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NDA 205835, Methylphenidate Hydrochloride ER Capsules

Rhodes Pharmaceuticals

6. SUBMISSION PROPERTIES:

Review Priority:
Standard   Priority   Expedited Review Requested   Expedited 
Review Granted

Submission Classification 
(Chemical Classification 
Code):

Application Type: 505(b)(2)

Breakthrough Therapy    No

Responsible Organization
(Clinical Division):

DPP

7. CONSULTS:

CONSULT YES NO COMMENTS: (list date of request if already sent)
Biometrics x
Clinical Pharmacology x
Establishment Evaluation 
Request (EER)

x

Pharmacology/Toxicology x Specified levels of drug product impurities
Methods Validation x
Environmental Assessment x
CDRH x
Other
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Parameter Yes No Comment

7.

Are drug substance 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)

x

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)

x
Clarification was requested on the roles of 
the drug product sites.  Adequate 
responses received.  
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3. Are data supporting the 
manufacturing changes 
implemented to the clinical trial 
formulation?

x

4.
Does the application include an 
IVIVC model?

x

5. Does the application include 
information/data on in vitro 
alcohol dose-dumping potential? 

x The Applicant will be requested to provide this 
information.

6.
Is there any in vivo BA or BE 
information in the submission?

x The following BA studies are included in the 
submission:

RP-BP-PK002: Steady State Comparative 
Bioavailability Study of Biphentin™ MPH ER 
Capsule 80 mg versus Comparator Ritalin® IR 
25 mg Three Times Daily in Healthy Adults 
Under Fed Conditions.

RP-BP-PK001: Bioavailability Study of a 
Single 80 mg Dose of Biphentin™ 
Methylphenidate Hydrochloride ER Capsule, a 
Single 80 mg Dose of Biphentin™ 
Methylphenidate Hydrochloride ER Capsule 
Dosed as Sprinkles versus comparator 25 mg 
Ritalin® IR Given Three Times Daily in 
Healthy Adults under Fasted Conditions.

Protocol 022-001 compared the bioavailability 
of the test MPH-MLR 20 mg Versus the 
comparator product Ritalin® IR 10 mg tablets 
(Novartis) administered as either 1 × 20 mg 
MPH-MLR or 2 × 10 mg Ritalin IR tablet under 
fasted conditions or immediately after a high-fat 
breakfast.

Protocol 022-011 was a single center, 
randomized, open-label, 2-way crossover study 
to compare the PK of MPH-MLR 20 mg and 
Ritalin® IR 20 mg in young children with 
ADHD.

These studies will be reviewed by OCP.
47. Is there any design space 

proposed using in vitro release 
as a response variable? 

x

48 Is the control strategy related to 
in vitro drug release? 

x
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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}

David Claffey
CMC-Lead or CMC Senior Reviewer
Division 
Office of New Drug Quality Assessment

{See appended electronic signature page}

Sandra Suarez
Biopharmaceutics Reviewer
Office of New Drug Quality Assessment

{See appended electronic signature page}

Angelica Dorantes
Biopharmaceutics Team Leader or Designee
Office of New Drug Quality Assessment

{See appended electronic signature page}

Olen Stephens
Branch Chief or Designee
Division
Office of New Drug Quality Assessment
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