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Proposed Dosing Regimen: The recommended dosage is 1 metered dose administered 
twice daily for 2 weeks followed by 1 metered dose 
administered once daily for 4 weeks.  

Consult request:
DGIEP requests the Pediatric and Maternal Health Staff (PMHS) to review the proposed 
pediatric study plan and assist in preparation for the Pediatric Review Committee (PeRC) 
meeting.  Also, DGIEP requests PMHS’ assistance with labeling related to pregnancy, 
lactation and pediatrics.

Materials Reviewed:
 PMHS Consult Request (December 10, 2013)
 Background packet for budesonide rectal foam including the Pediatric Study Plan 

and Full Waiver Request (November 15, 2013)
 Previous PMHS consult reviews for Uceris (budesonide MMX), IND 118,972

(October 24, 2013)
 Proposed Uceris (budesonide) rectal foam labeling (November 15, 2013)
 Current approved Pulmicort Flexhaler (budesonide inhalation powder) labeling

(July 2, 2010)

Regulatory Background:
On November 15, 2013, Salix Pharmaceuticals, Inc. submitted NDA 205613 for 
budesonide rectal foam, a rectally administered glucocorticosteroid with the proposed 
indication of induction of remission in patients with active mild to moderate distal 
ulcerative colitis (UC) extending up to 40 cm from the anal verge. Of note, Salix 
Pharmaceuticals, Inc. acquired Santarus, Inc. in January, 2014.  An extended release oral 
budesonide tablet, Uceris (Santarus, Inc.), was approved on January 14, 2013 for the 
induction of remission in mild-to-moderate, active UC.  According to the approval letter, 
pediatric study requirements for patients less than 5 years were waived because studies 
are impossible/highly impracticable based on the low incidence of disease in this age 
group. The following pediatric study was deferred:

An 8-week randomized, double blind, placebo-controlled trial in children 5 to 17 
years of age with active, mild to moderate ulcerative colitis. The trial will 
evaluate pharmacokinetics (PK), efficacy for induction of remission, and safety of 
at least 2 doses of Uceris (budesonide). The effects of 8 weeks of Uceris 
(budesonide) on the HPA axis will be assessed.
(Final Report Submission: 09/2016) 

Following approval for Uceris tablets, Santarus, Inc., applied for orphan designation for 
Uceris (budesonide) for the treatment of UC in pediatric patients 0 to 16 years of age. 
Orphan designation was granted on May 18, 2013.  Therefore, the pediatric study 
requirement that was issued at the time of approval of Uceris tablets remains in effect.
(See further discussion on this orphan designation relative to the pediatric study 
requirements for this current Uceris rectal foam application below.)
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available human and animal data, and when appropriate, clinical information that may 
affect patient management. The goal of this restructuring is to provide relevant animal 
and human data to inform prescribers of the potential risks of the product during 
pregnancy.  Similarly for nursing mothers, human data, when available, are summarized. 
When only animal data are available, just the presence or absence of drug in milk is noted 
and presented in nursing mothers labeling, not the amount.  Additionally, information on 
pregnancy testing, contraception, and infertility that has been located in other sections of 
labeling are now presented in a subsection, Females and Males of Reproductive Potential.  

Pediatric Use Labeling:
The Pediatric Use subsection must describe what is known and unknown about use of the 
drug in the pediatric population, including limitations of use, and must highlight any 
differences in efficacy or safety in the pediatric population compared with the adult 
population.  For products granted pediatric indications, the pediatric information must be 
placed in the labeling as required by 21 CFR 201.57(c)(9)(iv). This regulation describes 
the appropriate use statements to include in labeling based on findings of safety and 
effectiveness in the pediatric use population.

See Appendix 1 for proposed sponsor labeling for Uceris (budesonide) rectal foam 
dated November 15, 2013.

Discussion on Labeling Recommendations:
Pregnancy and Nursing Mothers Labeling
PMHS-MHT conducted a review of literature using DRUGDEX and REPRORISK-
MICROMEDEX, and LACTMED-TOXNET databases regarding pregnancy and 
lactation for budesonide.  Labeling recommendations related to pregnancy and lactation 
are provided here and are structured in order to provide clinically relevant information for 
prescribing decisions and also to comply with current regulatory requirements.

Adequate and well controlled studies have not been performed with rectally administered 
budesonide in pregnant women.  Additionally, literature review of the DRUGDEX and 
REPRORISK-MICROMEDEX databases revealed no data on the use of budesonide 
rectal foam in pregnancy.  However, the following data on the use of inhaled 
corticosteroids in the treatment of persistent asthma during pregnancy was included in the 
Pulmicort Flexhaler (budesonide inhalation powder) labeling (July 2, 2010). In a large 
population-based prospective cohort epidemiological study reviewing data from three 
Swedish registries covering approximately 99% of the pregnancies from 1995-1997 (i.e., 
Swedish Medical Birth Registry; Registry of Congenital Malformations; Child 
Cardiology Registry) no increased risk for congenital malformations from the use of 
inhaled budesonide during the first trimester of pregnancy was observed. Congenital 
malformations were studied in 2014 infants born to mothers reporting the use of inhaled 
budesonide for asthma in the first trimester of pregnancy, and the rate of recorded 
congenital malformations was similar compared to the general population rate (3.8% vs. 
3.5%, respectively). %).  In addition, after exposure to inhaled budesonide, the number of 
infants born with orofacial clefts was similar to the expected number in the normal 
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population (4 children vs. 3.3, respectively).  In a second study utilizing the same data, 
the incidence of congenital malformation in infants whose mothers were exposed to 
inhaled budesonide (n=2534) did not differ from the rate for all newborn babies during 
the same period (3.6% vs 3.6%).1

Animal reproduction studies have been conducted with subcutaneous administration of 
budesonide which demonstrated skeletal abnormalities, fetal loss and decreased pup 
weight in rats and rabbits at doses 1.2 times and 0.12 times, respectively, of the human 
intrarectal dose of 4 mg/day.  Additionally, when budesonide was administered to rats by 
inhalation at doses up to approximately equivalent to the maximum recommended daily 
inhalation dose [720mcg twice daily] in adults on a mcg/m2 basis, no teratogenic or 
embryocidal effects were observed.1  Due to the potential for fetal harm based on data 
from animal studies and the lack of human data, budesonide rectal foam should be 
administered to pregnant women only if the potential benefit outweighs the potential risk 
to the fetus. 

The LACTMED-TOXNET database2 contains a summary of the use of inhaled
budesonide during lactation from available published data.  Maternal milk levels and 
infant serum levels are provided.  Maternal milk levels were minute compared to the dose 
of budesonide administered and infant serum levels were below the level of detection 
with the assay used.  Based on the published maternal milk levels, a fully breastfed infant 
would receive a maximum of 0.3% of the weight-adjusted inhaled maternal dosage, 
assuming 100% oral bioavailability from breastmilk.  However, data demonstrate that 
orally administered budesonide is only about 9% bioavailable; therefore, bioavailability
in a breastfed infant would also be expected to be low.   Available pharmacokinetic data
demonstrate low budesonide plasma levels in adults following rectal administration;
therefore, budesonide levels in breast milk are also expected to be low as other routes of 
administration have not demonstrated sequestration or higher levels in breastmilk.  
Consequently, the potential risks of glucocorticoid exposure (e.g., adrenal suppression, 
hypercorticism, immunosuppression, and in pediatric patients, reduction of growth 
velocity) appear unlikely with exposure through breastmilk.  The American Academy of 
Pediatrics (AAP) considers breastfeeding to be the ideal method of feeding and nurturing 
infants.3  In addition, human milk is the most complete form of nutrition for infants and 
offers a range of health benefits for lactating women and breastfed infants.  Breastfeeding 
should not be discouraged with drug use unless appropriately justified.  The available 
budesonide lactation data with other routes of administration do not justify discouraging 
breastfeeding in lactating woman using budesonide for labeled uses. Therefore, nursing 
mothers labeling for Uceris rectal foam should advise prescribers to exercise caution 
when administering the drug to a lactating woman, not discourage breastfeeding with 
drug use.  

                                                          
1 Current Pulmicort Flexhaler (budesonide inhalation powder) labeling, dated July 2, 2010
2 See http://toxnet nlm nih.gov/cgi-bin/sis/search2/f?./temp/~v8zMS9:1
3 American Academy of Pediatrics Policy Statement. “Breastfeeding and the Use of Human Milk.” 
Pediatrics. 2012; 129: e827-e841 
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the underlying maternal condition.  Exercise caution when administering UCERIS to a 
nursing woman. 

8.4 Pediatric Use 
Safety and effectiveness of UCERIS in pediatric patients have not been established. 
Children who are treated with corticosteroids by any route may experience a decrease in 
their growth velocity. This negative impact of corticosteroids on growth has been in the 
absence of laboratory evidence of HPA axis suppression. The long-term effects of this 
reduction in growth velocity associated with corticosteroid treatment, including the 
impact on final adult height, are unknown. Growth velocity may therefore be a more 
sensitive indicator of systemic corticosteroid exposure in children than some commonly 
used tests of HPA axis function. The linear growth of children treated with 
corticosteroids by any route should be monitored (e.g., via stadiometry), and the potential 
growth effects of prolonged treatment should be weighed against clinical benefits 
obtained and the availability of other treatment alternatives. In order to minimize the 
potential growth effects of corticosteroids, children should be titrated to the lowest 
effective dose.
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PATIENT LABELING REVIEW 

 
Date: 

 
August 13, 2014  

 
To: 

 
Donna Griebel, MD 
Director 
Division of Gastroenterology and Inborn Errors Products 
(DGIEP) 

 
Through: 

 
LaShawn Griffiths, MSHS-PH, BSN, RN  
Associate Director for Patient Labeling  
Division of Medical Policy Programs (DMPP) 
 
Barbara Fuller, RN, MSN, CWOCN 
Team Leader, Patient Labeling  
Division of Medical Policy Programs (DMPP) 

 
From: 

 

Morgan Walker, PharmD, MBA 
Patient Labeling Reviewer 
Division of Medical Policy Programs (DMPP) 
Meeta Patel, PharmD 
Regulatory Review Officer 
Office of Prescription Drug Promotion (OPDP) 

Subject: Review of Patient Labeling: Patient Package Insert (PPI) 
 

Drug Name 
(established name) 
Dosage Form and 
Route: 

UCERIS (budesonide) Rectal Foam 

 

Application 
Type/Number:  

NDA 205613 

Applicant: Salix Pharmaceuticals, Inc. 
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1 INTRODUCTION 
On November 15, 2013, Salix Pharmaceuticals, Inc. submitted for the Agency’s 
review a New Drug Application (NDA) 205613 for UCERIS (budesonide) Rectal 
Foam with the proposed indication for the induction of remission in patients with 
active mild to moderate distal ulcerative colitis extending up to 40 cm from the anal 
verge. 
This collaborative review is written by the Division of Medical Policy Programs 
(DMPP) and the Office of Prescription Drug Promotion (OPDP) in response to a 
request by the Division of Gastroenterology and Inborn Errors Products (DGIEP) on 
January 23, 2014 for DMPP and OPDP to review the Applicant’s proposed Patient 
Package Insert (PPI) and Instructions for Use (IFU) for UCERIS (budesonide) Rectal 
Foam.   
DMPP conferred with the Division of Medication Error, Prevention, and Analysis 
(DMEPA) and DMEPA deferred to DMPP to provide IFU review comments. 

 
2 MATERIAL REVIEWED 

• Draft UCERIS (budesonide) Rectal Foam PPI and IFU received on November 
15, 2013, revised by the Review Division throughout the review cycle, and 
received by DMPP and OPDP on July 31, 2014.  

• Revised draft UCERIS (budesonide) Rectal Foam PPI and IFU received by 
DMPP and OPDP on August 8, 2014. 

• Draft UCERIS (budesonide) Rectal Foam Prescribing Information (PI) received 
on November 15, 2013, revised by the Review Division throughout the review 
cycle, and received by DMPP and OPDP on July 31, 2014. 

 
3 REVIEW METHODS 

To enhance patient comprehension, materials should be written at a 6th to 8th grade 
reading level, and have a reading ease score of at least 60%. A reading ease score of 
60% corresponds to an 8th grade reading level.  In our review of the PPI and IFU the 
target reading level is at or below an 8th grade level. 

Additionally, in 2008 the American Society of Consultant Pharmacists Foundation 
(ASCP) in collaboration with the American Foundation for the Blind (AFB) 
published Guidelines for Prescription Labeling and Consumer Medication 
Information for People with Vision Loss. The ASCP and AFB recommended using 
fonts such as Verdana, Arial or APHont to make medical information more 
accessible for patients with vision loss.  We have reformatted the PPI and IFU 
document using the Verdana font, size 11. 
In our collaborative review of the PPI and IFU we have:  

• simplified wording and clarified concepts where possible 

• ensured that the PPI and IFU are consistent with the Prescribing Information (PI) 
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• removed unnecessary or redundant information 

• ensured that the PPI and IFU meet the criteria as specified in FDA’s Guidance              
for Useful Written Consumer Medication Information (published July 2006) 

• The enclosed IFU review comments are collaborative DMPP and DMEPA.  
 
4 CONCLUSIONS 

The PPI and IFU are acceptable with our recommended changes. 
 
5 RECOMMENDATIONS 

• Please send these comments to the Applicant and copy DMPP and OPDP on the 
correspondence.  

• Our collaborative review of the PPI and IFU are appended to this memorandum.  
Consult DMPP and OPDP regarding any additional revisions made to the PI to 
determine if corresponding revisions need to be made to the PPI and IFU.   

 Please let us know if you have any questions.  
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Memorandum 

**PRE-DECISIONAL AGENCY MEMO** 
 
Date:  August 13, 2014 
 
To: Kelly Richards, RN, MSN 

Regulatory Health Project Manager  
Division of Gastroenterology and Inborn Errors Products 
 

From:  Meeta Patel, PharmD 
  Regulatory Review Officer 

Office of Prescription Drug Promotion (OPDP) 
 
Subject: NDA 205613 

OPDP Comments for draft Uceris Rectal Foam PI 
   

 
OPDP has reviewed the proposed draft PI for Uceris Rectal Foam.  We have reviewed 
the draft PI, retrieved from Sharepoint on August 4, 2014, and have the following 
comments.  Comments on the draft PPI and IFU will be provided under separate cover. 
 
Thank you for the opportunity to comment on the proposed PI. 
 
If you have any questions or concerns, please contact Meeta Patel at 301-796-4284 or 
meeta.patel@fda.hhs.gov. 
 
 

FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion 
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Salix Pharmaceuticals Inc., – Budensonide 2mg rectal foam 
  
 

In an internal meeting on February 28, 2014, Marie Kowblansky (CDER) stated that her 
team will evaluate the metered dosage and leachability studies. GEDB will evaluate the 
biocompatibility of the rectal applicator. 
 
INDICATIONS AND USAGE 
 
Budesonide rectal foam is indicated for the induction of remission in patients with active mild to 
moderate distal ulcerative colitis extending up to 40 cm from the anal verge. 
 
DEVICE DESCRIPTION 
 
Budesonide rectal foam (2 mg per metered dose) is supplied as a topical synthetic 
glucocorticosteroid in a formulation for rectal administration. The dosing regimen is 1 metered 
dose administered rectally twice daily for 2 weeks followed by 1 metered dose administered 
once daily for 4 weeks.  
 
Budesonide rectal foam is formulated as an emulsion which is filled into an aluminum can with 
an aerosol propellant. It is available in one strength: 2 mg budesonide per metered dose 
 
Budesonide rectal foam contains budesonide, a non-halogenated synthetic glucocorticoid, as the 
active ingredient. It is a mixture of the two epimers (22R and 22S) differing in the position of an 
acetal chain. Both epimers are active glucocorticoids applied in a mixture of approximately 1:1. 

. 
 
Budesonide is designated chemically as (RS)-11β, 16α, 17,21 tetrahydroxypregna-1,4-diene- 
3,20-dione cyclic 16,17-acetal with butyraldehyde. The empirical formula of budesonide is 
C25H34O6 and its molecular weight is 430.5. Its structural formula is: 
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incorporated risk mitigations to address these issues.

5. You provide diagrams of the device components in your submission; however, you have 
not provided measurements and units. Please provide measurements and units of each 
device component.

 
 

RECOMMENDATION
The sponsor should be asked to address the above deficiencies.

Digital Signature Concurrence Table
Reviewer Sign-Off

Branch Chief Sign-Off
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LABEL AND LABELING REVIEW

Division of Medication Error Prevention and Analysis (DMEPA) 
Office of Medication Error Prevention and Risk Management (OMEPRM)

Office of Surveillance and Epidemiology (OSE)

Center for Drug Evaluation and Research (CDER)

*** This document contains proprietary information that cannot be released to the public***

Date of This Review: June 23, 2014

Requesting Office or Division: Division of Gastroenterology & Inborn Error Products (DGIEP)

Application Type and Number: NDA 205613

Product Name and Strength: Uceris (Budesonide) Rectal Foam, 2 mg

Product Type: Drug-Device Combination Product

Rx or OTC: Rx

Applicant/Sponsor Name: Salix Pharmaceuticals INC

Submission Date: November 15, 2013

OSE RCM #: 2014-232

DMEPA Primary Reviewer: Matthew Barlow RN, BSN

DMEPA Associate Director: Lubna Merchant, PharmD, M.S
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The Applicant has proposed the strength presentation as 2 mg; however, the appropriate 

strength presentation (per ONDQA) should be 2 mg/actuation.

We also identified areas of improvement for the Instructions for Use (IFU).   Our 

recommendations for the IFU will be incorporated in the DMPP review.

4 CONCLUSION & RECOMMENDATIONS

We recommend that Salix Pharmaceuticals Inc. increase the readability and prominence of 

important information in the proposed labeling to promote the safe use of the product. 

4.1 RECOMMENDATIONS FOR THE APPLICANT

A. Carton Labeling

1. As currently presented, the dosage form is not present next to the established 

name. The established name presentation should include the active ingredient 

followed by the dosage form. Relocate the dosage form “Rectal foam” immediately 

following the active ingredient as shown below. Additionally, revise the strength 

presentation to 2 mg/actuation 

“Uceris 

(budesonide) Rectal Foam 

2 mg/actuation”

2. The established name is presented  against a dark blue 

background which decreases the readability and prominence. Revise the 

presentation of the established name to a white font to commensurate in 

prominence with the proprietary name per 21 CFR 201.10(g) (2).

3. Consider revising the presentation of the proprietary name from all uppercase           

(i.e. UCERIS) to title case where the letter ‘U’ is capitalized (i.e. Uceris) to improve 

readability of the name.

4. List the net quantity statement on the bottom left of the principal display panel.

5. Revise the statement “please see complete prescribing....” on the side panel to the 

following; “For the usual dosage please see the enclosed prescribing information”

6. Relocate the statement “For Rectal Use Only-...” to the principal display panel (PDP)

below the strength presentation.
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7. Relocate the statement “shake well before using” to the principal display panel 

below the “For Rectal Use Only-...” to increase the prominence of this statement so 

this information does not get overlooked.

B. Container Label

1. See A1 – A5

2. We recommend you bold and relocate the statements “For rectal 
administration only, as directed by physician,” and “Shake well before 
using,” to the PDP below the strength presentation. The storage 
information can be moved to the side panel to accommodate the above 
statements

Reference ID: 3530083
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APPENDIX C. LABELS AND LABELING 
C.1 List of Labels and Labeling Reviewed
We reviewed the following Uceris labels and labeling submitted by Salix Pharmaceuticals INC on

February 18, 2014.

 Container label

 Carton  labeling

 Instructions for Use (no image included)

 Medication Guide (no image included)

C.2 Label and Labeling Images

Reference ID: 3530083
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DEPARTMENT OF HEALTH AND HUMAN SERVICES         M E M O R A N D U M 

 Food and Drug Administration 
Office of Device Evaluation 

10903 New Hampshire Avenue 
Silver Spring, MD  20993 

 
CDRH Human Factors Consult Review 

    *** This document contains confidential information that cannot be released to the public*** 
 
DATE: June 13, 2014 
 
FROM:  QuynhNhu Nguyen, Biomedical Engineer/Human Factors Reviewer, CDRH/ODE/DAGRID 
THROUGH: Ron Kaye, Human Factors and Device Use-Safety Team Leader, CDRH/ODE/DAGRID 
TO:               Kelly Richards, Regulator Project Manager, CDER/OND/ODEIII/DGIEP 

 
SUBJECT: NDA 205613 
  Applicant: Salix Pharmaceuticals, Inc 
  Drug: Budesonide 2 mg 
  Device: Rectal foam canister 

Intended Use: treatment of ulcerative  
CDRH CTS Tracking: ICC1400105 

 
 

 
 
 
 
 
 
 
_______________________________________________________________   
QuynhNhu Nguyen, Combination Products Human Factors Specialist   
 
 
 
 
 
__________________________________________________________   
Ron Kaye, Human Factors and Device Use-Safety Team Leader    
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CDRH Human Factors Review  

Combination Product Device Information 
 Submission No.: NDA 205613 
 Applicant: Salix Pharmaceuticals, Inc 
 Drug: Budesonide 2 mg 
 Device: Rectal foam canister 

Intended Use: treatment of ulcerative proctitis 

CDRH Human Factors Involvement History 
 2/6/2014 – CDRH HFPMET was requested to review the NDA.  At the time of the initial 

review, the NDA did not provide any information on use-related risk analysis and human 
factors evaluation.  

 2/28/2014 – CDRH HFPMET provided deficiencies to project manager (Kevin Burgin) 
requesting for the necessary information to complete the review.  

 6/10/2014 – Project manager (Kelly Richards) provided the Sponsor’s response to the 
requested information.   

 6/13/2014 – CDRH HFPMET participated in an internal meeting to report that we are 
agreement that a human factors validation study is not necessary for this product based on 
the risk analysis that the Sponsor provided.   

 6/13/2014 – CDRH HFPMET provided final review recommendation to project manager.     

Overview and Recommendation 
The Division of Gastroenterology, and Inborn Errors Products, Office of New Drugs, Center for 
Drugs Evaluation and Research requested a consultative review from CDRH Human Factors 
Premarket Evaluation Team on the rectal form device (canister) to deliver budesonide intended 
to treat ulcerative    
 
The original submission did not include any information relating to a use-related risk analysis or 
human factors evaluation.  As a result, an information request was issued requesting Salix 
Pharmaceuticals, the Sponsor, to provide a comprehensive use-related risk analysis and a 
justification for whether a human factors validation study is needed. The request is provided here 
for ease of review:  
 

The submission does not include a systematic evaluation of use-related risk, a determination 
of the necessity of human factors (HF) validation and, if necessary, how you would 
undertake the human factors validation. To complete our review, we will need this 
information to assess the safety and effectiveness of your device in the hands of 
representative users. This risk analysis of user tasks should include a comprehensive 
evaluation of all the steps involved in using your device (e.g., based on a task analysis), a 
description of pertinent characteristics of the intended population of users, the potential 
errors that users might commit including critical tasks they might fail to perform, and the 
harm that would result. You should also discuss risk-mitigation strategies you employed to 
reduce risks you have identified and the methods you intend to use for validating the risk-
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mitigation strategies. Provide a comprehensive analysis of use-related risks and a justification 
for whether an HF/usability validation study is necessary for the proposed product. In 
addition, provide a discussion on how you have addressed potential difficulty that the user 
may experience when administering the product in a specific position. 

 
The Sponsor provided the response via a Quality Information Amendment.  The Sponsor 
reported that performed a systematic evaluation of use-related risk for budesonide 2 mg rectal 
foam in accordance with the 2011 draft guidance, Applying Human Factors and Usability 
Engineering to Optimize Medical Device Design. A task prioritization chart, showing the 
potential clinical consequence and risk prioritization for each task involved with delivering the 
drug, is presented in Table 1 of the response.   
 
The risk analysis did not identify any use errors or major or serious risks that could lead to 
negative clinical consequence while using the canister to administer budesonide 2 mg rectal 
foam.  The Sponsor concluded that taken into consideration the risk analysis and the additional 
data generated during two pivotal Phase 3 clinical studies in which the drug was delivered with 
this device in accordance with the instructions for use, a human factors validation is not 
necessary.  
 
At the 6/13/2014 internal meeting, there were some concerns associated with product 
performance i.e. delivery of the full 100% drug after first actuation.  There were other concerns 
associated with the patient needing to hold the device in place for 10 seconds before withdrawing 
the canister.  At this meeting, CDRH HFPMET iterated that the Sponsor has performed a use-
related risk analysis and did not identify any safety concerns associated with users not holding it 
in place for 10 seconds.  The issues associated with product performance would be addressed 
through engineering and CMC review.   
 
In conclusion, this consultant concurs with the Sponsor’s conclusion, and does not believe that 
CDRH HFPMET needs to review a human factors validation study for this submission.  
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REGULATORY PROJECT MANAGER 
PHYSICIAN’S LABELING RULE (PLR) FORMAT REVIEW 

OF THE PRESCRIBING INFORMATION

Complete for all new NDAs, BLAs, Efficacy Supplements, and PLR Conversion Labeling Supplements

Application: NDA 205613

Application Type: New NDA

Name of Drug/Dosage Form: budesonide rectal foam, 2 mg

Applicant: Salix Pharmaceuticals, Inc

Receipt Date: November 15, 2013

Goal Date: September 15, 2014

1. Regulatory History and Applicant’s Main Proposals

NDA 205613 is submitted to support marketing of Budesonide 2 mg Rectal Foam for the induction 
of remission in patients with active mild to moderate distal ulcerative colitis extending up to 40 cm 
from the anal verge.

2. Review of the Prescribing Information

This review is based on the applicant’s submitted Word format of the prescribing information (PI).  
The applicant’s proposed PI was reviewed in accordance with the labeling format requirements listed 
in the “Selected Requirements for Prescribing Information (SRPI)” checklist (see the Appendix).

3. Conclusions/Recommendations

SRPI format deficiencies were identified in the review of this PI.  For a list of these deficiencies see 
the Appendix.  

All SRPI format deficiencies of the PI will be conveyed to the applicant in the 74-day letter. The 
applicant will be asked to correct these deficiencies and resubmit the PI in Word format by February 
18, 2014. The resubmitted PI will be used for further labeling review.
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Appendix

The Selected Requirement of Prescribing Information (SRPI) is a 42-item, drop-down checklist of 
important format elements of the prescribing information (PI) based on labeling regulations (21 CFR 
201.56 and 201.57) and guidances.

Highlights

See Appendix A for a sample tool illustrating the format for the Highlights. 

HIGHLIGHTS GENERAL FORMAT and HORIZONTAL LINES IN THE PI

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

Comment:

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

Instructions to complete this item:  If the length of the HL is one-half page or less, 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 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” 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:

 Select “YES” in the drop down menu if a waiver has been previously (or will be) granted 
by the review division in the approval letter and document that waiver was (or will be) 
granted.   

Comment:  

3. A horizontal line must separate HL from the Table of Contents (TOC).  A horizontal line must 
separate the TOC from the FPI.
Comment:  

4. All headings in HL must be bolded and presented in the center of a horizontal line (each 
horizontal line should extend over the entire width of the column as shown in Appendix A).  The 
headings should be in UPPER CASE letters.  

Comment:  

5. White space should be present before each major heading in HL.  There must be no white space 
between the HL Heading and HL Limitation Statement.  There must be no white space between 

NO

YES

YES

YES

YES
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Comment:  

Initial U.S. Approval in Highlights

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

Comment:  

Boxed Warning (BW) in Highlights

12. All text in the BW must be bolded.

Comment:

13. The BW 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 and ACUTE HEPATIC FAILURE”).  The BW heading should be centered.

Comment:  

14. The BW must always have the verbatim statement “See full prescribing information for 
complete boxed warning.” This statement should be centered immediately beneath the heading 
and appear in italics.

Comment:  

15. The BW must be limited in length to 20 lines (this includes white space but does not include the 
BW heading and the statement “See full prescribing information for complete boxed 
warning.”).  

Comment:  

Recent Major Changes (RMC) in Highlights

16. RMC pertains to only the following five sections of the FPI:  BOXED WARNING, 
INDICATIONS AND USAGE, DOSAGE AND ADMINISTRATION, 
CONTRAINDICATIONS, and WARNINGS AND PRECAUTIONS.  RMC must be listed in 
the same order in HL as the modified text appears in FPI.   

Comment:  

17. The RMC must include the section heading(s) and, if appropriate, subsection heading(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, “Warnings and Precautions, Acute Liver Failure (5.1) --- 9/2013”. 

Comment:

18. The RMC 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 in Highlights

YES

N/A

N/A

N/A

N/A

N/A

N/A

N/A

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

Comment:  

Dosage Forms and Strengths in Highlights

20. For a product that has several dosage forms (e.g., capsules, tablets, and injection), bulleted 
subheadings or tabular presentations of information should be used under the Dosage Forms and 
Strengths heading.

Comment:  

Contraindications in Highlights

21. All contraindications listed in the FPI must also be listed in HL or must include the statement
“None” if no contraindications are known.  Each contraindication should be bulleted when there 
is more than one contraindication.

Comment:  

Adverse Reactions in Highlights

22. 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 in Highlights

23. The Patient Counseling Information statement must include one of the following three bolded
verbatim statements that is most applicable:

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 in Highlights

24. The revision date must be at the end of HL, and should be bolded and right justified (e.g., 
“Revised: 9/2013”).  

Comment:  

N/A

YES

YES

YES

YES
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Contents: Table of Contents (TOC)

See Appendix A for a sample tool illustrating the format for the Table of Contents.

25. The TOC should be in a two-column format.

Comment:  

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

Comment:  

27. The same heading for the BW that appears in HL and the FPI must also appear at the beginning 
of the TOC in UPPER CASE letters and bolded.

Comment:  

28. In the TOC, all section headings must be bolded and should be in UPPER CASE.

Comment:  

29. In the TOC, all subsection headings must be indented and not bolded.  The headings should be in 
title case [first letter of all words are capitalized except first letter of prepositions (through),
articles (a, an, and the), or conjunctions (for, and)].

Comment:  In the TOC, all subheadings should be indented. 

30. The section and subsection headings in the TOC must match the section and subsection headings 
in the FPI.

Comment:  

31. In the TOC, when a section or subsection is omitted, the numbering must not change. 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:  Section 9.0 is missing. An asterisk is required. 

YES

YES

N/A

YES

NO

YES

NO
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Full Prescribing Information (FPI)

FULL PRESCRIBING INFORMATION:  GENERAL FORMAT

32. The bolded section and subsection headings in the FPI must be named and numbered in 
accordance with 21 CFR 201.56(d)(1) as noted below (section and subsection headings should 
be in UPPER CASE and title case, respectively).  If a section/subsection required by regulation 
is omitted, the numbering must not change. Additional subsection headings (i.e., those not 
named by regulation) must also be bolded and numbered.  

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

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:  

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

Comment: The word "See" should be in italics.

YES

NO
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34. 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

FPI Heading

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

Comment:  

BOXED WARNING Section in the FPI

36. In the BW, all text should be bolded.

Comment:

37. The BW 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 and ACUTE HEPATIC FAILURE”).  

Comment:  

CONTRAINDICATIONS Section in the FPI

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

Comment:  

ADVERSE REACTIONS Section in the FPI

39. When clinical trials adverse reactions data are 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:

“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 practice.”

Comment:  

40. When postmarketing adverse reaction data are 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 Section in the FPI

41. Must reference any FDA-approved patient labeling in Section 17 (PATIENT COUNSELING 
INFORMATION section).  The reference should appear at the beginning of Section 17 and 

N/A

YES

N/A

N/A

N/A

YES

YES

YES
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include the type(s) of FDA-approved patient labeling (e.g., Patient Information, Medication 
Guide, Instructions for Use).

Comment:

42. 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 FDA-approved patient labeling must appear at the end of the PI upon 
approval.

Comment:

N/A
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Appendix A:  Format of the Highlights and Table of Contents 
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Clinical Pharmacology Reviewer: Lucy Fang Y

TL: Sue Chih Lee N

Biostatistics Reviewer: Shahla Farr Y

TL: Freda Cooner Y

Product Quality (CMC) Reviewer: Terun Mehta Y

TL: Marie Kowblansky Y

OSE/DMEPA (proprietary name) Reviewer: Lisa Khosla N

TL: Lubna Merchant N

OSE/DRISK (REMS) Reviewer: TBD N

TL: TBD N

Reference ID: 3443328



Version: 12/09/2013 12

Bioresearch Monitoring (OSI) Reviewer: Susan Leibenhaut Y

TL: Susan Leibenhaut Y

Other reviewers Pharmacometrics/Nitin Mehrotra N

FILING MEETING DISCUSSION:

GENERAL

 505(b)(2) filing issues:

o Is the application for a duplicate of a listed 
drug and eligible for approval under section 
505(j) as an ANDA? 

o Did the applicant provide a scientific 
“bridge” demonstrating the relationship 
between the proposed product and the 
referenced product(s)/published literature?

Describe the scientific bridge (e.g., BA/BE studies): 

  Not Applicable

  YES    NO

  YES    NO

 Per reviewers, are all parts in English or English 
translation?

If no, explain: 

  YES
  NO

 Electronic Submission comments

List comments: N/A

  Not Applicable

CLINICAL

Comments: N/A

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

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

If no, explain: 

  YES
  NO

 Advisory Committee Meeting needed? 

Comments: Not an NME

If no, for an NME NDA or original BLA , include the 
reason.  For example:

  YES
Date if known: 

  NO
  To be determined

Reason: 
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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: N/A

  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: N/A

  Not Applicable
  YES
  NO

CLINICAL MICROBIOLOGY

Comments: N/A

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CLINICAL PHARMACOLOGY

Comments: N/A

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

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

  YES
  NO

BIOSTATISTICS

Comments: N/A

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY)

Comments: N/A

  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: N/A

  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: N/A

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 OMPQ?

Comments: N/A

  Not Applicable

  YES
  NO

  YES
  NO

Facility/Microbiology Review (BLAs only)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter
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