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Purpose: Pemafibrate is a novel selective peroxisome proliferator-activated receptor alpha modulator (SPPARMα) that improves lipid 
profile, but its effects on cardiovascular events remain unproven. This study examined changes in the cardio-ankle vascular index 
(CAVI), a marker of arterial stiffness, in high-risk patients with type 2 diabetes mellitus (T2DM) or ischemic heart disease (IHD) 
treated with pemafibrate.
Patients and Methods: In this single-center, prospective, observational study, 95 patients with T2DM and/or IHD, who had 
hypertriglyceridemia (≥150 mg/dL) and started pemafibrate (0.2 mg/day) were analyzed. CAVI was measured at baseline and after 
24 weeks of treatment as an indicator of arterial stiffness, along with comprehensive assessment of lipid parameters including 
triglycerides, high-density lipoprotein cholesterol (HDL-C), low-density lipoprotein cholesterol (LDL-C), non-HDL-C, and 
apolipoproteins.
Results: No significant change in CAVI was observed after 24 weeks of treatment (median [interquartile range (IQR)]; baseline vs 
24 weeks: CAVI 9.4 [8.8–10.6] vs 9.6 [8.9–10.8], p=0.715). However, pemafibrate significantly reduced triglycerides (233 mg/dL 
[171–329] to 143 mg/dL [111–187], p<0.001), apolipoprotein C-II (8.1 mg/dL [6.1–10.2] to 6.3 mg/dL [5.3–8.3], p<0.001), 
apolipoprotein C-III (15.3 mg/dL [12.2–18.3] to 11.6 mg/dL [9.3–14.2], p<0.001) and liver enzymes; and increased HDL-C 
(45 mg/dL [39–52] to 50 mg/dL [40–60], p<0.001), LDL-C (92 mg/dL [70–111] to 103 mg/dL [79–128], p<0.001), apolipoprotein 
A-I and apolipoprotein A-II (both p<0.05). Calculated small dense low-density lipoprotein cholesterol also decreased significantly 
(40 mg/dL [31–49] to 36 mg/dL [28–45], p=0.002).
Conclusion: While pemafibrate improves lipid profile and liver enzymes, its short-term impact on vascular stiffness, as measured by 
CAVI, appears limited. Extended follow-up studies are needed to clarify its cardiovascular benefits in high-risk patients.
Keywords: pemafibrate, cardio-ankle vascular index, CAVI, type 2 diabetes mellitus, hypertriglyceridemia

Introduction
Atherosclerosis significantly contributes to the development of cardiovascular diseases, necessitating strict lipid-lowering 
therapies to mitigate associated risks. The cardio-ankle vascular index (CAVI) is a non-invasive measure of arterial 
stiffness, and its predictive value for cardiovascular events has been well established.1–4 Additionally, hypertriglycer
idemia has been linked to both cardiovascular diseases and increased CAVI,5,6 highlighting the importance of triglyceride 
(TG) management in reducing arterial stiffness and cardiovascular risk. In patients with type 2 diabetes mellitus (T2DM), 
elevated TG levels represent a significant risk factor for cardiovascular complications.7,8 Recent studies have shown that 
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TG reduction can improve vascular function and potentially decrease cardiovascular events in high-risk populations.9–11 

Therefore, targeting TG with appropriate therapies may be an important strategy for reducing arterial stiffness and 
cardiovascular risk in patients with T2DM and/or IHD.

Bezafibrate, a traditional fibrate, has been shown to improve CAVI by reducing TG, remnant-like particle cholesterol 
(RLP-C), glycated hemoglobin (HbA1c), and derivatives of reactive oxygen metabolites (d-ROMs), while increasing 
high-density lipoprotein cholesterol (HDL-C) level.10 The primary mechanism by which fibrates exert TG-lowering 
effects involves the activation of lipoprotein lipase (LPL).12 LPL is an endothelial enzyme responsible for the hydrolysis 
of TG in lipoproteins, and its activity is influenced by insulin. Hence LPL activity reflects insulin sensitivity and 
endothelial function.13 Fibrates typically enhance LPL activity, leading to reduced TG levels. However, comprehensive 
outcome studies for fibrates are limited, and the direct impact on cardiovascular events remains uncertain.

Pemafibrate is a novel selective peroxisome proliferator-activated receptor alpha modulator (SPPARMα) with 
approximately 2500-fold higher selectivity for PPARα than conventional fibrates. It was designed to maximize the 
beneficial effects of PPARα activation while minimizing off-target effects.14,15 Pemafibrate effectively reduces triglycer
ides, non-HDL cholesterol, and apolipoprotein C-III while increasing HDL-C levels.14 Unlike traditional fibrates, 
pemafibrate demonstrates a distinct hepatic gene expression profile and fewer adverse effects, allowing for safe use in 
patients with mild to moderate renal impairment. Transcriptomic analyses have shown that pemafibrate and fenofibrate 
regulate different sets of genes in the liver, suggesting that their metabolic actions are not identical.16 In addition to 
traditional lipid parameters, recent studies have emphasized the role of small dense LDL-C (sdLDL-C) in the develop
ment of atherosclerosis due to its high atherogenic potential.17 Pemafibrate has also been reported to reduce sdLDL-C 
levels, potentially contributing to cardiovascular risk reduction beyond conventional lipid targets.18

Despite the favorable effects of pemafibrate on lipid profile, its ability to reduce cardiovascular events remain 
unproven. For example, the PROMINENT trial reported no significant reduction in cardiovascular events among 
T2DM patients with hypertriglyceridemia, despite reductions in TG, very low-density lipoprotein (VLDL) cholesterol, 
remnant cholesterol, and apolipoprotein C-III levels.19

The primary aim of this study was to evaluate the effect of pemafibrate on CAVI, a key marker of arterial stiffness and 
a predictor of cardiovascular events, in high-risk patients with T2DM and/or ischemic heart disease (IHD). While 
previous studies with traditional fibrates have shown improvements in vascular parameters,9,10 the effect of pemafibrate 
on arterial stiffness remains unclear. We hypothesized that pemafibrate may potentially improve CAVI through its lipid- 
lowering effects, particularly by reducing TG and sdLDL-C levels, though the observational nature of our study and 
limitations of prior research warrant cautious interpretation of our findings.

Materials and Methods
Study Design
This clinical research was a single-center, prospective, observational study conducted at Toho University Sakura Medical 
Center. Because of the exploratory nature of the investigation of the effects of pemafibrate on arterial stiffness, we 
conducted this study without a control group to provide real-world evidence of its vascular effects.

Study Patients
This study enrolled patients with T2DM and/or a history of IHD, who had hypertriglyceridemia (TG ≥ 150 mg/dL) and 
started pemafibrate (0.2 mg/day) treatment between January 2022 and December 2022 and had undergone CAVI 
measurement within one month before or at the initiation of treatment. Exclusion criteria were an ankle-brachial index 
(ABI) below 0.9 (as peripheral arterial disease can interfere with the accuracy of CAVI measurements by altering pulse 
wave transmission characteristics), as well as severe liver or kidney dysfunction. A total of 102 patients were included.

Data Collection
Before treatment was started, data were collected on patient demographics, medical history, current medications, lifestyle 
factors, and baseline measurements. At baseline and after 24 weeks of pemafibrate treatment, the following were 
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measured: CAVI, body weight, BMI, blood pressure, fasting blood glucose, HbA1c, total cholesterol (TC), TG, HDL-C, 
low-density lipoprotein cholesterol (LDL-C), uric acid, aspartate aminotransferase (AST), alanine aminotransferase 
(ALT), gamma-glutamyl transpeptidase (γ-GTP), blood urea nitrogen, creatinine, estimated glomerular filtration rate 
(eGFR), lipoprotein fractions, LPL, urine albumin, high-sensitive C-reactive protein (CRP), and d-ROMs.

Measurement of Lipid Concentrations
Plasma levels of TC, TG, HDL-C and LDL-C (except for the LDL-C level used for calculating sdLDL-C) were measured 
by a colorimetric method using an automatic analyzer BioMajesty JCA-BM6070 from JEOL Ltd. (Tokyo, Japan) with an 
enzymatic kit from Sekisui Medical Co., Ltd. (Tokyo, Japan). Apolipoprotein (Apo) (A-I, A-II, B, C-II, C-III, E) 
concentrations were determined by a turbidimetric immunoassay using an automatic analyzer BioMajesty JCA-BM8060 
from JEOL Ltd. with a kit from Nittobo Medical Co., Ltd. (Tokyo, Japan).

Calculation of SdLDL-C
LDL-C in this study was measured using a direct method as described above, but the LDL-C level used in computing 
sdLDL-C was calculated using TC, TG and HDL-C, as described below.

The Sampson equation was chosen due to its improved accuracy in estimating LDL-C and sdLDL-C, particularly in 
patients with elevated triglyceride levels. This method has been validated for use in individuals with dyslipidemia.20

The equations reported by Sampson et al21,22 were used for calculating LDL-C and sdLDL-C, which are calculated 
based only on the standard lipid test panel values as follows:

1. First, LDL-C is calculated using the formula: 
LDL-C = TC/0.948 - HDL-C/0.971 - [TG/8.56 + (TG × Non-HDL-C)/2140 - TG2/16100] - 9.44

2. Large buoyant LDL-C (lbLDL-C) is then calculated using the formula: 
lbLDL-C = 1.43 × LDL-C – [0.14 × (ln (TG) × LDL-C)] - 8.99, 
where ln (TG) is the natural logarithm of TG

3. Finally, sdLDL-C is calculated by subtracting lbLDL-C from LDL-C: 
sdLDL-C = LDL-C - lbLDL-C

Preheparin LPL Mass Assay
Preheparin serum LPL mass was measured by a sandwich enzyme-linked immunosorbent assay (ELISA) utilizing 
a specific monoclonal antibody against bovine milk LPL, following the methods described by Kobayashi et al.23 

A commercial kit from Sekisui Medical Co., Ltd. and a VERSAmax microplate reader (Molecular Devices Co., Ltd.) 
were used. The measurement range was 4–500 ng/mL, with a coefficient of variation less than 10% and measurement 
accuracy of 85–115% of the nominal value.

Measurement of CAVI
CAVI was determined using a VaSera CAVI instrument (Fukuda Denshi Co., Ltd, Tokyo). The procedure has been 
detailed in a prior report.24 Cuffs were placed on both upper arms and ankles of a subject positioned supine with the head 
in a midline position. Measurements were taken after the subject had rested for 10 minutes. Brachial and ankle pulse 
waves were detected using low cuff pressures (30 to 50 mmHg) to minimize the impact of cuff pressure on hemody
namics. CAVI was calculated using the formula:

CAVI = a{(2ρ/ΔP)×Ln(Ps/Pd) PWV²} + b, where Ps is systolic blood pressure, Pd is diastolic blood pressure, PWV is 
pulse wave velocity, ΔP is Ps - Pd, ρ is blood density, and a and b are constants.

Fibrosis-4 (FIB-4) Index and Nonalcoholic Fatty Liver Disease (NAFLD) Fibrosis Score
As markers of liver fibrosis, FIB-4 index and NAFLD fibrosis score (NFS) were evaluated in the patient cohort. These 
items were calculated using established formulas,25,26 and their correlation with CAVI was analyzed to assess the 
potential association between liver fibrosis and arterial stiffness.
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Statistical Analysis
Primary outcome was the change in CAVI from baseline to after 24 weeks of treatment. Secondary outcomes included 
changes in biochemical parameters and stratified analyses based on patient background factors. Comparisons of baseline 
data and changes in clinical parameters between the group with increase in CAVI (ΔCAVI ≥ 0) and the group without 
(ΔCAVI < 0) were performed using Wilcoxon signed-rank test or Mann–Whitney U-test. Correlation between changes in 
TG level and other clinical parameters was analyzed using Spearman’s rank correlation coefficient. A two-tailed p-value 
< 0.05 was considered statistically significant.

Results
Patient Characteristics
This study included 102 patients, 95 of whom were analyzed after excluding three patients with an ABI below 0.9 and 
four patients with missing data. No patients discontinued medication due to adverse effects or serious adverse reactions. 
Patient background characteristics are summarized in Table 1. The 95 subjects analyzed had a median age of 70 years 
[interquartile range (IQR): 61–75], with a male to female ratio of 69.5% to 30.5%. The prevalence of hypertension and 
diabetes was 63.2% and 78.9%, respectively, while 41.1% had a history of ischemic heart disease (IHD). In addition, 
65.3% of the patients were current or former smokers. Among the subjects, 47.4% were on ACE inhibitors or ARBs, 
61.1% were on statins, 16.8% were taking ezetimibe, 38.9% were on metformin, 40.0% were using sodium–glucose co- 
transporter 2 (SGLT2) inhibitors, and 7.4% were on glucagon-like peptide-1 analogues.

Primary Endpoint (Change in CAVI After 24 weeks of Pemafibrate Treatment)
As shown in Figure 1, there was no significant change in CAVI after 24 weeks of pemafibrate treatment (p = 0.715). 
Subgroup analyses of patients with diabetes and those with IHD also showed no significant CAVI changes (p = 0.447 and 
p = 0.136, respectively).

Secondary Endpoints: Changes in Lipid Parameters and Liver Enzymes Over 24 weeks
Figure 2 shows the changes in various lipid parameters and Figure 3 shows the changes in liver enzymes from baseline to 
after 24 weeks of pemafibrate treatment. Pemafibrate treatment significantly reduced TG levels by approximately 39% 

Table 1 Patient Background Characteristics

Characteristic Median (IQR) or %

Median age (IQR) (yr) 70 (61–75)

Female (%) 30.5
Hypertension (%) 63.2

Diabetes (%) 78.9
Ischemic heart disease (%) 41.1

Current or past smoking history (%) 65.3

ACE inhibitor or ARB (%) 47.4
Statin (%) 61.1

Ezetimibe (%) 16.8

Metformin (%) 38.9
SGLT2 inhibitor (%) 40.0

GLP-1 analogue (%) 7.4

Notes: This table provides an overview of the baseline characteristics of 
the study population. Median age, sex distribution, and prevalence of 
common comorbidities are listed, along with the percentage of patients 
using various medications at the start of the study. Data are presented as 
median (IQR) or percentage. 
Abbreviations: IQR, interquartile range; ACE, angiotensin-converting 
enzyme; ARB, angiotensin II receptor blocker; SGLT2, sodium-glucose 
cotransporter 2; GLP-1, glucagon-like peptide-1.
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and non-HDL-C levels (p < 0.001 and p = 0.005, respectively). Conversely, HDL-C and LDL-C levels significantly 
increased (both p < 0.001), while total cholesterol levels remained unchanged (p = 0.307).

Among apolipoprotein parameters, ApoC-II and ApoC-III decreased significantly (both p < 0.001), and the calculated 
sdLDL-C value showed a significant reduction (p = 0.002). ApoA-I and ApoA-II levels increased significantly (p = 0.020 
and p < 0.001, respectively). No significant changes were observed in LPL and ApoB levels.

Figure 1 Change in CAVI after 24 weeks of pemafibrate treatment. This figure shows the primary endpoint, illustrating the change in cardio-ankle vascular index (CAVI) 
after pemafibrate treatment. The median CAVI showed no significant change after 24 weeks of treatment compared to baseline (p = 0.715, Wilcoxon signed-rank test).

Figure 2 Changes in plasma lipid parameters from baseline to 24 weeks of pemafibrate treatment. This figure shows the changes in plasma lipid levels from baseline to after 
24 weeks of treatment: (A) triglyceride (mg/dL), (B) total cholesterol (mg/dL), (C) HDL-C (mg/dL), (D) LDL-C (mg/dL), (E) non-HDL-C (mg/dL), (F) ApoC-II (mg/dL), (G) ApoC- 
III (mg/dL), (H) ApoB (mg/dL), (I) LPL (ng/mL), (J) sdLDL-C (calculated) (mg/dL). Data are presented as box plots with median (cross), interquartile range (lower and upper edges of 
box) and minimum and maximum values (whiskers). The p-values indicate the significance of changes over the 24-week period analyzed by Wilcoxon signed-rank test. 
Abbreviations: HDL-C, high-density lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol; Non-HDL-C, non-high-density lipoprotein cholesterol; Apo, 
Apolipoprotein; LPL, lipoprotein lipase; sdLDL-C, small dense LDL-C.
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Regarding liver enzymes, ALT and γ-GTP levels decreased significantly (both p < 0.001), while AST levels remained 
stable (p = 0.373). The detailed values for all parameters are presented in Figures 2, 3 and Table 2.

Changes in Clinical Parameters According to CAVI Change
The changes in clinical parameters from baseline to 24 weeks were compared between two groups divided by CAVI 
status: a group with no change or increase in CAVI (ΔCAVI ≥ 0) and a group with decrease in CAVI (ΔCAVI < 0). The 
results are shown in Table 3. The group with decrease in CAVI showed a significant reduction in LDL-C compared to the 
group with increase in CAVI (p = 0.044). Additionally, Apo B level decreased significantly in the group with decrease in 
CAVI compared to that with increase in CAVI (p = 0.001).

Figure 3 Changes in plasma liver enzyme levels from baseline to 24 weeks of pemafibrate treatment. This figure shows the changes in serum liver enzyme levels from 
baseline to after 24 weeks of treatment: (A) AST (IU/L), (B) ALT (IU/L), (C) γ-GTP (IU/L). Data are presented as box plots with median (cross), interquartile range (lower 
and upper edges of box) and minimum and maximum values (whiskers). The p-values indicate the significance of changes over the 24-week period analyzed by Wilcoxon 
signed-rank test. 
Abbreviations: AST, aspartate aminotransferase; ALT, alanine aminotransferase; γ-GTP, gamma-glutamyl transpeptidase.

Table 2 Clinical Data Before and After Pemafibrate Administration

0W 24W p-value*

Body Weight (kg) 68.0 (60.0–76.1) 69.2 (60.0–76.0) 0.943
BMI (kg/m2) 25.8 (22.8–28.5) 25.6 (22.5–27.5) 0.891

SBP (mmHg) 133 (122–145) 135 (125–152) 0.110

DBP (mmHg) 81 (71–90) 81 (72–88) 0.895
eGFR (mL/min/1.73m2) 66 (51–77) 61 (50–75) <0.001

Uric acid (mg/dL) 5.5 (4.8–6.3) 5.6 (4.7–6.5) 0.405

HbA1c (%) 6.9 (6.2–7.8) 6.9 (0.1–7.8) 0.433
Urinary albumin (mg/gCr) 14.8 (6.6–70.6) 20.2 (9.7–75.0) 0.248

hs-CRP (mg/dL) 0.081 (0.037–0.194) 0.081 (0.028–0.165) 0.474

d-ROM (U.CARR) 313 (276–356) 304 (267–357) 0.494
Apolipoprotein A-I level, measured (mg/dL) 137 (118–153) 140 (127–158) 0.020

Apolipoprotein A-II level, measured (mg/dL) 29.7 (26.9–33.3) 38.1 (32.7–43.7) <0.001

Apolipoprotein E level, measured (mg/dL) 3.4 (2.3–4.7) 2.9 (2.2–3.7) 0.069
FIB-4 index 1.6 (1.1–2.2) 1.6 (1.1–2.3) 0.588

NAFLD Fibrosis Score (NFS) −0.233 (−1.127–0.466) −0.422 (−1.311–0.631) 0.116

Notes: This table presents a comparison of clinical parameters before and after 24 weeks of pemafibrate treatment. Data are 
presented as median (interquartile range). *p values were obtained by Wilcoxon signed-rank test, 0W vs 24W. 
Abbreviations: BMI, body mass index; SBP, systolic blood pressure; DBP, diastolic blood pressure; eGFR, estimated glomerular 
filtration rate; HbA1c, hemoglobin A1; hs-CRP, high-sensitivity C-reactive protein; d-ROM, derivatives of reactive oxygen 
metabolites; FIB-4, Fibrosis-4; NAFLD, Nonalcoholic Fatty Liver Disease; W, week.
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Correlation Between Change in TG Levels and Change in LPL or Apolipoprotein C-III
Figure 4 illustrates the correlation analysis between changes in TG levels and changes in LPL or ApoC-III. No significant 
correlation was found between changes in TG and LPL, whereas a significant positive correlation was observed between 
changes in TG and ApoC-III (Rs = 0.541, p < 0.001).

Other Clinical Parameters
As shown in Table 2, most clinical parameters including body weight, BMI, blood pressure, HbA1c, urinary albumin, 
hs-CRP, FIB-4 index, NFS, and d-ROM levels remained unchanged. However, estimated GFR decreased significantly 
(p < 0.001), while ApoA-I and ApoA-II levels significantly increased (p = 0.020 and p < 0.001, respectively). ApoE 
showed a trend toward decrease but did not reach statistical significance. Supplementary Figure 1 demonstrates a positive 
correlation between CAVI and both the FIB-4 index and NAFLD fibrosis score.

Discussion
This observational study demonstrated that 24-week treatment with pemafibrate in patients with T2DM and/or a history 
of IHD significantly improved lipid profile, including reduction in TG. Elevated TG levels are known to adversely affect 
vascular function through multiple mechanisms. Several studies have established that hypertriglyceridemia is indepen
dently associated with increased arterial stiffness in various populations.27–29 The pathophysiological mechanisms 
linking TGs to arterial stiffness include promotion of endothelial dysfunction, increased oxidative stress, and stimulation 
of inflammatory processes in the arterial wall. Additionally, TG-rich lipoproteins can penetrate the arterial wall and 
contribute to atherosclerotic plaque formation, further increasing arterial stiffness. Despite significant TG reduction with 
pemafibrate in our study, the lack of CAVI improvement suggests that other factors, such as the concurrent increase in 
LDL-C or the relatively short treatment duration, may have overshadowed the potential vascular benefits of TG reduction 
in our specific patient population.

However, no significant change was observed in CAVI, suggesting that the effect of pemafibrate on arterial stiffness 
may be limited in short-term treatment. CAVI is a well established marker for arterial stiffness and a predictor of 

Table 3 Changes in Clinical Parameters According to the Status of Change in CAVI

ΔCAVI≥0 ΔCAVI<0 p-value*

ΔTotal cholesterol (mg/dL) 5 (−7–21) −8 (−35–9) 0.268
ΔTriglyceride (mg/dL) −57 (−122–−37) −86 (−126–−35) 0.849

ΔHDL-C (mg/dL) 5 (1–13) 2 (−1–8) 0.133

ΔLDL-C (mg/dL) 15 (2–29) −2 (−13–14) 0.044
Δnon-HDL-C (mg/dL) −2 (−9–12) −14 (−28–10) 0.471

ΔSdLDL-C (mg/dL) (calculated) 0 (−5–3) −6 (−11–2) 0.608

ΔLPL (ng/mL) 1 (−7–12) −3 (−9–8) 0.285
ΔApolipoprotein A-I level, measured (mg/dL) 8 (−2–15) 1 (−4–7) 0.051

ΔApolipoprotein A-II level, measured (mg/dL) 8.9 (5.7–13.5) 6.9 (3.1–12.9) 0.067
ΔApolipoprotein B level, measured (mg/dL) 3 (−4–12) −7 (−14–3) 0.001

ΔApolipoprotein C-II level, measured (mg/dL) −1.1 (−2.6–−0.2) −0.9 (−2.6–0.4) 0.579

ΔApolipoprotein C-III level, measured (mg/dL) −3.0 (−5.0–−1.8) −3.7 (−6.3–−1.2) 0.863
ΔApolipoprotein E level, measured (mg/dL) 0.1 (−0.4–0.5) −0.6 (−1.2–0.5) 0.117

ΔFIB-4 index 0.0 (−0.1–0.3) 0.0 (−0.1–0.2) 0.652

ΔNAFLD fibrosis score (NFS) −0.201 (−0.557–0.295) 0.017 (−0.542–0.217) 0.730

Notes: This table presents the changes in clinical parameters from baseline to 24 weeks between a group with increase in CAVI 
(ΔCAVI≥0) and a group with decrease in CAVI (ΔCAVI<0) during this period. Data are expressed as median (interquartile range). 
*p values were obtained by Mann–Whitney U-test, ΔCAVI≥0 vs ΔCAVI<0. 
Abbreviations: HDL-C, high-density lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol; non-HDL-C, non-high- 
density lipoprotein cholesterol; sdLDL-C, small dense low-density lipoprotein cholesterol; LPL, lipoprotein lipase; FIB-4, Fibrosis-4; 
NAFLD, Nonalcoholic Fatty Liver Disease.
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cardiovascular events. In a previous study, bezafibrate treatment reduced CAVI, indicating improvement in arterial 
stiffness.10 However, pemafibrate did not show similar result in the present study.

The lack of significant change in CAVI despite improvements in lipid profile may be attributed to several factors. One 
possible explanation for this discrepancy is the study duration. While a period of 24 weeks is sufficient to observe changes 
in lipid profile, it may not be long enough to detect changes in vascular structure and function. Additionally, due to the 
advanced age (median 70 years) and high prevalence of comorbidities, our study population may have had more established 
arterial changes that were less responsive to short-term interventions. Another consideration is that, although there was 
a significant reduction in TG levels, it may not have been sufficient to influence arterial stiffness as measured by CAVI.5

The lack of significant change in CAVI despite improvements in lipid profile contrasts with previous studies on traditional 
fibrates. For example, Yamaguchi et al demonstrated that bezafibrate treatment improved arterial stiffness measured by CAVI in 
patients with hypertriglyceridemia and T2DM.10 Similar vascular benefits have been reported with other fibrates in various 
studies.10,30–32 These studies suggested that bezafibrate and other fibrates may improve vascular function through multiple 
mechanisms including enhanced nitric oxide production, reduced oxidative stress, and improved insulin sensitivity. The disparity 
between our findings with pemafibrate and these prior studies with traditional fibrates may be attributed to differences in the 
mechanism of action, particularly regarding effects on LPL activity, study populations, or duration of treatment.

Another important factor to consider is that lipid-lowering agents that do not increase LPL level may not be as 
effective in reducing CAVI than those that elevate LPL. High serum LPL may contribute to improve arterial stiffness.13 

Among statins, pitavastatin has been reported to increase LPL and decrease CAVI.33,34 Among fibrate drugs, bezafibrate 
has also been reported to elevate LPL and reduce CAVI,10,12 suggesting that LPL may play a role in the reduction of 
CAVI by bezafibrate. In our study, although pemafibrate showed significant efficacy in improving several lipid 
parameters including TG, HDL-C, and non-HDL-C, it did not significantly alter LPL levels. While the significant 
reduction in ApoC-III supports the mechanism of action of pemafibrate in lowering TG levels,35 the lack of increase in 
LPL may explain why a reduction in CAVI was not observed, despite favorable changes in the lipid profile.

Another notable finding was a significant increase in LDL-C after pemafibrate treatment. This increase in LDL-C might 
be crucial in explaining our results, as patients who demonstrated decreased CAVI showed greater reduction in LDL-C 

Figure 4 Correlation between change in triglyceride level and change in LPL and apolipoprotein C-III. This figure displays scatter plots illustrating the correlation between 
(A) change in TG level and change in LPL, and (B) change in TG level and change in apolipoprotein C-III. (A) No significant correlation between changes in TG and LPL is 
detected. (B) A positive correlation between changes in TG and apolipoprotein C-III is observed. 
Abbreviations: TG, triglycerides; LPL, lipoprotein lipase.
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compared to those without CAVI improvement. This observation suggests that the overall effect of pemafibrate on CAVI 
might be influenced by its varying effects on LDL-C levels among patients. The mechanism behind this LDL-C elevation is 
not fully understood, but it might be related to increased conversion of VLDL to LDL particles through enhanced lipolysis, 
as LDL is produced as an ultimate product of the lipolytic conversion of VLDL. This finding is consistent with the 
PROMINENT trial, where pemafibrate treatment was also associated with an increase in LDL-C levels, potentially 
offsetting some of its beneficial effects on cardiovascular outcomes.19 Komiya et al also reported that pemafibrate decreases 
triglycerides and small, dense LDL, but increases LDL-C depending on baseline triglycerides and LDL-C levels in type 2 
diabetes patients with hypertriglyceridemia.18 Their study suggested that this increase in LDL-C may reflect actual 
improvement in lipoprotein metabolism, particularly in patients with higher baseline TGs and lower baseline LDL-C, 
rather than a harmful effect. While fibrates typically reduce triglycerides and increase HDL-C, their effects on LDL-C can 
vary significantly between individuals. The observed increase in LDL-C in our study might have counteracted the potential 
benefits of TG reduction on arterial stiffness, as elevated LDL-C is a well-established risk factor for endothelial dysfunction 
and arterial stiffening. This highlights the complex interplay between different lipid parameters in determining vascular 
health and underscores the importance of comprehensive lipid management in high-risk patients.

In this context, previous research has established correlations between sdLDL-C, carotid artery IMT, and CAVI.36–38 

Our study observed a reduction in calculated sdLDL-C level despite the increase in total LDL-C, but this did not translate 
to a change in CAVI. This finding could suggest that progressed arterial stiffening caused by long-term lipid exposure 
and cumulative atherosclerotic burden may not be improved readily by short-term changes in lipid profile, particularly 
when accompanied by an increase in total LDL-C. This observation is consistent with the findings from the 
PROMINENT trial, where Hirano et al39 suggested that insufficient sdLDL-C reduction and concurrent LDL-C elevation 
may contribute to the lack of cardiovascular benefits.

Interestingly, while the PROMINENT trial showed no significant reduction in ApoB,19 our study found a significant 
decrease in ApoB in the group with reduced CAVI. This suggests that improvement in arterial stiffness is associated with 
reduction in ApoB. Thus, pemafibrate not only improves lipid profile but may also contribute to cardiovascular risk 
reduction in a subgroup of patients with decreased ApoB.

Another important aspect of this study is the significant reduction in liver enzyme levels, including ALT and γ-GTP, 
indicating a hepatoprotective effect of pemafibrate. This is particularly beneficial, since hepatic adverse effects are often 
associated with other lipid-lowering therapies. Although pemafibrate is not considered to affect eGFR,40 eGFR decreased 
after pemafibrate treatment in the present study. The exact mechanism for the decrease in eGFR is not fully understood, 
but reduction in eGFR appears to be a known reversible effect of fibrates.41,42 Additionally, patients with high CAVI are 
susceptible to rapid eGFR decline,43 suggesting the observed renal function decline may be related to the progression of 
atherosclerosis rather than a direct effect of pemafibrate.

In our study, no significant changes in body weight, BMI, systolic blood pressure, diastolic blood pressure, HbA1c, 
urinary albumin, hs-CRP, FIB-4 index, NFS, and d-ROM levels were observed after pemafibrate treatment. The stability 
of these parameters may partially explain the lack of CAVI improvement, as previous studies have shown that changes in 
glycemic control, blood pressure, and inflammatory markers can influence arterial stiffness in patients with T2DM and/or 
IHD. For instance, improved glycemic control has been associated with reduced arterial stiffness in patients with 
diabetes44 while elevated inflammatory markers such as hs-CRP have been linked to increased arterial stiffness.45 

Similarly, urinary albumin excretion, a marker of endothelial dysfunction and microvascular damage, has been shown 
to correlate with arterial stiffness in patients with diabetes.46

In this study, a significant correlation was observed between CAVI and both the FIB-4 index and NAFLD fibrosis 
score, suggesting a close relationship between arterial stiffness and liver fibrosis. Previous studies have also shown that 
liver stiffness measured by elastography is associated with CAVI,47 further strengthening the connection between liver 
fibrosis and vascular stiffness. These findings imply that underlying inflammation and oxidative stress, which are 
common in patients with dyslipidemia, diabetes, and cardiovascular diseases, may contribute to both liver dysfunction 
and arterial stiffness.

This study has several limitations. First, this was a single-center, single-arm observational study with a relatively 
small sample size, which limits our ability to establish causality and definitively attribute the observed changes to 
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pemafibrate treatment. The lack of a control group means that changes in vascular parameters might have been influenced 
by various confounding factors or the natural course of the disease. Second, as the study was conducted at a single 
institution, the results may not be generalizable to other populations or clinical settings. Third, the 24-week study period 
may have been insufficient to fully observe significant changes in vascular stiffness, and longer follow-up would be 
needed to evaluate the long-term effects of pemafibrate. In addition, the potential effects of concomitant medications such 
as statins, SGLT2 inhibitors, or GLP-1 analogues, as well as unrecorded lifestyle factors (eg, diet, physical activity), may 
have acted as confounding variables and should be considered in future controlled trials.

Conclusion
Pemafibrate treatment for 24 weeks significantly improved lipid profile and liver enzymes in patients with high TG and 
T2DM and/or IHD, but did not alter CAVI. This suggests that pemafibrate’s favorable effects on dyslipidemia may not 
translate to immediate improvements in vascular function. Longer-term studies with larger populations are needed to 
determine pemafibrate’s cardiovascular benefits.

Abbreviations
ABI, Ankle-brachial index; ACE, Angiotensin-converting enzyme; ALT, Alanine aminotransferase; Apo, 
Apolipoprotein; ARB, Angiotensin receptor blocker; AST, Aspartate aminotransferase; BMI, Body mass index; CAVI, 
Cardio-Ankle Vascular Index; CRP, C-reactive protein; d-ROMs, Derivatives of reactive oxygen metabolites; eGFR, 
Estimated glomerular filtration rate; ELISA, Enzyme-linked immunosorbent assay; FIB-4, Fibrosis-4; γ-GTP, Gamma- 
glutamyl transpeptidase; HbA1c, Glycated hemoglobin; HDL-C, High-density lipoprotein cholesterol; IHD, Ischemic 
heart disease; IMT, Intima-media thickness; LDL-C, Low-density lipoprotein cholesterol; LPL, Lipoprotein lipase; 
NAFLD, Nonalcoholic fatty liver disease; NFS, NAFLD fibrosis score; RLP-C, Remnant-like particle cholesterol; 
sdLDL-C, Small dense low-density lipoprotein cholesterol; SGLT2, Sodium-glucose co-transporter 2; SPPARMα, 
Selective peroxisome proliferator-activated receptor alpha modulator; T2DM, Type 2 diabetes mellitus; TC, Total 
cholesterol; TG, Triglyceride; VLDL, Very low-density lipoprotein.

Data Sharing Statement
The datasets generated and analyzed during the current study are not publicly available due to the sensitive nature of the 
patients’ personal information and the ethical restrictions imposed by the Ethics Committee of Toho University Sakura 
Medical Center. However, de-identified data may be available from the corresponding author on reasonable request and 
with permission from the Ethics Committee of Toho University Sakura Medical Center. Any data sharing will be subject 
to ethical approval and will be in accordance with the guidelines of the institution.

Ethics Approval and Informed Consent
This study was performed in compliance with the principles of the Declaration of Helsinki, and written informed consent 
was obtained from all participants. The study protocol was reviewed and approved by the Ethics Committee of Toho 
University Sakura Medical Center (approval number: S21038) and registered in the UMIN Clinical Trials Registry 
(UMIN000046474).

Acknowledgments
We thank the patients who participated in the study and Takayuki Kawai, Masumi Kurihara, Yukie Takahira and Aki 
Shimada for assistance in data collection.

Author Contributions
All authors made a significant contribution to the work reported, whether that is in the conception, study design, 
execution, acquisition of data, analysis and interpretation, or in all these areas; took part in drafting, revising or critically 
reviewing the article; gave final approval of the version to be published; have agreed on the journal to which the article 
has been submitted; and agree to be accountable for all aspects of the work.

https://doi.org/10.2147/VHRM.S506642                                                                                                                                                                                                                                                                                                                                                                                                                                            Vascular Health and Risk Management 2025:21 302

Watanabe et al                                                                                                                                                                      

Powered by TCPDF (www.tcpdf.org)



Funding
This study was supported by a research grant from Kowa Company., Ltd. (Tokyo, Japan).

Disclosure
AS has received grant support from Kowa Company., Ltd. (Tokyo, Japan). The other authors declare that they have no 
competing interests.

This paper has been uploaded to ResearchSquare as a preprint: https://www.researchsquare.com/article/rs-5268285/v1.

References
1. Shirai K, Hiruta N, Song M, et al. Cardio-ankle vascular index (CAVI) as a novel indicator of arterial stiffness: theory, evidence and perspectives. 

J Atheroscler Thromb. 2011;18(11):924–938. doi:10.5551/jat.7716
2. Sato Y, Nagayama D, Saiki A, et al. Cardio-Ankle Vascular Index is Independently Associated with Future Cardiovascular Events in Outpatients 

with Metabolic Disorders. J Atheroscler Thromb. 2016;23(5):596–605. doi:10.5551/jat.31385
3. Saiki A, Sato Y, Watanabe R, et al. The Role of a Novel Arterial Stiffness Parameter, Cardio-Ankle Vascular Index (CAVI), as a Surrogate Marker 

for Cardiovascular Diseases. J Atheroscler Thromb. 2016;23(2):155–168. doi:10.5551/jat.32797
4. Daiji N, Kohji S, Atsuhito S. Significance of CAVI as a Functional Stiffness Parameter. JACC: Advances. 2024;3(7_Part_1):101018. doi:10.1016/j. 

jacadv.2024.101018
5. Nagayama D, Watanabe Y, Saiki A, Shirai K, Tatsuno I. Lipid Parameters are Independently Associated with Cardio-Ankle Vascular Index (CAVI) 

in Healthy Japanese Subjects. J Atheroscler Thromb. 2018;25(7):621–633. doi:10.5551/jat.42291
6. Aberra T, Peterson ED, Pagidipati NJ, et al. The association between triglycerides and incident cardiovascular disease: what is “optimal”? J Clin 

Lipidol. 2020;14(4):438–447.e3. doi:10.1016/j.jacl.2020.04.009
7. Taskinen M-R, Borén J. New insights into the pathophysiology of dyslipidemia in type 2 diabetes. Atherosclerosis. 2015;239(2):483–495. 

doi:10.1016/j.atherosclerosis.2015.01.039
8. Nordestgaard BG, Varbo A. Triglycerides and cardiovascular disease. Lancet. 2014;384(9943):626–635. doi:10.1016/S0140-6736(14)61177-6
9. Walker AE, Kaplon RE, Lucking SMS, Russell-Nowlan MJ, Eckel RH, Seals DR. Fenofibrate improves vascular endothelial function by reducing 

oxidative stress while increasing endothelial nitric oxide synthase in healthy normolipidemic older adults. Hypertension. 2012;60(6):1517–1523. 
doi:10.1161/HYPERTENSIONAHA.112.203661

10. Yamaguchi T, Shirai K, Nagayama D, et al. Bezafibrate Ameliorates Arterial Stiffness Assessed by Cardio-Ankle Vascular Index in 
Hypertriglyceridemic Patients with Type 2 Diabetes Mellitus. J Atheroscler Thromb. 2019;26(7):659–669. doi:10.5551/jat.45799

11. Marston NA, Giugliano RP, Im K, et al. Association between triglyceride lowering and reduction of cardiovascular risk across multiple 
lipid-lowering therapeutic classes: a systematic review and meta-regression analysis of randomized controlled trials: a systematic review and 
meta-regression analysis of randomized controlled trials. Circulation. 2019;140(16):1308–1317. doi:10.1161/CIRCULATIONAHA.119.041998

12. Totsuka M, Miyashita Y, Ito Y, Watanabe H, Murano T, Shirai K. Enhancement of preheparin serum lipoprotein lipase mass by bezafibrate 
administration. Atherosclerosis. 2000;153(1):175–179. doi:10.1016/S0021-9150(00)00394-4

13. Saiki A, Takahashi Y, Nakamura S, et al. Relationship between Lipoprotein Lipase Derived from Subcutaneous Adipose Tissue and Cardio-Ankle 
Vascular Index in Japanese Patients with Severe Obesity. Obes Facts. 2024;17(3):255–263. doi:10.1159/000537687

14. Yamashita S, Arai H, Yokote K, et al. Efficacy and Safety of Pemafibrate, a Novel Selective Peroxisome Proliferator-Activated Receptor α 
Modulator (SPPARMα): pooled Analysis of Phase 2 and 3 Studies in Dyslipidemic Patients with or without Statin Combination. Int J mol Sci. 
2019;20(22):5537. doi:10.3390/ijms20225537

15. Fruchart J-C. Selective peroxisome proliferator-activated receptor α modulators (SPPARMα): the next generation of peroxisome proliferator- 
activated receptor α-agonists. Cardiovasc Diabetol. 2013;12(1):82. doi:10.1186/1475-2840-12-82

16. Raza-Iqbal S, Tanaka T, Anai M, et al. Transcriptome analysis of K-877 (a novel selective PPARα modulator (SPPARMα))-regulated genes in 
primary human hepatocytes and the mouse liver. J Atheroscler Thromb. 2015;22(8):754–772. doi:10.5551/jat.28720

17. Nishikura T, Koba S, Yokota Y, et al. Elevated small dense low-density lipoprotein cholesterol as a predictor for future cardiovascular events in 
patients with stable coronary artery disease. J Atheroscler Thromb. 2014;21(8):755–767. doi:10.5551/jat.23465

18. Komiya I, Yamamoto A, Sunakawa S, Wakugami T. Pemafibrate decreases triglycerides and small, dense LDL, but increases LDL-C depending on 
baseline triglycerides and LDL-C in type 2 diabetes patients with hypertriglyceridemia: an observational study. Lipids Health Dis. 2021;20(1):17. 
doi:10.1186/s12944-021-01434-8

19. Das Pradhan A, Glynn RJ, Fruchart J-C, et al. Triglyceride Lowering with Pemafibrate to Reduce Cardiovascular Risk. N Engl J Med. 2022;387 
(21):1923–1934. doi:10.1056/NEJMoa2210645

20. Piani F, Cicero AFG, Borghi C, D’Addato S. BLIP Study group. Is the 2020 Sampson equation the best formula for LDL-C estimation? Eur 
J Intern Med. 2021;83:99–101. doi:10.1016/j.ejim.2020.09.009

21. Sampson M, Ling C, Sun Q, et al. A New Equation for Calculation of Low-Density Lipoprotein Cholesterol in Patients With Normolipidemia and/ 
or Hypertriglyceridemia. JAMA Cardiol. 2020;5(5):540–548. doi:10.1001/jamacardio.2020.0013

22. Sampson M, Wolska A, Warnick R, Lucero D, Remaley AT. A New Equation Based on the Standard Lipid Panel for Calculating Small Dense 
Low-Density Lipoprotein-Cholesterol and Its Use as a Risk-Enhancer Test. Clin Chem. 2021;67(7):987–997. doi:10.1093/clinchem/hvab048

23. Kobayashi J, Hashimoto H, Fukamachi I, et al. Lipoprotein lipase mass and activity in severe hypertriglyceridemia. Clin Chim Acta. 1993;216 
(1–2):113–123. doi:10.1016/0009-8981(93)90144-S

24. Shirai K, Utino J, Otsuka K, Takata M. A novel blood pressure-independent arterial wall stiffness parameter; cardio-ankle vascular index (CAVI). 
J Atheroscler Thromb. 2006;13(2):101–107. doi:10.5551/jat.13.101

25. Sterling RK, Lissen E, Clumeck N, et al. Development of a simple noninvasive index to predict significant fibrosis in patients with HIV/HCV 
coinfection. Hepatology. 2006;43(6):1317–1325. doi:10.1002/hep.21178

Vascular Health and Risk Management 2025:21                                                                                https://doi.org/10.2147/VHRM.S506642                                                                                                                                                                                                                                                                                                                                                                                                    303

Watanabe et al

Powered by TCPDF (www.tcpdf.org)

https://www.researchsquare.com/article/rs-5268285/v1
https://doi.org/10.5551/jat.7716
https://doi.org/10.5551/jat.31385
https://doi.org/10.5551/jat.32797
https://doi.org/10.1016/j.jacadv.2024.101018
https://doi.org/10.1016/j.jacadv.2024.101018
https://doi.org/10.5551/jat.42291
https://doi.org/10.1016/j.jacl.2020.04.009
https://doi.org/10.1016/j.atherosclerosis.2015.01.039
https://doi.org/10.1016/S0140-6736(14)61177-6
https://doi.org/10.1161/HYPERTENSIONAHA.112.203661
https://doi.org/10.5551/jat.45799
https://doi.org/10.1161/CIRCULATIONAHA.119.041998
https://doi.org/10.1016/S0021-9150(00)00394-4
https://doi.org/10.1159/000537687
https://doi.org/10.3390/ijms20225537
https://doi.org/10.1186/1475-2840-12-82
https://doi.org/10.5551/jat.28720
https://doi.org/10.5551/jat.23465
https://doi.org/10.1186/s12944-021-01434-8
https://doi.org/10.1056/NEJMoa2210645
https://doi.org/10.1016/j.ejim.2020.09.009
https://doi.org/10.1001/jamacardio.2020.0013
https://doi.org/10.1093/clinchem/hvab048
https://doi.org/10.1016/0009-8981(93)90144-S
https://doi.org/10.5551/jat.13.101
https://doi.org/10.1002/hep.21178


26. Angulo P, Hui JM, Marchesini G, et al. The NAFLD fibrosis score: a noninvasive system that identifies liver fibrosis in patients with NAFLD. 
Hepatology. 2007;45(4):846–854. doi:10.1002/hep.21496

27. Tziomalos K, Athyros VG, Karagiannis A, Kolovou GD, Mikhailidis DP. Triglycerides and vascular risk: insights from epidemiological data and 
interventional studies. Curr Drug Targets. 2009;10(4):320–327. doi:10.2174/138945009787846425

28. Baracchi A, Piani F, Degli Esposti D, et al. When pregnancy-associated hypertriglyceridemia goes above and beyond the risk of pancreatitis. Intern 
Emerg Med. 2024;19(2):477–481. doi:10.1007/s11739-023-03378-6

29. Peng J, Luo F, Ruan G, Peng R, Li X. Hypertriglyceridemia and atherosclerosis. Lipids Health Dis. 2017;16(1):233. doi:10.1186/s12944-017-0625-0
30. Milionis HJ, Elisaf MS, Mikhailidis DP. Treatment of dyslipidaemias in patients with established vascular disease: a revival of the fibrates. Curr 

Med Res Opin. 2000;16(1):21–32. doi:10.1185/030079900542786
31. Koh KK, Quon MJ, Rosenson RS, Chung W-J, Han SH. Vascular and metabolic effects of treatment of combined hyperlipidemia: focus on statins 

and fibrates. Int J Cardiol. 2008;124(2):149–159. doi:10.1016/j.ijcard.2007.04.080
32. Koh KK, Oh PC, Sakuma I, Lee Y, Han SH, Shin EK. Vascular and metabolic effects of omega-3 fatty acids combined with fenofibrate in patients 

with hypertriglyceridemia. Int J Cardiol. 2016;221:342–346. doi:10.1016/j.ijcard.2016.07.038
33. Saiki A, Watanabe Y, Yamaguchi T, et al. CAVI-Lowering Effect of Pitavastatin May Be Involved in the Prevention of Cardiovascular Disease: 

subgroup Analysis of the TOHO-LIP. J Atheroscler Thromb. 2021;28(10):1083–1094. doi:10.5551/jat.60343
34. Nagayama D, Saiki A, Watanabe Y, et al. Prevention of Cardiovascular Events with Pitavastatin is Associated with Increased Serum Lipoprotein 

Lipase Mass Level: subgroup Analysis of the TOHO-LIP. J Atheroscler Thromb. 2022;29(4):451–463. doi:10.5551/jat.62141
35. Ginsberg HN, Packard CJ, Chapman MJ, et al. Triglyceride-rich lipoproteins and their remnants: metabolic insights, role in atherosclerotic 

cardiovascular disease, and emerging therapeutic strategies-a consensus statement from the European Atherosclerosis Society. Eur Heart J. 2021;42 
(47):4791–4806. doi:10.1093/eurheartj/ehab551

36. Ikezaki H, Furusyo N, Yokota Y, et al. Small Dense Low-Density Lipoprotein Cholesterol and Carotid Intimal Medial Thickness Progression. 
J Atheroscler Thromb. 2020;27(10):1108–1122. doi:10.5551/jat.54130

37. Okura T, Watanabe S, Kurata M, et al. Relationship between cardio-ankle vascular index (CAVI) and carotid atherosclerosis in patients with 
essential hypertension. Hypertens Res. 2007;30(4):335–340. doi:10.1291/hypres.30.335

38. Izuhara M, Shioji K, Kadota S, et al. Relationship of cardio-ankle vascular index (CAVI) to carotid and coronary arteriosclerosis. Circ J. 2008;72 
(11):1762–1767. doi:10.1253/circj.CJ-08-0152

39. Hirano T. No change in small low-density lipoprotein cholesterol levels with pemafibrate might explain the negative results of the PROMINENT 
trial. J Diabetes Investig. 2023;14(4):630–631. doi:10.1111/jdi.13983

40. Yokote K, Yamashita S, Arai H, et al. Long-Term Efficacy and Safety of Pemafibrate, a Novel Selective Peroxisome Proliferator-Activated 
Receptor-α Modulator (SPPARMα), in Dyslipidemic Patients with Renal Impairment. Int J mol Sci. 2019;20(3):706. doi:10.3390/ijms20030706

41. Jun M, Zhu B, Tonelli M, et al. Effects of fibrates in kidney disease: a systematic review and meta-analysis. J Am Coll Cardiol. 2012;60 
(20):2061–2071. doi:10.1016/j.jacc.2012.07.049

42. Hadjivasilis A, Kouis P, Kousios A, Panayiotou A. The Effect of Fibrates on Kidney Function and Chronic Kidney Disease Progression: 
a Systematic Review and Meta-Analysis of Randomised Studies. J Clin Med Res. 2022;11(3):768. doi:10.3390/jcm11030768

43. Nagayama D, Fujishiro K, Miyoshi T, et al. Predictive ability of arterial stiffness parameters for renal function decline: a retrospective cohort study 
comparing cardio-ankle vascular index, pulse wave velocity and cardio-ankle vascular index 0. J Hypertens. 2022;40(7):1294–1302. doi:10.1097/ 
HJH.0000000000003137

44. Saiki A, Ohira M, Yamaguchi T, et al. New Horizons of arterial stiffness developed using cardio-ankle vascular index (CAVI). J Atheroscler 
Thromb. 2020;27(8):732–748. doi:10.5551/jat.RV17043

45. Yang J-Y, Nam J-S, Choi H-J. Association between high-sensitivity C-reactive protein with arterial stiffness in healthy Korean adults. Clin Chim 
Acta. 2012;413(19–20):1419–1423. doi:10.1016/j.cca.2012.06.004

46. Bouchi R, Babazono T, Mugishima M, et al. Arterial stiffness is associated with incident albuminuria and decreased glomerular filtration rate in 
type 2 diabetic patients. Diabetes Care. 2011;34(12):2570–2575. doi:10.2337/dc11-1020

47. Jojima T, Kurai H, Tanuma D, et al. Synergistic effects of liver fibrosis and sarcopenia on endothelial dysfunction and arterial stiffness in patients 
with type 2 diabetes. Int J Cardiol Heart Vasc. 2022;41(101071):101071. doi:10.1016/j.ijcha.2022.101071

Vascular Health and Risk Management                                                                                       

Publish your work in this journal 
Vascular Health and Risk Management is an international, peer-reviewed journal of therapeutics and risk management, focusing on concise rapid 
reporting of clinical studies on the processes involved in the maintenance of vascular health; the monitoring, prevention and treatment of vascular 
disease and its sequelae; and the involvement of metabolic disorders, particularly diabetes. This journal is indexed on PubMed Central and 
MedLine. The manuscript management system is completely online and includes a very quick and fair peer-review system, which is all easy to 
use. Visit http://www.dovepress.com/testimonials.php to read real quotes from published authors.  

Submit your manuscript here: https://www.dovepress.com/vascular-health-and-risk-management-journal

Vascular Health and Risk Management 2025:21 304

Watanabe et al                                                                                                                                                                      

Powered by TCPDF (www.tcpdf.org)

https://doi.org/10.1002/hep.21496
https://doi.org/10.2174/138945009787846425
https://doi.org/10.1007/s11739-023-03378-6
https://doi.org/10.1186/s12944-017-0625-0
https://doi.org/10.1185/030079900542786
https://doi.org/10.1016/j.ijcard.2007.04.080
https://doi.org/10.1016/j.ijcard.2016.07.038
https://doi.org/10.5551/jat.60343
https://doi.org/10.5551/jat.62141
https://doi.org/10.1093/eurheartj/ehab551
https://doi.org/10.5551/jat.54130
https://doi.org/10.1291/hypres.30.335
https://doi.org/10.1253/circj.CJ-08-0152
https://doi.org/10.1111/jdi.13983
https://doi.org/10.3390/ijms20030706
https://doi.org/10.1016/j.jacc.2012.07.049
https://doi.org/10.3390/jcm11030768
https://doi.org/10.1097/HJH.0000000000003137
https://doi.org/10.1097/HJH.0000000000003137
https://doi.org/10.5551/jat.RV17043
https://doi.org/10.1016/j.cca.2012.06.004
https://doi.org/10.2337/dc11-1020
https://doi.org/10.1016/j.ijcha.2022.101071
https://www.dovepress.com
http://www.dovepress.com/testimonials.php
https://www.facebook.com/DoveMedicalPress/
https://twitter.com/dovepress
https://www.linkedin.com/company/dove-medical-press
https://www.youtube.com/user/dovepress

	Introduction
	Materials and Methods
	Study Design
	Study Patients
	Data Collection
	Measurement of Lipid Concentrations
	Calculation of SdLDL-C
	Preheparin LPL Mass Assay
	Measurement of CAVI
	Fibrosis-4 (FIB-4) Index and Nonalcoholic Fatty Liver Disease (NAFLD) Fibrosis Score
	Statistical Analysis

	Results
	Patient Characteristics
	Primary Endpoint (Change in CAVI After 24 weeks of Pemafibrate Treatment)
	Secondary Endpoints: Changes in Lipid Parameters and Liver Enzymes Over 24 weeks
	Changes in Clinical Parameters According to CAVI Change
	Correlation Between Change in TG Levels and Change in LPL or Apolipoprotein C-III
	Other Clinical Parameters

	Discussion
	Conclusion
	Abbreviations
	Data Sharing Statement
	Ethics Approval and Informed Consent
	Acknowledgments
	Author Contributions
	Funding
	Disclosure

