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Abstract

Peroxisome proliferator-activated receptor « (PPAR «) is a regulator of the oxidation of fatty
acids, and PPAR « also modulates inflammation. Recently it was demonstrated that, cerivastatin,
an HMG-CoA reductase inhibitor, had PPAR « stimulating action.

Experimental autoimmune myocarditis (EAM) in rats is an animal model of human giant cell
myocarditis and postmyocarditis dilated cardiomyopathy. We investigated the role of cerivastatin
on EAM.

Cerivastatin was administered to rats with EAM for 3 or 4 weeks, starting immediately after
immunization with cardiac myosin. There was little reductions in the ratio of ventricular weight to
body weight. The area of inflammatory lesions were equal compared with controls. Control rats
showed a deterioration of cardiac function, which was not improved by cerivastatin.
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Qur results demonstrated that cerivastatin was unable to prevent the progression of EAM.
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1 Clinical course of experimental autoimmune myocarditis (EAM).
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# 1 General findings
3C 3L 3H 4C 4L 4H
(n=38) (n=8) (n=8) (n=38) (n=8) (n=8)
BW [g] 311.31+47 302.8%£2.9 304.3+8.5 327.0+89 322.5+5.6 315.5+5.3 NS
HW [g] 1.1320.03 1.26£0.06 1.0520.03 1.1940.05 1.30%0.07 1.14+0.04 NS
HW/BW  [mg/g] 3.64+0.08 4.16%0.21 3.49%+0.18 3.681+0.23 4.04+£0.24 3.601+0.12 £
LDL—C lg/dl] 5.18+0.76 6.4810.34 5.79%0.63 4.6510.31 5.56£0.60 4.71£0.18 NS
Sialic acid [mg/dl] 52.7+0.7 55.612.1 52.241.8 50.3+£1.5 51.34+2.0 44.8+1.2 *

BW: body weight, HW: heart weight
3C: control rat at 3 week, 4C: control rat at 4 week

3L: Cerivastatin 0.5mg/kg treated rats during 3 weeks, 3H: Cerivastatin 2.0mg/kg treated rats during 3 weeks

4L: Cerivastatin 0.5mg/kg treated rats during 3 weeks, 4H: Cerivastatin 2.0mg/kg treated rats during 3 weeks

The ratio of heart weight to body weight (HW/BW [mg/gl) is calculated by [HW/BW X1000]

Values are mean=SE. NS: not significant. * : P<<0.05 between 3C and 3L

# 2 Haemodynamic findings at 3 weeks'

3C 3T SH ]

B (n=28) (n=8) (n=8) 1
CvP [mmHg] 31408 27407 31408 | NS
BP [mmHg] = 8L6E37 | 799%38 | 847H47 | NS
LVP [mmHg] | 9L1£33 | 88034 | 943%40 | NS
EDP (mmHg) | 135517 | 95+L0 8212 | %
dP/di max [mmHg/sec] | 3658269 34824258 3902:+268 i NS
dP/dtmin  [mmHg/sec] | 3613217 | 3616+259 | 4224%281 | NS
HR [beats/min] | 35119 | 331%11 340£12 | NS

3C' control rat at 3 week

31.: Cerivastatin 0.5mg/kg treated rats during 3 weeks

3H: Cerivastatin 2.0mg/kg treated rats during 3 weeks

CVP: central vein pressure, BP: blood pressure. LVP: left ventricular pressure

EDP: end-diastolic pressure, HR: heart rate, NS' not significant

* - p<0.05 between group 3C and group 3H
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# 3 Haemodynamic findings at 4 weeks'

4C 4L 4H

(n=38) (n=8) (n=8)
CVP [mmHg] 1.1+0.5 2.0£0.7 1.0£+0.5 NS
BP [mmHg] 84.31+5.3 83.1£3.5 90.7%3.3 NS
LVP [mmHg] 93.91+4.9 95.8+2.8 98.5+2.8 NS
EDP [mmHg] 8.6+1.4 11.3+1.8 9.1+13 NS
dP/dt max [mmHg/sec] 42281284 4126164 43501233 NS
dP/dtmin  [mmHg/sec] 4374+337 4406+134 46544250 NS
HR [beats/min] 347£10 334+11 355+12 NS

4C: control rat at 4 week

4L: Cerivastatin 0.5mg/kg treated rats during 4 weeks

4H: Cerivastatin 2.0mg/kg treated rats during 4 weeks

CVP: central vein pressure, BP: blood pressure, LVP: left ventricular pressure
EDP: end-diastolic pressure, HR: heart rate, NS: not significant

4C 4L

4H

2 Histopathologic findings in specimens obtained from the midportion of the left ventricle of the
heart (Azan-Mallory stain).
(3C) Control rat at 3 weeks. (4C) Control rat at 4 weeks. (3L) Low dose treated by cerivastatin
during 3 weeks. (3H) High dose treated by cerivastatin during 3 weeks. (4L) Low dose treated by
cerivastatin during 4 weeks. (4H) High dose treated by cerivastatin during 4 weeks.
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3 Residual intact area of myocardium
(3C) Control rat at 3 weeks. (4C) Control rat at 4 weeks. (3L) Low dose treated by cerivastatin dur-
ing 3 weeks. (3H) High dose treated by cerivastatin during 3 weeks. (4L) Low dose treated by

cerivastatin during 4 weeks. (4H
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