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1

Jones, Jacquin

From: Jones, Jacquin
Sent: Thursday, November 19, 2015 1:20 PM
To: 'Anderson, Melissa'
Subject: NDA 208462 Ninlaro(ixazomib): FDA Proposed Labeling -Response due by 3 pm on 

Nov 19
Attachments: NDA 208462_Ninlaro Label_FDAProposedChanges_v11-19-15_FinalSnt.doc

Dear Ms. Anderson, 
  
Please refer to Millennium Pharmaceuticals Inc.’s New Drug Application (NDA) submission dated July 10, 2015 
(SN:0000), which provides for a New Application submission for NDA 208462 Ninlaro (ixazomib).  We also, refer you to 
your November 19, 2015 labeling amendment submitted to the NDA. 
  
The FDA team has reviewed Millennium’s revisions and comments to the FDA proposed PI and has provided follow up 
revisions and comments for Millennium to review in the labeling attached. The revisions for the Patient Package Insert 
will be provided in a separate e‐mail. 

        Please review and accept all changes that you agree with. 

        Please make proposed edits in tracked changes and provide rationale/comment for the new text. 

        Do not reject any FDA changes or comments in the label, provide comments as needed. 
  
Please provide a response via email no later than  3pm, Thursday, November 19, 2015.   
  
As a reminder, please officially submit your response and revised label (tracked changed and clean) as an amendment to 
this NDA at the same time you send your response to this e‐mail no later than 3pm, Thursday, November 19, 2015.  
  
Thank you, 
  
Jackie 
  
Jacquin L. Jones, MS, BSN 
CDR, U.S. Public Health Service 
Regulatory Health Project Manager 
Division of Hematology Products 
Food and Drug Administration 
WO Bldg 22, Rm 2222 
10903 New Hampshire Ave. 
Silver Spring, MD 20903 
Tel: 240‐402‐4590, Fax: 301‐796‐9909 
  

Reference ID: 3849461
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Jones, Jacquin

From: Jones, Jacquin
Sent: Thursday, November 19, 2015 3:15 PM
To: 'Anderson, Melissa'
Subject: NDA 208462 Ninlaro(ixazomib): FDA Proposed Labeling and PPI -Response due by 5 

pm on Nov 19
Attachments: NDA 208462_Ninlaro LabelandPPI_FDAProposedChanges_v11-19-15_FinalSnt.doc

Dear Ms. Anderson, 
  
Please refer to Millennium Pharmaceuticals Inc.’s New Drug Application (NDA) submission dated July 10, 2015 
(SN:0000), which provides for a New Application submission for NDA 208462 Ninlaro (ixazomib).  We also, refer you to 
your November 19, 2015 labeling amendment. 
  
The FDA team has reviewed Millennium’s revisions and comments to the FDA proposed Patient Package Insert (PPI) and 
has provided follow up revisions and comments for Millennium to review in the labeling attached. Also, additional 
revisions have been made to the PI from the previous version sent today. 

        Please review and accept all changes that you agree with. 

        Please make proposed edits in tracked changes and provide rationale/comment for the new text. 

        Do not reject any FDA changes or comments in the label, provide comments as needed. 
  
Please provide a response via email no later than  5 pm, Thursday, November 19, 2015.   
  
As a reminder, please officially submit your response and revised label (tracked changed and clean) as an amendment to 
this NDA at the same time you send your response to this e‐mail no later than 5 pm, Thursday, November 19, 2015.  
  
Thank you, 
  
Jackie 
  
Jacquin L. Jones, MS, BSN 
CDR, U.S. Public Health Service 
Regulatory Health Project Manager 
Division of Hematology Products 
Food and Drug Administration 
WO Bldg 22, Rm 2222 
10903 New Hampshire Ave. 
Silver Spring, MD 20903 
Tel: 240‐402‐4590, Fax: 301‐796‐9909 
  

Reference ID: 3849494
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Jones, Jacquin

From: Jones, Jacquin
Sent: Wednesday, November 18, 2015 11:37 AM
To: 'Anderson, Melissa'
Subject: NDA 208462 Ninlaro(ixazomib): FDA Proposed PPI Labeling -Response due by 12 pm 

on Nov 19
Attachments: NDA 208642_Ninlaro PPI_FDAProposedChangesv11-18-15_FinalSnt.doc

Dear Ms. Anderson, 
  
Please refer to Millennium Pharmaceuticals Inc.’s New Drug Application (NDA) submission dated July 10, 2015 
(SN:0000), which provides for a New Application submission for NDA 208462 Ninlaro (ixazomib).  
  
The FDA team has reviewed the Patient Package Insert (PPI) and has provided proposed edits and comments for 
Millennium’s review and feedback for the first round of changes in the attached PPI document.   
 
In the attached document: 

 Please review and accept all changes that you agree with in the attached document. 

        Please make proposed edits in tracked changes and provide rationale/comment for the new text. 

        Do not reject any FDA changes or comments in the PPI, provide comments as needed. 
  
Please provide a response and revised document via email no later than  12pm, Thursday, November 19, 2015.   
  
As a reminder, please officially submit your response and revised PPI (tracked changed and clean) as a labeling 
amendment to this NDA at the same time you send your response to this e‐mail no later than 12pm, Thursday, 
November 19, 2015.  
  
Thank you, 
  
Jackie 
  
Jacquin L. Jones, MS, BSN 
CDR, U.S. Public Health Service 
Regulatory Health Project Manager 
Division of Hematology Products 
Food and Drug Administration 
WO Bldg 22, Rm 2222 
10903 New Hampshire Ave. 
Silver Spring, MD 20903 
Tel: 240‐402‐4590, Fax: 301‐796‐9909 
  

Reference ID: 3848920

3 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page



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

JACQUIN L JONES
11/18/2015

Reference ID: 3848920



1

Jones, Jacquin

From: Jones, Jacquin
Sent: Wednesday, November 18, 2015 12:19 PM
To: 'Anderson, Melissa'
Subject: NDA 208462 Ninlaro(ixazomib): FDA Proposed Labeling -Response due by 12 pm on 

Nov 19
Attachments: NDA 208462_Ninlaro Label_FDAProposedChanges_v11-18-15_FinalSnt.doc

Dear Ms. Anderson, 
  
Please refer to Millennium Pharmaceuticals Inc.’s New Drug Application (NDA) submission dated July 10, 2015 
(SN:0000), which provides for a New Application submission for NDA 208462 Ninlaro (ixazomib).  We also, refer you to 
your November 16, 2015 labeling amendment submitted to the NDA. 
  
The FDA team has reviewed Millennium’s revisions and comments to the FDA proposed PI and has provided follow up 
revisions and comments for Millennium to review in the labeling attached.  

        Please review and accept all changes that you agree with. 

        Please make proposed edits in tracked changes and provide rationale/comment for the new text. 

        Do not reject any FDA changes or comments in the label, provide comments as needed. 
  
Please provide a response via email no later than  12pm, Thursday, November 19, 2015.   
  
As a reminder, please officially submit your response and revised label (tracked changed and clean) as an amendment to 
this NDA at the same time you send your response to this e‐mail no later than 12pm, Thursday, November 19, 2015.  
  
Thank you, 
  
Jackie 
  
Jacquin L. Jones, MS, BSN 
CDR, U.S. Public Health Service 
Regulatory Health Project Manager 
Division of Hematology Products 
Food and Drug Administration 
WO Bldg 22, Rm 2222 
10903 New Hampshire Ave. 
Silver Spring, MD 20903 
Tel: 240‐402‐4590, Fax: 301‐796‐9909 
  

Reference ID: 3848922
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Jones, Jacquin

From: Jones, Jacquin
Sent: Friday, November 13, 2015 6:05 PM
To: 'Anderson, Melissa'
Subject: NDA 208462 Ninlaro(ixazomib): FDA Proposed Labeling -Response due by 3pm on Nov 

16
Attachments: NDA 208462_Ninlaro Label_FDAProposedChangesv11-13-15_FinalSnt.doc

Dear Ms. Anderson, 
  
Please refer to Millennium Pharmaceuticals Inc.’s New Drug Application (NDA) submission dated July 10, 2015 
(SN:0000), which provides for a New Application submission for NDA 208462 Ninlaro (ixazomib).  We also, refer you to 
your November 12, 2015 labeling amendment submitted to the NDA. 
  
The FDA team has reviewed Millennium’s revisions and comments to the FDA proposed PI submission dated November 
12, 2015 and has provided follow up revisions and comments for Millennium to review in the labeling attached.   

        Please review and accept all changes that you agree with. 

        Please make proposed edits in tracked changes and provide rationale/comment for the new text. 

        Do not reject any FDA changes or comments in the label, provide comments as needed. 
  
Please provide a response via email no later than 3pm, Monday, November 16, 2015.   
  
As a reminder, please officially submit your response and revised label (tracked changed and clean) as an amendment to 
this NDA at the same time you send your response to this e‐mail no later than 3pm, Monday, November 16, 2015.  
  
Thank you, 
  
Jackie 
  
Jacquin L. Jones, MS, BSN 
CDR, U.S. Public Health Service 
Regulatory Health Project Manager 
Division of Hematology Products 
Food and Drug Administration 
WO Bldg 22, Rm 2222 
10903 New Hampshire Ave. 
Silver Spring, MD 20903 
Tel: 240‐402‐4590, Fax: 301‐796‐9909 
  

Reference ID: 3847167
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Jones, Jacquin

From: Jones, Jacquin
Sent: Tuesday, November 10, 2015 2:21 PM
To: 'Anderson, Melissa'
Subject: NDA 208462 Ninlaro(ixazomib): FDA Proposed Labeling -Response due by 11 am on 

Nov 12
Attachments: NDA 208462_Ninlaro Label_FDAProposedChanges_v11-10-15.doc

Dear Ms. Anderson, 
  
Please refer to Millennium Pharmaceuticals Inc.’s New Drug Application (NDA) submission dated July 10, 2015 
(SN:0000), which provides for a New Application submission for NDA 208462 Ninlaro (ixazomib).  We also, refer you to 
your November 4, 2015 labeling amendment submitted to the NDA. 
  
The FDA team has reviewed Millennium’s revisions and comments to the FDA proposed PI submission dated November 
4, 2015 and has provided follow up revisions and comments for Millennium to review in the labeling attached.   

        Please review and accept all changes that you agree with. 

        Please make proposed edits in tracked changes and provide rationale/comment for the new text. 

        Do not reject any FDA changes or comments in the label, provide comments as needed. 
  
Please provide a response via email no later than 11 am, Thursday, November 12, 2015.   
  
As a reminder, please officially submit your response and revised label (tracked changed and clean) as an amendment to 
this NDA at the same time you send your response to this e‐mail no later than 11 am, Thursday, November 12, 2015.  
  
Thank you, 
  
Jackie 
  
Jacquin L. Jones, MS, BSN 
CDR, U.S. Public Health Service 
Regulatory Health Project Manager 
Division of Hematology Products 
Food and Drug Administration 
WO Bldg 22, Rm 2222 
10903 New Hampshire Ave. 
Silver Spring, MD 20903 
Tel: 240‐402‐4590, Fax: 301‐796‐9909 
  

Reference ID: 3845707
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Jones, Jacquin

From: Jones, Jacquin
Sent: Tuesday, November 03, 2015 8:43 AM
To: 'Anderson, Melissa'
Subject: NDA 208462 Ixazomib Millennium-Clinical Information Request
Attachments: Ninlaro IR Nov 2.doc

Good morning Ms. Anderson, 
  
Please refer to Millennium Pharmaceuticals Inc.’s New Drug Application (NDA) 208462 Ninlaro (ixazomib).  We also refer 
you to the submission dated July 10, 2015 (SN:0000) containing the new application for Ninlaro (ixazomib).  The  Clinical 
review team has requested that the following tables be filled in with the requested data by 8 am on Thursday, 
November 5, 2015.   The attached document contains the same requested table information listed below for your 
reference. 
 

 Table A:  Safety Population, Size and Denominators   

Safety Database for the Study Drug1 
Individuals exposed to the study drug in this development program  

N= 
(N is the sum of all available numbers from the columns below) 

Clinical Trial Groups 
New Drug 
(n=  ) 

Active Control 
(n=  ) 

Placebo 
(n=  ) 

Normal Volunteers       

Controlled trials 

conducted for this 

indication2 

     

All other than 

controlled trials 

conducted for this 

indication3 

     

Controlled trials 

conducted for other 

indications4 

     

1
 study drug means the drug being considered for approval. 
2
 to be used in product’s labeling  
3
 if placebo arm patients switch to study drug in open label extension, the n should include their number; do not count twice patients who go into 
extension from randomized study drug arm 
4
 include n in this column only if patients exposed to the study drug for indication(s) other than that in the marketing application have been included in the 
safety database under review. Consider n=0 in this column if no patients treated for other indication(s) were included in this safety database. 

 
Table B. Duration of Exposure  
 

Number of patients exposed to the study drug

Reference ID: 3843483



2

>=6 months*  >=12 months >=18 months >= 24 months or longer

N=  N=  N=  N= 

  
Please submit responses to the information request via e‐mail no later than 8 am on Thursday, November 5, 2015; with 
a follow up of an official submission of the response information to the NDA file.  
  
Thank you for your reply, 
  
Jackie 
  
Jacquin L. Jones, CDR, BSN, MS, USPHS 
Regulatory Health Project Manager 
Division of Hematology Products 
OHOP/CDER/FDA 
10903 New Hampshire Ave, Bldg 22, RM 2222 
Silver Spring, MD 20903 
Tel: 240‐402‐4590, Fax: 301‐796‐9909 
  

Reference ID: 3843483
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Jones, Jacquin

From: Jones, Jacquin
Sent: Friday, October 30, 2015 5:44 PM
To: 'Anderson, Melissa'
Subject: NDA 208462 Ninlaro(ixazomib): FDA Proposed Labeling -Response due by COB Nov 4
Attachments: NDA 208462_Ninlaro_FDAProposedChangestoSpn_v10-30-15.doc

Dear Ms. Anderson, 
 
Please refer to Millennium Pharmaceuticals Inc.’s New Drug Application (NDA) submission dated July 10, 2015 
(SN:0000), which provides for a New Application submission for NDA 208462 Ninlaro (ixazomib). 
 
The FDA review team has reviewed the new PI submission and has responded with the labeling attached.   

 Please review and accept all changes that you agree with. 

 Please make proposed edits in tracked changes and provide rationale/comment for the new text. 

 Do not reject any FDA changes or comments in the label, provide comments as needed. 
 
Please provide a response via email by COB, Wednesday, November 4, 2015.   
 
As a reminder, please officially submit your response and revised label (tracked changed and clean) as an amendment to 
this NDA at the same time you send your response to this e‐mail on COB, Wednesday, November 4, 2015.   
 
Thank you, 
 
Jackie 
 
Jacquin L. Jones, MS, BSN 
CDR, U.S. Public Health Service 
Regulatory Health Project Manager 
Division of Hematology Products 
Food and Drug Administration 
WO Bldg 22, Rm 2222 
10903 New Hampshire Ave. 
Silver Spring, MD 20903 
Tel: 240‐402‐4590, Fax: 301‐796‐9909 
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Jones, Jacquin

From: Jones, Jacquin
Sent: Thursday, October 29, 2015 2:08 PM
To: 'Anderson, Melissa'
Subject: NDA 208462 Ixazomib Millennium- CMC Carton Container Information Request

Good afternoon Ms. Anderson, 
  
Please refer to Millennium Pharmaceuticals Inc.’s New Drug Application (NDA) 208462 Ninlaro (ixazomib).  We also refer 
you to the submission dated July 10, 2015 (SN:0000) containing the new application for Ninlaro (ixazomib).  The CMC 
review team has an additional comment for the carton container label for ixazomib:   
  

CMC Information Request: 
The outer dosepak, outer dosepak carton, outer shellpak carton, and outer shellpak have the incorrect salt 
equivalence statements. Revise the outer dosepak as follows for each strength: 

1. Each capsule contains 2.3 mg of ixazomib equivalent to 3.3 mg of ixazomib citrate. 
2. Each capsule contains 3 mg of ixazomib equivalent to 4.3 mg of ixazomib citrate. 
3. Each capsule contains 4 mg of ixazomib equivalent to 5.7 mg of ixazomib citrate. 

  
Please submit responses to the information request via e‐mail no later than close of business on Friday October  30, 
2015; with a follow up of an official submission of the response information to the NDA file.  
  
Thank you for your reply, 
  
Jackie 
  
Jacquin L. Jones, CDR, BSN, MS, USPHS 
Regulatory Health Project Manager 
Division of Hematology Products 
OHOP/CDER/FDA 
10903 New Hampshire Ave, Bldg 22, RM 2222 
Silver Spring, MD 20903 
Tel: 240‐402‐4590, Fax: 301‐796‐9909 
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Jones, Jacquin

From: Jones, Jacquin
Sent: Thursday, October 29, 2015 5:27 PM
To: 'Anderson, Melissa'
Subject: NDA 208462 Ixazomib Millennium- Clinical Information Request

Good afternoon Ms. Anderson, 
  
Please refer to Millennium Pharmaceuticals Inc.’s New Drug Application (NDA) 208462 Ninlaro (ixazomib).  We also refer 
you to the submission dated July 10, 2015 (SN:0000) containing the new application for Ninlaro (ixazomib).  The Clinical 
review team has the following information request concerning study C16010:   
  

Clinical Information Request: 
Regarding study C16010, please provide: 
1. Total number of investigators. 
2. Number of investigators who are sponsor employees (include both full and part time) 
3. Number of investigators with disclosable financial interests/arrangements (Form FDA 3455) 

 Identify the number of investigators in each category (defined in 21 CFR 52.2 (a), (b), (c) and (f).  
o Compensation to the investigator for conducting the study where the value could be influenced by 

the outcome of the study. 
o Significant payment of other sorts 
o Proprietary interest in the product tested held by investigator 
o Significant equity interest held by investigator in sponsor of covered study 

4. Number of investigators with certification of due diligence (Form FDA 3454, box 3) 
             
Please submit responses to the information request via e‐mail no later than Noon on Monday, November 2, 2015; with a 
follow up of an official submission of the response information to the NDA file.  
  
Thank you for your reply, 
  
Jackie 
  
Jacquin L. Jones, CDR, BSN, MS, USPHS 
Regulatory Health Project Manager 
Division of Hematology Products 
OHOP/CDER/FDA 
10903 New Hampshire Ave, Bldg 22, RM 2222 
Silver Spring, MD 20903 
Tel: 240‐402‐4590, Fax: 301‐796‐9909 
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Jones, Jacquin

From: Jones, Jacquin
Sent: Thursday, October 22, 2015 5:23 PM
To: 'Anderson, Melissa'
Subject: NDA 208462 Ixazomib Millennium-Biometrics Information Request

Good afternoon Ms. Anderson, 
  
Please refer to Millennium Pharmaceuticals Inc.’s New Drug Application (NDA) 208462 Ninlaro (ixazomib).  We also refer 
you to the submission dated July 10, 2015 (SN:0000) containing the new application for Ninlaro 
(ixazomib).  The  Biometrics review team has the following information requests:   
 

Biometric Information Requests: 

Please check and resolve the data issues for the patients listed as follows (there are some overlap between two 
categories): 

 Observed PFS (PFS2A) from 2nd interim analysis was smaller than observed PFS (PFS1A) from 1st IA. 

 

USUBJID                                      PFS2A            CNSR2A 
ARM                                     PFS1A                                                                CNSR1A  

C16010‐02004‐003  2.8254620123  0  Ixazomib + LenDex  3.0226  0 

C16010‐18006‐001  19.613963039  1  Ixazomib + LenDex  20.5996  0 

C16010‐37002‐006  0.9199178645  0  LenDex  7.8193  1 

C16010‐43003‐011  2.3983572895  0  LenDex  5.3224  0 

C16010‐45003‐006  2.8254620123  1  Ixazomib + LenDex  4.6982  1 

C16010‐51002‐008  9.4291581109  1  LenDex  10.3162  0 

C16010‐57006‐003  0.0328542094  1  Ixazomib + LenDex  9.7906  1 

C16010‐57007‐002  11.170431211  0  LenDex  11.3347  0 

C16010‐63027‐002  0.0328542094  1  Ixazomib + LenDex  6.5708  1 

 

 The subject already had an event at 1st IA, but the observed PFS was different between two interim 
analyses, and for some cases patients were even censored at 2nd IA. 

 
USUBJID                                   PFS2A                CNSR2A 
ARM                                     PFS1A                                                                CNSR1A  

C16010‐02004‐003  2.8254620123  0  Ixazomib + LenDex  3.0226  0 

C16010‐18006‐001  19.613963039  1  Ixazomib + LenDex  20.5996  0 

C16010‐18009‐004                       16  0  Ixazomib + LenDex  14.5544  0 

C16010‐22003‐022  18.266940452  0  Ixazomib + LenDex  16.4271  0 

C16010‐27001‐005    13.60164271  0  LenDex  13.0103  0 

C16010‐27002‐003  13.371663244  0  Ixazomib + LenDex  12.9117  0 

C16010‐37001‐004  19.613963039  0  Ixazomib + LenDex  18.6940  0 
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C16010‐43003‐011  2.3983572895  0  LenDex  5.3224  0 

C16010‐46002‐005  15.704312115  0  LenDex  12.0246  0 

C16010‐46005‐003  1.5770020534  0  LenDex  1.3470  0 

C16010‐51002‐008  9.4291581109  1  LenDex  10.3162  0 

C16010‐51007‐008  12.681724846  1  LenDex  11.0719  0 

C16010‐52002‐001  25.823408624  0  Ixazomib + LenDex  21.4209  0 

C16010‐57001‐006  17.478439425  1  LenDex  10.1191  0 

C16010‐57007‐002  11.170431211  0  LenDex  11.3347  0 

 
Please submit responses to the information request via e‐mail no later than close of business on Friday, October  23, 
2015; with a follow up of an official submission of the response information to the NDA file.  
  
Thank you for your reply, 
  
Jackie 
 
Jacquin L. Jones, CDR, BSN, MS, USPHS 
Regulatory Health Project Manager 
Division of Hematology Products 
OHOP/CDER/FDA 
10903 New Hampshire Ave, Bldg 22, RM 2222 
Silver Spring, MD 20903 
Tel: 240‐402‐4590, Fax: 301‐796‐9909 
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Jones, Jacquin

From: Jones, Jacquin
Sent: Wednesday, October 21, 2015 3:11 PM
To: 'Anderson, Melissa'
Subject: NDA 208462 Ixazomib Millennium- CMC Information Request

Good afternoon Ms. Anderson, 
  
Please refer to Millennium Pharmaceuticals Inc.’s New Drug Application (NDA) 208462 Ninlaro (ixazomib).  We also refer 
you to the submission dated July 10, 2015 (SN:0000) containing the new application for Ninlaro (ixazomib).  The CMC 
review team has the following information request for Millennium’s NDA 208462 ixazomib labeling:   
 

CMC Information Request: 
Ixazomib capsule imprinting for the 3 mg and 4 mg strengths   and conflicts with 
the strength in sections 3 and 16 in the prescribing information.  Provide a commitment with a implementation date 
to change the capsule imprinting from   to 3 mg and 4 mg, respectively.   Implement this change 
along with the revision to sections 3 and 16 to include the following: 
 

 4 mg strength: Light orange, size 3, imprinted with “Takeda” on the cap and   mg on the body in black ink. 
 

  mg strength: light grey, size 4, imprinted with “Takeda” on the cap and  mg on the body in black ink.  
 
These capsule imprinting and labeling changes can be implemented in your next annual report. 

 
Please submit responses to the information request via e‐mail no later than close of business on Monday, October  26, 
2015; with a follow up of an official submission of the response information to the NDA file.  
  
Thank you for your reply, 
  
Jackie 
 
Jacquin L. Jones, CDR, BSN, MS, USPHS 
Regulatory Health Project Manager 
Division of Hematology Products 
OHOP/CDER/FDA 
10903 New Hampshire Ave, Bldg 22, RM 2222 
Silver Spring, MD 20903 
Tel: 240‐402‐4590, Fax: 301‐796‐9909 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 208462
MID-CYCLE COMMUNICATION

Millennium Pharmaceuticals, Inc.
Attention:  Melissa Anderson, RAC
Director, Global Regulatory Affairs
40 Landsdowne Street
Cambridge, MA  02139

Dear Ms. Anderson:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Ninlaro® (ixazomib) capsule, 2.3, 3, and 4 mg.

We also refer to the teleconference between representatives of your firm and the FDA on 
October 13, 2015.  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, please call Jacquin Jones, Regulatory Project Manager, at (240) 402-
4590.

Sincerely,

{See appended electronic signature page}

R. Angelo de Claro, MD
Clinical Team Leader
Division of Hematology Products
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research

Enclosure:
Mid-Cycle Communication
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FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

MID-CYCLE COMMUNICATION

Meeting Date and Time: October 13, 2015, 8:30 am - 9:00 am (ET)

Application Number: NDA 208462
Product Name: Ninlaro® (ixazomib)
Indication: Treatment of patients with multiple myeloma who have received at

least one prior therapy
Applicant Name: Millennium Pharmaceuticals, Inc.

Meeting Chair: Ann T. Farrell, MD
Meeting Recorder: Jacquin Jones, MS, BSN

FDA ATTENDEES

OHOP/Division of Hematology Products
Ann T. Farrell, MD, Director
Alexandria Schwarsin, MD, Medical Officer
Aviva Krauss, MD, Medical Officer 
Qin Ryan, MD, PhD, Safety Reviewer 
Diane Leaman, Safety Regulatory Project Manager 
Amy Baird, Chief, Project Management Staff
Jacquin L. Jones, MS, BSN, Regulatory Project Manager

Office of Clinical Pharmacology (OCP)/Division of Clinical Pharmacology (DCP) V
Bahru Habtemariam, PharmD, Acting Team Leader 
Vicky Hsu, PhD, Clinical Pharmacology Reviewer

OCP/DCP I/Division of Pharmacometrics
Nitin Mehrotra, MPharm, PhD, Team Leader
Dinko Rekic, PhD, MSc (Pharm), Reviewer

Office of Biostatistics/ Division of Biometrics V
Lei Nie, PhD, Biostatistics Team Leader 
Yun Wang, PhD, Biostatistics Reviewer

OHOP/Division of Hematology Oncology Toxicology (DHOT)
Christopher Sheth, PhD, Supervisory Pharmacologist
Emily Place, PhD, Pharmacology/Toxicology Reviewer
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Office of Pharmaceutical Quality/Office of New Drug Products
Janice Brown, MS, Team Leader
Amit K. Mitra, PhD, Product Quality Reviewer

Office of Surveillance and Epidemiology/Division of Risk Management
Amarilys Vega, MD, Medical Officer

Office of Surveillance and Epidemiology /Division of Pharmacovigilance II
Tracy Salaam, PharmD, Safety Evaluator Team Leader
Regina Lee, PharmD, Safety Evaluator

EASTERN RESEARCH GROUP ATTENDEES
Christopher A. Sese, Independent Assessor

APPLICANT ATTENDEES
Melissa Anderson, RAC, Director, Global Regulatory Affairs
Eileen Bedell, MPH, Senior Director, Global Regulatory Affairs
Melody Brown, Vice President, Global Regulatory Affairs
Cory Ferguson, MHA, Manager, Global Regulatory Affairs
Asha Henderson, Senior Manager, Global Labeling
Pat Thomas, Director, Global Regulatory Affairs
Debbie Berg, RN, MSN, Scientific Director, Oncology Clinical Research
Dixie-Lee Esseltine, MD, Vice President, Oncology Clinical Research
Ai-Min Hui, MD, PhD, Senior Medical Director, Oncology Clinical Research
Helgi van de Velde, MD, Vice President, Oncology Clinical Research
Andy (Xuedong) Chi, PhD, Director, Statistics
Mingxiu Hu, PhD, Vice President, Global Biostatistics
Jianchang Lin, PhD, Senior Statistician, Global Statistics
Guohui Liu, PhD, Scientific Fellow, Global Statistics
Neeraj Gupta, PhD, Director, Clinical Pharmacology
Ben Exter, Director, Pharmacovigilance Sciences
Heather Stein, MD, MPH, Senior Medical Director, Pharmacovigilance 
Ray Skwierczynski, PhD, Senior Director, Formulation Sciences
Li-Chun Wang, Director, Global Regulatory Affairs CMC
Alessandra Di Bacco, PhD, Director, Translational Medicine
Stephanie Powlin, PhD, DABT, Associate Scientific Fellow, Drug Safety Research and 
Evaluation
Cindy Xia, PhD, Director, Drug Metabolism and Pharmacokinetics

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 
preliminary and subject to change as we finalize our review of your application.  In addition, we 
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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 

No significant approvability issues have been identified to date.

3.0  INFORMATION REQUESTS

3.1. Biostatistics
There are discrepancies in the data for the subgroups and submission of updated PFS results.  
The Applicant acknowledged the differences and stated that they will review the data further.  
The Applicant reported that they plan to submit a Topline Data Report around October 30 and 
requested to have a teleconference prior to the submission.  The Agency agreed to the 
teleconference.

3.2. CMC
There are pending information requests related to issues with the drug product.  The Applicant 
acknowledged the pending responses for the CMC information requests and asked for a date 
extension for Friday, October 16, 2015.  The Agency agreed to the request.

3.3. Clinical and Clinical Pharmacology  
The Agency has some concern regarding the safety of ixazomib in patients with renal
Impairment and informed the Applicant that they may receive information requests regarding 
this concern.

4.0 MAJOR SAFETY CONCERNS/RISK MANAGEMENT

The Division is in the process of determining which safety issues warrant a Warning and 
Precaution.  The Agency is determining how best to describe class effects of proteasome 
inhibitors in the labeling.

The Clinical Pharmacology team is currently reviewing drug-drug interactions (DDI) of 
concomitant administration of ixazomib with strong CYP3A4 or CYP1A2 inhibitors or inducers.  
PMRs may be requested based on the outcome of this review.  The Agency informed the 
Applicant that they may receive information requests regarding DDI.

At this time, no major safety concerns have been identified that would require a REMs.

5.0 ADVISORY COMMITTEE MEETING

At this time, there are no plans for an AC meeting.
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6.0 LATE-CYCLE MEETING /OTHER PROJECTED MILESTONES

As we indicated during the Mid-Cycle Communication, we plan to act early on this application 
under an expedited review.  The Late-Cycle Meeting between you and the review team is 
currently scheduled for November 5, 2015.  We intend to send the briefing package to you 
approximately 2 days in advance of the meeting. If these timelines change, we will communicate 
updates to you during the course of review.
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Jones, Jacquin

From: Jones, Jacquin
Sent: Tuesday, October 13, 2015 6:23 PM
To: 'Anderson, Melissa'
Subject: NDA 208462 Ixazomib Millennium- CMC Information Request

Good evening Ms. Anderson, 
  
Please refer to Millennium Pharmaceuticals Inc.’s New Drug Application (NDA) 208462 Ninlaro (ixazomib).  We also refer 
to the submission dated July 10, 2015 (SN:0000) containing the new application for Ninlaro (ixazomib).  During the NDA 
(ixazomib) review, the following additional information has been requested by the CMC review team: 
 

CMC IR 
Please submit a picture or graphical representation of each of the capsule strengths. 

Please submit the requested information via e‐mail no later than 10 am on Thursday, October 15, 2015; with a follow up 
of an official submission of the response information to the NDA file.  
  
Thank you for your reply, 
  
Jackie 
 
Jacquin L. Jones, CDR, BSN, MS, USPHS 
Regulatory Health Project Manager 
Division of Hematology Products 
OHOP/CDER/FDA 
10903 New Hampshire Ave, Bldg 22, RM 2222 
Silver Spring, MD 20903 
Tel: 240‐402‐4590, Fax: 301‐796‐9909 
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From: Wall, Laura
To: melissa.anderson@takeda.com
Cc: Jones, Jacquin; Wall, Laura
Subject: NDA 208462 - FDA Information Request - Please respond by COB Tuesday October 13, 2015
Date: Thursday, October 08, 2015 3:21:00 PM

Dear Melissa,
 
The clinical review team requests that you respond to the following Information Request:
 
Please send the total dose of lenalidomide per patient for subgroups of CrCl ≥ 60 and CrCl <
60 at baseline. 
 
To expedite the review, please send your response to Jackie via e-mail and officially to your
application by COB Tuesday October 13, 2015.
 
Kindly confirm receipt.
 
Thank you,
 
Laura
 
Laura Wall, MS, BSN, APHN, OCN
CDR, U.S. Public Health Service
Regulatory Health Project Manager
Division of Hematology Products | Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research | Food and Drug Administration 
10903 New Hampshire Avenue, WO22 - Rm 2361 
Silver Spring, MD  20993 
Phone: 301-796-2237 | laura.wall@fda.hhs.gov
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 208462
LATE CYCLE MEETING 

BACKGROUND PACKAGE

Millennium Pharmaceuticals, Inc.
Attention:  Melissa Anderson, RAC
Director Global Regulatory Affairs
40 Landsdowne Street
Cambridge, MA  02139

Dear Ms. Anderson:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Ninlaro® (ixazomib) capsule, 2.3, 3, and 4 mg.

We also refer to the Late-Cycle Meeting (LCM) scheduled for October 13, 2015.  Attached 
is our background package, including our agenda, for this meeting.

If you have any questions, please call Jacquin Jones, Regulatory Project Manager, at (240) 402-
4590.

Sincerely,

{See appended electronic signature page}

R. Angelo de Claro, MD
Clinical Team Leader
Division of Hematology Products
Office of Hematology and Oncology Products
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: October 13, 2015, 8:30 am -9:00 am (ET)
Meeting Location: Teleconference

Application Number: NDA 208462
Product Name: Ninlaro® (ixazomib)
Indication: Treatment of patients with multiple myeloma who have received at

least one prior therapy

Sponsor/Applicant Name: Millennium Pharmaceuticals, Inc.

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.
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REMS OR OTHER RISK MANAGEMENT ACTIONS

There are no major safety concerns have been identified at this time that would need a REMS.

LCM AGENDA

1. Introductory Comments – RPM/CDTL 

Welcome, Introductions, Ground rules, Objectives of the meeting

2. Information Requests 

We note the following information requests that are awaiting your response:

2.1.  Biostatistics: Discrepancies in the subgroups and submission of updated PFS results

2.2.  CMC:  Issues related to drug product and drug substance.

2.3.  Clinical and Clinical Pharmacology:  Safety of ixazomib in patients with renal
  impairment.

3. Postmarketing Requirements/Postmarketing Commitments 

The Clinical Pharmacology team is currently reviewing DDI regarding concomitant 
administration of ixazomib with strong CYP3A4 or CYP1A2 inhibitor.  PMR(s) may be 
requested based on the outcome of this review. 

4. Major labeling issues

The Agency is in the process of determining safety concerns that should be a Warning and 
Precaution.  The Agency is determining how best to describe class effects of proteasome 
inhibitors.

5. Wrap-up and Action Items 
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Jones, Jacquin

From: Jones, Jacquin
Sent: Monday, October 05, 2015 9:57 AM
To: 'Anderson, Melissa'
Subject: NDA 208462 Ixazomib Millennium- Statistical Information Request

Good morning Ms. Anderson, 
  
Please refer to Millennium Pharmaceuticals Inc.’s New Drug Application (NDA) 208462 Ninlaro (ixazomib).  We also refer 
to the submission dated July 10, 2015 (SN:0000) containing the new application for Ninlaro (ixazomib).  During the NDA 
(ixazomib) review, the following additional information has been requested by the Statistical review team: 
 

Statistical IR 
The current data suggested small or no treatment effect on PFS in some subgroups, such as patients with 
creatinine level < 60 ml/min.  Please perform further exploratory analyses to address the concern that Ninlaro 
may be ineffective for some patients, e.g. patients with renal impairment.  When you submit 2nd interim analysis 
(final analysis for PFS) results, please also submit subgroup analyses of final PFS data, including subgroup 
analyses by creatinine level (<60 vs. >= 60), region (North America vs. Other), and prior therapy (1 vs. 2 or 3). In 
addition, discuss how you plan to address the lack of robustness of the treatment effect on PFS in these 
subgroups. 

 
Please submit your response to the above information request in Millennium’s proposed October 8 submission based on 
the second interim analysis (final analysis for PFS).  Please submit the requested information via e‐mail with a follow up 
of an official submission of the response information to the NDA file.  
 
Please confirm receipt of this email. 
 
Have a wonderful day, 
 
Jackie 
 
Jacquin L. Jones, MS, BSN 
CDR, U.S. Public Health Service 
Regulatory Health Project Manager 
Division of Hematology Products 
Food and Drug Administration 
WO Bldg 22, Rm 2222 
10903 New Hampshire Ave. 
Silver Spring, MD 20903 
Tel: 240‐402‐4590, Fax: 301‐796‐9909 
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Jones, Jacquin

From: Jones, Jacquin
Sent: Monday, October 05, 2015 1:35 PM
To: 'Anderson, Melissa'
Subject: NDA 208462 Ixazomib Millennium- DMEPA and OPQ Carton and Container 

Recommendations

Good afternoon Ms. Anderson, 
  
Please refer to Millennium Pharmaceuticals Inc.’s New Drug Application (NDA) 208462 Ninlaro (ixazomib).  We also refer 
you to the submission dated July 10, 2015 (SN:0000) containing the new application for Ninlaro (ixazomib).  The Division 
of Medication Error Prevention and Analysis (DMEPA) and Office of Product Quality (OPQ) have the following 
recommendations for Millennium’s NDA 208462 ixazomib carton and container:   
 

Carton & Container Recommendations: 
A. Outer Shell Pak Carton Labeling & Outer Shell Pak Carton Labeling—Sample 

a. The color scheme utilized in the Ninlaro 4 mg strength labels (orange) is identical to the font color 

(orange) used for the presentation of the proprietary name for all Ninlaro strengths. The use of the 

same orange color minimizes the difference between the strengths, which may lead to wrong strength 

selection errors.1 Additionally, the limited use of the color only in the name on the container label does 

not adequately distinguish the strengths within the Ninlaro product line. Revise the labels to increase 

utilization of these colors throughout the label (such as highlighting the strength and name in the same 

color) to adequately differentiate the strengths (e.g., consider revising Ninlaro 3 mg to present the 

proprietary name, the strength statement, and the packaging color scheme all in blue) or alternatively 

use a unique color font for the presentation of the proprietary name that does not overlap with the font 

color of any of the strength presentations.  

b. We recommend relocating the circular logo on principal display panel (PDP) away from the proprietary 

name as it competes for prominence and could be misinterpreted as the letter “O” and as part of the 

proprietary name.1 

c. Relocate the net quantity statement away from the product strength. Additionally, reduce the 

prominence of the net quantity statement as it has similar prominence to the strength statement. From 

post‐marketing experience, the risk of numerical confusion between the strength and net quantity 

increases when the net quantity statement is located in close proximity to the strength 

statement.1  Moreover, risk of confusion increased because the net quantity has the same numerical 

value as one of the product’s strengths.  

d. Relocate the “Rx Only” statement from the side panel to the PDP. 

B. Outer Shell Pak Labeling & Outer Shell Pak Labeling—Sample 

a. See recommendations A.a,  A.b., and A.c. and revise accordingly.  

b. Relocate the “Rx Only” statement from the back panel to the PDP. 

c. If space permits, consider adding the statements  ” and   

 to the side panels. 

C. Inner Shell Pak Label 

a. See recommendation A.a. and revise accordingly.  

b. Revise the label to include the proprietary name, established name, strength, lot number and 

manufacturer per 21 CFR 201.10(i). 
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c. Revise the statement   to an affirmative statement 

such as, “Remove capsule right before taking your dose”. We recommend this revision due to post‐

marketing reports that negative statements (e.g. do not) may have the opposite of the intended 

meaning because the word   can be overlooked and misinterpret the warning as an affirmative 

action.2 

d. Modify the second sentence under Directions for Use to read “Unless otherwise instructed, take one 

capsule once a week on the same day and at approximately the same time for the first 3 weeks of a 4 

week cycle.” This modification will increase clarity regarding the dosing regimen. 

e. Consider revising the Storage information by listing the statement “Capsules may be stored at room 

temperature before the statement “Do not store above 30 C (86 F). Do not freeze.” This revision will 

help to improve the visibility of the primary storage statement.  

References: 
[1] See Guidance for Industry: Safety Considerations for Container Labels and Carton Labeling Design to Minimize 

Medication Errors. 2013 Apr [cited 2015 JUL 21]. Available from: 

   http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM349009.p

df. 
2 Institute for Safe Medication Practices. Affirmative warnings (do this) may be better understood than negative 

warnings (do not do that). ISMP Med Saf Alert Acute Care. 2010;15(16):1‐3. 

Please submit responses to the recommendations via e‐mail no later than 1 pm on Friday, October 9, 2015; with a follow 
up of an official submission of the response information to the NDA file.  
  
Thank you for your reply, 
  
Jackie 
 
Jacquin L. Jones, CDR, BSN, MS, USPHS 
Regulatory Health Project Manager 
Division of Hematology Products 
OHOP/CDER/FDA 
10903 New Hampshire Ave, Bldg 22, RM 2222 
Silver Spring, MD 20903 
Tel: 240‐402‐4590, Fax: 301‐796‐9909 
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Jones, Jacquin

From: Jones, Jacquin
Sent: Monday, October 05, 2015 1:47 PM
To: 'Anderson, Melissa'
Subject: NDA 208462 Ixazomib Millennium- Clinical Pharmacology Information Request

Good afternoon Ms. Anderson, 
  
Please refer to Millennium Pharmaceuticals Inc.’s New Drug Application (NDA) 208462 Ninlaro (ixazomib).  We also refer 
to the submission dated July 10, 2015 (SN:0000) containing the new application for Ninlaro (ixazomib).  During the NDA 
(ixazomib) review, the following additional information has been requested by the Clinical Pharmacology review team: 
 

Clinical Pharmacology IR 

  Regarding your Phase 3 Study C16010, please provide a table showing the rates of Grade 3 or worse adverse 
events (AEs) AND the rates of dose reduction and discontinuation due to AEs for each agent in the 
placebo+LenDex or ixazomib+LenDex arm based on renal impairment category (normal, mild, moderate, severe 
according to FDA guidance).  

  Please also confirm whether the patients who entered the Study with severe renal impairment at baseline 
received 4 mg ixazomib starting dose.  

Please submit the requested information via e‐mail no later than 10 am on Thursday, October 8, 2015; with a follow up 
of an official submission of the response information to the NDA file.  
  
Thank you for your reply, 
  
Jackie 
 
Jacquin L. Jones, CDR, BSN, MS, USPHS 
Regulatory Health Project Manager 
Division of Hematology Products 
OHOP/CDER/FDA 
10903 New Hampshire Ave, Bldg 22, RM 2222 
Silver Spring, MD 20903 
Tel: 240‐402‐4590, Fax: 301‐796‐9909 
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Jones, Jacquin

From: Jones, Jacquin
Sent: Thursday, October 01, 2015 3:23 PM
To: 'Anderson, Melissa'
Subject: NDA 208462 Ixazomib Millennium- Clinical Information Request

Good afternoon Ms. Anderson, 
  
Please refer to Millennium Pharmaceuticals Inc.’s New Drug Application (NDA) 208462 Ninlaro (ixazomib).  We also refer 
to the submission dated July 10, 2015 (SN:0000) containing the new application for Ninlaro (ixazomib).  During the NDA 
(ixazomib) review, the following additional information has been requested by the Clinical review team: 
 

Clinical Information Request 

 Are there any reported cases of Posterior Reversible Encephalopathy Syndrome or Reversible Posterior 
Leukoencephalopathy Syndrome in the ixazomib development program.  Provide a narrative and clinical context 
of all cases. 

Please submit the requested information via e‐mail no later than 10am on Wednesday, October 7, 2015; with a follow 
up of an official submission of the response information to the NDA file.  
  
Thank you for your reply, 
  
Jackie 
 
Jacquin L. Jones, CDR, BSN, MS, USPHS 
Regulatory Health Project Manager 
Division of Hematology Products 
OHOP/CDER/FDA 
10903 New Hampshire Ave, Bldg 22, RM 2222 
Silver Spring, MD 20903 
Tel: 240‐402‐4590, Fax: 301‐796‐9909 
  

Reference ID: 3828005



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

JACQUIN L JONES
10/01/2015

Reference ID: 3828005







1

Jones, Jacquin

From: Jones, Jacquin
Sent: Thursday, September 24, 2015 1:40 PM
To: 'Anderson, Melissa'
Subject: NDA 208462 Ixazomib Millennium- Clinical Information Request

Categories: REMINDER

Good afternoon Ms. Anderson, 
  
Please refer to Millennium Pharmaceuticals Inc.’s New Drug Application (NDA) 208462 Ninlaro (ixazomib).  We also refer 
to the submission dated July 10, 2015 (SN:0000) containing the new application for Ninlaro (ixazomib).  During the NDA 
(ixazomib) review, the following additional information has been requested by the Clinical review team: 
 

Clinical IR 
1. In the ADAE dataset for study C16010, there are two flags for dose adjustment,   .  In 

simple language explain the difference between the two.  
2. In the proposed Prescribing Information in Table 3 some preferred terms represent a pooling of terms.  Please 

indicate which terms are pooled. 

Please submit the requested information via e‐mail no later than 3pm on Tuesday, September 29, 2015; with a follow up 
of an official submission of the response information to the NDA file.  
  
Thank you for your reply, 
  
Jackie 
 
Jacquin L. Jones, CDR, BSN, MS, USPHS 
Regulatory Health Project Manager 
Division of Hematology Products 
OHOP/CDER/FDA 
10903 New Hampshire Ave, Bldg 22, RM 2222 
Silver Spring, MD 20903 
Tel: 240‐402‐4590, Fax: 301‐796‐9909 
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Jones, Jacquin

From: Jones, Jacquin
Sent: Monday, September 28, 2015 7:33 AM
To: 'Anderson, Melissa'
Subject: NDA 208462 Ixazomib Millennium- Clinical Pharmacology Information Request

Good morning Ms. Anderson, 
  
Please refer to Millennium Pharmaceuticals Inc.’s New Drug Application (NDA) 208462 Ninlaro (ixazomib).  We also refer 
to the submission dated July 10, 2015 (SN:0000) containing the new application for Ninlaro (ixazomib).  During the NDA 
(ixazomib) review, the following additional information has been requested by the Clinical Pharmacology review team: 
 

Clinical Pharmacology IR 
1. Population PK report (#MIL‐PKPD‐MLN9708‐021) indicates that the analysis dataset included 36 patients on 

strong CYP1A2‐inhibitors (ciprofloxacin) and 16 patients on strong CYP3A4‐inhibitors (9 clarithromycin, 4 
itraconazole, 3 voriconazole) during the active ixazomib treatment period. However, we are not able to confirm 
the  number of subjects on that received strong CYP1A2 inhibitors or strong CYP3A4 inhibitors in dataset 
mln9708‐pk‐20150331‐csv.xpt.  

2. Please provide unique subject identifier for each subject on strong CYP1A2‐inhibitors and on strong CYP3A4‐
inhibitors. If needed submit an updated NONMEM dataset that includes all subjects on strong CYP1A2‐inhibitors 
(ciprofloxacin) and strong CYP3A4‐inhibitors. 

3. Data should be submitted as SAS transport files (*.xpt). A description of each data item should be provided in a 
Define.pdf file. Any data point and/or subjects that have been excluded from the analysis should be flagged and 
maintained in the datasets.  

Please submit the requested information via e‐mail no later than 1pm on Wednesday, September 30, 2015; with a 
follow up of an official submission of the response information to the NDA file.  
  
Thank you for your reply, 
  
Jackie 
 
Jacquin L. Jones, CDR, BSN, MS, USPHS 
Regulatory Health Project Manager 
Division of Hematology Products 
OHOP/CDER/FDA 
10903 New Hampshire Ave, Bldg 22, RM 2222 
Silver Spring, MD 20903 
Tel: 240‐402‐4590, Fax: 301‐796‐9909 
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Jones, Jacquin

From: Jones, Jacquin
Sent: Monday, September 21, 2015 9:19 PM
To: 'Anderson, Melissa'
Subject: NDA 208462 Ixazomib Millennium- Clinical Pharmacology Information Request

Good evening Ms. Anderson, 
  
Please refer to Millennium Pharmaceuticals Inc.’s New Drug Application (NDA) 208462 Ninlaro (ixazomib).  We also refer 
to the submission dated July 10, 2015 (SN:0000) containing the new application for Ninlaro (ixazomib).  During the NDA 
(ixazomib) review, the following additional information has been requested by the Clinical Pharmacology review team: 
 

Clinical Pharmacology IR 
1) In Study C16009, you state a period effect was observed in Arm 2 (relative bioavailability study) and Arm 3 (food 

effect study), thereby confounding the results observed in Arm 1 (ketoconazole DDI study). Please clarify on what 
may have caused this period effect. If you have submitted documentations supporting the period effect in the 
NDA, please provide the locations of such files. 

2) You state that non‐CYP metabolism of ixazomib occurs at clinical concentration. Please provide additional detail 
regarding the non‐CYP metabolic pathway of ixazomib. Similarly, if you have submitted documentations detailing 
the non‐CYP metabolic pathway of ixazomib with the NDA, please indicate the locations of such files. 

Please submit the requested information via e‐mail no later than 10 am on Thursday, September 24, 2015; with a follow 
up of an official submission of the response information to the NDA file.  
  
Thank you for your reply, 
  
Jackie 
Jacquin L. Jones, CDR, BSN, MS, USPHS 
Regulatory Health Project Manager 
Division of Hematology Products 
OHOP/CDER/FDA 
10903 New Hampshire Ave, Bldg 22, RM 2222 
Silver Spring, MD 20903 
Tel: 240‐402‐4590, Fax: 301‐796‐9909 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
NDA 208462 
 REQUEST FOR METHODS  
 VALIDATION MATERIALS 
Millennium Pharmaceuticals, Inc. 
Attention: Melissa Anderson, RAC, Director, Global Regulatory Affairs 
40 Landsdowne Street 
Cambridge, MA  02139 
 
Dear Ms Anderson: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act (FDCA) for ixazomib citrate capsules (2.3, 3.0 and 4.0 mg). 
 
We will also be performing methods validation studies on ixazomib citrate drug substance, as 
described in NDA 208462.   
 
In order to perform the necessary testing, we request the following sample materials and 
equipment: 
 
Method, current version 

Test # Test Name 
MLN9708-29278 ver 1.0 Analytical Procedure for Assay and Impurities by HPLC 

 
Samples and Reference Standards 

 of Ixazomib Citrate Drug Substance 
 
Please include the MSDSs and the Certificates of Analysis for the sample and reference 
materials. 
 
Forward these materials via express or overnight mail to: 
 

Food and Drug Administration 
Division of Pharmaceutical Analysis 
Attn: MVP Sample Custodian 
645 S. Newstead 
St. Louis, MO  63110 
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Please notify me upon receipt of this FAX.  You may contact me by telephone (314-539-3811), 
FAX (314-539-2113), or email (michael.hadwiger@fda.hhs.gov). 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Michael E. Hadwiger, Ph.D. 
MVP coordinator 
Division of Pharmaceutical Analysis 
Office of Testing and Research 
Office of Pharmaceutical Quality 
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 208462 
 METHODS VALIDATION  
 MATERIALS RECEIVED 
Millennium Pharmaceuticals, Inc. 
Attention: Melissa Anderson, RAC, Director, Global Regulatory Affairs 
40 Landsdowne Street 
Cambridge, MA  02139 
 
 
Dear Ms Anderson: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act (FDCA) for ixazomib citrate capsules (2.3, 3.0 and 4.0 mg) and to 
our 8/20/2015, letter requesting sample materials for methods validation testing. 
 
We acknowledge receipt on 9/10/2015, of the sample materials and documentation that you sent 
to the Division of Pharmaceutical Analysis (DPA) in St. Louis. 
 
If you have questions, you may contact me by telephone (314-539-3811), FAX (314-539-2113), 
or email (Michael.Hadwiger@fda.hhs.gov). 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Michael E. Hadwiger, Ph.D. 
MVP Coordinator 
Division of Pharmaceutical Analysis 
Office of Testing and Research 
Office of Pharmaceutical Quality 
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 208462 

FILING COMMUNICATION –  
NO FILING REVIEW ISSUES IDENTIFIED 

 
Millennium Pharmaceuticals, Inc. 
Attention:  Melissa Anderson, RAC 
Director Global Regulatory Affairs 
40 Landsdowne Street 
Cambridge, MA  02139 
 
 
Dear Ms. Anderson: 
 
Please refer to your New Drug Application (NDA) dated July 10, 2015, received July 10, 2015, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA), for 
Ninlaro (ixazomib) capsule, 2.3, 3, and 4 mg. 
 
We also refer to your amendments dated July 15 and 31, 2015, August 6, 7, 13, 20, 21, and 24, 
2015 and September 1, 2015. 
 
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 Priority.  Therefore, the user fee goal date is March 10, 
2016.  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 
/PrescriptionDrug UserFee/ucm272170.htm. 
 
However, we plan to act early on this application under an expedited review, provided that no 
significant application deficiencies or unexpected shifts in work priorities or team staffing 
prevent an early action.   
 
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 postmarketing requirement/commitment requests by December 
10, 2015.  This date conforms to the 21st Century Review timeline for your application.  If our 
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review continues on an expedited timeline, we may communicate revised dates for labeling and 
postmarketing requirement/commitment requests.   
 
In addition, the planned date for our internal mid-cycle review meeting is October 2, 2015.  We 
are not currently planning to hold an advisory committee meeting to discuss this application. 
 
At this time, we are notifying you that, we have not identified any potential review issues.  
Please note that our filing review is only a preliminary evaluation of the application and is not 
indicative of deficiencies that may be identified during our review. 
 
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 42 

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.   
 
PROMOTIONAL MATERIAL 
 
You may request advisory comments on proposed introductory advertising and promotional 
labeling.  Please submit, in triplicate, a detailed cover letter requesting advisory comments (list 
each proposed promotional piece in the cover letter along with the material type and material 
identification code, if applicable), the proposed promotional materials in draft or mock-up form 
with annotated references, and the proposed package insert (PI) and patient PI (as applicable).  
Submit consumer-directed, professional-directed, and television advertisement materials 
separately and send each submission to: 
 

OPDP Regulatory Project Manager 
Food and Drug Administration  
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion (OPDP) 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
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Alternatively, you may submit a request for advisory comments electronically in eCTD format. 
For more information about submitting promotional materials in eCTD format, see the draft 
Guidance for Industry (available at:  http://www.fda.gov/downloads/Drugs/GuidanceCompliance 
RegulatoryInformation/Guidances/UCM443702.pdf). 
 
Do not submit launch materials until you have received our proposed revisions to the package 
insert (PI) and patient PI (as applicable), and you believe the labeling is close to the final version.   
 
For more information regarding OPDP submissions, please see http://www.fda.gov/AboutFDA/ 
CentersOffices/CDER/ucm090142.htm.  If you have any questions, call OPDP at 301-796-1200. 
 
REQUIRED PEDIATRIC ASSESSMENTS 
 
Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 
 
Because the drug product for this indication has orphan drug designation, you are exempt from 
this requirement. 
 
If you have any questions, please call Jacquin Jones, Regulatory Project Manager, at (240) 402-
4590. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Ann T. Farrell, MD 
Director  
Division of Hematology Products 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
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Food and Drug Administration
Silver Spring, MD  20993

NDA 208462
PROPRIETARY NAME REQUEST 
CONDITIONALLY ACCEPTABLE 

Millennium Pharmaceuticals, Inc.
40 Landsdowne Street
Cambridge, MA 02139

ATTENTION: Melissa Anderson, RAC
Global Regulatory Affairs, Director

Dear Ms. Anderson:

Please refer to your New Drug Application (NDA) dated and received July 10, 2015, submitted 
under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Ixazomib Capsules, 
2.3 mg, 3 mg, and 4 mg.

We also refer to your correspondence, dated and received July 15, 2015, requesting review of 
your proposed proprietary name, Ninlaro.  

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

If any of the proposed product characteristics as stated in your July 15, 2015, submission(s) are 
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review. 

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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If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Kevin Wright, Pharm.D., Safety Regulatory Project 
Manager in the Office of Surveillance and Epidemiology, at (301) 796-3621.  For any other 
information regarding this application, contact Jacquin Jones, Regulatory Project Manager in the 
Office of New Drugs, at (240) 402-4590.  

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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Jones, Jacquin

From: Jones, Jacquin
Sent: Thursday, August 20, 2015 12:46 PM
To: 'Anderson, Melissa'
Subject: FDA Response: NDA 208462 Ixazomib Millennium: 120-Day Safety Update/Data 

Submissions

Good afternoon Ms. Anderson, 
 
Thank you for providing Millennium’s responses to the NDA 208462 Ixazomib 120-Day Safety Update/Data 
Submissions information request.  The review team has provided the below response to your question in 
Comment 3: 
 

FDA Response: 
 The Division recommends to proceed with the timeline as the Sponsor outlined in response to Question 

3.   
 For submission of tables and figures for the ITT population during the week of 19 October 2015, the 

Division recommends inclusion of PFS by investigator, in addition to the PFS by IRC and OS results. 
 
Please let me know if your team has further questions. 
 
Regards, 
 
Jackie 
 
Jacquin L. Jones, MS, BSN 
CDR, U.S. Public Health Service 
Regulatory Health Project Manager 
Division of Hematology Products 
Food and Drug Administration 
WO Bldg 22, Rm 2222 
10903 New Hampshire Ave. 
Silver Spring, MD 20903 
Tel: 240‐402‐4590, Fax: 301‐796‐9909 
 

From: Anderson, Melissa [mailto:melissa.anderson@takeda.com]  
Sent: Thursday, August 20, 2015 11:36 AM 
To: Jones, Jacquin 
Subject: Response Attached: NDA 208462 Ixazomib Millennium: 120-Day Safety Update/Data Submissions 
Importance: High 
 
Dear Jackie, 
 
Our response to this request is attached.  The official submission will go through the gateway this afternoon. 
 
Please note that we have included a question to the review team within our response to Comment 3. 
 
Kind regards, 
Melissa 
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Melissa Anderson, RAC 
Director, Global Regulatory Affairs Development, Oncology 
Ixazomib Global Regulatory Lead 
Takeda Pharmaceuticals International Co., Inc. 
Phone: 617-444-2209 
Fax: 617-444-2399 
melissa.anderson@takeda.com 

  
 

From: Anderson, Melissa  
Sent: Wednesday, August 19, 2015 11:57 AM 
To: 'Jones, Jacquin' 
Subject: RE: NDA 208462 Ixazomib Millennium: 120-Day Safety Update/Data Submissions 
 
Dear Jackie, 
 
I’m confirming receipt of this request.  We will respond by tomorrow as requested. 
 
Kind regards, 
Melissa 
 
Melissa Anderson, RAC 
Director, Global Regulatory Affairs Development, Oncology 
Ixazomib Global Regulatory Lead 
Takeda Pharmaceuticals International Co., Inc. 
Phone: 617-444-2209 
Fax: 617-444-2399 
melissa.anderson@takeda.com 

  
 

From: Jones, Jacquin [mailto:Jacquin.Jones@fda.hhs.gov]  
Sent: Wednesday, August 19, 2015 11:50 AM 
To: Anderson, Melissa 
Subject: NDA 208462 Ixazomib Millennium: 120-Day Safety Update/Data Submissions 
Importance: High 
 

Good morning Ms. Anderson, 
  
Please refer to Millennium Pharmaceuticals Inc.’s New Drug Application (NDA) 208462 Ninlaro 
(ixazomib).  We also refer to the submission dated July 10, 2015 (SN:0000) containing the new application for 
Ninlaro (ixazomib).  Your NDA (ixazomib) is currently under review and we have the following information 
request that require a quick response time: 
 

FDA Requested Information: 
1.  What is the proposed submission date for the 120-day safety update? What is the data cut-off date for 
the 120-day safety update? 
 
2.  What is the proposed submission date for the datasets and results for the OS and PFS analysis based 
on interim analysis 2 for clinical trial C16010? What is the data cut-off date for interim analysis 2? 
 
3.  Discuss the feasibility of submitting items 1 and 2 by September 15, 2015, and comment whether any 
adjustments will need to be made on the data cut-off dates. 

 

We respectfully request your response no later than 12 pm on August 20, 2015 (tomorrow). 
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Please confirm receipt of this information request. 
 

Thank you for your reply, 
  
Jacquin L. Jones, CDR, BSN, MS, USPHS 
Regulatory Health Project Manager 
Division of Hematology Products 
OHOP/CDER/FDA 
10903 New Hampshire Ave, Bldg 22, RM 2222 
Silver Spring, MD 20903 
Tel: 240‐402‐4590, Fax: 301‐796‐9909 
  

Reference ID: 3809044



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

JACQUIN L JONES
08/20/2015

Reference ID: 3809044



1

Jones, Jacquin

From: Jones, Jacquin
Sent: Wednesday, August 19, 2015 11:50 AM
To: 'Anderson, Melissa'
Subject: NDA 208462 Ixazomib Millennium: 120-Day Safety Update/Data Submissions

Importance: High

Good morning Ms. Anderson, 
  
Please refer to Millennium Pharmaceuticals Inc.’s New Drug Application (NDA) 208462 Ninlaro 
(ixazomib).  We also refer to the submission dated July 10, 2015 (SN:0000) containing the new application for 
Ninlaro (ixazomib).  Your NDA (ixazomib) is currently under review and we have the following information 
request that require a quick response time: 
 

FDA Requested Information: 
1.  What is the proposed submission date for the 120-day safety update? What is the data cut-off date for 
the 120-day safety update? 
 
2.  What is the proposed submission date for the datasets and results for the OS and PFS analysis based 
on interim analysis 2 for clinical trial C16010? What is the data cut-off date for interim analysis 2? 
 
3.  Discuss the feasibility of submitting items 1 and 2 by September 15, 2015, and comment whether any 
adjustments will need to be made on the data cut-off dates. 

 

We respectfully request your response no later than 12 pm on August 20, 2015 (tomorrow). 
  
Please confirm receipt of this information request. 
 

Thank you for your reply, 
  
Jacquin L. Jones, CDR, BSN, MS, USPHS 
Regulatory Health Project Manager 
Division of Hematology Products 
OHOP/CDER/FDA 
10903 New Hampshire Ave, Bldg 22, RM 2222 
Silver Spring, MD 20903 
Tel: 240‐402‐4590, Fax: 301‐796‐9909 
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Jones, Jacquin

From: Jones, Jacquin
Sent: Wednesday, August 19, 2015 3:33 PM
To: 'Anderson, Melissa'
Subject: NDA 208462 ixazomib: Internal Mock-up Package

Good afternoon Ms. Anderson, 
 
The review team has said that an internal mock‐up package sample from Millennium for NDA 208462 ixazomib, with a 
delivery date of September 1st or sooner, would be helpful during the review process.   
 
The mock‐up would be in addition to the product packaging sample requested for a September 9th delivery date.  At the 
time of sending the samples, please provide 2 internal mock‐ups and 2 product packages for review. 
 
Please send the samples to my office address listed below: 

 Jacquin Jones  
Food and Drug Administration  
Center for Drug Evaluation and Research  
White Oak Building 22, Room: 2222  
10903 New Hampshire Avenue  
Silver Spring, MD 20993 

 
Please confirm receipt of this request. 
 
Thank you for your reply, 
 
Jacquin L. Jones, MS, BSN 
CDR, U.S. Public Health Service 
Regulatory Health Project Manager 
Division of Hematology Products 
Food and Drug Administration 
WO Bldg 22, Rm 2222 
10903 New Hampshire Ave. 
Silver Spring, MD 20903 
Tel: 240‐402‐4590, Fax: 301‐796‐9909 
 

From: Jones, Jacquin  
Sent: Monday, August 17, 2015 10:20 PM 
To: 'Anderson, Melissa' 
Cc: Laiq, Rabiya 
Subject: FDA Response: NDA 208462 ixazomib: Proposal for submitting secondary packaging change 
 
Good evening Ms. Anderson, 
 
The Agency agrees with Millennium’s proposal to submit an alternative packaging design, along with the associated 
artwork, as an NDA amendment by September 1.  Please provide samples of the product packaging and art design by 
September 9 for the FDA team to review. 
 
Have a wonderful evening, 
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Jackie 
 
Jacquin L. Jones, MS, BSN 
CDR, U.S. Public Health Service 
Regulatory Health Project Manager 
Division of Hematology Products 
Food and Drug Administration 
WO Bldg 22, Rm 2222 
10903 New Hampshire Ave. 
Silver Spring, MD 20903 
Tel: 240‐402‐4590, Fax: 301‐796‐9909 
 

From: Anderson, Melissa [mailto:melissa.anderson@takeda.com]  
Sent: Friday, August 14, 2015 8:33 AM 
To: Jones, Jacquin; Laiq, Rabiya 
Subject: NDA 208462 ixazomib: Proposal for submitting secondary packaging change 
 
Dear Jackie and Rabiya, 
 
Per our conversation with Jackie after the Applicant Orientation Meeting this week, concerning our desire to accelerate, 
if possible, the review of the packaging components, we are providing the following details for your and the CMC 
reviewers’ information.  Please feel free to let us know if there is additional information required. 
 
Background 
 
Ixazomib capsules are packaged in a blister   

 The primary packaging component is PVC‐aluminum/aluminum blister.  The secondary packaging 
components include a blister card carrier which holds the blister strip   

design has achieved F=1 results for   testing for a number of 
currently marketed products; however, the ixazomib custom design has not achieved such results, yet.  Redesign and 
testing is ongoing, but a second design for the secondary packaging is now being pursued on a parallel path.  This 
alternative design has already passed  testing. 
 
Status and Request 
 
As redesign and testing of the primary design may give way to the alternative design, Takeda proposes to submit this 
alternative design, along with its associated artwork, as an NDA amendment by September 1.  The only changed NDA 
components will be packaging artwork in Module 1. Please note that the primary blister component remains unchanged; 
therefore, there is no change to product contact, blister size or any other attribute which could impact product quality.   
 
In addition, we have been notified by our packaging site that it will take a minimum of 6  weeks to proof, review, print 
and deliver these specialized packaging components.  We would greatly appreciate if the Agency could prioritize the 
review of the packaging components over other parts of the application and provide their comments and feedback on 
the packaging and artwork as early in the process as possible.  It would enable us to incorporate any suggestions or edits 
during the review, thereby keeping our commercial launch readiness activities on track for quick delivery of product.    
 
Is the Agency in agreement with the submission of changed packaging artwork by September 1 without impacting the 
PDUFA action date? 
 
Kind regards, 
Melissa 
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Melissa Anderson, RAC 
Director, Global Regulatory Affairs Development, Oncology 
Ixazomib Global Regulatory Lead 
Takeda Pharmaceuticals International Co., Inc. 
Phone: 617-444-2209 
Fax: 617-444-2399 
melissa.anderson@takeda.com 
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Jones, Jacquin

From: Jones, Jacquin
Sent: Tuesday, August 18, 2015 11:54 AM
To: 'Anderson, Melissa'
Subject: NDA 208462 Ixazomib Millennium- FDA Request for Pharmacovigilance Plan 
Attachments: FDA Guidance.Good PV Practices and PE Assessment.2005.pdf; FDA Guidance.E2E PV 

Planning.2005.pdf

Good morning Ms. Anderson, 
  
Please refer to Millennium Pharmaceuticals Inc.’s New Drug Application (NDA) 208462 Ninlaro 
(ixazomib).  We also refer to the submission dated July 10, 2015 (SN:0000) containing the new application for 
Ninlaro (ixazomib).  Your NDA (ixazomib) is currently under review and we have the following comment and 
request for additional information: 
 

FDA Comment: 
 FDA encourages sponsors to submit a Pharmacovigilance Plan designed to detect new safety risks and 

to further evaluate identified safety risks with ixazomib following market approval.  Guidance for 
pharmacovigilance planning is included in the FDA Guidance for Industry on Good Pharmacovigilance 
Practices and Pharmacoepidemiologic Assessment (2005), and the FDA Guidance for Industry on E2E 
Pharmacovigilance Planning (2005); guidance documents are attached.  If the plan is available, please 
include it in the NDA application in the appropriate module so it can be reviewed accordingly. 

 
We respectfully request your response no later than 2pm on August 28, 2015. 
  
Please confirm receipt of this information request. 
 

Thank you for your reply, 
  
Jacquin L. Jones, CDR, BSN, MS, USPHS 
Regulatory Health Project Manager 
Division of Hematology Products 
OHOP/CDER/FDA 
10903 New Hampshire Ave, Bldg 22, RM 2222 
Silver Spring, MD 20903 
Tel: 240‐402‐4590, Fax: 301‐796‐9909 
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Jones, Jacquin

From: Jones, Jacquin
Sent: Monday, August 17, 2015 10:20 PM
To: 'Anderson, Melissa'
Cc: Laiq, Rabiya
Subject: FDA Response: NDA 208462 ixazomib: Proposal for submitting secondary packaging 

change

Good evening Ms. Anderson, 
 
The Agency agrees with Millennium’s proposal to submit an alternative packaging design, along with the associated 
artwork, as an NDA amendment by September 1.  Please provide samples of the product packaging and art design by 
September 9 for the FDA team to review. 
 
Have a wonderful evening, 
 
Jackie 
 
Jacquin L. Jones, MS, BSN 
CDR, U.S. Public Health Service 
Regulatory Health Project Manager 
Division of Hematology Products 
Food and Drug Administration 
WO Bldg 22, Rm 2222 
10903 New Hampshire Ave. 
Silver Spring, MD 20903 
Tel: 240‐402‐4590, Fax: 301‐796‐9909 
 

From: Anderson, Melissa [mailto:melissa.anderson@takeda.com]  
Sent: Friday, August 14, 2015 8:33 AM 
To: Jones, Jacquin; Laiq, Rabiya 
Subject: NDA 208462 ixazomib: Proposal for submitting secondary packaging change 
 
Dear Jackie and Rabiya, 
 
Per our conversation with Jackie after the Applicant Orientation Meeting this week, concerning our desire to accelerate, 
if possible, the review of the packaging components, we are providing the following details for your and the CMC 
reviewers’ information.  Please feel free to let us know if there is additional information required. 
 
Background 
 
Ixazomib capsules are packaged in a blister   

 The primary packaging component is PVC‐aluminum/aluminum blister.  The secondary packaging 
components include a blister card carrier which holds the blister strip 

design has achieved F=1 results for   testing for a number of 
currently marketed products; however, the ixazomib custom design has not achieved such results, yet.  Redesign and 
testing is ongoing, but a second design for the secondary packaging is now being pursued on a parallel path.  This 
alternative design has already passed   testing. 
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Status and Request 
 
As redesign and testing of the primary design may give way to the alternative design, Takeda proposes to submit this 
alternative design, along with its associated artwork, as an NDA amendment by September 1.  The only changed NDA 
components will be packaging artwork in Module 1. Please note that the primary blister component remains unchanged; 
therefore, there is no change to product contact, blister size or any other attribute which could impact product quality.   
 
In addition, we have been notified by our packaging site that it will take a minimum of 6  weeks to proof, review, print 
and deliver these specialized packaging components.  We would greatly appreciate if the Agency could prioritize the 
review of the packaging components over other parts of the application and provide their comments and feedback on 
the packaging and artwork as early in the process as possible.  It would enable us to incorporate any suggestions or edits 
during the review, thereby keeping our commercial launch readiness activities on track for quick delivery of product.    
 
Is the Agency in agreement with the submission of changed packaging artwork by September 1 without impacting the 
PDUFA action date? 
 
Kind regards, 
Melissa 
 
Melissa Anderson, RAC 
Director, Global Regulatory Affairs Development, Oncology 
Ixazomib Global Regulatory Lead 
Takeda Pharmaceuticals International Co., Inc. 
Phone: 617-444-2209 
Fax: 617-444-2399 
melissa.anderson@takeda.com 
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Jones, Jacquin

From: Jones, Jacquin
Sent: Monday, August 10, 2015 9:12 AM
To: 'Anderson, Melissa'
Subject: NDA 208462 Ixazomib Millennium- Efficacy Analyses Results Summarization

Good morning Ms. Anderson, 
 
Please refer to Millennium Pharmaceuticals Inc.’s New Drug Application (NDA) 208462 Ninlaro (ixazomib).  We also refer 
to the submission dated July 10, 2015 (SN:0000) containing the new application for Ninlaro (ixazomib).  Your NDA 
(ixazomib) is currently under review and we have the following additional requests for information: 
 

 Please provide all the key efficacy analyses results (primary and key secondary efficacy endpoints) summarized 
in in‐text tables/figures in section 11 of CSR body, in addition to refer to section 14. 

 
Please submit requested information no later than 2 pm on August 13, 2015. 
 
Thank you for your reply, 
 
Jacquin L. Jones, CDR, BSN, MS, USPHS 
Regulatory Health Project Manager 
Division of Hematology Products 
OHOP/CDER/FDA 
10903 New Hampshire Ave, Bldg 22, RM 2222 
Silver Spring, MD 20903 
Tel: 240‐402‐4590, Fax: 301‐796‐9909 
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Jones, Jacquin

From: Jones, Jacquin
Sent: Thursday, July 30, 2015 8:05 AM
To: 'Anderson, Melissa'
Subject: FDA Response: NDA 208462 ixazomib: Proposal for CMC documents included in 30-

day submission

Good morning Ms. Anderson, 
 
The review team has confirmed that it is acceptable to include the additional CMC documents containing only editorial 
and formatting changes?  Along with the submission of the CMC documents, you will need to include a document that 
indicates what changes were made in each of the CMC documents. 
 
Regards, 
 
Jackie 
 
Jacquin L. Jones, CDR, BSN, MS, USPHS 
Regulatory Health Project Manager 
Division of Hematology Products 
OHOP/CDER/FDA 
10903 New Hampshire Ave, Bldg 22, RM 2222 
Silver Spring, MD 20903 
Tel: 240‐402‐4590, Fax: 301‐796‐9909 
 

From: Anderson, Melissa [mailto:melissa.anderson@takeda.com]  
Sent: Wednesday, July 29, 2015 12:11 PM 
To: Jones, Jacquin 
Subject: NDA 208462 ixazomib: Proposal for CMC documents included in 30-day submission 
Importance: High 
 
Dear Jackie, 
 
Attached is a document summarizing the CMC documents that we propose to include in the upcoming 30-day 
submission.  I would like to note that these are largely editorial and formatting changes intended to improve the ease of 
the review.  One exception to this is updated stability data, which was pre-agreed with the Agency as part of the CMC pre-
NDA meeting to be provided in the 30-day submission. 
 
Can you please confirm with the review team if it is acceptable to include the additional documents containing only 
editorial/formatting changes? 
 
I’m sorry to ask for this feedback on a short turnaround, but I’ve just learned that to have adequate publishing time we 
would greatly appreciate a response by mid-morning tomorrow, Thursday July 30. 
 
Thanks very much for your help, and please let me know if you have any questions. 
 
Kind regards, 
Melissa 
 
Melissa Anderson, RAC 
Director, Global Regulatory Affairs Development, Oncology 
Ixazomib Global Regulatory Lead 
Takeda Pharmaceuticals International Co., Inc. 
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Phone: 617-444-2209 
Fax: 617-444-2399 
melissa.anderson@takeda.com 
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Jones, Jacquin

From: Jones, Jacquin
Sent: Thursday, July 30, 2015 11:39 PM
To: 'Anderson, Melissa'
Subject: NDA 208462 Ninlaro (ixazomib) Millennium -Clinical Trial Data Location

Good evening Ms. Anderson, 
 
Please refer to your New Drug Application (NDA) 208462 Ninlaro (ixazomib) Millennium Pharmaceuticals Inc..  We also 
refer to the submission dated July 10, 2015 (SN:0000) containing the new application for Ninlaro (ixazomib).  Please 
confirm or provide a response to the following information: 
 

FDA Information Request: 

 Is the clinical trial data information located in Cambridge, MA?    

 If not, where is the clinical trial data located? 

 Please let me know if any of the clinical trials data is located overseas.   
 
Please send responses that address the above information request via email no later than 1:00 PM ET on Friday,  July 
31, 2015.  
 
Also, officially submit the responses to your NDA file at the same time you send the e‐mail response or provide a 
planned date for when the submission will be submitted, followed by a notification when the official submission has 
been sent. 
 
Thank you for your reply, 
 
Jacquin L. Jones, CDR, BSN, MS, USPHS 
Regulatory Health Project Manager 
Division of Hematology Products 
OHOP/CDER/FDA 
10903 New Hampshire Ave, Bldg 22, RM 2222 
Silver Spring, MD 20903 
Tel: 240‐402‐4590, Fax: 301‐796‐9909 
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Jones, Jacquin

From: Jones, Jacquin
Sent: Thursday, July 30, 2015 4:12 PM
To: 'Anderson, Melissa'
Subject: NDA 208462 Ninlaro (ixazomib) Millennium - Study Site Information

Good afternoon Ms. Anderson, 
 
Please refer to your New Drug Application (NDA) 208462 Ninlaro (ixazomib) Millennium Pharmaceuticals Inc..  We also 
refer to the submission dated July 10, 2015 (SN:0000) containing the new application for Ninlaro (ixazomib).  Your NDA 
(ixazomib) is currently under review and we have the following additional requests for information: 
 
Submit the study subject data listing information request below as pdf files, organized per clinical study investigator site 
separately.  Provide the following the study subject data listings that should capture the following, as applicable for the 
following Principal Investigators: Norbert Grazsko, MD (Lublin, Poland), Tamas Masszi, MD (Budapest, Hungary), and 
David Siegel, MD (Hackensack, NJ).  

 
a. Subject discontinuations (If applicable application per treatment group: site subject number, screening visit 

date, randomization date (if applicable), date of first dose/last dose, date of discontinuation, reason for 
discontinuation). 

b.    Subject assignment per treatment arm (randomization group, as applicable). 
c.    Concomitant medication list (non‐study medications). 
d.    All adverse events (If applicable pretreatment group: preferred term/investigator entry, date start/stopped, 
severity/resolution, serious adverse event (SAE [yes/no], 
        death [yes/no]).   
e.     Primary study efficacy endpoint/s. 
f.     Any protocol deviation/s or violation/s. 

 
Submit requested information by 3pm on August 6, 2015. 
 
Thank you for your reply, 
 
CDR Jacquin Jones 
 
Jacquin L. Jones, CDR, BSN, MS, USPHS 
Regulatory Health Project Manager 
Division of Hematology Products 
OHOP/CDER/FDA 
10903 New Hampshire Ave, Bldg 22, RM 2222 
Silver Spring, MD 20903 
Tel: 240‐402‐4590, Fax: 301‐796‐9909 
 

Reference ID: 3800194



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

JACQUIN L JONES
07/30/2015

Reference ID: 3800194



1

Jones, Jacquin

From: Jones, Jacquin
Sent: Thursday, July 30, 2015 11:18 AM
To: 'Anderson, Melissa'
Subject: NDA 208462 Ninlaro (ixazomib) Millennium -Address Request

Good morning Ms. Anderson, 
 
Please refer to your New Drug Application (NDA) 208462 Ninlaro (ixazomib) Millennium Pharmaceuticals Inc..  We also 
refer to the submission dated July 10, 2015 (SN:0000) containing the new application for Ninlaro (ixazomib).  Please 
verify the following physical street addresses: 
 

1. Sponsor: Millennium Pharmaceuticals, Inc.  
Contact: 
Melissa Anderson, RAC 
Director, Regulatory Affairs 
Millennium Pharmaceuticals, Inc. 
40 Landsdowne Street 
Cambridge, MA USA 02139  
Telephone: 617‐444‐2209 E‐mail: melissa.anderson@takeda.com  

 
2. Please provide the physical address where the clinical trial data are located for inspection. 

 
Please send responses that address the above information request via email no later than 10:00 AM ET on Friday,  July 
31, 2015.  
 
Also, officially submit the responses to your NDA file at the same time you send the e‐mail response or provide a 
planned date for when the submission will be submitted, followed by a notification when the official submission has 
been sent. 
 
Thank you for your reply, 
 
Jacquin L. Jones, CDR, BSN, MS, USPHS 
Regulatory Health Project Manager 
Division of Hematology Products 
OHOP/CDER/FDA 
10903 New Hampshire Ave, Bldg 22, RM 2222 
Silver Spring, MD 20903 
Tel: 240‐402‐4590, Fax: 301‐796‐9909 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 208462
NDA ACKNOWLEDGMENT

Millennium Pharmaceuticals, Inc.
Attention:  Melissa Anderson, RAC
Director Global Regulatory Affairs
40 Landsdowne Street
Cambridge, MA  02139

Dear Ms. Anderson:

We have received your New Drug Application (NDA) submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act (FDCA) for the following:

Name of Drug Product: Ninlaro (ixazomib) capsule, 2.3, 3, and 4 mg

Date of Application: July 10, 2015

Date of Receipt: July 10, 2015

Our Reference Number: NDA 208462

Unless we notify you within 60 days of the receipt date that the application is not sufficiently 
complete to permit a substantive review, we will file the application on September 8, 2015, in 
accordance with 21 CFR 314.101(a).

If you have not already done so, promptly submit the content of labeling [21 CFR 314.50(l)(1)(i)]
in structured product labeling (SPL) format as described at http://www.fda.gov/ForIndustry/ 
DataStandards/StructuredProductLabeling/default.htm.  Failure to submit the content of labeling 
in SPL format may result in a refusal-to-file action under 21 CFR 314.101(d)(3).  The content of 
labeling must conform to the content and format requirements of revised 21 CFR 201.56-57.

You are also responsible for complying with the applicable provisions of sections 402(i) and 
402(j) of the Public Health Service Act (PHS Act) [42 USC §§ 282 (i) and (j)], which was 
amended by Title VIII of the Food and Drug Administration Amendments Act of 2007 
(FDAAA) (Public Law No, 110-85, 121 Stat. 904).

The NDA number provided above should be cited at the top of the first page of all submissions 
to this application.  Send all submissions, electronic or paper, including those sent by overnight 
mail or courier, to the following address:

Reference ID: 3792852



NDA 208462
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Food and Drug Administration
Center for Drug Evaluation and Research
Division of Hematology Products
5901-B Ammendale Road
Beltsville, MD 20705-1266

Secure email between CDER and applicants is useful for informal communications when 
confidential information may be included in the message (for example, trade secrets or patient 
information).  If you have not already established secure email with the FDA and would like to 
set it up, send an email request to SecureEmail@fda.hhs.gov.  Please note that secure email may 
not be used for formal regulatory submissions to applications.

If you have any questions, please call me at (240) 402-4590.

Sincerely,

{See appended electronic signature page}

Jacquin L. Jones, BSN, MS
Regulatory Health Project Manager
Division of Hematology Products
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research

Reference ID: 3792852
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 208462
LATE-CYCLE MEETING MINUTES

Millennium Pharmaceuticals, Inc.
Attention:  Melissa Anderson, RAC
Director Global Regulatory Affairs
40 Landsdowne Street
Cambridge, MA  02139

Dear Ms. Anderson:

Please refer to your New Drug Application (NDA) dated July 10, 2015, submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA) for Ninlaro® (ixazomib) capsule, 
2.3, 3, and 4 mg.

We also refer to the Late-Cycle Meeting (LCM) between representatives of your firm and the 
FDA on November 5, 2015.     

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, please call Jacquin Jones, Regulatory Project Manager, at (240) 402-
4590.

Sincerely,

{See appended electronic signature page}

R. Angelo de Claro, MD
Clinical Team Leader
Division of Hematology Products
Office of Hematology and Oncology Products
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: November 5, 2015, 11:30 am -12:00 pm (ET)
Meeting Location: Teleconference

Application Number: NDA 208462
Product Name: Ninlaro® (ixazomib)
Applicant Name: Millennium Pharmaceuticals, Inc.

Meeting Chair: R. Angelo de Claro, MD, Clinical Team Leader, CDTL

Meeting Recorder: Jacquin Jones, MS, BSN, Regulatory Project Manager

FDA ATTENDEES

OHOP/Division of Hematology Products
Ann T. Farrell, MD, Director
R. Angelo de Claro, MD, Clinical Team Leader, Cross Discipline Team Leader (CDTL)
Alexandria Schwarsin, MD, Medical Officer
Qin Ryan, MD, PhD, Safety Reviewer 
Diane Leaman, Safety Regulatory Project Manager 
Amy Baird, Chief, Project Management Staff
Jacquin L. Jones, MS, BSN, Regulatory Project Manager

Office of Clinical Pharmacology (OCP)/Division of Clinical Pharmacology (DCP) V
Bahru Habtemariam, PharmD, Acting Team Leader 
Vicky Hsu, PhD, Reviewer

OCP/DCP I/Division of Pharmacometrics
Jee Eun Lee, PhD, Reviewer

Office of Biostatistics/ Division of Biometrics V
Lei Nie, PhD, Team Leader 
Yun Wang, PhD, Reviewer

OHOP/Division of Hematology Oncology Toxicology (DHOT)
Christopher Sheth, PhD, Supervisory Pharmacologist
Emily Place, PhD, MPH, Reviewer

Office of Pharmaceutical Quality/Office of New Drug Products
Janice Brown, MS, Team Leader
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Office of Surveillance and Epidemiology (OSE)/Division of Risk Management
Amarilys Vega, MD, Medical Officer

OSE/Division of Pharmacovigilance II
Regina Lee, PharmD, Safety Evaluator

OSE/Division of Medication Error Prevention and Analysis
Ebony Ayres, PharmD, Reviewer

Office of Medical Policy/Division of Medical Policy Programs
Sharon Mills, BSN, RN, CCRP, Reviewer

EASTERN RESEARCH GROUP ATTENDEES

Christopher A. Sese, Independent Assessor

APPLICANT ATTENDEES

Melissa Anderson, RAC, Director, Global Regulatory Affairs
Eileen Bedell, MPH, Senior Director, Global Regulatory Affairs
Melody Brown, Vice President, Global Regulatory Affairs
Cory Ferguson, MHA, Manager, Global Regulatory Affairs
Asha Henderson, Senior Manager, Global Labeling
Debbie Berg, RN, MSN, Scientific Director, Oncology Clinical Research
Dixie-Lee Esseltine, MD, Vice President, Oncology Clinical Research
Ai-Min Hui, MD, PhD, Senior Medical Director, Oncology Clinical Research
Helgi van de Velde, MD, Vice President, Oncology Clinical Research
Jianchang Lin, PhD, Senior Statistician, Global Statistics
Guohui Liu, PhD, Scientific Fellow, Global Statistics
Neeraj Gupta, PhD, Director, Clinical Pharmacology
Ben Exter, Director, Pharmacovigilance Sciences
Heather Stein, MD, MPH, Senior Medical Director, Pharmacovigilance 
Ray Skwierczynski, PhD, Senior Director, Formulation Sciences
Satyam Upadrashta, Senior Director, Global Regulatory Affairs CMC
Li-Chun Wang, Director, Global Regulatory Affairs CMC
Alessandra Di Bacco, PhD, Director, Translational Medicine
Stephanie Powlin, PhD, DABT, Associate Scientific Fellow, Drug Safety Research and 
Evaluation
Cindy Xia, PhD, Director, Drug Metabolism and Pharmacokinetics
Julie Batal, Senior Director, Global Labeling
Mingxiu Hu, PhD, Vice President, Global Biostatistics
Nishith Jobanputra, DO, Medical Director, Pharmacovigilance

1.0 BACKGROUND

NDA 208462 was submitted on July 10, 2015 for Ninlaro® (ixazomib)
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Proposed indication:  Treatment of patients with multiple myeloma who have received at least 
one prior therapy.
PDUFA goal date:  March 10, 2016

FDA issued a Background Package in preparation for this meeting on November 2, 2015. 

2.0 DISCUSSION

1. Introductory Comments

Discussion:  Welcome, Introductions, Ground Rules, Objectives of the meeting:

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. 

2. Discussion of Substantive Review Issues 

Discussion:  The Agency informed the Applicant that there are no substantive review issues 
that have been identified to date. 

3. Discussion of Minor Review Issues 

Discussion:  No minor review issues have been identified at this time.

4. Additional Applicant Data

Discussion:  No additional application data has been requested at this time.

5. Information Requests 

Discussion:  The Applicant has responded to outstanding information requests.

6. Discussion of Upcoming Advisory Committee Meeting 

Discussion:  The Agency informed the Applicant that an Advisory Committee meeting is not 
planned.

7. REMS or Other Risk Management Actions 

Discussion:  The Agency informed the Applicant that no major safety concerns have been 
identified at this time that would need a REMS.
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8. Postmarketing Requirements/Postmarketing Commitments

Discussion:  The Agency informed the Applicant that no PMRs/PMCs are anticipated at this 
time.

9. Major Labeling Issues 

Discussion:  The Agency acknowledge receipt of the Applicant’s draft labeling edits and 
informed the Applicant that FDA proposed labeling will be provide at the early part of next 
week.

Non-Clinical:

The Applicant was asked to provide AUC values used to calculate exposure multiples for the 
labeling. 

10. Review Plans  

The Agency plans to send the second draft of the proposed labeling edit to the Applicant by 
next week, with a requested 1-2 day Applicant review turn-around.  The Agency informed 
the Applicant that the Burst materials will be provided next week for their review.

The Agency informed the Applicant that two manufacturing site inspections are still pending.

Discussion:  The Applicant acknowledged the Agency’s plans.

11. Wrap-up and Action Items

This application has not yet been fully reviewed by the Signatory Authority, Division 
Director, and Cross-Discipline Team Leader (CDTL) and therefore, this meeting did not 
address the final regulatory decision for the application.  
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 208462
LATE CYCLE MEETING 

BACKGROUND PACKAGE

Millennium Pharmaceuticals, Inc.
Attention:  Melissa Anderson, RAC
Director Global Regulatory Affairs
40 Landsdowne Street
Cambridge, MA  02139

Dear Ms. Anderson:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Ninlaro® (ixazomib) capsule, 2.3, 3, and 4 mg.

We also refer to the Late-Cycle Meeting Package dated October 6, 2015. This document is an 
updated version and replaces that document for the Late-Cycle Meeting (LCM) scheduled for 
November 5, 2015. Attached is our background package, including our agenda, for this meeting.

If you have any questions, please call Jacquin Jones, Regulatory Project Manager, at (240) 402-
4590.

Sincerely,

{See appended electronic signature page}

R. Angelo de Claro, MD
Clinical Team Leader
Division of Hematology Products
Office of Hematology and Oncology Products
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: November 5, 2015, 11:30 am -12:00 pm (ET)
Meeting Location: Teleconference

Application Number: NDA 208462
Product Name: Ninlaro® (ixazomib)
Indication: Treatment of patients with multiple myeloma who have received at

least one prior therapy

Sponsor/Applicant Name: Millennium Pharmaceuticals, Inc.

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.

The Division is awaiting final reports for clinical site and manufacturing site inspections.

2. Substantive Review Issues

No substantive review issues have been identified to date. 

ADVISORY COMMITTEE MEETING

An Advisory Committee meeting is not planned.
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REMS OR OTHER RISK MANAGEMENT ACTIONS

There are no major safety concerns have been identified at this time that would need a REMS.

LCM AGENDA

1. Introductory Comments – RPM/CDTL 

Welcome, Introductions, Ground rules, Objectives of the meeting

2. Postmarketing Requirements/Postmarketing Commitments 

No PMRs/PMCs are anticipated at this time.

3. Labeling issues

Refer to draft labeling that the Division sent to the Applicant on 30 October 2015.  

4. Wrap-up and Action Items 
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