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OVERVIEW

Introduction
Cedazuridine is a small molecule inhibitor of cytidine deaminase that is used as a pharmacoenhancer of 
decitabine to increase oral bioavailability of this DNA methylase inhibitor treatment of myelodysplastic 
syndromes. The combination of oral decitabine and cedazuridine is associated with a low rate of minor serum 
enzyme elevations during therapy that is usually attributed to decitabine. The oral combination has not been 
linked to cases of clinically apparent liver injury.

Background
Cedazuridine (sed “ az ure’ i deen) is an oral small molecule inhibitor of cytidine deaminase, an enzyme present 
in intestine and liver that rapidly clears decitabine causing its poor bioavailability and requirement for the 
intravenous administration of this DNA methylase inhibitor used to treat various forms of myelodysplastic 
syndrome (MDS). The combination of oral cedazuridine and oral decitabine has been shown to achieve similar 
blood levels to those of intravenous infusions of decitabine as well as similar degrees of DNA demethylation and 
similar rates of clinical response in MDS conditions, with no increase in adverse event rates. Cedazuridine was 
approved for use in the United States in 2020 to be used in combination with decitabine in adults with 
myelodysplastic syndromes including refractory anemia, refractory anemia with ringed sideroblasts or with 
excess blasts, and in patients with chronic myelomonocytic leukemia. A fixed combination of 35 mg decitabine 
and 100 mg cedazuridine is available in tablets under the brand name of Inqovi. The recommended dose is one 
tablet daily on days 1 through 5 of each 28 day cycle of therapy. Common adverse events include 
myelosuppression, fatigue, constipation, diarrhea, nausea, decreased appetite, dizziness, headache, mucositis, 
hemorrhage, myalgia, arthralgia, rash, and upper respiratory tract infections, side effects that can occur with 
decitabine alone. Uncommon but potentially severe adverse events include severe myelosuppression, febrile 
neutropenia, severe infections, sepsis, pneumonia, and embryo-fetal toxicity.

Hepatotoxicity
In the preregistration trials of the combination of decitabine and cedazuridine, serum aminotransferase 
elevations occurred in 20% to 37% of patients but were invariably transient and usually mild. ALT elevations 
above 5 times the upper limit of normal arose in 1% to 3% of patients and usually resolved promptly with dose 
adjustment or discontinuation. Several patients, however, developed ALT elevations accompanied by increases in 
serum bilirubin, but in all instances other causes appeared to be responsible, such as sepsis, pancreatitis and 
myocarditis. With more widespread clinical use after its approval, there have been no published reports of 
clinically apparent liver injury attributed to the combination of cedazuridine and decitabine.



Likelihood score: E* (suspected but unproven rare cause of clinically apparent liver injury).

Mechanism of Injury
The reason why cedazuridine might cause serum enzyme elevations is not known. It has little hepatic 
metabolism by the cytochrome P450 system and levels are not affected by inducers or inhibitors of CYP 
enzymes. Inhibition of cytidine deaminase may have an effect on the metabolism of other drugs, so that 
cedazuridine has the potential of drug-drug interactions.

Outcome and Management
Serum enzyme elevations are not uncommon during combination therapy with decitabine and cedazuridine but 
they rarely require dose modification or drug discontinuation. As with any drug, cedazuridine and decitabine 
should be held if ALT or AST values rise above 5 times the ULN and discontinued if elevations are more than 20 
times the ULN or jaundice or symptoms of liver injury arise.

Drug Class: Antineoplastic Agents, Miscellaneous

Other drugs for myelodysplastic syndromes: Azacitidine, Decitabine, Luspatercept

PRODUCT INFORMATION
REPRESENTATIVE TRADE NAMES

Cedazuridine and Decitabine – Inqovi®

DRUG CLASS

Antineoplastic Agents

COMPLETE LABELING

Product labeling at DailyMed, National Library of Medicine, NIH

CHEMICAL FORMULA AND STRUCTURE
DRUG CAS REGISTRY NO MOLECULAR FORMULA STRUCTURE

Cedazuridine 1141397-80-9 C9-H14-F2-N2-O5
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https://www.ncbi.nlm.nih.gov/books/n/livertox/AntineoplasticAgents/
https://www.ncbi.nlm.nih.gov/books/n/livertox/Azacitidine/
https://www.ncbi.nlm.nih.gov/books/n/livertox/Decitabine/
https://www.ncbi.nlm.nih.gov/books/n/livertox/Luspatercept/
https://dailymed.nlm.nih.gov/dailymed/search.cfm?labeltype=all&query=Inqovi
https://pubchem.ncbi.nlm.nih.gov/substance/381126362
https://pubchem.ncbi.nlm.nih.gov/substance/381126362


Table continued from previous page.

DRUG CAS REGISTRY NO MOLECULAR FORMULA STRUCTURE

Decitabine 2353-33-5 C8-H12-N4-O4
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