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EXCLUSIVITY SUMMARY  

 
NDA # 022309     SUPPL #          HFD # 580 

Trade Name   AndroGel 1.62% 
 
Generic Name   testosterone gel 
     
Applicant Name   Abbott Products, Inc.       
 
Approval Date, If Known   April 29, 2011       
 
PART I IS AN EXCLUSIVITY DETERMINATION NEEDED? 
 
1.  An exclusivity determination will be made for all original applications, and all efficacy 
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to 
one or more of the following questions about the submission. 
 

a)  Is it a 505(b)(1), 505(b)(2) or efficacy supplement? 
                                           YES  NO  
 
If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8 
 
 505(b)(2) 

 
c)  Did it require the review of clinical data other than to support a safety claim or change in 
labeling related to safety?  (If it required review only of bioavailability or bioequivalence 
data, answer "no.") 

    YES  NO  
 

If your answer is "no" because you believe the study is a bioavailability study and, therefore, 
not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your 
reasons for disagreeing with any arguments made by the applicant that the study was not 
simply a bioavailability study.     

 
N/A 

 
If it is a supplement requiring the review of clinical data but it is not an effectiveness 
supplement, describe the change or claim that is supported by the clinical data:              

           
N/A 

 
 
 
d)  Did the applicant request exclusivity? 

Reference ID: 2940006



 
 

Page 2 

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

3 years 
 

e) Has pediatric exclusivity been granted for this Active Moiety? 
   YES  NO  

 
      If the answer to the above question in YES, is this approval a result of the studies submitted in 
response to the Pediatric Written Request? 
    
      No 
 
IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO 
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.   
 
 
2.  Is this drug product or indication a DESI upgrade? 

     YES  NO  
 
IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS 
ON PAGE 8 (even if a study was required for the upgrade).   
 
 
PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES 
(Answer either #1 or #2 as appropriate) 
 
1.  Single active ingredient product. 
 
Has FDA previously approved under section 505 of the Act any drug product containing the same 
active moiety as the drug under consideration?  Answer "yes" if the active moiety (including other 
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this 
particular form of the active moiety, e.g., this particular ester or salt (including salts with hydrogen 
or coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate) 
has not been approved.  Answer "no" if the compound requires metabolic conversion (other than 
deesterification of an esterified form of the drug) to produce an already approved active moiety. 

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

 
      
NDA#       *Please see attachment after the last page of this document 
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NDA#             

NDA#             

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

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

NDA#             

NDA#             

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

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

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

   YES  NO  
 

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

 
      

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

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

  
     YES  NO  

 
     If yes, explain:                                      
 

                                                              
 

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

   
   YES  NO  

 
     If yes, explain:                                          
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(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical 

investigations submitted in the application that are essential to the approval: 
 

Study # S176.3.104 
                  

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

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

 
Investigation #1         YES  NO  

 
Investigation #2         YES  NO  

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

 
      

 
b) For each investigation identified as "essential to the approval", does the investigation 
duplicate the results of another investigation that was relied on by the agency to support the 
effectiveness of a previously approved drug product? 

 
Investigation #1      YES  NO  

   
Investigation #2      YES  NO  

 
 
 
 

If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on: 
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c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application 
or supplement that is essential to the approval (i.e., the investigations listed in #2(c), less any 
that are not "new"): 

 
Study # S176.3.104 

 
4.  To be eligible for exclusivity, a new investigation that is essential to approval must also have 
been conducted or sponsored by the applicant.  An investigation was "conducted or sponsored by" 
the applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of 
the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor 
in interest) provided substantial support for the study.  Ordinarily, substantial support will mean 
providing 50 percent or more of the cost of the study. 
 

a) For each investigation identified in response to question 3(c): if the investigation was 
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor? 

 
Investigation #1   ! 
     ! 

 IND # 50377  YES   !  NO       
      !  Explain:   
                                 

              
 

Investigation #2   ! 
! 

 IND #        YES    !  NO     
      !  Explain:  
                                      
         
                                                             

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

 
 
 
 
 
Investigation #1   ! 

! 
YES       !  NO     
Explain:    !  Explain:  
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 Investigation #2   ! 
! 

YES        !  NO     
Explain:    !  Explain:  

              
         
 

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that 
the applicant should not be credited with having "conducted or sponsored" the study?  
(Purchased studies may not be used as the basis for exclusivity.  However, if all rights to the 
drug are purchased (not just studies on the drug), the applicant may be considered to have 
sponsored or conducted the studies sponsored or conducted by its predecessor in interest.) 

 
  YES  NO  

 
If yes, explain:   
 

      
 
 
================================================================= 
                                                       
Name of person completing form:  Jeannie Roule                     
Title:  Regulatory Health Project Manager 
Date:  April 29, 2011 
 
                                                       
Name of Office/Division Director signing form:  George Benson, M.D. 
Title:  Deputy Director 
 
 
 
Form OGD-011347; Revised 05/10/2004; formatted 2/15/05 
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04/29/2011

Reference ID: 2940006



 
        

   
  

  

    

   

   
  

   

   

   

   

             

              
           

      
          

            

   

            
      

       
            

      

             

                  

              
     

          
            

      

        
       

              Reference ID: 2942043



  

          

             
           

 

  

 
 

       

             
             

                
           

              
                
    

     

    
 
  

 

                

              
Reference ID: 2942043



  
  

 

     

    

   
  
  

  

  
 

 

 

             
            

                
            

         
           

          

 
    

   

   

Reference ID: 2942043



Version March 2009  page 1 

505(b)(2) ASSESSMENT 
 
 

Application Information 
NDA # 022309 
 

NDA Supplement #: S-       
 

Efficacy Supplement Type SE-       

Proprietary Name:  AndroGel  
Established/Proper Name:  testosterone gel  
Dosage Form:  gel 
Strengths:  1.62% 
Applicant:  Abbott Products, Inc. 
 
Date of Receipt:  October 29, 2010 
 
PDUFA Goal Date: April 29, 2011 Action Goal Date (if different): 

 
Proposed Indication(s): Replacement therapy in males for conditions associated with a 
deficiency or absence of endogenous testosterone: 
 
 
 

 
GENERAL INFORMATION 

 
1) Is this application for a recombinant or biologically-derived product and/or protein or peptide 

product OR is the applicant relying on a recombinant or biologically-derived product and/or 
protein or peptide product to support approval of the proposed product?  

 
        If “YES “contact the (b)(2) review staff in the Immediate Office, Office of New Drugs. 

 
 

                                                                                                                   YES        NO 
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INFORMATION PROVIDED VIA RELIANCE  
(LISTED DRUG OR LITERATURE) 

 
2) List the information essential to the approval of the proposed drug that is provided by reliance 

on our previous finding of safety and efficacy for a listed drug or by reliance on published 
literature.  (If not clearly identified by the applicant, this information can usually be derived 
from annotated labeling.) 

  
Source of information* (e.g., 
published literature, name of 
referenced product) 

Information provided (e.g., 
pharmacokinetic data, or specific 
sections of labeling) 

Published Literature Non-Clinical labeling 

  

  

 *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) 

The applicant is relying upon the labeling from Androgel 1% that describes the potential 
toxicities of testosterone in nonclinical species and provided references that support the 
current language in Sections 8.1 and 13.1 of testosterone labels.  The testosterone in this 
drug product is equivalent to the testosterone in the submitted references, and was 
evaluated at or above the proposed human doses.   

 
 
 

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 
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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):  
 

Name of Drug NDA/ANDA # Did applicant 
specify reliance on 
the product? (Y/N) 

   

   

 
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). 
 

                                                                                                                   YES        NO 
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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 
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”). 

 
This drug provides for a change in testosterone concentration and different application sites. 

 
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 
 

 If “NO” to (a) proceed to question #11. 
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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):  
 

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 
the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, Office of 
New Drugs. 
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Pharmaceutical alternative(s):  
N020489 ANDRODERM (TESTOSTERONE FILM, EXTENDED RELEASE; 
TRANSDERMAL);  
N021015 ANDROGEL (TESTOSTERONE GEL, METERED; TRANSDERMAL);  
N021454  TESTIM (TESTOSTERONE GEL; TRANSDERMAL);  
N021543 STRIANT (TESTOSTERONE TABLET, EXTENDED RELEASE; BUCCAL), and a 
generic pellet (implantation);  
N022504 AXIRON (TESTOSTERONE SOLUTION, metered transdermal) 
N021463 FORTESTA (TESTOSTERONE GEL, metered transdermal) 
 
 

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):   
 

                                           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):  6503894   Expiry date(s): August 30, 2020 
 
  21 CFR 314.50(i)(1)(i)(A)(4):  The patent is invalid, unenforceable, or will not be 
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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 

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):        
(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): 
 

Date(s):       
 

(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 
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Version:  3/15/11 

ACTION PACKAGE CHECKLIST 
 

APPLICATION INFORMATION1 
NDA #   022309 
BLA #         

NDA Supplement #         
BLA STN #         If NDA, Efficacy Supplement Type:         

Proprietary Name:   Androgel  
Established/Proper Name:  testosterone gel 1.62% 
Dosage Form:          topical gel 

Applicant:  Abbott Products, Inc 
Agent for Applicant (if applicable):        

RPM:  Jeannie Roule Division:  Division of Reproductive and Urologic Products 

NDAs: 
NDA Application Type:    505(b)(1)     505(b)(2) 
Efficacy Supplement:        505(b)(1)     505(b)(2) 
 
(A 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). Consult page 1 of the 505(b)(2) 
Assessment or the Appendix to this Action Package 
Checklist.) 
 

505(b)(2) Original NDAs and 505(b)(2) NDA supplements: 
Listed drug(s) relied upon for approval (include NDA #(s) and drug 
name(s)):  

Androgel 1% and literature 

Provide a brief explanation of how this product is different from the listed 
drug. 

New formulation with a , reduced volume of application 
and . 

If no listed drug, explain. 
         This application relies on literature. 
         This application relies on a final OTC monograph. 
         Other (explain)         
 
Two months prior to each action, review the information in the 
505(b)(2) Assessment and submit the draft to CDER OND IO for 
clearance.  Finalize the 505(b)(2) Assessment at the time of the 
approval action.   
 
On the day of approval, check the Orange Book again for any new 
patents or pediatric exclusivity. 
 
  No changes      Updated     Date of check: April 29, 2011 
 
If pediatric exclusivity has been granted or the pediatric information in 
the labeling of the listed drug changed, determine whether pediatric 
information needs to be added to or deleted from the labeling of this 
drug.  
 
 

 Actions  

• Proposed action 
• User Fee Goal Date is April 29, 2011   AP          TA       CR     

• Previous actions (specify type and date for each action taken)                   None    CR letter issued  
                     March 12, 2010 

                                                           
1 The Application Information section is (only) a checklist.  The Contents of Action Package section (beginning on page 5) lists the 
documents to be included in the Action Package. 
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 If accelerated approval or approval based on efficacy studies in animals, were promotional 
materials received? 
Note:  Promotional materials to be used within 120 days after approval must have been 
submitted (for exceptions, see 
http://www fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guida
nces/ucm069965.pdf).  If not submitted, explain       

  Received 

 Application Characteristics 2  

 
Review priority:       Standard       Priority 
Chemical classification (new NDAs only):                
 

  Fast Track                                                                  Rx-to-OTC full switch 
  Rolling Review                                                          Rx-to-OTC partial switch 
  Orphan drug designation                                           Direct-to-OTC 

 
NDAs:  Subpart H                                                                           BLAs:  Subpart E 

      Accelerated approval (21 CFR 314.510)                                   Accelerated approval (21 CFR 601.41) 
      Restricted distribution (21 CFR 314.520)                                  Restricted distribution (21 CFR 601.42) 

              Subpart I                                                                                          Subpart H  
      Approval based on animal studies                                              Approval based on animal studies 

 
  Submitted in response to a PMR                                              REMS:    MedGuide 
  Submitted in response to a PMC                                                              Communication Plan 
  Submitted in response to a Pediatric Written Request                             ETASU 

                                                                                                                         REMS not required 
Comments:        
 

 BLAs only:  Ensure RMS-BLA Product Information Sheet for TBP and RMS-BLA Facility 
Information Sheet for TBP have been completed and forwarded to OPI/OBI/DRM (Vicky 
Carter)  

  Yes, dates       

 BLAs only:  Is the product subject to official FDA lot release per 21 CFR 610.2 
(approvals only)   Yes       No 

 Public communications (approvals only)  

• Office of Executive Programs (OEP) liaison has been notified of action   Yes     No 

• Press Office notified of action (by OEP)   Yes     No 

• Indicate what types (if any) of information dissemination are anticipated  

  None 
  HHS Press Release 
  FDA Talk Paper 
  CDER Q&As 
  Other       

                                                           
2 Answer all questions in all sections in relation to the pending application, i.e., if the pending application is an NDA or BLA 
supplement, then the questions should be answered in relation to that supplement, not in relation to the original NDA or BLA.  For 
example, if the application is a pending BLA supplement, then a new RMS-BLA Product Information Sheet for TBP must be 
completed. 
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 Exclusivity  

• Is approval of this application blocked by any type of exclusivity?   No             Yes 

• NDAs and BLAs:  Is there existing orphan drug exclusivity for the “same” 
drug or biologic for the proposed indication(s)?  Refer to 21 CFR 
316.3(b)(13) for the definition of “same drug” for an orphan drug (i.e., 
active moiety).  This definition is NOT the same as that used for NDA 
chemical classification. 

  No             Yes 
If, yes, NDA/BLA #       and 
date exclusivity expires:        

• (b)(2) NDAs only:  Is there remaining 5-year exclusivity that would bar 
effective approval of a 505(b)(2) application)?  (Note that, even if exclusivity 
remains, the application may be tentatively approved if it is otherwise ready 
for approval.)  

  No             Yes 
If yes, NDA #       and date 
exclusivity expires:        

• (b)(2) NDAs only:  Is there remaining 3-year exclusivity that would bar 
effective approval of a 505(b)(2) application?  (Note that, even if exclusivity 
remains, the application may be tentatively approved if it is otherwise ready 
for approval.) 

  No             Yes 
If yes, NDA #       and date 
exclusivity expires:        

• (b)(2) NDAs only:  Is there remaining 6-month pediatric exclusivity that 
would bar effective approval of a 505(b)(2) application?  (Note that, even if 
exclusivity remains, the application may be tentatively approved if it is 
otherwise ready for approval.)  

  No             Yes 
If yes, NDA #       and date 
exclusivity expires:        

• NDAs only:  Is this a single enantiomer that falls under the 10-year approval 
limitation of 505(u)?  (Note that, even if the 10-year approval limitation 
period has not expired, the application may be tentatively approved if it is 
otherwise ready for approval.)  

  No             Yes 
If yes, NDA #       and date 10-
year limitation expires:        

 Patent Information (NDAs only)  

• Patent Information:  
Verify that form FDA-3542a was submitted for patents that claim the drug for 
which approval is sought.   If the drug is an old antibiotic, skip the Patent 
Certification questions. 

  Verified 
  Not applicable because drug is 

an old antibiotic.  

• Patent Certification [505(b)(2) applications]:  
Verify that a certification was submitted for each patent for the listed drug(s) in 
the Orange Book and identify the type of certification submitted for each patent. 

21 CFR 314.50(i)(1)(i)(A) 
  Verified 

 
21 CFR 314.50(i)(1) 

  (ii)       (iii) 
• [505(b)(2) applications] If the application includes a paragraph III certification, 

it cannot be approved until the date that the patent to which the certification 
pertains expires (but may be tentatively approved if it is otherwise ready for 
approval). 

  No paragraph III certification 
Date patent will expire        

 
• [505(b)(2) applications]  For each paragraph IV certification, verify that the 

applicant notified the NDA holder and patent owner(s) of its certification that the 
patent(s) is invalid, unenforceable, or will not be infringed (review 
documentation of notification by applicant and documentation of receipt of 
notice by patent owner and NDA holder).  (If the application does not include 
any paragraph IV certifications, mark “N/A” and skip to the next section below 
(Summary Reviews)). 

 
 
 
 

 
 

  N/A (no paragraph IV certification) 
  Verified   
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• [505(b)(2) applications]  For each paragraph IV certification, based on the 

questions below, determine whether a 30-month stay of approval is in effect due 
to patent infringement litigation.   

 
Answer the following questions for each paragraph IV certification: 

 
(1) Have 45 days passed since the patent owner’s receipt of the applicant’s 

notice of certification? 
 

(Note:  The date that the patent owner received the applicant’s notice of 
certification can be determined by checking the application.  The applicant 
is required to amend its 505(b)(2) application to include documentation of 
this date (e.g., copy of return receipt or letter from recipient 
acknowledging its receipt of the notice) (see 21 CFR 314.52(e))). 

 
 If “Yes,” skip to question (4) below.  If “No,” continue with question (2). 

 
(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee) 

submitted a written waiver of its right to file a legal action for patent 
infringement after receiving the applicant’s notice of certification, as 
provided for by 21 CFR 314.107(f)(3)? 

 
If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip the rest of the patent questions.   
 
If “No,” continue with question (3). 
 

(3) Has the patent owner, its representative, or the exclusive patent licensee 
filed a lawsuit for patent infringement against the applicant?  

 
(Note:  This can be determined by confirming whether the Division has 
received a written notice from the (b)(2) applicant (or the patent owner or 
its representative) stating that a legal action was filed within 45 days of 
receipt of its notice of certification.  The applicant is required to notify the 
Division in writing whenever an action has been filed within this 45-day 
period (see 21 CFR 314.107(f)(2))). 

  
If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee) 
has until the expiration of the 45-day period described in question (1) to waive 
its right to bring a patent infringement action or to bring such an action.  After 
the 45-day period expires, continue with question (4) below.    

 
(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee) 

submit a written waiver of its right to file a legal action for patent 
infringement within the 45-day period described in question (1), as 
provided for by 21 CFR 314.107(f)(3)? 

 
If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip to the next section below (Summary Reviews).   
 
If “No,” continue with question (5). 

 
 
 

 
 
 
 
 
 
 

  Yes          No         
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
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(5) Did the patent owner, its representative, or the exclusive patent licensee 

bring suit against the (b)(2) applicant for patent infringement within 45 
days of the patent owner’s receipt of the applicant’s notice of 
certification?   

 
(Note:  This can be determined by confirming whether the Division has 
received a written notice from the (b)(2) applicant (or the patent owner or 
its representative) stating that a legal action was filed within 45 days of 
receipt of its notice of certification.  The applicant is required to notify the 
Division in writing whenever an action has been filed within this 45-day 
period (see 21 CFR 314.107(f)(2)).  If no written notice appears in the 
NDA file, confirm with the applicant whether a lawsuit was commenced 
within the 45-day period).  

 
If “No,” there is no stay of approval based on this certification. Analyze the 
next paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip to the next section below (Summary 
Reviews). 
  
If “Yes,” a stay of approval may be in effect.  To determine if a 30-month stay 
is in effect, consult with the OND ADRA and attach a summary of the 
response. 

 

 
  Yes          No 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

CONTENTS OF ACTION PACKAGE 
 Copy of this Action Package Checklist3 April 29, 2011 

Officer/Employee List 
 List of officers/employees who participated in the decision to approve this application and 

consented to be identified on this list (approvals only)   Included 

Documentation of consent/non-consent by officers/employees    Included 

Action Letters 

 Copies of all action letters (including approval letter with final labeling) 
Action(s) and date(s)  
CR: March 12, 2010 
AP: April 29, 2011 

Labeling 

 Package Insert (write submission/communication date at upper right of first page of PI)  

• Most recent draft labeling.  If it is division-proposed labeling, it should be in 
track-changes format.  April 29, 2011  

• Original applicant-proposed labeling February 24, 2011 

• Example of class labeling, if applicable N/A 

                                                           
3 Fill in blanks with dates of reviews, letters, etc. 
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 Medication Guide/Patient Package Insert/Instructions for Use/Device Labeling (write 
submission/communication date at upper right of first page of each piece) 

  Medication Guide 
  Patient Package Insert 
  Instructions for Use 
  Device Labeling 
  None 

• Most-recent draft labeling.  If it is division-proposed labeling, it should be in 
track-changes format. April 29, 2011 

• Original applicant-proposed labeling February 24, 2011 

• Example of class labeling, if applicable N/A 

 Labels (full color carton and immediate-container labels) (write 
submission/communication date on upper right of first page of each submission)  

• Most-recent draft labeling  April 22, 2011 

 Proprietary Name  
• Acceptability/non-acceptability letter(s) (indicate date(s)) 
• Review(s) (indicate date(s)) 

 
N/A 
      

 Labeling reviews (indicate dates of reviews and meetings) 

  RPM  None 
  DMEPA  3/12/2010 and 

3/2/11 and 4/27/11 
  DRISK 11/10/09 and 4/11/11 
  DDMAC  10/6/09 and  

4/14/11 
  CSS  8/19/09 and 4/04/11 
  Other reviews  SEALD 

4/26/11 and 4/28/11  

Administrative / Regulatory Documents 

 Administrative Reviews (e.g., RPM Filing Review4/Memo of Filing Meeting) (indicate 
date of each review) 

 All NDA (b)(2) Actions:  Date each action cleared by (b)(2) Clearance Cmte  
 NDA (b)(2) Approvals Only:  505(b)(2) Assessment (indicate date) 

Filing review: 3/10/10 (from last 
cycle) 
 

  Not a (b)(2)     3/29/11 
  Not a (b)(2)     4/29/11 

 NDAs only:  Exclusivity Summary (signed by Division Director)   Included   

 Application Integrity Policy (AIP) Status and Related Documents  
http://www fda.gov/ICECI/EnforcementActions/ApplicationIntegrityPolicy/default.htm   

 
 

• Applicant is on the AIP   Yes       No 

• This application is on the AIP 

o If yes, Center Director’s Exception for Review memo  (indicate date) 

o If yes, OC clearance for approval (indicate date of clearance 
communication) 

  Yes       No 

      

               Not an AP action 

 Pediatrics (approvals only) 
• Date reviewed by PeRC   N/A 

If PeRC review not necessary, explain:  PREAA does not apply to this product 
• Pediatric Page/Record (approvals only, must be reviewed by PERC before 

finalized) 

 
 
 

  Included 

                                                           
4 Filing reviews for scientific disciplines should be filed behind the respective discipline tab. 
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 Debarment certification (original applications only): verified that qualifying language was 
not used in certification and that certifications from foreign applicants are cosigned by 
U.S. agent (include certification) 

  Verified, statement is 
acceptable 

 Outgoing communications (letters (except action letters), emails, faxes, telecons) 

2/20/09, 4/22/09, 8/28/09 (2), 
12/10/09, 3/23/10, 5/03/10, 
6/18/10, 7/12/10, 9/22/10, 
11/10/10, 12/16/10 

 Internal memoranda, telecons, etc. None 

 Minutes of Meetings  

• Regulatory Briefing (indicate date of mtg)   No mtg          

• If not the first review cycle, any end-of-review meeting (indicate date of mtg)   N/A or no mtg          

• Pre-NDA/BLA meeting (indicate date of mtg)   No mtg    01/22/08 

• EOP2 meeting (indicate date of mtg)   No mtg    10/18/06            

• Other milestone meetings (e.g., EOP2a, CMC pilots) (indicate dates of mtgs) 
Tcon with Sponsor: 9/25/09 and 
10/01/09 and  12/02/09 
Post-Action Meeting: 4/29/10 

 Advisory Committee Meeting(s)   No AC meeting 

• Date(s) of Meeting(s)       

• 48-hour alert or minutes, if available (do not include transcript)        

Decisional and Summary Memos 

 Office Director Decisional Memo (indicate date for each review)   None          

Division Director Summary Review (indicate date for each review)   None    3/11/10 and 4/29/11  

Cross-Discipline Team Leader Review (indicate date for each review)   None    3/09/10 and 4/28/11  

PMR/PMC Development Templates (indicate total number)    None    One PMR 

Clinical Information5 
 Clinical Reviews  

• Clinical Team Leader Review(s) (indicate date for each review)       

• Clinical review(s) (indicate date for each review) 11/02/09, 3/08/10, 12/07/10, 
4/20/11 and 4/28/11  

• Social scientist review(s) (if OTC drug) (indicate date for each review)   None          
 Financial Disclosure reviews(s) or location/date if addressed in another review 

                                                           OR 
        If no financial disclosure information was required, check here  and include a             
        review/memo explaining why not (indicate date of review/memo) 

See Clinical review dated April 20, 
2011, pages 17-18 
 
      

 Clinical reviews from immunology and other clinical areas/divisions/Centers (indicate 
date of each review)   None          

 Controlled Substance Staff review(s) and Scheduling Recommendation (indicate date of 
each review) 

  Not applicable    8/19/09 and 
4/04/11 

                                                           
5 Filing reviews should be filed with the discipline reviews. 
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 Risk Management 
• REMS Documents and Supporting Statement (indicate date(s) of submission(s)) 
• REMS Memo(s) and letter(s) (indicate date(s)) 
• Risk management review(s) and recommendations (including those by OSE and 

CSS) (indicate date of each review and indicate location/date if incorporated 
into another review) 

 
10/18/2010 
4/13/11 and 3/09/10 

  None 
4/11/11 
 

 DSI Clinical Inspection Review Summary(ies) (include copies of DSI letters to 
investigators)   None requested           

Clinical Microbiology                  None 

 Clinical Microbiology Team Leader Review(s) (indicate date for each review)   None          

Clinical Microbiology Review(s) (indicate date for each review)   None           

Biostatistics                                   None 

 Statistical Division Director  Review(s) (indicate date for each review)   None          

Statistical Team Leader Review(s) (indicate date for each review)   None    11/04/09 and 04/26/11 

Statistical Review(s) (indicate date for each review)   None          

Clinical Pharmacology                 None 

 Clinical Pharmacology Division Director Review(s) (indicate date for each review)   None          

Clinical Pharmacology Team Leader Review(s) (indicate date for each review)   None          

Clinical Pharmacology review(s) (indicate date for each review)   None    4/08/09, 04/25/11 and 
4/28/11 

 DSI Clinical Pharmacology Inspection Review Summary (include copies of DSI letters)   None    11/09/09 

Nonclinical                                     None 
 Pharmacology/Toxicology Discipline Reviews  

• ADP/T Review(s) (indicate date for each review)   None          

• Supervisory Review(s) (indicate date for each review)   None          
• Pharm/tox review(s), including referenced IND reviews (indicate date for each 

review) 
  None    3/31/09, 8/06/09, 

2/01/11 and 4/28/11 
 Review(s) by other disciplines/divisions/Centers requested by P/T reviewer (indicate date 

for each review)   None          

 Statistical review(s) of carcinogenicity studies (indicate date for each review)   No carc          

 ECAC/CAC report/memo of meeting   None          
Included in P/T review, page      

 DSI Nonclinical Inspection Review Summary (include copies of DSI letters)   None requested          
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Product Quality                             None 
 Product Quality Discipline Reviews  

• ONDQA/OBP Division Director Review(s) (indicate date for each review)   None          

• Branch Chief/Team Leader Review(s) (indicate date for each review)   None          

• Product quality review(s) including ONDQA biopharmaceutics reviews (indicate 
date for each review) 

  None    4/09/09, 10/21/09, 
1/04/10, 4/20/11 and 4/27/11  

 Microbiology Reviews 
   NDAs:  Microbiology reviews (sterility & pyrogenicity) (OPS/NDMS) (indicate 

        date of each review) 
   BLAs:  Sterility assurance, microbiology, facilities reviews 

        (DMPQ/MAPCB/BMT) (indicate date of each review) 

  Not needed 
10/29/09 and 11/18/10 
 
      
 

 Reviews by other disciplines/divisions/Centers requested by CMC/quality reviewer 
(indicate date of each review)   None          

 Environmental Assessment (check one) (original and supplemental applications)   

  Categorical Exclusion (indicate review date)(all original applications  and     
       all efficacy supplements that could increase the patient population) 10/21/09 

  Review & FONSI (indicate date of  review)       

  Review & Environmental Impact Statement (indicate date of each review)       

 Facilities Review/Inspection  

  NDAs:  Facilities inspections (include EER printout) (date completed must be 
       within 2 years of action date) (only original NDAs and supplements that include 

a new facility or a change that affects the manufacturing sites6) 

Date completed:  12/09/09 
  Acceptable 
  Withhold recommendation 
  Not applicable 

  BLAs:  TB-EER (date of most recent TB-EER must be within 30 days of action 
       date) (original and supplemental BLAs) 

Date completed:        
  Acceptable   
  Withhold recommendation 

 NDAs:  Methods Validation (check box only, do not include documents) 

  Completed  
  Requested 
  Not yet requested 
  Not needed (per review) 

 

                                                           
6 I.e., a new facility or a change in the facility, or a change in the manufacturing process in a way that impacts the Quality 
Management Systems of the facility. 
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Appendix to Action Package Checklist 
 
An NDA or NDA supplemental application is likely to be a 505(b)(2) application if: 

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

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

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

  
Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose combination drug 
products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC monograph deviations(see 21 CFR 
330.11); new dosage forms; new indications; and, new salts.  
 
An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was a (b)(1) or a (b)(2). 
   
An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the information needed to support the 
approval of the change proposed in the supplement.  For example, if the supplemental application is for a new indication, 
the supplement is a 505(b)(1) if: 

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

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

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

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

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

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

(3) Or the applicant is relying upon any data they do not own or to which they do not have right of reference.  
 
If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult with your ODE’s 
ADRA. 
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MEMORANDUM  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
     PUBLIC HEALTH SERVICE 
     FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 
DATE:  April 13, 2011 
 
TO:  NDA 22309, Androgel 1.62% with Abbott Products, Inc 
 
THROUGH:  Jeannie Roule 
 
SUBJECT:  REMS Memorandum written on March 9, 2010 
 
On March 9, 2010, a REMS memorandum was entered into DARRTS and signed by George 
Benson. This application then received a Complete Response letter on March 12, 2010. 
The Application was resubmitted on October 29, 2010. 
 
During the initial review cycle, the application was owned by Unimed Pharmaceuticals, LLC. 
The resubmission noted a change of ownership and the application was transferred to Abbott 
Products, Inc. All of the necessary paper work was submitted for that change to be 
acknowledged. 
 
The REMS memorandum written on March 9, 2010, is sufficient for the review cycle with a 
PDUFA date of April 29, 2011. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
NDA 022309 INFORMATION REQUEST 

 
 

Abbott Products, Inc. 
Attention: Gregg Pratt, Ph.D. 
Director, Global Regulatory Affairs Liaison 
901 Sawyer Road 
Marietta, GA 30062 
 
 
Dear Dr. Pratt: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for AndroGel®(testosterone gel)1.62 %.  
 
We are reviewing the clinical section of your submission and have the following comments and 
information requests.  We request a prompt written response in order to continue our evaluation 
of your NDA. 
 

1. Table 1 in the proposed draft labeling indicates that the primary method of administration 
 
 

  
 

 
 

 
 
2. Seven subjects in the relative bioavailability study S176.1.010 (all in the rotating 

regimen) exhibited at least one testosterone level greater than 2500 ng/dL. This is a 
review issue. 

 
3. There may be a few more patients in the arms/shoulders transfer study S176.1011 

compared to the 4-site transfer study S176.1.009 in whom the T concentrations increased 
very modestly from baseline despite a T-shirt. This is a review issue. Please provide a 
comparative analysis of data from these two transfer studies, including your impression 
of whether the 4-site T-shirt method is more preventative of secondary exposure 
compared to the arms/shoulders T-shirt method. 

 
4. Based on the efficacy results from study S176.3.104,  

 has been requested. This is a review issue. 

Reference ID: 2878996

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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5. The complete study report for study S176.3.104 does not highlight changes made to the 
previous report. If not already provided, please submit a version that highlights the 
changes from the previous report. 

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

Sincerely, 
 
{See appended electronic signature page} 
 
Jennifer Mercier 
Chief, Project Management Staff 
Division of Reproductive and Urologic Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
 

Reference ID: 2878996
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADM NISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Division/Office):  
Mail: OSE-DRISK and DMEPA 

 
FROM: Jeannie Roule, Project Manager, Division of 
Reproductive and Urologic Products (DRUP) 
301-796-3993 

 
DATE 
11/16/10 

 
IND NO. 
 

 
NDA NO. 
022309 

 
TYPE OF DOCUMENT 
NDA 

 
DATE OF DOCUMENT 
10/29/10 (in edr) 

 
NAME OF DRUG 
AndroGel 1.62% 
Topical Gel 

 
PRIORITY CONSIDERATION 
Priority (6 month clock) 

 
CLASSIFICATION OF DRUG 
Androgen 

 
DESIRED COMPLETION DATE 
03/29/11 

NAME OF FIRM: Abbott Products 
 

REASON FOR REQUEST 
 

I. GENERAL 
 

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

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

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

 
II. BIOMETRICS 

 
STATISTICAL EVALUATION BRANCH 

 
STATISTICAL APPLICATION BRANCH 

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

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE IV STUDIES 

 
  DEFICIENCY LETTER RESPONSE 
  PROTOCOL-BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

 
IV. DRUG EXPERIENCE 

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

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

 
V. SCIENTIFIC INVESTIGATIONS 

 
   CLINICAL 

 
   PRECLINICAL 

 
COMMENTS/SPECIAL INSTRUCTIONS: Please review the Label, REMS, Medguide and any other pertinent documents. 
This is an electronic submission. You can view the labeling by going to 
http://edr.fda.gov, entering the NDA 22-309 and launching global submit. 
 
 
 
 
 
 
  
 
 
 
 
 
  Reference ID  2864731



 

 

SIGNATURE OF REQUESTER 
 

METHOD OF DELIVERY (Check one) 
  MAIL     HAND 

 
SIGNATURE OF RECEIVER 
 

 
SIGNATURE OF DELIVERER 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADM NISTRATION 

 
REQUEST FOR DDMAC LABELING REVIEW CONSULTATION 

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

 

 
FROM: (Name/Title, Office/Division/Phone number of requestor)  
Jeannie Roule, Project Manager, Division of 
Reproductive and Urologic 
Drug Products, HFD-580 301-796-3993     

 
REQUEST DATE 
11/16/10 

 
IND NO. 
 

 
NDA/BLA NO. 
022309 

 
TYPE OF DOCUMENTS 
(PLEASE CHECK OFF BELOW) 
EDR 
 

 
NAME OF DRUG 
 
AndgroGel 1.62% 
Testosterone gel 

 
PRIORITY CONSIDERATION 
Priority (6 month clock) 

 
CLASSIFICATION OF DRUG 
Androgen 

 
DESIRED COMPLETION DATE  
(Generally 1 week before the wrap-up meeting) 
03/09/11 
 
 

NAME OF FIRM: 
Abbot Products 

 
 

PDUFA Date: April 29, 2011 

TYPE OF LABEL TO REVIEW 
 

 
TYPE OF LABELING: 
(Check all that apply) 

 PACKAGE INSERT (PI)  
 PATIENT PACKAGE INSERT (PPI) 
CARTON/CONTAINER LABELING 
MEDICATION GUIDE 
 INSTRUCTIONS FOR USE(IFU) 

 

 
TYPE OF APPLICATION/SUBMISSION 

  ORIGINAL NDA/BLA 
  IND 
  EFFICACY SUPPLEMENT 
  SAFETY SUPPLEMENT 
  LABELING SUPPLEMENT 
  PLR CONVERSION 

 

 
REASON FOR LABELING CONSULT 

INITIAL PROPOSED LABELING 
  LABELING REVISION 

 
 

EDR link to submission:   
his is an electronic submission. You can view the labeling by going to 
http://edr.fda.gov, entering the NDA 22-309 and either launching global submit or viewing the labeling directly in 
EDR.  
Once you have received a substantially completed label please review the PI 
 
Please Note:  There is no need to send labeling at this time.  DDMAC reviews substantially complete labeling, which has already 
been marked up by the CDER Review Team.  The DDMAC reviewer will contact you at a later date to obtain the substantially 
complete labeling for review. 
 
COMMENTS/SPECIAL INSTRUCTIONS: 
Mid-Cycle Meeting: [Insert Date] January 20, 2011 
Labeling Meetings: [Insert Dates] March 14 and 17, 2011 
Wrap-Up Meeting: [Insert Date] March 16, 2011 
 

 
SIGNATURE OF REQUESTER Jeannie Roule 

Reference ID: 2864734



 
 
SIGNATURE OF RECEIVER 
 

 
METHOD OF DELIVERY (Check one) 

  eMAIL     HAND 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Office/Division):  Controlled Substance Staff 
Corinne Moody 
 

 
FROM (Name, Office/Division, and Phone Number of Requestor):   
Jeannie Roule, Regulatory Project Manager 
Division of Reproductive and Urologic Products 
(301) 796-3993 
 

 
DATE 

11/16/10 

 
IND NO. 

                   
   

 
NDA NO.  
22-309 

 
TYPE OF DOCUMENT 
Electronic 

 
DATE OF DOCUMENT 
10/29/10 in edr 

 
NAME OF DRUG 

AndroGel 1.62% 

 
PRIORITY CONSIDERATION 

Priority 
 PDUFA is 4/29/11 

 
CLASSIFICATION OF DRUG 

Androgen 

 
DESIRED COMPLETION DATE 

2/10/11 

NAME OF FIRM:  Abbott Products 
 

REASON FOR REQUEST 
 

I. GENERAL 
 

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

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

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

 
II. BIOMETRICS 

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

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE 4 STUDIES 

 
  DEFICIENCY LETTER RESPONSE 
  PROTOCOL - BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

 
IV. DRUG SAFETY 

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

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

 
V. SCIENTIFIC INVESTIGATIONS 

 
  CLINICAL 

 
   NONCLINICAL 

 
COMMENTS / SPECIAL INSTRUCTIONS:  All of the documents for this NDA are available via edr. AndroGel 1.0% was 
approved in 2000. This NDA is for AndroGel 1.62% which is considered a Class III controlled substance. 
Your input and comments are greatly appreciated 
 
 
 
 
SIGNATURE OF REQUESTOR 

Jeannie Roule 

 
METHOD OF DELIVERY (Check one) 

  DFS                  EMAIL                  MAIL                  HAND 

 
PRINTED NAME AND SIGNATURE OF RECEIVER 
 

 
PRINTED NAME AND SIGNATURE OF DELIVERER 
 

 Reference ID: 2864738
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADM NISTRATION 

 
REQUEST FOR DDMAC LABELING REVIEW CONSULTATION 

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

 

 
FROM: (Name/Title, Office/Division/Phone number of requestor)  
Jeannie Roule, Project Manager, Division of 
Reproductive and Urologic 
Drug Products, HFD-580 301-796-3993     

 
REQUEST DATE 
11/16/10 

 
IND NO. 
 

 
NDA/BLA NO. 
022309 

 
TYPE OF DOCUMENTS 
(PLEASE CHECK OFF BELOW) 
EDR 
 

 
NAME OF DRUG 
 
AndgroGel 1.62% 
Testosterone gel 

 
PRIORITY CONSIDERATION 
Priority (6 month clock) 

 
CLASSIFICATION OF DRUG 
Androgen 

 
DESIRED COMPLETION DATE  
(Generally 1 week before the wrap-up meeting) 
03/09/11 
 
 

NAME OF FIRM: 
Abbot Products 

 
 

PDUFA Date: April 29, 2011 

TYPE OF LABEL TO REVIEW 
 

 
TYPE OF LABELING: 
(Check all that apply) 

 PACKAGE INSERT (PI)  
 PATIENT PACKAGE INSERT (PPI) 
CARTON/CONTAINER LABELING 
MEDICATION GUIDE 
 INSTRUCTIONS FOR USE(IFU) 

 

 
TYPE OF APPLICATION/SUBMISSION 

  ORIGINAL NDA/BLA 
  IND 
  EFFICACY SUPPLEMENT 
  SAFETY SUPPLEMENT 
  LABELING SUPPLEMENT 
  PLR CONVERSION 

 

 
REASON FOR LABELING CONSULT 

INITIAL PROPOSED LABELING 
  LABELING REVISION 

 
 

EDR link to submission:   
his is an electronic submission. You can view the labeling by going to 
http://edr.fda.gov, entering the NDA 22-309 and either launching global submit or viewing the labeling directly in 
EDR.  
Once you have received a substantially completed label please review the PI 
 
Please Note:  There is no need to send labeling at this time.  DDMAC reviews substantially complete labeling, which has already 
been marked up by the CDER Review Team.  The DDMAC reviewer will contact you at a later date to obtain the substantially 
complete labeling for review. 
 
COMMENTS/SPECIAL INSTRUCTIONS: 
Mid-Cycle Meeting: [Insert Date] January 20, 2011 
Labeling Meetings: [Insert Dates] March 14 and 17, 2011 
Wrap-Up Meeting: [Insert Date] March 16, 2011 
 

 
SIGNATURE OF REQUESTER Jeannie Roule 

Reference ID: 2864740



 
 
SIGNATURE OF RECEIVER 
 

 
METHOD OF DELIVERY (Check one) 

  eMAIL     HAND 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 022309 ACKNOWLEDGE – 

 CLASS 2 RESPONSE 
 
Abbott Products, Inc. 
Attention: Gregg Pratt, Ph.D. 
Director, Global Regulatory Affairs Liaison 
901 Sawyer Road 
Marietta, GA 30062 
 
 
Dear Dr. Pratt: 
 
We acknowledge receipt on October 29, 2010, of your October 25, 2010, resubmission of your 
new drug application submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and 
Cosmetic Act for AndroGel®(testosterone gel)1.62 %. 
 
We consider this a complete, class 2 response to our March 12, 2010, action letter.  Therefore, 
the user fee goal date is April 29, 2011. 
 
If you have any questions, call me at (301) 796-3993. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Jeannie Roule 
Regulatory Health Project Manager 
Division of Reproductive and Urologic 
Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 021015 
NDA 022309 ACKNOWLEDGE TRANSFER NDA OWNERSHIP 
 
 
Abbott Products, Inc. 
Attention: Gregg Pratt, Ph.D. 
Director, Global Regulatory Affairs Liaison 
901 Sawyer Road 
Marietta, GA 30062 
 
 
Dear Dr. Pratt: 
 
We acknowledge receipt of your correspondences notifying the Food and Drug Administration 
of the change of ownership of the following new drug applications (NDA): 
 
NDA Number Drug Name Letter Date Receipt Date 
021015 AndroGel®  

(testosterone gel) 1% 
August 16, 2010 August 17, 2010 

022309 AndroGel® 
(testosterone gel)1.62 % 

August 16, 2010 August 16, 2010 

 
Name of New Applicant: Abbott Products, Inc 
 
Name of Previous Applicant: Unimed Pharmaceuticals, LLC (formally Unimed 

Pharmacueticals, Inc.) and Solvay Pharmaceuticals, Inc. 
 
Your correspondences provided the information necessary to effect this change, and we have 
revised our records to indicate Abbott Products, Inc. as the applicant of record for these 
applications. 
 
All changes in the NDA(s) from those described by the original owner, such as manufacturing 
facilities and controls, must be reported to us prior to implementation except that changes in the 
drug product’s label or labeling to change the product’s brand or the name of its manufacturer, 
packer, or distributor may be reported in the next annual report.  Refer to the Guidance for 
Industry: Changes to an Approved NDA or ANDA for information on reporting requirements.  
We request that you notify your suppliers and contractors who have DMFs referenced by your 
applications of the change in ownership so that they can submit a new letter of authorization 
(LOA) to their Drug Master File(s). 
 



NDA 021015 
NDA 022309 
Page 2 
 
 
We remind you that you must comply with the requirements for an approved NDA set forth 
under 21 CFR 314.80 and 314.81.  In addition, you are responsible for any correspondence 
outstanding as of the effective date of the transfer. 
 
Please cite the NDA numbers listed above at the top of the first page of all submissions to these 
applications.  Send all submissions, electronic or paper, including those sent by overnight mail or 
courier, to the following address: 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of reproductive and Urologic Products 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 

 
If you have any questions, call me at (301) 796-3993. 
 

Sincerely, 
 

{See appended electronic signature page} 
 
Jeannie Roule 
Regulatory Health Project Manager  
Division of Reproductive and Urologic Products  
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 

  
 

cc: Unimed Pharmaceuticals, LLC 
901 Sawyer Road 
Marietta, GA 30062 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 022309 GENERAL ADVICE 
 
 
Abbott Products, Inc. 
Attention: Gregg A. Pratt, Ph.D. 
Director, Global Regulatory Affairs 
901 Sawyer Road 
Marietta, GA 30062 
 
 
Dear Dr. Pratt: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for AndroGel®  (testosterone gel) 1.62%. 
 
We also refer to your May 27, 2010, submission, containing (1) your proposed approach to 
approval for AndroGel 1.62%, and (2) a rationale for the success criteria and sample size in the 
ongoing S176.1.010 comparative bioavailability study. 
 
We further refer to the General Advice Letter that you received from the Division on June 18, 
2010, and your follow-up questions that we received from you on June 21, 2010. 
 
We have completed our review of your questions and have the following responses: 
 

1. Is the indication that the S176.1.011 transfer study could be the primary pathway 
for approval based on a high-level evaluation of the headline results of this study 
that we provided?  

 
We indicated that the S176.1.011 transfer study could serve as the primary pathway to 
approval based upon the proposition that a method of application exists (arms/shoulders 
only) which fulfills the efficacy requirement and also might allow for use of a t-shirt 
barrier to prevent transfer.  Our comment was not based on a review of the headline 
results.  

 
2. Does the Agency agree that the study data demonstrate prevention of transfer?   
 

No.  Whether the study data demonstrate prevention of transfer is a review issue. 
 

3. The Agency indicates that they do not agree with the proposed success criteria for 
the S176.1.010 BA study. However, we cannot tell from the response what might be 
objectionable. Is it the proposed % difference and/or statistical power that the 
Agency objects to, or is it that we have placed a greater emphasis on Cavg over 
Cmax?   



NDA 022309 
Page 2 
 
 

 
Rather than agreeing to any “success criteria”, we prefer to review the entirety of the data 
from S176.1.010 upon submission of the study report in the Complete Response (CR).  
The focus of our review will be the ratio of the geometric mean AUC and Cmax for the 
two treatment regimens, and the 90% confidence intervals for that ratio.  Our major 
concern regarding your specific success criteria is that the proposed % difference allows 
for a substantive difference between the two treatment regimens for mean exposure 
(AUC and Cmax), which could result in very high, potentially unsafe, upper confidence 
limits.  
 

4. Further relating to Response 2, in the event that the Agency agrees that the 
S176.1.011 study demonstrates prevention of transfer, does the S176.1.010 BA study 
become more of a safety study (as is suggested in the last part of Response 2)? If so, 
does it need to be part of the CR, or could it be submitted post-approval?   

 
Whether the Agency agrees that S176.1.011 demonstrates potential for transfer is a 
review issue.  We consider it a reasonable approach for you to provide the report for 
study S176.1.011 in the CR as the primary pathway for approval, and the report for study 
S176.1.010 in the CR as a pathway forward in the event that S176.1.011, after our 
review, is believed to demonstrate transfer. 

 
If you decide to respond to the CR using S176.1.011 as the only pathway forward, then 
you must still submit safety results from S176.1.010 as part of the CR.  The safety results 
from S176.1.010 should include adverse events, skin irritation results (if any), and all 
serum testosterone levels above the upper limit of normal. 

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

Sincerely, 
 
{See appended electronic signature page} 
 
George S. Benson, M.D.  
Deputy Director 
Division of Reproductive and Urologic Products 
Office of New Drug Evaluation III 
Center for Drug Evaluation and Research 
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NDA 022309 INFORMATION REQUEST 

 
 

Abbott Products, Inc. 
Attention: Gregg A. Pratt, Ph.D. 
Director, Global Regulatory Affairs 
901 Sawyer Road 
Marietta, GA 30062 
 
 
Dear Dr. Pratt: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for AndroGel®  (testosterone gel) 1.62%. 
 
We also refer to your May 27, 2010, submission, containing (1) your proposed approach to 
approval for AndroGel 1.62%, and (2) a rationale for the success criteria and sample size in the 
ongoing S176.1.010 comparative bioavailability study.   
 
We have completed our review of your submission and have the following comments: 
   

1. You conclude that the S176.1.011 transfer study could constitute a complete response 
(CR) to the March 12, 2010, NDA action.  We agree.  Nonetheless, you are currently 
conducting the S176.1.010 comparative bioavailability study, and plan to submit it as 
part of the CR.  It appears that your submission strategy is to provide the S176.1.011 
transfer study as the primary pathway to approval, and the S176.1.010 comparative 
bioavailability study as a pathway forward in the event that the S176.1.011 study, 
after our review, is believed to demonstrate transfer.  If this is your submission 
strategy, we consider it to be a reasonable approach.      

  
2. The protocol for the S176.1.010 comparative bioavailability study is considered 

reasonable.  However, we do not concur with the proposed success criteria. Upon 
submission of the results from this study, the comparative bioavailability of the two 
methods of drug application will be reviewed with emphasis on those patients 
showing excessively high T concentrations.  
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If you have any questions, call Jeannie Roule, Regulatory Health Project Manager at  
(301-796-3993). 
 

Sincerely, 
 
{See appended electronic signature page} 
 
George S. Benson, M.D.  
Deputy Director 
Division of Reproductive and Urologic Products 
Office of New Drug Evaluation III 
Center for Drug Evaluation and Research 
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NDA 022309 MEETING MINUTES 
 
 
Abbott Products, Inc. 
Attention: Kathryn Penhale-Unz 
Director, Regulatory Affairs 
901 Sawyer Road 
Marietta, GA 30062 
 
 
Dear Ms. Penhale-Unz: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for AndroGel®  (testosterone gel) 1.62%. 
 
We also refer to the teleconference between representatives of your firm and the FDA on April 
29, 2010.  The purpose of the meeting was to discuss the information that was conveyed to you 
in the Complete Response letter that you received from the Division on March 12, 2010, and to 
discuss your path forward. 
 
A copy of the official minutes of the teleconference is attached for your information.  Please 
notify us of any significant differences in understanding regarding the meeting outcomes. 
 
If you have any questions, call Jeannie Roule, Regulatory Health Project Manager at  
(301-796-3993). 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Mark Hirsch, M.D. 
Medical Team Leader 
Division of Reproduction and Urologic Products  
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
 

 
 
Enclosure 
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MEMORANDUM OF MEETING MINUTES 

 
Meeting Type: Type A 
Meeting Category: Post-Action 
Meeting Date and Time: April 29, 2010 @ 11:00 a.m.-12:00 p.m. 
Meeting Location: White Oak Conference Room 5313 
Application Number: NDA 022309 
Product Name: AndroGel® (testosterone gel) 1.62% 
Indication: Testosterone replacement therapy  
Applicant Name: Abbott Products, Inc. 
 
Meeting Chair: Mark Hirsch, M.D. 
Meeting Recorder: Jeannie Roule 
 
FDA ATTENDEES 
George Benson, M.D.      Deputy Director, Division of Reproductive and Urologic            
                                                   Products   (DRUP) 
Mark Hirsch, M.D. Medical Team Leader, DRUP 
Roger Wiederhorn, M.D. Medical Officer, DRUP 
Myong Jin Kim, Pharm.D.  Clinical Pharmacology Team Leader, Office of Translational 

Sciences (OTS), Office of Clinical Pharmacology (OCP), 
Division of Clinical Pharmacology (DCP) III  

Sandhya Apparaju, Ph.D.  Clinical Pharmacology Reviewer, OCP, OTS, DCP III 
Sonia Castillo, Ph.D. Statistical Reviewer, OTS, Office of Biometrics (OB), Division 

of Biometrics (DB) III 
Jennifer Mercier  Chief, Project Management Staff, DRUP 
Jeannie Roule  Regulatory Health Project Manager, DRUP 
 
APPLICANT ATTENDEES 
Mike Miller, PharmD                Director, Men’s Health Clinical Development 
Troy ZumBrunnen, PharmD    Director, Clinical Pharmacology 
Jim Hannasch, MD   Associate Director, Global Pharmacovigilance and Risk    
                                                   Management 
Cecelia McWhirter                    Sr. Project Statistician 
Steven Wojtanowski, MPH    Vice President, Global Regulatory Affairs 
Greg Pratt, PhD              Director, Global Regulatory Affairs 
Kathryn Penhale-Unz                Director, Global Regulatory Affairs 
Janet Benesh             Vice President, Project Leadership 
H. Peter Bacher                         Global Pharma Research/Development - Abbott 
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BACKGROUND 
A Complete Response (CR) letter was issued for NDA 022309 (AndroGel 1.62%) on March 12, 
2010.  On March 16, 2010, the Applicant requested a Type A, Post-Action meeting. The purpose 
of this meeting is to discuss the content of the Complete Response letter with special attention to 
the additional study requested by the Division.  An additional meeting objective is to agree upon 
the content and format of a Complete Response.  
 
DISCUSSION 
Preliminary responses were provided to the Applicant on April 27, 2010, in response to the 
questions posed in the Applicant’s meeting package provided to the Division on March 16, 2010.  
The Applicant’s questions are presented below in bolded text, followed by the Division’s 
responses in normal text.  Additional discussion held during the meeting is summarized below in 
italics. 

 
1. Comparative Bioavailability study (Protocol Study S176.1.010): 
 

a. Solvay will provide a descriptive characterization of the pharmacokinetic 
parameters of AUC and Cmax for total observed testosterone at steady-state for 
the two dosing regimens as outlined in the Agency’s complete response letter.  
Solvay proposes to summarize the key parameters by providing the ratios of test 
(application to 4 anatomic sites) to reference (application rotating between 
abdomen and upper arms/shoulders) with the associated 90% confidence 
intervals.  Is this acceptable to the Agency? 

 
Response:  Yes.  In addition, we request that treatment mean ratios for PK parameters 
and associated 90 % confidence intervals be presented for both baseline-corrected and 
uncorrected total testosterone.  We also recommend that you obtain a separate 
baseline for each of the treatment periods. 
 
Additional Discussion: The Applicant agreed to present the treatment mean ratios of 
PK parameters and associated 90 % CI for both baseline-corrected and uncorrected 
total testosterone.  The Applicant also agreed to obtain a separate 24-hour baseline 
for each of the treatment periods. 
 

b.  
 

 
 

 
 
 

 

 
 

 

(b) (4)
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      Response:   

 
.  An acceptable difference between regimens and an appropriate 

sample size for S176.1.010 requires further discussion.  In determining a final sample 
size, the number of subjects should reflect study completers.   

  
Additional Discussion:  The Division stated that concurrence is still being sought 
within the FDA with regard to what is an acceptable proposed difference between 
application regimens. 
 

 
 

. 
 
The Division requested that the Applicant submit a focused proposal, including 
rationale for sample size, for a relative biovailability study where the differences in 
Cmax and AUC between test method and reference method was less than 50%. 

 
c. We plan to assess skin irritation using the same scale as utilized in the pivotal 

study S176.3.104. Skin irritation will be assessed for the duration of the study 
only (approximately 21 days, consisting of seven days of gel application, a one 
week washout, and another seven days of gel application in a crossover fashion).  
Does the Agency agree this will be sufficient evaluation and assessment? 

 
Response:  Yes. 
 
Additional Discussion: The Applicant stated that they have no further questions or 
comments regarding this question or response.  
 

d. The pivotal Phase III Study S176.3.104 dosing instructions stated the following, 
“Over any 7 day period, study gel can be rotated between the upper arms/shoulders 
or abdomen (e.g. 4 days upper arms/shoulders; 3 days abdomen) so long as the 
correct application occurs during pharmacokinetic visits.”  Therefore, for the 
rotation treatment arm of the proposed comparative bioavailability study (Study 
S176.1.010), we intend to apply 5.0 g Testosterone Gel 1.62% to the abdomen for 
3 days, followed by application to the upper arms/shoulders for 4 days. 
Application would be once daily in the morning for a total of 7 days. 
Pharmacokinetic sampling will occur on day 7 of the treatment period when gel 
is applied to the upper arms/shoulders.  Does the Agency agree this dosing 
method is representative of how gel was applied in the previous Phase 3 study 
and is a suitable rotation schedule for evaluation in Study S176.1.010? 

 

(b) (4)

(b) (4)

(b) (4)
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Response:  Yes.  
 
Additional Discussion: The Applicant stated that they have no further questions or 
comments regarding this question or response.  

 
2. Regarding format for the Amendment to the NDA: 
 

a. Study S176.3.104 was designed to include a 6-month double blind period, 
followed by a 6-month open-label period.  Complete safety data from the open-
label portion was submitted as part of the 120-Day Safety Update to the NDA.  It 
is not our intention to integrate these data into the eCTD as part of the complete 
response.  We will submit the complete study report for this open-label portion 
of the phase III study to the NDA as a sNDA post-approval.  Does the Agency 
agree with this approach?  If the Agency agrees with this approach, additional 
tabulations, and tables, including comparing frequencies of adverse events as 
described under numbers 2, 3, and 5 under the section SAFETY UPDATE, will 
not be provided.  Is the Agency in agreement with this approach as the safety 
experience to date with the compound remains unchanged?  

 
Response:  No.  We do not agree with this approach.  We request that a final report 
for Study S176.3.104 (including the open-label period) be submitted in the Complete 
Response.  A final study report would suffice for safety reporting for this study.  
 
Additional Discussion: The Applicant agreed to submit the final study report for 
Study S176.3.104 in the CR. The Applicant inquired if efficacy data from PK 
assessments on Days 266 and 364 could be included in the label.  The Division 
agreed, as long as those data were supportive. 

   
b. We anticipate Study S176.1.010 having a sample size of 36 hypogonadal male 

subjects.  The ISS already contains N = 147 hypogonadal subjects enrolled in 
previous Phase I studies exposed to AndroGel 1.62%, along with N = 234 
hypogonadal subjects exposed to AndroGel 1.62% in the Phase III study.  We 
propose that no update of the ISS is necessary as the small number of subjects 
would not significantly impact the conclusions of the original ISS in the NDA.  
Does the Agency agree? 

 
Response:  Yes.  However, we request that a final report for Study S.176.3.104 be 
submitted in the Complete Response.  
 
Additional Discussion: The Applicant agreed to submit the final study report for 
Study S176.3.104 in the CR.  

 
c. Solvay intends to address point #7 from the complete response letter under the 

section SAFETY UPDATE by submitting the Periodic Safety Update Report 
covering the worldwide experience with testosterone gel (1.0%) to the NDA.  
This information will not be incorporated into the NDA (eCTD format) 
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application per se, but will be submitted to the NDA via normal submission 
standards.  Does the Agency agree? 

 
Response:  No.  The PSUR covering the worldwide experience on the safety of 
AndroGel 1% should be included in the Complete Response.  If AndroGel 1.62% is 
marketed outside the U.S., then the worldwide experience for that product should also 
be included in the Complete Response. 
 
Additional Discussion: The Applicant stated that they will include all of this 
information in the CR and confirmed that Androgel 1.62% is currently not marketed 
anywhere inside or outside of the United States. 
 

3. Additional Questions not associated with the Complete Response Letter: 
 

a. Solvay intends to perform two studies; One, the Comparative Bioavailability 
study (S176.1.010) as discussed above and; Two, Study S176.1.011 (please see 
attached study synopsis) Transfer Study in separate phase I studies.  This next 
transfer study will evaluate the transfer potential for the gel when healthy males 
apply 2.5 grams to each upper arm/shoulder area (total dose 5 grams) and the 
cover with a t-shirt. At two hours postdose, 15 minutes of supervised skin 
contact will occur with a non-dosed female. Assuming no transfer of testosterone 
is observed in this study; would FDA accept this final study report in the NDA as 
a complete response to the deficiency listed in the Complete Response Letter 
dated 12 March 2010? 

 
Response:  Yes.  
 
Additional Discussion:  The Applicant inquired if it were acceptable to submit the 
report for Study S176.1.011at 2 – 3 months following submission of the Complete 
Response.  The Division stated that this was a problematic submission strategy for 
good review management.  The Division stated that the Applicant’s response to the 
Division’s CR letter should be complete upon submission.  It was not acceptable to 
plan submission of a critical study report for 2- 3 months after the response was 
submitted. 
 
The Division noted that there appeared to be two different pathways that the 
Applicant was proposing to resolve the CR deficiency: i. e. resolving the CR with the 
results from either Study S176.1.010 or Study S176.1.011.  The Division 
recommended that the Applicant decide which pathway to take prior to submission of 
the CR.  The Division further recommended that the Applicant should submit an 
explanation as to how they are going to pursue resolution of the CR (i.e., using 
results from Study S176.1.010, from Study S176.1.011, or from both studies).  The 
Division agreed to review the submission promptly, and to convey a response via 
regulatory letter within one month of receiving that submission.  
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b. If this is acceptable to the Agency (assuming positive outcome) the data from this 
study which would include healthy female subjects would not be included in the 
ISS, inline with the way safety information from previous transfer studies were 
managed within the application. 

 
Response:  This is acceptable. 
 
Additional Discussion: The Applicant stated that they have no further questions or 
comments regarding this question or response.  

 
ISSUES REQUIRING FURTHER DISCUSSION 
None 
 
ACTION ITEMS 
The Division will provide meeting minutes to the Applicant within 30 days of the date of the 
meeting. 
 
ATTACHMENTS AND HANDOUTS 
None 
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NDA 021015 
NDA 022309 ACKNOWLEDGE TRANSFER NDA OWNERSHIP 
 
 
Abbott Products, Inc. 
Attention: Kathryn Penhale-Unz 
Director, Regulatory Affairs 
901 Sawyer Road 
Marietta, GA 30062 
 
 
Dear Ms. Penhale-Unz: 
 
We acknowledge receipt of your correspondences notifying the Food and Drug Administration 
of the change of ownership of the following new drug applications (NDA): 
 
NDA Number Drug Name Letter Date Receipt Date 
021015 AndroGel®  

(testosterone gel) 1% 
March 30, 2010 March 31, 2010 

022309 AndroGel® 
(testosterone gel)1.62 % 

March 31, 2010 March 31, 2010 

 
Name of New Applicant: Abbott Products, Inc 
 
Name of Previous Applicant: Unimed Pharmaceuticals, LLC (formally Unimed 

Pharmacueticals, Inc.) and Solvay Pharmaceuticals, Inc. 
 
Your correspondences provided the information necessary to effect this change, and we have 
revised our records to indicate Abbott Products, Inc. as the applicant of record for these 
applications. 
 
All changes in the NDA(s) from those described by the original owner, such as manufacturing 
facilities and controls, must be reported to us prior to implementation except that changes in the 
drug product’s label or labeling to change the product’s brand or the name of its manufacturer, 
packer, or distributor may be reported in the next annual report.  Refer to the Guidance for 
Industry: Changes to an Approved NDA or ANDA for information on reporting requirements.  
We request that you notify your suppliers and contractors who have DMFs referenced by your 
applications of the change in ownership so that they can submit a new letter of authorization 
(LOA) to their Drug Master File(s). 
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We remind you that you must comply with the requirements for an approved NDA set forth 
under 21 CFR 314.80 and 314.81.  In addition, you are responsible for any correspondence 
outstanding as of the effective date of the transfer. 
 
Please cite the NDA numbers listed above at the top of the first page of all submissions to these 
applications.  Send all submissions, electronic or paper, including those sent by overnight mail or 
courier, to the following address: 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of reproductive and Urologic Products 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 

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

Sincerely, 
 
{See appended electronic signature page} 
Jennifer Mercier 
Chief, Project Management Staff 
Division of Reproductive and Urologic Products  
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
  
 

cc: Unimed Pharmaceuticals, LLC 
901 Sawyer Road 
Marietta, GA 30062 
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NDA 022309 MEETING REQUEST GRANTED 
 
 
Unimed Pharmaceuticals, LLC 
Attention:  Kathryn Penhale-Unz 
Director, Regulatory Affairs 
901 Sawyer Road 
Marietta, GA 30062 
 
 
Dear Ms. Penhale-Unz: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for AndroGel®  (testosterone gel) 1.62%. 
 
We also refer to your March 17, 2010, correspondence requesting a post-action meeting to 
discuss the information that was conveyed to you in the Complete Response letter that you 
received from the Division on March 12, 2010.  Based on the statement of purpose, objectives, 
and proposed agenda, we consider the meeting a type A meeting.  
 
The teleconference is scheduled as follows: 

 
Date: April 29, 2010 
Time: 11:00 a.m. -12:00 p.m. 
Phone Arrangements: Unimed Pharmaceuticals will call the Division at:  
  
    

 
The following participants are invited to the meeting: 
George Benson, M.D.      Deputy Director, Division of Reproductive and Urologic            
                                                   Products   (DRUP) 
Mark Hirsch, M.D. Medical Team Leader, DRUP 
Roger Wiederhorn, M.D. Medical Officer, DRUP 
Myong Jin Kim, Pharm.D.  Clinical Pharmacology Team Leader, Office of Translational 

  Sciences (OTS), Office of Clinical Pharmacology (OCP), 
Division of Clinical Pharmacology (DCP) III  

Sandyha Apparaju, Ph.D.  Clinical Pharmacology Reviewer, OCP, OTS, DCP III 
Jennifer Mercier  Chief, Project Management Staff, DRUP 

      Jeannie Roule  Regulatory Health Project Manager, DRUP 
 
 
 

(b) (4)
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You had previously provided background information, dated March 17, 2010. As per your 
request, we will be using that same briefing package for your meeting with our Division.  
  

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

Sincerely, 
 
{See appended electronic signature page} 
 
Jennifer Mercier 
Chief, Project Management Staff 
Division of Reproductive and Urologic Products  
Office of Drug Evaluation III 
Center for Drug Evaluation and Research
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NDA/BLA REGULATORY FILING REVIEW 
(Including Memo of Filing Meeting) 

 
Application Information 

NDA # 22-309 
BLA#        

NDA Supplement #:S-       
BLA STN #       

Efficacy Supplement Type SE-       

Proprietary Name:  AndroGel      
Established/Proper Name:  testosterone gel 
Dosage Form:  gel 
Strengths:  1.62% 
Applicant:  Unimed Pharmaceuticals, LLC 
Agent for Applicant (if applicable):  Solvay Pharmaceuticals, Inc. 
Date of Application:  February 11, 2009 
Date of Receipt:  February 12, 2009 
Date clock started after UN:        
PDUFA Goal Date: December 12, 2009 
                                 (Saturday) 

Action Goal Date (if different): 
December 11, 2009 

Filing Date:  April 13, 2009 
Date of Filing Meeting:  March 31, 2009 

 

Chemical Classification: (1,2,3 etc.) (original NDAs only)  3 
Proposed Indication(s): Replacement therapy in males for conditions associated with deficiency 
or absence of endogenous testosterone. 
 

 505(b)(1)      
 505(b)(2) 

Type of Original NDA:          
AND (if applicable) 

Type of NDA Supplement: 
 
Refer to Appendix A for further information.      
 

 505(b)(1)         
 505(b)(2) 

Review Classification:          
 
If the application includes a complete response to pediatric WR, 
review classification is Priority.  
 
If a tropical disease Priority review voucher was submitted, review 
classification defaults to Priority.  
 

  Standard      
  Priority 

 
 

  Tropical disease Priority 
review voucher submitted 

Resubmission after withdrawal?      N/A 
Resubmission after refuse to file?     N/A 
Part 3 Combination Product?     Drug/Biologic  

 Drug/Device  
 Biologic/Device  

  Fast Track 
  Rolling Review 
  Orphan Designation  

 
  Rx-to-OTC switch, Full 
  Rx-to-OTC switch, Partial 
  Direct-to-OTC  

 
Other:       

 PMC response 
 PMR response: 

 FDAAA [505(o)]  
 PREA deferred pediatric studies [21 CFR 

314.55(b)/21 CFR 601.27(b)] 
  Accelerated approval confirmatory studies (21 

CFR 314.510/21 CFR 601.41)  
 Animal rule postmarketing studies to verify 

clinical benefit and safety (21 CFR 314.610/21 CFR 
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601.42) 
Collaborative Review Division (if OTC product):       

List referenced IND Number(s):  IND 50,377 
PDUFA and Action Goal dates correct in tracking system?  
 
If not, ask the document room staff to correct them immediately. 
These are the dates used for calculating inspection dates. 

 YES  
 NO 

 

Are the proprietary, established/proper, and applicant names 
correct in tracking system?  
 
If not, ask the document room staff to make the corrections. Also, 
ask the document room staff to add the established name to the 
supporting IND(s) if not already entered into tracking system. 

 YES  
 NO  

 
 

Are all classification codes/flags (e.g. orphan, OTC drug, 
pediatric data) entered into tracking system? 
 
If not, ask the document room staff to make the appropriate 
entries. 

 YES  
 NO 

 

Application Integrity Policy 
Is the application affected by the Application Integrity Policy 
(AIP)?  Check the AIP list at: 
http://www.fda.gov/ora/compliance ref/aiplist.html  
 
If yes, explain:         
   
If yes, has OC/DMPQ been notified of the submission? 
 
Comments:       
 

 YES 
  NO 

 
 
 
 

 YES  
 NO 

 

User Fees 
Form 3397 (User Fee Cover Sheet) submitted   YES   

 NO     
User Fee Status 
 
 
Comments:       

 Paid 
 Exempt (orphan, government) 
 Waived (e.g., small business, 

public health) 
 Not required 

Note:  505(b)(2) applications are no longer exempt from user fees pursuant to the passage of FDAAA. It is 
expected that all 505(b) applications, whether 505(b)(1) or 505(b)(2), will require user fees unless 
otherwise waived or exempted (e.g., business waiver, orphan exemption).  
 

Exclusivity 



 

Version 6/9/08 3

Does another product have orphan exclusivity for the same 
indication? Check the Electronic Orange Book at: 
http://www.fda.gov/cder/ob/default.htm  
 
If yes, is the product considered to be the same product 
according to the orphan drug definition of sameness [21 CFR 
316.3(b)(13)]? 
 
If yes, consult the Director, Division of Regulatory Policy II, 
Office of Regulatory Policy (HFD-007) 
 
Comments:       

  YES 
  NO 

 
 

 YES 
  NO 

 

Has the applicant requested 5-year or 3-year Waxman-Hatch 
exclusivity? (NDAs/NDA efficacy supplements only) 
 
Note:  An applicant can receive exclusivity without requesting it; 
therefore, requesting exclusivity is not required.   
 
Comments:       
 

  YES    
# years requested:  3 

  NO 

If the proposed product is a single enantiomer of a racemic 
drug previously approved for a different therapeutic use 
(NDAs only): 
 
Did the applicant (a) elect to have the single enantiomer 
(contained as an active ingredient) not be considered the 
same active ingredient as that contained in an already 
approved racemic drug, and/or (b) request exclusivity 
pursuant to section 505(u) of the Act (per FDAAA Section 
1113)? 
 
If yes, contact Mary Ann Holovac, Director of Drug Information, 
OGD/DLPS/LRB. 
 

  Not applicable 
 
 

 YES 
  NO 

 

505(b)(2) (NDAs/NDA Efficacy Supplements only) 
 
 
1. Is the application for a duplicate of a listed drug and 

eligible for approval under section 505(j) as an ANDA?  
 
2. Is the application for a duplicate of a listed drug whose 

only difference is that the extent to which the active 
ingredient(s) is absorbed or otherwise made available to 
the site of action less than that of the reference listed 
drug (RLD)? (see 21 CFR 314.54(b)(1)).   

 
3. Is the application for a duplicate of a listed drug whose 

only difference is that the rate at which the proposed 
product’s active ingredient(s) is absorbed or made 
available to the site of action is unintentionally less than 
that of the listed drug (see 21 CFR 314.54(b)(2))? 

  Not applicable 
 

 YES 
  NO 

 
 YES 
  NO 

 
 
 

 
 YES 
  NO 
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Note:  If you answered yes to any of the above questions, the 
application may be refused for filing under 21 CFR 314.101(d)(9). 

 
 

 
 
4. Is there unexpired exclusivity on the active moiety (e.g., 

5-year, 3-year, orphan or pediatric exclusivity)? Check 
the Electronic Orange Book at: 
http://www.fda.gov/cder/ob/default.htm  

 
If yes, please list below: 

 YES 
  NO 

 
N/A 
 
 

Application No. Drug Name Exclusivity Code Exclusivity Expiration 
                        
                        
                        

If there is unexpired, 5-year exclusivity remaining on the active moiety for the proposed drug 
product, a 505(b)(2) application cannot be submitted until the period of exclusivity expires 
(unless the applicant provides paragraph IV patent certification; then an application can be 
submitted four years after the date of approval.)  Pediatric exclusivity will extend both of the 
timeframes in this provision by 6 months. 21 CFR 108(b)(2). Unexpired, 3-year exclusivity will 
only block the approval, not the submission of a 505(b)(2) application. 

Format and Content 
 
 
Do not check mixed submission if the only electronic component 
is the content of labeling (COL). 
 
 
Comments:       

 All paper (except for COL) 
 All electronic 
 Mixed (paper/electronic) 

 
 CTD   
 Non-CTD 
 Mixed (CTD/non-CTD)  

 
If mixed (paper/electronic) submission, which parts of the 
application are submitted in electronic format?   
 

      
 

If electronic submission: 
paper forms and certifications signed (non-CTD) or 
electronic forms and certifications signed (scanned or digital 
signature)(CTD)?  

Forms include: 356h, patent information (3542a), financial 
disclosure (3454/3455), user fee cover sheet (3542a), and clinical 
trials (3674); Certifications include: debarment certification, 
patent certification(s), field copy certification, and pediatric 
certification.    
Comments:       
 

 
 YES 
  NO 

 

If electronic submission, does it follow the eCTD guidance? 
(http://www.fda.gov/cder/guidance/7087rev.pdf) 
 
If not, explain (e.g., waiver granted):        

 YES 
  NO 
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Form 356h: Is a signed form 356h included?  
 
If foreign applicant, both the applicant and the U.S. agent must 
sign the form. 
 
Are all establishments and their registration numbers listed 
on the form? 
 
Comments:  
 

 YES 
  NO 

 
 
 

 YES 
  NO 

Index: Does the submission contain an accurate 
comprehensive index? 
 
Comments:       

 YES 
  NO 

Is the submission complete as required under 21 CFR 314.50 
(NDAs/NDA efficacy supplements) or under 21 CFR 601.2 
(BLAs/BLA efficacy supplements) including: 
 

 legible 
 English (or translated into English) 
 pagination 
 navigable hyperlinks (electronic submissions only) 

 
If no, explain:         
 

 YES 
  NO 

 

Controlled substance/Product with abuse potential:  
 
Abuse Liability Assessment, including a proposal for 
scheduling, submitted? 
 
Consult sent to the Controlled Substance Staff? 
Comments:       
 

  Not Applicable 
 

  YES 
  NO 

 
  YES 
  NO 

 

BLAs/BLA efficacy supplements only:  
 
Companion application received if a shared or divided 
manufacturing arrangement? 
 
If yes, BLA #        

N/A 
 

 YES 
  NO 

Patent Information (NDAs/NDA efficacy supplements only) 
Patent information submitted on form FDA 3542a? 
 
Comments:       
 

 YES 
  NO 

Debarment Certification 
Correctly worded Debarment Certification with authorized 
signature? 
 
If foreign applicant, both the applicant and the U.S. Agent must 

 YES 
  NO 
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sign the certification. 
 
Note: Debarment Certification should use wording in FD&C Act 
section 306(k)(l) i.e.,“[Name of applicant] hereby certifies that it 
did not and will not use in any capacity the services of any person 
debarred under section 306 of the Federal Food, Drug, and 
Cosmetic Act in connection with this application.” Applicant may 
not use wording such as, “To the best of my knowledge…” 
 
Comments:       

Field Copy Certification (NDAs/NDA efficacy supplements only) 
Field Copy Certification: that it is a true copy of the CMC 
technical section (applies to paper submissions only)  
 
 
 
If maroon field copy jackets from foreign applicants are received, 
return them to CDR for delivery to the appropriate field office.   

  Not Applicable (electronic 
submission or no CMC technical 
section) 

  YES 
  NO 

Financial Disclosure 
Financial Disclosure forms included with authorized 
signature? 
 
Forms 3454 and/or 3455 must be included and must be signed by 
the APPLICANT, not an Agent. 
 
Note: Financial disclosure is required for bioequivalence studies 
that are the basis for approval. 
 
Comments:       
 

  YES 
  NO 

Pediatrics 
PREA 
Note: NDAs/BLAs/efficacy supplements for new active ingredients, 
new indications, new dosage forms, new dosing regimens, or new 
routes of administration trigger PREA. All waiver & deferral 
requests, pediatric plans, and pediatric assessment studies must be 
reviewed by PeRC prior to approval of the application/supplement. 
 
Are the required pediatric assessment studies or a full waiver 
of pediatric studies included? 
 
 
If no, is a request for full waiver of pediatric studies OR a 
request for partial waiver/deferral and a pediatric plan 
included?  
 

• If no, request in 74-day letter. 
 

• If yes, does the application contain the 
certification(s) required under 21 CFR 314.55(b)(1), 
(c)(2), (c)(3)/21 CFR 601.27(b)(1), (c)(2),  (c)(3) 

 
Comments:       

 
 
 
 
 
 

  Not Applicable 
  YES 
  NO 

 
  YES 
  NO 

 
 
 

 YES 
  NO 
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BPCA (NDAs/NDA efficacy supplements only):  
 
Is this submission a complete response to a pediatric Written 
Request? 
 
If yes, contact PMHS (pediatric exclusivity determination by the 
Pediatric Exclusivity Board is needed). 
 
Comments:       

 
 

 YES 
  NO 

Prescription Labeling                 
 
Check all types of labeling submitted.  
 
 
 
 
 
Comments:       
 

  Not applicable 
  Package Insert (PI) 
  Patient Package Insert (PPI) 
  Instructions for Use 
  MedGuide 
  Carton labels 
  Immediate container labels 
  Diluent  
  Other (specify) 

Is electronic Content of Labeling submitted in SPL format? 
 
If no, request in 74-day letter.  
 
Comments:       

  YES 
  NO 

Package insert (PI) submitted in PLR format?  
 
 
If no, was a waiver or deferral requested before the 
application was received or in the submission?  
If before, what is the status of the request?        

 
If no, request in 74-day letter.  

 
Comments:       

  YES 
  NO 

 
  YES 
  NO 

 
 

All labeling (PI, PPI, MedGuide, carton and immediate 
container labels) consulted to DDMAC? 
 
Comments:       

  YES 
  NO 

MedGuide or PPI (plus PI) consulted to OSE/DRISK? (send 
WORD version if available) 
 
Comments: Consult sent for PI review 

  Not Applicable 
  YES 
  NO 

REMS consulted to OSE/DRISK? 
 
Comments:       

  Not Applicable 
  YES 
  NO 

Carton and immediate container labels, PI, PPI, and 
proprietary name (if any) sent to OSE/DMEDP? 
 
Comments:       

  Not Applicable 
  YES 
  NO 
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OTC Labeling                   

 
Check all types of labeling submitted.  
 
 
 
 
 
Comments:       
 

  Not Applicable  
 Outer carton label 
 Immediate container label 
 Blister card 
 Blister backing label 
 Consumer Information Leaflet 

(CIL) 
 Physician sample  
 Consumer sample   
 Other (specify)  

Is electronic content of labeling submitted? 
 
If no, request in 74-day letter. 
 
Comments:       

  YES 
  NO 

Are annotated specifications submitted for all stock keeping 
units (SKUs)? 
 
If no, request in 74-day letter. 
 
Comments:       

  YES 
  NO 

If representative labeling is submitted, are all represented 
SKUs defined? 
 
If no, request in 74-day letter. 
 
Comments:       
 

  YES 
  NO 

Proprietary name, all labeling/packaging, and current 
approved Rx PI (if switch) sent to OSE/DMEDP? 
 
Comments:       

  YES 
  NO 

Meeting Minutes/SPA Agreements 
End-of Phase 2 meeting(s)?  
If yes, distribute minutes before filing meeting. 
 
Comments:       

  YES  
Date(s): October 18, 2006 

  NO 

Pre-NDA/Pre-BLA/Pre-Supplement meeting(s)?  
If yes, distribute minutes before filing meeting. 
 
Comments:       
 

  YES  
Date(s): January 22, 2008 and 
August 13, 2008 

  NO 

Any Special Protocol Assessment (SPA) agreements?  
If yes, distribute letter and/or relevant minutes before filing 
meeting. 
 
Comments:       

  YES  
Date(s): 

  NO 
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ATTACHMENT  
 

MEMO OF FILING MEETING 
 
 
 
DATE:  March 31, 2009 
 
NDA/BLA #:  NDA 22-309 
  
PROPRIETARY/ESTABLISHED NAMES:  AndroGel 1.62% 
 
APPLICANT:  Unimed Pharmaceuticals, LLC 
 
BACKGROUND:  This application contains new clinical data evaluating the efficacy and safety 
of a new formulation in the target population. This new formulation has , reduced 
volume of application and  compared to the currently marketed 
testosterone gel, AndroGel 1%. 
REVIEW TEAM:  
 

Discipline/Organization Names Present at 
filing 
meeting? 
(Y or N) 

RPM: Jeannie Roule Y Regulatory Project Management 
 CPMS/TL: Jennifer Mercier N 

Cross-Discipline Team Leader (CDTL) 
 

George Benson Y 

Reviewer: 
 

Roger Wiederhorn Y Clinical 
 

TL: 
 

Mark Hirsch Y 

Reviewer: 
 

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

 
  

Reviewer:
 

N/A  Labeling Review (for OTC products) 
 

TL: 
 

  

Reviewer: 
 

Lori Cantin Y OSE  
 

TL: 
 

Kristina Arnwine Y 

Reviewer: 
 

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

 
  

(b) (4)

(b) (4)
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Reviewer: 
 

Sandhya Apparaju Y Clinical Pharmacology 
 

TL: 
 

Myong-Jin Kim Y 

Reviewer: 
 

Mahboob Sobhan Y Biostatistics 
 

TL: 
 

Mahboob Sobhan  

Reviewer: 
 

Jeffrey Bray and  
Eric Andreasen 

Y 
Y 

Nonclinical 
(Pharmacology/Toxicology) 
  TL: 

 
Lynnda Reid N 

Reviewer: 
 

N/A  Statistics, carcinogenicity 
 

TL: 
 

  

Reviewer: 
 

Hitesh Shroff Y Product Quality (CMC) 
 

TL: 
 

Donna Christner Y 

Reviewer: 
 

N/A  Facility (for BLAs/BLA supplements) 

TL: 
 

  

Reviewer: 
 

N/A  Microbiology, sterility (for NDAs/NDA 
efficacy supplements) 

TL: 
 

  

Reviewer: 
 

Roy Blay Y Bioresearch Monitoring (DSI) 
 

TL: 
 

  

Other reviewers 
 

 DDMAC: Janice Maniwang  
  CCS: James Tolliver    

N 
N 

 
OTHER ATTENDEES:       
 
   
505(b)(2) filing issues? 
 
If yes, list issues:       
 

  Not Applicable 
  YES 
  NO 

Per reviewers, are all parts in English or English 
translation? 
 
If no, explain:  
 

  YES 
  NO 
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Electronic Submission comments   
 
List comments:       
  

  Not Applicable 
 

CLINICAL 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

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

If no, explain: Sites have been previously inspected 
and there were no concerns.  

 

  YES 
  NO 

 

• Advisory Committee Meeting needed?  
 
Comments:       

 
 
If no, for an original NME or BLA application, include the 
reason.  For example: 

o this drug/biologic is not the first in its class 
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 

 

  YES 
Date if known:   

  NO 
  To be determined 

 
Reason:       
 
 

• 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 
 
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 
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Comments:       

 
  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 

PRODUCT QUALITY (CMC) 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
• 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 

 

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

submitted to DMPQ? 
 

 
Comments:       
 

  Not Applicable 
 YES 
  NO 

 
  Not Applicable 
  YES 
  NO 

• Sterile product? 
 

  YES 
  NO 
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If yes, was Microbiology Team consulted for 
validation of sterilization?  (NDAs/NDA 
supplements only) 

 
  YES 
  NO 

FACILITY (BLAs only) 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 

REGULATORY PROJECT MANAGEMENT 
 
Signatory Authority:  George Benson 
 
GRMP Timeline Milestones:  Mid-cycle meeting: 07/15/09 

6 month review: 08/10/09 
PeRC meeting: 08/12/09 
7 month review: 09/15/09 
8 month review: 10/14/09 (Wrap-up) 
Label meeting #1: 08/25/09 
Label meeting #2: To be scheduled 
All discipline reviews should be in DFS by October 31 
Mark Hirsch’s final review will be given to George Benson by 
November 11, 2009 
 

 
Comments:       
 

REGULATORY CONCLUSIONS/DEFICIENCIES 
 

 The application is unsuitable for filing.  Explain why: 
 
 

 The application, on its face, appears to be suitable for filing. 
 

  No review issues have been identified for the 74-day letter. 
 

  Review issues have been identified for the 74-day letter.  List (optional): 
 

  Standard  Review 
    

  Priority Review 
 

ACTIONS ITEMS 
 

** Ensure that the review and chemical classification codes, as well as any other pertinent 
classification codes (e.g., orphan, OTC) are correctly entered into tracking system.  
**Class 3 (New formulation) 

N/A
 

If RTF action, notify everybody who already received a consult request, OSE PM., and 
Product Quality PM. Cancel EER/TBP-EER. 
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N/A

 
If filed and the application is under AIP, prepare a letter either granting (for signature by 
Center Director) or denying (for signature by ODE Director) an exception for review. 
 

N/A
 

 

If BLA or priority reviews NDA, send 60-day letter.  
 

  Send review issues/no review issues by day 74 
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MEMORANDUM OF TELECONFERENCE MINUTES 
 
 
MEETING DATE:   December 2, 2009 
TIME:    11-11:30 a.m. 
LOCATION:   Room 5394 
APPLICATION:   NDA 22-309 
DRUG NAME:  Androgel 1.62% 
TYPE OF MEETING:  Teleconference 
 
MEETING CHAIR:  George Benson, M.D. 
 
MEETING RECORDER: Jeannie Roule 
 
FDA ATTENDEES: 
George Benson, M.D Deputy Director, Division of Reproductive and Urologic Products 

(DRUP) 
Jeannie Roule   Regulatory Health Project Manager, DRUP 
 
EXTERNAL CONSTITUENT ATTENDEES: 
Troy ZumBrunnen   Clinical Pharmacology 
Jodi Miller    Clinical Pharmacology 
Michael Miller    Clinical Development 
Barbara Parker  Clinical Development 
Cecilia McWhirter    Biostatistics 
Sherahe Fitzpatrick   Drug Safety 
Janet Benesh     Project Management 
Therese Takas   Project Management 
Steven Wojtanowski    Regulatory Affairs 
Kathryn Penhale-Unz  Regulatory Affairs 
 
DISCUSSION: 
 

• The purpose of the call was to discuss the Applicant’s submission of their final Clinical 
Study Report (CSR) for the recently completed transfer study entitled “An Open-Label, 
Parallel Group Study of Serum Testosterone Levels in Non-dosed Females after 
Secondary Exposure to Testosterone Gel 1.62% (protocol S.176.1.009).” 

 
• The Division informed the Applicant that a decision concerning the action to be taken on 

this NDA has not yet been made. 
 

• The Division asked when the Applicant is planning to submit the final CSR. This 
information is needed to determine whether or not a 90 day clock extension can be 
considered.  
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• The Division informed the Applicant that a 90 day clock extension does not guarantee 
approval. 

 
• The Applicant stated that the raw data sets would be available before December 25, 2009, 

and the remaining data should arrive by January 15, 2010. The Applicant will provide 
within the next several days a specific timeline stating when each portion of the following 
information will be submitted: 

1.Testosterone concentration and PK listing and summary tables (final, QA) 
2.Raw SAS datasets for testosterone 
3.Bioanalytical report for testosterone and DHT (final, QA) 
4.DHT and estradiol concentration listings and summary tables (final, QA) 
5.All safety listings and summary tables (final, QA) 
6.Datasets for all PK and safety data 
7.Bioanalytical report for estradiol (final, QA) 
8.Final clinical study report 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 

 

NDA 022309  
 

PDUFA GOAL DATE EXTENSION 
Unimed Pharmaceuticals, LLC 
Attention:  Kathryn Penhale-Unz 
Director, Regulatory Affairs 
901 Sawyer Road 
Marietta, GA 30062 
 
 
Dear Ms. Penhale-Unz: 
 
Please refer to your February 12, 2009, new drug application (NDA) submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for AndroGel® (testosterone gel) 1.62%. 
  
On November 9 and December 8, 2009, we received your November 6 and 24, 2009, major 
amendments to this application, containing additional clinical and clinical pharmacology safety 
information.   
 
The receipt date is within three months of the user fee goal date.  Therefore, we are extending the 
goal date by three months to provide time for a full review of the submission.  The extended user 
fee goal date is March 12, 2009. 
 
If you have any questions, call Jeannie Roule, Regulatory Health Project Manager, at  
(301) 796-3993. 
 
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
Jennifer Mercier 
Chief, Project Management Staff 
Division of Reproductive and Urologic Products  
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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MEMORANDUM OF TELECONFERENCE MINUTES 
 
 
MEETING DATE:   October 1, 2009 
TIME:    3:00-4:00 p.m. 
LOCATION:   Room 5394 
APPLICATION:   NDA 22-309 
DRUG NAME:  Androgel 1.62% 
TYPE OF MEETING:  Teleconference 
 
MEETING CHAIR:  Mark Hirsch, M.D. 
 
MEETING RECORDER: Jeannie Roule 
 
FDA ATTENDEES: 
George Benson, M.D. Deputy Division Director, Division of Reproductive and Urologic 

Products (DRUP) 
Mark Hirsch, M.D.  Medical Team Leader, DRUP 
Roger Wiederhorn, M.D. Medical Officer, DRUP 
Sandhya Apparaju, Ph.D. Clinical Pharmacology Reviewer, Division of Clinical 

Pharmacology (DCP) III, Office of Clinical Pharmacology (OCP),    
                                                     Office of Translational Sciences (OTS) 

Jeannie Roule   Regulatory Health Project Manager, DRUP 
 
EXTERNAL CONSTITUENT ATTENDEES: 
Troy ZumBrunnen   Clinical Pharmacology 
Jodi Miller    Clinical Pharmacology 
Michael Miller    Clinical Development 
Cecilia McWhirter    Biostatistics 
Sherahe Fitzpatrick   Drug Safety 
Janet Benesh     Project Management 
Therese Takas   Project Management 
Steven Wojtanowski    Regulatory Affairs 
 
DISCUSSION: 

 
• The Division requested to speak with Sponsor to convey an unresolved clinical safety 

concern.  Data in the application shows that, at a dose of 5 gms, transfer to others is 
observed despite a simple t-shirt barrier.  Therefore, the Clinical review team believes 
that a t-shirt has not been shown to effectively prevent transfer to others at doses above 
2.5 gm.  The Clinical review team seeks a simple, effective barrier, such as a t-shirt, as 
the key component for risk mitigation of transfer.  

 
• The Clinical review team believes that a labeled recommendation  

 
 

(b) (4)

(b) (4)

(b) (4) (b) (4)
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•  

   
 

 
• The Sponsor believes that spreading the dose out onto 3 or 4 sites should allow for the 

effective use of a t-shirt to prevent transfer.  The Sponsor proposed another transfer study 
using 5 gm of Androgel 1.62% applied to both arms/shoulders and to the right and left 
abdomen with a t-shirt barrier.  The Division stated that such a study seemed like a 
reasonable path forward, but if the 3- or 4-site regimen was successful in allowing 
effective use of a t-shirt at doses > 2.5gm, then PK data must be submitted to show 
comparable exposure of the new regimen to the rotating application regimen used in the 
Phase 3 study. 

 
• The Sponsor asked whether PK data from the Phase 3 study in subjects who used a three- 

or four-site application regimen could provide the requested evidence of comparability.  
The Sponsor referred to these subjects as having minor protocol deviations.  The Division 
stated that no commitments could be made until these data were submitted and briefly 
reviewed. 

 
• The Sponsor informed the Division that they would submit additional information 

sometime in November in response to the Division’s concern.  
 

(b) (4)

(b) (4)

(b) (4)
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MEMORANDUM OF MEETING MINUTES 
 
 
MEETING DATE:   September 25, 2009 
TIME:    11:45-12:00 p.m. 
LOCATION:   Room 5346 
APPLICATION:   NDA 22-309 
DRUG NAME:  Androgel 1.62% 
TYPE OF MEETING:  T-con 
 
MEETING CHAIR:  Mark Hirsch, M.D. 
 
MEETING RECORDER: Meredith Alpert, M.S. 
 
FDA ATTENDEES:  
 
Mark Hirsch, M.D.    Team Leader, Division of Reproductive and Urologic Products       
                                                 (DRUP) 
Meredith Alpert, M.S.  Regulatory Project Manager, DRUP 
 
EXTERNAL CONSTITUENT ATTENDEES: 
 
Kathryn Penhale-Unz, Director, Regulatory Affairs, Solvay Pharmaceuticals 
 
DISCUSSION POINTS: 

• Dr. Mark Hirsch received a phone call from Kathryn Penhale-Unz, a representative of 
Solvay Pharmaceuticals, on September 25, 2009. 

 
• Ms. Penhale-Unz inquired whether we had received Solvay's last two submissions for 

NDA 22-309, AndroGel 1.62% (the REMS document/additional information, and the 
response to the DRUP Information Request letter) and whether we had reviewed them. 
Dr. Hirsch replied that we had received them and we had reviewed them. Ms. Penhale-
Unz asked if they were "helpful" and Dr. Hirsch replied that they were useful. 

 
• The issue of drug transfer in Study 003 at the 5gm dose (Group B) was discussed.   

Dr. Hirsch stated that this was a continued and unresolved Clinical safety issue. 
Ms. Penhale –Unz questioned whether this issue could be resolved through labeling. 
Dr. Hirsh remarked that the 5gm transfer study remained an unresolved concern for the 
Clinical review team and that Solvay's idea about "spreading out the gel on 4 sites" and 
conducting another transfer study was intriguing. 

 
• Dr. Hirsch mentioned that the Division would like to speak with Solvay and gain more 

details about the results from Study 003 and the 5gm transfer study. 
 

• Ms. Penahle-Unz will call Jeannie on Monday or Tuesday to set up a tcon. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
NDA 22-309 INFORMATION REQUEST 
 
 
Unimed Pharmaceuticals, LLC 
Attention:  Kathryn Penhale-Unz 
Director, Regulatory Affairs 
901 Sawyer Road 
Marietta, GA 30062 
 
 
Dear Ms. Penhale-Unz: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for AndroGel® (testosterone gel) 1.62%. 
 
We are reviewing the Chemistry, Manufacturing and Controls section of your submission and 
have the following comments and information requests.  We request a written response by 
September 4, 2009, in order to continue our evaluation of your NDA. 
 
• In support of the stability data provided in Sec. 3.2.P.8.3 (Lot# EG1179, EG1195 and EG 

1194) submit the individual results of the Pump Performance - dose uniformity test in a 
tabular format for Androgel 1.62% at 25°C/60%RH and 40°C/75%RH.  The data can be 
submitted in a form similar to what is provided in Sec. 3.2.P.2.Appendix 2-4 Pump Repro. 
Data for Androgel 1%. 

 
•  

 To ensure that the deliverable contents of each attenuation remains within 
acceptable criteria during the entire shelf life of the product, the Pump Performance - dose 
uniformity test based on USP <601> for metered-dose delivery systems for Androgel 1.62% 
at 25°C/60%RH should be performed during stability testing. Include the Pump Performance 
test with acceptance criteria and submit updated post approval stability specifications. 

 
• Add the following statement to the post approval stability commitment in Section 3.2.P.8.2., 

and submit an updated Section 3.2.P.8.2.  
 

o Agree to withdraw from the market any lots that fall outside the approved drug 
product specifications. If the applicant has evidence that the deviation is a single 
occurrence that does not affect the safety and efficacy of the drug product the 
applicant should immediately discuss it with the reviewing division and provide 
justification for the continued distribution of that batch. The change or deterioration 
in the distributed drug product must be reported under 21 CFR 314.81(b)(1)(ii).  

(b) (4)
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If you have any questions, call Jeannie Roule, Regulatory Project Manager, at (301) 796-3993. 
 

Sincerely, 
 
{See appended electronic signature page} 

 
Jennifer Mercier 
Chief, Project Management Staff 
Division of Reproductive and Urologic Products  
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
NDA 22-309 INFORMATION REQUEST 
 
 
Unimed Pharmaceuticals, LLC 
Attention:  Kathryn Penhale-Unz 
Director, Regulatory Affairs 
901 Sawyer Road 
Marietta, GA 30062 
 
 
Dear Ms. Penhale-Unz: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for AndroGel® (testosterone gel) 1.62%. 
 
We are reviewing the Clinical section of your submission and have the following comments and 
information requests.  We request a prompt written response in order to continue our evaluation 
of your NDA. 
 
We continue to have concerns regarding the issue of skin transfer and the efficacy of a T-shirt 
barrier in mitigating this risk.  In Study S176.1.1003 which utilized 5 g of testosterone gel 1.62% 
(abdominal application) with abdomen to abdomen skin contact on Days 1 and 7, with and 
without a T-shirt barrier, the T-shirt barrier appears to have reduced female exposure by only 
about 50%.  In Study S176.1.1008, in Group I (Treatments A and B), which utilized 2.5 g of 
testosterone gel 1.62% (abdominal application) with abdomen to abdomen skin contact occurring 
on Day 1 at 2 hours post dose, it appears that a T-shirt largely prevented female exposure.  
However, in two female subjects in that study (Subjects #27403 and #27419) there were still 
baseline-adjusted testosterone increases of 16.9 and 13.3 ng/dL at the maximum, respectively.   
 
Therefore, the current data do not appear to support the conclusion that a T-shirt barrier is fully 
effective as a barrier to skin transfer of testosterone gel 1.62%, under the conditions of the 
transfer studies.  
 
We will need you to provide information regarding the following concerns: 

• The female subjects’ baseline testosterone concentrations were established seven days 
prior to testosterone gel 1.62% dosing in male partners.  Can the baseline values vary 
over time by subject? 

• Comment on the differences between Studies 003 and 008 that may have led to 
differences in the transfer study results.   Is transfer risk greater at the higher dose? 

• Do you consider the transfer studies as a reasonable test of transfer risk under real-life 
conditions, or do you consider the conditions of the transfer study unrealistic? 
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• Comment upon the potential clinical significance of these transfer study results to a child.  
In responding, consider average and worst case scenarios based upon the transfer study 
results. 

 
In addition, we continue to have concerns regarding the issue of skin transfer and the efficacy of 
skin application site washing in mitigating this risk.  Study S176.1.1008, Group II (Treatments C 
and D), utilized 5 gm testosterone gel 1.62% applied to the male’s abdomen with direct skin 
contact with female partner two hours post dose (C), and two hours post dose with skin 
application site washing before contact (D). The group mean averages appear to demonstrate that 
washing reduced female exposure by approximately 80-85 %. On an individual subject basis, for 
Subjects #27411 and #27405, there was more systemic exposure observed than for the other 
subjects. Serum T concentrations were also above baseline levels in Subjects #27399, #27402, 
#27404, and #27417. 
 
Therefore, the current data do not appear to support the conclusion that skin washing fully 
eliminates the risk of transfer of testosterone gel 1.62% to the female partner. 
 
We will need you to provide information regarding the following concerns: 

• What were the application site washing instructions and procedures?  Were the 
procedures consistently followed and their performance documented?  Were other 
application site washing procedures considered? 

• Do you consider the transfer studies as a reasonable test of transfer risk under real-life 
conditions, or do you consider the conditions of the transfer study unrealistic? 

• Baselines T concentrations in the female subjects were obtained one week prior to the 
active treatment phase of the protocol.  Is baseline shift of testosterone concentration a 
concern and how is this controlled for?  

• Comment upon the potential clinical significance of this washing study results to a child.  
In responding, consider average and worst case scenarios based upon the washing study 
results. 

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

Sincerely, 
 
{See appended electronic signature page} 
 
Jennifer Mercier 
Chief, Project Management Staff 
Division of Reproductive and Urologic Products  
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Office/Division):  Controlled Substance Staff 
Corinne Moody 
 
REVISED FROM  March 18,2009 
 

 
FROM (Name, Office/Division, and Phone Number of Requestor):   
Jeannie Roule, Regulatory Project Manager 
Division of Reproductive and Urologic Products 
(301) 796-3993 
 

 
DATE 

08/07/09 

 
IND NO. 

                   
   

 
NDA NO.  
22-309 

 
TYPE OF DOCUMENT 
Electronic 

 
DATE OF DOCUMENT 
02-12-09 

 
NAME OF DRUG 

AndroGel 1.62% 
testosterone gel 

 
PRIORITY CONSIDERATION 

Standard/ PDUFA is  
12-12-09 

 
CLASSIFICATION OF DRUG 

      

 
DESIRED COMPLETION DATE 

10-14-09 

NAME OF FIRM:  Unimed Pharmaceuticals 
 

REASON FOR REQUEST 
 

I. GENERAL 
 

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

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

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

 
II. BIOMETRICS 

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

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE 4 STUDIES 

 
  DEFICIENCY LETTER RESPONSE 
  PROTOCOL - BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

 
IV. DRUG SAFETY 

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

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

 
V. SCIENTIFIC INVESTIGATIONS 

 
  CLINICAL 

 
   NONCLINICAL 

 
COMMENTS / SPECIAL INSTRUCTIONS:  All of the documents for this NDA are available via edr.  
This is a Class III controlled substance. Please review the language in the label with regard to scheduling and assure 
the information is correct.  
 
 
 
 
SIGNATURE OF REQUESTOR 

Jeannie Roule 

 
METHOD OF DELIVERY (Check one) 

  DFS                  EMAIL                  MAIL                  HAND 

 
PRINTED NAME AND SIGNATURE OF RECEIVER 
 

 
PRINTED NAME AND SIGNATURE OF DELIVERER 
 

 



Linked Applications Submission
Type/Number Sponsor Name Drug Name / Subject

-------------------- -------------------- -------------------- ------------------------------------------
NDA 22309 ORIG 1 UNIMED PHARMS ANDROGEL

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

JEANNIE M ROULE
08/07/2009



 
 

DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Rockville, MD  20857 
 
 

FILING COMMUNICATION 
NDA 22-309  
 
 
Unimed Pharmaceuticals, LLC 
Attention:  Kathryn Penhale-Unz 
Director, Regulatory Affairs 
901 Sawyer Road 
Marietta, GA 30062 
 
 
Dear Ms. Penhale-Unz: 
 
Please refer to your new drug application (NDA) dated February 11, 2009, received February 12, 2009, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act, for AndroGel® 
(testosterone gel) 1.62%. 
 
We have completed our filing review and have determined that your application is sufficiently complete 
to permit a substantive review. Therefore, in accordance with 21 CFR 314.101(a), this application is 
considered filed 60 days after the date we received your application. The review classification for this 
application is Standard. Therefore, the user fee goal date is December 12, 2009. 
 
We are reviewing your application according to the processes described in the Guidance for Review 
Staff and Industry: Good Review Management Principles and Practices for PDUFA Products.  
Therefore, we have established internal review timelines as described in the guidance, which includes 
the timeframes for FDA internal milestone meetings (e.g., filing, planning, mid-cycle, and wrap-up 
meetings). Please be aware that the timelines described in the guidance are flexible and subject to 
change based on workload and other potential review issues (e.g., submission of amendments). We will 
inform you of any necessary information requests or status updates following the milestone meetings or 
at other times, as needed, during the process. If major deficiencies are not identified during the review, 
we plan to communicate proposed labeling and, if necessary, any postmarketing commitment requests 
by October 30, 2009. 
 
During our filing review of your application, we identified the following potential Clinical and Clinical 
Pharmacology review issues: 
 
Clinical: 
 

1. The potential for secondary exposure of testosterone to women and children will be further 
considered. The results of transfer studies will be a review issue. Additional labeling may be 
requested, including information directed to patients to assure safe use. 



NDA 22-309 
Page 2 
 
 

2. We will conduct a detailed review of individual patients with serum testosterone level 
>2500ng/dL.  

 
3.  Hypertension was reported as a clinical adverse event (AE) in 6 drug treated patients and no 

placebo subjects. In one of these patients, worsening of hypertension may have been coincident 
with a rise in hematocrit. Provide an executive summary and analysis of hypertension as an AE 
and the relation of this AE to drug dose, systemic exposure, and duration of treatment. Include a 
discussion of potential worsening of pre-existing hypertension, and narratives for the patients 
involved. Your analysis should consider demographics, concurrent medications and concomitant 
medical diagnoses. 

 
4.  Syncope was reported as a clinical AE in 3 drug treated patients and no placebo patients in the 

double-blind period of Study S176.3.104. Provide an executive summary and analysis of 
syncope as an AE. Discuss related AEs, such as presyncope, and their relation to drug dose, 
systemic exposure, and the duration of treatment. Provide narratives for the patients involved. 
Your analysis should consider demographics, concurrent medications and concomitant medical 
diagnoses. 

 
5. Five patients in the double-blind portion of Study S176.3.104 were reported to have an increase 

of hematocrit to greater than 54%. Provide an executive summary and analysis of these events in 
the double-blind and open label periods of Study S176.3.104, and their relation to drug dose, 
systemic exposure, and duration of treatment. Provide narratives for the patients involved. Your 
analysis should consider demographics, concurrent medications and concomitant medical 
diagnoses. 

 
6.  Twenty patients (9.8%) were observed to have “increased PSA”, defined as serum PSA > 4ng/dL 

or an increase from baseline in serum PSA of > 0.75ng/dL, during the double- blind period of 
Study S176.3.104. Provide an executive summary and analysis of these “increased PSAs” in the 
double-blind and open-label periods of Study S176.3.104. Provide a discussion of this event in 
relation to drug dose, systemic exposure, and duration of treatment. Provide narratives for the 
patients involved. Include information related to performance of prostate biopsies, biopsy results, 
and any changes in lower urinary tract symptoms in these patients. Your analysis should consider 
demographics, concurrent medications and concomitant medical diagnoses. 

 
7.  In two patients with serum testosterone level >2500 ng/dL, we note that the product was being 

used at more than the recommended dose, and in one patient with testosterone > 2500 ng/dL, the 
product was being used more frequently than advised. Provide an executive summary and 
analysis of all situations in the clinical studies where the recommended dose or frequency of 
dosing was exceeded. Consider proposing a strategy to limit these occurrences, which might 
include specific new instructions to patients. 

 
8.  It is not clear whether clinical AEs correlate with peak testosterone levels in Study S176.3.104. 

Provide an executive summary and analysis comparing clinical AEs and systemic exposure. 
Include all AEs, but pay special attention to hypertension, increased serum PSA and 
hemoglobin/hematocrit values. 
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Clinical Pharmacology: 
 
        9. The adequacy of the stability data provided in support of the 100% sample re-analysis that 
 was conducted at  will be a review issue. 

 
     10. Differences in systemic exposure appear to exist between the two application sites 

(shoulders/upper arms versus abdomen). Specific dosing instructions as they relate to the site of 
application will be a review issue. 
 

     11. Specific labeling instructions related to application site washing, use of moisturizer, and use of 
sunscreen will be a review issue. 
 

We also request that you promptly submit the following Clinical Pharmacology information so that we 
may continue our review of the application: 
 

1. As noted in your submission, “DHT has been shown to be stable in frozen human serum at 54.5 
and 755 pg/mL using  GC/MS (gas chromatography/mass spectrometry) Method MS 57 for 
a period of 2019 days at -20 °C. Data are stored on file at . Provide relevant data in this 
regard. 

 
       2. You’ve also noted in your submission that “additional data demonstrating the stability of  

DHT in frozen human serum is being obtained by using LC/MS (liquid 
chromatography/mass spectrometry) methodology and data will be submitted to this report as an 
addendum”. Clarify the anticipated date of this submission to the NDA. 

 
3.  For each of the analytes, confirm whether the range of quality controls evaluated in freeze/thaw 

and long-term stability studies would encompass the observed range of analyte concentrations in 
patients during the completed clinical trials for AndroGel® (testosterone gel)1.62%. 

 
4.  Quality controls (QCs) available in storage since May, 2003, were reportedly used for 

assessment of freeze/thaw and long-term stability (conducted in August, 2008). Clarify the 
source of these QCs and their storage location until the time of reanalysis (i.e. at  
Solvay, or ). Comment on whether these were stored along with and under the same 
conditions as the study samples. 

 
  5.  Provide the maximum number of freeze/thaw cycles that the study samples were subjected to 

while at , Solvay and/or  Clarify whether the available freeze/thaw stability data 
would encompass these sample handling conditions. 

 
6.  For the study S176.3.104, submit the serum testosterone pre-dose concentrations obtained during 

the titration phase on days 14, 28, and 42 for all subjects (analyzed by using RIA). 
Alternatively, provide their location in your NDA, if previously submitted. Clarify whether on 
dose titration days that overlapped with 24-hour PK days, pre-dose serum concentrations were 
assessed by both RIA  and LC-MS/MS assays  

 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

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

(b) (4)

(b) (4) (b) (4)
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7.  Clarify the percentage of total serum samples that were available for re-analysis at the  
laboratory. State how many samples were missing from each study. 

 
8. Serum analysis of the analyte SHBG appears to have been done by  Elaborate on 

why these samples were not reanalyzed at  along with other analytes. 
 

We are providing the above comments to give you preliminary notice of potential review issues.  Our 
filing review is only a preliminary evaluation of the application and is not indicative of deficiencies that 
may be identified during our review. Issues may be added, deleted, expanded upon, or modified as we 
review the application.   
 
Please respond only to the above requests for additional information. While we anticipate that any 
response submitted in a timely manner will be reviewed during this review cycle, such review decisions 
will be made on a case-by-case basis at the time of receipt of the submission. 
 
Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new active 
ingredients, new indications, new dosage forms, new dosing regimens, or new routes of administration 
are required to contain an assessment of the safety and effectiveness of the product for the claimed 
indication in pediatric patients unless this requirement is waived, deferred, or inapplicable.   
 
We acknowledge receipt of your request for a full waiver of pediatric studies in children ages newborn 
to 17 years of age for this application. Once we have reviewed your request, we will notify you if the 
full waiver request is denied and a pediatric drug development plan is required. 
 
If you have any questions, call Jeannie Roule, Regulatory Health Project Manager, at  
(301) 796-3993. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
George Benson, M.D. 
Deputy Director 
Division of Reproductive and Urologic Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 

(b) (4)

(b) (4)

(b) (4)
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NDA 22-309 

NDA ACKNOWLEDGMENT 
 
Unimed Pharmaceuticals, LLC 
Attention:  Kathryn Penhale-Unz 
Director, Regulatory Affairs 
901 Sawyer Road 
Marietta, GA 30062 
 
 
Dear Ms. Penhale-Unz: 
 
We have received your new drug application (NDA) submitted under section 505(b)/pursuant to 
section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 
 
Name of Drug Product: AndroGel® (testosterone gel) 1.62% 
 
Date of Application:   February 11, 2009 
 
Date of Receipt:   February 12, 2009 
 
Our Reference Number:   NDA 22-309 
 
Unless we notify you within 60 days of the receipt date that the application is not sufficiently 
complete to permit a substantive review, we will file the application on April 13, 2009, in 
accordance with 21 CFR 314.101(a).  
 
The NDA number provided above should be cited at the top of the first page of all submissions 
to this application.  Send all submissions, electronic or paper, including those sent by overnight 
mail or courier, to the following address: 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Reproductive and Urologic Drug Products  
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
 

All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound.  The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area.  Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  Non-
standard, large pages should be folded and mounted to allow the page to be opened for review 



NDA 22-309 
Page 2 
 
 
without disassembling the jacket and refolded without damage when the volume is shelved.  
Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  For additional information, please see http:www.fda.gov/cder/ddms/binders.htm. 
 
If you have any questions, call Jeannie Roule, Regulatory Health Project Manager, at  
(301) 796-3993. 
 

Sincerely, 
{See appended electronic signature page} 
 
Jennifer Mercier 
Chief Project Management Staff 
Division of Reproductive and Urologic Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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