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NDA Executive Summary  

1. Application/Product Information  

NDA Number 216354 

Applicant Name Teva Neuroscience, Inc. 

Drug Product Name AUSTEDO XR (deutetrabenazine) 

Dosage Form Extended-release tablet 

Proposed Strength(s) 6 mg, 12 mg, 24 mg 

Route of Administration Oral 

Maximum Daily Dose 48 mg 

Rx/OTC Dispensed Rx 

Proposed Indication Treatment of chorea associated with Huntington’s disease 
and treatment of tardive dyskinesia in adults 

Drug Product Description 

Round, 9 mm, film-coated tablets with black imprint. A laser 
drilled hole may be visible. 
 6 mg: Grey with "Q6" printed on one side 
 12 mg: Blue with "Q12" printed on one side 
 24 mg: Purple with "Q24" printed on one side 

Co-packaged product 
information N/A 

Device information N/A 

Storage Temperature/ 
Conditions Controlled room temperature, 20°C to 25°C 

Review Team 

Discipline Primary Secondary 

Drug Substance N/A N/A 

Drug Product/ 
Labeling 

Venkateswara 
Pavuluri Martha Heimann 

Manufacturing Vicky He Chengjiu Hu 

Biopharmaceutics Jia Leo Ta-Chen Wu 
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2. Final Overall Recommendation  - Approval 

3. Action Letter Information 

a. Expiration Dating: 

The following expiration dating periods are granted for AUSTEDO XR 
(deutetrabenazine) extended-release tablets when stored at controlled room 
temperature, 20°C to 25°C: 

6 mg tablets in 30-count bottles:  18 months 
12 mg and 24 mg tablets in 30-count bottles:  24 months 
6 mg, 12 mg, and 24 mg tablets in blister packs:  18 months 

b. Additional Comments for Action 

There are no additional comments for the action letter. 

4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 

OPQ recommends APPROVAL of NDA 216354 for AUSTEDO XR 
(deutetrabenazine) extended-release tablets, 6 mg, 12 mg, and 24 mg.  The 
applicant has provided adequate information on the proposed drug product to 
ensure the identity, strength, purity, and strength of the proposed drug product.  
The overall manufacturing inspection recommendation is approval for all facilities 
associated with this application.  The proposed labeling and labels have 
adequate information to meet the regulatory requirements. 

b. Is the overall recommendation in agreement with the individual 
discipline recommendations?    Yes 

Recommendation by Subdiscipline: 
Drug Substance - N/A 

Microbiology N/A N/A 

Other (specify): N/A N/A 

RBPM Erica Keafer 

ATL Martha Heimann 

Consults N/A 
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The Applicant cross-references approved NDA 208082 for all information to 
support the drug substance, deutetrabenazine. 
Drug Product - Adequate 
Quality Labeling - Adequate 
Manufacturing - Adequate 
Biopharmaceutics - Adequate 
Microbiology - N/A 

 
Environmental Assessment:  Categorical Exclusion - Adequate 

QPA for EA(s): No 

5. Life-Cycle Considerations 

Established Conditions per ICH Q12:  No 
Comments: 

Comparability Protocols (PACMP):  No 
Comments: 

Additional Lifecycle Comments: 

There are no outstanding issues or lifecycle considerations. 
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compatible diluents, 
storage conditions needed 
to maintain the stability of 
the reconstituted or diluted 
product) 

Important administration 
instructions supported by 
product quality information 
(e.g., do not crush or chew 
extended-release tablets, 
instructions for mixing with 
food) 

Adequate 

 

For parenteral products: 
include statement: 
“Parenteral drug products 
must be inspected visually 
for particulate matter and 
discoloration prior to 
administration, whenever 
solution and container 
permit”  

N/A  

If there is a USP 
monograph for the drug 
product and it contains a 
labeling requirement, 
ensure the labeling 
requirement is fulfilled. 
Note the labeling 
requirement may be 
applicable to another 
section of the PI (e.g., 
Section 11). 

N/A  

For radioactive products, 
include radiation dosimetry 
for the patient and 
healthcare practitioner(s) 
who administer the drug 

N/A  

For hazardous products, 
include the statement 
“DRUG X is a hazardous 
drug. Follow applicable 
special handling and 
disposal procedures.x” with 
x numerical citation to 
“OSHA Hazardous Drugs”. 

N/A  
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For injectable drug products for 
parental administration, use appropriate 
package type term (e.g., single-dose, 
multiple-dose, single-patient-use). 
Other package terms include pharmacy 
bulk package and imaging bulk 
package, and these products require a 
“Not for direct infusion” statement. 

N/A  

For parenteral injectable dosage forms, 
include the name and quantities of all 
active and inactive ingredients in 
alphabetical order. For ingredients 
added to adjust the pH or make 
isotonic, include the name and 
statement of effect. 

N/A  

If alcohol is present, must provide the 
amount of alcohol in terms of percent 
volume of absolute alcohol 

N/A  

Linear Bar code Adequate  
   

 

Reference ID: 5122042













Venkateswara
Pavuluri

Digitally signed by Venkateswara Pavuluri
Date: 1/17/2023 01:58:55PM
GUID: 551eb409003b6d46b8d5dfa7699e4742

Martha
Heimann

Digitally signed by Martha Heimann
Date: 1/17/2023 02:45:46PM
GUID: 504f845f00000ed260627d268a8cdc9d

Reference ID: 5122042



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

 
Date: 03-FEB-2023 

 
From: Venkateswara R. Pavuluri, PhD, R. Ph. 

Drug Product Reviewer, DNDPII 
Office of New Drug Products 

 
Through: Julia C. Pinto, PhD (for Martha R. Heimann, PhD). 

Branch Chief, Br3/ DNDPII 
Office of New Drug Products  

 
To:  CMC Labeling Review for AUSTEDO® XR (NDA 216354)    

 Subject: Final Recommendation APPROVAL 
 

At the time when initial Labeling Review of NDA 216354 was completed on 17-

JAN-2023, this NDA was not recommended for approval 21 CFR 314.125(b)(6) 

from the CMC labeling/labels perspective due to deficiencies listed below.  The 

NDA for this drug product was otherwise complete and adequate from the drug 

product perspective, per the review dated 17-JAN-2023. This labeling memo is 

based on the Amendments (SN 0012, dated 17-JAN-2023; SN 0014, dated 31-

JAN-2023).   

Labeling/Label Deficiencies identified in CMC Labeling review as of 17-DEC-

2022: 

A. Prescribing Information and Medication Guide: 
 

1. We acknowledge the inclusion of “Child resistant pack” for starter kits in of 

prescribing information under section 16.1 How Supplied. We advise you to 

include similar statements for tablets supplied in bottles, i.e., about child 

resistant caps.  

Applicant’s Response (eCTD SN 0014 dated 31-JAN-2023):  Applicant 

proposes to add “Child-resistant package” to the AUSTEDO XR bottle 

labels in accordance with FDA Guidance for Industry, Child-Resistant 

Packaging Statements in Drug Product Labeling. 

Reviewer’s Evaluation: Adequate. 

2. In PI section 16.2 Storage and on all container labels include the statement, 

“Dispense in original container”. 

Applicant’s Response: Applicant added “Dispense in original container” 

to the main panel of the shell packs, as the inner blister cards are locked 

into the shellacks and do not separate.  Since the outer carton prominently 
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states “Dispense in this sealed carton”, Applicant stated that it reinforce 

both that dispensers should not open the kit and the product should be 

dispensed in the original container.  

Applicant proposed to add an alternate statement, “Dispense in original 

container or in a tight container as defined in USP” to support use of the 

original container, while still allowing for dispensing in a tight container 

when necessary to dispense fewer than 30 tablets, as directed by physician 

orders during the titration phase where physicians may prescribe tablet 

strengths in quantities smaller than 30 in order to achieve the target dose 

and up-titration in weekly increments or when prescriptions are written for 

less than a 30 day supply.  

Reviewer’s Evaluation: Adequate. 

Container and Carton labeling (sent to sponsor as of 10-JAN-2023):  

3. We took note of the space allotted for Lot/EXP information on all packaging 

components. However, an identifying lot or control number from which it is 

possible to determine the complete manufacturing history of the package of 

the drug is needed. Provide the format to be used for assigning Lot / Batch 

numbers to the various professional samples and trade packaging 

configurations. Also see a separate comment on EXP format to be used.  

Applicant’s Response (eCTD SN 0012 dated 17-JAN-2023):  

Applicant stated that the shaded areas identified as ‘Serialization Coding Area’ or 

‘Lot/Exp Coding Area’ on carton and container labeling for AUSTEDO XR will be 

completed at the manufacturing site(s), with online printing within these areas. The 

formats for AUSTEDO XR titration kits and bottles were provided. For the titration 

kits, the expiration date will be printed in the format “YYYY/MMM”.  

 

For AUSTEDO XR bottles, the expiration date format currently in use at the facility 

is “MM/YYYY”.  

 

Applicant further stated that the packaging facility for bottles is in the process of 

replacing the hardware and software that prints the bottle label expiration date. 

Once in place, the new system will be configured to print the expiration date in the 

format “YYYY/MM”. They intend to implement this change in advance of new USP 

labeling requirements, i.e.  USP General Chapter <7> Labeling Official Date of ) 

September 2023. 
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Reviewer’s Evaluation: Adequate. Applicant provided sample formats of Lot 

number and Expiry date selected for titration kits (sample and commercial packs) 

and HDPE bottles.  

4. We noted that proposed starter kits contain tablets of all three dosage 

strengths in each carton, with at least two strengths in each of packaged 

blister /shell pack unit. Confirm by incorporating a statement in either in 

module 3.2.P.8 or other appropriated sections of the submission that the 

expiry date assigned to the combination blisters, shell pack units and outer 

carton of starter kit (required) will not exceed the shortest expiry date of the 

batch of tablets, among the three dosage strengths. 

Applicant’s Response (eCTD SN 0012 dated 17-JAN-2023): Applicant agreed to 

assign the shortest of the expiry dates among the three dosage strengths to the 

combination blisters, shell pack units and outer carton of titration kit and included 

the below statement in Section 3.2.P.8.1: 

“Therefore, 6 mg samples at the intermediate condition of 30°C/65%RH were tested from the 3 
months stability time point and 12 mg samples from the 6 months stability point, and all data have 
remained within the proposed commercial specifications up to 12 months for all attributes. Based 
on the obtained stability data and since all tablet strength are co-packaged in the same 
blister pack, a shelf life of 18 months for 6 mg, 12 mg, and 24 mg is proposed for the blister. 
The shelf life assigned to the combination blisters, shell pack units and outer carton of 
starter kit will not exceed the shortest shelf life of the batch of tablets, among the three 
dosage strengths. Future shelf life extension will be supported by real time stability data according 
to the stability testing protocols.” 

 

Reviewer’s Assessment: Adequate. Applicant agreed to suggested Agency 
recommendation and a statement of commitment incorporated in module 
3.2.P.8.1.  
 

Recommendation:  

The CMC label/labeling issues identified in the labeling review have been 

satisfactorily resolved, as reproduced in attachment below. This application is 

recommended for APPROVAL from the CMC labeling/label perspective. 

 

Venkateswara R. Pavuluri, PhD, R. Ph., 
Drug Product Reviewer 
DNDP II, ONDP 

 
Julia C. Pinto, PhD, 
Branch Chief, Branch 3, DNDP II, ONDP 
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