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We remind you to remove the word “New” from the label after 6 months of OTC marketing. 
 
If you issue a letter communicating important information about this drug product (i.e., a “Dear Health 
Care Professional” letter), we request that you submit a copy of the letter to this NDA and a copy to 
the following address: 
 
    MEDWATCH, HFD-410 
    FDA 
    5600 Fishers Lane 
    Rockville, MD  20857 
 
We remind you that you must comply with the requirements for an approved NDA set forth under 
21 CFR 314.80 and 314.81. 
 
If you have any questions, call Laura Shay, Regulatory Project Manager, at (301) 796-0994. 
 
 
 

Sincerely, 
 

{See appended electronic signature page} 
 
Andrea Leonard-Segal, MD 
Acting Director 
Division of Nonprescription Clinical Evaluation 
Office of Nonprescription Products 
Center for Drug Evaluation and Research 
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LABELING REVIEWS 



Office of Non-prescription Products - Labeling Review for an NDA Supplement 
 

NDA 21-330 / SCF-004 

Submission Date:    July 22, 2005 

Drug product:    Commit Cherry Lozenge, 2mg and 4mg 

Active ingredient:    nicotine polacrilex 

Pharmacological category:  stop smoking aid 

Sponsor/Contact:    Iris H. Shelton 
    Assistant Director, Regulatory Affairs 

GlaxoSmithKline 
1500 Littleton Road 
Parsipanny, NJ 07054-3884 
(973) 889-2167 

Labeling submitted:   2mg carton labels: 48-ct (two 24-ct vials), 72-ct (three 24-ct vials) 
    4mg carton labels: 48-ct (two 24-ct vials), 72-ct (three 24-ct vials) 
    2mg vial label 
    4mg vial label 
    2mg and 4mg User’s Guide 

Reviewer:     Reynold Tan 

Review date:    November 7, 2005 

Project manager:    Laura Shay 

 
Background:  The sponsor submitted this supplemental new drug application for a new cherry-
flavored formulation of their Commit Lozenge.  The sponsor reported that this new Commit 
Cherry Lozenge met the current specifications of the approved Commit Mint Lozenge (S-002, 
approved 2/13/04).  Commit Cherry Lozenge is packaged in 24-ct “Poppac” vials, in either a 48-
ct carton (two vials) or a 72-ct carton (three vials).  The sponsor proposed the “Poppac” vial 
enclosure system for the Commit Mint Lozenge in supplement SCP-003 (submitted 4/22/05 and 
10/21/05).  After review of SCP-003, FDA communicated several recommended label revisions 
to the sponsor in a 10/19/05 fax (see Reviewer’s Recommendations below).   
  
Reviewer’s Comments:   
1)  The only differences between currently submitted labels for Commit Cherry Lozenge and 
Commit Mint Lozenge labels in SCP-003 are the following: 
 

a)  The statement “NEW CHERRY FLAVOR” replaces the statement “NEW & IMPROVED 
MINT FLAVOR” in the upper left-hand corner of the principal display panel. 

 
Comment:  This change is acceptable. 

 
b)  The tablet graphic is embossed with “NL 2C,” instead of “NL 2S.”  
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Comment:  This change is acceptable. 

 
c)  The “Inactive ingredients” section lists the appropriate inactive ingredients for the new 
cherry-flavored formulation. 

 
Comment:  This change is acceptable.  However, the ingredient listed as “palm kernal 
oil” should be properly spelled “palm kernel oil.” 

 
2)  The sponsor did not yet incorporate any of the revisions (1-4) that FDA recommended 
following review of SCP-003.  FDA communicated these recommended revisions to the sponsor 
in a 10/19/05 fax, and the sponsor agreed to make these revisions at the time of next printing or 
180 days, whichever comes first. 
 
Reviewer’s Recommendations:  The following comments can be conveyed to the sponsor: 
 
1)  In the “Inactive Ingredients” sections, correct the spelling of the ingredient listed as “palm 
kernal oil” to “palm kernel oil.” 
 
2)  Please be reminded that FDA recommended the following label revisions after review of 
SCP-003 (BL) for Commit Mint Lozenge, submitted 10/21/05: 

1. On vial labels and carton labels, revise the statement under the first vial graphic to read: 
“To open vial, push in child resistant band on the POPPAC with thumb.” 

2. Revise sentence 2 in paragraph 2 on vial labels to read: “Discard vial after use.”  
3. On vial labels, revise the first two sentences following the table to read:  “Place the 

lozenge in your mouth and allow the lozenge to slowly dissolve. Minimize swallowing. 
Do not chew or swallow lozenge. Occasionally move the lozenge from one side of your 
mouth to the other until completely dissolved (about 20–30 minutes).” 

4. Revise the first bullet under “Warnings” to read “a sodium-restricted diet.” 
FDA communicated these recommended revisions to the sponsor in a 10/19/05 fax.  The sponsor 
agreed to make these revisions at the time of next printing or 180 days, whichever comes.  The 
sponsor should also apply these label revisions to the new Commit Cherry Lozenge. 
 
 
___________________________                           ___________________________ 
Reynold Tan, Ph.D.     Helen Cothran, B.S. 
IDS/Chemist      IDS/Team Leader 
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Chemistry Review #1 1. Division 
HFD-560 

2. NDA/Supp. Number 
21-330/SCF-004 

3. Name and Address of Applicant 
GlaxoSmithKline 
Attention: Iris H. Shelton 
Assistant Director, Regulatory Affairs 
1500 Littleton Road 
Parsippany, NJ 07054-3884 

4. Date of  
Subm.        Stamp     User Fee 
7/22/05       7/26/05      11/26/05 

5. Name of Drug 
Nicotine Polacrilex 

6. Nonproprietary Name 
Nicotine 

7. Supplement Provides for: 
A cherry flavored Commit® Lozenge. 

8. Amendment(s) 
11/2/05 

 
9. Pharmacological Category 

 

 
10. How Dispensed 

OTC 

 
11. Related Documents 

DMF  
12. Dosage Form:   Lozenge 13. Potency(ies): 2 mg and 4 mg 
14. Chemical Name and Structure  see USAN  
15. Comments:  

The firm developed a cherry flavored product in an effort to improve flavor and provide 
consumers with alternative nicotine replacement therapy lozenge options.  All other excipients 
and manufacturing processes are identical to spearmint lozenge (supplement 002). There are 
no changes to the manufacture and control of the drug substance.  The changes made are the 
change of the spearmint flavor to cherry flavor and aspartame to Acesulfame potassium. 

The acceptance criteria for impurity  
 is the currently approved. 

A total of 3 full production batches for 2 mg and 4 mg strengths were placed on stability.  
Satisfactory 6 months of stability data for these batches were provided.   

16. Conclusions and Recommendations: Recommend Approval.   
17. Name                        Signature     Date 
 

Bart Ho 
Review Chemist                               November 4, 2005 

 
 
 
 
 

Following this page, 16 pages withheld in full - (b)(4)

(b) (4)

(b) (4)
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Page 1 of 4  Consult for Office Nonprescription Products  

  NDA 21-330  
  Commit® Cherry Lozenge 
  GlaxoSmithKline 

FDA Center for Drug Evaluation and Research 
Division of Anesthesia, Analgesia, and Rheumatology Products 
HFD-170, 10903 New Hampshire Avenue, Silver Spring, MD  20993 
 

 
CONSULTATION 

 
Date:      November 22, 2005 
 
To:      Laura Shay, Project Manager 

Office of Nonprescription Products 
HFD-560 

 
Through:     Rigoberto Roca, M.D. 
      Deputy Division Director, DAARP 
 
From:      R. Daniel Mellon, Ph.D. 
      Supervisory Pharmacologist, DAARP 
 
Subject: NDA 21-330 

Prior Approval Supplement 
Commit® Cherry (nicotine polacrilex)  
2 mg and 4 mg Lozenge  

 
Date of Submission:    July 22, 2005 
 
Date Response Requested (Priority): November 22, 2005 
 
 
Background:  GlaxoSmithKline has submitted this supplement for a Cherry Flavored 
Commit lozenge in an effort to improve flavor.  The Office of Nonprescription Products 
requested a review of the pre-clinical data contained in this prior approval chemistry 
supplement.  The full submission is located in the Electronic Document Room under 
N21330/S004 22-July-2005. 
 
The following table lists the quantitative composition of the Cherry Lozenge (Table 
4.A.2-1 of the Sponsor’s submission).  
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OFFICE OF CLINICAL PHARMACOLOGY AND BIOPHARMACEUTICS 
REVIEW 

 
NDA 21-330 (SCF 004) 

Submission Date  7/22/2005 

Brand Name Commit® Cherry Lozenge (2 mg and 4 mg) 

Generic Name Nicotine Polacrilex 

Reviewer Lei Zhang, Ph.D. 

Team Leader Suresh Doddapaneni, Ph.D. 

OCPB Division DCPB2 

OND Division ONP/DNCE 

Sponsor GlaxoSmithKline 

Submission Type Supplement-Prior Approval 

 

 
 
Executive Summary 
 
Nicotine as a nicotine replacement therapy is available in many different formulations, such as 
polacrilex chewing gum (Nicorette), transdermal patch, inhaler, nasal spray and lozenge. 
 
GlaxoSmithKline has approved mint-flavored nicotine lozenges marketed as Commit™ (NDA 
21-330, Oct 31, 2002) Lozenges in 2- and 4-mg strength and spearmint-flavored nicotine 
lozenges in 2- and 4-mg strength (NDA 21-330, supplement 002). 
 
This supplement was submitted to allow for a change in flavor of Commit® (Nicotine Polacrilex) 
Lozenge (2 mg and 4 mg) to a cherry flavor in an effort to improve flavor and provide consumers 
with alternative nicotine replacement therapy lozenge options. All other excipients and 
manufacturing processes are identical to spearmint lozenge (supplement 002). There are no 
changes to the manufacture and control of the drug substance. 
 
The flavor change of the formulations for the new product is below the limits previously 
supported with the in vivo PK studies and the new flavor lozenges meet current lozenge 
specifications.  Based upon this and agreement to restrict other formula variations, the Sponsor 
proposed (letter dated 5/9/03), and FDA agreed (letter dated 6/2/03) that establishment of 
bioequivalence for new flavor variations using in-vitro dissolution comparisons with the original, 
approved Nicotine Polacrilex Lozenges was acceptable.  
 
In this supplement, the Sponsor included the comparative in vitro dissolution data as the basis of 
this application. The model independent approach that uses a difference factor (f1) and a similarity 
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factor (f2) to compare the dissolution profiles was used to determine the similarity between the 
dissolution profiles of the original and new flavor formulations. 
 
The results of the f1 and f2 testing along with a visual examination of the data reveal that the 
change in flavor has had little if any effect on the release of nicotine from the lozenge. These 
data support that the proposed cherry-flavored products are similar to the currently marketed 
Commit® Lozenge (2 mg and 4 mg) products. 
 
Recommendations 
Form a Clinical Pharmacology and Biopharmaceutics perspective, this supplemental NDA 21-
330 is acceptable.   
 
 

___________________________________________ 
Lei Zhang, Ph.D. 
Clinical Pharmacology Reviewer 

   Division of Clinical Pharmacology and Biopharmaceutics II 
   Office of Clinical Pharmacology and Biopharmaceutics 
 

 
Concurrence:  ___________________________________________ 

Suresh Doddapaneni, Ph.D. 
Clinical Pharmacology Team Leader 
Division of Clinical Pharmacology and Biopharmaceutics II  
Office of Clinical Pharmacology and Biopharmaceutics 
 

 
 
Review of In Vitro Release Data 
 
Study Report: Comparison of the In Vitro Nicotine Release Profiles of  Lozenges and 

 Cherry Lozenges 
 
Objective:  This study was conducted to compare the in vitro dissolution profiles of  Cherry 
Nicotine Lozenges versus  Nicotine Lozenges in three different dissolution media. The 
results from this study are used to ensure that the dissolution profiles of the two products are 
comparable. 
 
(Reviewer’s Note:  The formulation of  Lozenge is the same as the original lozenge 
formulation and the formulation for Cherry lozenges is the same as the proposed 
cherry-flavored lozenge formulation (Table 1, and Tables A1 and A2 in Appendix).) 
 
Formulation Comparison: 
As compared with those of  Nicotine Lozenges, the formulations of Cherry 
Lozenges are changed in the flavor  and the amount of flavor used. 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4) (b) (4)

(b) (4)
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Courier/Overnight Mail: 
Food and Drug Administration  
Center for Drug Evaluation and Research  
Office of Nonprescription Products, HFD-560 
Attention:  Document Room 
9201 Corporate Blvd. 
Rockville, Maryland 20850 

 
If you have any questions, call Laura Shay, Regulatory Project Manager, at (301) 827-2274. 
 
 
 

Sincerely, 
 

{See appended electronic signature page} 
 
Leah Christl, Ph.D. 
Acting Chief, Project Management Staff 
Division of Nonprescription Clinical Evaluation 
Office of Nonprescription Products 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADM NISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Division/Office): 
Div. of Anesthetic, Critical Care, and Addiction Drug Prod. 
HFD-170 

PharmTox 

 
FROM:  

Laura Shay, PM 
HFD-560 
Office of Nonprescription Products 

 
DATE July 27, 2005 
 

 
IND NO. 
 

 
NDA NO.21-330 

 
TYPE OF DOCUMENT 

Prior Approval Chemistry Suppl. 

 
DATE OF DOCUMENT  

July 22, 2005 
 
NAME OF DRUG 
Commit® Lozenge 

 
PRIORITY CONSIDERATION 

 
CLASSIFICATION OF DRUG 

Nicotine Replacement Product 

 
DESIRED COMPLETION DATE 

October 26, 2005 
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 II MEETING 
  RESUBMISSION 
  SAFETY/EFFICACY 
  PAPER NDA 
  CONTROL SUPPLEMENT 

 
  RESPONSE TO DEFICIENCY LETTER 
  FINAL PRINTED LABELING 
  LABELING REVISION 

X  ORIGINAL NEW CORRESPONDENCE 
  FORMULATIVE REVIEW 
  OTHER (SPECIFY BELOW):  

 
II. BIOMETRICS 

 
STATISTICAL EVALUATION BRANCH 

 
STATISTICAL APPLICATION BRANCH 

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

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 

X  OTHER (SPECIFY BELOW): Pharmtox  
 

III. BIOPHARMACEUTICS 
 

  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE IV STUDIES 

 
  DEFICIENCY LETTER RESPONSE 
  PROTOCOL-BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

 
IV. DRUG EXPERIENCE 

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

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

 
V. SCIENTIFIC INVESTIGATIONS 

 
   CLINICAL 

 
 X  PRECLINICAL 

 
COMMENTS/SPECIAL INSTRUCTIONS: 
 

Please review the pre-clinical data contained in this prior approval chemistry supplement for a new cherry  
flavored Commit® lozenge.  Thank you. 
  
The full submission is in the EDR: under N21330/S004 SCS 22-July-2005 
 
 
 
SIGNATURE OF REQUESTER 
 

 
METHOD OF DELIVERY (Check one) 

  MAIL     HAND 
 
SIGNATURE OF RECEIVER 
 

 
SIGNATURE OF DELIVERER 
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