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However, we have additional comments regarding the instructions in the insert labeling 
(Section 2, Dosage and Administration of the insert labeling) to promote the safe use of this 
product.   See our comments in Section 4.1.  

If you have further questions or need clarifications, please contact Shawnetta Jackson, OSE 
Regulatory Project Manager, at (301) 796-4952.

4.1 RECOMMENDATIONS TO THE DIVISION

DMEPA provides the following comments to the Division for consideration prior to approval of 

this NDA:

A. Insert Labeling

a. Revise the statement “Repeat Steps 3 through 6 for the right nostril” to read 

“Repeat Bullets 3 through 6 for the right nostril using the left index finger”.

b. Following the statement, “The dispenser should be replaced when . . . “add a 

statement to assist the user in finding the arrow at the top of the inside label.   

An example of such a statement would be “The inside label can be found by 

unwrapping the outer flap from around the container.”   

c. Following the statement, “The dispenser should be replaced when . . .” add a 

diagram which points to the outer flap.  You may consider using the same 

illustration of the dispenser as that provided in the Patient Package Insert (PPI) 

section.
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APPENDIX C. PREVIOUS DMEPA REVIEWS
C.1 Methods

We searched the shared drive (“L:Drive”) on May 20, 2014 using the term, “Natesto” to identify 

reviews previously performed by DMEPA.

C.2 Results

Our search resulted in the retrieval of one relevant review:

 OSE Review # 2013-1239 dated September 27, 2013 for NDA 205488 – DMEPA made 
recommendations to the container label and carton labeling to improve the prominence 
of important information by clarifying its presentation and re-locating statements; and 
removing distracting and redundant information.
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APPENDIX G. LABELS AND LABELING 
G.1 List and Images of Labels and Labeling Reviewed

Using the principles of human factors and Failure Mode and Effects Analysis,1 along with 

postmarket medication error data, we reviewed the following Natesto (testosterone) container 

labels and carton labeling submitted by Trimel BioPharma SRL.  We reviewed the proposed 

insert labeling provided by the Division on May 28, 2014 and we also received a prototype 

sample of the product on May 12, 2014 (from the Division) with the proposed container label 

affixed to the bottle.   

                                                     
1 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004. 
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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 by reliance on published 
literature, or by reliance on a final OTC monograph.  (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 listed 
drug(s), OTC final drug 
monograph) 

Information relied-upon (e.g., specific 
sections of the application or labeling) 

Published Literature Nonclinical toxicology 

  

  

 *each source of information should be listed on separate rows, however individual 
literature articles should not be listed separately 

 
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 on previous findings of the potential toxicities of 
testosterone in nonclinical species and provided references that support the 
current language in Sections 8.1 and 13.1 of their label.  The data described in the 
submitted references is scientifically relevant to this testosterone drug product 
which 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)? 
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                                                                                                                   YES        NO  
 
 
 

RELIANCE ON LISTED DRUG(S) 
 
Reliance on published literature which identifies a specific approved (listed) drug constitutes 

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

5) Regardless of whether the applicant has explicitly cited reliance on 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 #(s).  Please indicate if the applicant 

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

Name of Listed Drug NDA # 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:       
 

                                                                                                                   YES        NO  
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c) Described in a final OTC drug monograph? 
                                                                                                                   YES        NO  

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

Name of drug(s) described in a final OTC drug 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 application provides for a new route of administration. The application did not rely 

upon a listed drug for approval. 
 

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 intended for the 
same route of administration 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), FDA’s “Approved Drug 
Products with Therapeutic Equivalence Evaluations” (the Orange Book)).  
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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. 
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? 
                                                                                           N/A             YES        NO  

 
If this application relies only on non product-specific published literature, answer “N/A” 
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)? 

                                                                                           N/A             YES        NO  
 
If this application relies only on non product-specific published literature, answer “N/A”              
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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. 

 
Pharmaceutical alternative(s): 
N020489 ANDRODERM (TESTOSTERONE FILM, EXTENDED RELEASE; TRANSDERMAL);  
N021015 ANDROGEL 1% (TESTOSTERONE GEL, METERED; TRANSDERMAL);  
N022309 ANDROGEL 1.62% (TESTOSTERONE GEL, METERED; TRANSDERMAL); 
N021454  TESTIM (TESTOSTERONE GEL; TRANSDERMAL);  
N021543 STRIANT (TESTOSTERONE TABLET, EXTENDED RELEASE; BUCCAL)  

  
N022504 AXIRON (TESTOSTERONE SOLUTION, metered transdermal) 
N021463 FORTESTA (TESTOSTERONE GEL, metered transdermal) 
N202763, testosterone gel, Teva Pharmaceuticals 
N203098, testosterone gel, Perrigo 
 

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

III certification) 
  

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

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

 
  21 CFR 314.50(i)(3):  Statement that applicant has a licensing agreement with the 

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):       
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Note, the date(s) entered should be the date the notification occurred (i.e., delivery 
date(s)), not the date of the submission in which proof of notification was provided 
 

(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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****Pre-decisional Agency Information**** 

    
 

Memorandum 
 
Date:  May 22, 2014  
  
To:  Jeannie Roule 
  Regulatory Project Manager 
  Division of Bone, Reproductive, and Urologic Products (DBRUP)  
 
From:  Trung-Hieu Brian Tran, PharmD, MBA 
  Regulatory Review Officer 
  Office of Prescription Drug Promotion (OPDP) 
  
Subject: NDA: 205488 

Natesto (testosterone) nasal gel CIII 
 
   
 
This consult is in response to DBRUP’s June 11, 2013 request for OPDP’s 
review on the proposed Package Insert (PI), Patient Package Insert (PPI), and 
Carton/Container Labeling for Natesto (testosterone) nasal gel CIII. 
 
OPDP appreciates the opportunity to provide comments on the PI, PPI, and 
Carton/Container Labeling.  OPDP’s comments on the PI are based on the 
substantially complete version of the PI titled, “PI sent to Sponsor May 9 2014,” 
which was received via email from DBRUP on May 9, 2014. 
 
Please see the attached PI with our comments incorporated therein.  Comments 
on the PPI were provided under separate cover on May 14, 2014. 
 
If you have any questions, please contact Trung-Hieu Brian Tran, (240) 402-
0281, or trung-hieu.tran@fda.hhs.gov. 

FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion  
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Department of Health and Human Services 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 

Office of Medical Policy  
 

PATIENT LABELING REVIEW 

 
Date: 

 
May 14, 2014 

 
To: 

 
Hylton Joffe, MD 
Director 
Division of Bone, Reproductive, and Urologic Products 
(DBRUP) 

 
Through: 

 
LaShawn Griffiths, MSHS-PH, BSN, RN  
Associate Director for Patient Labeling  
Division of Medical Policy Programs (DMPP) 
Melissa Hulett, MSBA, BSN, RN  
Team Leader, Patient Labeling  
Division of Medical Policy Programs (DMPP) 

 
From: 

 
Shawna Hutchins, MPH, BSN, RN 
Senior Patient Labeling Reviewer 
Division of Medical Policy Programs (DMPP) 
Trung-Hieu Brian Tran, PharmD, MBA 
Regulatory Review Officer 
Office of Prescription Drug Promotion (OPDP) 

Subject: Review of Patient Labeling: Patient Package Insert (PPI) and 
Instructions for Use (IFU) 
 

Drug Name (established 
name):   

NATESTO (testosterone) 
 

Dosage Form and Route: Nasal Gel 

Application 
Type/Number:  

NDA 205488 

Applicant: Trimel BioPharma SRL 
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1 INTRODUCTION 
On April 29, 2013, Trimel BioPharma SRL, submitted for the Agency’s review a 
New Drug Application (NDA 205488) for Natesto (testosterone) nasal gel indicated 
for testosterone replacement therapy for adult males with conditions associated with 
a deficiency or absence of endogenous testosterone. 

This collaborative review is written by the Division of Medical Policy Programs 
(DMPP) and the Office of Prescription Drug Promotion (OPDP) in response to a 
request by the Division of Bone, Reproductive, and Urologic Products (DBRUP) on 
June 11, 2013, and June 11, 2013, respectively, for DMPP and OPDP to review the 
Applicant’s proposed Patient Package Insert (PPI) and Instructions for Use (IFU) for 
Natesto (testosterone) nasal gel.  

DMPP conferred with the Division of Medication Error, Prevention, and Analysis 
(DMEPA) and a separate DMEPA review of the IFU was completed on September 
30, 2013. 

 
2 MATERIAL REVIEWED 

• Draft Natesto (testosterone) PPI and IFU received on April 29, 2014, and received 
by DMPP on May 09, 2014.  

• Draft Natesto (testosterone) PPI and IFU received on April 29, 2014, and received 
by OPDP on May 09, 2014.  

• Draft Natesto (testosterone) Prescribing Information (PI) received on April 29, 
2014, revised by the Review Division throughout the review cycle, and received 
by DMPP on May 09, 2014. 

• Draft Natesto (testosterone) Prescribing Information (PI) received on April 29, 
2014, revised by the Review Division throughout the review cycle, and received 
by OPDP on May 09, 2014. 

• Approved Androderm (testosterone) comparator labeling dated April 26, 2012.  

 
3 REVIEW METHODS 

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

Additionally, in 2008 the American Society of Consultant Pharmacists Foundation 
(ASCP) in collaboration with the American Foundation for the Blind (AFB) 
published Guidelines for Prescription Labeling and Consumer Medication 
Information for People with Vision Loss. The ASCP and AFB recommended using 
fonts such as Verdana, Arial or APHont to make medical information more 
accessible for patients with vision loss.  We have reformatted the PPI document 
using the Verdana font, size 10 and Verdana font, size 11 for the Instructions for Use 
(IFU) document. 
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In our collaborative review of the PPI and IFU we have:  

• simplified wording and clarified concepts where possible 

• ensured that the PPI and IFU are  consistent with the Prescribing Information 
(PI)  

• removed unnecessary or redundant information 

• ensured that the PPI and IFU are free of promotional language or suggested 
revisions to ensure that it is free of promotional language 

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

• ensured that the PPI and IFU are consistent with the approved comparator 
labeling where applicable 

 
4 CONCLUSIONS 

The PPI and IFU are acceptable with our recommended changes. 
 
5 RECOMMENDATIONS 

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

• Our collaborative review of the PPI and IFU are appended to this memorandum.  
Consult DMPP and OPDP regarding any additional revisions made to the PI to 
determine if corresponding revisions need to be made to the PPI and IFU.   

 Please let us know if you have any questions.  
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M E M O R A N D U M DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

____________________________________________________________________________

DATE: March 13, 2014

TO: Hylton Joffe, M.D.
Director, Division of Bone, Reproductive, and Urologic 
Products
Office of New Drugs

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

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

and

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

SUBJECT: Addendum to review of EIRs covering NDA 205-488,
Testosterone Nasal Gel, sponsored by Trimel BioPharma 
SRL, Barbados

At the request of the Division of Bone, Reproductive, and 
Urologic Products, the Division of Bioequivalence and GLP
Compliance (DBGLPC) conducted inspections of the clinical and
analytical portions of the following pharmacokinetic study:

Study Number: TBS-1-2011-03
Study Title: "A 90-day, randomized, dose-ranging study, 

including potential dose titration, evaluating 
the efficacy and safety of intranasal TBS-1 in 
the treatment of male hypogonadism with 
sequential safety extension periods of 90 and 180 
days"
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Page 2 – NDA 205-488, Testosterone nasal gel sponsored by Trimel
BioPharma

Craig Garmend (ORA, FLA-DO) audited records at Clinical Research 
of South Florida, Coral Gables, FL, from 8/19 to 8/29/2013.

Yvette LaCour-Davis (ORA CIN-DO) audited records at the Center
for Family Medicine, Franklin, OH, from 10/21 to 11/07/2013.

Valerie Grecek Trinh (ORA FLA-DO) audited records at the 
Jacksonville Impotence Treatment Center, Jacksonville, FL, from
11/05 to 11/14/2013.

Daniel Aisen (ORA NOL-DO) and Gopa Biswas (DBGLPC) audited
analytical records for the analytical portions at

DBGLPC provided an initial review of the inspectional findings
at the clinical and analytical sites for this study on December 
20, 2013.
Additional electronic responses to the observations for the
analytical data were received from  on January 15, 2014; 
February 7, 2014 and February 10, 2014 (Attachments 1-3). This
addendum provides my evaluation of the additional responses for
the analytical portion only:

Analytical Site:  

1. Failure to use the appropriate blank matrix for 
preparing calibrators for testosterone,
dihydrotestosterone and estradiol. The calibrators in 
this study were prepared in artificial matrix prepared 
with 4% BSA in 0.9% saline in place of serum with low 
endogenous levels of these analytes.

Response:
provided additional data comparing the responses of

calibrators for testosterone (T), dihydrotestosterone (DHT) and
estradiol prepared in artificial matrix with calibrators 
prepared in human serum. The performance of calibrators prepared
in both matrices was parallel and showed a linear regression 
slope of 0.9911, 1.036, and 0.9824 respectively. The firm also 
evaluated the assay precision and accuracy using QCs prepared in 
both matrices.
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Evaluation:
demonstrated that the performance of calibrators prepared in 

artificial matrix is comparable to calibrators prepared in human 
serum. The response is acceptable.

2. Failure to conduct appropriate method validation 
experiments for testosterone, dihydrotestosterone and 
estradiol:
a) Extraction recovery for testosterone, 

dihydrotestosterone, and estradiol was not demonstrated 
appropriately in that an artificial matrix (4% BSA in 
0.9% saline) was used in place of serum.

b) The effects of lipemia on determination of testosterone, 
dihydrotestosterone and estradiol were not evaluated.

c) Reinjection reproducibility was not demonstrated. 
Several analytical runs were reinjected due to 
interruption of the LC-MS/MS system during the study.

d) Matrix effects were not evaluated.

Response:
 conducted additional experiments to provide responses to

observations 2.a - 2.d.

2.a) evaluated extraction recovery using human serum.  The 
firm provided new data to show mean extraction recovery at 94.8%
for T, 101.75% for DHT and 91.35% for the internal standard. The
mean extraction recovery was 96.85% for estradiol and 104.15% 
for internal standard.

2.b)  evaluated effect of lipemia using lipemic serum samples
and no significant effect was observed on determination of T, 
DHT or estradiol. 

2.c)  provided data demonstrating reinjection reproducibility 
after storage of samples in autosampler for 146 h for T, DHT and 
169 h for estradiol.

2.d) evaluated matrix effect in six different lots of human 
serum.  The results showed no significant matrix effect on 
determination of T, DHT and estradiol.

Evaluation:
This reviewer finds the responses acceptable.

3. Integrity of serum samples was not assured in that 
sample storage freezers were not locked. The freezers 
were located in an area with unrestricted access.
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Response:
 acknowledged the concern in observation 3.  The response 

stated that the samples were analyzed after approval of the 
study director.  The use of study samples was always verified by 
a second person.
As corrective action,  plans to install freezer locks with 
secure electronic access by 03/01/2014.

Evaluation:

Although the sample storage freezers were not locked, there was 
no evidence of improper use of study samples during the study.
The corrective action proposed in  response is acceptable.
In my opinion, observation 3 should not have an impact on study 
outcome.

Conclusion:
My conclusion for the clinical portion of study TBS-1-2011-03
remains the same as provided in the first review:

The OCP reviewer should assess the impact of early dose
adjustments from BID to TID for subject #051-036 (clinical 
site #2) on the safety and efficacy of the treatment.
Abnormal results for subject #051-014 ( ) during visit #6
should be reviewed for safety evaluations.

After evaluation of additional responses for the analytical
portion of the above inspections, I recommend that the study
data are acceptable for further review.

Gopa Biswas, Ph.D.
Bioequivalence Branch, DBGLPC, OSI
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M E M O R A N D U M DEPARTMENT OF HEALTH AND HUMAN SERVICES 
  PUBLIC HEALTH SERVICE 

  FOOD AND DRUG ADMINISTRATION 
   CENTER FOR DRUG EVALUATION AND RESEARCH 

____________________________________________________________________________
 
DATE: December 20, 2013 
  
TO:  Hylton Joffe, M.D. 

Director, Division of Bone, Reproductive, and Urologic 
Products 
Office of New Drugs 
  

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

THROUGH: Sam H. Haidar, Ph.D., R.Ph. 
Chief, Bioequivalence Branch 
Division of Bioequivalence and GLP Compliance  
Office of Scientific Investigations (OSI) 
 
and 
 
William H. Taylor, Ph.D. 
Director 
Division of Bioequivalence and GLP Compliance  
Office of Scientific Investigations 

 
SUBJECT: Review of EIRs Covering NDA 205-488, Testosterone 

Nasal Gel, sponsored by Trimel BioPharma SRL, Barbados 
 
At the request of the Division of Bone, Reproductive, and 
Urologic Products, the Division of Bioequivalence and GLP 
Compliance (DBGLPC) conducted inspections of the clinical and 
analytical portions of the following pharmacokinetic study: 
 
Study Number: TBS-1-2011-03 
Study Title: "A 90-day, randomized, dose-ranging study, 

including potential dose titration, evaluating 
the efficacy and safety of intranasal TBS-1 in 
the treatment of male hypogonadism with 
sequential safety extension periods of 90 and 180 
days" 
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Craig Garmendia(ORA, FLA-DO) audited records at Clinical 
Research of South Florida, Coral Gables, FL, from 8/19 to 
8/29/2013. 
 
Yvette LaCour-Davis (ORA CIN-DO) audited records at the Center 
for Family Medicine, Franklin, OH, from 10/21 to 11/07/2013. 
 
Valerie Grecek Trinh (ORA FLA-DO) audited records at the 
Jacksonville Impotence Treatment Center, Jacksonville, FL from 
11/05 to 11/14/2013. 
 
Daniel Aisen (ORA NOL-DO) and Gopa Biswas (DBGLPC) audited 
analytical records for the analytical portions at  

 
 

 
The inspections included a thorough review of study records, 
examination of facilities and equipment, and interviews and 
discussions with firms' management and staff. 
 
At the conclusion of the inspections, Form FDA-483 was issued at 
each site (Attachments 1-4).  DBGLPC received written responses 
to the inspectional observations from each site (Attachments
5-8). 
 
My evaluation of the observations and the responses from the 
clinical sites follows:  
 
Clinical Research of South Florida, Coral Gables, FL  
 
A written response to the inspectional observations was received 
on 9/25/2013 (Attachment 5). 
 

1.A. In all versions of the protocol under Visits 4 and 6 
it states that "Once the subject has been 
administered the TBS-1 dose and has completed an 
additional 2 hours of fasting post-dose, provide a 
standardized meal." In discussions with both the 
Clinical Investigator and the Site Administrator 
Director it was indicated that subjects were not 
given a standardized meal. This applied to all 
subjects, including the 11 out of 11 subjects fully 
reviewed during this inspection. 

Response:
The principal investigator (PI) agreed that a standardized meal 
was not given during the study; instead pizza was given. 
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However, the PI provided the sponsor’s statement that the 
standardized meal was not necessary to the protocol because the 
route of drug administration was intranasal (pages 3-5, 
Attachment 5).   
 
The site proposed a corrective action for future studies, by 
training the staff to strictly follow the protocol and changes 
must be included as protocol amendments (page 2, Attachment 5). 
 
Evaluation:
In my opinion, the clinical pharmacology reviewer should 
evaluate the impact of this protocol violation. 
 

1.B. In all versions of the protocol under Visits 1, 2, 
and 4 it states to "obtain a blood sample for 
fasting morning (900 h ± 30 min)."  The blood draws 
were taken outside of the protocol specified window 
of ±30 minutes for the following subjects and 
visits:

  i. Subject 001 - Visit 1 
 ii. Subject 005 - Visit 1 
iii. Subject 017 - Visit 4 
 iv. Subject 019 - Visits 1 and 2 
  v. Subject 050 - Visit 1 

Response:
The PI acknowledged the protocol violation, and commented that 
the deviations in blood draw timings were errors by the staff.  
To prevent similar protocol violations in future studies, the 
staff has been trained to adhere to study protocols.  
 
Evaluation:
The deviations in blood draw timings were reported to the 
sponsor and included in the study report. In my opinion, this 
observation is not likely to impact the study outcomes because 
the actual times of collection were used for calculation of 
testosterone, dihydrotestosterone, and estradiol 
pharmacokinetics.  I recommend that the OCP reviewer should 
evaluate the impact of these deviations on study outcomes. 
 

1.C. In all versions of the protocol it states that "all 
visits are to occur within ± 3 days." The visits 
occurred outside of the protocol specified window of 
± 3 days for the following subjects and visits: 

   i. Subject 001 - Visit 9 
  ii. Subject 004 - Visits 6 and 10 
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 iii. Subject 005 - Visit 9, 10, 11, 12, and 13 
  iv. Subject 015 - Visits 6, 10, 11, 12, 14, and 15 
   v. Subject 017 - Visits 6 and 12 
  vi. Subject 019 - Visits 6 and 7 
 vii. Subject 021 - Visit 9 
viii. Subject 041 - Visits 6, 8, and 9 
  ix. Subject 043 - Visits 4 and 8 
   x. Subject 048 - Visits 6 and 9 
  xi. Subject 050 - Visits 4 and 6 

Response:
The PI provided evidence that the deviations were reported to 
the CRO  and the sponsor (Pages 3, 15-27).  As a 
corrective action, the staff has been retrained to adhere to 
protocols for future studies. 
 
Evaluation: 
I recommend that the Review Division should evaluate the 
protocol deviations. 
 

2. You failed to document in the source documentation 
both what was fed to the subjects and when the 
subjects were fed. This applied to all subjects, 
including the 11 out of 11 subjects fully reviewed 
during this inspection. 

Response: 
The PI acknowledged observation 2 and provided receipts for 
pizza meals purchased for the subjects as evidence that the 
subjects were fed. (pages 6-9, Attachment 5) 

Evaluation:
Please refer to the review and recommendations under the 
Observation 1.A.  In my opinion, observation 2 relates to 
documentation of the meals, not to whether the site followed the 
rotocol.p

Center for Family Medicine, Franklin, OH (Gary Bedel, M.D.)
 
A written response to the inspectional observations was received 
on 11/21/2013 (Attachment 6). 

1.A. Section 10.1 of Protocol, Amendment #3, version date 
(24 April 2012), under the header Adverse Events, 
paragraph 5 states: "Clinically significant abnormal 
laboratory findings or other abnormal assessments 
that are detected during the study or are present at 
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baseline and significantly worsen will be reported 
as adverse events." The following was observed: 
(1) Subject #051-114 ( ) had abnormal laboratory 

findings of increased ALT/SGPT, AST/SGOT, GGT 
and Creatine Kinase after being randomized into 
the study at Visit #4 and Visit #6, that were 
not reported as adverse events as illustrated in 
the table below:

Visit ALT/SGPT
{6-41 U/L)

AST/SGOT
(9-34 U/L)

GGT (11-
52 U/L) 

Creatine
Kinase {25-
210 U/L)

Visit #l(Screen) 
(21 Apr 12J

50 U/L 37 U/L 169 U/L 385 U/L

Visit #3 
(Randomization/Day!) 

(OS May 12)

57 U/L 37 U/L 207 U/L 199 U/L

Visit #4 /Day #30 
(23 Jun 12)

77 U/L 50 U/L 301 U/L 549 U/L 

Visit #6 /Day 90 
(25 Aug 12)

93 U/L 189 U/L 185 U/L 7070 U/L 

 
Response:
The PI Dr. Bedel noted that the correct subject number was 
051-014 ( ). He stated that at the time of the study, he 
reviewed the abnormal laboratory results in observation 1 and 
decided that they were not clinically significant.  He said that 
he did not consider the elevated creatine kinase (CK) result 
during visit #6 as an adverse event because the subject was 
nvolved in strenuous physical exercise before the visit. i

Evaluation:
I recommend that the reviewing division should consider the 
abnormal test results in safety evaluations. 
 

1.A. (2) Two subjects randomized into the study had 
abnormal laboratory findings of increased 
thyroid stimulating hormone (TSH) that were not 
reported as adverse events illustrated in the 
table below: 

Subject #/ Initials
Randomization Date 

Visit/Date
Laboratory
Collected

Thyroid Stimulating Hormone
(TSH)

Reference Range 
0.40 -4.00 IU/mL 

Visit # 1/Screen
(18 Apr 2012)

2.691 IU/mlSubject #051-012 
( ) 

13 May 2012 Visit #6 
(06 Aug 2012) 

5.44 IU/mL 
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Visit # 1/Screen
(29 May 2012)

3.021 IU/mL Subject #051-037 
( )

21 Jun 2012 Visit #6 
(16 Sep 2012) 

4.33 IU/mL 

 
Response:
In his response, Dr. Bedel stated that the subjects did not have 
indications of hypothyroidism at other visits and he considered 
that the increased TSH results were not clinically significant. 
 
Evaluation:
The study protocol allowed accepting TSH results that are 1.5 
times the ULN.  The values listed in observation 2 were within 
this limit.  In my opinion, the safety of the subjects was not 
compromised and observation 1.A. (2) should not have a 
significant impact on study outcomes. 

1.A. (3) Two subjects randomized into the study had 
abnormal urine laboratory findings that were not 
reported as adverse events, illustrated in the 
table below: 

 
Subject#/Initals Visit Abnormal Laboratory Finding 

Collected 
Subject #051-016 ( ) Visit #9 collected on 27 Nov 2012 
Subject #051-028 ( ) Visit #6 collected on 10 Aug 2012 

Response:
Dr. Bedel noted that the subject #051-016 was related to visit 
#6 and subject #051-028 was related to visit #9.  He did not 
consider the findings as adverse events because the subjects 
were clinically symptom-free.  He described that the high 
bacteria count (4+ Bacteria) in urine shown in Subject #051-016 
during visit #6 was initially considered clinically significant, 
but later it appeared that the bacteria were attributable to 
contamination.  As correction for future studies, Dr. Bedel will 
note whether a finding is an adverse event or not, and also 
provide an explanation for his decision.  
 
Evaluation:
I find the response acceptable.  Subject safety was not likely 
compromised and observation 1.A. (3) will not have significant 
impact on study outcomes.   
 

1.B. Section 5.1.1. of Protocol, Amendment #3, version 
date (24 April 2012), the last bullet point of 
"Visit 4 (Day 30/31)" states, "On Day 45, if 
applicable, based on the results of the PK profile 
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2. Subject #051-004 ( ): The weight of study drug 
dispenser #3 is listed as "27.98 g" on the 
"Individual Study Drug Log," dated 6/9/12 and 
visit source document dated 6/9/12; however the 
weight on the eCRF, dated 9/Jun/2012 of dispenser 
#3 is listed as "29.98 g." 

3. Subject #051-007 ( ): The return weight of two 
study drug dispensers on the Individual Drug Log," 
dated 9/1/12, for dispenser #1 is listed as “17.86 
g" and dispenser #2 as "18.32 g"; however the 
return weight on the eCRF, dated 1/Sep/2012 for 
dispenser #1 is listed as"19.28 g" and dispenser 
#2 as "19.64 g." 

Response:
Dr. Bedel acknowledged the observation and stated that these 
were transcription errors.  He said that the staff has been 
retrained to verify transcribed information during future 
studies.  

Evaluation:
I find the response acceptable.  Observation 2 is not likely to 
ave significant impact on study outcomes.h

Jacksonville Impotence Treatment Center, Jacksonville, FL (Roger 
Miller, Jr., M.D.)
 
A written response to the inspectional observation was received 
on 11/29/2013 (Attachment 7). 
 

1. The site did not follow the protocol for Visit 4 in
that the PK samples were not collected within the
required time frames following administration of the 
initial (2100 h) study drug dose for 5 subjects
(Subjects 052-002,052-009, 052- 012, 052-013, and 052-
033). In addition, the protocol indicates that the 
study drug is to be administered at plus or minus 5
minutes from the indicated time (2100 h and 0700 h);
however, of these 5 subjects, the initial doses for 3
(Subjects 052-002, 052-009, and 052-012) and the 
morning dose for I (Subject 052-033) were not
administered within that appropriate time frame.

Response: 
The PI Dr. Miller acknowledged the observation.  He stated that 
the deviations were communicated to the sponsor and the IRB.  As 
a corrective action, an additional medical assistant was hired 
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to help with blood draws at 24 h times and the staff was 
retrained to adhere to study protocols for future studies. 
 
Evaluation:
In my opinion this observation is not likely to have significant 
impact on study outcomes because the actual times of collection 
were used for calculation of testosterone, dihydrotestosterone 
and estradiol pharmacokinetics.

Analytical Site:  

 
An electronic response to the inspectional observations was 
received from the firm on 12/05/2013 (Attachment 8). 
 

1. Failure to use the appropriate blank matrix for 
preparing calibrators for testosterone, 
dihydrotestosterone and estradiol.  The calibrators in 
this study were prepared in artificial matrix prepared 
with 4% BSA in 0.9% saline in place of serum with low 
endogenous levels of these analytes. 

Response:
 acknowledged the observation and stated that additional 

validation experiments will be performed to evaluate 
comparability of calibrators prepared in the artificial matrix 
with calibrators prepared in human serum.  The firm will also 
compare the accuracy and precision of assays using QCs prepared 
in both matrices.   promised to provide the additional data 
by 1/15/2014. 
 
Evaluation:
The study samples were extracted by derivatization from human 
serum and the firm did not ensure that extraction efficiency was 
comparable in both matrices (see observation 2a).  Also, during 
the study,  did not establish that the use of calibrators 
prepared in artificial matrix would not impact the accuracy of 
determination of the analytes in serum.  In my opinion, the 
accuracy of testosterone, dihydrotestosterone and estradiol 
concentrations in serum samples is not assured.   should 
demonstrate that the performance of calibrators prepared in 
artificial matrix is comparable to calibrators prepared in human 
serum. 
 

2. Failure to conduct appropriate method validation 
experiments for testosterone, dihydrotestosterone and 
estradiol:
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a) Extraction recovery for testosterone, 
dihydrotestosterone, and estradiol was not demonstrated 
appropriately in that an artificial matrix (4% BSA in 
0.9% saline) was used in place of serum. 

b) The effects of lipemia on determination of testosterone, 
dihydrotestosterone and estradiol were not evaluated. 

c) Reinjection reproducibility was not demonstrated. 
Several analytical runs were reinjected due to 
interruption of the LC-MS/MS system during the study. 

d) Matrix effects were not evaluated. 

Response:
 acknowledged the concerns listed in observation 2 and stated 

that additional experiments will be done to address them.   
promised to submit the additional data by 1/15/2014.  
 
Evaluation:
An addendum to this review will follow when the additional data 
arrive. The following is my preliminary evaluation of the 
observations. 
 
2.a)  used calibrators spiked into artificial matrix before 
and after extraction to evaluate extraction recovery.  This 
method did not account for contributing factors from serum 
matrix.   should provide data for extraction recovery and its 
variability in human serum. 
 
2.b) Lipemic blood or serum samples were not identified by 
either the clinical sites or . In my opinion, because this 
was a fed study it is important to evaluate the impact of 
lipemia on the accuracy of determinations of testosterone, 
dihydrotestosterone, and estradiol. 
 
2.c) None of the interrupted and reinjected runs failed due to 
QC failure.  Therefore, observation 2c is not likely to have 
significant impact on study results. 
 
2.d)  should have evaluated matrix effects including 
variability among sources of serum.  However, no significant 
variability in internal standard signals was apparent during the 
analysis of serum samples.  Therefore, observation 2d should not 
have significant impact on study results.           

3. Integrity of serum samples was not assured in that 
sample storage freezers were not locked. The freezers 
were located in an area with unrestricted access. 
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Response:
 acknowledged observation 3.  The response claimed that 

samples were analyzed only after approval by the study director, 
and that use of study samples was always verified by a second 
person.  As a corrective action,  plans to install freezer 
locks with secure electronic access by 03/01/2014. 
 
Evaluation:
Although the sample storage freezers were not locked, there was 
no evidence of improper use study samples during the study.  The 
corrective action proposed by  is acceptable.  In my opinion, 
observation 3 is not likely to have an impact on study outcome.    

Conclusion: 
After evaluation of inspectional observations and the responses 
for the above inspections for study TBS-1-2011-03, I recommend 
the following: 
 
a) The OCP reviewer should assess the impact of early dose 
adjustments from BID to TID for subject #051-036 (clinical site 
#2) on the safety and efficacy of the treatment. 

 
b) Abnormal results for subject #051-014 ( ) during visit #6 
should be reviewed for safety evaluations. 

 
Analytical data should not be accepted until the following 
additional data are provided: 
 
a) Data that performance of calibrators prepared in artificial 

matrix is comparable to calibrators prepared in human serum, 
after adjustment for endogenous hormone concentrations; and 

b) Data for extraction recovery and matrix effects in human serum 
and the impact of lipemia on the accuracy of determinations of 
testosterone, dihydrotestosterone, and estradiol 
concentrations.  

 
 
 
 

Gopa Biswas, Ph.D. 
      Bioequivalence Branch, DBGLPC, OSI 
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3 METHODS AND MATERIALS REVIEWED 
This section describes the methods and materials we reviewed to better understand the 
potential for medication errors with the proposed product.    

3.1 PRODUCT DESIGN, LABELS,  AND LABELING 
Using the principles of human factors and Failure Mode and Effects Analysis,2 along 
with post marketing medication error data, we evaluated: 

 Container labels submitted April 29, 2013 (Appendix A) 

 Carton labeling submitted April 29, 2013  (Appendix B) 

 Natesto Container closure system diagram submitted via email on May 7, 
2013 (Appendix C) 

 Insert labeling submitted  April 29, 2013 (no image) 

4 RESULTS AND ASSESSMENT 
This section provides our findings from the review of the Natesto product design, labels, 
and labeling. 

4.1 PRODUCT DESIGN, LABELS,  AND LABELING REVIEW 
The Applicant is proposing a bio-adhesive testosterone gel intended for intranasal 
application as another option for testosterone replacement therapy.  According to the 
Applicant, one advantage of the proposed intranasal testosterone gel, when compared to 
other formulations, includes the lack of transference to other family members.  
Furthermore, the Applicant states that the bio-adhesive characteristics of the gel ensure 
that it does not run or drip out of the nasal cavity.  The DBRUP Medical Officer’s review 
of the phase 3 study protocol concluded that no adverse events of either secondary 
exposure or drug product administration issues due to patient mishandling of the study 
drug were reported.    

DMEPA also expressed concerns with the bio-availability and transference of this 
product in the presence of upper respiratory infections (URI’s) and seasonal allergies.  In 
an e-mail dated September 3, 2013, DBRUP shared this concern and determined it could 
be addressed in the labeling.  Pending their additional statements addressing this issue, 
we would suggest repeating this information in strategic areas of the insert labeling to 
alert users to the proper and safe use of this product. 

The Applicant did not conduct a usability or label comprehension study to demonstrate 
that patients can use the proposed pump safely.  We acknowledge that requesting the 
Applicant to conduct such a study may not be feasible at this stage of product 
development.  However, we reviewed responses from the Applicant’s participant survey 
for comments that could inform our views about the effectiveness of the proposed IFU 

 
2 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004 

Reference ID: 3380584



 

  3

and/or if improvements were necessary.  Our assessment reinforced the necessity to 
address how to use this product in the presence of URI’s and seasonal allergies.  
Specifically, the following comments were made:  “With cold and flu season there is 
sometimes drainage”, “Difficult to use in AM due to nasal drip”, and “Having a cold”.   

Our review of the proposed insert labeling, instructions for use, container labels, and 
carton labeling concluded that improvements are needed to promote the safe use of the 
product, to mitigate any confusion, and to clarify information.  We make 
recommendations in Section 5 below. 

5 RECOMMENDATIONS  
Based on this review, DMEPA provides the following comments and recommendations 
prior to approval of this NDA:  

A. Comments to the Division 
DMEPA provides the following comments for consideration by the review division 
prior to the approval of this NDA: 

1.  We defer the following items to the Division to consider for this 
 testosterone product: 

a. Consider if a boxed warning or limitation of use statement addressing 
secondary exposure would be appropriate for this product.  Although the 
Applicant states the bio-adhesive nature of the gel prevents the product 
from running or dripping out of the nasal cavity, the risk may still exist.  
Additionally, the possibility of the product being accidentally transferred 
to the hands of the patient by touching the tip of the pump after 
administering the product, or being transferred to any other areas to which 
others may come in contact, cannot be ruled out.  If you agree, consider 
adding the same warnings and cautionary statements that are used with 
other FDA approved topical testosterone products (e.g., Androgel, Axiron, 
Fortesta) as appropriate. We recommend that the chosen statements appear 
in the Administration subsection of ‘Dosage and Administration’, in 
Section 17.3 (titled “Patients Should be Advised of these Administration 
Instructions”), and in the Patient Information section under the statement 
“What is the most important information I should know about Natesto”? 

b. Consider the potential for the interchangeability of Natesto with other 
testosterone products.  Statements such as “Topical testosterone products 
may have different doses, strengths, or application instructions that may 
result in different system exposure” may be used.  This may be added to 
the dosing subsection of the Dosing and Administration section of the 
insert labeling.  (See Comment in the Dosing Section.) 

c. If Natesto is determined to be non-child resistant, consider adding the 
following statement to help minimize the risk of accidental exposure to 
children:  “This package is not child resistant.  Keep out of reach of 
children” to the Storage and Handling section. 

d. The appropriateness of labeling instructions for patients experiencing 
upper respiratory infections (URI’s) and/or seasonal allergies while using 
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f. Place the statement ‘5.5 mg of testosterone per pump actuation*’ 
immediately below ‘(Testosterone) Gel’ as this statement is considered the 
statement of strength and should appear below the active ingredient and 
dosage form statements.  This statement should then be followed by 
‘*Each actuation delivers 0.122 grams of gel’ and ‘Multi-dose pump 
capable of dispensing 60 metered pump actuations’. 

 
g. Revise the net quantity statement ‘Total Contents = 11.0 g/dispenser’ to 

read ’11 g’.  Additionally, relocate ’11 g’ to appear at the bottom portion 
of the container labels and carton labeling. 

 
h. Increase the prominence of the route of administration ‘for intranasal use 

only’ by bolding and increasing the font size. 
 

i. Add the statement ‘This package is not child resistant’ to appear before the 
statement ‘Keep out of reach of children.’ 

 
j. Relocate the NDC number to appear above the proprietary name and 

ensure that the font size does not compete with the name. 
 

k. Remove the Medication Guide statement,  
 since a Medication Guide is not being 

proposed for this product. 
 

l. Following the revisions recommended in 1a through 1k 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) 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.   
 
11 g 
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2. 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.’ 

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. 

2. 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. 

If you have further questions or need clarifications, please contact Shawnetta Jackson, 
OSE Project Manager, at 301-796-4952. 

Reference ID: 3380584
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Selected Requirements of Prescribing Information (SRPI)  
 

The Selected Requirements of Prescribing Information (SRPI) version 2 is 48-item, drop-down 
checklist of critical format elements of the prescribing information (PI) based on labeling 
regulations (21 CFR 201.56 and 201.57) and labeling guidances. 
 
All of the “NO” sections of this review were told to the Sponsor via their 74 day letter. 
 
 
 

 

Highlights (HL) 
GENERAL FORMAT  
1. Highlights (HL) must be in two-column format, with ½ inch margins on all sides and in a 

minimum of 8-point font.  
Comment:        

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

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

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

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

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

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

Comment:        
3. All headings in HL must be presented in the center of a horizontal line, in UPPER-CASE letters 

and bolded. 
Comment:        

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

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

YES 

NO 

YES 

YES 

YES 
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6. Section headings are presented in the following order in HL: 
Section Required/Optional 
• Highlights Heading Required 
• Highlights Limitation Statement  Required 
• Product Title  Required  
• Initial U.S. Approval  Required 
• Boxed Warning  Required if a Boxed Warning is in the FPI 
• Recent Major Changes  Required for only certain changes to PI*  
• Indications and Usage  Required 
• Dosage and Administration  Required 
• Dosage Forms and Strengths  Required 
• Contraindications  Required (if no contraindications must state “None.”) 
• Warnings and Precautions  Not required by regulation, but should be present 
• Adverse Reactions  Required 
• Drug Interactions  Optional 
• Use in Specific Populations  Optional 
• Patient Counseling Information Statement Required  
• Revision Date  Required 

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

Comment:        

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

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

letters: “HIGHLIGHTS OF PRESCRIBING INFORMATION”. 
Comment:        

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

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

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

Comment:        

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

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

YES 

NO 

YES 

YES 

YES 

NO 

N/A 
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Boxed Warning  
12. All text must be bolded. 

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

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

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

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

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

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

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

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

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

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

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

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

Dosage Forms and Strengths 

YES 

N/A 

N/A 

N/A 

N/A 

N/A 

N/A 

N/A 

YES 
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22. For a product that has several dosage forms, bulleted subheadings (e.g., capsules, tablets, 
injection, suspension) or tabular presentations of information is used. 
Comment:        

Contraindications 
23. All contraindications listed in the FPI must also be listed in HL or must include the statement 

“None” if no contraindications are known. 
Comment:        

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

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

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

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

 

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

If a product has FDA-approved patient labeling: 
 

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

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

Comment:        
 

 

Contents: Table of Contents (TOC) 
 

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

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

“FULL PRESCRIBING INFORMATION: CONTENTS”. 
Comment:        

YES 

YES 

YES 

YES 

NO 

YES 

NO 

YES 

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

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

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

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

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

35. If a section or subsection from 201.56(d)(1) is omitted from the FPI and TOC, the heading 
“FULL PRESCRIBING INFORMATION: CONTENTS” must be followed by an asterisk 
and the following statement must appear at the end of TOC: “*Sections or subsections omitted 
from the Full Prescribing Information are not listed.”  
Comment:        

 

Full Prescribing Information (FPI) 

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

“FULL PRESCRIBING INFORMATION”.  
Comment:        

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

 
38. The bolded section and subsection headings must be named and numbered in accordance with 

21 CFR 201.56(d)(1) as noted below. If a section/subsection is omitted, the numbering does not 
change. 

 

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

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

N/A 

YES 

YES 

YES 

YES 

YES 

YES 

YES 
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8.5 Geriatric Use 
9  DRUG ABUSE AND DEPENDENCE 

9.1 Controlled Substance 
9.2 Abuse 
9.3 Dependence 

10  OVERDOSAGE 
11  DESCRIPTION 
12  CLINICAL PHARMACOLOGY 

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

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

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

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

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

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

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

FULL PRESCRIBING INFORMATION DETAILS 
 

Boxed Warning 
42. All text is bolded. 

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

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

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

Contraindications 

YES 

YES 

N/A 

N/A 

N/A 

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

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

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

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

 

Comment:        
 

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

 

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

 

Comment:        
 

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

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

Comment:       
 

YES 

YES 

N/A 

YES 
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M E M O R A N D U M  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
       PUBLIC HEALTH SERVICE 
         FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
_______________________________________________________________ 
 
DATE: August 2, 2013 
 
TO:  Chief,  
  Medical Products & Tobacco Trip Planning Branch 

Division of Medical Products and Tobacco Inspections  
  Office of Medical Products and Tobacco Operations 
  
  Director, Investigations Branch 
  Florida District Office 
  555 Winderley Place, Suite 200 
  Maitland, FL 32751 
 
  Director, Investigations Branch 
  Cincinnati District Office 
  6751 Steger Drive 
  Cincinnati, OH 45237 
 
FROM: Sam H. Haidar, Ph.D., R.Ph. 
  Chief, Bioequivalence Branch 
  Division of Bioequivalence and GLP Compliance (DBGLPC)  

Office of Scientific Investigations (OSI) 
 
SUBJECT: Amendment to FY 2013, CDER High Priority User Fee NDA, 

Pre-Approval Data Validation Inspection, Bioresearch 
Monitoring, Human Drugs, CP 7348.001 

 
              RE: NDA 205-488 
                  DRUG:  Testosterone nasal gel   
               SPONSOR: Trimel BioPharma SRL 
  Barbados 
  
This memo requests that you arrange for inspections of the 
clinical and analytical portions of the following safety/efficacy 
and pharmacokinetic study.  These inspections should be completed 
prior to November 22, 2013.  Our earlier memo requested 
inspection of the analytical portions only. 
 
Once you identify an ORA investigator, please contact the DBGLPC 
point of contact (POC) to schedule the inspections.  A DBGLPC 
scientist will participate in the inspection of the analytical 
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site to provide scientific and technical expertise.  Background 
materials will be available in ECMS under the ORA folder. 
 
Study #: TBS-1-2011-03 
Study Title:   “A 90-day, randomized, dose-ranging study, 

including potential dose titration, 
evaluating the efficacy and safety of 
intranasal TBS-1 in the treatment of male 
hypogonadism with sequential safety extension 
periods of 90 and 180 days”  

 
Clinical Site #1: Clinical Research of South Florida 
 275 Alhambra Circle 

Coral Gables, FL 33134 
Investigator: Jeffrey Rosen, MD 
 
Clinical Site #2: Center for Family Medicine 
 333 Conover Drive, Suite D 

Franklin, OH 45005 
Investigator: Gary Bedel, MD   
 
Clinical Site #3: Jacksonville Impotence Treatment Center 
 2950 Halcyon Lane, Suite 706 
 Jacksonville, FL 32223 
Investigator: Roger Miller, Jr., MD 
 
Do not reveal the application number, the study to be inspected, 
the drug name, or the study investigators to the sites prior to 
starting the inspections.  The sites will receive this 
information during the inspection opening meetings.  The 
inspections will be conducted under Bioresearch Monitoring 
Compliance Program CP 7348.001, not under CP 7348.811 (Clinical 
Investigators).   
 
Once the inspections are completed, please send a scanned copy 
of the completed Section A of this memo to the DBGLPC POC. 
 

SECTION A – CLINICAL DATA AUDIT  
 
Please remember to collect relevant exhibits for all findings, 
including discussion items at closeout, as evidence of the 
findings.   
 
During the clinical site inspection, please: 
 

□ Confirm the informed consent forms and study records for 100% 
of subjects enrolled at the site.  
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□ Compare the study records in the NDA submission to the 
original documents at the site.  

 

□ Check for evidence of under-reporting of adverse events (AEs). 
 

□ Check for evidence of inaccuracy in the electronic data 
capture system. 

 

□ Check reports for the subjects audited.   
 

o Number of subject records reviewed during the 
inspection:______  

 

o Number of subjects screened at the site:______ 
 

o Number of subjects enrolled at the site:______ 
 

o Number of subjects completing the study:______ 
 

□ Verify from source documents that case report forms accurately 
report evaluations related to the primary endpoint. 
 

□ Confirm that site personnel conducted clinical assessments in 
a consistent manner and in accordance with the study protocol. 

 

□ Confirm that site personnel followed SOPs during study 
conduct. 

 

□ Examine correspondence files for any sponsor- or monitor-
requested changes to study data or reports. 

 

□ Check the accuracy of the actual time of drug administration 
(morning dose) and blood sampling around that morning dose 
(scheduled to be 1 hour pre-dose and 20 minutes post-dose) on 
days 30 and 90. 

 

□ Include a brief statement summarizing your findings including 
IRB approvals, study protocol and SOPs, protocol deviations, 
AEs, concomitant medications, adequacy of records, 
inclusion/exclusion criteria, drug accountability documents, 
and case report forms for dosing of subjects, etc. 

 

□ Other comments: 
______________________________________________________________
______________________________________________________________ 
______________________________________________________________
______________________________________________________________ 
______________________________________________________________ 

 
 

SECTION B – AUDIT OF ANALYTICAL DATA 
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Analytical Site:  
 
 
 
 
Investigator: 
 
Contact person: 
 
Methodology: LC-MS/MS 
    

 Please complete the following items during the inspection: 
 

□ Examine all pertinent items related to the analytical method 
used for the measurement of testosterone and 
dihydrotestosterone (DHT) concentrations in human serum. 
 

□ Compare the accuracy of the analytical data in the NDA 
submission against the original documents at the site.  

 

□ Determine if the site employed a validated analytical method 
to analyze the subject samples. 

 

□ Compare the assay parameters observed during the study sample 
analysis with those obtained during method validation.  These 
parameters may include variability between and within runs, 
accuracy and precision, etc. 

 

□ Confirm that the accuracy and precision in matrix were 
determined using standards and QCs prepared from separate 
stock solutions. 

 

□ Determine if the subject samples were analyzed within the 
conditions and times of demonstrated stability. 

  

□ Confirm that freshly made calibrators and/or freshly made QCs 
were used for stability evaluations during method validation. 

 

□ Scrutinize the number of repeat assays of the subject plasma 
samples, the reason for such repetitions, the SOP(s) for 
repeat assays, and if relevant stability criteria (e.g., 
number of freeze-thaw cycles) sufficiently covered the 
stability of reanalyzed subject samples. 
 

□ Examine correspondence files between the analytical site and 
the applicant for their content. 

 
Additional instructions to ORA Investigator: 
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The DBGLPC POC will provide you with compliance program elements, 
and in certain situations, additional study specific instructions 
prior to the inspections.  Please contact the DBGLPC POC for 
inspection-related questions and clarifications before, during, 
and after the inspections. 
 
If you issue Form FDA 483, please remind the inspected firm of 
the 15 business-day timeframe for submission of a written 
response to observations listed on the form.  Promptly fax or 
email a copy of the form to the DBGLPC POC.  If it appears that 
the site violations may warrant an OAI classification, notify the 
respective DBGLPC POC as soon as possible.  Fax or email any 
written response to Form FDA 483 as soon as you receive it to the 
DBGLPC POC. 
 
DBGLPC POC foreign site:     Arindam Dasgupta, Ph.D. 
      Email: arindam.dasgupta@fda.hhs.gov 
      TEL: (301)796-3326 
      FAX: (301)847-8748 
 
DBGLPC POC domestic sites:    Ruben Ayala, Pharm.D. 
      Email: ruben.ayala@fda.hhs.gov 
      TEL: (301)796-2018 
      FAX: (301)847-8748 
 
 
cc: 
CDER OSI PM TRACK 
OSI/DBGLPC/Taylor/Bonapace/Haidar/Skelly/Choi/Ayala/Dejernett 
ORA/OMPTO/DMPTI/BIMO/Turner/Arline/Carrion/Alexis/Johnson/Braswel
l/Colon 
HFR-SE250/Sinninger, Kathleen (DIB)/Torres, Brunilda (BIMO) 
HFR-CE450/Miser, David (DIB) 
HFR-CE4525/Harriger, Mishelle (BIMO)  
CDER/OND/ODEIII/DBRUP/Joffe/Roule 
CDER/OTS/OCP/DCPIII/Bashaw/Yu 
Draft: RCA 6/18/2013, 8/2/2013 
Edit: MFS 6/18/13, 8/2/13 
ECMS: Cabinets/CDER_OC/OSI/Division of Bioequivalence & Good 
Laboratory Practice Compliance/Electronic Archive/BEB 
ECMS: Cabinets/ORA/OMPTO/BIMO/FY’13/CDER/DMPTI 
ECMS: Cabinets/ORA/OMPTO/BIMO/FY’13/CDER/FLA-DO 
ECMS: Cabinets/ORA/OMPTO/BIMO/FY’13/CDER/CIN-DO 
OSI file #: BE6468; O:\BE\assigns\bio205488_amended.doc 
FACTS: 8680622 
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