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EXCLUSIVITY SUMMARY  

 
NDA # 203634     SUPPL #          HFD # 180 

Trade Name   Uceris 
 
Generic Name   budesonide 
     
Applicant Name   Santarus, Inc       
 
Approval Date, If Known   16 Jan 2013       
 
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)(2) 

 
c)  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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d)  Did the applicant request exclusivity? 
   YES  NO  

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

3 years 
 

e) 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# 020746 Rhinocort 

NDA# 021929 Symbicort 

NDA# 020441 Pulmicort 
 

NDA# 021949 Pulmicort Flexhaler 

NDA# 020929 Pulmicort Respules 

NDA# 21324 Entocort EC 

 
 
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 
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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 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:                                      
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(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 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: 

 
CB-01-02/01 
CB-01-02/02 
CB-01-02/06 

 
                     

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  
 
Investigation #3         YES  NO  
 
 

 
If you have answered "yes" for one or more investigations, identify each such investigation 
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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  

 
Investigation #2         YES  NO  
 
Investigation #3         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"): 

 
CB-01-02/01 
CB-01-02/02 
CB-01-02/06 

 
 
 
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 # 74882  YES   !  NO       
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      !  Explain:   
                                 

              
 

Investigation #2   ! 
     ! 

 IND # 74882  YES   !  NO       
      !  Explain:   
                                 
         

Investigation #3   ! 
     ! 

 IND # 74882  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? 

 
 
 
 
 
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  
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If yes, explain:   
 

      
 
 
================================================================= 
                                                       
Name of person completing form:  Kevin Bugin                     
Title:  RPM      
Date:  10 Jan 2013      
 
                                                       
Name of Office/Division Director signing form:  Andrew E Mulberg 
Title:  Deputy, DGIEP 
 
 
 
Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12 
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From: Bugin  Kevin
To: Matthew Moran (MMoran@santarus.com)
Cc: Maria Bedoya-Toro, Ph.D (MBedoya-Toro@santarus com); Bugin, Kevin
Subject: NDA 203634 Uceris (budesonide MMX) - Clinical Request for Information - February 13, 2012
Date: Monday, February 13, 2012 11:57:41 AM
Attachments: image003 png

Hi Matt,
 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for
Uceris (budesonide MMX).
 
We are reviewing the clinical sections of your submission and have the following comments and information requests. We request
prompt written response in order to continue evaluation of your NDA.
 
1.     Provide a summary exposure table showing the numbers of subjects that received budesonide MMX by cohorts based on

duration of dosing (across all clinical studies of budesonide MMX); the table should provide overall exposure data (pooled across
all studies) and exposure data by population (i.e., ulcerative colitis patients, and healthy volunteers).  Exposure data should be
summarized by dose (i.e., 3 mg QD, 6 mg QD, and 9 mg QD).  The table should look substantially like the following:

 

 
2.     Provide the adverse event “coding dictionary” consisting of a list of all investigator verbatim terms and the preferred terms to

which they were mapped.  Please submit this as a SAS transport file.
 
3.     Provide a data listing of all serious adverse events and other events that resulted in dropouts across all your studies (by subject

identification number).  Include the study number, treatment group, and links to the corresponding narrative summaries. 
 

4.     Provide a brief summary discussion (limited to a few pages) about the benefits and risks of your product.
 
5.     Provide a brief discussion (limited to a few pages) about your rationale for the applicability of foreign clinical data in your

application to the U.S. population and practice of medicine.
 
6.     You have not submitted a Thorough QT (TQT) study as part of your NDA for Uceris (budesonide MMX).  If you do not perform a

TQT study, you will need to submit a formal request for a waiver of the requirement for a TQT study with adequate justification
(based in part on human PK data) for FDA to review (see ICH E14).  Submit your request for a waiver as soon as possible.

 
7.     We do not agree with the rationale you have provided for a request for a  (see Section 1.9.1 of

your submission).  We generally have waived requirements for pediatric studies of UC treatment for the age subpopulation
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below 5 years because of the low incidence of UC in that subpopulation, and granted a deferral for studies in the age
subpopulation of 5 years and above.  We recommend that you submit a partial waiver request for ages 0 to 4 years, and a
deferral request for ages 5 to 17 years.  You should also submit a Pediatric Plan that outlines pediatric studies that you plan to
conduct; the Pediatric Plan should also address the development of an age-appropriate formulation.  (See the Draft Guidance for
Industry, How to Comply with the Pediatric Research Equity Act, September 2005.)

 
8.     For each of the Phase 3 studies (Study CB-01-02/01 and CB-01-02/02), provide the following subgroup analyses for the primary

efficacy endpoint:
a.      Age (<65 vs. ≥65)
b.     Race
c.      Smoking status (ex-smoker vs. smoker vs. non-smoker)
d.     Country
e.      Baseline UCDAI score (4 vs. 5 vs. 6 vs. 7 vs. 8 vs. 9 vs. 10)
f.      Baseline CRP (<10 mg/L vs. ≥10 mg/L)
g.     Concomitant medication use status

[categories of concomitant medication use:  (1) concomitant immunosuppressants (i.e., azathioprine, MTX, or 6-MP) vs. (2)
concomitant non-topical corticosteroids vs. (3) concomitant immunosuppressants (i.e., azathioprine, MTX, or 6-MP) and/or
concomitant non-topical steroids vs. (4) neither concomitant immunosuppressants (i.e., azathioprine, MTX, or 6-MP) nor
concomitant non-topical steroids]

 
9.     For each of the Phase 3 studies (Study CB-01-02/01 and CB-01-02/02), perform a statistical analysis for treatment group

comparability at baseline for demographic and baseline characteristics.
 
10.  Perform a “true” ITT analysis for the primary efficacy endpoint in each of the Phase 3 studies (Study CB-01-02/01 and CB-01-

02/02). The “true” ITT analysis should include all subjects that were randomized.
 

11.  Please perform the following sensitivity analyses for the primary efficacy endpoint in each of the Phase 3 studies (Study CB-01-
02/01 and CB-01-02/02):

a.        Complete case:  exclude subjects from the analysis at all time points if they have insufficient data at any of the time
points of analysis.

b.       Observed case:  exclude patients from the analysis at a specific time point if the patient has insufficient data at that time
point.

c.        Worst case (1):  subjects with missing observations at any of the time points of analysis are assumed to have “failed”;
d.       Worst case (2):  subjects receiving placebo with missing observations at any of the time points of analysis are assumed to

be responders, and subjects receiving treatment with missing observations at any of the time points of analysis are
assumed to be non-responders.

e.      LOCF analysis
f.      Multiple imputation

 
We request that you respond to these requests for information or provide us with an estimated submission timeframe by March 02,
2012. If you have any questions, please do not hesitate to contact me.
 
Regards,
Kevin  

 
__________________________________________________
Kevin Bugin, MS, RAC
Regulatory Health Project  Manager
Division of Gastroenterology and Inborn Errors Products
CDER/Office of Drug Evaluation III
US Food and Drug Administration
10903 New Hampshire Ave
Silver Spring, MD 20993-002
P-301-796-2302  
F-301-796-9904  
+++++++++++++++++++++++++++++++++++++++++++++++++++ 
If you are  not the intended recipient you are  hereby notified that any review, disclosure, dissemination,  copying, or other action based on the content of this communication is not authorized.  If you have
received this document in error, please notify us immediately by telephone at  (301) 796-2302 or by return e-mail.

This communication is consistent  with 21CFR10.85(k)  and constitutes an informal communication that represents our best judgment at  this time but does not constitute an advisory opinion,  does not
necessarily represent the formal position of the FDA, and does not bind or otherwise obligate or commit the agency to the views expressed.

ü Please consider the environment before you print.
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From: Bugin, Kevin
To: Matthew Moran (MMoran@santarus.com)
Cc: Maria Bedoya-Toro, Ph.D (MBedoya-Toro@santarus.com); Bugin, Kevin
Subject: NDA 203634 Uceris (budesonide) - Container Label Revisions - January 10, 2013
Date: Thursday, January 10, 2013 3:33:53 PM

Hi Matt,
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Uceris (budesonide).
 
Also, refer to the Container Label submitted on December 19, 2012. We have the following
requests for revisions to the container labeling.
 
 
1)            Remove the (inner and outer) circular graphics from the principal display panel as they are
distracting and decrease the prominence of drug identifying information;
 
2)            Revise the established name so that it is at least 1/2 (half) the size of the proprietary name

and has prominence commensurate to that of the proprietary name taking into account all
pertinent factors, including typography, layout, contrast, and other printing features per 21
CFR 201.10(g)(2).

 
3)            Relocate the statement of strength to appear below the established name (e.g., active
ingredient and dosage form).
 
4)            Debold the statement on the side panel, 

.
 
5)            Decrease the prominence of the Santarus logo on the side panel as it competes with more
important information.
 
6)            Revise the usual dosage statement to read "Usual dose: one tablet daily, see full
prescribing information.  Delete the statement " " as    this is redundant to
the usual dosage statement.
 
7)            Relocate the statement "Uceris should be swallowed whole and not chewed or broken" (on
the side panel) to appear just below the "Usual dose" statement to            consolidate dosage and
administration information.
 
8)            Add the statement "Swallow tablet whole, do not chew or break" to the principal display
panel.
 
9)            Decrease the prominence of the net quantity and Rx only statements so that they do not
compete with the prominence of drug identifying information.
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10)          Delete the "patent numbers" (U.S. Patent Nos . .) from the side panel as they clutter the
label and this information can be in the insert labeling.
 
11)          Temperature requirement listed on the side panel should say “Store at 25°C (77°F);
excursions permitted to 15 - 30°C (59 - 86°F)”
 
If you have any questions, please let me know.

Regards,
 
_____________________
Kevin Bugin, MS, RAC
Senior Regulatory Project Manager
Division of Gastroenterology and Inborn Errors Products
FDA\CDER
301-796-2302
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From: Bugin, Kevin
To: Matthew Moran (MMoran@santarus.com)
Cc: Maria Bedoya-Toro, Ph.D (MBedoya-Toro@santarus.com); Bugin, Kevin
Subject: NDA 203634 Uceris (budesonide) - Labeling and Post Marketing Comments - January 10, 2013
Date: Thursday, January 10, 2013 11:05:23 AM
Attachments: CLEAN NDA 203634 Uceris (budesonide) -FDA Labeling Revisions 10Jan2013.doc

REDLINED NDA 203634 Uceris (budesonide) - FDA Labeling Revisions 10Jan2013.pdf

Hi Matt,
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Uceris (budesonide).
 
Attached please find an MS Word document which contains FDA’s final labeling proposal. The MS
Word document is a clean version with a few comments for your attention. To facilitate your
review, I have also included a redlined PDF. I would normally include a redlined Word document
but it appears during the revision process something bloated the MS file and created some errors
which made this difficult.
 
Also, below please find the revised language and milestones for the PREA required post marketing
requirement (PMR) that you will be responsible for. We have considered your counter proposal.
 

An 8-week randomized, double-blind, placebo-controlled trial in children 5 to
17 years of age with active, mild to moderate ulcerative colitis.  The trial will
evaluate pharmacokinetics (PK), efficacy for induction of remission, and
safety of at least 2 doses of Uceris (budesonide).  The effects of 8 weeks of
Uceris (budesonide) on the HPA axis will be assessed.

 
 

Final Protocol Submission:      09/2013
Trial Completion:                    06/2016
Final Report Submission         09/2016

 
Please let me know if you have any questions, or if you believe you would require discussion on
either the labeling or the PREA PMR.
 
Kind regards,
Kevin
 
_____________________
Kevin Bugin, MS, RAC
Senior Regulatory Project Manager
Division of Gastroenterology and Inborn Errors Products
FDA\CDER
301-796-2302
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From: Bugin, Kevin
To: Matthew Moran (MMoran@santarus.com)
Cc: Maria Bedoya-Toro, Ph.D (MBedoya-Toro@santarus.com); Bugin, Kevin
Subject: NDA 203634 Uceris (budesonide) - Post Marketing Comments - January 3, 2012
Date: Thursday, January 03, 2013 2:12:45 PM

Hi Matt,
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Uceris (budesonide).
 
Below please find the language for the PREA required post marketing requirement (PMR) that you
will be responsible.
 

An 8-week randomized, double-blind, placebo-controlled trial to evaluate pharmacokinetics
(PK), efficacy for induction of remission, and safety of Uceris (budesonide) in children 5 to 17
years of age with active, mild to moderate ulcerative colitis.  At least 2 doses of Uceris
(budesonide) will be evaluated.  The effects of 8 weeks of Uceris (budesonide) on the HPA
axis will be assessed.
 
Final Protocol Submission:               06/2013
Trial Completion:                                  06/2015
Final Report Submission:                  12/2015

 
Please let me know if you have any questions.
 
Regards,
 
_____________________
Kevin Bugin, MS, RAC
Senior Regulatory Project Manager
Division of Gastroenterology and Inborn Errors Products
FDA\CDER
301-796-2302
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From: Bugin, Kevin
To: Matthew Moran (MMoran@santarus.com)
Cc: Maria Bedoya-Toro, Ph.D (MBedoya-Toro@santarus.com); Bugin, Kevin
Subject: NDA 203634 Uceris (budesonide) - Labeling Comments - December 19, 2012
Date: Wednesday, December 19, 2012 5:38:19 PM
Attachments: Clean NDA 203634 Uceris (budesonide) - FDA Labeling Revisions - December....doc

Redlined NDA 203634 Uceris (budesonide) - FDA Labeling Revisions - Decem....doc

Hi Matt,
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Uceris (budesonide).
 
Please find attached two WORD documents containing FDA’s revisions to the proposed labeling.
The October 18, 2012, version of labeling was used as the base for these revisions. One version is
clean and one contains revisions tracked for ease of review.
 
If you have any questions, please let me know.
 
Regards,
 
_____________________
Kevin Bugin, MS, RAC
Senior Regulatory Project Manager
Division of Gastroenterology and Inborn Errors Products
FDA\CDER
301-796-2302
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From: Bugin, Kevin
To: Matthew Moran (MMoran@santarus.com)
Cc: Maria Bedoya-Toro, Ph.D (MBedoya-Toro@santarus.com); Bugin, Kevin
Subject: NDA 203634 Uceris (budesonide) - DMEPA Carton and Container Labeling Comments - December 14, 2012
Date: Friday, December 14, 2012 1:53:09 PM

Hi Matt,
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Uceris (budesonide MMX).
 
The Division of Medication Error Prevention and Analysis (DMEPA) has concluded its initial review
of your carton and container labeling, and have the following comments and requests for revisions.

1.                   Relocate the ‘9 mg’ strength statement so that it appears after the ‘tablet’
dosage form statement.

2.                   Box the strength statement, ‘9 mg’ and increase the font size, in order to
highlight the strength difference between Uceris and other currently marketed
Budesonide products.

3.                   Relocate the ‘once daily’ frequency of administration statement from the
principal display panel to the back panel. Communicating the frequency of
administration on the principal display panel is reserved for circumstances in
which the proposed product differs from the current standard, which is not the
case for the proposed Budesonide product. Additionally, revise the statement
so that it reads, ‘Usual dose: one tablet once daily, see insert for instructions’.

4.                   Remove the ‘ ’ statement on the back of the container label
as it is redundant and contributes to clutter.           

5.                   Add “Uceris should be swallowed whole and not chewed or broken” to the
carton and container labeling.

 
If you have any questions, please do not hesitate to contact me.
 
Regards,
 
_____________________
Kevin Bugin, MS, RAC
Senior Regulatory Project Manager
Division of Gastroenterology and Inborn Errors Products
FDA\CDER
301-796-2302
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 

 

 
NDA 203634  

REVIEW EXTENSION –  
MAJOR AMENDMENT 

Santarus, Inc. 
Attention: Maria Bedoya-Toro, Ph.D., M.B.A. 
Vice President, Regulatory Affairs and Quality Assurance 
3721 Valley Centre Drive, Ste. 400 
San Diego, CA 92130 
 
Dear Dr. Bedoya-Toro: 
 
Please refer to your New Drug Application (NDA) dated December 14, 2012, received 
December 16, 2012, submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and 
Cosmetic Act, for Uceris (budesonide) 9 mg tablets. 
 
On August 03, 2012, we received your solicited major amendment to this application.  The 
receipt date is within three months of the user fee goal date.  Therefore, we are extending the 
goal date by three months to provide time for a full review of the submission.  The extended user 
fee goal date is January 16, 2013. 
 
In addition, we are establishing a new timeline for communicating labeling changes and/or 
postmarketing requirements/commitments in accordance with “PDUFA REAUTHORIZATION 
PERFORMANCE GOALS AND PROCEDURES – FISCAL YEARS 2008 THROUGH 2012.”  
If major deficiencies are not identified during our review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing requirement/commitment requests by  
December 12, 2012. 
 
If you have any questions, call Kevin Bugin, Regulatory Project Manager, at (301) 796-2302. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Andrew Mulberg, MD, FAAP, CPI 
Deputy 
Division of Gastroenterology and Inborn Errors Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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From: Bugin, Kevin
To: Matthew Moran (MMoran@santarus.com)
Cc: Maria Bedoya-Toro, Ph.D (MBedoya-Toro@santarus.com); Bugin, Kevin
Subject: NDA 203634 Uceris (budesonide) - Clinical Pharmacology Request for Information - August 01, 2012
Date: Wednesday, August 01, 2012 10:05:21 AM

Hi Matt,
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Uceris (budesonide MMX).
 
We are reviewing the clinical pharmacology sections of your NDA and have the following comments
and requests for information. We request prompt written response in order to continue evaluation
of your NDA.
 

·        Regarding Study CB-01-02/04, please submit the individual ACTH (Synacthen test) results
including cortisol level at pre-dose, post-dose and difference between post-dose and pre-
dose for each individual.   Please indicate the percentage of patients who had normal ACTH
stimulation test for both the treatment and placebo arms according to the criteria for a
normal ACTH response as specified in the Synacthen label.

 
If you have any questions, please do not hesitate to contact me.
 
Kind regards,

 
__________________________________________________
Kevin Bugin, MS, RAC
Regulatory Health Project  Manager
Division of Gastroenterology and Inborn Errors Products
CDER/Office of Drug Evaluation III
US Food and Drug Administration
10903 New Hampshire Ave
Silver Spring, MD 20993-002
P-301-796-2302  
F-301-796-9904  
+++++++++++++++++++++++++++++++++++++++++++++++++++ 
If you are  not the intended recipient you are  hereby notified that any review, disclosure, dissemination,  copying, or other action based on the content of
this communication is not authorized.  If you have received this document in error, please notify us immediately by telephone at  (301) 796-2302 or by
return e-mail.

This communication is consistent  with 21CFR10.85(k)  and constitutes an informal communication that represents our best judgment at  this time but
does not constitute an advisory opinion,  does not necessarily represent the formal position of the FDA, and does not bind or otherwise obligate or
commit the agency to the views expressed.

ü Please consider the environment before you print.
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From: Bugin, Kevin
To: Matthew Moran (MMoran@santarus.com)
Cc: Maria Bedoya-Toro, Ph.D (MBedoya-Toro@santarus.com); Bugin, Kevin
Subject: NDA 203634 Uceris (budesonide) - Clinical Pharmacology Request for Information - July 24, 2012
Date: Tuesday, July 24, 2012 9:03:07 PM

Hi Matt,
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Uceris (budesonide MMX).
 
We are reviewing the clinical pharmacology sections of your NDA and have the following comments
and requests for information. We request prompt written response in order to continue evaluation
of your NDA.
 

1.  We have the following comments and requests for clarification for Study CRO-PK-03-105:
a. Explain the difference in single dose PK profiles under fasting conditions in Figures

11.4.1 and 11.4.3.  We note that these profiles are supposed to be based on the same
data.

b. Clarify how AUCss was estimated (i.e., what the time interval is in the AUCss

calculation).  
c. For a multiple dose study, you should report AUC0-tau.  You should use AUC0-24 after

single dose and multiple dose administration to estimate the accumulation ratio.
d. Clarify the meal time relative to the dosing time on the PK sampling days in the

multiple dose study.
 
2.  We have the following requests for clarification for Study CRO-01-28:

a. Clarify how AUCcolon was estimated.
b. Clarify how disintegration time was defined.
c. Clarify how the location of the radioactivity in the GI gut was determined.

 
3.    For Study CRO-PK-06-178, clarify if you used compartmental or non-compartmental

analysis to determine the PK parameters.
 
4. Please conduct a literature search to address the following:

a.      If budesonide is inhibitor/inducer of CYP enzymes.
b.      If budesonide is a substrate/inhibitor of transporter(s).

 
If you have any questions, please do not hesitate to contact me.
 
Kind regards,
Kevin

 
__________________________________________________
Kevin Bugin, MS, RAC
Regulatory Health Project  Manager
Division of Gastroenterology and Inborn Errors Products
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CDER/Office of Drug Evaluation III
US Food and Drug Administration
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Silver Spring, MD 20993-002
P-301-796-2302  
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If you are  not the intended recipient you are  hereby notified that any review, disclosure, dissemination,  copying, or other action based on the content of
this communication is not authorized.  If you have received this document in error, please notify us immediately by telephone at  (301) 796-2302 or by
return e-mail.

This communication is consistent  with 21CFR10.85(k)  and constitutes an informal communication that represents our best judgment at  this time but
does not constitute an advisory opinion,  does not necessarily represent the formal position of the FDA, and does not bind or otherwise obligate or
commit the agency to the views expressed.

ü Please consider the environment before you print.

 

Reference ID: 3163958



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

KEVIN B BUGIN
07/24/2012

Reference ID: 3163958



From: Bugin, Kevin
To: Matthew Moran (MMoran@santarus.com)
Cc: Maria Bedoya-Toro, Ph.D (MBedoya-Toro@santarus.com); Bugin, Kevin
Subject: NDA 203634 Uceris (budesonide) - Office of Compliance Request for Information - July 20, 2012
Date: Friday, July 20, 2012 3:56:07 PM

Hi Matt,
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Uceris (budesonide MMX).
 
We request prompt written response in order to continue evaluation of your NDA.
 

1. Please include the following information in a tabular format in the NDA for each of the
completed Phase 3 clinical trials:

a.      Location of Trial Master File [actual physical site(s) where documents are maintained
and would be available for inspection]

b.      Name, address and contact information of all CROs used in the conduct of the clinical
trials

c.       The location (actual physical site where documents are maintained and would be
available for inspection) for all source data generated by the CROs with respect to their
roles and responsibilities in conduct of respective studies

d.      The location (actual physical site where documents are maintained and would be
available for inspection) of sponsor/monitor files (e.g. monitoring master files, drug
accountability files, SAE files, etc.)

e.       The monitoring plans for each of the clinical trials, including all versions of the plans,
dates and nature of the revisions.

 
2. Please provide monitoring reports and audit reports for the following sites that participated

in Budesonide Clinical Study CB-01-02/02: 1106, 1040, 1082, 1122, 1111, 1059, and 1098.
 
3. Please provide a copy of ICON SOP CP05.4 (Data Validation and External Data

Reconciliation).
 

4. We understand that you provided a CD in triplicate to Joseph Peacock at the request of Dr.
Khairy Malek. Please submit the information contained on the CD to the NDA.

 
If you have any questions, please do not hesitate to contact me.
 
Regards,
Kevin

 
__________________________________________________
Kevin Bugin, MS, RAC
Regulatory Health Project  Manager
Division of Gastroenterology and Inborn Errors Products
CDER/Office of Drug Evaluation III
US Food and Drug Administration
10903 New Hampshire Ave
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Silver Spring, MD 20993-002
P-301-796-2302  
F-301-796-9904  
+++++++++++++++++++++++++++++++++++++++++++++++++++ 
If you are  not the intended recipient you are  hereby notified that any review, disclosure, dissemination,  copying, or other action based on the content of
this communication is not authorized.  If you have received this document in error, please notify us immediately by telephone at  (301) 796-2302 or by
return e-mail.

This communication is consistent  with 21CFR10.85(k)  and constitutes an informal communication that represents our best judgment at  this time but
does not constitute an advisory opinion,  does not necessarily represent the formal position of the FDA, and does not bind or otherwise obligate or
commit the agency to the views expressed.

ü Please consider the environment before you print.
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From: Bugin, Kevin
To: Matthew Moran (MMoran@santarus.com)
Cc: Maria Bedoya-Toro, Ph.D (MBedoya-Toro@santarus.com); Bugin, Kevin
Subject: NDA 203634 Uceris (budesonide) - Clinical Request for Information - June 13, 2012
Date: Wednesday, June 13, 2012 11:20:36 AM

Hi Matt,
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Uceris (budesonide MMX).
 
We are reviewing the clinical sections of your submission and have the following comments and
information requests. We request prompt written response in order to continue evaluation of your
NDA.
 

·        You have not provided remission status in the specific datasets that were submitted on
May 3 (see page 11/14).  Please add the remission status column to those specific datasets
and resubmit as sas transport files (.xpt).

 
If you have any questions, do not hesitate to contact me.
 
Regards,
Kevin

 
__________________________________________________
Kevin Bugin, MS, RAC
Regulatory Health Project  Manager
Division of Gastroenterology and Inborn Errors Products
CDER/Office of Drug Evaluation III
US Food and Drug Administration
10903 New Hampshire Ave
Silver Spring, MD 20993-002
P-301-796-2302  
F-301-796-9904  
+++++++++++++++++++++++++++++++++++++++++++++++++++ 
If you are  not the intended recipient you are  hereby notified that any review, disclosure, dissemination,  copying, or other action based on the content of
this communication is not authorized.  If you have received this document in error, please notify us immediately by telephone at  (301) 796-2302 or by
return e-mail.

This communication is consistent  with 21CFR10.85(k)  and constitutes an informal communication that represents our best judgment at  this time but
does not constitute an advisory opinion,  does not necessarily represent the formal position of the FDA, and does not bind or otherwise obligate or
commit the agency to the views expressed.

ü Please consider the environment before you print.
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From: Bugin, Kevin
To: Matthew Moran (MMoran@santarus.com)
Cc: Maria Bedoya-Toro, Ph.D (MBedoya-Toro@santarus.com); Bugin, Kevin
Subject: NDA 203634 Uceris (budesonide) - Clinical Pharmacology Request for Information - June 11, 2012
Date: Monday, June 11, 2012 11:43:06 AM

Hi Matt,
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Uceris (budesonide MMX).
 
We are reviewing the clinical pharmacology sections of your submission and have the following
comments and information requests. We request prompt written response in order to continue
evaluation of your NDA.
 

We note that in your phase 2 (CRO -3-53) and phase 3 (CB-01-02/04) studies, you have
used Synacthen test which uses stimulation with tetracosactide (0.25 mg given as im) for
ACTH test to assess HPA axis suppression.  Currently in the United States, cosyntropin is
approved as a diagnostic for assessing HPA axis suppression (0.25 mg given as iv).  Please
clarify what are the differences between these two products.
 
Additionally, the criteria for normal response to exclude HPA axis impairment in your study
(“Clinical criteria of interpretation of the test findings are that the cortisolemia should be
normal at pre-dose, i.e. it should fall in the interval 7.25-21.75 μg/dL. After
adrenocorticotropic stimulation cortisolemia should be ≥15.95 μg/dL and the increment
should be of at least 6.16 μg/dL in order to exclude an axis impairment” on page 64 of
Study report CRO-03-53) appears to be different from the criteria in Cosyntropin label.  
Please provide justification or explanation for this difference.

 
If you have any questions, please do not hesitate to contact me.
 
Regards,
Kevin
 

 
__________________________________________________
Kevin Bugin, MS, RAC
Regulatory Health Project  Manager
Division of Gastroenterology and Inborn Errors Products
CDER/Office of Drug Evaluation III
US Food and Drug Administration
10903 New Hampshire Ave
Silver Spring, MD 20993-002
P-301-796-2302  
F-301-796-9904  
+++++++++++++++++++++++++++++++++++++++++++++++++++ 
If you are  not the intended recipient you are  hereby notified that any review, disclosure, dissemination,  copying, or other action based on the content of
this communication is not authorized.  If you have received this document in error, please notify us immediately by telephone at  (301) 796-2302 or by
return e-mail.

This communication is consistent  with 21CFR10.85(k)  and constitutes an informal communication that represents our best judgment at  this time but
does not constitute an advisory opinion,  does not necessarily represent the formal position of the FDA, and does not bind or otherwise obligate or
commit the agency to the views expressed.
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NDA 203634 INFORMATION REQUEST 

 
Santarus, Inc.  
Attention: Maria Bedoya-Toro, PhD, MBA 
3721 Valley Centre Drive, Suite 400 
San Diego, CA 92130 
 
Dear Dr. Bedoya-Toro: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for budesonide tablets, 9 mg. 
 
We are reviewing the Chemistry, Manufacturing, and Controls section of your submission and 
have the following comments and information requests.  We request a prompt written response 
in order to continue our evaluation of your NDA.  Please submit your responses by June 29, 
2012.  Please submit your responses via email to Catherine.TranZwanetz@fda.hhs.gov in 
addition to submitting as an amendment to your application: 
 
A. Drug Substance 
 
1. Please be advised that DMF #  for Budesonide USP drug substance has been 

reviewed and is considered Not Adequate to support approval of this NDA at this time.  A 
DMF Deficiency Letter has been sent to the DMF holder. 

 
2. Report the specific results of the Residual Solvents tests for     

 that are performed as part of the drug substance specification, rather than 
reporting (e. g. for ) “NMT  ppm”. 

 
 
B. Drug Product 
 
3. In your acceptance specification for Talc USP, please include a test and acceptance 

criterion for Absence of Asbestos per USP monograph. 
 
4. Please provide calculations for the following: 

• Assay / Related Substances of budesonide in the drug product; 
• HPLC procedure for determination of budesonide in the Dissolution media; 
• Determination of residual solvent ethanol in the drug product. 

 
5. Please provide a chromatogram obtained under the conditions of your drug product 

Assay/ID/Related Substances procedure showing the elution of all specified impurities in 

Reference ID: 3138625

(b) (4)

(b) (4)

(b) (4)

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





NDA 203634 
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If you have any questions, contact Cathy Tran-Zwanetz, at (301) 796-3877. 
 

 
Sincerely, 
 
{See appended electronic signature page} 

 
Moo-Jhong Rhee, Ph.D. 
Branch Chief, Branch IV 
Division of New Drug Quality Assessment II  
Office of Pharmaceutical Science 
Center for Drug Evaluation and Research 
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From: Bugin, Kevin
To: Matthew Moran (MMoran@santarus.com)
Cc: Maria Bedoya-Toro, Ph.D (MBedoya-Toro@santarus.com); Bugin, Kevin
Subject: NDA 203634 Uceris (budesonide MMX) - Clinical Request for Information - May 23, 2012
Date: Wednesday, May 23, 2012 8:19:25 AM

Hi Matt,
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Uceris (budesonide MMX).
 
We are reviewing the clinical sections of your submission and have the following comments and
information requests. We request prompt written response in order to continue evaluation of your
NDA.
 
1. For Study CB-01-02/02 please perform an analysis of remission rates for each of the following subgroups (non-
responder imputation should be used for dropouts only):

a.  All randomized patients without  GCP violations 
b.  All randomized patients without  GCP violations and  with “positive histology”
c.  All randomized patients without  GCP violations and with “normal histology”

              
2.  In addition, for Study CB-01-02/02, provide in the populations defined above (in a, b and c) analyses based on
the following criteria:
 

a.    Age (<65 vs. ≥65)
b.    Race
c.    Smoking status (ex-smoker vs. smoker vs. non-smoker)
d.    Country
e.    Baseline UCDAI score (4 vs. 5 vs. 6 vs. 7 vs. 8 vs. 9 vs. 10)
f.     Baseline CRP (<10 mg/L vs. ≥10 mg/L)
g.    Concomitant medication use status
[categories of concomitant medication use are:  (1) concomitant immunosuppressants (i.e., azathioprine,
MTX, or 6-MP) vs. (2) concomitant non-topical corticosteroids vs. (3) concomitant immunosuppressants
(i.e., azathioprine, MTX, or 6-MP) and/or concomitant non-topical steroids vs. (4) neither concomitant
immunosuppressants (i.e., azathioprine, MTX, or 6-MP) nor concomitant non-topical steroids]

 
If you have any questions, please do not hesitate to contact me.
 
Regards,
Kevin

 
__________________________________________________
Kevin Bugin, MS, RAC
Regulatory Health Project  Manager
Division of Gastroenterology and Inborn Errors Products
CDER/Office of Drug Evaluation III
US Food and Drug Administration
10903 New Hampshire Ave
Silver Spring, MD 20993-002
P-301-796-2302  
F-301-796-9904  
+++++++++++++++++++++++++++++++++++++++++++++++++++ 
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If you are  not the intended recipient you are  hereby notified that any review, disclosure, dissemination,  copying, or other action based on the content of
this communication is not authorized.  If you have received this document in error, please notify us immediately by telephone at  (301) 796-2302 or by
return e-mail.

This communication is consistent  with 21CFR10.85(k)  and constitutes an informal communication that represents our best judgment at  this time but
does not constitute an advisory opinion,  does not necessarily represent the formal position of the FDA, and does not bind or otherwise obligate or
commit the agency to the views expressed.

ü Please consider the environment before you print.
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 Food and Drug Administration 
Silver Spring  MD  20993 

 
NDA 203634 
 GENERAL ADVICE 
 
 
Santarus, Inc. 
Attention: Maria Bedoya-Toro, Ph.D., M.B.A. 
Vice President, Regulatory Affairs and Quality Assurance 
3721 Valley Centre Drive, Ste. 400 
San Diego, CA 92130 
 
Dear Dr. Bedoya-Toro: 
 
Please refer to your New Drug Application (NDA) dated December 14, 2012, received 
December 16, 2012, submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and 
Cosmetic Act, for Uceris (budesonide) 9 mg tablets. 
 
We also refer to your amendments dated March 5, 2012, and April 25, 2012, requesting a waiver 
from conducting a Thorough QT (TQT) study to support your application for NDA 203634. 
 
We have reviewed the amendments and agree that a TQT study is not needed for the following 
reasons: 
 

• Budesonide (capsules) is being marketed since 1997. The Cmax with the approved 
formulation ENTOCORT EC is slightly higher than that observed with budesonide MMX 
(tablets).  
 

• No AEs of concerns as per ICH E14 Guidance have been reported post-marketing.  
 
If you have any questions, call Kevin Bugin, Regulatory Project Manager, at (301) 796-2302. 
 

Sincerely, 
 
{See appended electronic signature page} 

 
Andrew E. Mulberg, M.D., F.A.A.P., C.P.I. 
Deputy Director 
Division of Gastroenterology and Inborn Errors Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 

 

Reference ID: 3131754



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

ANDREW E MULBERG
05/16/2012

Reference ID: 3131754



From: Bugin, Kevin
To: Maria Bedoya-Toro, Ph.D (MBedoya-Toro@santarus.com)
Cc: Bugin, Kevin; Matthew Moran (MMoran@santarus.com)
Subject: NDA 203634 Uceris (budesonide MMX) - Statistics Request for Information - April 30, 2012
Date: Monday, April 30, 2012 3:40:31 PM

Hi Maria,
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Uceris (budesonide MMX).
 
We are reviewing the statistical sections of your submission and have the following comments and
information requests. We request prompt written response in order to continue evaluation of your
NDA.
 
1.      For each study separately (Study CB-01-02/01 and Study CB-01-02/02) and combined, please

perform an analysis of remission rates for the overall ITT population (all patients randomized). 
Also, perform analyses in the following two subgroups:  “positive histology” only, and “normal
histology” only subgroups.  (Non-responder imputation should be used for dropouts only.)
 

2.      Also, for each study separately (Study CB-01-02/01 and Study CB-01-02/02) and combined,
provide in the populations defined above (ITT population, “positive histology” subgroup, and
“normal histology” subgroup) analyses based on the following criteria:

a.     Age (<65 vs. ≥65)
b.     Race
c.      Smoking status (ex-smoker vs. smoker vs. non-smoker)
d.     Country
e.     Baseline UCDAI score (4 vs. 5 vs. 6 vs. 7 vs. 8 vs. 9 vs. 10)
f.       Baseline CRP (<10 mg/L vs. ≥10 mg/L)
g.     Concomitant medication use status

[categories of concomitant medication use are:  (1) concomitant immunosuppressants
(i.e., azathioprine, MTX, or 6-MP) vs. (2) concomitant non-topical corticosteroids vs. (3)
concomitant immunosuppressants (i.e., azathioprine, MTX, or 6-MP) and/or
concomitant non-topical steroids vs. (4) neither concomitant immunosuppressants (i.e.,
azathioprine, MTX, or 6-MP) nor concomitant non-topical steroids]

 
3.   Please provide timelines for Studies CB-01-02/01 and CB-01-02/02 including dates of major

amendments to the protocols and Statistical Analysis Plans, date of first patient enrollment,
date of last patient enrollment, and date of database lock. 

 
Please let us know when you believe you can respond to the above. If you have any questions,
please do not hesitate to contact me.
 
Regards,
Kevin
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__________________________________________________
Kevin Bugin, MS, RAC
Regulatory Health Project  Manager
Division of Gastroenterology and Inborn Errors Products
CDER/Office of Drug Evaluation III
US Food and Drug Administration
10903 New Hampshire Ave
Silver Spring, MD 20993-002
P-301-796-2302  
F-301-796-9904  
+++++++++++++++++++++++++++++++++++++++++++++++++++ 
If you are  not the intended recipient you are  hereby notified that any review, disclosure, dissemination,  copying, or other action based on the content of
this communication is not authorized.  If you have received this document in error, please notify us immediately by telephone at  (301) 796-2302 or by
return e-mail.

This communication is consistent  with 21CFR10.85(k)  and constitutes an informal communication that represents our best judgment at  this time but
does not constitute an advisory opinion,  does not necessarily represent the formal position of the FDA, and does not bind or otherwise obligate or
commit the agency to the views expressed.

ü Please consider the environment before you print.
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From: Bugin, Kevin
To: Matthew Moran (MMoran@santarus.com)
Cc: Bugin, Kevin
Subject: NDA 203634 Uceris (budesonide MMX) - Clinical/Statistics Request for Information - April 23, 2012
Date: Monday, April 23, 2012 5:30:46 PM

Hi Matt,
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Uceris (budesonide MMX).
 
We are reviewing the clinical and statistical sections of your submission and have the following
comments and information requests. We request prompt written response in order to continue
evaluation of your NDA.
 

For Study CB-01-02/01 and Study CB-01-02/02:
 

1.      Provide specific details on what the GCP violations were (i.e. exactly what were the
problems with data integrity) for your pivotal studies.

 
2.      Describe exactly what criteria were used to define “normal histology”.

 
3.      For all patients excluded from your ITT population defined as all patients randomized

(patients with normal histology, infectious colitis and GCP violations), please provide a
tabulation (and SAS XPT data file) of:
 
Patient ID #
Country and study site
Treatment group
Demographic Data
Criteria used to define active UC
UC history
Each Histology finding (with number of days into study included)
Each UCDAI score (with number of days into study included)
# of days into study when patient was excluded
Indicator variable denoting if Normal histology. (yes/no)
Indicator variable denoting if GCP violation. (yes/no)
Indicator variable denoting if infectious colitis  (yes/no)

 
We request that you respond to this request for additional information, no later than May 04,
2012. If you have any questions, please do not hesitate to contact me.
 
Regards,
Kevin
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__________________________________________________
Kevin Bugin, MS, RAC
Regulatory Health Project  Manager
Division of Gastroenterology and Inborn Errors Products
CDER/Office of Drug Evaluation III
US Food and Drug Administration
10903 New Hampshire Ave
Silver Spring, MD 20993-002
P-301-796-2302  
F-301-796-9904  
+++++++++++++++++++++++++++++++++++++++++++++++++++ 
If you are  not the intended recipient you are  hereby notified that any review, disclosure, dissemination,  copying, or other action based on the content of
this communication is not authorized.  If you have received this document in error, please notify us immediately by telephone at  (301) 796-2302 or by
return e-mail.

This communication is consistent  with 21CFR10.85(k)  and constitutes an informal communication that represents our best judgment at  this time but
does not constitute an advisory opinion,  does not necessarily represent the formal position of the FDA, and does not bind or otherwise obligate or
commit the agency to the views expressed.

ü Please consider the environment before you print.
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 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 203634 

PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
 
 
Santarus, Inc. 
3721 Valley Centre Drive 
Suite 400 
San Diego, CA 92130 
 
 
ATTENTION:             Mathew E. Moran 

Senior Director, Regulatory Affairs 
 
Dear Mr. Moran: 
 
Please refer to your New Drug Application (NDA) dated December 14, 2011, received 
December 16, 2011, submitted under section 505(b)(2) of the Federal Food, Drug, and Cosmetic 
Act for Budesonide Tablets, 9 mg. 
 
We also refer to your January 19, 2012, correspondence, received January 20, 2012, requesting 
review of your proposed proprietary name, Uceris.  We have completed our review of the 
proposed proprietary name, Uceris and have concluded that it is acceptable.  
 
The proposed proprietary name, Uceris will be re-reviewed 90 days prior to the approval of the 
NDA. If we find the name unacceptable following the re-review, we will notify you. 
 
If any of the proposed product characteristics as stated in your January 20, 2012 submission are 
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review.  
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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, call Nitin M. Patel, Safety Regulatory Project Manager in the 
Office of Surveillance and Epidemiology, at (301) 796-5412.   For any other information 
regarding this application, contact the Office of New Drugs (OND) Regulatory Project Manager, 
Kevin Bugin at (301) 796-2302 
 
 

Sincerely, 
 
{See appended electronic signature page}   
      
Carol Holquist, 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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From: Bugin, Kevin
To: Matthew Moran (MMoran@santarus.com)
Cc: Maria Bedoya-Toro, Ph.D (MBedoya-Toro@santarus.com); Bugin, Kevin
Subject: NDA 203634 Uceris (budesonide MMX) - Statistics Request for Information - March 01, 2012
Date: Thursday, March 01, 2012 2:58:12 PM

Hi Matt,
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Uceris (budesonide MMX).
 
We are reviewing the statistical sections of your submission and have the following comments and
information requests. We request prompt written response in order to continue evaluation of your
NDA.
 

1.      It was found that for Study CB-01-02/01 and Study CB-01-02/02, the ITT population
defined in the clinical reports deviated from that defined in the protocols and Statistical
Analysis Plan.
 

a.      Provide the protocol specified ITT analysis of primary efficacy endpoint for Study
CB-01-02/01 and Study CB-01-02/02.
 

b.      Explain why the ITT population defined in the clinical reports deviated from that
defined in the protocols and Statistical Analysis Plan.

 
If you have questions, please do not hesitate to contact me.
 
Regards,
Kevin

 
__________________________________________________
Kevin Bugin, MS, RAC
Regulatory Health Project  Manager
Division of Gastroenterology and Inborn Errors Products
CDER/Office of Drug Evaluation III
US Food and Drug Administration
10903 New Hampshire Ave
Silver Spring, MD 20993-002
P-301-796-2302  
F-301-796-9904  
+++++++++++++++++++++++++++++++++++++++++++++++++++ 
If you are  not the intended recipient you are  hereby notified that any review, disclosure, dissemination,  copying, or other action based on the content of
this communication is not authorized.  If you have received this document in error, please notify us immediately by telephone at  (301) 796-2302 or by
return e-mail.

This communication is consistent  with 21CFR10.85(k)  and constitutes an informal communication that represents our best judgment at  this time but
does not constitute an advisory opinion,  does not necessarily represent the formal position of the FDA, and does not bind or otherwise obligate or
commit the agency to the views expressed.

ü Please consider the environment before you print.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
NDA 203634 
 FILING COMMUNICATION 
 
Santarus, Inc. 
Attention: Maria Bedoya-Toro, Ph.D., M.B.A. 
Vice President, Regulatory Affairs and Quality Assurance 
3721 Valley Centre Drive, Ste. 400 
San Diego, CA 92130 
 
Dear Dr. Bedoya-Toro: 
 
Please refer to your New Drug Application (NDA) dated December 14, 2012, received 
December 16, 2012, submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and 
Cosmetic Act, for Uceris (budesonide) 9 mg tablets. 
 
We also refer to your amendments dated January 20, 2012, January 27, 2012, February 10, 2012, 
and February 24, 2012. 
 
We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 CFR 314.101(a), this 
application is considered filed 60 days after the date we received your application.  The review 
classification for this application is Standard.  Therefore, the user fee goal date is  
October 16, 2012. 
 
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 commitment requests by September 12, 2012. 
 
At this time, we are notifying you that, we have not identified any potential review issues.  
Please note that our filing review is only a preliminary evaluation of the application and is not 
indicative of deficiencies that may be identified during our review. 
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During our preliminary review of your submitted labeling, we have identified the following 
labeling format issues: 
 
Highlights of Prescribing Information: 
 

1. Each summarized statement must reference the section(s) or subsection(s) of the Full 
Prescribing Information (FPI) that contains more detailed information [see 21 CFR 
201.56(d)(3)]. 

2. The required verbatim statement, “These highlights do not include all the information 
needed to use (insert name of drug product in UPPER CASE) safely and effectively. 
See full prescribing information for (insert name of drug product in UPPER 
CASE)” is duplicated in the SPL version of the labeling and should be corrected. [see 21 
CFR 201.57(a)(1)] 

3. If a product belongs to an established pharmacologic class, the following statement is 
required in HL: [Drug/Biologic Product) is a (name of class) indicated for 
(indication(s)].” Identify the established pharmacologic class for the drug at:   
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/ucm162549.h
tm. [see 21 CFR 201.57(a)(6)] 

4. The required verbatim bolded statement, “To report SUSPECTED ADVERSE 
REACTIONS, contact (insert name of manufacturer) at (insert manufacturer’s 
phone number) or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch” is duplicated 
in the SPL version of the labeling and should be corrected. [see 21 CFR 
201.57(a)(11)(ii)]  

5. There must reference to any FDA-approved patient labeling, including the type of patient 
labeling. The statement “See FDA-approved patient labeling (insert type of patient 
labeling).” should appear at the beginning of Section 17 for prominence. For example: 
 “See FDA-approved patient labeling (Patient Information)" 
 [see 21 CFR 201.57(a)(14)] 
 

We request that you resubmit labeling that addresses these issues by March 20, 2012.  The 
resubmitted labeling will be used for further labeling discussions. 
 
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: 
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Food and Drug Administration  
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion (OPDP) 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
 

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. 
 
We acknowledge receipt of your request for a  studies for this application. 
As noted in the FDA information request dated February 13, 2012, we do not agree with the 
rationale you have provided for a request for a . Within 30 days 
of the date of this letter, submit a partial waiver request and a pediatric development plan for the 
pediatric age groups not covered by a partial waiver request. All waiver requests must include 
supporting information and documentation.  A pediatric drug development plan must address the 
indication(s) proposed in this application. 
 
Pediatric studies conducted under the terms of section 505B of the Federal Food, Drug, and 
Cosmetic Act (the Act) may also qualify for pediatric exclusivity under the terms of section 
505A of the Act.  If you wish to qualify for pediatric exclusivity please consult the Division of 
Gastroenterology and Inborn Errors Products.  Please note that satisfaction of the requirements in 
section 505B of the Act alone may not qualify you for pediatric exclusivity under 505A of the 
Act. 

Reference ID: 3094066

(b) (4)

(b) (4)



NDA 203634 
Page 4 
 
 
 
If you have any questions, call Kevin Bugin, Regulatory Project Manager, at (301) 796-2302. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Andrew E. Mulberg, MD, FAAP, CPI 
Deputy Director 
Division of Gastroenterology and Inborn Errors Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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From: Bugin, Kevin
To: Matthew Moran (MMoran@santarus.com)
Cc: Maria Bedoya-Toro, Ph.D (MBedoya-Toro@santarus.com); Bugin, Kevin
Subject: NDA 203634 Uceris (budesonide MMX) - Request for Information - Biopharm - January 30, 2012
Date: Monday, January 30, 2012 2:03:12 PM

Hi Matt,
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Uceris (budesonide MMX).
 
We are reviewing the quality-biopharmaceutics-sections of your submission and have the following
comment/request for information. We request prompt written response in order to continue
evaluation of your NDA.
 

1.      Provide the detailed dissolution method development report, including the following
information/data;
·        The complete dissolution profile data collected during the development and validation

of the proposed dissolution method.
·        A detailed description of the optimal in vitro dissolution methodology and the

developmental parameters (i.e., solubility data for the drug substance across the pH
range, selection of the equipment/apparatus, in vitro dissolution media,
agitation/rotation speed, pH, assay, sink conditions, etc.) that were used to identify this
method as most appropriate should be included in the report. The dissolution profile
should be complete and cover at least  of drug dissolved or whenever a plateau
(i.e., no increase over 3 consecutive time-points) is reached. We recommend using at
least twelve samples per testing variable.

·        The dissolution data (individual, mean, SD, profiles) should be reported as the
cumulative percentage of drug dissolved with time (the percentage is based on the
product’s label claim). The testing conditions used for each test should be clearly
specified.

·        Also, include the testing conducted to demonstrate the discriminating capability of the
selected test as well as the validation data for the test method (i.e., method
robustness, etc.) and analytical method (precision, accuracy, linearity, stability, etc.).

·        The chosen method should be discriminating and sensitive enough to reject lots that
would have less than acceptable clinical performance.
 

2.      Provide complete dissolution profile data (individual, mean, SD, profiles) for the biobatches
and the primary stability batches (at each tested stability time point).

 
We request that you respond to this request for information by February 14, 2012. If you have any
questions, please do not hesitate to contact me.
 
Regards,
Kevin
 

Reference ID: 3079418

(b) (4)



 
__________________________________________________
Kevin Bugin, MS, RAC
Regulatory Health Project  Manager
Division of Gastroenterology and Inborn Errors Products
CDER/Office of Drug Evaluation III
US Food and Drug Administration
10903 New Hampshire Ave
Silver Spring, MD 20993-002
P-301-796-2302  
F-301-796-9904  
+++++++++++++++++++++++++++++++++++++++++++++++++++ 
If you are  not the intended recipient you are  hereby notified that any review, disclosure, dissemination,  copying, or other action based on the content of
this communication is not authorized.  If you have received this document in error, please notify us immediately by telephone at  (301) 796-2302 or by
return e-mail.

This communication is consistent  with 21CFR10.85(k)  and constitutes an informal communication that represents our best judgment at  this time but
does not constitute an advisory opinion,  does not necessarily represent the formal position of the FDA, and does not bind or otherwise obligate or
commit the agency to the views expressed.

ü Please consider the environment before you print.
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From: Bugin, Kevin
To: Matthew Moran (MMoran@santarus.com)
Cc: Maria Bedoya-Toro, Ph.D (MBedoya-Toro@santarus.com); Bugin, Kevin
Subject: NDA 203634 Uceris (budesonide MMX) - Request for Information - January 30, 2012
Date: Monday, January 30, 2012 11:20:29 AM

Hi Matt,
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Uceris (budesonide MMX).
 
We are reviewing the quality sections of your submission and have the following comment/request
for information. We request prompt written response in order to continue evaluation of your NDA.
 

·        Please clarify your justification for your request for exclusion from having to prepare an
Environmental Assessment (EA) for NDA 203634.  The current justification references 21
CFR §25.31(a) which indicates that an EA is not required for actions that will not increase
the use of the active moiety.  However, no budesonide dosage form currently marketed
carries the same indication that NDA 203634 does (induction of remission in patients with
active, mild to moderate ulcerative colitis).  It therefore appears that approval of NDA
203634 would increase the use of budesonide, at least in a theoretical sense.  Please do
one of the following:  1) clarify how approval of NDA 203634 would not increase the use of
budesonide;  2) provide a different justification for your exclusion request;  3) submit an EA
for NDA 203634.

 
We request that you respond to this request for information by February 14, 2012. If you have any
questions, please do not hesitate to contact me.
 
Regards,
Kevin
 
 

 
__________________________________________________
Kevin Bugin, MS, RAC
Regulatory Health Project  Manager
Division of Gastroenterology and Inborn Errors Products
CDER/Office of Drug Evaluation III
US Food and Drug Administration
10903 New Hampshire Ave
Silver Spring, MD 20993-002
P-301-796-2302  
F-301-796-9904  
+++++++++++++++++++++++++++++++++++++++++++++++++++ 
If you are  not the intended recipient you are  hereby notified that any review, disclosure, dissemination,  copying, or other action based on the content of
this communication is not authorized.  If you have received this document in error, please notify us immediately by telephone at  (301) 796-2302 or by
return e-mail.

This communication is consistent  with 21CFR10.85(k)  and constitutes an informal communication that represents our best judgment at  this time but
does not constitute an advisory opinion,  does not necessarily represent the formal position of the FDA, and does not bind or otherwise obligate or
commit the agency to the views expressed.

ü Please consider the environment before you print.
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From: Bugin, Kevin
To: Matthew Moran (MMoran@santarus.com)
Cc: Maria Bedoya-Toro, Ph.D (MBedoya-Toro@santarus.com); Bugin, Kevin
Subject: NDA 203634 Uceris (budesonide MMX) - Request for Information - January 24, 2012
Date: Tuesday, January 24, 2012 1:46:31 PM

Hi Matt,
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Uceris (budesonide MMX).
 
We are reviewing the clinical sections of your submission and have the following comment/request
for information. We request prompt written response in order to continue evaluation of your NDA.
 

·        Please certify that all studies contained in the NDA submission were performed in
compliance with guidelines for Good Clinical Practice (GCP) and were conducted under the
supervision of an IRB, or IEC equivalent, with adequate informed consent procedures. For
studies that were conducted outside of the GCP, please list.

 
We request that you respond to this request for information by February 14, 2012. If you have any
questions, please do not hesitate to contact me.
 
Regards,
Kevin

__________________________________________________
Kevin Bugin, MS, RAC
Regulatory Health Project  Manager
Division of Gastroenterology and Inborn Errors Products
CDER/Office of Drug Evaluation III
US Food and Drug Administration
10903 New Hampshire Ave
Silver Spring, MD 20993-002
P-301-796-2302  
F-301-796-9904  
+++++++++++++++++++++++++++++++++++++++++++++++++++ 
If you are  not the intended recipient you are  hereby notified that any review, disclosure, dissemination,  copying, or other action based on the content of
this communication is not authorized.  If you have received this document in error, please notify us immediately by telephone at  (301) 796-2302 or by
return e-mail.

This communication is consistent  with 21CFR10.85(k)  and constitutes an informal communication that represents our best judgment at  this time but
does not constitute an advisory opinion,  does not necessarily represent the formal position of the FDA, and does not bind or otherwise obligate or
commit the agency to the views expressed.

ü Please consider the environment before you print.
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From: Bugin, Kevin
To: Matthew Moran (MMoran@santarus.com)
Cc: Maria Bedoya-Toro, Ph.D (MBedoya-Toro@santarus.com); Bugin, Kevin
Subject: NDA 203634 Uceris (budesonide MMX) - Request for Information - January 23, 2012
Date: Monday, January 23, 2012 10:46:01 AM

Hi Matt,
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Uceris (budesonide MMX).
 
We are reviewing the clinical and clinical pharmacology sections of your submission and have the
following comments and information requests. We request prompt written response in order to
continue evaluation of your NDA.
 

Please confirm that the formulation used for the clinical drug material in the phase 3 studies
is the same as the to-be-marketed formulation.
Please submit the bioanalytical method validation reports.
Please submit the electronic datasets for PK studies CRO-PK-03-105 and CRO-PK-06-178.

 
We request that you respond to these requests for information by February 14, 2012. If you have
any questions, please do not hesitate to contact me.
 
Regards,
Kevin
 

 
__________________________________________________
Kevin Bugin, MS, RAC
Regulatory Health Project  Manager
Division of Gastroenterology and Inborn Errors Products
CDER/Office of Drug Evaluation III
US Food and Drug Administration
10903 New Hampshire Ave
Silver Spring, MD 20993-002
P-301-796-2302  
F-301-796-9904  
+++++++++++++++++++++++++++++++++++++++++++++++++++ 
If you are  not the intended recipient you are  hereby notified that any review, disclosure, dissemination,  copying, or other action based on the content of
this communication is not authorized.  If you have received this document in error, please notify us immediately by telephone at  (301) 796-2302 or by
return e-mail.

This communication is consistent  with 21CFR10.85(k)  and constitutes an informal communication that represents our best judgment at  this time but
does not constitute an advisory opinion,  does not necessarily represent the formal position of the FDA, and does not bind or otherwise obligate or
commit the agency to the views expressed.

ü Please consider the environment before you print.
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NDA 203634  

NDA ACKNOWLEDGMENT 
 
Santarus, Inc. 
Attention: Maria Bedoya-Toro, Ph.D., M.B.A. 
Vice President, Regulatory Affairs and Quality Assurance 
3721 Valley Centre Drive, Ste. 400 
San Diego, CA 92130 
 
Dear Dr. Bedoya-Toro: 
 
We have received your New Drug Application (NDA) submitted pursuant to section 505(b)(2) of 
the Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 
 
Name of Drug Product: Uceris (Budesonide MMX) 9 mg Tablets 
 
Date of Application: December 14, 2011 
 
Date of Receipt: December 16, 2011 
 
Our Reference Number:  NDA 203634 
 
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 February 14, 2012, 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: 
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Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Gastroenterology and Inborn Errors Products 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
 

All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound.  The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area.  Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  
Non-standard, large pages should be folded and mounted to allow the page to be opened for 
review without disassembling the jacket and refolded without damage when the volume is 
shelved.  Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  For additional information, please see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm. 
 
If you have any questions, call me, at (301) 796-2302. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Kevin Bugin, M.S., R.A.C. 
Regulatory Health Project Manager 
Division of Gastroenterology and Inborn Errors Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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