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= Abstract =

Background: There are very few prospective studies on the hyperlipidemia among Korean patients in

primary care. In order to investigate the safety and efficacy of simvastatin after 24-week treatment among

Korean patients with hyperlipidemia in primary care setting, a multicenter prospective study was carried

out.

Methods: A total of 1,067 patients were enrolled from 46 family physicians for the period of one year

from January 1999 to January 2000. Following 4 weeks washout, eligible patients were treated with

Simvastatin administered orally for 24 weeks. To ascertain the compliance and safety, we regularly

followed the patients up at the interval of 4, 12, 24 weeks after screening. Total cholesterol (TC), HDL-

cholesterol and triglycerides assays were performed at 0, 12 week. For the adverse events evaluations,

physicians examined patients after patients filled up the questionnaire when they visited. Also diet

therapy was maintained continuously during the study.

Results: Among 1,067 hyperlipidemic patients, 1,019 patients (male:368, female:651) were evaluated for

safety assessment and 597 for efficacy assessment. During the first 24 weeks of treatment, the lipid-

lowering medication was continued by 52.3% and discontinued by 19.7%. The remaining 28% were

dropout. After the first 12 weeks of Simvastatin medication, total cholesterol, triglycerides and LDL-

cholesterol levels showed significant reduction of 23.2£12.5%, 4.84+51.7%, 33.0:18.8% respectively

(P<0.05) and HDL-cholesterol rose significantly to 9.61:98.5% (P<0.05). Total 93 adverse events (9.1%)



were reported in 1,019 patients. Most frequently reported adverse event was indigestion (1.1%) and

followed by heartburn (1.0%), myalgia (0.7%), puffiness (0.7%) and weakness (0.6%).

Conclusion: Compliance with the lipid lowering therapy was relatively low in primary care and

simvastatin effectively controlled hyperlipidemia and was well tolerated.

Key Words: Hyperlipidemia, Simvastatin, compliance, safety



Table 1. Characteristics of 1,019 patients

Female Total
Male(n=368)
(n=651) (n=1,019) P value
No. (%) No. (%) No. (%)
Age (yr)
(48. 104 (16. (27.
<40 177 281 < 0.001
1) 0) 6)
(32. 319 (49. (42.
40-59 118 437
1 0) 9)
(19. 228 (35. (29.
> 60 73 301
8) 0) 5)
Smoking
(52. 26 (4.2 (22.
Smoker 193 219 < 0.001
9) ) 1
(30. 19 (3.0 (13.
Ex-smoker 110 129
1 ) 0)
(17. 580 (92. (64.
Non-smoker 62 642
0) 8) 9)
Alcohol
(69. 78 (13. (34.
Drinker 239 317 < 0.001
1 5) 3)
(30. 501 (86. (65.
Non-drinker 107 608
9) 5) 7)
History of coronary heart
disease
(1.7 13 (2.1 (1.9
Yes 6 19 NS
) ) )
(98. 619 (97. (98.
No 344 963
3) 9) D
History of cerebrovascular
accident
(1.7 16 (25 (1.9
Yes 6 19 NS
) ) )
(98. 616 (97. (98.
No 345 961
3) 5) 1D

Awareness of hyperlipidemia




Yes 279

No 83
Previous lipid lowering
therapy

Yes 100

No 258
Lipid lowering diet

Yes 182

No 172
Exercise

No 111

Yes irregular 111

regular 140

Hypertension

Yes 137

No 231
Body mass index
(kg/m®)

<22 57

22-25 146

> 25 165

Fasting glucose

(77.
D
(22.
9

(27.
9
(72.
D

(51.
4)
(48.
6)

(30.
7)
(30.
7)
(38.
6)

(37.
2)
(62.
8)

(15.
5)
(39.
7)
(44.
8)

453

182

236

382

329

287

278

123

227

304

347

144

229

277

(71.
3)
(28.
7)

(38.
2)
(61.
8)

(53.
4)
(46.
6)

(44.
3)
(19.
6)
(36.
by

(46.
7)
(53.
3)

(22.
2)
(35.
2)
(42.
6)

732

265

336

640

511

459

389

234

367

441

578

201

375

442

(73.
4)
(26.
6)

(34.
4)
(65.
6)

(52.
7)
(47.
3)

(39.
3)
(23.
6)
(37.
1

(43.
3)
(56.
7)

(19.
8)
(36.
8)
(43.
4)

0.049

0.001

NS

0.005

0.003

NS




(mg/dl)

<110

> 110
Cholesterol (mg/dl)

<240

240-269

> 270

265

85

38

187

132

(75.
7)
(24.
3)

(10.
6)
(52.
4)
(37.
0)

464

154

56

315

252

(75.
D
(24.
9)

(9.0

(50.
6)
(40.
4)

729

239

94

502

384

(75.
3)
(24.
7)

(9.6

(51.
2)
(39.
2)

NS

NS




Table 2. Outcomes of 24—week follow—up for simvastatin medication

No. (%)

Dosage

20mg 3 (0.3)

10mg 1,013 (99.4)

5mg 3 (0.3)
Concomitant medication

Yes 598 (568.7)

No 421 (41.3)
Adverse reactions

Yes 69 (6.8)

No 950 (93.2)
Outcome of 24 week follow-
up

Continuation 533 (52.3)

Discontinuation 201 (19.7)

Drop-out 285 (28.0)




Table 3. The changes of lipid profiles after 12-week simvastatin medication

Serum level (+SD)

Serum lipids No. % change (£SD)
Baseline 12 week
Total cholesterol (mg/dl) 597 267.9+29.7 205.7£33.5 - 23.2412.5"
HDL-cholesterol (mg/dl) 552 53.0+£24.5 47.9+52.2 9.6498.5"
212.4+198. N
Triglyceride (mg/dl) 559 0 202.2+109.8 - 4.8451.7
LDL-cholesterol* N
501 177.6+£35.0 119.0+33.4 - 33.0+18.8

(mg/dl)

* Calculated by Friedewald method when TG < 400mg/dl

T P<0.01 by paired t-test

IP<0.05 by paired t-test



Table 4. The incidence of adverse events associated with simvastatin by gender

Men (n=368) Women (n=651) Total (n=1,019)

No. % No. % No. %
Indigestion 2 0.5 9 1.4 11 1.1
Heartburn 1 0.3 9 1.4 10 1.0
Myalgia 3 0.8 4 0.6 7 0.7
Puffiness 1 0.3 6 0.9 7 0.7
Weakness 4 1.1 2 0.3 6 0.6
Dizziness 3 0.8 2 0.3 5 0.5
Constipation 2 0.5 2 0.3 4 0.4
Somnolence 2 0.5 1 0.2 3 0.3
Nausea 1 0.3 2 0.3 3 0.3
Pruritus 1 0.3 2 0.3 3 0.3
Hair loss 0 0.0 3 0.5 3 0.3
Insomnia 1 0.3 1 0.2 2 0.2
Chest tightness 1 0.3 1 0.2 2 0.2
Abdominal pain 0 0.0 2 0.3 2 0.2
Diarrhea 0 0.0 2 0.3 2 0.2
Cough 0 0.0 2 0.3 2 0.2
Rash 0 0.0 2 0.3 2 0.2
Others 8 2.2 11 1.7 19 1.9

Total 30 8.2

(@)
w

9.7

<o}
w

9.1




Table 5. The incidence of adverse events associated with simvastatin by week

4 week 12 week 24 week

No. % No. % No. %
Indigestion 7 0.7 3 0.3 1 0.1
Heartburn 5 0.5 4 0.4 1 0.1
Myalgia 4 0.4 3 0.3 0 0.0
Puffiness 6 0.6 0 0.0 1 0.1
Weakness 2 0.2 3 0.3 1 0.1
Dizziness 0 0.0 4 0.4 1 0.1
Constipation 2 0.2 0 0.0 2 0.2
Somnolence 0 0.0 1 0.1 2 0.2
Nausea 1 0.1 1 0.1 1 0.1
Pruritus 3 0.3 0 0.0 0 0.0
Hair loss 0 0.0 1 0.1 2 0.2
Insomnia 1 0.1 1 0.1 0 0.0
Chest tightness 0 0.0 0 0.0 2 0.2
Abdominal pain 1 0.1 1 0.1 0 0.0
Diarrhea 2 0.2 0 0.0 0 0.0
Cough 2 0.2 0 0.0 0 0.0
Rash 1 0.1 0 0.0 1 0.1
Others 7 0.7 9 0.9 2 0.2
Total 44 4.3 31 3.0 17 1.8




Table 6. Telephone follow—up of withdrawal and drop—out patients with simvastatin

No. (%)
Telephone follow-up of drop-out patients
(n=224)
Continuation of medication 45 (20.1)
Discontinuation 179 (79.9)
Reasons for withdrawal (n=183)
Busy 57 (31.2)
Decreased cholesterol level 44 (24.0)
Adverse reactions 43 (23.5)
Other treatment 18 (9.8
High cost 3 (1.6)

Others 18 (9.8)
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