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application site studies which will be 
reflected in their label. 

  

 *each source of information should be listed on separate rows 
 
3) Reliance on information regarding another product (whether a previously approved product 

or from published literature) must be scientifically appropriate.  An applicant needs to 
provide a scientific “bridge” to demonstrate the relationship of the referenced and proposed 
products.  Describe how the applicant bridged the proposed product to the referenced 
product(s).  (Example: BA/BE studies) 

 
A single-dose, three way-crossover BE study was conducted in 24 hypogonadal men to compare 
the Sponsor’s Testosterone gel product and the reference listed drug (AndroGel® 1%). The Office 
of Clinical Pharmacology concludes that the Sponsor has adequately bridged the proposed 
product to the referenced product. 

 
RELIANCE ON PUBLISHED LITERATURE 

 
4) (a) Regardless of whether the applicant has explicitly stated a reliance on published literature 

to support their application, is reliance on published literature necessary to support the 
approval of the proposed drug product (i.e., the application cannot be approved without the 
published literature)? 

                                                                                                                   YES        NO 
If “NO,” proceed to question #5. 

 
(b) Does any of the published literature necessary to support approval identify a specific (e.g., 
brand name) listed drug product?  

                                                                                                                   YES        NO 
If “NO”, proceed to question #5. 

If “YES”, list the listed drug(s) identified by name and answer question #4(c).   
 
 

(c) Are the drug product(s) listed in (b) identified by the applicant as the listed drug(s)? 
                                                                                                                   YES        NO 

 
RELIANCE ON LISTED DRUG(S) 

 
Reliance on published literature which identifies a specific approved (listed) drug constitutes 

reliance on that listed drug.  Please answer questions #5-9 accordingly. 
 

5) Regardless of whether the applicant has explicitly referenced the listed drug(s), does the 
application rely on the finding of safety and effectiveness for one or more listed drugs 
(approved drugs) to support the approval of the proposed drug product (i.e., the application 
cannot be approved without this reliance)? 

If “NO,” proceed to question #10. 
 
6) Name of listed drug(s) relied upon, and the NDA/ANDA #(s).  Please indicate if the applicant 

explicitly identified the product as being relied upon (see note below):  

                                                                                                                   YES        NO 
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Name of Drug NDA/ANDA # Did applicant 
specify reliance on 
the product? (Y/N) 

Androgel 1% 021015 Y 

   

 
Applicants should specify reliance on the 356h, in the cover letter, and/or with their patent 

certification/statement.  If you believe there is reliance on a listed product that has not been 
explicitly identified as such by the applicant, please contact the (b)(2) review staff in the 

Immediate Office, Office of New Drugs. 
 
7) If this is a (b)(2) supplement to an original (b)(2) application, does the supplement rely upon 

the same listed drug(s) as the original (b)(2) application? 
                                                                                           N/A             YES        NO 

If this application is a (b)(2) supplement to an original (b)(1) application or not a supplemental 
application, answer “N/A”. 

If “NO”, please contact the (b)(2) review staff in the Immediate Office, Office of New Drugs. 
 

8) Were any of the listed drug(s) relied upon for this application: 
a) Approved in a 505(b)(2) application? 

                                                                                                                   YES        NO 
If “YES”, please list which drug(s). 

Name of drug(s) approved in a 505(b)(2) application:       
 

b) Approved by the DESI process? 
                                                                                                                   YES        NO 

If “YES”, please list which drug(s). 
Name of drug(s) approved via the DESI process:       
 

c) Described in a monograph? 
                                                                                                                   YES        NO 

If “YES”, please list which drug(s). 
 

Name of drug(s) described in a monograph:       
 

d) Discontinued from marketing? 
                                                                                                                   YES        NO 

If “YES”, please list which drug(s) and answer question d) i. below.   
If “NO”, proceed to question #9. 

Name of drug(s) discontinued from marketing:       
 

i) Were the products discontinued for reasons related to safety or effectiveness? 
                                                                                                                   YES        NO 

(Information regarding whether a drug has been discontinued from marketing for 
reasons of safety or effectiveness may be available in the Orange Book.  Refer to 
section 1.11 for an explanation, and section 6.1 for the list of discontinued drugs.  If 
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a determination of the reason for discontinuation has not been published in the 
Federal Register (and noted in the Orange Book), you will need to research the 
archive file and/or consult with the review team.  Do not rely solely on any 
statements made by the sponsor.) 
 

9) Describe the change from the listed drug(s) relied upon to support this (b)(2) application (for 
example, “This  application provides for a new indication, otitis media” or “This application 
provides for a change in dosage form, from capsule to solution”). 

 
It is understood from the Citizen’s Petitions in 2009 and 2010 that a testosterone transdermal 
gel product in which the formulation uses different inactive ingredients, including but not 
limited to different  (see below), from those in the reference listed drug 
(RLD) can not be submitted as an ANDA. The active ingredients, the route of administration, 
the dosage form and strength of the proposed drug product are the same as those of the RLD. 
Information provided by the applicant demonstrates that the proposed drug product provides 
sufficiently comparable exposures to the RLD drug is provided in the application.  
In addition, transfer and hand-washing studies have been required and completed and 
demonstrate acceptable safety. According to CDER’s responses to the Citizen’s Petitions in 
2009 and 2010, this application must be submitted as a (b)(2) application.  

 
Because transfer and washing studies were necessary for approval, it became a 505 b2. In 
addition, the Sponsor used a different penetration enhancer. 
The only difference between Perrigo’s formulation and that of the RLD is that the RLD 
contains isopropyl myristate and the Perrigo formulation contains isotearic acid. 

 
The purpose of the following two questions is to determine if there is an approved drug product 
that is equivalent or very similar to the product proposed for approval that should be referenced 
as a listed drug in the pending application. 
 
The assessment of pharmaceutical equivalence for a recombinant or biologically-derived product 
and/or protein or peptide product is complex. If you answered YES to question #1, proceed to 
question #12; if you answered NO to question #1, proceed to question #10 below.  
 
10) (a) Is there a pharmaceutical equivalent(s) to the product proposed in the 505(b)(2) 

application that is already approved (via an NDA or ANDA)?  
        

(Pharmaceutical equivalents are drug products in identical dosage forms that:  (1) contain 
identical amounts of the identical active drug ingredient, i.e., the same salt or ester of the 
same therapeutic moiety, or, in the case of modified release dosage forms that require a 
reservoir or overage or such forms as prefilled syringes where residual volume may vary, 
that deliver identical amounts of the active drug ingredient over the identical dosing period; 
(2) do not necessarily contain the same inactive ingredients; and (3) meet the identical 
compendial or other applicable standard of identity, strength, quality, and purity, including 
potency and, where applicable, content uniformity, disintegration times, and/or dissolution 
rates. (21 CFR 320.1(c)).  

  
Note that for proposed combinations of one or more previously approved drugs, a pharmaceutical 
equivalent must also be a combination of the same drugs. 
 

                                                                                                                   YES        NO 
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 If “NO” to (a) proceed to question #11. 
If “YES” to (a), answer (b) and (c) then proceed to question #12.  

  
(b) Is the pharmaceutical equivalent approved for the same indication for which the 
505(b)(2) application is seeking approval? 

                                                                                                                   YES         NO 
           

(c)  Is the listed drug(s) referenced by the application a pharmaceutical equivalent? 
                                                                                                                         YES         NO 

 
If “YES” to (c) and there are no additional pharmaceutical equivalents listed, proceed to 
question #12. 
If “NO” or if there are additional pharmaceutical equivalents that are not referenced by the 
application, list the NDA pharmaceutical equivalent(s); you do not have to individually list all 
of the products approved as ANDAs, but please note below if approved approved generics are 
listed in the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, 
Office of New Drugs. 
 
Pharmaceutical equivalent(s): Pharmaceutical equivalent(s):  
NDA 021454, Testim 1% transdermal gel, Auxilium Pharmaceuticals 
NDA 202763, testosterone gel, Teva Pharmaceuticals 
 

11) (a) Is there a pharmaceutical alternative(s) already approved (via an NDA or ANDA)? 
 

(Pharmaceutical alternatives are drug products that contain the identical therapeutic moiety, or its 
precursor, but not necessarily in the same amount or dosage form or as the same salt or ester. Each 
such drug product individually meets either the identical or its own respective compendial or other 
applicable standard of identity, strength, quality, and purity, including potency and, where applicable, 
content uniformity, disintegration times and/or dissolution rates.  (21 CFR 320.1(d))  Different dosage 
forms and strengths within a product line by a single manufacturer are thus pharmaceutical 
alternatives, as are extended-release products when compared with immediate- or standard-release 
formulations of the same active ingredient.)     
 
Note that for proposed combinations of one or more previously approved drugs, a pharmaceutical 
alternative must also be a combination of the same drugs. 

 
                                                                                                                YES        NO 

If “NO”, proceed to question #12.   
 

(b)  Is the pharmaceutical alternative approved for the same indication for which the 
505(b)(2) application is seeking approval? 
                                                                                                                         YES         NO 

  
(c)  Is the approved pharmaceutical alternative(s) referenced as the listed drug(s)? 

                                                                                                                   YES        NO 
              

If “YES” and there are no additional pharmaceutical alternatives listed, proceed to question 
#12. 
If “NO” or if there are additional pharmaceutical alternatives that are not referenced by the 
application, list the NDA pharmaceutical alternative(s); you do not have to individually list all 
of the products approved as ANDAs, but please note below if approved generics are listed in 
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the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, Office of 
New Drugs. 

 
Pharmaceutical alternative(s):       
 

PATENT CERTIFICATION/STATEMENTS 
 

12) List the patent numbers of all unexpired patents listed in the Orange Book for the listed 
drug(s) for which our finding of safety and effectiveness is relied upon to support approval of 
the (b)(2) product. 

 
Listed drug/Patent number(s):  6503894 (expires 8/30/20) 
              6503894*PED (expires 3/31/21) 
 

                                           No patents listed  proceed to question #14   
   
13) Did the applicant address (with an appropriate certification or statement) all of the unexpired 

patents listed in the Orange Book for the listed drug(s) relied upon to support approval of the 
(b)(2) product? 

                                                                                                                     YES       NO 
If “NO”, list which patents (and which listed drugs) were not addressed by the applicant. 

 
Listed drug/Patent number(s):        
 
 

14) Which of the following patent certifications does the application contain?  (Check all that 
apply and identify the patents to which each type of certification was made, as appropriate.) 
 

  No patent certifications are required (e.g., because application is based solely on 
published literature that does not cite a specific innovator product) 

 
  21 CFR 314.50(i)(1)(i)(A)(1):  The patent information has not been submitted to 

FDA. (Paragraph I certification) 
 

 
  21 CFR 314.50(i)(1)(i)(A)(2):  The patent has expired. (Paragraph II certification) 

  
Patent number(s):        

 
  21 CFR 314.50(i)(1)(i)(A)(3):  The date on which the patent will expire. (Paragraph 

III certification) 
  

Patent number(s):          Expiry date(s):       
 
  21 CFR 314.50(i)(1)(i)(A)(4):  The patent is invalid, unenforceable, or will not be 

infringed by the manufacture, use, or sale of the drug product for which the 
application is submitted. (Paragraph IV certification). If Paragraph IV certification 
was submitted, proceed to question #15.   

 
  21 CFR 314.50(i)(3):  Statement that applicant has a licensing agreement with the 
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NDA holder/patent owner (must also submit certification under 21 CFR 
314.50(i)(1)(i)(A)(4) above). If the applicant has a licensing agreement with the 
NDA holder/patent owner, proceed to question #15. 

 
  21 CFR 314.50(i)(1)(ii):  No relevant patents. 

   
 

  21 CFR 314.50(i)(1)(iii):  The patent on the listed drug is a method of use patent 
and the labeling for the drug product for which the applicant is seeking approval 
does not include any indications that are covered by the use patent as described in 
the corresponding use code in the Orange Book.  Applicant must provide a 
statement that the method of use patent does not claim any of the proposed 
indications. (Section viii statement) 

  
 Patent number(s):        
 Method(s) of Use/Code(s): 
 

15) Complete the following checklist ONLY for applications containing Paragraph IV 
certification and/or applications in which the applicant and patent holder have a licensing 
agreement: 

 
(a) Patent number(s):  6503894 and  6503894*PEDS 
(b) Did the applicant submit a signed certification stating that the NDA holder and patent 

owner(s) were notified that this b(2) application was filed [21 CFR 314.52(b)]? 
                                                                                       YES        NO 

If “NO”, please contact the applicant and request the signed certification. 
 

(c) Did the applicant submit documentation showing that the NDA holder and patent 
owner(s) received the notification [21 CFR 314.52(e)]? This is generally provided in the 
form of a registered mail receipt.  

                                                                                       YES        NO 
If “NO”, please contact the applicant and request the documentation. 

 
(d) What is/are the date(s) on the registered mail receipt(s) (i.e., the date(s) the NDA holder 

and patent owner(s) received notification): 
  Proof of notification was submitted to this NDA on 11/21/11.  
The proof of notification dates are: 9/21/11, 9/22/11, 9/23/11, 9/26/11, and 9/27/11 

 
(e) Has the applicant been sued for patent infringement within 45-days of receipt of the 

notification listed above?  
 

Note that you may need to call the applicant (after 45 days of receipt of the notification) 
to verify this information UNLESS the applicant provided a written statement from the 
notified patent owner(s) that it consents to an immediate effective date of approval. 

 
YES NO  Patent owner(s) consent(s) to an immediate effective date of 

approval 
 

The patent infringement lawsuit was dismissed on December 22, 2011, in the US District Court 
of New Jersey. 
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Department of Health and Human Services 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Surveillance and Epidemiology  

Office of Medication Error Prevention and Risk Management 
 

Labeling Memo 
 

Date: January 31, 2013 
 
Reviewer: Terri Wood-Cummings, MD, Safety Evaluator 
 Division of Medication Error Prevention and Analysis 
 
Team Leader: Zachary Oleszczuk, PharmD, Team Leader 
 Division of Medication Error Prevention and Analysis 
 
Drug Name: Testosterone Gel 
 12.5 mg per actuation Metered-Dose Pump, 
 25 mg Unit-Dose Packet, and 50 mg Unit-Dose Packet 
 
Application Type/Number: NDA 203098 
  
Applicant: Perrigo 
 
OSE RCM #: 2012-2211 
 

*** This document contains proprietary and confidential information that should not be 
released to the public.*** 
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1 INTRODUCTION 
This memo responds to a request from the Division of Reproductive and Urologic 
Products (DRUP) for a review of the revised labels and labeling for Testosterone by 
Perrigo.  DMEPA initially reviewed the labels and labeling submitted on August 1, 2012 
and September 20, 2012 and provided comments to the Division for the applicant via 
email on December 11, 2012 (see Appendix A for recommendations) . The Applicant 
responded to the recommendations and submitted revised carton labeling, container 
labels, insert labeling, and medication guide labeling on January 25, 2013.   

2 MATERIAL REVIEWED 
DMEPA reviewed the labels and labeling submitted on January 25, 2013 (see Appendix 
B). 

3 CONCLUSIONS AND RECOMMENDATIONS 
Review of the revised labels and labeling show that they Applicant implemented all of 
DMEPA’s previous recommendations and we find the revisions acceptable.  We have no 
additional recommendations at this time. 

Please copy the Division of Medication Error Prevention and Analysis on any 
communication to the Applicant with regard to this review.  If you have further questions 
or need clarifications on this review, please contact the OSE Regulatory Project Manager, 
Shawnetta Jackson at 301-796-4952. 
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Appendix A:  Label and labeling comments provided to the Division of 
Reproductive and Urologic Products via e-mail on December 11, 2012 

 
A. Container Label for the Metered-Dose Pump 
 
1. Delete from the 
principal display panel.  Retain the smaller net quantity statement on the back panel.  
2. Incorporate the statement to read “Multi-dose pump capable of dispensing 60 metered pump 
activations” on the principal display panel, so healthcare personnel can calculate the number of 
days supply a pump can provide based upon the daily dose.  
 
B. Carton Labeling for the Metered-Dose Pump 
 
Incorporate the statement “Multi-dose pump capable of dispensing 60 metered pump activations” 
on the principal display panel, back panel, and side panel with the dosing chart so healthcare 
personnel can calculate the number of days supply a pump can provide based upon the daily 
dose. 
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5 Pages of Draft Labeling have been 
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ADDENDUM                FOOD AND DRUG ADMINISTRATION 
 
 
Division of Reproductive and Urologic Products 
Center for Drug Evaluation and Research 
 
Date: January 25, 2013 
 
From: Jeffrey Bray, Ph.D., Pharmacologist 
 
To: NDA 203098 
 
Subject: Final Labeling 
 
 
Pharm/Tox has reviewed the final submitted labeling and finds it acceptable. 
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Highlights (HL) 
GENERAL FORMAT  
1. Highlights (HL) must be in two-column format, with ½ inch margins on all sides and in a 

minimum of 8-point font.  
Comment:  

2. The length of HL must be less than or equal to one-half page (the HL Boxed Warning does not 
count against the one-half page requirement) unless a waiver has been is granted in a previous 
submission (i.e., the application being reviewed is an efficacy supplement).   
Instructions to complete this item:  If the length of the HL is less than or equal to one-half page 
then select “YES” in the drop-down menu because this item meets the requirement.  However, if 
HL is longer than one-half page:  

 For the Filing Period (for RPMs) 
 For efficacy supplements:  If a waiver was previously granted, select “YES” in the drop-

down menu because this item meets the requirement.   
 For NDAs/BLAs and PLR conversions:  Select “NO” in the drop-down menu because this 

item does not meet the requirement (deficiency).  The RPM notifies the Cross-Discipline 
Team Leader (CDTL) of the excessive HL length and the CDTL determines if this 
deficiency is included in the 74-day or advice letter to the applicant. 

 For the End-of Cycle Period (for SEALD reviewers) 
 The SEALD reviewer documents (based on information received from the RPM) that a 

waiver has been previously granted or will be granted by the review division in the 
approval letter.  

Comment:  RPM confirmed that waiver for ½ page requirement has been granted by DRUP.  
3. All headings in HL must be presented in the center of a horizontal line, in UPPER-CASE letters 

and bolded. 
Comment:        

4. White space must be present before each major heading in HL. 
Comment:. 

5. Each summarized statement in HL must reference the section(s) or subsection(s) of the Full 
Prescribing Information (FPI) that contains more detailed information. The preferred format is 
the numerical identifier in parenthesis [e.g., (1.1)] at the end of each information summary (e.g. 
end of each bullet). 
Comment:        

6. Section headings are presented in the following order in HL: 
Section Required/Optional 
• Highlights Heading Required 
• Highlights Limitation Statement  Required 
• Product Title  Required  
• Initial U.S. Approval  Required 
• Boxed Warning  Required if a Boxed Warning is in the FPI 
• Recent Major Changes  Required for only certain changes to PI*  

YES 

YES 

YES 

YES 

YES 

YES 
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• Indications and Usage  Required 
• Dosage and Administration  Required 
• Dosage Forms and Strengths  Required 
• Contraindications  Required (if no contraindications must state “None.”) 
• Warnings and Precautions  Not required by regulation, but should be present 
• Adverse Reactions  Required 
• Drug Interactions  Optional 
• Use in Specific Populations  Optional 
• Patient Counseling Information Statement Required  
• Revision Date  Required 

* RMC only applies to the Boxed Warning, Indications and Usage, Dosage and Administration, Contraindications, 
and Warnings and Precautions sections. 

Comment:        

7. A horizontal line must separate HL and Table of Contents (TOC). 
Comment:  

 
HIGHLIGHTS DETAILS 
Highlights Heading 
8. At the beginning of HL, the following heading must be bolded and appear in all UPPER CASE 

letters: “HIGHLIGHTS OF PRESCRIBING INFORMATION”. 
Comment:        

 
Highlights Limitation Statement  
9. The bolded HL Limitation Statement must be on the line immediately beneath the HL heading 

and must state: “These highlights do not include all the information needed to use (insert 
name of drug product in UPPER CASE) safely and effectively. See full prescribing 
information for (insert name of drug product in UPPER CASE).”  
Comment:  

Product Title  
10. Product title in HL must be bolded.  

Comment:  Include commas after the words “gel” and “use” in Product Title.      

Initial U.S. Approval  
11. Initial U.S. Approval in HL must be placed immediately beneath the product title, bolded, and 

include the verbatim statement “Initial U.S. Approval:” followed by the 4-digit year. 
Comment:  

Boxed Warning  
12. All text must be bolded. 

Comment:        
13. Must have a centered heading in UPPER-CASE, containing the word “WARNING” (even if 

more than one Warning, the term, “WARNING” and not “WARNINGS” should be used) and 
other words to identify the subject of the Warning (e.g., “WARNING: SERIOUS 
INFECTIONS”). 

YES 

YES 

YES 

YES 

YES 

YES 

NO 
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Comment:  Center the heading “WARNING: SECONDARY EXPOSURE TO 
TESTOSTERONE.”      

14. Must always have the verbatim statement “See full prescribing information for complete boxed 
warning.” in italics and centered immediately beneath the heading. 
Comment:  Center the verbatim statement “See full prescribing information for complete boxed 
warning.” 

15. Must be limited in length to 20 lines (this does not include the heading and statement “See full 
prescribing information for complete boxed warning.”) 
Comment:  

16. Use sentence case for summary (combination of uppercase and lowercase letters typical of that 
used in a sentence). 
Comment:        

 
Recent Major Changes (RMC)  
17. Pertains to only the following five sections of the FPI: Boxed Warning, Indications and Usage, 

Dosage and Administration, Contraindications, and Warnings and Precautions. 
Comment:        

18. Must be listed in the same order in HL as they appear in FPI. 
Comment:        

19. Includes heading(s) and, if appropriate, subheading(s) of labeling section(s) affected by the 
recent major change, together with each section’s identifying number and date (month/year 
format) on which the change was incorporated in the PI (supplement approval date). For 
example, “Dosage and Administration, Coronary Stenting (2.2) --- 3/2012”.  
Comment:  

20. Must list changes for at least one year after the supplement is approved and must be removed at 
the first printing subsequent to one year (e.g., no listing should be one year older than revision 
date). 
Comment:        

Indications and Usage 
21. If a product belongs to an established pharmacologic class, the following statement is required in 

the Indications and Usage section of HL: “(Product) is a (name of established pharmacologic 
class) indicated for (indication)”.  
Comment:        

Dosage Forms and Strengths 
22. For a product that has several dosage forms, bulleted subheadings (e.g., capsules, tablets, 

injection, suspension) or tabular presentations of information is used. 
Comment:        

Contraindications 

NO 

 
YES 

YES 

N/A 

N/A 

N/A 

N/A 

YES 

YES 
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23. All contraindications listed in the FPI must also be listed in HL or must include the statement 
“None” if no contraindications are known. 
Comment:        

24. Each contraindication is bulleted when there is more than one contraindication. 
Comment:        
 

Adverse Reactions  
25. For drug products other than vaccines, the verbatim bolded statement must be present: “To 

report SUSPECTED ADVERSE REACTIONS, contact (insert name of manufacturer) at 
(insert manufacturer’s U.S. phone number) or FDA at 1-800-FDA-1088 or 
www.fda.gov/medwatch”.  
Comment:   

Patient Counseling Information Statement  
26. Must include one of the following three bolded verbatim statements (without quotation marks):  

 

If a product does not have FDA-approved patient labeling: 
• “See 17 for PATIENT COUNSELING INFORMATION”  
 
 

If a product has FDA-approved patient labeling: 
 

• “See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling.”  
• “See 17 for PATIENT COUNSELING INFORMATION and Medication Guide.”  
 Comment:        

Revision Date 
27. Bolded revision date (i.e., “Revised: MM/YYYY or Month Year”) must be at the end of HL.   

Comment: Change revision date from “xx/2013” to actual revision date (i.e. 01/2013 or 
02/2013) prior to approval action. 

 
 

Contents: Table of Contents (TOC) 
 

GENERAL FORMAT 
28. A horizontal line must separate TOC from the FPI. 

Comment:             
29. The following bolded heading in all UPPER CASE letters must appear at the beginning of TOC: 

“FULL PRESCRIBING INFORMATION: CONTENTS”. 
Comment:        

30. The section headings and subheadings (including title of the Boxed Warning) in the TOC must 
match the headings and subheadings in the FPI. 
Comment:  

31. The same title for the Boxed Warning that appears in the HL and FPI must also appear at the 
beginning of the TOC in UPPER-CASE letters and bolded. 

YES 
 

YES 

YES 

YES 

NO 

YES 

YES 

YES 
 

 
YES 
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Comment:        
32. All section headings must be bolded and in UPPER CASE.  

Comment:       
33. All subsection headings must be indented, not bolded, and in title case. 

Comment:        
34. When a section or subsection is omitted, the numbering does not change.  

Comment:        
35. If a section or subsection from 201.56(d)(1) is omitted from the FPI and TOC, the heading 

“FULL PRESCRIBING INFORMATION: CONTENTS” must be followed by an asterisk 
and the following statement must appear at the end of TOC: “*Sections or subsections omitted 
from the Full Prescribing Information are not listed.”  
Comment:  The statement “*Sections or subsections omitted from the full Prescribing 
Information are not listed” should not be bolded in the TOC.  Unbold. 

 

Full Prescribing Information (FPI) 

GENERAL FORMAT 
36. The following heading must appear at the beginning of the FPI in UPPER CASE and bolded: 

“FULL PRESCRIBING INFORMATION”.  
Comment:        

37. All section and subsection headings and numbers must be bolded. 
Comment:        
 

38. The bolded section and subsection headings must be named and numbered in accordance with 
21 CFR 201.56(d)(1) as noted below. If a section/subsection is omitted, the numbering does not 
change. 

 

Boxed Warning 
1  INDICATIONS AND USAGE 
2  DOSAGE AND ADMINISTRATION 
3  DOSAGE FORMS AND STRENGTHS 
4  CONTRAINDICATIONS 
5  WARNINGS AND PRECAUTIONS 
6  ADVERSE REACTIONS 
7  DRUG INTERACTIONS 
8  USE IN SPECIFIC POPULATIONS 

8.1 Pregnancy 
8.2 Labor and Delivery 
8.3 Nursing Mothers 
8.4 Pediatric Use 
8.5 Geriatric Use 

9  DRUG ABUSE AND DEPENDENCE 
9.1 Controlled Substance 
9.2 Abuse 
9.3 Dependence 

YES 

YES 

YES 

YES 

YES 

YES 

YES 
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10  OVERDOSAGE 
11  DESCRIPTION 
12  CLINICAL PHARMACOLOGY 

12.1 Mechanism of Action 
12.2 Pharmacodynamics 
12.3 Pharmacokinetics 
12.4 Microbiology (by guidance) 
12.5 Pharmacogenomics (by guidance) 

13  NONCLINICAL TOXICOLOGY 
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility 
13.2 Animal Toxicology and/or Pharmacology 

14  CLINICAL STUDIES 
15  REFERENCES 
16  HOW SUPPLIED/STORAGE AND HANDLING 
17  PATIENT COUNSELING INFORMATION 

Comment:        
 
39. FDA-approved patient labeling (e.g., Medication Guide, Patient Information, or Instructions for 

Use) must not be included as a subsection under Section 17 (Patient Counseling Information). 
All patient labeling must appear at the end of the PI upon approval. 
Comment:        

40. The preferred presentation for cross-references in the FPI is the section heading (not subsection 
heading) followed by the numerical identifier in italics.  For example, “[see Warnings and 
Precautions (5.2)]”. 
Comment:  In subsection 17.2: 

For the cross-reference in the 4th sub-bullet of the last bulleted item, change the “p” in 
precautions to uppercase “P.” 

41. If RMCs are listed in HL, the corresponding new or modified text in the FPI sections or 
subsections must be marked with a vertical line on the left edge. 
Comment:  

FULL PRESCRIBING INFORMATION DETAILS 
 

Boxed Warning 
42. All text is bolded. 

Comment:        
43. Must have a heading in UPPER-CASE, containing the word “WARNING” (even if more than 

one Warning, the term, “WARNING” and not “WARNINGS” should be used) and other words 
to identify the subject of the Warning (e.g., “WARNING: SERIOUS INFECTIONS”). 
Comment:        

44. Use sentence case (combination of uppercase and lowercase letters typical of that used in a 
sentence) for the information in the Boxed Warning. 
Comment:        

Contraindications 

YES 

NO 

N/A 

YES 

YES 

YES 
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45. If no Contraindications are known, this section must state “None”. 
Comment:        

 
Adverse Reactions  
46. When clinical trials adverse reactions data is included (typically in the “Clinical Trials 

Experience” subsection of Adverse Reactions), the following verbatim statement or appropriate 
modification should precede the presentation of adverse reactions: 

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

 

Comment:        
 

47. When postmarketing adverse reaction data is included (typically in the “Postmarketing 
Experience” subsection of Adverse Reactions), the following verbatim statement or appropriate 
modification should precede the presentation of adverse reactions: 

 

“The following adverse reactions have been identified during post-approval use of (insert drug 
name).  Because these reactions are reported voluntarily from a population of uncertain size, it 
is not always possible to reliably estimate their frequency or establish a causal relationship to 
drug exposure.” 

 

Comment:        
 

Patient Counseling Information 
48. Must reference any FDA-approved patient labeling, include the type of patient labeling, and use 

one of the following statements at the beginning of Section 17: 
• “See FDA-approved patient labeling (Medication Guide)” 
• “See FDA-approved patient labeling (Medication Guide and Instructions for Use)” 
• “See FDA-approved patient labeling (Patient Information)" 
• “See FDA-approved patient labeling (Instructions for Use)"       
• “See FDA-approved patient labeling (Patient Information and Instructions for Use)” 

Comment: The statement “See FDA-approved patient labeling (Medication Guide)” should not be 
bolded in the FPI.  Unbold.  

 

N/A 

YES 
 
 

YES 

YES 
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M E M O R A N D U M 

Department of Health and Human Services 
Food and Drug Administration 

Center for Drug Evaluation and Research 

 
Date: January 2, 2013 
  
To: Hylton V. Joffe, M.D., Director 

Division of Reproductive and Urologic Products 
  
Through: Michael Klein, Ph.D., Director 

Silvia Calderon, Ph.D., Team Leader 
Controlled Substance Staff 

  
From: James M. Tolliver, Ph.D., Pharmacologist 

Controlled Substance Staff 
  
Subject: NDA 203-098 Testosterone Gel  

Indication:  Testosterone replacement therapy in males for conditions 
associated with deficiency or absence of endogenous testosterone: Primary 
hypogonadism (congenital or acquired); Hypogonadotropic hypogonadism 
(congenital or acquired). 
Dosages:  Transdermal Gel, 5 mg, 7.5 mg, and 10 mg strengths 
Sponsor:  Perrigo Israel Pharmaceuticals Ltd. 

  
Materials reviewed:  Proposed Labeling for Testosterone Gel  submitted on November 4, 2012 

under NDA 203-098 
 
 

Table of Contents 
I. SUMMARY ........................................................................................................................................................1 

A. BACKGROUND..................................................................................................................................................1 
B. CONCLUSIONS:.................................................................................................................................................2 
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II. DISCUSSION .....................................................................................................................................................2 
A. CHEMISTRY......................................................................................................................................................2 
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I. Summary 

A. Background 
This memorandum is in response to a consult request dated August 6, 2012, from the Division of 
Reproductive and Urologic Products (DRUP) for CSS to review the "9. DRUG ABUSE AND 
DEPENDENCE" section of the proposed label for Testosterone Gel  under the second review 
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cycle for NDA 203-098 by Perrigo Israel Pharmaceuticals.  In a memorandum dated April 9, 
2012, CSS recommended language for Section 9 of the label for NDA 203-098 under the first 
review cycle.  In a communication dated November 4, 2012, the Sponsor provided to the 
Division proposed language of the label for Testosterone Gel  under the second review cycle.   
CSS has reviewed the proposed language under Section 9 of the label.  

B. Conclusions:  
1. This proposed language is identical to that recommended by CSS to the Division in 

April 2012, for Testosterone Gel  under NDA 203-098 (DAARTS, NDA 203-
098, April 9, 2012, Author: James M. Tolliver, Ph.D.).   

C. Recommendations: 
1. Until such time as class labeling language is implemented for testosterone products, 

CSS continues to support the language of Section 9 of the label for Testosterone 
Gel  under NDA 203-098 as set forth in the CSS April 9, 2012, memorandum 
and as currently proposed by the Sponsor.     

II. Discussion 

A. Chemistry  
1. Product information 

Testosterone Gel  is a transdermal testosterone formulation indicated for replacement 
therapy in males for conditions associated with a deficiency or absence of endogenous 
testosterone.  The product is a clear, colorless hydroalcoholic gel containing  testosterone. 
Inactive ingredients include carbomer 980, ethanol 67.0%, isostearic acid, purified water, and 
sodium hydroxide.  Topical administration of Testosterone Gel  5 g, 7.5 g or 10 g contains 50 
mg, 75 mg, or 100 mg testosterone, respectively.  The product would be available as: 1) 2 x 75 g 
pumps with each pump dispensing 60 metered 1.25 g testosterone doses; and 2) individual 
2.5 g testosterone packets or 5 g testosterone packets.  The recommended starting dose is 5 
grams for adult males, applied topically once daily to the shoulders, upper arms or abdomen. 
If the serum testosterone level remains below the normal range with the recommended starting 
dose, the dose may be appropriately increased from 5 g to 7.5 g and from 7.5 g to 10 g. 

B. Integrated assessment 
1. Labeling issues 

The specific language of Section 9 of the proposed labeling for Testosterone Gel  dated 
November 4, 2012, is provided below in italics.   
 
 DRUG ABUSE AND DEPENDENCE 
 
 9.1  Controlled Substance 
 

Testosterone gel contains testosterone, a Schedule III controlled substance in the Controlled 
 Substances Act. 
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Memorandum 
 
Date:  December 19, 2012 
  
To:  Jeannie Roule 
  Regulatory Project Manager 
  Division of Reproductive and Urologic Products (DRUP) 
   
From:   Melinda McLawhorn, PharmD, BCPS 
  Regulatory Review Officer 
  Division of Prescription Drug Promotion (DPDP) 
  Office of Prescription Drug Promotion (OPDP) 
 
  Jina Kwak, PharmD 
  Regulatory Review Officer 
  Division of Consumer Drug Promotion (DCDP) 
  OPDP 
 
Through:  Mathilda Fienkeng, PharmD, Acting Group Leader (DPDP) 

 
CC:   Twyla Thompson, PharmD, Group Leader (DCDP) 

Jessica Cleck-Derenick, PhD, Regulatory Review Officer (DPDP) 
 
Subject: NDA 203098 

OPDP labeling comments for TESTOSTERONE gel for topical use 
CIII 
 

  
 
Background 
 
On August 6, 2012, DRUP consulted OPDP to review the proposed package insert 
(PI), Medication Guide, and carton/container labeling for TESTOSTERONE gel for 
topical use CIII (Testosterone Gel).  
 
DPDP reviewed the PI from the proposed substantially complete version retrieved 
from the eRoom on December 4, 2012.  Our comments are provided below.  

FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion  
[Division of Professional Drug Promotion/Division of Consumer Drug 
Promotion] 

Reference ID: 3233899



DPDP also reviewed the carton/container labeling submitted to the electronic 
document room on February 21, 2012 and we have no comments. 
 
Please note that the Division of Medical Policy Programs (DMPP) provided 
comments on the Testosterone Gel medication guide on December 07, 2012 and 
DCDP has additional comments on this version of the Medication Guide. 
 
OPDP appreciates the opportunity to provide comments on these materials. If you 
have any questions on the PI, please contact Melinda McLawhorn at 6-7559 or at 
Melinda.McLawhorn@fda.hhs.gov. If you have any questions on the Medication 
Guide, please contact Jina Kwak at 6-4809 or at Jina.kwak@fda.hhs.gov. 
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Department of Health and Human Services 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 

Office of Medical Policy Initiatives 
Division of Medical Policy Programs 

 

PATIENT LABELING REVIEW 

Date: December 07, 2012 

To: Hylton Joffe, MD 
Director 
Division of Reproductive and Urologic Products (DRUP) 

Through: LaShawn Griffiths, MSHS-PH, BSN, RN  
Supervisor, Patient Labeling Team 
Division of Medical Policy Programs (DMPP) 

Melissa Hulett, MSBA, BSN, RN  
Team Leader, Patient Labeling Team 
Division of Medical Policy Programs (DMPP) 

From: Shawna Hutchins, MPH, BSN, RN 
Patient Labeling Reviewer 
Division of Medical Policy Programs (DMPP) 

Subject: DMPP Review of Patient Labeling (Medication Guide)  
 

Drug Name (established 
name):   

testosterone gel  
 

Dosage Form and Route: For Topical Use 

Application 
Type/Number:  

NDA 203-098 

Tracked Safety Issue 
Number: 

585 

Applicant: Perrigo Israel Pharmaceuticals 
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1 INTRODUCTION 

On August 01, 2012 Perrigo Israel Pharmaceuticals re-submitted a New Drug 
Application (NDA 203-098) for testosterone gel, indicated for replacement therapy 
in males for conditions associated with a deficiency or absence of endogenous 
testosterone.  This NDA was originally submitted on July 04, 2011 and on May 03, 
2012 the Applicant received a Complete Response (CR) letter from the FDA citing 
clinical pharmacology and safety deficiencies. 

This review is written in response to a request by the Division of Reproductive and 
Urologic (DRUP) for the Division of Medical Policy Programs (DMPP) to review 
the Applicant’s proposed Medication Guide (MG) for testosterone gel. 
The REMS is being reviewed by DRISK and will be provided to DRUP under 
separate cover. 

2 MATERIAL REVIEWED 

• Draft testosterone gel Medication Guide (MG), received on August 01, 2012 and 
received by DMPP on December 04, 2012.  

• Draft testosterone gel Prescribing Information (PI) received August 01, 2012, 
revised by the Review Division throughout the current review cycle, and received 
by DMPP on December 04, 2012. 

• Approved ANDROGEL 1% (testosterone gel) comparator labeling approved 
September 20, 2012. 

3 REVIEW METHODS 

To enhance patient comprehension, materials should be written at a 6th to 8th grade 
reading level, and have a reading ease score of at least 60%. A reading ease score of 
60% corresponds to an 8th grade reading level.  In our review of the MG, the target 
reading level is at or below an 8th grade level. 

Additionally, in 2008 the American Society of Consultant Pharmacists Foundation 
(ASCP) in collaboration with the American Foundation for the Blind (AFB) 
published Guidelines for Prescription Labeling and Consumer Medication 
Information for People with Vision Loss. The ASCP and AFB recommended using 
fonts such as Verdana, Arial or APHont to make medical information more 
accessible for patients with vision loss.  We have reformatted the MG document 
using the Verdana font, size 11. 

In our review of the MG we have:  

• simplified wording and clarified concepts where possible 

• ensured that the MG is consistent with the prescribing information (PI)  

• removed unnecessary or redundant information 

• ensured that the MG meets the Regulations as specified in 21 CFR 208.20  

Reference ID: 3227430



  

• ensured that the MG meets the criteria as specified in FDA’s Guidance for 
Useful Written Consumer Medication Information (published July 2006) 

• ensured that the MG is consistent with the approved comparator labeling where 
applicable.  

4 CONCLUSIONS 

The MG is acceptable with our recommended changes. 

5 RECOMMENDATIONS 

• Please send these comments to the Applicant and copy DMPP on the 
correspondence.  

• Our annotated versions of the MG are appended to this memo.  Consult DMPP 
regarding any additional revisions made to the PI to determine if corresponding 
revisions need to be made to the MG. 

 Please let us know if you have any questions.  
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MEMORANDUM  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
     PUBLIC HEALTH SERVICE 
     FOOD AND DRUG ADMINISTRATION 
    CENTER FOR DRUG EVALUATION AND RESEARCH 
______________________________________________________________________

DATE: November 28, 2012 

TO:  Audrey L. Gassman, M.D. 
Deputy Director, Division of Reproductive and Urologic 
Products (DRUP) 

Dennis Bashaw, Pharm.D. 
Director, Division of Clinical Pharmacology 3 (DCP3) 
Office of Clinical Pharmacology (OCP) 

FROM: Gopa Biswas, Ph.D. 
Bioequivalence Branch
Division of Bioequivalence and GLP Compliance (DBGLPC)
Office of Scientific Investigations (OSI) 

THROUGH: Sam H. Haidar, Ph.D., RPh 
Chief, Bioequivalence Branch, 
Division of Bioequivalence and GLP Compliance (DBGLPC) 
Office of Scientific Investigations (OSI) 

William H. Taylor, Ph.D. 
Director
Division of Bioequivalence and GLP Compliance
Office of Scientific Investigations 

SUBJECT: Addendum to Review of EIRs Covering NDA 203-098, 
Testosterone Gel  sponsored by Perrigo Israel 
Pharmaceuticals

At the request of DRUP and DCP3, Division of Bioequivalence and 
GLP Compliance (DBGLPC) conducted inspection of the clinical and 
analytical portions of the following bioequivalence study: 

Study Number: 03-0415-001 
Study Title: “A Randomized, Single-Dose, Three-Way Crossover 

Relative Bioavailability Study of Testosterone Gel 
Formulations in Hypogonadal Men” 

The inspections of the clinical portion were conducted by Gene 
R. Gunn and Brian Keefer (ORA)  

, and analytical portions by Gopa 
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Biswas, Ph.D. (DBGLPC) and Tonia L. Sawyer (ORA)  
. 

DBGLPC provided an initial review of inspectional findings at 
the clinical and analytical sites for this study on April 4, 
2012.

A first addendum review for the clinical portion was provided on 
April 20, 2012.  DBGLPC concluded that the dosing during the 
period 3 could not be assured due to lack of actual dosing 
records.

A complete response letter was issued to the sponsor, Perrigo on 
May 3, 2012 (Attachment 1).  The sponsor provided period 3 
dosing log in a response dated May 18, 2012 (Attachment 2).

A second addendum review was provided on May 2, 2012 for the 
response received for observations related to the analytical 
portion of the inspection.  DBGLPC concluded that the 
concentrations of testosterone in study samples should be 
recalculated using the extrapolated value, 0.128 ng/mL for 
endogenous testosterone.

A teleconference was held by DRUP, DCP3 and OSI with the Sponsor 
on June 11, 2012, and the sponsor was advised to recalculate the 
concentrations to include the value of endogenous testosterone 
and submit the new data.  A response with the recalculated data 
was received from the analytical site  on June 20, 2012 
(Attachment 3).

This third addendum provides our evaluation of the responses for 
clinical observation 3 and analytical observation 1: 

Clinical Site: 

Observation 3. Investigational drug disposition records are 
not adequate with respect to dates. Specifically, the drug 
administration records for Period 3 do not indicate the 
date and time at which the drug was administered. 

Perrigo Response: 
In their response to the complete response letter relating to 
observation 3 of Form FDA-483, Perrigo submitted the dosing logs 
for period 3.  Perrigo acknowledged that the CRF data was not 
entered electronically as claimed in the original response 
received on April 13, 2012.  Perrigo stated that period 3 dosing 
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logs were found in a “study document binder” where they were 
“improperly” filed in a section that contained records for 
laboratory certification (see Attachment 2).

DBGLPC’s assessment of response: 
In the opinion of this reviewer, documents provided in the 
response containing missing information appear to be 
authentic and thus resolved the main concern with the 
study.  The response is complete and acceptable. 

Analytical site: 

Observation 1. Failure to adjust calibrator and QC 
samples concentrations for endogenous testosterone in 
blank plasma matrix used for preparing them. 

 Response: 
In response to this observation,  recalculated the 
testosterone concentration in subject samples by adding the 
concentration of endogenous testosterone, 0.128 ng/mL obtained 
by extrapolation of calibration lines from 25 analytical runs.
The response also provided the calculation of difference between 
the original and the recalculated testosterone concentrations in 
subject samples. 

DBGLPC’s assessment of response: 
In the opinion of this reviewer, the recalculated concentrations 
of testosterone in subject samples (after adjustment with 
endogenous levels) did not differ significantly from the 
original values.  As a result, observation 1 does not appear to 
ave an impact on study outcome.  The response is acceptable. h

Conclusions:

Following evaluation of the response to Form FDA-483, this 
reviewer recommends that the data for the clinical and 
analytical portions of study 03-0415-001 should be accepted for 
Agency review.

Gopa Biswas, Ph.D.
Bioequivalence Branch, DBGLPC, OSI

Reference ID: 3237411

(b) 
(4)

(b) (4)

(b) (4)

(b) (4)



Page 4 – NDA 203098, Testosterone Gel  

Final Classifications:

VAI-

VAI:
 

cc:
OSI/Moreno
OSI/DBGC/Taylor/Dejernett
OSI/DBGC/BB/Haidar/Biswas/Mada
OTS/OCP/DCPIII/Bashaw/Li/Hyunjin Kim 
OND/ODE3/DRUP/Kaul/Roule/Gassman
SE-FO/FLA-DO/FIB/Torres/Sinninger
ORA/CE-FO/PHI-DO/PHI-IB/Keefer
ORA/SE-FO/FLA-DO/FIB/TAM-FL/Gunn
ORA/P-FO/LOS-DO/LADIB/PHO-AZ/Sawyer
Draft: GB 10/2/2012 
Edit: SRM 10/24/2012; SHH 11/28/12; WHT 11/29/12 
DSI: 6306; O:\BE\eircover\203098per.tes.addendum-III.doc 
FACTS: 1378734 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 203098 
COMPLETE RESPONSE

Perrigo Company 
Attention:  Valerie Gallagher 
U.S. Agent for Perrigo Israel Pharmaceuticals Ltd. 
502 Eastern Avenue 
Plant 6 
Allegan, MI 49010 

Dear Ms. Gallagher: 

Please refer to your New Drug Application (NDA) dated July 4, 2011, received, July 5, 2011, 
submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for 
testosterone gel. 

We acknowledge receipt of your amendments received July 28, August 4, 8, 11, and 25, 
September 14, November 8, 21 (2), and 22, December 1, and 12, 2011; January 19, February 1, 
6, 21, and 29, March 5, 7, 22, and 26, and April 13, 2012. 

We have completed our review of this application, as amended, and have determined that we 
cannot approve this application in its present form.  We have described our reasons for this 
action below and, where possible, our recommendations to address these issues. 

CLINICAL PHARMACOLOGY

Your Bioequivalence (BE) study between the proposed product (testosterone gel) and the 
reference listed drug (RLD; AndroGel® 1%) cannot be adequately evaluated. As outlined in 
Form 483s (dated March 1 and 30, 2012), there are unresolved clinical and bioanalytical site 
inspection deficiencies. Specifically, a major deficiency of missing dosing records for study 
period 3 was reported in FDA Form 483. As a result, data from study period 3 were excluded 
from statistical evaluation. The resultant small sample size makes it unfeasible to do any 
meaningful statistical analysis for the BE evaluation.  

In addition, as reported in Form 483 from the bioanalytical site inspection, the measured 
concentrations of plasma testosterone are not adjusted for the endogenous testosterone in blank 
plasma used to prepare calibrators and quality control samples. To date, you have not adequately 
addressed these deficiencies. 

Information Needed to Address the Clinical Pharmacology Deficiency
A study demonstrating the safety and efficacy of the proposed product (testosterone gel) needs to 
be conducted. This can be done by conducting a pivotal BE study using an approved testosterone 
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product as a RLD or a new clinical trial to assess the efficacy and safety of the proposed product. 
This should be submitted as a part of the NDA re-submission. We recommend that you submit 
the study protocol to the Agency before initiation of the study. 

Alternatively, you may provide an adequate response to the outstanding deficiencies listed in 
Form 483s. If you choose to submit a response to these deficiencies, you should also submit a 
letter to your NDA notifying the Division that you have done so.

LABELING

 We reserve comment on the proposed labeling until the application is otherwise adequate.  If you 
revise labeling, your response must include updated content of labeling [21 CFR 314.50(l)(1)(i)] 
in structured product labeling (SPL) format as described at  
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm.

RISK EVALUATION AND MITIGATION STRATEGY REQUIREMENTS

We acknowledge the submission of your proposed REMS on December 12, 2011, which 
contains a Medication Guide and a timetable for submission of assessments of the REMS.  We 
will continue discussion of your proposed REMS after your complete response to this action 
letter has been submitted.

SAFETY UPDATE

When you respond to the above deficiencies, include a safety update as described at 
21 CFR 314.50(d)(5)(vi)(b).  The safety update should include data from all nonclinical and 
clinical studies/trials of the drug under consideration regardless of indication, dosage form, or 
dose level. 

1. Describe in detail any significant changes or findings in the safety profile. 

2. When assembling the sections describing discontinuations due to adverse events, serious 
adverse events, and common adverse events, incorporate new safety data as follows: 

• Present new safety data from the studies/clinical trials for the proposed indication 
using the same format as the original NDA submission.   

• Present tabulations of the new safety data combined with the original NDA data.  
• Include tables that compare frequencies of adverse events in the original NDA with 

the retabulated frequencies described in the bullet above. 
• For indications other than the proposed indication, provide separate tables for the 

frequencies of adverse events occurring in clinical trials. 

3. Present a retabulation of the reasons for premature trial discontinuation by incorporating 
the drop-outs from the newly completed trials.  Describe any new trends or patterns 
identified.
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4. Provide case report forms and narrative summaries for each patient who died during a 
clinical trial or who did not complete a trial because of an adverse event.  In addition, 
provide narrative summaries for serious adverse events. 

5. Describe any information that suggests a substantial change in the incidence of common, 
but less serious, adverse events between the new data and the original NDA data. 

6. Provide updated exposure information for the clinical studies/trials (e.g., number of 
subjects, person time). 

7. Provide a summary of worldwide experience on the safety of this drug.  Include an 
updated estimate of use for drug marketed in other countries. 

8. Provide English translations of current approved foreign labeling not previously 
submitted. 

OTHER

Within one year after the date of this letter, you are required to resubmit or take other actions 
available under 21 CFR 314.110.  If you do not take one of these actions, we may consider your 
lack of response a request to withdraw the application under 21 CFR 314.65.  You may also 
request an extension of time in which to resubmit the application.  A resubmission must fully 
address all the deficiencies listed.  A partial response to this letter will not be processed as a 
resubmission and will not start a new review cycle.    

Under 21 CFR 314.102(d), you may request a meeting or telephone conference with us to 
discuss what steps you need to take before the application may be approved.  If you wish to have 
such a meeting, submit your meeting request as described in the FDA’s “Guidance for Industry - 
Formal Meetings Between the FDA and Sponsors or Applicants,” May 2009 at 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM153222.pdf.

The drug product may not be legally marketed until you have been notified in writing that this 
application is approved. 

If you have any questions, call Jeannie Roule, Regulatory Project Manager, at (301) 796-3993. 

Sincerely,

{See appended electronic signature page}

Audrey Gassman, M.D. 
Acting, Deputy Director 
Division of Reproductive and Urologic Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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1 INTRODUCTION 
This review evaluates the proposed container labels and carton labeling submitted by the 
Applicant, Perrigo, on February 21, 2012, for the product, Testosterone gel, (NDA 203098) for 
areas of vulnerability that can lead to medication error.   

Additionally, this review evaluates the prescribing information submitted on December 1, 2011 
for areas of vulnerability that could lead to medication errors. 

1.1 BACKGROUND  
Topical testosterone is currently marketed in the United States in three dose forms (gel, solution, 
and transdermal patch).  The testosterone gels are available in metered-dose pumps and unit-dose 
packets in various strengths.  Additionally, even those testosterone gel products that are the same 
strength are not equivalent because the amount of testosterone delivered to the patient varies 
based on the inactive ingredients for each gel. 

The Agency recently revised the strength presentation of topical testosterone gel products from 
the use of percentage to the use of milligrams of testosterone per packet for unit-dose packets 
and the use of milligrams of testosterone per pump actuation for metered-dose pumps.   

Perrigo submitted the New Drug Application (NDA) for Testosterone gel on July 4, 2011 as a 
505(b)(2) based on AndroGel (Testosterone Gel) 1% (NDA 021015) as the reference listed drug.  
AndroGel 1% was approved February 28, 2000.  Perrigo resubmitted the labeling section of the 
NDA for Testosterone gel on December 1, 2011 in response to filing issues identified by the 
Agency on September 15, 2011.  For this application, the Applicant proposes to market the 
product, Testosterone gel, under the established name, Testosterone Gel.   

Requests for Information were sent to the Applicant on December 27, 2011, February 9, 2012, 
February 24, 2012, and March 22, 2012, after the Division of Reproductive and Urologic 
Products (DRUP) and the Division of Medication Error Prevention and Analysis (DMEPA) 
completed collaborative preliminary reviews of the proposed container labels and carton labeling 
(see Appendices B, and D for proposed labels and labeling and Appendices C and E for our 
recommendations).  In response to these requests, the Applicant submitted revisions to the 
proposed container labels and carton labeling on February 6, 2012 and on February 21, 2012.  
The February 21, 2012 submissions are the primary subject of this review.  The Applicant 
additionally submitted a request for advice via email pertaining to the proposed carton labeling 
and container labels submitted on February 24, 2012 which may be found in Appendix F.  
DMEPA's response to the request for advice may be found in section 4.2 Comments to the 
Applicant. 

1.2 PRODUCT INFORMATION 
The proposed indication for Testosterone gel is for replacement therapy in adult males for 
conditions associated with a deficiency or absence of endogenous testosterone such as primary 
hypergonadism (congenital or acquired) or hypogonadotropic hypogonadism (congenital or 
acquired).  The recommended starting dose of Testosterone gel is 50 mg of testosterone once 
daily (preferably in the morning) applied to the clean, dry, intact skin of the shoulders and upper 
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arms and/or abdomen (area of application should be limited to the area that will be covered by 
the patient’s short sleeve t-shirt).  After applying the gel, the application site should be allowed 
to dry for a few minutes prior to dressing.  Hands should be washed with soap and water after 
Testosterone gel has been applied.  Testosterone gel will be supplied in non-aerosol, metered-
dose pumps in cartons containing two pumps.  Each pump is capable of dispensing 1215 mg of 
testosterone in 75 g of gel or 60 metered 1.25g doses containing 20.25 mg testosterone per dose.  
Additionally, Testosterone gel will be supplied in unit-dose aluminum foil packets in cartons of 
30.  Each packet of 2.5 g or 5 g of gel contains 25 mg or 50 mg of testosterone, respectively. 

2 METHODS AND MATERIALS REVIEWED 
Using Failure Mode and Effects Analysis1, the principals of human factors, and postmarketing 
medication error data, the Division of Medication Error Prevention and Analysis (DMEPA) 
evaluated the following: 

• Insert Labeling submitted  December 1, 2011 (no image) 

• Container Labels and Carton Labeling submitted February 21, 2012 (Appendix 
A) 

Additionally, since similar topical testosterone gel products, such as AndroGel, are currently 
marketed, DMEPA would typically search the FDA Adverse Event Reporting System (AERS) 
database to identify medication errors involving topical testosterone gel products.  However, 
three previous AERS searches for currently marketed AndroGel products were conducted on 
May 27, 2009 (OSE Review #2009-334 dated March 12, 2010), January 14, 2011 (OSE Review 
#2010-2433 dated March 2, 2011), and January 11, 2012 (OSE Review #2011-4304, dated 
pending).  Thus, the results of these AERS searches were used instead of conducting a new 
search. 

The three searches combined reference the time from the introduction of AndroGel products in 
2000 to January 11, 2012.  The reports were manually reviewed to determine if a medication 
error occurred.  Duplicate reports were combined into cases.  The cases that described a 
medication error were categorized by type of error.  We reviewed the cases within each category 
to identify factors that contributed to the medication errors.  If a root cause was associated with 
the label or labeling of the product, the case was considered pertinent to this review.  Those 
reports that did not describe a medication error or did not describe an error associated with the 
labels and labeling for topical testosterone gel products were deemed not applicable to this 
review and were excluded from further analysis.    

3 RESULTS AND DISCUSSION  
The following section describes the findings and analysis of the AERS cases and the labels and 
labeling.   

 

                                                      
1 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004.  
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3.1 ADVERSE EVENTS REPORTING SYSTEM SEARCH RESULTS 
The previous AERS searches identified 45 cases relevant to this review.  Six cases described 
thirteen medication errors (two or more errors per case).  Thus, the number of medication errors 
reported (n=52) is more than the number of cases.  The medication errors were categorized as, 
accidental transfers (n= 19), wrong route of administration (n=15), wrong dose (n= 9), dose 
omission (n=4), complaints due to product labels and labeling (n=2), dispensing errors (n= 2), 
and wrong technique (n=1).  The medication error cases are described in the following 
subsections.  

3.1.1 Accidental Transfer (n=19) 
Nineteen cases described secondary exposure to Androgel or other topical testosterone products 
either by transfer from the actual user or by suspected transfer from objects contacted by the 
actual user.  One case also involved a second medication error discussed in section 3.1.3.  These 
cases, which led to adverse outcomes, occurred between 2003 and 2011 and involved children 
and adults.  A REMS was implemented for AndroGel and Testim 1% in 2009 that utilizes a 
medication guide which specifically warnings about accidental exposure.  This proposed product 
will also have a medication guide that warns about accidental exposure and how to minimize the 
risk.  

3.1.2 Wrong Route of Administration (n=15) 
Fifteen cases involved patients applying Androgel or other topical testosterone products to the 
wrong application sites including the chest, abdomen, underarms, forearms, legs.  Androgel is 
only to be applied topically to the upper arms and shoulders.  Four of the cases also involved 
other medication errors described in sections 3.1.3, 3.1.4, and 3.1.6.  In three cases, the causality 
was attributed to the physician instructing the patient to apply the gel to the chest and/or upper 
arms.  In the case of underarm application, the patient stated that he interpreted shoulders, upper 
arms, and underarms from the diagram in the labeling.  In a fifth case, the pharmacist neglected 
to explain the application sites for Androgel so the patient applied it to the wrong site.  In a sixth 
case a patient injected Androgel subcutaneously into the penis and testicles after the pharmacist 
informed the patient that this route of administration would cause no harm.  No specific causality 
was given for the other nine cases, nor could we determine the root cause based on the limited 
information contained in the narratives.   

The proposed product is packaged in unit-dose packets and metered-dose pumps which are 
appropriate for topical products, and it will be applied to the shoulders, upper arms, and stomach.  
Additionally, the route of administration for the proposed product is clearly labeled on the 
container labels and carton labeling and in the full prescribing information where it is also 
accompanied by a diagram identifying which parts of the body to which Testosterone gel can be 
applied.  These methods to distinguish the route of administration should minimize the types of 
errors described here. 

3.1.3 Wrong Dose (n=9) 
Seven cases involved overdoses, and four of these seven cases also involved other medication 
errors discussed in sections 3.1.1, 3.1.2, 3.1.4, and 3.1.6.  In five cases, patients used more than 
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their prescribed dose due to their perception of no improvement in their baseline symptoms.  In 
two cases, the patient was prescribed more than the recommended maximum daily dose.   

Two cases involved underdosing.  In the eighth case, the patient was initially prescribed less than 
the recommended starting dose which was later increased to within recommended ranges.  In the 
ninth case, the patient stopped his AndroGel for one month after developing side effects then 
restarted his medication at a lower dose than prescribed. 

3.1.4 Dose Omission (n=4) 
Four cases described dose omission, and two of these cases also involved other medication errors 
discussed in sections 3.1.2 and 3.1.3.  In one case, the patient missed doses for one month due to 
re-ordering complications then restarted the product after it had been delivered and left exposed 
to the sun for several hours.  In two cases, the patients stopped using the product when either 
irritation occurred at the application site, or the patient did not perceive any improvement in his 
original symptoms.  No reason or root cause analysis was offered in the forth case and could not 
be determined from the narrative.   

3.1.5 Complaints Due to Product Labels and Labeling (n=2) 
Two cases describing confusing labeling were reported in 2000 and 2004.  In the first case, the 
reporter stated that both the 2.5 g and 5 g packets were labeled as AndroGel 1 %, which could 
lead to confusion.  The 2.5 g and 5 g unit-dose packets are, in fact, both labeled as AndroGel      
1 %, but the carton labeling and container labels indicate that the unit-dose packets contain 2.5 g 
and 5 g of gel, respectively.  Additionally, the two sizes are differentiated with different colored 
packaging.  The proposed product also has two sizes, however the presentation of strength 
includes the amount of testosterone in milligrams in each packet, and each size packet will be a 
different color to help differentiate the different sizes.  

In the second case, the reporter cited that there was a potential for confusion between the 
AndroGel 1 % gel 5 g unit-dose packet and the Testim (Testosterone) 1 % gel single-use tube 
because the AndroGel 1 % product was labeled according to the total weight of the product (5 g), 
while the Testim 1 % product was labeled according to the weight of the active ingredient (50 
mg).  The products were mistakenly being stored in the same Pyxis drawer.  A nurse believed the 
products were interchangeable and attempted to administer the testosterone dose using both 
products.  The error did not reach the patient. 

The concern regarding product interchangeability will be on going because these products 
contain the same active ingredient and same numerical strength even though the amount that is 
delivered to each patient will be different based on the different inactive ingredients in the 
products.  We recommend labeling these products to warn healthcare practitioners that 
testosterone products are not equivalent. 

3.1.6 Dispensing Errors (n=2) 
Two cases described dispensing errors.  In one case, also described in Sections 3.1.2 and 3.1.3 
above, the wrong medication was dispensed when the patient was given AndroGel 1.62% instead 
of the prescribed AndroGel 1%.  Although the identity of the topical testosterone product could 
not be determined from the Medwatch report in the second case, the narrative states that the 
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patient was given the wrong strength of drug, 100 mg/mL instead of the prescribed 200 mg/mL.  
No root cause analysis was performed for either case, nor could we determine a root cause from 
the information provided in the narratives. 

3.1.7 Wrong Technique (n=1) 
In one case a patient used “one half pump daily” and complained of lack of therapeutic effect 
compared to previous use.  The Dosage and Administration section of the proposed insert 
labeling clearly states that patients should completely depress the pump one time for every     
12.5 mg of testosterone required. 

3.2    LABELS AND LABELING  
DMEPA reviewed the prescribing information and medication guide submitted on  
December 1, 2011, and the container labels and carton labeling submitted on February 21, 2012.  
We note that most of DMEPA’s previous recommendations provided by email were 
implemented as requested.  However, we have additional concerns as discussed below, including 
possible inappropriate interchanging of topical testosterone products as described above in 
Section 3.1.5 (AERS) Complaints Due to Product Labels and Labeling.  We identified the 
following deficiencies:    

3.2.1 All Container Labels and Carton Labeling 
• We note that there are no statements on the container labels and carton labeling warning 

prescribers not to interchange these products.  

• All container labels and carton labeling lack the statement, “For Topical Use Only” on the 
principal display panel. 

• All container labels and carton labeling lack the lot number and expiration date. 

3.2.2 Insert Labeling 
• The strength and dosage of Testosterone gel are expressed  rather than 

milligrams of testosterone throughout the insert labeling for Testosterone Gel.  This may 
cause confusion of strength which can lead to medication errors in dosing as well as 
inappropriate interchange of one topical testosterone product for another.  

• In the Indications and Usage section of the Highlights of Prescribing Information, and in 
Section 1 Indications and Usage and Section 8.4 Pediatric Use in the Full Prescribing 
Information, the statement “Safety and effectiveness of Testosterone Gel,  in males < 
18 years old has not been established” uses the abbreviation “<.”  This abbreviation has 
been identified by the Institute of Safe Medication Practices (ISMP) as an error-prone 
because it has been confused with the greater than sign (i.e. >). 

• The insert labeling does not clearly state that the exposure level for testosterone may differ 
for Testosterone gel compared to other topical testosterone products. 
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3.2.3 Medication Guide Labeling 
• The graphic figure which illustrates the sites for Testosterone gel application the body has 

different shading for different sites which may lead to confusion about which sites are 
appropriate for Testosterone gel application.  

4 CONCLUSIONS AND RECOMMENDATIONS 
DMEPA concludes that the proposed labels and labeling introduce vulnerability that can lead to 
medication errors because the strength presentation, lack of statement concerning different 
testosterone exposures with different topical testosterone products, and similarity of labels and 
labeling for the two unit-dose packet strengths increase the potential for inappropriate product 
substitution and increase the potential for confusion which may lead to medication errors.  We 
provide recommendations for the professional labeling in section 4.1, Comments to the Division.  
Section 4.2, Comments to the Applicant, contains our recommendations for the container labels 
and carton labeling. 

Please copy the Division of Medication Error Prevention and Analysis on any communication to 
the Applicant with regard to this review. If you have further questions or need clarifications, 
please contact Karen Townsend, project manager, at 301-796-5413. 

4.1 COMMENTS TO THE DIVISION 

4.1.1 Insert Labeling  

A. General Comments 

Replace  with the revised strength presentations of 
12.5 mg of testosterone per pump actuation, 25 mg testosterone per packet, and 50 mg 
testosterone per packet where appropriate. 

B. Revise the Indications and Usage section of the Highlights of Prescribing Information, 
and Section 1 Indications and Usage and Section 8.4 Pediatric Use in the Full Prescribing 
Information, to revise the symbol “<” to “less than.”  This abbreviation has been 
identified by the Institute of Safe Medication Practices (ISMP) as an error-prone because 
it has been confused with the greater than sign (i.e. >). 

C. Revise the Indications and Usage section of the Highlights and Section 1 Indications and 
Usage in the Full Prescribing Information to include a Limitations of Use section that 
includes a statement warning healthcare providers that testosterone products may not be 
interchangeable.  We recommend the following statement: 

“Topical testosterone products may have different doses, strengths, or application 
instructions that may result in different systemic exposure.” 

D. Revise the Dosage and Administration section of the Highlights and Full Prescribing 
Information and Section 2 Dosage and Administration in the Full Prescribing Information 
to use milligrams of testosterone  when referring to strengths or doses of 
your product. 
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E. Section 2 Dosage and Administration, Full Prescribing Information  

Table 1 in Section 2.2 Administration Instructions uses  rather than 
milligrams of testosterone to indicate prescribed daily doses. 

1. Revise the prescribed daily doses  to read as “50 mg,”         
“75 mg,” and “100 mg.” 

2. Revise your Administration Instructions to include a diagram of appropriate 
application sites similar to the one found in the Medication Guide. 

F. Dosage Forms and Strengths section, Highlights of Prescribing Information and Section 3 
Dosage Forms and Strengths, Full Prescribing Information 

1. The current strength statements in the Highlights of Prescribing Information refer to 
 rather than milligrams of testosterone.  Revise these statements to read 

as follows: 

Testosterone gel for topical use only is available as:  

• 25 mg of testosterone per packet  

• 50 mg of testosterone per packet (3) 

• 2 x 750 mg pumps (each pump dispenses 60 metered 12.5 mg doses of 
testosterone) 

2. The current strength statements in Section 3 Dosage Forms and Strengths of the Full 
Prescribing Information refer to  rather than milligrams of testosterone.  
Revise the statements to read as follows: 

“Testosterone gel for topical use only is available as: 

• 25 mg of testosterone per packet 

• 50 mg of testosterone per packet 

• 2 x 750 mg pumps (each pump dispenses 60 metered 12.5 mg doses of 
testosterone) 

G. Section 16 How Supplied/Storage and Handling, Full Prescribing Information                                            

The statements on strength of Testosterone gel refer to  rather than 
milligrams of testosterone.  Revise the statements to read as follows:   

1. Testosterone gel is supplied in non-aerosol metered-dose pumps.  The pump is 
composed of plastic and stainless steel and an LDPE/aluminum foil inner liner 
encased in rigid plastic with a polypropylene cap.  Each 88 g Testosterone gel pump 
in the twin package is capable of dispensing 75 g of gel containing 750 mg of 
testosterone (60 metered 1.25 g doses of gel containing 12.5 mg of testosterone per 
dose). 
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• 2 pumps each pump delivering 750 mg of testosterone as 60 metered doses of 
12.5 mg.  NDC 45802-116-02 

2. Testosterone gel is also supplied in unit-dose foil packets in cartons of 30. 

• 25 mg of testosterone per packet.  Each packet contains 2.5 g of gel.  NDC 45802-
116-65 

• 50 mg of testosterone per packet.  Each packet contains 5 g of gel.  NDC 45802-
116-39 

4.1.2 Medication Guide Labeling 

The graphic figure which illustrates the sites for Testosterone gel application the body has 
different shading for different sites which may lead to confusion about which sites are 
appropriate for Testosterone gel application.   

Revise the graphic picture so that the illustrated areas for Testosterone gel application are 
one shade of gray. 

4.2 COMMENTS TO THE APPLICANT 

A. All Container Labels and Carton Labeling 

1. We note that there are no statements on the container labels and carton labeling 
warning prescribers not to interchange these products. 

Please add the following statement to the principal display panel of all container 
labels and carton labeling: 

 “Topical testosterone products may have different doses, strengths, or application 
instructions that may result in different systemic exposure.” 

2. All container labels and carton labeling lack the statement, “For Topical Use Only” 
on the principal display panel. 

3. All container labels and carton labeling lack the lot number and expiration date. 

Please revise all container labels and carton labeling to include a lot number and 
expiration date per 21 CFR 201.17 and 21 CFR 201.18. 

B. Container Labels for the Unit-Dose Packets 

1. For the 25 mg packet principal display panel, please clarify what the "CODE AREA" 
within the color bar is for.  For both the 25 mg and 50 mg packet principal display 
panels, the size of the color bar may be reduced to create more text space. 

2. The statements  on the right lower corner of 
both principal display panels is redundant and may be deleted. 

3. The US distributor address on the back panels of both packets is sufficient for 
regulation 21 CFR 201.1(h)(5).  . 

4. To further increase space on both principal display panels move the statements "Use 
complete contents of foil packet. Used packets should be discarded safely.  Patient:  
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please read patient leaflet." from the principal display panels to the back panels of 
both packets and place them underneath the warning statements regarding keeping out 
of the reach of children and the non-child resistant container. 

5. These changes should allow enough space on both principal display panels to include 
the statement: 

"Topical testosterone products may have different doses strengths, or application 
instructions that may result in different systemic exposure. See prescribing 
information". 

6. If space permits, add the statement, "For Topical Use Only," to the principal display 
panel. 

7. Thus, the following text would appear on the front display panel: 

Testosterone Gel 

25 mg of testosterone per packet or 50 mg of testosterone per packet 

Topical testosterone product may have different doses, strengths, or application 
instructions that may result in different systemic exposure.  See prescribing 
information. 

Dispense the enclosed Medication Guide to each patient. 

The following text would appear on the back display panel: 

Warnings 

Keep out of reach of Children;  

this packet is not child-resistant. 

ALCOHOL BASED GELS ARE FLAMMABLE.  AVOID FIRE, FLAME, OR 
SMOKING UNTIL THE GEL HAS DRIED. 

Use complete contents of foil packet. 

Used packets should be discarded safely. 

Patient:  please read patient leaflet. 

C. Carton Labeling for the Unit-Dose Packets 

Relocate the statement, For Topical Use Only, from the side panel to the principal display 
panel. 

D. Container Labels and Carton Labeling for the Metered-Dose Pump 

1. Relocate the statement, For Topical Use Only, from the back panel of the pump label 
and the side panel of the carton labeling to the principal display panel. 

2. The size of the text should remain similar to the current proposal. 

3. We have the following comment for the pump label and carton labeling to be 
consistent with language used in the prescribing information: 
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The language used within the dosing table on the principal display panel of the pump 
label and on the side panel of the pump carton labeling  

 is not consistent with the language within the equivalent table in 
Section 2.2 Administration Instructions of the Full Prescribing Information which 
refers to "Number of Pump Actuations."  It is also not consistent with the language 
used throughout the Dosage and Administration section of the Highlights of 
Prescribing Information and Section 2 Dosage and Administration of the Full 
Prescribing Information which refer to pump actuations to describe metered pump 
dosing.  

Revise the statements in the dosing table on the pump label and carton labeling to 
read "Number of Pump Actuations" to maintain consistency.  

 

REFERENCES 
1. OSE Review #2009-334, Label and Labeling Review for AndroGel (Testosterone) 1.62%, 
March 12, 2010, Canton, L. 

2. OSE Review #2010-2433, Label and Labeling Review for AndroGel (Testosterone) 1.62%, 
March 2, 2011, Toombs, L. 
3. OSE Review # 2011-4304, Label and Labeling Review for AndroGel (Testosterone) 1.62%, pending, 
Wood-Cummings, T. 
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Appendix E:  Comments for July 4, 2011 (December 1, 2011) labeling submission Sent to the Applicant on      
  December 27, 2011  

1. The strength of the product in the packets should be changed  to “25 mg (or 50 mg) of testosterone 
per packet.”  The name, dosage form, and strengths on the labels should be displayed as follows: 

  TESTOSTERONE GEL 
   25 mg (or 50 mg) of testosterone per packet* 

 For immediate container labels, the total content should be displayed as follows: 

   *Each packet contains 2.5 grams (or 5 grams) of gel 

    

 For carton labeling, the total content should be displayed as follows: 

   30 unit-dose packets (2.5 grams [or 5 grams] of gel each packet) 
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2. Revise the container labels and carton labeling of your 2.5 gram and 5 gram packets to provide more 
differentiation between the two packet sizes.  As currently presented with the identical layout and color 
schemes, the labels and labeling of the two sizes appear identical and could lead to selection of the wrong 
packet.  You can increase the differentiation between the two products by using different colors on the labels 
and labeling of one of the packet sizes. 

3. The Bar code should be provided on all container closure labels. 

4. Provide “Net Quantity 88 g” on the metered-dose pump label. 

5. The strength of the product in the metered-dose pump should be changed  to “12.5 mg testosterone 
per pump actuation.”  The name, dosage form, and strengths on the labels should be displayed as following: 

   TESTOSTERONE GEL 
   12.5 mg of testosterone per pump actuation* 

 For immediate container labels and carton labeling, the following should be displayed: 

   *Each pump actuation dispenses 1.25 grams of gel 

6. 

7. 

8. The word “Pump” on the pump label and pump carton labeling matches the prominence of the established 
name and thus appears to be part of the name.  Decrease the prominence of the word "Pump" by decreasing 
the size of the font, using unbolded font, and locating the word away from the established name. 

9. Include the statement "Dispense the enclosed Medication Guide to each patient" on the principal display panel 
of all labels and labeling per 21 CFR 208.24 (d) which states: 

The label of each container or package, where the container label is too small, of  drug product for which a 
Medication Guide is required under this part shall  instruct the authorized dispenser to provide a Medication 
Guide to each patient to whom the drug product is dispensed, and shall state how the Medication Guide is 
provided.  These statements shall appear on the label in a prominent and conspicuous manner. 

10. We recommend revising the dosing chart on the principal display panel of the gel pump label to specify the 
dose in milligrams of testosterone . The dosing of testosterone products should be 
based on the amount of testosterone that is applied. We recommend revising the table from: 
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MEMORANDUM  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
     PUBLIC HEALTH SERVICE 
     FOOD AND DRUG ADMINISTRATION 
    CENTER FOR DRUG EVALUATION AND RESEARCH 
______________________________________________________________________

DATE: May 2, 2012 

TO:  Audrey L. Gassman, M.D. 
Deputy Director, Division of Reproductive and Urologic 
Products

Dennis Bashaw, Pharm.D. 
Director, Division of Clinical Pharmacology 3 (DCP3) 
Office of Clinical Pharmacology 

FROM: Gopa Biswas, Ph.D. 
Bioequivalence Branch
Division of Bioequivalence and GLP Compliance
Office of Scientific Investigations 

THROUGH: Sam H. Haidar, Ph.D., RPh 
Chief, Bioequivalence Investigations Branch, 
Division of Bioequivalence and GLP Compliance
Office of Scientific Investigations 

William H. Taylor, Ph.D., DABT 
Director (Acting) 
Division of Bioequivalence and GLP Compliance
Office of Scientific Investigations 

SUBJECT: Addendum to Review of EIRs Covering NDA 203-098, 
Testosterone Gel  sponsored by Perrigo Israel 
Pharmaceuticals

At the request of DRUP and DCP3, FDA staff, including Gopa 
Biswas, Ph.D. (DBGC) and Tonia L. Sawyer (ORA) conducted 
inspection of the analytical portion and Gene R. Gunn and Brian 
Keefer(ORA) conducted inspection of the clinical portion of the 
following bioequivalence study: 

Study Number: 03-0415-001 
Study Title: “A Randomized, Single-Dose, Three-Way Crossover 

Relative Bioavailability Study of Testosterone Gel 
Formulations in Hypogonadal Men” 

DBGC’s evaluation of inspectional findings at the clinical and 
analytical sites for this study was provided to DRUP and DCP3 in 
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a memorandum dated April 4, 2012, followed by an addendum to 
provide evaluation of responses to Form FDA 483 observations for 
the clinical portion, received from  (CRO, clinical 
site) and Perrigo Israel Pharmaceuticals (sponsor) on April 20, 
2012.  DBGC received a response to inspectional findings for the 
analytical portion of the study from  (CRO) on April 27, 
2012 (Attachment 1).  This second addendum provides our 
evaluation of the responses for the analytical portion: 
 
Analytical site:  
 

1. Failure to adjust calibrator and QC samples 
concentrations for endogenous testosterone in blank 
plasma matrix used for preparing them. 

 
In response to this observation, and employing a suggestion from 
OSI on how the endogenous testosterone concentration might be 
estimated from available records,  calculated the 
endogenous concentration of testosterone by extrapolation of 
calibration lines from 25 analytical runs.   claimed that 
a single source of blank plasma was used for both calibrator and 
QC samples for all of the analytical runs.  The firm used the 
estimate of endogenous testosterone concentration (0.128 ng/mL) 
from the extrapolated data to adjust the concentrations of 
calibration standards and QCs for all analytical runs.

 response did not include data for adjusted 
testosterone concentrations in study samples.

 
2. Failure to document the following aspects of method 

validation and study conduct: 
a) For freeze-thaw stability demonstration  

movements of QC samples during freeze-thaw cycles 
were not documented in sample processing sheet or 
freezer log book. 

b) A freezer log for  freezer was not maintained 
to record sample movement from and to the freezer 
during validation and study sample analysis. 

 
In response to this observation,  stated that their 
current procedures and method SOPs better document the 
activities mentioned in the observations.  They are also 
planning to replace the paper based documentation with a 
software-based laboratory information management system (LIMS).
In this reviewer's opinion, the incomplete tracking of freezer 
conditions does not detract significantly from data integrity. 

c) Failure to document anticoagulant used for all the 
plasma lots used as blanks or for preparing 
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calibrators and, QC samples, during method 
validation and study sample analysis. 

d) Documents were not available to ensure that all 
plasma lots used during method validation and 
study were stripped with charcoal in order to 
eliminate endogenous testosterone. 

In their response,  provided additional documentation 
that Li-heparin was used as anticoagulant for blank plasma.  The 
firm stated that in laboratory records, plasma lots were 
documented as “cleaned once,” which referred to one stripping 
with charcoal.  The firm has revised method SOPs to document 
details of blank plasma treatments. 

3. Failure to reject analytical runs with blank samples 
showing 20% or more of LLOQ response. Blank samples 
in the majority of analytical runs showed 20% to 30% 
of LLOQ response but all the runs were accepted based 
on SOP BAS-RMT-02. 

The signal in blank samples was probably due to endogenous 
testosterone.  The firm's revised SOP includes Agency- 
recommended criteria for evaluating blank chromatograms.  The 
firm will further revise their SOP for determination of 
endogenous analytes and reporting baseline concentrations in 
blank matrices.  The revised SOP will be provided to the Agency 
by mid-June 2012. 

4a) Failure to demonstrate selectivity in charcoal 
stripped plasma. 

4b) Failure to reject selectivity experiment in non-
stripped plasma although the selectivity samples 
failed acceptance criteria 

In their response,  provided additional documentation to 
show that the plasma lots used for the selectivity experiment 
were stripped with charcoal.  The firm provided additional data 
to demonstrate selectivity in blank plasma.  The reviewer finds 
the results acceptable.
 
Conclusions: 
 
Following evaluation of the responses to Form FDA 483 
observations for the analytical portion of study 03-0415-001, 
this DBGC reviewer’s recommendations remain the same as provided 
earlier:
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1. The proper dosing of subjects at  
during Period 3 cannot be assured.  Data from Period 3 
should be excluded from statistical evaluation. 

2. The measured concentrations of plasma testosterone in 
study samples have not yet been adjusted for endogenous 
testosterone levels from blank plasma samples used to 
prepare calibrators and QCs.  The concentrations of 
calibration standards and QCs were adjusted with an 
extrapolated value (0.128 ng/mL) for endogenous 
testosterone derived from calibration lines in 25 
analytical runs.  This reviewer recommends adding the same 
0.128 ng/mL concentration to study sample measurements.

Gopa Biswas, Ph.D.
Bioequivalence Branch, DBGC, OSI

Final Classifications:   

VAI-
 
VAI:
 

cc:
OSI/Ball/Moreno
OSI/DBGC/Taylor/Dejernett
OSI/DBGC/BB/Haidar/Skelly/Biswas
OTS/OCP/DCPIII/Bashaw/Kim/Li
OND/ODE3/DRUP/Kaul/Roule/Gassman
SE-FO/FLA-DO/FIB/Torres/Sinninger
HFR-CE1520/Keefer
HFR-SE2585/Gunn
HFR-PA2530/Sawyer
Draft: GB 4/27/2012 
Edit: MFS 4/30/2012, WHT 5/2/2012 
DSI: 6306; O:\BE\eircover\203098per.tes.addendum-anal.doc 
FACTS: 1378734 

EMAIL:
CDER DSI PM TRACK 
ORA HQ DFFI IOB BIMO 
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MEMORANDUM 
DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Public Health Service 
Food and Drug Administration 

Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion 

 
**PRE-DECISIONAL AGENCY MEMO** 

 
Date: April 23, 2012 
  
To: Jeannie Roule 
 Regulatory Project Manager 
 Division of Reproductive and Urologic Products (DRUP) 
 
From: Jessica Cleck Derenick, PhD 
 Regulatory Review Officer  
 Division of Professional Promotion (DPP) 
 Office of Prescription Drug Promotion (OPDP) 
 
 Jina Kwak, PharmD 
 Regulatory Review Officer 
 Division of Direct-to-Consumer Promotion (DDTCP) 
 OPDP 
 
Subject: NDA 203098 
 OPDP labeling comments for Testosterone Gel,  
 
We acknowledge receipt of DRUP’s July 13, 2011, consult request for the proposed 
product labeling for Testosterone Gel,   OPDP was notified by DRUP on April 23, 
2012, that final labeling negotiations would not be initiated during the current review 
cycle and that a Complete Response letter would be issued.  Therefore, OPDP will 
provide comments regarding labeling for this application during a subsequent review 
cycle.  OPDP kindly requests that DRUP submit a new consult request during the 
subsequent review cycle. 
 
Thank you for the opportunity to comment on these proposed materials. 
 
If you have any questions, please contact: 
 

Jessica Cleck Derenick:  301-796-0390; Jessica.Cleck-Derenick@fda.hhs.gov 
 
Jina Kwak:  301-796-4809; Jina.Kwak@fda.hhs.gov 
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M E M O R A N D U M 

Department of Health and Human Services 
Food and Drug Administration 

Center for Drug Evaluation and Research 

 
Date: April 9, 2012 
  
To: Scott Monroe, M.D., Director 

Division of Reproductive and Urologic Products  
  
Through: Michael Klein, Ph.D., Director 

Silvia Calderon, Ph.D., Team Leader 
Controlled Substance Staff  

  
From: James M. Tolliver, Ph.D., Pharmacologist 

Controlled Substance Staff  
  
Subject: NDA 203098  Testosterone Gel,   

Indication: Testosterone replacement therapy in males for conditions 
associated with a deficiency or absence of endogenous testosterone: Primary 
hypogonadism (congenital or acquired); Hypogonadotropic hypogonadism 
(congenital or acquired). 
Dosages: Transdermal Gel, 5 mg, 7.5 mg, and 10 mg strengths 
Sponsor: Perrigo Israel Pharmaceuticals Ltd. 

  
Materials reviewed:  Proposed Labeling for Testosterone Gel  submitted under NDA 203,098 
 
 

Table of Contents 
I. SUMMARY ........................................................................................................................................................1 

A. BACKGROUND..................................................................................................................................................1 
B. CONCLUSIONS:.................................................................................................................................................2 
C. RECOMMENDATIONS:.......................................................................................................................................2 

II. DISCUSSION .....................................................................................................................................................2 
A. CHEMISTRY......................................................................................................................................................2 
B. INTEGRATED ASSESSMENT ...............................................................................................................................3 

 

I. Summary 

A. Background 
This memorandum is in response to a consult request dated July 13, 2011, from the Division of 
Reproductive and Urologic Products (DRUP) for CSS to review the "9.  DRUG ABUSE AND 
DEPENDENCE" section of the proposed label for Testosterone Gel  under NDA 203,098, 
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MEMORANDUM  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
     PUBLIC HEALTH SERVICE 
     FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 
DATE:  March 22, 2012 
 
TO:  NDA 203098 
 
THROUGH:  Jeannie Roule 
 
SUBJECT:  Carton and Container edits 
 
APPLICATION NUMBER: NDA 203098 (testosterone gel) 
 
Comments from DMEPA and CMC reviewers concerning the cartons and containers were 
emailed to the Sponsor. 
  
Please see attached email correspondences for all of the details. 
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From: Roule, Jeannie 
Sent: Thursday, March 22, 2012 3:33 PM 
To: 'Dalit Fuchs' 
Subject:  NDA 203098 carton and container 
 
Dalit, 
 
The DMEPA and CMC reviewers have the following comments concerning your carton and 
container: 
 
We have been evaluating possible revisions to the packet labels and container labeling as well as 
to the pump label and carton labeling to enable incorporation of the statement on 
interchangeability.  Please note that the statement has been revised. 
 
1.   25 mg and 50 mg Packet Labels 
 
1.1  For the 25 mg packet principal display panel, please clarify what the "CODE AREA" within 
the color bar is for.  For both the 25 mg and 50 mg packet principal display panels, the size of the 
color bar may be reduced to create more text space. 
 
1.2.  The statements  on the right lower corner of both 
principal display panels is redundant and may be deleted. 
 
1.3.  The US distributor address on the back panels of both packets is sufficient for regulation 21 
CFR 201.1(h)(5)  
 
1.4.  To further increase space on both principal display panels move the statements "Use 
complete contents of foil packet.  Used packets should be discarded safely.  Patient:  please read 
patient leaflet." from the principal display panels to the back panels of both packets and place 
them underneath the warning statements regarding keeping out of the reach of children and the 
non-child resistant container. 
 
1.5.  These changes should allow enough space on both principal display panels to include the 
abbreviated statement "Topical testosterone products may have different doses strengths, or 
application instructions that may result in different systemic exposure.  See prescribing 
information". 
 
 
1.6.  Please revise the packet labels to include a lot number and expiration date per 21 CFR 
201.17 and 21 CFR 201.18. 
 
Thus, the following text would appear on the front display panel: 
 
 Testosterone Gel 
 25 mg of testosterone per packet or 50 mg of testosterone per packet 
 Topical testosterone products may have different doses strengths, or application 
instructions that may result in different systemic exposure.  See prescribing  information. 
 Dispense the enclosed Medication Guide to each patient. 
 
The following text would appear on the back display panel: 
 
 Warnings 
 Keep out of reach of children; 
 this packet is not child-resistant. 
 ALCOHOL BASED GELS ARE FLAMMABLE.  AVOID FIRE, FLAME, OR SMOKING 
UNTIL THE  GEL HAS DRIED. 
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 Use complete contents of foil packet. 
 Used packets should be discarded safely. 
 Patient:  please read patient leaflet. 
 
 Distributed By Perrigo 
 Allegan, MI  49010 . www.perrigo.com 
 Rev. 03/12 
  
 
2.  25 mg and 50 mg Carton Labels 
 
2.1  Please add to the principal display panels of both cartons the statement "Topical 
testosterone products may have different doses strengths, or application instructions that may 
result in different systemic exposure.  See prescribing information." 
 
3.  Pump Labels and Carton Labeling for the Metered Dose Pump 
 
3.1.  Please revise the pump labels to include a lot number and expiration date per 21 CFR 
201.17 and 21 CFR 201.18. 
 
3.2.  Please add to the principal display panels of the pump label and carton labeling the 
abbreviated statement "Topical testosterone products may have different doses strengths, or 
application instructions that may result in different systemic exposure.  See prescribing 
information." 
 
The size of the text should remain similar to the current proposal. 
 
Additionally, for the pump label we have the following comment to be consistent with language 
used in the prescribing information: 
 
The language used within the dosing table  on the 
principal display panel of the pump label and the side panel of the carton labeling is not 
consistent with the language within the equivalent table in Section 2.2 Administration Instructions 
of the Full Prescribing Information which refers to "Number of Pump Actuations."  It is also not 
consistent with the language used throughout the Dosage and Administration section of the 
Highlights of Prescribing Information and Section 2 Dosage and Administration of the Full 
Prescribing Information which refer to pump actuations to describe metered pump dosing.  Revise 
the statements in the dosing table on the pump label and carton labeling to read "Number of 
Pump Actuations" to maintain consistency. 
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Reviewer: 
 

Donald McNellis Y Clinical 
 
Cross-Discipline Team Leader (CDTL) 
 

TL: 
 

Suresh Kaul Y 

Reviewer: 
 

N/A       Social Scientist Review (for OTC 
products) 
 TL: 

 
            

Reviewer:
 

N/A       OTC Labeling Review (for OTC 
products) 
 TL: 

 
            

Reviewer: 
 

N/A       Clinical Microbiology (for antimicrobial 
products) 
  TL: 
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Reviewer: 
 

Li Li Y Clinical Pharmacology 
 

TL: 
 

Myong-Jin Kim Y 

Reviewer: 
 

Kate Dwyer Y Biostatistics  
 

TL: 
 

Mahboob Sobhan N 

Reviewer: 
 

Jeffrey Bray Y Nonclinical 
(Pharmacology/Toxicology) 

TL: 
 

Lynnda Reid Y 

Reviewer: 
 

N/A       Statistics (carcinogenicity) 
 

TL: 
 

            

Reviewer: 
 

N/A       Immunogenicity (assay/assay 
validation) (for BLAs/BLA efficacy 
supplements) TL: 

 
            

Reviewer: 
 

Rajiv Agarwal Y Product Quality (CMC) 
 

TL: 
 

Donna Christner Y 

Reviewer: 
 

            Quality Microbiology (for sterile 
products) 

TL: 
 

            

Reviewer: 
 

Rajiv Agarwal       CMC Labeling Review  

TL: 
 

Donna Christner       

Reviewer: 
 

            Facility Review/Inspection  

TL: 
 

            

Reviewer: 
 

Lena Maslov N OSE/DMEPA (proprietary name) 

TL: 
 

Zach Oleszczuk N 

Reviewer: 
 

Shawna Hutchins 
Cynthia LaCavita 

Y 
N 

OSE/DRISK (REMS) 

TL: 
 

Melissa Huelett/ 
Mary Dempsey 

N 
N 

Reviewer: 
 

            OC/DCRMS (REMS) 

TL: 
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o the clinical study design was acceptable 
o the application did not raise significant safety 

or efficacy issues 
o the application did not raise significant public 

health questions on the role of the 
drug/biologic in the diagnosis, cure, 
mitigation, treatment or prevention of a 
disease 

 
• Abuse Liability/Potential 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
• If the application is affected by the AIP, has the 

division made a recommendation regarding whether 
or not an exception to the AIP should be granted to 
permit review based on medical necessity or public 
health significance?  

 
Comments:       

 

  Not Applicable 
  YES 
  NO 

CLINICAL MICROBIOLOGY 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
CLINICAL PHARMACOLOGY 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

• Clinical pharmacology study site(s) inspections(s) 
needed? 

 

  YES 
  NO 

BIOSTATISTICS 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY) 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 
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IMMUNOGENICITY (BLAs/BLA efficacy 
supplements only) 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

PRODUCT QUALITY (CMC) 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
Environmental Assessment 
 
• Categorical exclusion for environmental assessment 

(EA) requested?  
 
If no, was a complete EA submitted? 

 
 
If EA submitted, consulted to EA officer (OPS)? 
 

Comments:       
 

  Not Applicable 
 

 YES 
  NO 

 
 YES 
  NO 

 
 YES 
  NO 

 

Quality Microbiology (for sterile products) 
 
• Was the Microbiology Team consulted for validation 

of sterilization? (NDAs/NDA supplements only) 
 
Comments:       

 

  Not Applicable 
 

 YES 
  NO 

 
 

Facility Inspection 
 
• Establishment(s) ready for inspection? 
 
 
 Establishment Evaluation Request (EER/TBP-EER) 

submitted to DMPQ? 
 

 
Comments:       
 

  Not Applicable 
 

  YES 
  NO 

 
  YES 
  NO 

Facility/Microbiology Review (BLAs only) 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 
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• notify DMPQ (so facility inspections can be scheduled earlier) 
  Send review issues/no review issues by day 74 

 
 Conduct a PLR format labeling review and include labeling issues in the 74-day letter 

 
 BLA/BLA supplements: Send the Product Information Sheet to the product reviewer and 

the Facility Information Sheet to the facility reviewer for completion. Ensure that the 
completed forms are forwarded to the CDER RMS-BLA Superuser for data entry into 
RMS-BLA one month prior to taking an action  [These sheets may be found at: 
http://inside.fda.gov:9003/CDER/OfficeofNewDrugs/ImmediateOffice/UCM027822] 

 Other 
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Appendix A (NDA and NDA Supplements only) 
 

NOTE: The term "original application" or "original NDA" as used in this appendix 
denotes the NDA submitted. It does not refer to the reference drug product or "reference 
listed drug." 
 
An original application is likely to be a 505(b)(2) application if: 
 

(1) it relies on published literature to meet any of the approval requirements, and the 
applicant does not have  a written right of reference to the underlying data.   If 
published literature is cited in the NDA but is not necessary for approval, the 
inclusion of such literature will not, in itself, make the application a 505(b)(2) 
application, 

(2) it relies for approval on the Agency's previous findings of safety and efficacy for 
a listed drug product and the applicant does not own or have right to reference the 
data supporting that approval, or  

(3) it relies on what is "generally known" or "scientifically accepted" about a class of 
products to support the safety or effectiveness of the particular drug for which the 
applicant is seeking approval.  (Note, however, that this does not mean any 
reference to general information or knowledge (e.g., about disease etiology, 
support for particular endpoints, methods of analysis) causes the application to be 
a 505(b)(2) application.) 

 
Types of products for which 505(b)(2) applications are likely to be submitted include: 
fixed-dose combination drug products (e.g., heart drug and diuretic (hydrochlorothiazide) 
combinations); OTC monograph deviations (see 21 CFR 330.11); new dosage forms; new 
indications; and, new salts.  
 
An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the 
original NDA was a (b)(1) or a (b)(2).   

An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the 
information needed to support the approval of the change proposed in the supplement.  
For example, if the supplemental application is for a new indication, the supplement is a 
505(b)(1) if: 

(1) The applicant has conducted its own studies to support the new indication (or 
otherwise owns or has right of reference to the data/studies), 

(2) No additional information beyond what is included in the supplement or was 
embodied in the finding of safety and effectiveness for the original application or 
previously approved supplements is needed to support the change.  For example, 
this would likely be the case with respect to safety considerations if the dose(s) 
was/were the same as (or lower than) the original application, and. 

(3) All other “criteria” are met (e.g., the applicant owns or has right of reference to 
the data relied upon for approval of the supplement, the application does not rely 
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for approval on published literature based on data to which the applicant does not 
have a right of reference). 

 

An efficacy supplement is a 505(b)(2) supplement if: 

(1) Approval of the change proposed in the supplemental application would require 
data beyond that needed to support our previous finding of safety and efficacy in 
the approval of the original application (or earlier supplement), and the applicant 
has not conducted all of its own studies for approval of the change, or obtained a 
right to reference studies it does not own. For example, if the change were for a 
new indication AND a higher dose, we would likely require clinical efficacy data 
and preclinical safety data to approve the higher dose. If the applicant provided 
the effectiveness data, but had to rely on a different listed drug, or a new aspect of 
a previously cited listed drug, to support the safety of the new dose, the 
supplement would be a 505(b)(2),  

(2) The applicant relies for approval of the supplement on published literature that is 
based on data that the applicant does not own or have a right to reference.  If 
published literature is cited in the supplement but is not necessary for approval, 
the inclusion of such literature will not, in itself, make the supplement a 505(b)(2) 
supplement, or 

(3) The applicant is relying upon any data they do not own or to which they do not 
have right of reference.  

 
If you have questions about whether an application is a 505(b)(1) or 505(b)(2) 
application, consult with your OND ADRA or OND IO. 
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