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the proposed claim for relief of morning stiffness in RA. Due to numerous 
protocol violations and an unacceptable primary efficacy endpoint, the second 
study (foreign) failed to achieve statistically significant efficacy for DR 
prednisone. 

2 MATERIALS REVIEWED 

2.1 DATA AND INFORMATION SOURCES 

The following materials, listed by document date, were reviewed from 505(b)(2) NDA 
202-020 for DR prednisone (Supplement 00) in regard to the proposed REMS: 

 September 26, 2011: The applicant submitted NDA 202-020 with a proposed 
REMS. This NDA is under a standard 10-month review, Prescription Drug User 
Fee Act (PDUFA) Goal Date of July 26, 2012  

 December 29, 2011: The applicant submitted proposed labeling for DR 
prednisone  

2.2 ANALYSIS TECHNIQUES 

The 505(b)(2) NDA for DR prednisone is reviewed in the context of a voluntarily 
submitted proposed REMS and whether or not a REMS should be required for a different 
formulation of prednisone, a product with a well-characterized, long-term safety profile 
and a class (glucocorticoids) that currently does not have any REMS. 

3 RESULTS OF REVIEW OF A PROPOSED RISK EVALUATION AND 
MITIGATION STRATEGY FOR DELAYED-RELEASE PREDNISONE 

3.1 OVERVIEW OF CLINICAL PROGRAM  

The efficacy and safety data for the DR prednisone clinical development program 
submitted under NDA 202-020 (dated December 26, 2011) is composed of one PK study 
and two clinical trials:  

 EMR 62215-005 (Study 005): Bridging PK study for IR prednisone 

 EMR 62215-003 (Study 003): IND clinical study for the EU registration that had 
a different primary efficacy endpoint, improvement in morning stiffness, from the 
required US Phase 3 trial (See study 007 below). 

 NP01-007 (Study 007): A multi-center, randomized (R), double-blind (DB), 
parallel group, placebo (PBO)-controlled study of NP01 (efficacy and safety)                                       
5 mg DR prednisone and Disease Modifying Anti-rheumatic Drug (DMARD) 
versus PBO and DMARD for up to 12 weeks for the treatment of RA 

o A total of 350 patients (231 patients in the NP01 treatment group and 119 
patients in the PBO group), randomized 2:1 to NP01 or PBO 

Efficacy 

The Agency did not accept efficacy data from Study 003 to support the effect of NP01 in 
the US-required NDA trial, Study 007. The primary efficacy endpoint was based on the 
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American College of Rheumatology (ACR) response criteria for 20% improvement 
(ACR20) in RA measures. Study 003, therefore, mainly served as a safety study. 

Study NP01-007 demonstrated a statically significant increase in the ACR20 response of 
approximately 48% in the NP01 (5 mg) group versus 29% in the PBO group (p=0.0007; 
95% CI 7.66, 28.22) 

3.2 SAFETY CONCERNS  

There are no new safety concerns identified in this NDA submission for DR prednisone 
different from the US RLD prednisone (PredniSONE Tablets, United States 
Pharmacopeia (USP), Roxane Laboratories Inc., NDA 017109). Neither of the two 
studies (007 and 003) were specifically powered to determine safety related to the NP01 
delayed-release mechanism. See labeling for PredniSONE Tablets and the Warnings and 
Precautions Section.  

The combined safety data (Study 007 and 003) included more than 1500 patients, an 
Agency requirement for a drug proposed for a chronic dosage regimen.  

3.3 PROPOSED GOALS  

3.4 PROPOSED REMS ELEMENTS 
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