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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/BLA # 
Product Name: 

203634 

 
PMR/PMC Description: 

 
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. 

 
PMR/PMC Schedule Milestones: Final Protocol Submission:  09/2013 
 Study/Trial Completion:  06/2016 
 Final Report Submission:  09/2016 
 Other:        N/A 
 

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 
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- 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. 

See the description in Section 1. 

 
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) 
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 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? 
 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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INFORMATION PROVIDED VIA RELIANCE  
(LISTED DRUG OR LITERATURE) 

 
2) List the information essential to the approval of the proposed drug that is provided by reliance 

on our previous finding of safety and efficacy for a listed drug or by reliance on published 
literature.  (If not clearly identified by the applicant, this information can usually be derived 
from annotated labeling.) 

  
Source of information* (e.g., 
published literature, name of 
referenced product) 

Information provided (e.g., 
pharmacokinetic data, or specific 
sections of labeling) 

Entocort EC (NDA 021324) See labeling:  
Section 2.1 Hepatic Insufficiency,  
Section 2.2 CYP3A4 Inhibitors,  
Section 4 Contraindications,  
Section 5 Warnings and Precautions, 
Section 6.2 Postmarketing Experience, 
Section 7 Drug Interactions,  
Section 8 Use in Specific Populations, 
Section 10, Overdosage,  
Section 12 Clinical Pharmacology, 
Section 13 Nonclinical Toxicology 

  

 *each source of information should be listed on separate rows 
 
3) Reliance on information regarding another product (whether a previously approved product 

or from published literature) must be scientifically appropriate.  An applicant needs to 
provide a scientific “bridge” to demonstrate the relationship of the referenced and proposed 
products.  Describe how the applicant bridged the proposed product to the referenced 
product(s).  (Example: BA/BE studies) 

 
The bridging study is Study CRO-PK-06-178 (an open-label, randomized, single-center, 
single-dose, three-way cross-over, exploratory study in 12 healthy male and female 
subjects under fasting condition to compare the bioavailability and PK profile of a new 
MMX 9 mg budesonide extended release tablets formulation vs. the market reference 
formulation, Entocort® EC 3 mg × 3 capsules and vs. MMX 6 mg budesonide extended 
release tablets). 
 

 
 

RELIANCE ON PUBLISHED LITERATURE 
 
4) (a) Regardless of whether the applicant has explicitly stated a reliance on published literature 

to support their application, is reliance on published literature necessary to support the 
approval of the proposed drug product (i.e., the application cannot be approved without the 
published literature)? 

                                                                                                                   YES        NO 
If “NO,” proceed to question #5. 

 
(b) Does any of the published literature necessary to support approval identify a specific (e.g., 
brand name) listed drug product?  
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                                                                                                                   YES        NO 
If “NO”, proceed to question #5. 

If “YES”, list the listed drug(s) identified by name and answer question #4(c).   
 

(c) Are the drug product(s) listed in (b) identified by the applicant as the listed drug(s)? 
                                                                                                                   YES        NO 
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RELIANCE ON LISTED DRUG(S) 
 
Reliance on published literature which identifies a specific approved (listed) drug constitutes 

reliance on that listed drug.  Please answer questions #5-9 accordingly. 
 

5) Regardless of whether the applicant has explicitly referenced the listed drug(s), does the 
application rely on the finding of safety and effectiveness for one or more listed drugs 
(approved drugs) to support the approval of the proposed drug product (i.e., the application 
cannot be approved without this reliance)? 

If “NO,” proceed to question #10. 
 
6) Name of listed drug(s) relied upon, and the NDA/ANDA #(s).  Please indicate if the applicant 

explicitly identified the product as being relied upon (see note below):  
 

Name of Drug NDA/ANDA # Did applicant 
specify reliance on 
the product? (Y/N) 

Entocort EC NDA 021324 Y 

   

 
Applicants should specify reliance on the 356h, in the cover letter, and/or with their patent 

certification/statement.  If you believe there is reliance on a listed product that has not been 
explicitly identified as such by the applicant, please contact the (b)(2) review staff in the 

Immediate Office, Office of New Drugs. 
 
7) If this is a (b)(2) supplement to an original (b)(2) application, does the supplement rely upon 

the same listed drug(s) as the original (b)(2) application? 
                                                                                           N/A             YES        NO 

If this application is a (b)(2) supplement to an original (b)(1) application or not a supplemental 
application, answer “N/A”. 

If “NO”, please contact the (b)(2) review staff in the Immediate Office, Office of New Drugs. 
 

8) Were any of the listed drug(s) relied upon for this application: 
a) Approved in a 505(b)(2) application? 

                                                                                                                   YES        NO 
If “YES”, please list which drug(s). 

Name of drug(s) approved in a 505(b)(2) application:       
 

b) Approved by the DESI process? 
                                                                                                                   YES        NO 

If “YES”, please list which drug(s). 
Name of drug(s) approved via the DESI process:       
 

c) Described in a monograph? 
                                                                                                                   YES        NO 

If “YES”, please list which drug(s). 
 

                                                                                                                   YES        NO 
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Name of drug(s) described in a monograph: Budesonide 
 

d) Discontinued from marketing? 
                                                                                                                   YES        NO 

If “YES”, please list which drug(s) and answer question d) i. below.   
If “NO”, proceed to question #9. 

Name of drug(s) discontinued from marketing:       
 

i) Were the products discontinued for reasons related to safety or effectiveness? 
                                                                                                                   YES        NO 

(Information regarding whether a drug has been discontinued from marketing for 
reasons of safety or effectiveness may be available in the Orange Book.  Refer to 
section 1.11 for an explanation, and section 6.1 for the list of discontinued drugs.  If 
a determination of the reason for discontinuation has not been published in the 
Federal Register (and noted in the Orange Book), you will need to research the 
archive file and/or consult with the review team.  Do not rely solely on any 
statements made by the sponsor.) 
 

9) Describe the change from the listed drug(s) relied upon to support this (b)(2) application (for 
example, “This  application provides for a new indication, otitis media” or “This application 
provides for a change in dosage form, from capsule to solution”). 
 
This application provides for a new indication, induction of remission in active, mild to 
moderate ulcerative colitis, and a new strength of 9 mg.  

 
The purpose of the following two questions is to determine if there is an approved drug product 
that is equivalent or very similar to the product proposed for approval that should be referenced 
as a listed drug in the pending application. 
 
The assessment of pharmaceutical equivalence for a recombinant or biologically-derived product 
and/or protein or peptide product is complex. If you answered YES to question #1, proceed to 
question #12; if you answered NO to question #1, proceed to question #10 below.  
 
10) (a) Is there a pharmaceutical equivalent(s) to the product proposed in the 505(b)(2) 

application that is already approved (via an NDA or ANDA)?  
        

(Pharmaceutical equivalents are drug products in identical dosage forms that:  (1) contain 
identical amounts of the identical active drug ingredient, i.e., the same salt or ester of the 
same therapeutic moiety, or, in the case of modified release dosage forms that require a 
reservoir or overage or such forms as prefilled syringes where residual volume may vary, 
that deliver identical amounts of the active drug ingredient over the identical dosing period; 
(2) do not necessarily contain the same inactive ingredients; and (3) meet the identical 
compendial or other applicable standard of identity, strength, quality, and purity, including 
potency and, where applicable, content uniformity, disintegration times, and/or dissolution 
rates. (21 CFR 320.1(c)).  

  
Note that for proposed combinations of one or more previously approved drugs, a pharmaceutical 
equivalent must also be a combination of the same drugs. 
 

                                                                                                                   YES        NO 
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 If “NO” to (a) proceed to question #11. 
If “YES” to (a), answer (b) and (c) then proceed to question #12.  

  
(b) Is the pharmaceutical equivalent approved for the same indication for which the 
505(b)(2) application is seeking approval? 

                                                                                                                   YES         NO 
           

(c)  Is the listed drug(s) referenced by the application a pharmaceutical equivalent? 
                                                                                                                         YES         NO 

 
If “YES” to (c) and there are no additional pharmaceutical equivalents listed, proceed to 
question #12. 
If “NO” or if there are additional pharmaceutical equivalents that are not referenced by the 
application, list the NDA pharmaceutical equivalent(s); you do not have to individually list all 
of the products approved as ANDAs, but please note below if approved approved generics are 
listed in the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, 
Office of New Drugs. 
 
Pharmaceutical equivalent(s):       
 
 

11) (a) Is there a pharmaceutical alternative(s) already approved (via an NDA or ANDA)? 
 

(Pharmaceutical alternatives are drug products that contain the identical therapeutic moiety, or its 
precursor, but not necessarily in the same amount or dosage form or as the same salt or ester. Each 
such drug product individually meets either the identical or its own respective compendial or other 
applicable standard of identity, strength, quality, and purity, including potency and, where applicable, 
content uniformity, disintegration times and/or dissolution rates.  (21 CFR 320.1(d))  Different dosage 
forms and strengths within a product line by a single manufacturer are thus pharmaceutical 
alternatives, as are extended-release products when compared with immediate- or standard-release 
formulations of the same active ingredient.)     
 
Note that for proposed combinations of one or more previously approved drugs, a pharmaceutical 
alternative must also be a combination of the same drugs. 

 
                                                                                                                YES        NO 

If “NO”, proceed to question #12.   
 

(b)  Is the pharmaceutical alternative approved for the same indication for which the 
505(b)(2) application is seeking approval? 
                                                                                                                         YES         NO 

  
(c)  Is the approved pharmaceutical alternative(s) referenced as the listed drug(s)? 

                                                                                                                   YES        NO 
              

If “YES” and there are no additional pharmaceutical alternatives listed, proceed to question 
#12. 
If “NO” or if there are additional pharmaceutical alternatives that are not referenced by the 
application, list the NDA pharmaceutical alternative(s); you do not have to individually list all 
of the products approved as ANDAs, but please note below if approved generics are listed in 
the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, Office of 
New Drugs. 
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Pharmaceutical alternative(s):  

RHINOCORT NDA-020746;  
SYMBICORT NDA-21929;  
PULMICORT NDA 020441;  
PULMICORT FLEXHALER NDA-21949;  
PULMICORT RESPULES NDA-020929;  
Generics available; 

 
PATENT CERTIFICATION/STATEMENTS 

 
12) List the patent numbers of all unexpired patents listed in the Orange Book for the listed 

drug(s) for which our finding of safety and effectiveness is relied upon to support approval of 
the (b)(2) product. 

 
Listed drug/Patent number(s):   Entocort EC-Patent No: 5643602 
     

                                           No patents listed  proceed to question #14   
   
13) Did the applicant address (with an appropriate certification or statement) all of the unexpired 

patents listed in the Orange Book for the listed drug(s) relied upon to support approval of the 
(b)(2) product? 

                                                                                                                     YES       NO 
If “NO”, list which patents (and which listed drugs) were not addressed by the applicant. 

 
Listed drug/Patent number(s):        
 
 

14) Which of the following patent certifications does the application contain?  (Check all that 
apply and identify the patents to which each type of certification was made, as appropriate.) 
 

  No patent certifications are required (e.g., because application is based solely on 
published literature that does not cite a specific innovator product) 

 
  21 CFR 314.50(i)(1)(i)(A)(1):  The patent information has not been submitted to 

FDA. (Paragraph I certification) 
 

 
  21 CFR 314.50(i)(1)(i)(A)(2):  The patent has expired. (Paragraph II certification) 

  
Patent number(s):        

 
  21 CFR 314.50(i)(1)(i)(A)(3):  The date on which the patent will expire. (Paragraph 

III certification) 
  

Patent number(s):          Expiry date(s):       
 
  21 CFR 314.50(i)(1)(i)(A)(4):  The patent is invalid, unenforceable, or will not be 

infringed by the manufacture, use, or sale of the drug product for which the 
application is submitted. (Paragraph IV certification). If Paragraph IV certification 

Reference ID: 3243261



 

  Page 8  
Version: March 2009 

was submitted, proceed to question #15.   
 

  21 CFR 314.50(i)(3):  Statement that applicant has a licensing agreement with the 
NDA holder/patent owner (must also submit certification under 21 CFR 
314.50(i)(1)(i)(A)(4) above). If the applicant has a licensing agreement with the 
NDA holder/patent owner, proceed to question #15. 

 
  21 CFR 314.50(i)(1)(ii):  No relevant patents. 

   
 

  21 CFR 314.50(i)(1)(iii):  The patent on the listed drug is a method of use patent 
and the labeling for the drug product for which the applicant is seeking approval 
does not include any indications that are covered by the use patent as described in 
the corresponding use code in the Orange Book.  Applicant must provide a 
statement that the method of use patent does not claim any of the proposed 
indications. (Section viii statement) 

  
 Patent number(s):        
 Method(s) of Use/Code(s): 
 

15) Complete the following checklist ONLY for applications containing Paragraph IV 
certification and/or applications in which the applicant and patent holder have a licensing 
agreement: 

 
(a) Patent number(s):  5643602 
(b) Did the applicant submit a signed certification stating that the NDA holder and patent 

owner(s) were notified that this b(2) application was filed [21 CFR 314.52(b)]? 
                                                                                       YES        NO 

If “NO”, please contact the applicant and request the signed certification. 
 

(c) Did the applicant submit documentation showing that the NDA holder and patent 
owner(s) received the notification [21 CFR 314.52(e)]? This is generally provided in the 
form of a registered mail receipt.  

                                                                                       YES        NO 
If “NO”, please contact the applicant and request the documentation. 

 
(d) What is/are the date(s) on the registered mail receipt(s) (i.e., the date(s) the NDA holder 

and patent owner(s) received notification): 
 

Date(s): 02/20/2012, 02/21/2012, 02/22/2012 
 

(e) Has the applicant been sued for patent infringement within 45-days of receipt of the 
notification listed above?  

 
Note that you may need to call the applicant (after 45 days of receipt of the notification) 
to verify this information UNLESS the applicant provided a written statement from the 
notified patent owner(s) that it consents to an immediate effective date of approval. 

 
YES NO  Patent owner(s) consent(s) to an immediate effective date of 

approval 
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Highlights (HL) 

GENERAL FORMAT  

1. Highlights (HL) must be in two-column format, with ½ inch margins on all sides and in a 
minimum of 8-point font.  

Comment:       

2. The length of HL must be less than or equal to one-half page (the HL Boxed Warning does not 
count against the one-half page requirement) unless a waiver has been is granted in a previous 
submission (i.e., the application being reviewed is an efficacy supplement).   

Instructions to complete this item:  If the length of the HL is less than or equal to one-half page 
then select “YES” in the drop-down menu because this item meets the requirement.  However, if 
HL is longer than one-half page:  

 For the Filing Period (for RPMs) 

 For efficacy supplements:  If a waiver was previously granted, select “YES” in the drop-
down menu because this item meets the requirement.   

 For NDAs/BLAs and PLR conversions:  Select “NO” in the drop-down menu because this 
item does not meet the requirement (deficiency).  The RPM notifies the Cross-Discipline 
Team Leader (CDTL) of the excessive HL length and the CDTL determines if this 
deficiency is included in the 74-day or advice letter to the applicant. 

 For the End-of Cycle Period (for SEALD reviewers) 

 The SEALD reviewer documents (based on information received from the RPM) that a 
waiver has been previously granted or will be granted by the review division in the 
approval letter.  

Comment:        

3. All headings in HL must be presented in the center of a horizontal line, in UPPER-CASE letters 
and bolded. 

Comment:        

4. White space must be present before each major heading in HL. 

Comment:  . 

5. Each summarized statement in HL must reference the section(s) or subsection(s) of the Full 
Prescribing Information (FPI) that contains more detailed information. The preferred format is 
the numerical identifier in parenthesis [e.g., (1.1)] at the end of each information summary (e.g. 
end of each bullet). 

Comment:        

6. Section headings are presented in the following order in HL: 

Section Required/Optional 
 Highlights Heading Required 
 Highlights Limitation Statement  Required 
 Product Title  Required  
 Initial U.S. Approval  Required 
 Boxed Warning  Required if a Boxed Warning is in the FPI 
 Recent Major Changes  Required for only certain changes to PI*  

YES 

YES 

YES 

YES 

YES 

YES 
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 Indications and Usage  Required 
 Dosage and Administration  Required 
 Dosage Forms and Strengths  Required 
 Contraindications  Required (if no contraindications must state “None.”) 
 Warnings and Precautions  Not required by regulation, but should be present 
 Adverse Reactions  Required 
 Drug Interactions  Optional 
 Use in Specific Populations  Optional 
 Patient Counseling Information Statement Required  
 Revision Date  Required 

* RMC only applies to the Boxed Warning, Indications and Usage, Dosage and Administration, Contraindications, 
and Warnings and Precautions sections. 

Comment:        

7. A horizontal line must separate HL and Table of Contents (TOC). 
Comment:        

 
HIGHLIGHTS DETAILS 
Highlights Heading 
8. At the beginning of HL, the following heading must be bolded and appear in all UPPER CASE 

letters: “HIGHLIGHTS OF PRESCRIBING INFORMATION”. 
Comment:        

 
Highlights Limitation Statement  
9. The bolded HL Limitation Statement must be on the line immediately beneath the HL heading 

and must state: “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).”  

Comment:  This statement is not placed on the line immediately beneath the HL heading. 

Product Title  

10. Product title in HL must be bolded.  

Comment:  Product title is not bolded. 

Initial U.S. Approval  

11. Initial U.S. Approval in HL must be placed immediately beneath the product title, bolded, and 
include the verbatim statement “Initial U.S. Approval:” followed by the 4-digit year. 

Comment:        

Boxed Warning  

12. All text must be bolded. 

Comment:        

13. Must have a centered heading in UPPER-CASE, containing the word “WARNING” (even if 
more than one Warning, the term, “WARNING” and not “WARNINGS” should be used) and 
other words to identify the subject of the Warning (e.g., “WARNING: SERIOUS 
INFECTIONS”). 

Comment:        

YES 

YES 

NO 

NO 

YES 

N/A 

N/A 
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14. Must always have the verbatim statement “See full prescribing information for complete boxed 
warning.” in italics and centered immediately beneath the heading. 

Comment:        

15. Must be limited in length to 20 lines (this does not include the heading and statement “See full 
prescribing information for complete boxed warning.”) 

Comment:        

16. Use sentence case for summary (combination of uppercase and lowercase letters typical of that 
used in a sentence). 

Comment:        

 

Recent Major Changes (RMC)  

17. Pertains to only the following five sections of the FPI: Boxed Warning, Indications and Usage, 
Dosage and Administration, Contraindications, and Warnings and Precautions. 

Comment:        

18. Must be listed in the same order in HL as they appear in FPI. 

Comment:        

19. Includes heading(s) and, if appropriate, subheading(s) of labeling section(s) affected by the 
recent major change, together with each section’s identifying number and date (month/year 
format) on which the change was incorporated in the PI (supplement approval date). For 
example, “Dosage and Administration, Coronary Stenting (2.2) --- 3/2012”.  

Comment:        

20. Must list changes for at least one year after the supplement is approved and must be removed at 
the first printing subsequent to one year (e.g., no listing should be one year older than revision 
date). 

Comment:        

Indications and Usage 

21. If a product belongs to an established pharmacologic class, the following statement is required in 
the Indications and Usage section of HL: “(Product) is a (name of established pharmacologic 
class) indicated for (indication)”.  

Comment:    

Dosage Forms and Strengths 

22. For a product that has several dosage forms, bulleted subheadings (e.g., capsules, tablets, 
injection, suspension) or tabular presentations of information is used. 

Comment:        

Contraindications 

23. All contraindications listed in the FPI must also be listed in HL or must include the statement 
“None” if no contraindications are known. 
Comment:        

24. Each contraindication is bulleted when there is more than one contraindication. 

N/A 

N/A 

N/A 

N/A 

N/A 

N/A 

N/A 

YES 

N/A 

YES 

N/A 
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Comment:        
 

Adverse Reactions  

25. For drug products other than vaccines, the verbatim bolded statement must be present: “To 
report SUSPECTED ADVERSE REACTIONS, contact (insert name of manufacturer) at 
(insert manufacturer’s U.S. phone number) or FDA at 1-800-FDA-1088 or 
www.fda.gov/medwatch”.  

Comment:        

Patient Counseling Information Statement  

26. Must include one of the following three bolded verbatim statements (without quotation marks):  
 

If a product does not have FDA-approved patient labeling: 

 “See 17 for PATIENT COUNSELING INFORMATION”  
 
 

If a product has FDA-approved patient labeling: 
 

 “See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling.”  

 “See 17 for PATIENT COUNSELING INFORMATION and Medication Guide.”  

 Comment:        

Revision Date 

27. Bolded revision date (i.e., “Revised: MM/YYYY or Month Year”) must be at the end of HL.   
Comment:        

 
 

Contents: Table of Contents (TOC) 
 

GENERAL FORMAT 

28. A horizontal line must separate TOC from the FPI. 
Comment:        

29. The following bolded heading in all UPPER CASE letters must appear at the beginning of TOC: 
“FULL PRESCRIBING INFORMATION: CONTENTS”. 

Comment:        

30. The section headings and subheadings (including title of the Boxed Warning) in the TOC must 
match the headings and subheadings in the FPI. 

Comment:  Subsection headings 7.1 and 7.2 are missing from the TOC. Insert.  Subsection 8.6 in 
the TOC should be "Hepatic Impairment" not "Hepatic."  By regulation, 13.1 is designated as 
"Carcinogenesis, Mutagenesis, Impairment of Fertility" not "….and Impairment of Fertility."  
Delete the word "and." Also, the title  must be deleted from 
the TOC. 

31. The same title for the Boxed Warning that appears in the HL and FPI must also appear at the 
beginning of the TOC in UPPER-CASE letters and bolded. 

Comment:        

YES 

YES 

YES 

NO 

YES 

NO 

N/A 
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32. All section headings must be bolded and in UPPER CASE.  

Comment:  The section headings in the TOC appear in title case and are not bolded.   

33. All subsection headings must be indented, not bolded, and in title case. 

Comment:        

34. When a section or subsection is omitted, the numbering does not change.  

Comment:        

35. If a section or subsection from 201.56(d)(1) is omitted from the FPI and TOC, the heading 
“FULL PRESCRIBING INFORMATION: CONTENTS” must be followed by an asterisk 
and the following statement must appear at the end of TOC: “*Sections or subsections omitted 
from the Full Prescribing Information are not listed.”  

Comment:  The statement is missing at the end of the TOC.  Insert. 
 

Full Prescribing Information (FPI) 

GENERAL FORMAT 

36. The following heading must appear at the beginning of the FPI in UPPER CASE and bolded: 
“FULL PRESCRIBING INFORMATION”.  

Comment:  The heading is not bolded. 

37. All section and subsection headings and numbers must be bolded. 

Comment:        

 

38. The bolded section and subsection headings must be named and numbered in accordance with 
21 CFR 201.56(d)(1) as noted below. If a section/subsection is omitted, the numbering does not 
change. 

 

Boxed Warning 
1  INDICATIONS AND USAGE 
2  DOSAGE AND ADMINISTRATION 
3  DOSAGE FORMS AND STRENGTHS 
4  CONTRAINDICATIONS 
5  WARNINGS AND PRECAUTIONS 
6  ADVERSE REACTIONS 
7  DRUG INTERACTIONS 
8  USE IN SPECIFIC POPULATIONS 

8.1 Pregnancy 
8.2 Labor and Delivery 
8.3 Nursing Mothers 
8.4 Pediatric Use 
8.5 Geriatric Use 

9  DRUG ABUSE AND DEPENDENCE 
9.1 Controlled Substance 
9.2 Abuse 
9.3 Dependence 

10  OVERDOSAGE 
11  DESCRIPTION 
12  CLINICAL PHARMACOLOGY 

NO 

YES 

YES 

NO 

NO 

YES 

NO 
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12.1 Mechanism of Action 
12.2 Pharmacodynamics 
12.3 Pharmacokinetics 
12.4 Microbiology (by guidance) 
12.5 Pharmacogenomics (by guidance) 

13  NONCLINICAL TOXICOLOGY 
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility 
13.2 Animal Toxicology and/or Pharmacology 

14  CLINICAL STUDIES 
15  REFERENCES 
16  HOW SUPPLIED/STORAGE AND HANDLING 
17  PATIENT COUNSELING INFORMATION 

Comment:  Delete the word "and" from subsection heading 13.1. 

 

39. FDA-approved patient labeling (e.g., Medication Guide, Patient Information, or Instructions for 
Use) must not be included as a subsection under Section 17 (Patient Counseling Information). 
All patient labeling must appear at the end of the PI upon approval. 

Comment:    

40. The preferred presentation for cross-references in the FPI is the section heading (not subsection 
heading) followed by the numerical identifier in italics.  For example, “[see Warnings and 
Precautions (5.2)]”. 

Comment:        

41. If RMCs are listed in HL, the corresponding new or modified text in the FPI sections or 
subsections must be marked with a vertical line on the left edge. 

Comment:         

FULL PRESCRIBING INFORMATION DETAILS 
 

Boxed Warning 

42. All text is bolded. 

Comment:        

43. Must have a heading in UPPER-CASE, containing the word “WARNING” (even if more than 
one Warning, the term, “WARNING” and not “WARNINGS” should be used) and other words 
to identify the subject of the Warning (e.g., “WARNING: SERIOUS INFECTIONS”). 

Comment:        

44. Use sentence case (combination of uppercase and lowercase letters typical of that used in a 
sentence) for the information in the Boxed Warning. 

Comment:        

Contraindications 
45. If no Contraindications are known, this section must state “None”. 

Comment:        

Adverse Reactions  

46. When clinical trials adverse reactions data is included (typically in the “Clinical Trials 
Experience” subsection of Adverse Reactions), the following verbatim statement or appropriate 
modification should precede the presentation of adverse reactions: 

YES 

YES 

N/A 

N/A 

N/A 

N/A 

N/A 

YES 
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“Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical 
trials of another drug and may not reflect the rates observed in clinical practice.” 

 

Comment:        
 

47. When postmarketing adverse reaction data is included (typically in the “Postmarketing 
Experience” subsection of Adverse Reactions), the following verbatim statement or appropriate 
modification should precede the presentation of adverse reactions: 

 

“The following adverse reactions have been identified during post-approval use of (insert drug 
name).  Because these reactions are reported voluntarily from a population of uncertain size, it 
is not always possible to reliably estimate their frequency or establish a causal relationship to 
drug exposure.” 

 

Comment:        
 

Patient Counseling Information 

48. Must reference any FDA-approved patient labeling, include the type of patient labeling, and use 
one of the following statements at the beginning of Section 17: 

 “See FDA-approved patient labeling (Medication Guide)” 
 “See FDA-approved patient labeling (Medication Guide and Instructions for Use)” 
 “See FDA-approved patient labeling (Patient Information)" 
 “See FDA-approved patient labeling (Instructions for Use)"       
 “See FDA-approved patient labeling (Patient Information and Instructions for Use)” 

Comment:       
 

YES 

YES 
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FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion  
Division of Professional Drug Promotion 
Division of Consumer Drug Promotion 

 
****Pre-decisional Agency Information**** 

    
 

Memorandum 
 
Date:  December 28, 2012 
  
To:  Kevin Bugin, Regulatory Project Manager 
  Division of Gastroenterology and Inborn Errors Products (DGIEP) 
 
From: Kendra Y. Jones, Regulatory Review Officer,  

Division of Consumer Drug Promotion (DCDP), 
Office of Prescription Drug Promotion (OPDP) 
 

CC:  Eunice Chung-Davies, Regulatory Review Officer, 
Division of Propfessional Drug Promotion (DPDP), OPDP  

  
 
Subject: NDA 203634 

OPDP labeling comments for UCERIS (budesonide) extended 
release tablets for oral use 

 
   
OPDP has reviewed the proposed draft prescribing information (PI) and patient 
information (PPI) for UCERIS (budesonide) extended release tablets for oral use 
submitted for consult on January 31, 2012.   
 
OPDP’s comments on the proposed draft PI were provided on December 20, 
2012, by Eunice Chung-Davies.   
 
OPDP has no comments on the version of the proposed draft PPI sent via email 
by Latonia Ford (RPM) on December 21, 2012.  This version of the proposed 
draft PPI is provided directly below.    
 
Thank you for the opportunity to comment on this label. 
 
 
If you have any questions regarding this proposed draft PPI, please contact 
Kendra Jones at 301-796-3917 or Kendra.jones@fda.hhs.gov. 

 1
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****Pre-decisional Agency Information**** 

    
 

Memorandum 
 
Date:  December 20, 2012 
  
To:  Kevin Bugin, Regulatory Project Manager 
  Division of Gastroenterology and Inborn Errors Products (DGIEP) 
 
From: Eunice Chung-Davies, Regulatory Review Officer,  

Division of Professional Drug Promotion (DPDP), 
Office of Prescription Drug Promotion (OPDP) 
 

Cc:  Kendra Y. Jones, Regulatory Review Officer, 
Division of Consumer Drug Promotion (DCDP), OPDP    

 
Subject: NDA 203634 

DPDP labeling comments for UCERIS (budesonide) extended 
release tablets for oral use 

 
   
DPDP has reviewed the proposed draft prescribing information (PI) for UCERIS 
(budesonide) extended release tablets for oral use submitted for consult on 
January 31, 2012.   
 
DPDP’s comments on the proposed draft PI based on the version of proposed PI 
via email from Kevin Bugin (RPM) on December 17, 2012, provided directly 
below.   
 
OPDP’s comments on the patient labeling will follow under separate cover from 
Kendra Jones. 
 
Thank you for the opportunity to comment on this label. 
 
If you have any questions regarding this proposed draft PI, please contact Eunice 
Chung-Davies at 301-796-4006 or Eunice.chung-davies@fda.hhs.gov. 
 

FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion  
Division of Professional Drug Promotion 
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M E M O R A N D U M         DEPARTMENT OF HEALTH AND HUMAN SERVICES 
                                 PUBLIC HEALTH SERVICE 
                                 FOOD AND DRUG ADMINISTRATION 

                                          CENTER FOR DRUG EVALUATION AND RESEARCH 
____________________________________________________________________________ 
 
 

CLINICAL INSPECTION SUMMARY 

 
DATE:                         December 17, 2012 
 
TO:   Kevin Bugin, Regulatory Project Manager 

 Marjorie Dannis, M.D., Medical Officer 
 
 

FROM:                        Khairy Malek, M.D., Ph.D.   
                                    Good Clinical Practice Assessment Branch 

Division of Good Clinical Practice Compliance 
       Office of Scientific Investigations 
 
THROUGH: Susan Leibenhaut, M.D. 

Acting Team Leader 
Good Clinical Practice Assessment Branch 
Division of Good Clinical Practice Compliance 
Office of Scientific Investigations 

 
  Susan Thompson, M.D. 
   Acting Branch Chief 

Good Clinical Practice Assessment Branch 
Division of Good Clinical Practice Compliance 
Office of Scientific Investigations 

  
SUBJECT:    Evaluation of Clinical Inspections 
 
NDA:                           203-634      
 
APPLICANT:  Cosmo Technologies Ltd. (Santarus, Inc.) 
 
DRUG:              Uceris (budesonide MMX) 
 
NME:              No              
 
THERAPEUTIC CLASSIFICATION: Standard   
 
INDICATIONS:   Induction of Remission in Active Mild or Moderate Ulcerative Colitis   
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CONSULTATION REQUEST DATE:  February 13, 2012 
  
REVISED CONSULT REQUEST DATE  June 21, 2012 
 
PDUFA DATE:              January 16, 2013 
                                    
I. BACKGROUND:  
 
The current treatment for ulcerative colitis (UC) is sulfasalazine and 5-aminosalisylates, but 
these agents are not effective for all patients. Budesonide is a moderately potent corticosteroid 
with low oral bioavailability due to extensive first path hepatic metabolism leading to a 
systemic bioavailability of 10-15%. To date budesonide has been evaluated for use in patients 
with inflammatory bowel disease when administered either orally as a controlled release 
formulation, or rectally as an enema. 
 
A new controlled release system, MMX extended-release tablets, characterized by a multi-
matrix structure that releases the active ingredient in the distal gastro-intestinal tract at a 
controlled rate, has been recently developed. Using budesonide in this multimatrix structure as 
an active ingredient 6 or 9 mg appears to be a more suitable formulation for the treatment of 
distal colonic lesions than existing oral budesonide formulations. Use of the MMX formulation 
in Phase I produced a homogenous and progressive distribution of budesonide through the 
colon to treat diseases located in that region such as UC and other inflammatory colorectal 
diseases. 
  
Safety information obtained in a Phase II study where budesonide-MMX 9 mg was used for 8 
weeks included the following adverse events: facial acne, low morning cortisol, urgency, 
tachycardia, headache, stomach pain, nausea, and flatulence. 
 
Two protocols were requested for inspection by the review division: 
 
1. CB-01 02/01, entitled “Efficacy and Safety of New Oral Budesonide MMX (CB-01-02) 6 

mg and 9 mg Extended Release Tablet Formulations in Patients with Mild or Moderate 
Active Colitis. A Multicenter, Double-Blind, Double-Dummy, Comparative Study versus 
Placebo, with an Additional Reference Arm Evaluating Asacol® 2400 mg” and 

 
2. CB-01-02/02 titled “Efficacy and Safety of Oral Budesonide MMX (CB-01-02) 6 mg and 9 

mg Extended Release Tablets in Patients with Mild or Moderate Active Ulcerative Colitis. 
A Multicenter, Randomized, Double-Blind, Double Dummy, Comparative Study Versus 
Placebo with an Additional Reference Arm Evaluating Entocon® EC.” 

  
The Ulcerative Colitis Disease Activity Index (UCDAI) was used to determine eligibility 
criterion and also the primary endpoint. The index consists of four components: stool 
frequency, rectal bleeding, mucosal appearance, and physicians’ rating of disease activity. 
 
Sites were originally chosen for inspection by the review division on the basis of enrollment 
and remission rates.  Sites 9004 and 1055 were chosen in the original consult. Site 9004 had a 
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large percentage of the patients who completed the study. The remission rate in the budesonide 
MMX 9 mg arm was three out of eight subjects (37.5%) and the remission rate in the placebo 
arm was one out of four subjects (25%). Site 1055 had the largest percentage of patients who 
completed the study at any site. The remission rate in the budesonide MMX 9 mg arm was two 
out of ten subjects (20%) and the remission rate in the placebo arm was zero out of four 
subjects (0%). Because the sponsor proposed to exclude the efficacy and safety data from four 
sites for GCP violations (Sites 1040 in Italy, Site 1106 in Russia, and Sites 1082 and 1122 in 
Slovakia), it was suggested that the number of inspections be increased in order to determine 
whether the extent of GCP violations was more widespread than stated by the sponsor. 
Additional sites were chosen for inspection based on numbers of subjects enrolled, whether the 
site had been audited by the sponsor and the results, and feasibility of completion of 
inspections in a timely manner. Specifically, Slovakia Site 1122 was chosen because it was a 
site that was audited and recommended for exclusion by the sponsor and Poland Site 1059 was 
chosen because it was a site that was audited by the sponsor and was not recommended for 
exclusion by the sponsor (see details in Section III Review of Sponsor Audit Reports). In the 
amendment to the NDA submitted on May 3, 2012, the sponsor stated that a sensitivity 
analysis was conducted to determine whether the exclusion of the efficacy data from the four 
sites had any impact on the results of the study. According to the sponsor, an analysis in which 
the subject remission data from the four sites was set to non-responder and an analysis with the 
remission status as reported by the sites both demonstrated the superiority of Uceris 9 mg 
compared to placebo. 
 
In this clinical inspection summary (CIS), Section II is the of a review of the inspected sites in 
the table on page 4, Section III is a review of the audits submitted by the sponsor to the NDA 
on August 3, 2012, and Section IV contains OSI’s conclusions based on the results of the 
review of the inspection reports and the audits. 
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II. FDA INSPECTION RESULTS (by Site):  
 
Name of CI/ Sponsor and 
Location 

Protocol #  
# of Subjects 
Site # 

Inspection 
Date 

Final Classification 
 

Neil Cohen, M.D. 
S. Jersey Gastroenterology 
406 Lippincott Dr., Suite E 
Marlton, NJ 08053 

CB-01-02/01 
10 Subjects 
Site 5005 

August 2 to 
13, 2012 

VAI 

Tawfik Chami, M.D. 
Florida Medical Clinic 
38135 Market Square 
Zephyrhills, FL 33542 

CB-01-02/01 
9 Subjects 
Site 5003 

August 6 to 
8, 2012 

NAI 

Umesh Jalihal, M.D. 
Kamataka 
Gastroenterology Center 
887 Dr. Modi Hospital, 
RD., Basaveshwarnagar 
Bangalore-Kamataka, India 

CB-01-02/01 
20 Subjects 
Site 9004 

September 9 
to 13, 2012 

VAI 

Limas Kupcinskas, M.D. 
Kaunas Medical University 
Hospital, Eiveniu 2, 
Kaunas, LT 50009, 
Lithuania 

CB-01-02/02  
27 Subjects 
Site 1055 

September 3 
to 9, 2012 

VAI 

Robert Petryka, M.D. 
VIVAMED, ul. Zamiejska 
17, Warszawa, Poland 

CB-01-02/02 
17 Subjects 
Site 1059 

September 
10 to 14, 
2012 

NAI 

Dr. Ivan Bunganic 
Gastro I, s.r.o. Puskinova 
18, Presov, 08001 
Slovakia 

CB-01 02/02 
22 Subjects 
Site # 1122 
 

September 
24 to 28, 
2012 

Pending (Preliminary 
classification VAI) 

Sponsor:  
Cosmo Technologies 
Ltd./Santarus, Inc. 
San Diego, CA 

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

November 26 
to 29 and 
December 5, 
2012 

Pending (Preliminary 
classification NAI) 

 
Key to Classifications 
NAI = No deviation from regulations.  
VAI = Deviation(s) from regulations.  
OAI = Significant deviations from regulations.  Data unreliable.   
Pending = Preliminary classification based on information in 483 or preliminary 

communication with the field; EIR has not been received from the field, and complete 
review of EIR is pending. 
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1.   Neil Cohen, M.D. 
      Marlton, NJ 08053 

 
a. What was inspected: The protocol studied at this site was CB-01-02/01. At this 

site, 13 subjects were screened, and 10 subjects were randomized. The field 
investigator reviewed the records of all subjects in the study including source 
documents and data listings.  

 
b. General observations/commentary: The first subject was consented and 

screened on December 10, 2008. Subject 002 (randomized to MMX 9mg) had a 
report of exhaustion in the diary and demonstrated a drop in Cortisol from 19.2 
at Visit 2 (before study drug) to <1.0 at Visits 3, 4, and 5. The exhaustion was 
not reported as an adverse event. Listing 16.2.8.4. in the NDA for this subject 
indicates the cortisol as “low” with “No” indicated in the clinical significance 
column.  Subject 005 (randomized to placebo) had a notation of stomach pain in 
the source documents, but this was not reported as an adverse event. Otherwise, 
there did not appear to be underreporting of adverse events. A Form FDA 483 
was issued for the following violations. 
1. The protocol for Study CB-01-02/01stated that the principal investigator (PI) or 

subinvestigator (sub-I) should sign and date the Informed Consent Documents 
(ICD). Neither the PI nor the sub-I signed the ICDs for Subjects 001, 002, 003, 004, 
005, 009, 010, 011, 012, and 013. 

2. The protocol for Study CB-01-02/01 stated that, before the study starts, the protocol 
and any written information regarding the study be provided to the patient must be 
approved by the Institutional Review Board (IRB). Even thought the Quality of Life 
in Inflammatory Bowel Disease Questionnaire (IBDQ) was submitted to the IRB 
for approval, due to an oversight by the IRB, the IBDQ was not approved until June 
3, 2009. The IBDQ was used by Subjects 001, 002, 003, 004, and 005 prior to the 
approval by the IRB. 

3. For two subjects cortisol levels were not taken between 8-10 AM as the protocol 
specifies. Subject 011 had a sample taken at 14:55 and Subject 012 had a sample 
taken at 14:00.  

4. The protocol specified that no antibiotics be used as concomitant medications. Four 
subjects used antibiotics: Subject 009 used Leviquin, Subject 011 used amoxicillin, 
Subject 002 used Cipro, and Subject 013 used Bactrim.   

 
Additional items noted in the EIR concerning study conduct: 

5. Written colonoscopy reports at Visits 1 and 5 do not consistently use the same 
terminology as all of the characteristics listed in the EIA table in the source 
documents. The FDA investigator observed no consistent correlation between the 
colonoscopy report and the results recorded on the EIA. The EIA table is not signed 
by the physician performing the colonoscopy, and there were no study notes to 
indicate that this was discussed with the physician. Dr. Cohen stated that, based on 
the colonoscopy reports which included pictures, he could correlate the two. Dr. 
Cohen also stated that he believed that the study coordinator and the subinvestigator 
performing the colonoscopy would have discussed the information. 
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6. Source documents did not have documentation indicating that the physician 
provided input to the EIA, UCDAI, and CAI assessment forms. This was not 
required by the protocol, but was requested in e-mails to study personnel. Dr. 
Cohen stated that the study coordinator would have discussed the evaluation with 
the sub-investigator.  

7. For Subjects 001, 002, and 003, UCDAI and CAI assessments for Visit 1 were 
signed and dated at Visit 1, but the information was not available until Visit 2 when 
the subject diaries were reviewed. 

8. Storage conditions are to be at 770F with excursions permitted down to 590F. The 
EIR and exhibits document one day of 58.50F and two consecutive days of 
temperature of 560F and 57.50F, in February 2009, and 2 consecutive days of 58.50F 
in March 2009. These isolated excursions are not likely to affect the stability of the 
product. 

 
c. Assessment of data integrity: The protocol violations are not expected to 

affect the validity of the data. The lack of indication of the clinical significance 
of low cortisol for Subject 002 appears to be an isolated occurrence. The 
additional observations concerning study conduct concerned poor 
documentation for the screening assessment and lack of documentation as to 
who performed the assessments. The nature of these violations is not likely to 
impact data integrity. Data generated at this site can be used in support of the 
NDA. 

 
 
2.   Tawfik Chami, M.D. 
 Zephyrhills, FL 33542 
  

a. What was inspected: The protocol studied at this site was CB-01-02/01. At this 
site, 12 subjects were screened, nine subjects were randomized, and seven 
subjects completed the study. Two subjects withdrew their consent. An audit of 
all subject records was conducted. This included subjects’ source documents, 
laboratory values, colonoscopy results, and efficacy parameter scores which 
were supported by source documents.  

 
b. General observations/commentary: The first subject was enrolled on August 

22, 2008. An audit of all subjects’ records was conducted.  No significant 
regulatory violations were noted.  The inspection reviewed subjects’ source 
documents, laboratory values, colonoscopy results, efficacy parameters, and 
assessments (CAI, UCDAI). The source documents were compared with the 
line listings and they were supported by source documents. No violations of 
federal regulations were observed.  

 
c. Assessment of data integrity: The data generated at this site can be used in support of 

the NDA. 
 

Reference ID: 3232878



Page 7                                Clinical Inspection Summary 
                                                                                                                                                  NDA  203-634, Uceris 
 
  

 

 
3.   Umesh Jalihal, M.D. 
      Bangalore, India 
 

a. What was inspected: The protocol studied at this site was CB-01-02/01. At this 
site, 23 subjects were screened, 20 were randomized, 15 subjects completed the 
study, and five subjects withdrew. The field investigator reviewed all the study 
records including IRB correspondence, informed consents, monitoring, eCRFs, 
drug accountability records, protocol violations, and inclusion/extension 
criteria.  

 
b.   General observations/commentary: The first subject was consented and 

screened on November 9, 2009. The primary efficacy endpoint data for 
remission were verified by comparing the source documents, eCRFs, and line 
listings concerning achievement of remission. There was no evidence of under-
reporting of adverse events. A Form FDA 483 was issued for the following 
violations: 
1. The investigation was not conducted in accordance with the investigational plan 

because there is no documentation of eligibility determination in the screening day 
Visit 1 notes for Subjects 9004017 and 9004022. 

Reviewer note: In his response letter of September 28, 2012, Dr. Jalihal pointed out that his 
notes are complete and contain the enumeration of eligibility criteria. It is only the statement 
“inclusion exclusion criteria reviewed met”, that is not present for these subjects. This is not 
considered a significant protocol violation, and it appears that the subjects were 
appropriately included in the trial. 

2. Failure to prepare or maintain adequate case histories: 
a. The PI Visit 1 notes were not maintained in the file for Subjects 5 and 8. 
b. The source document for Subject 1 Visit 1 Clinical Activity Index (CAI) states 

“number of stools weekly are <18”, and a score of 0, but the Visit 1 Subject diary 
reports 20 stools and a CAI score of 1. 

c. For Subject 20 the source document for Visit 1 total Endoscopic Index 
Assessments and Score (EI) of 5 is documented; however, the eCRF states a score 
of 7. 

d. For Subject 22, the source document for Visit 5 CAI has a total score of 12 but the 
eCRF has a value of 11.  

Reviewer note: In his written response of September 28, 2012, Dr. Jalihal described his 
office procedures concerning transcription of the office notes to account for the deficiency 
and the calculation of the number of stools for subject 1. He also noted that the citation “d” 
applied to Visit 3, not Visit 5. He noted that the EIA assessed on Visit 1 in January 2010 
was later revised on re-assessment in July 2010. The e-mail communication and audit trail 
were included. 
 
c.   Assessment of data integrity: These violations do not affect the validity of the data. 
     The data generated at this site can be used in support of the NDA. 
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4.   Limas Kupcinkas, M.D. 
      Kaunas, Lithuania 
 

a.   What was inspected: The protocol studied at this site was CB-01-02/02. At this 
site 27 subjects were screened and randomized, and 20 subjects completed the 
study. The field investigator reviewed the source documents, drug 
accountability records, and eCRFs for the 20 subjects. 

 
b.   General observations/commentary: There was no under-reporting of adverse events 

and the primary efficacy endpoint data contained in the source diaries was compared 
with the eCRF and no discrepancies were noted.  

1. Failure to maintain adequate and accurate records.  
a.  For most of the subjects (2, 3, 4, 5, 6, 7, 8, 9, 13, 14, 16, 17, and 23) the 

concomitant medication mesalazino was not recorded. In his response of September 
18, 2012, Dr. Kupcinskas stated that, because the protocol required that these 
medications be discontinued before the screening visit, he interpreted this to mean 
that they were not on the medication and did not enter this into the case report 
forms. He noted that this oversight was not mentioned to him by the sponsor 
monitor. 

Reviewer note: This appears to be a misinterpretation of the protocol that was not corrected by 
the monitor and applies to subjects in all arms of the study. The review division should 
determine the significance of this finding. 

b. There were 34 discrepancies in data points noted concerning items in the subject 
diary, subject vital signs, and drug returns. Most of these were in data points such as 
the CAI that is a secondary endpoint, or “no temp recorded” for source document, 
but eCRF stating 36.60C. Two of these discrepancies concerned UCDAI, the 
primary endpoint. For Subject 018 (MMX 9mg cohort), for Visit 1 the source data 
stated that the stools were more than 4/day above normal frequency and the eCRF 
stated that the stools were 1-2/day more than normal. For Subject 015 (MMX 9mg 
cohort), for Visit 5, the subject marked 3-4 times greater than normal but eCRF was 
changed to state 1-2 times normal. In his response, the CI stated that the site will 
implement preventive measures to ensure more accuracy in transcription of data 
from source to CRF. 

Reviewer note: Although there are numerous instances of transcription errors occurring, it 
appears that the subject diary items comprising the primary endpoint was correctly captured in 
all cases except for stool frequency for Subject 015. The errors above changed the stool 
frequency results to a more favorable outcome for study drug but did not change the overall 
outcome in that the subjects did not achieve remission. 
 

2. Inspection also revealed a protocol violation in that Subject 018 and Subject 
022 were enrolled with less than six month history of UC required by the 
protocol.  

Reviewer note: Enrollment of these two subjects with less than a six month history of UC was 
not cited on the Form FDA 483. These deviations were included as deviations by the sponsor 
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in the line listings submitted to the NDA, and the dates were properly documented in the 
source data and the eCRF. 

 
c.   Assessment of data integrity: The review division should determine the significance 

of the omission of the prestudy medications for UC at this site. The protocol deviations 
were reported by the sponsor and are contained in the line listings in the NDA. 
Although there were numerous transcription errors between the source diaries and the 
eCRF, there was no significant impact on the primary efficacy endpoints. The 
violations observed would not affect the validity of the data. The data generated at this 
site can be used in support of the NDA. 

 
 
5.   Robert Petryka, M.D. 

Warszawa, Poland 
 

a. What was inspected: At this site, 22 subjects were screened and 17 were 
enrolled; 5 were screen failures. The field investigator reviewed the records of 
all subjects. This included informed consent, financial disclosures, drug 
accountability records, efficacy parameters, adverse events and patient diaries. 

 
b. General observations/commentary: The first subject was screened on 

December 2, 2008. No violation of federal regulations was observed, and no For 
FDA 483 was issued. 

 
c. Assessment of data integrity: (For a discussion of the sponsor’s audit report of 

this clinical investigator site, see Section 3 page 15.) The data obtained at this 
site are reliable and can be used in support of the NDA.      

 
 

6.   Dr. Ivan Bunganic 
      Presov, Slovakia 
 

Note: Observations noted for this inspection are based on communications with the FDA 
investigator and receipt of the Form FDA 483. An inspection summary addendum will be 
generated if conclusions change upon receipt and review of the EIR. 
 
a. What was inspected: At this site, 23 subjects were screened and 22 subjects 

were enrolled. A total of 18 subjects completed the study. Records for 16 
subjects were examined during the inspection. The review included source 
documents, informed consent documents, inclusion/exclusion criteria, and drug 
accountability records.  

 
b. General observations/commentary: The first subject was randomized on 

March 18, 2009. There was no evidence of under-reporting of SAEs. There 
were inconsistencies between calculation in the source document vs. the line 
listing result for remission, for Subject 011 (placebo), Subject 019 (placebo), 
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Subject 023 (Entocort), from calculated "No" remission at site to line listings 
having "yes" remission. The FDA field inspector was told that this recalculation 
was done by the sponsor (See reviewer’s note below).  

Reviewer note: The CIs were instructed on the eCRFs to calculate the remission rate 
based on the most severe values for stool frequency and rectal bleeding recorded in the 
diary in the last 7 days. This was the value calculated at the site. However, according to 
the Statistical Analysis Plan dated July 15, 2010, the average for stool frequency and 
rectal bleeding recorded in the diary of the three days closest to the evaluation Visit 5 
was to be used. The sponsor was able to re-calculate remission with the three days 
values after the completion of the trial because the CI site had entered the diary values 
into the eCRF. As noted above, this recalculation for some subjects at the site resulted 
in two subjects in the placebo arm and one subject in the comparator arm now being in 
remission, a re-calculation that is not in favor of the study drug. 
 

A Form FDA 483 was issued for the following violations: 
1. Failure to conduct an investigation in accordance with the investigational plan: 

a. Eligibility criteria required that the subjects have a UCDAI score of > 4 and <10. 
Subject 019 had a UCDAI score of < 4 at screening. 

b. Eligibility criteria required that subjects with laboratory values greater than 2x 
upper limit of normal be excluded and Subject 022 had a GGT of 111 U/L which 
was more than twice the upper limit of normal. 

c. A washout period should have occurred immediately after screening completion. 
The following subjects had washout occur during or following the Visit 2/ 
Randomization: Subjects #001, 002, 009, and 014. 

d. The protocol required that subjects begin taking the study drug on the day of 
randomization. The following subjects did not begin taking the drug on the day of 
randomization: Subjects #001, 002, 003, 006, 014, 018, and 020. 

e. According to the protocol, morning plasma cortisol should be determined between 
8-10 AM. For the following subjects, cortisol was taken out side this window on at  
least one visit: Subject 001 (V1, 3, and 4), Subject 002 (V2), Subject 003 (V1 
through 5), Subject 006 (V2 through 5), Subject 007 (V1 through 5), Subject 008 
(V1 and 3), Subject 010 (V2 and 3), Subject 011 (V1 and 5), Subject 013 (V1 
through 5), Subject 015 (V1 through 3), and Subject 202 (V1). 

f. According to the protocol, subjects were to have oral temperatures recorded at 
specific visits.  The following subjects did not have some oral temperatures 
recorded:  Subject 001 (V1, 3, and 4), Subject 002 (V2), Subject 003 (V1 thru 5), 
Subject 006 (V2 through 5), Subject 7 (V1 through 5) Subject 008 (V1 and 3), 
Subject 010 (V2 and 3), Subject 011 (V1 and 5), Subject 013 (V1 thru 5), Subject 
015 (V1 thru 3), and Subject 019 (V1). 

 
2. Investigational drug disposition records were not adequate. Specifically, 

review of 8 of 23 records found that the Subject Investigational Product 
Inventory Form, where reconciliation of the dispensed treatment kits was 
recorded, did not match the dosage taken by the subjects as recorded in the 
subject diaries for Subjects 015 and 020.   
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3. Failure to maintain adequate and accurate records: 
a. Per the protocol, subjects were to receive their dose of study medication at the 

clinical site after blood and urine collection. Source records fail to document that 
subjects received their dosage following blood collection. 

b. Laboratory results for Subject 1 were not on file for Visit 5. 
 

c. Assessment of data integrity: (For a discussion of the sponsor’s audit report of the 
clinical investigator site, see Section 3, page 14.) There were numerous GCP violations 
at this clinical site. This site was noted by the sponsor as one of the sites that should be 
excluded from the safety and efficacy analysis. OSI’s purpose in visiting this site was 
to examine data integrity, and, the preliminary classification of this inspection is VAI. 
Based on the FDA inspection of this site, OSI cannot conclude that the GCP violations 
noted impact primary efficacy outcome or subject safety.  However, the sponsor’s audit 
findings at this site were of greater concern – see Section 3, page 16 below for further 
discussion. 

 
 
6. Sponsor/Monitor/CRO: Cosmo Technologies Ltd./Santarus, Inc. 

San Diego, CA 
 
Note: Observations noted for this inspection are based on communications with the FDA 
investigator. An inspection summary addendum will be generated if conclusions change 
upon receipt and review of the EIR. 
 
a.  What was inspected: The sponsor proposed that data generated by four sites 

participating in CB-01 02/02 be excluded from the efficacy analysis. These 
were Sites 1040 in Italy, Site 1106 in Russia, and Sites 1082 and 1122 in 
Slovakia. The field investigator reviewed the monitoring reports and plans for 
the above sites. The field investigator reviewed organization and personnel, 
financial disclosures, and drug accountability records with special attention to 
monitoring of the sites in Europe and USA.  

 
b. General observations/commentary: The field investigator noted that, at the 

sites which were excluded by the sponsor, no monitoring deficiencies were 
observed. The sponsor inspection did not reveal any violations or monitoring 
problems. 

 
c.   Assessment of Data Integrity: The sponsor inspection revealed proper 

monitoring and the data generated by the study can be used in support of the 
application. 
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III. REVIEW OF SPONSOR AUDIT REPORTS (By Site):  

 
According to the sponsor submission, at the conclusion of patient enrollment at the 80 
activated sites participating in Budesonide Clinical Study CB-01-02/02, For-Cause 
investigations identified two sites (1106 (Russia) and 1040 (Italy)) that required audits, and the 
process of Data Validation and External Data Reconciliation (ICON SOP CP05.4) identified 
five sites (Sites 1082 and 1122 in Slovakia, Site 1111 in Russia, Site 1059 in Poland, and Site 
1098 Ukraine) that required audits. The audits for the first two sites (Russia and Italy) were 
conducted by ICON, the CRO responsible for the monitoring in the study. The audits of the 
five remaining sites were conducted by an independent auditor. 
 
On May 3, 2012, in response to an information request (IR) from the review division 
requesting specific details on the GCP violations, the sponsor provided a summary of some of 
the critical findings. OSI requested the audit reports to provide a better understanding of the 
nature of the violations and the critical findings. On August 3, 2012, in response to an IR from 
the Office of Scientific Investigations, the sponsor submitted the audit reports for the seven 
Protocol CB-01 02/02 sites noted above that were audited. 
 
Reviewer note: The audits appear to have been conducted using the ICH E6 guidelines as a 
benchmark for GCP assessment. Thus, all aspects of GCP including sponsor quality assurance 
and quality control, protocol design and investigator brochure, as well as items specific to the 
clinical investigator, may be cited in an audit of a clinical trial site. Observations were rated as 
critical, major, minor or other.  
Critical: Conditions or practices were noted that adversely affect one or more of the following: 
product quality; rights, safety or well being of subjects; quality and/or integrity of the data, 
documentation or other output. Serious non-adherence to ICON procedures/ISO standards is 
also included in this level. This observation has the potential to result in significant legal and/or 
regulatory liability to ICON, and represents major non-compliance with ICON policies and/or 
procedures. 
Major: Conditions or practices were noted that represent major deviations from accepted 
standards and ICON procedures and may adversely affect one or more of the following, if 
appropriate actions are not implemented effectively: product quality; rights, safety or well 
being of subject; quality and/or integrity of the data, documentation or other output. This 
observation has the potential to result in legal and/or regulatory liability to ICON and 
represents direct noncompliance with ICON policies and/or procedures.  
Minor observations are considered “isolated observations that deviate from accepted 
standards and documented procedures and that, by the isolated observation alone, would not be 
expected to adversely affect” the rights of subjects or the quality and/or integrity of the data.  
Other observations are presented where applicable but do not require a written response. 
 
The following section contains a brief summary of each audit report. 
 
1. Italy Site 1040: 
This site had 11 subjects randomized. There were a total of 3 critical findings, 8 major 
findings, and 16 minor findings. The following are critical findings: 
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1. The principal investigator did not have adequate oversight of the study conduct or of the 
sub-investigators who were delegated responsibility in accordance with ICH GCP. The 
study assessments were conducted by the sub-Investigators who had no interaction with the 
PI. 

2. The sub-Investigator (sub-I) had not received adequate training and supervision in 
accordance with GCP. This person was not a gastroenterologist and had no training in 
assessment of the colonoscopy reports or clinical assessment related to the study. 

3. There were a number of inconsistencies concerning colonoscopy reports for three subjects 
and the overall impression is that the reports had not been reviewed before the subjects 
were enrolled: 
a. The colonoscopy reports filed for baseline appeared to have been printed out after the 

subjects had been enrolled. 
b. For two subjects, the colonoscopy results indicated that they should have been excluded 

from the study. The sub-I responsible for performing the colonoscopies had no input 
into the interpretation of the information for study purposes. 

c. The reports did not include all the required information for the purposes of the 
Endoscopic Index Assessment (EIA) and Clinical Activity Index (CAI) scoring. 

d. Several inconsistencies between the reports and the information in the eCRFs were 
noted during the audit (not specified in the report). 

The major findings concerned issues related to poor source documentation, data handling 
such that items in the source (concomitant medications, adverse events) were not entered 
into the eCRF, inconsistent completion of subject diaries, use of Asacol making a subject 
ineligible, monitoring issues, and lack of investigator oversight concerning review of 
laboratory reports. 
 

To assess data integrity at other sites in Italy, re-monitoring of completed patients was 
performed at three other Italian sites: 1038, 1043, and 1047. Discrepancies noted at these sites 
were raised and resolved. 

 
 

2. Russia Site 1106: 
This site had 11 subjects randomized. There were a total of two critical findings, six major 
findings, and five minor findings. The following are critical findings. 
1. The quality of the source data for all reviewed subjects was found to be not adequate as per 

ICH GCP requirements. There were many corrections and insertions that were in different 
color pen and were not initialed and dated. There was evidence of use of correction fluid 
(white-out) and records were not legible. 

2. Limited GCP knowledge was demonstrated during the audit review and no GCP training 
evidence was found in the study team CVs. The sub-I was not able to communicate in 
English so could not review the subject data entered, in English, into the eCRFs by the data 
manager. 

The major findings included issues related to data accuracy concerning CI review of subject 
diaries, recording of concomitant medication, site not provided with the updated Patient 
Diaries, the colonoscopy device used by this site had no valid certificate, the CI did not have 
adequate oversight of the trial, and the monitoring visit reports did not accurately reflect the 
level of non-compliance identified during the audit. 
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To assess the data integrity at other sites in Russian, site assessment visits were performed at 
Sites 1074, 1115, 1107, and 1112.  All data at Site 1114 was re-monitored by independent 
CRAs 
 
 
3. Slovakia 1082 
This site had six subjects randomized. There were a total of five critical findings, one major 
finding, and seven minor findings. The following are critical findings. 
 
1. There was no consistent GCP approach to modifications of the protocol. There were 

changes to the diary and memos to study staff concerning the use of the diary data. There 
was no plan provided concerning how to implement the changes to subjects who were 
already participating and whether the changes would be applied retrospectively.   

2. The protocol did not state how the parameters of UCDAI, CAI, and EIA should have been 
assessed or that two of them (UCDAI and CAI) should have been cross linked with diary 
data. For two subjects, Subjects 1082001 and 1082006, it was not clear who made the EIA 
assessments  

3. There were no written instructions to the CIs regarding how they should instruct the 
subjects to complete the diaries.  

4. Study notes were inadequate. Specifically, it was not accurately documented in the study 
notes which investigators had seen which subjects for each visit. The investigators 
confirmed that they cut and pasted notes from different visits. The fax machine at the site 
did not have toner, so laboratory reports were not legible. Changes were made to the notes 
without documentation of who made the changes and when. Liquid paper/correction fluid 
was used on source documents. Duplicate sets of notes had been printed for Subject 
1082005 and these had different content. 

5. There were a large number of discrepancies between the source and the eCRF data.  
The major observation concerned the lack of documentation that the PI had reviewed the 
laboratory reports at the site. A minor observation was that, in some cases, only partial or 
“short” colonoscopies were performed at Visit 5 despite the protocol requirement to perform 
“full” colonoscopies. Subjects 006 and 007 had short colonoscopies for clinical reasons. 
 
 
4. Slovakia Site 1122 
This site had 22 subjects randomized. There were a total of four critical findings, two major 
findings, and six minor findings. The following are critical findings. 
 
1. There was no consistent GCP approach to modifications of the protocol. There were 

changes to the diary and memos to study staff concerning the use of the diary data. There 
was no plan provided concerning how to implement the changes to subjects who were 
already participating and whether the changes would be applied retrospectively.   

2. The protocol did not state how the following parameters should have been assessed or that 
the UCDAI and the CAI should have been cross linked with diary data. 

3. Diary data was not consistently collected and its accuracy in the eCRF could not be 
confirmed. The subjects sometimes arrived for visits with large sections of the diaries blank 
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and the CI would assist in filling out the diary. For example, there was confusion 
concerning whether “normal” stools meant normal for the subject or normally formed. 
There was confusion concerning how to rate stool frequency. There was confusion because 
the entry of “0” for stools (normal) would not allow a description of “bloody”. 

4. It could not be confirmed that the original source data was present for all subjects and there 
was no audit trail for changes to the source data. For some source data, the notes had been 
retyped and the old versions destroyed. 

The major observation concerned the large number of discrepancies between the source and 
the eCRF data. This was considered both a site and a monitoring issue. An additional issue 
concerning monitoring is the PI confusion concerning completion of diaries and whether the 
AEs recorded in subject diaries should have been reported on the eCRF.  
A minor finding was that in some cases only partial or ‘short’ colonoscopies were performed at 
visit 5, despite the protocol requirement to perform ‘full’ colonoscopies. The PI stated that the 
following subjects had only had the short colonoscopies for clinical reasons: Subjects 0017, 
0018 and 10019. 
 
To assess the data integrity of other sites in Slovakia, the sponsor performed the following 
activities: Site assessments were performed by sponsor personnel (LCRA or PM accompanied 
by a Slovakian speaker) at all other Slovakian sites: 1081, 1083, 1104, and 1121. In addition, 
CRAs and LCRAs were trained on the audit findings. 
 
 
5. Poland Site 1059 
This site enrolled 17 subjects. The audit showed no critical findings.  
 
 
6. Ukraine Site 1098 
This site enrolled 17 subjects. The audit showed no critical findings. There was one major 
finding and one minor finding. The major finding was that appropriate written approval from 
the regulatory authorities to proceed with the trial was not seen.  
 
 
7. Russia Site 1111 
This site enrolled 22 subjects. The audit showed no critical findings.  
 
Reviewer note: OSI requested submission of these audit reports to determine whether 
systematic problems in study conduct, such as those identified at four sites by the sponsor 
preNDA submission, might impact overall study data integrity. Review of the audit reports 
provides insight into issues concerning study conduct. The Russian and Italian sites had severe 
GCP violations concerning investigator oversight. For the Slovakian sites, it appears that the 
observations concerned a lack of adequate source documentation confounded by lack of clarity 
or specificity in the protocol and poor communication between the sponsor/monitor and the 
study site. This occurred in areas concerning guidance to the subjects in completing diaries and 
guidance to the CI concerning determination of which scores to use for determination of 
eligibility and determination of remission. At those sites that did not understand the 
instructions from the sponsor and did not receive corrective feedback via monitoring, 
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numerous GCP violations were noted. From FDA inspection of the additional sites, we see that 
issues present at the Slovakian site occurred to a lesser extent, either because of better 
monitoring or better understanding by the investigative site. 
 
Assessment of Data Integrity: Although examination of the above audit reports identified 
lack of protocol clarity which resulted in some confusion in appropriate calculation of UCDAI 
scores with variable correction by monitoring, this issue was not identified at all sites audited.  
In addition, calculation of the primary endpoint at Visit 5 according to the SAP was eventually 
possible because all the diary data was collected on the CRFs.  Therefore, although GCP 
violations were detected, OSI does not consider that study wide issues impacted overall data 
integrity for this application.  The only inspections for which both a FDA inspection and an 
audit report are available are for the Bunganic site (Slovakia, Site 1122) and the Petryka site 
(Poland Site 1059).  FDA inspection did not reveal the serious GCP violations noted in the 
audit report for the Slovakian site. In addition, FDA inspections did not find any violations at 
the Polish site, and this was in agreement with the audit report.  Although the findings at the 
Bunganic site were not confirmed by our inspection, we agree that the serious GCP violations 
identified by audit at the Bunganic site merit consideration of exclusion of this site, as 
proposed by the sponsor.  
 
 

 
IV.  OVERALL ASSESSMENT OF FINDINGS AND RECOMMENDATIONS 

  
Inspection of two sites was originally requested by the review division, but, when it was 
determined that the sponsor proposed to exclude data from four sites due to GCP violations, 
inspections were expanded to additional sites to determine whether the violations were more 
extensive than described by the sponsor. Final classifications of the inspections of the domestic 
sites, Dr. Chami and Dr Cohen, are NAI and VAI respectively. Final classification of Dr. 
Petryka’s site is NAI and final classifications of the inspections for Drs. Jalihal and Kupcinskas 
are VAI. The preliminary classifications of the sponsor and Bunganic’s site are NAI and VAI 
respectively. The data generated by Drs. Chami, Cohen, Jalihal, Kupcinskas, and Petryka are 
considered reliable. Our evaluation of the audit reports did not reveal study wide deficits in 
study conduct which would have globally impacted data integrity. Although the FDA 
inspections did not find violations which merited an OAI classification at the Bunganic site, 
the GCP violations described in the audit report merit consideration for exclusion of this site, 
as proposed by the sponsor. The data generated by the remaining FDA inspected sites and 
submitted by the sponsor can be used in support of the indication. Note that the classifications 
for the inspections of Dr. Bunganic and the sponsor are preliminary, and an addendum to this 
clinical inspection summary will be written if the conclusions change upon final review.  
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CONCURRENCE: 
 

{See appended electronic signature page} 
 

Susan Leibenhaut, M.D. 
Acting Team Leader 
Good Clinical Practice Assessment Branch  
Division of Good Clinical Practice Compliance 
Office of Scientific Investigations 
 
 
{See appended electronic signature page} 
 
Susan D. Thompson, M.D. 
Acting Branch Chief  
Good Clinical Practice Assessment Branch 
Division of Good Clinical Practice Compliance 
Office of Scientific Investigations  
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       DEPARTMENT OF HEALTH AND HUMAN SERVICES 
                 PUBLIC HEALTH SERVICE 
  FOOD AND DRUG ADMINISTRATION  
    CENTER FOR DRUG EVALUATION AND RESEARCH 
 DIVISION OF CARDIOVASCULAR AND RENAL PRODUCTS 
                   
                                                                                                                                                          
Date: May 15, 2012     
 
From: CDER DCRP QT Interdisciplinary Review Team 
 
Through: Norman Stockbridge, M.D., Ph.D. 
 Division Director 
 Division of Cardiovascular and Renal Products /CDER 
 
To:  Kevin Bugin, RPM 
  DGIEP 
 
Subject: QT-IRT Consult to NDA 203634 
  
This memo responds to your consult to us dated March 15 2012 regarding a request to waive a 
TQT study. The QT-IRT received and reviewed the following materials: 

• Your consult  

• Investigator Brochure (September 2011) 

QT-IRT Comments for DGIEP 
We 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 expected with budesonide MMX 
(tablets).  

• No AEs of concerns as per ICH E14 Guidance have been reported post-marketing.  

BACKGROUND 

Budesonide is a potent, non-halogenated glucocorticoid structurally related to 16-
hydroxyprednisolone. Systemically-sparing corticosteroids such as budesonide are an attractive, 
alternative treatment option for ulcerative colitis. Budesonide is a moderately potent 
corticosteroid with low (10% to 15%) systemic bioavailability after oral administration due to 
extensive first pass hepatic metabolism to metabolites with low anti-inflammatory activity. 
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Budesonide is approved for treatment of mild to moderate active Crohn’s disease since 1997 as 
ENTOCORT EC. Approved label of ENTOCORT EC, states that the Cmax after 9 mg 
budenoside is 5 nM. 

 

Budesonide MMX exposure after 6- and 9-mg daily doses 

 

 

Reviewer’s comments: Budesonide MMX systemic exposure after 6- and 9-mg daily dose is > 1 
nM (2.5 and 3.1 nM respectively).  

SPONSOR’S RATIONALE 

From Efficacy Information Amendment, page 7 

“Santarus requests a waiver from conducting the Thorough QT (TQT) study, outlined in ICH 
E14, for the original 505(b)(2) application, NDA 203634 for UCERISTM (budesonide) 9 mg 
Tablets. The drug substance, budesonide, was originally approved in 1994 under NDA 020233 
for Rhinocort® spray. The 505(b)(2) reference drug, NDA 021324 for Entocort EC® Capsules 
was approved in 2001. Budesonide has a well characterized and safe adverse event profile as 
demonstrated by the marketed Entocort EC® Capsules. A review of the clinical trials and 
postmarketing safety information in the current Entocort EC® label does not show any increased 
risk for causing abnormalities in electrocardiograms (ECGs), including QT prolongation. (Astra 
Zeneca, 2011). In addition, there is also no evidence for any increased risk of experiencing 
cardiovascular-related adverse effects with the use of Entocort EC® (Astra Zeneca, 2011). 
UCERISTM (budesonide) 9 mg Tablets is a minimally absorbed topical steroid product. The low 
systemic availability of the product reduces the risk of systemic effects. During the clinical 
development of UCERISTM (budesonide) 9 mg Tablets, three pharmacokinetic (PK) studies 
were conducted in healthy volunteers. ECGs were recorded from patients during the screening 
and final visit of the study. The frequency of ECG abnormalities found at screening (sinus 
arrhythmia, sinus bradycardia, 1st degree atrio-ventricular block, IRBBB, left anterior hemiblock 
and left ventricle hypertrophy) did not change significantly during the study. ECGs results from 
the human PK studies can be found in Sequence 0000, CRO-01-28 Section 12.5.1.2, Sequence 
0000, CRO-PK-03-105 Section 12.5.1.2, and Sequence 0000, CRO PK-06-178 Section 12.5.1.2. 
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Santarus has also conducted a literature search with PubMed and BIOSIS using both MESH 
terms and free texts for “budesonide,” “arrhythmias, cardiac” and “heart function tests” as search 
terms. This search resulted in no relevant publications regarding any cardiotoxicities associated 
with the use of budesonide. 

“Additionally, during the nonclinical program for UCERISTM a 28 day bridging toxicology and 
toxicokinetic study was conducted in cynomolgous monkeys. The study compared UCERIS® 
(budesonide) 9 mg Tablets to the reference drug, Entocort EC® 3 mg capsules. The 
administration of UCERISTM (budesonide) 9 mg Tablets or Entocort EC® 3 mg capsules for 28 
days did not result in any direct or indirect effect on the morphology of the ECG complexes,heart 
rates, or intervals of the ECG of Cynomolgus monkeys. 

“Based on the low systemic availability, human PK data, the well-characterized postmarketing 
safety profile of Entocort EC®, literature research, and nonclinical data, Santarus requests a 
waiver from the additional TQT study for UCERIS® (budesonide) 9 mg Tablets.” 

QT-IRT Data mining  

We conducted an MGPS data mining analysis of the AERS database for AEs related to QT 
prolongation for budesonide. The signal scores (EBGM value) for all AEs described under 
“selection criteria” and related to cardiac arrhythmias were lower than 2, suggesting a weak 
signal similar to the background rate of the general population.  
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Thank you for requesting our input into the development of this product under NDA. We 
welcome more discussion with you now and in the future. Please feel free to contact us via email 
at cderdcrpqt@fda.hhs.gov 
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Department of Health and Human Services 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Surveillance and Epidemiology  

Office of Medication Error Prevention and Risk Management 

Label and Labeling Review 

Date: April 10, 2012 

Reviewer: Anne Crandall Tobenkin, PharmD.  
 Division of Medication Error Prevention and Analysis 
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1 INTRODUCTION 
This review evaluates the proposed container label and insert labeling for Uceris 
(Budesonide) for areas of vulnerability that could lead to medication errors.   

1.1 REGULATORY HISTORY 
The Division of Medication Error Prevention and Analysis evaluated the proposed 
proprietary name, Uceris, in OSE review # 2011-1390 during the IND phase. 
Subsequently the application converted to an NDA and the Applicant submitted the labels 
and labeling for approval during the NDA cycle. 

1.2 PRODUCT INFORMATION 

•   Active Ingredient: Budesonide 

• Indication of Use: induction of remission in patients with active, moderate 
ulcerative colitis 

• Route of Administration: Oral 

•   Dosage Form: Tablets 

•   Strength: 9 mg 

• Dose and Frequency of administration: One tablet once daily 

•   How Supplied: Bottles of 30  

• Storage: Room temperature 

•   Container and Closure Systems:  child-resistant safety cap 

2 METHODS AND MATERIALS REVIEWED 

Using the principles of Failure Mode and Effects Analysis1 and postmarketing 
medication error data, the Division of Medication Error Prevention and Analysis 
(DMEPA) evaluated the following: 

• Container Labels submitted December 14, 2011 

• Insert Labeling submitted  December 14, 2011 

Additionally, since this proposed product is similar to Entocort EC, a currently marketed 
Budesonide product, which has the same indication, dose, and frequency, DMEPA 
searched the FDA Adverse Event Reporting System (AERS) database to identify 
medication errors involving Entocort EC. The February 9, 2012 AERS search was 
conducted using the following search terms: active ingredient (Budesonide) and trade 

                                                      
1 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004.  
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name (Entocort) and HLGT terms (Medication Errors and Product Quality Issues).  No 
time limit was set for the search. 

All reports were screened for medication errors. Cases that did not involve medication 
errors were excluded from further analysis. Reports describing a medication error were 
screened for duplicates. All duplicates were combined into cases and further categorized 
by type of error. These cases were evaluated for all contributing factors to the error.  

All of the cases identified in the search were not relevant to the review for the following 
reasons: the cases involved intentional overdose of a product unrelated to Uceris, issues 
related to the capsule (Uceris will be tablet form as opposed to Entocort EC which is a 
capsule), lack of effect, adverse events associated with the use of Entocort EC, and 
missed or skipped doses due to financial hardship.  

3 CONCLUSIONS AND RECOMMENDATIONS  
We concur with the introduction of the proposed 9 mg strength of Budesonide because it 
allows for a one tablet dose and aligns with the current prescribing of Budesonide for the 
indication of active, mild to moderate ulcerative colitis. Review of the submitted labels 
identified that the strength statement lacks prominence and should be relocated and the 
frequency statement should be removed from the principal display panel. We advise the 
following recommendations be implemented prior to approval of this NDA:  

A. Container Label 
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 ‘budesonide, 9 mg’ statement on the back of the container 
label as it is redundant and contributes to clutter.  

If you have further questions or need clarifications, please contact Nitin Patel, OSE 
Project Manager, at 301-796-5412. 
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APPENDIX   

Appendix A: Proposed Container Labels (submitted December 15, 2011) 
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REGULATORY PROJECT MANAGER 
 PLR FORMAT LABELING REVIEW  

 
To be completed for all new NDAs, BLAs, Efficacy Supplements, and PLR Conversion 

Supplements 
 

Application: NDA 203634 
 
Name of Drug: Uceris (budesonide) 9 mg 
 
Applicant: Santarus, Inc 
 

Labeling Reviewed 
 
Submission Date: 12/14/2012 
  
Receipt Date: 12/16/2012 

 
Background and Summary Description 

 
Budesonide MMX 9 mg tablets is an enteric coated, extended release, oral dosage formulation 
designed for the induction of remission in adult patients with active, mild to moderate ulcerative 
colitis (UC). UC is a chronic, relapsing/remitting inflammatory bowel disease (IBD) involving 
the colorectal mucosa. According to the sponsor, to provide an enhanced standard of treatment 
for UC, budesonide, a topically-active glucocorticosteroid, was selected as the active ingredient 
and combined with the novel, patented multimatrix (MMX) delivery technology. 
 

Review 
 
The submitted labeling was reviewed in accordance with the labeling requirements listed in the 
“Selected Requirements for Prescribing Information (SRPI)” section of this review.  Labeling 
deficiencies are identified in this section with an “X” in the checkbox next to the labeling 
requirement. 

 
Conclusions/Recommendations 

 
All labeling deficiencies identified in the SRPI section of this review will be conveyed to the 
applicant in the 74-day letter. The applicant will be asked to resubmit labeling that addresses all 
identified labeling deficiencies by March 20, 2012. The resubmitted labeling will be used for 
further labeling discussions. 
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Kevin Bugin        02/28/2012 
Regulatory Project Manager      Date 
 
Wes Isihihara        02/28/2012 
Chief, Project Management Staff     Date 
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Selected Requirements for Prescribing Information (SRPI) 
 

This document is meant to be used as a checklist in order to identify critical issues during labeling 
development and review. For additional information concerning the content and format of the 
prescribing information, see regulatory requirements (21 CFR 201.56 and 201.57) and labeling 
guidances.  When used in reviewing the PI, only identified deficiencies should be checked. 

 

Highlights (HL) 

• General comments  

 HL must be in two-column format, with ½ inch margins on all sides and between columns, 
and in a minimum of 8-point font.   

 HL is limited in length to one-half page. If it is longer than one-half page, a waiver has been 
granted or requested by the applicant in this submission.  

 There is no redundancy of information.  

 If a Boxed Warning is present, it must be limited to 20 lines.  (Boxed Warning lines do not 
count against the one-half page requirement.) 

 A horizontal line must separate the HL and Table of Contents (TOC).  

 All headings must be presented in the center of a horizontal line, in UPPER-CASE letters 
and bold type.   

 Each summarized statement must reference the section(s) or subsection(s) of the Full 
Prescribing Information (FPI) that contains more detailed information. 

 Section headings are presented in the following order: 

• Highlights Limitation Statement (required statement)  
• Drug names, dosage form, route of administration, and controlled 

substance symbol, if applicable (required information)  
• Initial U.S. Approval (required information)  
• Boxed Warning (if applicable) 
• Recent Major Changes (for a supplement) 
• Indications and Usage (required information) 
• Dosage and Administration (required information) 
• Dosage Forms and Strengths (required information) 
• Contraindications (required heading – if no contraindications are known, 

it must state “None”) 
• Warnings and Precautions (required information) 
• Adverse Reactions (required AR contact reporting statement)  
• Drug Interactions (optional heading) 
• Use in Specific Populations (optional heading) 
• Patient Counseling Information Statement (required statement)  
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• Revision Date (required information)  
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• Highlights Limitation Statement  

 Must be placed at the beginning of HL, bolded, and read as follows: “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).”  

• Product Title  

 Must be bolded and note the proprietary and established drug names, followed by the 
dosage form, route of administration (ROA), and, if applicable, controlled substance symbol.  

• Initial U.S. Approval  

 The verbatim statement “Initial U.S. Approval” followed by the 4-digit year in which the 
FDA initially approved of the new molecular entity (NME), new biological product, or new 
combination of active ingredients, must be placed immediately beneath the product title 
line. If this is an NME, the year must correspond to the current approval action.  

• Boxed Warning  

 All text in the boxed warning is bolded. 

 Summary of the warning must not exceed a length of 20 lines. 

 Requires a heading in UPPER-CASE, bolded letters containing the word “WARNING” and 
other words to identify the subject of the warning (e.g.,“WARNING: LIFE-
THREATENING ADVERSE REACTIONS”).  

 Must have the verbatim statement “See full prescribing information for complete boxed 
warning.” If the boxed warning in HL is identical to boxed warning in FPI, this statement is 
not necessary. 

• Recent Major Changes (RMC)  

 Applies only to supplements and is limited to substantive changes in five sections: Boxed 
Warning, Indications and Usage, Dosage and Administration, Contraindications, and 
Warnings and Precautions.  

 The heading and, if appropriate, subheading of each section affected by the recent change 
must be listed with the date (MM/YYYY) of supplement approval. For example, “Dosage 
and Administration, Coronary Stenting (2.2) --- 2/2010.”   

 For each RMC listed, the corresponding new or modified text in the FPI must be marked 
with a vertical line (“margin mark”) on the left edge. 

 A changed section must be listed for at least one year after the supplement is approved and 
must be removed at the first printing subsequent to one year.    
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 Removal of a section or subsection should be noted. For example, “Dosage and 
Administration, Coronary Stenting (2.2) --- removal 2/2010.”    

• Indications and Usage  

 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.  

• Contraindications  

 This section must be included in HL and cannot be omitted. If there are no 
contraindications, state “None.” 

 All contraindications listed in the FPI must also be listed in HL. 

 List known hazards and not theoretical possibilities (i.e., hypersensitivity to the drug or any 
inactive ingredient).  If the contraindication is not theoretical, describe the type and nature 
of the adverse reaction.  

 For drugs with a pregnancy Category X, state “Pregnancy” and reference Contraindications 
section (4) in the FPI.  

• Adverse Reactions  

 Only “adverse reactions” as defined in 21 CFR 201.57(a)(11) are included in HL. Other 
terms, such as “adverse events” or “treatment-emergent adverse events,” should be avoided. 
Note the criteria used to determine their inclusion (e.g., incidence rate greater than X%).  

 For drug products other than vaccines, the 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” 
must be present. Only include toll-free numbers. 

• Patient Counseling Information Statement  

 Must include the verbatim statement: “See 17 for Patient Counseling Information” or if the 
product has FDA-approved patient labeling: “See 17 for Patient Counseling Information 
and (insert either “FDA-approved patient labeling” or “Medication Guide”).  

• Revision Date 

 A placeholder for the revision date, presented as “Revised: MM/YYYY or Month Year,” 
must appear at the end of HL.  The revision date is the month/year of application or 
supplement approval.    
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Contents: Table of Contents (TOC) 

 
 The heading FULL PRESCRIBING INFORMATION: CONTENTS  must appear at the 

beginning in UPPER CASE and bold type. 

 The section headings and subheadings (including the title of boxed warning) in the TOC 
must match the headings and subheadings in the FPI. 

 All section headings must be in bold type, and subsection headings must be indented and 
not bolded.  

 When a section or subsection is omitted, the numbering does not change. For example, 
under Use in Specific Populations, if the subsection 8.2 (Labor and Delivery) is omitted, it 
must read: 

8.1 Pregnancy 

8.3 Nursing Mothers (not 8.2) 

8.4 Pediatric Use (not 8.3) 

8.5 Geriatric Use (not 8.4) 

 If a section or subsection is omitted from the FPI and TOC, the heading “Full Prescribing 
Information: Contents” must be followed by an asterisk and the following statement must 
appear at the end of TOC: “*Sections or subsections omitted from the Full Prescribing 
Information are not listed.”  

 

Full Prescribing Information (FPI) 

• General Format 

 A horizontal line must separate the TOC and FPI. 

 The heading – FULL PRESCRIBING INFORMATION – must appear at the beginning in 
UPPER CASE and bold type. 

 The section and subsection headings must be named and numbered in accordance with 21 
CFR 201.56(d)(1). 

 

• Boxed Warning 

 Must have a heading, in UPPER CASE, bold type, containing the word “WARNING” and 
other words to identify the subject of the warning.  Use bold type and lower-case letters for 
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the text. 

 Must include a brief, concise summary of critical information and cross-reference to detailed 
discussion in other sections (e.g., Contraindications, Warnings and Precautions). 

• Contraindications 

 For Pregnancy Category X drugs, list pregnancy as a contraindication.  

 

 

• Adverse Reactions  

 Only “adverse reactions” as defined in 21 CFR 201.57(c)(7) should be included in labeling. 
Other terms, such as “adverse events” or “treatment-emergent adverse events,” should be 
avoided.  

 For the “Clinical Trials Experience” subsection, the following verbatim statement or 
appropriate modification should precede the presentation of adverse reactions: 

“Because clinical trials are conducted under widely varying conditions, adverse reaction 
rates observed in the clinical trials of a drug cannot be directly compared to rates in the 
clinical trials of another drug and may not reflect the rates observed in clinical practice.” 

 For the “Postmarketing Experience” subsection, the listing of post-approval adverse reactions 
must be separate from the listing of adverse reactions identified in clinical trials. Include the 
following verbatim statement or appropriate modification:  

“The following adverse reactions have been identified during post-approval use of 
(insert drug name).  Because these reactions are reported voluntarily from a population 
of uncertain size, it is not always possible to reliably estimate their frequency or 
establish a causal relationship to drug exposure.” 

• Use in Specific Populations 

 Subsections 8.4 Pediatric Use and 8.5 Geriatric Use are required and cannot be omitted.   

• Patient Counseling Information 

 This section is required and cannot be omitted.  

 Must reference 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 (Medication Guide)” 
• “See FDA-approved patient labeling (Medication Guide and Instructions for Use)” 
• “See FDA-approved patient labeling (Patient Information)" 
• “See FDA-approved patient labeling (Instructions for Use)"       
• “See FDA-approved patient labeling (Patient Information and Instructions for Use)” 
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o this drug/biologic is not the first in its class 
o the clinical study design was acceptable 
o the application did not raise significant safety 

or efficacy issues 
o the application did not raise significant public 

health questions on the role of the 
drug/biologic in the diagnosis, cure, 
mitigation, treatment or prevention of a 
disease 

 

 

• Abuse Liability/Potential 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
• If the application is affected by the AIP, has the 

division made a recommendation regarding whether 
or not an exception to the AIP should be granted to 
permit review based on medical necessity or public 
health significance?  

 
Comments:       

 

  Not Applicable 
  YES 
  NO 

CLINICAL MICROBIOLOGY 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
CLINICAL PHARMACOLOGY 
 
 
 
Comments: Need PK analyses datasets 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

• Clinical pharmacology study site(s) inspections(s) 
needed? 

 

  YES 
  NO 

BIOSTATISTICS 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY) 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 
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IMMUNOGENICITY (BLAs/BLA efficacy 
supplements only) 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

PRODUCT QUALITY (CMC) 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
Environmental Assessment 
 
• Categorical exclusion for environmental assessment 

(EA) requested?  
 
If no, was a complete EA submitted? 

 
 
If EA submitted, consulted to EA officer (OPS)? 
 

Comments: CE not applicable, Sponsor has been 
informed to resubmit appropriate CE. 
 

  Not Applicable 
 

 YES 
  NO 

 
 YES 
  NO 

 
 YES 
  NO 

 

Quality Microbiology (for sterile products) 
 
• Was the Microbiology Team consulted for validation 

of sterilization? (NDAs/NDA supplements only) 
 
Comments:       

 

  Not Applicable 
 

 YES 
  NO 

 
 

Facility Inspection 
 
• Establishment(s) ready for inspection? 
 
 
 Establishment Evaluation Request (EER/TBP-EER) 

submitted to DMPQ? 
 

 
Comments:       
 

  Not Applicable 
 

  YES 
  NO 

 
  YES 
  NO 
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 BLA/BLA supplements: If filed, send 60-day filing letter 
 

 If priority review: 
• notify sponsor in writing by day 60 (For BLAs/BLA supplements: include in 60-day 

filing letter; For NDAs/NDA supplements: see CST for choices) 
 
• notify DMPQ (so facility inspections can be scheduled earlier) 

  Send review issues/no review issues by day 74 
 

 Conduct a PLR format labeling review and include labeling issues in the 74-day letter 
 

 BLA/BLA supplements: Send the Product Information Sheet to the product reviewer and 
the Facility Information Sheet to the facility reviewer for completion. Ensure that the 
completed forms are forwarded to the CDER RMS-BLA Superuser for data entry into 
RMS-BLA one month prior to taking an action  [These sheets may be found at: 
http://inside.fda.gov:9003/CDER/OfficeofNewDrugs/ImmediateOffice/UCM027822] 

 Other 
 

 
 
        
Kevin Bugin       See electronic signature. 
Regulatory Project Manager     Date 
 
Wes Ishihara       See electronic signature. 
Chief, Project Management Staff     Date 
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Appendix A (NDA and NDA Supplements only) 
 

NOTE: The term "original application" or "original NDA" as used in this appendix 
denotes the NDA submitted. It does not refer to the reference drug product or "reference 
listed drug." 
 
An original application is likely to be a 505(b)(2) application if: 
 

(1) it relies on published literature to meet any of the approval requirements, and the 
applicant does not have  a written right of reference to the underlying data.   If 
published literature is cited in the NDA but is not necessary for approval, the 
inclusion of such literature will not, in itself, make the application a 505(b)(2) 
application, 

(2) it relies for approval on the Agency's previous findings of safety and efficacy for 
a listed drug product and the applicant does not own or have right to reference the 
data supporting that approval, or  

(3) it relies on what is "generally known" or "scientifically accepted" about a class of 
products to support the safety or effectiveness of the particular drug for which the 
applicant is seeking approval.  (Note, however, that this does not mean any 
reference to general information or knowledge (e.g., about disease etiology, 
support for particular endpoints, methods of analysis) causes the application to be 
a 505(b)(2) application.) 

 
Types of products for which 505(b)(2) applications are likely to be submitted include: 
fixed-dose combination drug products (e.g., heart drug and diuretic (hydrochlorothiazide) 
combinations); OTC monograph deviations (see 21 CFR 330.11); new dosage forms; new 
indications; and, new salts.  
 
An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the 
original NDA was a (b)(1) or a (b)(2).   

An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the 
information needed to support the approval of the change proposed in the supplement.  
For example, if the supplemental application is for a new indication, the supplement is a 
505(b)(1) if: 

(1) The applicant has conducted its own studies to support the new indication (or 
otherwise owns or has right of reference to the data/studies), 

(2) No additional information beyond what is included in the supplement or was 
embodied in the finding of safety and effectiveness for the original application or 
previously approved supplements is needed to support the change.  For example, 
this would likely be the case with respect to safety considerations if the dose(s) 
was/were the same as (or lower than) the original application, and. 

(3) All other “criteria” are met (e.g., the applicant owns or has right of reference to 
the data relied upon for approval of the supplement, the application does not rely 
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for approval on published literature based on data to which the applicant does not 
have a right of reference). 

 

An efficacy supplement is a 505(b)(2) supplement if: 

(1) Approval of the change proposed in the supplemental application would require 
data beyond that needed to support our previous finding of safety and efficacy in 
the approval of the original application (or earlier supplement), and the applicant 
has not conducted all of its own studies for approval of the change, or obtained a 
right to reference studies it does not own. For example, if the change were for a 
new indication AND a higher dose, we would likely require clinical efficacy data 
and preclinical safety data to approve the higher dose. If the applicant provided 
the effectiveness data, but had to rely on a different listed drug, or a new aspect of 
a previously cited listed drug, to support the safety of the new dose, the 
supplement would be a 505(b)(2),  

(2) The applicant relies for approval of the supplement on published literature that is 
based on data that the applicant does not own or have a right to reference.  If 
published literature is cited in the supplement but is not necessary for approval, 
the inclusion of such literature will not, in itself, make the supplement a 505(b)(2) 
supplement, or 

(3) The applicant is relying upon any data they do not own or to which they do not 
have right of reference.  

 
If you have questions about whether an application is a 505(b)(1) or 505(b)(2) 
application, consult with your OND ADRA or OND IO. 
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