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OVERVIEW

Introduction
Ixekizumab is a humanized monoclonal antibody to interleukin-17A which acts as an antiinflammatory agent 
and is used to treat moderate-to-severe plaque psoriasis. Ixekizumab has not been linked to serum enzyme 
elevations during therapy or to instances of idiosyncratic acute liver injury.

Background
Ixekizumab (ix" ee kiz' ue mab) is a recombinant, humanized IgG4 monoclonal antibody to interleukin 
(IL)-17A, an important cytokine responsible for local release of proinflammatory mediators. The binding of the 
monoclonal antibody to the cytokine blocks its interaction with the receptor and thus decreases inflammatory 
pathways that are involved in immune mediated cell injury. Ixekizumab is considered an immunomodulatory 
and antiinflammatory agent and has been evaluated in several immune mediated diseases including rheumatoid 
arthritis, Crohn disease and psoriasis. In large clinical trials in moderate-to-severe plaque psoriasis, ixekizumab 
was shown to be beneficial in reducing symptoms and signs of the disease. Ixekizumab was approved for this use 
in the United States in 2016 and was the second IL-17A antagonist approved for this indication, the other being 
secukinumab [2015]. Ixekizumab is available in solution for injection in single dose prefilled syringes and 
autoinjectors of 80 mg [in one mL] under the brand Taltz. The recommended dose is 160 mg subcutaneously 
initially and then 80 mg every 2 weeks for 12 weeks and every 4 weeks thereafter. Side effects are not common, 
but can include injection site reactions, nausea, headache, upper respiratory tract and tinea infections. Rare, but 
potentially severe adverse reactions include neutropenia, severe bacterial infections, reactivation of tuberculosis, 
exacerbation of inflammatory bowel disease and immediate hypersensitivity reactions.

Hepatotoxicity
In large premarketing clinical trials, serum enzyme elevations were no more frequent with ixekizumab than with 
placebo injections and there were no instances of clinically apparent liver injury attributed to its use. Serum ALT 
elevations above 5 times the upper limit of normal were rare (<0.5%) and resolved without need of dose 
modification or discontinuation. Ixekizumab has had limited clinical use, but since its approval there have been 
no published case reports of liver injury attributed to ixekizumab therapy and no cases of reactivation of 
hepatitis B or autoimmune hepatitis, two possible hepatic complications of immunomodulatory monoclonal 
antibody therapy.

Likelihood score: E (unlikely cause of clinically apparent liver injury).



Mechanism of Injury
The mechanism by which ixekizumab might cause liver injury is unknown. Ixekizumab is a monoclonal 
antibody and, like other proteins, is metabolized into amino acids and is unlikely to have intrinsic toxicity. 
Because of its immunomodulatory activity, ixekizumab might induce an autoimmune reaction against 
hepatocytes, but this has not been shown.

Other immunomodulatory biologic agents used to treat severe psoriasis include adalimumab, brodalumab, 
certolizumab, efalizumab, etanercept, golimumab, infliximab, secukinumab and ustekinumab.
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