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EXCLUSIVITY SUMMARY  

 
NDA # 022399     SUPPL #          HFD # 120 

Trade Name   Horizant 
 
Generic Name   gabapentin enacarbil 
     
Applicant Name   GSK       
 
Approval Date, If Known               
 
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) and a NME 

 
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:              

           
      

 
 
 
d)  Did the applicant request exclusivity? 
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   YES  NO  
 
If the answer to (d) is "yes," how many years of exclusivity did the applicant request? 
 

5 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). 

 
      
NDA#             
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NDA#             

NDA#             

    
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 
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  
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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  

 
     If yes, explain:                                          
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(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: 
 

      
 
                     

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? 

 
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: 
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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"): 

 
       

 
 
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 #        YES   !  NO       
      !  Explain:   
                                 

              
 

Investigation #2   ! 
! 

 IND #        YES    !  NO     
      !  Explain:  
                                      
         
                                                             

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

 
 
 
 
 
Investigation #1   ! 

! 
YES       !  NO     
Explain:    !  Explain:  
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 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:  Susan Daugherty                      
Title:  RPM 
Date:  4-4-11 
 
                                                       
Name of Office/Division Director signing form:  Russell Katz, M.D.,  
Title:  Division Director  
 
 
 
Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADM NISTRATION 

 
REQUEST FOR DDMAC LABELING REVIEW CONSULTATION 

**Please send immediately following the Filing/Planning meeting** 
 
TO:  
 
CDER-DDMAC-RPM  
 

 
FROM: (Name/Title, Office/Division/Phone number of requestor)     
Division of Neurology Products      (DNP) 
Susan Daugherty 6-0878 (bldg 22 #4350)   

 
REQUEST DATE 
3-11 

 
IND NO. 
 

 
NDA/BLA NO. 
22399 

 
TYPE OF DOCUMENTS 
(PLEASE CHECK OFF BELOW) 
 
 

 
NAME OF DRUG 
Horizant (gabapentin enacarbil) 
 

 
PRIORITY CONSIDERATION 

 
CLASSIFICATION OF DRUG 

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

NAME OF FIRM: 

 
 

PDUFA Date: 4-6-11 

TYPE OF LABEL TO REVIEW 
 

 
TYPE OF LABELING: 
(Check all that apply) 
⌧PACKAGE INSERT (PI)  
� PATIENT PACKAGE INSERT (PPI) 
� CARTON/CONTAINER LABELING 
⌧ MEDICATION GUIDE 
� INSTRUCTIONS FOR USE(IFU) 

 

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

 
REASON FOR LABELING CONSULT 
⌧  INITIAL PROPOSED LABELING 
�  LABELING REVISION 
 
 

EDR link to submission:   
 
 

Please Note:  There is no need to send labeling at this time.  DDMAC reviews substantially complete labeling, which has already 
been marked up by the CDER Review Team.  After the disciplines have completed their sections of the labeling, a full review team 
labeling meeting can be held to go over all of the revisions.  Within a week after this meeting, “substantially complete” labeling 
should be sent to DDMAC.  Once the substantially complete labeling is received, DDMAC will complete its review within 14 
calendar days. 
 
COMMENTS/SPECIAL INSTRUCTIONS: 
 
Mid-Cycle Meeting: [Insert Date] 
 
Labeling Meetings: [Insert Dates] 
 
Wrap-Up Meeting: [Insert Date] 
 

 
SIGNATURE OF REQUESTER 
 
 
SIGNATURE OF RECEIVER 
 

 
METHOD OF DELIVERY (Check one) 

�  eMAIL   �  HAND 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 022399 ACKNOWLEDGE – 

 CLASS 2 RESPONSE 
 
Glaxo Group Limited 
d/b/a GlaxoSmithKline 
Attention: Debra H. Lake, M.S. 
      Manager, US Regulatory Affairs 
Five Moore Drive, P.O. Box 13398 
Research Triangle Park, NC  27709 
                  
Dear Ms. Lake: 
 
We acknowledge receipt, on October 6, 2010, of your October 6, 2010, resubmission of your 
new drug application (NDA) submitted under section 505(b)(2) of the Federal Food, Drug, and 
Cosmetic Act for Horizant (gabapentin enacarbil) Extended-Release Tablets 600 mg. 
 
We consider this resubmission to be a complete, Class 2 response to our February 17, 2010, 
action letter.  Therefore, the user fee goal date is April 6, 2011. 
 
If you have any questions, call Beverly Conner, Regulatory Project Manager, at (301) 796-1171. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Jacqueline H. Ware, PharmD 
Supervisory Regulatory Project Manager 
Division of Neurology Products 
Office of Drug Evaluation 1 
Center for Drug Evaluation and Research 
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From: Abate, Richard
To: CDER OSE CONSULTS; 
cc: Conner, Beverly; Williams, James; 
Subject: RE: OSE Consult (Except Proprietary Name Reviews) (FRM-CONSULT-06).doc
Date: Tuesday, October 12, 2010 1:27:06 PM

Beverly,
 
I have forwarded your consult request to the OSE consult inbox
 
Rick Abate
 

From: Conner, Beverly  
Sent: Tuesday, October 12, 2010 1:18 PM 
To: Williams, James; Abate, Richard 
Subject: FW: OSE Consult (Except Proprietary Name Reviews) (FRM-CONSULT-06).doc 
 
 
 

From: Conner, Beverly  
Sent: Thursday, October 07, 2010 10:53 AM 
To: Williams, James 
Subject: OSE Consult (Except Proprietary Name Reviews) (FRM-CONSULT-06).doc 
 
 

DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION

 
REQUEST FOR CONSULTATION

 
TO (Division/Office): 
Mail: OSE  Attention   

 
From: HFD-120 Division of Neurology Products, Russell Katz, M.D.   
Call Beverly Conner  61171

 
DATE 10/5/10
 

 
IND NO.
 

 
NDA NO. 22-399

 
TYPE OF DOCUMENT  Review

 
DATE OF DOCUMENT
10/7/10

 
NAME OF DRUG
Horizon (gabapentin enacarbil)

 
PRIORITY CONSIDERATION
HIGH

 
CLASSIFICATION OF DRUG
Restless Leg Syndrome 

 
DESIRED COMPLETION DATE

11/07/10
NAME OF FIRM: Glaxo/Smith/Kline

 
REASON FOR REQUEST

 
I. GENERAL

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

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

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

 
II. BIOMETRICS

 
STATISTICAL EVALUATION BRANCH

 
STATISTICAL APPLICATION BRANCH

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

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

 
III. BIOPHARMACEUTICS

 
o  DISSOLUTION
o  BIOAVAILABILTY STUDIES
o  PHASE IV STUDIES

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

 
IV. DRUG EXPERIENCE

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

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

mailto:/O=FDA/OU=FIRST ADMINISTRATIVE GROUP/CN=RECIPIENTS/CN=ABATER
mailto:/O=FDA/OU=First Administrative Group/cn=Recipients/cn=ODSCONSULTS
mailto:/O=FDA/OU=First Administrative Group/cn=Recipients/cn=connerb
mailto:/O=FDA/OU=First Administrative Group/cn=Recipients/cn=WILLIAMSJ53050473


 
V. SCIENTIFIC INVESTIGATIONS

 
                  o  CLINICAL

 
      o  PRECLINICAL

 
COMMENTS/SPECIAL INSTRUCTIONS:
 
Please Review Epidemiological database for gabapentin  NDA 22399
 
 
 
 
 
 
 
 
 
SIGNATURE OF REQUESTER  Beverly Conner 6-1171
 

 
METHOD OF DELIVERY (Check one)
o  MAIL                                                        o  HAND

 
SIGNATURE OF RECEIVER  10/8/2010 
 

 
SIGNATURE OF DELIVERER
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Office/Division):  Jin Kun -710 Biometrics, Aloka 
Chakravarty,  Matt Soukup 
 

 
FROM (Name, Office/Division, and Phone Number of Requestor):  From: HFD-
120 Division of Neurology Products, Russell KatzM.D. 
B.conner 6-1171 

 
DATE 

10/06/10 

 
IND NO. 

                   
   

 
NDA NO.  
22399 

 
TYPE OF DOCUMENT 
Consult 

 
DATE OF DOCUMENT 
10/06/10 

 
NAME OF DRUG 

Horizant (gabapentin 
enacarbil) 

 
PRIORITY CONSIDERATION 

HIGH 

 
CLASSIFICATION OF DRUG 

Restless Legs Syndrome 

 
DESIRED COMPLETION DATE 

1/10/11 

NAME OF FIRM:  Glaxo/Smith/ Kline 
 

REASON FOR REQUEST 
 

I. GENERAL 
 

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

 
  PRE-NDA MEETING 
  END-OF-PHASE 2a MEETING 
  END-OF-PHASE 2 MEETING 
  RESUBMISSION 
  SAFETY / EFFICACY 
  PAPER NDA 
  CONTROL SUPPLEMENT 

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

 
II. BIOMETRICS 

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

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE 4 STUDIES 

 
  DEFICIENCY LETTER RESPONSE 
  PROTOCOL - BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

 
IV. DRUG SAFETY 

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

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

 
V. SCIENTIFIC INVESTIGATIONS 

 
  CLINICAL 

 
   NONCLINICAL 

 
COMMENTS / SPECIAL INSTRUCTIONS:  Please review Epidemiological database for gabapentin enacaribil NDA 22-399 
 
 
 
 
SIGNATURE OF REQUESTOR 

Beverly Conner 

 
METHOD OF DELIVERY (Check one) 

  DFS                  EMAIL                  MAIL                  HAND 

 
PRINTED NAME AND SIGNATURE OF RECEIVER 
 

 
PRINTED NAME AND SIGNATURE OF DELIVERER 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 022399 GENERAL ADVICE 
 
GlaxoSmithKline 
Attention: Debra H. Lake 
Manager, US Regulatory Affairs 
Five Moore Drive  
Research Triangle 
North Carolina, 27709-13398 
 
Dear Ms. Lake: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Horizant™ (gabapentin enacarbil) Extended-Release Tablets.      
 
We have reviewed your July 29, 2010, request to amend NDA 022399 from a 505(b)(1) 
application to a 505(b)(2) application as part of your Resubmission following discussion at the 
May 18, 2010, meeting.  You may amend your 505(b)(1) application to a 505(b)(2) application 
that relies on published literature and FDA’s finding of safety and/or effectiveness for Neurontin 
(the listed drug described in the published literature) in a Complete Response Resubmission.  
You should designate the application as a 505(b)(2) application on FDA Form 356h with your 
Resubmission.  Your submission must contain all relevant information needed to support your 
505(b)(2) application including: 
 

• Identifying each listed drug(s) (in accordance with the Agency’s regulations at 21 CFR 
314.54) on which GSK intends to rely on the Agency’s finding of safety and/or 
effectiveness or published literature describing the listed drug(s); 

• Establishing that such reliance is scientifically appropriate (e.g., establishing a “bridge” 
between your proposed drug product and each listed drug(s) upon which you propose to 
rely);  

• Submitting data necessary to support any aspects of the proposed drug product that 
represent modifications to the listed drug(s);  

• Complying with applicable regulatory requirements, including but not limited to 
providing an appropriate patent certification or statement for each patent(s) listed in the 
Orange Book for the listed drug(s) on which GSK intends to rely. 

 
Provided the Resubmission is complete and it meets the requirements for a 505(b)(2) application, 
the Agency would consider the Resubmission a Class 2 Resubmission with a 6 month PDUFA 
review clock. 
 
If you have any questions, call Beverly Conner, Regulatory Project Manager, at (301) 796-1171. 
 

Sincerely, 
 



 
{See appended electronic signature page} 
 
Russell G. Katz, MD 
Director 
Division of Neurology Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research  



Application
Type/Number

Submission
Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
NDA-22399 ORIG-1 GLAXO GROUP

LTD DBA
GLAXOSMITHKLIN
E

Horizant

NDA-22399 GI-1 GLAXO GROUP
LTD DBA
GLAXOSMITHKLIN
E

Horizant
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From: Conner, Beverly
To: "Debra Lake"; 
Subject: GSK Epidemiology Study
Date: Monday, March 29, 2010 3:55:48 PM

The Medical reviewer has the read the Epidemiology Study that GSK proposes 
to conduct and he has have briefly discussed it with the safety and Pharm-Tox 
people involved with the review. Here are our preliminary comments. GSK 
should expand the focus of the Epidemiology Study to first, look for an increase 
in any cancer associated with gabapentin then focus on pancreatic, GYN and 
any other cancers that show an increased association with gabapentin use. The 
recommendation to broaden the search for a cancer signal in humans addresses 
our concern that the cancer signal reported in animal studies may not be 
expressed in exactly the same way in humans. In addition, the study should 
consider the possibility that pancreatic carcinoma may not be the only carcinoma 
associated with gabapentin in humans. The Agency's Epidemiology review 
division will be involved with the formal review of the Epidemiology Study once 
the final draft is submitted to the agency. 

 
Beverly Conner, Regulatory Project Manager  
301-796-1171 

mailto:/O=FDA/OU=FIRST ADMINISTRATIVE GROUP/CN=RECIPIENTS/CN=CONNERB
mailto:debra.h.lake@gsk.com
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NDA 22-399 INFORMATION REQUEST 

 
Glaxo Group Limited d/b/a GlaxoSmithKline 
Attention:  Debra H. Lake, M.S.,  

Manager, Regulatory Affairs 
PO Box 13398 
Five Moore Drive 
Research Triangle Park, NC 27709 

 
Dear Ms. Lake: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal Food, 
Drug, and Cosmetic Act for gabapentin enacarbil extended release tablets. 
 
We are reviewing the Chemistry, Manufacturing, and Controls sections of your submission and have the 
following comments and information requests.  We request a prompt written response in order to continue 
our evaluation of your NDA. 
 

1. The manufacturing process description in section m3.2.P.3.3 is not complete and therefore not 
acceptable. It does not include the design space, including the Quality Process Parameters ranges 
described in your Pharmaceutical Development section m3.2.P.2 and the description of the 
manufacturing equipment, including scale. Update the manufacturing section with adequate 
details or submit commercial master batch records to comply with 21 CFR 314.50 (d)(1)(ii)(c).  

 
2. The agency does not currently have a mechanism for site change by Annual Report. Modify your 

comparability protocols provided in sections m3.2.S. 2.1 and m3.2.S.2.2 for the post approval site 
changes for drug substance manufacture, release testing, and stability testing with the proposed 
data package to be submitted as a CBE-30 supplement. 

 
If you have any questions, call Don Henry, Regulatory Project Manager, at (301) 796-4227. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Ramesh Sood, Ph.D. 
Branch Chief  
Division of Pre-Marketing Assessment I 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
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NDA 22-399 INFORMATION REQUEST 

 
Glaxo Group Limited d/b/a GlaxoSmithKline 
Attention:  Debra H. Lake, M.S.,  

Manager, Regulatory Affairs 
PO Box 13398 
Five Moore Drive 
Research Triangle Park, NC 27709 

 
Dear Ms. Lake: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal Food, 
Drug, and Cosmetic Act for gabapentin enacarbil extended release tablets. 
 
We are reviewing the Chemistry, Manufacturing, and Controls sections of your submission and have the 
following comments and information requests.  We request a prompt written response in order to continue 
our evaluation of your NDA. 
 

1.  
 

 
 
 

 
 

 
 

 
 

 
 

 

(b) (4)
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2. The following dissolution specification is recommended for gabapentin enacarbil ER tablets: 
 

USP 
Apparatus 

Spindle 
Rotation 

Speed 

Media 
volume 

Temperature Medium Specifications 

II 50 rpm 900 mL 37°C 10 mM potassium 
phosphate monobasic 
buffer at pH 7.4 with 

1% SLS 

4 hours: 
8 hours: 

12 hours:
24 hour

 
a) Your proposed dissolution method appears to be over-discriminating and not clinically 

relevant. The method discriminates between two batches that have equal in vivo 
performance. Consider developing a more clinically relevant dissolution method that is 
not over-discriminating.  

b) Provide stability data from the three primary batches to support the dissolution 
specification at the recommended time intervals. 

 
If you have any questions, call Don Henry, Regulatory Project Manager, at (301) 796-4227. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Ramesh Sood, Ph.D. 
Branch Chief  
Division of Pre-Marketing Assessment I 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
 

(b) (4)
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Rockville, MD  20857 
 
 

NDA 022399 
 

PROPRIETARY NAME REQUEST  
 CONDITIONALLY ACCEPTABLE  

 
Glaxo Group Limited  
d/b/a GlaxoSmithKline 
PO Box 13398, Five Moore Drive 
Research Triangle Park, North Carolina 27709 
 
ATTENTION: Debra H. Lake, M.S.  
   Manager, Regulatory Affairs 
 
Dear Ms. Lake: 
 
Please refer to your New Drug Application (NDA) dated September 15, 2008, received September 
15, 2008, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for 
Gabapentin Enacarbil Extended-release Tablets, 600 mg. 
 
We also refer to your July 23, 2009, correspondence, received July 23, 2009, requesting review of 
your proposed proprietary name, Horizant.  We have completed our review of the proposed 
proprietary name, Horizant and have concluded that it is acceptable.  
 
The proposed proprietary name, Horizant, 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 July 23, 2009 submission are altered 
prior to approval of the marketing application, the proprietary name should be resubmitted for review.  
 
If you have any questions regarding the contents of this letter or any other aspects of the proprietary 
name review process, contact Laurie Kelley, Safety Regulatory Project Manager in the Office of 
Surveillance and Epidemiology, at (301) 796-5068.  For any other information regarding this application 
contact the Office of New Drugs (OND) Regulatory Project Manager, Beverly Conner at  
(301) 796-1171.   
 

Sincerely, 
      {See appended electronic signature page}  
       

Carol Holquist, RPh 
Director 
Division of Medication Error Prevention and Analysis 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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 PDUFA GOAL DATE EXTENSION 

NDA 022399 
 
Glaxo Group Limited 
d/b/a GlaxoSmithKline 
Attention:  Debra Lake, M.S. 
                   Manager, U.S. Affairs  
Five Moore Drive, P.O. Box 13398 
Research Triangle Park, NC 27709 
  
Dear Ms. Lake: 
 
Please refer to your new drug application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Horizant (gabapentin enacarbil) Extended-Release Tablets, 
600 mg.      
 
On October 9, 2009, we received your October 9, 2009 major amendment (solicited) to this 
application, which was a Risk Evaluation Mitigation Strategy (REMS) Proposal.  The receipt 
date is within three months of the user fee goal date.  Therefore, we are extending the goal date 
by three months to provide time for a full review of the submission.  The extended user fee goal 
date is February 9, 2010. 
 
In addition, we are establishing a new timeline for communication of feedback on proposed 
labeling and postmarketing commitments in accordance with the “PDUFA 
REAUTHORIZATION PERFORMANCE GOALS AND PROCEDURES - FISCAL YEARS 
2008 THROUGH 2012.”  If major deficiencies are not identified during the review, we plan to 
communicate proposed labeling and, if necessary, any postmarketing commitment requests by 
January 7, 2010. 
 
If you have any questions, call Beverly Conner, Regulatory Project Manager, at (301) 796-1171. 
 
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
Russell Katz. M.D.  
Director 
Division of Neurology Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 
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NDA 22-399 INFORMATION REQUEST 

 
Glaxo Group Limited  
d/b/a GlaxoSmithKline 
Attention: Debra Lake, M.S. 
      Manager, Regulatory Affairs 
Five Moore Drive, P.O. Box 13398 
Research Triangle Park, N.C. 27709 
 
Dear Ms. Lake: 
 
Please refer to your New Drug Application (NDA) dated January 8, 2009 submitted under 
section 505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA) for gabapentin enacarbil, 
extended release tablet 600 mg for moderate to severe Restless Leg Syndrome. 
 
Please refer to the September 2, 2009, teleconference between you and Beverly Conner in which 
you were informed that a Risk Evaluation and Mitigation Strategy (REMS) will be required for 
this application. This letter is the formal communication of the REMS requirement.  
 
RISK EVALUATION AND MITIGATION STRATEGY REQUIREMENTS 
 
Section 505-1 of the FDCA authorizes FDA to require the submission of a REMS if FDA 
determines that such a strategy is necessary to ensure that the benefits of the drug outweigh the 
risks (section 505-1(a)).   
 
In accordance with section 505-1 of the FDCA, we have determined that a REMS is necessary 
for gabapentin enacarbil to ensure that the benefits of the drug outweigh the risks of suicidality 
and potential adverse effects on patients’ ability to drive.   
 
Your proposed REMS must include the following: 
 

Medication Guide:  As one element of a REMS, FDA may require the development of a 
Medication Guide as provided for under 21 CFR Part 208.  Pursuant to 21 CFR Part 208, 
FDA has determined that gabapentin enacarbil poses a serious and significant public 
health concern requiring the distribution of a Medication Guide.  The Medication Guide 
is necessary for patients’ safe and effective use of gabapentin enacarbil. FDA has 
determined that gabapentin enacarbil is a product for which patient labeling could help 
prevent serious adverse effects and has serious risks (relative to benefits) of which 
patients should be made aware because information concerning the risks could affect 
patients’ decisions to use, or continue to use gabapentin enacarbil.   
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In addition to the risks of suicidality and potential adverse effects on patients’ ability to 
drive, your Medication Guide should also address other risks of gabapentin enacarbil 
including somnolence, potential adverse effects on the developing fetus, and the potential 
for seizures if gabapentin enacarbil is stopped suddenly.  
 
Under 21 CFR 208, you are responsible for ensuring that the Medication Guide is 
available for distribution to patients who are dispensed gabapentin enacarbil.  

 
Timetable for Submission of Assessments:  The proposed REMS must include a 
timetable for submission of assessments that shall be no less frequent than by 18 months, 
3 years, and in the 7th year after the REMS is initially approved. You should specify the 
reporting interval (dates) that each assessment will cover and the planned date of 
submission to the FDA of the assessment.  To facilitate inclusion of as much information 
as possible while allowing reasonable time to prepare the submission, the reporting 
interval covered by each assessment should conclude no earlier than 60 days before the 
submission date for that assessment. For example, the reporting interval covered by an 
assessment that is to be submitted by July 31st should conclude no earlier than June 1st. 

 
Your proposed REMS submission should include two parts: a “proposed REMS” and a “REMS 
supporting document.”  Attached is a template for the proposed REMS that you should complete 
with concise, specific information (see Appendix A).  Once FDA finds the content acceptable 
and determines that the application can be approved, we will include these documents and the 
Medication Guide as attachments to the approval letter that includes the REMS.  The REMS, 
once approved, will create enforceable obligations. 
 
The REMS supporting document should be a document explaining the rationale for each of the 
elements included in the proposed REMS (see Appendix B).  
  
The REMS assessment plan should include: 
 

a. An evaluation of patients’ understanding of the serious risks of gabapentin enacarbil. 
b. A report on periodic assessments of the distribution and dispensing of the Medication 

Guide in accordance with 21 CFR 208.24. 
c. A report on failures to adhere to distribution and dispensing requirements, and 

corrective actions taken to address noncompliance. 
 
Before we can continue our evaluation of NDA 22-399, you will need to submit the proposed 
REMS.  The proposed risk minimization plan that you have submitted does not contain the 
REMS elements that we are requiring and is not sufficient. 
 
Under 21 CFR 208.24(d), you are responsible for ensuring that the label of each container or 
package includes a prominent and conspicuous instruction to authorized dispensers to provide a 
Medication Guide to each patient to whom the drug is dispensed, and states how the Medication 
Guide is provided.  You should submit marked up carton and container labels of all strengths and 
formulations with the required statement alerting the dispenser to provide the Medication Guide.  
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We recommend the following language dependent upon whether the Medication Guide 
accompanies the product or is enclosed in the carton (for example, unit of use): 
 

 “Dispense the enclosed Medication Guide to each patient.” or 
 “Dispense the accompanying Medication Guide to each patient.” 

 
Prominently identify the proposed REMS submission with the following wording in bold capital 
letters at the top of the first page of the submission:  
 

NDA #22, 399  
PROPOSED REMS 

 
Prominently identify subsequent submissions related to the proposed REMS with the following 
wording in bold capital letters at the top of the first page of the submission: 
 

NDA #22, 399  
PROPOSED REMS-AMENDMENT  
 
 

If you do not submit electronically, please send 5 copies of your REMS-related submissions. 
 
If you have any questions, please contact Beverly Conner at 301-796-1171.  

 
     
     Sincerely, 
 
     {See appended electronic signature page} 
        
     Russell Katz, M.D. 
     Director 
     Division of Neurology Products 
     Center of Drug Evaluation I 
     Center of Drug Evaluation and Research 
 
 
 
 
 
 
 
 
 

 

2 Page(s) has been Withheld in Full as b4 (CCI/TS) immediately following this page
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NDA 22-399 INFORMATION REQUEST 

 
Glaxo Group Limited d/b/a GlaxoSmithKline 
Attention:  Debra H. Lake, M.S.,  

Manager, Regulatory Affairs 
PO Box 13398 
Five Moore Drive 
Research Triangle Park, NC 27709 

 
Dear Ms. Lake: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal Food, 
Drug, and Cosmetic Act for gabapentin enacarbil extended release tablets. 
 
We are reviewing the Chemistry, Manufacturing, and Controls sections of your submission and have the 
following comments and information requests.  We request a prompt written response in order to continue 
our evaluation of your NDA. 
 

• Submit the method development report for the proposed dissolution method or indicate the 
location in the original NDA submission.  

 
The following requests pertain to your proposed  

  
 

 
 

  
 

  
 
If you have any questions, call Don Henry, Regulatory Project Manager, at (301) 796-4227. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Ramesh Sood, Ph.D. 
Branch Chief  
Division of Pre-Marketing Assessment I 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
 

(b) (4)
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NDA 22-399 INFORMATION REQUEST 

 
Glaxo Group Limited d/b/a GlaxoSmithKline 
Attention: Debra H. Lake, M.S.,  

Manager, Regulatory Affairs 
PO Box 13398 
Five Moore Drive 
Research Triangle Park, NC 27709 

 
Dear Ms. Lake: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for gabapentin enacarbil extended release tablets. 
 
We are reviewing the Chemistry, Manufacturing, and Controls sections of your submission and 
have the following comments and information requests.  We request a prompt written response 
in order to continue our evaluation of your NDA. 
 
 

• Include tailing factor as a system suitability criterion in the method used for the 
determination of the assay, identification, and impurities determination of gabapentin 
enacarbil by HPLC in accordance with the USP <621>. 

 
• A shelf-life of 36 months is proposed for the drug product. However, the post-approval 

stability protocol for the stability commitment denotes a 36 months time point as 
optional in long term storage testing. To cover the proposed shelf-life of 36 months for 
the drug product, 36 months time point testing is necessary. Change post-approval 
stability protocol for the stability commitment to include 36 months time point from 
optional testing to the required testing. 

 
• Provide justification for not having friability test in stability testing of the drug product. 
 
• The chemical name provided for the gabapentin enacarbil is

. In 
the current USP dictionary, the chemical name for gabapentin enacarbil is (1-{[({(1RS)-
1-[(2-Methylpropanoyl)oxy]ethoxy}carbonyl)amino] methyl}cyclohexyl) acetic acid. 
Change the chemical name of the gabapentin enacarbil accordingly in the labeling. 

 

(b) (4)
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If you have any questions, call Don Henry, Regulatory Project Manager, at (301) 796-4227. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Ramesh Sood, Ph.D. 
Branch Chief  
Division of Pre-Marketing Assessment I 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Office/Division):  Raanan Bloom, OPS/PARS, (301)796- 
2185 
 

 
FROM (Name, Office/Division, and Phone Number of Requestor):  Don Henry 
Project Manager, ONDQA, 301-796-4227 on behalf of 
Chhagan Tele/Martha Heimann 

 
DATE 

August 3, 2009 

 
IND NO. 

                   
   

 
NDA NO.  
22-399 

 
TYPE OF DOCUMENT 
NDA submission 

 
DATE OF DOCUMENT 
January 9, 2009 

 
NAME OF DRUG 

Gabapentin enacarbil 

 
PRIORITY CONSIDERATION 

standard 

 
CLASSIFICATION OF DRUG 

Neurology 

 
DESIRED COMPLETION DATE 

September 9, 2009 
NAME OF FIRM:  GlaxoSmithKline 
 

REASON FOR REQUEST 
 

I. GENERAL 
 

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

 
  PRE-NDA MEETING 
  END-OF-PHASE 2a MEETING 
  END-OF-PHASE 2 MEETING 
  RESUBMISSION 
  SAFETY / EFFICACY 
  PAPER NDA 
  CONTROL SUPPLEMENT 

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

 
II. BIOMETRICS 

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

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE 4 STUDIES 

 
  DEFICIENCY LETTER RESPONSE 
  PROTOCOL - BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

 
IV. DRUG SAFETY 

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

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

 
V. SCIENTIFIC INVESTIGATIONS 

 
  CLINICAL 

 
   NONCLINICAL 

 
COMMENTS / SPECIAL INSTRUCTIONS:  This original NDA was received on January 9, 2009.  A review of the 
environmental assessment is requested. This is an electronic submission. 
 
 
 
 
SIGNATURE OF REQUESTOR 

{See appended electronic signature page} 

 
METHOD OF DELIVERY (Check one) 

  DFS                  EMAIL                  MAIL                  HAND 

 
PRINTED NAME AND SIGNATURE OF RECEIVER 
 

 
PRINTED NAME AND SIGNATURE OF DELIVERER 
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signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

DON L HENRY
08/03/2009

RAMESH K SOOD
08/03/2009



From: Conner, Beverly
To: "debra.h.lake@gsk.com"; 
Subject: Supplementary Reporting Analysis Plan for Protocol Deviations in XP13512 (GSK 1838262)
Date: Wednesday, July 15, 2009 4:45:11 PM

 
 
Memo to GSK re: Supplementary Reporting Analysis Plan for Protocol Deviations in 
XP13512 (GSK 1838262) Restless Leg Syndrome Studies 

XP052, XP053 and XP060 

Dear Ms. Lake: 

Amendment # 15, submitted 05/27/09 contained two tables ( Table 2 and Table 3) of 
protocol deviations based on inclusion and exclusion criteria for Studies XP052, XP053 and 
XP060. The column containing number of deviations for each study is the total number of 
subjects; i.e. it does not differentiate who was on drug and who was on placebo. The division 
is requesting that the sponsor submit datasets (XPT files) that contain unique subject 
identifier, targeted dose of study drug/placebo, criteria, deviation subcategory, clinical 
background and deviation type. Each protocol deviation should be listed separately, i.e., if a 
subject has more than one deviation, each deviation should be listed independently. The 
sponsor may include the deviation type (major, minor), but all deviations should be included 
regardless of how GSK/Xenoport classified the violation.

The Division is requesting ‘raw data’ on protocol deviations. We are particularly interested in 
the Clinical Background column. The clinical background column should contain sufficient 
detail to allow the reviewer to determine the nature, severity and duration of the deviation 
and allow an independent assessment regarding the impact on the data collected for the 
patient. We would need to know if they were non-compliant, in what way they were non-
compliant (resulting in under or over dosing), the number of study days the subject was 
noncompliant with blinded study medication. In this way, we will be able to best assess the 
type of deviation that occurred, if it impacted exposure response data.  Please include the 
protocol violations for patients taking all dose levels not limiting the data to just subjects 
taking 600mg and 1200mg.  

This should be done for Inclusion and Exclusion Criteria protocol deviations. 

 
USUBID  Study # Targeted Tx Arm Inclusion/Exclusion     Criteria        Deviation Subcategoory  
Clinical Background     Deviation Type  
                600mg                                           
                1200mg                                          
                1800mg                                          
                2400mg                                          

mailto:/O=FDA/OU=FIRST ADMINISTRATIVE GROUP/CN=RECIPIENTS/CN=CONNERB
mailto:debra.h.lake@gsk.com


                Placebo                                         

 
Please feel free to contact Beverly Conner with further questions. 

Beverly Conner, Pharm.D.  
Regulatory Health Project Manager 
Division of Neurology  
Office of Drug Evaluation I  
Center for Drug Evaluation and Research  
Phone: 301-796-1171      
Email: Beverly.Conner@fda.hhs.gov 
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From: Conner, Beverly 
Sent: Tuesday, June 30, 2009 8:39 AM 
To: 'debra.h.lake@gsk.com' 
Subject: Subject taking prohibited medications and non-compliance  
Dear Debra: 
 
Please provide the data we requested listing subjects with protocol deviations for their pivotal RLS trials 
for XP13512 in the manner indicated in  the sample tables  attached.  You do not need to include an 
analysis of the data by types of protocol deviations (i.e. major versus minor). Please do not apply any 
additional criteria to the data we requested, we are interested in the raw data as requested in the sample 
tables.   
 
 
 
Subjects Taking Prohibited Medications 
USBJID Study 

ID 
ARM 
 

Prohibited 
medication 
class 

Prohibited 
medication 
Established 
name and 
total daily 
dose taken 

Date 
during 
DB study 
period 
prohibited 
medication 
1st taken 

Date when 
prohibited 
medication 
stopped 

Total 
Number of 
days 
during DB 
period 
prohibited 
medication 
taken 

  Placebo       
  600 mg      
  1200 

mg 
     

  1800 
mg 

     

  2400 
mg 

     

        
        
        

This should include all subjects who took a prohibited medication regardless of whether or not 
they met the sponsor’s criteria of a major or minor protocol deviation.  If a subject took more 
than 1 prohibited medication the sponsor should create a separate line for each prohibited 
medication taken by the subject.  Please report all subjects receiving placebo or any strength of 
XP13512. 
 
Subjects Non-Compliance 

USBJID Study ID ARM % 
compliance 
with Study 
Med 

Total 
Number of 
days in DB 
period 
subject was 
noncompliant 
with blinded 

  



study 
medication 

  Placebo      
  600 mg     
  1200 mg     
  1800 mg     
  2400 mg     

 
 
Please send the data as XPT files as soon as possible. Thank you. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Rockville, MD 20857 
 
 

 
NDA 22-399 

PROPRIETARY NAME REQUEST  
 UNACCEPTABLE 

 
Glaxo Group Limited d/b/a GlaxoSmithKline 
P.O. Box 13398 
Five Moore Drive, 
Research Triangle Park, North Carolina 27709 
 
ATTENTION: Debra H. Lake, M.S. 

 Manager, US Regulatory Affairs 
 
Dear Ms. Lake: 
 
Please refer to your New Drug Application (NDA) dated September 15, 2008, received 
September 15, 2008, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic 
Act for gabapentin enacarbil extended-release tablets 600 mg. 
 
We also refer to your May 8, 2009 correspondence, received May 8, 2009, requesting review of 
your proposed proprietary name,   We have completed our review of this proposed 
proprietary name and have concluded that this name is unacceptable for the following reasons. 
 
We object to the proposed trade name  
  

 
 

 
 

 
 

 
   

 
 

 
 

 
 

  
 

 
 

(b) (4)

 

 

(b) (4)

(b) (4)
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We note that you have proposed an alternate proprietary name in your submission dated  
May 8, 2009.  In order to initiate the review of the alternate proprietary name, , submit a 
new complete request for proprietary name review.  The review of this alternate name will not be 
initiated until the new submission is received. 
 
If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, call Daniel Brounstein, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-0674.  For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager.   
 

Sincerely, 
 
     {See appended electronic signature page}   
      

 
 
Carol Holquist, RPh 
Director 
Division of Medication Error Prevention and Analysis 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 

 

(b) (4)
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From: Conner, Beverly
To: "debra.h.lake@gsk.com"; 
Subject: Information Request
Date: Friday, May 29, 2009 12:55:52 PM

Dear Ms. Lake, 

 
The primary clinical reviewer in the Division of Neurology Products is requesting 
additional information regarding the clinical trials data supporting NDA 
application 22-399 Gabapentin Encarbil  .

We request you amend the 120 safety update, adverse event table (ae.XPT) to 
include a column that list the actual dose of XP 13512   the patient received 
when the AE was reported.  The actual dose column must only indicate the mg 
dose (i.e. 600 mg, or 1200 mg or 1800mg), please do not include the drug name 
or number.  Please include a second column indicating the study week the AE 
was initially reported to the site investigator (i.e. Week 1, 2,3 etc.)

The next data request involves the Columbia Suicidality Scale (CSS); we request 
a data table (XPT) listing the total scores by visit for each subject for all studies in 
which it was used (see model table below for format). We are particularly 
interested in study XP052, XP053, XP055, XP060 and XP081.  In addition 
please direct us to the place in the submission where GSK/Xenoport analyzed 
the CSS scores for change from Baseline reported by dose and study duration.  
We are also interested in the CSS scores during the taper and withdrawal 
phases of the protocols listed above.  If this type of analysis of the CSS has not 
been submitted in the NDA package please provide us the analysis.  The 
analysis and requested data table should include all visits where the CSS was 
administered included a final safety visit.  Information we are seeking includes an 
analysis change in CSS from Baseline to end of study, change in CSS score by 
study visit (where the CSS was administered).  The analysis should also include 
the actual dose patients were taking when the CSS was administered.  If the trial 
was flexible dose design and only Baseline and completion/termination visit CSS 
data are available for comparison, please conduct the analysis by modal dose 
patients received during the trial.

 
USUBID  STUDYID TREATMENT in mg for actual or modal dose        Visit 
number    Baseline CSS score      CSS score for visit     Chance from baseline in 
CSS score       Met criteria for CSS related AE 
                                                        Y       

mailto:/O=FDA/OU=FIRST ADMINISTRATIVE GROUP/CN=RECIPIENTS/CN=CONNERB
mailto:debra.h.lake@gsk.com


                                                        N       
 
Beverly Conner, Pharm.D.  
Regulatory Health Project Manager 
Division of Neurology  
Office of Drug Evaluation I  
Center for Drug Evaluation and Research  
Phone: 301-796-1171      
Email: Beverly.Conner@fda.hhs.gov 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Rockville, MD  20993 
 
 

 
NDA 22-399 
 

PROPRIETARY NAME REQUEST  
- UNACCEPTABLE 

 
Glaxo Group Limited d/b/a GlaxoSmithKline 
ATTENTION: Debra H. Lake, M.S. 
Manager, US Regulatory Affairs 
Five Moore Drive, 
P.O. Box 13398 
Research Triangle Park, North Carolina 27709 
 
Dear Ms. Lake: 
 
Please refer to your New Drug Application (NDA) dated September 15, 2008, received 
September 15, 2008, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic 
Act for gabapentin enacarbil 600 mg extended-release tablets. 
 
We also refer to your January 14, 2009 correspondence, received January 14, 2009, requesting 
review of your proposed proprietary name, Solzira.  We have completed our review of this 
proposed proprietary name and have concluded that this name is unacceptable for the following 
reasons.   
 

 
  

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 

(b) (4)
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We note that you have not proposed an alternate proprietary name for review.  If you intend to 
have a proprietary name for this product, we recommend that you submit a new request for a 
proposed proprietary name review.  (See the draft Guidance for Industry, Complete Submission 
for the Evaluation of Proprietary Names, HTTP://www.fda.gov/cder/guidance/7935dft.pdf and 
“PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 2008 through 2012”.) 
 
If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, call Daniel Brounstein, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-0674.  For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager.   
 

Sincerely, 
 
      {See appended electronic signature page}  
       

Russell Katz, M.D. 
Director 
Division of Neurology Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 

 

(b) (4)
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From: Conner, Beverly
To: "debra.h.lake@gsk.com"; 
Subject: Solzira 22-399
Date: Tuesday, April 07, 2009 1:46:17 PM

 
 
 
Dear Ms. Lake: 

Please address and the following issues as soon as possible. 

 
1.  A complete listing of Protocol Deviations for each pivotal efficacy 

trial was not included in the NDA application.  The current listing 
only included protocol deviations judged by the sponsor to be 
inclusion/exclusion errors. The sponsor is requested to submit a data 
set in XPT format, listing protocol deviations by study number, 
unique subject ID, study site number, and short description of the 
deviation.  The sponsor should include a text table listing all 
Protocol deviations by site/investigator (not pooled).  This table 
should list the number and percent of the total of protocol deviations 
for each site by study and include a brief description of the nature of 
the protocol deviation,  

2.      The sponsor  
 

Study of the symptoms of RLS has been demonstrated in the 
medical literature.  The NIH scale for RLS symptoms is validated in 
subjects as young as age 8. The division recommends granting a deferral 
for studying children ages 8-18 until Solzira is approved for use in adults 
and a waiver for below age 8. The sponsor must develop and submit with a 
plan to study Solzira in the pediatric population from ages <18 to 8 years 
old.  The sponsor is directed to Division of Pediatric Drug Development 
(DPDD) for guidance in submitting the pediatric plan and application for 
the waiver.  The sponsor is strongly advised to contact the DPDD early 
during this NDA review cycle.

3.      Although the current XPT safety data sets include information for 
each study, the data should be reconfigured to match the pre-specified 
“safety groupings” (usually referred to as safety pools) for the clinical trials 

(b) (4)

mailto:/O=FDA/OU=FIRST ADMINISTRATIVE GROUP/CN=RECIPIENTS/CN=CONNERB
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included in this application. Each data set should include columns listing 
the unique subject identifier, study number/ID, the treatment arm and the 
dose of study medication the patient was receiving at time the AE was 
reported.  The data should at the minimum include the MedDRA version 
used to code the AE data, Preferred term, (PT), HLT, HLGT and SOC , 
seriousness of the adverse event, if the event was resulted in death, 
outcome/disposition and action taken.  The current data inter-mixed safety 
data (sorted by subject ID) from placebo controlled trials with data from 
the open-label trials (with no study ID number column) that followed 
making it difficult to identify in which study the patient reported the AE.  

4.      Exposure tables need to have unique subject exposures by study and 
by dose. The tables sent on 2/20/2009 are not acceptable. Subjects should 
only be counted in one time interval (row) per dose level reflecting their 
longest duration of exposure.  If the subject’s maximum exposure was 60 
days they should be counted in that time interval and not in the shorter 
exposure intervals (i.e.0-30 day).  The exposure tables must be reported in 
days not patient-days.

Beverly Conner, Pharm.D.  
Regulatory Health Project Manager 
Division of Neurology  
Office of Drug Evaluation I  
Center for Drug Evaluation and Research 

Phone: 301-796-1171      
Email: Beverly.Conner@fda.hhs.gov 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Rockville, MD  20857 
 
 

FILING COMMUNICATION 
 
NDA 22-399 
 
 
Glaxo Group Limited  
d/b/a GlaxoSmithKline 
Attention:  Debra H. Lake, M.S. 
                  Manager, Regulatory Affairs 
Five Moore Drive, P.O. Box 13398 
Reseach Triangle Park, NC 27709 
 
 
Dear Ms. Lake: 
 
Please refer to your new drug application (NDA) dated January 8, 2009, received January 9, 
2009, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act, for  Solzira 
(gabapentin enacarbil)extended release tablets, 600 mg. 
 
We also refer to your submissions dated January 14, 2009, February 20, 2009, and February 25, 
2009. 
 
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 November 9, 
2009. 
 
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 24, 2009. 
 
At this time, we are notifying you that, we have not identified any potential review issues.  
Please note that our filing review is only a preliminary evaluation of the application and is not 
indicative of deficiencies that may be identified during our review. 



NDA 22-399 
Page 2 
 
However, we request that you submit, as soon as possible, the following information: 
  
1. Provide representative Certificate of Analysis of the starting material, 

 used in the manufacture of clinical drug 
substance batches.  

 
2. Gabapentin enacarbil has been developed as a racemate; however, there is no systematic 

testing of the drug substance to ensure the consistency of the enantiomeric mixture.  
Include an appropriate test and acceptance criterion in the drug substance specification.  

 
3.    It does not appear that friability of the tablet was determined during the production as 

indicated in the one executed batch record provided in 3.2.R.  The master batch record also 
includes the work-sheet for the determination of tablet friability (p. 31 to 35) with an 
acceptance criterion of not more than   Provide a justification for the absence of this 
typical in-process testing. 

 
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. 
 
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 in pediatric patients unless this requirement is waived, 
deferred, or inapplicable.   
 
We acknowledge receipt of   

 
 

    
If you have any questions, contact Beverly Conner, Pharm.D, Regulatory Project Manager, at 
(301) 796-1171. 
      

Sincerely, 
 
     {See appended electronic signature page} 
        
     Russell Katz, M.D. 
     Director 
     Division of Neurology Products 
     Center of Drug Evaluation I 
     Center of Drug Evaluation and Research 
 
 

(b) (4)

(b) (4)

(b) (4)
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Office/Division):  To Division of Biometrics, HFD 710 
Attention: Dr. Karl Lin 
 

 
FROM (Name, Office/Division, and Phone Number of Requestor):   
FROM: Russell Katz, MD, Division Director, DNP 
HFD-120/NEUROLOGY PRODUCTS 
 

 
DATE 

February 20, 2009 

 
IND NO. 

                   
   

 
NDA NO.  
22-399 

 
TYPE OF DOCUMENT 
Biometrics Consult  

 
DATE OF DOCUMENT 
January 8, 2009 

 
NAME OF DRUG 

,Solzira (gabapentin) 

 
PRIORITY CONSIDERATION 

High  

 
CLASSIFICATION OF DRUG 

Treatment Restless leg 
syndrome 

 
DESIRED COMPLETION DATE 

March 30, 2009 

NAME OF FIRM:  GlaxoSmithKline 
 

REASON FOR REQUEST 
 

I. GENERAL 
 

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

 
  PRE-NDA MEETING 
  END-OF-PHASE 2a MEETING 
  END-OF-PHASE 2 MEETING 
  RESUBMISSION 
  SAFETY / EFFICACY 
  PAPER NDA 
  CONTROL SUPPLEMENT 

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

 
II. BIOMETRICS 

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

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE 4 STUDIES 

 
  DEFICIENCY LETTER RESPONSE 
  PROTOCOL - BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

 
IV. DRUG SAFETY 

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

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

 
V. SCIENTIFIC INVESTIGATIONS 

 
  CLINICAL 

 
   NONCLINICAL 

 
COMMENTS / SPECIAL INSTRUCTIONS:  DNP is requesting that Dr. Karl Lin do a statistical Carcinogenicity review. The 
nonclinical overview is  under m 2.4. The Carcinogenicity information is found in 4.3.  This is a consult for a NME, 
NDA 022-399, Solzira (gabapentin).  Please review and comment on the acceptability of the carcinogenicity 
statistical information. 
 
The nonclinical overview is under m 2.4. 
The Carcinogenicity information is found in 4.3 
\\CDSESUB1\EVSPROD\NDA022399\0000   
 
Dr. Lin Please take a look at the data and look and see if it is functional. This is a resumission. 
 
Beverly Conner, Pharm.D. 



Regulatory Health Project Manager  
Division of Neurology  
Office of Drug Evaluation I  
Center for Drug Evaluation and Research 
Room 4209 
Phone: 301-796-1171  
Email: Beverly.Conner@fda.hhs.gov 
 
 
 
 
 
 
SIGNATURE OF REQUESTOR 

Beverly Conner  

 
METHOD OF DELIVERY (Check one) 

  DFS                  EMAIL                  MAIL                  HAND 

 
PRINTED NAME AND SIGNATURE OF RECEIVER 
 

 
PRINTED NAME AND SIGNATURE OF DELIVERER 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Office/Division):  OND Div Cardio Renal IRT Review, 
Attention Devi Kozeli 
 

 
FROM (Name, Office/Division, and Phone Number of Requestor):  HFD-120 
(Division of Neurology Products);   Russell Katz, MD 
 

 
DATE 

2/13/09 

 
IND NO. 

71,352             
    

 
NDA NO.  
22-399 

 
TYPE OF DOCUMENT 
Clinical study XP078. 
Study report 

 
DATE OF DOCUMENT 
8/31/2006 

 
NAME OF DRUG 

SOZIRA (gapapentin) 

 
PRIORITY CONSIDERATION 

HIGH 

 
CLASSIFICATION OF DRUG 

restless legs syndrome 

 
DESIRED COMPLETION DATE 

April 29, 2009 
NAME OF FIRM:  Glaxo Group Limited d/b/a GlaxoSmithKline 
 

REASON FOR REQUEST 
 

I. GENERAL 
 

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

 
  PRE-NDA MEETING 
  END-OF-PHASE 2a MEETING 
  END-OF-PHASE 2 MEETING 
  RESUBMISSION 
  SAFETY / EFFICACY 
  PAPER NDA 
  CONTROL SUPPLEMENT 

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

 
II. BIOMETRICS 

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

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE 4 STUDIES 

 
  DEFICIENCY LETTER RESPONSE 
  PROTOCOL - BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

 
IV. DRUG SAFETY 

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

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

 
V. SCIENTIFIC INVESTIGATIONS 

 
  CLINICAL 

 
   NONCLINICAL 

 
COMMENTS / SPECIAL INSTRUCTIONS:   
XP078 is a QT study (in GSReview 5.3.4.1). There was a consult for IND 71,352 Review dated 8/31/2006. Please 
review the QT study in module 1 of NDA 22-399.  Below is the link for the NDA: 
\\CDSESUB1\EVSPROD\NDA022399 
 
Here is the History: 
Date  Activity  
August 21, 2006 (Serial No. 049) Type C Meeting Briefing Document containing draft XP078 protocol  
September 21, 2006  Type C Meeting to discuss design of XP078 study  
November 22, 2006  FDA provides minutes to Type C Meeting and guidance on XP078 study design  
April 27, 2007 (Serial No. 093) Submission of New Protocol, XP078  
June 20, 2007 (Serial No. 100) Submission of Statistical Analysis Plan (SAP) for XP078  
July 25, 2007  FDA provides comments for protocol and SAP for XP078  
September 10, 2007 (Serial No. 109)  Submission of Protocol Amendment 01 and revised SAP for XP078  
October 4, 2007 FDA provides comments for the revised SAP for XP078  



October 19, 2007 (Serial No. 118)  Submission of FINAL SAP for XP078 
 
 
 
 
 
SIGNATURE OF REQUESTOR 

Beverly Conner, Pharm.D. 
Regulatory Project Mananger 
301-796-1171  

 
METHOD OF DELIVERY (Check one) 

  DFS                  EMAIL                  MAIL                  HAND 

 
PRINTED NAME AND SIGNATURE OF RECEIVER 
 

 
PRINTED NAME AND SIGNATURE OF DELIVERER 
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