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EXCLUSIVITY SUMMARY  

 
NDA # 021446     SUPPL # S-028    HFD # 170 

Trade Name   Lyrica 
 
Generic Name   pregabalin 
     
Applicant Name   PF PRISM CV, a Division of Pfizer, Inc.       
 
Approval Date, If Known   June 20, 2012       
 
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 
 
 SE1 

 
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? 
 

Three (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# 21446 Lyrica 

NDA# 22488 Lyrica 

NDA# 21723 Lyrica 

NDA# 21724 Lyrica 

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

   YES  NO  
 
If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s).   
 
NDA#             

NDA#             

NDA#             

 
 
IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO THE 
SIGNATURE BLOCKS ON PAGE 8.  (Caution: The questions in part II of the summary should 
only be answered “NO” for original approvals of new molecular entities.)  
IF “YES,” GO TO PART III. 
 
 
PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS 
 
To qualify for three years of exclusivity, an application or supplement must contain "reports of new 
clinical investigations (other than bioavailability studies) essential to the approval of the application 
and conducted or sponsored by the applicant."  This section should be completed only if the answer 
to PART II, Question 1 or 2 was "yes."   
 
 
1.  Does the application contain reports of clinical investigations?  (The Agency interprets "clinical 
investigations" to mean investigations conducted on humans other than bioavailability studies.)  If 
the application contains clinical investigations only by virtue of a right of reference to clinical 
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investigations in another application, answer "yes," then skip to question 3(a).  If the answer to 3(a) 
is "yes" for any investigation referred to in another application, do not complete remainder of 
summary for that investigation.  

   YES  NO  
 
IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.  
 
2.  A clinical investigation is "essential to the approval" if the Agency could not have approved the 
application or supplement without relying on that investigation.  Thus, the investigation is not 
essential to the approval if 1) no clinical investigation is necessary to support the supplement or 
application in light of previously approved applications (i.e., information other than clinical trials, 
such as bioavailability data, would be sufficient to provide a basis for approval as an ANDA or 
505(b)(2) application because of what is already known about a previously approved product), or 2) 
there are published reports of studies (other than those conducted or sponsored by the applicant) or 
other publicly available data that independently would have been sufficient to support approval of 
the application, without reference to the clinical investigation submitted in the application. 
 

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

   YES  NO  
 

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

 
      

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

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

  
     YES  NO  

 
     If yes, explain:                                      
 

                                                              
 

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

   
   YES  NO  

 
 

Page 4 
Reference ID: 3148646



 
     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: 

 
Investigation #1: Study A0081107: Central Neuropathic Pain Following Spinal 

Cord Injury 
 

  Investigation #2: Study 1008-000-125:  Pregabalin for Treatment of Chronic 
Central Neuropathic Pain after Spinal Cord Injury  

Study 1008-000-125 was previously published in the literature, 
but was the Sponsor’s study.              

                     
 

Studies comparing two products with the same ingredient(s) are considered to be bioavailability 
studies for the purpose of this section.   
 
 
3.  In addition to being essential, investigations must be "new" to support exclusivity.  The agency 
interprets "new clinical investigation" to mean an investigation that 1) has not been relied on by the 
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does 
not duplicate the results of another investigation that was relied on by the agency to demonstrate the 
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the 
agency considers to have been demonstrated in an already approved application.   
 

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

 
Investigation #1         YES  NO  

 
Investigation #2         YES  NO  

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

 
      

 
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? 
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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"): 

 
  

Investigation #1: Study A0081107: Central Neuropathic Pain Following Spinal 
Cord Injury 

 
  Investigation #2: Study 1008-000-125:  Pregabalin for Treatment of Chronic 

Central Neuropathic Pain after Spinal Cord Injury  
 
 
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 # 53763  YES   !  NO       
  Explain:   !    
CP Pharmaceuticals Intl. CV, a Division of Pfizer, is the 
sponsor named in the Form FDA-1571 for IND 53763 under 
which the new clinical investigations that are essential to 
approval of this supplemental NDA were conducted.  The 
Sponsor has subsequently changed their name to PF PRISM 
CV, a Division of Pfizer, Inc.  Although the name was 
changed, the Sponsor is the same.       
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(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 #2   ! 
! 

YES        !  NO     
Explain:    !  Explain:  

 Investigation #2, 1008-000-125, was 
not carried our under an IND.  Pfizer, 
Inc., submitted financial disclosure 
information on the following covered 
studies conducted under Pfizer SOPs: 
Studies A0081107 and 1008-000-
125 

       

         
 

(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:  Diana L. Walker, Ph.D.                    
Title:  Sr. Regulatory Health Project Manager 
Date:  June 20, 2012 
                                                      
Name of Division Director signing form:  Bob A. Rappaport, M.D. 
Title:  Director, Division of Anesthesia, Analgesia, and Addiction Products 
Date: June 20, 2012 
 
Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05 
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• [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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From: Walker, Diana
To: "Zhang, Lu (WRS)"
Subject: Labeling revisions - sNDA 21446 S-028 31may12
Date: Thursday, May 31, 2012 1:45:02 PM
Attachments: sNDA 21446 S-028 FDA Revisions - tracked - 31may12.doc

sNDA 21446 S-028 FDA Revisions - tracked - 31may12.pdf
sNDA 21446 S-028 FDA Revisions - clean- 31may12.pdf

Dear Lu,

Please find attached the FDA revisions to your proposed labeling for sNDA 21446 S-028.  We
accepted your proposed changes and then made revisions, which is what you will see reflected in the
tracked changes.  I am attaching a Word version of the tracked changes, and PDF versions of the
tracked and clean label.

Please review the proposed FDA revisions, and email back to me your response.  Please accept any
changes with which you concur, and then make any revisions you deem necessary.  Please DO NOT
submit final labeling to the supplement NDA at this time, but send your response to me only via email. 
The reason is that we may have further labeling negotiations prior to the action date.  We are still
reviewing the label, so I want to stress that while these are fairly comprehensive, these may not be the
final FDA revisions.  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.

Please let me know if you have any questions.

Kind regards,

Diana

Diana L. Walker, Ph.D.
Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Fax: 301-796-9723/9713
Email: Diana.Walker@fda.hhs.gov

Reference ID: 3138496

112 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following 
this page
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From: Walker, Diana
To: "Zhang, Lu (WRS)"
Subject: sNDA 21446 S-028 Lyrica Clinical Information Request 25may12
Date: Friday, May 25, 2012 3:30:33 PM
Importance: High

Dear Lu,

I have received an information request for your NDA 21446 S-028 from our clinical review team. 
Please supply me with this information as soon as possible.  You can submit this information to me
first via email, followed by an official submission to your NDA Supplement.

Please respond to the following:

In reference to your response (submitted May 23, 2012) to our information request (dated May
10, 2012 and clarified on May 15, 2012), the document titled "NP-SCI Other ADR List Document"
lists neutropenia as a rare event under blood and lymphatic system disorders.  In order to
further characterize this event, provide case report form(s) and case narrative(s) with detailed
laboratory information for the subjects in the NP-SCI population with neutropenia.  Also provide
the laboratory criteria used to define neutropenia.

Please contact me if you need clarification on this request. 
Thank you for your assistance.

Kind Regards, 
Diana

Diana L. Walker, Ph.D.
Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Fax: 301-796-9723/9713
Email: Diana.Walker@fda.hhs.gov
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From: Walker, Diana
To: "Zhang, Lu (WRS)"
Subject: sNDA 21446 S-028 Lyrica Follow-up Clinical Information Request 21may12
Date: Monday, May 21, 2012 4:14:32 PM
Importance: High

Dear Lu,
 
I have received an information request for your NDA 21446 S-028 from our clinical review
team following up on your previous response to our information request dated May 10, 2012.  Please
supply me with this information as soon as possible, or no later than Wednesday, May  23, 2012.  You
can submit this information to me first via email, followed by an official submission to your NDA
Supplement.  Additionally, you can combine this response with your previous responses to our May 10,
2012 information request.  
 
Please respond to the following:
 

After reviewing your responses to our information request (dated  May
10, 2012), we have determined that we need additional information. For
the paragraph below, in Section 6.1 of the proposed labeling, confirm the
numbers in red with and without the NP-SCI population (i.e., provide
tables for this information in a similar format as Tables 1 and 2 in the
"USPI Section 5 comparison document" contained in your recent email
communication, dated  May 18, 2012).

"Adverse Reactions Most Commonly Leading to Discontinuation in All Premarketing
Controlled Clinical Studies

In premarketing controlled trials of all populations combined, 14% of patients treated
with LYRICA and 7% of patients treated with placebo discontinued prematurely due to
adverse reactions. In the LYRICA treatment group, the adverse reactions most
frequently leading to discontinuation were dizziness (4%) and somnolence (3%). In the
placebo group, 1% of patients withdrew due to dizziness and <1% withdrew due to
somnolence. Other adverse reactions that led to discontinuation from controlled trials
more frequently in the LYRICA group compared to the placebo group were ataxia,
confusion, asthenia, thinking abnormal, blurred vision, incoordination, and peripheral
edema (1% each)."

 

Please contact me if you need clarification on this request.

Thank you for your assistance.

 

Kind Regards,

Diana

 

Diana L. Walker, Ph.D. 
Regulatory Health Project Manager 
FDA/CDER/ODE II/DAAAP 
Tel: 301-796-4029 
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Fax: 301-796-9723/9713 
Email: Diana.Walker@fda.hhs.gov

 
 
 

Reference ID: 3134227



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

DIANA L WALKER
05/22/2012

Reference ID: 3134227



From: Walker, Diana
To: "Zhang, Lu (WRS)"
Subject: sNDA 21446 S-028 Lyrica Clinical Information Request 10may12
Date: Thursday, May 10, 2012 9:32:40 AM
Importance: High

Dear Lu,

I have received an information request for your NDA 21446 S-028 from our clinical review team. 
Please supply me with this information as soon as possible, or no later than Tuesday, May 15, 2012. 
You can submit this information to me first via email, followed by an official submission to your NDA
Supplement.

Please respond to the following:

Review of the proposed labeling reveals that several sections (i.e., Sections 5.5, 5.6, 5.7, 5.10,
5.11, 5.12, and 6.1) report numbers (i.e., adverse events and clinical laboratory parameters) that
are common to all indications.  As an example, in Section 5.6, the proposed labeling states that
"In the LYRICA controlled trials, dizziness was experienced by 31% of LYRICA-treated patients
compared to 9% of placebo-treated patients; somnolence was experienced by 22% of LYRICA-
treated patients compared to 7% of placebo-treated patients."

Verify that the numbers reported in these sections, as well as any other relevant sections
in the label, are consistent when the central neuropathic pain-spinal cord injury
population is included, and provide the source data used to derive these numbers.  

Please contact me if you need clarification on this request. 
Thank you for your assistance.

Kind Regards, 
Diana

Diana L. Walker, Ph.D.
Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Fax: 301-796-9723/9713
Email: Diana.Walker@fda.hhs.gov
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From: Greeley, George
To: Walker, Diana
Cc: Mathis, Lisa; Addy, Rosemary; Suggs, Courtney; Lee, Catherine S.; Rappaport, Bob A
Subject: NDA 21-446/028 Lyrica
Date: Tuesday, April 17, 2012 1:44:10 PM
Attachments: 1 Pediatric Record.pdf
Importance: High

Hi Diana,

The email serves as confirmation of the review for Lyrica (pregabalin) conducted by the
PeRC PREA Subcommittee on April 11, 2012. 

The Division presented a full waiver in pediatric patients because studies are impossible or
highly impracticable for the management of neuropathic pain associated with spinal cord
injury because this condition does not occur in the pediatric population. 

The PeRC agreed with the Division to grant a full waiver for this product.  

The pediatric record is attached for Lyrica.

Thank you.

George Greeley 
Regulatory Health Project Manager 
Pediatric and Maternal Health Staff 
FDA/CDER/OND 
10903 New Hampshire Avenue 
Bldg. 22, Room 6467 
Silver Spring, MD 20993-0002 
Phone: 301.796.4025 
Email: george.greeley@fda.hhs.gov 
ü Please consider the environment before printing this e-mail.
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From: Walker, Diana
To: "Zhang, Lu (WRS)"
Subject: FW: sNDA 21446 S-028 Lyrica Clinical Information Request 13apr12
Date: Friday, April 13, 2012 1:46:15 PM
Importance: High

Dear Lu,

I have received an information request for your NDA 21446 S-028 from our clinical review team. 
Please supply me with this information as soon as possible, or no later than Wednesday, April 18,
2012.  You can submit this information to me first via email, followed by an official submission to your
NDA Supplement.

Please respond to the following:

To facilitate review of the materials you submitted in response to the Agency's information
request dated April 4, 2012, provide Case Report Forms (CRFs) for the following subjects in
Study A008-1107:

10121001 
10261005 
10491008 
10491012 
10491013 
10691005 
11021001 
11111006 
11161001 
11381002 
11481001 
11481007 
11491003 
11491005 
11531004 
11631005 
11701001 
11711002 
11761005

Please contact me if you need clarification on this request. 
Thank you for your assistance.

Kind Regards, 
Diana

Diana L. Walker, Ph.D.
Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Fax: 301-796-9723/9713
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From: Walker, Diana
To: "Zhang, Lu (WRS)"
Subject: sNDA 21446 S-028 Lyrica Clinical Information Request 06apr12
Date: Friday, April 06, 2012 1:40:31 PM
Importance: High

Dear Lu,

I have received an information request for your NDA 21446 S-028 from our clinical review team. 
Please supply me with this information as soon as possible, or no later than Thursday, April 12, 2012. 
You can submit this information to me first via email, followed by an official submission to your NDA
Supplement.

Please respond to the following:

        The narrative you submitted for subject 11611002 (Study A008-1107), in response to item
4 of the filing communication (sent 2/13/12), is inadequate. 

        In Section 5.3.5.3.28, Table 5.1.6.a (Pregabalin Safety: CNP-SCI Submission, Listing of
Permanent Discontinuations From Study,  Appendix 1-9 safety tables and listings, p. 120) that
subject is listed as discontinuing secondary to "other (it was assumed the clinical trial
discontinuance from the result of Sheelian STS of Visit 4 by the investigator’s judgment) [sic]." 
The narrative does not provide an explanation for the subject having been discontinued and
does not address the statement made in the table, which requires clarification.  Provide a
narrative that clarifies the statement made in the table and clearly describes the reason for
discontinuation.

Please contact me if you need clarification on this request. 
Thank you for your assistance.

Kind Regards, 
Diana

Diana L. Walker, Ph.D.
Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Fax: 301-796-9723/9713
Email: Diana.Walker@fda.hhs.gov
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From: Walker, Diana
To: "Zhang, Lu (WRS)"
Subject: sNDA 21446 S-028 Lyrica Clinical Information Request 04apr12
Date: Wednesday, April 04, 2012 2:54:41 PM
Importance: High

Dear Lu,

I have received an information request for your NDA 21446 S-028 from our clinical review team. 
Please supply me with this information as soon as possible, or no later than Thursday, April 12, 2012. 
You can submit this information to me first via email, followed by an official submission to your NDA
Supplement.

Please respond to the following:

Interim application review and preliminary clinical site inspectional observations reveal that
study sites recorded concomitant medications that were not in accordance with the protocol for
Study A008-1107.  Based on review of the protocol deviations for Study A008-1107 (Appendix
B12), it is noted that these instances are not reported as protocol deviations. 

1) Explain why concomitant medications that were prohibited by the protocol were not reported
as protocol deviations.

2) Provide a table of all concomitant medication changes that occurred 30 days prior to Visit 1
and throughout the conduct of the study.  For each concomitant medication change provide the
following information:

Subject identifier
Date of Visit 1
Date of study drug termination
Date medication change occurred
Study day medication change occurred
Medication class
Medication name
Dose
Dosing schedule 

Please contact me if you need clarification on this request. 
Thank you for your assistance.

Kind Regards, 
Diana

Diana L. Walker, Ph.D.
Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Fax: 301-796-9723/9713
Email: Diana.Walker@fda.hhs.gov
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From: Walker, Diana
To: "Zhang, Lu (WRS)"
Subject: sNDA 21446 S-028 Lyrica Clinical Information Request 03apr12
Date: Tuesday, April 03, 2012 12:05:24 PM
Importance: High

Dear Lu,

I have received an information request for your NDA 21446 S-028 from our clinical review team. 
Please supply me with this information as soon as possible, or no later than Wednesday, April 11,
2012.  You can submit this information to me first via email, followed by an official submission to your
NDA Supplement.

1. We are unable to locate seven of the requested narratives (in item 3 of the filing
communication sent February 3, 2012) in your responses dated March 9 and March
30, 2012.  Please direct us to the location of the narratives listed below.  If they
were not provided, submit them. 

                Study A008-1107

The following subjects are listed as experiencing SAEs in section 5.3.5.3.28, SD4
(Listing of Serious Adverse Events [All Causalities]-All Pregabalin Completed and
Ongoing Studies, Appendix 1-9 - safety tables and listings, pp 803-4):

                                10551002 
                                10721012 
                                10791001 
                                11111007 
                                11761001 
                                11771002

                Study 1008-000-125

The following subject is listed as discontinuing secondary to AEs in section
5.3.5.3.28, table 5.1.7.b (Pregabalin Safety: CNP-SCI Submission, Listing of
Permanent Discontinuations Due to Adverse Events [All Causalities], Appendix 1-9
- safety tables and listings, p. 241):

                                4010

2.      Provide an explanation for the following discrepancies between narratives and
patient data listings for study 1008-000-125:

a.      Subject 6008: The narrative states this subject received placebo.  However, in section
5.3.5.3.28, table 5.1.7.b (Pregabalin Safety: CNP-SCI Submission, Listing of Permanent
Discontinuations Due to Adverse Events [All Causalities], Appendix 1-9 - safety tables and
listings, p. 235) that same subject is listed as being part of the pregabalin group.

Reference ID: 3117858



b.      Subject 4020: The narrative indicates that the AE resulting in
discontinuation occurred during the double blind treatment.  However, in
section 5.3.5.3.28, table 5.1.7.b (Pregabalin Safety: CNP-SCI Submission,
Listing of Permanent Discontinuations Due to Adverse Events [All
Causalities], Appendix 1-9 – safety tables and listings, p. 241) that subject is
listed as discontinuing during open label treatment (under "Trt phase" "OL"
is entered in parentheses for this subject).

Please contact me if you need clarification on this request. 
Thank you for your assistance.

Kind Regards, 
Diana

Diana L. Walker, Ph.D.
Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Fax: 301-796-9723/9713
Email: Diana.Walker@fda.hhs.gov
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Patwardhan, Swati

From: Patwardhan, Swati
Sent: Tuesday, March 13, 2012 4:26 PM
To: 'lu.zhang@pfizer.com'
Subject: NDA 21-446/S-028

Dear Dr. Zhang,

We are reviewing your Efficacy supplement for NDA 21-446/S-028 and request additional information as follows:

You have included two chronic studies in this application not previously submitted. You have also referenced the OECD 
guideline numbers for the studies used in the appendices (Appendix 8, OECD 210 AND Appendix 9, OECD 218), but the 
study reports and summaries are not included in the submission. Please submit the study reports and summaries for 
these two studies.

Please acknowledge the receipt. We request a response no later than Tuesday March 20, 2012. Please let me know if it 
not feasible at your end.

Thank you

Swati Patwardhan
Regulatory Health Project Manager for Quality
Office of New Drug Quality Assessment (ONDQA)
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 021446/S-028 
 FILING COMMUNICATION 
 
P.F. PRISM C.V. 
c/o Pfizer, Inc. 
235 East 42nd Street 
New York, NY 10017 
 
Attention: Lu Zhang, Ph.D. 

     Director, Worldwide Regulatory Strategy 
 
 

Dear Dr. Zhang: 
 
Please refer to your Supplemental New Drug Application (sNDA) dated December 19, 2011, 
received December 20, 2011, submitted under section 505(b) of the Federal Food, Drug, and 
Cosmetic Act (FDCA) for LYRICA Capsules, 25, 50, 75, 100, 150, 200, 225 and 300 mg. 
 
This supplemental application proposes the following new indication: neuropathic pain 
associated with spinal cord injury. 
 
We have completed our filing review and have determined that your supplemental application is 
sufficiently complete to permit a substantive review.  Therefore, in accordance with 21 CFR 
314.101(a), this supplemental application is considered filed 60 days after the date we received 
your supplemental application.  The review classification for this supplemental application is 
Priority.  Therefore, the user fee goal date is June 20, 2012. 
 
We are reviewing your supplemental application according to the processes described in the 
Guidance for Review Staff and Industry: Good Review Management Principles and Practices for 
PDUFA Products.  Therefore, we have established internal review timelines as described in the 
guidance, which includes the timeframes for FDA internal milestone meetings (e.g., filing, 
planning, mid-cycle, team and wrap-up meetings).  Please be aware that the timelines described 
in the guidance are flexible and subject to change based on workload and other potential review 
issues (e.g., submission of amendments).  We will inform you of any necessary information 
requests or status updates following the milestone meetings or at other times, as needed, during 
the process.  If major deficiencies are not identified during the review, we plan to communicate 
proposed labeling and, if necessary, any postmarketing requirement/commitment requests by 
May 30, 2012. 
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We request that you submit the following information: 
 

1. In Section 5.3.5.3.28, we note in Table 3.3.b (Summary of Cumulative Exposure to 
Pregabalin by Daily Dose Range, Appendix 1-9 - safety tables and listings, p 100) that 
each subject could be counted in more than one row within a column. Provide an 
algorithm or rationale to calculate exposure totals (i.e., exposure data without duplicate 
representation of subjects within a column). 

 
2. For Study 1008-000-02, provide a rationale for mandatory drug holidays and clarify how 

you derived chronic exposure data despite intermittent dosing. 
 

3. Provide narratives (not MedWatch reports) for all Serious Adverse Events (SAEs) and all 
discontinuations secondary to Adverse Events (AEs). 

 
4. Provide case report forms (CRFs) and narratives for the following subjects who 

discontinued secondary to “other” or “no longer willing to participate:” 
 

a. A0081107: 1078-1001 
b. A0081107: 1161-1002 
c. A0081107: 1148-1002 
d. 1008-000-125: 2-2012 
e. 1008-000-125: 2-2013 
f. 1008-000-125: 4-4001 
g. 1008-000-125: 4-4037 
h. 1008-000-125: 6-6014 
i. 1008-000-125: 8-8006 
j. A0081063: All 6 subjects in the study who discontinued secondary to “other” or 

“no longer willing to participate” 
 

5. Provide CRFs and narratives for all deaths (if any occur), SAEs, and discontinuations 
secondary to AEs for ongoing Study A0081252. 

 
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. 
 
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 
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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. 
 
We acknowledge receipt of your request for a full waiver of pediatric studies for this application.  
Once we have reviewed your request, we will notify you if the full waiver request is denied and a 
pediatric drug development plan is required. 
 
 
If you have any questions, call Diana L. Walker, PhD, Regulatory Health Project Manager, at 
(301) 796-4029. 
 

 
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 
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From: Walker, Diana
To: "Zhang, Lu (WRS)"
Subject: sNDA 21446 S-028 Lyrica Information Request 26jan12
Date: Thursday, January 26, 2012 4:33:16 PM
Importance: High

Dear Lu,

Please verify the information for the following 4 clinical sites (Investigator names and addresses). 
Additionally, please supply us with contact information (telephone and email) for each of these
investigators and sites.  Please supply me with this information as soon as possible, or by Monday,
January 30, 2012.

      1.    Center: 1100 
         Principal Investigator: Alina Agafina

        St. Petersburg State Healthcare Institution City Hospital # 
        40 Kurortnogo Administrativnogo Rajona 
        Borisova ulitsa, 9, lit. B, Sestroretsk 
        St.Petersburg 
        197706 
        RUSSIAN FEDERATION

     2.         Center: 1072 
        Principal Investigator: Dr. Michael Joseph Creamer

        Rehabilitation Medical Group, P.A. 
        100 West Gore Street 
        Orlando 
        FL 
        32806 
        UNITED STATES

     3.         Center: 004 
        Principal Investigator: Prof. Michael J. Cousins

        Royal North Shore Hospital 
        Department of Anaesthesia and Pain Management 
        Pacific Highway 
        St. Leonards, NSW 2065

     4.         Center: 006 
        Principal Investigator: Dr. Guy M. Bashford
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        Port Kembla Hospital 
        (Illawarra) 
        Cowper Street 
        Warrawong, NSW 2502 
        Australia

Thank you for your assistance. 
Kind Regards, 
Diana

Diana L. Walker, Ph.D.
Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Fax: 301-796-9723/9713
Email: Diana.Walker@fda.hhs.gov

Reference ID: 3079886



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

DIANA L WALKER
01/31/2012

Reference ID: 3079886



 
 
DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 
 
 
 

 

 Food and Drug Administration 
Silver Spring, MD  20993 

 

 

NDA 021446/S-028 
 ACKNOWLEDGEMENT -- 

PRIOR APPROVAL SUPPLEMENT 
C.P. Pharmaceuticals International C.V. 
c/o Pfizer, Inc. 
445 Eastern Point Road 
Groton, CT 06340 
 
Attention: Lu Zhang, Ph.D. 

     Director, Worldwide Regulatory Strategy 
 
 

Dear Dr. Zhang: 
 
We have received your Supplemental New Drug Application (sNDA), dated December 19, 2011, 
received December 20, 2011, submitted under section 505(b) of the Federal Food, Drug, and 
Cosmetic Act (FDCA or the Act) for the following: 
 
NDA NUMBER: 021446 
 
SUPPLEMENT NUMBER: S-028 
 
PRODUCT NAME: LYRICA Capsules, 25, 50, 75, 100, 150, 200, 225 and 300 mg 
 
DATE OF SUBMISSION: December 19, 2011 
 
DATE OF RECEIPT: December 20, 2011 
 
This supplemental application proposes the following new indication: neuropathic pain 
associated with spinal cord injury. 
 
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, 2012, in 
accordance with 21 CFR 314.101(a).   
 
 
FDAAA TITLE VIII RESPONSIBILITIES 
 
You are also responsible for complying with the applicable provisions of sections 402(i) and (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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SUBMISSION REQUIREMENTS 
 
Cite the application number listed above 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, see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm. 
 
If you have any questions, call me at (301) 796-4029. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Diana L. Walker, Ph.D. 
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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