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NDA 20-670/S-014 
 
 
Personal Products Company 
Attention:  Renee L. Alliegro 
        Manager, Regulatory Affairs 
199 Grandview Road 
Skillman, NJ   08558-9418 
 
 
Dear Ms Alliegro: 
 
Please refer to your supplemental new drug application dated November 16, 2006, received November 
17, 2006, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Monistat  
3-Combination Pack (200 mg, miconazole nitrate vaginal suppositories and 2% miconazole nitrate 
cream). 
 
We acknowledge receipt of your submissions dated November 8, and November 16, 2006, and March 
16, 2007. 
 
This supplemental new drug application provides for an alternate preparation of the vaginal 
suppository as a gelatin-encapsulated vaginal suppository, and associated labeling changes. 
 
We have completed our review of this application.  This application is approved, effective on the date 
of this letter, for use as recommended in the agreed-upon labeling text and with the revisions indicated 
in the enclosed labeling. 
 
The final printed labeling (FPL) must be identical to, and include the revisions indicated, to the 
enclosed labeling (carton and Drug Facts labeling and Consumer Information Leaflet submitted March 
16, 2007) and must be in the “Drug Facts” format  (21 CFR 201.66) where applicable.   These 
revisions are terms of the approval of this application.  Marketing the product with FPL that is not 
identical to the approved labeling text and in the required format may render the product misbranded 
and an unapproved new drug. 
 
Please submit an electronic version of the FPL according to the guidance for industry titled Providing 
Regulatory Submissions in Electronic Format - NDA.  Alternatively, you may submit 20 paper copies 
of the FPL as soon as it is available but no more than 30 days after it is printed.  Individually mount 15 
of the copies on heavy-weight paper or similar material. For administrative purposes, designate this 
submission "FPL for approved supplement “NDA 20-670/S-014.”  Approval of this submission by 
FDA is not required before the labeling is used. 
 
We remind you to remove the flag “New!” 6 months after introduction into the marketplace. 
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We remind you that you must comply with reporting requirements for an approved NDA (21 CFR 
314.80 and 314.81). 
 
If you have any questions, call Mary Lewis, Regulatory Project Manager, at (301) 796-0941. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 

        
       Joel Schiffenbauer, MD 
       Deputy Director 

Division of Nonprescription Clinical Evaluation 
Office of Nonprescription Products 
Center for Drug Evaluation and Research 

 
 
Enclosure 



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Joel Schiffenbauer
3/16/2007 03:03:17 PM
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CENTER FOR DRUG EVALUATION AND RESEARCH 
Division of  Nonprescription Clinical Evaluation 

10903 New Hampshire Ave.  
Silver Spring, MD 20993-0002 
301.796.2280 

 
 
 
 

MEMORANDUM 
 
 
Date:   March 16, 2007 
 
From:   Joel Schiffenbauer, M.D. 
             Deputy Director, DNCE 
 
Subject:  NDA 20-670/S-014 
  Monistat 3 
 
Sponsor:  Personal Products Company 
 
 
The Prior Approval Supplement requests approval for an alternate preparation of 
the vaginal suppository, namely as a gelatin-encapsulated suppository, that will be 
included in the Monistat 3 Combination Pack.  In this chemistry supplement, the 
applicant proposes to coat the Monistat 3 vaginal suppository with gelatin. The 
proposed product is composed of two parts: the wax suppository mass and the 
gelatin shell. The amount of active ingredient, Miconazole Nitrate, USP, will not be 
altered and the excipients for the wax suppository portion of the proposed product 
will remain unchanged from the approved, non-encapsulated suppository. The 
material for use in manufacturing the gelatin shell is the same as that used to 
manufacture the approved Monistat 1. Historically, the Monistat 1 product utilizes 
the same gelatin coating, and clinical studies at the time of approval showed that 
that product is effective with a gelatin coating.  
 
 
To support the change the applicant submitted chemistry studies including 
disintegration and dissolution testing and new labeling. The reader is referred to the 
chemistry review for details. Of note, the chemistry group met with the applicant in 
December 2005 and agreed with the in vitro approach taken by the applicant (see 
meeting minutes in DFS, signed 12/20/2005 by Dr. Patel).  
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According to the chemistry review, the changes are acceptable from a chemistry 
perspective. Both products dissolve about  over 24 hours at 37 degrees 
centigrade.  
 
However, in this submission there was no new clinical data submitted by the 
sponsor to support the efficacy of the new change, and the question was raised as to 
whether clinical data would be needed to support the present change. On March 14, 
2007 a discussion between members of DNCE and Special Pathogens group 
(including Steven Gitterman and Renata Albrecht and others) ensued.  It was 
commented that the usual standard is for clinical trials to be performed, that these 
studies serve as “bioequivalence” studies for topical vaginal products, and that the 
Agency recommends clinical studies in circumstances where there are product 
changes. However, several arguments were made as to why additional clinical 
studies were not needed for this product change (and these comments reflect the 
opinion of most of the participants at the meeting): 
 
 
1. The change is from a non-gelatin encapsulated suppository to a gelatin encapsulated 
suppository.  The actual formulation of the active ingredient is not altered in this 
situation; the percentage and composition of the active component of the product is 
unchanged.  
 
2. The disintegration of the encapsulated suppository is acceptable to the chemists and is 
comparable to the disintegration of the non-encapsulated suppository that was originally 
approved and the tests were conducted under the same conditions. 
 
3. The dissolution profile of the non-encapsulated and the encapsulated suppositories is 
similar, if not identical at .   
 
 
Based on the above assertions it was concluded that it would not be expected that 
the 2 suppositories would behave differently in terms of efficacy. 
 
 
Dena Hixon in the Office of Generic Drugs commented in a subsequent  e-mail 
communication that the standard for a generic approval would be to require a 
clinical study because of concerns that there is no in vitro/ in vivo correlate, and it is 
not known how the new product will behave in the vaginal environment (some 
participants at the 3/14/07 meeting also agreed that this was a concern).  However, 
she wrote that she also spoke with Dale Conner the Director of Division of 
Bioequivalence, who commented that the Agency sometimes does accept a 
dissolution approach to encapsulating an approved oral product.  
 
Based on the above discussions and arguments and  on the previous agreements 
reached between the chemistry group and  the company in 2005, and after 
discussion with Dr. Leonard-Segal, it was decided to approve the requested change 
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to this product. Going forward, further discussions are needed to consider the 
approach taken for this specific change as described in this supplement,  and 
whether the Agency will continue to follow the same path or require clinical studies 
for future product changes, will need to be addressed, possibly on a case by case 
basis. It is my recommendation that the approach taken by OGD, to ask for clinical 
studies,  be the generally accepted approach.  
 
There are additional labeling changes that are pending at the time of this writing, 
that need to be resolved (see labeling review). If these can be resolved I recommend 
approval.  
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this page is the manifestation of the electronic signature.
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 /s/
---------------------
Joel Schiffenbauer
3/16/2007 12:46:10 PM
MEDICAL OFFICER
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Arlene Solbeck
3/14/2007 04:29:41 PM
INTERDISCIPLINARY

Helen Cothran
3/14/2007 04:40:00 PM
INTERDISCIPLINARY



 
 

CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 
 

APPLICATION NUMBER: 

NDA 20-670 / S-014 
 

 
 
 
 
 

CHEMISTRY REVIEWS 
 







---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Allan Fenselau
3/15/2007 02:57:11 PM
CHEMIST

Hasmukh Patel
3/16/2007 02:22:56 PM
CHEMIST
The overall recommendation from the Office of Compliance is 
acceptable. Therefore, this supplement is recommended for APPROVAL 
action from the CMC standpoint. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Rockville, MD  20857 
 
 
 
 
NDA 20-670/S-014      PRIOR APPROVAL SUPPLEMENT 
 
 
 
Personal Products Company 
Division of McNeil 
Attention:  Renee L. Alliegro 
        Manager, Regulatory Affairs 
199 Grandview Road 
Skillman, NJ   08558 
 
 
Dear Ms Alliegro: 
 
We have received your supplemental new drug application submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act for the following: 
 
Name of Drug Product: Monistat 3-Combination Pack (200 mg, miconazole nitrate vaginal 

suppositories, 2%, miconazole nitrate cream) 
 
NDA Number:   20-670 
 
Supplement number:   014 
 
Date of supplement:   November 16, 2006 
 
Date of receipt:    November 17, 2006 
 
This supplemental application proposes the following change(s): an alternate preparation of the 
vaginal suppository to the Chemistry, Manufacturing and Controls division; and labeling changes to 
the Consumer Information Leaflet.  
 
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 16, 2007 in accordance with 
21 CFR 314.101(a).  If the application is filed, the user fee goal date will be March 15, 2007.  
 
Please 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: 
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Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Nonprescription Drug Products 
Division of Nonprescription Clinical Evaluation 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 

  
If you have any questions, call me at (301) 796-0941. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
 
 

       Mary M. Lewis 
       Regulatory Project Manager 

Division of Nonprescription Clinical Evaluation 
Office of Nonprescription Drug Products 
Center for Drug Evaluation and Research  
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Mary Lewis
2/16/2007 03:44:19 PM
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FACSIMILE TRANSMISSION 
  RECORD 

 
 

 
From:  Allan Fenselau, Ph.D.      
 
       Office of New Drug Quality Assessment 
       Division of Post-Marketing Evaluation 
                
 
                   Phone  301-796-1667 
                   Fax      301-796-9748 
 
 
     Date:       February 26, 2007   . 
 
 

To:  Name               Ms. Renée L. Alliegro                         
  Company         Personal Products Company               
  City                  Skillman, NJ                                            
 
  Phone # 908-904-3721 
  FAX   # 908-904-3480 
  e-Mail: rkingall@cpcus.jnj.com  
  Number of Pages (INCLUDING COVER PAGE)        2     . 
  

             Please telephone (301) 796-1667 IMMEDIATELY if re-transmission is necessary. 
 
THIS DOCUMENT IS INTENDED FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY 
CONTAIN INFORMATION THAT IS PRIVILEDGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE 
UNDER APPLICABLE LAW.        
If you are not the addressee, or a person authorized to deliver the document to the addressee, you are hereby 
notified that any view, disclosure, copying, or other action based on the content of this communication is 
NOT authorized.  If you have received this document in error, please notify us immediately by telephone and 
return it to us at the above address by mail.  Thank you. 
——————————————————————————————————————— 
Ms. Alliegro: NDA 20-670/SCF-014 
  
The following issues came up in reviewing the CMC component of your supplement SCF-014 to 
NDA 20-670 (MONISTAT® 3 Combination Pack). Please respond with an amendment to this 
supplement by 08-MAR-2007.  Please let us know if this deadline cannot be met. If you have any 
questions about this matter or any other points in need of clarification, just call me (301-796-1667) 
or Robert Hummel  (301-796-1981).  
 
Thank you. 
 
Allan Fenselau, Ph.D. 
     Review Chemist                                                                                                                                                     
                                                                                                                                                       





---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Allan Fenselau
2/26/2007 11:24:34 AM
CHEMIST

Hasmukh Patel
2/26/2007 01:45:22 PM
CHEMIST





 

Food and Drug Administration 
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Office of Drug Evaluation ONP 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: March 15, 2007   

To: Barbara Popek, Regulatory Affairs 
 For Renee  L. Alliegro 
Manager, Regulatory Affairs 

  From: Mary Lewis 
Regulatory Project Manager 

Company: Personal Products Company   Division of Nonprescription Clinical   
Evaluation 

Fax number: 908-904-3748   Fax number: 301-796-9899 

Phone number: 908-904-3708   Phone number: 301-796-0941 

Subject:  NDA 20-670/S-014; Monistat 3 (miconazole nitrate) Combination Pack;  
 Prior Approval Supplement – Chemistry Supplement with Labeling 

Total no. of pages including cover: 4 

Comments:  We have reviewed your submission dated November 16, 2006 and have the 

following labeling comments.  We request that you state your agreement to make 

these revisions and hand correct the label, labeling and consumer information leaflet 

along with initialing and dating each change.  Please fax back to me by Friday 

morning, March 16, 2007. 

 
 

Document to be mailed:  YES  X NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-2080.  Thank you. 
 
 
 
Attachment
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FDA Labeling Comments: 
 
I.  Carton and Drug Facts Labeling 
 

A.  Principal Display Panel (PDP) 
 

• The PDP is acceptable.   
 

B.  Drug Facts 
 
1.  Under Directions, remove the period from the first bulleted statement. 
 
2.  Under Directions, under the second bulleted statement, under the first sub-bullet, revise 

"Vaginal Insert:" to "vaginal insert:".   
 
3.  Under Directions, under the second bulleted statement, under the second sub-bullet, 

revise "External Cream:" to "external cream:". 
 
4.  Under Directions, under the second bulleted statement, under the first sub-bullet, revise 

"with a disposable applicator place the insert into the vagina." to "with a disposable 
applicator place the insert into the vagina at bedtime." 

 
5.  Under Other information, the Tamper-Evident Statement for the vaginal insert (first 

bulleted statement) was revised to read "do not use if printed sealed pouch containing 
vaginal insert is torn, open, or incompletely sealed".  This is acceptable with two 
exceptions:   

a.  bold the word "printed" to be consistent with prior approved labeling. 
b.  revise the phrase "if printed sealed pouch containing vaginal insert is" to "if 

printed sealed pouches containing vaginal inserts are" to be consistent with the 
Tamper-Evident Warning on the carton bottom.  

 
6.  Under Inactive ingredients, the inactive ingredients for the vaginal insert should be in 

alphabetical order (e.g., move hydrogenated vegetable oil). 
 

C.  Fifth Panel 
 

7.  Delete the phrase , which is promotional.  
 
8.   Remove the words " ".  Effectiveness claims other than "Cures 

Most Vaginal Yeast Infections" have not been allowed in the past for any of the other 
OTC vaginal antifungal drug products. 

 
 
 
 
 

(b) (4)

(b) (4)



 
D.  Bottom Flap 
 

9.   Revise the statement "TAMPER-EVIDENT UNIT DO NOT USE IF PRINTED 
SEALED POUCHES ARE TORN, OPEN, OR INCOMPLETELY SEALED" by bolding 
the word "PRINTED" (unless the whole statement is bolded, which is acceptable).   

 
II.  Consumer Information Leaflet  
 

10.  Under "Why should I use MONISTAT® 3 Combination Pack?", underline the word 
"first" in the second bolded statement which reads:  "See your doctor or health 
professional first to find out the cause of your symptoms." to be consistent with prior 
approved labeling. 

 
11.  Under "What warnings should I know about when using MONISTAT® 3 Combination 

Pack", under "When using this product", add a fourth bulleted statement to read:  "if you 
do not get complete relief ask a doctor before using another product", to be consistent 
with Drug Facts. 

 
12.  Under "Directions for using the applicator and 3 OVULE® Inserts", change the word 

"applicator" to "applicators".  
 

13.  Under "Directions for using the applicator and 3 OVULE® Inserts", in direction #7, add 
the sentence from prior approved labeling which reads:  "This will reduce leakage." after 
the first sentence in direction #7 which reads "Lie down as soon as possible after 
inserting the OVULE® Insert." 

 
14.  Under "Other Information:" 

a.  The Tamper-Evident Statement was revised to read "TAMPER-EVIDENT UNIT - 
do not use if printed sealed pouch is torn, open or incompletely sealed.  This is 
acceptable with one exception:  change the words "pouch is" to "pouches are" to 
be consistent with carton labeling and Drug Facts.  

b.  Add the embossed design symbol to the second bulleted statement. 
 
15.  List the inactive ingredients in alphabetical order (e.g., relocate hydrogenated vegetable 

oil). 
 

III.  OVULE® Insert Pouch 
 

• No changes needed.  The OVULE® Insert pouch labeling is acceptable. 
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3/15/2007 11:20:57 AM
CSO

Mary Lewis
3/15/2007 11:25:37 AM
CSO














