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EXCLUSIVITY SUMMARY  

 
NDA # 205488     SUPPL #          HFD #       

Trade Name   Natesto 
 
Generic Name   testosterone nasal gel 
     
Applicant Name   Trimel Biopharma, Inc. 
   
Approval Date, If Known   May 28, 2014       
 
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 
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d)  Did the applicant request exclusivity? 
   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). 
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NDA#       *Please see attachment after the last page of this document 

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 
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summary for that investigation.  
   YES  NO  

 
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  

 

Reference ID: 3514263



 
 

Page 5 

     If yes, explain:                                          
 

                                                              
 

(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 # TBS-1-2011-03 

 
                     

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  
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If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on: 

 
      

 
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 # TBS-1-2011-03 

 
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 # 070512  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   ! 
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! 
YES       !  NO     
Explain:    !  Explain:  

                 
  
 
 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:  Senior Regulatory Health Project Manager 
Date:  May 28, 2014 
                                                       
Name of Office/Division Director signing form:  Hylton V. Joffe, M.D.      
Title:  Director, Division of Bone, Reproductive and Urologic Products 
 
 
 
 
Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12;  
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A083976 TESTRED  
A080767 METHYLTESTOSTERONE  
A084310 METHYLTESTOSTERONE  
A086450 ANDROID 10  
A087147 ANDROID 25  
N020489 ANDRODERM  
N021015 ANDROGEL 1%  
N022309 ANDROGEL 1.62%  
N021454 TESTIM  
A080911 TESTOPEL  
N022504 AXIRON  
N202763 TESTOSTERONE GEL  
N021463 FORTESTA  
N021543 STRIANT  
A090387 TESTOSTERONE CYPIONATE  
A090387 TESTOSTERONE CYPIONATE  
A040530 TESTOSTERONE CYPIONATE  
A085635 DEPO-TESTOSTERONE  
A085635 DEPO-TESTOSTERONE  
A040615 TESTOSTERONE CYPIONATE  
A040615 TESTOSTERONE CYPIONATE  
A040652 TESTOSTERONE CYPIONATE  
A086030 TESTOSTERONE CYPIONATE  
N009165 DELATESTRYL  
A040575 TESTOSTERONE ENANTHATE  
A040647 TESTOSTERONE ENANTHATE  
A085598 TESTOSTERONE ENANTHATE 
 
 

 

Appl No 
 

Proprietary Name 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
NDA 205488 INFORMATION REQUEST 

 
 

Trimel Biopharma, Inc. 
c/o Keller and Heckman 
Attention: John Dubeck 
US Agent  
1001 G Street N.W., Suite 500 
Washington, D.C. 20001 
 
 
Dear Mr. Dubeck: 
 
Please refer to your New Drug Application (NDA) dated April 29, 2013, submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for testosterone nasal gel. 
 
During the course of our review of your NDA, we have detected a new potential safety signal.  
Morning serum cortisol concentrations were measured at baseline and on Day 90 in 273 subjects 
in Protocol TBS-1-2011-03.  The mean (SD) cortisol concentrations at baseline and on Day 90 in 
that population were 12.3 (4.4) mcg/dL and 4.6 (4.1) mcg/dL, respectively.  In the TID-only 
group (n=69 had values at baseline and on Day 90), the baseline and Day 90 mean (SD) cortisol 
concentrations were 12.0 (4.2) and 3.9 (3.4) mcg/dL.  The minimal reported cortisol 
concentration in both populations was 0.3 mcg/dL.  In Study TBS-1-2011-03, a total of 39% and 
43% of subjects in the overall (n=306) and TID-only (n=76) populations, respectively, had serum 
cortisol concentrations below the lower limit of normal.  Our assessment of clinical adverse 
events does not reveal a clinical correlation for this laboratory abnormality.  We are unable to 
explain this significant decrease from baseline in serum cortisol concentration. 
 
Provide your assessment of this laboratory test abnormality.  In your response, clarify the 
methodology for analysis of cortisol, including the specific analytical methodology, the 
laboratory where testing was conducted, and whether the data reflect total a.m. cortisol.  In 
addition, please comment on whether, in your opinion, the data reflect a drug-laboratory test 
interaction versus a true clinical finding of hypocortisolemia.  Provide your assessment of 
potential clinical significance and your recommendations for action, if any. 
 
We request a prompt written response to all these information requests in order to continue our 
evaluation of your NDA. 
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If you have any questions, contact Jeannie Roule, Regulatory Project Manager, at  
(301) 796-3993. 
 

Sincerely, 
 

{See appended electronic signature page} 
 

Jennifer Mercier 
Chief, Project Management Staff 
Division of Bone, 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 205488 INFORMATION REQUEST

Trimel Biopharma, Inc.
c/o Keller and Heckman
Attention: John Dubeck
US Agent 
1001 G Street N.W., Suite 500
Washington, D.C. 20001

Dear Mr. Dubeck:

Please refer to your New Drug Application (NDA) dated April 29, 2013, submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for testosterone nasal gel.

We also refer to your amendment dated January 7, 2014, and received January 13, 2014.

We are continuing our review of your NDA and have the following information requests based 
on your submission dated January 7, 2014. 

1. You report that a total of 37 men received one year of treatment with the proposed dose 
of 11 mg three times per day. Provide a justification that this long-term exposure is 
sufficient to support the three times per day dosing regimen.  In your justification, you 
may include evidence from shorter term dosing of 11 mg TID (e.g., 6 months) or from 
other dose regimens, but if you do so, you should include an explanation of how those 
data are relevant.

2. Clarify which patients are included in the “TBS-1 BID” and “TBS-1 TID” groups in 
Table 2. 

3. Clarify whether there are differences in duration of patient exposures between the groups 
in Table 2 that should be accounted for by analyses using patient-year exposures.

4. Clarify whether the existing datasets submitted in your NDA are amenable to conducting 
a new safety analysis focusing on three times per day dosing vs. twice daily dosing. If 
they are not amenable to such analyses, submit updated datasets.

5. The submission contains general safety and tolerability statements such as “There were 
no clinically meaningful changes in vital sign measurements for any of the treatment 
groups during the study.” Include more detailed safety information on three times per day
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dosing compared to twice daily dosing, including tables showing patient disposition, 
serious adverse events, withdrawal due to adverse events, laboratory and vital sign 
parameters. If this information is already included in the NDA, please direct us to their
location. 

In addition we have the following requests based on information that you submitted on 
April 29, 2013. 

6. In Table 2 on Pages 52-53 of the clinical study report (CSR) for Study TBS-1-2011-03, 
you state that fasting serum total testosterone (T) concentrations were measured during 
the safety extension periods 1 and 2 (i.e., on Days 180, 270, and 360). However, we are 
unable to locate these data. Submit the individual fasting serum total T concentrations 
with descriptive statistics including the arithmetic mean, standard deviation, %CV, 
geometric mean, median, minimum, and maximum. If they were previously submitted, 
provide the location of these datasets. 

7. In the summary of subject disposition (Table 4 on Page 67 and Table 5 on Page 69 of the 
CSR) for Study TBS-1-2011-03, you state that 274 subjects completed the 90-day 
treatment period and entered the extended safety period 1. However, in your primary 
efficacy results (Table 11 on Page 80 of the CSR) and pharmacokinetic analyses (Table 
19 on Page 89 of the CSR) at Day 90, you only included  subjects. Clarify this 
discrepancy.

We request a prompt written response to all these information requests in order to continue our 
evaluation of your NDA.

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

Sincerely,

{See appended electronic signature page}

Hylton V. Joffe, M.D., M.M.Sc. 
Director
Division of Bone, 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 205488
REVIEW EXTENSION –
MAJOR AMENDMENT

Trimel Biopharma, Inc.
c/o Keller and Heckman
Attention: John Dubeck
US Agent 
1001 G Street N.W., Suite 500
Washington, D.C. 20001

Dear Mr. Dubeck:

Please refer to your April 29, 2013, New Drug Application (NDA) submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA) for testosterone nasal gel.

On January 13, 2014, we received your January 7, 2014, major amendment to this application.

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 May 28, 2014.

In addition, we are establishing a new timeline for communicating labeling changes and/or 
postmarketing requirements/commitments in accordance with “PDUFA REAUTHORIZATION 
PERFORMANCE GOALS AND PROCEDURES – FISCAL YEARS 2013 THROUGH 2017.”  
If major deficiencies are not identified during our review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing requirement/commitment requests by April 28, 
2014.

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 Bone, Reproductive and Urologic Products
Office of Drug Evaluation III
Center for Drug Evaluation and Research
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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:  January 15, 2014 
 
TO:  NDA 205488 
 
THROUGH:  Jeannie Roule 
 
SUBJECT:  Carton and Container comments 
 
APPLICATION NUMBER: NDA 205488 (Natesto) 
 
The DMEPA and CMC reviewers have comments regarding the Sponsor’s carton and container 
for Natesto. 
  
Please see attached email correspondences for all of the details. 
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PeRC PREA Subcommittee Meeting Minutes 
November 20, 2013 

 
PeRC Members Attending: 
Lynne Yao 
Rosemary Addy 
Hari Cheryl Sachs  
George Greeley 
Jane Inglese 
Wiley Chambers 
Tom Smith 
Karen Davis-Bruno 
Colleen LoCicero 
Gregory Reaman 
Daiva Shetty 
Shrikant Pagay 
Ruthanna Davi 
Kevin Krudys 
Lily Mulugeta 
Maura O’Leary 
Robert Nelson 
Dianne Murphy 
William J. Rodriguez 
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 PeRC Recommendations: 
o The PeRC agreed with a full waiver because studies are impossible or highly 

impractical.  Full waivers have been previously granted for this indication. 
 

Natesto (testosterone nasal gel) Full Waiver 
 NDA 22508 seeks marketing approval for Natesto (testosterone nasal gel) as 

replacement therapy in males for conditions associated with a deficiency or absence 
of endogenous testosterone. 

 The application has a PDUFA goal date of February 28, 2014. 
 The application triggers PREA as directed to a new route of administration. 
 PeRC Recommendations: 

o The PeRC agreed with a full waiver because studies are impossible or highly 
impractical because the disease/condition does not occur in children. 

o The Division should consider issuing a written request for this product if the 
Division believes that there would be a public health benefit in studying this 
product in children. 

Zonitivity (vorapaxar) Full Waiver   
 NDA 204886 seeks marketing approval for Zonitivity (vorapaxar) for the reduction of 

atherothrombotic events in patients with a history of myocardial infarction (MI).  
 The application has a PDUFA goal date of May 10, 2014. 
 The application triggers PREA as directed to a new active ingredient. 
 PeRC Recommendations: 

o The PeRC agreed with a full waiver because studies are impossible or highly 
impractical because the disease/condition does not occur in children. 

 
Adasuve (loxapine) Deferral Extension 
 NDA 22549 was approved on December 21, 2012, for Adasuve® (loxapine) inhalation 

powder for the treatment of agitation associated with schizophrenia or bipolar disorder. 
 PeRC Recommendations: 

o The PeRC agreed with the Division to grant the deferral extension requires for 
both the PK study and the clinical study  

Reference ID: 3415327
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MEMORANDUM  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
     PUBLIC HEALTH SERVICE 
     FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 
DATE:  November 19, 2013 
 
TO:  NDA 205488 
 
THROUGH:  Jeannie Roule 
 
SUBJECT:  Carton and Container comments 
 
APPLICATION NUMBER: NDA 205488 (Natesto) 
 
The DMEPA and CMC reviewers have comments regarding the Sponsor’s carton and container 
for Natesto. 
  
Please see attached email correspondences for all of the details. 
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j. Increase the prominence of the route of administration ‘for intranasal use 
only’ by bolding and increasing the font size. 
 
k. Add the statement ‘This package is not child resistant’ to appear before the 
statement ‘Keep out of reach of children.’ 
 
l. Relocate the NDC number to appear above the proprietary name and 
ensure that the font size does not compete with the name. 
 
m. Remove the Medication Guide statement, ‘  

’ since a Medication Guide is not being 
proposed for this product. 
 

2. Following the revisions recommended in 1a through 1m above, the presentation of the 
proprietary and established names, dosage form, strength, route of administration, child 
safety warning, and the net quantity on the principal display panel of the container label 
and carton labeling would appear as such: 
 

Natesto   CIII 
(testosterone) nasal gel 
5.5 mg of testosterone per pump actuation* 
 
*Each actuation delivers 0.122 g of gel 
Multi-dose pump capable of dispensing 
60 metered pump actuations. 
 
For intranasal use only 
Warning: This package is not child resistant. Keep out of 
reach of children. 
 
Total Contents: 11 g/ dispenser 

 
3. General Comments for Container Label: 

a. Delete the large background image as well as the smaller image that 
appears on the left hand side of the proprietary name. These graphics 
distract from important information (i.e., Proprietary and established 
names, product strength information, and route of administration) and 
clutter the label. Additionally, superimposed text over the large 
background image is difficult to read. 
 
b. Reduce the prominence of the company name (i.e., TRIMEL) and logo to 
appear less prominent than the proprietary name. 
 
c. Include the statement, ‘Patient: see enclosed patient information leaflet.’ 
on the side panel. The statement may be placed below ‘See package insert 
for full prescribing information.’ 

Reference ID: 3410211
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d. Revise Step 1 (under the heading “Instructions for the use of 
TRADENAME”) to be Prime the pump so that this important step is not 
overlooked. 
 
e. Ensure that the Priming instructions and the Instructions for Use sections 
of the container label follow our recommendations for the ‘Applying 
Natesto’ section of the Patient Information leaflet. All of the instructions 
should be identical to minimize any confusion that may lead to 
mishandling of the product or medication errors. 
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4. General Comments for Carton Labeling: 
a. Delete the storage information as well as the active and inactive 
ingredients that appear on the principal display panel. This information is 
already included on the side panels and is repetitive. 
 
b. Ensure the proprietary and established names, dosage form, and the 
strength statement appear above the horizontal gold line and the remaining 
information appears below it. 
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From: Roule, Jeannie
To: "Wayne Kreppner"
Subject: Natesto carton and container
Date: Tuesday, November 19, 2013 11:07:00 AM
Attachments: Carton and Container comments DMEPA and CMC Nov 19 2013.doc

Wayne,

Please confirm receipt of this email.

Once you have made the changes to your carton and container, please email the newer version to me.
There is no need to submit a formal submission until we have 100% agreement with DMEPA, CMC
and your company.

Regards, 
Jeannie

Jeannie Roule 
Senior Regulatory Project Manager 
Division of Bone, Reproductive, and Urologic Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Phone: (301) 796-2130 (main) 
Direct Line: (301) 796-3993 
Fax: (301) 796-9897 
Email: jeannie.roule@fda.hhs.gov
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 205488 INFORMATION REQUEST

Trimel BioPharma SRL
c/o Keller and Heckman LLP
Attention: John Dubeck, Authorized U.S. Agent
1001 G Street NW, Suite 500 West
Washington, DC 20001

Dear Mr. Dubeck:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for TBS-1 testosterone nasal gel.

We also refer to your October 9, 2013 submission, containing your response to our information 
request dated September 24, 2013.

We are reviewing the Biopharmaceutics section of your submission and have the following 
comments and information requests.  We request a prompt written response by close of business 
November 1, 2013, in order to continue our evaluation of your NDA.

 We request that you commit to setting your proposed in vitro release acceptance criteria 
as interim specifications and not for information only. 

 We recommend you conduct the in vitro release as per the methodology described in 
SUPAC-SS guidance, and report the specification as a range derived from the slope (in 
µg/cm2/hr1/2) of the linear portion of the cumulative amount released versus √t curve (as 
opposed to what you proposed as the 3 time-point specifications). We do, however, agree 
with your proposal to revise the specification if necessary based on in vitro release data 
collected from 10 batches. You will have the opportunity to submit the information as a 
PAS following approval of your product. 

 Please propose a revised specification along with all the raw data in an electronic format 
for the Agency to review with proper identification/description of the batches used to 
generate those data. 

Reference ID: 3396804
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If you have any questions, call LCDR Kerri-Ann Jennings, Regulatory Project Manager, at (301) 
796-2919.

Sincerely,

{See appended electronic signature page}

Moo-Jhong Rhee, Ph.D.
Chief, Branch IV
Division of New Drug Quality Assessment II
Office of New Drug Quality Assessment
Center for Drug Evaluation and Research
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3. Our analysis generated discrepant results between the success rates for the BID-to-TID 
and the TID groups.  The overall success rate in the BID-to-TID group (  

lower than the success rate in the TID group (90.4%).  In addition, we
would expect that the success rate in the BID-to-TID group would be  

 Explain these discrepancies.

4. Your bioanalytical method validation reports entitled, “The Validation of the 
determination of T and DHT in human serum using LC-MS/MS” (Report  10364) 
issued on January 14, 2010 and “The Validation of the determination of 17β-estradiol in 
human serum using LC-MS/MS” (Report  10367) issued on February 22, 2011 by the 
bioanalytical laboratory (i.e.,  state that “Long term stability in human serum 
was not performed in this validation study, because it will only cover a relatively short 
period of time. Long term stability experiments may be performed as a part of future 
studies.”

We remind you that sample integrity is a critical review issue and the storage time in a 
long-term stability evaluation should equal or exceed the time between the date of first 
sample collection and the date of last sample analysis.  Reference is made to the 
Agency’s Bioanalytical Method Validation Guidance 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guid
ances/UCM368107.pdf).

Provide long term stability data for T, DHT, and 17β-estradiol that supports the sample 
integrity in clinical studies involved in your NDA. In particular, provide a table 
summarizing the sample collection dates, storage temperature at the clinic, shipping dates 
to the bioanalytical laboratory, storage temperature at the bioanalytical facility prior to
analysis, and the sample analysis date for each sample analyzed in Studies TBS-1-2011-
03 and TBS-1-2011-04. 

5. Serum total T concentrations at Day 90 in both the BID and TID groups show that 
approximately 20% of subjects had T concentrations below 300 ng/dL, approximately 
33% had T concentrations between 300 and 500 ng/dL, and approximately 48% had T 
concentrations between 500 and 850 ng/dL  No subject had a T concentration above 850 
ng/dL.  These data raise concerns that in the majority of subjects, T concentrations
remained closer to or below the lower limit of the eugonadal range rather than closer to 
the upper limit of the eugonadal range.  In addition, these data suggest that a modest 
increase in the amount of testosterone in your current doses might improve the primary 
efficacy results, particularly in the BID group, while still maintaining T concentrations
below 1050 ng/dL. 

Reference ID: 3387943
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If you have any questions, contact Jeannie Roule, Regulatory Project Manager, at 
(301) 796-3993.

Sincerely,

{See appended electronic signature page}

Hylton V. Joffe, M.D., M.M.Sc. 
Director
Division of Bone, Reproductive, and Urologic Products
Office of Drug Evaluation III
Center for Drug Evaluation and Research

Reference ID: 3387943
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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:  September 23, 2013 
 
TO:  NDA 205488 
 
THROUGH:  Jeannie Roule 
 
SUBJECT:  Biopharmaceutics request 
 
APPLICATION NUMBER: NDA 205488 (Natesto) 
 
The Biopharmaceutical reviewer had a request for information regarding in vitro release 
acceptance criteria. The question was emailed to the Applicant. 
  
Please see attached email correspondences for all of the details. 
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From: Roule, Jeannie
To: "Wayne Kreppner"
Subject: Another request concerning NDA 205488
Date: Tuesday, September 24, 2013 1:05:00 PM

Wayne,

We are continuing our review of your submission for NDA 205488 and have the following information
request. We request a prompt written response in order to continue our evaluation of your NDA.

The question below is from the Biopharmaceutics reviewer: 
The Agency acknowledged your responses on August 1, 2013, to the Biopharmaceutics
comments communicated to you in the 74-day letter. In your response, you commented that
you have implemented an in vitro release acceptance criteria (range) that is consistent with
the SUPAC SS guidance based on data generated to date with the pivotal batches. Based on
the data, it appears that the TBS-1 demonstrates “sameness” or no change over time.

However, it appears that still you did not propose an in vitro release acceptance criteria
(range) for your product at release and during stability as a quality control parameter.

In light of the very tight in vitro release data you obtained from the pivotal batches, we
recommend that you propose/implement the in vitro release acceptance criteria (range) for
your systemic use product at release and during stability as a quality control parameter.

Please respond to this information request no later than October 4, 2013. If that is not possible,
please let me know the date in which you plan to submit a response.

Please confirm receipt. 
Regards, 
Jeannie Roule 
Senior Regulatory Project Manager 
Division of Bone, Reproductive, and Urologic Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Phone: (301) 796-2130 (main) 
Direct Line: (301) 796-3993 
Fax: (301) 796-9897 
Email: jeannie.roule@fda.hhs.gov
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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:  September 23, 2013 
 
TO:  NDA 205488 
 
THROUGH:  Jeannie Roule 
 
SUBJECT:  Statistical and Mid-Cycle meeting 
 
APPLICATION NUMBER: NDA 205488 (Natesto) 
 
The Statistical reviewer had a request for information regarding subjects in each treatment group. 
The question was emailed to the Applicant. 
  
Please see attached email correspondences for all of the details. 
 
  
 
 
 
 

Reference ID: 3378138



From: Roule, Jeannie  
Sent: Monday, September 23, 2013 3:11 PM 
To: 'Wayne Kreppner' 
Subject: Question concerning NDA 205488 

Wayne, 
  
We are continuing our review of your submission for NDA 205488 and have the 
following information request. We request a prompt written response in order to continue 
our evaluation of your NDA. 

Kindly reply no later than September 30, 2013. If that is not possible, please let me know 
and provide a date that you believe we will receive the requested information. 

Provide the number of subjects in each treatment group who meet the compliance ranges 
in the following table based on your ITT population. This definition of compliance is 
stated in section 10.5 on page 75 of Clinical Study Report TBS-1-2011-03. 

  < 80% compliance 80% ≤ compliance ≤ 120% > 120% compliance 

Subjects who stayed on BID for entire study       

Subjects who titrated from BID to TID        

Subjects who stayed on TID for entire study       

  

Regards, 
Jeannie 
 
 
Jeannie Roule 
Senior Regulatory Project Manager 
Division of Bone, Reproductive, and Urologic Products  
Center for Drug Evaluation and Research 
Food and Drug Administration 
Phone: (301) 796-2130 (main) 
Direct Line: (301) 796-3993 
Fax: (301) 796-9897 
Email: jeannie.roule@fda.hhs.gov 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

IND 070512 
NDA 205488 

PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
Trimel BioPharma SRL 
c/o Keller and Heckman LLP 
1001 G Street N.W., Suite 500 West 
Washington, DC 20001 
 
ATTENTION:       John B. Dubeck 

       U.S. Agent for Trimel BioPharma 
 
Dear Mr. Dubeck: 
 
Please refer to your Investigational New Drug Application (IND) dated August 2, 2004, and 
received August 5, 2004, submitted under section 505(i) and your New Drug Application (NDA) 
dated and received April 29, 2013, submitted under section 505(b)(2) of the Federal Food, Drug, 
and Cosmetic Act for Testosterone Intranasal Gel, 5.5 mg  per actuation. 
 
We also refer to your IND correspondence, dated April 3, 2013, and received April 4, 2013 and 
your NDA correspondence dated and received May 15, 2013, requesting review of your 
proposed proprietary name, Natesto.  We have completed our review of the proposed proprietary 
name and have concluded that it is acceptable.  
  
The proposed proprietary name, Natesto, will be re-reviewed 90 days prior to the approval of the 
NDA.  If we find the name unacceptable following the re-review, we will notify you.   
 
If any of the proposed product characteristics as stated in your May 15, 2013, submission are 
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review.  
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NDA 205488 
Page 2 
 
 
If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Shawnetta Jackson, Safety Regulatory Project Manager 
in the Office of Surveillance and Epidemiology, at (301) 796-4952.  For any other information 
regarding this application contact Jeannie Roule, Regulatory Project Manager in the Division of 
Bone, Reproductive and Urologic Products (DBRUP), at (301) 796-3993.   
 

Sincerely, 
 
{See appended electronic signature page}  
       
Carol Holquist, RPh 
Director 
Division of Medication Error Prevention and Analysis 
Office of Medication Error Prevention and Risk Management 
Office of Surveillance and Epidemiology 
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 205488  

NDA ACKNOWLEDGMENT 
 
Trimal Biopharma, Inc. 
c/o Keller and Heckman 
Attention: John Dubeck 
US Agent  
1001 G Street N.W., Suite 500 
Washington, D.C. 20001 
 
 
Dear Mr. Dubeck: 
 
We have received your New Drug Application (NDA) submitted pursuant to section 505(b)(2) of 
the Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 
 
Name of Drug Product: testosterone nasal gel 
 
Date of Application: April 29, 2013 
 
Date of Receipt: April 29, 2013 
 
Our Reference Number:  NDA 205488 
 
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 June 28, 2013, in 
accordance with 21 CFR 314.101(a). 
 
If you have not already done so, promptly submit the content of labeling [21 CFR 
314.50(l)(1)(i)] in structured product labeling (SPL) format as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm.  Failure 
to submit the content of labeling in SPL format may result in a refusal-to-file action under 21 
CFR 314.101(d)(3).  The content of labeling must conform to the content and format 
requirements of revised 21 CFR 201.56-57. 
 
You are also responsible for complying with the applicable provisions of sections 402(i) and 
402(j) of the Public Health Service Act (PHS Act) [42 USC §§ 282 (i) and (j)], which was 
amended by Title VIII of the Food and Drug Administration Amendments Act of 2007 
(FDAAA) (Public Law No, 110-85, 121 Stat. 904). 
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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 Bone, Reproductive and Urologic 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 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/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm. 
 
Secure email between CDER and applicants is useful for informal communications when 
confidential information may be included in the message (for example, trade secrets or patient 
information).  If you have not already established secure email with the FDA and would like to 
set it up, send an email request to SecureEmail@fda.hhs.gov.  Please note that secure email may 
not be used for formal regulatory submissions to applications. 
 
If you have any questions, call me, at (301) 796-3933. 
 

Sincerely, 
 

{See appended electronic signature page} 
 

Jeannie Roule 
Senior Regulatory Health Project Manager 
Division of Bone, Reproductive, and Urologic Products  
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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