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MEMORANDUM TO NDA 202100 
 

Office of New Drug Quality Assessment 
Division of Psychiatry Products 

Chemistry, Manufacturing, and Controls 
    

 
DATE:     15-AUG-2012 
TO:  NDA 202100 Resubmission dated 30-MAR-2012: Response to 

FDA Complete Response Letter dated 30-AUG-2011  
FROM:   Chhagan G. Tele, Ph.D., CMC Reviewer, ONDQA/Branch 1 
SUBJECT:  Final CMC Recommendation for NDA 202100, (Quillivant™) 

Methylphenidate HCl Extended-Release Oral Suspension 
(25 mg/5 mL), CMC Memos (05-MAY-2011) and (26-AUG-2011) 

Applicant:    NextWave Pharmaceuticals 
Established Name:   methylphenidate hydrochloride 
Dosage Form:    Extended-Release Oral Suspension  
Route of Administration:  Oral 
Indication:   Attention Deficit Hyperactivity Disorder (ADHD) 
 
For NDA 202100, deficiencies were observed during FDA inspections of the Tris Pharma drug 
product manufacturing facility. Complete Response (CR) Letter (dated 30-AUG-2011) was issued 
to the NDA applicant indicating that this single issue of deficiencies observed during FDA 
inspections of the Tris Pharma drug product manufacturing facility needed to be resolved prior to 
approval. The applicant indicated that all deficiencies regarding Tris Pharma manufacturing 
facility for this NDA have been adequately addressed. The CDER Office of Compliance (OC) 
issued an overall “Acceptable” recommendation for NDA 202100 on 22-JUN-2012. A copy of the 
establishment evaluation report is attached. From a CMC perspective, the Office of New Drug 
Quality Assessment recommends Approval of the application based on the Office of Compliance 
recommendation. 
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MEMORANDUM     
Office of New Drug Quality Assessment 

Division of Psychiatry Products 
Chemistry, Manufacturing, and Controls 

    
 
DATE:     August 26, 2011 
TO:     NDA 202,100 
FROM:     Chhagan G. Tele, Ph.D., CMC Reviewer, ONDQA/Branch 1 
SUBJECT:  Overall Compliance and Final CMC Recommendation for 

NDA 202,100, (Quillivant™) Methylphenidate ER Powder for 
oral suspension (25 mg/5 mL) 

 
The CDER Office of Compliance (OC) issued an overall “WITHHOLD” recommendation for 
NDA 202,100 on August 26, 2011. A copy of the establishment evaluation report is attached. The 
application cannot be approved from CMC perspective because of the "withhold" overall 
recommendation from the office of compliance. 
 
    
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
 

 
ATTACHMENT 
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Table 1: Updated Post Approval Stability Protocol and Commitment  
(Revised Dissolution Acceptance Criteria Included) 

 
Recommendation: From a CMC perspective, we cannot approve NDA 202-100 for Quillivant™ 
(methylphenidate HCl) ER Powder for Oral suspension due to WITHOLD overall recommendation 
(dated 04-MAY-11, Attachment 2) from the Office of Compliance for the drug substance and drug 
product sites. 
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Attachment 1 
 

Updated Drug Substance Specification (Revised Dissolution Acceptance Criteria Included) 
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CHEMICAL MANUFACTURING CONTROLS 
 FILING CHECKLIST FOR A NEW NDA 

 

 

NDA Number: 202-100 Applicant: NextWave  Pharmaceuticals Stamp Date: 30-JUL-2010 

Drug Name: Methylphenidate HCl 
ER Powder for Oral Suspension 

NDA Type: Standard Filing Meeting: 07-SEP-10 

 
 
The following parameters are necessary in order to initiate a full review, i.e., complete enough to 
review but may have deficiencies. 

 Content Parameter Yes No Comment 
1 Is the section legible, organized, indexed, and paginated 

adequately? 
X   

2 Are ALL of the manufacturing and testing sites 
(including contract sites) identified with full street 
addresses (and CFNs, if applicable)? 

X   

3 Is a statement provided to indicate whether each 
manufacturing or testing site is ready for inspection or, 
if not, when it will be ready? 

X   

4 Is a statement on the Environmental Impact provided as 
required in 21 CFR 314.50(d)(1)(iii)? 

X   

5 Is information on the Drug Substance provided as 
required in 21 CFR 314.50(d)(1)(i)? 

X   

6 Is information on the Drug Product provided as required 
in 21 CFR 314.50(d)(1)(ii)? 

X   

7 If applicable, has all information requested during the 
IND phases, and at the pre-NDA meetings been 
included? 

X   

8 Have draft container labels and package insert been 
provided? 

X   

9 Have all DMF References been identified? 
 

X   

10 Is information on the investigational formulations 
included? 

X   

11 Is information on the Methods Validation included? 
 

X   

12 If applicable, is documentation on the sterilization 
process validation included? 

NA   

 
IS THE CMC SECTION OF THE APPLICATION FILEABLE? __Yes______ 
 
If the NDA is not fileable from chemistry, manufacturing, and controls perspective, state the 
reasons and provide comments to be sent to the Applicant. NA 
 
Chhagan G. Tele, Ph.D.       30-AUG-10 
Reviewing Chemist, DPA 1, ONDQA     Date 
 
Ramesh Sood, Ph.D.        

Branch Chief, DPA 1, ONDQA     Date 
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Comments and Recommendation: 
The NDA appears to be fileable from a CMC perspective.  The NDA cross-references 
two DMFs for drug substance and #23870 for drug product).  As a result, there 
is very little CMC information submitted in the NDA which has resulted in a terse IQA to 
protect the proprietary nature of the DMFs.  The NDA does not appear to incorporate 
elements of QbD.  My recommendation would be for a single reviewer to be assigned to 
the NDA.  Since Dr. Chhagan Tele reviewed the original IND (1/5/09), he would be a 
prudent choice as the CMC reviewer.  In accordance with 21 CFR §25.31, NextWave 
Pharmaceuticals claims a categorical exclusion [25.31(a)] from the requirement for an 
Environmental Assessment or Environmental Impact Statement as approval of the drug 
product will not increase the use of the active moiety.  In addition, the applicant states 
that to the best of their knowledge, no extraordinary circumstances exist that would 
preclude this claim for categorical exclusion.  The dissolution should be consulted to the 
ONDQA biopharm group.  It is not clear whether all drug substance and drug product 
manufacturing, testing, and packaging sites have been submitted.  The sponsor should be 
asked to provide a list (including name and address, CFN #, contact information) for all 
of these sites.  In addition, the PM should submit all testing, packaging, and 
manufacturing sites into EES.   
 
 
 

(b) (4)
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