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Abstract:

Objective Although lowering the low-density lipoprotein cholesterol (LDL-C) levels using statins can re-
duce cardiovascular risk, 70% of the cardiovascular risk remains despite treatment with statins. Several stud-
ies have shown that elevated triglyceride (TG)-rich lipoprotein is the primary therapeutic target for reducing
the residual risk. However, conventional treatment with fibrates is frequently associated with adverse drug re-
actions, especially in patients with chronic kidney disease (CKD), and even with a reduction in TG. Pemafi-
brate is a novel selective peroxisome proliferator-activated receptor oo modulator (SPPARMa) with fewer side
effects and greater effectiveness that can overcome these challenges. We aimed to investigate the safety and
efficacy of pemafibrate in patients with CKD and herein present a real-world profile of pemafibrate.

Methods Between January 2019 and January 2020, 126 consecutive patients with hyperglyceridemia from
two institutions (54 patients with CKD; 43%) who received pemafibrate were enrolled in this retrospective
observational study. Blood samples were collected before (baseline) and at 24 weeks after commencing pe-
mafibrate therapy. The primary endpoint was a decrease in the serum lipid levels. The secondary endpoints
were the incidence of rhabdomyolysis, hepatargy, and an exacerbation of CKD.

Results All patients, including 51% of patients who were concurrently taking statins, reported significantly
reduced total cholesterol, non-high-density lipoprotein-cholesterol (non-HDL-C), LDL-C, and TG, and in-
creased HDL-C (p<0.05). The subgroup of patients with CKD showed similar results without increased
HDL-C. No adverse events were observed in any patients.

Conclusion Pemafibrate has a good safety profile and efficacy for treating patients with serum lipid abnor-
malities, including those with CKD.
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Fibrates, which activate peroxisome proliferator-activated

Introduction

Low-density lipoprotein cholesterol (LDL-C) is an estab-
lished cardiovascular disease (CVD) risk factor. However,
even after statin treatment to lower LDL-C levels, a 70%
CVD risk remains (1). Hyperglyceridemia is another known
risk factor for CVD and may be a potential therapeutic tar-
get for further risk reduction (2).

receptor o (PPAR«), are effective for the treatment of ele-
vated triglyceride (TG) and for lowereing the high-density
lipoprotein cholesterol (HDL-C) levels (3). Meta-analyses
revealed that fibrates could reduce the CVD risk, with the
largest effect occurring in trials with higher TG, but the
mortality was unaffected (4, 5). This lack of an improve-
ment in mortality may occur because due to the use of fi-
brates which is frequently associated with adverse drug reac-
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tions such as increased serum creatinine, liver enzymes, and
homocysteine (6). Moreover, a meta-analysis of patients
with chronic kidney disease (CKD) demonstrated that fibrate
therapy reduced the estimated glomerular filtration rate
(eGFR) (7). A reduced renal function is associated with an
elevated risk of CVD and death (8, 9). Additionally, combi-
nation therapy with fibrate and statins increases the risk of
developing myopathy and rhabdomyolysis, which is greater
in patients with CKD (10, 11). Therefore, the concomitant
use of conventional fibrates and statins should be avoided in
patients with CKD, whereas the risks vary with different fi-
brates and statins used in combination for patients without
CKD (12).

Conventional fibrates are termed pan PPAR0. agonists be-
cause of their low selectivity for PPARo. Pemafibrate is a
novel selective PPARo modulator (SPPARMo) that was de-
signed to have a higher selectivity as a PPARo agonist (13).
Compared to conventional fibrates, pemafibrate does not sig-
nificantly increase creatinine, alanine aminotransferase
(ALT), or y-glutamyl transferase (yGT) levels (14-16). In pa-
tients receiving statin therapy after acute coronary syndrome
(ACS), during treatment, TG <150 mg/dL was associated
with a lower risk of recurrent CVD, independent of the
LDL-C level (17). Therefore, pemafibrate could address an
unmet medical need for the treatment of residual CVD risk.
However, the real-world data for pemafibrate are currently
insufficient.

In the present study, we aimed to confirm the efficacy and
safety of pemafibrate in a real-world setting, especially for
the treatment of hyperglyceridemia in patients with CKD.

Materials and Methods

Study design and patient population

This retrospective observational study enrolled 126 con-
secutive patients with hyperglyceridemia from two institu-
tions who received pemafibrate between January 2019 and
January 2020. Patients who had a fasting serum TG 2150
mg/dL. and/or HDL-C <40 mg/dL during the screening
evaluation were enrolled. The exclusion criteria were as fol-
lows: patients who required additional drug treatment for
dyslipidemia during the study period, patients who were tak-
ing fibrates, serum creatinine >2.5 mg/dL or creatinine clear-
ance <40 mL/min, and those with poor adherence. This
study was approved by the institutional review board, and
the requirement for written informed consent was waived
because of the retrospective study design. This study was
conducted in accordance with the principles of the Declara-
tion of Helsinki. During the study period, the patients re-
ceived 0.2 mg pemafibrate.

Blood samples for the diagnosis of hyperglyceridemia
were collected in the fasting state for clinical laboratory
tests. Blood samples were collected before (baseline) and at
24 weeks after commencing pemafibrate therapy. The blood
samples collected at 24 weeks after therapy were not re-

stricted to being collected in a fasting state.

The patients’ demographic data were collected, including
information on age, sex, body mass index, past medical his-
tory, and usage history of therapeutic agents affecting lipid
metabolism. The clinical laboratory data collected included
total cholesterol (TC), LDL-C, non-HDL-C, TG, HDL-C,
blood urea nitrogen (BUN), creatinine (Cre), estimated
glomerular filtration rate (eGFR), alanine aminotransferase
(ALT), yGT, and creatine kinase (CK).

Clinical laboratory

The cholesterol levels were measured by a homogeneous
assay, Cholestest LDL (SEKISUI Medical, Tokyo, Japan) for
LDL-C, CholestestN HDL (SEKISUI Medical) for HDL-C
and Cholestest CHO (SEKISUI Medical) for TC. Non-HDL-
C was calculated by subtracting HDL-C from TC.

Endpoints

The primary efficacy endpoint was the percent change in
serum TG at week 24 compared to baseline. The primary
safety endpoints were the incidence of rhabdomyolysis, he-
patargy, and exacerbation of CKD. The secondary efficacy
endpoints included changes or percent changes at week 24,
compared to baseline, regarding such parameters as TC,
LDL-C, non-HDL-C, and HDL-C.

Definitions

We extracted the patient’s diagnoses from the medical re-
cords. The disease was classified according to the Interna-
tional Statistical Classification of Diseases and Related
Health Problems, 10th revision (ICD-10). ACS was defined
as unstable angina pectoris (UAP) or acute myocardial in-
farction. Stable ischemic heart disease (SIHD) was defined
as proven ischemia by myocardial perfusion scintigraphy
and/or invasive ischemia detection. Peripheral artery disease
(PAD) was defined as ankle-brachial index is <0.90 and
claudication by limb artery stenosis. Hypertension was de-
fined as a clinical room blood pressure >140/90 mmHg or
home blood pressure >135/85 mmHg and/or receiving oral
antihypertensive drugs. Heart failure (HF) was defined as
medical treatment for HF. Diabetes mellitus (DM) was de-
fined as hemoglobin Alc 26.5% [National Glycohemoglobin
Standardization Program (NGSP) value], medical treatment
for DM, or a history of DM. Cerebral infarction (CI) and
malignancy were defined as medical treatment for Cl/malig-
nancy and/or a history of Cl/malignancy before admission.
CKD was defined as eGFR <60 mL/min/1.73 m’. We calcu-
lated eGFR from the serum creatinine level, age, weight,
and sex using the following formula: eGFR=194xCr1.094x
age-0.287 (male), eGFR=194xCr1.094xage-0.287x0.739 (fe-
male).

Statistical analysis

The data are expressed as the median (25%, 75%) or per-
centage. Categorical variables are presented as the number
(percentage) and were compared using the Mann-Whitney U
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test. p values <0.05 indicate statistical significance. All
analyses were performed using the SPSS 24.0 software pro-
gram (Chicago, USA).

Table 1. Clinical Characteristics of All Patients.
n=126

Age (years) 65.0 [53.8, 73.0]
Female 45 (36)
BMI (kg/m?) 25.3[22.6,29.1]
History of ACS 31 (25)
History of AMI 23 (18)
History of UAP 8 (6)
History of STHD 12 (10)
History of PCI 41 (33)
History of CABG 2(2)
History of PAD 9(7)
History of HF 7 (6)
Hypertension 71 (56)
Diabetes mellitus 74 (59)
Chronic kidney disease 54 (43)
Cerebral infarction 15 (12)
Malignancy 13 (10)
Current smoker 31 (25)
Medical therapy on admission

Statin 64 (51)

Ezetimibe 27 (21)

PCSKOI 1(1)

n-3 fatty acid sequestrants 17 (13)

Data are presented as the median [25%, 75%] or n (%).

BMI: body mass index, ACS: acute coronary syndrome, AMI:
acute myocardial infarction, UAP: unstable angina pectoris,
SIHD: stable ischemic heart disease, PCI: percutaneous coro-
nary intervention, CABG: coronary artery bypass grafting,
PAD: peripheral artery disease, HF: heart failure, PCSKOI:

proprotein convertase subtilisin/kexin type9 inhibitor

Results

Study patients

A total of 126 consecutive patients with hyperglyceride-
mia were enrolled, of which 54 had concurrent CKD. The
median follow-up period was 196 days (interquartile range,
162-264). The clinical characteristics of all patients are
shown in Table 1. The therapeutic agents combined with pe-
mafibrate for the treatment of dyslipidemia were statins
(51%), ezetimibe (21%), proprotein convertase subtilisin/
kexin type9 (PCSK9) inhibitor (1%), and n-3 (omega-3)
fatty acid sequestrants (FAS) (13%).

The efficacy analysis for all patients demonstrated signifi-
cant reductions in TC, LDL-C, non-HDL-C, TG, and a sig-
nificant increase in HDL-C (Table 2). The safety analysis
for all patients demonstrated no significant change in renal
function, liver function, or CK (Table 2).

Comparisons between the CKD and non-CKD
groups

Table 3 shows a comparison of the clinical characteristics
between the CKD and non-CKD groups. The CKD group
had a significantly higher median age (70 vs. 61 years of
age) and a significantly higher percentage of patients with
UAP, SIHD, PAD, and HT (p<0.05). The CKD group had a
significantly greater number of patients taking statins, owing
to the higher percentage of CVD (p<0.05).

Table 4 shows a comparison of the baseline laboratory
data between the CKD and non-CKD groups. There were no
significant differences in the baseline lipid parameters be-
tween the two groups.

Table 2. Efficacy and Safety Analyses for All Patients.

All patients (n=126) Baseline Week 24 p value
Efficacy parameters
TC (mg/dL) 192.0 [163.5,222.0] 173.0[144.3,204.0] <0.001
LDL-C (mg/dL) 105.0 [82.8, 129.5] 95.0[72.5, 119.0] 0.025
non-HDL-C (mg/dL) 146.0 [119.0, 178.0] 121.0 [94.0, 148.0]  <0.001
TG (mg/dL) 269.0 [180.0,423.8] 161.0 [107.0,227.3] <0.001
HDL-C (mg/dL) 44.0 [36.8, 53.0] 51.0 [43.0, 59.0] 0.001
Safety parameters
BUN (mg/dL) 16.0 [13.0, 20.0] 16.6 [13.0, 20.0] 0.821
Cre (mg/dL) 0.87 [0.69, 1.04] 0.84[0.70, 1.10] 0.996
eGFR (mL/min/1.73m?) 62.1[50.9, 74.9] 64.2 [49.5,78.5] 0.965
ALT (IU/L) 26.0[17.8,37.0] 17.5[14.0, 27.0] 0.001
YGT (IU/L) 40.5 [26.3, 68.8] 29.5[18.0, 50.8] 0.07
CK (U/L) 81.0 [66.0, 112.5] 76.0 [56.0, 102.0] 0.088

Data are presented as the median [25%, 75%]. p<0.05 vs. baseline value by Mann-Whitney U

test.

TC: total cholesterol, LDL-C: low-density lipoprotein cholesterol, non-HDL-C: non-high-density

lipoprotein cholesterol, TG: triglycerides, HDL-C: high-density lipoprotein cholesterol, BUN:

blood urea nitrogen, Cre: creatinine, eGFR: estimated glomerular filtration rate, ALT: alanine

aminotransferase, YGT: y-glutamyl transferase, CK: creatine kinase
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Table 3. Comparison of Patient Clinical Characteristics between the
CKD and Non-CKD Groups.

CKD (n=54) non-CKD (n=72) p value
Age (years) 70.0 [60.0,75.0] 61.0[50.0,71.0] <0.001
Female 17 (31) 28 (39) 0.39
BMI (kg/m?) 25.1[22.9,29.5] 25.3[22.5,28.5] 0.919
History of ACS 17 (31) 14 (19) 0.121
History of AMI 10 (19) 13 (18) 0.947
History of UAP 7(13) 1(1) 0.008
History of SIHD 9(17) 34) 0.018
History of PCI 24 (44) 17 (24) 0.014
History of CABG 1(2) 1(1) 0.837
History of PAD 7(13) 2(3) 0.028
History of HF 4(7) 3(4) 0.432
Hypertension 37 (69) 34 (47) 0.017
Diabetes mellitus 29 (54) 41 (57) 0.638
Cerebral infarction 8 (15) 7 (10) 0.382
Malignancy 7(13) 6 (8) 0.398
Current smoker 15 (28) 16 (22) 0.474
Medical therapy on admission
Statin 34 (63) 30 (42) 0.018
Ezetimibe 14 (26) 13 (18) 0.287
PCSKOI 1(2) 0(0) 0.246
N-3 fatty acid sequestrants 6(11) 11 (15) 0.643
Data are presented as the median [25%, 75%] or n (%). p<0.05 vs. non-CKD by Mann-
Whitney U test.

CKD: chronic kidney disease, BMI: body mass index, ACS: acute coronary syndrome, AMI:
acute myocardial infarction, UAP: unstable angina pectoris, SIHD: stable ischemic heart
disease, PCI: percutaneous coronary intervention, CABG: coronary artery bypass grafting,
PAD: peripheral artery disease, HF: heart failure, PCSKOI: proprotein convertase subtilisin/
kexin type-9 inhibitor

Table 4. Comparison of Baseline Laboratory Data between the CKD and
Non-CKD Groups

CKD (n=54) non-CKD (n=72) p value

Efficacy parameters
TC (mg/dL)
LDL-C (mg/dL)
non-HDL-C (mg/dL)
TG (mg/dL)
HDL-C (mg/dL)
Safety parameters

184.5 [161.5, 221.5]
96.5[74.5, 129.0]
144.5 [116.0, 175.8]
260.0 [200.8, 383.0]
42.5[35.0, 48.0]

199.5 [164.3, 222.0] 0.415
109.5 [86.3, 131.0] 0.441
152.5[121.0, 178.8] 0.751
273.0 [155.5, 525.5] 0.745

46.0 [37.3, 53.0] 0.079

BUN (mg/dL) 19.0 [16.0, 23.6] 14.4711.0,180]  <0.001
Cre (mg/dL) 1.07 [0.94, 1.29] 0.74[0.62,0.89]  <0.001
eGFR (mL/min/1.73m?)  47.6 [41.7, 55.8] 73.5[66.3,863]  <0.001
ALT (IU/L) 23.0[17.0, 35.3] 27.0[18.3, 40.5] 0.272
yGT (IU/L) 41.51[24.3,52.5] 41.0 [29.0, 82.0] 0.909
CK (U/L) 79.0 [59.5, 101.0] 85.5[68.0,114.0]  0.936

Data are presented as the median [25%, 75%]. p<0.05 vs. non-CKD by Mann-Whitney U test.
CKD: chronic kidney disease, TC: total cholesterol, LDL-C: low-density lipoprotein cholesterol,
non-HDL-C: non-high-density lipoprotein cholesterol, TG: triglycerides, HDL-C: high-density
lipoprotein cholesterol, BUN: blood urea nitrogen, Cre: creatinine, eGFR: estimated glomerular
filtration rate, ALT: alanine aminotransferase, yGT: y-glutamy] transferase, CK: creatine kinase

CKD group. Regarding the lipid parameters in this group,
an efficacy analysis demonstrated significant reductions in
TC, non-HDL-C, and TG (p<0.05). No significant differ-

Analysis of the CKD group

Table 5 shows the efficacy and safety analyses for the
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Table 5. Efficacy and Safety Analyses for the Group of Patients with Chron-

ic Kidney Disease (CKD Group).

CKD group (n=54) Baseline Week 24 p value
Efficacy parameters
TC (mg/dL) 184.5[161.5,221.5] 165.0[138.8,187.5] <0.001
LDL-C (mg/dL) 96.5 [74.5, 129.0] 94.0 [71.0, 108.0] 0.055
non-HDL-C (mg/dL) 1445 [116.0, 175.8] 115.0[93.0,137.5]  <0.001
TG (mg/dL) 260.0 [200.8,383.0] 167.0[112.0,221.0]  0.002

HDL-C (mg/dL)
Safety parameters

42.5[35.0, 48.0]

48.0[39.3, 53.8] 0.26

BUN (mg/dL) 19.0 [16.0, 23.6] 18.4[15.2,22.1] 0.761
Cre (mg/dL) 1.07 [0.94, 1.29] 1.11 [0.86, 1.33] 0.853
eGFR (mL/min/1.73m?) 47.6 [41.7, 55.8] 48.0 [40.4, 59.1] 0.6

ALT (IU/L) 23.0[17.0, 35.3] 18.0 [14.0, 27.0] 0.098
yGT (IU/L) 41.5[24.3,52.5] 25.0[17.8,42.3] 0.698
CK (U/L) 79.0 [59.5, 101.0] 76.0 [56.0, 98.0] 0.486

Data are presented as the median [25%, 75%]. p<0.05 vs. baseline value by Mann-Whitney U

test.

TC: total cholesterol, LDL-C: low-density lipoprotein cholesterol, non-HDL-C: non-high-density
lipoprotein cholesterol, TG: triglycerides, HDL-C: high-density lipoprotein cholesterol, BUN:

blood urea nitrogen, Cre: creatinine, eGFR: estimated glomerular filtration rate, ALT: alanine

aminotransferase, yGT: y-glutamyl transferase, CK: creatine kinase

Table 6. Efficacy and Safety Analyses for the Group of Patients without
Chronic Kidney Disease (non-CKD Group).

non-CKD group (n=72) Baseline Week 24 p value
Efficacy parameters
TC (mg/dL) 199.5 [164.3,222.0] 179.0[147.0,209.5]  0.013
LDL-C (mg/dL) 109.5 [86.3, 131.0] 96.0 [75.3, 123.8] 0.174
non-HDL-C (mg/dL) 152.5 [121.0, 178.8] 128.0 [94.8, 152.8] 0.001
TG (mg/dL) 273.0 [155.5, 525.5] 154.0 [87.3, 242.3] 0.001
HDL-C (mg/dL) 46.0 [37.3, 53.0] 52.0 [44.3, 62.0] 0.008
Safety parameters
BUN (mg/dL) 14.4[11.0, 18.0] 15.0[12.0, 18.0] 0.396
Cre (mg/dL) 0.74[0.62, 0.89] 0.75 [0.65, 0.86] 0.648
eGFR (mL/min/1.73m?) 73.5[66.3, 86.3] 76.9 [65.1, 81.3] 0.591
ALT (IU/L) 27.0 [18.3, 40.5] 17.0[13.0, 26.8] 0.003
YGT (IU/L) 41.0[29.0, 82.0] 32.0 [18.0, 52.0] 0.01
CK (U/L) 85.5[68.0, 114.0] 78.5[56.0, 104.5] 0.071

Data are presented as the median [25%, 75%]. p<0.05 vs. baseline value by Mann-Whitney U

test.

TC: total cholesterol, LDL-C: low-density lipoprotein cholesterol, non-HDL-C: non-high-density
lipoprotein cholesterol, TG: triglycerides, HDL-C: high-density lipoprotein cholesterol, BUN:

blood urea nitrogen, Cre: creatinine, eGFR: estimated glomerular filtration rate, ALT: alanine

aminotransferase, yGT: y-glutamyl transferase, CK: creatine kinase

ences in LDL-C and HDL-C were observed. A safety analy-
sis for the CKD group demonstrated no significant changes
in the renal function, liver function, or CK.

Analysis of the non-CKD group

Table 6 shows the efficacy and safety analyses for the
non-CKD group. For the lipid parameters, the efficacy
analysis demonstrated significant reductions in TC, non-
HDL-C, and TG, and a significant increase in HDL-C (p<
0.05). LDL-C showed no significant difference from base-

line. The safety analysis for the non-CKD group demon-
strated no significant changes in renal function, liver func-
tion, and CK.

Comparisons between baseline and week 24

Fig. 1 shows the percent change from baseline to week 24
in serum lipid levels for the CKD and non-CKD groups.
Fig. 2 shows the percent change from baseline to week 24
in renal function, liver function, and CK for the CKD and
non-CKD groups. There were no significant differences be-
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tween the two groups.

In the present study, we confirmed a significant reduction
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Figure 1. Box plots showing the percent change from baseline to week 24 regarding the serum lipid
levels as demonstrated by the Mann-Whitney U test. A p value of 0.05 was considered to be signifi-
cant. Boxes show the medians and interquartile ranges with the lowest and highest values being shown
above and below each box. This figure illustrates the findings of efficacy analyses, which found no
significant differences between the CKD and non-CKD groups. CKD: chronic kidney disease, TC:
total cholesterol, LDL-C: low-density lipoprotein cholesterol, non-HDL-C: non-high-density lipopro-
tein cholesterol, TG: triglycerides, HDL-C: high-density lipoprotein cholesterol

100

g -
2 -
s
3 o T Uit
£ ]
<&
> // 7 //,
g -

-100

Cre eGFR ALT yGT CK
) «ogrowp V7007 roo-CXD grovp

Figure 2. Box plots showing the percent change from baseline to week 24 regarding the renal func-
tion, liver function, and creatine kinase demonstrated by the Mann-Whitney U test. A p value of 0.05
was considered to be significant. Boxes show the medians and interquartile ranges with the lowest and
highest values being shown above and below each box. The figure illustrates the findings of safety
analyses, which found no significant differences between the CKD and non-CKD groups. Cre: creati-
nine, eGFR: estimated glomerular filtration rate, ALT: alanine aminotransferase, YGT: y-glutamyl
transferase, CK: creatine kinase

in TG and an acceptable safety profile following pemafibrate

treatment in a real-world sample of patients with hyperglyc-
Discussion eridemia and CKD. Previous studies on pemafibrate were
highly controlled with very selective inclusion criteria and
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perience. This study used less stringent exclusion criteria,
and therefore, the results may be more generalizable to real
world clinical experiences.

All patient data showed that pemafibrate significantly re-
duced TC, LDL-C, non-HDL-C, and TG, and increased
HDL-C. No studies have previously identified any effect of
pemafibrate administration alone on the LDL-C levels.
Therefore, the significant reduction in LDL-C was consid-
ered a result of the combination therapy with statins (Ta-
ble 1).

Previous studies have reported that pemafibrate signifi-
cantly reduced ALT (14). Basic research has shown that pe-
mafibrate can improve the pathogenesis of nonalcoholic
fatty liver disease (NAFLD)/nonalcoholic steatohepatitis
(NASH) by modulating lipid turnover and the energy me-
tabolism in the liver, and it is expected to show this same
effect in patients with hyperglyceridemia (18).

The adverse events of concern associated with fibrate ad-
ministration are rhabdomyolysis and a decline in the renal
and/or liver function. The risk of adverse events may in-
crease when fibrates are administered to patients with CKD
and in combination therapy with statins. However, no ad-
verse events were observed in this study, even though the
CKD group had significantly more patients using combina-
tion therapy with statins and it was significantly older than
the non-CKD group. This result is consistent with an earlier
study reporting that pemafibrate treatment had lower rates of
adverse events compared to fenofibrate, especially those re-
lated to the kidney function, which were very low with pe-
mafibrate (15). The reason that the renal function is not re-
duced by pemafibrate is thought to be because the structure
of pemafibrate is selective to PPARa (19, 20). As reported
in a previous study, the non-CKD group experienced signifi-
cantly decreased TC, non-HDL-C, and TG, and increased
HDL-C. However, the CKD group did not show a signifi-
cantly increased HDL-C level. Patients with CKD often
have atherogenic dyslipidemia, including high TG and low
HDL-C, which occurs as a result of an impaired TG-rich
lipoprotein catabolism associated with a decreased lipopro-
tein lipase activity or impaired HDL maturation caused by a
reduced lecithin-cholesterol acyltransferase activity (21-25).
It is necessary to investigate whether the HDL-C levels in
patients with CKD may increase by an add-on dosage of pe-
mafibrate.

There were no cardiovascular events observed in this
study. However, this retrospective study cannot address
whether pemafibrate is associated with an improved progno-
sis because of the short observation period and the small
number of patients. The results of the PROMINENT study
are expected to address these limitations (26).

Study limitations

The present study is associated with several limitations.
First, the patient sample may not be representative because
it was derived from only two hospitals and the study was
retrospective in nature. Second, many patients were already

receiving treatments for dyslipidemia, including statin treat-
ment. Third, the duration of the treatment period was ap-
proximately 24 weeks, which is relatively short for the
evaluation of a chronic disease. A longer study period is
therefore needed to investigate the risk-to-benefit balance.
Finally, blood samples obtained 24 weeks after therapy were
not restricted to being collected in a fasting state, which
may have affected the laboratory data, especially the lipid
parameters. Therefore, it is considered that these data did
not show a normal distribution.

Conclusion

In conclusion, pemafibrate improved the TG and HDL-C
levels in a real-world sample of patients. Moreover, pemafi-
brate improved the TG levels without any adverse events,
even in patients with CKD. Pemafibrate could therefore po-
tentially address the unmet medical need for the treatment
of residual CV risk.

The authors state that they have no Conflict of Interest (COI).
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