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Dan, Jack

From: Dan, Jack
Sent: Wednesday, May 03, 2017 7:14 AM
To: Doug_Dobak@mt-pharma-us.com
Cc: Daugherty, Susan B (CSO)
Subject: PMC for NDA 209176 Radicava (edaravone)

Follow Up Flag: Follow up
Flag Status: Flagged

Good morning Doug san, 

 

The review team is requesting a post‐marketing commitment (see below) and a response by COB Thursday, 05/04/17. 

 

As you have conducted very limited investigation of the dose/response of edaravone in ALS, and have not 
established whether a ceiling of efficacy has been reached, we are requesting a post‐marketing commitment to 
conduct a randomized, double‐blind, controlled trial of edaravone in patients with  ALS (definite or probable, 
according to ALS El Escorial Revised Airlie House criteria). Patients should be randomized (1:1:1) to the approved 
dosing regimen and dosage of edaravone (60 mg), the approved dosage of edaravone (60mg) with a daily or 
near‐daily dosing regimen, or to a dosage of 120 mg of edaravone (a dosage even higher would be desirable if 
supported by safety data), with a daily or near‐daily dosing regimen. The primary efficacy endpoint will be the 
change in the revised ALS functional rating scale score (ALSFRS‐R) from baseline to the end of the study. The 
study duration will be at least 24 weeks. 
 
Please propose dates for the following items by May 4 COB. 
 
Draft Protocol Submission: xx/20 
Final Protocol Submission: xx/20 
Trial Completion: xx/20 
Final Report Submission: xx/20 

 

Best regards, 

Jack Dan, RPh 
Regulatory Health Project Manager     

Center for Drug Evaluation and Research 
Office of Drug Evaluation I 
Division of Neurology Products 
U.S. Food and Drug Administration 
Tel: 240-402-6940 

Jack.Dan@fda.hhs.gov   

 
 

         
 
This e‐mail message is intended for the exclusive use of the recipient(s) named above.  It may contain information that is 
protected, privileged, or confidential, and it should not be disseminated, distributed, or copied to persons not 
authorized to receive such information.  If you are not the intended recipient, any dissemination, distribution or copying 
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is strictly prohibited.  If you think you have received this e‐mail message in error, please e‐mail the sender immediately 
at Jack.Dan@fda.hhs.gov 
 
 
 
 

 

Reference ID: 4092727



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

JACK DAN
05/03/2017
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Dan, Jack

From: Dan, Jack
Sent: Tuesday, April 18, 2017 12:11 PM
To: Doug_Dobak@mt-pharma-us.com
Cc: Daugherty, Susan B (CSO)
Subject: Information request for NDA 209176 Radicava (edaravone)

Dear Doug san, 

 

We have the following nonclinical information request: 

 

Would you please provide, for Study R‐217 (the embryofetal development study in rat), the results of a 

statistical analysis of the relationship between litter size and fetal body weight, to facilitate our evaluation of 

dose‐related effects on fetal weight. If such an analysis has been conducted, you should provide the location of 

the information in the study report. The sooner you can provide the information, the better. 

 

Best regards,               

Jack Dan, RPh 
Regulatory Health Project Manager     

Center for Drug Evaluation and Research 
Office of Drug Evaluation I 
Division of Neurology Products 
U.S. Food and Drug Administration 
Tel: 240-402-6940 

Jack.Dan@fda.hhs.gov   

 
 

         
 
This e‐mail message is intended for the exclusive use of the recipient(s) named above.  It may contain information that is 
protected, privileged, or confidential, and it should not be disseminated, distributed, or copied to persons not 
authorized to receive such information.  If you are not the intended recipient, any dissemination, distribution or copying 
is strictly prohibited.  If you think you have received this e‐mail message in error, please e‐mail the sender immediately 
at Jack.Dan@fda.hhs.gov 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 209176
GENERAL ADVICE

Mitsubishi Tanabe Pharma Corporation (MTPC)
Attention: Douglas N. Dobak
Vice President, Regulatory Affairs and Quality Assurance
525 Washing Blvd, Suite 400
Jersey City, NJ 07310

Dear Mr. Dobak:

Please refer to your New Drug Application (NDA) dated June 16, 2016 received June 16, 2016,
submitted under section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act for MCI-186
(edaravone) Injection, 30 mg/100 mL.

We refer to your response dated January 23, 2017 to our information request dated January 20, 
2017. We have reviewed the proposed relabeling and distribution plan and we find it acceptable. 

If you have any questions, call Dahlia A. Woody, Regulatory Business Project Manager, at (301) 
796-8427.

Sincerely,

Wendy I. Wilson-Lee, Ph.D.
Branch Chief, Branch 1 (Acting)
Division of New Drug Products I
CDER/OPQ/ONDP

Reference ID: 4048397

Wendy I. Wilson -S
Digitally signed by Wendy I  Wilson S 
DN: c=US  o=U S  Government  ou=HHS  ou=FDA  
ou=People  0 9 2342 19200300 100 1 1=1300396790  
cn=Wendy I  Wilson S 
Date: 2017 01 30 12:11 01 05'00'
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 209176

MID-CYCLE COMMUNICATION

Mitsubishi Tanabe Pharma Development America, Inc.
Attention: Douglas N. Dobak
US Agent for Mitsubishi Tanabe Pharma Corporation
Vice President, Head of Regulatory Affairs and Quality Assurance
525 Washington Blvd, Suite 400
Jersey City, NJ  07310

Dear Mr. Dobak:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Radicava (edaravone) injection 30 mg/100 ml.

We also refer to the teleconference between representatives of your firm and the FDA on 
December 5, 2016. The purpose of the teleconference was to provide you an update on the status 
of the review of your application.

A record of the teleconference is enclosed for your information.  

If you have any questions, call Jack Dan, RPh, Regulatory Project Manager at (240) 402-6940.

Sincerely,

{See appended electronic signature page}

Nick Kozauer, MD 
Cross Discipline Team Leader
Division of Neurology Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research

Enclosure:
Mid-Cycle Communication

Reference ID: 4032681

(

 



FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

MID-CYCLE COMMUNICATION

Meeting Date and Time: December 5, 2016 at 2:00 pm 

Application Number: 209176
Product Name: Radicava (edaravone) 30 mg/100 ml
Indication: Treatment of Amyotrophic Lateral Sclerosis (ALS)
Applicant Name: Mitsubishi Tanabe Pharma Corporation

Meeting Chair: Nick Kozauer, MD
Meeting Recorder: Jack Dan, RPh

FDA ATTENDEES
Nick Kozauer, MD, Clinical Team Leader, Division of Neurology Products (DNP)
Wendy Wilson, PhD, Branch Chief (Acting), Drug Product
Elisa Braver, PhD, Division of Epidemiology I
Donnella Fitzgerald, PharmD, Division of Risk Management (DRISK) Reviewer
Dan Berger, PhD, Drug Product Reviewer
David Carbone, PhD, Nonclinical Reviewer
Susan Daugherty, Regulatory Project Manager
Jack Dan, Regulatory Project Manager

EASTERN RESEARCH GROUP
Marc Goldstein

APPLICANT ATTENDEES
Douglas Dobak- VP RA&QA
Joe Palumbo MD- VP Medical Sciences
Koji Takei- Associate Director Medical Sciences
Rhea Williams-Regulatory Affairs Senior Consultant
Audra Durio- Manager, Regulatory Affairs
Hee Young Park MS- Associate Director, Regulatory Affairs
Ming Ji MD-VP Drug Safety
Elvia Pariso- Manager, Drug Safety

1.0 INTRODUCTION

We are providing these comments to you before we complete our review of the entire application 
to give you preliminary notice of issues that we have identified.  In conformance with the 
prescription drug user fee reauthorization agreements, these comments do not reflect a final 
decision on the information reviewed and should not be construed to do so.  These comments are 

Reference ID: 4032681



NDA 209176
 
Mid-Cycle Communication

Page 2

preliminary and subject to change as we finalize our review of your application. In addition, we 
may identify other information that must be provided before we can approve this application.  If 
you respond to these issues during this review cycle, depending on the timing of your response, 
and in conformance with the user fee reauthorization agreements, we may or may not be able to 
consider your response before we take an action on your application during this review cycle.

2.0 SIGNIFICANT ISSUES 
There are no significant review issues requiring a response from the sponsor at this time.

Discussion at the Meeting
No discussion

3.0  INFORMATION REQUESTS
The clinical IR sent on November 22, 2016, requesting additional information regarding the 
comparability of ALS in Caucasian and Japanese patients, as well as any comparative efficacy 
data with edaravone for these populations in other indications is pending.

Discussion at the Meeting
The applicant confirmed that it was planning on submitting the information related to this 
clinical IR, as requested.

4.0 MAJOR SAFETY CONCERNS/RISK MANAGEMENT
There are no major safety concerns at this time and there are currently no plans for a REMS.

Discussion at the Meeting
No discussion

5.0 ADVISORY COMMITTEE MEETING
We are not currently planning to hold an advisory committee meeting to discuss this application.

Discussion at the Meeting
The Agency confirmed that there was no plan to hold an advisory committee meeting for this 
application.

6.0 LATE-CYCLE MEETING /OTHER PROJECTED MILESTONES
Late-Cycle Meeting: January 31, 2017

Discussion at the Meeting
The Agency confirmed that the PDUFA goal date for this application is June 16, 2017, based on 
the required categorization of the application as having a standard review timeline.  However, the 
Agency noted that it always has the ability to expedite reviews for drugs intended to treat serious 
diseases. 

6.0 Additional Meeting Discussion

Reference ID: 4032681



NDA 209176
 
Mid-Cycle Communication

Page 3

 The applicant asked for feedback from the plant inspection resulting in a FD-483 and 
whether the inspection at Onoda, Japan has been scheduled. The Agency noted that it was 
unable to comment on manufacturing site inspections at this time.

 The Agency commented that the applicant’s proposed labeling is under review and that a 
draft label would be provided once it is available.

Reference ID: 4032681
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NICHOLAS A KOZAUER
12/23/2016
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Dan, Jack

From: Dan, Jack
Sent: Tuesday, December 06, 2016 7:25 AM
To: Doug_Dobak@mt-pharma-us.com
Cc: Daugherty, Susan B (CSO)
Subject: Information request for NDA 209176 edaravone

Good morning Doug, 

 

Our Clinical Reviewer has the following information request for NDA 209176 edaravone: 

 

Please provide information in narrative form about the 6 subjects who received <= 70% of investigational 
product in the double blind treatment period (Study 19 Study Report, Table 11.1.1‐1. This should include what 
cycles were missed and the reasons for missing treatment. We note this is listed as being described in the 
Appendix 16.1.9.3, however the information is not easily extractable in that document. 
 
Provide this information by Dec. 8 close of business. 

 
Best regards, 

Jack Dan, RPh 
Regulatory Health Project Manager     

Center for Drug Evaluation and Research 
Office of Drug Evaluation I 
Division of Neurology Products 
U.S. Food and Drug Administration 
Tel: 240-402-6940 

Jack.Dan@fda.hhs.gov   

 
 

         
 
This e‐mail message is intended for the exclusive use of the recipient(s) named above.  It may contain information that is 
protected, privileged, or confidential, and it should not be disseminated, distributed, or copied to persons not 
authorized to receive such information.  If you are not the intended recipient, any dissemination, distribution or copying 
is strictly prohibited.  If you think you have received this e‐mail message in error, please e‐mail the sender immediately 
at Jack.Dan@fda.hhs.gov 
 
 
 
 

Reference ID: 4023116
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12/06/2016
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Dan, Jack

From: Dan, Jack
Sent: Friday, November 25, 2016 7:32 AM
To: Doug_Dobak@mt-pharma-us.com
Cc: Daugherty, Susan B (CSO)
Subject: Information request for NDA 209176 edaravone

Dear Doug san, 

 

Our Clinical Reviewer has the following information request for NDA 209176: 

 

Please identify the location in the datasets for study MCI‐186‐16 where the FAS, EESP, and definite or 

probable/EESP/2Y population designation may be found in a single column or send a SAS transport dataset with 

this as a column and the unique subject ID as another. 

 

Please respond by the close of business Tuesday, 11/29/16. 

 

Please confirm receipt of this email and contact me if you have any questions. 

 

Best regards, 

Jack Dan, RPh 
Regulatory Health Project Manager     

Center for Drug Evaluation and Research 
Office of Drug Evaluation I 
Division of Neurology Products 
U.S. Food and Drug Administration 
Tel: 240-402-6940 

Jack.Dan@fda.hhs.gov   

 
 

         
 
This e‐mail message is intended for the exclusive use of the recipient(s) named above.  It may contain information that is 
protected, privileged, or confidential, and it should not be disseminated, distributed, or copied to persons not 
authorized to receive such information.  If you are not the intended recipient, any dissemination, distribution or copying 
is strictly prohibited.  If you think you have received this e‐mail message in error, please e‐mail the sender immediately 
at Jack.Dan@fda.hhs.gov 
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Dan, Jack

From: Dan, Jack
Sent: Tuesday, November 22, 2016 12:58 PM
To: Doug_Dobak@mt-pharma-us.com
Cc: Daugherty, Susan B (CSO)
Subject: Information request for NDA 209176 edaravone

Dear Doug san, 

 

Our Clinical Reviewer has the following information request for NDA 209176 edaravone. 

 

We appreciate that you have provided a summary in the Summary of Clinical Efficacy section 2.7.3.4 of the 

comparison between Japanese and Caucasian patients with respect to  

 Diagnostic and evaluative criteria 

 Course of natural history 

 PK of edaravone 

Please provide the review team with the location in your application or provide information on the following areas 

related to the topic comparing the Japanese and Caucasian populations, particularly those patients with ALS: 

 Comparisons of biomarkers relevant to ALS 

 Similarities or differences in pharmacodynamics or safety assessments to edaravone in any indication or 

segment of these ethnic groups. 

Please send your completed response by December 15th, 2016. 

 

Please confirm receipt of this email and contact me if you have any questions. 

 

Best regards, 

Jack Dan, RPh 
Regulatory Health Project Manager     

Center for Drug Evaluation and Research 
Office of Drug Evaluation I 
Division of Neurology Products 
U.S. Food and Drug Administration 
Tel: 240-402-6940 

Jack.Dan@fda.hhs.gov   

 
 

         
 
This e‐mail message is intended for the exclusive use of the recipient(s) named above.  It may contain information that is 
protected, privileged, or confidential, and it should not be disseminated, distributed, or copied to persons not 
authorized to receive such information.  If you are not the intended recipient, any dissemination, distribution or copying 
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is strictly prohibited.  If you think you have received this e‐mail message in error, please e‐mail the sender immediately 
at Jack.Dan@fda.hhs.gov 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

 NDA 209176
 

PROPRIETARY NAME REQUEST 
CONDITIONALLY ACCEPTABLE 

Mitsubishi Tanabe Pharma Corporation
c/o Mitsubishi Tanabe Pharma Development America, Inc.,
525 Washington Blvd, Suite 400
Jersey City, NJ  07310

ATTENTION: Douglas N. Dobak
Vice President, Head of Regulatory Affairs and Quality Assurance

Dear Mr. Dobak:

Please refer to your New Drug Application (NDA) dated and received June 16, 2016, submitted 
under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Edaravone Injection, 
30 mg/100 mL.

We also refer to your correspondence, dated and received July 5, 2016, requesting review of your 
proposed proprietary name, Radicava.  

We have completed our review of the proposed proprietary name, Radicava and have concluded 
that it is conditionally acceptable. 

If any of the proposed product characteristics as stated in your above submission(s) are altered 
prior to approval of the marketing application, the proprietary name should be resubmitted for 
review. Additionally, if your application receives a complete response, a new request for name 
review for your proposed name should be submitted when you respond to the application 
deficiencies.

If you require information on submitting requests for proprietary name review or PDUFA 
performance goals associated with proprietary name reviews, we refer you to the following:

 Guidance for Industry Contents of a Complete Submission for the Evaluation of 
Proprietary Names 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guid
ances/UCM075068.pdf) 

 PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 2013 through 
2017, 
(http://www.fda.gov/downloads/ForIndustry/UserFees/PrescriptionDrugUserFee/UCM27
0412.pdf)
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NDA 209176
Page 2

If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Corwin Howard, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at 240-402-8654.  For any other information 
regarding this application, contact Jack Dan, Regulatory Project Manager in the Office of New 
Drugs, at 240-402-6940.  

Sincerely,

{See appended electronic signature page}

Todd Bridges, RPh
Director
Division of Medication Error Prevention and Analysis
Office of Medication Error Prevention and Risk Management
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 209176

FILING COMMUNICATION – 
NO FILING REVIEW ISSUES IDENTIFIED

Mitsubishi Tanabe Pharma Development America, Inc.
Attention: Douglas N. Dobak
US Agent for Mitsubishi Tanabe Pharma Corporation
Vice President, Head of Regulatory Affairs and Quality Assurance
525 Washington Boulevard, Suite 400
Jersey City, NJ  07310

Dear Mr. Dobak:

Please refer to your New Drug Application (NDA) dated June 16, 2016, received June 16, 2016, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA), for 
Radicava (edaravone) injection 30 mg/100 ml.

We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 CFR 314.101(a), this 
application is considered filed 60 days after the date we received your application.  The review 
classification for this application is Standard. Therefore, the user fee goal date is June 16, 2017. 
This application is also subject to the provisions of “the Program” under the Prescription Drug 
User Fee Act (PDUFA) V (refer to 
http://www.fda.gov/ForIndustry/UserFees/PrescriptionDrugUserFee/ucm272170.htm).

We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, mid-
cycle, team and wrap-up meetings).  Please be aware that the timelines described in the guidance 
are flexible and subject to change based on workload and other potential review issues (e.g., 
submission of amendments).  We will inform you of any necessary information requests or status 
updates following the milestone meetings or at other times, as needed, during the process.  If 
major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any post marketing commitment requests by May 26, 2017. 

In addition, the planned date for our internal mid-cycle review meeting is November 15, 2016.  
We are not currently planning to hold an advisory committee meeting to discuss this application. 
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We request that you submit the following information: 

1. Tables summarizing what vital signs are available from other edaravone studies, the 
title/number of the study reports that summarize those findings, and whether electronic 
datasets are available and in what format.

2. The NONMEM code for population PK analysis as a stand-alone file.
3. The bioanalytical reports for Studies MCI-186-01 and MCI-186-E01.

PRESCRIBING INFORMATION 
Your proposed prescribing information (PI) must conform to the content and format regulations 
found at 21 CFR 201.56(a) and (d) and 201.57.  As you develop your proposed PI, we encourage 
you to review the labeling review resources on the PLR Requirements for Prescribing 
Information and PLLR Requirements for Prescribing Information websites including: 

 The Final Rule (Physician Labeling Rule) on the content and format of the PI for human 
drug and biological products 

 The Final Rule (Pregnancy and Lactation Labeling Rule) on the content and format of 
information in the PI on pregnancy, lactation, and females and males of reproductive 
potential 

 Regulations and related guidance documents 
 A sample tool illustrating the format for Highlights and Contents 
 The Selected Requirements for Prescribing Information (SRPI) − a checklist of important 

format items from labeling regulations and guidances and
 FDA’s established pharmacologic class (EPC) text phrases for inclusion in the Highlights 

Indications and Usage heading.  

During our preliminary review of your submitted labeling, we have identified the following 
labeling issues and have the following labeling comments:

1. Include the Product Title in Highlights (HL) as stated in and required by 21 CFR 
201.57(a)(2). 

2. Each summarized statement or topic in HL must reference the section(s) or subsection(s) 
of the Full Prescribing Information (FPI) that contain more detailed information. Please 
include a cross-reference under Adverse Reactions.

3. The following heading “FULL PRESCRIBING INFORMATION” must be bolded, must 
appear at the beginning of the FPI, and should be in UPPERCASE.

4. The preferred presentation for cross-references in the FPI is the section (not subsection) 
heading followed by the numerical identifier. The entire cross-reference should be in 
italics and enclosed within brackets. For example, “[see Warnings and Precautions 
(5.2)].”

5. The DRUG INTERACTIONS section must contain a description of clinically significant 
interactions.  The CLINICAL PHARMACOLOGY section is the appropriate location for 
information related to drug interaction studies that conclude there is no clinically 
significant interaction.
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Dan, Jack

From: Dan, Jack
Sent: Thursday, July 14, 2016 2:10 PM
To: Doug_Dobak@mt-pharma-us.com
Cc: Daugherty, Susan B (CSO)
Subject: Information request for NDA 209176 edaravone

Good afternoon Mr. Dobak, 

 

Our reviewer has the following information request for NDA 209176 edaravone for the treatment of ALS: 

 

You note that vital signs were not performed in the ALS studies. Please submit a table summarizing what vital signs are 

available from other edaravone studies, the title/number of the  study reports that summarize those findings, and 

whether electronic datasets are available and in what format. 

 

Please send this information by 20 July. 

 

Please confirm receipt of this email and contact me if you have any questions. 

 

Best regards, 

 

Jack Dan, RPh 
Regulatory Project Manager 
Food and Drug Administration 
Office of Drug Evaluation I ‐ Division of Neurology Products 
10903 New Hampshire Avenue 
Building 22, Room 4209 
Silver Spring,  MD  20993‐0002 
Office: (240) 402‐6940 
Fax: (301)796‐9842 
Email: Jack.Dan@fda.hhs.gov 
 
This e‐mail message is intended for the exclusive use of the recipient(s) named above.  It may contain information that is 
protected, privileged, or confidential, and it should not be disseminated, distributed, or copied to persons not 
authorized to receive such information.  If you are not the intended recipient, any dissemination, distribution or copying 
is strictly prohibited.  If you think you have received this e‐mail message in error, please e‐mail the sender immediately 
at Jack.Dan@fda.hhs.gov 
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LATE-CYCLE COMMUNICATION 
DOCUMENTS 

 



DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 209176
LATE-CYCLE MEETING MINUTES

Mitsubishi Tanabe Pharma Development America, Inc.
Attention: Douglas N. Dobak
US Agent for Mitsubishi Tanabe Pharma Corporation
Vice President, Head of Regulatory Affairs and Quality Assurance
525 Washington Blvd, Suite 400
Jersey City, NJ  07310

Dear Mr. Dobak:

Please refer to your New Drug Application (NDA) dated June 16, 2016, submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA) for Radicava (edaravone) injection 
30 mg/100 mL.

We also refer to the Late-Cycle Meeting (LCM) between representatives of your firm and the 
FDA on January 31, 2017.     

A copy of the official minutes of the LCM is enclosed for your information.  Please notify us of 
any significant differences in understanding regarding the meeting outcomes.

If you have any questions, call Jack Dan, RPh, Regulatory Project Manager at (240) 402-6940.

Sincerely,

{See appended electronic signature page}

Nick Kozauer, MD
Cross Discipline Team Leader
Division of Neurology Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research

Enclosure:
  Late Cycle Meeting Minutes
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FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

MEMORANDUM OF LATE-CYCLE MEETING MINUTES

Meeting Date and Time: January 31, 2017 at 1:00 pm
Meeting Location: FDA White Oak Campus, Building 22, Room 4270

Application Number: NDA 209176
Product Name: Radicava (edaravone)
Applicant Name: Mitsubishi Tanabe Pharma Corporation

Meeting Chair: Nick Kozauer, MD
Meeting Recorder: Jack Dan, RPM

FDA ATTENDEES
Ellis Unger, MD, Director, Office of New Drugs/Office of Drug Evaluation I
Nick Kozauer, MD, Cross Discipline Team Leader, Division of Neurology Products (DNP) 
Christopher Breder, MD, Clinical Reviewer
Lois Freed, PhD, Supervisory Pharmacologist
David Carbone, PhD, Nonclinical Reviewer
Wendy Wilson, PhD, Branch Chief (Acting), Drug Product
Dan Berger, PhD, Drug Product Reviewer
Elisa Braver, PhD, Division of Epidemiology I
Donnella Fitzgerald, PharmD, Reviewer, Division of Risk Management (DRISK) 
Sreedharan Sabarinath, PhD, Clinical Pharmacology Team Leader 
Atul Bhattaram, PhD, Pharmacometrics Reviewer
Xinning Yang, PhD, Clinical Pharmacology Reviewer
Charlene Flowers, Office of Surveillance and Epidemiology (OSE) Safety Reviewer
Elisa Braver, PhD, OSE/Office of Pharmacovigilance and Epidemiology (OPE)/Division of 
Epidemiology I Reviewer
Tracy Peters, PharmD, Associate Director of Labeling
Susan Daugherty, Regulatory Project Manager
Jack Dan, Regulatory Project Manager

APPLICANT ATTENDEES
Doug Dobak, Head of Regulatory Affairs
Rhea Williams, Developmental Regulatory Affairs
Audra Durio, Regulatory Affairs submissions
Heeyoung Park, PM Regulatory Affairs
Ming Ji, Head of Safety
Elvia Paraiso, Manager, Safety
Joseph Palumbo, Head of Medical Science and Translational Medicine
Koji Takei, Medical Science and Translational Medicine and Clinical Development

1.0 BACKGROUND
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Page 2

NDA 209176 was submitted on June 16, 2016 for Radicava (edaravone).

Proposed indication: Treatment of Amyotrophic Lateral Sclerosis (ALS)

PDUFA goal date: June 16, 2017

FDA issued a Background Package in preparation for this meeting on January 27, 2017. 

2.0 DISCUSSION

1.    Postmarketing Requirements/Postmarketing Commitments 

 A study to evaluate the pharmacokinetic properties of edaravone and its metabolites 
in patients with severe hepatic impairment (the subjects would not need to be ALS 
patients).

 A Thorough QT Study to evaluate the potential for small increases in QT interval 
(greater than 10 ms).

 Postmarketing requirements for carcinogenicity studies in mouse and rat.

Discussion:
The applicant acknowledged the Division’s planned postmarketing requirements.

2. Review Plans

Discussion:
The Division commented that it plans to send its proposed labeling to the applicant as soon 
as it is available. The Division further indicated that it tentatively plans to take an action on 
this NDA prior to the June 16, 2017, PDUFA goal date.  However, the Division reiterated 
that a final decision on the application has not yet been made and that it could not provide 
any target date as to when any such early action may occur. 

3. Wrap-up and Action Items 

Discussion:
The applicant was informed that the Agency is unable to discuss the inspection results for 
their contract manufacturing organization (CMO). The Agency directed the applicant to 
work directly with its CMO regarding any facilities issues.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

Food and Drug Administration
Silver Spring MD 20993

NDA 209176

LATE CYCLE 
MEETING 
BACKGROUND 
PACKAGE

Mitsubishi Tanabe Pharma Development America, Inc. 
Attention: Douglas N. Dobak
US Agent for Mitsubishi Tanabe Pharma Corporation
Vice President, Head of Regulatory Affairs and Quality Assurance
525 Washington Blvd, Suite 400
Jersey City, NJ  07310

Dear Mr. Dobak:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act for Radicava (edaravone) injection 30 mg/100 mL.

We also refer to the Late-Cycle Meeting (LCM) scheduled for January 31, 2017.  
Attached is our background package, including our agenda, for this meeting.

If you have any questions, call Jack Dan, RPh, Regulatory Project Manager, at
(240) 402-6940.

Sincerely,

{See appended electronic signature page}

Eric Bastings, MD
Deputy Director
Division of Neurology Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research

ENCLOSURE:
Late-Cycle Meeting Background Package
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LATE-CYCLE MEETING BACKGROUND PACKAGE

Meeting Date and Time: January 31, 2017 at 1:00 pm
Meeting Location: FDA White Oak Campus, Building 22, Room 1201

Application Number: NDA 209176
Product Name: Radicava (edaravone)
Indication: Treatment of Amyotrophic Lateral Sclerosis (ALS)
Applicant Name: Mitsubishi Tanabe Pharma Corporation

FDA ATTENDEES (tentative) 
Ellis Unger, MD, Director, Office of New Drugs/Office of Drug Evaluation I
Billy Dunn, MD, Director, Division of Neurology Products (DNP)
Eric Bastings, MD Deputy Director, DNP
Nick Kozauer, MD, Clinical Team Leader, DNP 
Christopher Breder, MD, Clinical Reviewer
Lois Freed, PhD, Nonclinical Team Leader
David Carbone, PhD, Nonclinical Reviewer
Wendy Wilson, PhD, Branch Chief (Acting), Drug Product
Dan Berger, PhD, Drug Product Reviewer
Elisa Braver, PhD, Division of Epidemiology I
Donnella Fitzgerald, PharmD, Division of Risk Management (DRISK) Reviewer
Corinne Moody, Science Policy Analyst, Controlled Substance Staff
Sreedharan Sabarinath, PhD, Clinical Pharmacology Team Leader 
Xinning Yang, PhD, Clinical Pharmacology Reviewer
Katherine Bonson, PhD, Pharmacologist, Controlled Substance Staff
Lolita White, PharmD, OSE/DMEPA Team Lead
Charlene Flowers, OSE Safety Reviewer
Elisa Braver, PhD, OSE/OPE/Division of Epidemiology I Reviewer
Lucas Kempf, MD, Medical Officer, Rare Diseases
Aline Moukhtara, RN, OPDP, Regulatory Review Officer
Tracy Peters, PharmD, Associate Director of Labeling
Susan Daugherty, Regulatory Project Manager
Jack Dan, Regulatory Project Manager

APPLICANT ATTENDEES
Doug Dobak, Head of Regulatory Affairs
Rhea Williams, Developmental Regulatory Affairs
Audra Durio, Regulatory Affairs submissions
Heeyoung Park, PM Regulatory Affairs
Ming Ji, Head of Safety
Elvia Paraiso, Manager, Safety
Joseph Palumbo, Head of Medical Science and Translational Medicine
Koji Takei, Medical Science and Translational Medicine and Clinical Development
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INTRODUCTION

The purpose of a Late-Cycle Meeting (LCM) is to share information and to discuss any 
substantive review issues that we have identified to date, Advisory Committee (AC) meeting 
plans (if scheduled), and our objectives for the remainder of the review. The application has 
not yet been fully reviewed by the signatory authority, division director, and Cross-Discipline 
Team Leader (CDTL) and therefore, the meeting will not address the final regulatory decision 
for the application.  We are sharing this material to promote a collaborative and successful 
discussion at the meeting.

During the meeting, we may discuss additional information that may be needed to address the 
identified issues and whether it would be expected to trigger an extension of the PDUFA goal 
date if the review team should decide, upon receipt of the information, to review it during the 
current review cycle.  If you submit any new information in response to the issues identified 
in this background package prior to this LCM or the AC meeting, if an AC is planned, we may 
not be prepared to discuss that new information at this meeting.

BRIEF MEMORANDUM OF SUBSTANTIVE REVIEW ISSUES IDENTIFIED 
TO DATE

1.   Discipline Review Letters

No Discipline Review letters have been issued to date.

2.   Substantive Review Issues

No substantive review issues have been identified to date.

ADVISORY COMMITTEE MEETING

An Advisory Committee meeting is not planned.

REMS OR OTHER RISK MANAGEMENT ACTIONS

No issues related to risk management have been identified to date.

LCM AGENDA

1.   Introductory Comments – 5 minutes (Nick Kozauer, MD, CDTL/Jack Dan, RPM/Susan
Daugherty, RPM)

Welcome, Introductions, Ground rules, Objectives of the meeting.

2.   Discussion of Substantive Review Issues

No Substantive Review Issues.

Reference ID: 4047954
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3.   Discussion of Minor Review Issues

No Minor Review Issues.

4.   Additional Applicant Data

No Additional Applicant Data.

5.   Information Requests

There are no pending information requests at this time.

6.   Postmarketing Requirements/Postmarketing Commitments – 10 minutes
 A study to evaluate the pharmacokinetic properties of edaravone and its metabolites 

in patients with severe hepatic impairment (the subjects would not need to be ALS 
patients).

 A Thorough QT Study to evaluate the potential for small increases in QT interval 
(greater than 10 ms).

 Postmarketing requirements for carcinogenicity studies in mouse and rat.

7.   Major labeling issues

No major labeling issues.

8.   Review Plans – 5 minutes

The Division plans to continue with the ongoing reviews and begin labeling negotiations 
once we have completed our draft labeling edits. 

9.   Wrap-up and Action Items – 5 minutes
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