18/11/25 a o1 ,njp'o9 X

18/11/25 ) 0¥ NPPVPID NN

P 20 12870 NN
INIY D) VT, AVTN MY T L AINWN MIANND
S0P 1N NN VT ,NNN ONIND THPYY V7T MY
0-4 192 198 N2V NNY VI PPY0 U9

51235 799¥ 2-0 172 1Y NN N2 25 DY 1) -0 A9IPN — 4 YUNI

D2N219079NX DAY TANRN NINJI :PIYNY PIN

:NIN VOYND NN NIIPNY ,1 NODI NN NAIT MI8NY W

S72399 X8I DY PEPNNN PHNY pNN YN

1 n9v)

Triglyceride Lowering with Pemafibrate to Reduce
Cardiovascular Risk

BACKGROUND

High triglyceride levels are associated with increased cardiovascular risk, but whether reductions in
these levels would lower the incidence of cardiovascular events is uncertain. Pemafibrate reduces
triglyceride levels and improves other lipid levels.

METHODS

In a double-blind, randomized, controlled trial, we assigned patients with type 2 diabetes, mild-to-
moderate hypertriglyceridemia (triglyceride level, 200 to 499 mg per deciliter), and high-density
lipoprotein (HDL) cholesterol levels of 40 mg per deciliter or lower to receive pemafibrate (0.2-mg
tablets twice daily) or placebo. The primary efficacy end point was a composite of nonfatal myocardial
infarction, ischemic stroke, coronary revascularization, or death from cardiovascular causes.

RESULTS

Among 10,497 patients (66.9% with previous cardiovascular disease), the median

baseline fasting triglyceride level was 271 mg per deciliter, HDL cholesterol level

33 mg per deciliter, and LDL cholesterol level 78 mg per deciliter. The median

follow-up was 3.4 years. As compared with placebo, the effects of pemafibrate on

lipid levels at 4 months were —26.2% for triglycerides, —25.8% for very-low-density

lipoprotein (VLDL) cholesterol. A primary endpoint event occurred in 572 patients in the pemafibrate
group and in 560 of those in the placebo group (hazard ratio, 1.03; 95% confidence interval, 0.91 to
1.15), with no apparent effect modification in any prespecified subgroup.
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Table 4. Investigator-Reported Safety Outcomes and Other Tertiary Efficacy Outcomes.*
Pemafibrate Placebo Hazard Ratio
Event (N=5240) (N=5257) (95% CI)f P Value
Event Incidence Rate Event Incidence Rate
per 100 per 100
no. ofpat:'ems person-yr no. ofpat:'ems person-yr
Any serious adverse event 1970 14.74 1914 14.18 1.04 (0.98-1.11) 0.23
Any infection-related adverse event 2797 25.86 2877 26.65 0.97 (0.92-1.02) 0.26
Covid-19 infection 646 4.00 621 3.81 1.05 (0.94-1.17) 0.41
Confirmed Covid-19-related deathi: 101 0.60 106 0.62 0.96 (0.72-1.27) 0.81
Any musculoskeletal adverse event 1605 12.29 1693 13.06 0.94 (0.88-1.01) 0.08
Myopathy 22 0.13 35 0.21 0.63 (0.35-1.11) 0.12
Rhabdomyolysis 4 0.02 2 0.01 2.01 (0.29-22.26) 0.68
Any renal adverse event 1463 10.67 1347 9.55 1.12 (1.04-1.20) 0.004
Chronic kidney disease 180 1.11 117 0.71 1.56 (1.23-1.99) <0.001
Acute kidney injury 160 0.97 106 0.64 1.53 (1.19-1.97) 0.001
Proteinuria 110 0.67 101 0.61 1.10 (0.83-1.45) 0.55
Diabetic nephropathy{ 848 5.73 779 5.16 1.11 (1.01-1.23) 0.04
Other protocol-defined events of
clinical interest{
Cholelithiasis 125 0.76 119 0.72 1.06 (0.82-1.37) 0.70
Acute pancreatitis 26 0.16 28 0.17 0.94 (0.53-1.65) 0.91
Atrial fibrillation 220 1.35 209 1.27 1.06 (0.88-1.29) 0.55
Venous thromboembolism 71 0.43 35 0.21 2.05 (1.35-3.17) <0.001
Pulmonary embolism 40 0.24 19 0.11 2.13 (1.20-3.89) 0.008
Deep-vein thrombosis 45 0.27 19 0.11 2.39 (1.37-4.33) 0.001
Diabetic neuropathy 266 1.65 287 1.77 0.93 (0.79-1.10) 0.43
Diabetic retinopathy 140 0.86 161 0.98 0.87 (0.69-1.10) 0.27
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