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Memorandum

To: NDA 206947

From: Gaetan Ladouceur, Ph.D and Amit K. Mitra Ph.D.

Through: Ali Al-Hakim, Ph.D

Date: 2/5/2015

Re: NDA 206947- Memo to File

Refer to the Drug Substance and Drug Product Primary Quality Assessment reviews of NDA 
206947, dated 01/15/2015, in which this NDA was recommended for ‘approval’ pending 
acceptable overall recommendation from the Office of Compliance.

On 02/05/2015, the Office of Compliance made an “acceptable” overall manufacturing 
inspection recommendation facilities inspection recommendation (see Panorama entry by 
Robert Wittorf, PharmD). Therefore, from the perspective of Chemistry, Manufacturing and 
Controls (CMC), this NDA is now recommended for ‘approval’.
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analytical controls that indicated to ensure all CQAs for Palbociclib along with Critical process 
parameters (CPP) of above relevant processing steps.   
 
3.2  DP is formulated, manufactured and controlled    
 
It is formulated as an immediate release capsule for oral administration at4 mg and 10 mg 
strengths.  The components and compositions of 4  mg and 10 mg capsules are provided. 
 
The DP manufacturing process is described with flow diagram along with process controls.  
Critical process parameters for the manufacture of Palbociclib capsules have been identified 
based on the knowledge gained during drug development.  The critical processes parameters are 
part of the overall control strategy, to ensure the critical quality attributes (CQAs). The overall 
product quality control strategy are tabulated, and includes a combination of input material 
specifications, established process parameter ranges, in-process controls and finished product 
specification and testing. 
 
4. Identify what consults will be needed to conduct the review. 
For consult, See Item 8 under IQA and Filing Review Cover Sheet 
 
5. Identify required facility input for the EES. 
Facilities for DS and DP are entered in EES by PM and verified CMC Lead for Inspection by 
OC. 
 
6. Summarize key issues from the IND phase.  

It was transferred from DODP1 to DODP2 (refer to advice Letter in #2)  
 
 
7. Determine whether there is information (e.g., in the pharmaceutical development, batch 

analysis and stability sections) for the CMC and Biopharmaceutics reviewers to establish a 
bridge between the clinical batches and the commercial manufacturing process. The 
Biopharmaceutics reviewer will determine whether there is information (e.g., dissolution 
method development report) in an NDA submission. 

 
 
See Biopharmaceutics IQA for this issue. 
 
8. Determine whether stability data are sufficient to support an expiration date. 
12-months DS stability data appears to be acceptable pending acceptable CMC review 
recommendation. 
24-months DP stability data appears to be acceptable pending acceptable CMC review 
recommendation. 
 
9. List the important DMFs (e.g. drug substance, novel excipients) that are referenced.  
For DMF, See section H. MASTER FILES (DMF/MAF) under Review Filling Checklist 

 
9a. Are there letters of authorization?  
Yes. See #9 above 
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9b. Has a deficiency in the DMF been previously identified (e.g., by OGD) and if so has an 
amendment been submitted? 
 
Not noted. Primary Reviewer may verify and address if any. 
  
9c. Have amendments been submitted since the last review? 
 
Not noted. Primary Reviewer may verify and address if any. 
 
10. Determine whether the application includes Quality by Design elements.  
Eisai is not proposing a design space in this submission. Instead, proven acceptable ranges have 
been identified for operating parameters.  Attributes and parameters have been categorized as 
either critical or non-critical, based on their impact to the product quality. Where a quality 
attribute has been designated as critical (critical quality attribute or CQA), associated elements of 
the control strategy will be explained in detail.  
 
The NDA is not formally submitted as QbD application; however, some elements of QbD are 
applied in DS and DP manufacturing and quality controls.  Primary Reviewer might verify the 
QbD elements as appropriate. 
 
11. Determine whether the Applicant is proposing a comparability protocol.  
 N/A 
Additionally, see Biopharm IQA for this issue. 
 
12. Describe issues with drug name, if any. 
 Pending Consult for the proposed proprietary name LENVIMA 
 
 
13. Describe changes between the clinical DP and the proposed commercial DP, if any.  
 
Not noted. Primary Reviewer may verify and address if any. 
 
14. Provide drug substance overview and issues, if any. 
 
Drug Substance Critical Issues 
 Verify the designation of regulatory starting material for DS. 
 Verify CMC issues in CMC related issues in pre-NDA meeting stage. 
 Verify the control strategy of the process parameters and analytical controls that ensures 

CQAs. 
 Verify the DS acceptance criteria included in specification. 
 Omission of test for solvents from DS specifications. 
 Verify the DS stability test data to justify the retest period of months. 
 EER information for drug substance needs to be re-examined for accuracy.   

 
 
15. Provide drug substance specification.  
 
The DS controls include detailed explanation of the origin, fate, purge and control of these 
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impurities, including genotoxic impurities.  
 
16. Provide Drug Product overview and issues (including as appropriate, containers closure 

issues like leachables), if any.  
 
The registration stability studies for DP capsules will justify the acceptability of the proposed 
commercial container/closure systems, special in blister packages.   
 
Drug Product Critical Issues 

 Verify CMC issues in pre-NDA meeting. 
 Verify the control strategy of the process parameters and analytical controls that ensures 

CQAs. 
 Verify the DP acceptance criteria included in specification 
 Prepare Method Validation consult since it is the new molecular entity. 
 DMFs for container/closure systems need to be reviewed for adequacy of the NDA. 
 Justification of proposed 36-months expiration based on supportive 24-months  stability 

data 
 The DP labeling need to be evaluated for its relevant CMC sections. 
 Check EES of DP sites for accuracy.   

 
 
17. Provide composition of drug product. 
See above summary 
 
The DP manufacturing process is described with flow diagram along with process controls.  
Critical process parameters for the manufacture of Palbociclib capsules have been identified 
based on the knowledge gained during drug development.  The critical processes parameters are 
part of the overall control strategy, to ensure the critical quality attributes (CQAs). The overall 
product quality control strategy are tabulated, and includes a combination of input material 
specifications, established process parameter ranges, in-process controls and finished product 
specification and testing. 
 
18. Provide drug product specification. 
 
The DP specification is provided. 
 
Test methods, and justification of acceptance criteria for each attributes are presented. 
 
Applicant provided summaries of data including Microbial method and acceptance criterions 
have been established for DP capsules.  
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Biopharmaceutics Assessment 
 
Biopharmaceutics Critical Issues or Complexities 
 

 
Submission: Ten safety and efficacy studies, including one pivotal Phase 3 study in 392 patients, 
were conducted in support of the clinical basis for approval of this NDA. Sixteen clinical 
pharmacology studies were also conducted.   
 
The dissolution information/data are included in the links below. 
• Specifications Table (excludes dissolution): \\cdsesub1\evsprod\nda206947\0000\m3\32-

body-data\32p-drug-prod\lenvatinib-capsule-4-mg\32p5-contr-drug-prod\32p51-
spec\specifications.pdf  

• Dissolution Method Validation: \\cdsesub1\evsprod\nda206947\0000\m3\32-body-data\32p-
drug-prod\lenvatinib-capsule-4-mg\32p5-contr-drug-prod\32p53-val-analyt-
proc\dissolution.pdf  

• Dissolution Method Procedure: \\cdsesub1\evsprod\nda206947\0000\m3\32-body-data\32p-
drug-prod\lenvatinib-capsule-4-mg\32p5-contr-drug-prod\32p52-analyt-proc\dissolution.pdf  

 
 
Review:  The NDA contains sufficient biopharmaceutics data/information for review. The 
Biopharmaceutics review will focus on the evaluation and acceptability of the following: 
• Adequacy of the dissolution method; 
• Adequacy of the proposed dissolution acceptance criterion; 
• Adequacy of data supporting bridging throughout product development 

 
Recommendation: NDA 206947 is fileable from the Biopharmaceutics perspective.  
However, the Applicant is being requested to provide additional information/data.  Refer to the 
Biopharmaceutics information request comments to be sent to the Applicant in the 74-Day letter 
in page 3 of this document. 
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Overall CMC Recommendation: This NDA is fileable. 
 
Comments and Recommendations from Quality (CMC) 
The application is fileable; no 74-Day Letter issues have been identified at this point.  Facilities 
have been entered into EES for inspection. However, Biopharmaceutics comments for the 74- 
Day Letter are listed on page 3. 
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 Parameter Yes No Comment 

7.  

Are the drug substance 
manufacturing sites identified in 
FDA's Form 356h or associated 
continuation sheet?  For each site, 
does the application list: 
• Name of facility, 
• Full address of facility 

including street, city, state, 
country  

• FEI number for facility (if 
previously registered with 
FDA) 

• Full name and title, telephone, 
fax number and email for on-
site contact person.  

• Is the manufacturing 
responsibility and function 
identified for each facility?, and 

• DMF number (if applicable) 

Yes   

8.  

Are drug product manufacturing 
sites identified on FDA Form 
356h or associated continuation 
sheet.  For each site, does the 
application list: 
• Name of facility, 
• Full address of facility 

including street, city, state, 
country  

• FEI number for facility (if 
previously registered with 
FDA) 

• Full name and title, telephone, 
fax number and email for on-
site contact person. 

• Is the manufacturing 
responsibility and function 
identified for each facility?, and 

• DMF number (if applicable) 

Yes   
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This document will be sequentially signed in DARRTS by all of the following who authored or 
reviewed this assessment: 

 
See appended electronic signature page} 
Liang Zhou, Ph.D. 
CMC Lead 
(Reviewer, CMC of IQA) 
Division of Pre-Marketing Assessment I, Branch II 
Office of New Drug Quality Assessment 
 
See appended electronic signature page} 
Okpo Eradiri, Ph.D. 
Biopharmaceutics Reviewer 
Office of New Drug Quality Assessment 
 
See appended electronic signature page} 
Angelica Dorantes, Ph.D. 
Biopharmaceutics Team Leader  
Office of New Drug Quality Assessment 
 
See appended electronic signature page} 
Ali Al-Hakim, Ph.D. 
Branch Chief  
Division of Pre-Marketing Assessment I, Branch II 
Office of New Drug Quality Assessment 
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