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EXCLUSIVITY SUMMARY

NDA # 204592  SUPPL # NA HFD # 170

Trade Name  Zorvolex Capsules

Generic Name  diclofenac

Applicant Name  Iroko Pharmaceutical LLC    

Approval Date, If Known  October 18, 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 

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

505(b)(2)

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

  YES NO 

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

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

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

3 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?
   
     

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# 020142 Cataflam (diclofenac potassium)

NDA# 021234 Flector (diclofenac epolamine)

NDA# 022202 Zipsor (diclofenac potassium)

NDA# 022165 Cambia (diclofenac potassium)

NDA# 021005 Solaraze (diclofenac sodium)

NDA# 022122 Voltaren (diclofenac sodium)

NDA 19201 Voltaren (diclofenac sodium)

NDA 20254 Voltaren -XR(diclofenac sodium)

NDA# 020947 Pennsaid (diclofenac sodium)

See Orange Book for a list of ANDAs.

2.  Combination product.  

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

YES NO 

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

NDA#

NDA#

NDA#

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

PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

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

1.  Does the application contain reports of clinical investigations?  (The Agency interprets "clinical 
investigations" to mean investigations conducted on humans other than bioavailability studies.)  If 
the application contains clinical investigations only by virtue of a right of reference 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 
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support approval of the application?
YES NO 

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

YES NO

     If yes, explain:                                     

                                                        

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

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:

Study DIC3-08-04 (Phase 3) and Study DIC1-12-07 (Pharmacokinetics)
                    

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

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

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

Investigation #1    YES NO 
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Investigation #2    YES NO 

If you have answered "yes" for one or more investigations, identify each such investigation 
and the NDA in which each was relied upon:

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

Investigation #1 YES NO 

Investigation #2 YES NO 

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

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

Study DIC3-08-04 (Phase 3) and Study DIC1-12-07 (Pharmacokinetics)

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 # 103880 YES  !  NO   
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!  Explain: 
                          

             
   
                                                            

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

Investigation #1 !
!

YES !  NO   
Explain: !  Explain: 

   

Investigation #2 !
!

YES   !  NO   
Explain: !  Explain:

   

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

YES NO 

If yes, explain:  

=================================================================
                                                      
Name of person completing form:  Swati Patwardhan                   
Title:  Regulatory Project Manager, HFD-170
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Date:  October 16, 2013

                                                      
Name of Office/Division Director signing form:  Sharon Hertz, MD
Title:  Deputy Director, HFD-170

Form OGD-011347; Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12
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Version:  07/17/2013

 [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 
paragraph IV certifications, skip to the next section below (Summary Reviews).  

If “No,” continue with question (5).

  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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Patwardhan, Swati 

From: Jani, Parinda

Sent: Thursday, October 17, 2013 3:09 PM

To: Patwardhan, Swati; Lloyd, Joshua; Hertz, Sharon H

Subject: FW: Environmental assessment for Diclofenac NDA 204592

Page 1 of 3

10/17/2013

FYI 
  
From: Peri, Prasad  
Sent: Thursday, October 17, 2013 2:59 PM 
To: Jani, Parinda 
Subject: FW: Environmental assessment for Diclofenac NDA 204592 
  
Parinda, 
  
Looks like we are OK with the categorical exclusion 
  
Prasad 
  
From: Bloom, Raanan  
Sent: Thursday, October 17, 2013 2:24 PM 
To: Peri, Prasad 
Cc: Wang, Ying; Duffy, Eric P; Pinto, Julia 
Subject: RE: Environmental assessment for Diclofenac NDA 204592 
  

Prasad, 

A categorical exclusion (21CFR25.31(a)) is claimed by the applicant and is supported by the sponsor's 
argument that Zorvolex approval will "not increase overall use" of diclofenac; rather  Zorvolex will 
compete with existing approved applications (NDAs and ANDAs) and may, in fact, reduce 
environmental introductions due to lower dosage levels.  I have checked the diclofenac approvals at 
drugs@fda and concur.  The categorical exclusion claim can be accepted for this application. 

Currently, we do not have concerns about bird deaths from use of this application. 

Please let me know if you need additional information or any questions. 
 
Ron 

Raanan (Ron) A. Bloom, Ph.D. 
Senior Environmental Officer 
Environmental Assessment Staff   
FDA/CDER/OPS/IO  
Ph: 301-796-2185  
 
  

From: Peri, Prasad  
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Patwardhan, Swati 

From: Borders-Hemphill, Vicky

Sent: Tuesday, October 15, 2013 12:34 PM

To: Patwardhan, Swati

Cc: Walker, Morgan

Subject: RE: re: NDA 204592 revised labeling from Sponsor

Page 1 of 2

10/17/2013

Hi Swati, 
DMEPA reviewed the revised container label and blister and carton labeling 
for Zorvolex (diclofenac) capsules, submitted October 10, 2013 under NDA 
204592 and find them to be acceptable. 
  
Thanks, 
Vicky Borders-Hemphill,PharmD  
CDR, USPHS Commissioned Corps  
Safety Evaluator  
Division of Medication Error Prevention and Analysis  
FDA/CDER/OSE/OMEPRM 

Bldg 22, Room #4424  
Phone: 301-796-2225  
Email: Vicky.Borders-Hemphill@fda.hhs.gov  
  
From: Patwardhan, Swati  
Sent: Friday, October 11, 2013 11:16 AM 
To: Lloyd, Joshua; Galati, Steven; Peri, Prasad; Pinto, Julia; Wang, Ying; Wasserman, Adam; Xu, Zengjun (Alex); 
Naraharisetti, Suresh; Xu, Yun (CDER); Li, Feng (CDER); Derr, Janice; Caulk, Nathan; Chung-Davies, Eunice; 
Borders-Hemphill, Vicky 
Cc: Sullivan, Matthew 
Subject: re: NDA 204592 revised labeling from Sponsor 
Importance: High 
  
Greetings, 
The Sponsor has submitted revised labels and labeling for NDA 204592 Zorvolex. 
  
The carton container labels are submitted via gateway: \\CDSESUB1\evsprod\NDA204592\0012  
They have accepted all our revisions. 
  
The med guide is saved on share drive: \\fdsfs01\ode2\DAAAP\NDA and sNDA\NDA 204592 
(Zorvolex Iroko)\Labeling\~$A 204592 MG revised Oct-8 - Sponsor Response - CLEAN.doc 
Again they have accepted all our changes. 
  
The PI is saved on share drive at \\fdsfs01\ode2\DAAAP\NDA and sNDA\NDA 204592 
(Zorvolex_Iroko)\Labeling\NDA 204592 draft-labeling-revised-Oct-8 - Sponsor Response.doc 
Sponsor has proposed number of revisions to our comments. Please review those changes 
and provide your comments preferably by COB Today. ( apologize to make such a short turn 
around request). 
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This is the clean version of the Sponsor's labeling \\fdsfs01\ode2\DAAAP\NDA and sNDA\NDA 
204592 (Zorvolex Iroko)\Labeling\NDA 204592 draft-labeling-revised-Oct-8 - Sponsor 
Response CLEAN.doc 
  
  
Thank you 

Swati Patwardhan  
Regulatory Health Project Manager  
Division of Anesthesia, Analgesia, and Addiction Products (DAAAP)  
Center of New Drug Evaluation and Research  
Phone: 301-796-4085  
Fax: 301-796-9748  
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Patwardhan, Swati 

From: Patwardhan, Swati

Sent: Wednesday, October 16, 2013 12:46 PM

To: Patwardhan, Swati; 'Steve Jensen'

Subject: RE: Labeling comments for NDA 204592

Attachments: NDA 204592 draft-labeling-revised-Oct-16.doc

Page 1 of 1

10/16/2013

Hi Steve, 
  
Attached please find the word version of the revised  labeling with our proposed changes. 
Please review the proposed FDA revisions, and email back to me your response. You can 
email me a 

Word version (in track changes). Please accept any changes with which you concur, and then 
make any revisions you deem necessary. Please DO NOT submit final labeling to the NDA at 
this time, but 

send your response to me only via email.  If you have any questions, do not hesitate to call 
me/email me.  Please submit the revised labeling, by  ~10 am  tomorrow, October 16, 2013 .  

Thank you 

Swati Patwardhan  
Regulatory Health Project Manager  
Division of Anesthesia, Analgesia, and Addiction Products (DAAAP)  
Center of New Drug Evaluation and Research  
Phone: 301-796-4085  
Fax: 301-796-9748  
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Patwardhan, Swati 

From: Patwardhan, Swati

Sent: Tuesday, October 08, 2013 4:03 PM

To: 'Steve Jensen'

Subject: RE: Labeling comments for NDA 204592

Attachments: NDA 204592 draft-labeling-revised-Oct-8.doc; NDA 204592 MG revised Oct-8.doc

Page 1 of 1

10/8/2013

Hi Steve, 
  
Attached please find the word version of the labeling and Med guide, with our proposed 
changes. Please review the proposed FDA revisions, and email back to me your response. 
You can email me a 

Word version (in track changes). Please accept any changes with which you concur, and then 
make any revisions you deem necessary. Please DO NOT submit final labeling to the NDA at 
this time, but 

send your response to me only via email.  Once we receive your response to these revisions, 
we will again review the label and then I will get back to you with any further proposed 
revisions prior to the action date. 

Since there were revisions made, we may have missed typos, cross references, etc., and 
some of the heading formatting might be off. 

For carton and container labels, we request following changes: 

 Revise the established name to read “(diclofenac) capsules 

 The storage condition is not stated in the blister physician sample labeling (both 18 mg 
and 35 mg). Please add the following storage condition language to the blister physician 
sample labeling: 
store at 25C (77F) with excursions permitted to 15C-30C (59F-86F) 

If you have any questions, do not hesitate to call me/email me.  Please submit the revised 
labeling, MG, and carton/container blister labels by COB Friday, October 11. 2013 

Thank you 

Swati Patwardhan  
Regulatory Health Project Manager  
Division of Anesthesia, Analgesia, and Addiction Products (DAAAP)  
Center of New Drug Evaluation and Research  
Phone: 301-796-4085  
Fax: 301-796-9748  
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image does not compete in size or prominence with the proprietary name and strength 
information.

2. Remove the statement “See package insert for dosage information” from the principal 
display panel or relocate it to the side panel.

C. Physician sample Blister Labels

1. Ensure that the appearance of strength on the blister container backing describes the 
milligram amount of drug per single unit to mitigate medication errors of wrong dose and 
to appear as follows:

XX mg per capsule

2. Ensure that the name of the manufacturer, packer, or distributor is on the blister label as 
set forth in 21 CFR 201.10 (i).

D. Physician sample Blister Box holder and Carton Labeling

1. Ensure that the appearance of strength on the principal display panel and other panels of 
the blister carton labeling describes the milligram amount of drug per single unit to 
mitigate medication errors of wrong dose and to appear as follows:

XX mg per capsule

2. Consider providing a blank open space on the label so the provider of the drug sample 
can write or affix a label with the patient name and specific instructions for use.

3. Use a distinct color per strength or delete the purple color on the corners and flaps of the 
carton to further differentiate between the two strengths and help to minimize errors 
related to wrong strength selection.  As presented, there is little distinction between the 
boxes when placed side by side 

4. Ensure that the strength statement appears directly beneath the proprietary and 
established names on all panels of the box holder labeling.  As presented, the strength 
statement does not appear on all display panels.

We are providing these comments to you before we complete our review of the entire application 
to give you preliminary notice of issues that we have identified. In conformance with the 
prescription drug user fee reauthorization agreements, these comments do not reflect a final 
decision on the information reviewed and should not be construed to do so. These comments are 
preliminary and subject to change as we finalize our review of your application.  In addition, we 
may identify other information that must be provided before we can approve this application. If 
you respond to these issues during this review cycle, depending on the timing of your response, 
and in conformance with the user fee reauthorization agreements, we may or may not be able to 
consider your response before we take an action on your application during this review cycle.
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If you have any questions, call Swati Patwardhan, Regulatory Project Manager, at (301) 796-
4085.

Sincerely,

{See appended electronic signature page}

Matt Sullivan, MS
Chief, Project Management Staff (acting)
Division of Anesthesia, Analgesia, 
  and Addiction Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
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PeRC PREA Subcommittee Meeting Minutes 
September 4, 2013 

 
PeRC Members Attending: 
Lynne Yao 
Robert “Skip” Nelson  
Karen Davis-Bruno 
Rosemary Addy 
Patricia Dinndorf  
Tom Smith 
Julia Pinto  
Ethan Hausman 
Peter Starke 
Wiley Chambers 
Andrew Mulberg 
Andrew Mosholder 
Colleen LoCicero 
Dianne Murphy 
Gregory Reaman  
Dionna Green 
Daiva Shetty 
Lisa Kammerman 
George Greeley 
Jane Inglese 
 
Guests Attending:   
Robert Guidos     Swati Patwardhan (DAAAP) 
Richard Moscicki     Juli Tomaino (DGIEP) 
Renan Bonnel (OPT)    Anil Rajpal (DGIEP) 
Nichella Simms (PMHS)   Nitin Mehrotra (OCP) 
Gilbert Burckart (OCP)   Karen Mahoney (DMEP) 
Courtney Suggs (OCP)   Andre Jackson (OCP) 
Richard Whitehead (DMEP)   Sue-Chih Lee (PMTL) 
Bradley McEvoy (OB)   Jian Wang (OCP) 
Jaya Vaidyanathan (OCP)   Russel Fortney (DCRP) 
Lokesh Jain (OCP)    Gail Moreschi (DCRP) 
David Carlson (DMEP)   Shari Targum (DCRP) 
Margaret Lin (DNP)    Vicki Moyer (PMHS) 
Hao Zhu (OCP)    Amy Taylor (PMHS) 
Ellis Unger (ODE4)    Melissa Tassinari (PMHS) 
Jing Zhang (DPP) 
George Kordzakhia (DBI) 
Linda Fossom (DPP) 
Jenn Sellers (DPP) 
Hiren Patel (DPP) 
Joshua Lloyd (DAAAP) 
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and/or unsafe in this age group.   The PeRC acknowledged that this reason has been 
used for previous NSAID products (immaturity of CYP2C9) but there was concern 
expressed that granting a waiver for this reason would set a potentially dangerous 
precedent.  The PeRC noted that it may not be worth the “risk” to study this product 
for this population but that other products metabolized by CYP2C9 may be important 
to be studied in the 0 to 6 month population. 

 The PeRC recommended granting a partial waiver in pediatric patients aged birth to 
less than one year because the product does not represent a meaningful therapeutic 
benefit over existing therapies for pediatric patients of this age and is not likely to be 
used in a substantial number of pediatric patients in this age group.  There was 
concern expressed by the Division and some members of the PeRC that there may not 
be adequate existing therapies for the treatment of mild to moderate pain in patients 0 
to 6 months of age.  

 The PeRC agreed with the Division to grant a deferral for pediatric patients aged 1 to 
less than 18 years because the product is ready for approval in adults.   

 Additional items and comments: 
o The PeRC will provide a clinical pharmacology reference to the Division on 

PK/PD modeling. 
o The PeRC plans to hold a meeting with the Division to discuss pediatric plans for 

other treatments for mild to moderate pain, including NSAIDS. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
NDA 204592 INFORMATION REQUEST 

 
Iroko Pharmaceuticals, LLC 
Attention: Michelle Wilson, PhD 
Senior Consultant 
575 E. Swedesford Road, Suite 100 
Wayne, PA 19087 
  
 
Dear Dr. Wilson: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) (2) of the 
Federal Food, Drug, and Cosmetic Act for Zorvolex™ (diclofenac acid) Capsules, 18 mg and 35 
mg.  
 
We are reviewing the Product Quality section of your submission and have the following 
comments and information requests.  We request a response in order to continue our evaluation 
of your NDA by Thursday, August 15, 2013. 
 

1. Per ICH guidance Q6A two identification methods are required for drug product.  
Provide a second identification method for the drug product Zorvolex capsules. 

2. The specification limits for trace metals should be based on safety as well as quality.  
 the proposed specification limits for trace metals based on the registration batch 

data. 
3. Diclofenac impurity A is a specified impurity in the drug substance and is listed in the 

drug substance specifications in the NDA.  You need to provide characterization for 
specified impurities (identity, structure, etc.) in the NDA.  Reference to DMF is not 
sufficient. 

 
If you have any 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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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

NDA 204592 
 

PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
Iroko Pharmaceuticals, LLC 
c/o Computer Sciences Corporation (CSC) 
575 E. Swedesford Road, Suite 100 
Wayne, PA 19087 
 
 
ATTENTION:               Michelle Wilson, Ph.D. 
                                       Principal Regulatory Strategist  
 
 
Dear Dr. Wilson: 
 
Please refer to your New Drug Application (NDA) dated and received December 20, 2012, 
submitted under section 505(b)(2)of the Federal Food, Drug, and Cosmetic Act for Diclofenac 
Capsules, 18 mg and 35 mg. 
 
We also refer to: 

• Your initial submission requesting review of the proposed proprietary name Zorvolex, 
dated and received January 30, 2013, and  

• Your amendment, dated and received February 4, 2013, for the proposed proprietary 
name, Zorvolex.  
 

We have completed our review of the proposed proprietary name, Zorvolex and have concluded 
that it is acceptable.  
 
The proposed proprietary name, Zorvolex, 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.  
 
If any of the proposed product characteristics as stated in your January 30, 2013 and February 4, 
2013, submissions are altered prior to approval of the marketing application, the proprietary 
name should be resubmitted for review.  
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If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Teena Thomas, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-0549.  For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager, 
Swati Patwardhan at (301) 796-4085. 
 

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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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
NDA 204592 INFORMATION REQUEST 

 
Iroko Pharmaceuticals, LLC 
Attention: Michelle Wilson, PhD 
Senior Consultant 
100 Springhouse Drive, Suite 205 
Collegeville, PA 19426 
  
 
Dear Dr. Wilson: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) (2) of the 
Federal Food, Drug, and Cosmetic Act for Zorvolex™ (diclofenac acid) Capsules, 18 mg and 35 
mg.  
 
We are reviewing the Product Quality section of your submission and have the following 
comments and information requests.  We request a response in order to continue our evaluation 
of your NDA by Thursday, May 1st, 2013. 
 
Chemistry, Manufacturing and Controls:  
 

1. You have listed 3 individual known impurities in the drug substance in the registration 
batch results.  However, there is only one proposed acceptance criterion for known 
impurities in the specification.  This is not acceptable.  Provide an acceptance criterion 
for each known impurity separately with justification. 

2. Your proposed total impurities limit of NMT % for the drug substance is not supported 
by the batch data.  Revise this limit with justification to reflect the actual batch data 
(release and stability).  Provide a retest period for the drug substance. 

3. Revise and submit information in every section of the NDA per ICH guidance M4Q (R1).  
If certain information in a section is referenced to a DMF, list the reference in that 
section.  For module 3 (quality) the following sections are missing as submitted: 3.2.S.1, 
3.2.S.3, 3.2.S.6, and 3.2.S.7.  Submit the above sections to this NDA.  Please note per 
ICH M4Q (R1) any information provided in module 2 (quality overall summary) is 
supposed to be the summary of the information already provided in module 3.  Any 
information you summarized in module 2 should also be provided in module 3. 

4. Provide general information (nomenclature, structure, general properties, etc) for the drug 
substance in module 3. 

5. Provide in module 3, the characterization for each known impurities listed in the drug 
substance registration batches. 

Reference ID: 3294841
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6. Provide certificates of analyses (CoAs) for the drug substance used for the registration 
batches submitted in the NDA.  Provide a table comparing your incoming acceptance 
criteria and the specifications from the drug substance suppler in the CoA.  Please note 
the specifications in the CoA have to meet or exceed your acceptance criteria.  You also 
need to notify your supplier whenever you change your acceptance criteria and vice 
versa. 

7. The proposed acceptance criteria for the related substances in the drug product of NMT 
% (18 mg capsule) and NMT % (35 mg capsule) for Impurities A, B, and C are 

not acceptable.  You should take both safety and quality into consideration when setting 
the impurity limits.  Tighten the proposed acceptance criteria based on the actual data.  
The acceptance criteria should be the same for both strengths (18 mg and 35 mg)  

. 
8. The proposed acceptance criterion for Total Impurities in the drug product of NMT % is 

not supported by the batch data.  Tighten the acceptance criterion based on the actual data 
(e.g., NMT %).   

9. There are trace metal test results ( ) listed in the primary stability 
batches.  However, only  have the acceptance criteria in the drug 
product specification.  Provide acceptance criteria with justification for all trace metals 
that may potential be present in the drug product.  Please note the proposed acceptance 
criteria should take into consideration of safety and product quality (batch data).  
 

We also want to inform you that DMF  you referenced for the drug substance has 
deficiencies and is not adequate to support your NDA.  The deficiencies in the DMF have 
been communicated to the DMF holder in the letter dated March 26, 2013. 

 
Biopharmaceutics:  
 
10. An internal preliminary analysis showed that the Proof of Concept (POC) product and the 

Commercial  product are not bioequivalent (Mean Ratio of Cmax of POC/Commercial = 
0.645) , whereas the f2 values between POC and Commercial Batch dissolution profiles 
are greater than 50, indicating that your dissolution method is under discriminating. 
Therefore, you should develop a dissolution method with the discriminating ability to 
reject batches that are not bioequivalent.   To evaluate the discriminating power of the 
method, note that in general the testing conducted to demonstrate the discriminating 
ability of the selected dissolution method should compare the dissolution profiles of the 
drug product manufactured under target conditions vs. the drug products that are 
intentionally manufactured with meaningful variations (i.e. aberrant formulations and 
manufacturing conditions) for the most relevant critical manufacturing variables (e.g. 

 etc.). 
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11. The dissolution data you provided to investigate the impact of particle size on dissolution 
are not adequate. You have compared   

 
 

 
.   

12. We were not able to access the dissolution dataset of the stability data (3.2. P. 8.3. 
Stability Data Dissolution Dataset).  Please provide an accessible file for these stability-
dissolution data. 

 
If you have any 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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Patwardhan, Swati 

From: Patwardhan, Swati

Sent: Thursday, March 28, 2013 4:36 PM

To: 'Michelle L Wilson'

Subject: RE: NDA 204592 Zorvolex Capsules, Information request 3/28/2013

Page 1 of 1

3/28/2013

Dear Ms. Wilson, 
We are reviewing Clinical Pharmacology section of your review and request additional 
information as follows: 
  

When we are reviewing the datasets you submitted for the study DIC1-12-07, the 
randomization scheme and treatment groups are not clearly listed. Hence, include 
additional columns to indicate the treatment (eg, A, B, C, D or E) and associated 
sequence and period for both plasma concentrations and PK parameters. For 
example: include in separate columns the following information, Subject Number, 
Actual Time, Nominal time, Concentration, Period, Treatment, Sequence etc.  

Please acknowledge the email receipt. We request a response preferably by COB, April 08, 
2013 

Thank you 

Swati Patwardhan  
Regulatory Health Project Manager  
Division of Anesthesia, Analgesia, and Addiction Products (DAAAP)  
Center of New Drug Evaluation and Research  
Phone: 301-796-4085  
Fax: 301-796-9748  
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 204592 

FILING COMMUNICATION 
 
Iroko Pharmaceuticals, LLC 
c/o Computer Sciences Corporation (CSC) 
100 Springhouse Drive, Suite 205 
Collegeville, PA 19426 
 
Attention:   Michelle Wilson, Ph.D. 

US Agent and Principal Regulatory Strategist for CSC 
 
Dear Dr. Wilson: 
 
Please refer to your New Drug Application (NDA) dated and received December 20, 2012, 
submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act, for 
Zorvolex (diclofenac acid) Capsules, 18 and 35 mg. 
 
We also refer to your amendment dated February 12, 2013. 
 
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 October 20, 
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, 
mid-cycle, team and wrap-up meetings).  Please be aware that the timelines described in the 
guidance are flexible and subject to change based on workload and other potential review issues 
(e.g., submission of amendments).  We will inform you of any necessary information requests or 
status updates following the milestone meetings or at other times, as needed, during the process.  
If major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing commitment requests by September 29, 2013.  
 
During our filing review of your application, we identified the following potential review issue: 

 
1. Zorvolex has two strengths, 35 mg and 18 mg, based on diclofenac acid.  The listed 

drug you specified, Cataflam, has a tablet of 50 mg based on diclofenac potassium 
salt.  Provide a justification, including calculations, demonstrating how Zorvolex 
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Capsules have a 20% reduction in the diclofenac dose compared with the Cataflam 
50 mg tablets.  This calculation should be based on the free base of diclofenac.  

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

 
1. The length of Highlights (HL) is more than half a page.  It must be less than or equal 

to one-half page (the HL Boxed Warning does not count against the one-half page 
requirement). 

 
2. Each summarized statement in HL must reference the section(s) or subsection(s) of 

the Full Prescribing Information (FPI) that contains more detailed information.  The 
preferred format is the numerical identifier in parenthesis [e.g., (1.1)] at the end of 
each information summary (e.g. end of each bullet).  Currently, the section/subsection 
is missing at the end of the statement for Indication and Usage Section. 

 
3. All the text in Boxed Warning must be in bold font. 

 
4. In the HL, the WARNING must be centered and the sentence: “See full prescribing 

information for complete boxed warning.” must be centered immediately beneath the 
heading. 

 
5. In the HL, the text “Patient Counseling Information” should be in uppercase in the 

following statement: “See 17 for PATIENT COUNSELING INFORMATION and 
Medication Guide”.   

 
6. The title for the Warning must be the same for HL and FPI. It must also appear at the 

beginning of the table of contents (TOC) in upper case and bolded font.  However, we 
note that the title is missing in the Boxed Warning in the HL section. 

 
7. In the TOC, all section headings must be in bold font and in upper case.  Currently, 

the section headings in the TOC are not in bold font. 
 
8. If a section or subsection from 201.56(d)(1) is omitted from the FPI and TOC, the 

heading “FULL PRESCRIBING INFORMATION: CONTENTS” must be followed 
by an asterisk, and the following statement must appear at the end of TOC: 
“*Sections or subsections omitted from the Full Prescribing Information are not 
listed.”  Currently, the asterisk symbol is missing next to the heading. 

 
9. The preferred presentation for cross-references in the FPI is the section heading (not 

subsection heading) followed by the numerical identifier in italics.  For example, [see 
Warnings and Precautions (5.2)]. Currently, the numerical identifiers are in regular 
font. 

 
10. In the FPI, all the text in the Boxed Warning is not bolded. 
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11. When clinical trials adverse reactions data is included (typically in the “Clinical 
Trials Experience” subsection of Adverse Reactions), the following verbatim 
statement or appropriate modification should precede the presentation of adverse 
reactions: 

 
“Because clinical trials are conducted under widely varying conditions, adverse 
reaction rates observed in the clinical trials of a drug cannot be directly compared to 
rates in the clinical trials of another drug and may not reflect the rates observed in 
clinical practice.” Currently, word “clinical” is missing in the last line. 

 
12. In the Patient Counseling Information, you must include the type of patient labeling 

and the following statement at the beginning of Section 17: 
 “See FDA-approved patient labeling (Medication Guide)” 

 
We request that you resubmit labeling that addresses these issues by March 18, 2013.  The 
resubmitted labeling will be used for further labeling discussions. 
 
Please respond only to the above requests for information.  While we anticipate that any response 
submitted in a timely manner will be reviewed during this review cycle, such review decisions 
will be made on a case-by-case basis at the time of receipt of the submission. 
 
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. 
 
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 
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product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 
 
We acknowledge receipt of your request for a partial waiver of pediatric studies for the following 
pediatric age groups for this application: 

1. Birth to less than 1 month 

2.  

3.  
 
Once we have reviewed your request, we will notify you if the partial waiver request is denied. 
 
We also acknowledge receipt of your request for a partial deferral of pediatric studies, for the age 

 to less than 17 years, for this application.  Once we have reviewed your request, we will 
notify you if the partial deferral request is denied. 
 
If you have any questions, contact Swati Patwardhan, Regulatory Project Manager, at (301) 796-
4085. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Bob Rappaport, MD 
Director 
Division of Anesthesia, Analgesia, and 
  Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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NDA ACKNOWLEDGMENT 
 
Iroko Pharmaceuticals, LLC 
c/o Computer Sciences Corporation (CSC) 
100 Springhouse Drive, Suite 205 
Collegeville, PA 19426 
 
Attention:   Michelle Wilson, Ph.D. 

US Agent and Principal Regulatory Strategist for CSC 
 
Dear Dr. Wilson: 
 
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: Zorvolex (diclofenac acid) Capsules, 18 and 35 mg 
 
Date of Application: December 20, 2012 
 
Date of Receipt: December 20, 2012 
 
Our Reference Number:  NDA 204592 
 
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 February 18, 2013, 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) 796-4085. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Swati Patwardhan 
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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Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Thursday, August 23, 2012 11:25 AM
To: 'Michelle L Wilson'
Subject: RE: Iroko NDA 204592, Literature Search Question

Dear Michelle,

Regarding your question for the Division concerning the literature search for Iroko's planned 505(b)(2) NDA for diclofenac 
capsules, we have the following comments in response:

The data in support of efficacy will be mainly from a combination of efficacy trial(s) conducted using investigational drug 
and relative bioavailability (the PK profile with respect to time after dosing) between the investigational drug and reference 
product.  A review of efficacy from the literature can be restricted to information not available through the clinical studies, if 
any such literature is relevant. Otherwise a summary of general diclofenac efficacy is not required. 
 
You have conducted a relative BA study with Cataflam as the listed drug. You may rely on the clinical pharmacology 
information from the Cataflam label, provided that such reliance is scientifically justified. You may also rely on the clinical 
pharmacology information from literature, provided such reliance is scientifically justified. 
If literature is used, copies of the articles must be included and any proprietary names in those reports identified.  If a 
product is identified by proprietary name and the information in the literature article is required for approval, including for 
the labeling, then that product must be included in the list of products relied upon for approval and the required patent 
notification and certification procedures followed.  

Please contact me if you have further questions.

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

-----Original Message-----
From: Michelle L Wilson [mailto:mwilson60@csc.com] 
Sent: Monday, July 30, 2012 7:58 AM
To: Chiapperino, Dominic
Subject: Iroko NDA 204592, Literature Search Question

Dear Dominic,

Iroko has a question regarding the literature search that will support
their NDA:

Due to the breadth of literature available on diclofenac, Iroko proposes to
use Davies 1997 as their anchor review article for the pharmacokinetics of
diclofenac and Derry 2009 as their anchor review article for the clinical
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aspects of diclofenac. (The full citations and the articles are included
below). Using Davies 1997 and Derry 2009 as anchor review articles, Iroko
will conduct a literature search with a cut-off date of July 31, 2012; the
NDA is targeted for submission in December 2012. Please note that Iroko may
also cite relevant primary sources listed in the anchor documents as
needed.

Does the Agency concur with Iroko’s literature search strategy as outlined
above?

Citations
Davies NM, Anderson KE. Clinical pharmacokinetics of diclofenac.
Therapeutic insights and pitfalls. Clin Pharmacokinet. 1997 Sep;33
(3):184-213.

Derry P, Derry S, Moore RA, McQuay HJ. Single dose oral diclofenac for
acute postoperative pain in adults. Cochrane Database Syst Rev. 2009 Apr
15;(2):CD004768.

Thank you very much for your time.

Best wishes,

Michelle

(See attached file: Derry P 2009 -review.pdf)(See attached file: Davies NM
1997 - review.pdf)

MICHELLE WILSON, PH.D.
Principal Regulatory Strategist
CSC
GBS I  o +1 513 8291108 | c +  I  mwilson60@csc.com  I
www.csc.com

This is a PRIVATE message. If you are not the intended recipient, please
delete without copying and kindly advise us by e-mail of the mistake in
delivery. NOTE: Regardless of content, this e-mail shall not operate to
bind CSC to any order or other contract unless pursuant to explicit written
agreement or government initiative expressly permitting the use of e-mail
for such purpose.
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