
CENTER FOR DRUG EVALUATION AND 
RESEARCH 

 
 

APPLICATION NUMBER: 
 

208159Orig1s000 
 
 

ADMINISTRATIVE and CORRESPONDENCE  
DOCUMENTS 



EXCLUSIVITY SUMMARY 

NDA # 208159  SUPPL #       HFD #      

Trade Name   Vistogard®

Generic Name   Uridine Triacetate

Applicant Name   Wellstat Therapeutics    

Approval Date, If Known   

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1.  An exclusivity determination will be made for all original applications, and all efficacy 
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" 
to one or more of the following questions about the submission.

a)  Is it a 505(b)(1), 505(b)(2) or efficacy supplement?
                                    YES NO 

If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8

505(b)(1)

b)  Did it require the review of clinical data other than to support a safety claim or change 
in labeling related to safety?  (If it required review only of bioavailability or 
bioequivalence data, answer "no.")

  YES NO 

If your answer is "no" because you believe the study is a bioavailability study and, 
therefore, not eligible for exclusivity, EXPLAIN why it is a bioavailability study, 
including your reasons for disagreeing with any arguments made by the applicant that the 
study was not simply a bioavailability study.   

     

If it is a supplement requiring the review of clinical data but it is not an effectiveness 
supplement, describe the change or claim that is supported by the clinical data:             
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c)  Did the applicant request exclusivity?
 YES NO 

If the answer to (d) is "yes," how many years of exclusivity did the applicant request?

7 years for Orphan designation, granted May 1, 2009 (Designation request # 08-
2738)

d) Has pediatric exclusivity been granted for this Active Moiety?
 YES NO 

      If the answer to the above question in YES, is this approval a result of the studies submitted 
in response to the Pediatric Written Request?
   
          

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY 
TO THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.  

2.  Is this drug product or indication a DESI upgrade?
  YES NO 

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE 
BLOCKS ON PAGE 8 (even if a study was required for the upgrade).  

PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Answer either #1 or #2 as appropriate)

1.  Single active ingredient product.

Has FDA previously approved under section 505 of the Act any drug product containing the 
same active moiety as the drug under consideration?  Answer "yes" if the active moiety 
(including other esterified forms, salts, complexes, chelates or clathrates) has been previously 
approved, but this particular form of the active moiety, e.g., this particular ester or salt (including 
salts with hydrogen or coordination bonding) or other non-covalent derivative (such as a 
complex, chelate, or clathrate) has not been approved.  Answer "no" if the compound requires 
metabolic conversion (other than deesterification of an esterified form of the drug) to produce an 
already approved active moiety.

                   YES NO 

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the 
NDA #(s).  
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NDA# 208169      

NDA#           

NDA#           

2.  Combination product.  

If the product contains more than one active moiety(as defined in Part II, #1), has FDA 
previously approved an application under section 505 containing any one of the active moieties 
in the drug product?  If, for example, the combination contains one never-before-approved active 
moiety and one previously approved active moiety, answer "yes."  (An active moiety that is 
marketed under an OTC monograph, but that was never approved under an NDA, is considered 
not previously approved.)  

 YES NO 

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the 
NDA #(s).  

NDA#           

NDA#           

NDA#           

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO 
THE SIGNATURE BLOCKS ON PAGE 8.  (Caution: The questions in part II of the summary 
should only be answered “NO” for original approvals of new molecular entities.) 
IF “YES,” GO TO PART III.

PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of 
new clinical investigations (other than bioavailability studies) essential to the approval of the 
application and conducted or sponsored by the applicant."  This section should be completed 
only if the answer to PART II, Question 1 or 2 was "yes."  

1.  Does the application contain reports of clinical investigations?  (The Agency interprets 
"clinical investigations" to mean investigations conducted on humans other than bioavailability 
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studies.)  If the application contains clinical investigations only by virtue of a right of reference 
to clinical investigations in another application, answer "yes," then skip to question 3(a).  If the 
answer to 3(a) is "yes" for any investigation referred to in another application, do not complete 
remainder of summary for that investigation. 

 YES NO 

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8. 

2.  A clinical investigation is "essential to the approval" if the Agency could not have approved 
the application or supplement without relying on that investigation.  Thus, the investigation is not 
essential to the approval if 1) no clinical investigation is necessary to support the supplement or 
application in light of previously approved applications (i.e., information other than clinical 
trials, such as bioavailability data, would be sufficient to provide a basis for approval as an 
ANDA or 505(b)(2) application because of what is already known about a previously approved 
product), or 2) there are published reports of studies (other than those conducted or sponsored by 
the applicant) or other publicly available data that independently would have been sufficient to 
support approval of the application, without reference to the clinical investigation submitted in 
the application.

(a) In light of previously approved applications, is a clinical investigation (either 
conducted by the applicant or available from some other source, including the published 
literature) necessary to support approval of the application or supplement?

 YES NO 

If "no," state the basis for your conclusion that a clinical trial is not necessary for 
approval AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8:

     
                                                 
(b) Did the applicant submit a list of published studies relevant to the safety and 
effectiveness of this drug product and a statement that the publicly available data would 
not independently support approval of the application?

 YES NO 

(1) If the answer to 2(b) is "yes," do you personally know of any reason to 
disagree with the applicant's conclusion?  If not applicable, answer NO.

 
  YES NO 

     If yes, explain:                                     

                                                             

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted 
or sponsored by the applicant or other publicly available data that  could 
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independently demonstrate the safety and effectiveness of this drug product? 

 YES NO 

     If yes, explain:                                         

                                                             

(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical 
investigations submitted in the application that are essential to the approval:

Expanded access clinical studies: WELL401 and 401.10.001

                    
Studies comparing two products with the same ingredient(s) are considered to be bioavailability 
studies for the purpose of this section.  

3.  In addition to being essential, investigations must be "new" to support exclusivity.  The 
agency interprets "new clinical investigation" to mean an investigation that 1) has not been relied 
on by the agency to demonstrate the effectiveness of a previously approved drug for any 
indication and 2) does not duplicate the results of another investigation that was relied on by the 
agency to demonstrate the effectiveness of a previously approved drug product, i.e., does not 
redemonstrate something the agency considers to have been demonstrated in an already approved 
application.  

a) For each investigation identified as "essential to the approval," has the investigation 
been relied on by the agency to demonstrate the effectiveness of a previously approved 
drug product?  (If the investigation was relied on only to support the safety of a 
previously approved drug, answer "no.")

Investigation #1    YES NO 

Investigation #2    YES NO 

If you have answered "yes" for one or more investigations, identify each such 
investigation and the NDA in which each was relied upon:

     

b) For each investigation identified as "essential to the approval", does the investigation 
duplicate the results of another investigation that was relied on by the agency to support 
the effectiveness of a previously approved drug product?

Investigation #1 YES NO 
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Investigation #2 YES NO 

If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on:

     

c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the 
application or supplement that is essential to the approval (i.e., the investigations listed in 
#2(c), less any that are not "new"):

Expanded access clinical studies: WELL401 and 401.10.001

4.  To be eligible for exclusivity, a new investigation that is essential to approval must also have 
been conducted or sponsored by the applicant.  An investigation was "conducted or sponsored 
by" the applicant if, before or during the conduct of the investigation, 1) the applicant was the 
sponsor of the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or 
its predecessor in interest) provided substantial support for the study.  Ordinarily, substantial 
support will mean providing 50 percent or more of the cost of the study.

a) For each investigation identified in response to question 3(c): if the investigation was 
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor?

Investigation #1 !
!

IND # 039571 YES  !  NO     
!  Explain: 

                               
             

Investigation #2 !
!

IND #      YES   !  NO    
!  Explain: 

                                    
   

                                                            
(b) For each investigation not carried out under an IND or for which the applicant was 
not identified as the sponsor, did the applicant certify that it or the applicant's predecessor 
in interest provided substantial support for the study? Not Applicable
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Investigation #1 !
!

YES   !  NO    
Explain: !  Explain: 

             

Investigation #2 !
!

YES    !  NO    
Explain: !  Explain:
          

   

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe 
that the applicant should not be credited with having "conducted or sponsored" the study?  
(Purchased studies may not be used as the basis for exclusivity.  However, if all rights to 
the drug are purchased (not just studies on the drug), the applicant may be considered to 
have sponsored or conducted the studies sponsored or conducted by its predecessor in 
interest.)

YES NO 

If yes, explain:  

     

=================================================================
                                                      
Name of person completing form:  Jeannette O’Donnell                    
Title:  Regulatory Project Manager
Date:  December 7, 2015

                                                      
Division of Oncology Products 1/Division Director signing form:  Geoffrey Kim, MD
Title:  Director

Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12
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Version: 8/13/15

ACTION PACKAGE CHECKLIST 

APPLICATION INFORMATION1

NDA #   208159
BLA #        

NDA Supplement #        
BLA Supplement #        

If NDA, Efficacy Supplement Type:        
(an action package is not required for SE8 or SE9 supplements)

Proprietary Name:   Vistogard®

Established/Proper Name:  Uridine Triacetate
Dosage Form:          Oral Granules

Applicant:  Wellstat Therapeutics
Agent for Applicant (if applicable):       

RPM:  Jeannette O’Donnell Division:  Oncology Products 1

NDA Application Type:    505(b)(1)     505(b)(2)
Efficacy Supplement:        505(b)(1)     505(b)(2)

BLA Application Type:    351(k)     351(a)
Efficacy Supplement:       351(k)     351(a)

For ALL 505(b)(2) applications, two months prior to EVERY action: 

 Review the information in the 505(b)(2) Assessment and submit 
the draft2 to CDER OND IO for clearance.  

 Check Orange Book for newly listed patents and/or 
exclusivity (including pediatric exclusivity)  

 No changes     
 New patent/exclusivity  (notify CDER OND IO)   

Date of check:      

Note: If pediatric exclusivity has been granted or the pediatric 
information in the labeling of the listed drug changed, determine whether 
pediatric information needs to be added to or deleted from the labeling of 
this drug. 

 Actions

 Proposed action
 User Fee Goal Date is March 10, 2015   AP          TA       CR    

 Previous actions (specify type and date for each action taken)                  None         
 If accelerated approval or approval based on efficacy studies in animals, were promotional 

materials received?
Note:  Promotional materials to be used within 120 days after approval must have been 
submitted (for exceptions, see 
http://www fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guida
nces/ucm069965.pdf).  If not submitted, explain      

  Received

 Application Characteristics 3

1 The Application Information Section is (only) a checklist.  The Contents of Action Package Section (beginning on page 2) lists 
the documents to be included in the Action Package.
2 For resubmissions, 505(b)(2) applications must be cleared before the action, but it is not necessary to resubmit the draft 505(b)(2) 
Assessment to CDER OND IO unless the Assessment has been substantively revised (e.g., new listed drug, patent certification 
revised).
3 Answer all questions in all sections in relation to the pending application, i.e., if the pending application is an NDA or BLA 
supplement, then the questions should be answered in relation to that supplement, not in relation to the original NDA or BLA.  
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NDA/BLA #
Page 7

Day of Approval Activities

 For all 505(b)(2) applications:
 Check Orange Book for newly listed patents and/or exclusivity (including 

pediatric exclusivity)

  No changes
  New patent/exclusivity (Notify 

CDER OND IO)

 Finalize 505(b)(2) assessment   Done

 For Breakthrough Therapy (BT) Designated drugs:
 Notify the CDER BT Program Manager

  Done
(Send email to CDER OND IO)

 For products that need to be added to the flush list (generally opioids): Flush List 
 Notify the Division of Online Communications, Office of Communications

  Done

 Send a courtesy copy of approval letter and all attachments to applicant by fax or secure 
email

  Done

 If an FDA communication will issue, notify Press Office of  approval action after 
confirming that applicant received courtesy copy of approval letter 

  Done

 Ensure that proprietary name, if any, and established name are listed in the 
Application Product Names section of DARRTS, and that the proprietary name is 
identified as the “preferred” name

  Done

 Ensure Pediatric Record is accurate   Done

 Send approval email within one business day to CDER-APPROVALS   Done
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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Subject: FDA Communication: NDA 208159/uridine triacetate/label - format correction PPI
Date: Tuesday, December 08, 2015 2:34:00 PM
Attachments: NDA 208159_final-labeling-text-vistogard_recieved 12-7.docx
Importance: High

Hi Mike,
 
Please find attached the label for NDA 208159.  There are a couple of spacing issues on the
PPI. 
 
Please correct and re-submit by COB tomorrow, December 9, 2015.
 
Thank you,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Subject: FDA Communication: NDA 208159/uridine triacetate/late cycle meeting/label
Date: Friday, December 04, 2015 12:09:00 PM
Attachments: NDA 208159 uridine triacetate - DRAFT Label.docx
Importance: High

Dear Dr. Bamat,
 
Please find attached the label as discussed during today’s Late Cycle Meeting.  We’ve
accepted the changes and added the phrase “regardless of symptoms” to the indication (and
incorporated this into the patient information) as discussed during the meeting.  Please
review the label and submit formally by COB Monday, December 7, 2015.   
 
Sincerely,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Subject: FDA Communication: NDA 208159/uridine triacetate/labeling discussion
Date: Thursday, December 03, 2015 4:48:00 PM
Attachments: The phrases in red text in Section 12.doc
Importance: High

Hi Mike,
 
Please see attached document regarding our omission of specific language from Section 12.1
of the label  which includes our rationale for this decision.  Please be advised we are willing
to discuss this issue further at the meeting tomorrow.
 
Thank you,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
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The phrases in red text in Section 12.1 Mechanism of Action are not appropriate or 
necessary for the safe and effective use of uridine triacetate for the proposed 
indications. 

Uridine triacetate is an acetylated pro-drug of uridine. Following oral 
administration, uridine triacetate is deacetylated by nonspecific esterases present 
throughout the body, yielding uridine in the circulation. Uridine competitively 
inhibits cell damage and cell death caused by fluorouracil .  

Fluorouracil is a cytotoxic antimetabolite that interferes with nucleic acid 
metabolism in normal and cancer cells. Cells anabolize fluorouracil to the 
cytotoxic intermediates 5-fluoro 2’ deoxyuridine 5’-monophosphate (FdUMP) and 
5 fluorouridine triphosphate (FUTP). FdUMP inhibits thymidylate synthase, 
blocking thymidine synthesis. Thymidine is required for DNA replication and 
repair. Uridine is not found in DNA  

. 
 

Rationale 

The phrases  and  
do not provide the prescriber with information that is 

necessary for the safe and effective use of this drug in the emergency setting for which 
indications are being sought.  

In addition, these phrases are potentially promotional and may imply to the prescriber 
that uridine triacetate does not interfere with  fluorouracil or 
capecitabine in patients.  In your cover letter dated November 30, 2015, you state that 

 
  Whether or not treatment with uridine triacetate affects the course of 

treatment with fluorouracil would need to be answered by clinical evidence, as the 
relative contributions of RNA toxicity and DNA toxicity in various disease settings may 
differ in patients and may not correlate with data from in vitro or animal studies.   
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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Subject: FDA Communication: NDA 208159/uridine triacetate/IR Clinical- Urgent
Date: Tuesday, December 01, 2015 2:08:00 PM
Importance: High

Dear Mike,
 
Please provide the following information by close of business Monday 12/1:
 

1)      Patient ID numbers (including those that may have been in the 120-day safety
update) for early onset cases whose only initial presenting symptom was “unusually
early onset of moderate stomatitis or mucositis within 96 hours of the patient’s first
administration of fluorouracil or during the first 7 days of patient’s first cycle of
capecitabine”, so that we may review these cases again.  Please also define what you
mean by “moderate”.
 

2)       Patient ID numbers for the 4 pediatric patients dosed by BSA.
 
Please provide by 1) email to facilitate review 2) formal submission to the NDA.
 
Sincerely,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Subject: FDA Communication: NDA 208159/uridine triacetate/Late Cycle meeting
Date: Tuesday, December 01, 2015 10:03:00 AM
Importance: High

Hi Mike,
 
Due to several conflicts we had to reschedule the late cycle meeting again.  The new time
and date will be Friday, December 4, 2015, from 10:00 – 11:00 am.  There will be no further
changes and I’m sorry for the confusion; however, these have been unexpected
circumstances.
 
Thank you.
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Subject: FDA Communication: NDA 208159/uridine triacetate/IR - Clin pharm/pediatrics/ Time sensitive
Date: Wednesday, November 25, 2015 3:24:00 PM
Importance: High

Dear Mike,
 
In reference to NDA 208159, please provide the dosing history for the 6 pediatric patients in
WELL401 in a tabular form.  The dosing history should provide the following key information:
 

1.       Subject ID
2.       AGE
3.       Body Surface area (BSA)
4.       Gender
5.       Dose per administration
6.       Time/ Date of administration
7.       Relative time of subsequent dosing since first uridine triacetate dose
8.       Total daily dose
9.       Formulation/ Lot number

 
Please ensure that dosing history provided in the table mentioned above is consistent with
the dosing information provided in patient narratives.  In case of a discrepancy, please
explain the discrepancy.  For each patient and dose administration, clearly mention if the
BSA adjusted dosing was employed and the sequence number of the dose when it was
employed.  Additionally provide pharmacokinetic information if available.
 
Please provide the following information by November 30, 2015. 
Please provide by 1) email to facilitate review 2) formal submission to the NDA.
 
 
Thank you,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Subject: FDA Communication: NDA 208159/uridine triacetate/Late Cycle Meeting - Rescheduled Time and Day
Date: Monday, November 30, 2015 8:42:00 AM
Importance: High

Hi Mike,
 
Due to unforeseen circumstances, we have re-scheduled the late cycle meeting.  The new
meeting is scheduled to take place: Thursday, December 3, 2015 from 2:00-3:00 pm.  The
topics and background package have not changed.
 
Sincerely,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Subject: FDA Communication: NDA 208159/uridine triacetate/labeling changes
Date: Tuesday, November 24, 2015 2:05:00 PM
Attachments: NDA 208159_Uridine triacetate label_11-24-15.docx

Hi Mike,
 
Please find attached labeling for NDA 208159.  Please review and return to us by 9:00 am
Monday, November 30, 2015. 
 
Please respond by 1) email to facilitate review 2) formal submission to the NDA.  
 
Thank you,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Subject: FDA Communication: NDA 208159/uridine triacetate/carton & container labeling
Date: Wednesday, November 25, 2015 8:32:00 AM
Importance: High

Dear Mike,
 
In reference to NDA 208159, uridine triacetate, carton and container labels, we have the
following comments:
 
To improve readability of the “Directions for use” information, please revise the current
language.
For example, revise to:
 

·         Directions for use: Each Vistogard dose should be mixed into a soft food (such as
applesauce, pudding, or yogurt) immediately prior to administration. For
pediatric administration, see prescribing information and discard unused portion of
granules.

·         Usual dosage: See prescribing information
 
Revise the statement  to “single-dose” to remain consistent with changes in
the PI.
 
Your recently submitted stability information is currently under review and the expiration
date will be decided upon at a later time.  Please submit the changes to the carton and
container labels by 12:00 pm Monday, November 30, 2015.  Please submit by 1) email to
facilitate review 2) formal submission to the NDA.
 
 
Sincerely,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Subject: FDA Communication: NDA 208159/uridine triacetate/IR/Clinical - deviations cont"d
Date: Friday, November 20, 2015 9:08:00 AM
Importance: High

Dear Mike,
 
In reference to NDA 208159, please submit the following:
 

1.       Resubmit the protocol deviations information(for each study) in the same format as
Table 14.1.5 submitted yesterday, however only include the original 60 patients on
Study 401 and the 75 patients on WELL401 in the table (exclude the 120 day safety
update patients). 

 
2.       Provide us with all patient IDs for the patients who had violations due to not starting

UT within 96 hours.
 
Please respond by 1:00 today, November 20, 2015.  Please respond by 1) email to facilitate
review 2) formal submission to the NDA.
 
Thank you,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Subject: FDA Communication: NDA 208159/uridine triacetate/PMC - particle size distribution
Date: Friday, November 20, 2015 1:03:00 PM
Importance: High

Dear Mike,
 
In reference to NDA 208159, response to PMC communication, submitted to the FDA on
November 16, 2015.  At this time, setting particle size distribution limits for the drug
substance with respect to setting drug product particle size distribution limits is not being
requested.  However, as Wellstat Therapeutics Corporation continues its manufacturing
development and fulfills the requirements of the PMC, FDA expects Wellstat to consider
controls for the drug substance particle size distribution 

.  Additional controls may be added as additional manufacturing data is
collected and as would be expected for continual improvement in the manufacturing
process.
 
If you have any further questions please do not hesitate to ask.
 
Sincerely,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 208159
MID-CYCLE COMMUNICATION

Wellstat Therapeutics
Attention:  Michael K. Bamat, PhD
930 Clopper Rd.
Gaithersburg, MD  20878

Dear Dr. Bamat:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for VistogardTM (uridine triacetate), Oral granules.

We also refer to the teleconference between representatives of your firm and the FDA on 
November 6, 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, call Jeannette O’Donnell, Regulatory Project Manager at 
(240) 402-4978 or email: Jeannette.Odonnell@fda.hhs.gov.

Sincerely, Sincerely,

{See appended electronic signature page} {See appended electronic signature page}

Jeannette O’Donnell Julia Beaver, MD
Regulatory Project Manager Acting Clinical Team Leader
Division of Oncology Products 1 Division of Oncology Products 1 
Office of Hematology and Oncology Products Office of Hematology and Oncology Products
Center for Drug Evaluation and Research 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: November 6, 2015; 2:30 – 3:00 pm

Application Number: NDA 208159
Product Name: VistogardTM (uridine triacetate)
Indication: Under Review
Applicant Name: Wellstat Therapeutics

Meeting Chair: Julia Beaver, MD
Meeting Recorder: Jeannette O’Donnell

FDA ATTENDEES
Geoffrey Kim, MD, Director
Amna Ibrahim, MD, Deputy Director
Julia Beaver, MD, Acting Clinical Team Leader
Gwynn Ison, MD, Clinical Reviewer
Jeannette O’Donnell, Regulatory Project Manager

EASTERN RESEARCH GROUP ATTENDEES
Christopher A. Sese, Eastern Research Group, Inc.

APPLICANT ATTENDEES
Michael Bamat, Ph.D., VP Research & Development
Joan Helton, Manager Regulatory Affairs and Clinical Quality Assurance
Jeffrey Miller, PhD, Director Analytical R&D and Manufacturing
Rita O’Neil, PhD, Senior Director, Regulatory Project Management
Julie Vanas, Director, Clinical Projects
Reid von Borstel, PhD, VP Discovery Research
Nadine Wohlstadter, President

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 
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, 
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NDA 208159
Mid-Cycle Communication

Page 2

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 
The application is not being reviewed using the animal rule.  Upon review of the submitted 
application, it was determined that there was sufficient clinical information for a review of both 
safety and efficacy.  

At this time the final indication is still under review.  

We have identified one product quality Post Marketing Commitment (PMC); this will be relayed 
to you shortly. 

3.0  INFORMATION REQUESTS
The only outstanding information request (IR) is the clinical pharmacology IR, sent on 
November 4, 2015.  Response to this IR is expected by close of business, November 10, 2015.

4.0 MAJOR SAFETY CONCERNS/RISK MANAGEMENT
At this time there are no major safety concerns. 

No REMS will be needed. 

5.0 ADVISORY COMMITTEE MEETING
No advisory committee meeting is needed.

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 December 1, 2015, from 11:00-11:30 am.  You may choose to change 
this face-to-face meeting to a T-con or cancel altogether if you feel it is not needed given the 
expedited nature of this application and continued regular communications.  

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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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Subject: FDA Communication: NDA 208159/uridine triacetate/IR - protocol deviations/ Time Sensitive
Date: Thursday, November 19, 2015 8:54:00 AM
Attachments: well401-16-2-2-list-protocol-deviations.pdf

401-10-001-16-2-2-list-protocol-deviations.pdf
Importance: High

Dear Mike,
 
In reference to NDA 208159, we note in your clinical study reports for 401 and WELL that
no patients discontinued the studies due to protocol violations.  However, in the attached
documents, there were extensive protocol violations recorded on both studies.  While these
were presumably minor deviations, we need you to provide a summary table for each of the 2
studies, with a breakdown of the tally of protocol deviations on each study.  In this table, you
should provide a summary of what the main categories were for protocol deviations (for
instance, it appears that many patients had deviations involving laboratory assessments not
being performed at the protocol-specified times), including whether they were major vs.
minor deviations, and how many patients had deviations in each category.  This should be
depicted by study arm. 
 
Please respond by COB today, November 19, 2015.  Please respond by 1) email to facilitate
review 2) formal submission to the NDA.
 
Thank you,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Subject: FDA Communication: NDA 208159/uridine triacetate/IR/Clinical - Urgent - Time Sensitive
Date: Wednesday, November 18, 2015 9:15:00 AM
Attachments: SKM_C754e15111808030.pdf
Importance: High

Dear Mike,
 
In reference to NDA 208159, In your initial NDA submission Clinical Study Reports for each
study (401 and WELL401), you included shift tables for hematology and chemistry
laboratory parameters from baseline to Week 4 in the safety population (Tables 12-7 and
12-8 in the respective study reports, please see attached document showing the tables we
refer to). 
 
We need you to provide an updated shift table(s) (including baseline to Week 4 shifts), to
include 120-day safety update hematology and chemistry laboratory values, in a format that
combines the two studies with updated hematology and chemistry laboratory parameters
(as shown in the examples attached).  We want one table to combine BOTH studies, ideally
(rather than individual tables for studies 401 and WELL).  In addition, you may provide one
table for hematology and one for chemistry, or you may combine all labs into one table.
 
The tables you have referenced in the 120-day safety update do not provide the information
in the format that we are looking for.
 
Please submit this to us ASAP, but no later than COB today, November 18, 2015.  Please
submit by 1) email to facilitate review 2) formal submission to the NDA.
 
 
Thank you,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 208159
MID-CYCLE COMMUNICATION

Wellstat Therapeutics
Attention:  Michael K. Bamat, PhD
930 Clopper Rd.
Gaithersburg, MD  20878

Dear Dr. Bamat:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for VistogardTM (uridine triacetate), Oral granules.

We also refer to the teleconference between representatives of your firm and the FDA on 
November 6, 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, call Jeannette O’Donnell, Regulatory Project Manager at 
(240) 402-4978 or email: Jeannette.Odonnell@fda.hhs.gov.

Sincerely, Sincerely,

{See appended electronic signature page} {See appended electronic signature page}

Jeannette O’Donnell Julia Beaver, MD
Regulatory Project Manager Acting Clinical Team Leader
Division of Oncology Products 1 Division of Oncology Products 1 
Office of Hematology and Oncology Products Office of Hematology and Oncology Products
Center for Drug Evaluation and Research 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: November 6, 2015; 2:30 – 3:00 pm

Application Number: NDA 208159
Product Name: VistogardTM (uridine triacetate)
Indication: Under Review
Applicant Name: Wellstat Therapeutics

Meeting Chair: Julia Beaver, MD
Meeting Recorder: Jeannette O’Donnell

FDA ATTENDEES
Geoffrey Kim, MD, Director
Amna Ibrahim, MD, Deputy Director
Julia Beaver, MD, Acting Clinical Team Leader
Gwynn Ison, MD, Clinical Reviewer
Jeannette O’Donnell, Regulatory Project Manager

EASTERN RESEARCH GROUP ATTENDEES
Christopher A. Sese, Eastern Research Group, Inc.

APPLICANT ATTENDEES
Michael Bamat, Ph.D., VP Research & Development
Joan Helton, Manager Regulatory Affairs and Clinical Quality Assurance
Jeffrey Miller, PhD, Director Analytical R&D and Manufacturing
Rita O’Neil, PhD, Senior Director, Regulatory Project Management
Julie Vanas, Director, Clinical Projects
Reid von Borstel, PhD, VP Discovery Research
Nadine Wohlstadter, President

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 
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, 
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Mid-Cycle Communication
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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 
The application is not being reviewed using the animal rule.  Upon review of the submitted 
application, it was determined that there was sufficient clinical information for a review of both 
safety and efficacy.  

At this time the final indication is still under review.  

We have identified one product quality Post Marketing Commitment (PMC); this will be relayed 
to you shortly. 

3.0  INFORMATION REQUESTS
The only outstanding information request (IR) is the clinical pharmacology IR, sent on 
November 4, 2015.  Response to this IR is expected by close of business, November 10, 2015.

4.0 MAJOR SAFETY CONCERNS/RISK MANAGEMENT
At this time there are no major safety concerns. 

No REMS will be needed. 

5.0 ADVISORY COMMITTEE MEETING
No advisory committee meeting is needed.

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 December 1, 2015, from 11:00-11:30 am.  You may choose to change 
this face-to-face meeting to a T-con or cancel altogether if you feel it is not needed given the 
expedited nature of this application and continued regular communications.  

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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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Bcc: Beaver, Julia
Subject: FDA Communication: NDA 208159/uridine triacetate/label/ Time Sensitive - Urgent
Date: Friday, November 13, 2015 4:59:00 PM
Attachments: NDA 208159_label to sponsor - 11-13-15.docx
Importance: High

Dear Mike,
 
In reference to NDA 208159, please find attached labeling revisions for sections 1-17, we
have not yet reviewed the Patient labeling portion.  Please note that this does not constitute
the final agreed upon version. 
 
Please review the changes and respond by no later than COB Wednesday, November 18,
2015. 
Please respond by 1) email to facilitate review 2) formal submission to the NDA.
 
Thank you,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
 
 

Reference ID: 3847213

19 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/
----------------------------------------------------

JEANNETTE L O'DONNELL
11/16/2015
Sent on 11-13-15

Reference ID: 3847213



From: O"Donnell, Jeannette
To: "Bamat, Mike"
Subject: FDA Communication: NDA 208159/uridine triacetate/IR/laboratory reporting - Time sensitive
Date: Monday, November 16, 2015 2:41:00 PM
Importance: High

Dear Mike,
 
In reference to NDA 208159, we have 2 requests regarding laboratory reporting/
parameters:
 

1)      In your initial NDA submission Clinical Study Reports for each study (401 and
WELL401), you included shift tables for hematology and chemistry laboratory
parameters from baseline to Week 4 in the safety population (Tables 12-7 and 12-8
in the respective study reports).  Provide an updated shift table combining the two
studies with corrected hematology parameters or describe where these are located
within the 120 day safety update.

 
2)      Although you state you have corrected the hematology laboratory data that had

been entered incorrectly (as identified by OSI for 8 of 69 subjects records) on the 2
studies, we request that you provide a summary of the exact corrections made,
including patient ID #s, so that we may confirm these corrections.

 
Please respond by COB Tuesday, November 16, 2015.  Please respond by 1) email to
facilitate review 2) formal submission to the NDA.
 
Sincerely,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Subject: FDA Communication: NDA 208159/uridine triacetate/IR/clin pharm - Time Sensitive
Date: Friday, November 13, 2015 6:51:00 AM
Importance: High

Dear Mike,
 
Reference is made to your response submitted on November 10, 2015, to the Clinical
Pharmacology Information Request (IR) dated Nov 04, 2015.  We requested that: “for each of
the PK parameter (CL/F, Cmax, etc.) of interest, provide scatter plots with regression line (for
continuous covariates) or box plots (categorical covariates) of the PK parameter versus
covariates.  Clearly mention the number of subjects included in each analysis, number of
subjects in each category for categorical covariates and range for each continuous covariate.
For categorical covariates provide the mean and median of the PK parameter in each
category.  Consider performing this analysis 1) only in adults and 2) adults and 4 pediatric
subjects included”
 
In your submission we observed that for several plots the axes labels and values are missing.
 The symbols in the figures (e.g., circle or cross) have not been described.  The range of the
continuous covariate (e.g., range [min,max] of CRCL) is not mentioned.  
 
Please submit updated plots for CL/F and Vd/F by COB today.  
Please submit updated plots for other PK parameters by noon on Monday, November 16,
2015.  Please submit by 1) email to facilitate review 2) formal submission to the NDA.
 
 
Thank you,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Subject: FDA Communication: NDA 208159/uridine triacetate/narrative/IR - time sensitive
Date: Thursday, November 12, 2015 1:27:00 PM
Importance: High

Hi Mike,
 
Please Submit the narrative for subject OD160? It appears that this narrative was replaced
by a duplicate OD158 in the narratives submitted.   
 
Please submit by noon, Friday November 13, 2015.  Please submit by 1) email to facilitate
review 2) formal submission to the NDA.
 
Thanks,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Subject: FDA Communication: NDA 208159/uridine triacetate/CMC/PMC - time sensitive
Date: Monday, November 09, 2015 11:20:00 AM
Attachments: 208159- Process PMC.doc
Importance: High

Dear Mike,
 
Please find attached the PMC we would like to implement in regards to the facilities
inspection for NDA 208159. 
 
Please review and either note changes you would like to recommend or provide agreement
by Friday, November 13, 2015.  
Please provide by 1) email to facilitate review 2) formal submission to the NDA.
 
Thank you,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
 
 
 

Reference ID: 3844618



PMR/PMC Development Template Last Updated 11/9/2015     Page 1 of 4 

PMR/PMC Development Template 
 

This template should be completed by the PMR/PMC Development Coordinator and included for each 
PMR/PMC in the Action Package. 

 
NDA # 
Product Name: 

208159 
Vistaguard (uridine triacetate) 

 
PMC Description: 

 
The PMC will result in a retrospective analysis of the drug product 
manufacturing process development to further examine the relationship 
between particle size distribution and dissolution.  Interbatch and 
intrabatch variability in dissolution is observed, but the cause has not 
been established.  This analysis will provide data that will lead to more 
consistent quality in the drug product. 

 
PMC Schedule Milestones: Final Protocol Submission:  02/2016 
    
 Final Report Submission:  08/2016 
 

1. During application review, explain why this issue is appropriate for a PMR/PMC instead of a 
pre-approval requirement.  Check type below and describe. 

 Unmet need 
 Life-threatening condition  
 Long-term data needed 
 Only feasible to conduct post-approval 
 Prior clinical experience indicates safety  
 Small subpopulation affected 
 Theoretical concern 
 Other 

 
This product meets an unmet medical need for a potentially life-threatening indication.  The drug 
product has no known toxic dose, so super-therapeutic doses are not a concern.  For the  
5-fluorouracil overdose indication, patients are dosed 10 grams every 6 hours for 20 doses, so 
variation in dose is likely to be mitigated by the high dose and frequency of dosing.  Clinical data 
demonstrates that the key determinant in efficacy is early administration relative to the onset of 
symptoms and that lower doses of Vistogard have demonstrated efficacy.  Therefore, the observed 
variation in dose strength is mitigated by the need to make this product available. 

 

2. Describe the particular review issue and the goal of the study/clinical trial.  If the study/clinical trial is 
a FDAAA PMR, describe the risk.  If the FDAAA PMR is created post-approval, describe the “new 
safety information.” 
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3. If the study/clinical trial is a PMR, check the applicable regulation. 
If not a PMR, skip to 4. 

- Which regulation? 

 Accelerated Approval (subpart H/E) 
 Animal Efficacy Rule  
 Pediatric Research Equity Act 
 FDAAA required safety study/clinical trial 

 
- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply) 

 Assess a known serious risk related to the use of the drug? 
 Assess signals of serious risk related to the use of the drug? 
 Identify an unexpected serious risk when available data indicate the potential for a serious 
risk? 

 
- If the PMR is a FDAAA safety study/clinical trial, will it be conducted as: 

 Analysis of spontaneous postmarketing adverse events? 
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to 
assess or identify a serious risk 

 
 Analysis using pharmacovigilance system? 
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the 
FDA is required to establish under section 505(k)(3) has not yet been established and is thus 
not sufficient to assess this known serious risk, or has been established but is nevertheless not 
sufficient to assess or identify a serious risk 

 
 Study: all other investigations, such as investigations in humans that are not clinical trials as 
defined below (e.g., observational epidemiologic studies), animal studies, and laboratory 
experiments? 
Do not select the above study type if: a study will not be sufficient to identify or assess a 
serious risk 

 
 Clinical trial: any prospective investigation in which the sponsor or investigator determines 
the method of assigning investigational product or other interventions to one or more human 
subjects? 

4. What type of study or clinical trial is required or agreed upon (describe and check type below)?  If the 
study or trial will be performed in a subpopulation, list here. 

Interbatch and intrabatch variability in dissolution is observed.  The PMC is proposed to examine 
the relationship between particle size distribution and dissolution.   As a result, the manufacturing 
process will be updated to improve the consistency of the product quality with regards to the impact 
of formulation material attributes, manufacturing process parameters, manufacturing unit 
operations. 
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As part of the dissolution method revision, perform retrospective analysis and confirm the 
dissolution studies submitted to support this manufacturing process, including: 

a) 

b) 

c) Study the effect of drug substance particle size distribution and final granule particle size 
distribution on dissolution to determine the size limits at which dissolution may become 
retarded.  Establish justified drug substance and granule particle size distribution limits 
based on this understanding. 

 
Required 

 Observational pharmacoepidemiologic study  
 Registry studies 
 Primary safety study or clinical trial 
 Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety 
 Thorough Q-T clinical trial 
 Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology) 

Continuation of Question 4 
 

 Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety) 
 Pharmacokinetic studies or clinical trials 
 Drug interaction or bioavailability studies or clinical trials 
 Dosing trials 
 Additional data or analysis required for a previously submitted or expected study/clinical trial  
(provide explanation) 
      

 Meta-analysis or pooled analysis of previous studies/clinical trials 
 Immunogenicity as a marker of safety 
 Other (provide explanation) 

      
 

Agreed upon: 

 Quality study without a safety endpoint (e.g., manufacturing, stability) 
 Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease, 
background rates of adverse events) 

 Clinical trials primarily designed to further define efficacy (e.g., in another condition, 
different disease severity, or subgroup) that are NOT required under Subpart H/E 

 Dose-response study or clinical trial performed for effectiveness 
 Nonclinical study, not safety-related (specify) 

      
 Other 

      
 

5. Is the PMR/PMC clear, feasible, and appropriate? 

 Does the study/clinical trial meet criteria for PMRs or PMCs? 
 Are the objectives clear from the description of the PMR/PMC? 
 Has the applicant adequately justified the choice of schedule milestone dates? 
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 Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine 
feasibility, and contribute to the development process? 

 

PMR/PMC Development Coordinator: 
 This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine 
the safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug 
quality.  

 
_______________________________________ 
(signature line for BLAs) 
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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Subject: FDA Communication: NDA 208159/uridine triacetate/IR/AE assessment/time sensitive
Date: Tuesday, November 03, 2015 3:15:00 PM
Importance: High

Dear Mike,
 
With regard to your response to the AE assessment, the table you provided in Appendix 1
(attached for reference) is generally acceptable.  However the safety assessment for labeling
should also include grading according to the Common Terminology Criteria for Adverse
Events (CTCAE) for each AE, and an assessment of how many and which Adverse
Reactions were serious should also be included. 
 
Therefore, resubmit Appendix 1 with the following additional columns: CTCAE Grade, and
Serious AE (“Yes, “No”). 
Finally, although there did not appear to be many discontinuations due to adverse event,
please also note in the table which (if any) of the AEs resulted in treatment discontinuation. 
 
We request this response by COB  Thursday, November 5, 2015.  Please respond by 1)
email to facilitate review 2) formal submission to the NDA
 
Thanks,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Subject: RE: FDA Communication: NDA 208159/uridine triacetate/MidCycle Communication
Date: Monday, November 02, 2015 2:12:00 PM
Importance: High

Hi Mike,
 
The call in information for Friday, November 6, 2015, MidCycle communication is below.   
As stated earlier the time will be from 2:30 pm – 3:00 pm. The agenda will be sent out on
Wednesday.
 

1.       Call toll free: 
2.        Follow the instructions that you hear on the phone.

 
Cisco Unified MeetingPlace meeting ID (passcode): 

3.       Hit # if it asks for a participant ID #
 
Thanks,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
 
 
 
 
From: O'Donnell, Jeannette 
Sent: Monday, November 02, 2015 12:40 PM
To: 'Bamat, Mike'
Subject: FDA Communication: NDA 208159/uridine triacetate/MidCycle Communication
 
Hi Mike,
 
I would like to schedule a1/2 hour T-con as our Mid Cycle communication.  The T-con is
currently scheduled for next Friday, November 6, 2015. 
Time 2:30 pm – 3:00 pm.  I will provide call in information tomorrow. 
 
Sincerely,
 
Jeannette O’Donnell
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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Subject: FDA Communication: NDA 208159/uridine triacetate/midcycle communication agenda
Date: Wednesday, November 04, 2015 9:54:00 AM
Attachments: NDA 208159 - MidCycle Agenda.doc
Importance: High

Dear Mike,
 
Please find attached a copy of the agenda for Friday’s MidCycle communication. 
 
Sincerely,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
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PDUFA V Program Mid-Cycle Communication Agenda  
 

1. Applicant/FDA Review Team/ERG Independent Assessor Introductions  

2. Introductory Comments  

3. Significant Review Issues 

4. Information Requests 

5. Major Safety Concerns 

6. Risk Management Update  

7. Advisory Committee Meeting Plans – None Scheduled 

8. Proposed Date and Format for Late-Cycle Meeting/Other Projected Milestones   

The Late Cycle meeting is currently scheduled from December 1st, from 11:00-11:30 am.  You may 
choose to change this face-to-face meeting to a T-con or cancel altogether if you feel it is not needed 
given the expedited nature of this application and continued regular communications.   

This application has been identified for early action under an expedited review.  We intend to send 
you the LCM background package two business days in advance of the scheduled LCM. 
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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Subject: FDA Communication: NDA 208159/uridine triacetate/labeling changes - Time Sensitive
Date: Wednesday, November 04, 2015 9:57:00 AM
Attachments: NDA 208159 - Labeling revisions for sponsor - Sections 11-13.docx
Importance: High

Dear Mike,
 
Please find attached changes made to the label for NDA 208159 sections 11-13.  While at
this time, these change may not represent the final label we would like to ask you to submit
a clean new label incorporating these changes and address any of the questions and
comments listed in the margins. 
 
Due to the expedited nature of this NDA please submit these changes and information by
12:00 pm Friday, November 6 2015.  Please submit by 1) email to facilitate review 2) formal
submission to the NDA.  If you have any further questions please do not hesitate to ask.
 
Thank you,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
 
 

Reference ID: 3842550

7 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/
----------------------------------------------------

JEANNETTE L O'DONNELL
11/04/2015

Reference ID: 3842550



1

Cross Jr, Frank H

From: Cross Jr, Frank H
Sent: Wednesday, October 28, 2015 12:01 PM
To: mbamat@wellstat.com
Cc: O'Donnell, Jeannette; Kacuba, Alice
Subject: FDA Communication:  Clinical Information Request for NDA 208159, uridine -  Respond 

by November 6, 2015

Dear Dr. Bamat, 
  
 Please respond by return e-mail and official submission to the following information request. 
 
 Submit your response by November 6, 2015. 
 
  
1. If possible, as discussed this morning, submit corrected lab dataset and corrected tables (such as 
laboratory shift tables) affected by the error in the 120-day safety update.  If not possible to include in the 120-
day update, submit separately corrected lab datasets and corrected tables (such as laboratory shift tables). 
     
2. What study records were collected from the sites to aid in filling out the CRFs?  
     
3. In particular what study records were obtained from clinical site Yudhish Markan, MD Glen Burnie, 
MD?  And from this site, what study records were used to determine OD92 verification of overdose and dose 
administration of uridine as entered into the CRF and reported in the narrative? 
     
 
        Thank you, 
        Frank Cross, Jr., RPM (for Jeannette O’Donnell, RPM) 
 
Frank Cross, Jr., MA, MT (ASCP) 
Senior Regulatory Health Project Manager Division of Oncology Products 1 Office of Hematology and 
Oncology Products Office of New Drugs Center for Drug Evaluation and Research US Food and Drug 
Administration White Oak Bldg 22, 2nd floor, Room 2110 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 
(301) 796-0876 (office) 
(301) 796-9845 (fax) 
(301) 796-2330 (Division Main #) 
frank.crossjr@fda.hhs.gov<mailto:frank.crossjr@fda.hhs.gov> 
 
This e-mail and any accompanying attachments may be privileged, confidential, contain protected health 
information about an identified patient or be otherwise protected from disclosure.  State and federal law protect 
the confidentiality of this information.  If the reader of this message is not the intended recipient; you are 
prohibited from using, disclosing, reproducing or distributing this information; you should immediately notify 
the sender by telephone or e-mail and delete this e-mail. 
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From: Tilley, Amy
To: Bamat, Mike (mbamat@wellstat.com)
Cc: O"Donnell, Jeannette
Bcc: Ison, Gwynn; Beaver, Julia
Subject: TIME SENSITIVE re NDA 208159 Uridine Triacetate
Date: Friday, October 16, 2015 3:56:58 PM

Mike,

On behalf of Jeannette O’Donnell, below is the Clinical Information Request which we
request your response to no later than Tuesday, October 20, 2015.  As always, please send
your response both via email and as an official submission to the NDA.

We note that patients who were ineligible for study 401.10.001 may have been eligible
for treatment on WELL401, and this specifically included pediatric patients, ex-US
patients, and patients who received capecitabine.  However, the eligibility criteria in the
protocol for WELL401 appear identical to those in Study 401.10.001- namely, there is no
mention of including pediatric patients, ex-US patients, or patients who received
capecitabine.  (It actually seems that the 2 protocols only differ by date of enrollment,
with patients enrolled prior to Aug 2011 going onto WELL401, and those after going onto
401.10.001).

Please explain this discrepancy and provide the protocol for WELL401, where the
inclusion of these patients is described.  In addition, you should describe how
capecitabine overdose was defined for eligibility.

Regards.

Amy Tilley

_________________________________________________________________________________________________________________

Amy Tilley│Regulatory Project Manager│Division of Oncology Products 1,
CDER, FDA 10903 New Hampshire Avenue, Room 2108│Silver Spring,
MD  20993
(301.796.3994 (phone) ● 301.796.9845 (fax)│* amy.tilley@fda.hhs.gov
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From: Tilley, Amy
To: "Bamat, Mike"
Cc: O"Donnell, Jeannette
Bcc: Beaver, Julia; Ison, Gwynn
Subject: RE: FDA Communication: NDA 208159/uridine triacetate/IR - label
Date: Wednesday, October 14, 2015 10:42:39 AM
Attachments: NDA 208159 0028-cover-ltr.pdf

Mike, the review team has reviewed Wellstat’s attached response/proposal regarding the timeline
for providing a more accurate assessment of adverse events actually causally related to Vistogard
for label purposes.  The proposed timeline is acceptable.
 
We look forward to receiving the official submission.
 
Regards.
Amy Tilley
_________________________________________________________________________________________________________________ 
Amy Tilley│Regulatory Project Manager│Division of Oncology Products 1, 
CDER, FDA 10903 New Hampshire Avenue, Room 2108│Silver Spring, MD 
20993 
(301.796.3994 (phone) ● 301.796.9845 (fax)│* amy.tilley@fda.hhs.gov

 

From: Bamat, Mike [mailto:mbamat@wellstat.com] 
Sent: Tuesday, October 13, 2015 4:26 PM
To: O'Donnell, Jeannette; Tilley, Amy
Subject: RE: FDA Communication: NDA 208159/uridine triacetate/IR - label
 
Dear Amy and Jeannette,
 
Reference is made to NDA 208159 and to an Information Request (Label) from FDA sent by
email (below) on 09 October 2015 requesting Wellstat’s proposed timeline for providing a
more accurate assessment of adverse events actually causally related to Vistogard for label
purposes. FDA asked for a response to this request by close of business on 13 October 2015.
 
Please find attached Wellstat’s response/proposal.  The attached document will be submitted
formally via FDA’s electronic gateway tomorrow as SN0028.
 
Kind regards,
 
Mike
 
 
Michael Bamat, Ph.D.
Vice President R&D
Wellstat Therapeutics Corporation
930 Clopper Road
Gaithersburg, MD  20878
240 631-2500 ext 3205
mbamat@wellstat.com
 

Reference ID: 3832940



 

From: O'Donnell, Jeannette [mailto:Jeannette.Odonnell@fda.hhs.gov] 
Sent: Friday, October 09, 2015 2:17 PM
To: Bamat, Mike
Cc: Tilley, Amy
Subject: FDA Communication: NDA 208159/uridine triacetate/IR - label
Importance: High
 
Dear Mike,
 
In reference to NDA 208159, you have previously indicated that you will revisit the adverse
reactions portion of the labeling and will provide a more accurate assessment of those
adverse events that are actually causally related to uridine triacetate in a future edition of
the labeling, rather than simply reporting/including all that were attributed as possibly
related.  Please provide an estimated time line for when this will occur for FDA concurrence. 
 
Please provide by COB Tuesday October 13, 2015.  Please provide by 1) email to facilitate
review 2) formal submission to the NDA.
 
Please reply to all.
 
Sincerely,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
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From: Tilley, Amy
To: Bamat, Mike (mbamat@wellstat.com)
Cc: O"Donnell, Jeannette
Subject: FW: FDA Communication: NDA 208159/uridine triacetate/IR/pediatric dosing - time sensitive
Date: Tuesday, October 13, 2015 1:40:54 PM
Attachments: draft-labeling-text-4-tracked-changes.docx

draft-labeling-text-4.docx

Mike, I am able to open these 2 Word docs.
 
Thank you.
 
Amy
From: Bamat, Mike [mailto:mbamat@wellstat.com] 
Sent: Tuesday, October 13, 2015 12:56 PM
To: Tilley, Amy
Cc: O'Donnell, Jeannette
Subject: FW: FDA Communication: NDA 208159/uridine triacetate/IR/pediatric dosing - time sensitive
 
Hello again, Amy.
 
Please find attached both the clean and tracked changes Word version of proposed label and PPI. If
you have any difficulty with these, please let me know.  Our IT folks indicate these should be fine
and we’ve done a couple of test sends to external email addresses without a problem on the other
end. 
 
My apologies.
 
Mike 

 
 

From: Tilley, Amy [mailto:Amy.Tilley@fda.hhs.gov] 
Sent: Tuesday, October 13, 2015 12:35 PM
To: Bamat, Mike
Cc: O'Donnell, Jeannette
Subject: RE: FDA Communication: NDA 208159/uridine triacetate/IR/pediatric dosing - time sensitive
 
Your newest email I am still unable to open the Word version.
 
Please check with your IT folks for errors in the file and resend to me with tracked changes.
 
Amy
From: Bamat, Mike [mailto:mbamat@wellstat.com] 
Sent: Tuesday, October 13, 2015 11:48 AM
To: Tilley, Amy
Cc: O'Donnell, Jeannette
Subject: Re: FDA Communication: NDA 208159/uridine triacetate/IR/pediatric dosing - time sensitive
 
Thank you, Amy.  Appreciate your note.
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Perhaps you have also seen my follow up email - I made an error in attaching a document to the first
response sent this morning.  My apologies for any confusion that may have caused.
 
Mike

On Oct 13, 2015, at 11:43 AM, Tilley, Amy <Amy.Tilley@fda.hhs.gov> wrote:

Thank you I am in receipt of the emailed response.
 
Amy
From: Bamat, Mike [mailto:mbamat@wellstat.com] 
Sent: Tuesday, October 13, 2015 11:08 AM
To: O'Donnell, Jeannette; Tilley, Amy
Subject: RE: FDA Communication: NDA 208159/uridine triacetate/IR/pediatric dosing -
time sensitive
 
Dear Jeannette and Amy,
 
Reference is made to NDA 208159 and to an Information Request from FDA
sent on 08 October 2015 (included below) with regard to pediatric dosing of
Vistogard, providing graduated teaspoons, and revising the proposed PPI to
include relevant instructions. FDA asked for a response to this request by 10:00
a.m. on 14 October 2015.
 
This email provides Wellstat’s responses to this Information Request. Please find
the responses attached in the Cover Letter for SN0026 as well as instructions for
use of the graduated teaspoon in the now revised PPI (PDF with tracked changes
and Word versions provided).
 
The formal submission of SN0026 through FDA’s electronic gateway will be
made later today or tomorrow morning.  The documents have been sent to your
eCTD publisher.
 
Kind regards,
 
Mike
 
Michael Bamat, Ph.D.
Vice President R&D
Wellstat Therapeutics Corporation
930 Clopper Road
Gaithersburg, MD  20878
240 631-2500 ext 3205
mbamat@wellstat.com
 
CONFIDENTIALITY NOTE: 
This email may contain material that is confidential, privileged and/or attorney work product for the
sole use of the intended recipient, or may otherwise be legally exempt from disclosure. Any
review, reliance, duplication or distribution by others without express permission is strictly
prohibited. If you are not the intended recipient, please contact the sender immediately and delete
this message and all copies.
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From: O'Donnell, Jeannette [mailto:Jeannette.Odonnell@fda.hhs.gov] 
Sent: Thursday, October 08, 2015 3:39 PM
To: Bamat, Mike
Subject: FDA Communication: NDA 208159/uridine triacetate/IR/pediatric dosing - time
sensitive
Importance: High
 
Dear Mike,
 
In reference to NDA 208159 for uridine triacetate, submitted on July 10, 2015,
please confirm you are planning to provide a graduated teaspoon for pediatric
dosing in each package size, and submit instructions for use to accompany the
previously proposed PPI.  Also, please provide all relevant details including
manufacturing information. 
 
Please provide this information by 10:00 am Wednesday, October 14, 2015. 
Please provide by 1) email to facilitate review 2) formal submission to the NDA. 
 
 
Sincerely,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
 

Reference ID: 3832555
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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Subject: FDA Communication: NDA 208159/uridine triacetate/IR/pediatric dosing - time sensitive
Date: Thursday, October 08, 2015 3:38:00 PM
Importance: High

Dear Mike,
 
In reference to NDA 208159 for uridine triacetate, submitted on July 10, 2015, please confirm
you are planning to provide a graduated teaspoon for pediatric dosing in each package size,
and submit instructions for use to accompany the previously proposed PPI.  Also, please
provide all relevant details including manufacturing information. 
 
Please provide this information by 10:00 am Wednesday, October 14, 2015.  Please provide
by 1) email to facilitate review 2) formal submission to the NDA. 
 
 
Sincerely,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Cc: Tilley, Amy
Subject: FDA Communication: NDA 208159/uridine triacetate/Clin pharm IR - time sensitive
Date: Friday, October 09, 2015 1:51:00 PM
Importance: High

Dear Mike,
 
In reference to NDA 208159 please provide the following information:
 

1)      Please provide detailed explanation on how the nomogram using historical data was
generated (Figure 1 in the label). Explain how the boundaries for the expected
tolerated, expected serious toxicity and expected lethal were generated.  Provide the
values represented by dotted vertical and horizontal dashed line that establishes the
boundary for the expected lethal region.  Provide sample calculation and/or any code
that was used to establish the boundaries. Provide us the data in tabular form for the
5-FU maximum tolerated dosage for standard bolus and infusion regimens  used in
the nomogram and associated references.  The historical dataset shows there were
multiple subjects with the same actual dose administered at the same dosing rate and
same outcome (e.g., 7 subjects with actual dose of 7500 mg administered at 3000
mg/hr with death as outcome).  Please clarify if all such subjects or a single subject
was used in your calculation of the boundaries.
 

2)      Please identify the nine patients as you mentioned in the proposed labeling who were
received Vistogard via nasogastric tube, gastric tube or orogastric tube in study
WELL401 and study 401-10-001.  Please provide a summary of the Vistogard dose,
PK, efficacy and safety profile for such patients.

 
Please provide this information by COB Wednesday, October 14, 2015.  Please reply by 1)
email to facilitate review 2) formal submission to the NDA.
 
Please reply to all as Amy will be covering for me next week.
 
Sincerely,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Cc: Tilley, Amy
Subject: FDA Communication: NDA 208159/uridine triacetate/IR - label
Date: Friday, October 09, 2015 2:17:00 PM
Importance: High

Dear Mike,
 
In reference to NDA 208159, you have previously indicated that you will revisit the adverse
reactions portion of the labeling and will provide a more accurate assessment of those
adverse events that are actually causally related to uridine triacetate in a future edition of
the labeling, rather than simply reporting/including all that were attributed as possibly
related.  Please provide an estimated time line for when this will occur for FDA concurrence. 
 
Please provide by COB Tuesday October 13, 2015.  Please provide by 1) email to facilitate
review 2) formal submission to the NDA.
 
Please reply to all.
 
Sincerely,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Subject: FDA Communication: NDA 208159/uridine triacetate/clinical - IR/Time sensitive
Date: Tuesday, October 06, 2015 1:07:00 PM
Importance: High

Dear Mike,
 
In reference to your response, October 2, 2015, to our prior IR regarding definition of 5FU
overdose, provide information about the ISMP, including why and how they determined the
definition of a 5FU overdose (as 10% greater than the planned dose or greater than 1.25
times the intended rate).  Also, justify the rationale for using the ISMP’s criteria in your
submission. 
 
Please reply by COB October 8, 2015.  Please reply by 1) email to facilitate review 2) formal
submission to the NDA.
 
Thank you,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Subject: FDA Communication: NDA 208159/uridine triacetate/ define 5FU overdose - Time sensitive
Date: Friday, October 02, 2015 8:05:00 AM
Importance: High

Dear Mike,
 
In reference to NDA 208159 we have the following IR:
 
In the SUPPFAOD dataset for each trial, clarify if the QLABEL parameter value of planned
treatment dose and actual treatment dose includes both the bolus 5FU dose and infusion
dose, or just infusion dose?
 
For instance, patient OD62 received 904 mg for the amount of bolus 5FU dose, then was
planned to have 5424 mg infusion over 46 hours, but actually received 5425 mg over 4.5 h.
  Confirm whether the planned dose of 5424 mg included the 904 mg bolus in the
calculation. 
 
This is important, particularly given that your proposed labeling is worded such that an
overdose could be due to:
 

·         administration of 5FU at a dose at least >10% greater than the intended dose
·         or at a rate greater than 1.25 times the intended rate. 

 
We need to understand how a 5FU dose >10% of the intended dose was calculated in your
trials (and should be calculated by clinicians concerned that their patients have received a
5FU overdose), particularly for patients receiving a bolus, followed by an infusion.  (We
acknowledge that in the example of OD62, the overdose was clearly related to the rate of
the infusion, but want to be sure we understand how you have presented the data for all
patients in the trial).
 
Please reply by COB today, October 2, 2015.  Please reply by 1) email to facilitate review 2)
formal submission to the NDA.
 
Sincerely,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
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Email:  Jeannette.Odonnell@fda.hhs.gov
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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Subject: FDA Communication: NDA 208159/uridine triacetate/IR - clin. pharm/ Time Sensitive
Date: Tuesday, September 29, 2015 3:25:00 PM
Importance: High

Dear Mike,
 
In reference to NDA 208159, submitted on July 10, 2015 we have the following IR:
 
To minimize medication errors from using a balance to weigh out the appropriate pediatric
dose (particularly since patients might be receiving later doses at home), provide pediatric
dosing by a range of BSA, with dose in grams, and equivalent dose based on an adjustable
measuring teaspoon.  Please provide an explanation on how the doses in grams were
converted to doses based on an adjustable measuring teaspoon.  Also provide updated
Prescribing Information with updated Section 2 Dosage & Administration including a table
(showing equivalent volume measures, e.g. teaspoonful).
 
Please respond by no later than noon on October 5, 2015.  Please respond by 1) email to
facilitate review 2) formal submission to the NDA.
 
Thank you,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Subject: FDA Communication: NDA 208159/uridine triacetate/IR - Time Sensitive
Date: Tuesday, September 29, 2015 3:29:00 PM
Importance: High

Dear Mike,
 
In reference to NDA 208159 submitted on July 10, 2015, please provide a dataset which
includes a per patient listing of all historical control cases with all of the following columns,
filled in as much as possible (we realize some of this information is already depicted in
Tables 13-1 and 13-2 in the Study 401.10.001 CSR):
 

·         5FU actual dose (mg)
·         5FU planned dose
·         5FU actual infusion time (hours)
·         5FU planned infusion time (hours)
·         5FU actual rate
·         5FU planned rate
·         outcome

 
Please provide this information by COB on Tuesday, October 6, 2015.  Please provide by 1)
email to facilitate review 2) formal submission to the NDA.
 
Thank you,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Subject: FDA Communication: NDA 208159/uridine triacetate/clinical IR
Date: Thursday, September 24, 2015 11:21:00 AM
Importance: High

Dear Mike,
 
In reference to NDA 208159, submitted on July 10, 2015, we have the following clinical
information requests (IRs)
 

1. Please identify which patients (by Subject ID) on both studies 401.10.001 and
WELL410 were treated all or partly as outpatients. Please also provide the number of
doses for these subjects which were received inpatient and outpatient.

2. Did Patient OD68 on Study 401.10.001 resume chemotherapy, and if so, provide the
date.

3. Patient OD61- Please confirm the times and dates of 5FU start and stop, the time of
uridine initiation and the interval in hours that elapsed between when this patient’s 5FU
infusion stopped and when uridine triacetate therapy was initiated.  We are coming up
with discrepant values, depending on the data source (74 hours vs. 67 hours).

4. Patient OD65- Please confirm the exact date and time that uridine was initiated for this
patient.  There is discrepancy between the CRF and the narrative on these times and
dates.  We also note that the narrative for this patient indicates that this patient
completed all 20 doses of uridine, however, on the CRF, there are no doses recorded on
the entire uridine dosing log page.  Please explain.

5. Patient OD66- Please confirm the exact date and time that uridine was initiated for this
patient.  There is discrepancy between what is conveyed in the narrative and the dataset
(19 hours vs. 32 hours 20 min).

 
Please reply by COB Monday, September 29, 2015.  Please reply by 1) email to facilitate
review 2) formal submission to the NDA. 
 
Thank you,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Silver Spring, MD  20993

NDA 208159
PROPRIETARY NAME REQUEST 
CONDITIONALLY ACCEPTABLE 

Wellstat Therapeutics Corporation
930 Clopper Road
Gaithersburg, MD 20878

ATTENTION: Michael K. Bamat, PhD
Vice President, Research and Development

Dear Dr. Bamat:

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 for Uridine 
Triacetate Oral Granules, 10g per packet.

We also refer to: 
 your July 10, 2015, correspondence, received July 10, 2015, requesting review of your 

proposed proprietary name, Vistogard 
 your September 3, 2015, amendment, received September 3, 2015, to your request for 

name review 

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

If any of the proposed product characteristics as stated in your above submissions 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 Frances Fahnbulleh, Safety Regulatory Project 
Manager in the Office of Surveillance and Epidemiology, at (301) 796-0942.  For any other 
information regarding this application, contact Jeannette O’Donnell, Regulatory Project Manager 
in the Office of New Drugs, at (240) 402-4978.  

Sincerely,

{See appended electronic signature page}

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

 

 
 
 
 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 208159 

FILING COMMUNICATION - 
FILING REVIEW ISSUES IDENTIFIED 

 
Wellstat Therapeutics 
Attention:  Michael K. Bamat, PhD 
930 Clopper Rd. 
Gaithersburg, MD 20878 
 
 
Dear Dr. Bamat: 
 
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 
VistogardTM (uridine triacetate), oral granules.  
 
We also refer to your amendments dated July 20 and 30, August 5, 20, 25, and 28, and 
September 3, 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/PrescriptionDrugUserFee/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  
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February 4, 2016. This date conforms to the 21st Century Review timeline for your application.  
If our 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 29, 2015.  We 
are not currently planning to hold an advisory committee meeting to discuss this application.  
 
During our filing review of your application, we identified the following potential review issues: 
 
CMC 

 
1. The dissolution method and acceptance criteria for the proposed product VistogardTM 

(NDA 208159) should be in agreement with the interim dissolution method and 
acceptance criteria for Xuriden® (NDA 208169) listed in the dissolution PMC for  
NDA 208169.  Please update the Drug Product Specification to reflect the interim 
dissolution method and acceptance criteria.  

 
2. Particle size distribution of the oral granules and dissolution as a function of particle size 

has the potential to impact bioavailability.  Given the patient population for the proposed 
indication, particle size distribution may be a critical quality attribute for this product.  
Establish a particle size distribution specification for the  drug product to 
ensure rapid, consistent dissolution of the product or provide data to demonstrate 
variability in the process is not clinically relevant for this patient population.  The data 
should include an analysis of assay versus particle size of the granules as well as an 
evaluation of the improved dissolution method under development that can discriminate 
the impact of particle size and other relevant attributes and process parameters on drug 
release. 

 
We are providing the above comments to give you preliminary notice of potential review issues.  
Our filing review is only a preliminary evaluation of the application and is not indicative of 
deficiencies that may be identified during our review.  Issues may be added, deleted, expanded 
upon, or modified as we review the application.  If you respond to these issues during this review 
cycle, we may not consider your response before we take an action on your application. 
 
We request that you submit the following information: 
 
CMC: 
 

1. For product batches used in clinical trials, provide a table of the batch numbers, 
dissolution data, and particle size distribution for individual samples measured.  If 
possible, include a description of how these samples were taken from the filling operation 

.  Provide an analysis to 
determine if segregation occurred during filling and if there is a correlation to dissolution 
changes.   

 
 

Reference ID: 3816815

(b) (4)

(b) (4)



NDA 208159 
Page 3 
 
 
Non-Clinical:  
 

1) In report 421-r-401-03-V2, Experiment 5, pages 68 and following for the animals 
necropsied on day 4, the animal numbers for the experiment are discontinuous.  The 
following animal numbers are missing:  6, 7, 8, 9, 10, 21, 22, 23, 24, 25 

 
Please explain the reason for this discontinuity. 

 
2) Likewise in the group of animals necropsied on day 10 (Page 72) the following animal 

numbers are missing:  5, 7, 8, 20 
 

Please explain the reason for this discontinuity. 
 
3) In both parts of this experiment there are missing values for villus area:  Animals 11, 16 

and 30 in section 1, animal 15 in section 3 for the Day 4 necropsy, and 22 in section 1, of 
the day 10 necropsy. 

 
Please explain the reason for the missing data. 

 
4) In the group of animals necropsied on day 4, the villus area values are on the order of 50.  

In the animals necropsied on day 10 the villus area values are on the order of 500, a 
factor of 10 different.  Please explain the reason for this difference.  Also please provide 
the units for villus area, perimeter, radius and intestinal area. 
 

5) The certificate of analysis for the uridine triacetate that you used in this study is dated 
July 5, 1995.  You initiated the study in March 2010.  Please provide a justification for 
using drug that was 15 years old at the time you initiated this study.  Please provide any 
information you have on the storage conditions of the drug in the intervening 15 years 
and on the stability of this drug lot over this period.  Please also provide a new certificate 
of analysis for this drug lot (Batch Number 1911-C-4P).  

 
Please provide this information by September 25, 2015. 
 
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:  
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• 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.    
  

During our preliminary review of your submitted labeling, we have identified several labeling 
issues.  Please see the attached label with comments.   
 
We request that you resubmit labeling (in Microsoft Word format) that addresses these issues by 
September 18, 2015. The resubmitted labeling will be used for further labeling discussions.  Use 
the SRPI checklist to correct any formatting errors to ensure conformance with the format items 
in regulations and guidances.  
 
At the end of labeling discussions, use the SRPI checklist to ensure that the PI conforms with 
format items in regulations and guidances.  
 
Please respond only to the above requests for information.  While we anticipate that any response 
submitted in a timely manner will be reviewed during this review cycle, such review decisions 
will be made on a case-by-case basis at the time of receipt of the submission. 
 
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.  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/GuidanceComplianceRegulatoryInformation/Guidances/U
CM443702.pdf). 
 
Do not submit launch materials until you have received our proposed revisions to the package 
insert (PI), and patient PI, 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(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 
 
Because the drug for this indication has orphan drug designation, you are exempt from this 
requirement. 
 
If you have any questions, call Jeannette O’Donnell, Regulatory Project Manager, at  
(240) 402-4978 or email: Jeannette.Odonnell@fda.hhs.gov.  
 

Sincerely, 
 
{See appended electronic signature page} 
 
Geoffrey Kim, MD 
Director 
Division of Oncology Products 1 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 

 
 
 
 
 
 
 
 
Enclosure: Labeling with comments 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
                  Public Health Service 
          Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
Date: September 2, 2015 
From: Frances Fahnbulleh, PharmD, OSE Project Manager 
Subject: NDA 208159 (Uridine triacetate), Proposed Proprietary Name “Vistogard” 
 
 
Attention: Michael Bamat, PhD. 
Vice President R & D 
Wellstat Therapeutics Corporation 
930 Clopper Road 
Gaithersburg, MD 20878 
 
 
Dear Mike, 
Reference is made to FDA’s August 31, 2015 request for clarification regarding your 
submission for proprietary name review for Vistogard under NDA 208159. Further reference 
is made to your response via email to Jeannette O’Donnell, also dated 8/31/15. The Division of 
Medication Error Prevention and Analysis has reviewed the information and would like to 
convey the following responses: 
 

1. Delete reference to  & its dose?  YES 
2. Add the proposed pediatric dosing regimen?  YES 

 
We ask that you submit this information as an amendment to your Request for Proprietary 
Name Submission and submit it officially, preferably by COB September 10, 2015. Please be 
sure to copy Jeannette O’Donnell (DOP1 Project Manager) on any emails, and do contact me if 
you have any questions regarding your Proprietary Name Request. 
 
 
Respectfully, 
Frances  
 

 
Frances Fahnbulleh, RPh, PharmD  
Safety Regulatory Project Manager  
Office of Surveillance and Epidemiology  
CDER/FDA/WO22 , Rm#4404 
Ph: 301-796-0942/Fax: 301-796-9832 
Email: Frances.Fahnbulleh@fda.hhs.gov 
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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Subject: FDA Communication: NDA 208159/uridine triacetate/IR/pediatric use
Date: Monday, August 31, 2015 12:13:00 PM
Importance: High

Dear Mike,
 
In reference to NDA 208159 we have the following information requests:
 

1. We note in your request for proprietary name review submission for Vistogard
submitted on July 10, 2015, the product profile information includes  a therapeutic
enhancement of 5-FU indication at a dose of 6 gram every 8 hours for a total of 8
doses.  This therapeutic indication and dosing are not included in the proposed
Prescribing Information (PI) draft labeling text submitted on July 10, 2015. 

 
Additionally, in the proposed PI draft labeling text, there is a pediatric dosing

recommendation for Vistogard “6.2 gram/m2 of body surface area (not to exceed 10
gram per dose) orally every 6 hours for 20 doses, without regard to meals”.  It is
unclear what the pediatric indication is for this dosing.  This pediatric dosing is not
included in the proprietary name review submission. 
Please clarify the discrepancy regarding the proposed indication/dose
and pediatric indication/dose in the proposed PI draft labeling text and proprietary
name review submission, respectively. 
 

2. The request for proprietary name review submission and the proposed PI draft
labeling text indicated Vistogard will be packaged in 10 gram  packets (in
two different carton sizes). 

Please describe how a partial content of your proposed 10 gram packet should be
measured for a  dose (6 gram) and a pediatric dose that is
less than 10 gram.  

 
Please respond by COB, Tuesday September 8, 2015.  Please respond by 1) email to
facilitate review 2) formal submission to the NDA.
 
Sincerely,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
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Email:  Jeannette.Odonnell@fda.hhs.gov
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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Subject: FDA Communication: NDA 208159/uridine triacetate/IR/genomics
Date: Monday, August 31, 2015 12:16:00 PM
Importance: High

Dear Mike,
 
In reference to NDA 208159 for uridine triacetate we have the following information
request:
 

·         In reference to NDA 208159, some patients in studies 401.10.001 or WELL401 were
reported to have mutations in DPYD, TYMS, and/or MTHFR genes (please refer to
Clinical Study Report 401.10.001 Table 11-5 and Clinical Study Report WELL401 Table
11-5). Please submit all available patient-level mutation data including the specific
mutations in DPYD, TYMS, and/or MTHFR identified in patients enrolled in studies
401.10.001 and WELL401 as well as available information on the assays used to
detect the mutations.

 
Please respond by COB, September 14, 2015.  Please respond by 1) email to facilitate
review 2) formal submission to the NDA.
 
Sincerely,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Subject: FDA communication: NDA 208159/uridine triacetate/clinical IR - time sensitive
Date: Friday, August 28, 2015 2:56:00 PM
Importance: High

Dear Mike,
 
In reference to NDA 208159 we have the following request:
 
Please provide narratives and case report forms for ALL patients treated on studies
401.10.001 and WELL401.  We acknowledge that many of these have already been
submitted (deaths and SAEs), however since we have now begun our review, we have found
that having access to the remaining patient data will be important to conduct our risk-
benefit analysis.  In particular, it will be critical for our review to have narratives on all
patients who were treated due to rapid onset of severe symptoms from 5FU or
capecitabine.
 
Please respond by COB Friday, September 11, 2015.  Please respond by 1) email to facilitate
review 2) formal submission to the NDA.
 
 
Thank you,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Subject: FDA Communication: NDA 208159/uridine triacetate/RMP plan request - withdrawn
Date: Wednesday, August 26, 2015 1:11:00 PM
Importance: High

Dear Mike,
 
In reference NDA 208159, information request sent on August 17, 2015, please consider this
request withdrawn.  After further review you do not need to submit a Risk Management
Plan for uridine triacetate.   
 
Thank you,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Subject: FDA Communication: NDA 208159/uridine triacetate/IR - Time Sensitive
Date: Monday, August 17, 2015 2:44:00 PM
Importance: High

Dear Mike,
 
In reference to NDA 208159, submitted on July 10, 2015, the Division of Risk Management
notes that a risk management plan was not submitted with this application.  Please submit as
an amendment to your application a copy of your most recent EU Risk Management plan
and a U.S. risk management plan if you have one available.
 
Please respond with COB, August 28, 2015.  Please respond by 1) email to facilitate review
2) formal submission to your NDA.
 
 
Sincerely,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
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From: O"Donnell, Jeannette
To: "Bamat, Mike"
Subject: FDA Communication: NDA 208159/uridine triacetate/IR - time sensitive
Date: Tuesday, July 28, 2015 10:22:00 AM
Attachments: Study 401.10.001 information request table.doc
Importance: High

Dear Mike,
 
In reference to NDA 208159 please see attached table.  Please fill in the data for all patients
enrolled onto Study 401.10.001 (this should be 60 patients in total). 
 
Additionally, Please confirm whether you have retained source documents on each of the
patients treated on Study 401.10.001 at your location in Gaithersburg?  Do you have source
documents on patients treated on Study WELL401 at their Gaithersburg location, as well?
 
Please complete respond by 12:00 pm, Friday July 31, 2015.  Please respond by 1) email to
facilitate review 2) formal submission to the NDA.  
 
Sincerely,
 
Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1 (DOP1)/Office of Hematology and Oncology Products
OND/CDER/FDA
Phone:  240-402-4978
Fax:  301-796-9845
Email:  Jeannette.Odonnell@fda.hhs.gov
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 208159
NDA ACKNOWLEDGMENT

Wellstat Therapeutics
Attention:  Michael K. Bamat, PhD
930 Clopper Rd.
Gaithersburg, MD 20878

Dear Dr. Bamat:

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: VistogardTM (uridine triacetate), Oral granules

Date of Application: July 10, 2015

Date of Receipt: July 10, 2015

Our Reference Number: NDA 208159

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: 3795924
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Food and Drug Administration
Center for Drug Evaluation and Research
Division of Oncology Products 1
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, call me, at (240) 402-4978 or email Jeannette.Odonnell@fda.hhs.gov.

Sincerely,

{See appended electronic signature page}

Jeannette O’Donnell
Regulatory Project Manager
Division of Oncology Products 1
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research
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verify the source data prior to issuing the final reports.  Two examples of draft case reports 
are attached in Appendix C.   
 
Wellstat proposes to present the data from these patients, along with the data from any 
additional patients that might be enrolled in Protocol 401.10.001, in Module 2.7 of the NDA 
as a case series with a historical control group.  The historical control group will consist of 
data from the published literature and other databases (e.g., FDA MAUDE) from patients who 
received a 5-FU dose and infusion rate predicting a high likelihood of death from 5-FU 
toxicity, but who received only supportive care (no uridine triacetate) to treat their overdose.  
Efforts will be made to match the historical control and uridine-triacetate treated groups as 
closely as possible with respect to demographics and the dose of 5-FU to clearly illustrate the 
marked increase in survival in uridine triacetate-treated patients.    
 
Q. Is Wellstat’s proposal for documenting data from the Investigator Sponsored Single Patient 
INDs to support the efficacy claim for uridine triacetate-treated 5-FU overdosed patients as 
described above acceptable? Does FDA have other suggestions for how the data should be 
reported? 

 
FDA response: See response to Question 1 and additional comments regarding expanded 
access protocol below. 

 
4. The safety of uridine triacetate has been demonstrated to date in 452 subjects including 

288 cancer patients (in combination with high-dose 5-FU), 46 healthy volunteers, 53 
adults with diabetic neuropathy, 30 patients with mitochondrial and neurometabolic 
diseases, and (to date), 35 cases of 5-FU overdoses.  No significant safety issues with 
uridine triacetate have been identified.   
 
There are currently no clinically effective  5-FU overdose; uridine triacetate 
will fulfill a serious unmet medical need.  The mechanism of action for uridine triacetate 
does not involve inducing a condition that imposes an additional risk for the patients.  
Thus, Wellstat proposes that the available safety data in humans treated with uridine 
triacetate are adequate to support an NDA for the proposed indication.   
 
Q. Does FDA concur that the available clinical safety data with uridine triacetate are 
adequate to support an NDA for the proposed indication? 

 
FDA response: See response to Question 1.  
 
5.   Pharmacokinetic information is available in humans treated with uridine triacetate, including 

the final clinical formulation, from Wellstat-sponsored clinical trials.  The proposed dosage 
was carefully selected for safety and maximum efficacy.   
 
Wellstat proposes that the available clinical pharmacokinetic data are adequate to support the 
proposed indication and an initial NDA filing.   
 

(b) (4)
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Q. Does the Division concur that the available pharmacokinetic data are adequate to support 
the proposed NDA? 

 
FDA response:   No.  You will need to address the following issues and submit the data with 
the NDA submission: 
1. Conduct in vitro studies to determine whether uridine triacetate is a substrate, 

inducer and/or inhibitor of major cytochrome P-450 enzymes. Also assess whether 
uridine triacetate is a substrate and/or inhibitor of P-glycoprotein.  These studies 
will help determine the potential for in vivo drug-drug interactions and the need 
for in vivo metabolic drug-drug interaction studies.  For more information, please 
refer to the FDA draft guidance on Drug Interaction Studies at 
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInformation/
Guidances/ucm072101.pdf). 

Wellstat response 7-2-10: The metabolism of uridine has been well-characterized in humans 
receiving high-dose intravenous uridine, and there is no evidence that pathways other than those 
of normal pyrimidine metabolism (none of which are related to cytochrome P450) are involved.  
Uridine, like other natural nucleosides, is transported in and out of cells via nucleoside 
transporters unrelated to P-glycoprotein.  

Meeting discussion: The sponsor can submit literature to address the DDI potential. 
However, adequacy of the information will be a review issue. 
 
2. The absorption, distribution, metabolism and excretion (ADME study) of uridine 

triacetate need to be addressed in humans.  Depending on the outcome of the 
ADME study, the effect of hepatic and renal impairment on the PK of SCV-07 may 
need to be addressed.  Alternatively, conduct both renal and hepatic impairment 
trials to address the dose adjustments in patients with such organ dysfunctions. 
Refer to the guidance’s for industry entitled “Pharmacokinetics in Patients with 
Impaired Renal Function” at 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation
/Guidances/UCM204959.pdf and “Pharmacokinetics in Patients with Impaired 
Hepatic Function” at http://www.fda.gov/cder/guidance/3625fnl.pdf for more 
information. 

Wellstat response on 7-2-10: With respect to the need for an ADME study of uridine triacetate in 
humans, Wellstat proposes to conduct and present a thorough literature review of the absorption, 
distribution, metabolism, and excretion of uridine in the NDA.  As mentioned earlier, uridine 
triacetate is immediately and completely converted to uridine following oral administration in 
animals and humans.  No acetylated uridine is found in the circulation, as it is rapidly 
deacetylated by plasma and tissue esterases.  The pharmacokinetics of uridine are well-
understood in animals and humans (including high-dose intravenous uridine in patients), and an 
additional ADME study of uridine triacetate in humans would not add substantially to the 
existing body of knowledge.  Uridine clearance is via normal pathways of pyrimidine catabolism 
and excretion, even after administration of multiple-gram quantities. 
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Meeting discussion: The sponsor can submit literature to support the ADME of the drug. 
However, adequacy of the information will be a review issue.  The need for renal and 
hepatic impairment studies will depend on the ADME data. 
 
 
3. Your clinical development program should include clinical evaluation of the 

potential for QT/QTc interval prolongation.  In oncology, alternative proposals to 
the “TQT” study may be appropriate.  We recommend that you address this issue 
early in development.  Please refer to the guidance for industry entitled “E14 
Clinical Evaluation of QT/QTc Interval Prolongation” at 
http://www.fda.gov/cder/guidance/6922fnl.pdf  for more information. 

 
Wellstat response on 7-2-10: With respect for the potential for QT/QTc prolongation, Wellstat 
has considerable electrocardiographic data in healthy subjects and from the phase 1, 2, and 3 
clinical studies in patients receiving high-dose 5-FU and uridine triacetate.  Wellstat will present 
these data in the NDA.  In addition, Wellstat has data for 12-lead ECGs in dogs from the 12-
week GLP repeated dose toxicity study with uridine triacetate.  There have been no adverse 
electrocardiographic effects to date associated with uridine triacetate treatment in animals or 
humans.  
 
Meeting discussion: FDA reiterates the need for the QT studies.  The sponsor can submit a 
detailed summary of the available data for IRT review, and proposal for an alternate QT 
study. 
 

 
6.   Uridine triacetate has been evaluated in a battery of GLP nonclinical safety studies 

sponsored by Wellstat which include an acute oral limit test in rats, a 5-day oral safety 
study in dogs, a 6-week oral dose toxicity study in rats, and 12-week oral dose toxicity 
studies in rats and dogs.  The 12-week studies showed that dosages of up to 
1680 mg/kg/day (rats) and 1500 mg/kg/day (dogs) did not produce any signs of toxicity.  
The nonclinical studies incorporated supporting toxicokinetics.  Uridine triacetate has 
also been evaluated for its genotoxic potential in two GLP studies including an in vitro 
Ames mutagenicity assay and an in vivo mouse micronucleus test.  All of these studies 
were conducted using the maximum feasible dose or concentrations of uridine triacetate.   
 
Based on the existing nonclinical study data, there are no nonclinical issues posed by the 
use of uridine triacetate to treat 5-FU overdose patients considering the proposed dosing 
regimen and the emergency use of the drug in the target patient population.  Furthermore, 
in nearly all cases, uridine triacetate will be administered as a single 20-dose course of 
therapy (5 days) to each patient.  Thus, Wellstat proposes that the existing battery of 
nonclinical safety studies is sufficient to support an NDA for the proposed indication.   
 
Q: Does the Division concur that the existing battery of nonclinical safety studies with 
uridine triacetate is adequate to support a future NDA for uridine triacetate for the 
proposed indication?    
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FDA response:  No. See our answer to question 1.  Also, you need to complete the 
evaluation of the safety pharmacology of uridine triacetate.  This evaluation should 
include studies of the potential for neurotoxicity and respiratory toxicity. 

 
7. Wellstat filed for fast track status for uridine triacetate  in the treatment of 

5-FU overdose on 25 June 2009.  We understand the difficulty in scheduling meetings 
with the FDA, and the purpose of this request was to have increased discussion with your 
division on the regulatory pathway to approval for this promising new investigational 
agent.  This status is still pending as of the time of this meeting request letter.   
 
Q. Does FDA require any further information or data with respect to our fast track status 
application?  

 
FDA response: No.  The letter for your fast track request was finalized  on August 30, 2009. 
See attached letter.   
 
Additional Clinical Comments: 
• It is not indicated how an oral 5-FU overdose occurs.  None of your examples in Tables 

3 and 4 (pages 36-41) are the result of oral 5-FU. 
 
Wellstat response 7-2-10: The most likely way an oral 5-FU overdose could occur is if a patient 
ingests too many pills or if there is accidental ingestion of Xeloda (capecitabine), an oral pro-
drug of 5-FU.  A less common means of an oral overdose would be ingestion of a 5-FU topical 
cream, for example by a child. 
 
Meeting discussion: not discussed due to time ran out. 
 
• It is not indicated how and when a problem with 5-FU elimination would be known.  

 
 

Meeting discussion: Not discussed due to time ran out. 
 
• A number of the patients, who experienced 5-FU over dosage, also received leucovorin.  

The pathway for 5-FU and leucovorin to inhibit thymidylate synthase and the 
associated toxicities from this combination do not appear to be susceptible to uridine 
triacetate’s target of FUTP.  Please explain the basis for activity of uridine triacetate in 
these potential cases. 

 
Wellstat response on 7-2-10: One of the Phase 1 studies of uridine triacetate plus high-dose 5-FU 
was conducted in patients also receiving leucovorin, specifically to determine whether 

(b) (4)

(b) (4)

(b) (4)
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leucovorin could be included in high-dose 5-FU regimens enabled by uridine triacetate (RE: 
Protocol Nos. 401.09.COH, PN401.09 and CSR.401.09).  Leucovorin did not prevent 5-FU dose 
escalation enabled by uridine triacetate, and a regimen of high-dose 5-FU (1200 mg/m2/week x 
6) plus leucovorin and uridine triacetate was subsequently used in a Phase 2 study in gastric 
cancer (Doroshow et al., 2006).  Therefore, RNA-directed, uridine-reversible toxicity dominates 
over thymidylate synthase-related toxicity in the setting of high-dose 5-FU, even if leucovorin is 
also present. 
 
Meeting discussion: not discussed due to time ran out. 
 
• Please explain how the treatment of 5-FU overdosage is effective in cases where the 

doses of 5-FU inadvertently administered is higher than the MTD for 5-FU plus uridine 
triacetate in your Phase 1 studies? 

Wellstat response on 7-2-10: For inadvertent overdosage, uridine triacetate is given in 20 doses 
of 10 grams each, every 6 hours for a total of 200 grams per course.   
 
 For intentional 5-FU dose escalation for treatment of cancer, the uridine triacetate regimen 
defined in the Phase 1 studies and carried forward into Phase 2 and Phase 3 studies (with weekly 
high-dose bolus 5-FU) was 8 doses of 6 grams each, given every 8 hours for a total of 48 grams 
per course, which is approximately one quarter of the total amount of uridine triacetate given 
after an inadvertent overdose.   
 
Please note also that in the Phase 1 studies, doses up to 1950 mg/m2 of 5-FU infused in 30 
minutes were administered to patients, yielding an AUC 17-fold above that of a standard weekly 
bolus dose of 5FU; this exposure is comparable to that of some reported lethal overdoses.   
 
Meeting discussion: not discussed due to time ran out. 
 
Comments regarding the expanded access protocol: 
 
• It is not clear how an oral 5-FU overdose can occur.  Also, it is not clear how and when 

a problem with 5-FU elimination would be known. 
 
• The 5-FU over dosages should be specifically defined in the protocol.  Information 

should include the 5-FU doses, infusion rates, whether or not leucovorin was 
administered, and other drugs administered.  The potential 5-FU regimens should be 
listed and the deviations from these regimens that define the over dosages should be 
indicated. 

 
• The collection of toxicity data should also include diarrhea, mouth sores, skin toxicity, 

neurotoxicity, skin toxicity, and hematologic toxicities. 
 
• Collect information on all concomitant medications.  Prohibit the use of allopurinol or 

leucovorin after 5-FU over dosage. 
 
• Patients under the age of 18 should be excluded. 
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IND  39, 571 DENY FAST TRACK  
 
Wellstat Therapeutics Corporation 
Attention: James D. O’Neil, Ph.D., DABT 
Vice President, Drug Development 
930 Clopper Road  
Gaithersburg, MD 20878 
 
 
Dear Dr. O’Neil: 
 
Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for  

). 
 
We also refer to your June 25, 2009, request for Fast Track designation for  
the treatment of 5-fluorouracil (5-FU) overdose. 
 
We have reviewed your request.  is not granted Fast Track Designation because 
insufficient information was submitted to assess whether the product development program is 
designed to determine whether the product will . The 
degree of specificity should be appropriate to the stage of the development. 
 

For further information regarding Fast Track Drug Development Programs, please refer to the 
FDA document "Guidance for Industry on Fast Track Drug Development Programs: 
Designation, Development, and Application Review".  This document is available on the internet 
at http://www.fda.gov/cder/guidance/index.htm or may be requested from the Office of Training 
and Communications, Division of Drug Information at (301) 827-4570. 
 
If you have any questions, contact James M. Saunders, Regulatory Project Manager,  
at (301) 796-0621. 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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Sincerely, 

 
{See appended electronic signature page} 
 

Robert L. Justice, M.D., M.S.  
Director 
Division of Drug Oncology Products 
Office of Oncology Drug Products 
Center for Drug Evaluation and Research 
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NDA 208159 
LATE-CYCLE MEETING MINUTES 

Wellstat Therapeutics 
Attention:  Michael K. Bamat, PhD 
930 Clopper Rd. 
Gaithersburg, MD  20878 
 
 
Dear Dr. Bamat: 
 
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 Vistogard® (uridine triacetate), 
Oral granules. 
 
We also refer to the Late-Cycle Meeting (LCM) between representatives of your firm and the 
FDA on December 4, 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, call Jeannette O’Donnell, Regulatory Project Manager at  
(240) 402-4978. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Julia Beaver, MD 
Acting Clinical Team Lead 
Division of Oncology Products 1 
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: December 4, 2015; 10:00-11:00 am 
Meeting Location: White Oak Building 22, Conference Room: 1311 
 
Application Number: NDA 208159 
Product Name: Vistogard® (uridine triacetate) 
Applicant Name: Wellstat Therapeutics 
 
Meeting Chair: Julia Beaver, MD 
Meeting Recorder: Jeannette O’Donnell 
 
FDA ATTENDEES 
Richard Pazdur, MD, Director, OHOP 
Geoffrey Kim, MD, Director, DOP1 
Amna Ibrahim, MD, Deputy Director, DOP1 
Julia Beaver, MD, Acting Clinical Team Leader, DOP1 
Gwynn Ison, MD, Clinical Reviewer, DOP1 
Todd Palmby, PhD, Pharmacology/Toxicology Supervisor, DHOT 
Shenghui Tang, PhD, Biometrics Team Leader, DBV 
Joyce Cheng, PhD, Biometrics Reviewer, DBV 
William Pierce, PharmD, Associate Director for Labeling, DOP1 
Qi Liu, PhD, Clinical Pharmacology Team Leader, DCP V 
Runyan Jin, PhD, Clinical Pharmacology Reviewer, DCP V 
Anshu Marathe, PhD, Pharmacometrics Reviewer, DCP V 
Rosane Charlab Orbach, PhD, Genomics Team Leader, DCP V 
Sarah Dorff, PhD, Genomics Reviewer, DCP V  
Xiao-Hong Chen, PhD, Acting Quality Assessment Lead, ONDP 
Sharon Mills, BSN, RN, CCRP, Senior Patient Labeling Reviewer, DMPP 
Jeannette O’Donnell, Regulatory Project Manager 
 
FDA ATTENDEES – By Phone 
William McGuinn, PhD, Pharmacology Reviewer, DHOT 
Susan Jenny, MS, Safety Regulatory Health Project Manager, DOP1 
Ethan Hausman, MD, Medical Officer Pediatric Labeling, DPMH 
Rowe Medina, Patient Labeling Reviewer, OMPI 
Tamara Johnson, MD, MS, Maternal Health Team Leader, ODE IV  
Carol Kasten, MD, Maternal Health Team Medical Officer, ODE IV  
Shaily Arora, PharmD, Acting Safety Evaluator Team Leader  
Carolyn McCloskey, MD, MPH, Epidemiologist, DEPI 
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this background package prior to this LCM, we may not be prepared to discuss that new 
information at this meeting.  

 

1. Discussion of Substantive Review Issues: There are no substantive review issues at this time. 

Discussion:  
None 
 

2. Discussion of Minor Review Issues  

Discussion:  
None 

 

3. Additional Applicant Data  

 
Discussion:  
According to the PDUFA V agreement stability update data submitted after 30 days 
from the initial submission, may or may not be reviewed based on agency available 
resources.  According to the regulation, CRF 314.70(d)(2)(vi), you may extend your 
shelf life post approval based on the stability data obtained according to the approved 
stability protocol in the NDA and submit your shelf life extension in the annual report.   
 
The Agency clarified that an extension of the shelf life cannot be extrapolated beyond 
real time stability data post approval in the annual report.  However, you can do so by 
submitting a Prior Approval Supplement (PAS) to the NDA post approval.  
 
http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guida
nces/ucm077097.pdf. 

 

4. Information Requests:  There are no outstanding Information Requests.  

 
Discussion:  
None 

 

5. REMS or Other Risk Management Actions:  No issues related to risk management have been 
identified to date. 

 
Discussion:  
None 

 

6. Postmarketing Requirements/Postmarketing Commitments:  There is one CMC PMC which 
has already been agreed upon.   

Reference ID: 3856830
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Discussion:  
None 
 

7. Major Labeling Issues: 

 
 Discussion: 

 The label and indication were discussed and final agreed upon label is attached.   

 

8. Review Plans   

 
Discussion:   
The Agency plans to act on NDA 208159 prior to January 2016.   
 
 
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.   

 

Reference ID: 3856830
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 208159
LATE CYCLE MEETING 

BACKGROUND PACKAGE

Wellstat Therapeutics
Attention:  Michael K. Bamat, PhD
930 Clopper Rd.
Gaithersburg, MD  20878

Dear Dr. Bamat:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for VistogardTM (uridine triacetate), Oral granules.

We also refer to the Late-Cycle Meeting (LCM) scheduled for December 1, 2015.  
Attached is our background package, including our agenda, for this meeting.  You may 
choose to change this face-to-face meeting to a T-con or cancel altogether if you feel it is 
not needed given the expedited nature of this application and continued regular 
communications.  

If you have any questions, call Jeannette O’Donnell, Regulatory Project Manager, at 
(240) 402-4978 or email: Jeannette.Odonnell@fda.hhs.gov.

Sincerely,

{See appended electronic signature page}

Geoffrey Kim
Director
Division of Oncology Products 1
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: December 1, 2015; 11:00-11:30 am
Meeting Location: White Oak Building 22, Conference Room: 1311

Application Number: NDA 208159
Product Name: VistogardTM (uridine triacetate)
Indication (under discussion): VISTOGARD is indicated for the emergency treatment of  

adult and pediatric patients: 
 following a fluorouracil or capecitabine overdose, or
 who exhibit early-onset severe or life-threatening 

toxicity affecting the cardiac or central nervous system, 
and/or early-onset, unusually severe adverse reactions 
(e.g., gastrointestinal toxicity and/or neutropenia) 
within 96 hours following the end of fluorouracil or 
capecitabine administration. 

Sponsor/Applicant Name: Wellstat Therapeutics

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. 
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2. Substantive Review Issues
There are no substantive review issues at this time. 

3. Postmarketing Requirements/Postmarketing Commitments
There is one CMC PMC which has already been agreed upon. 

ADVISORY COMMITTEE MEETING
An Advisory Committee meeting is not planned.

REMS OR OTHER RISK MANAGEMENT ACTIONS
No issues related to risk management have been identified to date. 

LCM AGENDA

1. Introductory Comments –  5 minutes (RPM/CDTL) 

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

2. Major labeling issues – 30 minutes 

Discuss and agree upon any residual labeling issues.

3. Review Plans – 5 minutes

FDA is working towards an expedited review. 

4. Wrap-up and Action Items – 5 minutes 
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