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XIAOBIN SHEN
07/25/2012
The amendment captures the overall acceptable EES status of the cGMP sites. The NDA is
recommended for approval.

PRASAD PERI
07/25/2012
I concur
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XIAOBIN SHEN
06/21/2012
Recommended for approval from CMC perspective pending acceptable EES status.

PRASAD PERI
06/22/2012
I concur

Reference ID: 3148990





















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

XIAOBIN SHEN
06/21/2012
The NDA is recommended for approval pending resolution of issues listed at the end of the review.

PRASAD PERI
06/21/2012
I concur
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ONDQA Review for 
OND Division of Pulmonary Allergy and Rheumatology Products 

Initial Quality Assessment 
Date:  November 15, 2011 

NDA: 202020 
Prednisone delayed release tablets 
Applicant:  Horizon Pharma Inc. 
Stamp Date:  9/26/2011 
PDUFA Date:  7/26/2012 
ONDQA 5 month date:  2/26/12 
Proposed Proprietary Name:  (code NP01) 
Established Name:  prednisone delayed release tablets 
Dosage form and strength:  tablet, delayed release 
Route of Administration: oral 
Indications: CMC Lead:  Alan C. Schroeder, Ph.D. /DNDQA III/ONDQA 
Filability recommendation: Fileable (see filing review dated 10/26/11) 
Review team recommendation: Single primary reviewer (Dr. Xiaobin Shen) 
Recommended briefing level:  Branch 
Time goals:  
• Initial Quality Assessment in DFS: 11/26/11 
• Filing decision “Day 45”:   11/10/11 (Filing/planning meeting 11/07/11) 
• Filing review issues “Day 74”:  12/09/11 
• Chemistry Review (DR/IR) letter: 5/26/11 (8 months) 
• Mid-cycle meeting “Month 5”:   2/24/2012 
• Wrap Up:  6/22/2012 
• Final Chemistry Review “Month 8” in DFS:  6/21/12 (per PM) 
• PDUFA:  7/26/2012 
CONSULTS/ CMC 
RELATED 
REVIEWS 

COMMENT 

Biopharm A biopharmaceutics reviewer has been assigned, e.g. to evaluate 
the dissolution method. 

CDRH N.A. 
EA To be assessed by Primary Reviewer 
EES EER sent to Office of Compliance on 10/13/2011 
DMETS Labeling consult request will be sent as part of DPARP’s 

request. 
Methods Validation Methods validation for non-compendial methods may be 

requested of FDA laboratories if deemed necessary by the 
reviewer after test methods are finalized.  

Microbiology There is a microbial limits specification for drug product but not 
drug substance.  It is a review issue for the drug substance as to 
whether a microbial limits specification is necessary.  Micro 
should also determine whether proposed future testing of every 
tenth lot of the drug product for micro limits is adequate. 
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CONSULTS/ CMC 
RELATED 
REVIEWS 

COMMENT 

Pharm/Tox DS and DP impurities/degradants to be evaluated for safety.  
 
 
 
Background: 
 
Prednisone delayed release tablets are proposed for treatment of rheumatoid arthritis 
(RA) in adult patients. 
 
The code name for the product is “NP01.” 
 
Tablet strengths are 1 mg, 2 mg and 5 mg. They are distinguished by color and 
debossing, although the color differences tend to be small. 
 
Drug product is a “tablet-in-tablet” dosage form, “consisting of an immediate-release 
prednisone core tablet, surrounded by an inactive outer shell.  Drug release is triggered by 
penetration of water into the tablet shell  

 
 
Drug product dissolution profiles demonstrate delayed release characteristics: 
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Comment:  We should request samples of the drug product (core tablets, final 
coated tablets and the container closure system including the desiccant insert 
inside the cap). 

 
Stability/Proposed Expiry: 
 
The proposed expiry is  
 
In the original submission, 12 months of primary long-term (25°C/60%RH) stability data 
are provided for the drug product manufactured at Bayer, and 3 months of data for the 
product manufactured at    (Three lots of each strength were studied on 
stability for each container size at Bayer and one lot of each strength was studied on 
stability for the  site.)  In addition, supportive stability data in 
“precommercial” packaging configurations and in “European Union (EU) commercial” 
packaging configurations are provided. 
 
“The NP01 tablet registration stability studies were conducted using 25 ± 2°C/60 ± 5% 
relative humidity (RH) as the long-term storage condition and 30 ± 2°C/75 ± 5% RH as 
the intermediate condition. 30 ± 2°C/75 ± 5% RH was selected as the intermediate 
condition (for Zone IV B) in the US commercial packaging configuration studies to 
account for international climate changes as specified by the World Health Organization 
(WHO). The pre-commercial and EU commercial packaging configuration studies used 
30 ± 2°C/65 ± 5% RH for the intermediate condition. The accelerated condition (40 ± 
2°C/75 ±5% RH) was performed for the EU commercial packaging configuration study. 
However, because of the rapid change in the dissolution profile of the product at the 
accelerated conditions, Horizon chose to discontinue performing studies using the 
accelerated condition for the precommercial and commercial packaging configurations.” 
(Section 3.2.P.8.1.1) The reviewer should verify the data and justifications 
supporting the decision to not conduct primary NDA stability studies under the 
accelerated condition. 
 
Stability samples were tested at the usual time points for the following attributes:  
appearance, assay, total impurities, dissolution,  and hardness (hardness is 
controlled in-process and studied on stability for information only).  USP <61> and <62> 
tests (microbial limits) are performed at release and then annually (12, 24 and 36 
months). 
 

 stability data (3 months to date):  All results are said to meet acceptance 
criteria so far. 
 
Bayer stability data (12 months to date):  assay results were analyzed using a one-sided 
lower limit confidence interval of 95% to project shelf life.  The lower assay acceptance 
criterion of 90% was used (with a p-value of 0.25).  The assay was found to not be shelf-
life limiting for 1 mg but 2 mg tablet analysis gave a prediction of failure @ 19 months.  
The assay was not indicated to be shelf life limiting for the analysis of 5 mg tablets.  
Similar analyses of total impurities with a  acceptance criterion are indicated to not 
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Certain review issues which were noted are listed below for consideration by the 
reviewer  
 
See comments highlighted with bold text in the review above. 
 
Comments for filing letter:  see separate 10/26/11 DARRTS filing review.  See also the 
additional comments below: 
 
Provide samples of the drug product (core tablets, final coated tablets and the container 
closure system including the desiccant insert inside the cap 
 
Provide assurance that the drug product release target is 100% for assay for each 
manufacturer of the drug product. 
 
 
 
Recommendation:  
 
Fileable from a CMC perspective. 
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Attachment A:  Nanotechnology product evaluating questions:  
 

1, This review contains new information added to the table below:  ___x____Yes; 
_______No 
Review date:   
2)  Are any nanoscale materials included in this application? (If yes, please proceed to the next 
questions.)  Yes______; No___x___ ;         Maybe (please specify)____________________ 
 
3 a) What nanomaterial is included in the product? (Examples of this are listed as search terms in 
Attachment B.) _______________________________________________________________ 
 
3 b) What is the source of the nanomaterial?   
4)  Is the nanomaterial a reformulation of a previously approved product? 
 
Yes    No  
5)  What is the nanomaterial functionality? 
Carrier_________________; Excipient__________________; Packaging________________ 
API____________________; Other____________________ 
  
6)  Is the nanomaterial soluble (e.g., nanocrystal) or insoluble (e.g., gold nanoparticle) in an 
aqueous environment? 
Soluble __________________; Insoluble___________________  
 
7)  Was particle size or size range of the nanomaterial included in the application?  
Yes_______(Complete 8); No________ (go to 9).  
 
8)  What is the reported particle size?  
Mean particle size___________ ; Size range distribution___________; Other________________ 
 
9)  Please indicate the reason(s) why the particle size or size range was not provided: 
______________________________________________________________________________
______________________________________________________________________________
 
10, What other properties of the nanoparticle were reported in the application (See Attachment 
E)? _______________________________________________________________ 

 
11)  List all methods used to characterize the nanomaterial?_____________________________ 
______________________________________________________________________________
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ALAN C SCHROEDER
11/21/2011

PRASAD PERI
11/21/2011
I concur
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PRODUCT QUALITY (Small Molecule) 
FILING REVIEW FOR NDA (ONDQA) 

File name: 090513-Product Quality Filing Review.doc Page 10 
Version Date: 05132009 

{See appended electronic signature page}  

Alan C. Schroeder, Ph.D. 
CMC Lead  Date 
Division of New Drug Quality Assessment III 
Office of New Drug Quality Assessment 

 

{See appended electronic signature page}  

Prasad Peri, Ph.D.  
Branch Chief, Branch VIII Date 
Division of New Drug Quality Assessment III 
Office of New Drug Quality Assessment 
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10/26/2011
Signing for myself and for Prasad Peri, Ph.D. (Branch Chief)
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