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OVERVIEW

Introduction
Fostamatinib is an orally available small molecule inhibitor of spleen tyrosine kinase that is used to treat chronic 
immune thrombocytopenia. Fostamatinib is associated with transient and usually mild elevations in serum 
aminotransferase levels during therapy but has yet to be linked to instances of clinically apparent acute liver 
injury.

Background
Fostamatinib (fos" ta ma' ti nib) is an orally available, specific inhibitor of spleen tyrosine kinase that is used to 
treat chronic immune mediated thrombocytopenia. The spleen tyrosine kinase (Syk) signaling pathway is 
important in phagocytosis and specifically the antibody mediated uptake and destruction of platelets by splenic 
macrophages in patients with immune thrombocytopenia. The Syk signaling pathway may also play a role in 
other immune cell types involved in inflammation and cell damage. Fostamatinib was been shown to raise 
platelet counts in patients with refractory chronic immune thrombocytopenia and was approved for this use in 
the United States in 2018. Fostamatinib has also been evaluated in patients with rheumatoid arthritis, 
autoimmune hemolytic anemia and other immune-mediated conditions, but has not been specifically approved 
for these uses. Fostamatinib is available in tablets of 50 and 100 mg under the brand name Tavalisse. The 
recommended initial dose is 100 mg twice daily, increasing to 150 mg twice daily after 4 weeks as needed. 
Common side effects include diarrhea, nausea, abdominal pain, hypertension, dizziness, chest pain, neutropenia 
and rash. Rare, but potentially severe adverse events include, severe diarrhea, hypertension, neutropenia and 
embryo-fetal toxicity.

Hepatotoxicity
In prelicensure controlled trials, serum aminotransferase elevations above 3 times ULN arose in 9% of 
fostamatinib treated subjects but in none of the placebo recipients. ALT values above 5 times ULN occurred in 
5% of treated subjects. These elevations were typically transient but led to early discontinuations in a proportion 
of patients, but more often resolved even without dose adjustment. In prelicensure studies, there were no 
instances of clinically apparent liver injury attributed to fostamatinib. Since approval and more widescale 
availability of fostamatinib, there have been no published reports of hepatotoxicity associated with its use, 
although it has had limited general use.

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



Mechanism of Injury
The causes of serum enzyme elevations during fostamatinib therapy are not known. Fostamatinib is metabolized 
in the liver largely by CYP 3A4 and liver injury may be related to production of a toxic or immunogenic 
intermediate. Because it is a substrate for CYP 3A4, fostamatinib is susceptible to drug-drug interactions with 
agents that inhibit or induce this specific hepatic microsomal activity.

Outcome and Management
Monitoring of serum aminotransferase levels is recommended for patients before starting fostamatinib and at 
monthly intervals thereafter. Serum aminotransferase elevations above 5 times the upper limit of normal or any 
elevations accompanied by jaundice or symptoms should lead to discontinuation. There does not appear to be 
cross reactivity in risk for hepatic injury between fostamatinib and other kinase inhibitors.
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