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BIOPHARMACEUTICS

NDA: 210259-ORIG-1

Drug Product Name/Strength: Acalabrutinib Capsules, 100 mg

Route of Administration: Oral

Applicant Name: Acerta Pharma B.V.

Product Background:

Acalabrutinib is a kinase inhibitor indicated for the treatment of patients with Mantle Cell 
Lymphoma (MCL) who have received at least one prior therapy. The recommended dose is 100 
mg orally twice daily taken with or without food. 

The proposed drug product is presented as a  hard gelatin capsule, with a blue cap and 
yellow body, printed with ‘ACA 100 mg’ in black ink and containing 100 mg of acalabrutinib.

REVIEW SUMMARY: 

Submission: Acerta Pharma B.V. submitted this NDA seeking approval for Acalabrutinib 
Capsules 100 mg under section 505 (b)(1) of the Federal Food, Drug, and Cosmetic Act. 

Reviewer’s Assessment: The Biopharmaceutics Review evaluates the adequacy of the proposed 
dissolution method and acceptance criterion for the routine QC testing of the proposed drug 
product at batch release and on stability.

The following dissolution method and acceptance criterion for the proposed Acalabrutinib 
Capsules 100 mg are acceptable:
Apparatus: USP Apparatus II (Paddle)
Speed: 50 rpm
Medium: 0.1 N HCl
Volume: 900 mL
Temperature: 37 °C
Dissolution acceptance criterion: Q = % in 20 minutes. 

Recommendation: From the Biopharmaceutics perspective, NDA-210259 for Acalabrutinib 
Capsules, 100 mg, is recommended for APPROVAL.  

List of submissions being reviewed:  Original NDA-210259 submitted on June 13, 2017.  

Highlight of key outstanding issues from last cycle:  None. 

Concise description of outstanding issues:  None. 

(b) (4)

(b) 
(4)
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REVIEW:

1. BCS Designation: 

The Applicant reported that acalabrutinib is a BCS class 2 compound (low solubility and high 
permeability). The Applicant reported that the drug substance is highly soluble in acidic media 
up to pH 4.

Table 1. Solubility of acalabrutinib in different pH media at 37 °C (Page 44, Module 2.7.1)

The Applicant also measured the equilibrium solubility of acalabrutinib in Fasted State 
Simulated Intestinal Fluid (FaSSIF, pH=6.5, 0.12 mg/mL), and in Fed State Simulated Intestinal 
Fluid (FeSSIF, pH=5.0, 0.67 mg/mL). 

2. Dissolution method:

The proposed dissolution method for Acalabrutinib capsules 100 mg is as follows:  
Apparatus: USP apparatus II (Paddle)
Paddle Speed: 50 rpm
Medium: 0.1 N HCl
Volume: 900 mL
Temperature: 37 ºC

(b) (4)
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4. Dissolution data and proposed dissolution acceptance criterion for the Acalabrutinib  
capsules, 100 mg: 

The Applicant provided the dissolution profile data for different batches used in clinical studies 
(refer to Table 3 for more batch information) using the proposed dissolution method (Figure 10). 

Figure 10. Dissolution profiles of the proposed Acalabrutinib capsules, 100 mg, using the proposed 
dissolution method

(b) (4)
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Reviewer’s Assessment of the Proposed Dissolution Acceptance Criterion: Based on the 
dissolution data, the Applicant’s proposed dissolution acceptance criterion of Q =  % dissolved 
in 20 minutes for Acalabrutinib capsules 100 mg is acceptable. 

5. Stability data:

The Applicant provided stability data for Batches L0505009, L0505541, L0506080 L0508305, 
L0508623, and L0508625 packaged in bulk pack, or in 60 mL HDPE bottle, or in 110 mL HDPE 
bottle under 25°C/60% RH up to 18 months, 30°C/75% RH up to 18 months, and 40°C/75% RH 
up to 6 months. The stability dissolution data indicate that these batches meet the dissolution 
acceptance criterion of Q = % in 20 minutes in different storage conditions. 

Reviewer’s Assessment: The Applicant provided the stability dissolution data at 12 months using 
the proposed dissolution method and all samples passed the dissolution acceptance criterion at 
Stage 1. Therefore, the proposed drug product is stable with regards to dissolution for at least 12 
months under long term storage conditions.

6. Bridging between the capsules and planned commercial products:

The capsule formulations were used in some pivotal clinical studies and supportive 
studies (Table 3). The capsule formulations contain  

 
 Figure 11 below demonstrates that the  

 
 
 

.

In addition, the Applicant reported that the pharmacokinetic (PK) exposure was generally similar 
between 100 mg acalabrutinib in either  capsule or the intended commercial formulation 
in healthy subjects and on Cycle 1 Day 1 in patients. 

(b) 
(4)

(b) 
(4)

(b) (4)

(b) (4)

(b) (4) (b) (4)

(b) (4)

(b) (4)
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REVIEWER’S OVERALL ASSESSMENT:

Dissolution Method: The proposed dissolution method [USP apparatus II (Paddle)/50 rpm/900 
mL of 0.1 N HCl] is acceptable for the quality control of the proposed immediate release drug 
product, Acalabrutinib  capsules, 100 mg, as part of the batch release and stability testing.   

Dissolution Acceptance Criterion: The proposed dissolution acceptance criterion of NLT % 
(Q) of the labeled amount of acalabrutinib dissolved in 20 minutes for the proposed 
Acalabrutinib Capsules 100 mg is acceptable.  

RECOMMENDATION: 

From the Biopharmaceutics perspective, NDA 210259 for Acalabrutinib Capsules, 100 mg, is 
recommended for APPROVAL.

Primary Biopharmaceutics Reviewer:
Yang Zhao, Ph.D. 9/28/2017
Division of Biopharmaceutics
Office of New Drug Products/OPQ

Secondary Biopharmaceutics Reviewer:
I concur with Dr. Yang Zhao’s assessment and APPROVAL recommendation.

Okpo Eradiri, Ph.D. 10/2/2017
Acting Biopharmaceutics Lead 
Division of Biopharmaceutics
Office of New Drug Products/OPQ

(b) (4)
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