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Memorandum Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research

Date: 15-May-2014
To: CMC Review #2 for NDA 204399 

From: Bogdan Kurtyka, Ph.D.
CMC Reviewer, ONDQA Division II

Through: Moo-Jhong Rhee, Ph.D.
Chief, Branch IV ONDQA Division II

CC: Donna Christner, Ph.D.
CMC Lead, ONDQA Division II

Subject: Final CMC Recommendation

Previous CMC Review #2 entered into DARRTS system on 01-May-2014 noted the following 
deficiency which resulted in the recommendation of “Non Approval” action:

Because of time lapse between the original application and this resubmission, new 
inspection request was made and the Office of Compliance has not issued a new overall 
“Acceptable” recommendation for the facilities involved in this application. 

Regarding this deficiency, on 14-May-2014 the Office of Compliance issued the overall
“Acceptable” recommendation for establishment involved in this NDA (see the Attachment 1).

Recommendation:

Because the issue was resolved satisfactorily, from the ONDQA perspective, this NDA is now 
recommended for Approval with expiration dating periods of 36-month for tube and packet 
presentation, and 24-month for metered pump under the controlled room conditions.

Reference ID: 3509433







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

BOGDAN KURTYKA
05/19/2014

MOO JHONG RHEE
05/20/2014
Chief, Branch IV

Reference ID: 3509433

















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

BOGDAN KURTYKA
05/01/2014

MOO JHONG RHEE
05/01/2014
Chief, Branch IV

Reference ID: 3499184



   

 Page 1 of 7 

Memorandum Department of Health and Human Services 
Food and Drug Administration 
Center for Drug Evaluation and Research 

 
Date:     09-Aug-2013 
To:     CMC Review #1 for NDA 204399  
 
From:    Bogdan Kurtyka, Ph.D. 

CMC Reviewer, ONDQA Division II 
 
Through:    Moo-Jhong Rhee, Ph.D. 

Chief, Branch IV ONDQA Division II 
 
CC:     Donna Christner, Ph.D. 

CMC Lead, ONDQA Division II 
 
Subject: Final CMC Recommendation  
 
Previous CMC Review #1 dated 13-Jun-2013 and entered into DARRTS system on 14-Jun-2013 noted 
the following deficiencies which resulted in the recommendation of “Non Approval” action.  
 

1. The specification of the drug product was not adequate due to unresolved in-vitro release 
rate test pending final Biopharm’s Review. 

2. Unresolved label/labeling issues 
 

Regarding Item #1: 
Biopharm’s Review has been completed and entered in to DARRTS on 16-Jul-2013. The reviewer, 
Dr. Tapash Ghosh found the proposed in-vitro drug release method, its validation, and 
specification acceptance criteria acceptable for drug product release and for stability. 
 

Regarding Item #2,  
On 29-Jul-2013, the applicant submitted finalized label/labeling which are satisfactory from the 
ONDQA’s perspective. The final version of Package Insert was placed in the eroom on 09-Aug-2013 
(see the Attachment 1) 

 
Recommendation: 
 
Because these issues were resolved satisfactorily, from the ONDQA perspective, this NDA is now 
recommended for Approval with expiration dating periods of 36-month for tube and packet presentation, 
and 24-month for metered pump under the controlled room conditions.
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Attachment 1: Finalized labeling and labels 
  

1. Package Insert  
 
The final version of Package Insert was placed in the eroom by clinical Project Manager 
Jeannie Roule and was reviewed per email from PM: 
 
Below is the link for the PI and Medguide for NDA 204399, T gel with Upsher Smith. 
http://eroom.fda.gov/eRoom/CDER10/CDERDivisionofReproductiveandUrologicProduct
s/0_a9d9. You should consider this the final agreed upon. There might be some further 
very minor formatting edits that SEALD will make at the very end. 
Please review both of these one more time and make any final edits that you feel are 
necessary. If possible, please review this by COB today. 
Then please enter any final memorandums into DARRTS that are needed to complete 
your NDA review. 
Thanks, 
Jeannie 
 

(a) “Highlights” Section 
 
VOGELXO ™ (testosterone) gel for topical use CIII 
Initial U.S. Approval:  1953 
 
Topical gel available as: 

• 50 mg of testosterone in a unit-dose tube 
• 50 mg of testosterone in a unit-dose packet 
• 12.5 mg of testosterone per one pump actuation in a metered-dose pump 

 
(b) “Full Prescribing Information” Section 

 
# 3: Dosage Forms and Strengths 
 
Vogelxo (testosterone) gel is a clear to translucent hydroalcoholic topical gel for 
topical use available in unit-dose tubes, unit-dose packets, and multiple-dose 
metered pumps. Each tube or packet provides 50 mg testosterone in 5 g of gel.  
One pump actuation delivers 12.5 mg testosterone in 1.25 g of gel (4 actuations = 
50 mg testosterone). 
 
#11: Description 
 
Vogelxo (testosterone) gel, for topical use is a clear translucent hydroalcoholic topical gel 
containing testosterone, an androgen. Vogelxo provides continuous transdermal delivery 
of testosterone for 24 hours, following a single application to intact, clean, dry skin of the 
shoulders and upper arms. 
 
Vogelxo is available in unit-dose tubes, unit-dose packets, and a metered-dose pump. 
One 5-g or two 5-g tubes/packets of Vogelxo contains 50 mg or 100 mg of testosterone, 
respectively.  One pump actuation dispenses 1.25 g of gel, which contains 12.5 mg of 
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testosterone. Four pump actuations or eight pump actuations contain 50 mg or 100 mg of 
testosterone, respectively. Each metered-dose pump container is capable of dispensing 60 
pump actuations.  
 
The active pharmacological ingredient in Vogelxo is testosterone. Testosterone USP is a 
white to practically white crystalline powder chemically described as 17-β 
hydroxyandrost-4-en-3-one. 
 
The structural formula is: 

 
Testosterone (C19H28O2)                        MW: 288.42 

 
Inactive ingredients in Vogelxo are carbomer copolymer Type B, carbomer 
homopolymer Type C, diisopropyl adipate, ethyl alcohol, glycerin, methyl laurate, oleyl 
alcohol, polyethylene glycol, propylene glycol, purified water, and tromethamine. 
 
#16: How Supplied/Storage and Handling 
 
Vogelxo is supplied in unit-dose tubes in cartons of 30 and unit-dose packets in cartons 
of 30. Each tube or packet contains 50 mg testosterone in 5 g of gel. 
 
Vogelxo is also supplied in a metered-dose pump that delivers 12.5 mg of testosterone 
per complete pump actuation. Each pump is capable of dispensing 60 metered pump 
actuations. Each pump actuation delivers 1.25 g of gel. The metered-dose pump is 
supplied in cartons of 2. 
 
Vogelxo is available as follows: 
 

NDC Number Strength Package Size 
0245-0871-05 50 mg of 

testosterone  
30 tubes (5 g of gel per tube) 

0245-0871-35 50 mg of 
testosterone  

30 packets (5 g of gel per packet) 

0245-0872-42 12.5 mg of 
testosterone per 
pump actuation 

2 x 75 g pumps (each pump dispenses 60 
metered 1.25 g of gel 

 
Store at 20 to 25°C (68°F to 77°F). Excursions permitted to 15°C to 30°C (59°F to 86°F). 
[See USP Controlled Room Temperature.] 
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2. Immediate container labels 
 

The image of the label for 5 g tube is shown below: 

Reference ID: 3355298

(b) (4)

3 Page(s) of Draft Labeling have been Withheld in 
Full as b4 (CCI/TS) immediately following this page
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Initial Quality Assessment 
Branch IV 

Division of New Drug Quality Assessment II 
 

 
OND Division:  Division of Reproductive and Urologic Products 

NDA:  204399 
Applicant:  Upsher-Smith Laboratories, Inc 

Stamp Date:  17-Oct-2012 
PDUFA Date: 17-Aug02012 

Trademark: TBD 
Established Name: Testosterone 

Dosage Form: Gel 
Route of Administration:  Topical 

Indication: Testosterone replacement therapy in adult males for the 
treatment of primary hypogonadism (congenital or 
acquired) and hypogonadotropic hypogonadism 
(congenital or acquired). 

  
CMC Lead: Donna F. Christner, Ph.D. 

  
 YES NO 

ONDQA Fileability: X  
Comments for 74-Day Letter X  

  
 

Summary and Critical Issues: 

A. Summary 
The drug product is a clear, translucent, alcohol-based testosterone gel at 1% strength.  The bulk 
gel is packaged into unit dose tubes of 50 mg of testosterone per 5 g of gel, sachets of 50 mg of 
testosterone per 5 g of gel, and metered dose pumps of 12.5 mg testosterone per pump actuation 
delivering 1.25 g of gel. Each metered dose pump contains 75 g of gel and can dispense 60 doses.  

B. Critical issues for review 
 
The DMF for testosterone was ADEQUATE on 11-May-2011.  Updates have been submitted 
since that time.  Therefore, the DMF amendments may require review. 
 
Information on the manufacturing process is adequate to begin review.  However, a master batch 
record cannot be located at this time.  The CMC reviewer should double check the application, 
and if the MBR is not found, he can request it in line with requirements for a 505(b)(2) 
application. 
 
Specifications appear in line with similar products.  An in vitro release test has been developed 
and will require review by ONDQA BioPharm.  Dr. Tapash Ghosh has been assigned. 
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The PI and carton/container labeling is provided and is adequate to allow review.  However, the 
strength is presented as 1% which will need to be changed in line with current labeling practices 
for testosterone gels. 

C. Comments for 74-Day Letter 
 
Please submit a copy of the Master Batch Record.  

 
D. Recommendation:  

 
This NDA is fileable from a CMC perspective. Bogdan Kurtyka, Ph.D., has been assigned as the 
primary reviewer.  Tapash Ghosh, Ph.D. is the assigned BioPharm reviewer. 

 
REGULATORY BRIEFING RECOMMENDATION:  Branch-level 
 
                        
        _______________________ 
        Donna F. Christner, Ph.D. 
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7. 

Are drug substance 
manufacturing sites identified 
on FDA Form 356h or 
associated continuation sheet?  
For each site, does the 
application list: 
• Name of facility, 
• Full address of facility 

including street, city, state, 
country  

• FEI number for facility (if 
previously registered with 
FDA) 

• Full name and title, telephone, 
fax number and email for on-
site contact person.  

• Is the manufacturing 
responsibility and function 
identified for each facility?, 
and 

• DMF number (if applicable) 

X   

8. 

Are drug product 
manufacturing sites are 
identified on FDA Form 356h 
or associated continuation 
sheet.  For each site, does the 
application list: 
• Name of facility, 
• Full address of facility 

including street, city, state, 
country  

• FEI number for facility (if 
previously registered with 
FDA) 

• Full name and title, telephone, 
fax number and email for on-
site contact person. 

• Is the manufacturing 
responsibility and function 
identified for each facility?, 
and 

• DMF number (if applicable) 

X   
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Attachment A:  Nanotechnology product evaluating questions:  
 

1, This review contains new information added to the table below:  _______Yes; ___x____No 
Review date:  26-Nov-2012_ 

2)  Are any nanoscale materials included in this application? (If yes, please proceed to the next questions.)  
Yes______; No______ ;         Maybe (please specify)____________________ 
 
3 a) What nanomaterial is included in the product? (Examples of this are listed as search terms in 
Attachment B.) _______________________________________________________________ 
 
3 b) What is the source of the nanomaterial?________________________________________  
4)  Is the nanomaterial a reformulation of a previously approved product? 
 
Yes_________   No_________ 
5)  What is the nanomaterial functionality? 
Carrier_________________; Excipient__________________; Packaging________________ 
API____________________; Other____________________ 
 ____________________________________________________________________________ 
6)  Is the nanomaterial soluble (e.g., nanocrystal) or insoluble (e.g., gold nanoparticle) in an aqueous 
environment? 
Soluble __________________; Insoluble___________________  
 
7)  Was particle size or size range of the nanomaterial included in the application?  
Yes_______(Complete 8); No________ (go to 9).  
 
8)  What is the reported particle size?  
Mean particle size___________ ; Size range distribution___________; Other________________ 
 
9)  Please indicate the reason(s) why the particle size or size range was not provided: 
______________________________________________________________________________ 
______________________________________________________________________________ 
 
10, What other properties of the nanoparticle were reported in the application (See Attachment E)? 
_______________________________________________________________ 

 
11)  List all methods used to characterize the nanomaterial?_____________________________ 
______________________________________________________________________________ 
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