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ABSTRACT

Background and Objectives : The beneficial effects of statins in preventing cardiovascular events may depend,
in part, on their anti-inflammatory action. We previously reported that low dose statin therapy has cholesterol
lowering effects, but no effect on inflammation, and proposed that a sufficient dose of therapy might be needed to
achieve anti-inflammatory action. The aims of this study were to confirm the suggestions made in our previous study.
Subjects and Methods : Fifteen unstable angina patients who were enrolled in our previous study were evaluated.
The usual dose (20 mg) of simvastatin was administrated for 26 weeks, blood samples collected following the
administration and tested for their lipid profiles and inflammatory markers (IL-6, CRP). The changes in the lipid
profiles and inflammatory markers, from baseline levels, to the usual and low doses of statin therapy were evaluated.
Results : The changes in the IL-6 and hsCRP levels after the usual dose simvastatin therapy compared with the
baseline levels were —72.8 and —59.6% (p<0.05), respectively. The changes in the IL-6 and hsCRP levels after
the usual dose simvastatin therapy compared with a 5 mg dose were —77.2 and —47.1% (p<0.05), respectively.
There was statistically significant correlation between the change in the levels of IL-6 and hsCRP during statin
therapy. Conclusion : Our data confirmed the preliminary result of Chung et al, which suggested the usual
dose of simvastatin is required to inhibit the inflammation of unstable plaque in patients with unstable angina
associated with hypercholesterolemia. (Korean Circulation J 2003:33(8):663-670)

KEY WORDS : Angina unstable ; Interleukin-6 ; C-reactive protein ; Hydroxy methylglutaryl-CoA reductase
inhibitors.
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Table 1. Clinical characteristics of subjects

Unstable angina patients with hypercholesterolemia
(n=15)

Age (years) 59.1+£9.7
Sex (M/F) 8/7
Risk factor
Family history of coronary heart disease 2 (13%)
Hypercholesterolemia 15 (100%)
Diabetes mellitus 8 ( 53%)
Hypertension 7 ( 47%)
Smoking 4 ( 26%)
Medication
Oral nitrates 7 ( 47%)
Calcium antagonists 9 ( 60%)
ACE inhibitors 4 ( 26%)
Lipid lowering agents 12 ( 80%)
8 -Blocker 11 ( 73%)
Aspirin 13 ( 86%)
Ticlopidine 9 ( 60%)
Intervention
PTCA 4 ( 26%)
PTCA and stent 8 ( 53%)
Medical follow up 3 ( 20%)

ACE indicates :
indicates :
plasty

angiotensin converting enzyme, PTCA
percutaneous fransluminal coronary angio-
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Table 2. Changes of lipid profiles and inflammatory markers according to the dose of simvastatin

Variables Baseline

Low dose simvastatin Usual dose simvastatin

IL-6 (pg/mL)
hsCRP (mg/dL)

3.18 (2.39 : 8.79)
0.41 (0.23: 1.05)

Total cholesterol (mg/dL) 210 (201 : 274)
LDL-cholesterol (mg/dL) 115 (103 : 136)
HDL-cholesterol (mg/dL) 45 (37 : 58)

Triglyceride (mg/dL) 121 (99 : 222)

0.77 (0.67 : 1.17)*1
0.21 (0.03 : 0.44)*"

4.02 (2.89 : 9.89)
0.49 (0.17 : 0.99)

189 (164 : 217)* 184 (156 : 208)*
92 (76 : 105)* 1(73:10D)*
47 (41 : 56) 50 (41 : 56)
112 (87 : 226) 114 (92 : 200)

Values are median (quartile). = :

p<0.05 compared with baseline, T : p<0.05 compared with low dose simvastatin
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Fig. 1. Changes in the level of IL-6 (A) and hsCRP (B) during simvastatin therapy. IL-6 : interleukin-6, hsCRP : high
sensitivity C-reactive protein, LDS : low dose simvastatin, UDS : usual dose simvastatin.
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Fig. 2. Correlation between the change ratio of IL-6 and
the change ratio of hsCRP after simvastatin therapy. IL-
6 : interleukin-6, hsCRP : high sensitivity C-reactive protein.
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Table 3. Changes in the level of IL-6 during the simvastatin therapy between low IL-6 group (Baseline IL-6 <3.0 pg/mL)

and high IL-6 group (Baseline IL-6 >3.0 pg/mL)

AIL-6 (pg/ML)

Baseline IL-6 <3.0 pg/mL (n=6)

LDS—Baseline!) 1.56 (0.81 : 6.83)
UDS—Baseline? —1.46 (=1.95:0.10)
UDS—LDS3 —2.83 (—8.19 : —0.98)

Baseline IL-6 =3.0 pg/mL (n=9) p
—1.34 (—10.27 : 5.04) 0.181
—520 (=9.31: —2.63) 0.002
—233(-134:-0.52) 0.776

Values are median (quartile). 1) LDS—Baseline : change of IL-6 level after treatment with low dose simvastatin com-
pared with baseline IL-6 level, 2) UDS—Baseline : change of IL-6 level after treatment with usual dose simvastatin
compared with baseline IL-6 level, 3) UDS—LDS : change of IL-6 level after tfreatment with usual dose simvastatin
compared with IL-6 level after freatment with low dose simvastatin
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