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OVERVIEW

Introduction

Abrocitinib is an orally available, small molecule inhibitor of Janus kinase 1 (JAK1) that is used to treat
moderate-to-severe atopic dermatitis. Abrocitinib is associated with transient and usually mild elevations in
serum aminotransferase levels during therapy, but has not been linked to cases of clinically apparent acute liver
injury.

Background

Abrocitinib (ab” roe sye' ti nib) is an orally available, small molecule, specific inhibitor of Janus-associated kinase
1 (JAK1) that is used to treat refractory, moderate-to-severe atopic dermatitis. The JAK proteins are intracellular
tyrosine kinases that provide critical steps in pathways of immune activation as well as in hematopoiesis. There
are four mammalian JAK proteins (JAK1-3 and TY2K), all of which are involved in cell signaling in response to
inflammatory cytokines such as interleukins and interferons. JAK1 is specifically involved in modulating the
effects of IL-4, IL-23, IL-22 and IL-31, which play roles in the pathogenesis of several inflammatory conditions
including atopic dermatitis. In several large, placebo controlled trials, abrocitinib was found to improve
symptoms in adults with atopic dermatitis who had failed to respond to topical and other systemic therapies.
Abrocitinib was approved in the United States in 2022 as therapy for adults with refractory, moderate-to-severe
atopic dermatitis. It is currently being evaluated for efficacy and safety in adolescents. Abrocitinib is available in
tablets of 50, 100 and 200 mg under the brand name Cibinqo. The recommended starting dose is 100 mg once
daily which can be increased or decreased based upon efficacy and tolerance. Common side effects of abrocitinib
are nausea, headache, dizziness, thrombocytopenia and herpes simplex infections. Rare but potentially severe
adverse events may include severe bacterial, fungal, viral or opportunistic infections, reactivation of latent
tuberculosis or herpes zoster, and severe thrombocytopenia. Recently, all of the product labels of small molecule
JAK inhibitors including abrocitinib have been given a boxed warning because of increased rates of all-cause
mortality including cardiovascular deaths, and increased risk for malignancies including lymphomas and lung
cancer, venous and arterial thromboses, and major cardiovascular events (MACE).

Hepatotoxicity

In the large registration clinical trials, serum aminotransferase elevations occurred rarely and were not
attributed to abrocitinib. These elevations were typically mild and transient, and values above 3 times the upper
limit of normal (ULN) occurred in less than 1% of patients on abrocitinib. In prelicensure studies, there were no
instances of clinically apparent liver injury attributed to abrocitinib. Since approval of abrocitinib, there have
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been no published reports of hepatotoxicity associated with its use, but clinical experience with its use has been
limited.

While other Janus kinase inhibitors such as ruxolitinib have been associated with episodes of reactivation of
hepatitis B, spontaneous reports of clinically apparent reactivation of hepatitis during abrocitinib therapy have
not been reported.

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

Mechanism of Injury

The causes of serum enzyme elevations during abrocitinib therapy are not known. Abrocitinib is metabolized in
the liver largely by CYP 2C9 and 3A4 pathways and may be susceptible to drug-drug interactions with agents
that inhibit or induce these specific hepatic microsomal enzymes.

Outcome and Management

There is no recommendation for monitoring of routine liver tests during abrocitinib therapy. Because abrocitinib
may cause reactivation of hepatitis B, patients starting long term therapy should be screened for HBsAg and
anti-HBc. Patients with preexisting HBsAg in serum should undergo evaluation and prophylaxis against
reactivation of HBV using potent oral antiviral agents, such as tenofovir or entecavir. Those with anti-HBc
without HBsAg or HBV DNA should be monitored for evidence of infection and treated if there is de novo
appearance of HBsAg or HBV DNA.

Drug Class: Protein Kinase Inhibitors
Other Drugs in the Subclass, Janus Kinase Inhibitors: Baricitinib, Fedratinib, Ruxolitinib, Tofacitinib,

Upadacitinib

PRODUCT INFORMATION
REPRESENTATIVE TRADE NAMES

Abrocitinib - Cibinqo®

DRUG CLASS
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CHEMICAL FORMULAS AND STRUCTURES
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