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A Prospective Single-Center Study of Incidence of Atorvastatin-Induced

Myalgia in Korean Patients: Application of the Statin Myalgia Clinical

Index
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Background: Statin-induced myalgia is a common cause of discontinuation and a barrier that interferes with long-term

treatment. The incidence of myalgia reported by previous atorvastatin trials in Korea ranged from 0.8% to 3.4%. This study

assessed the incidence of myalgia after atorvastatin was administered to Korean patients with dyslipidemia. In addition, the
Statin Myalgia Clinical Index (SMCI) was used to assess the likelihood that a patient’s myalgia was caused by atorvastatin.
Methods: Dyslipidemic patients were eligible to participate if they were statin-naive or treated with statins other than

atorvastatin. Muscle complaints were assessed at the baseline, the 10-weeks visit and the final follow-up visit (16 weeks or

later). The SMCI score was calculated if a patient developed myalgia, which was rated as probable, possible or unlikely related

to the statin.

Results: A total of 89 patients were analyzed. The atorvastatin doses ranged from 10 to 80 mg. Six (7%) patients reported new
and unexplained muscle pain. Information on the timing of myalgia relative to stopping was unavailable in two patients.
After excluding these two patients, three (3.4%) out of 87 patients were classified by the SMCI as having possible or probable

atorvastatin-associated myalgia.

Conclusions: In this study, the incidence of myalgia was higher than the incidences reported by the previous trials in Korea.

However, the incidence of statin-associated myalgia assessed using SMCI was comparable to those of the trials. The SMCI

may help diagnosis of statin-associated myalgia in clinical practice and optimize treatment for patients with myalgia.
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Table 1. Statin myalgia clinical index score

Clinical symptoms (new or increased unexplained muscle

symptoms) Score
Regional distribution/pattern

Symmetric hip flexors/thigh aches 3

Symmetric calf aches 2

Symmetric upper proximal aches 2

Non-specific asymmetric, intermittent 1
Temporal pattern

Symptoms onset <4 weeks 3

Symptoms onset 4-12 weeks 2

Symptoms onset >12 weeks 1
Dechallenge

Improves upon withdrawal (<2 weeks) 2

Improves upon withdrawal (2-4 weeks) 1

Does not improve upon withdrawal (>4 weeks) 0
Challenge

Same symptoms reoccur upon rechallenge <4 weeks 3

Same symptoms reoccur upon rechallenge 4-12 weeks 1
Statin myalgia clinical index score

Probable 9-11

Possible 7-8

Unlikely <7

Adapted from the paper by Rosenson et al’
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Table 2. Demographic details of the study population

Variable Value
Age, years 61£13
Men 42 (47.0)
Current smoker 15(17.0)
Hypertension 42 (47.0)
Diabetes 17 (19.0)
Atherosclerotic cardiovascular disease 34 (38.0)
Carotid artery stenosis 6(7.0)
Family history of premature coronary heart 6 (7.0)
disease
Total cholesterol (mg/dL) 219+38
LDL cholesterol (mg/dL) 15134
HDL cholesterol (mg/dL) 51+12
TG (mg/dL) 140 (98.5, 195.5)
Non-HDL cholesterol (mg/dL) 168+34
Atorvastatin dose (mg/day)
10 47 (53.0)
20 17 (19.0)
40 14 (16.0)
80 11 (12.0)

Duration of follow-up, days 148 (126.0, 176.5)

Values are presented as mean+standard deviation, median (interquartile
range) or number (%).

LDL; low-density lipoprotein, HDL; high-density lipoprotein, TG;
triglycerides.



o

=01 2HXt2] OfEEHIAENH0 2|8t =&

Table 3. Percent change in LDL cholesterol and post-treatment laboratory enzyme parameters

No myalgia (n=83)

Percentage change in LDL cholesterol (%)
Post-treatment CPK
Post-treatment AST
Post-treatment ALT

-43.8 (-59.5, -30.1)"
85.5 (63.0, 129.8)°
25 (20.0, 31.0)°
26 (20.0, 34.5)°

Present myalgia (n=6) )4
-43.6 (-55.0, -27.9)° 0.79
137 (91.5,224.5)° 0.15
22 (18.5,28.3) 0.33
19.5 (123, 32.8) 0.19

Values are presented as medians (interquartile range).

LDL; low-density lipoprotein, CPK; creatine phosphokinase, AST; aspartate aminotransferase, ALT; alanine aminotransferase.
*The sample size is 78 because of missing data; "The sample size is 5 because of missing data; “The sample size is 72 because of missing data; “The

sample size is 77 because of missing data.

Table 4. Medications used by the patients with myalgia and their Statin Myalgia Clinical Index scores

Medications

Statin myalgia clinical index

PatientNo.  Atorvastatin dose CYP3A4 inhibitor ‘ .Reg.ional Temporal Dechallenge Challenge ‘S-tatin- myalgia
(mg/day) distribution/pattern pattern clinical index score

1 10 2 2 - -

2 80 3 2 2 3 9 (probable)

3 10 2 2 - lor2

4 10 amiodarone 1 2 0 - 3 (unlikely)

5 20 1 3 2 3 9 (probable)

6 40 2 3 2 0 7 (possible)

CYP3A4; cytochrome P450 3A4.
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Table 5. Bivariate statistics for atorvastatin-associated myalgia

No myalgia (n=83) Present myalgia (n=6) p
Age, years 60 (53.0, 73.0) 67 (50.3,71.5) 0.68
Men 39 (47.0) 3(50.0) 1
Current smoker 14 (17.0) 1(17.0) 1
Hypertension 39 (47.0) 3 (50.0) 1
Diabetes 15 (18.0) 2(33.0) 0.32
Atherosclerotic cardiovascular disease 32 (39.0) 2(33.0) 1
Carotid artery stenosis 6 (7.0) 0 (0.0) 1
Family history of premature coronary heart disease 6(7.0) 0(0.0) 1
Total cholesterol (mg/dL) 227 (191.0, 246.0) 203.5(177.8, 252.5) 0.69
LDL cholesterol (mg/dL) 154 (131.0, 169.0) 130.5 (95.3,204.8) 0.48
HDL cholesterol (mg/dL) 53 (42.0, 58.0) 47.5(35.5, 60.5) 0.57
TG (mg/dL) 140 (98.0, 196.0) 141 (107.5,225.3) 0.84
Non-HDL cholesterol (mg/dL) 170 (146.0, 188.0) 154.5 (138.5,201) 0.78
Atorvastatin dose (mg/day) 10 (10.0, 40.0) 15 (10.0, 50.0) 0.81
Duration of follow-up, days 146 (126.0, 176.0) 166 (142.5, 181.8) 0.31

Values are presented as mean+tstandard deviation, median (interquartile range) or number (%).
LDL; low-density lipoprotein, HDL; high-density lipoprotein, TG; triglycerides.
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