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OVERVIEW

Introduction

Selinexor is a small molecule inhibitor of a nuclear exporter of proteins which is used in combination with
dexamethasone in the therapy of adults with relapsed or refractory multiple myeloma. Selinexor is associated
with a low rate of transient serum enzyme elevation during therapy but has not been linked to cases of clinically
apparent liver injury with jaundice.

Background

Selinexor (sel” in nex’ or) is a small molecule inhibitor of nuclear exportin-1 (XPO1) which blocks the transport
of tumor suppressor proteins, oncoproteins, and growth regulators such as c-myc and cyclin D1 from the
nucleus into the cytoplasm. This results in cell cycle arrest and apoptosis of cancerous but not noncancerous
cells. Selinexor therapy was found to result in prolongation of progression-free survival in highly pretreated
patients with advanced, relapsed or refractory multiple myeloma. Selinexor was approved for use in the United
States in 2019, with indications limited to adults with relapsed or refractory multiple myeloma after failure of at
least 4 previous treatment regimens. Selinexor is available tablets of 20, 40, 50 and 60 mg under the brand name
Xpovio. The recommended initial dose is 80 mg on days 1 and 3 each week to continue with subsequent dose
adjustment based upon tolerance. Selinexor should be used in combination with dexamethasone and with
careful monitoring for side effects, platelet counts and white counts. Common side effects include neutropenia,
thrombocytopenia, anemia, nausea, vomiting, anorexia, weight loss, weakness, fatigue, hyponatremia,
headaches, dizziness, and confusion. Rare, but potentially serious side effects include severe hematologic
toxicities including thrombocytopenia and neutropenia, severe infections, acute neurotoxicity, and embryo-fetal
toxicity.

Hepatotoxicity

In prelicensure open label trials of selinexor in a total of 202 patients with advanced, refractory or relapsed
multiple myeloma, serum ALT elevations arose in 8.4% of treated subjects and were above 5 times the ULN in
2.5%. The timing and character of the elevations were not described, but no patient developed raised serum
enzymes with jaundice or symptoms. Since approval and general availability of selinexor, there have been no
published reports of clinically apparent liver injury attributed to its use.

Likelihood score: E* (unproven, but possible rare cause of clinically apparent liver injury).
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Mechanism of Injury

The cause of the serum enzyme and bilirubin elevations that occur during selinexor therapy is unknown.
Selinexor is metabolized in the liver predominantly by CYP 3A4 but does not inhibit or induce the enzyme. Its
use with strong inducers of CYP 3A4 could result in decreased drug levels and reduced efficacy, while use with
strong CYP 3A4 inhibitors could result in elevated drug levels and potentially increased adverse events.

Outcome and Management

The elevations in serum ALT and bilirubin during selinexor therapy have been asymptomatic, mild and
transient, not requiring dose adjustments. Routine monitoring of liver tests is not recommended. There is no
information on cross sensitivity for hepatic injury between selinexor and other medications used in the therapy
of multiple myeloma.

Drug Class: Antineoplastic Agents, Multiple Myeloma Agents

PRODUCT INFORMATION

REPRESENTATIVE TRADE NAMES

Selinexor - Xpovio®

DRUG CLASS

Antineoplastic Agents

COMPLETE LABELING

Product labeling at DailyMed, National Library of Medicine, NIH

CHEMICAL FORMULA AND STRUCTURE

DRUG  CAS REGISTRY NUMBER MOLECULAR FORMULA STRUCTURE

Selinexor 1393477-72-9 C17-H11-F6-N70



https://www.ncbi.nlm.nih.gov/books/n/livertox/AntineoplasticAgents/
https://dailymed.nlm.nih.gov/dailymed/search.cfm?labeltype=all&query=Selinexor
https://pubchem.ncbi.nlm.nih.gov/substance/172650933
https://pubchem.ncbi.nlm.nih.gov/substance/172650933
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