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Purpose: Only a few Asian studies have discussed the impact of statin intensity on clinical outcomes in patients with peripheral
artery disease (PAD). We aimed to investigate the clinical impact of statin intensity in patients with PAD after endovascular revas-
cularization.

Materials and Methods: From April 2009 to June 2019, 376 patients with lower extremity PAD treated with endovascular revascu-
larization were enrolled. They were classified into three groups according to statin intensity: no-statin, low-to-moderate intensity
(LMI), and high-intensity (HI). The primary outcomes were major adverse cardiovascular events (MACE) and major adverse
limb events (MALE).

Results: During the 40-month follow-up, MACE occurred less frequently in the HI and LMI groups than the no-statin group
(11.4% vs. 16.0% vs. 39%, p<0.001). In adjusted Cox models, the HI group had the fewest MACE [hazard ratio (HR): 0.447; 95%
confidence interval (CI): 0.244-0.834; p=0.018] and MALE (HR: 0.360; 95% CI: 0.129-1.006; p=0.051) events, while the LMI group
had fewer MACE (HR: 0.571; 95% CI: 0.326-1.0; p=0.050) events than the no-statin group. HI statin therapy was associated with
better outcomes in terms of MALE (HR: 0.432; 95% CI: 0.223-0.837; p=0.003) than LMI statin therapy after inverse probability
treatment weighting analysis.

Conclusion: HI and LMI statin use is associated with a significant reduction in MACE events than no-statin use. HI statin use was
associated with better MALE outcomes than no-statin or LMI statin use.
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worldwide.' According to previous studies, PAD is more severe
than coronary heart disease (CHD) or cerebrovascular dis-
ease (CVD).2 Although PAD, CHD, and CVD have similar ma-
jor risk factors, PAD is an independent risk factor of mortality

INTRODUCTION

Peripheral artery disease (PAD) is characterized by athero-
sclerotic obstruction of the arteries of the lower extremities. In

2010, more than 200 million persons were diagnosed with PAD
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and morbidity from coronary and CVDs after adjustment for
other known risk factors.?

Recent guidelines have recommended that control of cardio-
vascular risk factors should be incorporated in the manage-
ment of PAD, including support for cessation of smoking and
strict control of hypertension and diabetes (treatment with a
statin and low-dose clopidogrel or aspirin).’ Regarding statin
therapy, current American and European guidelines provide a
class 1 recommendation supporting high-dose statin thera-
py.>® While knowledge of PAD is increasing, the use of guide-
line-directed therapy is still rare among patients with CHD or
CVD. A recent study showed that only 33.9% patients with PAD
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were prescribed statins.”

To date, data on optimization of guideline-directed statin
therapy and its impact on clinical outcomes in patients with
PAD are limited. Thus, we investigated the clinical impact of
statin intensity in patients with PAD after endovascular revas-
cularization. We hypothesized that high-intensity (HI) statin
therapy would be associated with improved survival and fewer
major adverse cardiovascular events (MACE) than no or low-
to-intermediate-intensity statin therapy in these patients.

MATERIALS AND METHODS

Subjects and study design

Between April 2009 and June 2019, 461 patients diagnosed clin-
ically with PAD who received endovascular treatment at Sang-
gye-Paik Hospital in Seoul, South Korea were included in the
study. Eighty-five patients were excluded due to non-athero-
sclerotic causes (n=8), incomplete data including drug history
(n=35), non-endovascular therapy (n=16), and loss to follow-
up before 6 months (n=26). In total, 376 patients with symp-
tomatic PAD [claudication or critical limb ischemia (CLI)] were
included in the study. The study protocol was approved by the
Institutional Review Board at Sanggye Paik Hospital (2019-10-
010).

Data were collected from the patients’ electronic medical re-
cords and angiography findings. The Rutherford classification
was used. Claudication was classified as Categories 1-3 (mild,
moderate, or severe claudication, respectively), while CLI was
classified as Categories 4-6 (ischemic rest pain, minor tissue
loss, or major tissue loss, respectively). The drug prescriptions
given to the patients before endovascular treatment and during
follow-up were verified. The statin intensity was categorized as
low, moderate, and high according to the 2013 American Col-
lege of Cardiology/American Heart Association (ACC/AHA)
cholesterol guidelines.’ Patients whose statin doses were
changed following a prescription change at discharge or during
the 3-month follow-up were excluded from the final analysis.
For the included patients, the prescription on discharge was
considered. At 1- and 6-month follow-up evaluations, low-den-
sity lipoprotein-cholesterol (LDL-C) levels were measured,
and the lowest value was defined as the follow-up LDL-C level.
Patients were categorized into two groups [dual antiplatelet
therapy (DAPT) <6 months or single antiplatelet therapy
(SAPT) vs. DAPT 26 months]. SAPT was defined as taking as-
pirin (100 mg/day) or clopidogrel (75 mg/day), while DAPT
was defined as taking aspirin (100 mg/day) plus clopidogrel
(75 mg/day).®

The variables obtained during the endovascular procedure
included the target lesion, TransAtlantic Inter-Society Consen-
sus for the Management of Peripheral Arterial Disease classifi-
cation (TASC; TASC II: aortoiliac and femoropopliteal levels,
TASC I: infrapopliteal level),” number of diseased vessels, inter-
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vention type (balloon angioplasty, atherectomy, or stent in-
sertion), and pre- and post-intervention ankle-brachial index
values. Multilevel disease was defined as the presence of signifi-
cantly obstructed lesions at >1 level in the same limb. Follow-
up was performed at two postoperative weeks and then every
1-3 months thereafter, during which a physical examination
was performed.

Clinical outcomes

The primary end points were MACE (composite occurrence
of all-cause death, myocardial infarction, and stroke) and ma-
jor adverse limb events (MALE; composite occurrence of un-
planned repeat revascularization and major amputation). Myo-
cardial infarction was defined by the following: the presence
of ischemic symptoms, electrocardiographic changes, abnor-
mal angiographic findings indicative of myocardial infarction,
an increase in creatine kinase-myocardial band fraction above
the normal upper limit, or an increase in troponin above the
99th percentile of the normal upper limit."* Stroke, indicated by
neurological deficits, was confirmed by a neurologist on the
basis of imaging studies. Repeat revascularization was defined
as repeated open or endovascular intervention on the target
limb. Major amputation was defined as above-the-ankle am-
putation of the index limb." If the patient had multiple events,
we classified the first event as MACE or MALE. All events were
diagnosed by experienced attending physicians, and the pa-
tients were reviewed by three cardiologists.

Statistical analysis

The chi-square test or Fisher’s exact test was used to compare
categorical variables, which are reported as numbers (percent-
ages). Student’s t-test was used to compare continuous vari-
ables, which are as mean and standard deviation. Kaplan-Meier
survival analysis was used to compare 3-year event rates. Haz-
ard ratios (HRs) were calculated using Cox regression analysis.
Univariate and multivariate analyses were conducted to de-
termine predictors of clinical outcomes. Multivariate Cox re-
gression analysis was performed using propensity score (PS)
matching variables as mentioned below. We applied a stepwise
method, and the variables that showed p values of less than 0.10
in univariate analysis were included in the final multivariate
analysis. HRs are provided with 95% confidence intervals
(CIs). For all tests, a p value<0.05 was considered significant.
All statistical analyses were performed with Statistical Package
for the Social Sciences for Windows, release 25.0 (IBM Corp.,
Armonk, NY, USA). To compare the clinical impact between
the HI and low-to-moderate-intensity (LMI) groups, inverse
probability treatment weighting (IPTW) using the PS was per-
formed using the demographic, laboratory, and treatment char-
acteristics of the patients.”” The matching variables for IPTW
included age, sex, CLI, hypertension, diabetes, dyslipidemia,
heart failure, chronic kidney disease, coronary artery disease,
stroke, use of angiotensin-converting enzyme inhibitor or an-
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giotensin receptor blocker, use of beta blocker, smoking status,
body mass index (BMI), hemoglobin level, serum albumin level,
follow-up LDL level, duration of DAPT, and lesion characteris-
tics, including TASC classification and target lesion. To mea-
sure the balancing, we calculated the standardized bias for each
measured covariate of the weighted samples. SAS software ver-
sion 9.4 (SAS Institute Inc., Cary, NC, USA) was used for the
IPTW analysis to automatically compute the PS scores and to
conduct a balance check using generalized boosted regression.

RESULTS

Baseline characteristics
A total of 376 patients with claudication or CLI was included

Table 1. Baseline Characteristics on the Basis of Statin Treatment Intensity

YMJ

in the overall population, and 309 (82%) of these patients were
prescribed a statin medication. Among the patients treated
with a statin, 79 (21.0%) were prescribed an HI statin, and 238
(63.3%) were prescribed LMI statins. The mean follow-up du-
ration was 40 months. The patients’ baseline clinical charac-
teristics are shown in Table 1. Patients in the HI statin group
were younger than those in the LMI group. Most of the patients
in both groups were male. There was no significant difference
in underlying diseases including hypertension, diabetes, chron-
ic kidney disease, and other cardiovascular disease. The pre-
scription rate of aspirin and clopidogrel were lower in the pa-
tients who were not on statins (no-statin group). Compared to
the HI and LMI groups, BMI and hemoglobin and albumin lev-
els were lower in the no-statin group. Meanwhile, aspartate
aminotransferase (AST) and alanine aminotransferase (ALT)

Variables Total (n=376) No-statin (n=59) LMI (n=238) HI (n=79) pvalue
Age, yr 7011 71£10 71£10 68+11 0.139
Male 285(75.8) 46 (78.0) 175(73.5) 64 (81.0) 0.571
Body mass index (kg/m?) 22.8+4.1 21+5.1* 23+36' 23442 0.002
Current smoker 129 (34.3) 18(30.5) 79(33.2) 32 (40.5) 0.199
Hypertension 284 (75.5) 45(76.3) 187 (78.6) 52 (65.8) 0.108
Diabetes mellitus 197 (52.4) 33(55.9) 128 (53.8) 36 (45.6) 0.201
Chronic kidney disease 109 (29.0) 22(37.3) 66 (27.7) 21(26.6) 0.201
Congestive heart failure 50(13.3) 12 (20.3) 31(13.0) 7(8.9) 0.054
Coronary artery disease 182 (48.4) 22(37.3) 122 (51.3) 38(48.1) 0.281
Previous myocardial infarction 37(9.8) 4(6.8) 29(12.2) 4(5.1) 0.573
Previous stroke 71(18.9) 10(16.9) 51(21.4) 10(12.7) 0.410
Previous percutaneous transluminal angioplasty 25 (6.6) 7(11.9) 14(5.9) 4(5.1) 0.138
Medication
Aspirin 322 (85.6) 45(76.3) 204 (85.7) 73(92.4) 0.008
Clopidogrel 275(73.1) 27 (45.8) 181(76.1) 67 (84.8) <0.001
Cilostazol 215(57.2) 38 (64.4) 134 (56.3) 43 (54.4) 0.267
ACEl or ARB 164 (43.6) 21(35.6) 112 (47.1) 31(39.2) 0.826
Calcium channel blocker 149 (39.6) 20(33.9) 101 (42.4) 28(35.4) 0.990
Beta blocker 137(36.4) 15(25.4) 93(39.1) 29(36.7) 0.234
Insulin 50(13.3) 8(13.6) 32(13.4) 10(12.7) 0.868
Hemoglobin (g/dL) 121421 11.3+2.1% 1224211 12.3+2.11 0.005
White blood cell (10%/mm?) 8.8+35 10.1£4.7% 8.4+3.2" 8.8+29 0.004
Platelet (10%/mm?) 235+85 233+83 232+79 246+100 0.417
Creatinine (mg/dL) 1.6%2.1 2.1£2.7 1.6£2.0 15120 0.273
Total cholesterol (mg/dL) 148+43 142438 148+42 155+48 0.259
Triglyceride (mg/dL) 1441103 134+120 143184 153+141 0.609
Low-density lipoprotein (mg/dL) 96+32 93+29 95+33 99+32 0.468
High-density lipoprotein (mg/dL) 38+11 37%13 38+10 41112 0.160
AST (U/L) 33177 61+179* 28+29' 31446 0.014
ALT (U/L) 22+34 39+80* 18+13" 21£20" <0.001
Albumin (g/dL) 37+06 3.3+0.72% 3.8+06" 3.8+04" <0.001
Follow up low-density lipoprotein (mg/dL) 83128 99+36* 80£25" 83+27" 0.001
Follow up low-density lipoprotein <70 mg/dL 142(38.3) 17 (29.8) 88 (37.4) 37(46.8) 0.040
Follow up duration (days) 11991007 1098+1154 1228+995 1188+32 0.671

ACEI, angiotensin converting enzyme inhibitor; ALT, alanine aminotransferase; ARB, angiotensin receptor blocker; AST, aspartate aminotransferase; HI, high-in-

tensity; LMI, low-to-moderate intensity.
Data are presented as a mean=SD or n (%).
*'Difference in post-hoc analysis.
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levels were higher in the no-statin group. Baseline LDL-C levels
were not different among the three groups; however, the high-
est follow-up LDL-C levels were found in the in no-statin group.
When the target LDL-C was defined as 70 mg/dL or less, 38.3%
of the patients overall reached the target LDL, and 46.8% of the
patients in the HI group corresponded to the target.

There was no significant difference in multilevel disease
among the groups (Table 2). However, the number of CLI and
infra-popliteal lesions and TASC C or D lesions were highest in
the no-statin group. Regarding the treatment type, there was
no difference among the three groups. Pre-treatment ankle-bra-
chial index values were lowest in the no-statin group, although
there was no difference after treatment.

Clinical outcomes
The clinical outcomes based on statin intensity are summa-

Table 2. Procedural Data on the Basis of Statin Treatment Intensity

Statin Intensity and Peripheral Artery Disease

rized in Table 3. Compared with the no-statin group, the oc-
currence of MACE was lower in the LMI (HR: 0.347; 95% CI:
0.206-0.583; p<0.001) and HI statin groups (HR: 0.256; 95% CI:
0.118-0.555; p=0.001). The findings were similar with the oc-
currence of all-cause death. The number of MALE events was
lower in the HI statin group than in the no-statin group (HR:
0.300; 95% CI: 0.111-0.812; p=0.018); the incidence of target
vessel revascularization (HR: 0.372; 95% CI: 0.132-1.048; p=
0.061) was lower in the HI statin group. There was no statistical
difference in MALE events between the no and LMI statin group.
Similar results were found in the Kaplan-Meier survival analysis
(Fig. 1).

The adverse clinical outcomes for the entire population, pre-
dicted by univariate and multivariate Cox proportional surviv-
al analyses, are shown in Table 4. HI treatment was an indepen-
dent risk factor for both MACE (HR: 0.447; 95% CI: 0.244~0.834;

Variables Total (n=376) No-statin (n=59) LMI (n=238) HI (n=79) pvalue

Critical limb ischemia 144 (38.5) 34(57.6) 89(37.4) 23(29.1) 0.001
Target lesion

Aorto-iliac 149(39.5) 18(30.5) 97 (40.8) 34.(43.0) 0.159

Femoro-popliteal 237 (63.0) 43(72.9) 149 (62.6) 45 (57.0) 0.061

Below knee 120(31.9) 29(49.2) 72(30.3) 19(24.1) 0.003
Multilevel disease (target lesion) 111(29.5) 21(35.6) 70(29.4) 20(253) 0.196
TASC classification 0.006

A 72(19.2) 6(10.2) 50(21.1) 16 (20.3)

B 100(26.7) 11(18.6) 65(27.4) 24.(30.4)

C 116(30.9) 19(32.2) 72(30.4) 25(31.6)

D 87(232) 23(39.0) 50(21.1) 14(17.7)
Type of intervention

Balloon 362 (96.3) 57 (96.6) 230(96.6) 75(94.9) 0.572

Stent 245 (65.2) 35(59.3) 155 (65.1) 55 (69.6) 0.212

Atherectomy 20(5.3) 1(1.7) 16(6.7) 3(3.8) 0.722
Hemodynamics

Pre-ABI 0.7/0.7 0.6./0.5 0.7/0.7 0.8/0.7 0.041

Post-ABI 0.9/0.9 0.8/0.8 0.9/0.9 0.9/0.9 0.390

ABI, ankle-brachial index; HI, high-intensity; LMI, low-to-moderate intensity; TASC, Trans-Atlantic Inter-Society Consensus for the Management of Peripheral Ar-

terial Disease.
Data are presented as a n (%).

Table 3. Clinical Outcome Rates on the Basis of Statin Therapy Intensity

Variables No-statin LMI HI HR (!_!5% cl) i HR (9_5% Cl) relles
(n=59) (n=238) (n=79) No-stain vs. LMI No-stain vs. HI
MACE 23(39.0) 38(16.0) 9(11.4) 0.347 (0.206-0.583) <0.001 0.256 (0.118-0.555) 0.001
Death 20(33.9) 29(12.2) 7(8.9) 0.309(0.175-0.548) <0.001 0.232 (0.098-0.550) 0.001
M 2(3.4) 2(0.8) 2(2.5) 0.209 (0.029-1.491) 0.118 0.659 (0.093-4.697) 0.678
Stroke 1(1.7) 7(29) 1(1.3) 1.517(0.185-12.414) 0.697 0.640 (0.040-10.261) 0.752
MALE 12(20.9) 38(16.0) 6(7.6) 0.665 (0.338-1.308) 0.238 0.300(0.111-0.812) 0.018
TVR 9(15.3) 32(13.4) 6(7.6) 0.690 (0.327—1.455) 0.330 0.372 (0.132-1.048) 0.061
Major amputation 3(5.1) 6(2.5) 1(1.2) 0.611(0.123-3.032) 0.547 0.532(0.143-3.421) 0.637

Cl, confidence interval; HI, high-intensity; HR, hazard ratio; LMI, low-to-moderate intensity; MACE, major adverse cardiovascular events; MALE, major adverse

limb events; MI, myocardial infarction; TVR, target vessel revascularization.
Data are presented as a n (%).

336

https://doi.org/10.3349/ymj.2022.63.4.333



Gwang Sil Kim, et al.

A Overall log rank test<0.001
500 No-statin
— M
400 HI
= 3001 :
=}
=
= 2004
10.01
0.0
T T T T
0 360 720 1080
No-statin 59 35 27 20
LMI 238 189 141 110
HI 79 60 47 35

YMJ

B Overall log rank test=0.004
50,0 No-statin
— M
400+ HI
£ 3007
=
= 20.0
10.0
0.0
T T T T
0 360 720 1080
No-statin 58 30 21 16
LMI 238 170 122 90
HI 79 60 47 34

Fig. 1. Kaplan-Meier survival curves for MACE, MALE according to statin intensity. (A) Kaplan-Meier survival curves for MACE according to statin treat-
ment intensity. (B) Kaplan-Meier survival curves for MALE according to statin treatment intensity. HI, high-intensity; LMI, low-to-moderate intensity;
MACE, major adverse cardiovascular events; MALE, major adverse limb events.

p=0.018) and MALE (HR: 0.360; 95% CI: 0.129-1.006; p=0.051)
events. LMI treatment was associated with a lower occurrence
of MACE (HR: 0.571; 95% CI: 0.326-1.004; p=0.050) events. In
addition, age (HR: 1.049; 95% CI: 1.022-1.076; p<0.001), heart
failure (HR: 2.879; 95% CI: 1.642-5.045; p<0.001), chronic kidney
disease (HR: 2.647; 95% CI: 1.596-4.390; p<0.001), and serum al-
bumin (HR 0.275; 95% CI: 0.184-0.411; p<0.001) were predictors
of MACE events. Multiple lesions were an independent risk fac-
tor for MALE (HR: 3.011; 95% CI: 1.623-5.585; p<0.001) events.

For head-to-head comparison between HI and LMI, we ad-
justed 20 variables for IPTW matching as mentioned in our
Methods section. Baseline characteristics of the study popula-
tion before and after PS matching is shown in Supplementary
Table 1 (only online). HI statin therapy elicited better outcomes
in terms of MALE (HR: 0.432; 95% CI: 0.223-0.837; p=0.013)
events after IPTW-adjusted analysis as seen in Table 5. In ad-
dition, we compared clinical outcomes according to follow-up
LDL-C levels (Fig. 2). Regarding MALE events, a follow-up LDL-
C level less than 70 mg/dL showed favorable outcome. There
was no significant difference in MACE events.

DISCUSSION

The main findings of our analysis are as follows: 1) in real-world
practice, statin prescriptions are related with a patient’s base-
line characteristics and laboratory findings; 2) HI statin treat-
ment is associated with significantly lower rates of MACE and
MALE than no-statin use; 3) LMI statin treatment is an inde-
pendent predictor of a reduced risk for MACE, but not MALE;
4) HI statin therapy elicits fewer MALE over LMI in IPTW-ad-
justed analysis.

Relative to CHD or CVD, PAD involves more vulnerable ath-
erosclerotic plaques and poses an increased risk of adverse car-

https://doi.org/10.3349/ym;.2022.63.4.333

diovascular events.” Therefore, when treating patients with
PAD, it is important not only to relieve symptoms, but also to
reduce the risk of atherosclerotic CVD. Statin use has been
shown to be associated with a decreased risk of mortality, fewer
MACE, and greater affected limb patency.*'° Based on these
findings, recent guidelines classify patients with PAD as very
high-risk patients and strongly recommend the maximum
tolerated dose of statins (Class 1A).° However, the use of statin
therapy might be lower among patients with PAD than those
with CHD or CVD.'”'® This is consistent with a recent study,
wherein the statin prescription rate in patients with PAD was as
low as 34%.” Although there are many studies on statin intensity
in patients with coronary artery disease,'** there are few stud-
ies on the outcome of treatment according to statin intensity in
patients with PAD. In addition, studies supporting the current
statin guidelines primarily involve Western populations. How-
ever, considering the variation in responses to statin drugs by
race and recommendations for a reduction in the statin dose
in Asians,”* more studies among Asians are required.

Our study outlined the prescription patterns of statins in
patients with PAD in a real-world setting. The patients in the
no-statin group had lower BMI and significantly lower levels
of hemoglobin and albumin. In addition, although there was
no statistical significance, creatinine levels were higher and the
prevalence of chronic kidney disease was high in the no-statin
group. Since these factors are risk factors for statin intolerance,*
it can be assumed that there might be a tendency not to pre-
scribe statins. This may be reflected by the lower prescription
rate of aspirin or clopidogrel in the no-statin group. This may
also be explained by their AST and ALT levels: liver enzyme lev-
els were highest in the no-statin group, and the levels were
higher than the normal range of values. Considering that ele-
vated liver enzymes are common side effects of statin therapy,
the patients with elevated liver enzyme might be less prescribed
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Table 4. Predictors of MACE and MALE Events after Endovascular Revascularization

Univariate analysis

Multivariate analysis

HR (95% CI) pvalue HR (95% CI) pvalue
MACE
Age (per 1yr) 1.067 (1.042-1.093) <0.001 1.049 (1.022-1.076) <0.001
Male 0.837(0.489-1.434) 0518
Current smoker 3.095 (1.657-5.780) <0.001 1.819(0.908-3.644) 0.092
Hypertension 2.092 (1.071-4.087) 0.031 1.552 (0.727-3.315) 0.256
Diabetes mellitus 0.883 (0.552—1.414) 0.605
Heart failure 4.015 (2.415-6.675) <0.001 2.879 (1.642-5.045) <0.001
Chronic kidney disease 3.983 (2.468-6.341) <0.001 2.647 (1.596-4.390) <0.001
Previous stroke 0.954(0.511-1.782) 0.882
Previous M 1.725(0.881-3.377) 0.112
DAPT >6 months 0.424 (0.254-0.708) 0.001 0.579(0.334-1.004) 0.052
BMI 0.924 (0.882—0.968) 0.001 0.962 (0.912-1.015) 0.161
Serum albumin 0.226 (0.161-0.316) <0.001 0.275(0.184-0.411) <0.001
Target LDL <70 mg/dL 0.743 (0.444-1.244) 0.259
No-statin 1
LM 0.347 (0.206-0.583) <0.001 0.571(0.326-1.004) 0.050
HI 0.256 (0.118-0.555) 0.001 0.447 (0.244-0.834) 0.018
RAAS-blocker 0.554 (0.336-0.914) 0.021 0.689(0.401-1.185) 0.178
Critical limb ischemia 2.758 (1.700-4.473) <0.001 1.460 (0.855-2.491) 0.166
MALE

Age (per 1 yr) 0.989(0.964—-1.015) 0.397
Male 0.934 (0.473-1.844) 0.844
Current smoker 1.151(0.670-1.978) 0.610
Hypertension 0.926 (0.478-1.793) 0.820
Diabetes mellitus 1.632 (0.893-2.984) 0.111
Heart failure 0.048 (0.001-124.025) 0.560
Chronic kidney disease 0.835(0.413-1.688) 0.616
Previous stroke 1.862 (0.977-3.549) 0.059 1.052 (0.540-2.047) 0.882
Previous MI 1.256 (0.496-3.183) 0.631
DAPT >6 months 1.033 (0.605-1.763) 0.905
Albumin 0.616(0.373-1.015) 0.057 0.814 (0.466-1.422) 0.470
Target LDL <70 mg/dL 0.617(0.318-1.197) 0.153
No-statin
LmI 0.665 (0.338-1.308) 0.238 0.641(0.311-1.322) 0.229
HI 0.300(0.111-0.812) 0.018 0.360 (0.129-1.006) 0.051
RAAS-blocker 1.023 (0.569-1.838) 0.940
Critical limb ischemia 1.563 (0.868—2.815) 0.137
Multiple-lesion 4.228 (2.455-7.280) <0.001 3.011(1.623-5.585) <0.001
TASCCorD 1.946 (1.102-3.438) 0.022 1.144 (0.596-21.197) 0.687

BMI, body mass index; Cl, confidence interval; DAPT, dual antiplatelet therapy; HI high-intensity; HR, hazard ratio; LM, low-to-moderate intensity; LDL, low-den-
sity lipoprotein; MACE, major adverse cardiovascular events; MALE, major adverse limb events; MI, myocardial infarction; RAAS, renin angiotensin aldosterone
system; TASC, Trans-Atlantic Inter-Society Consensus for the Management of Peripheral Arterial Disease.

the statin.

Our study also showed that MACE and MALE may be pre-
vented by HI statin use in patients with PAD. Several previous
studies have reported that any statin dose in patients with PAD
is associated with lower mortality and cardio-vascular events.”"**
However, data are limited, and there are no randomized clini-
cal trials evaluating the clinical impact of statin intensity on
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clinical outcomes in PAD. To the best of our knowledge, only
one study found a clinical impact of statin intensity in patients
with clinically significant PAD referred for endovascular inter-
vention.”” They also reported that guideline-directed HI statin
therapy was not prescribed frequently (13.6%), although HI
statin therapy was associated with improved survival and few-
er MACEs than LMI. However, our study involved Asians, un-
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Table 5. Clinical Outcomes and Unadjusted and Inverse Probability-Weighted Adjusted HRs on the Basis of Statin Intensity

Unadjusted IPTW adjusted
LMI{n=238)  HIn=19) HR (95% CI) palue HR (95% CI) pvalue
MACE 38/(16) 9(114)  0731(0353-1511) 0397 1.145 (0.875-2.069) 0.176
All-cause death 29(122) 7(89) 0.737 (0.323-1.683) 0.469 1.135 (0.680-1.862) 0.137
Stroke 7129) 1013 0.418 (0.051-3.401) 0415 0.936 (0.452-1.938) 0.859
Myocardial infarction 2(08) 2(25) 3.148(0.443-22.351) 0252 3359 (0.680-13.051) 0.137
MALE 38(16) 6(7.6) 0,446 (0.188-1.057) 0.067 0432 (0.223-0837) 0013
Repeat revascularization 32 (135) 6(7.6) 0533 (0.022-1.279) 0.159 0.649(0.383-1.102) 0.109

Cl, confidence interval; HI, high-intensity; HR, hazard ratio; IPTW, inverse probability of treatment weighting; LMI, low-to-moderate intensity; MACE, major adverse

cardiovascular events; MALE, major adverse limb events.
Data are presented as a n (%).
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Fig. 2. Kaplan-Meier survival curves for MALE, MACE according to target LDL-C level. (A) Kaplan-Meier survival curves for MALE according to target
LDL-C level. (B) Kaplan-Meier survival curves for MACE according to target LDL-C level. LDL-C, low-density lipoprotein cholesterol; MACE, major ad-

verse cardiovascular events; MALE, major adverse limb events.

like other studies, which involved Western populations and
excluded patients who were not receiving statins. In addition,
follow-up LDL-C levels were not measured. Arya, et al.* con-
ducted a population-based study using national Veterans
Health administration data in the United States in which HI
statin use at the time of PAD diagnosis was associated with a
significantly higher reduction in limb loss and mortality than
LMI statin use. In their study, when compared to the no-statin
group, any dose of statin use improved mortality and limb pa-
tency, and when comparing the HI and LMI groups, the HI
group had better outcomes, which is consistent with our find-
ings. However, most patients in their study were male (97.9%)
and Caucasians (82.6%). In addition, PAD was based on a diag-
nosis in the medical records, and in fact, information on the se-
verity of PAD could not be obtained in 68.5%. Therefore, the
accuracy of the clinical diagnosis of PAD was not conclusive,
which may be an important limitation to the study.

In our study, there was a strong association of statin use with
decreased overall mortality and fewer MACEs. The incremen-
tal benefit of using HI statins, rather than LMI, for MALEs was
shown. Possible mechanisms of this overall benefit of statins
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include their lipid lowering and pleiotropic effects in stabiliz-
ing and regressing plaques, which result in an anti-inflamma-
tory effect.?®*"** There was no difference in baseline LDL-C lev-
els among the three groups, but follow-up LDL-C levels were
highest in the no-statin group. Also, the achievement of target
LDL-C rate was highest in the HI group. Therefore, it is possi-
ble that the LDL-C lowering effect of statins influenced the
better outcome of both statin-treated groups shown in Table 3.
In the HI group, MALEs significantly decreased, compared with
the LMI group and no-statin group. Considering that follow-
up LDL-C levels and target LDL-C rates were not significantly
different in comparison with the LMI group, this could be corre-
lated with the pleiotropic effect of HI statin. Compared with re-
cent studies,” our study showed higher LDL-C levels and lower
target LDL-C achievement rates in the HI group. There may be
several factors involved, but it is thought that a change in the
guidelines for cholesterol treatment during the study enroll-
ment period had a major impact. In the 2013 ACC/AHA guide-
lines, high and moderate intensity statin use was recommend-
ed, but there was no target LDL-C goal.** However, in the 2018
ACC/AHA and 2018 Korean guidelines,** it was recommend-
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ed to reduce the LDL-C levels to <70 mg/dL or by >50% from
the baseline level for secondary prevention and <55 mg/dL in
2019 ESC guidelines.® Therefore, since this study was conduct-
ed with patients between 2009 and 2019, it is thought that ac-
tive efforts to achieve target LDL-C were insufficient.

We also analyzed outcomes according to the achievement
of target LDL-C levels using multivariate Cox analysis and Ka-
plan-Meier curves. In Cox analysis, there was no significant
difference in the incidence of MACE or MALE according to the
target LDL-C. However, Kaplan-Meier curves indicated that
reaching the target LDL-C elicited good clinical outcomes in
terms of MALE. Considering that the frequency of reaching tar-
get LDL-C levels increased with more intense stating therapy,
from the no-statin group to the HI statin group, we think that
the cholesterol lowering effect of statin has an important effect
on outcomes. However, as mentioned above, in this study, the
target LDL-C reach rate was low, even in the HI group, and the
size of the overall population was small. Therefore, it is thought
that these issues may have influenced the clinical events accord-
ing to the target LDL-C, and it is considered that additional
studies are needed to evaluate the effect of the target LDL-C, as
well as statin intensity, in PAD patients.

This study has several limitations. First, we reported out-
comes from a single center. Therefore, our findings are not gen-
eralizable. In addition, this was a retrospective, non-randomized
study, which pose selection bias and unmeasured data. Howev-
er, we reduced this bias by performing multivariate Cox and
IPTW analyses. Third, in our study, the outcomes were clinical
events or revascularization, since angiography and CT were
not performed routinely. Thus, there is a high possibility that
the vascular outcome was underestimated. Fourth, follow-up
duration and lab examinations were left to the physician’s dis-
cretion. In particular, since lab follow up, including LDL-C lev-
els, did not follow a set schedule, there was difficulty in judging
the effectiveness of statins. Finally, although there was no-statin
toxicity event, the side effects of statins could not be evaluated
since laboratory tests, such as muscle enzymes or liver function
tests, were not performed routinely.

In conclusion, use of HI statins appears to be associated
with improved overall survival and fewer MACE events than
no-statin use. LMI statins also reduced the risk of mortality and
MACESs more than no-statin use, and may have an important
role in patients who cannot tolerate HI statins. Finally, the re-
sults of HI statin therapy were superior to those achieved with
no-statin or LMI statin therapy.
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