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EXCLUSIVITY SUMMARY 

NDA # 207932  SUPPL #       HFD # 170

Trade Name   Belbuca

Generic Name   buprenorphine

Applicant Name   Endo Pharmaceuticals, Inc.    

Approval Date, If Known   October 23, 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)

b)  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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c)  Did the applicant request exclusivity?
 YES NO 

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

     

d) 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# 205637 Bunavail

NDA# 021306 Butrans Transdermal System

NDA# 022410
020732

Suboxone film
Subutex tablets

   018401         Buprenex
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:

Protocol EN3409-307
A Phase 3, double-blind, placebo-controlled, multicenter, randomized withdrawal study to 
evaluate the analgesic efficacy, safety, and tolerability of BEMA® buprenorphine in opioid-
experienced subjects with moderate to severe chronic low back pain requiring around-the-clock 
opioid analgesia for an extended period of time

Protocol EN3409-308
A Phase 3, double-blind, placebo-controlled, multicenter, randomized withdrawal study to 
evaluate the analgesic efficacy, safety, and tolerability of BEMA® buprenorphine in opioid-
naive subjects with moderate to severe chronic low back pain requiring around-the-clock opioid 
analgesia for an extended period of time

                    
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 
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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:

     

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"):

Protocol EN3409-307
A Phase 3, double-blind, placebo-controlled, multicenter, randomized withdrawal study to 
evaluate the analgesic efficacy, safety, and tolerability of BEMA® buprenorphine in opioid-
experienced subjects with moderate to severe chronic low back pain requiring around-the-clock 
opioid analgesia for an extended period of time

Protocol EN3409-308
A Phase 3, double-blind, placebo-controlled, multicenter, randomized withdrawal study to 
evaluate the analgesic efficacy, safety, and tolerability of BEMA® buprenorphine in opioid-
naive subjects with moderate to severe chronic low back pain requiring around-the-clock opioid 
analgesia for an extended period of time

     

4.  To be eligible for exclusivity, a new investigation that is essential to approval must also have 
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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 # 72428 YES  !  NO     
!  Explain: 

                               
             

Investigation #2 !
!

IND # 72428 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?

Investigation #1 !
!

YES   !  NO    
Explain: !  Explain: 

             

Investigation #2 !
!

YES    !  NO    
Explain: !  Explain:
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(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:  Spiros Nicols, PharmD, MBA                    
Title:  Regulatory Project Manager
Date:  October 22, 2015

                                                      
Name of Office/Division Director signing form:  Sharon Hertz, MD
Title:  Director, Division of Anesthesia, Analgesia, and Addiction Products

Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12
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Version: 8/13/15

ACTION PACKAGE CHECKLIST 

APPLICATION INFORMATION1

NDA #   207932
BLA #        

NDA Supplement #        
BLA Supplement #        

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

Proprietary Name:   Belbuca
Established/Proper Name:  buprenorphine
Dosage Form:          buccal film

Applicant:  Endo Pharmaceuticals, Inc.
Agent for Applicant (if applicable):       

RPM:  Spiros Nicols, PharmD, MBA Division: Division of Anesthesia, Analgesia, and Addiction 
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: October 1, 2015

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 October 23, 2015   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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 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 

March 17, 2015

  Not a (b)(2)     October 14, 
2015

 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

 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   February 17, 2015

If PeRC review not necessary, explain:       

 Breakthrough Therapy Designation   N/A

 Breakthrough Therapy Designation Letter(s) (granted, denied, an/or rescinded)      

 CDER Medical Policy Council Breakthrough Therapy Designation 
Determination Review Template(s) (include only the completed template(s) and 
not the meeting minutes)

     

 CDER Medical Policy Council Brief – Evaluating a Breakthrough Therapy 
Designation for Rescission Template(s) (include only the completed template(s) 
and not the meeting minutes) 

(completed CDER MPC templates can be found in DARRTS as clinical reviews or on 
the MPC SharePoint Site)

     

 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, 
Formal Dispute Resolution Request decisional letters, etc.) (do not include previous 
action letters, as these are located elsewhere in package)

Several

 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)

Several

 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         

 EOP2 meeting (indicate date of mtg)   No mtg                    

 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)      

4 Filing reviews for scientific disciplines are NOT required to be included in the action package.
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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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Nicols, Spiros

From: Nicols, Spiros
Sent: Friday, September 18, 2015 1:37 PM
To: 'Clark, Paula'
Subject: RE: EXTERNAL: NDA 207932 Belbuca Information Request

Importance: High

Dear Paula, 
 
Our Medical Officer apologizes for the following error: 
 

Can you let them know that in the left hand columns, the > signs are supposed to be ≥ signs (didn’t copy 
correctly when I transferred it between documents). 
Thanks, 

 
Sincerely, 
 
Spiros 
 

From: Clark, Paula [mailto:Clark.Paula@endo.com]  
Sent: Friday, September 18, 2015 12:18 PM 
To: Nicols, Spiros 
Cc: Sullivan, Matthew 
Subject: RE: EXTERNAL: NDA 207932 Belbuca Information Request 
 
Thank you! 
 
Paula Clark 
Senior Director, Regulatory Affairs Liaison 
Endo    1400 Atwater Drive, Malvern, PA  19355 
484-216-7397     mobile 
clark.paula@endo.com 
                                

 
 

From: Nicols, Spiros [mailto:Spiros.Nicols@fda.hhs.gov]  
Sent: Friday, September 18, 2015 12:05 PM 
To: Clark, Paula 
Cc: Sullivan, Matthew 
Subject: RE: EXTERNAL: NDA 207932 Belbuca Information Request 
 
Dear Paula, 
 
This table was generated by FDA. The origin of the data is from the data set submitted by Endo and referenced by our 
Medical Officer in the IR. 
 
Sincerely, 
 
Spiros 
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From: Clark, Paula [mailto:Clark.Paula@endo.com]  
Sent: Friday, September 18, 2015 11:54 AM 
To: Nicols, Spiros 
Cc: Sullivan, Matthew 
Subject: RE: EXTERNAL: NDA 207932 Belbuca Information Request 
 
Hi – my team members are asking if this table was generated by FDA or Endo. 
 
Thanks. 
 
Paula Clark 
Senior Director, Regulatory Affairs Liaison 
Endo    1400 Atwater Drive, Malvern, PA  19355 
484-216-7397     mobile 
clark.paula@endo.com 
                                

 
 

From: Nicols, Spiros [mailto:Spiros.Nicols@fda.hhs.gov]  
Sent: Friday, September 18, 2015 11:00 AM 
To: Clark, Paula 
Cc: Sullivan, Matthew 
Subject: EXTERNAL: NDA 207932 Belbuca Information Request 
Importance: High 
 
Dear Paula, 
 
I have received an information request from our Medical Officer/Clinical Reviewer. I have copied and pasted her request 
below. She has kindly asked that this information be communicated by Monday. Can you please contact Matt Sullivan 
when this information is available as I will be on leave next week. I have cc’d Matt. 

 
 
 
Hi Spiros, 
 
I have done some tabulations of ECG data and they do not match exactly with what the firm reported in their 
clinical study reports.  Can you send them an IR and ask for a response by Monday?  
 
Please evaluate all values in these tabulations for accuracy and explain any discrepancies that you 
identify.  These values were generated from the updated ADEG dataset of the ISS submitted 4/15.  The 
highlighted values appear to conflict with those reported in the clinical study reports for studies 307 and 308.
 
Table 1:  QTcF tabulations studies 307, 308, and 309 

  Open‐label 

buprenorphine[1] 

N=2065 

Double‐blind[2] 

buprenorphine N= 

483 

Double‐blind 

placebo N=488 

ECG 450 msec +  32 (1.5%) 

ECG change >10 

msec from 

414 (20%) 
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baseline 

ECG change >30 

msec from 

baseline 

75 (4%) 

ECG change >60 

from baseline 

5 (0.2%)  0 

1All open‐label periods of studies 307, 308, and 309 

2 Studies 307 and 308 
 

Table 2: QTcF tabulations by dose level during double‐blind period of studies 307 and 308 
 

  Buprenorphine  Placebo 

N=488 

  150 N=68  300 N=97  450 N=140  600 N=43  750 N=42  900 N=93   

ECG 450 

msec + 

0  2 (2%)  (4%)  1 (2%)  4 (10%) 

ECG change 

>10 msec 

from 

baseline 

ECG change 

>30 msec 

from 

baseline 

 
 
If you have any questions please let me know. 
 
Sincerely, 
 
Spiros 
 
Spiros Nicols  PharmD MBA RPh 
Regulatory Health Project Manager  
DAAAP, ODE II, FDA, CDER 
10903 New Hampshire Ave  Bldg 22, Rm 3111 
Silver Spring, MD 20993  
Office:  240.402.5988 
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[1] All open‐label periods of studies 307, 308, and 309 
[2] Studies 307 and 308 
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Nicols, Spiros

From: Nicols, Spiros
Sent: Monday, October 19, 2015 10:48 AM
To: 'Clark, Paula'
Subject: NDA 207932 Label  (PI, MG, IFU)
Attachments: Belbuca Package Insert-2015-10-12.docx; Belbuca-IFU_2015-10-12.doc; Belbuca-MG_

2015-10-12.doc

Dear Paula, 
 
Please find the attached labeling that the Division has reviewed in Tracked Changes format. 
 
Please let me know if you have questions. 
 
Sincerely, 
 
Spiros 
 
Spiros Nicols  PharmD MBA RPh 
Regulatory Health Project Manager  
DAAAP, ODE II, FDA, CDER 
10903 New Hampshire Ave  Bldg 22, Rm 3111 
Silver Spring, MD 20993  
Office:  240.402.5988 

 
 
 

From: Clark, Paula [mailto:Clark.Paula@endo.com]  
Sent: Thursday, October 15, 2015 9:58 AM 
To: Nicols, Spiros 
Subject: RE: EXTERNAL: NDA 207932 Belbuca FDA Form 356h 
 
Hi Spiros: 
 
Thanks I will speak to our operations team to ensure that it is corrected. 
 
As FYI, please also note that next week I will be in the White Oak area for a different Division FDA meeting (takes place 
on Wednesday; we are in preparation at a Hotel in Silver Spring on Tuesday).  I will be watching for any emails you may 
send regarding Belbuca and will be checking voicemail as well; that’s not an issue. 
 
I will be remote if I need to gather the team to review labeling (package insert) comments.  I know I have been asking – 
but do you have any idea if we may get return comments on our edits/changes to the package insert from the Division 
before Tuesday? 
 
Thanks! 
 
Paula Clark 
Senior Director, Regulatory Affairs Liaison 
Endo    1400 Atwater Drive, Malvern, PA  19355 
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484-216-7397     mobile 
clark.paula@endo.com 
                                

 
 

From: Nicols, Spiros [mailto:Spiros.Nicols@fda.hhs.gov]  
Sent: Thursday, October 15, 2015 9:50 AM 
To: Clark, Paula 
Subject: EXTERNAL: NDA 207932 Belbuca FDA Form 356h 
 
Dear Paula, 
 
Endo revised the FDA 356h form to include our requirement for “Relied Upon Product” in Box 20 to NDA 020732 instead 
of ANDA 78633 on 13 February, however, subsequent to that submission  all submissions have retained the ANDA 78633 
in Box 20 (at least 26 March through 14 September).  Please address this request when you are able to. Let me know if 
you require further clarification. 
 
Sincerely, 
 
Spiros 
 
Spiros Nicols  PharmD MBA RPh 
Regulatory Health Project Manager  
DAAAP, ODE II, FDA, CDER 
10903 New Hampshire Ave  Bldg 22, Rm 3111 
Silver Spring, MD 20993  
Office:  240.402.5988 
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Nicols, Spiros

From: Nicols, Spiros
Sent: Wednesday, October 21, 2015 2:35 PM
To: 'Clark, Paula'
Cc: Brown, Wendy
Subject: RE: EXTERNAL: NDA 207932 Belbuca ER/LA Blueprint
Attachments: risk-manage-rems-support_July 2015.doc

Importance: High

Dear Paula, 
 
This additional information attachment and the below should be helpful to your team. 
 

The Agency has reviewed your supporting document submission and finds the changes acceptable. The 
attached document incorporates those changes in the most recent version of the ER/LA Opioid Analgesic 
REMS supporting document. 
 

 
Thanks! 
 
Spiros 
 
Spiros Nicols  PharmD MBA RPh 
Regulatory Health Project Manager  
DAAAP, ODE II, FDA, CDER 
10903 New Hampshire Ave  Bldg 22, Rm 3111 
Silver Spring, MD 20993  
Office:  240.402.5988 

 
 
 

From: Clark, Paula [mailto:Clark.Paula@endo.com]  
Sent: Wednesday, October 21, 2015 2:05 PM 
To: Nicols, Spiros 
Cc: Brown, Wendy 
Subject: RE: EXTERNAL: NDA 207932 Belbuca ER/LA Blueprint 
 
Thank you.   Will share with our REMs team. 
 
Kind regards, 
 
Paula Clark 
Senior Director, Regulatory Affairs Liaison 
Endo    1400 Atwater Drive, Malvern, PA  19355 
484-216-7397     mobile 
clark.paula@endo.com 
                                

 

Reference ID: 3838022

(b) (6)



2

 

From: Nicols, Spiros [mailto:Spiros.Nicols@fda.hhs.gov]  
Sent: Wednesday, October 21, 2015 1:26 PM 
To: Clark, Paula 
Cc: Brown, Wendy 
Subject: RE: EXTERNAL: NDA 207932 Belbuca ER/LA Blueprint 
 
Dear Paula, 
 
Please see the below reply to your question from my colleague. 
 

DRISK does not share the supporting document (SD) with Sponsor companies. Endo is a member of the RPC 
and should have access to the most recent version of the SD. Endo just needs to submit the current version of 
the SD with the proposed changes (addition of “Belbuca” and “buprenorphine‐containing buccal films”) 
included.  
 
DRISK has reviewed Endo’s submission from 12/23/2014 and we are ok with the changes they made to the 
SD. 
 

If need further clarity please let me know. 
 
On a related matter, for tomorrow’s teleconference we will be calling you shortly after 1:35 and not at 1:30. 
 
Sincerely, 
 
Spiros 
 
Spiros Nicols  PharmD MBA RPh 
Regulatory Health Project Manager  
DAAAP, ODE II, FDA, CDER 
10903 New Hampshire Ave  Bldg 22, Rm 3111 
Silver Spring, MD 20993  
Office:  240.402.5988 

 
 
 
 

From: Clark, Paula [mailto:Clark.Paula@endo.com]  
Sent: Wednesday, October 21, 2015 10:14 AM 
To: Nicols, Spiros 
Cc: Brown, Wendy 
Subject: RE: EXTERNAL: NDA 207932 Belbuca ER/LA Blueprint 
 
Dear Spiros:   
 
I have forwarded this to our REMS team for rapid review – do have a quick question. 
 
Should we expect to see an updated REMS supporting document, assuming that it was also changed not only with 
pending Belbuca, but also with the approval of Morphabond? 
 
Thanks and kind regards, 
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Paula Clark 
Senior Director, Regulatory Affairs Liaison 
Endo    1400 Atwater Drive, Malvern, PA  19355 
484-216-7397     mobile 
clark.paula@endo.com 
                                

 
 

From: Nicols, Spiros [mailto:Spiros.Nicols@fda.hhs.gov]  
Sent: Wednesday, October 21, 2015 9:33 AM 
To: Clark, Paula 
Cc: Brown, Wendy 
Subject: EXTERNAL: NDA 207932 Belbuca ER/LA Blueprint 
Importance: High 
 
Dear Paula, 
 
I am sending you  the attached ER/LA Blueprint for Endo’s review. The Division requests that you review as soon as 
possible and have send back to us by tomorrow afternoon. I have included comments from the Office of Surveillance 
and Epidemiology immediately below. 
 

COMMENTS FOR THE APPLICANT 
The Office of Surveillance and Epidemiology (OSE), DRISK has completed the review 
of ER/LA Opioid Analgesic REMS document, appended materials submitted on 
December 23, 2014. DRISK has the following comments, below, in response to the  
Sponsor's proposal, including redlined/highlighted changes to the ER/LA Opioid 
Analgesic REMS document and appended materials. 
 
1. Update the FDA Blueprint for Prescriber Education for Extended-Release and 
Long-Acting Opioid Analgesics as described in the attached redlined document. 
Note this verison is the most recently approved ER/LA Opioid Analgesic REMS 
approved on October 2, 2015 which includes Morphabond's ® product specific 
information. This document must be aligned with any changes, if any, made to the 
Belbuca Prescribing Information. 
 
2. The "Most Recent Modification" date on the REMS document must be changed to 
"XX/XXXX" as indicated in the redlined, attached REMS document when 
resubmitted to the Agency. If this product is approved, this date will be updated 
by the Agency to reflect the approval date. 
 
3. Resubmission and Format Instructions: 

a. Resubmission Requirements and Instructions: Submit the revised 
proposed ER/LA Opioid Analgesic REMS for Belbuca with appended 
materials and the REMS Supporting Document. Provide a MS Word 
document with track changes and a clean MS Word version of all revised 
materials and documents. Submit the REMS and the REMS Supporting 
Document as two separate MS Word documents. 
b. Format Request: As noted previously, please submit your proposed 
REMS and other materials in MS Word format. It makes review of these 
materials more efficient and it is easier for the web posting staff to make 
the document 508 compliant. Please also submit for the Agency's review 
mocked up PDF versions of all the materials and webpages which show 
the intended layout and graphic design of each. 
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Sincerely, 
 
Spiros 
 
Spiros Nicols  PharmD MBA RPh 
Regulatory Health Project Manager  
DAAAP, ODE II, FDA, CDER 
10903 New Hampshire Ave  Bldg 22, Rm 3111 
Silver Spring, MD 20993  
Office:  240.402.5988 
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Nicols, Spiros

From: Nicols, Spiros
Sent: Wednesday, October 21, 2015 1:27 PM
To: 'Clark, Paula'
Cc: Brown, Wendy
Subject: RE: EXTERNAL: NDA 207932 Belbuca ER/LA Blueprint

Dear Paula, 
 
Please see the below reply to your question from my colleague. 
 

DRISK does not share the supporting document (SD) with Sponsor companies. Endo is a member of the RPC 
and should have access to the most recent version of the SD. Endo just needs to submit the current version of 
the SD with the proposed changes (addition of “Belbuca” and “buprenorphine‐containing buccal films”) 
included.  
 
DRISK has reviewed Endo’s submission from 12/23/2014 and we are ok with the changes they made to the 
SD. 
 

If need further clarity please let me know. 
 
On a related matter, for tomorrow’s teleconference we will be calling you shortly after 1:35 and not at 1:30. 
 
Sincerely, 
 
Spiros 
 
Spiros Nicols  PharmD MBA RPh 
Regulatory Health Project Manager  
DAAAP, ODE II, FDA, CDER 
10903 New Hampshire Ave  Bldg 22, Rm 3111 
Silver Spring, MD 20993  
Office:  240.402.5988 

 
 
 
 

From: Clark, Paula [mailto:Clark.Paula@endo.com]  
Sent: Wednesday, October 21, 2015 10:14 AM 
To: Nicols, Spiros 
Cc: Brown, Wendy 
Subject: RE: EXTERNAL: NDA 207932 Belbuca ER/LA Blueprint 
 
Dear Spiros:   
 
I have forwarded this to our REMS team for rapid review – do have a quick question. 
 
Should we expect to see an updated REMS supporting document, assuming that it was also changed not only with 
pending Belbuca, but also with the approval of Morphabond? 
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Thanks and kind regards, 
 
 
Paula Clark 
Senior Director, Regulatory Affairs Liaison 
Endo    1400 Atwater Drive, Malvern, PA  19355 
484-216-7397     mobile 
clark.paula@endo.com 
                                

 
 

From: Nicols, Spiros [mailto:Spiros.Nicols@fda.hhs.gov]  
Sent: Wednesday, October 21, 2015 9:33 AM 
To: Clark, Paula 
Cc: Brown, Wendy 
Subject: EXTERNAL: NDA 207932 Belbuca ER/LA Blueprint 
Importance: High 
 
Dear Paula, 
 
I am sending you  the attached ER/LA Blueprint for Endo’s review. The Division requests that you review as soon as 
possible and have send back to us by tomorrow afternoon. I have included comments from the Office of Surveillance 
and Epidemiology immediately below. 
 

COMMENTS FOR THE APPLICANT 
The Office of Surveillance and Epidemiology (OSE), DRISK has completed the review 
of ER/LA Opioid Analgesic REMS document, appended materials submitted on 
December 23, 2014. DRISK has the following comments, below, in response to the  
Sponsor's proposal, including redlined/highlighted changes to the ER/LA Opioid 
Analgesic REMS document and appended materials. 
 
1. Update the FDA Blueprint for Prescriber Education for Extended-Release and 
Long-Acting Opioid Analgesics as described in the attached redlined document. 
Note this verison is the most recently approved ER/LA Opioid Analgesic REMS 
approved on October 2, 2015 which includes Morphabond's ® product specific 
information. This document must be aligned with any changes, if any, made to the 
Belbuca Prescribing Information. 
 
2. The "Most Recent Modification" date on the REMS document must be changed to 
"XX/XXXX" as indicated in the redlined, attached REMS document when 
resubmitted to the Agency. If this product is approved, this date will be updated 
by the Agency to reflect the approval date. 
 
3. Resubmission and Format Instructions: 

a. Resubmission Requirements and Instructions: Submit the revised 
proposed ER/LA Opioid Analgesic REMS for Belbuca with appended 
materials and the REMS Supporting Document. Provide a MS Word 
document with track changes and a clean MS Word version of all revised 
materials and documents. Submit the REMS and the REMS Supporting 
Document as two separate MS Word documents. 
b. Format Request: As noted previously, please submit your proposed 
REMS and other materials in MS Word format. It makes review of these 
materials more efficient and it is easier for the web posting staff to make 
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the document 508 compliant. Please also submit for the Agency's review 
mocked up PDF versions of all the materials and webpages which show 
the intended layout and graphic design of each. 
 

Sincerely, 
 
Spiros 
 
Spiros Nicols  PharmD MBA RPh 
Regulatory Health Project Manager  
DAAAP, ODE II, FDA, CDER 
10903 New Hampshire Ave  Bldg 22, Rm 3111 
Silver Spring, MD 20993  
Office:  240.402.5988 
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10/26/2015
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Nicols, Spiros

From: Nicols, Spiros
Sent: Wednesday, October 21, 2015 9:33 AM
To: 'Clark, Paula'
Cc: Brown, Wendy
Subject: NDA 207932 Belbuca ER/LA Blueprint
Attachments: Belbuca_ERLA Opioid REMS Complete_TC.doc

Importance: High

Follow Up Flag: Follow up
Flag Status: Flagged

Dear Paula, 
 
I am sending you  the attached ER/LA Blueprint for Endo’s review. The Division requests that you review as soon as 
possible and have send back to us by tomorrow afternoon. I have included comments from the Office of Surveillance 
and Epidemiology immediately below. 
 

COMMENTS FOR THE APPLICANT 
The Office of Surveillance and Epidemiology (OSE), DRISK has completed the review 
of ER/LA Opioid Analgesic REMS document, appended materials submitted on 
December 23, 2014. DRISK has the following comments, below, in response to the  
Sponsor's proposal, including redlined/highlighted changes to the ER/LA Opioid 
Analgesic REMS document and appended materials. 
 
1. Update the FDA Blueprint for Prescriber Education for Extended-Release and 
Long-Acting Opioid Analgesics as described in the attached redlined document. 
Note this verison is the most recently approved ER/LA Opioid Analgesic REMS 
approved on October 2, 2015 which includes Morphabond's ® product specific 
information. This document must be aligned with any changes, if any, made to the 
Belbuca Prescribing Information. 
 
2. The "Most Recent Modification" date on the REMS document must be changed to 
"XX/XXXX" as indicated in the redlined, attached REMS document when 
resubmitted to the Agency. If this product is approved, this date will be updated 
by the Agency to reflect the approval date. 
 
3. Resubmission and Format Instructions: 

a. Resubmission Requirements and Instructions: Submit the revised 
proposed ER/LA Opioid Analgesic REMS for Belbuca with appended 
materials and the REMS Supporting Document. Provide a MS Word 
document with track changes and a clean MS Word version of all revised 
materials and documents. Submit the REMS and the REMS Supporting 
Document as two separate MS Word documents. 
b. Format Request: As noted previously, please submit your proposed 
REMS and other materials in MS Word format. It makes review of these 
materials more efficient and it is easier for the web posting staff to make 
the document 508 compliant. Please also submit for the Agency's review 
mocked up PDF versions of all the materials and webpages which show 
the intended layout and graphic design of each. 
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Sincerely, 
 
Spiros 
 
Spiros Nicols  PharmD MBA RPh 
Regulatory Health Project Manager  
DAAAP, ODE II, FDA, CDER 
10903 New Hampshire Ave  Bldg 22, Rm 3111 
Silver Spring, MD 20993  
Office:  240.402.5988 
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Nicols, Spiros

From: Nicols, Spiros
Sent: Thursday, October 22, 2015 12:34 PM
To: 'Clark, Paula'
Subject: RE: EXTERNAL: RE: NDA 207932; 1:35 PM Teleconfernece - Confirmation if 

teleconference is required

Dear Paula, 
 
Thanks! All of your emails to me have been received. Thank you for the ER/LA Blueprint. This must be submitted through 
the gateway. 
 
Sincerely, 
 
Spiros 
 
Spiros Nicols  PharmD MBA RPh 
Regulatory Health Project Manager  
DAAAP, ODE II, FDA, CDER 
10903 New Hampshire Ave  Bldg 22, Rm 3111 
Silver Spring, MD 20993  
Office:  240.402.5988 

 
 
 

From: Clark, Paula [mailto:Clark.Paula@endo.com]  
Sent: Thursday, October 22, 2015 12:23 PM 
To: Nicols, Spiros 
Subject: RE: EXTERNAL: RE: NDA 207932; 1:35 PM Teleconfernece - Confirmation if teleconference is required 
 
HI  ‐ I have just left  you a voicemail. 
 
I have provided you with responses to all your emails today. 
 
Note:    
 

 We feel the teleconference can be cancelled. 
 

 We have sent the Blueprint back and also copied Wendy at 11:19 today 
 

 We acknowledge receipt of the information on labeling and have no further comment regarding language in 
section 5.7 

 

 We acknowledge the query below and will send the Division information on how we arrived at 1590 – but I also 
have requested from you what number the Division has arrived at so we can get help with the discrepancy. 

 

 Please kindly acknowledge this email as I am concerned you are not receiving responses. 
 

 I believe we have fulfilled all requests with the exception of #2 below. 
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With kind regards, 
 
Paula Clark 
Senior Director, Regulatory Affairs Liaison 
Endo    1400 Atwater Drive, Malvern, PA  19355 
484-216-7397     mobile 
clark.paula@endo.com 
                                

 
 

From: Nicols, Spiros [mailto:Spiros.Nicols@fda.hhs.gov]  
Sent: Thursday, October 22, 2015 11:49 AM 
To: Clark, Paula 
Subject: EXTERNAL: RE: NDA 207932; 1:35 PM Teleconfernece - Confirmation if teleconference is required 
Importance: High 
 
Dear Paula,  
 
Please see the below correspondence that I sent earlier this hour in which our Team Leader is asking if Endo still 
would  like to cancel after reviewing the below information. 
 

Dear Paula, 
 
Please see the below response from our Medical Officer/Cross Disciplinary Team Leader regarding your most 
recent email earlier this morning. 
 

Please let the company know that we want to keep the language as proposed (i.e., 
using the word recommended and not ) because the QT effect still 
needs to be defined (i.e., through the PMR) 
 
If they want to cancel the meeting, please let them know about our other two issues with 
labeling: 
 

1. The image quality of the figures in section 14 need to be improved  
2. They need to clarify the highlighted number below.  We cannot reproduce 

it 
 
Effects on Cardiac Electrophysiology  
QTc prolongation with BELBUCA has been observed. Of the 1590 patients that were treated with 
BELBUCA in controlled and open‐label chronic pain trials at doses up to 900 mcg every 12 hours, 2% 
demonstrated a prolongation of QTcF to a post‐baseline value between 450 ‐ 480 msec during therapy. 

 
You will note that you have satisfied our request for no. 1 (image quality). 

 
 
Sincerely, 
 
Spiros 
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From: Clark, Paula [mailto:Clark.Paula@endo.com]  
Sent: Thursday, October 22, 2015 11:41 AM 
To: Nicols, Spiros 
Subject: NDA 207932; 1:35 PM Teleconfernece - Confirmation if teleconference is required 
 
Dear Spiros: 
 
Can you kindly let us know if our teleconference will be held this afternoon so I know if we need to open the 
teleconference telephone lines or not. 
 
If the teleconference is required, provided below are the Endo  participants: 
 
Sue Hall, Executive Vice President, Chief Scientific Officer, Global Head of R&D 
Craig Paterson, MD, Chief Medical Officer 
Paula Clark, Senior Director, Regulatory Affairs 
 
With kind regards, 
 
Paula Clark 
Senior Director, Regulatory Affairs Liaison 
Endo    1400 Atwater Drive, Malvern, PA  19355 
484-216-7397     mobile 
clark.paula@endo.com 
                                

 
 

Reference ID: 3838033

(b) (6)



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

SPIROS NICOLS
10/26/2015

Reference ID: 3838033



1

Nicols, Spiros

From: Nicols, Spiros
Sent: Thursday, October 22, 2015 11:28 AM
To: 'Clark, Paula'
Subject: RE: NDA 207932; Belbuca - Teleconference today - Endo Response

Importance: High

Dear Paula, 
 
Please see the below response from our Medical Officer/Cross Disciplinary Team Leader regarding your most recent 
email earlier this morning. 
 

Please let the company know that we want to keep the language as proposed (i.e., using the 
word recommended and not ) because the QT effect still needs to be defined 
(i.e., through the PMR) 
 
If they want to cancel the meeting, please let them know about our other two issues with 
labeling: 
 

1. The image quality of the figures in section 14 need to be improved  
2. They need to clarify the highlighted number below.  We cannot reproduce it 

 
Effects on Cardiac Electrophysiology  
QTc prolongation with BELBUCA has been observed. Of the 1590 patients that were treated with BELBUCA in 
controlled and open‐label chronic pain trials at doses up to 900 mcg every 12 hours, 2% demonstrated a 
prolongation of QTcF to a post‐baseline value between 450 ‐ 480 msec during therapy. 

 
You will note that you have satisfied our request for no. 1 (image quality). 
 
 
Sincerely, 
 
Spiros 
 
Spiros Nicols  PharmD MBA RPh 
Regulatory Health Project Manager  
DAAAP, ODE II, FDA, CDER 
10903 New Hampshire Ave  Bldg 22, Rm 3111 
Silver Spring, MD 20993  
Office:  240.402.5988 

 
 
 
 

From: Clark, Paula [mailto:Clark.Paula@endo.com]  
Sent: Thursday, October 22, 2015 9:43 AM 
To: Nicols, Spiros 
Subject: NDA 207932; Belbuca - Teleconference today - Endo Response 
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Dear Spiros: 
 
We greatly appreciate the collaborative dialogue and want to continue in that spirit.  The proposed language regarding 
QTc is informative, balanced and certainly more interpretable for prescribers.  Without belaboring the issue further, we 
are very willing to accept the proposed language and respectfully ask if we could substitute the words   

 as opposed to “is recommended”   
 

 The language would subsequently read: 
 

5.7             QTc Prolongation  
BELBUCA has been observed to prolong the QTc interval in some subjects participating in clinical trials.  Consider 
these observations in clinical decisions when prescribing BELBUCA to patients with hypokalemia, 
hypomagnesemia, or clinically unstable cardiac disease, including unstable atrial fibrillation, symptomatic 
bradycardia, unstable congestive heart failure, or active myocardial ischemia. Periodic electrocardiographic (ECG) 
monitoring  in these patients.  Avoid the use of BELBUCA in patients with a history of Long 
QT Syndrome or an immediate family member with this condition or those taking Class IA antiarrhythmic 
medications (e.g., quinidine, procainamide, disopyramide) or Class III antiarrhythmic medications (e.g., sotalol, 
amiodarone, dofetilide), or other medications that prolong the QT interval. [see Dosage and Administration (2.3), 
Adverse Reactions (6.1), and Clinical Pharmacology (12.2)].  

 
Again, we appreciate your willingness to work with us on this matter and also want to be considerate of the timing close 
to the PDUFA date.  We would very much appreciate your consideration of our proposal for a minor change.” 
 
In addition, we understand the requirement for the PMR as described below and have no further questions at this 
time.  We can supply you with tentative dates if required.   
 
Therefore, in respect to the Division’s time, from our perspective we do not feel a teleconference is needed if these are 
the only remaining issues. 
 
We look forward to your response. 
 
Thank you and regards, 
 
 
Paula Clark 
Senior Director, Regulatory Affairs Liaison 
Endo    1400 Atwater Drive, Malvern, PA  19355 
484-216-7397     mobile 
clark.paula@endo.com 
                                

 
 

From: Nicols, Spiros [mailto:Spiros.Nicols@fda.hhs.gov]  
Sent: Thursday, October 22, 2015 7:47 AM 
To: Clark, Paula 
Subject: EXTERNAL: NDA 207932 Teleconference today 
Importance: High 
 
Dear Paula, 
 
The language below is what the Division has proposed and will be the subject for a portion of the teleconference. 
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5.7             QTc Prolongation  
BELBUCA has been observed to prolong the QTc interval in some subjects participating in clinical trials.  Consider 
these observations in clinical decisions when prescribing BELBUCA to patients with hypokalemia, 
hypomagnesemia, or clinically unstable cardiac disease, including unstable atrial fibrillation, symptomatic 
bradycardia, unstable congestive heart failure, or active myocardial ischemia. Periodic electrocardiographic (ECG) 
monitoring is recommended in these patients.  Avoid the use of BELBUCA in patients with a history of Long QT 
Syndrome or an immediate family member with this condition or those taking Class IA antiarrhythmic 
medications (e.g., quinidine, procainamide, disopyramide) or Class III antiarrhythmic medications (e.g., sotalol, 
amiodarone, dofetilide), or other medications that prolong the QT interval. [see Dosage and Administration (2.3), 
Adverse Reactions (6.1), and Clinical Pharmacology (12.2)]..  
 

 
In addition we the Division will require a multiple ascending dose study, please see below in preparation for our tcon. 
 

On further consideration, we are going to require a multiple ascending dose study and a thorough QT 
study for Belbuca. The text of the PMRs follow below. We can discuss in more detail on the telecon this 
afternoon the rationale for these PMRs.  
 
 

####‐#             Conduct a multiple ascending dose clinical trial in adults to determine the 
maximum tolerated dose of BELBUCA without co‐administration of naltrexone to 
inform the dosing for a thorough QT (tQT) trial of BELBUCA. 

 
The timetable you submitted on DATE states that you will conduct this trial according to the 
following schedule:         
 

Final Protocol Submission:    MM/YY 
Study Completion:                 MM/YY 
Final Report Submission:       MM/YY 

 
####‐#             Conduct a thorough QT trial in adults without naltrexone co‐administration to 

assess the risk of QT prolongation with BELBUCA. This trial will provide 
information on the conduction effects of BELBUCA on the heart, specifically 
cardiac repolarization, at therapeutic and supratherapeutic dose regimens.  The 
tQT trial may be conducted as part of the required multiple ascending dose trial 
(PMR #####‐#).   

 
The timetable you submitted on DATE states that you will conduct this trial according to the 
following schedule:         
 

Final Protocol Submission:    MM/YY 
Study Completion:                 MM/YY 
Final Report Submission:       MM/YY 

 
 

Sincerely, 
 
Spiros 
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Spiros Nicols  PharmD MBA RPh 
Regulatory Health Project Manager  
DAAAP, ODE II, FDA, CDER 
10903 New Hampshire Ave  Bldg 22, Rm 3111 
Silver Spring, MD 20993  
Office:  240.402.5988 

 

Reference ID: 3838036
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Nicols, Spiros

From: Nicols, Spiros
Sent: Friday, October 23, 2015 12:45 PM
To: 'Clark, Paula'
Cc: Sullivan, Matthew
Subject: NDA 207932 Belbuca Package Insert
Attachments: Belbuca Package Insert-sent to Endo 10-23-15.docx

Importance: High

Dear Paula, 
 
Please find the attached PI for a final quick review by Endo. Let us know if you have any concerns. 
 
Sincerely, 
 
Spiros 
 
Spiros Nicols  PharmD MBA RPh 
Regulatory Health Project Manager  
DAAAP, ODE II, FDA, CDER 
10903 New Hampshire Ave  Bldg 22, Rm 3111 
Silver Spring, MD 20993  
Office:  240.402.5988 
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Nicols, Spiros

From: Clark, Paula <Clark.Paula@endo.com>
Sent: Friday, October 23, 2015 11:10 AM
To: Nicols, Spiros
Cc: Chapman, Tara
Subject: RE: EXTERNAL: URGENT Please submit ALL of the associated REMS documents via the 

Gateway not just the Blueprint

Ok – I will submit all of them. 
 
Thanks. 
 
Paula 
 
Paula Clark 
Senior Director, Regulatory Affairs Liaison 
Endo    1400 Atwater Drive, Malvern, PA  19355 
484-216-7397     mobile 
clark.paula@endo.com 
                                

 
 

From: Nicols, Spiros [mailto:Spiros.Nicols@fda.hhs.gov]  
Sent: Friday, October 23, 2015 11:07 AM 
To: Clark, Paula 
Cc: Chapman, Tara 
Subject: EXTERNAL: URGENT Please submit ALL of the associated REMS documents via the Gateway not just the 
Blueprint 
Importance: High 
 
Dear Paula, 
 
There were changes that Endo made to multiple documents not only the Blueprint. We need a complete submission of 
all the REMS documents via the Gateway. If you have any questions let me know. 
 
Sincerely, 
 
Spiros 
 
Spiros Nicols  PharmD MBA RPh 
Regulatory Health Project Manager  
DAAAP, ODE II, FDA, CDER 
10903 New Hampshire Ave  Bldg 22, Rm 3111 
Silver Spring, MD 20993  
Office:  240.402.5988 
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Nicols, Spiros

From: Nicols, Spiros
Sent: Friday, September 18, 2015 11:00 AM
To: 'Clark, Paula'
Cc: Sullivan, Matthew
Subject: NDA 207932 Belbuca Information Request

Importance: High

Dear Paula, 
 
I have received an information request from our Medical Officer/Clinical Reviewer. I have copied and pasted her request 
below. She has kindly asked that this information be communicated by Monday. Can you please contact Matt Sullivan 
when this information is available as I will be on leave next week. I have cc’d Matt. 

 
 
 
Hi Spiros, 
 
I have done some tabulations of ECG data and they do not match exactly with what the firm reported in their 
clinical study reports.  Can you send them an IR and ask for a response by Monday?  
 
Please evaluate all values in these tabulations for accuracy and explain any discrepancies that you 
identify.  These values were generated from the updated ADEG dataset of the ISS submitted 4/15.  The 
highlighted values appear to conflict with those reported in the clinical study reports for studies 307 and 308.
 
Table 1:  QTcF tabulations studies 307, 308, and 309 

  Open‐label 

buprenorphine[1] 

N=2065 

Double‐blind[2] 

buprenorphine N= 

483 

Double‐blind 

placebo N=488 

ECG 450 msec +  32 (1.5%) 

ECG change >10 

msec from 

baseline 

414 (20%) 

ECG change >30 

msec from 

baseline 

75 (4%) 

ECG change >60 

from baseline 

5 (0.2%)  0 

1All open‐label periods of studies 307, 308, and 309 

2 Studies 307 and 308 
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Table 2: QTcF tabulations by dose level during double‐blind period of studies 307 and 308 
 

  Buprenorphine  Placebo 

N=488 

  150 N=68  300 N=97  450 N=140  600 N=43  750 N=42  900 N=93   

ECG 450 

msec + 

0  2 (2%)  (4%)  1 (2%)  4 (10%) 

ECG change 

>10 msec 

from 

baseline 

ECG change 

>30 msec 

from 

baseline 

 
 
If you have any questions please let me know. 
 
Sincerely, 
 
Spiros 
 
Spiros Nicols  PharmD MBA RPh 
Regulatory Health Project Manager  
DAAAP, ODE II, FDA, CDER 
10903 New Hampshire Ave  Bldg 22, Rm 3111 
Silver Spring, MD 20993  
Office:  240.402.5988 

 

 
 

                                                            
[1] All open‐label periods of studies 307, 308, and 309 
[2] Studies 307 and 308 
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Nicols, Spiros

From: Nicols, Spiros
Sent: Tuesday, August 04, 2015 1:46 PM
To: 'Clark, Paula'
Subject: RE: EXTERNAL: NDA 207932 Belbuca Information Request from Clinical Reviewer

Dear Paula, 
 
Thank you very much for clarifying.  
 
Sincerely, 
 
Spiros 
 
Spiros Nicols  PharmD MBA RPh 
Regulatory Health Project Manager  
Division of Anesthesia, Analgesia, and Addiction Products  
Office of Drug Evaluation II  
FDA, Center for Drug Evaluation and Research  
10903 New Hampshire Avenue  Building 22, Rm 3111 
Silver Spring, MD 20993  
Office:  240.402.5988 
Spiros.Nicols@fda.hhs.gov 
 
 
 

From: Clark, Paula [mailto:Clark.Paula@endo.com]  
Sent: Tuesday, August 04, 2015 8:25 AM 
To: Nicols, Spiros 
Subject: RE: EXTERNAL: NDA 207932 Belbuca Information Request from Clinical Reviewer 
 
Dear Spiros: 
 
The information we have provided regarding this request is summarized in section 12.5.5. in the CSRs respectively in 
Module 5 of the NDA. 
 
Let me know if you need anything further. 
 
Paula 
 
Paula Clark 
Senior Director, Regulatory Affairs Liaison 
Endo    1400 Atwater Drive, Malvern, PA  19355 
484-216-7397     mobile 
clark.paula@endo.com 
                                

 
 

From: Nicols, Spiros [mailto:Spiros.Nicols@fda.hhs.gov]  
Sent: Monday, August 03, 2015 4:00 PM 
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To: Clark, Paula 
Subject: EXTERNAL: NDA 207932 Belbuca Information Request from Clinical Reviewer 
Importance: High 
 
Dear Paula, 
 
I have been advised of another Information request from our Medical Officer/Clinical Reviewer. Please see the below 
request: 
 
Please provide the location of the summary and discussion of the results of the prospective suicidal ideation and 
behavior assessments collected using the C‐SSRS  in controlled Phase 3 studies 307 and 308.   
 
Sincerely, 
 
Spiros 
 
Spiros Nicols  PharmD MBA RPh 
Regulatory Health Project Manager  
Division of Anesthesia, Analgesia, and Addiction Products  
Office of Drug Evaluation II  
FDA, Center for Drug Evaluation and Research  
10903 New Hampshire Avenue  Building 22, Rm 3111 
Silver Spring, MD 20993  
Office:  240.402.5988 
Spiros.Nicols@fda.hhs.gov 
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Nicols, Spiros

From: Nicols, Spiros
Sent: Wednesday, September 02, 2015 2:38 PM
To: 'Clark, Paula'
Subject: NDA 207932 Belbuca  August 25, 2015 amendment: Revised Container Label and 

Carton

Importance: High

Dear Paula, 
 
Thank you for your August 25, 2015 amendment: Revised Container Label and Carton. 
 
Please see the below recommendation from the Division of Medication Error Prevention and Analysis. 
 

The revised container label for the 600 mcg strength is unacceptable from a medication error 
perspective. 
We recommend the Sponsor revise the presentation of the expiration date on the 600 mcg 
container label from   to “MMMYYYY” to mitigate the risk for confusion 
 

Please let me know if you need further clarification.  
 
Sincerely, 
 
Spiros 
 
Spiros Nicols  PharmD MBA RPh 
Regulatory Health Project Manager  
DAAAP, ODE II, FDA, CDER 
10903 New Hampshire Ave  Bldg 22, Rm 3111 
Silver Spring, MD 20993  
Office:  240.402.5988 
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Nicols, Spiros

From: Nicols, Spiros
Sent: Thursday, August 20, 2015 1:03 PM
To: 'Clark, Paula'
Subject: NDA 207932 Belbuca   Recommendations for container labeling

Dear Paula, 
 
Please find the following comments to be conveyed regarding the container labeling provided to the Division 
by the Division of Medication Error Prevention and Analysis: 
 

The revised carton labeling is acceptable from a medication error perspective. The revised container 
labels are unacceptable from a medication error perspective. We recommend the Sponsor revise the 
presentation of the expiration date on the container labels from  ” to “MMMYYYY” to 
mitigate the risk for confusion. 

 
Sincerely, 
 
Spiros 
 
Spiros Nicols  PharmD MBA RPh 
Regulatory Health Project Manager  
DAAAP, ODE II, FDA, CDER 
10903 New Hampshire Ave  Bldg 22, Rm 3111 
Silver Spring, MD 20993  
Office:  240.402.5988 

 

Reference ID: 3832170

(b) (4)



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

SPIROS NICOLS
10/13/2015

Reference ID: 3832170



1

Nicols, Spiros

From: Travis, James
Sent: Monday, June 22, 2015 7:24 AM
To: Nicols, Spiros
Cc: Cooner, Freda; Meaker, Katherine B; Horn, Pamela; Lloyd, Joshua
Subject: IR Request

Spiros, 
We have the following IR for the sponsor. 
 
James E. Travis, Ph.D. 
FDA/CDER/OTS/OB/DBII 
WO Bldg 21, Rm 3660 
Office: (240) 402‐4601 
 
 
 
Conduct additional racial subgroup analyses in studies EN3409‐307 and EN3409‐308 taking the findings below into 
consideration. You should also include an exploration of any factors (e.g., gender, age, geographic region) that may be 
confounded with Race and an exploration of rescue medication usage patterns.  Explain the treatment differences 
observed in the Black/African American subgroup. 

 Note that you analyze the data from individual study using an analysis of covariance (ANCOVA) model with the 
subjects who had observed pain scores during Week 12. We observed that using this analysis the estimated 
treatment benefit in the Black/African American subgroup is substantially less than that of the White subgroup 
in the opioid experienced subjects (Study 307) and roughly comparable between the two subgroups in the 
opioid naïve population (Study 308).  

 When the data are re‐analyzed using either a Mixed‐Model with Repeated Measures (MMRM) or using the 
imputation method specified for the primary analysis, both of which take into account the observed pain scores 
for subjects who discontinue from the study, we found that the estimated treatment benefit for Black/African 
American patients is substantially less in both studies than the estimated treatment benefit for White patients. 

 The disposition patterns by race shows, in the opioid experienced study (307), approximately the same 
completion rate in both the treatment and placebo arms for the Black/African American subgroup compared to 
a 50% dropout rate in the White placebo arm. In the opioid naïve study (308) a higher dropout rate in the 
treatment arm than the placebo arm can be observed. 

 
Repeat the additional analyses with the below changes to the data. 

 Study EN3409‐307:  
o Two subjects (1022‐7028 and 1051‐7017) discontinued from the study for reasons classified as protocol 

violation/other were imputed using multiple imputation in the primary analysis. These subjects are 
reclassified as withdrawn due to adverse events and should be imputed using screen observation carried 
forward. 

 Study EN3409‐308:   
o Six subjects (1006‐8004, 1006‐8013, 1019‐8033, 1055‐8011, 1064‐8010, 1013‐8049) were withdrawn 

from the study for reasons classified as protocol violation/other and were imputed using multiple 
imputation in the primary analysis. These subjects are reclassified as withdrawn due to adverse events 
and should be imputed using screen observation carried forward. 
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Nicols, Spiros

From: Clark, Paula <Clark.Paula@endo.com>
Sent: Monday, May 18, 2015 12:57 PM
To: Nicols, Spiros
Subject: FW: EXTERNAL: Information Request please
Attachments: SAS programs requested by FDA (20150518).zip

Dear Spiros: 
 
Attached are the requested SAS programs as requested this morning in the zip file attached. 
 
These will also be submitted formally through the gateway. 
 
Provided below is a TOC as well for the reviewer to access easily, which will also be included in the gateway submission.
 
Table of Content – FDA Requested Items 
 

307 

Table Number   Program Name 
 
Table Title 
 

Table 14.2.14.1 t-pnc-itt-gender-e.sas 

Table 14.2.14.1 
Descriptive Statistics of Weekly Change from Baseline in Average Numeric 
Rating Scale (NRS) Pain Intensity by Gender in Double-blind Treatment 
Phase 
ITT Population (Subjects at Site 1008 Excluded) 

Table 14.2.14.3 t-pnc-itt-age-exc8.sas 

Table 14.2.14.3
Descriptive Statistics of Weekly Change from Baseline in Average Numeric 
Rating Scale (NRS) Pain Intensity by Age Group in Double-blind 
Treatment Phase 
ITT Population (Subjects at Site 1008 Excluded) 

Table 14.2.14.9 t-pnc-itt-race-e.sas 

Table 14.2.14.9
Descriptive Statistics of Weekly Change from Baseline in Average Numeric 
Rating Scale (NRS) Pain Intensity by Race in Double-blind Treatment 
Phase 
ITT Population (Subjects at Site 1008 Excluded) 

Table 
14.2.14.10 

t-pnc-itt-race.sas 

Table 14.2.14.10
Descriptive Statistics of Weekly Change from Baseline in Average Numeric 
Rating Scale (NRS) Pain Intensity by Race in Double-blind Treatment 
Phase 
ITT Population  
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308 

Table Number   Program Name   Table Title 

Table 14.2.14.1 t-pnc-itt-gender-e.sas 

Table 14.2.14.1 
Descriptive Statistics of Weekly Change from Baseline in Average Numeric 
Rating Scale (NRS) Pain Intensity by Gender in Double-blind Treatment 
Phase 
ITT Population (Subjects at Site 1008 Excluded) 

Table 14.2.14.3 t-pnc-itt-age-exc8.sas 

Table 14.2.14.3
Descriptive Statistics of Weekly Change from Baseline in Average Numeric 
Rating Scale (NRS) Pain Intensity by Age Group in Double-blind 
Treatment Phase 
ITT Population (Subjects at Site 1008 Excluded) 

Table 14.2.14.7 t-pnc-itt-race-e.sas 

Table 14.2.14.7
Descriptive Statistics of Weekly Change from Baseline in Average Numeric 
Rating Scale (NRS) Pain Intensity by Race in Double-blind Treatment 
Phase 
ITT Population (Subjects at Site 1008 Excluded) 

Table 14.2.14.8 t-pnc-itt-race.sas 

Table 14.2.14.8
Descriptive Statistics of Weekly Change from Baseline in Average Numeric 
Rating Scale (NRS) Pain Intensity by Race in Double-blind Treatment 
Phase 
ITT Population 

 
 
 
 
 

 
 
ISE 
 

Table Number   Program Name 
 
Table Title 
 

Table 14.2.5.1 t-pnc-itt-comb.sas 

Table 14.2.5.1  
Descriptive Statistics of Weekly Change from Baseline in Average Numeric 
Rating Scale (NRS) Pain Intensity by the Combined Dose Group  
and Prior Opioid Experience in Double-blind Treatment Phase  
ITT Population  
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Table 14.2.6.1  
t-pnc-itt-gender.sas 

Table 14.2.6.1  
Descriptive Statistics of Weekly Change from Baseline in Average Numeric 
Rating Scale (NRS) Pain Intensity by Gender in Double-blind Treatment 
Phase  
ITT Population 
 

Table 14.2.7.1 t-pnc-itt-age.sas 

Table 14.2.7.1  
Descriptive Statistics of Weekly Change from Baseline in Average Numeric 
Rating Scale (NRS) Pain Intensity by Age Group in Double-blind 
Treatment Phase  
ITT Population  

Table 14.2.7.5 t-pnc-itt-race.sas 

Table 14.2.7.5 
Descriptive Statistics of Weekly Change from Baseline in Average Numeric 
Rating Scale (NRS) Pain Intensity by Race in Double-blind Treatment 
Phase 
ITT Population 
 

Table 14.2.7.6 t-pnc-itt-race-s.sas 

Table 14.2.7.6 
Descriptive Statistics of Weekly Change from Baseline in Average Numeric 
Rating Scale (NRS) Pain Intensity by Race in Double-blind Treatment 
Phase 
  ITT Population (EN3409-307 and EN3409-308) 

Table 14.2.7.7 t-pnc-itt-race-e.sas 

Table 14.2.7.7 
Descriptive Statistics of Weekly Change from Baseline in Average Numeric 
Rating Scale (NRS) Pain Intensity by Race in Double-blind Treatment 
Phase 
ITT Population [Subjects at Site 1008 Excluded] 
 

Table 14.2.7.8 t-pnc-itt-race-s-e.sas 

Table 14.2.7.8 
Descriptive Statistics of Weekly Change from Baseline in Average Numeric 
Rating Scale (NRS) Pain Intensity by Race in Double-blind Treatment 
Phase 
ITT Population (EN3409-307 and EN3409-308) [Subjects at Site 1008 
Excluded] 
 

 
 
Please let me know if you require anything further.   
 
Paula Clark 
Senior Director, Regulatory Affairs Liaison 
Endo    1400 Atwater Drive, Malvern, PA  19355 
484-216-7397     mobile 
clark.paula@endo.com 
                                

 
 

From: Nicols, Spiros [mailto:Spiros.Nicols@fda.hhs.gov]  
Sent: Monday, May 18, 2015 9:56 AM 
To: Clark, Paula 
Subject: EXTERNAL: Information Request please 
 
Dear Paula, 
 
I have been contacted by our Biometrics reviewer and he informed me of the following information request: 
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Please submit the SAS program files which correspond to the analyses presented in the following tables of the clinical 
study reports: 
 
Study 307/308:  
Subgroup Analyses from the original study report (Tables 14.2.14.1, 14.2.14.3) 
Racial Subgroup Analyses from submission dated 1/27/2015 (Tables 14.2.14.9‐10 (Study 307), Tables 14.2.14.7‐
8   (Study 308)) 
 
ISE: 
Subgroup Analyses from the original study report (Tables 2.5.1, 2.6.1, 2.7.1) 
Racial subgroup Analyses from submission dated 1/27/2015 (Tables 14.2.7.5‐14.2.7.8) 
 
 
Sincerely, 
 
Spiros 
 
Spiros Nicols  PharmD, RPh, MBA 
Regulatory Health Project Manager  
Division of Anesthesia, Analgesia, and Addiction Products  
Office of Drug Evaluation II  
FDA, Center for Drug Evaluation and Research  
10903 New Hampshire Avenue  Building 22, Rm 3111 
Silver Spring, MD 20993  
Office:  240.402.5988 
Spiros.Nicols@fda.hhs.gov 
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Nicols, Spiros

From: Nicols, Spiros
Sent: Tuesday, May 12, 2015 3:41 PM
To: 'Clark, Paula'
Subject: NDA 207932  Belbuca  Information Request from Medical Officer   Subject 1045-8014  

study 308

Dear Paula, 
 
I have received a question pertaining to Study 308 from our Clinical Reviewer. Please see below: 
 

Could you ask the Sponsor which treatment subject 1045‐8014 from study 308 received and 
ask for an explanation for the difference in treatment group between the narrative and the 
CSR body and datasets? In the SAE narrative it states that the subject was in the 
buprenorphine group and in the dataset and CSR body it says the subject was in the placebo 
group.   
 
Sincerely, 
 
Spiros 
 
Spiros Nicols  PharmD, RPh, MBA 
Regulatory Health Project Manager  
Division of Anesthesia, Analgesia, and Addiction Products  
Office of Drug Evaluation II  
FDA, Center for Drug Evaluation and Research  
10903 New Hampshire Avenue  Building 22, Rm 3111 
Silver Spring, MD 20993  
Office:  240.402.5988 
Spiros.Nicols@fda.hhs.gov 
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Nicols, Spiros

From: Clark, Paula <Clark.Paula@endo.com>
Sent: Wednesday, May 13, 2015 11:33 AM
To: Nicols, Spiros
Subject: RE: EXTERNAL: NDA 207932 Belbuca Information Request from Medical Officer Subject 

1045-8014 study 308

Dear Spiros: 
 
Response for Reviewer: 
 
We reviewed the narrative versus the datasets and CSR body for subject 1045‐8014.    Please note the SAE narrative is in 
error; the CSR and datasets are correct.  The subject was in the placebo group.  On page 684 of the narrative, 
“buprenorphine” was incorrectly stated 3 times and should have reflected “placebo”. 
 
Please advise if you require an updated narrative or any further details. 
 
With kind regards, 
 
Paula Clark 
Senior Director, Regulatory Affairs Liaison 
Endo    1400 Atwater Drive, Malvern, PA  19355 
484-216-7397     mobile 
clark.paula@endo.com 
                                

 
 

From: Nicols, Spiros [mailto:Spiros.Nicols@fda.hhs.gov]  
Sent: Tuesday, May 12, 2015 3:41 PM 
To: Clark, Paula 
Subject: EXTERNAL: NDA 207932 Belbuca Information Request from Medical Officer Subject 1045-8014 study 308 
 
Dear Paula, 
 
I have received a question pertaining to Study 308 from our Clinical Reviewer. Please see below: 
 

Could you ask the Sponsor which treatment subject 1045‐8014 from study 308 received and 
ask for an explanation for the difference in treatment group between the narrative and the 
CSR body and datasets? In the SAE narrative it states that the subject was in the 
buprenorphine group and in the dataset and CSR body it says the subject was in the placebo 
group.   
 
Sincerely, 
 
Spiros 
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Spiros Nicols  PharmD, RPh, MBA 
Regulatory Health Project Manager  
Division of Anesthesia, Analgesia, and Addiction Products  
Office of Drug Evaluation II  
FDA, Center for Drug Evaluation and Research  
10903 New Hampshire Avenue  Building 22, Rm 3111 
Silver Spring, MD 20993  
Office:  240.402.5988 
Spiros.Nicols@fda.hhs.gov 
 

Reference ID: 3754651
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Nicols, Spiros

From: Clark, Paula <Clark.Paula@endo.com>
Sent: Friday, April 17, 2015 1:13 PM
To: Nicols, Spiros
Subject: Clinial  Information Request for NDA 207932  Belbuca

Please see our responses to your questions from the email dated April 14, 2015.   Please let me know if you have any 
questions arising from our responses. 
 
Thank you.  
 

1. The reason for discontinuation for two subjects at site 1027 in the ADDS dataset for study 307 is listed as “study 
was terminated at our site”.  Explain why the study was terminated at site 1027.    

 
The site’s participation in EN3409‐307 was terminated due to suspension of the Principal Investigator’s (PI) 
medical license for sexual harassment and professional sexual misconduct on 26 Feb 2014.  A follow up site 
audit was conducted by Endo on 29 Apr 2014.  This audit was conducted to assess adherence to protocol‐
specific, GCP, SOP, and Regulatory requirements in the conduct of EN3409‐307, EN3409‐308, and EN3409‐309 
and, to identify potential operational/compliance‐related GCP risks related to an ongoing disciplinary 
investigation of the PI by the State of Georgia Medical Board related to allegations of sexual boundary 
issues.  The audit focused on Physician Oversight, Subject Eligibility & Subject Safety, and Data 
Reliability.  There were no critical or major GCP nonconformities; and, there appear to have been no 
operational practices related to the Georgia State Board of Medicine investigation that compromised Subject 
Safety or Data Integrity.   
 
 

2. Describe the context and the actions taken for the 636 subjects that were reported to have positive urine 
toxicology screen for drugs of abuse in the protocol deviations section of the study 307 clinical study report.  

 
While all these subjects showed positive urine toxicology screen for drugs of abuse (UDS) results, only 6 of 
these subjects listed had positive UDS results that met exclusion criteria #19: Positive urine toxicology screen 
for drugs of abuse (non‐prescribed amphetamines, benzodiazepines, barbiturates, cannabinoids, or 
cocaine).  For all of the subjects, except the ones listed below, these positive results were expected and/or 
explainable during Endo’s clinical review of 1) a subject’s prior medications,  2) concomitant medication the 
subject was allowed to take and/or continue on and 3) all subjects were provided HC/APAP rescue medication 
during the subject’s participation in the study.   The six (6) subjects (see below) with positive UDS that were 
not expected and/or explainable were excluded from the per protocol population. 

 

1023‐7010  Exclusion Criteria #19 in protocol 

Positive Urine Toxicology Screen for Drugs of Abuse (non‐pre

amphetamines, benzodiazepines, barbiturates, cannabinoids

1090‐7032  Exclusion Criteria #19 in protocol 

Positive Urine Toxicology Screen for Drugs of Abuse (non‐pre

amphetamines, benzodiazepines, barbiturates, cannabinoids

1027‐7018  Exclusion Criteria #19 in protocol 

Positive Urine Toxicology Screen for Drugs of Abuse (non‐pre

amphetamines, benzodiazepines, barbiturates, cannabinoids

1010‐7012  Exclusion Criteria #19 in protocol 

Positive Urine Toxicology Screen for Drugs of Abuse (non‐pre

amphetamines, benzodiazepines, barbiturates, cannabinoids

1062‐7009  Exclusion Criteria #19 in protocol  Positive Urine Toxicology Screen for Drugs of Abuse (non‐pre
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amphetamines, benzodiazepines, barbiturates, cannabinoids

1066‐7022  Exclusion Criteria #19 in protocol 

Positive Urine Toxicology Screen for Drugs of Abuse (non‐pre

amphetamines, benzodiazepines, barbiturates, cannabinoids

 
 

3. Explain the statement in the protocol deviations section of the study 307 clinical study report indicating that the 
safety labs and ECG for around 300 subjects were not done “per protocol” and how this impacts the safety 
analyses for the study.  

 
In Study 307, 815 subjects entered into the Open‐label Titration Phase. 511 out of 815 subjects were 
randomized (visit #19). 304 subjects discontinued during the Open‐label Titration Phase and therefore did not 
have a randomization visit.  Per the protocol, the baseline visit occurs at randomization.  Therefore, 304 
subjects would not be expected to have baseline labs or ECGs because they were not randomized and 
continuing into the next phase of the study. 

 
For the safety analysis, the baseline values are defined as the last available values for safety assessments prior 
to the Open‐label Titration Phase (the analyses for the Open‐label Titration Phase) or prior to randomization 
(the analyses for the Double‐blind Treatment Phase).  There is no impact on our overall safety conclusion. 
 

4. Explain the statement in the protocol deviations section of the study 308 clinical study report indicating that the 
safety labs for 280 subjects were not done “per protocol” and how this impacts the safety analyses for the 
study. 

 
In Study 308, 752 subjects entered into the Open‐label Titration Phase. 462 out of 752 subjects were 
randomized (visit #12). 290 subjects discontinued during the Open‐label Titration Phase and therefore did not 
have a randomization visit.  Per the protocol, the baseline visit occurs at randomization.  Therefore, 290 
subjects would not be expected to have baseline labs because they were not randomized and continuing into 
the next phase of the study. 

 
For the safety analysis, the baseline values are defined as the last available values for safety assessments prior 
to the Open‐label Titration Phase (the analyses for the Open‐label Titration Phase) or prior to randomization 
(the analyses for the Double‐blind Treatment Phase).  There is no impact on our overall safety conclusion. 
 

5. Explain what the “less than 4 pain score during the last 7 days” protocol deviation was for study 301.  

If a subject has fewer than 4 daily pain intensity scores during last 7 days of the double‐blind treatment 
period, it was considered a protocol deviation.   

 

. 
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Nicols, Spiros

From: Nicols, Spiros
Sent: Tuesday, April 14, 2015 7:29 AM
To: 'Clark, Paula'
Subject: Information Request for NDA 207932  Belbuca

Dear Paula, 
 
Our medical officer reviewing clinical data from your submission has requested the following information from Endo. 
 
The reason for discontinuation for two subjects at site 1027 in the ADDS dataset for study 307 is listed as “study was 
terminated at our site”.  Explain why the study was terminated at site 1027.   
Describe the context and the actions taken for the 636 subjects that were reported to have positive urine toxicology 
screen for drugs of abuse in the protocol deviations section of the study 307 clinical study report.   
Explain the statement in the protocol deviations section of the study 307 clinical study report indicating that the safety 
labs and ECG for around 300 subjects were not done “per protocol” and how this impacts the safety analyses for the 
study. 
Explain the statement in the protocol deviations section of the study 308 clinical study report indicating that the safety 
labs for 280 subjects were not done “per protocol” and how this impacts the safety analyses for the study. 
Explain what the “less than 4 pain score during the last 7 days” protocol deviation was for study 301.   
 
 
If you have any questions, please let me know. 
 
Sincerely, 
 
Spiros 
 
Spiros Nicols  PharmD, RPh, MBA 
Regulatory Health Project Manager  
Division of Anesthesia, Analgesia, and Addiction Products  
Office of Drug Evaluation II  
FDA, Center for Drug Evaluation and Research  
10903 New Hampshire Avenue  Building 22, Rm 3111 
Silver Spring, MD 20993  
Office:  240.402.5988 
Spiros.Nicols@fda.hhs.gov 
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Nicols, Spiros

From: Nicols, Spiros
Sent: Thursday, April 02, 2015 7:26 AM
To: 'Clark, Paula'
Subject: RE: EXTERNAL: RE: NDA 207932; Belbuca - Query Regarding Priority Review

Dear Paula, 
 
Our Medical Officer has provided the reason for Endo not receiving a priority review for Belbuca below: 
 

The proposed indication meets the serious condition criterion for priority review designation.  However, you 
have not provided information indicating that the proposed drug would be a significant improvement in 
safety or effectiveness over available therapies.  Available therapies include a transdermal buprenorphine 
product that is indicated for the treatment of pain, which is the product that is the most similar to your 
product.  To receive a priority review designation, you would have needed to provide information indicating 
that your product is a significant improvement over transdermal buprenorphine. 

 
Sincerely, 
 
Spiros 
 
Spiros Nicols  PharmD, MBA 
Regulatory Health Project Manager  
Division of Anesthesia, Analgesia, and Addiction Products  
Office of Drug Evaluation II  
FDA, Center for Drug Evaluation and Research  
10903 New Hampshire Avenue  Building 22, Rm 3111 
Silver Spring, MD 20993  
Office:  240.402.5988 
Spiros.Nicols@fda.hhs.gov 
 
 
 

From: Clark, Paula [mailto:Clark.Paula@endo.com]  
Sent: Friday, March 27, 2015 1:26 PM 
To: Nicols, Spiros 
Subject: RE: EXTERNAL: RE: NDA 207932; Belbuca - Query Regarding Priority Review 
 
Hi – I don’t think we would need a teleconference; just the reasoning behind the decision (eg outside of guidance) and 
email response works, unless the only vehicle to receive response is a teleconference, would it then be a type C 
meeting? 
 
Thanks very much for any guidance. 
 
Regards, 
Paula 
 
Paula Clark 
Senior Director, Regulatory Affairs Liaison 
Endo    1400 Atwater Drive, Malvern, PA  19355 
484-216-7397     mobile 
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clark.paula@endo.com 
                                

 
 

From: Nicols, Spiros [mailto:Spiros.Nicols@fda.hhs.gov]  
Sent: Friday, March 27, 2015 1:22 PM 
To: Clark, Paula 
Subject: EXTERNAL: RE: NDA 207932; Belbuca - Query Regarding Priority Review 
 
Dear Paula, 
 
If you would like to have the Division provide a reason for our Standard Review it is possible to request a teleconference 
for such a matter.  
 
Sincerely, 
 
Spiros 
 
Spiros Nicols  PharmD, MBA 
Regulatory Health Project Manager  
Division of Anesthesia, Analgesia, and Addiction Products  
Office of Drug Evaluation II  
FDA, Center for Drug Evaluation and Research  
10903 New Hampshire Avenue  Building 22, Rm 3111 
Silver Spring, MD 20993  
Office:  240.402.5988 
Spiros.Nicols@fda.hhs.gov 
 
 
 

From: Clark, Paula [mailto:Clark.Paula@endo.com]  
Sent: Friday, March 27, 2015 8:11 AM 
To: Nicols, Spiros 
Subject: NDA 207932; Belbuca - Query Regarding Priority Review 
 
Dear Spiros: 
 
Our Leadership have asked Regulatory to gain understanding regarding the Division not granting our request for Priority 
Review for the Belbuca NDA. 
 
Could you provide to us the reason for Standard Review and for not receiving Priority Review for the NDA. 
 
Thanks and regards, 
 
Paula Clark 
Senior Director, Regulatory Affairs Liaison 
Endo    1400 Atwater Drive, Malvern, PA  19355 
484-216-7397     mobile 
clark.paula@endo.com 
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Nicols, Spiros

From: Clark, Paula <Clark.Paula@endo.com>
Sent: Thursday, March 12, 2015 5:31 PM
To: Nicols, Spiros
Subject: RE: EXTERNAL: NDA 207932 Belbuca; Information Request: Microbiology, QT study.

Dear Spiros: 
 
In response to question 1, please note: 
 

Method verification studies for both USP <61> and USP<62> have been performed on buprenorphine 
hydrochloride (HCl) films. The results demonstrated that the methods are adequate for use in buprenorphine 
HCl films. 

 

We continue to work on question 2 and will have response prepared early next week. 

 

Please let me know if there are any questions or concerns. 

 

With kind regards, 

 
 
Paula Clark 
Senior Director, Regulatory Affairs Liaison 
Endo    1400 Atwater Drive, Malvern, PA  19355 
484-216-7397     mobile 
clark.paula@endo.com 
                                

 
 

From: Nicols, Spiros [mailto:Spiros.Nicols@fda.hhs.gov]  
Sent: Wednesday, March 11, 2015 4:15 PM 
To: Clark, Paula 
Subject: EXTERNAL: NDA 207932 Belbuca; Information Request: Microbiology, QT study. 
Importance: High 
 
Dear Paula, 
 
The Division has the following information requests from two review teams (1) Microbiology and (2) Clinical  
 
The information requested is denoted below adjacent to the team number requesting. 
 

(1) Your application states that microbial limits testing will be performed for release and stability using 
methods described in USP <61> and USP <62>.  State whether method verification studies were performed 
to ensure that these methods are adequate for use with your drug product. 
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(2) In order to assist us with our review, provide the mean steady state maximum exposures (Cmax) for your 
product at the following doses: 75 ug q12 h, 150 mcg q 12 h, 300 mcg q12h, 450 mcg q12h, 600 mcg q12h, 
750 mcg q12h and 900 mcg q12h 

 
 

Please provide us with the requested information at your earliest convenience. If you have any questions, please let me 
know. 

 
Sincerely, 
 
Spiros 

 
Spiros Nicols  Pharm D  MBA 
Regulatory Health Project Manager  
Division of Anesthesia, Analgesia, and Addiction Products  
Office of Drug Evaluation II  
FDA, Center for Drug Evaluation and Research  
10903 New Hampshire Avenue  Building 22, Rm 3111 
Silver Spring, MD 20993  
Office:  240.402.5988 
Spiros.Nicols@fda.hhs.gov 
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Nicols, Spiros

From: Nicols, Spiros
Sent: Wednesday, March 11, 2015 4:15 PM
To: 'Clark, Paula'
Subject: NDA 207932 Belbuca; Information Request: Microbiology, QT study.

Importance: High

Dear Paula, 
 
The Division has the following information requests from two review teams (1) Microbiology and (2) Clinical  
 
The information requested is denoted below adjacent to the team number requesting. 
 

(1) Your application states that microbial limits testing will be performed for release and stability using 
methods described in USP <61> and USP <62>.  State whether method verification studies were performed 
to ensure that these methods are adequate for use with your drug product. 

 
(2) In order to assist us with our review, provide the mean steady state maximum exposures (Cmax) for your 

product at the following doses: 75 ug q12 h, 150 mcg q 12 h, 300 mcg q12h, 450 mcg q12h, 600 mcg q12h, 
750 mcg q12h and 900 mcg q12h 

 
 

Please provide us with the requested information at your earliest convenience. If you have any questions, please let me 
know. 

 
Sincerely, 
 
Spiros 

 
Spiros Nicols  Pharm D  MBA 
Regulatory Health Project Manager  
Division of Anesthesia, Analgesia, and Addiction Products  
Office of Drug Evaluation II  
FDA, Center for Drug Evaluation and Research  
10903 New Hampshire Avenue  Building 22, Rm 3111 
Silver Spring, MD 20993  
Office:  240.402.5988 
Spiros.Nicols@fda.hhs.gov 
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Nicols, Spiros

From: Clark, Paula <Clark.Paula@endo.com>
Sent: Wednesday, March 04, 2015 2:49 PM
To: Nicols, Spiros
Subject: RE: EXTERNAL: Information Request NDA 207932: Buprenorphine HCl Buccal Film
Attachments: FDA Biometric Review Team Information Request ( 20150304).zip

Dear Spiros:  Please note we plan to also submit this information formally through the gateway; however, I am attached 
the SAS Program files via email (Zip File) as well (attached). 
 
Response regarding sample size re‐estimation to follow. 
 
Please contact me with any questions you or the biometrics team may have.  We will formally submit through the 
gateway tomorrow. 
 
Kind regards, 
 
Paula Clark 
Senior Director, Regulatory Affairs Liaison 
Endo    1400 Atwater Drive, Malvern, PA  19355 
484-216-7397     mobile 
clark.paula@endo.com 
                                

 
 

From: Nicols, Spiros [mailto:Spiros.Nicols@fda.hhs.gov]  
Sent: Monday, March 02, 2015 9:56 AM 
To: Clark, Paula 
Subject: EXTERNAL: Information Request NDA 207932: Buprenorphine HCl Buccal Film 
Importance: High 
 
Dear Paula, 
 
Please see the below information request from our biometrics reviewers.  
 

Please submit the SAS program files which correspond to the analyses presented in the following tables of the 
clinical study reports: 
 
Study 301 
Primary Efficacy Analyses (Tables 14.2.1.1 and 14.2.1.1.1) 
Sensitivity Analyses (Tables 14.2.2.1, 14.2.2.2, 14.2.2.3, 14.2.2.4) 
 
Study 307/308 
Primary Efficacy Analyses (Tables  14.2.1.1 and 14.2.1.5) 
Sensitivity Analyses (Tables 14.2.2.1, 14.2.3.1, 14.2.3.3,  14.2.4.1(307 only), 14.2.4.3(307 only), 14.2.5.1, 
14.2.13.1, 14.2.13.3) 
Any additional code used to impute the missing data for the primary efficacy analysis 
 
Please provide the DSMB meeting minutes related to the sample size re‐estimation discussed in Section 
11.4.2.3 of the Complete Study Report for Studies 307 and 308. 

Reference ID: 3712119
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At your convenience the Division requests this information to be submitted for our review. 
 
Thank you! 
 
Spiros 
 
Spiros Nicols  Pharm D  MBA 
Regulatory Health Project Manager  
Division of Anesthesia, Analgesia, and Addiction Products  
Office of Drug Evaluation II  
FDA, Center for Drug Evaluation and Research  
10903 New Hampshire Avenue  Building 22, Rm 3111 
Silver Spring, MD 20993  
Office:  240.402.5988 
Spiros.Nicols@fda.hhs.gov 
 
 
 
 
 

From: Nicols, Spiros  
Sent: Friday, February 27, 2015 12:38 PM 
To: 'Clark, Paula' 
Subject: RE: Follow-up - NDA 207932: Buprenorphine HCl Buccal Film 
 
Dear Paula, 
 
This should not be a problem for us. I can send you the 74 day letter via email as a courtesy copy next Friday. 
 
Sincerely, 
 
Spiros 
 
Spiros Nicols  Pharm D  MBA 
Regulatory Health Project Manager  
Division of Anesthesia, Analgesia, and Addiction Products  
Office of Drug Evaluation II  
FDA, Center for Drug Evaluation and Research  
10903 New Hampshire Avenue  Building 22, Rm 3111 
Silver Spring, MD 20993  
Office:  240.402.5988 
Spiros.Nicols@fda.hhs.gov 
 
 
 

From: Clark, Paula [mailto:Clark.Paula@endo.com]  
Sent: Friday, February 27, 2015 9:41 AM 
To: Nicols, Spiros 
Subject: Follow-up - NDA 207932: Buprenorphine HCl Buccal Film 
 
Dear Spiros: 
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I hope you don’t mind my reaching out to you ‐ Just a quick inquiry – with Day 74 fast approaching, can you let me know 
if you plan on sending Day 74 correspondence as an attachment to an email (copy) with official hard copy in the mail 
(with day 74 falling on a Saturday).  Our team is forming our “Rapid Response Team” and are looking to understand 
quickly the content of the day 74 letter, once it arrives here in the appropriate timeframe. 
 
Of course my management is keen on understanding how you plan on sending this to us.   US mail takes an inordinate 
long time to get here for FDA letters. 
 
Many thanks in advance and enjoy the weekend. 
 
Paula Clark 
Senior Director, Regulatory Affairs Liaison 
Endo    1400 Atwater Drive, Malvern, PA  19355 
484-216-7397     mobile 
clark.paula@endo.com 
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Nicols, Spiros

From: Horn, Pamela
Sent: Tuesday, March 03, 2015 4:09 PM
To: Nicols, Spiros
Cc: Lloyd, Joshua
Subject: Information Request NDA 207932

Hi Spiros, 
 
The applicant needs to provide the following information in accordance with the guidance for industry Financial 
Disclosure by Clinical Investigators: 
 

1. Number of investigators/ sub‐investigators listed on form 3454 attachment 
2. Details of the disclosable financial interest for Dr.   on form 3455 attachment 
3. A description of the steps taken to minimize potential bias for Dr.   and Dr.   

 
 
Thanks, 
Pam 
 
Pamela Horn, MD 
Senior Clinical Reviewer 
Division of Anesthesia, Analgesia, and Addiction Products 
OND/CDER/FDA 
301‐796‐5315 
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Nicols, Spiros

From: Nicols, Spiros
Sent: Wednesday, February 11, 2015 2:08 PM
To: 'Clark, Paula'
Subject: NDA 207932, information request (filing issues)

Dear Paula, 
 
Referring to your NDA 207932 for Belbuca, submitted and received on Dec. 23, 2014, we have identified issues that are 
potential filing issues, and these need to be addressed immediately. 
 

1. We note that Sections 2.4 and 2.6.1 of the submission state that a safety assessment of all excipients in 
buprenorphine HCl buccal film is presented in Sections 2.3 and 2.4, respectively.  However, this safety 
assessment does not appear to be included in those sections.  Provide the specific section and page number for 
this safety assessment, or, if it is not present, submit the safety assessment to the NDA immediately.  In addition 
to all of the drug product excipients, this safety assessment must include a safety justification for the levels of 
the components of the TekPrint SW‐9008 blank ink.  As we have informed you in previous correspondences 
prior to your NDA submission, human safety support for the chronic use of excipients in the Belbuca buccal film 
is required either by nonclinical testing or identification of chronic use of the excipients by an appropriate dose 
route and dose level in approved human drugs.  We cannot file your NDA without this information. 
 

2. The annotated draft labeling for your product references information from   in 
sections for Metabolism and Special Populations/Hepatic Impairment in Section 12.3 Pharmacokinetics.  You 
have not included  as one of your listed products for your 505(b)(2) NDA submission, nor have you 
provided patent certifications for patents under NDA   You must either submit new proposed labeling 
and annotated draft labeling that does not rely upon any prior FDA findings of efficacy or safety for   

), or, provide (1) a corrected Form 356h (Box 20) with   as one of your listed products, (2) 
the appropriate patent certifications for  , and (3) data/information to establish a bridge between your 
proposed drug product and the  product to demonstrate that reliance on FDA’s prior findings for   
is scientifically justified. 
 

3. Provide a corrected Form 356h (Box 20) that lists NDA 020732 (Subutex), replacing ANDA 078633, as one of your 
listed products.  While Subutex is a discontinued product, NDA 020732 is still the appropriate application as a 
listed product for your 505(b)(2) NDA.  It is acceptable that the ANDA 078633 Roxane product was used in your 
bioavailability comparison to provide the scientific bridge between Belbuca and Subutex.  You should also check 
the appropriate boxes (all that apply) in Box 20 related to patent certification paragraphs for all listed 
products.  Refer to 21CFR 314.50(i)(1)(i)(A)(1 through 4) (i.e., Paragraph I, II, III, or IV certification). 
 

4. Provide the appropriate patent certification statements in your eCTD tab, 1.3.5.2. “Patent Certifications”.  These 
statements pertain to the NDA products upon which you are relying for you 505(b)(2) NDA submission.  Refer to 
21CFR 314.50(i)(1)(i)(A)(1 through 4) (i.e., Paragraph I, II, III, or IV certification).  You have already described your 
own patents for Belbuca under tab 1.3.5.1, using Form 3542a.  Tab 1.3.5.2. does not relate to your own patents.
 

Please contact me at your earliest convenience to indicate your plans and timing for a submission to NDA 207932 that 
addresses the above issues. 
 
Sincerely, 
 
Spiros 
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Spiros Nicols  Pharm D  MBA 
Regulatory Health Project Manager  
Division of Anesthesia, Analgesia, and Addiction Products  
Office of Drug Evaluation II  
FDA, Center for Drug Evaluation and Research  
10903 New Hampshire Avenue  Building 22, Rm 3111 
Silver Spring, MD 20993  
Office:  240.402.5988 
Spiros.Nicols@fda.hhs.gov 
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Silver Spring, MD  20993

NDA 207932
PROPRIETARY NAME REQUEST
CONDITIONALLY ACCEPTABLE

Endo Pharmaceuticals Inc.
1400 Atwater Drive
Malvern, PA 19355

ATTENTION: Paula Clark 
Senior Director, Regulatory Affairs

Dear Ms. Clark:

Please refer to your New Drug Application (NDA) dated and received, December 23, 2014, 
submitted under section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for 
Buprenorphine HCl buccal film, 75 mcg, 150 mcg, 300 mcg, 450 mcg, 600 mcg, 750 mcg and 
900 mcg.

We also refer to your correspondence, dated and received December 23, 2014, requesting review 
of your proposed proprietary name, Belbuca.

We have completed our review of the proposed proprietary name, Belbuca and have concluded 
that this name is acceptable. 

If any of the proposed product characteristics as stated in your December 23, 2014, submission 
are altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review. 

Reference ID: 3700590
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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 Vaishali Jarral, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-4248. For any other information 
regarding this application, contact Spiros Nicols, Regulatory Project Manager in the Office of 
New Drugs, at (240) 402-5988.

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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Dear Paula,

With regard to NDA 207932 for Belbuca, the Division did not find analyses of efficacy results by race in 

the clinical study report or appendices for studies EN3409-307 and EN3409-308 or for the integrated 

summary of efficacy. In addition we did not find included any analyses of efficacy results by subgroup 

(gender; age; race) for study BUP-301. 

Can you please advise us where this information may be located in the submission or provide the 

necessary tables?

Sincerely,

Spiros

Spiros Nicols Pharm D MBA
Regulatory Health Project Manager

Division of Anesthesia, Analgesia, and Addiction Products

Office of Drug Evaluation II

FDA, Center for Drug Evaluation and Research

10903 New Hampshire Avenue Building 22, Rm 3111

Silver Spring, MD 20993

Office: 240.402.5988

Spiros.Nicols@fda.hhs.gov
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