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Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Wednesday, October 22, 2014 8:25 PM
To: Liao, Edward (Edward.Liao@pharma.com)
Subject: NDA 206627, postmarketing requirements

Dear Ed, 
 
Concerning your NDA for Hysingla ER, we are seeking Purdue’s agreement to the following postmarketing 
requirements (PMRs), which we have determined to be necessary. 
 
Deferred pediatric study under PREA:   
 

Conduct a pharmacokinetic and safety study of an age‐appropriate formulation of hydrocodone 
extended‐release tablets in patients from ages 12 to less than 17 years with pain severe enough to 
require daily, around‐the‐clock, long‐term opioid treatment and for which alternative treatment 
options are inadequate  

 
Final Protocol Submission:      July 31, 2015 
Study Completion:                   January 31, 2019 
Final Report Submission:        July 31, 2019 

 
The five PMRs associated with all ER/LA opioid products: 
 

1. Conduct one or more studies to provide quantitative estimates of the serious risks of misuse, 
abuse, addiction, overdose, and death associated with long‐term use of opioid analgesics for 
management of chronic pain, among patients prescribed ER/LA opioid products.  Include an 
assessment of risk relative to efficacy. 
 
These studies should address at a minimum the following specific aims: 

a. Estimate the incidence of misuse, abuse, addiction, overdose, and death associated with 
long‐term use of opioids for chronic pain.  Stratify misuse and overdose by intentionality 
wherever possible.  Examine the effect of product/formulation, dose and duration of 
opioid use, prescriber specialty, indication, and other clinical factors (e.g., concomitant 
psychotropic medications, personal or family history of substance abuse, history of 
psychiatric illness) on the risk of misuse, abuse, addiction, overdose, and death.  

 
b. Evaluate and quantify other risk factors for misuse, abuse, addiction, overdose, and death 

associated with long‐term use of opioids for chronic pain, including but not limited to the 
following:  demographic factors, psychosocial/behavioral factors, medical factors, and 
genetic factors.  Identify confounders and effect modifiers of individual risk 
factor/outcome relationships.  Stratify misuse and overdose by intentionality wherever 
possible.  

 
The following timetable proposes the schedule by which you will conduct these studies:  
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Final Protocol Submission:      Submitted. 
Study Completion:                   01/2018 
Final Report Submission:        06/2018 

 
2. Develop and validate measures of the following opioid‐related adverse events:  misuse, abuse, 

addiction, overdose and death (based on DHHS definition, or any agreed‐upon definition), which 
will be used to inform the design and analysis for PMR # 2065‐1 and any future post‐marketing 
safety studies and clinical trials to assess these risks.  This can be achieved by conducting an 
instrument development study or a validation study of an algorithm based on secondary data 
sources. 

 
The following timetable proposes the schedule by which you will conduct this study: 
 

Final Protocol Submission:      Submitted. 
Study Completion:                   08/2015 
Final Report Submission:        11/2015 
 

3. Conduct a study to validate coded medical terminologies (e.g., ICD9, ICD10, SNOMED) used to 
identify the following opioid‐related adverse events:  misuse, abuse, addiction, overdose, and 
death in any existing post‐marketing databases to be employed in the studies.  Stratify misuse and 
overdose by intentionality wherever possible.  These validated codes will be used to inform the 
design and analysis for PMR # 1. 
 
The following timetable proposes the schedule by which you will conduct this study: 
 

Final Protocol Submission:      Submitted. 
Study Completion:                   08/2015 
Final Report Submission:        11/2015 
 

4. Conduct a study to define and validate “doctor/pharmacy shopping” as outcomes suggestive of 
misuse, abuse and/or addiction.  These validated codes will be used to inform the design and 
analysis for PMR # 1. 
 
The following timetable proposes the schedule by which you will conduct this study: 
 

Final Protocol Submission:      Submitted. 
Study Completion:                   08/2015 
Final Report Submission:        11/2015 
 

5. Conduct a clinical trial to estimate the serious risk for the development of hyperalgesia following 
use of ER/LA opioid analgesics for at least one year to treat chronic pain.  We strongly encourage 
you to use the same trial to assess the development of tolerance following use of ER/LA opioid 
analgesics.  Include an assessment of risk relative to efficacy. 

 
The following timetable proposes the schedule by which you will conduct this trial: 
 

Final Protocol Submission:      Submitted. 
Trial Completion:                    08/2016 
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Final Report Submission:        02/2017 
 
An additional PMR to assess abuse‐deterrent properties of Hysingla ER: 
 

Conduct epidemiologic investigations to address whether the properties intended to deter misuse and 
abuse of Hysingla ER (hydrocodone bitartrate extended‐release tablets) actually result in a significant 
and meaningful decrease in misuse and abuse, and their consequences, addiction, overdose, and 
death, in the community. The post‐marketing study program must allow FDA to assess the impact, if 
any, that is attributable to the abuse‐deterrent properties of Hysingla ER.  To meet this objective, 
investigations should incorporate recommendations contained in the FDA draft guidance, Abuse‐
Deterrent Opioids—Evaluation and Labeling (January 2013) and proposed comparators need to be 
mutually agreed upon prior to initiating epidemiologic investigations. There must be sufficient drug 
utilization to allow a meaningful epidemiological assessment of overall and route‐specific abuse 
deterrence.    
 

Please review and respond as soon as possible that Purdue is agreeable to the above list of PMRs.  A formal 
amendment should be submitted stating your agreement, with the above list reproduced in your cover letter.
 
Contact me if you have any questions or need for further discussion of these PMRs. 
 
Kind regards, 
Dominic 
 
Dominic Chiapperino, Ph.D.  
Senior 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, Room 3134  
Silver Spring, MD 20993  
Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
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Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Wednesday, October 22, 2014 1:20 PM
To: 'Liao, Edward'
Cc: Fanelli, Richard (Richard.Fanelli@pharma.com)
Subject: NDA 206627, Hysingla tablets strengths, request for comment

Hi Ed, 
 
We note your response in below email and have follow up questions, as noted here in bold font.   

 
1. “The abuse‐deterrent features of Hysingla ER address the risk of misuse and abuse of this product.” 

 
Describe how the abuse-deterrent features will address the concerns conveyed to you about the 
risk of medication errors from prescribers dosing this once daily formulation twice daily, a form of 
misuse. 

 
2. “Approving only the lower dosage strengths of Hysingle ER would result in a larger pill burden for patients 

requiring higher doses to alleviate their pain.” 
 

Provide an estimate of the number of patients that would require dosing beyond 60 mg per day, and 
beyond 120 mg per day.  As you suggest that taking two pills once daily represents a pill burden, 
do you propose to limit dosing to no more than 120 mg per day? 

 
3.  “ER/LA opioids are approved and marketed at dosages that are about as potent as the highest dosage unit of 

Hysingla ER.”  
 
Describe how the presence of approved products at similar potency, most of which are dosed twice 
daily, addresses the concerns conveyed about the risk of mis-prescribing Hysingla ER. 

 
4. We will monitor public reaction and offer to work closely with FDA to address the public concern. 

 
Describe how you propose to address public concerns that may arise concerning the higher 
strengths.   

 
Response to our questions is need at your earliest possible opportunity. 
 
Kind regards, 
Dominic 
 
Dominic Chiapperino, Ph.D.  
Senior 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, Room 3134  
Silver Spring, MD 20993  
Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
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From: Liao, Edward [mailto:Edward.Liao@pharma.com]  
Sent: Tuesday, October 21, 2014 12:39 PM 
To: Chiapperino, Dominic 
Cc: Fanelli, Richard 
Subject: RE: Hysingla tablets strengths 
 
Hi Dominic: 
 
We did consider your proposal, but decided that all dose strengths should be approved without delay. 
 
As we mentioned in the t‐con, we understand the public concern and have developed plans to ensure that the 
risks/benefits of this medicine are properly communicated.  We will also offer to work with FDA’s public affairs office to 
coordinate communications about the product. 
 
The medical need and benefit/risks of the higher strengths are fully supported by the data in the NDA.  The ISE/ISS 
describe a number of subjects enrolled in the pivotal trial who titrated to and required these higher doses.  The abuse‐
deterrent features of Hysingla ER address the risk of misuse and abuse of this product.  Approving only the lower dosage 
strengths of Hysingle ER would result in a larger pill burden for patients requiring higher doses to alleviate their 
pain.  ER/LA opioids are approved and marketed at dosages that are about as potent as the highest dosage unit of 
Hysingla ER.  Finally, this product will be part of the class‐wide REMS and post‐marketing studies requirements.  We will 
monitor for any signals of safety and abuse based on dose. 
 
Therefore, we believe that the full dose range of Hysingla ER should be approved by the PDUFA date.  We will monitor 
public reaction and offer to work closely with FDA to address the public concern. 
 
Thanks. 
ed 
 
 

From: Chiapperino, Dominic [mailto:Dominic.Chiapperino@fda.hhs.gov]  
Sent: Monday, October 20, 2014 9:23 AM 
To: Liao, Edward 
Subject: Hysingla tablets strengths 
 
Hi Ed, 
 
When we had our t‐con with you a couple weeks ago we discussed the upper strengths of Hysingla ER tablets and the 
possibility of delaying approval of upper strengths.  Has Purdue given further consideration to this issue?  I believe your 
position was that you would consider, and get back to us. 
 
Thanks and regards, 
Dominic 
 
 
Dominic Chiapperino, Ph.D.  
Senior Regulatory Health Project Manager  
Division of Anesthesia, Analgesia, and Addiction Products  
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Office of Drug Evaluation II  
FDA, Center for Drug Evaluation and Research  
10903 New Hampshire Avenue  
Building 22, Room 3134  
Silver Spring, MD 20993  
Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
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Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Tuesday, October 07, 2014 12:54 PM
To: Liao, Edward (Edward.Liao@pharma.com)
Cc: Dettelbach, Kim; Sitlani, Jay; Hertz, Sharon H
Subject: NDA 206627, follow-up request for comment from Purdue

Dear Ed, 
 
We note that that the “Approved Drug Products with Therapeutic Equivalence Evaluations” lists “NP” or new product 
exclusivity for Zohydro, the approved single‐entity hydrocodone product (NDA # 202880), that expires October 25, 
2016.  Please submit in writing your position on the implications of Zohydro’s exclusivity for approval of your 
application.  Specifically, please address the following characteristics of Zohydro that may be considered that drug’s 
condition(s) of approval for which new clinical studies were essential (section 505(c)(3)(E)(iii) of the FD&C Act; 21 CFR 
314.108(b)(4)): single‐entity hydrocodone; long‐acting (extended‐release) formulation; strengths of hydrocodone up to 
50 mg or up to 100 mg daily; and the indication for management of pain severe enough to require daily, around‐the‐
clock, long‐term opioid treatment and for which alternative treatment options are inadequate. 
 
Kind regards, 
Dominic 
 
Dominic Chiapperino, Ph.D.  
Senior 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, Room 3134  
Silver Spring, MD 20993  
Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
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Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Monday, October 20, 2014 1:56 PM
To: Liao, Edward (Edward.Liao@pharma.com)
Subject: NDA 206627, information request, container labels

Hi Ed, 
 
As I mentioned by phone today, regarding NDA 206627, we do in fact have an additional comment about the container 
labels submitted for Hysingla ER, as follows: 
 

Increase the font size of the statement “Swallow tablets whole.”  to the same font size as the current net 
quantity statement, “60 tablets”.  This will help increase the prominence of this important information.  The 
remaining portion, “Do not cut, break, chew, crush, or dissolve.” can begin on a new line, with its current font 
size unchanged.  In order to accommodate the larger font size of “Swallow tablets whole.”, decrease the font 
size of the net quantity and “Rx Only” statements.   

 
You may submit a mock‐up by email of one representative label for one of the tablet strengths.  We will confirm its 
acceptability and you may then update the NDA with revised container labels. 
 
Kind regards, 
Dominic 
 
 
Dominic Chiapperino, Ph.D.  
Senior 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, Room 3134  
Silver Spring, MD 20993  
Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
 

Reference ID: 3645765



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

DOMINIC CHIAPPERINO
10/20/2014

Reference ID: 3645765



1

Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Wednesday, October 08, 2014 2:55 PM
To: Liao, Edward (Edward.Liao@pharma.com)
Subject: NDA 206627, FDA-revised prescribing information
Attachments: Hysingla ER with FDA revisions 10-8-14 CLEAN.docx

Hi Ed, 
 
Referring to your NDA 206627 for Hysingla ER, we are now providing you with a Word file that has our substantial 
revisions to your proposed product labeling (package insert and Medication Guide).  The revisions are not shown with 
tracked changes because of the extensive revisions and multiple file versions that had to be merged from our consulted 
groups. 
 
We are not yet certain that this label represents our final recommendations for the label, but this is substantially 
complete so that we may share with you and have meaningful dialog as necessary. 
 
Contact me if you have any questions. 
 
Kind regards, 
Dominic 
 
 
Dominic Chiapperino, Ph.D.  
Senior 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, Room 3134  
Silver Spring, MD 20993  
Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
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Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Tuesday, September 30, 2014 10:03 AM
To: Liao, Edward (Edward.Liao@pharma.com)
Subject: NDA 206627, Request for comment from Purdue

Hi Ed, 
 
Concerning your NDA 206627, we have the following request for comment from Purdue: 
 
We note that that the “Approved Drug Products with Therapeutic Equivalence Evaluations” lists new product exclusivity 
for Zohydro ER, the approved single‐entity hydrocodone product (NDA # 202880), that expires October 25, 2016.  Please 
comment on the implications of that exclusivity for approval of your application.   
 
Please respond at your earliest opportunity… An email to me is sufficient at this time. 
 
Kind regards, 
Dominic 
 
 
Dominic Chiapperino, Ph.D.  
Senior 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, Room 3134  
Silver Spring, MD 20993  
Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
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Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Tuesday, September 30, 2014 12:07 PM
To: 'Liao, Edward'
Subject: RE: T-con with FDA, Hysingla ER application

Hi Ed, 
 
Regarding the t‐con we have scheduled for tomorrow, the following items are what we have in mind as an agenda: 
 

 What are Purdue’s plans to address likely public concern about the introduction of higher doses of hydrocodone 
into the market (even though Hysingla ER represents a once daily dosing regimen)?   

 What is Purdue’s current understanding about clinical study site and API manufacturing site inspections? 

 FDA is planning to provide by end of this week the revised Hysingla ER labeling with our edits and 
recommendations.  We plan to  discuss our broad view of the content in Section 9 in advance of sending the 
revised label. 

 Discussion of our request for comment sent to Purdue previously by email today [i.e., “We note that that the 
“Approved Drug Products with Therapeutic Equivalence Evaluations” lists new product exclusivity for Zohydro, 
the approved single‐entity hydrocodone product (NDA # 202880), that expires October 25, 2016.  Please 
comment on the implications of that exclusivity for approval of your application.”]. 

 
Thanks, and speak with you tomorrow. 
 
Regards, 
Dominic 
 

From: Liao, Edward [mailto:Edward.Liao@pharma.com]  
Sent: Wednesday, September 24, 2014 12:43 PM 
To: Chiapperino, Dominic 
Subject: RE: T-con with FDA, Hysingla ER application 
 
Hi Dominic: 
Next Wednesday, 10/1, at 2pm is okay for us.  Do you have any additional information on discussion topics, so that we 
can ensure that the right people are on this call? 
 
For this call, please use the following dial‐in:  1‐800‐591‐2259, Participant Code: ). 
 
Thanks. 
ed 
 

From: Chiapperino, Dominic [mailto:Dominic.Chiapperino@fda.hhs.gov]  
Sent: Wednesday, September 24, 2014 11:38 AM 
To: Liao, Edward 
Subject: RE: T-con with FDA, Hysingla ER application 
 
Hi Ed, 
 
Sorry tomorrow will not work for our team.  How about next week, Wednesday, Oct. 1st, 2:00 to 3:00 PM (EST)? 
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Thanks, 
Dominic 
 

From: Liao, Edward [mailto:Edward.Liao@pharma.com]  
Sent: Wednesday, September 24, 2014 11:11 AM 
To: Chiapperino, Dominic 
Subject: RE: T-con with FDA, Hysingla ER application 
 
Hi Dominic: 
Just following up on my note to you from yesterday.  Is a t‐con tomorrow possible? 
Thanks. 
ed 
 

From: Liao, Edward  
Sent: Tuesday, September 23, 2014 11:20 AM 
To: 'Chiapperino, Dominic' 
Subject: RE: T-con with FDA, Hysingla ER application 
 
Hi Dominic: 
Unfortunately, Todd and Rich will be on a plane for most of Friday, so we will not have our senior regulatory team 
available on Friday. 
Is anytime on Thursday possible? 
Also, can you please provide some more details regarding agenda/discussion items, so that I can make sure that the 
necessary people are available on the call? 
Thanks. 
ed 
 

From: Chiapperino, Dominic [mailto:Dominic.Chiapperino@fda.hhs.gov]  
Sent: Tuesday, September 23, 2014 10:23 AM 
To: Liao, Edward 
Subject: T-con with FDA, Hysingla ER application 
 
Hi Ed, 
 
We are interested in having some dialog with Purdue on various topics concerning your NDA 206627 for Hysingla ER.  I 
have reserved time for this coming Friday, 9/26, at 1:30 PM (EST).  Some topics will be broad and require your senior 
regulatory team, and we may need to touch base concerning DMFs supporting the application. 
 
Please let me know of your availability for Friday, and I can probably provide additional details of agenda items by 
Friday. 
 
Thank you, 
Dominic 
 
 
Dominic Chiapperino, Ph.D.  
Senior 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, Room 3134  
Silver Spring, MD 20993  
Office phone: (301) 796-1183  
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Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
 

Reference ID: 3637434
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Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Thursday, September 04, 2014 12:32 PM
To: Liao, Edward (Edward.Liao@pharma.com)
Subject: NDA 206627, information request - study sites

Hi Ed, 
 
Referring to the Hysingla ER application, we have the following requests for additional information: 
 

1. We note in the 120‐day safety update for NDA 206627 that you discovered missing ECG data that was not 
included in the original NDA submission. We acknowledge your recognition of the issue and that the majority of 
ECGs were retrieved and analyzed.  However, we have concerns regarding the process that allowed for these 
tracings to be missing.  The vendor was to receive three ECG tracings at least 20 minutes apart for each subject; 
if those were not received, did the vendor query the study site?   Please describe the procedures involved with 
the ECG transmissions and what checks were in place to document that all ECGS were transmitted. More so, 
according to the protocol, the investigator was to review and sign upon receipt all ECG reports from the central 
ECG provider. It appears that investigators did not notice the missing ECGs. Were these missing ECGs picked up 
by the site monitors?    

 
Please address the above issues so we can better understand the reasons for the missing data. 

 
2. During the inspection of the Taber study site, the FDA inspector had some concerns regarding the reliability of 

audiologic assessment data from that site.  Address how removal of all audiologic assessment data gathered 
from that site affects the overall audiologic assessment findings.  Provide the number subjects who had 
audiologic assessments at that site, and provide reanalyses of relevant audiologic data excluding data from the 
Taber site.   

 
Contact me if you have questions, but submit this information by September 26, 2014. 
 
Kind regards, 
Dominic 
 
Dominic Chiapperino, Ph.D.  
Senior 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, Room 3134  
Silver Spring, MD 20993  
Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
 

Reference ID: 3621812
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Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Friday, August 29, 2014 11:33 AM
To: Liao, Edward (Edward.Liao@pharma.com)
Subject: NDA 206627, information request, REMS

Hi Ed, 
 
Referring to the Hysingla ER application, NDA 206627, I have confirmed with our team that you should submit the REMS 
materials as a formal amendment at your earliest opportunity, as previously submitted to us by email, but with one 
correction to make.  In the Blueprint drug‐specific information for Hysingla, there is one instance of referring to Hysingla 
ER as “HYD” (in the last bullet of “Key Instructions” section).  Please correct this to instead read “Hysingla ER”.  This are 
the only revision needed at this time. 
 
Also, as discussed by phone, I look forward to receiving your amendment with proof of patent‐holder notification for the 
two Paragraph IV patent certifications concerning Vicoprofen patents. 
 
Kind regards, 
Dominic 
 
 
Dominic Chiapperino, Ph.D.  
Senior 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, Room 3134  
Silver Spring, MD 20993  
Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION
REQUEST FOR CONSULTATION

TO (Office/Division): 

Division of Biostatistics VI, Attn: Karl
Lin

FROM (Name, Office/Division, and Phone Number of Requestor):  

Dominic Chiapperino, DAAAP/ODE2, 6-1183

DATE

April 28, 2014
IND NO.

             
   

NDA NO.

N 206627/S-000
TYPE OF DOCUMENT

NDA
DATE OF DOCUMENT

April 28, 2014

NAME OF DRUG

Hydrocodone bitartrate q24h 
film-coated tablets

PRIORITY CONSIDERATION

Priority
CLASSIFICATION OF DRUG

Opioid analgesic
DESIRED COMPLETION DATE

June 10, 2014

NAME OF FIRM:  Purdue Pharma, LP

REASON FOR REQUEST

I. GENERAL

  NEW PROTOCOL
  PROGRESS REPORT
  NEW CORRESPONDENCE
  DRUG ADVERTISING
  ADVERSE REACTION REPORT
  MANUFACTURING CHANGE / ADDITION
  MEETING PLANNED BY

  PRE-NDA MEETING
  END-OF-PHASE 2a MEETING
  END-OF-PHASE 2 MEETING

RESUBMISSION
  SAFETY / EFFICACY
  CONTROL SUPPLEMENT

  RESPONSE TO DEFICIENCY LETTER
  FINAL PRINTED LABELING
  LABELING REVISION
  ORIGINAL NEW CORRESPONDENCE
  FORMULATIVE REVIEW
  OTHER (SPECIFY BELOW): 

II. BIOMETRICS

  PRIORITY P NDA REVIEW
  END-OF-PHASE 2 MEETING
  CONTROLLED STUDIES
  PROTOCOL REVIEW
  OTHER (SPECIFY BELOW):

  CHEMISTRY REVIEW
  PHARMACOLOGY
  BIOPHARMACEUTICS
  OTHER (SPECIFY BELOW):

III. BIOPHARMACEUTICS

  DISSOLUTION
  BIOAVAILABILTY STUDIES
  PHASE 4 STUDIES

  DEFICIENCY LETTER RESPONSE
  PROTOCOL - BIOPHARMACEUTICS
  IN-VIVO WAIVER REQUEST

IV. DRUG SAFETY

  PHASE 4 SURVEILLANCE/EPIDEMIOLOGY PROTOCOL
  DRUG USE, e.g., POPULATION EXPOSURE, ASSOCIATED DIAGNOSES
  CASE REPORTS OF SPECIFIC REACTIONS (List below)
  COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

  REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
  SUMMARY OF ADVERSE EXPERIENCE
  POISON RISK ANALYSIS

V. SCIENTIFIC INVESTIGATIONS

  CLINICAL   NONCLINICAL

COMMENTS / SPECIAL INSTRUCTIONS:  DAAAP is requesting a PHARMACOLOGY-CAC statistical data consult for NDA
206627/S-000. 

Please review and comment on the acceptability of the carcinogenicity statistical information for the 2-year carcinogenicity 
bioassay in mouse (study NDSE-558-GLP) and the 2-year carcinogenicity bioassay in rat (study NDSE 559-GLP) submitted in 
NDA 206627/S-000 on April 28, 2014. The study reports and SAS transport files are located 
In Global Submit Review under NDA 206627 in section 4.2.3.4.1.  

EDR location: <\\CDSESUB1\evsprod\NDA206627\206627.enx>

NOTE: We ask that this review be completed by June 10, 2014. The Division has scheduled a meeting with the ECAC on June 
17, 2014. Elizabeth Bolan (301-796-2203; Elizabeth.Bolan@FDA.HHS.GOV) will be the primary reviewer for these studies. 
For questions, please contact Dominic Chiapperino, DAAAP Project Manager, at 301-796-1183.

Reference ID: 3497176



SIGNATURE OF REQUESTOR

Dominic Chiapperino
METHOD OF DELIVERY (Check all that apply)

  DARRTS                  EMAIL                 MAIL                 HAND

PRINTED NAME AND SIGNATURE OF RECEIVER PRINTED NAME AND SIGNATURE OF DELIVERER

06/18/2013
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Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Monday, July 28, 2014 1:10 PM
To: Liao, Edward (Edward.Liao@pharma.com)
Subject: NDA 206627, information request, REMS revisions
Attachments: ER.LA REMS RPC risk-mang-rems-and-materials-Clean with FDA Edits.7.24.14.doc

Hi Ed, 
 
As you know, since Purdue has approved products that are part of the ER/LA opioid analgesics REMS, manufacturers of 
ER/LA opioid analgesic products collectively referred to as the REMS Program Companies (RPC) submitted their 
respective modified REMS documents and REMS materials to the Agency between June 9‐13, 2014 to reflect the safety 
labelling changes approved for all ER/LA opioid analgesics on April 16, 2014.  Based on that ongoing review, REMS 
materials for the ER/LA REMS have been revised since your submission of NDA 206627 and the proposed REMS in that 
original submission. 
 
For your REMS submitted with NDA 206627, we request that you update the REMS document, using the attached file, to 
make your proposed REMS consistent with changes also requested of the RPC for the REMS Modification currently 
under review by FDA.  This attached document reflects also the addition of a new dosage strength of Butrans (approved 
on June 30, 2014) and the addition of Targiniq ER (approved on July 23, 2014). 
 
We ask that you review the attached document and add the drug‐specific information for Hysingla ER in the Blueprint – 
particularly in the product specific information chart, and re‐submit this back to FDA by August 1st, or by the same date 
that RPC is able to respond to similar requested revisions, although they would not be including the Hysingla ER 
information. They were asked to respond by Aug. 1st as well.  
 
We may have further comments about your proposed REMS at a later date, as far as the drug‐specific language included 
for Hysingla ER.  Review of this information is ongoing.   
 
Kind regards, 
Dominic 
 
Dominic Chiapperino, Ph.D.  
Senior 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, Room 3134  
Silver Spring, MD 20993  
Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
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Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Monday, July 28, 2014 9:33 AM
To: Liao, Edward (Edward.Liao@pharma.com)
Subject: NDA 206627, information request, container labels & CMC

Hi Ed, 
 
We have reviewed the container labeling you submitted in response to our July 11, 2014, information request, 
and had further discussion with DMEPA about the labeling.  We have the following additional 
comments/requests, and also two additional CMC requests, below: 
 

Labeling/Packaging 
1. The colors used to differentiate the 20 mg and 40 mg strengths (green and grey) are similar, and the 

colors used for the 60 mg and 80 mg strengths (  and dark pink) are also similar, which may 
lead to errors when selecting the correct strength. Select a different color within each of these two 
similar color pairs and ensure the new colors are not similar in color to other strengths. 
 

2. Move the statement “Swallow tablets whole. Do not cut, break, chew, crush or dissolve” to the 
principal display panel to improve its prominence. Consider moving the statement “Purdue Pharma 
L.P.” to the side panel to make room for this important information. 

 
3. Place the medication guide statement under the strength presentation on the principal display panel. 

Move the NDC number, proprietary name, established name, and strength up toward the top of the 
label to increase their prominence. 
 

4. You have not provided carton labels. Confirm that the drug product bottles will not be packaged in 
cartons or provide carton labels for each product strength.  
 
CMC 

5. Update Section 3.2.P.5.1 Specifications with the new acceptance limits of NMT   for   and 
NMT  for total impurities for all product strengths. 
 

6. In process control acceptance limits are typically tighter than the final limits for the drug product so 
that there is some room of variation for subsequent manufacturing procedures. Explain how your 
wider in process control acceptance limit ( ) of   for content uniformity 
can ensure that the final drug product content uniformity to be   
 

Please respond to the CMC comments and packaging comment #4 by Wednesday, and address the other 
labeling/packaging comments with revised labels or a proposal at your earliest opportunity. 
 
Kind regards, 
Dominic 
 
Dominic Chiapperino, Ph.D.  
Senior Regulatory Health Project Manager  
Division of Anesthesia, Analgesia, and Addiction Products  
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Office of Drug Evaluation II  
FDA, Center for Drug Evaluation and Research  
10903 New Hampshire Avenue  
Building 22, Room 3134  
Silver Spring, MD 20993  
Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
 
 
 
 
Dominic Chiapperino, Ph.D.  
Senior 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, Room 3134  
Silver Spring, MD 20993  
Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
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Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Thursday, July 24, 2014 5:08 PM
To: Liao, Edward (Edward.Liao@pharma.com)
Subject: NDA 206627, information request, food effect

Hi Ed, 
 
For NDA 206627, we have an additional request, as follows: 
 
In Food‐effect Study HYD1003, we noted that inter‐individual variability decreased under fed condition, particularly after 
high‐fat meal consumption.  We noted bioavailability (Cmax and or AUC) of subjects 1021, 1034, 1074, 1085 was very 
low under fasting condition compared to average values in the group.  Under high‐fat meal consumption these subjects 
had up to 8‐fold higher increase in Cmax and or AUC.  We noted that subject 1021 vomited after receiving Hysingla ER 
under fasting condition.  Explain the experimental conditions, subject AEs or other relevant conditions that may have 
contributed to the low bioavailability in these subjects under fasting condition.  Also, explain how you plan to address 
these observations in labeling. 
 
Please provide response by c.o.b. Monday, July 28th, and also submit the response to the NDA file. 
 
Kind regards, 
Dominic 
 
Dominic Chiapperino, Ph.D.  
Senior 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, Room 3134  
Silver Spring, MD 20993  
Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
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Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Thursday, July 24, 2014 3:29 PM
To: Liao, Edward (Edward.Liao@pharma.com)
Subject: NDA 206627, information request, terminology

Hi Ed, 
 
Concerning NDA 206627, we have an additional request for information, to clarify some terminology Purdue has used, 
as follows: 
 

1.  In Section 4.4. 5.4 (Aberrant Drug Behavior Events) of the ISS you have listed abuse, overdose, misuse and 
medication errors under aberrant drug behavior events.  Clarify if the events of abuse, overdose, misuse and 
medication errors are what you have defined as aberrant drug behavior.  If not, provide what you define as 
aberrant drug behavior.    

 
2. In Section 4.4.5.2 Formulation‐related Choking and Obstruction Risks (Table 44) and Section 4.4.5.4 Aberrant 

Drug Behavior Events (Table 46) of the ISS, the term “additional medical concept” is included in these respective 
tables.  Clarify what the term “additional medical concept” means and any additional information related to use 
of this terminology.  

 
Please try to include response to this request with the amendments you expect to send tomorrow.  You may also send 
response to me by email. 
 
Kind regards, 
Dominic 
 
Dominic Chiapperino, Ph.D.  
Senior 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, Room 3134  
Silver Spring, MD 20993  
Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
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Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Tuesday, July 22, 2014 11:28 AM
To: Liao, Edward (Edward.Liao@pharma.com)
Subject: NDA 206627, information request,  follow-up

Hi Ed, 
 
We have reviewed the new information provided in response to previous comments about Hysingla ER   

 on tablets.  We have the following follow‐up comments/requests: 
 

 
1. From your given description on   

 
 
 

 
 
 
 
 

 
. 

 
2. In your product development section (section 4.3.1), you have mentioned that you will be using a 

 
 

 
 
 

 
 
 

 

 

.  
 

3. Provide detailed clarification on how the  
.

 
Please respond to these new requests by Friday if at all possible.  We will not be discussing this today during our t‐con 
today as I had suggested we would.  Your written response should be submitted as email to me and then as formal 
amendment as well. 
 
Thank you and regards, 
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Dominic 
 
 
 
 
Dominic Chiapperino, Ph.D.  
Senior 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, Room 3134  
Silver Spring, MD 20993  
Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
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Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Tuesday, July 22, 2014 8:03 AM
To: Liao, Edward (Edward.Liao@pharma.com)
Subject: NDA 206627, information request, Labeling

Dear Ed, 
 
Regarding the package insert for Hysingla ER, we have made substantial revisions but are not quite at the point of 
sending you our complete set of labeling comments and marked‐up package insert.  However, we have some sections 
that we would like to address as soon as possible, so I am excerpting from the package insert to request additional 
information from you related to these sections, as follows: 
 
Provide clarification for the following dosing‐related issues, in these sections: 
 

2.2 Titration and Maintenance of Therapy 
 
Individually titrate HYSINGLA ER to a dose that provides adequate analgesia and minimizes adverse reactions.  
Continually re‐evaluate patients receiving HYSINGLA ER to assess the maintenance of pain control and the 
relative incidence of adverse reactions as well as monitoring for the development of addiction, abuse, or misuse. 
Frequent communication is important among the prescriber, other members of the healthcare team, the 
patient, and the caregiver/family during periods of changing analgesic requirements, including initial titration. 
During chronic therapy, periodically reassess the continued need for the use of opioid analgesics. 
 
Adjust the dose of HYSINGLA ER in increments of [ … ] every 3 to 5 days as needed to achieve adequate 
analgesia.     

	
1. For	the	above	portion	of	section	2.2	(as	we’ve	revised	it	thus	far),	provide	clarification	as	to	appropriate	dose	

increments	in	mg,	where	we	have	underlined	the	text.	
 
 

5.14  QT Interval Prolongation 
 

2.  For the above section 5.14 that we have added in the package insert, clarify the amount by which the dose would be 
appropriately reduced, i.e., by modifying underlined text, and giving your rationale. 
 
Please respond by email at your earliest opportunity.  A formal amendment is not necessary for this issue. 
 
Kind regards, 
Dominic 
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Dominic Chiapperino, Ph.D.  
Senior 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, Room 3134  
Silver Spring, MD 20993  
Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
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PeRC PREA Subcommittee Meeting Minutes 
July 9, 2014 

 
PeRC Members Attending: 
Lynne Yao 
Rosemary Addy 
Jane Inglese 
Hari Cheryl Sachs 
Wiley Chambers 
Tom Smith 
Karen Davis-Bruno 
Andrew Mulberg 
Daiva Shetty 
Julia Pinto 
Lily Mulugeta 
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Agenda 

NDA 206627 Hysingla (hydrocodone) 
Partial 
Waiver/Deferral/Plan 

Management of moderate to pain severe 
enough to require around-the-clock, long-term 
opioid treatment and for which alternative 
treatment options are inadequate 

  

Hysingla (hydrocodone) Partial Waiver/Deferral/Plan  
• NDA 206627 seeks marketing approval for Hysingla (hydrocodone) for management of 

moderate to pain severe enough to require around-the-clock, long-term opioid 
treatment and for which alternative treatment options are inadequate. 

• The application triggers PREA as directed to a new dosing regimen. 
• The application has a PDUFA a goal date of October 28, 2014. 
• The Division noted that this is a high priority review and plan to take an early action 

(mid-August).  The PeRC agreed to review the pediatric plan and not proceed with 
review of the iPSP that was submitted. 
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• The PeRC noted the potential serious consequences for development of age appropriate 
abuse-deterrent opioids formulations to treat chronic and acute pain in children if 
waivers are granted for abuse-deterrent formulations.  Clearly development of abuse-
deterrent formulations of opioids and age-appropriate formulations for children are 
both important public health needs.  Further discussion to develop consistent policies 
will be held. 

•  

 Therefore, the Division and 
PMHS will discuss this potential policy change further.   

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

than 7 years because studies would be impossible or highly impracticable for 
pediatric patients of this age.  See bullet above. 

o The PeRC agreed with partial waiver for pediatric patients aged 7 to less than 12 
years because reasonable attempts to develop a formulation for pediatric 
patients of this age have failed.   Information documenting the sponsor’s failed 
attempts to develop a pediatric formulation must be posted on FDA’s website.   

o There was some disagreement among PeRC members on the appropriate basis 
for the partial waiver in each pediatric age group, with one PeRC member 
recommending that the population birth to less than 12 years be waived for 
failure to develop an age appropriate formulation. 

o The PeRC agreed to a deferral for pediatric patients aged 12 to less than 17 
years because adult studies have been completed and the product is ready for 
approval.   

o The PeRC recommended that the Division consider asking the sponsor to revise 
the pediatric study timeline to require earlier study completion dates. 
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Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Monday, July 21, 2014 1:37 PM
To: Liao, Edward (Edward.Liao@pharma.com)
Subject: RE: NDA 206627, information requests (2)

Hi Ed, 
 
I  need to add one question to the Clinical Pharmacology list in my previous email. 
 
6.  What is the extent of rescue medications in study HYD 3002 and or study HYD3003 patients in following groups? 

a) strong laxatives (Lactulose etc.,)  
b) mild laxatives (docusate, fiber etc.,)  
c) no laxatives 

 
 
Thank you, 
Dominic 
 

From: Chiapperino, Dominic  
Sent: Monday, July 21, 2014 1:19 PM 
To: Liao, Edward (Edward.Liao@pharma.com) 
Subject: NDA 206627, information requests (2) 
 
Hi Ed, 
 
Regarding NDA 206627 for Hysingla ER, we have additional requests for information, as follows: 
 

Clinical 
1. Provide a summary table for subjects who were discontinued during the run‐in period and double‐blind periods 

due to confirmed or suspected diversion in Study HYD3002.   Include the following information in the summary 
table:   subject identifier, dose of HYD /placebo when discontinuation occurred, circumstance surrounding 
confirmed or suspected diversion and supporting laboratory data (e.g., urine drug screen).   In addition, please 
attach case report forms for each of these subjects.  

 
 

2. Provide a summary table for subjects who were discontinued due to confirmed or suspected diversion in Study 
HYD3003.   Include the following information in the summary table:   subject identifier, dose of HYD when 
discontinuation occurred, circumstance surrounding confirmed or suspected diversion and supporting 
laboratory data (e.g., urine drug screen).   In addition, please attach case report forms for each of these subjects. 

 
Clinical Pharmacology: 
In study HYD1007, we note that use of lactulose has potentially confounded the effect of severe hepatic impairment 
on systemic exposure of hydrocodone.  Specifically, three subjects taking lactulose had low systemic exposure after 
receiving Hysingla ER.  The rest of the subjects in severe hepatic impairment group had higher plasma systemic 
exposure (Cmax and AUC) compared to average values noted in healthy subjects. 

 
Discuss the impact of lactulose or other laxative use on safety and efficacy in clinical studies HYD3002 and HYD3003.
Specifically, address the following: 
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1. How many subjects receiving Hysingla ER reported constipation as an adverse event? How many of these 
subjects were treated for constipation? 

2. How many subjects received a laxative? Based on search for conmeds in HYD1007, we note that search for 
“laxative” as a search term may not yield any results.  We recommend that you search for specific 
drugs/supplements used for relieving constipation (docusate, Metamucil, lactulose, etc., etc.).   

3. Was the use of rescue medications in HYD 3002 high in patients taking laxatives? 
4. In study HYD3003, did you note use of “laxative” in patients receiving Hysingla ER.  Was PK data (pre‐dose 

plasma concentrations) available in those subjects?  Discuss any impact of laxative use on pre‐dose hydrocodone 
plasma levels? 

5. Was the use of rescue medications in HYD3003 high in patients taking laxatives? 
 
We would like response to these requests by c.o.b. Wednesday, July 24th. 
 
Kind regards, 
Dominic 
 
Dominic Chiapperino, Ph.D.  
Senior 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, Room 3134  
Silver Spring, MD 20993  
Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
 

Reference ID: 3596577



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

DOMINIC CHIAPPERINO
07/21/2014

Reference ID: 3596577



DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Silver Spring, MD  20993

NDA 206627
PROPRIETARY NAME REQUEST
CONDITIONALLY ACCEPTABLE

Purdue Pharma, L.P.
One Stamford Forum
201 Tresser Blvd.
Stamford, CT 06901-3431

ATTENTION: Edward Liao, Pharm.D.
Director, US Regulatory Affairs

Dear Dr. Liao:

Please refer to your New Drug Application (NDA) dated April 26, 2014, received April 28, 
2014, submitted under section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for 
Hydrocodone Bitartrate Extended-Release Tablets, 20 mg, 30 mg, 40 mg, 60 mg, 80 mg, 100 mg 
and 120 mg.

We also refer to your correspondence, dated and received April 30, 2014, requesting review of 
your proposed proprietary name, Hysingla ER. We have completed our review of the proposed 
proprietary name, Hysingla ER, and have concluded that it is acceptable.

If any of the proposed product characteristics as stated in your April 30, 2014, submission are 
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review.

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 Dominic Chiapperino, Regulatory Project Manager, in the 
Office of New Drugs at (301) 796-1183.

Sincerely,

{See appended electronic signature page}

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

From: Chiapperino, Dominic
Sent: Thursday, July 10, 2014 11:49 AM
To: Liao, Edward (Edward.Liao@pharma.com)
Subject: NDA 206627, information request, updates to Section 12 of PI
Attachments: Section 12 Clinical Pharmacology IR.docx

Hi Ed, 
 
Concerning NDA 206627 and your submitted package insert’s Section 12, we have preliminary comments and request 
for updates as indicated in the attached Word document targeting only Section 12 of the PI. 
 
Since our requests include new tabulated data and information, we wanted to provide these comments as soon as 
possible and have Purdue address these comments and submit with appropriate revisions the attached Word document 
targeting only Section 12.  We will incorporate your new Section 12 into our current working file containing overall 
labeling revisions for future discussion. 
 
We request these revisions to Section 12 by July 16th if at all possible.   
 
Kind regards, 
Dominic 
 
Dominic Chiapperino, Ph.D.  
Senior 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, Room 3134  
Silver Spring, MD 20993  
Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION

PEDIATRIC AND MATERNAL HEALTH 
STAFF REQUEST FOR CONSULTATION

TO: CDER Pediatric and Maternal Health Staff (please check)

Pediatrics      Maternal Health        Both  

FROM (Name, Office/Division, and Phone Number of Requestor):  

Division of Anesthesia, Analgesia, and Addiction Products; Bob 
A. Rappaport, MD, Director

Point-of-contact:  Dominic Chiapperino, PhD, Senior 
Regulatory Health Project Manager, DAAAP, 301-796-1183

DATE
7-10-14

IND NO. NDA
206627

TYPE OF DOCUMENT
Orig. NDA Submission

DATE OF DOCUMENT
4-28-14

NAME OF DRUG
Hydrocodone bitartrate

NAME OF FIRM
Purdue Pharma LP

CLASSIFICATION OF DRUG
Type 3

PDUFA Goal Date 
10-28-14, but earlier action 
targeted in mid-August

Requested Consult 
Completion Date:
July 24, 2014

Urgent* (< 14 days) Priority (14-29 days) Routine > 30 days

*Note:  Any consult requests with a desired completion date of < 14 days from receipt must receive prior approval from PMHS team leaders.  Also, 
please check one of the three boxes above and also put in a due date.

REASON FOR REQUEST
Pediatrics:

Labeling Review
Written Request/PPSR
PREA PMR/General Regulatory Question
SPA
Action Letter Review
30-day IND Review
Other Protocol Review
Meeting Attendance

  PeRC Preparation Assistance
  Other (please explain):

Maternal Health Team:

  Labeling Review
  Pregnancy Exposure Registry (protocol or report)
  Clinical Lactation Study (protocol or report)
  Pregnancy PK (protocol or report)
  30-day IND Review
  Risk Management – Pregnancy Prevention and Planning
  Evaluation of possible safety signal
  Guidance development
  Other (please explain):

Link to electronic submission (if available):

EDR Location: 
\\CDSESUB1\evsprod\NDA206627\206627.enx

Working file for edits:
<\\fdsfs01\ode2\DAAAP\NDA and sNDA\NDA 206627 (HYD-
ER Purdue)\Labeling\Hysingla ER 4-28-14 label with FDA 
revisions.docx>

Materials to be reviewed:
Section 8.1, 8.2, 8.3, and 8.4 of PI

1.  Please briefly describe the submission including drug’s indication(s):

This is a new NDA submission for an extended-release reformulation (with claimed abuse deterrent properties) of hydrocodone 
bitartrate, indicated for the management of chronic pain

2.  Describe in detail the reason for your consult.  Include specific questions:

DAAAP needs input from PMHS for appropriately labeling the product, including risk summary for specific populations 
(maternal, pregnancy category, etc)

3.  Meeting dates:

Mid-Cycle Meeting: Occurred June 25th
Labeling: July 16th and 23rd
Wrap-Up Meeting: July 24th

4. DARRTS Reference ID # for Prior Peds or Maternal Health consults for this product (within the last 3 years):

Reference ID: 3540387
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Review team:
Project Manager:  Dominic Chiapperino, Ph.D.
Clinical reviewer & Team Leader:  Jacqueline Spaulding, MD and Ellen Fields, MD, MPH (TL)    
Pharmacology/Toxicology reviewer & Team Leader:  Elizabeth Bolan, PhD and Dan Mellon, PhD (TL)
Clinical Pharmacology reviewer & Team Leader:  Srikanth Nallani, PhD and Yun Xu, PhD (TL)
Other:  
PRINTED NAME or SIGNATURE OF REQUESTOR:
Dominic Chiapperino  (signed electronically)

METHOD OF DELIVERY (Please check)
  DARRTS    EMAIL    HAND    OTHER

Version: DARRTS 06/01/2011
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Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Friday, June 27, 2014 2:06 PM
To: Liao, Edward (Edward.Liao@pharma.com)
Subject: NDA 206627, information request, CMC

Dear Ed, 
 
I have a CMC‐related information request for NDA 206627, as follows: 
 

1. To facilitate the review of your NDA, expand your bottle configuration table in Section 3.2.P.7 to include a list of 
each material used in the construction of all package components and correlate each to its respective CFR 
sections. 
 

2. You stated that drug product batch size in addition to the submitted typical size of   tablets will be 
quantitatively proportional and validated. Specify the range of your potential additional batch sizes and confirm 
how you will update the NDA  with additional supporting information.  

 
Contact me if you have questions. 
 
Kind regards, 
Dominic 
 
Dominic Chiapperino, Ph.D.  
Senior 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, Room 3134  
Silver Spring, MD 20993  
Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
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Executive CAC
June 24, 2014

Committee: Abby Jacobs, Ph.D., OND-IO, Acting Chair
Paul Brown, Ph.D., OND-IO, Member
Timothy McGovern, Ph.D., OND-IO, Alternate Member 
R. Daniel Mellon, Ph.D., DAAAP, Supervisor
Elizabeth A. Bolan, Ph.D., DAAAP, Presenting Reviewer

Author of Draft:  Elizabeth A. Bolan, Ph.D.

The following information reflects a brief summary of the Committee discussion 
and its recommendations. 

NDA #: 206627
Drug Name:  Hydrocodone bitartrate extended-release tablets (HYSINGLA
ER)
Sponsor: Purdue Pharma, L.P.

Background:
Hydrocodone bitartrate is a semi-synthetic mu opioid agonist.  Purdue Pharma is 
developing a single-entity extended-release hydrocodone product with purported 
abuse-deterrent properties for the management of moderate to severe pain 
where the use of an opioid analgesic is appropriate.  Hydrocodone bitartrate was 
found to be negative in the Ames assay, the in vitro mouse lymphoma assay and 
the in vivo mouse micronucleus assay and is not considered either mutagenic or 
clastogenic. The Executive CAC provided concurrence on dose selection for 
both the mouse and rat carcinogenicity study protocols (minutes dated 6/14/02).  

Mouse Carcinogenicity Study
In the 2-year carcinogenicity study in CD-1 mice (60-70/sex/group), hydrocodone
bitartrate was administered orally by gavage (vehicle: distilled water) at doses of 
0, 20, 60, 200 mg/kg in males and 0, 10, 30, 100 mg/kg in females.  Dosing of 
the high dose male group was stopped at Week 94 as a result of increased 
mortality.  The high dose males were sacrificed at the termination of the study
The 2-year mouse study is considered valid and no treatment-related increases 
in any tumor type were observed.

Rat Carcinogenicity Study
In the 2-year carcinogenicity study in Sprague-Dawley rats (70/sex/group), 
hydrocodone bitartrate was administered orally by gavage (vehicle: distilled 
water) at doses of 0, 4, 12, and 25 mg/kg in both males and females. The 
maximally tolerated dose appears to have been exceeded at the mid and high 
doses in both males and females based on decreases in terminal body weights
>10% as compared to controls. The 2-year rat study is considered valid and no 
treatment-related increases in any tumor type were observed.

Reference ID: 3532474



Executive CAC Recommendations and Conclusions:

Rat:

 The Committee concurred that the study was valid and acceptable, noting 
prior Exec CAC concurrence with the protocol.  The Committee noted the 
body weight decrements and low exposure ratios.  

 The Committee concurred that there were no drug-related neoplasms in the 
study.

Mouse:

 The Committee concurred that the study was valid and acceptable, noting 
prior Exec CAC concurrence with the protocol. 

 The Committee concurred that there were no drug-related neoplasms in the 
study.

                                               
Abby Jacobs, Ph.D.
Acting Chair, Executive CAC

cc:\
/Division File, DAAAP, NDA 206627
/RD Mellon, DAAAP
/EA Bolan, DAAAP
/D Chiapperino, DAAAP
/ASeifried, OND-IO
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Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Tuesday, June 24, 2014 8:38 AM
To: Liao, Edward (Edward.Liao@pharma.com)
Subject: NDA 206627, information request, patient death

Hi Ed, 
 
For NDA 206627, we have an additional information request as follows: 
 
Submit a copy of the death certificate for Subject HYD3003‐2198A‐3065030 or provide the location of the death 
certificate in the subject’s CRF.  
 
Please provide this by the end of this week. 
 
Kind regards, 
Dominic 
 
 
Dominic Chiapperino, Ph.D.  
Senior 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, Room 3134  
Silver Spring, MD 20993  
Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
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Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Monday, June 23, 2014 4:56 PM
To: Liao, Edward (Edward.Liao@pharma.com)
Subject: NDA 206627, information request, pharmacogenomic data

Dear Ed, 
 
We have the following request for additional information.  Response is requested by end of this week if at all possible. 
 
We have noted your plan to collect pharmagenomic (pharmacogenetic data) data from subjects participating in 
protocols for studies HYD1002, HYD1003, HYD1006.  We noted the “Pharmacogenomic Sample Collection Manual” for 
HYD1002.  However, we were unable to locate any report on exploratory PG analyses that may have been performed to 
investigate PK, pharmacodynamic, and/or safety findings or hypotheses from this and related studies.   
 
Provide any information, particularly pharmacogenetic data, that could help explain the variability in PK parameters.  If 
such exploratory analysis reports are already submitted, help us locate these reports. 
 
Kind regards, 
Dominic 
 
 
Dominic Chiapperino, Ph.D.  
Senior 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, Room 3134  
Silver Spring, MD 20993  
Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
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Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Monday, June 16, 2014 1:28 PM
To: Liao, Edward (Edward.Liao@pharma.com)
Subject: NDA 206627, information request, HYD3002

Dear Ed, 
 
Concerning NDA 206627 for Hysingla ER, we have the following request for additional information: 
 
In the Clinical Study Report for Study HYD3002, Table 6 (Subject Disposition and Reasons for Discontinuations – Safety 
Population and Randomized Safety Population)  located below, it is reported that, during the double‐blind period, 5% of 
the HYD treatment group versus 4% of the placebo treatment group discontinued study drug and study simultaneously 
due to subject’s choice.  
 

Reference ID: 3525392
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Provide an additional summary table (HYD versus placebo group) displaying the specific reasons for a subject’s choice 
(e.g., personal reasons or withdrawal of consent) to discontinue study drug and study simultaneously during the double‐
blind period as listed in the appendix table and subject’s case report form.  
 
Please provide the requested information by c.o.b. June 19, 2014. 
 
Kind regards, 
Dominic 

Reference ID: 3525392
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Dominic Chiapperino, Ph.D.  
Senior 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, Room 3134  
Silver Spring, MD 20993  
Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 206627
FILING COMMUNICATION -

FILING REVIEW ISSUES IDENTIFIED

Purdue Pharma L.P.
One Stamford Forum
201 Tresser Blvd.
Stamford, CT 06901-3431

Attention: Edward Liao, PharmD
US Regulatory Affairs

Dear Dr. Liao:

Please refer to your New Drug Application (NDA) dated April 26, 2014, received April 28, 
2014, submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act
(FDCA), for Hysingla ER (hydrocodone bitartrate) extended-release tablets, 20, 30, 40, 60, 80, 
100, and 120 mg.

We also refer to your amendments dated May 6, 9, and 21, and June 3, 2014.

We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 CFR 314.101(a), this 
application is considered filed 60 days after the date we received your application.  The review 
classification for this application is Priority.  Therefore, the user fee goal date is October 28, 
2014.

We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, mid-
cycle, team and wrap-up meetings).  Please be aware that the timelines described in the guidance 
are flexible and subject to change based on workload and other potential review issues (e.g., 
submission of amendments).  We will inform you of any necessary information requests or status 
updates following the milestone meetings or at other times, as needed, during the process.  If 
major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing requirement/commitment requests by October 7, 
2014.

Reference ID: 3524801
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During our filing review of your application, we identified the following potential review issues:

Chemistry, Manufacturing, and Controls
1. We have reviewed DMF  in support of NDA 206627 and found that it is

deficient. The deficiencies were communicated to the DMF holder on May 30, 2014. 
Be advised that the outcome of the CMC review of your NDA is dependent upon 
satisfactory resolution of the identified deficiencies in DMF .

2. Include  as a Process Control during the manufacture of the drug 
product, including sampling and testing during the preparation of  

 

3. The release specification for  in the drug product is too 
high and is not supported by the batch release data which demonstrate levels of  
to be at or below the limit of quantitation. Tighten the specification for to be 
consistent with the batch data and further tighten the specification for the total 
impurities which includes the current high specification for .

4. Monitor for  during stability.

5. Provide .

6. You have not provided process validation data for the drug product manufacturing 
process. Commit to completing the process validation before the release of your 
commercial product to the market.

Microbiology
7. You propose waiving microbial enumeration release testing for your drug product.  

This proposal may be acceptable provided that adequate upstream controls are 
established and documented. We acknowledge your summary of both water activity 
and microbial limits testing data in module 3.2.P.2. However, a release program that 
does not include microbial enumeration testing necessitates adequate 
microbiological controls of both incoming raw materials and the manufacturing 
process, in addition to the product’s low water activity. Provide the following 
information for your process:

a. Identify and justify critical control points in the manufacturing process that 
could affect microbial load of the drug product.  

i.

ii.

b. Describe microbiological monitoring and acceptance criteria for the critical 
control points that you have identified.  Verify the suitability of your testing 
methods for your drug product.  Conformance to the acceptance criteria 

Reference ID: 3524801
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Clinical
9. In your oral human abuse potential study, HYD1013, we note the absence of

information regarding how subjects chewed the test drug. There is no indication that 
a “vigorous” chewing arm was included in the Treatment Phase. This is important 
as we note the prior findings from Study OTR1016 that evaluated the 
pharmacokinetics of reformulated OxyContin and demonstrated substantially higher 
plasma levels of oxycodone following “vigorous” chewing compared to “normal” 
chewing of the reformulated product. Therefore, it must be determined whether 
“vigorous” chewing of HYD tablets could result in significantly higher plasma levels 
of hydrocodone, and, therefore, possibly higher levels of subjective reinforcing 
effects (i.e., Drug Liking) compared to when HYD tablets are subjected to “normal” 
chewing. We recommend that you conduct a pharmacokinetic study examining 
plasma levels of hydrocodone following “normal” and “vigorous” chewing of HYD 
tablets to potentially bridge to study HYD1013.

We are providing the above comments to give you preliminary notice of potential review issues.  
Our filing review is only a preliminary evaluation of the application and is not indicative of 
deficiencies that may be identified during our review.  Issues may be added, deleted, expanded 
upon, or modified as we review the application.  If you respond to these issues during this review 
cycle, we may not consider your response before we take an action on your application.

PRESCRIBING INFORMATION

Your proposed prescribing information (PI) must conform to the content and format regulations 
found at 21 CFR 201.56(a) and (d) and 201.57.  We encourage you to review the labeling review 
resources on the PLR Requirements for Prescribing Information website including:

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

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

important format items from labeling regulations and guidances.  

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

1. The “Initial U.S. Approval” date in the Highlights (HL) section is currently left 
blank, perhaps because you believe the year shown here identifies the approval year 
of this product (which is not known).  However, the year shown here would be for 
the first FDA approval of the hydrocodone bitartrate moiety, which is 1943, and 
should be included. 
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2. Under the ADVERSE REACTIONS heading of the HL section, the required bolded 
statement, “To report SUSPECTED ADVERSE REACTIONS, contact [name of 
manufacturer] at [manufacturer’s U.S. phone number] or FDA at 1-800-FDA-1088 
or www.fda.gov/medwatch.” should be revised so that the phrase “SUSPECTED 
ADVERSE REACTIONS” is in all-caps font.

3. The revision date statement included at the end of the HL statement, i.e., “Revised: 
xx/xxxx,” should be right-justified in that column.

The above labeling comments, based on the SRPI checklist, are fairly minor and, therefore, we 
will not request submission of revised labeling at this time.  

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

PROMOTIONAL MATERIAL

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

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

Do not submit launch materials until you have received our proposed revisions to the package 
insert (PI) and Medication Guide, and you believe the labeling is close to the final version.  

For more information regarding OPDP submissions, please see 
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm.  If you have any 
questions, call OPDP at 301-796-1200.

REQUIRED PEDIATRIC ASSESSMENTS

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable.
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We acknowledge receipt of your requests for a partial waiver and a partial deferral of pediatric 
studies for this application.  Once we have reviewed your requests, we will notify you if the 
partial waiver and/or partial deferral requests are denied.

If you have any questions, call Dominic Chiapperino, PhD, Senior Regulatory Health Project 
Manager, at (301) 796-1183.

Sincerely,

{See appended electronic signature page}

Bob A. Rappaport, MD
Director
Division of Anesthesia, Analgesia, and
   Addiction Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADM NISTRATION

REQUEST FOR OPDP (previously DDMAC) LABELING REVIEW 
CONSULTATION

**Please send immediately following the Filing/Planning meeting**

TO: 

CDER-OPDP-RPM 

FROM: (Name/Title, Office/Division/Phone number of requestor)

Joan E. Blair,  

Health Communications Analyst, DRISK

301-796-9351

REQUEST DATE

5/28/14
IND NO. NDA/BLA NO.

206627

TYPE OF DOCUMENTS

(PLEASE CHECK OFF BELOW)

NAME OF DRUG

Hysingla ER (extended release 24 
hour hydrocodone bitartrate tablets)

PRIORITY CONSIDERATION

Action Date:  Week of August 
11-15, 2014

CLASSIFICATION OF DRUG

Chronic pain, extended 
release opioid

DESIRED COMPLETION DATE

6/17/14

NAME OF FIRM:

Purdue Pharma L.P. PDUFA Date: 10/28/14

TYPE OF LABEL TO REVIEW

TYPE OF LABELING:

(Check all that apply)

PACKAGE INSERT (PI) 

PATIENT PACKAGE INSERT (PPI)

CARTON/CONTAINER LABELING

MEDICATION GUIDE

INSTRUCTIONS FOR USE(IFU)

TYPE OF APPLICATION/SUBMISSION

X   ORIGINAL NDA/BLA

IND
EFFICACY SUPPLEMENT
SAFETY SUPPLEMENT
LABELING SUPPLEMENT
PLR CONVERSION

REASON FOR LABELING CONSULT
  INITIAL PROPOSED LABELING
LABELING REVISION

For OSE USE ONLY

x REMS 

EDR link to submission:   \\cdsesub1\evsprod\nda206627\0000\m1\us\hyd-risk-man-plans-final.pdf

Please Note: There is no need to send labeling at this time.  OPDP reviews substantially complete labeling, which has already 
been marked up by the CDER Review Team.  After the disciplines have completed their sections of the labeling, a full review team 
labeling meeting can be held to go over all of the revisions.  Within a week after this meeting, “substantially complete” labeling 
should be sent to OPDP.  Once the substantially complete labeling is received, OPDP will complete its review within 14 calendar 
days.

OSE/DRISK ONLY: For REMS consults to OPDP, send a word copy of all REMS materials and the most recent labeling to CDER 
DDMAC RPM. List out all materials included in the consult, broken down by audience (consumer vs provider), in the comments 
section below.

COMMENTS/SPECIAL INSTRUCTIONS:  Please review the following materials to ensure that they are not promotional in 
any way.  Since Hysingla ER plans to join the ER/LA (Extended Release/Long Acting) REMS Single 
Shared System (SSS), all materials should be consistent with the most current version of the ER/LA 
REMS materials found here:  http://www.er-la-opioidrems.com/IwgUI/rems/home.action).  However, the 
ER/LA REMS SSS materials are currently being revised to reflect new safety label changes - due back to FDA from 
the RPC in mid-June 2014. 

Reference ID: 3514887



12/05/2013

Hysingla ER (ER/LA) materials include:
Provider:
Patient Counseling Document (PCD) on Extended-Release/Long-Acting Opioid Analgesics 
FDA Blueprint for Prescriber Education for Extended-Release and Long-Acting Opioid Analgesics 
Prescriber Letter 1 
Prescriber Letter 2 
Prescriber Letter 3 

Professional Organization/Licensing Board Letter 1 
Professional Organization/Licensing Board Letter 2 
ER/LA Opioid Analgesic REMS SSS website (www.ER-LA-opioidREMS.com)  Upon approval Hysingla 
ER will be added to the list of ER/LA REMS products on the website here:  http://www.er-la-
opioidrems.com/IwgUI/rems/products.action
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  eMAIL                             HAND
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Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Friday, May 16, 2014 12:17 PM
To: Liao, Edward (Edward.Liao@pharma.com)
Subject: NDA 206627, information request, clinical study site information

Hi Ed, 
 
Referring to your NDA 206627 submission, we are not able to locate the following information, which was requested at 
the pre NDA meeting.  Either provide us with the location of this information in the submission, or submit it to the NDA 
by May 23, 2014.  This is required in order to determine which study sites will be inspected by the Office of Scientific 
Investigation.  
 

1. Provide the following in tabular form for both Phase 3 studies, by site: 
 

a.   Number of subjects screened at each site 
b.   Number of subjects randomized at each site, if appropriate 
c.   Number of subjects treated who prematurely discontinued at each site 

 
2. Also indicate where the following information is located in the submission, or submit it to the NDA for both 

completed Phase 3 trials: 
 
a. Location at which sponsor trial documentation is maintained (e.g., monitoring plans and reports, training 

records, data management plans, drug accountability records, IND safety reports, or other sponsor records 
as described in ICH E6, Section 8). This is the actual physical site(s) where documents are maintained and 
would be available for inspection. 

 
b. Name, address and contact information of all contract research organizations (CROs) used in the conduct of 

the clinical trials and brief statement of trial related functions transferred to them. If this information has 
been submitted in eCTD format previously (e.g., as an addendum to a Form FDA 1571) you may identify the 
location(s) and/or provide link(s) to information previously provided. 

 
c. The location at which trial documentation and records generated by the CROs with respect to their roles and 

responsibilities in conduct of respective studies is maintained. As above, this is the actual physical site where 
documents would be available for inspection. 

 
Contact me if you have any questions. 
 
Kind regards, 
Dominic 
 
 
Dominic Chiapperino, Ph.D.  
Senior 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, Room 3134  
Silver Spring, MD 20993  

Reference ID: 3508175
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Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
 

Reference ID: 3508175
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADM NISTRATION
REQUEST FOR PATIENT LABELING REVIEW CONSULTATION

TO: 

CDER/DMPP/Patient Labeling Team (PLT)

ATTN: Chris Wheeler, Carol A. McAlman

FROM: (Name/Title, Office/Division/Phone number of requestor)

Division of Anesthesia, Analgesia, and Addiction Products
– Bob A. Rappaport, M.D., Director

Point-of-contact: Dominic Chiapperino, Ph.D., 
Senior Regulatory Health Project Manager, 301-796-1183 

REQUEST DATE:

May 6, 2014

NDA/BLA NO.:

NDA 206627

TYPE OF DOCUMENTS:

(PLEASE CHECK OFF BELOW)

Original NDA

NAME OF DRUG:

Hysingla ER (hydrocodone 
bitartrate) extended-release 
tablets

PRIORITY CONSIDERATION:

P

CLASSIFICATION OF DRUG:

3

DESIRED COMPLETION DATE
(Generally 2 Weeks after receiving substantially 
complete labeling)

July 25, 2014

SPONSOR:

Purdue Pharma L.P.
PDUFA Date:

Oct. 28, 2014 (However, action planned for much earlier,
targeting August 11, 2014)

TYPE OF LABEL TO REVIEW

TYPE OF LABELING:

(Check all that apply)

PATIENT PACKAGE INSERT (PPI)

MEDICATION GUIDE

INSTRUCTIONS FOR USE(IFU)

TYPE OF APPLICATION/SUBMISSION
  ORIGINAL NDA/BLA
EFFICACY SUPPLEMENT
SAFETY SUPPLEMENT
LABELING SUPPLEMENT
MANUFACTURING (CMC) SUPPLEMENT
PLR CONVERSION

REASON FOR LABELING CONSULT
  INITIAL PROPOSED LABELING
LABELING REVISION

EDR link to submission: \\CDSESUB1\evsprod\NDA206627\206627.enx

Please Note: DMPP uses substantially complete labeling, which has already been marked up by the CDER Review Team, when 
reviewing MedGuides, IFUs, and PPIs.  Once the substantially complete labeling is received, DMPP will complete its review within 
14 calendar days.  Please provide a copy of the sponsor’s proposed patient labeling in Word format.  

COMMENTS/SPECIAL INSTRUCTIONS:

Remaining team meetings:
 Filing/Planning: May 22nd  
 Mid-Cycle Meeting: June 25th

 Labeling: July 9th, 16th, and 23rd

 Wrap-Up Meeting: July 24th

SIGNATURE OF REQUESTER   Dominic Chiapperino (electronically signed)

SIGNATURE OF RECEIVER METHOD OF DELIVERY (Check one)
  eMAIL (BLAs Only)  DARRTS

Version: 12/9/2011
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADM NISTRATION

REQUEST FOR “DDMAC” LABELING REVIEW CONSULTATION
**Please send immediately following the Filing/Planning meeting**

TO: 

CDER/OMP/OPDP 

c/o  CDER-DDMAC-RPM

ATTN: Olga Salis, Eunice Chung-Davies, and Sam Skariah

FROM: (Name/Title, Office/Division/Phone number of requestor)

Division of Anesthesia, Analgesia, and Addiction Products
   Dr. Bob A. Rappaport, M.D., Director
Point-of-contact: Dominic Chiapperino, Ph.D., 

   Senior Regulatory Health Project Manager, 301-796-1183 

REQUEST DATE

May 6, 2014
IND NO. NDA/BLA NO.

NDA 206627

TYPE OF DOCUMENTS

(PLEASE CHECK OFF BELOW)  Original NDA, labeling (recvd. 4/28/14)

NAME OF DRUG

Hysingla ER (hydrocodone 
bitartrate) extended-release tablets

PRIORITY CONSIDERATION

Priority

CLASSIFICATION OF DRUG

3 (new formulation)

DESIRED COMPLETION DATE
(Generally 1 week before the wrap-up meeting)

July 25, 2014

NAME OF FIRM:

Purdue Pharma L.P. PDUFA Date: Oct. 28, 2014  (However, an action is planned for 
much earlier, targeting Aug. 11, 2014)

TYPE OF LABEL TO REVIEW

TYPE OF LABELING:

(Check all that apply)

PACKAGE INSERT (PI) 

PATIENT PACKAGE INSERT (PPI)

CARTON/CONTAINER LABELING

MEDICATION GUIDE

INSTRUCTIONS FOR USE(IFU)

TYPE OF APPLICATION/SUBMISSION
  ORIGINAL NDA/BLA
IND
EFFICACY SUPPLEMENT
SAFETY SUPPLEMENT
LABELING SUPPLEMENT
PLR CONVERSION

REASON FOR LABELING CONSULT
  INITIAL PROPOSED LABELING
  LABELING REVISION

EDR link to submission:   \\CDSESUB1\evsprod\NDA206627\206627.enx

Please Note: There is no need to send labeling at this time.  OPDP reviews substantially complete labeling, which has already 
been marked up by the CDER Review Team.  After the disciplines have completed their sections of the labeling, a full review team 
labeling meeting can be held to go over all of the revisions.  Within a week after this meeting, “substantially complete” labeling 
should be sent to OPDP.  Once the substantially complete labeling is received, OPDP will complete its review within 14 calendar 
days.

COMMENTS/SPECIAL INSTRUCTIONS:  

Note: The Medication Guide should follow the format of the ER/LA Opioid REMS products’ MedGuides 
Team meetings:

 Filing/Planning: May 22nd  
 Mid-Cycle Meeting: June 25th

 Labeling: July 9th, 16th, and 23rd

 Wrap-Up Meeting: July 24th

SIGNATURE OF REQUESTER  Dominic Chiapperino  (electronically signed)

SIGNATURE OF RECEIVER METHOD OF DELIVERY (Check one)
  eMAIL   HAND

Reference ID: 3501784
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Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Friday, May 02, 2014 5:30 PM
To: Liao, Edward (Edward.Liao@pharma.com)
Subject: NDA 206627, information requests, (1) QT study, (2) pediatric plan
Attachments: Highlights_ClinPharm_and_Cardiac_Safety.doc

Dear Ed, 
 
Although we are still conducting our review for the filing of NDA 206627, we have noted the need for additional 
information and prefer to request this information now, as follows: 
 

1) Related to your submitted tQT study, HYD‐1009, please complete the attached table, “Highlights of Clinical 
Pharmacology and Cardiac Safety,” and provide it to us at your earliest convenience.  Also, we are not able to 
locate related ECG waveforms in the ECG warehouse.  Please clarify if these have been provided there, and if 
not, submit all related ECG waveforms to the ECG warehouse at: www.ecgwarehouse.com at your earliest 
convenience. 
 

2) We note that you have submitted a pediatric plan with your NDA submission.  The plan includes: a request for a 
waiver of studies under PREA for pediatric patients from birth to 6 years because studies would not be feasible 
given the small number of patients in this age group with chronic pain who require around the clock opioid 
treatment; a waiver for patients ages 7 to 11 years because they would not be able to swallow the tablets; and a 
PK and safety study in patients ages 12 to 17.   We agree with your request for a waiver in patients less than 7 
years for the reason stated.  However, we do not agree with your request for a waiver in patients 7 to 11 years 
due to their inability to swallow a tablet.   Under PREA, you are required to attempt to formulate an age 
appropriate formulation of your product.  If you have attempted to make an age appropriate formulation and 
failed, you must submit this information along with your waiver request and it will be reviewed.  Otherwise, 
your pediatric plan must include a safety and PK study in patients from 7 to <17 years of age.  Efficacy in this age 
group can be extrapolated from findings in adults.   Revise and submit your pediatric plan to include a request 
for a deferral for PK and safety studies in patients 7 to 11 as well as patients 12 to <17, or provide detailed 
information describing your attempt to formulate an age appropriate formulation. 
 

Contact me if you have questions. 
 
Kind regards, 
Dominic 

 
Dominic Chiapperino, Ph.D.  
Senior 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, Room 3134  
Silver Spring, MD 20993  
Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
 

Reference ID: 3500393
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring, MD  20993

NDA 206627
NDA ACKNOWLEDGMENT

Purdue Pharma L.P.
One Stamford Forum
201 Tresser Blvd.
Stamford, CT 06901-3431

Attention: Edward Liao, PharmD
US Regulatory Affairs

Dear Dr. Liao:

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

Name of Drug Product: [Proprietary name pending] (hydrocodone bitartrate) Extended-
Release Tablets, 20, 30, 40, 60, 80, 100, and 120 mg

Date of Application: April 26, 2014

Date of Receipt: April 28, 2014

Our Reference Number: NDA 206627

Unless we notify you within 60 days of the receipt date that the application is not sufficiently 
complete to permit a substantive review, we will file the application on June 27, 2014, in 
accordance with 21 CFR 314.101(a).

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

You are also responsible for complying with the applicable provisions of sections 402(i) and 
402(j) of the Public Health Service Act (PHS Act) [42 USC §§ 282 (i) and (j)], which was 
amended by Title VIII of the Food and Drug Administration Amendments Act of 2007 
(FDAAA) (Public Law No, 110-85, 121 Stat. 904).

Reference ID: 3498848
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The NDA number provided above should be cited at the top of the first page of all submissions 
to this application.  Send all submissions, electronic or paper, including those sent by overnight 
mail or courier, to the following address:

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

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

Secure email between CDER and applicants is useful for informal communications when 
confidential information may be included in the message (for example, trade secrets or patient 
information).  If you have not already established secure email with the FDA and would like to 
set it up, send an email request to SecureEmail@fda.hhs.gov.  Please note that secure email may 
not be used for formal regulatory submissions to applications.
If you have any questions, call me at (301) 796-1183.

Sincerely,

{See appended electronic signature page}

Dominic Chiapperino, PhD
Senior Regulatory Health Project Manager
Division of Anesthesia, Analgesia, and
   Addiction Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research

Reference ID: 3498848
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From: Jarral, Vaishali
To: edward.liao@pharma.com
Subject: NDA 206627
Date: Wednesday, April 30, 2014 10:54:00 AM

Hello Mr. Liao,
 
The Agency has received your new NDA 206627 for HYD (hydrocodone bitartrate) extended‐release
tablets. Please submit the proprietary name review request to this application as soon as possible so
that the review can be completed in a timely manner.
 
Please confirm the receipt of this email.
 
 
Thanks,
 
Vaishali Jarral, M.S., M.B.A
Safety Regulatory Project Manager
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research
Food and Drug Administration
10903 New Hampshire Avenue
Building 22, Room 4472
Silver Spring, MD 20993
 
301.796.4248
Vaishali.Jarral@fda.hhs.gov
 

THIS MESSAGE IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PREDECISIONAL,

PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER LAW.
If you are not the named addressee, or if this message has been addressed to you

in error, you are directed not to read, disclose, reproduce, disseminate, or
otherwise use this transmission. If you have received this document in error,

please immediately notify me by email or telephone.
 
 

Reference ID: 3498613
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION
REQUEST FOR CONSULTATION

TO (Office/Division): Yi Tsong, Ph.D. - OTS/OB/DBVI FROM (Name, Office/Division, and Phone Number of Requestor):  Sandra 
Saltz, Project Manager, CSS, 301-796-3117

DATE

4/30/2014
IND NO.

              
  

NDA NO.

206627
TYPE OF DOCUMENT

2 HAPS
DATE OF DOCUMENT

Received April 28, 2014

NAME OF DRUG

Hydrocodone bitartrate

extended-release oral tablets

PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE

June 30, 2014, or as soon as 
possible.

NAME OF FIRM:  Purdue Pharma LP

REASON FOR REQUEST

I. GENERAL

  NEW PROTOCOL
  PROGRESS REPORT
  NEW CORRESPONDENCE
  DRUG ADVERTISING
  ADVERSE REACTION REPORT
  MANUFACTURING CHANGE / ADDITION
  MEETING PLANNED BY

  PRE-NDA MEETING
  END-OF-PHASE 2a MEETING
  END-OF-PHASE 2 MEETING

RESUBMISSION
  SAFETY / EFFICACY
  PAPER NDA
  CONTROL SUPPLEMENT

  RESPONSE TO DEFICIENCY LETTER
  FINAL PRINTED LABELING
  LABELING REVISION
  ORIGINAL NEW CORRESPONDENCE
  FORMULATIVE REVIEW
  OTHER (SPECIFY BELOW): 

II. BIOMETRICS

  PRIORITY P NDA REVIEW
  END-OF-PHASE 2 MEETING
  CONTROLLED STUDIES
  PROTOCOL REVIEW
  OTHER (SPECIFY BELOW):

  CHEMISTRY REVIEW
  PHARMACOLOGY
  BIOPHARMACEUTICS
  OTHER (SPECIFY BELOW):

III. BIOPHARMACEUTICS

  DISSOLUTION
  BIOAVAILABILTY STUDIES
  PHASE 4 STUDIES

  DEFICIENCY LETTER RESPONSE
  PROTOCOL - BIOPHARMACEUTICS
  IN-VIVO WAIVER REQUEST

IV. DRUG SAFETY

  PHASE 4 SURVEILLANCE/EPIDEMIOLOGY PROTOCOL
  DRUG USE, e.g., POPULATION EXPOSURE, ASSOCIATED DIAGNOSES
  CASE REPORTS OF SPECIFIC REACTIONS (List below)
  COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

  REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
  SUMMARY OF ADVERSE EXPERIENCE
  POISON RISK ANALYSIS

V. SCIENTIFIC INVESTIGATIONS

  CLINICAL   NONCLINICAL

COMMENTS / SPECIAL INSTRUCTIONS:  We are in need of statistical reviews for the following two HAP studies submitted 
under NDA 206627.  We need a quick turn-around on these reviews.

1.  Clinical Study HYD1013 entitled “A Single-Center, Randomized, Double-Blind, Crossover Study to Evaluate the 
Abuse Potential, Pharmacokinetcis, and Safety of Oral
Crushed and Intact Controlled Release Hydrocodone (HYD) Tablets in Recreational Opioid Users.

2.  Clinical Study HYD1014 entitled “A Single-Center, Randomized, Double-Blind, Crossover Study to Evaluate the 
Abuse Potential, Pharmacokinetics, and Safety of Crushed and
Intranasally Administered Controlled Release Hydrocodone in Recreational Opioid Users

These studies are found in module 5.3.5.4 of the NDA submission. 

Thank you very much.
Reference ID: 3498446
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Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Tuesday, April 29, 2014 2:41 PM
To: 'Liao, Edward'
Subject: NDA 206627, Information Request (Module 3)

Dear Ed, 
 
We have received your new NDA 206627 for HYD (hydrocodone bitartrate) extended‐release tablets.  The eCTD NDA 
appears to have loaded successfully as of yesterday morning.  Based on our review thus far, I do have a request for 
additional information to be submitted in Module 3, as follows: 
 

Provide data or specify a referenced DMF as the source of the required data for the following missing Module 
3.2.S sections:  Sections 3.2.S.1, Characterization; 3.2.S.3 Manufacturing Process; 3.2.S.7 Container Closure 
System; and 3.2.S.8  Stability.  

 
Also, I will be following up shortly with a formal letter acknowledging receipt of the application as of yesterday.  I am the
assigned project manager in DAAAP for NDA 206627, so please contact me with any other questions you may have. 
 
Kind regards, 
Dominic 
 
Dominic Chiapperino, Ph.D.  
Senior 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, Room 3134  
Silver Spring, MD 20993  
Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
 

Reference ID: 3498011
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADM NISTRATION
REQUEST FOR CONSULTATION

TO (Division/Office): 

Office of Surveillance and Epidemiology
ATTN: Vaishali Jarral, MS, MBA, 
FYI: Mark Liberatore, Safety Regulatory Project Manager

FROM: 

Division of Anesthesia, Analgesia, and Addiction Products
– Bob A. Rappaport, M.D., Director

Point-of-contact: Dominic Chiapperino, Ph.D., 
Senior Regulatory Health Project Manager, 301-796-1183 

DATE

April 29, 2014
IND NO. NDA NO.

206627

TYPE OF DOCUMENT

Orig. NDA

DATE OF DOCUMENT

Recvd. April 28, 2014

NAME OF DRUG

[tradename pending]
(hydrocodone bitartrate)
extended-release tablets

PRIORITY CONSIDERATION

n/a

CLASSIFICATION OF DRUG

Type 3

DESIRED COMPLETION DATE

July 14, 2014

NAME OF FIRM: Purdue Pharma L.P.

REASON FOR REQUEST

I. GENERAL

  NEW PROTOCOL
  PROGRESS REPORT
  NEW CORRESPONDENCE
  DRUG ADVERTISING
  ADVERSE REACTION REPORT
  MANUFACTURING CHANGE/ADDITION
  MEETING PLANNED BY

  PRE--NDA MEETING
  END OF PHASE II MEETING
  RESUBMISSION
  SAFETY/EFFICACY
  PAPER NDA
  CONTROL SUPPLEMENT

  RESPONSE TO DEFICIENCY LETTER
  FINAL PRINTED LABELING
  LABELING REVISION
  ORIGINAL NEW CORRESPONDENCE
  FORMULATIVE REVIEW
  OTHER (SPECIFY BELOW):   REMS

II. BIOMETRICS

STATISTICAL EVALUATION BRANCH STATISTICAL APPLICATION BRANCH

  TYPE A OR B NDA REVIEW
  END OF PHASE II MEETING
  CONTROLLED STUDIES
  PROTOCOL REVIEW
  OTHER (SPECIFY BELOW):

  CHEMISTRY REVIEW
  PHARMACOLOGY
  BIOPHARMACEUTICS
  OTHER (SPECIFY BELOW):

III. BIOPHARMACEUTICS

  DISSOLUTION
  BIOAVAILABILTY STUDIES
  PHASE IV STUDIES

  DEFICIENCY LETTER RESPONSE
  PROTOCOL-BIOPHARMACEUTICS
  IN-VIVO WAIVER REQUEST

IV. DRUG EXPERIENCE

  PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL
  DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES
  CASE REPORTS OF SPECIFIC REACTIONS (List below)
  COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

  REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
  SUMMARY OF ADVERSE EXPERIENCE
  POISON RISK ANALYSIS

V. SCIENTIFIC INVESTIGATIONS

  CLINICAL   PRECLINICAL

COMMENTS/SPECIAL INSTRUCTIONS:

DAAAP received this new NDA for extended-release hydrocodone bitartrate, a formulation with abuse deterrent claims.  This will have a priority review and likely 
an accelerated review cycle (reflected in requested completion date of July 14, 2014).

The eCTD application can be accessed at: <\\CDSESUB1\evsprod\NDA206627\206627.enx>
DAAAP is requesting DRISK review of the submitted REMS (this product would belong in the class ER/LA opioid REMS) and DMEPA review of all proposed 
product labeling.

SIGNATURE OF REQUESTER

Dominic Chiapperino (signed electronically)
METHOD OF DELIVERY (Check one)

  EMAIL   HAND

SIGNATURE OF RECEIVER SIGNATURE OF DELIVERER

Reference ID: 3497903



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

DOMINIC CHIAPPERINO
04/29/2014

Reference ID: 3497903



DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION
REQUEST FOR CONSULTATION

TO (Office/Division): QT IRT Team
Attn: Devi Kozeli

FROM (Name, Office/Division, and Phone Number of Requestor):  

Bob A. Rappaort, M.D., Director, Division of Anesthesia, 
Analgesia, and Addiction Products (DAAAP)
Point of Contact:  Dominic Chiapperino, PhD
RPM, DAAAP, x6-1183

DATE

April 29, 2014
IND NO.

              
  

NDA NO.

NDA 206627
TYPE OF DOCUMENT

Orig. NDA
Submitted tQT study

DATE OF DOCUMENT

Received April 28, 2014

NAME OF DRUG

[tradename pending] 
hydrocodone bitartrate 
extended-release tablets

PRIORITY CONSIDERATION

P
CLASSIFICATION OF DRUG

3
DESIRED COMPLETION DATE

June 27, 2014

NAME OF FIRM:  Purdue Pharma, L.P.

REASON FOR REQUEST

I. GENERAL

  NEW PROTOCOL
  PROGRESS REPORT
  NEW CORRESPONDENCE
  DRUG ADVERTISING
  ADVERSE REACTION REPORT
  MANUFACTURING CHANGE / ADDITION
  MEETING PLANNED BY

  PRE-NDA MEETING
  END-OF-PHASE 2a MEETING
  END-OF-PHASE 2 MEETING

RESUBMISSION
  SAFETY / EFFICACY
  CONTROL SUPPLEMENT

  RESPONSE TO DEFICIENCY LETTER
  FINAL PRINTED LABELING
  LABELING REVISION
  ORIGINAL NEW CORRESPONDENCE
  FORMULATIVE REVIEW
  OTHER (SPECIFY BELOW): tQT study report

II. BIOMETRICS

  PRIORITY P NDA REVIEW
  END-OF-PHASE 2 MEETING
  CONTROLLED STUDIES
  PROTOCOL REVIEW
  OTHER (SPECIFY BELOW):

  CHEMISTRY REVIEW
  PHARMACOLOGY
  BIOPHARMACEUTICS
  OTHER (SPECIFY BELOW):

III. BIOPHARMACEUTICS

  DISSOLUTION
  BIOAVAILABILTY STUDIES
  PHASE 4 STUDIES

  DEFICIENCY LETTER RESPONSE
  PROTOCOL - BIOPHARMACEUTICS
  IN-VIVO WAIVER REQUEST

IV. DRUG SAFETY

  PHASE 4 SURVEILLANCE/EPIDEMIOLOGY PROTOCOL
  DRUG USE, e.g., POPULATION EXPOSURE, ASSOCIATED DIAGNOSES
  CASE REPORTS OF SPECIFIC REACTIONS (List below)
  COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

  REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
  SUMMARY OF ADVERSE EXPERIENCE
  POISON RISK ANALYSIS

V. SCIENTIFIC INVESTIGATIONS

  CLINICAL   NONCLINICAL

COMMENTS / SPECIAL INSTRUCTIONS:  DAAAP received new NDA 206627, which includes a tQT study.
The eCTD application link is as follows: <\\CDSESUB1\evsprod\NDA206627\206627.enx>
and the link to the tQT study files for Study HYD1009 (entitled “Evaluate the effect of multiple doses (once daily for 
3 days each of HYD 80, 120, and 160 mg tablets) on the QT/QTc interval”) is:
\\CDSESUB1\evsprod\NDA206627\0000\m5\53-clin-stud-rep\535-rep-effic-safety-stud\management-of-pain\5351-
stud-rep-contr\hyd1009
This NDA is of high priority because it is for a (claimed) abuse-deterrent hydrocodone formulation. DAAAP intends 
to take an action at the earliest possible time, well ahead of the “priority review” 6-month goal date, which is why the 
consult review due date of June 27, 2014 is requested.
Srikanth Nallani and Jackie Spaulding are the assigned clinical pharmacology and clinical reviewers (respectively).

Reference ID: 3497956



SIGNATURE OF REQUESTOR

Dominic Chiapperino  (signed electronically)
METHOD OF DELIVERY (Check all that apply)

  DARRTS                  EMAIL                 MAIL                 HAND

PRINTED NAME AND SIGNATURE OF RECEIVER PRINTED NAME AND SIGNATURE OF DELIVERER

06/18/2013

Reference ID: 3497956



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

DOMINIC CHIAPPERINO
04/29/2014

Reference ID: 3497956



DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION
REQUEST FOR CONSULTATION

TO (Office/Division): 

Controlled Substance Staff (CSS, HFD-009)
ATTN:  Corinne Moody, Sandra Saltz

FROM (Name, Office/Division, and Phone Number of Requestor):  

Division of Anesthesia, Analgesia, and Addiction Products;  
Bob A. Rappaport, M.D., Director

Point-of-contact: Dominic Chiapperino, Ph.D., Senior 
Regulatory Health Project Manager, 301-796-1183

DATE

April 29, 2014
IND NO.

              
  

NDA NO.

NDA 206627
TYPE OF DOCUMENT

Original NDA
DATE OF DOCUMENT

Received April 28, 2014

NAME OF DRUG

Hydrocodone bitartrate
extended-release oral tablets

PRIORITY CONSIDERATION

P
CLASSIFICATION OF DRUG

3
DESIRED COMPLETION DATE

July 14, 2014

NAME OF FIRM:  Purdue Pharma LP

REASON FOR REQUEST

I. GENERAL

  NEW PROTOCOL
  PROGRESS REPORT
  NEW CORRESPONDENCE
  DRUG ADVERTISING
  ADVERSE REACTION REPORT
  MANUFACTURING CHANGE / ADDITION
  MEETING PLANNED BY

  PRE-NDA MEETING
  END-OF-PHASE 2a MEETING
  END-OF-PHASE 2 MEETING

RESUBMISSION
  SAFETY / EFFICACY
  PAPER NDA
  CONTROL SUPPLEMENT

  RESPONSE TO DEFICIENCY LETTER
  FINAL PRINTED LABELING
  LABELING REVISION
  ORIGINAL NEW CORRESPONDENCE
  FORMULATIVE REVIEW
  OTHER (SPECIFY BELOW): 

II. BIOMETRICS

  PRIORITY P NDA REVIEW
  END-OF-PHASE 2 MEETING
  CONTROLLED STUDIES
  PROTOCOL REVIEW
  OTHER (SPECIFY BELOW):

  CHEMISTRY REVIEW
  PHARMACOLOGY
  BIOPHARMACEUTICS
  OTHER (SPECIFY BELOW):

III. BIOPHARMACEUTICS

  DISSOLUTION
  BIOAVAILABILTY STUDIES
  PHASE 4 STUDIES

  DEFICIENCY LETTER RESPONSE
  PROTOCOL - BIOPHARMACEUTICS
  IN-VIVO WAIVER REQUEST

IV. DRUG SAFETY

  PHASE 4 SURVEILLANCE/EPIDEMIOLOGY PROTOCOL
  DRUG USE, e.g., POPULATION EXPOSURE, ASSOCIATED DIAGNOSES
  CASE REPORTS OF SPECIFIC REACTIONS (List below)
  COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

  REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
  SUMMARY OF ADVERSE EXPERIENCE
  POISON RISK ANALYSIS

V. SCIENTIFIC INVESTIGATIONS

  CLINICAL   NONCLINICAL

COMMENTS / SPECIAL INSTRUCTIONS:  DAAAP received this NDA for an extended-release formulation of hydrocodone bitartrate 
with abuse-deterrent claims.  This is expected to get a priority review, and perhaps an accelerated FDA action if possible 
(reflected in the requested completion date of July 14, 2014).  We are requesting CSS review of abuse liability studies and 
labeling claims.  The eCTD application can be accessed at:

<\\CDSESUB1\evsprod\NDA206627\206627.enx>

Jackie Spaulding is the assigned clinical reviewer in DAAAP (Ellen Fields is TL).

SIGNATURE OF REQUESTOR

Dominic Chiapperino (electronically signed)
METHOD OF DELIVERY (Check one)

  DARRTS                  EMAIL                 MAIL                 HAND

PRINTED NAME AND SIGNATURE OF RECEIVER PRINTED NAME AND SIGNATURE OF DELIVERER

Reference ID: 3497796



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

DOMINIC CHIAPPERINO
04/29/2014

Reference ID: 3497796




