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Abstract

The influence of probucol-induced low high-density lipoprotein (HDL) cholesterolemia on the progres-
sion of coronary atherosclerosis was studied in 320 patients with angina pectoris or myocardial infarction,
32 patients with probucol 500 mg/day, 288 patients without probucol, who underwent follow-up
angiography at intervals of at least 2 years. The 288 patients were divided into two groups depending on
the serum HDL-cholesterol (HDL-C) level at the follow-up angiography : the low HDL-C group had a
serum HDL-C level below 40 mg/d/ (152 patients) and the control group had 40 mg/d/ or above (136
patients). Coronary sclerosis index was defined as the total products of coronary scores (0—6) by segments
according to the American Heart Association reporting system in the branches without angioplasty and
was compared between the three groups.

In the probucol group, serum HDL-C level was significantly reduced from 43.9+10.6 (at baseline) to
31.1+7.6 mg/d! (at follow-up, p<0.01) and was lower than that in the other two groups (low HDL-C
group 33.1+5.0 mg/dl, p<0.07; control group 52.6+9.8 mg/d/, p<0.01). Coronary sclerosis index was
most increased in the low HDL-C group (8.3+£5.4—>11.9%6.1, p<0.01), whereas there was no signifi-
cant change in the probucol group (7.2£5.9—9.11+6.8, p=0.24). Our results showed that treatment with
probucol inhibits the progression of coronary atherosclerosis despite the decrease in HDL-C level. One
possible reason may be remarkable improvement in the other lipid factors, especially the low-density
lipoprotein cholesterol level (165.7 =33.9—123.7+29.0 mg/dl, p<0.01).
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Selected abbreviations and acronyms

HDL-C=high-density lipoprotein cholesterol

LDL-C=low-density lipoprotein cholesterol

L, BlRE{ILORDEREFL ShaFRHE) FER
Z 3L A7 10— (high-density lipoprotein cholesterol :
HDL-C) T & ¢ 2 72010, EBRICBIIRELOHEST
EMHT A0 L) LEBALRA TR, 4, Kol
probucol DX 512 & o THA L 72{& HDL-C MfE ASEEhAR
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1. BEHER (Tablel)

Probucol ¥ 5-#E 13 B M 26 B, k6 B, FHFE#HIT
618 M TH o7z, FHEIEHMIZ68+L32 2T, i
D 2 B ({& HDL-C # 52+24 # A, p<0.01; x}HBE 51
+32 78, p<0.0l) LB L TEREICENP 272, 20
D EEMREF B & OB FHEA 0% 54T 3 BM T
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2. MiBEREEDZEAL (Tables 2, 3, Fig. 1)

MERER, 82V XA50—-)VE & U LDL-C 7%
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Table 1 Clinical characteristics

Probucol group Low HDL-C group Control group

Number of patients 32 152 136
Age (yr) 618 63+8 64+8
Male/female 26/6 128/24 113/23
Interval (months) 68132 52+24% 51+32f
Hypertension 15 47) 66 (43) 64 (47)
Diabetes mellitus 8 (25) 44 (29) 3727
Smoking 4(13) 29 (19) 19 (14)
Prior myocardial infarction 9 (28) 43 (28) 55 (40)
Concomitant medications -

HMG-CoA inhibitors 0(0) 24 (16) 30 (22)

ACE inhibitors 1(3) 12 (8) 9(7)

Calcium antagonists 20 (63) 113 (74) 105 (77)
Excluded segments 138/448 (31) 638/2128 (30) 534/1904 (28)

LAD 78/192 (41) 348/912 (38) 282/816 (35)

LCX 40/128 (31) 144/608 (24) 120/544 (22)

RCA 20/128 (16) 146/608 (24) 132/544 (24)

Data presented are mean =+ standard deviation or number (%) of patients.

*p<0.01 probucol group vs low HDL-C group, p<0.01 probucol group vs control group.

HMG-CoA =3-hydroxy-3-methylglutaryl coenzyme A; ACE=angiotensin converting enzyme; LAD=left anterior descending coronary
artery; LCX=left circumflex coronary artery; RCA =right coronary artery.

Table 2 Lipid levels at baseline

Probucol group Low HDL-C group Control group
Total cholesterol (mg/d/) 246.61+30.4 202.5+41.8* 204.0+38.1*
LDL-cholesterol (mg/d/) 165.7+33.9 132.2+36.6* 128.4+37.0*
HDL-cholesterol (mg/dl) 4391+10.6 35.7+7.3*% 46.4+13.2¢
Triglycerides (mg/dl) 184.9+100.5 170.2+81.2 145.0+69.2"

Data presented are mean *standard deviation.
*p<0.01 probucol group vs low HDL-C group, /p<<0.01 probucol group vs control group, p<0.01 low HDL-C group vs control group.

Table 3 Lipid levels at follow-up angiography

Probucol group Low HDL-C group Control group
Total cholesterol (mg/dl) 182.9+29.6 195.61+34.4 211.0+37.9%
LDL-cholesterol (mg/d/) 123.7£29.0 129.1+32.7 133.2+35.6
HDL-cholesterol (mg/dl) 31.1£7.6 33.1%5.0 52.6£9.8%
Triglycerides (mg/dl) 139.9+93.8 166.51+80.0 130.1+61.5%

Data presented are mean * standard deviation.
p<<0.01 probucol group vs control group, {p<<0.01 low HDL-C group vs control group.

3. BHRE{LEROZEL (Fig. 2) 6.8 B (p=024) Nk, BDFLLRBEMIE ET o7,
MERER O TEREILIE B I3 BB THEE R
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5 11.9+6.1 & (p<0.01) N, EBETIEZ73+54 b W, FEH R MERE ORENLDLES XY PO
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CHITHF LT, probucol I GHTIZ 722595591+ 25, ENOKBELBRAR» LFHINTWVES,
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Fig. 1 Changes of lipid levels
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Probucol therapy induced mean decreases of 25% in serum total cholesterol level, 21% in LDL-cholesterol level,
15% in triglycerides level and 12% in HDL-cholesterol level at the follow-up angiography, compared with baseline

lipid levels.
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Fig. 2 Changes of coronary sclerosis index

Coronary sclerosis indexes were increased significantly in the low HDL-C and control groups (»<0.01), whereas
there was no significant change in the probucol group (p=0.24).
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