8
BP(mmHg) 119+ 3.8 120+ 5.2 123+ 5.7
BW(g) 398+ 15 401+ 27 386+ 21
LVW/BW(mg/g) 2.5+ 03 3.4+ 0.7* 2.9+ 0.4
PWT(mm) 1.6% 0.5 2.5+ 0.1* 1.7% 0.1
LVEDD(mm) 7.5 0.7 9.8+ 0.8* 8.6+ 0.4
LVESD(mm) 3.7+ 0.3 8.7+ 0.4* 5.5+ 0.6

Note: ¥*P<C0.05 vs Sham group, #P<<0.05 vs HF+NS group.

A Sham MF+NS MF+LY333531

Fig.2 Cardiac morphological analysis of rats. A. Cardiac morphology using HE stained cardiac slices. B. Representative photomicrographs of each group

depicting cardiomyocyte hypertrophy
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Fig.3 Collagen deposition measurement in the rats. A. Collagen deposition was measured by picrosirius red staining. B. Quantitative analyses of collagen

deposition in rat myocardium, n =6 per group; *P<<0.05 vs sham group; #P<<0.05 vs HF+NS group.
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