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EXCLUSIVITY SUMMARY

NDA # 202880  SUPPL # n/a HFD # 170

Trade Name:  Zohydro ER

Generic Name:  hydrocodone bitartrate extended-release capsules

Applicant Name:  Zogenix Inc.    

Approval Date, If Known:  October 25, 2013

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

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

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

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

505(b)(2)

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

  YES NO 

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

n/a

If it is a supplement requiring the review of clinical data but it is not an effectiveness 
supplement, describe the change or claim that is supported by the clinical data:             

          
n/a
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d)  Did the applicant request exclusivity?
YES NO 

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

3 years

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

      If the answer to the above question in YES, is this approval a result of the studies submitted in 
response to the Pediatric Written Request?
   
     n/a

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO 
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.  

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

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

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

1.  Single active ingredient product.

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

                  YES NO 

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s).
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NDA# 020716 Vicoprofen

NDA# 022439 Zutripro

NDA# 022442 Rezira

NDA# 204307 Vituz

In addition to the above approved NDAs for hydrocodone-containing products listed in the Orange 
Book, there are many ANDAs for hydrocodone-containing products listed in the Orange Book (see
the attached list).

2.  Combination product.  

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

n/a YES NO 

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

NDA#

NDA#

NDA#

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

PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

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

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

YES NO 

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

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

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

YES NO 

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

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

YES NO 
[The applicant states: “Zogenix certifies that a thorough search of the scientific 
literature has been conducted and no published studies or reports that provide a 
sufficient basis for approval of the conditions for which Zogenix is seeking approval were 
found.”]

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

     If yes, explain:                                     

                                                        

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

YES NO 

     If yes, explain:                                         

                                                        

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

ZX002-0801- A Randomized Double-Blind, Placebo-Controlled Trial to Evaluate the 
Efficacy, Tolerability and Safety of Hydrocodone Bitartrate Extended-Release Capsules 
in Opioid-Experienced Subjects with Moderate to Severe Chronic Low Back Pain

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

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

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

Investigation #1    YES NO 

Investigation #2    YES NO 
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If you have answered "yes" for one or more investigations, identify each such investigation 
and the NDA in which each was relied upon:

b) For each investigation identified as "essential to the approval", does the investigation 
duplicate the results of another investigation that was relied on by the agency to support the 
effectiveness of a previously approved drug product?

Investigation #1 YES NO 

Investigation #2 YES NO 

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

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

ZX002-0801- A Randomized Double-Blind, Placebo-Controlled Trial to Evaluate the 
Efficacy, Tolerability and Safety of Hydrocodone Bitartrate Extended-Release Capsules 
in Opioid-Experienced Subjects with Moderate to Severe Chronic Low Back Pain

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

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

Investigation #1 !
!

IND # 065111 YES  !  NO   
!  Explain: 
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Investigation #2 !
!

IND # YES !  NO   
!  Explain: 

                               
   

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

n/a

Investigation #1 !
!

YES !  NO   
Explain: !  Explain: 

   

Investigation #2 !
!

YES   !  NO   
Explain: !  Explain:

   

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

YES NO 

If yes, explain:  
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any paragraph IV certifications, mark “N/A” and skip to the next section below 
(Summary Reviews)).

 [505(b)(2) applications]  For each paragraph IV certification, based on the 
questions below, determine whether a 30-month stay of approval is in effect due 
to patent infringement litigation.  

Answer the following questions for each paragraph IV certification:

(1) Have 45 days passed since the patent owner’s receipt of the applicant’s 
notice of certification?

(Note:  The date that the patent owner received the applicant’s notice of 
certification can be determined by checking the application.  The applicant 
is required to amend its 505(b)(2) application to include documentation of 
this date (e.g., copy of return receipt or letter from recipient 
acknowledging its receipt of the notice) (see 21 CFR 314.52(e))).

If “Yes,” skip to question (4) below.  If “No,” continue with question (2).

(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee) 
submitted a written waiver of its right to file a legal action for patent 
infringement after receiving the applicant’s notice of certification, as 
provided for by 21 CFR 314.107(f)(3)?

If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip the rest of the patent questions.  

If “No,” continue with question (3).

(3) Has the patent owner, its representative, or the exclusive patent licensee 
filed a lawsuit for patent infringement against the applicant? 

(Note:  This can be determined by confirming whether the Division has 
received a written notice from the (b)(2) applicant (or the patent owner or 
its representative) stating that a legal action was filed within 45 days of 
receipt of its notice of certification.  The applicant is required to notify the 
Division in writing whenever an action has been filed within this 45-day 
period (see 21 CFR 314.107(f)(2))).

If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee) 
has until the expiration of the 45-day period described in question (1) to waive 
its right to bring a patent infringement action or to bring such an action.  After 
the 45-day period expires, continue with question (4) below.   

(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee) 
submit a written waiver of its right to file a legal action for patent 
infringement within the 45-day period described in question (1), as 
provided for by 21 CFR 314.107(f)(3)?

If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 

  Yes          No        

  Yes          No

  Yes          No

  Yes          No
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Appendix to Action Package Checklist

An NDA or NDA supplemental application is likely to be a 505(b)(2) application if:
(1) It relies on published literature to meet any of the approval requirements, and the applicant does not have a written 

right of reference to the underlying data.   If published literature is cited in the NDA but is not necessary for 
approval, the inclusion of such literature will not, in itself, make the application a 505(b)(2) application.

(2) Or it relies for approval on the Agency's previous findings of safety and efficacy for a listed drug product and the 
applicant does not own or have right to reference the data supporting that approval.

(3) Or it relies on what is "generally known" or "scientifically accepted" about a class of products to support the 
safety or effectiveness of the particular drug for which the applicant is seeking approval.  (Note, however, that this 
does not mean any reference to general information or knowledge (e.g., about disease etiology, support for 
particular endpoints, methods of analysis) causes the application to be a 505(b)(2) application.)

Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose combination drug 
products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC monograph deviations(see 21 CFR 
330.11); new dosage forms; new indications; and, new salts. 

An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was a (b)(1) or a (b)(2).
  
An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the information needed to support the 
approval of the change proposed in the supplement.  For example, if the supplemental application is for a new indication, 
the supplement is a 505(b)(1) if:

(1) The applicant has conducted its own studies to support the new indication (or otherwise owns or has right of 
reference to the data/studies).

(2) And no additional information beyond what is included in the supplement or was embodied in the finding of 
safety and effectiveness for the original application or previously approved supplements is needed to support the 
change.  For example, this would likely be the case with respect to safety considerations if the dose(s) was/were 
the same as (or lower than) the original application.

(3) And all other “criteria” are met (e.g., the applicant owns or has right of reference to the data relied upon for 
approval of the supplement, the application does not rely for approval on published literature based on data to 
which the applicant does not have a right of reference).

An efficacy supplement is a 505(b)(2) supplement if:
(1) Approval of the change proposed in the supplemental application would require data beyond that needed to 

support our previous finding of safety and efficacy in the approval of the original application (or earlier 
supplement), and the applicant has not conducted all of its own studies for approval of the change, or obtained a 
right to reference studies it does not own.   For example, if the change were for a new indication AND a higher 
dose, we would likely require clinical efficacy data and preclinical safety data to approve the higher dose.  If the 
applicant provided the effectiveness data, but had to rely on a different listed drug, or a new aspect of a previously 
cited listed drug, to support the safety of the new dose, the supplement would be a 505(b)(2). 

(2) Or the applicant relies for approval of the supplement on published literature that is based on data that the 
applicant does not own or have a right to reference.  If published literature is cited in the supplement but is not 
necessary for approval, the inclusion of such literature will not, in itself, make the supplement a 505(b)(2) 
supplement.

(3) Or the applicant is relying upon any data they do not own or to which they do not have right of reference. 

If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult with your ODE’s 
ADRA.
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Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Friday, July 26, 2013 9:45 AM
To: Edward Smith <esmith@zogenix.com> (esmith@zogenix.com)
Subject: RE: NDA 202880, REMS edits
Attachments: rems-support-doc-clean.doc; rems-support-doc-clean.pdf; rems-and-materials-clean7 

26 2013.pdf; rems-and-materials-clean 7 26 2013.doc; blueprint tracked 7 26 2013.doc; 
blueprint clean 7 26 2013.doc; rems-doc-clean.doc; blueprint tracked 7 26 2013.pdf

Hi Edward, 

Regarding your proposed REMS for Zohydro ER, we have now concluded our consideration of the additional 
revisions needed to the REMS, as follows. 

COMMENTS  

1. FDA BLUEPRINT 
On July 25, 2013, Butrans, a member of the ER/LA Opioid Analgesics REMS, had a supplemental NDA 
approved with a modified “FDA Blueprint for Prescriber Education for Extended-Release and Long-Acting 
Opioid Analgesics” (Blueprint). Resubmit a proposed modified REMS for your product that adds the 15 
mcg/hour intermediate dosage strength of Butrans (buprenorphine) Transdermal System to the FDA Blueprint. 

See the attached FDA Blueprint for recommended track changes [file named “blueprint tracked 7 26 
2103.pdf”]. 

             

2. RESUBMISSION INSTRUCTIONS 

Submit the following materials through the Gateway: 

 1 MS Word file of REMS Document (clean)  [See attached file named “rems‐doc‐clean.doc”] 

 1 MS Word file of revised FDA Blueprint (clean)   [See attached file named “blueprint clean 7 26 2013.doc”]

 1 MS Word file of revised FDA Blueprint (tracked)  [See attached file named “blueprint tracked 7 26 
2013.doc”] 

 1 MS Word file that includes the REMS document + all appended materials * (clean)  [See attached file 
named “rems‐and‐materials‐clean 7 26 2013.doc”] 

 1 PDF file that includes the REMS document + all appended materials* (clean)  [See attached file named 
“rems‐and‐materials‐clean7 26 2013.pdf”] 

*The materials below should be appended to the REMS document (in the following order):   

- Patient Counseling Document (PCD) on Extended-Release/Long-  Acting Opioid Analgesics 

- Revised FDA Blueprint for Prescriber Education for Extended-Release and Long-Acting Opioid 
Analgesics 

- Prescriber Letter 1 
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- Prescriber Letter 2 

- Prescriber Letter 3 

- Professional Organization/Licensing Board Letter 1 

- Professional Organization/Licensing Board Letter 2 

- ER/LA Opioid Analgesic REMS website (www.ER-LA-opioidREMS.com) 

 1 PDF file of the REMS Supporting Document (clean)  [See attached file named “rems‐support‐doc‐
clean.pdf”] 

 1 MS Word file of the REMS Supporting Document (clean)  [See attached file named “rems‐support‐
doc‐clean.doc”] 

 

These files should be reflective also of the revisions required in my July 23, 2013 email. 
 
Please call me if you have any questions. 
 
Kind regards, 
Dominic 
 
 

From: Chiapperino, Dominic  
Sent: Wednesday, July 24, 2013 4:03 PM 
To: 'Edward Smith' 
Subject: RE: NDA 202880, REMS edits 
 
Hi Edward, 
 
Contrary to my voice message earlier today, directing you to send the REMS package as amendment with agreed‐upon 
changes, I need to put a hold on this request and advise you to wait until Monday to hear further from us.  We have 
discovered something else in the Blueprint that may need modification… we will clarify this to you probably by Monday.
 
I also listened to your recent voice message. I am listening in on a meeting until 4:30… Will touch base again after it 
ends. 
 
Regards, 
Dominic 
 

From: Chiapperino, Dominic  
Sent: Tuesday, July 23, 2013 5:30 PM 
To: 'Edward Smith' 
Subject: NDA 202880, REMS edits 
 

Hi Edward, 
 
Referring to your ND 202880 for Zohdyro ER, and your most recently submitted REMS-related Amendment 
from May 2013, our review of the REMS is completed and we have the following comments: 
 

1.1 REMS DOCUMENT 
Revise the header of the document as shown below: 
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Initial REMS Approval: 07/2012 
Most Recent Modification: XX/2013 

1.2 ELEMENT TO ASSURE SAFE USE  

1.2.1 FDA Blueprint 

Currently, there is hidden text in the following sections which should be visible when viewing the table: 

 Key Instructions 

 Specific Drug Interactions 

Revise the table as shown below: 

 

Zohydro ER 
 Hydrocodone Bitartrate 
 Extended-Release Capsules, 10 mg, 15 mg, 20 mg, 30 mg, 40 mg, and 

50 mg 

Dosing Interval 
 Every 12 hours 

Key Instructions 
 Initial dose in opioid non-tolerant patient is 10 mg.   
 Titrate using a minimum of 3-day intervals. 
 Swallow capsules whole (do not chew, crush, or dissolve). 

Specific Drug Interactions 
 Alcoholic beverages or medications containing alcohol may result in the 

rapid release and absorption of a potentially fatal dose of hydrocodone. 
 CYP3A4 inhibitors may increase hydrocodone exposure. 
 CYP3A4 inducers may decrease hydrocodone exposure. 

Use in Opioid-Tolerant 

Patients 

 Single dose greater than 40 mg or total daily dose greater than 80 mg are 
for use in opioid-tolerant patients only. 

Product-Specific Safety 

C
None 

Relative Potency To Oral 

Morphine
Approximately 1.5:1 oral morphine to hydrocodone oral dose ratio. 

 
                 
 

Tomorrow, please let me know (via email) if you agree to the Agency’s suggested revisions and 
propose no further edits. When I hear from you, I will provide you with submission instructions 
for a REMS amendment. 
 
The documents I’ve attached have the changes listed above.  The pdf shows the edits, and the 
Word document should be “clean,” with these changes accepted. 
 
Thanks, and best 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  
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Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  
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[Proposal from Zogenix, via email on April 30, 2013] 
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES 
     PUBLIC HEALTH SERVICE 
     FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
DATE:  March 29, 2013 
 
TO:  File 
 
THROUGH:  Bob A. Rappaport, MD, Director, Division of Anesthesia, Analgesia, and 

Addiction products (DAAAP) 
 

FROM:  Dominic Chiapperino, PhD, Senior Regulatory Health Project Manager, DAAAP 
 
SUBJECT:  Record of Contact - Teleconference with Zogenix Inc.  
 
APPLICATION/DRUG:  NDA 202880, for Zohydro ER (hydrocodone bitartrate) extended-
release capsules, submitted by Zogenix Inc. 
 

 
A teleconference was held today, 3:30 PM (EST), with the following participants: 
 

Stephen Farr, PhD, President and Chief Operating Officer, Zogenix Inc. 
Edward F. Smith III, PhD, MBA, RAC, Vice President, Regulatory Affairs &  
   Product Quality/Safety, Zogenix Inc. 
 

and  
 

Bob A. Rappaport, MD, Director, DAAAP 
Sharon Hertz, MD, Deputy Director, DAAAP 
Dominic Chiapperino, PhD, Senior Regulatory Health Project Manager, DAAAP 

 
 
Summary of discussion: 
 
The questions from Drs. Farr and Smith during the discussion related to the revised 
expected timing for the action on their submitted NDA for Zohydro ER and the nature of the 
issues that have delayed the action on their NDA beyond the March 1, 2013 PDUFA date. 
  
Dr. Rappaport explained that the initial estimate of a delay of weeks reflected the circumstances 
and discussions in mid-February at about the time of our last teleconference to update Zogenix.  
The current circumstances suggest that, based on ongoing discussions with upper management, 
including the Office of the Center Director, the delay may now be more likely several months 
away.  The complex issues at the center of the delayed action are actively under consideration at 
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all levels of management in CDER.  More specific information about the underlying issues to be 
resolved could not be shared at this time. 
  
Dr. Farr expressed his understanding of these circumstances and his concerns with the potential 
impact to Zogenix in not being able to predict the timing and the outcome of FDA's decision on 
their application.  He indicated that Zogenix would further consider their next steps and possibly 
request further feedback from CDER management. 
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Chiapperino, Dominic 

From: Chiapperino, Dominic

Sent: Wednesday, February 20, 2013 4:53 PM

To: 'Edward Smith'

Subject: NDA 202880, Requested REMS modifications

Page 1 of 3

2/22/2013

Dear Edward, 
  
Regarding your NDA 202880 for Zohydro ER, we have the following comments and request for revised 
REMS-related documents as follows: 
  
1.      REMS Document 
  

Revise the header of the document to read as: 
  

Initial REMS Approval: 07/2012 
Most Recent Modification: XX/2013 

  
2.      Elements to Assure Safe Use 
  

2.1   FDA Blueprint 
  
A. On August 28, 2012, the Agency approved the following modifications to the FDA Blueprint: 
  

1.  Section entitled "Dolophine: Specific Drug Interactions" (page 10) incorrectly stated that: 
  

         CYP 450 inducers may increase methadone levels 
         CYP 450 inhibitors may decrease methadone levels 
  

The statements were revised to state the following: 
  
         CYP 450 inducers may decrease methadone levels 
         CYP 450 inhibitors may increase methadone levels 
  

2.  Addition of the intermediate dosage strengths 40 mg, 70 mg, 130 mg, and 150 mg of Kadian 
(morphine sulfate extended release) capsules that FDA approved on July 9, 2012 to Section 
entitled "Kadian" (page 11). 
  
3.  Sections entitled "Exalgo: Key Instructions" and "Exalgo: Drug Specific Adverse 
Reactions" (page 11), which, as approved on July 9, 2012, incorrectly stated: 

  
         Do not use in patients with sulfa allergy—contains sodium metabisulfite. 
         Allergic manifestations to sulfa component 
  

The statements were revised to state the following: 
  

         Do not use in patients with sulfite allergy—contains sodium metabisulfite. 

Reference ID: 3265601



         Allergic manifestations to sulfite component 
  

4.  Addition of the newly approved 32 mg dosage strength for Exalgo (Hydromorphone 
Hydrochloride Extended-Release) tablets that was approved on August 28, 2012 to the section 
entitled "Exalgo" (page 11). 
  

B.  Additionally, the following modification should be made to the subsection entitled Use in 
Opioid-Tolerant Patients under the drug product Kadian: 
  

Kadian 100 mg, 130 mg, 150 mg, and 200 mg capsules are for use in opioid-tolerant patients 
only 
  

This statement is revised to allow for greater consistency with the approved labeling. 
  

C. See the attached FDA Blueprint for recommended track changes.  
  
2.2    Prescriber Letters 
  
Correct formatting errors in all letters (e.g. a question mark (?) appears in all places where a dash (-) 
should be placed). 
  
2.3    Professional Organization Letters 
  
Correct formatting errors in all letters (e.g. a question mark (?) appears in all places where a dash (-) 
should be placed). 
  
2.4    ER/LA Opioid Analgesics REMS Website 
  
Hydrocodone should be added to the bulleted list on the Important Safety Information page of 
REMS website and in the first line of fourth paragraph (pg. 9 of 11). 
  

3.      REMS Supporting Document 
  

The Company name should be added to page 1 of REMS Supporting Document. 
  
4.      General Comments 
  

Resubmission Requirements and Instructions: Submit the revised proposed REMS modification for 
the ER/LA opioid analgesics with attached materials. Provide a MS Word document with track 
changes and a clean MS Word version of all revised materials and documents. Submit the REMS 
and the REMS Supporting Document as two separate MS Word documents.  
  
Format Request: Submit your proposed REMS and other materials in MS Word format. It makes 
review of these materials more efficient and it is easier for the web posting staff to make the 
document 508 compliant. It is preferable that the entire REMS document and attached materials be 
in a single MS Word document. 

  
Please contact me if you have any questions about these requested REMS modifications. 
  
Kind regards, 
Dominic 

Page 2 of 3
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Dominic Chiapperino, Ph.D.  
Senior Regulatory Health Project Manager  
FDA, Center for Drug Evaluation and Research  
Office of Drug Evaluation II  
Division of Anesthesia, Analgesia, and Addiction Products  
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, February 12, 2013 5:59 PM
To: 'Edward Smith'
Subject: NDA 202880, request for agreement on potential PMR studies

Dear Edward,
 
Regarding your NDA 202880 for Zohydro ER, the Division would like to now convey what we believe would be your 
postmarketing required (PMR) studies in the event of approval of Zohydro ER.  They are as follows:
 
Deferred studies required under PREA
As provided for in your Pediatric Study Plan submitted on January 18, 2013, Zogenix will commit to conducting two 
studies, as follows:
 
#1)  Conduct a PK and safety study of an age-appropriate formulation of hydrocodone extended-release in patients from 
ages 12 to less than 17 years with moderate-to-severe pain requiring around the clock opioid therapy for an extended 
period of time.

Protocol Submission:  Mar. 1, 2014
Study Completion:  Sep. 1, 2018
Study Submission:  Mar. 1, 2019

 
#2) PK and safety study of an age-appropriate formulation of hydrocodone extended-release in patients from ages 7 to less than 12 
years with moderate-to-severe pain requiring around the clock opioid therapy for an extended period of time.

Protocol Submission:  Mar. 1, 2017
Study Completion:  Mar. 1, 2021
Study Submission:  Sep. 1, 2021

Nonclinical required studies
As discussed in previous emails or noted in your NDA submission, Zogenix commits to completing the following 
nonclinical PMR studies:
 
#3)  Conduct an in vivo comet assay in liver to evaluate the potential genetic toxicology of hydrocodone.  
 
#4)  Conduct a 2-year bioassay in the rat model to evaluate the carcinogenic potential of hydrocodone.
 
#5)  Conduct a 2-year bioassay in the mouse model to evaluate the carcinogenic potential of hydrocodone.
 
For each of the above nonclinical PMRs, please provide at your earliest opportunity your proposed milestone dates 
associated with these studies.  These would include actual dates for: Final Protocol Submission, Study/Trial Completion; 
and Final Report Submission, as shown above for the PREA studies.

When you submit your amendment to provide the requested milestone dates for the nonclinical studies, please also 
provide a general statement of agreement of the five PMR studies to ensure that Zogenix and FDA have the same 
understanding of these commitments.

Thank you, and kind regards,
Dominic

Dominic Chiapperino, Ph.D. 
Senior Regulatory Health Project Manager
FDA, Center for Drug Evaluation and Research
Office of Drug Evaluation II
Division of Anesthesia, Analgesia, and Addiction Products
10903 New Hampshire Avenue
Building 22, Room 3134
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Silver Spring, MD 20993
Office phone: (301) 796-1183
Facsimile: (301) 796-9723
Dominic.Chiapperino@fda.hhs.gov
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information late in the review cycle.  However, if FDA would want to review this additional information 
without extending the review cycle, Zogenix would cooperate and provide the stability information.   
 

Question 3: Would FDA want Zogenix / Alkermes to submit 18 month stability information for 
drug product manufactured with  API, without changing the current review cycle for 
NDA 202880?  

 
 
 
Best regards, 
 

Edward F Smith III, PhD, MBA, RAC 
Vice President, Regulatory Affairs & Product Quality/Safety 
 

Zogenix, Inc.  

510 - 550 - 8325 Direct  
949 - 201 - 8042 Cell 
510 - 550 - 8340  Fax   
esmith@zogenix.com                  www.zogenix.com  
5858 Horton Street, Suite 455, Emeryville, CA 94608  
________________________________________________________ 
 
The information in this email should be considered confidential and/or privileged. This  
email is intended to be reviewed by only the individual or organization named above. 
If you are not the intended recipient, you are hereby notified that any review,  
dissemination or copying of this email and its attachments, if any, or the information  
contained herein is prohibited. If you have received this email in error, please 
immediately notify the send by return email and delete this email from your system. 
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FOOD AND DRUG ADMINISTRATION 

CENTER FOR DRUG EVALUATION AND RESEARCH 

OFFICE OF NEW DRUG QUALITY ASSESSMENT 
 

 
 
 
 
 
 

Sponsor Name: 
 

Zogenix, Inc. 
 

Application Number: 
 

NDA 202880 
 

Product Name: 
 

Hydrocodone Bitartrate Extended Release (HC-ER) Capsules, 10 
mg, 15 mg, 20 mg, 30 mg, 40 mg and 50 mg 

 

 

 

 

Background 
 
Zogenix is responding to the 15 January 2013 communication received from FDA, requesting 
Zogenix provide a statement to withdraw  as the API supplier for hydrocodone bitartrate.  
Zogenix has several questions for FDA.  Zogenix has several questions before responding to the FDA 
request. 
 
 
1.0 Questions 
 
Question 1   
 
Zogenix proposes to include the following statement in an amendment to our NDA 202880, and to 
update FDA Form 356h (establishment information – deleting   
 
Per FDA request (dated 15 January 2013), Zogenix has withdrawn  as the API 
manufacturer for the drug substance (Hydrocodone Bitartrate USP as described in  DMF 

 in the manufacture of Hydro™ ER drug product as described in Zogenix NDA 202880. Any 
references to  in this NDA are for historical support of the Hydro™ ER (hydrocodone 
bitartrate) Extended-Release Capsules drug product approval. 
 
Additionally, Zogenix proposes to include the above statement in the manufacturing section of the 
NDA, but not otherwise delete those sections containing  information, as Zogenix intends to 
use drug product manufactured with  API as supporting information for drug product 
stability and expiry determination (see next question).  
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 Food and Drug Administration 
Silver Spring  MD  20993

 
 
NDA 202880 INFORMATION REQUEST 
 
Zogenix, Inc. 
Attention: Nancy Yee 
Director, Regulatory Affairs 
5858 Horton Street, Suite 455 
Emeryville, CA 94608  
 
Dear Ms. Yee: 
 
Please refer to your new drug application submitted under section 505(b) (2) of the Federal Food, 
Drug, and Cosmetic Act for Hydrocodone bitartrate extended-release capsules, 10 mg, 15 mg, 20 
mg, 30 mg, 40 mg, and 50 mg.   
 
We are reviewing the Chemistry, Manufacturing and Control section of your submission and 
have the following comments and information requests.   
 

1. . is a subsidiary of  as indicated on 
3.2.S.2.1), FEI: , address   

, is identified as responsible for the manufacture, test and stability for 
Hydrocodone bitartrate USP, from the NDA.  Since the DMF was found to 
inadequate to support your NDA, provide a statement that you withdraw the DMF 

 from the application.  Update Form 356h (establishment information) and 
the appropriate manufacturing sections of the NDA to indicate the changes.  

 
If you have questions, call LCDR Luz E Rivera, Regulatory Project Manager, at (301) 796- 
4013. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Prasad Peri, Ph.D. 
Branch Chief, Branch VIII 
Division of New Drug Quality Assessment III 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES 
     PUBLIC HEALTH SERVICE 
     FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 
DATE:  January 14, 2013 
 
TO:  File 

 
FROM:  Dominic Chiapperino, Ph.D., Senior Regulatory Health Project Manager, Division of 
Anesthesia, Analgesia, and Addiction Products (DAAAP) 
 
SUBJECT:  Record of Contact, archival of Zogenix letter received January 7, 2013, by email 
 
APPLICATION/DRUG:  NDA 202880/Zohydro ER (hydrocodone bitartrate) extended-release 
capsules 
 
 
Zogenix Inc., the sponsor of NDA 202880, and specifically, Edward F. Smith III, PhD, MBA, 
RAC, Vice President, Regulatory Affairs & Product Quality/Safety, sent an email to DAAAP to 
provide a scanned (pdf) copy of a signed letter from Stephen Farr, PhD, President and COO of 
Zogenix, addressed to Bob A. Rappaport, MD, Director, DAAAP.  
 
This memorandum serves to archive the letter from Dr. Farr within the NDA file.   
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Chiapperino, Dominic 

From: Edward Smith [esmith@zogenix.com]

Sent: Monday, January 07, 2013 4:09 PM

To: Chiapperino, Dominic

Subject: Correspondence for Dr Rappaport

Attachments: Rappaport Letter Jan 2013.pdf.pdf

Page 1 of 1

1/14/2013

Hi Dominic,  
  
Here is a letter from Stephen Farr, President, Zogenix for you to forward to Dr Rappaport.   
  
Please feel free to contact Stephen Farr or me if you or Dr Rappaport have any questions.  
  
  
Best regards, 
 

Edward F Smith III, PhD, MBA, RAC 
Vice President, Regulatory Affairs & Product Quality/Safety 
  
Zogenix, Inc.  

510 - 550 - 8325 Direct  
949 - 201 - 8042 Cell 
510 - 550 - 8340  Fax   
esmith@zogenix.com                  www.zogenix.com  
5858 Horton Street, Suite 455, Emeryville, CA 94608  
________________________________________________________ 
  
The information in this email should be considered confidential and/or privileged. This  
email is intended to be reviewed by only the individual or organization named above. 
If you are not the intended recipient, you are hereby notified that any review,  
dissemination or copying of this email and its attachments, if any, or the information  
contained herein is prohibited. If you have received this email in error, please 
immediately notify the send by return email and delete this email from your system. 
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Chiapperino, Dominic 

From: Chiapperino, Dominic

Sent: Thursday, December 13, 2012 2:00 PM

To: 'Edward Smith'

Subject: NDA 202880, Nonclinical comment

Page 1 of 1

1/14/2013

Hi Ed, 
  
I wanted to provide you with an informal notification of a possible postmarketing requirement identified by our 
nonclinical team.  This would more appropriately be described in a Discipline Review letter and/or during 
discussions of postmarketing commitments/requirements, when the nonclinical review is complete.  However, we 
thought there might be value to you if you were aware of it now, in case you would want to begin working on this 
right away: 

We have completed review of the genetic toxicology studies with hydrocodone that you submitted to your NDA. 
We note that hydrocodone tested positive in the in vitro chromosome aberration assay in the presence of S9. 
Consistent with ICH S2(R1), you should conduct a fourth assay in order to construct a weight-of-evidence 
approach. Since the positive result was seen in the presence of metabolic activation, we recommend conducting 
an in vivo Comet assay with liver.  

We can certainly discuss this more at any time. 
  
I am also compiling a set of carton/container labeling-related comments for you and will provide that as soon as I 
can. 
  
Best regards, 
Dominic 
  

Dominic Chiapperino, Ph.D.  
Senior Regulatory Health Project Manager  
FDA, Center for Drug Evaluation and Research  
Office of Drug Evaluation II  
Division of Anesthesia, Analgesia, and Addiction Products  
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, January 09, 2013 8:44 AM

To: 'Nancy Yee'

Cc: 'Edward Smith'

Subject: RE: NDA 202880, Information requests, CMC and container labeling

Page 1 of 2

1/9/2013

Hi Nancy, 
  
We have reviewed the draft revised container labels you sent to us Dec. 21st.  We have the following comments: 
  
1)      The color scheme utilized for the presentation of the 15 mg and 50 mg strengths is similar.  To avoid 
selection errors, revise the color scheme by choosing a unique color for each strength so that they are adequately 
differentiated from each other.  Additionally, ensure that the colors do not overlap with other strengths within the 
product line. 
  
2)    Relocate the net quantity and Rx only statements away from the statement of strength to avoid confusion 
between the net quantity and strength.   
  
3)    Relocate the  statement "Swallow capsule whole. Do not . . . ' to the bottom of the principal display panel so 
that it does not have more prominence than drug identifying information (e.g., proprietary and established names).
  
Thank you, and kind regards, 
Dominic 
  

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

 

From: Nancy Yee [mailto:nyee@zogenix.com]  
Sent: Friday, December 21, 2012 6:30 PM 
To: Chiapperino, Dominic 
Subject: FW: NDA 202880, Information requests, CMC and container labeling 
 
Hi Dominic, 
Attached please find the labels we have revised in response to the Agency’s below comments.  Would you 
please confirm they are acceptable?  If so, we will formally submit them to the NDA. 
  
Thank you and happy holidays, 
Nancy 
  

Reference ID: 3242227



From: Chiapperino, Dominic [mailto:Dominic.Chiapperino@fda.hhs.gov]  
Sent: Tuesday, December 18, 2012 1:48 PM 
To: Edward Smith 
Subject: NDA 202880, Information requests, CMC and container labeling 
  
Dear Edward, 
  
Referring to your NDA 202880 for Zohydro ER, we have the following requests and comments at this time. 
  
Regarding the CMC sections of your NDA: 

1. We note that  drug substance DMF  is deficient. Therefore,  is not an acceptable 
supplier of the drug substance, hydrocodone bitartrate, for the manufacture of your drug product.  

2.  the specification limit for Total Impurities in sourced drug substance so that it is in line 
with the recently proposed limit for Total Impurities in the DMF  specification.  

3. We recently requested that Alkermes revise and/or justify their drug product specification for "Microbial 
Limits", "Sum of All Reportable Impurities" and "Attribute Testing". Submit a revised drug product 
specification to the NDA accordingly.   

Regarding your proposed container labels, as revised in your amendment dated November 14, 2012: 

1. The color scheme utilized for the strength presentation of the 15 mg and 20 mg strengths ) is 
similar.  In addition, the color scheme for the strength presentation of the 40 mg and 50 mg strengths is 
similar.  To avoid selection errors, revise the color scheme by choosing a unique color for each strength so 
that they are adequately differentiated from each other.  Consider utilizing the same color to box each 
strength to increase the differentiation between the strengths.  Additionally, ensure that the colors do not 
overlap with other strengths within the product line.  

2. Relocate the statement “Swallow capsule whole. Do not . . .” to the principal display panel and increase its 
prominence by bolding.   

3. Delete the box surrounding the Medication Guide statement as this clutters the label and elevates its 
prominence above information used to identify the drug product.   

4. Relocate the controlled substance symbol to appear in the right hand corner of the principal display panel 
(where the net quantity and "Rx only" statements are located currently; see item 5).  

5. Relocate the net quantity and Rx only statements to appear at the bottom of the principal display panel.  
 Please contact me if you have any questions about these requests. 
  
Kind regards, 
Dominic 
  
Dominic Chiapperino, Ph.D.  
Senior Regulatory Health Project Manager  
FDA, Center for Drug Evaluation and Research  
Office of Drug Evaluation II  
Division of Anesthesia, Analgesia, and Addiction Products  
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  

Page 2 of 2
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Dominic Chiapperino, Ph.D.  
Senior Regulatory Health Project Manager  
FDA, Center for Drug Evaluation and Research  
Office of Drug Evaluation II  
Division of Anesthesia, Analgesia, and Addiction Products  
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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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES 
     PUBLIC HEALTH SERVICE 
     FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
DATE:  December 20, 2012 
 
TO:  File 
 
THROUGH:  Bob A. Rappaport, MD, Director, Division of Anesthesia, Analgesia, and 

Addiction products (DAAAP) 
 

FROM:  Dominic Chiapperino, PhD, Senior Regulatory Health Project Manager, DAAAP 
 
SUBJECT:  Record of Contact - Teleconference with Stephen Farr, MD, Zogenix Inc.  
 
APPLICATION/DRUG:  NDA 202880, for Zohydro ER (hydrocodone bitartrate) extended-
release capsules, submitted by Zogenix Inc. 
 

 
A teleconference was held today, 2:00 PM (EST), with the following participants: 
 

Stephen Farr, MD, President and Chief Operating Officer, Zogenix Inc 

and  
 

Bob A. Rappaport, MD, Director, DAAAP 
Dominic Chiapperino, PhD, Senior Regulatory Health Project Manager, DAAAP 

 
Summary of discussion: 
 
Dr. Farr stated that the Advisory Committee meeting [held Dec. 7, 2012] and the discussion 
among the Committee members concerning the proposed product, Zohydro ER, were more 
severe than anticipated.  The conversation today was requested so that Zogenix could present 
their perspective on these events and seek the Division’s advice for next steps. 
 
Dr. Farr outlined the following: 

• Zogenix intends to have rigorous [distribution/prescribing] controls in place in bringing 
this first hydrocodone ER product to market 

• Zogenix and FDA have maintained a good and transparent relationship during 
development of Zohydro ER 

• Zogenix demonstrated safety and efficacy of Zohydro ER 
• The profile of Zohydro ER is the same as all other ER/LA opioid analgesics 

Reference ID: 3235381





 

 

is unclear at this time where the internal discussions will lead and what communication to 
Zogenix or the public will be appropriate for the positions FDA will take.  The Part 15 hearing 
may have relevance for Zohydro ER.  It is likely that there will be much public commenting in 
the aftermath of that hearing and there will also likely be extensive docket comments to review, 
so the FDA action on Zohydro ER is likely to occur prior to any eventual outcome of the Part 15 
public meeting.   However, it is possible that what we hear at that time might have some 
influence on our thinking and impact the action on the Zohydro ER application. 
 
Dr. Farr thanked us for having the discussion today and offered that we should contact Edward 
Smith [Zogenix] directly with any follow-up or requests related to the Zohydro ER application. 
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Chiapperino, Dominic 

From: Chiapperino, Dominic

Sent: Tuesday, December 18, 2012 4:48 PM

To: 'Edward Smith'

Subject: NDA 202880, Information requests, CMC and container labeling

Page 1 of 1

12/18/2012

Dear Edward, 
  
Referring to your NDA 202880 for Zohydro ER, we have the following requests and comments at this time. 
  
Regarding the CMC sections of your NDA: 

1. We note that  drug substance DMF  is deficient. Therefore,  is not an acceptable 
supplier of the drug substance, hydrocodone bitartrate, for the manufacture of your drug product.  

2.  the specification limit for Total Impurities in sourced drug substance so that it is in line 
with the recently proposed limit for Total Impurities in the DMF  specification.  

3. We recently requested that Alkermes revise and/or justify their drug product specification for "Microbial 
Limits", "Sum of All Reportable Impurities" and "Attribute Testing". Submit a revised drug product 
specification to the NDA accordingly.   

Regarding your proposed container labels, as revised in your amendment dated November 14, 2012: 

1. The color scheme utilized for the strength presentation of the 15 mg and 20 mg strengths (  is 
similar.  In addition, the color scheme for the strength presentation of the 40 mg and 50 mg strengths is 
similar.  To avoid selection errors, revise the color scheme by choosing a unique color for each strength so 
that they are adequately differentiated from each other.  Consider utilizing the same color to box each 
strength to increase the differentiation between the strengths.  Additionally, ensure that the colors do not 
overlap with other strengths within the product line.  

2. Relocate the statement “Swallow capsule whole. Do not . . .” to the principal display panel and increase its 
prominence by bolding.   

3. Delete the box surrounding the Medication Guide statement as this clutters the label and elevates its 
prominence above information used to identify the drug product.   

4. Relocate the controlled substance symbol to appear in the right hand corner of the principal display panel 
(where the net quantity and "Rx only" statements are located currently; see item 5).  

5. Relocate the net quantity and Rx only statements to appear at the bottom of the principal display panel.  

 Please contact me if you have any questions about these requests. 
  
Kind regards, 
Dominic 
  
Dominic Chiapperino, Ph.D.  
Senior Regulatory Health Project Manager  
FDA, Center for Drug Evaluation and Research  
Office of Drug Evaluation II  
Division of Anesthesia, Analgesia, and Addiction Products  
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, December 18, 2012 5:25 PM

To  'Edward Smith'

Subject  RE: NDA 202880, Information Request, REMS

Attachments  rems-and-materials pdf; fda-blueprint 082012.doc

Page 1 of 5

12/18/2012

Hi Ed, 
  
I have received further guidance/comment from DRISK related to your questions about the REMS. 
  
Please find attachments: 1) a pdf of the REMS and related documents, as found in our approval letter for Nucynta ER (NDA 200533, new DPN indication) on August 28, 2012; and 2) a Word 
format file of the FDA Blueprint that should be identical to the FDA Blueprint pages of the REMS pdf from item#1. 
  
You may wish to utilize these files to create and submit the files needed for your REMS amendment.  The FDA Blueprint document as well as the web screen shots should include Zohydro 
ER, so I suppose you will need to work with RPC to generate those revised screen shots.  You will also need to request from RPC the REMS Supporting Document to include with your 
amendment.  This would be the version from July 9, 2012, as there were no changes to this document for the August 28, 2012 REMS modification. 
  
Just to clarify, it is true that RPC was not directly involved and did not submit the documents for the August 28, 2012 REMS modification.  That revised REMS on August 28th was submitted 
only by Janssen for their pending efficacy supplement (I believe they had worked with RPC just as you are doing now for Zohydro ER to obtain some source files).  The RPC member 
companies never had to submit revised REMS for their products to "catch up" to Janssen's modified REMS approved for Nucynta ER because it was recognized soon after the August 28th 
FDA action that additional changes were needed to the ER/LA REMS.  Therefore, all companies, including Janssen, have the further-revised REMS submitted for their NDAs as of October 
2012.  However, as I indicated in earlier email, the action on your NDA for Zohydro ER may occur earlier than the action of the revised REMS pending for all other ER/LA opioid products, 
and so your submitted REMS must match the August 28, 2012 version (but including all changes needed for Zohydro ER as new member product), at least for now. 
  
Please contact me if you have any remaining questions. 
  
Thanks, and kind regards, 
Dominic 
  

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

  
  
  
  
  
 

From: Edward Smith [mailto:esmith@zogenix.com]  
Sent: Friday, December 14, 2012 5:41 PM 
To: Chiapperino, Dominic 
Subject: RE: NDA 202880, Information Request, REMS 
 
Hi Dominic,  
  
Thanks again for taking time to work through our questions and comments this afternoon.  The comments are helpful to us.  
  
I am back on the REMS topic.  What I am understanding from the RPC subteams is that there was no Aug 28th submission.  It seems the only submissions have 
been the original in July (which may have a different date on it!), which has been approved, and the second submission in Oct 2012, which is still under FDA 
review.  Below comments are from the RPC.  
  

I have reached out to the FDA Subteam (cc’d on this E-mail), and they have notified me that there is no Aug  28th Submission  
The only approved REMS Submissions are from July  The Submission from last October (target date: 10/19), has not officially been approved  

  
So, I think the intent is that Zogenix submit the last REMS submission that has been approved by FDA, which in this case is still the first REMS submission that the 
RPC provided in July 2012.  Am I understanding your request correctly?   
  
I would also point out that the ER/LA-opioidREMS website screenshot and the Section on Selected Important Safety Information sections list the other opioid 
analgesics covered by the class, but these two sections do not include Zohydro ER or hydrocodone in the listings, yet (see screen shots below).  For our REMS 
update submission at this time, shall we submit the REMS version that does not include Zohydro ER or hydrocodone in the class-wide REMS descriptions?  And 
that we would include those changes in a new submission following Zohydro ER approval?    If we can submit without including Zohydro ER or hydrocodone in the 
REMS document, we can submit this rather quickly.  If we have to include the brand and generic names in this document (including the website screen shot), that 
will require more time as we will need to work with the RPC to create new documents.   
  
  

Reference ID: 3233839





  
Have a great weekend!   
  
Best regards, 
 

Edward F Smith III, PhD, MBA, RAC 
Vice President, Regulatory Affairs & Product Quality/Safety 
  
Zogenix, Inc.  

510 - 550 - 8325 Direct  
949 - 201 - 8042 Cell 
510 - 550 - 8340  Fax   
esmith@zogenix.com                  www.zogenix.com  
5858 Horton Street, Suite 455, Emeryville, CA 94608  
________________________________________________________ 
  
The information in this email should be considered confidential and/or privileged. This  
email is intended to be reviewed by only the individual or organization named above. 
If you are not the intended recipient, you are hereby notified that any review,  
dissemination or copying of this email and its attachments, if any, or the information  
contained herein is prohibited. If you have received this email in error, please 
immediately notify the send by return email and delete this email from your system. 
________________________________________________________ 
  
From: Chiapperino, Dominic [mailto:Dominic.Chiapperino@fda.hhs.gov]  
Sent: Thursday, December 13, 2012 4:52 PM 
To: Edward Smith 
Subject: RE: NDA 202880, Information Request, REMS 
  
Hi Ed,  
  
We need to have the Aug. 28, 2012 version submitted, at least for now.  If FDA takes an approval action on any other revised REMS for other ER/LA REMS products, we would then ask 
Zogenix to update again with that newer version.  However, we have to be prepared to take an action on the Zohydro ER NDA by Mar. 1, 2013, and it is not clear if we will already have taken 
action on other ER/LA REMS (Oct. 2012 version) before Mar. 1, 2013.   
  
I am available tomorrow to chat about REMS, labeling, and nonclinical concerns.  If there is a specific time that is good for you just let me know when... My own schedule is pretty open 
tomorrow. 
  
Nice to see you as well last Friday. 
  
Thanks, and kind regards, 
Dominic 
  

From: Edward Smith [mailto:esmith@zogenix.com]  
Sent: Thursday, December 13, 2012 7:39 PM 
To: Edward Smith; Chiapperino, Dominic 
Subject: RE: NDA 202880, Information Request, REMS 
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Hi Dominic,  
  
According to the RPC, the latest version of the REMS was submitted in Oct 2012.  I am confirming that submission date with the RPC.  Should I submit that latest 
version, or does the division prefer we submit the 28 August 2012 version instead?   
  
We can chat about these specifics tomorrow if you have time for a quick call.  
  
Best regards, 
 

Edward F Smith III, PhD, MBA, RAC 
Vice President, Regulatory Affairs & Product Quality/Safety 
  
Zogenix, Inc.  

510 - 550 - 8325 Direct  
949 - 201 - 8042 Cell 
510 - 550 - 8340  Fax   
esmith@zogenix.com                  www.zogenix.com  
5858 Horton Street, Suite 455, Emeryville, CA 94608  
________________________________________________________ 
  
The information in this email should be considered confidential and/or privileged. This  
email is intended to be reviewed by only the individual or organization named above. 
If you are not the intended recipient, you are hereby notified that any review,  
dissemination or copying of this email and its attachments, if any, or the information  
contained herein is prohibited. If you have received this email in error, please 
immediately notify the send by return email and delete this email from your system. 
________________________________________________________ 
  
From: Edward Smith  
Sent: Thursday, December 13, 2012 3:40 PM 
To: 'Chiapperino, Dominic' 
Subject: RE: NDA 202880, Information Request, REMS 
  
Hi Dominic,  
  
Nice to see you, albeit briefly last week.   
  
Just a quick note to confirm receipt of your two messages today.  First, in regards to the REMS request, that is very straightforward.  I can get you a timeline for 
this by early next week.  
  
Second, regarding your nonclinical DR letter email, it is mostly straightforward, but I have a couple of follow-up questions / comments for you.  Would you have 
time tomorrow for a quick call?   
  
Best regards, 
 

Edward F Smith III, PhD, MBA, RAC 
Vice President, Regulatory Affairs & Product Quality/Safety 
  
Zogenix, Inc.  

510 - 550 - 8325 Direct  
949 - 201 - 8042 Cell 
510 - 550 - 8340  Fax   
esmith@zogenix.com                  www.zogenix.com  
5858 Horton Street, Suite 455, Emeryville, CA 94608  
________________________________________________________ 
  
The information in this email should be considered confidential and/or privileged. This  
email is intended to be reviewed by only the individual or organization named above. 
If you are not the intended recipient, you are hereby notified that any review,  
dissemination or copying of this email and its attachments, if any, or the information  
contained herein is prohibited. If you have received this email in error, please 
immediately notify the send by return email and delete this email from your system. 

_ 
  
From: Chiapperino, Dominic [mailto:Dominic.Chiapperino@fda hhs.gov]  
Sent: Thursday, December 13, 2012 2:05 PM 
To: Edward Smith 
Subject: NDA 202880, Information Request, REMS 
  
Dear Edward, 
  
Referring to your NDA 202880 for Zohydro ER, we have the following comments related to the REMS submitted with your NDA. 
  
As you know, Zohydro ER would be required to have the extended-release and long-acting (ER/LA) opioid analgesics class REMS.  The proposed  ER/LA REMS we received with your NDA 
on May 1, 2012, has not yet been updated via amendment to reflect the first FDA approval of the ER/LA class REMS on July 9, 2012, or updated to reflect the modifications made to the 
ER/LA REMS on August 28, 2012. 
  
We request that you submit at your earliest opportunity a revised REMS that is in accordance with the most updated version (as of August 28, 2012) of the ER/LA REMS and that includes all 
necessary drug-specific information for Zohydro ER, e.g., for the FDA Blueprint document.  We trust that Zogenix is in contact as necessary with the ER/LA REMS RPC (REMS Program 
Companies, contact person, Lisa Malandro, MBA, with Pfizer Inc.), which may be a source of assistance in obtaining source files/content not in pdf file format.  However, the currently 
approved ER/LA REMS is publically available at the following link (from FDA's approval action of Nucynta ER efficacy supplement for new DPN indication): 
http://www.fda.gov/downloads/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandProviders/UCM311290 pdf 
  
Please contact me if you have any questions about our request for an amendment containing a revised proposed REMS. 
  
Kind regards, 
Dominic 
  

Dominic Chiapperino, Ph D   
Senior Regulatory Health Project Manager  
FDA, Center for Drug Evaluation and Research  
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Chiapperino, Dominic 

From: Chiapperino, Dominic

Sent: Thursday, December 13, 2012 5:05 PM

To: 'Edward Smith'

Subject: NDA 202880, Information Request, REMS

Page 1 of 1

12/13/2012

Dear Edward, 
  
Referring to your NDA 202880 for Zohydro ER, we have the following comments related to the REMS submitted 
with your NDA. 
  
As you know, Zohydro ER would be required to have the extended-release and long-acting (ER/LA) opioid 
analgesics class REMS.  The proposed  ER/LA REMS we received with your NDA on May 1, 2012, has not yet 
been updated via amendment to reflect the first FDA approval of the ER/LA class REMS on July 9, 2012, or 
updated to reflect the modifications made to the ER/LA REMS on August 28, 2012. 
  
We request that you submit at your earliest opportunity a revised REMS that is in accordance with the most 
updated version (as of August 28, 2012) of the ER/LA REMS and that includes all necessary drug-specific 
information for Zohydro ER, e.g., for the FDA Blueprint document.  We trust that Zogenix is in contact as 
necessary with the ER/LA REMS RPC (REMS Program Companies, contact person, Lisa Malandro, 
MBA, with Pfizer Inc.), which may be a source of assistance in obtaining source files/content not in pdf file format.  
However, the currently approved ER/LA REMS is publically available at the following link (from FDA's approval 
action of Nucynta ER efficacy supplement for new DPN indication): 
http://www.fda.gov/downloads/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandProviders/UCM3
  
Please contact me if you have any questions about our request for an amendment containing a revised proposed 
REMS. 
  
Kind regards, 
Dominic 
  

Dominic Chiapperino, Ph.D.  
Senior Regulatory Health Project Manager  
FDA, Center for Drug Evaluation and Research  
Office of Drug Evaluation II  
Division of Anesthesia, Analgesia, and Addiction Products  
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, October 04, 2012 10:14 AM

To: 'Edward Smith'

Cc: 'Nancy Yee'

Subject: NDA 202880, Information Request, PK studies

Page 1 of 1

10/4/2012

Dear Edward, 
  
Referring to your NDA 202880 for Zohydro ER, we have the following request for additional information based on 
our review thus far: 

In order to supplement the analytical information submitted under 2.7.1 Summary of Biopharmaceutic Studies and 
Associated Analytical Methods, submit the individual PK study analytical information (e.g., information from actual 
sample run day - standard curve range; QC samples sensitivity, linearity, specificity, recovery, intra-assay 
variability, etc.) from all PK studies (ELN-0302002, ZX002-0901, -1001, -1002, -1102, ELN154088-201, and -
203). 

Also, we remind you of our request for submission of a revised Medication Guide (in accordance with one-page-
format Medication Guide for extended-release/long-acting opioid products), as previously discussed via phone 
call two weeks ago. 

Please provide the information via an amendment(s) to the pending NDA at your earliest opportunity, or please 
contact me if you have any questions. 

Thank you, and kind regards, 

Dominic 

Dominic Chiapperino, Ph.D.  
Senior Regulatory Health Project Manager  
FDA, Center for Drug Evaluation and Research  
Office of Drug Evaluation II  
Division of Anesthesia, Analgesia, and Addiction Products  
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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Intercenter Request for Consultative or Collaborative Review Form 
 
To (Consulting Center):      From (Originating Center): 
Center:       Center: 
Division:      Division: 
Mail Code: HF          Mail Code:  HF
Consulting Reviewer Name:    Requesting Reviewer Name: 
Building/Room #:     Building/Room #: 
Phone #:       Phone#: 
Fax #:       Fax # : 
Email Address:      Email Address: 
RPM/CSO Name and Mail Code:    RPM/CSO Name and Mail Code: 

     Requesting Reviewer’s Concurring 
Supervisor’s Name: 

 
Receiving Division: If you have received this request in error, you must contact the request originator by 
phone immediately to alert the request originator to the error. 
 
Date of Request: __________________   Requested Completion Date: ______________ 
 
Submission/Application  Number:  ______________    Submission Type:  ________________________ 
(Not Barcode Number)     (510(k), PMA, NDA, BLA, IND, IDE, etc.) 
 
Type of Product:       Drug-device combination         Drug-biologic combination        Device-biologic combination 

       Drug-device-biologic combination  Not a combination product 
 
Submission Receipt Date: _____________________  Official Submission Due Date: _______________ 
 
Name of Product:                                                                 Name of Firm:  
 
Intended Use:

 
 
Brief Description of Documents Being Provided (e.g., clinical data -- include submission dates if appropriate): 

 
 
Documents to be returned to Requesting Reviewer?        Yes   No  
 
Complete description of the request.  Include history and specific issues, (e.g., risks, concerns), if any, and 
specific question(s) to be answered by the consulted reviewer.  The consulted reviewer should contact the request 
originator if questions/concerns are not clear.  Attach extra sheet(s) if necessary:  
 

Type of Request:    Consultative Review    Collaborative Review  

For Consulting Center Use Only: 
 
Date Received:  _____________________ 
Assigned to: ________________________ 
Date Assigned: ______________________ 
Assigned by: ________________________ 
 
Completed date: _____________________ 
Reviewer Initials: ____________________ 
Supervisory Concurrence: _____________ 
 

 MANDATORY:  Send a copy of the consult request form to the 
                         Office of Combination Products (OCP) as follows:
--Originating Center: When the consult request is initiated. 
--Consulting Center:  When the consult is completed.
Email:  combination@fda.gov or FAX:  301-847-8619
For additional information: Contact OCP by email or by telephone (301-796-8930) or refer to 
OCP's intranet page http://inside.fda.gov:9003/ProgramsInitiatives/CombinationProducts/
ReviewerTools/default.htm.

 
 

Reference ID: 3197017

CDRH

Division of Ophthalmic and Ear, Nose, and Throat

Srinivas Nandkumar
WO66/2436
301-796-6480

CDER
Division of Anesthesia, Analgesia, and Addiction Products

D-170

Robert A. Levin, MD
WO 22/3206
301-796-1963

robert.a.levin@fda hhs.gov
Dominic Chiapperino, Ph D , HFD-170

Ellen Fields, M.D.

Sep. 28, 2012 Dec. 5, 2012

NDA 202880 NDA

✔

May 1, 2012 Mar. 1, 2013 (PDUFA date)

Zohydro ER (hydrocodone bitartrate extended 
release capsules)

Zogenix, Inc

Moderate to severe chronic pain where use of around-the-clock opioid analgesic for an extended period of time is 
appropriate

Study report for ZX002-801 in eCTD NDA 202880 application. 
 

✔

✔

DAAAP has received an NDA submission for Zohydro, hydrocodone extended release tablets.  A single Phase 3 study was conducted to 
assess the efficacy and safety of the product.  Since hearing loss has been associated with the use of hydrocodone, audiologic assessments 
were included in the protocol.  We would greatly appreciate your review of the Sponsor's audiologic assessments in study ZX002-0801, 
and also the treatment emergent adverse events that were reported during the study that relate to hearing. Audiologic assessments are 
discussed by the sponsor in Section 12.5.3 of the Study report.  There will be an Advisory Committee meeting on Dec. 7, 2012, for 
discussing risk/benefit profile of Zohydro ER.  Your feedback before the AC meeting date would be very appreciated.  Dr. James K. Kane 
has provided previous CDRH consult advice at EOP2 and pre-NDA stage for IND 065111 (associated IND for this pending NDA). 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

 

NDA 202880 
PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
Zogenix, Inc 
5858 Horton Street 
Suite 455 
Emeryville, CA 94608 
 
 
ATTENTION: Edward F. Smith III, PhD, MBA, RAC  
   Vice President, Regulatory Affairs and Product Quality/Safety 
 
Dear Dr. Smith: 
 
Please refer to your New Drug Application (NDA) dated and received May 1, 2012, submitted 
under section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for Hydrocodone Bitartrate 
Extended-release Capsules, 10 mg, 15 mg, 20 mg, 30 mg, 40 mg, and 50 mg. 
 
We also refer to your correspondence dated and received June 14, 2012, requesting review of 
your proposed proprietary name, Zohydro ER. We have completed our review of the proposed 
proprietary name, Zohydro ER and have concluded that it is acceptable.  
 
The proposed proprietary name, Zohydro ER, will be re-reviewed 90 days prior to the approval 
of the NDA.  If we find the name unacceptable following the re-review, we will notify you.  (See 
the Guidance for Industry, Contents of a Complete Submission for the Evaluation of Proprietary 
Names, 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM075068.pdf and “PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 
2008 through 2012”.) 
 
If any of the proposed product characteristics as stated in your May 1, 2012, submission are 
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review.  
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If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Mark Liberatore, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-2221.  For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager, 
Dominic Chiapperino at (301) 796-1183. 
 

Sincerely, 
 
{See appended electronic signature page}  
       
Carol Holquist, RPh 
Director 
Division of Medication Error Prevention and Analysis 
Office of Medication Error Prevention and Risk Management 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES 
     PUBLIC HEALTH SERVICE 
     FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 
DATE:  September 11, 2012 
 
TO:  File 

 
FROM:  Dominic Chiapperino, Ph.D., Senior Regulatory Health Project Manager, Division of 
Anesthesia, Analgesia, and Addiction Products 
 
SUBJECT:  Record of Contact (verbal), requesting revised labeling 
 
APPLICATION/DRUG:  NDA 202880 
 
 
The sponsor, Zogenix Inc., specifically, Edward F. Smith III, PhD, MBA, RAC 
Vice President, Regulatory Affairs & Product Quality/Safety, was contact by phone on 
September 10, 2012.   
 
Zogenix was informed that their submitted proposed Medication Guide for Zohydro ER did not 
align well with the one-page format Medication Guide currently approved for other extended-
release/long-acting (ER/LA) opioid formulations.  It was agreed that Zogenix would submit at 
the earliest opportunity a revised Medication Guide in the one-page format for Zohydro ER. 
 
It was also discussed that the NDA submission did not contain proposed carton labeling.  
Zogenix confirmed that their plan is to package the and 100 count bottles (for all strengths) in 

, and not have  as part of packaging/labeling. 
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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-PatientLabelingTeam  
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: 
 
August 2, 2012 

 
NDA/BLA NO.: 
 

NDA 202880 

 
TYPE OF DOCUMENTS: 
(PLEASE CHECK OFF BELOW) 

Original NDA 
 

 
NAME OF DRUG: 
 
Zohydro ER (hydrocodone 
bitartrate) extended-release 
capsules 

 
PRIORITY CONSIDERATION: 

S 

 
CLASSIFICATION OF DRUG: 

3 

 
DESIRED COMPLETION DATE  
(Generally 2 Weeks after receiving substantially 
complete labeling) 
Jan. 8, 2013 
 

SPONSOR: 

Zogenix, Inc. 
 

PDUFA Date: 

March 1, 2013 

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\NDA202880\202880.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: 
Team Meeting, Tues/Aug. 14, 2012, 11:00-12:00, Rm 3270 
Label review planning, Wed/Sep. 12, 2012, 4:00-5:00, Rm 3270 
Mid-Cycle, Wed/Oct. 3, 2012, 3:00-4:30, Rm 3270 
Labeling, Wed/Nov. 7, 2012, 3:00-4:30, Rm 3270 
Team Meeting, Thur/Nov. 8, 2012, 2:00-3:00, Rm 3270 
Labeling, Mon/Nov. 19, 2012, 1:30-3:00, Rm 3270 
Labeling, Thur/Dec. 13, 2012, 11:30-1:00, Rm 3270 
Team Meeting/post-AC, Thur/Dec. 20, 2012, 1:30-3:00, Rm 3270 
Labeling, Tues/Jan. 8, 2013, 10:00-11:00, Rm 3270 
Wrap-Up, Mon/Jan. 14, 2013, 1:30-3:00, Rm 3270 
Labeling, Thur/Jan. 17, 2013, 11:30-1:00, Rm 3270 
 
 
SIGNATURE OF REQUESTER   Dominic Chiapperino (electronically signed) 
 
 
SIGNATURE OF RECEIVER 
 

 
METHOD OF DELIVERY (Check one) 

�  eMAIL (BLAs Only)  ⌧ DARRTS 
Version: 12/9/2011 

Reference ID: 3168835



---------------------------------------------------------------------------------------------------------
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
08/02/2012
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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-DDMAC-RPM (Mike Wade, Olga Salis, and  
Becki Vogt), Eunice Chung-Davies, and LaToya (Sheneé) 
Toombs 
 

 
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 
Aug. 2, 2012 

 
IND NO. 
 

 
NDA/BLA NO. 

NDA 202880 

 
TYPE OF DOCUMENTS 

(PLEASE CHECK OFF BELOW)  Original NDA, labeling 
 
 

 
NAME OF DRUG 
Zohydro ER (hydrocodone 
bitartrate) extended-release 
capsules, 10, 15, 20, 30 40, and 50 mg 
 

 
PRIORITY CONSIDERATION 

Standard 

 
CLASSIFICATION OF DRUG 

3 (new formulation) 

 
DESIRED COMPLETION DATE  
(Generally 1 week before the wrap-up meeting) 
 
Jan. 8, 2013 

NAME OF FIRM: 

Zogenix, Inc 
 

PDUFA Date: Mar. 1, 2013 

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\NDA202880\202880.enx    (May 1, 2012 submission) 
 
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 REMS opioid products’ MedGuides approved July 9, 2012. 
 
Remaining team meetings: 
Team Meeting, Tues/Aug. 14, 2012, 11:00-12:00, Rm 3270 
Label review planning, Wed/Sep. 12, 2012, 4:00-5:00, Rm 3270 
Mid-Cycle, Wed/Oct. 3, 2012, 3:00-4:30, Rm 3270 
Labeling, Wed/Nov. 7, 2012, 3:00-4:30, Rm 3270 
Team Meeting, Thur/Nov. 8, 2012, 2:00-3:00, Rm 3270 
Labeling, Mon/Nov. 19, 2012, 1:30-3:00, Rm 3270 
Labeling, Thur/Dec. 13, 2012, 11:30-1:00, Rm 3270 
Team Meeting/post-AC, Thur/Dec. 20, 2012, 1:30-3:00, Rm 3270 
Labeling, Tues/Jan. 8, 2013, 10:00-11:00, Rm 3270 
Wrap-Up, Mon/Jan. 14, 2013, 1:30-3:00, Rm 3270 
Labeling, Thur/Jan. 17, 2013, 11:30-1:00, Rm 3270 
 

Reference ID: 3168863



SIGNATURE OF REQUESTER  Dominic Chiapperino  (electronically signed) 
 
 
SIGNATURE OF RECEIVER 
 

 
METHOD OF DELIVERY (Check one) 

⌧  eMAIL   �  HAND 
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This is a representation of an electronic record that was signed
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signature.
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DOMINIC CHIAPPERINO
08/02/2012
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring, MD  20993 

 
NDA 202880 
 FILING COMMUNICATION 
 
Zogenix, Inc. 
5858 Horton Street 
Suite 455 
Emeryville, CA 94608 
 
Attention:   Edward F. Smith III, PhD, MBA, RAC 
 Vice President, Regulatory Affairs and Product Quality/Safety 
  
Dear Dr. Smith: 
 
Please refer to your New Drug Application (NDA) dated April 30, 2012, received May 1, 2012, 
submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act, for 
Zohydro ER (hydrocodone bitartrate) extended-release capsules, 10 mg, 15 mg, 20 mg, 30 mg, 
40 mg, and 50 mg. 
 
We also refer to your amendments dated June 14 and July 5, 2012. 
 
We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 CFR 314.101(a), this 
application is considered filed 60 days after the date we received your application.  The review 
classification for this application is Standard.  Therefore, the user fee goal date is March 1, 
2013. 
 
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, 
midcycle, team and wrap-up meetings).  Please be aware that the timelines described in the 
guidance are flexible and subject to change based on workload and other potential review issues 
(e.g., submission of amendments).  We will inform you of any necessary information requests or 
status updates following the milestone meetings or at other times, as needed, during the process.  
If major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing commitment requests by February 8, 2013. 
 
At this time, we are notifying you that we have identified the following potential review issues: 

 
1. The specification for  in the hydrocodone drug substance obtained from 

 exceeds the ICH Q3A(R2) qualification threshold.  Although adequate genetic 
toxicology data exist, there are no repeat-dose toxicity data to support your proposed 
specification.  You must either  the specification to meet the ICH Q3A(R2) 
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(b) (4)

(b) (4)

(b) (4)



NDA 202880 
Page 2 
 
 

qualification threshold of NMT 0.05% or provide adequate justification for the proposed 
level in the form of a repeat-dose toxicology study of 90-days duration in a single 
species. 

 
2. We note that the food effect study was conducted using the Athlone formulation. You 

have stated that the Athlone formulation and the proposed commercial formulation 
(Gainesville formulation) are equivalent based on the results of in vitro dissolution, Level 
A IVIVC, and the successful inclusion of pharmacokinetic data from the study conducted 
with Athlone and Gainesville formulations.  The adequacy of the food effect data will be 
a review issue.   

 
Please note that our filing review is only a preliminary evaluation of the application and is not 
indicative of deficiencies that may be identified during our review. 
 
We request that you submit the following information: 
 

1. We remind you of the need to submit the relative bioavailability study with Vicoprofen as 
soon as the study report is available to allow sufficient review time. 

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

1. All headings in Highlights (HL) must be presented in the center of a horizontal line, in 
upper-case letters, and bolded. 

 
2. The initial U.S. approval listed in HL should reflect the year of the first approval of the 

active moiety, hydrocodone, which is 1943. 
 

3. In HL section, INDICATIONS AND USAGE, since hydrocodone is in the 
pharmacologic class of opioid analgesics, the first bullet should be modified as follows: 
“Zohydro is an opioid analgesic indicated for…” 

 
4. In HL section, ADVERSE REACTIONS, the required bolded statement should have the 

words “SUSPECTED ADVERSE REACTIONS” in all-caps font. 
 

5. The section headings and subheadings in the Table of Contents (TOC) must match the 
headings and subheadings in the Full Prescribing Information (FPI).  Note that subsection 
7.5 from the FPI is missing from the TOC and subheading 17.1, shown in the TOC, is not 
listed as a subheading in the FPI.  

 
6. The TOC includes only the heading “BOXED WARNING”.  It should include the entire 

boxed warning title, “BOXED WARNING: POTENTIAL FOR ABUSE, IMPORTANCE 
OF PROPER PATIENT SELECTION AND LIMITATIONS OF USE”. 
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7. FDA-approved patient labeling, such as the proposed Medication Guide, must appear at 
the end of the package insert (PI) upon approval.  We note that your proposed Medication 
Guide has only been provided within the Risk Management Plans tab of the eCTD 
submission.   Include the Medication Guide in the Labeling tab, 1.12, of the eCTD 
application.  You may replace all PI files currently submitted in tab 1.12 with files that 
contain the Medication Guide, separated from the end of the PI text with a page break. 

 
8. At the beginning of FPI section 17 PATIENT COUNSELING INFORMATION, the 

statement “See FDA-Approved Medication Guide” should be replaced with “See FDA-
approved patient labeling (Medication Guide)”. 

 
We request that you resubmit labeling that addresses these issues by August 8, 2012.  The 
resubmitted labeling will be used for further labeling discussions. 
 
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 of pediatric studies in subjects 
from 0 to less than 7 years of age and for a partial deferral of pediatric studies in subjects 7 to 17 
years of age for this application.  Once we have reviewed your requests, we will notify you 
whether the partial waiver and/or partial deferral requests are granted or denied. 
 
If you have any questions, call Dominic Chiapperino, Ph.D., Senior Regulatory Health Project 
Manager, at (301) 796-1183. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Bob A. Rappaport, M.D. 
Director 
Division of Anesthesia, Analgesia, and  
  Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

Reference ID: 3159083
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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: 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 
May 18, 2012 

 
IND NO. 
 

 
NDA NO. 

202880 

 
TYPE OF DOCUMENT 

Original NDA 

 
DATE OF DOCUMENT 

Recvd. May 1, 2012 
 
NAME OF DRUG 
Hydrocodone bitartrate 
extended-release oral capsules 

 
PRIORITY CONSIDERATION 

S 

 
CLASSIFICATION OF DRUG 

Type 3 

 
DESIRED COMPLETION DATE 

Dec. 28, 2012 

NAME OF FIRM: Zogenix, Inc. 
 

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 (10 month PDUFA clock, due Mar. 1, 2013) for single-entity hydrocodone, Schedule II, with proposed indication, “for the 
management of moderate-to-severe chronic pain when a continuous, around-the-clock opioid analgesic is needed for an extended period of time.”   
We are requesting consult review by OSE to include the following: 

• DRISK review of REMS (to be in accordance with the ER/LA opioid class REMS 
• DMEPA review of all proposed labeling 
 

NDA 202880 is fully electronic (eCTD format) and all files can be found in EDR, direct link:  \\CDSESUB1\EVSPROD\NDA202880\202880.ENX 
All questions and requests can be sent to Dominic Chiapperino, Senior Regulatory Health Project Manager.   The assigned clinical reviewer is Robert A. Levin. 
 
SIGNATURE OF REQUESTER 
Dominic Chiapperino (signed electronically) 

 
METHOD OF DELIVERY (Check one) 

⌧  EMAIL   �  HAND 
 
SIGNATURE OF RECEIVER 

 
SIGNATURE OF DELIVERER 

 
Reference ID: 3132917
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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 
May 15, 2012 

 
IND NO. 

                   
   

 
NDA NO.  
NDA 202880 

 
TYPE OF DOCUMENT 
Original NDA 

 
DATE OF DOCUMENT 
recvd: May 1, 2012 

 
NAME OF DRUG 
Hydrocodone bitartrate 
extended-release oral tablets 

 
PRIORITY CONSIDERATION 
S 

 
CLASSIFICATION OF DRUG 
3 

 
DESIRED COMPLETION DATE 
Dec. 31, 2012 

NAME OF FIRM:  Zogenix, Inc.  
 

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 (10 month PDUFA clock) for single-entity hydrocodone, for the indication, “Management of 
moderate to severe chronic pain when a continuous around-the-clock opioid analgesic is needed for an extended period of 
time."  
NDA 202880 is fully electronic (eCTD format) and all files can be found in EDR, direct link: 
  \\CDSESUB1\EVSPROD\NDA202880\202880.ENX 
All questions and requests can be sent to Dominic Chiapperino, Senior Regulatory Health Project Manager.  The assigned 
Medical Officer in DAAAP is Robert A. Levin, MD. 
 
 
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: 3131122
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Appears this way on the original
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring, MD  20993 

 

 

 
NDA 202880  

NDA ACKNOWLEDGMENT 
 
Zogenix, Inc. 
5858 Horton Street 
Suite 455 
Emeryville, CA 94608 
 
Attention:   Nancy Yee 
 Director, Regulatory Affairs 
 
Dear Ms. Yee: 
 
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: Hydrocodone bitartrate extended-release capsules, 10 mg, 15 mg, 20 

mg, 30 mg, 40 mg, and 50 mg 
 
Date of Application: May 1, 2012 
 
Date of Receipt: May 1, 2012 
 
Our Reference Number:  NDA 202880 
 
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 30, 2012, in 
accordance with 21 CFR 314.101(a). 
 
If you have not already done so, promptly submit the content of labeling [21 CFR 
314.50(l)(1)(i)] in structured product labeling (SPL) format as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm.  Failure 
to submit the content of labeling in SPL format may result in a refusal-to-file action under 21 
CFR 314.101(d)(3).   The content of labeling must conform to the content and format 
requirements of revised 21 CFR 201.56-57. 
 
You are also responsible for complying with the applicable provisions of sections 402(i) and 
402(j) of the Public Health Service Act (PHS Act) [42 USC §§ 282 (i) and (j)], which was 
amended by Title VIII of the Food and Drug Administration Amendments Act of 2007 
(FDAAA) (Public Law No, 110-85, 121 Stat. 904). 
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The NDA number provided above should be cited at the top of the first page of all submissions 
to this application.  Send all submissions, electronic or paper, including those sent by overnight 
mail or courier, to the following address: 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of 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, Ph.D. 
Senior Regulatory Health Project Manager 
Division of Anesthesia, Analgesia, and 
  Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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