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EXCLUSIVITY SUMMARY

NDA # 205831  SUPPL # HFD # 130

Trade Name  Aptensio XR

Generic Name  methylphenidate HCL extended-release capsules

Applicant Name  Rhodes Pharmaceuticals, LP    

Approval Date, If Known  April 17, 2015

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1.  An exclusivity determination will be made for all original applications, and all efficacy
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" 
to one or more of the following questions about the submission.

a)  Is it a 505(b)(1), 505(b)(2) or efficacy supplement?
                                    YES NO 

If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8

505(b)(2)

c)  Did it require the review of clinical data other than to support a safety claim or change 
in labeling related to safety?  (If it required review only of bioavailability or 
bioequivalence data, answer "no.")

  YES NO 

If your answer is "no" because you believe the study is a bioavailability study and, 
therefore, not eligible for exclusivity, EXPLAIN why it is a bioavailability study, 
including your reasons for disagreeing with any arguments made by the applicant that the 
study was not simply a bioavailability study.   

If it is a supplement requiring the review of clinical data but it is not an effectiveness 
supplement, describe the change or claim that is supported by the clinical data:             
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d)  Did the applicant request exclusivity?
YES NO 

If the answer to (d) is "yes," how many years of exclusivity did the applicant request?

3

e) Has pediatric exclusivity been granted for this Active Moiety?
YES NO 

      If the answer to the above question in YES, is this approval a result of the studies submitted 
in response to the Pediatric Written Request? No
      
IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY 
TO THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.  

2.  Is this drug product or indication a DESI upgrade?
YES NO 

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE 
BLOCKS ON PAGE 8 (even if a study was required for the upgrade).  

PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Answer either #1 or #2 as appropriate)

1.  Single active ingredient product.

Has FDA previously approved under section 505 of the Act any drug product containing the 
same active moiety as the drug under consideration?  Answer "yes" if the active moiety 
(including other esterified forms, salts, complexes, chelates or clathrates) has been previously 
approved, but this particular form of the active moiety, e.g., this particular ester or salt (including 
salts with hydrogen or coordination bonding) or other non-covalent derivative (such as a 
complex, chelate, or clathrate) has not been approved.  Answer "no" if the compound requires 
metabolic conversion (other than deesterification of an esterified form of the drug) to produce an 
already approved active moiety.

                  YES NO 

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the 
NDA #(s).

NDA# 21259 Metadate CD Capsules
NDA# 21419 Methylin Oral Solution
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NDA# 21475 Methylin Chewable Tablets
NDA# 18029 Ritalin SR Tablets
NDA# 21121 Concerta tablets
NDA# 10187 Ritalin Tablets
NDA# 21514 Daytrana Transdermal Patches
NDA# 21814 Ritalin LA Capsules
NDA# 202100 Quillivant XR for extended-release oral suspension

     
2.  Combination product.  

If the product contains more than one active moiety(as defined in Part II, #1), has FDA 
previously approved an application under section 505 containing any one of the active moieties 
in the drug product?  If, for example, the combination contains one never-before-approved active 
moiety and one previously approved active moiety, answer "yes."  (An active moiety that is 
marketed under an OTC monograph, but that was never approved under an NDA, is considered 
not previously approved.)  

YES NO 

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the 
NDA #(s).  

NDA#

NDA#

NDA#

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO 
THE SIGNATURE BLOCKS ON PAGE 8.  (Caution: The questions in part II of the summary 
should only be answered “NO” for original approvals of new molecular entities.) 
IF “YES,” GO TO PART III.

PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of 
new clinical investigations (other than bioavailability studies) essential to the approval of the 
application and conducted or sponsored by the applicant."  This section should be completed 
only if the answer to PART II, Question 1 or 2 was "yes."  

1.  Does the application contain reports of clinical investigations?  (The Agency interprets 
"clinical investigations" to mean investigations conducted on humans other than bioavailability 
studies.)  If the application contains clinical investigations only by virtue of a right of reference 
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to clinical investigations in another application, answer "yes," then skip to question 3(a).  If the 
answer to 3(a) is "yes" for any investigation referred to in another application, do not complete 
remainder of summary for that investigation. 

YES NO 

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8. 

2.  A clinical investigation is "essential to the approval" if the Agency could not have approved 
the application or supplement without relying on that investigation.  Thus, the investigation is not 
essential to the approval if 1) no clinical investigation is necessary to support the supplement or 
application in light of previously approved applications (i.e., information other than clinical 
trials, such as bioavailability data, would be sufficient to provide a basis for approval as an 
ANDA or 505(b)(2) application because of what is already known about a previously approved 
product), or 2) there are published reports of studies (other than those conducted or sponsored by 
the applicant) or other publicly available data that independently would have been sufficient to 
support approval of the application, without reference to the clinical investigation submitted in 
the application.

(a) In light of previously approved applications, is a clinical investigation (either 
conducted by the applicant or available from some other source, including the published 
literature) necessary to support approval of the application or supplement?

YES NO 

If "no," state the basis for your conclusion that a clinical trial is not necessary for 
approval AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8:

                                                 
(b) Did the applicant submit a list of published studies relevant to the safety and 
effectiveness of this drug product and a statement that the publicly available data would 
not independently support approval of the application?

YES NO 

(1) If the answer to 2(b) is "yes," do you personally know of any reason to 
disagree with the applicant's conclusion?  If not applicable, answer NO.

YES NO 

     If yes, explain:                                     

                                                        

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted 
or sponsored by the applicant or other publicly available data that  could 
independently demonstrate the safety and effectiveness of this drug product? 
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YES NO 

     If yes, explain:                                         

                                                        

(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical 
investigations submitted in the application that are essential to the approval:

RP-BP-EF001: A randomized, double-blind study of the time course of response to
[Biphentin] methylphenidate hydrochloride extended-release capsules as compared to
placebo in children 6 to 12 years with Attention Deficit Hyperactivity Disorder (ADHD)
in an analog classroom setting” (note, the approved trade name is Aptensio XR and not
Biphentin)

RP-BP-EF002: A randomized, parallel, double-blind efficacy and safety study of
[Biphentin] methylphenidate hydrochloride extended release capsules compared to
placebo in children and adolescents 6 to 18 years with Attention Deficit Hyperactivity
Disorder” (note, the approved trade name is Aptensio XR and not Biphentin)

Studies comparing two products with the same ingredient(s) are considered to be bioavailability 
studies for the purpose of this section.  

3.  In addition to being essential, investigations must be "new" to support exclusivity.  The 
agency interprets "new clinical investigation" to mean an investigation that 1) has not been relied 
on by the agency to demonstrate the effectiveness of a previously approved drug for any 
indication and 2) does not duplicate the results of another investigation that was relied on by the 
agency to demonstrate the effectiveness of a previously approved drug product, i.e., does not 
redemonstrate something the agency considers to have been demonstrated in an already approved 
application.  

a) For each investigation identified as "essential to the approval," has the investigation 
been relied on by the agency to demonstrate the effectiveness of a previously approved 
drug product?  (If the investigation was relied on only to support the safety of a 
previously approved drug, answer "no.")

Investigation #1    YES NO 

Investigation #2    YES NO 

If you have answered "yes" for one or more investigations, identify each such 
investigation and the NDA in which each was relied upon:
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b) For each investigation identified as "essential to the approval", does the investigation 
duplicate the results of another investigation that was relied on by the agency to support 
the effectiveness of a previously approved drug product?

Investigation #1 YES NO 

Investigation #2 YES NO 

If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on:

c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the 
application or supplement that is essential to the approval (i.e., the investigations listed in 
#2(c), less any that are not "new"):

RP-BP-EF001
RP-BP-EF002

4.  To be eligible for exclusivity, a new investigation that is essential to approval must also have 
been conducted or sponsored by the applicant.  An investigation was "conducted or sponsored 
by" the applicant if, before or during the conduct of the investigation, 1) the applicant was the 
sponsor of the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or 
its predecessor in interest) provided substantial support for the study.  Ordinarily, substantial 
support will mean providing 50 percent or more of the cost of the study.

a) For each investigation identified in response to question 3(c): if the investigation was 
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor?

Investigation #1 !
!

IND # 104624 YES  !  NO   
!  Explain: 

                          
             

Investigation #2 !
!

IND # 104624 YES !  NO   
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!  Explain: 
                        

   
                                                            

(b) For each investigation not carried out under an IND or for which the applicant was 
not identified as the sponsor, did the applicant certify that it or the applicant's predecessor 
in interest provided substantial support for the study?

Investigation #1 !
!

YES !  NO   
Explain: !  Explain: 

   

Investigation #2 !
!

YES   !  NO   
Explain: !  Explain:

   

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe 
that the applicant should not be credited with having "conducted or sponsored" the study?  
(Purchased studies may not be used as the basis for exclusivity.  However, if all rights to 
the drug are purchased (not just studies on the drug), the applicant may be considered to 
have sponsored or conducted the studies sponsored or conducted by its predecessor in 
interest.)

YES NO 

If yes, explain:  

=================================================================
                                                      
Name of person completing form:  Shin-Ye Sandy Chang, Pharm.D.                   
Title:  Regulatory Project Manager
Date:  April 17, 2015

                                                      
Name of Office/Division Director signing form:  Mitchell Mathis, M.D.

Reference ID: 3733601



Page 8

Title:  Division Director
Form OGD-011347; Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12

Reference ID: 3733601



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

SHIN-YE CHANG
04/17/2015

MITCHELL V Mathis
04/17/2015

Reference ID: 3733601

















---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

SHIN-YE CHANG
04/21/2015

Reference ID: 3736406



From: Delehant, Todd
To: Chang, ShinYe
Subject: RE: NDA 205831 - Aptensio XR container label
Date: Thursday, April 16, 2015 3:35:55 PM

Sandy,
 
Rhodes Pharma agrees with this change to the Aptensio XR bottle labels.
In order to comply with the United States Pharmacopeia (USP) policy entitled, Monograph Naming
Policy for Salt Drug Substances in Drug Products and Compounded Preparations (the USP Salt
Policy),  Rhodes commits to updating the Aptensio XR container labels to include the free base
equivalent information.
Rhodes will include the following text on the side panel:  Each capsule contains xx mg of
methylphenidate hydrochloride (equivalent to xx mg of methylphenidate free base)
 
Rhodes proposes to implement this change as part of the final carton/container/labeling submission
post approval.
 
Best Regards,
Todd
 
Todd M. Delehant, Ph.D., RAC
Director Regulatory Affairs
Rhodes Pharmaceuticals L.P.
Ph:  (401) 262-9425
 
 
 

From: Chang, ShinYe [mailto:ShinYe.Chang@fda.hhs.gov] 
Sent: Thursday, April 16, 2015 3:29 PM
To: Delehant, Todd
Subject: RE: NDA 205831 - Aptensio XR container label
 
Hi Todd,
 
In order to comply with the United States Pharmacopeia (USP) policy entitled, Monograph Naming
Policy for Salt Drug Substances in Drug Products and Compounded Preparations (the USP Salt
Policy),  your container label needs to include the free base equivalent information.
 
We suggest the following text on the side panel:  Each capsule contains xx mg of methylphenidate
hydrochloride (equivalent to xx mg of methylphenidate free base)
 
Please let me know if you have already printed your container labels. If so, we will need  your
agreement to implement this change as part of the final carton/container/labeling submission post
approval.
 
An agreement to make these changes is requested by COB, today.
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Thanks,

Sandy
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PeRC Meeting Minutes 
March 11, 2015 

 
 
PeRC Members Attending: 
Lynne Yao 
Rosemary Addy (only reviewed , Neupro, and Linzess) 
Jane Inglese 
Hari Cheryl Sachs 
Wiley Chambers  
Tom Smith 
Karen Davis-Bruno 
Peter Starke  
Andrew Mulberg 
Gregory Reaman 
Daiva Shetty  
Julia Pinto 
Freda Cooner 
Lily Mulugeta 
Nisha Jain (only reviewed  
Barbara Buch (only reviewed  
Adrienne Hornatko-Munoz (only reviewed  
Dianne Murphy 
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IND 

IND 
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Avelox (moxifloxacin) Partial Waiver/Deferral/Plan 
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(b) (4)



• NDAs 021277/056 and 21085/060 seek marketing approval for Avelox (moxifloxacin) for 
treatment of plague. 

• The supplements trigger PREA as directed to new indications. 
• The supplements have PDUFA goal dates of May 8, 2015. 
• The PeRC noted that information on  

 for complicated intra-abdominal 
infections (cIAI), which will allow the product to be labeled for plague. 

• PeRC Recommendations: 
o The PeRC agreed with a partial waiver for pediatric patients aged birth to less 

than 3 months because studies would be impossible or highly impracticable.   
o The PeRC agreed with a deferral for pediatric patients 3 months to less than 17 

years of age because adult studies have been completed and the product is 
ready for approval.   The Division clarified that these studies will be due and 
should be submitted at the end of this year.   

 
Aptensio XR (methylphenidate) Partial Waiver/Deferal/Plan/Assessment 

• NDA 205831 seeks marketing approval for Aptensio XR (methylphenidate) for treatment 
of attention deficit hyperactivity disorder. 

• The application triggers PREA as directed to a new dosage form. 
• The application has a PDUFA goal date of April 18, 2015. 
• The Division clarified that the sponsor submitted the NDA without an Agreed iPSP.  The 

Division decided to file the application without an Agreed iPSP because the application 
contained predominately pediatric data, and only data for pediatric patients 4 to less 
than 6 years of age were not included.   

• PeRC Recommendations: 
o The PeRC agreed with a partial waiver for pediatric patients less than 4 years of 

age because studies would be impossible or highly impracticable.   
o The PeRC agreed with a deferral for pediatric patients 4 to less than 6 years of 

age due to the expected difficulty in enrolling pediatric patients of this age, and 
the Division’s limited experience with the study of ADHD in younger children (4 
to less than 6 years old).  The PeRC recommended that the Division add a long-
term safety study of these patients to the PREA requirement.   

o The PeRC recommended that the PK study be modified by utilizing existing 
information obtained from older pediatric patients (6-9 year olds) in order to 
decrease the amount of PK sampling needed.   
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Neupro (rotigotine) PMR change 
• NDA 21829/001 was approved April 2, 2011, for Neupro (rotigotine) for treatment of 

moderate-to-severe primary restless legs syndrome.   
• At the time of approval, the following three pediatric postmarketing studies were 

required under PREA: 
o 1885-1 Conduct a PK/PD study in adolescents ages = 13 years to 17 years with 

moderate to severe symptoms of primary Restless Legs Syndrome. 
 Final Protocol Submission: June 2012 
 Study Completion: April 2014 
 Final Report Submission: November 2014 
 Status- Final report submitted November 19, 2014. 

o 1885-2 Conduct a clinical trial to assess the efficacy and safety of rotigotine 
transdermal (Neupro) in adolescents ≥13 years to 17 years with moderate to 
severe symptoms of primary Restless Legs Syndrome. Develop age appropriate 
dose(s) in order to then identify the lowest maximally effective dose in this age 
group. 
 Final Protocol Submission: September 2015 
 Study Completion: July 2024 
 Final Report Submission: February 2025 
 Status-Pending 

o 1885-3 Conduct a long-term safety study of adolescents ages =13 years to 17 
years with moderate to severe symptoms of primary Restless Legs Syndrome. 
The study must provide a descriptive analysis of safety data in pediatric patients 
during at least 12 months of continuous treatment with rotigotine transdermal 
at individualized doses in association with the trial described in the 
pediatricefficacy study. 
 Final Protocol Submission: June 2012 
 Study Completion: September 2026 
 Final Report Submission: April 2027 
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Linzess (linaclotide)  
• NDA 202811 was approved August 30, 2012, for Linzess (linaclotide) for treatment of 

chronic idiopathic constipation. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
NDA 205831 
 

LABELING PMR/PMC DISCUSSION COMMENTS 
  
Rhodes Pharmaceuticals, L.P. 
Attention: Todd Delehant, Ph.D. 
Associate Director of Regulatory Affairs 
498 Washington Street 
Coventry, RI 02816 
 
Dear Dr. Delehant: 
 
Please refer to your New Drug Application (NDA) dated June 18, 2014, submitted under section 
505(b)(2) of the Federal Food, Drug, and Cosmetic Act for Aptensio XR (methylphenidate 
hydrochloride) extended-release capsules, 10 mg, 15 mg, 20 mg, 30 mg, 40 mg, 50 mg, 60 mg, 

 
 
We also refer to our August 28, 2014, letter in which we notified you of our target date of March 
21, 2015 for communicating labeling changes and/or postmarketing requirements/commitments 
in accordance with the “PDUFA Reauthorization Performance Goals and Procedures - Fiscal 
Years 2013 Through 2017.” 
  
On December 19, 2014, we received your December 19, 2014, proposed labeling submission to 
this application, and have proposed revisions that are included as an enclosure.  We request that 
you resubmit labeling that addresses these issues by April 3, 2015.  The resubmitted labeling will 
be used for further labeling discussions. 
 
Your proposed prescribing information (PI) must conform to the content and format regulations 
found at CFR 201.56(a) and (d) and 201.57.  Prior to resubmitting your proposed PI, we 
encourage you to review the labeling review resources on the PLR Requirements for Prescribing 
Information website including:  
 

• The Final Rule (Physician Labeling Rule) on the content and format of the PI for human 
drug and biological products  

• Regulations and related guidance documents  
• A sample tool illustrating the format for Highlights and Contents, and  
• The Selected Requirements for Prescribing Information (SRPI) − a checklist of 42 

important format items from labeling regulations and guidances.   
 
At the end of labeling discussions, use the SRPI checklist to ensure that the PI conforms with 
format items in regulations and guidances.  
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NDA 205831 
Page 2 
 

We have the following proposed Pediatric Research Equity Act (PREA) Postmarketing 
Requirements.  
 

1. A deferred pediatric study under PREA for the treatment of Attention Deficit 
Hyperactivity Disorder in pediatric patients ages 4 to less than 6 years old. A randomized, 
double-blind, placebo-controlled, flexible-dose titration study of methylphenidate 
hydrochloride extended-release capsules (Aptensio XR) in children ages 4 to 5 years 
diagnosed with ADHD.   

   
  Final Protocol Submission Date: by December 31, 2015 
  Study/Trial Completion Date: by March 31, 2019 
  Final Report Submission: by December 31, 2019 
 

2. A deferred pediatric study under PREA for the treatment of Attention Deficit 
Hyperactivity Disorder in pediatric patients ages 4 to less than 6 years old. A single-dose, 
open-label, randomized pharmacokinetic study of Aptensio XR capsules in male or 
female children (4 to less than 6 years of age) with ADHD in fed condition 
  

  Final Protocol Submission Date: by March 31, 2015 
  Study/Trial Completion Date: by December 31, 2016 
  Final Report Submission: by June 30, 2017 
 

3. A deferred pediatric study under PREA for the treatment of Attention Deficit 
Hyperactivity Disorder in pediatric patients ages 4 to less than 6 years old. A one year 
Pediatric Open-Label Safety Study for patients age 4 to 5 years (at the time of entry into 
Study 1 or Study 2 or at the time of enrollment if directly enrolled into Study 3) with 
ADHD. 
 

  Final Protocol Submission Date: by December 31, 2015 
  Study/Trial Completion Date: by March 31, 2019 

 Final Report Submission: by December 31, 2019 
 
If you have any questions, contact me at shinye.chang@fda.hhs.gov. 
 

 
Sincerely, 
 
{See appended electronic signature page} 
 
LCDR Shin-Ye Sandy Chang, Pharm.D. 
Regulatory Project Manager 
Division of Psychiatry Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 

 
ENCLOSURE: Draft Labeling 
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Silver Spring, MD  20993

NDA 205831

PROPRIETARY NAME REQUEST
CONDITIONALLY ACCEPTABLE

Rhodes Pharmaceuticals L.P.
498 Washington Street
Coventry, RI 02816

ATTENTION: Todd M. Delehant, Ph.D. 
Associate Director Regulatory

Dear Dr. Delehant:

Please refer to your New Drug Application (NDA) dated and received June 18, 2014, submitted 
under section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for Methylphenidate 
Hydrochloride Extended Release Capsules, 10 mg, 15 mg, 20 mg, 30 mg, 40 mg, 50 mg, 60 mg,  

We also refer to your correspondence, dated and received September 5, 2014, requesting review
of your proposed proprietary name, Aptensio XR. 

We have completed our review of the proposed proprietary name, Aptensio XR and have 
concluded that it is acceptable. 

If any of the proposed product characteristics as stated in your September 5, 2014, submission 
are altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review. 
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NDA 205831
Page 2

If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Vasantha Ayalasomayajula, Safety Regulatory Project 
Manager in the Office of Surveillance and Epidemiology, at (240) 402-5035. For any other 
information regarding this application, contact Shin-Ye Chang, Regulatory Project Manager in 
the Office of New Drugs, at (301) 796-3971.

Sincerely,

{See appended electronic signature page}

Kellie A. Taylor, Pharm.D., MPH
Deputy Director
Office of Medication Error Prevention and Risk Management
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research

Reference ID: 3664397



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

TODD D BRIDGES on behalf of KELLIE A TAYLOR
11/26/2014

Reference ID: 3664397



DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 205831

FILING COMMUNICATION –
NO FILING REVIEW ISSUES IDENTIFIED

Rhodes Pharmaceuticals, L.P.
Attention: Todd Delehant, Ph.D.
Associate Director of Regulatory Affairs
498 Washington Street
Coventry, RI 02816

Dear Dr. Delehant:

Please refer to your New Drug Application (NDA) dated June 18, 2014, received June 18, 2014, 
submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act, for 
Aptensio XR (methylphenidate hydrochloride) extended-release capsules, 10 mg, 15 mg, 20 mg, 
30 mg, 40 mg, 50 mg, 60 mg

We also refer to your amendment dated August 13, 2014.

We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 CFR 314.101(a), this 
application is considered filed 60 days after the date we received your application.  The review 
classification for this application is Standard. Therefore, the user fee goal date is April 18, 2015.

We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, mid-
cycle, team and wrap-up meetings).  Please be aware that the timelines described in the guidance 
are flexible and subject to change based on workload and other potential review issues (e.g., 
submission of amendments).  We will inform you of any necessary information requests or status 
updates following the milestone meetings or at other times, as needed, during the process.  If 
major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing commitment requests by March 21, 2015. In 
addition, the planned date for our internal mid-cycle review meeting is November 11, 2014.  We 
are not currently planning to hold an advisory committee meeting to discuss this application. 

At this time, we are notifying you that, we have not identified any potential review issues. Please 
note that our filing review is only a preliminary evaluation of the application and is not indicative 
of deficiencies that may be identified during our review. 
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ONDQA-Biopharmaceutics
1. The data supporting the proposed dissolution acceptance criteria of your product are 

insufficient. Therefore, submit the following information/data:
a. Dissolution profiles (individual and mean values) in tabular and graphical form 

from all pivotal clinical and PK studies.
b. In general, the selection of the dissolution acceptance criteria limits is based on 

the mean target value +10% and NLT % for the last specification time-point.   
Wider specification ranges may be acceptable if they are supported by an 
approved In Vitro-In Vivo Correlation (IVIVC) model or in vivo BE study.

c. Implement a dissolution acceptance criterion for the immediate release portion of 
your proposed product [sampling time point (e.g., 30 min) and limit]. 

2. Provide the following in support of the extended release designation claim (refer also to CFR 
320.25f):

a. The BA profile established for the drug product rules out the occurrence of any 
dose dumping;

b. The drug product’s steady-state performance is comparable (e.g., degree of 
fluctuation is similar or lower) to a currently marketed non-controlled release or 
controlled-release drug product that contains the same active drug ingredient or 
therapeutic moiety and that is subject to an approved full NDA. 

c. The drug product’s formulation provides consistent pharmacokinetic performance 
between individual dosage units;

d. The drug product has a less frequent dosing interval compared to a currently 
marketed non-controlled release drug product.

3. Provide the data generated on the in vitro dose-dumping study in the presence of alcohol.
a. The following alcohol concentrations for the in vitro dissolution studies (using 12 

units each) are recommended: 0 %, 5 %, 10 %, 20 %, and 40 %.
b. Generally a range of alcohol concentrations in 0.1 N HCl and the QC dissolution 

medium is recommended. If the optimal dissolution medium has not been 
identified, then dissolution profiles using the above range of alcohol 
concentrations in three physiologically relevant pH media (pH 1.2, 4.5, and 6.8) 
are recommended.  

c. Submit the dissolution profile comparisons with similarity testing (e.g., f2 values) 
i. Compare the shape of the dissolution profile to see if the modified release 

characteristics are maintained, especially in the first 2 hours. 
ii. The report should include the complete data (i.e., individual, mean, SD, 

comparison plots, statistical testing for similarity, etc.) collected during the 
evaluation of the in vitro alcohol induced dose dumping study.

4. Provide Dissolution profile comparisons with similarity testing (e.g., f2 testing) between the 
highest and lower strengths of your proposed product in three different media.

5. Provide dissolution profile comparisons with similarity testing between the US clinical trial 
formulation and the commercial (Canadian) formulation; in addition provide a side-by-side 
table comparing their manufacturing processes.

Office of Surveillance and Epidemiology, Division of Risk Management (DRISK)
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Your original submission dated June 18, 2014 included a draft risk evaluation and mitigation 
strategy (REMS) and the Office of Surveillance and Epidemiology/Division of Risk 
Management have the following comments:

1. We note that although other approved methylphenidate products (oral, transdermal and 
injection) include Medication Guides (MG) as part of their approved labeling, no other 
approved methylphenidate product has a REMS. FDA Guidance Medication Guides –
Distribution Requirements and Inclusion in Risk Evaluation and Mitigation Strategies 
(REMS) states that “…the Agency has the authority to determine, based on the risks of a 
drug and public health concern, whether a Medication Guide should be required as part 
of a REMS when the standard in part 208 is met, and may decide the Medication Guide 
should be required as labeling but not part of REMS if FDA determines that a REMS is 
not necessary to ensure the benefits of the drug outweigh its risk.”  

a. Given the information provided above, if it is Rhodes Pharmaceuticals’ intent to 
propose a REMS for their NDA 205831, the following is required:

 Submit an Amendment to your original application to include the 
addition of a REMS Supporting Document. A REMS Supporting 
document is required as part of a REMS submission, as outlined in FDA’s 
Guidance for Industry – Format and content of Proposed Risk 
Evaluation and Mitigation Strategies (REMS) REMS Assessments, 
and Proposed REMS Modifications. Please refer to this guidance for 
details including content of the REMS Supporting Document at 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInf
ormation/Guidances/UCM184128.pdf including Background, Goals 
Section, Supporting Information About Proposed REMS Elements 
(including rationale for the proposed REMS), REMS Assessment Plan 
and Other Relevant Information. Specifically include your rationale about 
why you are proposing the need for a REMS for NDA 205831 
Methylphenidate ER to ensure the benefit outweighs the risk for this 
product. Including what aspects of the application are unique to this 
methylphenidate product to require additional mitigation beyond a 
Medication Guide in labeling.

b. Given the information provided above, if Rhodes Pharmaceuticals chooses to 
withdraw the REMS as part of your application (i.e. your intent is to have a 
Medication Guide as part of labeling only), the following is required:

 Submit a REMS Correspondence submission stating you did not plan to 
provide a REMS as part of your application along with your rationale why 
a REMS is not needed.

PRESCRIBING INFORMATION

Your proposed prescribing information (PI) must conform to the content and format regulations 
found at 21 CFR 201.56(a) and (d) and 201.57.  We encourage you to review the labeling review 
resources on the PLR Requirements for Prescribing Information website including:
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 The Final Rule (Physician Labeling Rule) on the content and format of the PI for human 
drug and biological products 

 Regulations and related guidance documents 
 A sample tool illustrating the format for Highlights and Contents, and 
 The Selected Requirements for Prescribing Information (SRPI) − a checklist of 42 

important format items from labeling regulations and guidances.  

During our preliminary review of your submitted labeling, we have identified the following 
labeling issues and have the following labeling comments or questions:

HIGHLIGHTS: GENERAL FORMAT 
The length of HL must be one-half page or less unless a waiver has been granted in a previous 
submission.  The HL Boxed Warning does not count against the one-half page requirement. 

We request that you resubmit labeling (in Microsoft Word format) that addresses these issues by 
September 19, 2014.  The resubmitted labeling will be used for further labeling discussions.  Use 
the SRPI checklist to correct any formatting errors to ensure conformance with the format items 
in regulations and guidances. 

At the end of labeling discussions, use the SRPI checklist to ensure that the PI conforms with
format items in regulations and guidances. 

Please respond only to the above requests for information.  While we anticipate that any response 
submitted in a timely manner will be reviewed during this review cycle, such review decisions 
will be made on a case-by-case basis at the time of receipt of the submission.

PROMOTIONAL MATERIAL

You may request advisory comments on proposed introductory advertising and promotional 
labeling.   Please submit, in triplicate, a detailed cover letter requesting advisory comments (list 
each proposed promotional piece in the cover letter along with the material type and material 
identification code, if applicable), the proposed promotional materials in draft or mock-up form 
with annotated references, and the proposed package insert (PI), and Medication Guide.  Submit 
consumer-directed, professional-directed, and television advertisement materials separately and 
send each submission to:

Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Prescription Drug Promotion (OPDP)
5901-B Ammendale Road
Beltsville, MD 20705-1266

Do not submit launch materials until you have received our proposed revisions to the package 
insert (PI), and Medication Guide, and you believe the labeling is close to the final version.  
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For more information regarding OPDP submissions, please see 
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm.  If you have any 
questions, call OPDP at 301-796-1200.

REQUIRED PEDIATRIC ASSESSMENTS

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable.

We acknowledge receipt of your request for a partial waiver and a partial deferral of pediatric 
studies for this application.  Once we have reviewed your request, we will notify you if the 
partial waiver and deferral requests are denied.

If you have any questions, contact Shin-Ye Sandy Chang, Regulatory Project Manager, at 
shinye.chang@fda.hhs.gov

Sincerely,

{See appended electronic signature page}

Mitchell V. Mathis, M.D
CAPT, USPHS
Director 
Division of Psychiatry Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 205831
NDA ACKNOWLEDGMENT

Rhodes Pharmaceuticals L.P.
Attention:  Todd M. Delehant, Ph.D.
Associate Director of Regulatory Affairs
498 Washington Street
Coventry, RI 02816

Dear Dr. Delehant:

We have received your New Drug Application (NDA) submitted pursuant to section 505(b)(2) of 
the Federal Food, Drug, and Cosmetic Act (FDCA) for the following:

Name of Drug Product:   Aptensio XR (methylphenidate hydrochloride) extended-release 
     capsules, 10 mg, 15 mg, 20 mg, 30 mg, 40 mg, 50 mg, 60 mg  
     

Date of Application: June 18, 2014

Date of Receipt: June 18, 2014

Our Reference Number: NDA 205831

Unless we notify you within 60 days of the receipt date that the application is not sufficiently 
complete to permit a substantive review, we will file the application on August 17, 2014, in 
accordance with 21 CFR 314.101(a).

If you have not already done so, promptly submit the content of labeling [21 CFR 
314.50(l)(1)(i)] in structured product labeling (SPL) format as described at
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm. Failure 
to submit the content of labeling in SPL format may result in a refusal-to-file action under 21 
CFR 314.101(d)(3). The content of labeling must conform to the content and format
requirements of revised 21 CFR 201.56-57.

You are also responsible for complying with the applicable provisions of sections 402(i) and 
402(j) of the Public Health Service Act (PHS Act) [42 USC §§ 282 (i) and (j)], which was 
amended by Title VIII of the Food and Drug Administration Amendments Act of 2007 
(FDAAA) (Public Law No, 110-85, 121 Stat. 904).
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The NDA number provided above should be cited at the top of the first page of all submissions 
to this application.  Send all submissions, electronic or paper, including those sent by overnight 
mail or courier, to the following address:

Food and Drug Administration
Center for Drug Evaluation and Research
Division of Psychiatry Products
5901-B Ammendale Road
Beltsville, MD 20705-1266

All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound. The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area. Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  
Non-standard, large pages should be folded and mounted to allow the page to be opened for 
review without disassembling the jacket and refolded without damage when the volume is 
shelved. Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  For additional information, please see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm.

Secure email between CDER and applicants is useful for informal communications when 
confidential information may be included in the message (for example, trade secrets or patient 
information).  If you have not already established secure email with the FDA and would like to 
set it up, send an email request to SecureEmail@fda.hhs.gov.  Please note that secure email may 
not be used for formal regulatory submissions to applications.
If you have any questions, contact me, at shinye.chang@fda.hhs.gov.

Sincerely,

{See appended electronic signature page}

LCDR Shin-Ye Sandy Chang, Pharm.D.
Regulatory Project Manager
Division of Psychiatry Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research
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