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Livdelzi® (seladelpar)
Mechanism of Action

This document is in response to your request for information regarding the mechanism of
action of Livdelzi® (seladelpar [SEL]) for the treatment of primary biliary cholangitis (PBC).

Some data may be outside of the US FDA-approved prescribing information. In providing
this data, Gilead Sciences, Inc. is not making any representation as to its clinical relevance
or to the use of any Gilead product(s). For information about the approved conditions of use
of any Gilead drug product, please consult the FDA-approved prescribing information.

The full indication, important safety information, and boxed warnings are available at:
www.qgilead.com/-/media/files/pdfs/medicines/pbc/livdelzi/livdelzi pi.

Product Labeling?

Clinical Pharmacology

Mechanism of action

SEL is a peroxisome proliferator-activated receptor (PPAR)-6 agonist. However, the
mechanism by which SEL exerts its therapeutic effects in patients with PBC is not well
understood. Pharmacological activity that is potentially relevant to therapeutic effects
includes inhibition of bile acid (BA) synthesis through activation of PPARS, which is a
nuclear receptor expressed in most tissues, including the liver. Published studies show that
PPAR®S activation by SEL reduces bile acid synthesis through fibroblast growth factor
21-dependent downregulation of CYP7AL, the key enzyme for the synthesis of BAs from
cholesterol.

Mechanism of Action of SEL

SEL is a potent and selective peroxisome proliferator-activated receptor & (PPARJ) agonist,
or delpar.2 There are three proteins within the family of PPARs: PPARa, PPARYy, and
PPARS. PPARS is a ligand-activated nuclear receptor that regulates glucose, lipid, and
sterol metabolism.22 PPARSJ activation reduces BA synthesis in the liver through fibroblast
growth factor 21-dependent downregulation of CYP7A1, the key enzyme for the synthesis
of BAs from cholesterol, and by decreasing cholesterol synthesis and absorption 258

These actions result in lower BA exposure in the liver and reduced circulating BA levels.
SEL also has positive effects on serum lipids, inflammation, and fibrosis.2

Additionally, one of the most common symptoms in patients with PBC is pruritus; however,
the pathophysiology of pruritus in PBC is not completely understood. Treatment with SEL
has been shown to reduce pruritis in patients with PBC, which is also associated with
reduced BAs and interleukin-31 levels.19
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Patients with moderate-to-severe pruritus who were treated with SEL experienced
significant improvements in biochemical markers of cholestasis and significant reductions in
patient-reported pruritus measurements.®2
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For the full indication, important safety information, and boxed warning(s), please refer to
the Livdelzi US Prescribing Information available at:
www.qgilead.com/-/medialfiles/pdfs/medicines/pbc/livdelzi/livdelzi_pi.

Follow-Up

For any additional questions, please contact Gilead Medical Information at:
753 1-866-MEDI-GSI (1-866-633-4474) or Y8 www.askgileadmedical.com

Adverse Event Reporting

Please report all adverse events to:

Gilead Global Patient Safety 1-800-445-3235, option 3 or
“8 www.qgilead.com/utility/contact/report-an-adverse-event

FDA MedWatch Program by 1-800-FDA-1088 or XXMedWatch, FDA, 5600 Fishers Ln,
Rockville, MD 20852 or ¥ www.accessdata.fda.gov/scripts/medwatch

Data Privacy

The Medical Information service at Gilead Sciences may collect, store, and use your
personal information to provide a response to your medical request. We may share your
information with other Gilead Sciences colleagues to ensure that your request is addressed
appropriately. If you report an adverse event or concern about the quality of a Gilead or Kite
product, we will need to use the information you have given us in order to meet our
regulatory requirements in relation to the safety of our medicines.

It may be necessary for us to share your information with Gilead’s affiliates, business
partners, service providers, and regulatory authorities located in countries besides your
own. Gilead Sciences has implemented measures to protect the personal information you
provide. Please see the Gilead Privacy Statement (www.gilead.com/privacy-statements) for
more information about how Gilead handles your personal information and your rights. If you
have any further questions about the use of your personal information, please contact
gilead.privacy@agilead.com.

LIVDELZI, GILEAD, and the GILEAD logo are registered trademarks of Gilead Sciences,
Inc., or its related companies.
© 2026 Gilead Sciences, Inc.
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