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 Dose Exploration Plan:  The Division stated that an acceptable approach would be to 
include dose exploration in both Phase 3 studies, but commented that it may be more 
efficient to do dose exploration in a smaller Phase 2 study.  

 Treatment Duration:  The Division stated that an eight week treatment duration 
appeared reasonable, but recommended the conduct of a smaller Phase 2 study in 
order to estimate the rate of onset of activity.  

 Definition of Remission:  The Division recommended that the definition for 
remission include the requirement that there be a finding of no friability on 
endoscopy. 

(3) Meeting to Discuss SAPs and Pre-NDA Meeting:  The following comments were 
communicated to the Sponsor (see April 13, 2010 and May 31, 2011 Meeting Minutes): 
 Primary Endpoint Definition:  The Division discouraged the Sponsor from changing 

the primary endpoint definition while the study is underway; the Sponsor agreed to 
use the original primary endpoint definition.   

 Primary Analysis Population:  The Division stated that the primary analysis 
population would be the ITT population, but the proposed analysis populations (i.e., 
exclusion of 50 patients with GCP violations, and exclusion of patients with normal 
histology at baseline) would be considered during the NDA review. 

 
It should be noted that there was a change of sponsor from Cosmo Technologies, Ltd. to 
Santarus, Inc. on February 6, 2009. 
 
See the Clinical Review by Marjorie Dannis for details of the Uceris regulatory history. 
 

2.2  Current Application  
 
The application was submitted on December 14, 2011, and received on December 16, 2011.  
It was classified as a ten-month submission with a PDUFA deadline of October 16, 2012.  
Because of a major amendment received on August 3, 2012, the PDUFA date was extended 
to January 16, 2013.   
 
No Advisory Committee meeting was convened to discuss this application. 
 
The relevant review disciplines have all written review documents.  The primary review 
documents relied upon were the following: 
(1) Clinical Review by Marjorie Dannis, dated December 12, 2012 
(2) Statistics Reviews: 

(a)  Primary Statistics Review by Milton Fan, dated December 21, 2012 
(b)  Secondary Statistics Memo by Mike Welch, dated December 31, 2012  

(3) Clinical Pharmacology Review by Dilara Jappar, dated December 19, 2012 
(4) Biopharmaceutics Review by Elsbeth Chikhale, dated December 12, 2012 
(5) CMC Reviews: 

(a) CMC Review by Raymond Frankewich, dated November 9, 2012 
(b) CMC Addendum by Raymond Frankewich, dated January 14, 2013 

(6) Pharmacology/Toxicology Review by Dinesh Gautam, dated October 15, 2012 
(7) OSI Clinical Inspection Summary by Susan Leibenhaut, dated December 17, 2012 
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budesonide caused no gliomas at an oral dose of 50 μg/kg.  However, it caused a 
statistically significant increase in the incidence of hepatocellular tumors at an oral 
dose of 50 μg/kg.  

 In a 91-week study in mice, budesonide caused no treatment-related carcinogenicity 
at oral doses up to 200 μg/kg. Budesonide had no effect on fertility in rats at 
subcutaneous doses up to 80 μg/kg. However, it caused a decrease in prenatal 
viability and viability in pups at birth and during lactation, along with a decrease in 
maternal body-weight gain, at a subcutaneous dose of 20 μg/kg. No such effects were 
noted at 5 μg/kg. 

 
The Nonclinical Reviewer recommends an Approval action based on the non-clinical review 
of the information submitted in the NDA.   
 
The Nonclinical Reviewer agreed with the Applicant’s proposed labeling for the following 
sections: 
 Section 8.1 of Label (Pregnancy) 
 Section 13.1 of Label (Carcinogenesis, Mutagenesis, Impairment of Fertility) 
 
The Nonclinical Reviewer concluded that the following section is not required and should be 
deleted. 
 Section  
 
4.2 Recommendation  
 
An Approval Action is the recommendation by the Nonclinical Pharmacology/Toxicology 
discipline provided the labeling revisions described above are made.   

5.  Clinical Pharmacology/Biopharmaceutics  
 
5.1 Issues 
 
5.1.1 Clinical Pharmacology 
 
The reader is referred to the Clinical Pharmacology Review by Dilara Jappar, dated 
December 19, 2012, for complete information.  The following is summarized from the 
Clinical Pharmacology Review. 

 
Dose Selection Rationale:   
 
The Clinical Pharmacology Reviewer noted that one Phase 2 dose-finding study (using 
Uceris 3 mg and 9 mg) and two Phase 3 studies (using Uceris 6 mg and 9 mg) have 
demonstrated that the 9 mg dose was more efficacious compared to 3 mg or 6 mg based on 
the numerical comparison of measured efficacy assessments.  The Clinical Pharmacology 
Reviewer commented that those studies were not powered to detect a statistical difference 
between 3 mg vs. 9 mg or 6 mg vs. 9 mg.  
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Single-Dose PK (based on Study CRO-PK-06-178):    
 
Following single oral dose administration of Uceris 9 mg under fasted condition in healthy 
subjects, Cmax was 1348.8 ± 958.8 pg/ml, AUC0-t was 13555.9 ± 7816.9 pg.h/ml, AUC0-∞ 
was 16431.2 ± 10519.8 pg.h/m, and Tmax was 13.3 ± 5.9 hours.  The pharmacokinetic (P
parameters of Uceris 9 mg have a high degree of variability among subjects with a CV 
ranging from 45% to 71%.  In plasma concentration vs. time profile, there appears to be 
double peaks (based on both the mean profile and individual profiles) following single oral 
dose administration of Uceris 9 mg, occurring around 6 hours and 16 hours post-dose, 
respectively.  Although the double peaks were observed in the majority of the subjects, these 
were not always present in all of the subjects.  

K) 

   
Multiple-Dose PK (based on Study CRO-PK-03-105):    
 
Following 7 days of oral dosing of Uceris 9 mg, the coefficient of accumulation was 
Cssmax/Cmax = 0.87 ± 0.51, AUCss/AUCinf = 0.82 ± 0.47, and AUCss/AUC0-24 = 1.135 ±
0.6925, where AUC

 
ss was AUC0-tau where 0-tau is 0-24 hours at steady state, indicating the 

absence of budesonide accumulation following multiple dose administration of Uceris 9 mg.  
 
Relative Bioavailability (based on Study CRO-PK-06-178): 
 
Relative bioavailability of Uceris 9 mg was compared with the reference product Entocort 
EC 3x3 mg.  Uceris 9 mg has comparable exposure, but different PK profile compared to the 
reference product Entocort EC.  AUC was 13555.9 ± 7816.9 and 13394.6 ± 5983.0, Cmax was 
1348.8 ± 958.8 and 1555.9 ± 588.0 for Uceris 9 mg and Entocort EC 3 x 3 mg, respectively.   
These two products are not statistically bioequivalent with respect to both rate (Cmax) and 
extent (AUC) of budesonide absorption.  In plasma concentration vs. time profile, Entocort 
EC appears to have one peak whereas the Uceris 9 mg appears to have double peaks, where 
the first peak is close to the Tmax of the reference product Entocort EC.  
 
Food Effect (based on Study CRO-PK-03-105): 
 
The effect of food on absorption of Uceris 9 mg was studied following single dose 
administration of Uceris 9 mg under fed and fasted states.  The presence of food increased 
the absorption lag time (7.4 hr vs. 9.8 hr) and decreased the rate of absorption (4.7 hr 
increase in tmax and 27% decrease in Cmax).  However, effect of food on extent of absorption 
was small, only by 9% reduction in AUC0-t and 5% reduction in AUC0-∞.  
 
HPA Axis Suppression: 
 
The Clinical Pharmacology Reviewer noted that Uceris 9 mg results in HPA axis suppression 
were as expected.  Forty-seven percent (47%) of patient who were treated with Uceris 9 mg 
for 4 weeks and 79% of patients who were treated with Uceris 9 mg for 8 consecutive weeks 
had an abnormal response to the ACTH stimulation test indicating HPA axis suppression.   
 
The Clinical Pharmacology Reviewer commented that compared to the reference product 
Entocort EC, Uceris 9 mg appears to have higher potential for HPA axis suppression.  
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7.1.2 Key Design Features (Studies CB-01-02/01 and CB-01-02/02) 
 
Key design features of Studies CB-01-02/01 and CB-01-02/02 are summarized below. 
 
Key Entry Criteria:   
 
Key entry criteria were a diagnosis of active mild to moderate severity UC with a UCDAI 
score ≥ 4 and ≤ 10 and suffering from UC for at least 6 months.  (See Appendix 2 for the 
UCDAI scoring system.)  Patients were excluded if they used oral or rectal steroids in the last 
4 weeks, immunosuppressive agents in the last 8 weeks, or TNFα-antagonists in the last 3 
months. 
 
Study Visits / Key Assessments:   
 
Five study visits were scheduled: Screening (Visit 1), Day 1 (Visit 2), and at the end of 
Weeks 2 (Visit 3), 4 (Visit 4), and 8 (Visit 5/Final Visit).   
 
A colonoscopy was performed at Screening (unless the same procedure was performed 
within one month prior to screening, and the results were available to the Investigator at that 
time) and at Visit 5 (Day 56).  During colonoscopy, three biopsies were taken from the 
colonic lesions considered to be most severe.  All biopsy evaluations were performed at a 
single histopathology center by a blinded histopathologist; the Saverymuttu scoring system 
was used, and the Histological Activity Grade was determined from the total Saverymuttu 
Score (see Appendix 3).  The result of the biopsy was available only after randomization.  
Patients were considered to have normal baseline histology if all available biopsies from a 
colonoscopy had a total Saverymuttu score ≤ 1 (corresponding to a Histological Activity 
Grade of 0).  Patients were considered to have active disease only when at least one of the 
biopsies had a total Saverymuttu score > 1.   
 
UCDAI was assessed at Screening and at Visit 5. The UCDAI is comprised of four 
components (stool frequency, rectal bleeding, mucosal appearance and physician’s rating of 
disease activity) (see Appendix 2). 
 
Primary Endpoint:   
 
The primary endpoint was clinical remission after 8 weeks of treatment.  Clinical remission 
was defined as follows: 
 UCDAI ≤ 1 with score of 0 for both rectal bleeding, stool frequency, and mucosal 

appearance; and 
 ≥ 1-point reduction from baseline in a separate endoscopy-only score (see Appendix 4).  
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Secondary Endpoints:   
 
Secondary endpoints were as follows: 
 Clinical improvement, defined as a ≥ 3-point improvement in UCDAI from baseline 

to the end of Week 8 
 Endoscopic improvement, defined as a ≥ 1-point improvement in a separate 

endoscopy-only score (see Appendix 4) from baseline to the end of Week 8 
 
7.1.3 Conduct (Studies CB-01-02/01 and CB-01-02/02) 
 
Dates of Enrollment, Completion, SAP Amendment, and Database Lock: 
 
The dates of enrollment, completion, and database lock are shown below by study1,2: 
 Study CB-01-02/01:   

– First patient randomized:  August 20, 2008 
– Last patient completed:  May 28, 2010 
– SAP amendment:  July 16, 2010 
– Database lock:  September 23, 2010 

 Study CB-01-02/02: 
– First patient randomized:  July 24, 2008 
– Last patient completed:  February 13, 2010 
– SAP amendment:  July 16, 2010 
– Database lock:  November 4, 2010 

 
Applicant’s Proposal to Revise the Primary Analysis Population: 
 
April 13, 2010 Meeting:  In the meeting held on April 13, 2010, the Applicant proposed 
revising the primary analysis population (exclusion of patients with GCP violations from the 
ITT population) (see Section 2.1 of this CDTL Review).  The Division’s general response 
was that the primary analysis population would be the ITT population, but the proposed 
analysis population would be considered during the NDA review. 
 
July 16, 2010 SAP Amendment:  The Clinical Reviewer noted that on July 16, 2010, the 
Sponsor amended both SAPs, reportedly “prior to database lock and study unblinding.”  The 
Sponsor’s new ITT population (referred to in the Clinical Review as the “mITT population” 
and in the Statistics Review as the “Sponsor’s ITT population”) is defined as follows:  

All randomized patients who received one dose of drug but excluded patients who had: 
1. No histological evidence of active UC (“normal histology”) at Baseline 
2. Major entry criteria violations  
3. Major GCP violations 

 
Applicant’s Rationale for July 16, 2010 SAP Amendment:  The Applicant’s rationale for the 
revised primary analysis population is summarized below (full rationale is provided in the 
Clinical Review): 
                                                 
1 Dates of enrollment and completion are taken from the Clinical Review by Marjorie Dannis. 
2 Dates of SAP amendment and database lock are taken from the Primary Statistics Review by Milton Fan. 
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 Patients whose data were not reliable should not be included in the study.  
 All patient data with these issues were eliminated prior to study unblinding.  
 The interpretation of histology slides was performed at a central location and thus 

represents an objective measure. 
 
Key concerns identified by the Primary Statistics Reviewer included the following: 
 Change in the Primary Analysis Populations after Study Enrollment:  The Primary 

Statistics Reviewer concluded that for each study, the sponsor’s ITT analysis (based on 
the exclusion of all patients with normal histology at baseline) should be considered a 
subgroup analysis that is hypothesis generating (rather than the primary analysis) because 
the sponsor’s ITT analysis population was not “clearly pre-specified”; he noted that for 
each study, the sponsor’s ITT analysis population was pre-specified in the SAP but not 
the protocol, and although the SAP was finalized before database lock, the sponsor’s ITT 
analysis population was introduced in the SAP after study enrollment. 

 Disproportionate Numbers of Placebo Subjects with Normal Histology at Baseline 
(primarily Study CB-01-02/02):  The Primary Statistics Reviewer commented that more 
patients were excluded from the placebo group compared to the Uceris 9 mg group in 
Study CB-01-02/01 (5.5% vs. 3.1%) and Study CB-01-02/02 (31.0% vs. 13.5%) (mostly 
due to normal histology at baseline in Study CB-01-02/02), and concluded that the results 
from each of the studies (particularly Study CB-01-02/02) may be biased in favor of the 
Uceris 9 mg group.   

 Exclusion of Four Sites with Major GCP Violations (in Study CB-01-02/02):  The 
Primary Statistics Reviewer noted that the exclusion of four sites with major GCP 
violations contributes to the difficulty in interpretation of results from Study CB-01-
02/02.   

 
The Secondary Statistics Reviewer addressed concerns about the change in the primary 
analysis populations of each study after study enrollment, disproportionate numbers of 
placebo subjects in Study CB-01-02/02 with normal histology at baseline, and data quality of 
CB-01-02/02 (as reflected by four sites with major GCP violations).   
 Change in the Primary Analysis Populations (Each Study) after Study Enrollment:  The 

Secondary Statistics Reviewer concluded that there does not appear to be a clear potential 
source of bias that should override the use of the modified ITT analysis population (i.e., 
the sponsor’s ITT analysis population).  His rationale included the following:  (a) 
Performing the efficacy analysis on only histology positive subjects is consistent with 
antimicrobial trials (where this is done in a prospective fashion).  (b) A diagnostic test 
that conclusively identifies the disease would not in theory invalidate the randomization 
provided the blind was maintained and critical study milestones were well-documented.  
(c) The sponsor’s change to the SAP, although after completion of study enrollment, was 
made well before database lock and unblinding, and the data management procedures 
appear adequate. 

 Disproportionate Numbers of Placebo Subjects with Normal Histology at Baseline (Study 
CB-01-02/02):  The Secondary Statistics Reviewer concluded that since the primary 
analysis population excludes subjects with normal histology at baseline, the 
disproportionate numbers of placebo subjects with normal histology at baseline should 
not be an issue unless one was convinced that the randomization process was biased, and 
this does not appear to be the case.  He noted the following:  (a) Although one would 
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expect baseline characteristics to be balanced across treatment groups, imbalances occur 
in trials, and it should not be supposed that any particular imbalance invalidates the 
randomization or that the randomization process was flawed.  (b) The imbalance may 
have occurred by chance or may suggest other procedural problems (related to the sites 
with major GCP issues).  (c) The sponsor re-examined their randomization process and 
concluded it functioned as intended. 

 Data Quality of CB-01-02/02 (as reflected by four sites with major GCP violations):  The 
Secondary Statistics Reviewer concluded that although the removal of protocol violators 
from the primary analysis is inconsistent with statistical review practice (protocol 
violators would typically be removed from a per-protocol data set not an ITT or modified 
ITT data set), in this case, the site violations are major ones, including missing source 
data, so removal may be justified.  He noted that it cannot be expected that treatment 
group balances would occur because of the randomization method (centrally controlled in 
blocks of size 4), and thus removal of sites from the primary analysis may bias the 
efficacy results; however, he further noted that the treatment difference with or without 
sites removed was similar (see further discussion in Section 7.1.7 Primary Efficacy 
Analysis of this CDTL Review). 

 
 
7.1.5 Demographics and Baseline Disease Characteristics (Studies CB-01-02/01 and 
CB-01-02/02) 
 
Demographics: 
 
In Study CB-01-02/01, approximately 50% of patients were Caucasian, approximately 34% 
patients were Asian, 7% were African-American, and 7% were Hispanic.   The median age 
was 42 years (minimum 18 years, maximum 77 years).  Approximately 56% of patients were 
male. 
 
In Study CB-01-02/02, More than 99% of patients were Caucasian.  The median age was 44 
years (minimum 18 years, maximum 75 years).  Approximately 57% of patients were male. 
 
Baseline Disease Characteristics:   
 
Across treatment groups in both Studies CB-01-02/01 and CB-01-02/02, UC history was 
generally similar.  The overall median time since diagnosis of UC was 3.3 years for Study 
CB-01-02/01 and 3.9 years for Study CB-01-02/02.   
 
Across treatment groups in both Studies CB-01-02/01 and CB-01-02/02, the median baseline 
UCDAI score was generally similar.  The overall median baseline UCDAI score was 7.0. 
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7.1.6 Disposition (Studies CB-01-02/01 and CB-01-02/02) 
 
Disposition is summarized below by study. 
 
Study CB-01-02/01:  Among 489 patients in the mITT analysis population, 349 (71%) 
completed the study. The most common reasons for early withdrawal from the study were 
treatment failure (n = 44; 9%) and withdrawal of consent (n = 38; 8%). A slightly lower 
percent of patients in the placebo group (63%) completed the study as compared to the other 
treatment groups (72% to 77%).   
 
Study CB-01-02/02:  Among 410 patients in the mITT analysis population, 272 (66%) 
completed the study. The most common reasons for early withdrawal from the study were 
treatment failure (n = 85; 21%) and withdrawal of consent (n = 30; 7%).  
 
 
7.1.7 Primary Efficacy Analysis (Studies CB-01-02/01 and CB-01-02/02) 
 
The primary efficacy analysis is summarized below by study. 
 
Study CB-01-02/01: 
 
When the primary analysis of clinical remission was performed using the mITT population, 
the percentage of patients in clinical remission at Week 8 was statistically significantly 
higher for patients receiving Uceris 9 mg than for patients receiving placebo (17.9% vs. 
7.4%, p = 0.0143). Thus, the treatment difference between Uceris 9 mg and placebo was 
10.4%.   
 
Clinical remission rates in the Uceris 6 mg group (13.2%) and in the Asacol group (12.1%) 
were numerically greater than placebo, but the differences did not reach statistical 
significance. See table below. 
 
 Table 6.  Rates of Clinical Remission mITT Population (Study CB-01-02/01) 

Table above is taken from the Clinical Review by Marjorie Dannis.  Source is CSR Study CB-01-02/01 Table 17. 
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Study CB-01-02/02: 
 
When the primary analysis of clinical remission was performed using the mITT population, 
the percentage of patients in clinical remission at Week 8 was statistically significantly 
higher for patients receiving Uceris 9 mg than for patients receiving placebo (17.4% vs. 
4.5%, p = 0.0047). Thus the treatment difference between Uceris 9 mg and placebo was 
12.9%.  
 
The clinical remission rate in the Uceris 6 mg group (8.3%) and the Entocort EC group 
(12.6%) was each numerically greater than placebo, but the differences did not reach 
statistical significance.  See table below. 
 
 
Table 7.  Rates of Clinical Remission mITT Population (Study CB-01-02/02) 

Table above is taken from the Clinical Review by Marjorie Dannis.  Source is CSR Study CB-01-02/02 Table 17. 

 
 
 
Discussion / Conclusions: 
 
The Clinical Reviewer concluded that substantial evidence of efficacy was demonstrated 
based on the results in the mITT analysis population (i.e., sponsor’s ITT analysis population) 
of each of the two studies (Studies CB-01-02/01 and CB-01-02/02). 
 
The Primary Statistics Reviewer concluded that the two studies (Study CB-01-02/01 and 
Study CB-01/02/02) did not provide substantial evidence (from a statistical perspective) 
demonstrating superiority of Uceris 9 mg over placebo for the “all randomized” population.  
He summarized the results in the “true” ITT analysis population (i.e., “all randomized” 
population) and in the population with positive histology at baseline as follows: 
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Secondary Statistics Reviewer noted that Study CB-01-02/02 should be considered 
supportive to the principle trial given both of these issues. 

 
The Secondary Statistics Reviewer concluded that the overall level of statistical evidence of 
efficacy based on both studies is sufficient to support a recommendation for product approval 
by the Clinical Team.  He also recommended that the Clinical Studies section of labeling 
should describe the studies as originally designed but should present results for only the 
biopsy positive subjects; he noted that the nature of the site violations for study CB-01-02/02 
would support removal of these sites from the analysis tables (see Section 12.3 of this CDTL 
Review). 
 
 
7.1.8 Secondary Efficacy Analyses (Studies CB-01-02/01 and CB-01-02/02) 
 
Both the Clinical Reviewer and the Primary Statistical Reviewer noted that for both 
secondary endpoints (rate of clinical improvement and rate of endoscopic improvement) in 
both studies, the rates were numerically higher in the Uceris 9 mg group than in the placebo 
group, but the differences failed to reach statistical significance. 
 
 
7.1.9 Subgroup Analyses (Studies CB-01-02/01 and CB-01-02/02) 
 
The Primary Statistics Reviewer noted that in Study CB-01-02/01, the treatment difference in 
the rate of clinical remission at Week 8 (Uceris 9 mg versus placebo) was inconsistent 
between the ≤ 42 years and > 42 years age subgroups.  The treatment difference was 1.2% in 
the ≤ 42 years age subgroup (Uceris 9 mg 11.1% versus placebo 9.9%) and was 21.0% in the 
> 42 years age subgroup (Uceris 9 mg 25.0% versus placebo 4.0%). 
 
 
7.2  Recommendation 
 
An Approval Action is the final recommendation from a Clinical/Statistical standpoint.   
 

8.  Safety 
 
8.1  Issues 
 
The reader is referred to the Clinical Review by Marjorie Dannis dated December 12, 2012, 
for complete information. 
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Dropouts and/or Discontinuations:   
 
Dropouts and/or discontinuations are summarized below for the Primary Analysis Group and 
for the Long-Term Analysis Group.   
 
 Primary Analysis Group:  Overall, 16% (166/1020) of patients had at least one adverse 

event (AE) leading to withdrawal. The incidence of AEs leading to withdrawal was 
similar in all treatment groups (15% to 19%), with the exception of the Asacol group, 
which had a lower incidence (11%). The most frequently reported AE by PT leading to 
withdrawal was UC, occurring in 12% of patients. The incidence of UC leading to 
withdrawal was similar in all treatment groups (11% to 16%), with the exception of the 
Asacol group, which had a lower incidence (8%).   

 
 Long-Term Analysis Group:  In the long-term analysis group, a greater percentage of 

patients in the placebo group than in the Uceris 6 mg group experienced an AE that led to 
withdrawal from the study (30% [17/61] and 16% [10/62], respectively). The most 
frequent AE that led to withdrawal in both treatment groups was UC and was reported in 
a greater percentage of patients in the placebo group (23%) than in the Uceris 6 mg group 
(15%). No other AEs that led to withdrawal were reported by more than one patient in 
either treatment group. 

 
Potential Glucocorticoid-related Effects:   
 
Potential glucocorticoid-related effects are summarized below for the Primary Analysis 
Group and for the Long-Term Analysis Group. 
 
 Primary Analysis Group:  Glucocorticoid effects were observed for 10% (104/1020) of 

patients in the primary analysis group. These effects occurred most frequently in the 
Entocort group (14%) and Asacol group (12%) and least frequently in the budesonide 
Uceris 6 mg group (8%). Glucocorticoid effects occurred in similar percentages of 
patients in placebo (11%) and Uceris 9 mg (10%).  Overall, the most common individual 
glucocorticoid effects were mood changes and sleep changes (4% each). Review of the 
individual events showed that the frequency of events was similar or lower with Uceris 9 
mg when compared with placebo. (See table below.) 
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gastrointestinal disorders (33% of patients); nervous system disorders (14%); and 
infections and infestations (11%). The incidence of AEs was similar across all treatment 
groups for the gastrointestinal disorders SOC (29% to 36%) and the infections and 
infestations SOC (10% to 13%).  The most frequently reported treatment-emergent AEs 
by PT were ulcerative colitis in 14% of patients and headache in 11%.  Among common 
AEs (occurring in ≥5% of patients in any group), the following AEs occurred in a higher 
percentage of patients receiving Uceris (either 9 mg or 6 mg) compared with placebo:  (a) 
ulcerative colitis; (b)  nausea; (c) flatulence; and (d) headache.  In addition, the Clinical 
Reviewer noted that there appeared to be a potential relationship between the dose of 
Uceris and the AE of decreased blood cortisol (4% of patients receiving Uceris 9 mg, 2% 
receiving Uceris 6 mg, and <1% receiving placebo), although the frequency of these 
events was low overall (no more than 4% of patients in any group). The Clinical 
Reviewer noted that this potential dose relationship is not unexpected for this class of 
drug (a glucocorticoid). 

 
 Long-Term Analysis Group:  Overall, AEs occurred in a slightly higher percentage of 

patients in the placebo group (72% [44/61]) than in the Uceris 6 mg group (65% [40/62]).  
The most frequently reported AE was UC, which was reported at a numerically higher 
percentage for patients in the placebo treatment group than for patients in the Uceris 6 mg 
treatment group (26% vs.18%). Osteopenia was more commonly reported in the placebo 
group than Uceris 6 mg treatment group (8% and 2% , respectively), while frequent 
bowel movements (2% vs. 7%), haematochezia (2% vs.7% ), constipation (0% and 7%), 
abdominal pain (8% vs.10%) and headache (3% vs. 7%) were more commonly reported 
in the Uceris 6 mg group. However, the overall frequencies of these events were low 
(none were reported by more than five patients in any treatment group).  The Clinical 
Reviewer noted that several potentially glucocorticoid related AEs occurred in a slightly 
higher percentage in the Uceris 6 mg treatment group vs. the placebo group. These were: 
cushinoid (5% vs. 3%), acne (5% vs. 0), flushing (3% vs. 2%), hirsutism (5% vs.0) and 
blood cortisol decreased (3% vs. 2%).  However, the Clinical Reviewer pointed out that 
these all occurred in only one to three patients.  

 
 
8.2  Recommendation 
 
An Approval Action is the final recommendation from a Safety standpoint.  
 

9.  Advisory Committee Meeting  
 
This application was not presented to an Advisory Committee. 
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11.2 Office of Scientific Investigations (OSI) Audits 
 
The reader is referred to the OSI Clinical Inspection Summary by Susan Leibenhaut, dated 
December 17, 2012 for complete information.   
 
11.2.1 Site Inspections 
 
The site inspections are summarized in the tables below. 
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11.2.2 Review of Sponsor Audit Reports 
 
For-cause investigations identified 2 sites (sites 1040 and 1106) that required audits (both 
from Study CB-01-02/02).  The process of Data Validation and External Data Reconciliation 
identified 5 additional sites from that study (sites 1082, 1122, 1059, and 1098, and 1111) that 
required audits. The Applicant submitted the audit reports for these 7 sites in a Response to 
Information Request dated August 3, 2012. 
 
The results of the audits are summarized in the table below.   
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12.  Labeling  
 

12.1 Proprietary Name 
 
For complete information, see the DMEPA Proprietary Name Review by Anne Tobenkin, 
dated April 16, 2012, and DMEPA Proprietary Name Reviews by Denise Baugh, dated July 
25, 2012, and December 11, 2012.   
 
DMEPA concluded in the review dated April 16, 2012, that the proprietary name of “Uceris” 
was acceptable.  This was communicated to the Applicant in the Proprietary Name Request 
Conditionally Acceptable Letter dated April 17, 2012, along with a statement that the 
proposed proprietary name of “Uceris” will be re-reviewed 90 days prior to the approval of 
the NDA. 
 
DMEPA conducted re-evaluations of the proposed proprietary name of “Uceris” (see reviews 
dated July 25, 2012, and December 11, 2012); again, DMEPA concluded that the proprietary 
name of “Uceris” was acceptable. 

12.2 Office of Prescription Drug Promotion (OPDP) Comments  
 
The Office of Prescription Drug Promotion (OPDP) determined that the proposed name 
(Uceris) is acceptable from a promotional perspective.  This is documented in the Proprietary 
Name Review by Anne Tobenkin, dated April 16, 2012, and Proprietary Name Reviews by 
Denise Baugh, dated July 25, 2012, and December 11, 2012.   
 

12.3 Physician Labeling / Medication Guide / Carton and Container 
Labeling 

 
The main revisions to the Applicant’s proposed Physician Labeling are summarized below: 
 Dosage and Administration (Section 2 of Label):  The recommendation for  

 of Uceris (originally proposed by the Applicant) was removed.   
 Drug Interactions (Section 7 of Label):  A sub-section entitled “Inhibitors of Gastric Acid 

Secretion” was added that included the following statement: “Since the dissolution of the 
coating of UCERIS is pH dependent, the release properties and uptake of the compound 
may be altered when UCERIS is used after treatment with gastric acid reducing agents 
(e.g., PPIs, H2 blockers and antacids).” 

 Clinical Studies (Section 14 of Label):  The following revisions were made:   
 In the description of the study design, the total number of patients enrolled (not 

including GCP violations) (i.e., 970 patients) was stated, but an additional statement 
was added describing the primary analysis population (“Eight-hundred ninety-nine of 
these patients had histology consistent with active UC; this was considered the 
primary analysis population.”)   

 The sub-section entitled  (originally 
proposed by the Applicant) was removed.  
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In addition to these revisions, additional revisions were negotiated with the Applicant.  Many 
of these revisions are based on recommendations from the DMPP Patient Labeling Review, 
the OPDP Labeling Review, and the OPDP Patient Labeling Review. The reader is referred 
to each of these reviews for complete information.  
 
The Division of Medication Error Prevention and Analysis (DMEPA) reviewed the carton 
and container labels.  They made a number of recommendations that were communicated to 
the Applicant on December 14, 2012 (see DMEPA Label and Labeling Review by Anne 
Tobenkin, dated April 10, 2012).  
 

13.   Recommendations/Risk Benefit Assessment  
 

13.1 Recommended Regulatory Action 
 
All of the review disciplines recommended an Approval action.  This Reviewer concurs with 
the recommendations from each of the disciplines. 

13.2 Risk Benefit Assessment 
 
The benefit of Uceris in mild to moderate UC has been established in the clinical trials.  The 
safety profile was acceptable based on what was found in the clinical trials. There are known 
risks associated with this class of product (corticosteroids) that are adequately described in 
the label.   

13.3 Recommendation for Postmarketing Risk Evaluation and Mitigation 
Strategy Requirements (REMS) 

 
No special postmarketing risk management activities are recommended for this Application.   

13.4 Recommendation for Postmarketing Required Pediatric Studies 
 
A postmarketing required pediatric study under PREA is recommended for the current 
application, with the following language for the Approval Letter: 
 
Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes 
of administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 
 
We are waiving the pediatric study requirement for ages 0 to less than 5 years because 
necessary studies are impossible or highly impracticable. 
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We are deferring submission of your pediatric study for ages 5 to 17 years for this application 
because this product is ready for approval for use in adults and the pediatric study has not 
been completed. 
 
Your deferred pediatric study required by section 505B(a) of the Federal Food, Drug, and 
Cosmetic Act is a required postmarketing study. The status of this postmarketing study must 
be reported annually according to 21 CFR 314.81 and section 505B(a)(3)(B) of the Federal 
Food, Drug, and Cosmetic Act. This required study is listed below. 
 

An 8-week randomized, double-blind, placebo-controlled trial in children 5 to 17 years 
of age with active, mild to moderate ulcerative colitis.  The trial will evaluate 
pharmacokinetics (PK), efficacy for induction of remission, and safety of at least 2 
doses of Uceris (budesonide).  The effects of 8 weeks of Uceris (budesonide) on the 
HPA axis will be assessed.  
 
Final Protocol Submission: 09/2013 
Trial Completion:  06/2016 
Final Report Submission: 09/2016 

 
Submit the protocol to your IND 074882 with a cross-reference letter to this NDA.  
 
Reports of this required pediatric postmarketing study must be submitted as a new drug 
application (NDA) or as a supplement to your approved NDA with the proposed labeling 
changes you believe are warranted based on the data derived from this study. When 
submitting the reports, please clearly mark your submission "SUBMISSION OF 
REQUIRED PEDIATRIC ASSESSMENTS" in large font, bolded type at the beginning of 
the cover letter of the submission. 
 

13.5 Recommendation for other Postmarketing Study Requirements 
(PMRs) 
 
None of the primary review disciplines had recommendations for additional postmarketing 
requirements. 

 
13.6 Recommendation for Postmarketing Study Commitments (PMCs) 
 
None of the primary review disciplines had recommendations for postmarketing 
commitments. 
 

 
13.7 Recommended Comments to Applicant 

None. 
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APPENDIX 2: UCDAI Score 
 
Table 17.  Ulcerative Colitis Disease Activity Index Score 

Index Description Score 

1. Stool frequency Normal 0 
  1- 2 stools/day more than normal 1 

  3 to 4 stool/day more than normal 2 
  >4 stools/day more than normal 3 
   
2. Rectal bleeding  None 0 
   Streaks of blood 1 
   Obvious blood  2 

   Mostly blood  3 
     
 3. Mucosal Appearance  Normal 0 

   Mild friability 1 
   Moderate friability 2 

 Exudation 3 
   
4. Physician Rating of Disease Activity Normal 0 
 Mild 1 
 Moderate 2

 

 

 Severe 3 

(The table above is taken from the Clinical Review by Marjorie Dannis.) 
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APPENDIX 3:  Saverymuttu Scoring System and Histological 
Activity Grade 

 
 
The table below shows the Saverymuttu Scoring System. 
 
Table 18.  Saverymuttu Scoring System  

 
The table above is taken from the Clinical Review by Marjorie Dannis. 

 
The table below shows the conversion from the total Saverymuttu Score to the Histological 
Activity Grade. 
 
Table 19.  Determination of Histological Activity Grade (Conversion from Total Saverymuttu Score to 
Histological Activity Grade) 

 
The table above is taken from the Clinical Review by Marjorie Dannis. 
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APPENDIX 4:  Endoscopy-Only Scoring System 
 
The following endoscopy-only scoring system3 was used as part of the primary endpoint 
definition (see Section 7.1.2 of this CDTL Review): 
 
Table 20.  Endoscopy-Only Scoring System* 

*Note:  This endoscopy-only scoring system is not part of the UCDAI.  
(Table above is taken from Page 49 of the CB-01/02/01 Protocol.) 
 
 

                                                 
3Rachmilewitz D. Coated mesalazine (5-aminosalicylic acid) versus sulphasalazine in the treatment of active 
ulcerative colitis: a randomised trial. BMJ. 1989;298: 82-6. 
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APPENDIX 5: Additional Analyses from Primary Statistics 
Review 

 
The following additional analyses are taken from the Primary Statistics Review.  The 
Statistics Reviewer performed “true” ITT analyses (i.e., including all randomized patients) 
for each of the two studies (Studies CB-01-02/01 and CB-01-02/02).  The results from the 
true “ITT” analyses are shown in the tables below. 
 
Study CB-01-02/01:  
 
Table 21.  Rate of Clinical Remission – “True” ITT Population (Study CB-01-02/01) 

 
(Table above is taken from Page 27 of the Statistics Review by Milton Fan.) 
 
The Statistics Reviewer concluded that based on the “True” ITT Population, remission rates 
for Uceris 9 mg and Uceris 6 mg were numerically greater than placebo, but the differences 
did not reach statistical significance. 
 
Study CB-01-02/02:  
 
Table 22.  Rate of Clinical Remission – “True” ITT Population (Study CB-01-02/02) 

 
(Table above is taken from Page 43 of the Statistics Review by Milton Fan.) 
 
 
The Statistics Reviewer concluded that based on the “True” ITT Population, the remission 
rate for Uceris 9 mg was numerically greater than placebo, but the difference did not reach 
statistical significance. 
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