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ABSTRACT

Background: 3—Hydroxy—3—methylglutaryl coenzyme A reductase inhibitors (statins) effectively reduce serum levels of low—density
lipoprotein (LDL) and total cholesterol, High—intensity statins are recommended for all patients aged <75 with clinical atherosclerotic
cardiovascular disease (ASCVD), diabetes mellitus aged 40—75 with >7,5% estimated 10—year ASCVD risk and LDL—-C >190 mg/
dL. High—intensity statins associated with more frequent adverse events (AEs) compared to moderate— to low—intensity statins, The
aim of this study was to compare AEs between high—intensity and moderate— to low—intensity statin group using the Korea Adverse
Event Reporting System (KAERS) database, Methods: Adults (>18 years) with statin—associated AEs from July 2009—June 2014
were included. Only AEs classified as “certain”, “probable” and “possible” based on the WHO-Uppsala Monitoring Center criteria
were analyzed, Results: In total, 247 AEs from 196 patients [high—intensity statin group (HG), n = 25 (13%); moderate— to low—
intensity statin group (MLG), n = 171 (87%)] were included, Mean age was higher in HG compared with MLG (67 + 14 vs 62 %+ 12),
The HG showed a significant higher frequency of liver/biliary system disorders (37% vs 14%, p = 0.001). Hepatic function abnormal
was reported more frequently in HG compared to MLG (26% vs 9%, p = 0.006). Conclusion: According to KAERS data, liver/biliary
system disorders were more frequently reported in HG compared to MLG,
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Table 1. Baseline characteristics

Table 2. Causative statins between intensity groups

Baseline characteristics High-intensity To'\ll\o?/(j-ier:?;ﬁ;ify Statins High-intensity To'\lf\c?vf/j-ier:?efj;ify
Total patients 25 (12.8%) 171 (87.2%) Atorvastatin 19 (76.0%) 81 (47.4%)
Age 10 mg 53
Mean = SD 67.2 £+ 13.7 61.5+ 120 20 mg 28
>65 years old* 16 (64.0%) 43 (37.1%) 40 mg 15
<65 years old* 9 (36.0%) 73 (62.9%) 80 mg 4
Sex Rosuvastatin 6 (24.0%) 23 (13.5%)
Male 12 (48.0%) 82 (48.5%) 5 mg 5
Female 13 (52.0%) 87 (51.5%) 10 mg 18
Indications 20 mg 6
o e idomics 227 215059 e
Cerebral infarction 1 (11.1%) 5 (9.1%) 4 mg 2
Angina pectoris* 3 (33.3%) 2 (3.6%) Simvastatin 0 (0%) 38 (22.2%)
Others 3 (33.3%) 20 (36.4%) 10 mg 2
Reported events per patients 20 mg 36
Mean = SD 1.40 £ 0.75 1.24 + 0.55 Pravastatin 0 (0%) 7 (4.1%)
Serious adverse event 10 mg 2
Yes 1 (4.0%) 11 (6.4%) 20 mg 2
No 24 (96.0%) 160 (93.6%) 40 mg 3
*Statistically significant difference between the comparing groups: Fluvastatin 0 (0%) 8 (4.7%)
p<0.05 40 mg 1
80 mg 7
g oPRARIE UERH A= atorvastatin] 10078 Total 25 171

(51.0%)°.2 7P HIHEIAT). Atorvastating: AR SAl=
IZE statinroll A 199 (76.0%), = - A= statingol| 4] 81
H(47.4%)0) ATk

Statin ARE- A T}l A 7P HIHSHA e oF=S
acetylsalicylic acid (247, 12.2%)°]%.2.H, t}2-© 2 += clopidogrel
(159, 7.7%), metformin (148, 7.1%), amlodipine (107,
5.1%) <=o]t}. 1A= statinmoll A= cilostazole (8.0%)2]
7P sl HEEAL, T A= statinoll A= acetyl-
salicylic acid (14.0%)7} 7}7d B1&}A B85 1t

AH| 7| ZAZFO K= oAt L4 Sigf

Statin =]l W& SOC £ &< o)Ak T/ 2 Wes
Table 33} ZT}. & 24772] oAl FollA] gastrointestinal
(GI) system disorders (4671, 18.6%y} 7} =& Hl& = Bl
Ao} o2 F liver and biliary system disorders (4271,
17.0%)2] <o, A= statingoll A 37.1%, 5 Ad%=
statind® 13.7% AL, F o 7] Zole F-ofskith
(p=0.001). I7F= statinsol|A] o]’FAlel= liver and biliary
system disorders (1371, 37.1%), central and peripheral
nervous system disorders (77, 20.0%), GI system disorders (5
74, 14.3%), skin and appendages disorders (573, 14.3%) <4

Z RuFELh vhad] S AT statingol| A= GI system
disorders (4171, 19.3%), musculo-skeletal system disorders
(327, 15.1%), liver and biliary system disorders (2973,
13.7%) <=0 2 et}

SMASIZO{0] THE OJALARZ Y Bigt

Statin ZF=0)] W PT 5 A9] oAb £7 2 Hes
Table 49} 7t} & 2477142] o)’FAH] oA hepatic function
abnormal (277, 10.9%)°] 7P HIWsl¥ e, o] 5 1=
statin-©] 26%2, 5 - A= statina 8.5%R.0} 2] 51A] WA
BFATHp=0.006). 3% statinoll A 7FF HIHFE o] A}
#]= hepatic function abnormal (97, 25.7%)°]%9.oH,
myalgia (371, 8.6%), hepatic enzymes increased (37, 8.6%)
TAZ YERTE dHH] T ARE stating™©] 79 myalgia
7} 73 HIAsiie (227, 10.4%), hepatic function
abnormal (1873, 8.5%), dyspepsia (1374, 6.1%), dizziness (11
7, 5.2%), headache (97, 4.2%), diarrhoea (87, 3.8%),
pruritus (871, 3.8%) <=°] At}
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Table 3. Differences in adverse events by system organ classes between two groups

System organ classes Total High-intensity Moderate- to low-intensity
Gastro-intestinal system disorders 46 (18.6%) 5 (14.3%) 41 (19.3%)
Liver and biliary system disorders* 42 (17.0%) 13 (37.1%) 29 (13.7%)
Musculo-skeletal system disorders 35 (14.2%) 3 (8.6%) 32 (15.1%)
Skin and appendages disorders 31 (12.6%) 5 (14.3%) 26 (12.3%)
Central & peripheral nervous system disorders 29 (11.7%) 7 (20.0%) 22 (10.4%)
Body as a whole-general disorders 27 (10.9%) 2 (5.7%) 25 (11.8%)
Respiratory system disorders 7 (2.8%) 0 (0%) 7 (3.3%)
Urinary system disorders 7 (2.8%) 0 (0%) 7 (3.3%)
Psychiatric disorders 7 (2.8%) 0 (0%) 7 (3.3%)
Platelet, bleeding & clotting disorders 3 (1.2%) 0 (0%) 3 (1.4%)
Others 13 (5.3%) 0 (0%) 13 (6.1%)

Total 247 35 212

*Statistically significant difference between two groups: p<0.05

Table 4. Differences in adverse events by preferred term between two groups

Preferred term Total High-intensity Moderate- to low-intensity
Hepatic function abnormal* 27 (10.9%) 9 (25.7%) 18 (8.5%)
Myalgia 25 (10.1%) 3 (8.6%) 22 (10.4%)
Dyspepsia 14 (5.7%) 1 (2.9%) 13 (6.1%)
Dizziness 13 (5.3%) 2 (5.7%) 11 (5.2%)
Headache 11 (4.5%) 2 (5.7%) 9 (4.2%)
Nausea 9 (3.6%) 2 (5.7%) 7 (3.3%)
Diarrhoea 9 (3.6%) 1 (2.9%) 8 (3.8%)
Pruritus 9 (3.6%) 1 (2.9%) 8 (3.8%)
Rash 8 (3.2%) 2 (5.7%) 6 (2.8%)
Hepatic enzymes increased 7 (2.8%) 3 (8.6%) 4 (1.9%)
Urticaria 6 (2.4%) 0 (0%) 6 (2.8%)
Fatigue 6 (2.4%) 0 (0%) 6 (2.8%)
Oedema 6 (2.4%) 0 (0%) 6 (2.8%)
Others 97 (39.3%) 9 (25.7%) 88 (41.5%)
Total 247 35 212

*Statistically significant difference between the comparing groups: p<0.05
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