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EXCLUSIVITY SUMMARY

NDA # 207946  SUPPL # O-1 HFD # 130

Trade Name  Invega Trinza

Generic Name  paliperidone palmitate

Applicant Name  Janssen Pharmaceuticals, Inc.    

Approval Date, If Known  5/18/15

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)(1)

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?

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?
   
     

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).
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NDA# 22264 paliperidone palmitate

NDA#

NDA#

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.)  NA

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:

PSY-3012: Randomized, double-blind, parallel group, multicenter noninferiority study of 48 
weeks duration preceded by a 17-week, open-label stabilization phase with PP1M
PSY-1005: Randomized, single-dose, open-label, parallel group, multicenter study consisting of 
4 panels, with each panel including 2 single dose treatment periods. In each panel the single dose 
of PP3M was followed by a 364- to 544-day observation period for PK and safety evaluations.
PSY-3011 (Ongoing--blinded safety data submitted to support exposure for safety):
Randomized, double-blind, parallel group, multicenter noninferiority study of 48 weeks duration 
preceded by a 17-week, open-label stabilization phase with PP1M.

                    
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:

Reference ID: 3755558



Page 6

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"):

PSY-3012: Randomized, double-blind, parallel group, multicenter noninferiority study of 48 
weeks duration preceded by a 17-week, open-label stabilization phase with PP1M
PSY-1005: Randomized, single-dose, open-label, parallel group, multicenter study consisting of 
4 panels, with each panel including 2 single dose treatment periods. In each panel the single dose 
of PP3M was followed by a 364- to 544-day observation period for PK and safety evaluations.
PSY-3011 (Ongoing--blinded safety data submitted to support exposure for safety):
Randomized, double-blind, parallel group, multicenter noninferiority study of 48 weeks duration 
preceded by a 17-week, open-label stabilization phase with PP1M.

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 # 76952 YES  !  NO   
!  Explain: 
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Investigation #2 and #3 !
!

IND # 76952 YES !  NO   
!  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? NA

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:  Ann Sohn                   
Title:  Regulatory Project Manager
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Date:  5/18/15

                                                      
Name of Office/Division Director signing form:  DPP/Mitchell Mathis
Title:  Director

Form OGD-011347; Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12
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ACTION PACKAGE CHECKLIST

APPLICATION INFORMATION1

NDA #   207946
BLA # 

NDA Supplement #   
BLA Supplement #   

If NDA, Efficacy Supplement Type:
(an action package is not required for SE8 or SE9 supplements)

Proprietary Name: Invega Trinza
Established/Proper Name:  paliperidone palmitate 3 month
Dosage Form:         extended-release injectable suspension

Applicant:  Janssen Pharmaceuticals, Inc. 
Agent for Applicant (if applicable):  Beth Geter-Douglass

RPM:  Ann Sohn Division:  Division of Psychiatry Products

NDA Application Type:   505(b)(1)   505(b)(2)
Efficacy Supplement:       505(b)(1)    505(b)(2)

BLA Application Type:   351(k)    351(a)
Efficacy Supplement:      351(k)    351(a)

For ALL 505(b)(2) applications, two months prior to EVERY action:

! Review the information in the 505(b)(2) Assessment and submit 
the draft2 to CDER OND IO for clearance.  

! Check Orange Book for newly listed patents and/or 
exclusivity (including pediatric exclusivity)  

No changes     
New patent/exclusivity  (notify CDER OND IO)   

Date of check: 

Note: If pediatric exclusivity has been granted or the pediatric 
information in the labeling of the listed drug changed, determine whether 
pediatric information needs to be added to or deleted from the labeling of 
this drug. 

Actions

! Proposed action
! User Fee Goal Date is 5/18/15   AP          TA       CR    

! Previous actions (specify type and date for each action taken)                  None    
If accelerated approval or approval based on efficacy studies in animals, were promotional 
materials received?
Note:  Promotional materials to be used within 120 days after approval must have been
submitted (for exceptions, see 
http://www fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guida
nces/ucm069965.pdf).  If not submitted, explain 

  Received

Application Characteristics 3

                                                          
1 The Application Information Section is (only) a checklist.  The Contents of Action Package Section (beginning on page 2) lists 
the documents to be included in the Action Package.
2 For resubmissions, 505(b)(2) applications must be cleared before the action, but it is not necessary to resubmit the draft 505(b)(2) 
Assessment to CDER OND IO unless the Assessment has been substantively revised (e.g., new listed drug, patent certification 
revised).
3 Answer all questions in all sections in relation to the pending application, i.e., if the pending application is an NDA or BLA 
supplement, then the questions should be answered in relation to that supplement, not in relation to the original NDA or BLA.  
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Review priority:       Standard       Priority
Chemical classification (new NDAs only):          type 5
(confirm chemical classification at time of approval)

  Fast Track                                                                  Rx-to-OTC full switch
  Rolling Review                                                          Rx-to-OTC partial switch
  Orphan drug designation                                           Direct-to-OTC
  Breakthrough Therapy designation  

NDAs:  Subpart H                                                                           BLAs:  Subpart E
      Accelerated approval (21 CFR 314.510)                                  Accelerated approval (21 CFR 601.41)
      Restricted distribution (21 CFR 314.520)                                 Restricted distribution (21 CFR 601.42)

              Subpart I                                                                                          Subpart H 
      Approval based on animal studies                                              Approval based on animal studies

  Submitted in response to a PMR                                              REMS:    MedGuide
  Submitted in response to a PMC                                                              Communication Plan
  Submitted in response to a Pediatric Written Request                             ETASU

  MedGuide w/o REMS
  REMS not required

Comments: 

BLAs only:  Is the product subject to official FDA lot release per 21 CFR 610.2 
(approvals only)   Yes       No

Public communications (approvals only)

! Office of Executive Programs (OEP) liaison has been notified of action   Yes     No

! Indicate what types (if any) of information were issued

  None
  FDA Press Release
  FDA Talk Paper
  CDER Q&As
  Other 

Exclusivity

! Is approval of this application blocked by any type of exclusivity (orphan, 5-year 
NCE, 3-year, pediatric exclusivity)?

! If so, specify the type
  No             Yes

Patent Information (NDAs only)

! Patent Information: 
Verify that form FDA-3542a was submitted for patents that claim the drug for 
which approval is sought.   

  Verified
  Not applicable because drug is 

an old antibiotic. 

CONTENTS OF ACTION PACKAGE
Officer/Employee List

List of officers/employees who participated in the decision to approve this application and 
consented to be identified on this list (approvals only)   Included

Documentation of consent/non-consent by officers/employees   Included
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Action Letters

Copies of all action letters (including approval letter with final labeling) Action(s) and date(s) AP 5/18/15

Labeling

Package Insert (write submission/communication date at upper right of first page of PI)

! Most recent draft labeling (if it is division-proposed labeling, it should be in 
track-changes format)

  Included

! Original applicant-proposed labeling   Included

Medication Guide/Patient Package Insert/Instructions for Use/Device Labeling (write 
submission/communication date at upper right of first page of each piece)

  Medication Guide
  Patient Package Insert
  Instructions for Use
  Device Labeling
  None

! Most-recent draft labeling (if it is division-proposed labeling, it should be in 
track-changes format)

  Included

! Original applicant-proposed labeling   Included

Labels (full color carton and immediate-container labels) (write
submission/communication date on upper right of first page of each submission)

! Most-recent draft labeling Included

Proprietary Name 
! Acceptability/non-acceptability letter(s) (indicate date(s))
! Review(s) (indicate date(s)   

Acceptability Letter 3/10/15
DMEPA Review 3/3/15

Labeling reviews (indicate dates of reviews)

RPM: None 
DMEPA: None 4/20/15, 
5/11/15
DMPP/PLT (DRISK):

None 4/10/15
OPDP: None 4/13/15
SEALD: None   
CSS: None 
Product Quality None  
Other: None   

Administrative / Regulatory Documents

RPM Filing Review4/Memo of Filing Meeting (indicate date of each review)
All NDA 505(b)(2) Actions: Date each action cleared by 505(b)(2) Clearance Committee

12/16/14

  Not a (b)(2)     

NDAs only:  Exclusivity Summary (signed by Division Director)   Included  

Application Integrity Policy (AIP) Status and Related Documents  
http://www fda.gov/ICECI/EnforcementActions/ApplicationIntegrityPolicy/default.htm

! Applicant is on the AIP   Yes       No

                                                          
4 Filing reviews for scientific disciplines are NOT required to be included in the action package.
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! This application is on the AIP

o If yes, Center Director’s Exception for Review memo  (indicate date)

o If yes, OC clearance for approval (indicate date of clearance 
communication)

  Yes       No

          Not an AP action

Pediatrics (approvals only)
! Date reviewed by PeRC   4/1/15

If PeRC review not necessary, explain:  

Outgoing communications: letters, emails, and faxes considered important to include in 
the action package by the reviewing office/division (e.g., clinical SPA letters, RTF letter, 
etc.) (do not include previous action letters, as these are located elsewhere in package) 
Internal documents: memoranda, telecons, emails, and other documents considered 
important to include in the action package by the reviewing office/division (e.g., 
Regulatory Briefing minutes, Medical Policy Council meeting minutes)
Minutes of Meetings

! If not the first review cycle, any end-of-review meeting (indicate date of mtg)   N/A or no mtg    

! Pre-NDA/BLA meeting (indicate date of mtg)   No mtg    7/24/14

! EOP2 meeting (indicate date of mtg)   No mtg   11/4/11, CMC 
12/8/11           

! Mid-cycle Communication (indicate date of mtg)   N/A    

! Late-cycle Meeting (indicate date of mtg)   N/A    
! Other milestone meetings (e.g., EOP2a, CMC focused milestone meetings)

(indicate dates of mtgs) Pre-IND 8/20/07

Advisory Committee Meeting(s)   No AC meeting

! Date(s) of Meeting(s)

Decisional and Summary Memos

Office Director Decisional Memo (indicate date for each review)   None    

Division Director Summary Review (indicate date for each review)   None    5/18/15

Cross-Discipline Team Leader Review (indicate date for each review)   None    5/15/15

PMR/PMC Development Templates (indicate total number)   None    

Clinical
Clinical Reviews

! Clinical Team Leader Review(s) (indicate date for each review) No separate review   

! Clinical review(s) (indicate date for each review) 5/11/15

! Social scientist review(s) (if OTC drug) (indicate date for each review)   None    
Financial Disclosure reviews(s) or location/date if addressed in another review

                                                           OR
        If no financial disclosure information was required, check here and include a            
        review/memo explaining why not (indicate date of review/memo)

Clinical reviews from immunology and other clinical areas/divisions/Centers (indicate 
date of each review)

  None    Maternal 4/29/15, 
Pediatric 5/18/15

Controlled Substance Staff review(s) and Scheduling Recommendation (indicate date of 
each review)   N/A    
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Risk Management
! REMS Documents and REMS Supporting Document (indicate date(s) of 

submission(s))
! REMS Memo(s) and letter(s) (indicate date(s))
! Risk management review(s) and recommendations (including those by OSE and 

CSS) (indicate date of each review and indicate location/date if incorporated 
into another review)

  None   

OSI Clinical Inspection Review Summary(ies) (include copies of OSI letters to 
investigators)   None requested  2/25/15

Clinical Microbiology                 None
Clinical Microbiology Team Leader Review(s) (indicate date for each review) No separate review  

Clinical Microbiology Review(s) (indicate date for each review)   None    5/7/15

Biostatistics                                   None
Statistical Division Director  Review(s) (indicate date for each review) No separate review   

Statistical Team Leader Review(s) (indicate date for each review) No separate review   

Statistical Review(s) (indicate date for each review)   None    4/23/15

Clinical Pharmacology                None
Clinical Pharmacology Division Director Review(s) (indicate date for each review) No separate review   

Clinical Pharmacology Team Leader Review(s) (indicate date for each review)   No separate review   

Clinical Pharmacology review(s) (indicate date for each review)   None    5/5/15

OSI Clinical Pharmacology Inspection Review Summary (include copies of OSI letters)   None requested   

Nonclinical                                   None
Pharmacology/Toxicology Discipline Reviews

! ADP/T Review(s) (indicate date for each review)   No separate review  

! Supervisory Review(s) (indicate date for each review)   No separate review  4/28/15
! Pharm/tox review(s), including referenced IND reviews (indicate date for each 

review)   None    4/28/15

Review(s) by other disciplines/divisions/Centers requested by P/T reviewer (indicate date 
for each review)   None    

Statistical review(s) of carcinogenicity studies (indicate date for each review)   No carc    

ECAC/CAC report/memo of meeting   None    
Included in P/T review, page

OSI Nonclinical Inspection Review Summary (include copies of OSI letters)   None requested    

Product Quality                             None
Product Quality Discipline Reviews

! Tertiary review (indicate date for each review)   None   

! Secondary review (e.g., Branch Chief) (indicate date for each review) None   

! Integrated Quality Assessment (contains the Executive Summary and the primary 
reviews from each product quality review discipline) (indicate date for each 
review)

  None    4/21/15, 5/8/15

Reviews by other disciplines/divisions/Centers requested by product quality review team
(indicate date of each review)   None    CDRH/ODE 4/14/15
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Environmental Assessment (check one) (original and supplemental applications) 

  Categorical Exclusion (indicate review date)(all original applications  and    
       all efficacy supplements that could increase the patient population)

  Review & FONSI (indicate date of  review)

  Review & Environmental Impact Statement (indicate date of each review)

Facilities Review/Inspection

  Facilities inspections (action must be taken prior to the re-evaluation date) (only 
original applications and efficacy supplements that require a manufacturing 
facility inspection(e.g., new strength, manufacturing process, or manufacturing 
site change)

  Acceptable
Re-evaluation date:  

  Withhold recommendation
  Not applicable
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Day of Approval Activities

For all 505(b)(2) applications:
! Check Orange Book for newly listed patents and/or exclusivity (including 

pediatric exclusivity)

  No changes
  New patent/exclusivity (Notify 

CDER OND IO)

! Finalize 505(b)(2) assessment   Done

For Breakthrough Therapy (BT) Designated drugs:
! Notify the CDER BT Program Manager

  Done
(Send email to CDER OND IO)

For products that need to be added to the flush list (generally opioids): Flush List
! Notify the Division of Online Communications, Office of Communications

  Done

Send a courtesy copy of approval letter and all attachments to applicant by fax or secure 
email

  Done

If an FDA communication will issue, notify Press Office of approval action after
confirming that applicant received courtesy copy of approval letter 

  Done

Ensure that proprietary name, if any, and established name are listed in the 
Application Product Names section of DARRTS, and that the proprietary name is 
identified as the “preferred” name

  Done

Ensure Pediatric Record is accurate   Done

Send approval email within one business day to CDER-APPROVALS   Done
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Sohn, Ann J

From: Sohn, Ann J
Sent: Monday, May 11, 2015 10:46 AM
To: Geter-Douglass, Beth [JRDUS] (BGeterdo@its.jnj.com)
Subject: NDA 207946 Information Request

Hi Beth, 

Please provide information regarding the levels of two DNA-reactive (mutagenic) impurities  
and  in the paliperidone palmitate batches No. 04J11/F013 and No. 05E26/F13D (or any 
other batches) used in your carcinogenicity study conducted in rats (studyTOX6726 submitted to the 
NDA 22264) if the levels of these impurities in the carcinogenicity study batches are known. These 
two impurities were previously present in some paliperidone palmitate drug substance batches and 
we are interested in their possible qualification in the carcinogenicity study. 

Please provide a response as soon as possible. 

Thank you,  

Ann Sohn, Pharm.D., LCDR USPHS
Regulatory Project Manager
Division of Psychiatry Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research, FDA
Email: ann.sohn@fda.hhs.gov
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Sohn, Ann J

From: Sohn, Ann J
Sent: Wednesday, March 25, 2015 3:31 PM
To: 'Tan, James [JRDUS]'
Cc: Geter-Douglass, Beth [JRDUS]
Subject: NDA 207946 Information Request

Importance: High

Hi Jimmy,

I have the following requests from our review team:

You have not provided adequate information regarding the performance of the device constituent parts of the 
pre-filled syringe combination products. The Agency expects that you will provide all necessary information to 
support the safety and functionality of the constituent parts. Please provide the requested additional information:

1. You state that the safety needle in the container closer system is the  Safety Needle cleared under 
510(k) . In the FDA 510(k) database the needle cleared under  is listed as  
Safety Needle. Please clarify and resolve this discrepancy. In addition, please provide a Letter of Authorization 
from the company stating that you have authorization to use and access  device information. 

2. In sections 3.2.P.7 and 3.2.P.2.4 you have provided a brief overview of the performance testing completed on 
the needle and syringe connectivity. In addition, you state the syringe materials, composition, design, and 
operating principle for both the 1 month and 3 month formulations are identical. You have not provided 
performance bench testing data and reports for the 1 month or 3 month syringes used in the container closure 
system. Please provide all performance elements and performance bench test reports for the container closure 
system. 

3. Within your description of verification activities, you do not appear to list testing which demonstrates that the 
device constituent part of the combination product will meet essential performance elements after pre-
conditioning to aging. The Agency expects that you will include information verifying the device components 
will perform as expected after aging.  

Please provide your response by COB Wednesday, April 1.

Thank you,

Ann Sohn, Pharm.D., LCDR USPHS
Regulatory Project Manager
Division of Psychiatry Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research, FDA
Email: ann.sohn@fda.hhs.gov
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Silver Spring, MD  20993

NDA 207946

PROPRIETARY NAME REQUEST
CONDITIONALLY ACCEPTABLE

Janssen Pharmaceuticals, Inc.
1125 Trenton-Harbouton Road
Titusville, NJ 08560

ATTENTION: Beth Geter-Douglass, PhD
Associate Director, Global Regulatory Affairs

Dear Dr. Geter-Douglass:

Please refer to your New Drug Application (NDA) dated and received November 18, 2014, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Paliperidone 
Palmitate, Extended-release Injectable Suspension, 273 mg/0.875 mL, 410 mg/1.315 mL, 546 
mg/1.75 mL, and 819 mg/2.625 mL.

We also refer to:
! Your correspondence, dated and received December 18, 2014, requesting review of your 

proposed proprietary name, Invega Trinza
! Our email, dated December 29, 2014, requesting clarification of the dosage strength
! Your email response, dated January 5, 2015, and subsequent amendment, dated and 

received January 5, 2015,clarifying the dosage strength

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

If any of the proposed product characteristics as stated in your December 18, 2014, and January 
5, 2015, submissions are altered prior to approval of the marketing application, the proprietary 
name should be resubmitted for review. 
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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 Ann J Sohn, Regulatory Project Manager in the 
Office of New Drugs, at (301) 796-2232.

Sincerely,

{See appended electronic signature page}

Todd Bridges, RPh
Deputy Director
Division of Medication Error Prevention and Analysis
Office of Medication Error Prevention and Risk Management
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research
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Sohn, Ann J

From: Sohn, Ann J
Sent: Friday, March 06, 2015 3:23 PM
To: Geter-Douglass, Beth [JRDUS] (BGeterdo@its.jnj.com)
Subject: NDA 207946 Information request paliperidone

Regards,

Ann Sohn, Pharm.D., LCDR USPHS
Regulatory Project Manager
Division of Psychiatry Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research, FDA
Email: ann.sohn@fda.hhs.gov

Reference ID: 3712370
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 207946
INFORMATION REQUEST

Janssen Pharmaceuticals, Inc.
Attention: Beth Geter-Douglass, PhD
Associate Director, Global Regulatory Affairs
1125 Trenton-Harbourton Road
Titusville, NJ 08560

Dear Dr. Geter-Douglass:

Please refer to your New Drug Application NDA 207946 submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act for Paliperidone Palmitate extended-release injectable 
suspension, 273 mg, 410mg, 546mg, 819mg.  

We are reviewing the Chemistry, Manufacturing, and Controls section of your submission and 
have the following comments and information requests.  

LIST COMMENTS AND INFORMATION REQUESTS

Facilities:

1. Identify the manufacturer with ultimate responsibility for the finished combination 
product, describe their organizational structure (i.e. organization structure chart) and 
explain how it controls all levels of the structure (i.e. agreements) as per 21 CFR 820.20

2. Provide a description of your design control system, including a description of 
development plan and its implementation as per 21 CFR 820.30.  This should include a 
description of the design control system and how it is implemented to ensure compliance 
with requirement for design and development planning, design input, design output, 
design review, design verification, design validation, design transfer, design changes, and 
design history file.

3. Describe your supplier evaluation process and how it applies purchasing controls to the 
relevant suppliers as per 21 CFR 820.50.  This should include your purchasing control 
process covering supplier evaluation, record maintenance of acceptable suppliers, and 
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method to assure that changes made by contractors/suppliers will not affect the final 
combination product through acceptance activities and supplier agreements.

4. Describe your CAPA system and CAPA initiation and resolution process as per 21 CFR 
820.100.

Note that you may find useful information regarding the types of documents to provide in 
the document called ‘Quality System Information for Certain Premarket Application 
Reviews; Guidance for Industry and FDA Staff,’ (2003). This document may be found at: 
http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocumen 
ts/ucm070897.htm

Biopharmaceutics:

We could not locate the dissolution method development report within the NDA; if it was 
included in the original submission, please provide the CTD location. In the event that this report 
was omitted, provide data that support the suitability and discriminating ability of the proposed 
dissolution method for your product. The general guidelines for the content of a dissolution 
method development report are as follows:

5. To support the selection of the in vitro release acceptance criteria, provide data from the 
pivotal clinical batches and primary (registration) stability batches. Provide the data as 
individual, mean, and SD in tabular format, in addition to graphical representation of in 
vitro release profiles. Note that it is recommended to set the acceptance criteria based on 
USP stage 2 testing (n=12). 

6. Provide data to support the discriminating ability of the proposed in vitro release method 
and acceptance criteria.  

 
 
 
 
 

 

Process:

7. Provide a calculation to show whether  

8. Executed batch record for the bulk validation batch EEB2V showed  
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9. Provide information on  
 

10. Provide a yield of  

11. Provide information on 

Please respond to this Information Request by Monday, 23 March 2015. If you have any 
questions, please contact Dahlia A. Woody, Regulatory Project Manager, at (301) 796-8427.

Sincerely,

{See appended electronic signature page}

David Claffey, PhD
Division of New Drug Products I
Office of Pharmaceutical Quality
Center for Drug Evaluation and Research
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Sohn, Ann J

From: Sohn, Ann J
Sent: Friday, February 13, 2015 9:30 AM
To: Geter-Douglass, Beth [JRDUS] (BGeterdo@its.jnj.com)
Subject: NDA 207946 Paliperidone 3 month Info Request

Importance: High

Hi Beth,

The NDA 207946 for the paliperidone palmitate 3 month formulation (F015), proposes change to the approved
paliperidone palmitate 1 month formulation (F013), NDA 22264, and addition of specific gauge needles compatible to
the new formulation in the kit. Please be advised that changes to the approved NDA 22264 would require compliance to
21 CFR Part 4 Final Rule. Please confirm the following,

1. Design Control changes for the new gauge needle of the new kit are included in the Design History File as per 21
CFR 820.30(j) and updated in the Design Master Record of the combination product.

2. Management with executive responsibility establishes its policy, objectives for, and commitment to quality in
compliance with 21 CFR 820.20, Management Responsibility for the new Kit.

3. Corrective and preventive actions procedures to analyze, investigate, verify or validate, implement and
document for the new gauge needle of the new kit are in compliance with 21 CFR 820.100, Corrective and
Preventive Action.

Alternately, please provide the following:

1. A summary describing where in the design and development process the new gauge needles became the subject
to Design Control as per 21 CFR 820.30 Design Controls.

2. A summary of the procedures describing how all purchased or received goods and products are evaluated and
relevant controls exercised on the suppliers as per Purchasing controls, 21 CFR 820.50. The procedures also
should explain how receiving product acceptance are conducted to ensure that incoming products/components
and services are acceptable for the combination product’s intended use.

3. A summary of how management with executive responsibility establishes its policy, objectives for, and
commitment to quality in compliance with 21 CFR 820.20, Management Responsibility for the new Kit.

4. A summary of how corrective and preventive actions are identified, investigated, verified or validated,
implemented, and documented in compliance with 21 CFR 820.100, Corrective and Preventive Action for the
new gauge needle and the kit.

You may find useful information regarding the types of documents to provide in the document called ‘Quality System
Information for Certain Premarket Application Reviews; Guidance for Industry and FDA Staff,’ (2003). This document
may be found at
http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/ucm0
70897.htm

Thank you,

Ann Sohn, Pharm.D., LCDR USPHS
Regulatory Project Manager
Division of Psychiatry Products
Office of Drug Evaluation I
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Email: ann.sohn@fda.hhs.gov
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Sohn, Ann J

From: Sohn, Ann J
Sent: Thursday, February 12, 2015 2:29 PM
To: Geter-Douglass, Beth [JRDUS] (BGeterdo@its.jnj.com)
Subject: NDA 207946 Paliperidone 3 month

Hi Beth,

I have the following requests from our devices group for NDA 207946.

1. If applicable, please provide the 510(k) numbers for the safety needles used in the 3 month formulation.

2. You have stated that the container closure system of the proposed 3 month formulation is based upon the current 1
month extended release formulation. If applicable, please provide any adverse event reports and corrective actions for
the current 1 month formulation container closure system.

Please provide a response by the end of next week.

Thank you,

Ann Sohn, Pharm.D., LCDR USPHS
Regulatory Project Manager
Division of Psychiatry Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research, FDA
Email: ann.sohn@fda.hhs.gov
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Sohn, Ann J

From: Sohn, Ann J
Sent: Friday, January 30, 2015 5:34 PM
To: Geter-Douglass, Beth [JRDUS] (BGeterdo@its.jnj.com)
Subject: NDA 207946 Info Request

Importance: High

Hi Beth,

I have the following requests from our review team for NDA 207946:

DMEPA:
It is our understanding that in the course of your development program for paliperidone palmitate extended release
injectable suspension (3 month injection) there were errors involving shaking of the product sufficiently to obtain
proper suspension of the active ingredient prior to injection. It is also our understanding that clinical investigators
involved in the preparation of this product were trained to ensure the proper technique for preparation was
implemented during the pivotal clinical trial.

Please clarify if you have conducted a summative human factors study for your proposed paliperidone palmitate
product. If so, you will need to submit a summary of the findings from your formative human factors work, your
updated use risk analysis, and your summative study results report for our review.

We are also interested in understanding specifically what training and processes were put in place during your clinical
development program to mitigate the risk of improper preparation of this product. Please submit a detailed summary of
all use errors identified during your clinical development program as well as the training and other risk mitigation
strategies that were implemented. Please also specify how this was used to inform your use risk analysis and commercial
product interface design.

Finally, provide your rationale for why you believe all use related risks associated with your product have been mitigated
to an acceptable level and your product can be used safely and effectively if marketed.

CMC:
Provide all available data on the likelihood of failures (e.g. syringeability, etc.) should the product be shaken for a time
period shorter than the labeled 15 seconds (e.g. 0, 5 or 10 seconds) and provide the data that were used to establish the
15 second shaking time. Given the syringeability failures observed during the clinical studies and the relatively long
shaking time, our aim is to determine the criticality of shaking for the entire 15 seconds as it will likely not be uncommon
for the health care practitioner to shake for a shorter period of time, e.g. the 10 seconds directed by the Invega
Sustenna label.

Provide data to support the proposed 5 minutes in use stability period i.e. that the syringeability, etc. reliably meets
specification 5 minutes after shaking.

Given our review timelines, we request a response no later than Friday, February 6, 2015.

Regards,

Ann Sohn, Pharm.D., LCDR USPHS
Regulatory Project Manager
Division of Psychiatry Products
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