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NDA Executive Summary  

 

1. Application/Product Information  

NDA Number. 216387 

Applicant Name AstraZeneca UK Ltd. 

Drug Product Name Acalabrutinib Maleate 

Dosage Form.   Tablet 

Proposed Strength(s)   100 

Route of 
Administration 

  Oral 

Maximum Daily Dose 200 mg 

Rx/OTC Dispensed   Rx 

Proposed Indication 

Indicated for the treatment of adult patients with mantle cell 
lymphoma (MCL) who have received at least one prior 
therapy, chronic lymphocytic leukemia (CLL) or small 
lymphocytic lymphoma (SLL). 
 

Drug Product 
Description 

Acalabrutinib is an orally bioavailable, Bruton tyrosine kinase 
(BTK) inhibitor.  Acalabrutinib was approved under NDA 
210259 in 2017 in a capsule formulation of the free base.  The 
current label for this product restricts its administration with 
acid reducing agents (ARAs), including the recommendation 
that patients avoid co-administration with proton-pump 
inhibitors (PPIs).  

  This restriction is of 
particular concern for cancer patients who are likely to take an 
average of five concomitant medications, of which ARAs are 
commonly administered. The current NDA presents a new salt 
tablet.   

 
   

 
The drug product is presented as an immediate release, film-
coated tablet containing 129 mg acalabrutinib maleate 
(equivalent to 100 mg acalabrutinib). The QTPP for the drug 
product was defined to frame the pharmaceutical 
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development program for the new oral tablet while ensuring 
the establishment of a robust formulation and manufacturing 
process which delivers a product consistently meeting the 
established critical quality attributes.  The Applicant studied 
physical compatibility with the NG tube, etc.  The compatibility 
studies support the dispersion of Acalabrutinib maleate film-
coated tablets in 15 mL water and administered via 
nasogastric tube to patients. 

Co-packaged product 
information 

N/A 

 Device information: N/A 

Storage Temperature/ 
Conditions 

  20 oC - 25 oC USP CRT 

Review Team 

Discipline  Primary  Secondary 

Drug Substance Ray Frankewich Hari Sarker 

Drug Product/ 
Labeling 

Yang Nan Sherita McLamore 

Manufacturing Huiquan Wu Zhaoyang Meng 

Biopharmaceutics 

 
Min Kang 
 

Qi Zhang 

Microbiology Huiquan Wu Zhaoyang Meng 

Other (specify): 
 
 

N/A N/A 

RBPM Dahlia Walters 

ATL Sherita McLamore 

Consults OLDP 

 

2. Final Overall Recommendation  - Approval 
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3. Action Letter Information 

a. Expiration Dating: The proposed product has a 24-month expiry when 

stored under USP controlled room temperature. 

 

b. Additional Comments for Action: N/A 
 

4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 

 

OPQ recommends APPROVAL of NDA 21637 for commercialization of Acalabrutinib Maleate 100 

mg Tablets. Based on our evaluation of the available information, the applicant provided 

sufficient information to support an approval recommendation from the product quality 

perspective. The applicant provided adequate information on the proposed drug product to 

ensure the identity, strength, purity, and strength 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  - Adequate 
 

 Environmental Assessment:    Categorical Exclusion - Adequate 

 QPA for EA(s):     No 

5.   Life-Cycle Considerations 

Established Conditions per ICH Q12:  No 
Comments: 

 

Comparability Protocols (PACMP):  Yes 
 
Comments:   
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The Comparability Protocol includes the addition of alternative (unspecified) drug 
substance and drug product manufacturing and testing facilities.  The 
comparability protocol proposed for the changes to be submitted to the agency 
by way of CBE-30 supplement. OLDP was informally consulted and it was 
concluded by all disciplines that the proposed post-approval changes included 
the Comparability Protocol are acceptable. 

 
 Additional Lifecycle Comments: N/A 
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 Physiologically-Based Biopharmaceutics Modeling (PBBM):  
 
The Applicant utilized PBBM  approach to support a widened 
dissolution acceptance criterion of “Q = % in  min”. However, based on the FDA’s 
assessment of the proposed PBBM, the results of the submitted modeling are 
inadequate to support an extended dissolution safe space, because the virtual batch 
VBB representing % dissolution at  min is not expected to be bioequivalent to 
reference batch TAAB (administered without PPI); FDA recommended that the 
dissolution acceptance criterion be tightened to “Q = % in 20 min” based on the in 
vitro dissolution profile data of the clinical batches (TAAB/TAAC/L013537) that were 
demonstrated to be bioequivalent to the approved acalabrutinib capsules. It is also 
noted that any further application of this model for other purposes will be assessed 
separately with its supporting data. Refer to Section B.3. of this review for details 
regarding the PBBM assessment.  
 

 Product Bridging:  
 
The formulation of the clinical drug product (Batches TAAB/TAAC/L013700 
AstraZeneca AB, Sweden) is the same as the formulation of the proposed to-be 
marketed drug product. There were no changes to the manufacturing process, nor 
manufacturing site that required bridging between the clinical and the to-be-marketed 
drug products. Also refer to Section R of this review for the Applicant’s Comparability 
Protocol proposal for an addition of a future drug product manufacturing site. 

 
List of Submissions Being Assessed: 

eCTD 
sequence # 

Date of 
response or 
meeting 

Document 

0001 10/04/2021 Original NDA submission 

0002 11/16/2021 Quality/Response 1  to Quality/Biopharmaceutics IR 
#1 dated 11/12/21; CMC-Application Orientation 
Meeting held on 11/15/21 

0012 04/08/2022 Quality/Response 2  to Quality/Biopharmaceutics IR 
#2 dated 03/25/22 

 
Concise Description of Outstanding Issues (list bullet points with key information 
and update as needed):   
None. 
 
Overall Recommendation:  
From the Biopharmaceutics perspective, NDA 216387-ORIG-1 for the proposed 
Calquence® (Acalabrutinib Maleate) Film-coated Tablets, 100 mg, is Adequate and 
recommended for Approval.  
 

                                                            
1 \\CDSESUB1\evsprod\nda216387\0002\m1\us\responses-quality.pdf 
2 \\CDSESUB1\evsprod\nda216387\0012\m1\us\responses-quality.pdf 
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B.2.3.  Discriminating ability: The Applicant investigated the dissolution method’s 
discriminating ability against the following Critical Bioavailability Attributes [CBAs]: (i) 
Critical Material Attributes [CMAs] such as varying particle sizes of the drug 
substance; see Figure 4, Tables 4 and 5, (ii) Critical Formulation Attributes [CFAs] 
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B.12 PRODUCT BRIDGING 
 

Assessment: Adequate 
 
The formulation of the clinical drug product (Batches TAAB/TAAC/L013700 
AstraZeneca AB, Sweden) is the same as the formulation of the proposed 
commercial drug product (Batch TAAB AstraZeneca AB, Sweden). There were no 
changes to the manufacturing process, nor manufacturing site in the current 
submission. Therefore, no bridging studies are needed between the clinical and the 
to-be-marketed drug products.  

 
B.13 BIOWAIVER REQUEST 
 

Assessment: A biowaiver is not requested nor required 
 
This NDA does not contain a biowaiver request. Only one dosage strength (100 mg) 
is being sought for approval, and thus, a biowaiver request is not applicable to this 
application. 

 
R. REGIONAL INFORMATION 
 

Comparability Protocol9 for the addition of drug product’s manufacturing site:  
The Applicant is proposing to add an alternative manufacturing site, AstraZeneca 
Pharmaceuticals LP, Mount Vernon, US for the manufacture and QC testing of AMT 
(Table 11). As part of the proposal, the Applicant indicates that they will provide a 
comparative dissolution testing using the QC dissolution method to demonstrate that 
the drug product’s in vitro dissolution performance is not compromised by the change 
of manufacturing site. Refer to the Drug Product review for additional CMC 
information. 
 
 

                                                            
9 M.3.2.R: Comparability Protocol for the Drug Product: docubridge://open/Server=CDER-

PRODUCTION&Id=F9ecad5004cb24931a2f818857478df0e&NodeId=Ndb8261525a9d4c4186cbe696e1b6b9ef&Page=0  
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