g

G L p B I 0 Peptides, Inhibitors, Agonists

Good Laboratory Practice Bioscience

Product Data Sheet

Product Name: PF-05231023

Cat. No.:

GC31495

Chemical Properties

Cas. No.
SMILES

Formula

Solubility

General
tips

Shipping
Condition

Structure

Protocol

1037589-69-7

0=C(CCN1C(C=CC1=0)=0)NCCOCCOCCC(NC2=CC=C(C=C2)CCC(N3C(CC3)=0)=
0)=0

CogH32N40g M.Wt 528.55
DMSO : 125 mg/mL (236.50 mM) Storage  Store at -20°C

For obtaining a higher solubility , please warm the tube at 37 °C and shake it in the
ultrasonic bath for a while.Stock solution can be stored below -20°C for several months.

Evaluation sample solution : ship with blue ice All other available size: ship with RT , or
blue ice upon request.
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Cell experiment [1]:

Cell lines

661W cells
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Reaction
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Applications

To monitor HIF transcriptional activity, a HIF-luciferase reporter gene construct
was transfected into the mouse 661W cell line. This construct encodes the firefly
luciferase gene, which is regulated by a hypoxia-associated element linked to
HIF. CMV-Renilla luciferase was also co-transfected into these cells as an
internal control. Prior to measuring luminescence, HIF activation was induced
by intracellular administration of cobalt chloride (CoClo, 200uM, cobalt(ll)

chloride hexahydrate) to induce normoxia. To assess the inhibitory effects of a
long-acting FGF21 molecule (PF-05231023) and pemafibrate on HIF activation,
both drugs were added simultaneously with CoClo administration. Fluorescence

intensity was measured using a dual-luciferase reporter assay system
(Promega). The inhibitory effects of pemafibrate and PF-05231023 on HIF
activation were assessed 24 hours after induction.

0.2nM, 2nM; 24h

PF-05231023 significantly inhibited HIF activity.

Animal experiment [2]:

Animal models

Preparation Method

Atherosclerosis mice model

Mice were randomly divided into the Apoe‘/‘ + WD + PF-05231023 group (n =

6) and the Apoe—/— + WD + saline group (n = 6). Both groups of mice were fed
WD for 12 weeks to establish an atherosclerosis model, followed by 7 weeks of
intraperitoneal injection of 10mg/kg PF-05231023 or an equal volume of saline.
C57BL/6 female mice fed a control diet (WT + Control) served as a healthy

control group (n = 6), and Apoe‘/‘ mice fed a control diet (Apoe -4 Control)
served as a transgenic control group (n = 6).
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Dosage form 10mg/kg; ip; 7 weeks

PF-05231023 effectively improves lipid metabolism in Apoe ~/= mice and has

Applications _
anti-atherosclerotic effects.
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Background

PF-05231023 is a long-acting fibroblast growth factor 21 (FGF21) analog [1]. PF-05231023 binds to
the FGF21 receptor complex (FGFR1c and Kilb), activating downstream signaling pathways that

regulate energy metabolism, glucose homeostasis, and lipid metabolism [2-3]. PF-05231023 is

primarily used to treat type 2 diabetes, obesity, and lipid metabolism disorders [4]

In 661W cells, PF-05231023 (0.2nM, 2nM; 24h) significantly inhibited HIF activity [5]. In primary
human retinal microvascular endothelial cells, PF-05231023 (50ng/mL, 100ng/mL; 4h) prevented the

hVEGF-induced increase in cell permeability [6],

In atherosclerosis mice model, PF-05231023 (10mg/kg; ip; 7 weeks) effectively improves lipid

metabolism in Apoe—/— mice and has anti-atherosclerotic effects [7]. In ob/ob mice, PF-05231023
(0.03-10mg/kg; sc; 3 weeks) treatment improves glucose excursions during glucose tolerance testing
[8].
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