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prior therapy;
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 CLL/SLL with 17p deletion;

 Waldenström’s macroglobulinemia (WM);

 Marginal zone lymphoma (MZL) who require systemic therapy 

and have received at least one prior anti-CD20-based therapy.

 Chronic graft versus host disease (cGVHD) after failure of one or 

more lines of systemic therapy

Approved Dosing Regimen MCL and MZL: 560 mg taken orally once daily

CLL/SLL, WM and cGVHD: 420 mg taken orally once daily
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OND Division Division of Hematology Products (DHP)
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1. EXECUTIVE SUMMARY
Ibrutinib (IMBRUVICA®) is approved for the treatment of several B-cell malignancies and chronic graft 
versus host disease (cGVHD). In the current submission, the Applicant seeks the approval of a new tablet 
formulation at dose strengths of 140 mg, 280 mg, 420 mg, and 560 mg. 

The Applicant submitted the study results of a relative bioavailability (BA) trial, a food effect trial, and two 
pivotal bioequivalence (BE) trials to support the to-be-marketed tablet formulation in 4 different strengths 
of 140 mg, 280 mg, 420 mg, and 560 mg for ibrutinib.

The review primarily focuses on: 

1)  the bioequivalence between ibrutinib to-be-marketed tablets and current available capsules;
2)  food effect on to-be-marketed tablets.

The AUC of the to-be-marketed tablet was BE to that of the reference capsule at 140 mg and 560 mg dose 
strength. Although the Cmax of the to-be-marketed tablet was 10.2% lower at 140 mg and 27.7% lower at 
560 mg as compared to the reference capsule formulation, such difference in Cmax is not expected to 
translate clinically meaningful impact on the effectiveness of ibrutinib. The food effect was generally 
comparable between tablet and capsule formulations. Overall, no clinically meaningful difference is 
expected between the reference capsule formulation and the to-be-marketed tablet formulation of 
ibrutinib. 

1.1.Recommendations
The Office of Clinical Pharmacology has reviewed the information submitted. The to-be-marketed tablet 
formulation at dose strengths of 140 mg, 280 mg, 420 mg, and 560 mg is considered approvable from a 
clinical pharmacology perspective. Dosing guidelines regarding food timings for ibrutinib tablets should 
follow the same recommendation for the ibrutinib capsules in the current labeling, i.e., there are no 
restrictions for food consumption when taking ibrutinib tablets or capsules.

1.2.Post-Marketing Requirements and Commitments
There are no post-marketing requirements or commitments.

Signatures:

Liang Li, Ph.D.
Clinical Pharmacology Reviewer 
Division of Clinical Pharmacology V

Olanrewaju Okusanya, Pharm.D.; M.S.
Acting Clinical Pharmacology Team Leader
Division of Clinical Pharmacology V
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