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Memorandum DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

Date: February 24, 2014

From: Yichun Sun, Ph.D.
Review Chemist, ONDQA
Division of New Drug Quality Assessment II
ONDQA

Through: Moo-Jhong Rhee, Ph.D.
Chief, Branch IV
Division of New Drug Quality Assessment II
ONDQA

To: NDA 22219, CMC Review #3

Subject: Approval

The NDA was NOT recommended for approval due to lacking an overall “Acceptable” 
recommendation from the Office of Compliance at the time of Review #3 was written.

The overall “Acceptable” recommendation of Establishment Evaluation has been provided 
by the Office of Compliance (see Attachment 1).  

As stated in Review #3, the two referred DMFs (  and ) are deemed adequate to 
support the NDA. The labels and labeling have been reviewed and found acceptable.  Thus, 
this application is now recommended for approval from the ONDQA’s perspective. An 
expiration dating period of 60 months is recommended for the drug product based on the 
available stability data.

Reference ID: 3459547
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Memorandum  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
    PUBLIC HEALTH SERVICE 
    FOOD AND DRUG ADMINISTRATION 
    CENTER FOR DRUG EVALUATION AND RESEARCH

Date: August 27, 2009 

From: Yichun Sun, Ph.D. 
 Review Chemist, ONDQA 
 Premarketing Assessment Division II 
 ONDQA 

Through: Moo-Jhong Rhee, Ph.D. 
 Chief, Branch III 
 Premarketing Assessment Division II 
 ONDQA 

To: Previous Memorandum to CMC Review #2 for NDA 22-219  

Subject: Update the Mock-up Carton Label 

At the time of the memorandum to CMC Review #2 was written, the mock-up carton label 
was acceptable.  However, per the request of DMEPA, the statements about storage 
requirement and package insert on the principal display panel of the carton label were deleted 
to make the Medication Guide statement more prominent.  The deletion of these statements 
from the principal display panel would not affect the recommendation in the previous 
memorandum since these statements already appear on the carton side panel.  The mock-up 
carton label was updated on August 24, 2009.  This memorandum is to update the mock-up 
carton label in the previous memorandum to the CMC Review #2. Thus, this application is 
still recommended for approval from the perspective of Chemistry, Manufacturing and 
Controls.
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As shown in the above mock-up carton label, the following items are provided: 

• Proprietary name, established name  
• Controlled drug substance symbol 
• Dosage strength 
• Net quantity of dosage form 
• “Rx only” 
• Lot number and expiration date 
• Storage conditions 
• Bar code 
• NDC number (requested but not required (21 CFR 207.35(b)(3)(i)) 
• Name of manufacturer/distributor 
• Quantitative ingredient information (injectables) 
• Statement of being sterile (if applicable) 
• “See package insert for full prescribing information” 

Evaluation: Acceptable.  The mock-up carton label provides all the required information as 
per 21 CFR 201. 
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Memorandum  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
    PUBLIC HEALTH SERVICE 
    FOOD AND DRUG ADMINISTRATION 
    CENTER FOR DRUG EVALUATION AND RESEARCH 

Date: August 14, 2009 

From: Yichun Sun, Ph.D. 
 Review Chemist, ONDQA 
 Premarketing Assessment Division II 
 ONDQA 

Through: Moo-Jhong Rhee, Ph.D. 
 Chief, Branch III 
 Premarketing Assessment Division II 
 ONDQA 

To: NDA 22-219, CMC Review #2  

Subject: Review of labeling, and mock-up labels for the container and carton 
 
At the time of the CMC review was written, labeling review has not been completed.  
Therefore, from the CMC perspective, this NDA is not recommended for approval until the 
labeling review is completed.  On August 14, 2009, the review on labeling, and mock-up 
labels for container and carton was completed.  The labeling, and mock-up labels for 
container and carton are acceptable.  Thus, this application is now recommended for 
approval from the perspective of Chemistry, Manufacturing and Controls.   
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Review Notes 
 

The sponsor provided the proposed labeling text and samples of mock-up labels for the 
container and carton in the Labeling section.  CMC information is reviewed according to 21 
CFR 201.   

 
CMC related information provided in the package insert: 

 
“Highlights” Section 

• Proprietary name and established name: AVEEDTM (testosterone undecanoate) 
injection.  

• Dosage and Administration: 3 mL is to be injected intramuscularly at initiation, at 4 
weeks, and every 10 weeks thereafter. 

• Controlled drug substance symbol: CIII
• Dosage Forms and Strengths: 3 mL of 250 mg/mL (750 mg) of testosterone 

undecanoate sterile injectable solution is provided in an amber glass, single use vial 
with silver-colored crimp seal and grey plastic cap. 

 
Evaluation: Acceptable. 

“Full Prescribing Information” Section 
 

# 3: Dosage Forms and Strengths 

• Available dosage forms: Injectable solution. 
• Strengths (in metric system): 3 mL of 250 mg/mL (750 mg) testosterone 

undecanoate sterile injectable solution. 
• A description of the identifying characteristics of the dosage forms: An amber 

glass, single use vial with silver-colored crimp seal and grey plastic cap. 
 

Evaluation: Acceptable. 
 

#11: Description 
 

• Proprietary name and established name: AVEED (testosterone undecanoate) 
injection. 

• Dosage form and route of administration: Intramuscular injection.  
• Inactive ingredient information: Each 3 mL vial contains 1500 mg of benzyl 

benzoate and 885 mg of refined castor oil. 
• Statement of being sterile: Sterile. 
• Pharmacological/therapeutic class: Testosterone replacement therapy. 
• Chemical name, structural formula, molecular weight: 17 -undecanoyloxy-4-

androsten-3-one.  It has the empirical formula C30H48O3 with a molecular weight of 
456.7, and the following structural formula: 
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• Other important chemical or physical properties (such as pKa or pH): AVEED is 
a clear, yellowish, sterile oily solution for intramuscular injection.  Testosterone 
undecanoate is a white to off-white crystalline substance.  The active form, 
testosterone, is formed by cleavage of the side chain.

Evaluation: Acceptable.  
 

#16: How Supplied/Storage and Handling 
 

• Strength of dosage form: 3 mL of 250 mg/mL (750 mg) testosterone undecanoate 
injectable solution. 

• Available units: Single Use Vial.  
• Identification of dosage forms, e.g., shape, color, coating, scoring, imprinting: An 

amber glass vial with silver-colored crimp seal and plastic cap. 
• NDC number: NDC 67979-511-43. 
• Special handling (e.g., protect from light): Visually inspected before use. 
• Storage conditions: Store at room temperature, 25°C (77°F); excursions permitted to 

15°-30°C (59°-86°F) [See USP controlled room temperature]. 
 

Evaluation: Acceptable. 
 

CMC related information provided for the container and carton labels: 
The vial and carton labels have been modified in the complete response to the 
Approvable Letter dated June 27, 2008.  CMC related information provided for the vial 
and carton labels are shown below:

Proposed Vial Label  
(b) (4)
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As shown in the above mock-up vial label, the following items are provided: 
 

• Proprietary name, established name  
• Controlled drug substance symbol 
• Dosage strength 
• Net contents 
• “Rx only” 
• Storage conditions 
• NDC number (requested but not required (21 CFR 207.35(b)(3)(i)) 
• Name of manufacturer/distributor 

Evaluation: Lot number and expiration date are missing from the vial label. 

Information Request: 
An IR letter dated May 19, 2009 was sent to request the applicant to add lot number and 
expiration date to the vial label. 

 
An amendment dated June 8, 2009 was received.  The vial label has been updated as 
shown below: 
 
Updated Vial Label 

 
As shown in the above updated mock-up vial label, the following items are provided: 
 

• Proprietary name, established name 
• Controlled drug substance symbol 
• Dosage strength 
• Net contents 
• Lot number and expiration date 
• “Rx only” 
• Storage conditions 
• NDC number (requested but not required (21 CFR 207.35(b)(3)(i)) 
• Name of manufacturer/distributor 

 

(b) (4)
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Note: The  has been replaced with Aveed because
was rejected by the FDA.  The requirement of linear bar code on the label is exempted 
because of limited space of the label.  See CMC review #1 for details. 
 
The mock-up vial label was updated again on July 23, 2009 to correct a typographical 
spelling error in the generic name, testosterone undecanoate.  However, the lot number 
and expiration date were missing from the updated mock-up vial label.  The applicant 
was asked to add lot number and expiration date to the vial label, and to make editorial 
changes to the strength expression on the vial label.  The final mock-up vial label was 
received on August 14, 2009 and is shown below.   
 
Final Vial Label 

As shown in the above mock-up vial label, the following items are provided: 
 

• Proprietary name, established name  
• Controlled drug substance symbol 
• Dosage strength 
• Net contents 
• Lot number and expiration date 
• “Rx only” 
• Storage conditions 
• NDC number (requested but not required (21 CFR 207.35(b)(3)(i)) 
• Name of manufacturer/distributor 

 
Evaluation: Acceptable.  The mock-up vial label provides all the required information 
as per 21 CFR 201. 

 

(b) (4)

(b) (4)(b) (4)
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As shown in the above mock-up carton label, the following items are provided: 
 

• Proprietary name, established name  
• Controlled drug substance symbol 
• Dosage strength 
• Net quantity of dosage form 
• “Rx only” 
• Storage conditions 
• Bar code 
• NDC number (requested but not required (21 CFR 207.35(b)(3)(i)) 
• Name of manufacturer/distributor 
• Quantitative ingredient information (injectables) 
• Statement of being sterile (if applicable) 
• “See package insert for full prescribing information” 

 
Evaluation: Lot number and expiration date are missing from the carton label. 
 
Information Request: 
An IR letter dated May 19, 2009 was sent to request the applicant to add lot number and 
expiration date to the carton label. 
 
An updated carton label was received on June 8, 2009.  The updated carton label is 
shown below: 
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As shown in the above updated mock-up carton label, the following items are provided: 
 

• Proprietary name, established name  
• Controlled drug substance symbol 
• Dosage strength 
• Net quantity of dosage form 
• “Rx only” 
• Lot number and expiration date 
• Storage conditions 
• Bar code 
• NDC number (requested but not required (21 CFR 207.35(b)(3)(i)) 
• Name of manufacturer/distributor 
• Quantitative ingredient information (injectables) 
• Statement of being sterile (if applicable) 
• “See package insert for full prescribing information” 

The mock-up carton label was updated again on July 23, 2009 to correct a typographical 
spelling error in the generic name, testosterone undecanoate.  However, the lot number, 
expiration date and Medication Guide requirement were missing from the updated 
mock-up vial label.  The applicant was asked to add lot number, expiration date and 
“Dispense the enclosed Medication Guide to each patient” to the carton label, and to 
make editorial changes to the strength expression.  The final mock-up carton label was 
received on August 14, 2009 and is shown below.   
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As shown in the above mock-up carton label, the following items are provided: 
 

• Proprietary name, established name  
• Controlled drug substance symbol 
• Dosage strength 
• Net quantity of dosage form 
• “Rx only” 
• Lot number and expiration date 
• Storage conditions 
• Bar code 
• NDC number (requested but not required (21 CFR 207.35(b)(3)(i)) 
• Name of manufacturer/distributor 
• Quantitative ingredient information (injectables) 
• Statement of being sterile (if applicable) 
• “See package insert for full prescribing information” 

Evaluation: Acceptable.  The mock-up carton label provides all the required 
information as per 21 CFR 201. 

 
 
 



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

-------------------- -------------------- -------------------- ------------------------------------------
NDA 22219 ORIG 1 NEBIDO
NDA 22219 ORIG 1 NEBIDO
NDA 22219 ORIG 1 NEBIDO
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Assessment Notes 

Drug product is Nebido (testosterone undecanoate) intramuscular injection intended as a long-
acting therapy in adult males for conditions associated with a deficiency or absence of 
endogenous testosterone.  Nebido is approved throughout Europe with Schering AG as the 
sponsor.  Indevus Pharmacueticals has obtained exclusive rights from Bayer Schering AG 
(formerly Schering AG) to  seek marketing authorization for Nebido in the US.   

Clinical trials have been conducted under IND 72,297.  Complete drug substance and drug 
product information are provided in the referenced DMFs.  No information is provided in Module 
3, although an overview of the information is provided in Module 2.  There have been a number 
of CMC-related meetings/correspondences, outlined below: 

• PreIND meeting held 30-Nov-2005:  Rajiv Agarwal, Ph.D., Ph.D., was the assigned chemist.  
There was one question, refering to a presubmission request for review of the DMFs for both the 
drug substance and drug product DMFs to determine if the DMFs were sufficient for filing.  
Sponsor was informed that each section of the CTD format had been addressed in the drug 
product DMF, but evlauation of this information would be made upon submission of the 
IND/NDA.  The following comments/information requests were made: 

1. Provide information on the drug substance (structure, physico-chemical 
propoerties, specifications, acceptance testing performed by drug product 
manufacturer) and drug product (unit and batch composition, specifications and 
stability testing) in the NDA for ease of review 

2. Provide a LOA for the DMFs for the drug substance and container closure 
system 

3. Establish acceptance criteria for benzyl benzoate in the drug product to be tested 
at both release and stability 

4. Confirm that testing of the drug product conforms to USP guidelines 

In addition, PharmTox made the comment that the drug product would be considered as a New 
Molecular Entitiy (NME) because the moiety had not been previously approved in the US.  
Sponsor did not agree, but stated that it was a prodrug.  Although it is an ester of an approved 
moiety (testosterone) and as such would not be considered an NME, CMC defered the discussion 
until such time as data could be reviewed to determine the molecule’s regulatory status. 

• IND review dated 20-Apr-2006:  Zhengfang Ge was the assigned reviewer.  Information was 
provided in the referenced DMFs for which the DMFs were examined and found to be adequate 
to support the initiation of the IND.  In the DMF  review, the question concerning a test 
for benzyl benzoate was addressed (see PIND meeting comment above).  Because the benzyl 
benzoate is used at a concentration of % as  addition 
of such a test was deemed unnecessary, and was confirmed by both Dr. Agarwal and Dr. John 
Metcalf, microbiology reviewer.  The sponsor was asked to provide COAs for the batches used 
in the preclinical and clinical studies for further PharmTox assessment. 

(b) (4)

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

(b) (4)





















---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Donna Christner
10/30/2007 07:41:59 AM
CHEMIST

Hard copy reviewed.  Changes made as per your review

Moo-Jhong Rhee
10/30/2007 01:30:25 PM
CHEMIST
Chief, Branch III




