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    CENTER FOR DRUG EVALUATION AND RESEARCH 
 
Date:   May 22, 2014 
 
From:   Hitesh Shroff 

Senior CMC Reviewer 
New Drug Quality Assessment Division II 
ONDQA 

 
Through:  Moo-Jhong Rhee, Ph.D. 
  Chief, Branch IV 
  New Drug Quality Assessment Division II 
  ONDQA 
 
To:   CMC Review #1 of NDA 205488 
 
Subject:  Final Recommendation 
 
The CMC review #1 has noted the following two pending issues:  
 

1. Final “Acceptable” recommendation from the Office of Compliance was not 
issued. 

2. Label/labeling issues were not resolved. 
 
Because of these deficiencies, in the CMC Review #1, this NDA was not recommended 
for approval from the ONDQA perspective.  
 
On May 21, 2014, the Office of Compliance issued the “Acceptable” recommendation for 
the facilities involved in the NDA (Attachment 1). 
 
On May 11, 2014 and May 21, 2014 the label and labeling were submitted via email and 
they are revised satisfactorily from the ONDQA perspective (Attachment 2). 
 
The Biopharmaceutics review was completed on April 2, 2014. The following is the 
recommendation from the Biopharmaceutics review. 
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Attachment 2:  

 
1. Package Insert 

 
(a) “Highlights” Section 

 

 
 

 
 
 

(b) “Full Prescribing Information” Section 
 
#3. Dosage Form and Strength 
 

 
 
 
#11. Description 
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#16  How Supplied/storage and Handling 
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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:  205488 
Applicant:  Trimel BioPharma SRL 

Stamp Date:  29-Apr-2013 
PDUFA Date: 28-Feb-2014 

Trademark: TBD 
Established Name: Testosterone 

Dosage Form: Gel 
Route of Administration:  Nasal 

Indication: Primary hypogonadism (congenital or acquired) in 
men.  Hypogonadotropic hypogonadism (congenital or 
acquired) in men. 

  
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 testosterone gel for intranasal application.  The airless pump 
delivery system is designed to deliver  (122.5 mg) of gel per pump actuation, 
which translates to 5.5 mg of testosterone per actuation.  Each clinical dose translates 
to one actuation per nostril, for a total of two actuations, or 11 mg testosterone.  The 
gel is designed to be bioadhesive for retention in the nasal cavity. 

B. Critical issues for review 
 
Specifications will require careful review, especially the viscosity test since this is an 
important parameter for this dosage form via this route of administration. 

C. Comments for 74-Day Letter 
 
There are no CMC comments to be conveyed at this time.  The following ONDQA BioPharm 
request should be conveyed: 
 

You proposed to apply IVRT when process changes are made during manufacturing, 
following SUPAC guidelines for batch to batch monitoring. However, the in vitro release 
rate test method 
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will not be proposed as a release and stability test for commercial use. You proposed to 
continue to test this parameter for the current on-going stability studies. 
 
We recommend that you propose an in-vitro release acceptance criteria (range) based 
on your developed IVRT methodology for your product at release and during stability as 
a quality control parameter. Your proposed specification will be based on generated data 
on the final to be marketed batches. Submit all the generated data in electronic format 
(excel). Also, along with proposed in-vitro release specification, include IVRT method 
development and validation report.   
 
The IVRT method development and validation report should contain (but not limited to) 
the following information: 
 
1. Choice of in-vitro diffusion apparatus and condition 
2. Linearity and Range 
3. Accuracy/Precision and Reproducibility 
4. Recovery, Mass Balance & Dose Depletion 
5. Sensitivity 
6. Specificity 
7. Selectivity 
8. Robustness 
9. Membrane Inertness/Binding 
10. Receptor Solution Solubility/Stability 
 
The IVRT method’s sensitivity, specificity, selectivity and robustness need to be 
performed with altered product lots that contain 50% and 150% of the label claim of API 
in the reference product, with the test evaluating a minimum of one run of 6 diffusion 
cells each per product concentration, including the reference. You may consult ONDQA 
for specific guidelines in this respect. 

  
 

D. Recommendation:  
 

This NDA is fileable from a CMC perspective. 
 

Hitesh Shroff, Ph.D. has been assigned as the primary CMC reviewer.  Tapash Ghosh, Ph.D. 
has been assigned as the ONDQA BioPharm reviewer.  As per an email dated 03-May-2013, 
no OPS Microbiology reviewer will be assigned. 

 
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:  _12-Jun-2013____________ 

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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ATTACHMENT 1 
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