IR AR A R A A
Shanghai yuanye Bio-Technology Co., Ltd
Mg 021-61312973 1HEH . 021-55068248

R ] Mk: www.shyuanye.com

MR4H: shyysw@sina.com

P24 #R: Pemafibrate
FERR4: (R)-K-13675

EX /e

Description

Pemafibrate is a highly selective PPARa agonist, with an EC50 of 1 nM.

IC50 & Target

h-PPARa h-PPARy PPARS

1M (ECs0) 1.1 UM (ECsp) | 1-58 M (ECs0)

In Vitro

Pemafibrate is a potent PPARa agonist, with EC50s of 1 nM, 1.10 uM and 1.58 pM for h-PPARa, h-PPARy
and h-PPARSJ, respectively. Pemafibrate is more than 1000 fold selective towards PPARa than PPARy and

PPARS[1].

In Vivo

Pemafibrate (3 mg/kg, p.o.) increases plasma h-apoA-| in human apoA-| (h-apoA-l) transgenic mice, and
shows higher levels of plasma h-apoA-l than fenofibrate at 300 mg/kg[1]. Pemafibrate (0.03 mg/kg)
decreases levels of triglycerides and aspartate aminotransferase (AST) in PEMA-L (db/db) mice.
Pemafibrate (0.1 mg/kg) not only shows such effects but increases liver weight in PEMA-H (db/db) mice.
Pemafibrate enhances the pathogenesis in a rodent model of nonalcoholic steatohepatitis (NASH).
Pemafibrate significantlly reduces the grade of hepatocyte ballooning in PEMA-H mice. Furthermore,
Pemafibrate modulates lipid turnover and induces uncoupling protein 3 (UCP 3) expression in the liver[2].
Pemafibrate (K-877, 0.0005%) contained in high-fat diet (HFD) inhibits the body weight gain in mice.
Pemafibrate significantly decreases the abundance of ftriglyceride (TG)-rich lipoproteins, including
remnants, in postprandial plasma of mice. Pemafibrate also decreases intestinal mMRNA expression of

ApoB and Npc1I1[3].

Solvent&Solubility

In Vitro:
DMSO : 2 100 mg/mL (203.85 mM)
H,0 : < 0.1 mg/mL (insoluble)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.0385 mL 10.1926 mL 20.3853 mL
Stock Solutions 5mM 0.4077 mL 2.0385 mL 4.0771 mL
10 mM 0.2039 mL 1.0193 mL 2.0385 mL
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1B K IRIEAER:  10% DMSO—40% PEG300 —5% Tween-80 — 45% saline
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Solubility: = 2.5 mg/mL (5.10 mM); Clear solution

JEJT A3 2 2.5 mg/mL (5.10 mM, RIS IO .

L4 mL AR, B 100 uL 25.0 mg/mL 1354 DMSO fif4&-0iin%] 400 uL PEG300 ', &5
FiR R & 50 L Tween-80, R&IIE]: SRE4EIMA 450 pL AEEEER/KEAE 1 mL.

2RI IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: 2.5 mg/mL (5.10 mM); Suspended solution; Need ultrasonic

W7 EATERAG 2.5 mg/mL (5.10 mM)IF 350, S mr 3 1 TR I s 50

PL 4 mL TAER ], B 100 pL 25.0 mg/mL 95 DMSO %0 n%| 900 uL 20% ¥ SBE-B-CD £
HERRAHER T, IREIA .

A KIF I IR R]: 10% DMSO  —90% corn oil

Solubility: = 2.5 mg/mL (5.10 mM); Clear solution

ET7 S AERAS 2 2.5 mg/mL (5.10 mM, HEFIEEAER) BIPEEEI, M7 SRANE T SR A HTE A A L R
s

L1 mL TAER 6], B 100 pL 25.0 mg/mL [ DMSO f§&WiinE] 900 L Fkiheh, REeL4.
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ERS%:

Mice are fasted for 12 h and fasting blood glucose measured. Nine-week-old db/db mice are used in
the assay. After a 2-week acclimatization period, mice are divided into four groups: BD (db/db) mice
(fed basal diet (BD) and treated with 0.5% aqueous methylcellulose solution (MC); MCD (db/db)
mice (fed methionine choline-deficient (MCD) and treated with 0.5% MC); PEMA-L (db/db) mice (fed
MCD and treated with 0.03 mg/kg Pemafibrate); PEMA-H (db/db) mice (fed MCD and treated with
0.1 mg/kg Pemafibrate). The drug-free solvent or the dosing solution is administered to animals

(5 mL/kg body weight, p.o.) once daily (in the morning) for 4 consecutive weeks. After a 2-week

Animal Administration | acclimatization period, BD mice are fed a BD for 20 weeks. CTRL mice are fed D09100301 for 20

weeks. PEMA-L and PEMA-H mice are fed D09100301 for 12 weeks followed by D09100301 with
0.4 mg and 1.3 mg Pemafibrate/kg of the diet for 8 weeks, which corresponds to 0.03 mg/kg/day and
0.1 mg/kg/day, respectively. FENO mice are fed D09100301 for 12 weeks followed by D09100301
with 666.7 mg fenofibrate/kg of the diet for 8 weeks, which corresponds to 50 mg/kg/day.
Pemafibrate and fenofibrate are incorporated into the AMLN diet. Animals are housed under
conventional conditions with controlled temperature, humidity, and light (12-h light-dark cycle) and

provided with food and water[2].
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