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Effect of Cholesterol Reducing
Therapy With 3-Hydroxy-3-
Methylglutaryl Coenzyme A
Reductase Inhibitor on Secondary
Prevention After Myocardial
Infarction in Japanese Patients

Eizo TACHIBANA, MD
Ikuyoshi WATANABE, MD
Ken NAGAO, MD*
Katsuo KANMATSUSE, MD, FICC

Lowering the blood cholesterol level is a safe method to improve survival for primary and secondary
prevention of coronary heart disease. However, there is no evidence for any effectiveness in Japanese. This
study was designed to evaluate the effect of cholesterol lowering therapy with 3-hydroxy-3-methylglutaryl
coenzyme A (HMG-CoA ) reductase inhibitor on cardiac events (death and reinfarction) in Japanese patients
after myocardial infarction.

A total of 290 patients after myocardial infarction were studied retrospectively. The patients were divid-
ed into 2 groups with or without HMG-CoA reductase inhibitor therapy for lowering blood cholesterol lev-
els. The cumulative cardiac events and percentage change of cholesterol levels[total cholesterol and low-
density lipoprotein (LDL) cholesterol level] were compared between the 2 groups.

HMG-CoA reductase inhibitor therapy lowered plasma cholesterol levels significantly (total cholesterol
level —11 £ 20%, LDL cholesterol level — 23 + 26%) in patients with hypercholesterolemia, whereas there
was no change (total cholesterol level 4.3 +22%, LDL cholesterol level —7.2 + 24%)in patients without
hypercholesterolemia. HMG-CoA reductase inhibitor therapy reduced cardiac events significantly com-
pared in patients with hypercholesterolemia (p = 0.0008), but there was no benefit in patients without
hypercholesterolemia.

We suggest that treatment with HMG-CoA reductase inhibitor therapy for lowering cholesterol levels
was effective for secondary prevention after myocardial infarction in Japanese patients with hypercholes-

terolemia.
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Table 1 Baseline characteristics

HMG-CoA (+) group HMG-CoA (—) group

(n=135) (n=155) p value

Age (yr) 58+10 60£11 NS
Sex (male) 81% 80% NS
Infarct-related artery (LAD) 62% 56% NS
One-vessel disease 63% 69% NS
Good collaterals 22% 22% NS
Reperfusion 95% 85% 0.0089
LVEF 57+14% 56+13% NS
LVEDV (m//m?) 98+24 99+33 NS
Coronary risk factor

Hypertension 51% 49% NS

Diabetes mellitus 24% 26% NS

Smoking (baseline/follow-up) 75%/1% 86%/14% 0.02/NS

Hyperlipidemia 84% 52% <0.0001
Medication

Nitrates 78% 71% NS

Ca-antagonists 70% 65% NS

3-blockers 24% 15% 0.03

ACE inhibitors 19% 24% NS

Continuous values are mean=+ SD.

HMG-CoA (+) group : Treatment with HMG-CoA reductase inhibitor. HMG-CoA (—) group : Treatment without
HMG-CoA reductase inhibitor.

HMG-CoA =3-hydroxy-3-methylglutaryl coenzyme A; LAD=Ileft anterior descending artery; LVEF=left
ventricular ejection fraction; LVEDV =left ventricular end-diastolic volume; ACE=angiotensin converting

enzyme.
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o p=NS HMG-CoA(-) o 15 p=NS
10;
o P ————- Q
[ =1 [
(] ! [}
e P 2
Q r== Q
£s —  Z
HMG-CoA(+)
C L) L) T
0 12 24 36 48 60
month
Fig. 1 Kaplan-Meier estimates of cumulative incidence Fig. 2 Kaplan-Meier estimates of cumulative incidence
of reinfarction in all patients over 5 years of cardiac events (cardiac death and reinfarc-
p value is based on log-rank test. tion) in all patients over 5 years
Explanation of the groups and abbreviation as in p value is based on log-rank test.
Table 1. Explanation of the groups and abbreviation as in

Table 1.
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Table 2 Baseline characteristics in patients without hypercholesterolemia
HMG-CoA (+) group HMG-CoA (—) group
(n=35) (n=111) p value
Age (yr) 59+11 6011 NS
Sex (male) 80% 80% NS
Infarct-related artery (LAD) 69% 56% NS
One-vessel disease 80% 75% NS
Good collaterals 14% 17% NS
Reperfusion 94% 82% NS
LVEF 56+14% 56+13% NS
LVEDV (ml/m?) 97+18 97+30 NS
Coronary risk factor
Hypertension 51% 49% NS
Diabetes mellitus 20% 26% NS
Smoking (baseline/follow-up) 80%/3% 85%/13% NS/NS
Medication
Nitrates 80% 68% NS
Ca-antagonists 69% 62% NS
3-blockers 34% 15% 0.02
ACE inhibitors 26% 28% NS
Continuous values are mean+SD.
Explanation of the groups and abbreviations as in Table 1.
% 3% T, MEMTERERZ RS kb ol
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%5 T, FBGHIBOBO0%, 3%, 3%, 1%, 1% T,
£ HMG-CoA(-) MEEIIIEEELRD Lo 7 .
e m——————-
o
1 3. BALXFO-IVIEFHICRE L EE
O ' ' ' = o =
0 12 24 36 48 60 1) BEERAT
month HMG 55 (100 81) & Fe#k 58 (44 B1) OEFEHF

Fig. 3 Kaplan-Meier estimates of cumulative incidence
of reinfarction in patients without hypercholes-
terolemia over 5 years
b value is based on log-rank test.

Explanation of the groups and abbreviation as in
Table 1.
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Table 3 Baseline characteristics in patients with hypercholesterolemia
HMG-CoA (+) group HMG-CoA (—) group
(n=100) (n=44) p value
Age (yr) 57%10 5911 NS
Sex (male) 81% 80% NS
Infarct-related artery (LAD) 60% 57% NS
One-vessel disease 57% 57% NS
Good collaterals 25% 32% NS
Reperfusion 95% 90% NS
LVEF 571£14% 55+14% NS
LVEDV (m//m?) 98+26 10940 NS
Coronary risk factor
Hypertension 51% 43% NS
Diabetes mellitus 25% 27% NS
Smoking (baseline/follow-up) 73%/9% 89%/16% NS/NS
Medication
Nitrates 77% 79% NS
Ca-antagonists 71% 72% NS
B -blockers 21% 16% NS
ACE inhibitors 16% 14% NS
Continuous values are mean=SD.
Explanation of the groups and abbreviations as in Table 1.
o
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Fig. 4 Kaplan-Meier estimates of cumulative incidence Fig. 5 Kaplan-Meier estimates of cumulative incidence

of cardiac events (cardiac death and reinfarc-
tion)in patients without hypercholesterolemia
over 5 years

p value is based on log-rank test.

Explanation of the groups and abbreviation as in
Table 1.

of reinfarction in patients with hypercholes-
terolemia over S years

p value is based on log-rank test.

HMG-CoA reductase inhibitor is reduced significantly
(p=0.0083).

Explanation of the groups and abbreviation as in Table 1.

T, EBEHIBOBD11%, 17%, 20%, 27%,
32%C, MEBEMICHL P ZEZEZ®ROL (p=
0.0008).
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Table 4 Total cholesterol level and LDL cholesterol level at baseline and follow-up

HMG-CoA (+) group HMG-CoA (—) group p value
All patients (n=135) (n=155)
Baseline cholesterol level (mg/dl) 225+46 195+38 <0.0001
Follow-up cholesterol level (mg/d!) 199+35 192428 NS
Change in cholesterol level (%) —9.2+21 0.32£19 0.0006
Baseline LDL-C level (mg/d!) 154£36 129439 0.0009
Follow-up LDL-C level (mg/d) 115+34 118+25 NS
Change in LDL-C level (%) —22+30 —6.7126 0.0004
Non-hypercholesterolemia (n=35) (n=111)
Baseline cholesterol level (mg/dl) 20840 19137 NS
Follow-up cholesterol level (mg/d!) 191£21 186+23 NS
Change in cholesterol level (%) —43+23 —1.1£19 NS
Baseline LDL-C level (mg/dl) 13641 12133 NS
Follow-up LDL-C level (mg/dl) 105+26 112+20 NS
Change in LDL-C level (%) —10+£53 —58+24 NS
Hypercholesterolemia (n=100) (n=44)
Baseline cholesterol level (mg/dl) 230+47 207143 0.029
Follow-up cholesterol level (mg/dl) 202437 208+33 NS
Change in cholesterol level (%) —11£20 43+22 0.002
Baseline LDL-C level (mg/d!) 161+32 15246 NS
Follow-up LDL-C level (mg/d!) 119+£35 131£31 0.07
Change in LDL-C level (%) —23+26 —72+24 0.008

o

0

Values are mean=*SD.
LDL-C=low-density lipoprotein cholesterol. Explanation of the groups and other abbreviation as in Table 1.

HMG-CoA(-)
p=0.0008 |
_! _______ ]
(=
r——‘
1
i HMG-CoA(+)
i
12 24 36 48 60
month

Fig. 6 Kaplan-Meier estimates of cumulative incidence

p value is based on log-rank test.

of cardiac events (cardiac death and reinfarc-
tion)in patients with hypercholesterolemia over
5 years
HMG-CoA reductase inhibitor is reduced significantly
(p = 0.0008).

Explanation of the groups and abbreviation as in Table 1.
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