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4 CONCLUSION & RECOMMENDATIONS

We conclude that the prescribing information is acceptable. However, the proposed container 

label and carton labeling can be improved to increase the prominence of important information 

on the label to promote the safe use of the product. We provide the following 

recommendations in Section 4.1

4.1 RECOMMENDATIONS FOR INTERMUNE

A. All Container Labels and Carton Labeling

1. .  The established name 

presentation should include the active ingredient followed by the dosage form.  

Include the dosage form Capsules on all labels and labeling.  Ensure the dosage form 

presentation is commensurate with the prominence of the active ingredient 

presentation. Relocate the strength from the bottom of the label and labeling to 

after the dosage form so that it is easily recognized: see example below

Esbriet 

(Pirfenidone) Capsules                                                                                                                  

267 mg

2. The trade name and established name is listed at the top and bottom of the label 

and labeling. Consider deleting the presentation at the bottom of the label and 

labeling as it is redundant information.

B. Carton Labeling and Container Label (270 count bottle)

1. Decrease the prominence of the net quantity (270 Capsules) as it competes for 

prominence with the strength (267 mg). Since these numbers are numerically similar 

they may be confused for one another.

C. Titration Blister Labels

1. Add the important identifying information (i.e. trade name, established name, 

strength) to the blister cards to provide clarity.

D. Titration and Maintenance Dose Pak Labeling

1. Relocate the statements ‘14 day Titration Pak’ on the Titration Pak, and ‘Weekly 

Dosepak’ on the Maintenance Dose Pak to above the ‘Attention Pharmacist:…’ 

Reference ID: 3613287
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statement on the principal display panel so that the information is readily available 

and to help decrease selection errors between the two dosepaks.
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APPENDIX C. PREVIOUS DMEPA REVIEWS
C.1 Methods
We searched the L: Drive on August 15, 2014 using the terms, Esbriet to identify reviews 
previously performed by DMEPA.  

C.2 Results

Our search identified one previous review1; this was the label and labeling review completed 
when the labels were originally submitted November 4, 2009. We confirmed that the majority 
of our previous recommendations were implemented and reiterated any recommendations 
that should be instituted in section 4.1.

                                                     
1 Oleszczuk Z. Label and Labeling Review for Esbriet (NDA 022535). Silver Spring (MD): Food and Drug 
Administration, Center for Drug Evaluation and Research, Office of Surveillance and Epidemiology, Division of 
Medication Error Prevention and Analysis (US); 2010 April 15.  15 p. OSE RCM No.: 2009-2284.
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APPENDIX G. LABELS AND LABELING 
G.1 List of Labels and Labeling Reviewed
Using the principles of human factors and Failure Mode and Effects Analysis,2 along with 
postmarket medication error data, we reviewed the following Esbriet labels and labeling 
submitted by InterMune on May 23, 2014.

 Container label

 Carton labeling

 Full Prescribing Information

G.2 Label and Labeling Images

                                                     
2 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004.
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1 INTRODUCTION 

       On November 4, 2009, InterMune, Inc. submitted for the Agency’s review a New 
Drug Application for pirfenidone capsules.  Pirfenidone capsules are indicated for 
the treatment of idiopathic pulmonary fibrosis (IPF).  On May 4, 2010, InterMune 
was issued a Complete Response Letter by the agency.  On May 23, 2014, 
InterMune, Inc. resubmitted the application to address the issues identified in the 
Complete Response Letter. 

Pirfenidone was granted Orphan Drug Designation on March 5, 2004.  The IPF 
clinical development program also received Fast Track Designation on May 31, 
2013, based on the life-threatening nature of the disease and the serious unmet 
medical need in the U.S. 

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 Pulmonary, Allergy, and Rheumatology Products 
(DPARP) on June 11, 2014, and June 11, 2014, respectively, for DMPP and OPDP 
to review the Applicant’s proposed Patient Package Insert (PPI) for pirfenidone 
capsules.   

 
2 MATERIAL REVIEWED 

• Draft ESBRIET (pirfenidone) PPI received on May 23, 2014, and received by 
DMPP on August 13, 2014.  

• Draft ESBRIET (pirfenidone) PPI received on May 23, 2014, and received by 
OPDP on August 13, 2014.. 

• Draft ESBRIET (pirfenidone) Prescribing Information (PI) received on May 23, 
2014, revised by the Review Division throughout the review cycle, and received 
by DMPP on August 13, 2014. 

• Draft ESBRIET (pirfenidone) Prescribing Information (PI) received on May 23, 
2014, revised by the Review Division throughout the review cycle, and received 
by OPDP on August 13, 2014. 

 
3 REVIEW METHODS 

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 document using the Verdana font, 
size 10. 

In our collaborative review of the PPI we have:  

• simplified wording and clarified concepts where possible 

• ensured that the PPI is consistent with the Prescribing Information (PI)  
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• ensured that the PPI is free of promotional language or suggested revisions to 
ensure that it is free of promotional language 

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

• ensured that the PPI is consistent with the approved comparator labeling where 
applicable.  

 
4 CONCLUSIONS 

The PPI is 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 is 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.   

 Please let us know if you have any questions.  
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****Pre-decisional Agency Information**** 

    
 

Memorandum 
 
Date:  August 18, 2014 
  
To:  Jessica Lee, Regulatory Project Manager 
  Division of Pulmonary, Allergy, and Rheumatology Products 
  (DPARP) 
 
From: Roberta Szydlo, Regulatory Review Officer  
 Office of Prescription Drug Promotion (OPDP) 
 
cc:  Kathleen Klemm, Team Leader, OPDP 
     
Subject: NDA 022535 

OPDP labeling comments for Esbriet (pirfenidone) capsules 
   
In response to DPARP’s consult request dated June 11, 2014, OPDP has 
reviewed the proposed draft labeling (Package Insert [PI] and Carton and 
Container Labeling) for Esbriet (pirfenidone) capsules (Esbriet) and offers the 
following comments.  OPDP’s comments on the proposed Patient Package Insert 
(PPI) will be provided at a later date under separate cover in collaboration with 
the Division of Medical Policy Programs (DMPP). 
 
OPDP’s comments on the PI are provided directly below and are based on the draft 
marked-up labeling titled “NDA 22535_proposed labeling_5.23.14_BKS_SCPI.docx” 
that was provided via email from DPARP on August 13, 2014.   
 
OPDP has also reviewed the proposed carton and container labeling submitted 
by the sponsor on May 23, 2014 (eCTD sequence #0045), and available at: 
 

• \\cdsesub1\evsprod\nda022535\0045\m1\us\114-label\1141-draft-
label\carton-draft-blister-.pdf 

• \\cdsesub1\evsprod\nda022535\0045\m1\us\114-label\1141-draft-
label\carton-draft-bottle.pdf 

• \\cdsesub1\evsprod\nda022535\0045\m1\us\114-label\1141-draft-
label\contain-draft-bottle.pdf 

• \\cdsesub1\evsprod\nda022535\0045\m1\us\114-label\1141-draft-
label\carton-draft-titration-blister.pdf 

• \\cdsesub1\evsprod\nda022535\0045\m1\us\114-label\1141-draft-
label\carton-draft-weekly-blister.pdf 

FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion 
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We have no comments at this time on the proposed carton and container 
labeling. 
 
Thank you for your consult.  OPDP appreciates the opportunity to provide 
comments on the proposed labeling. 
 
If you have any questions, please contact Roberta Szydlo at (301) 796-5389 or 
roberta.szydlo@fda.hhs.gov. 
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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 022535 
 
Application Type: Class 2 NDA Resubmission 
 
Name of Drug/Dosage Form: Esbriet (pirfenidone) 267 mg capsules  
 
Applicant:   InterMune, Inc. 
 
Receipt Date:  5/23/14 
 
Goal Date:  11/23/14 

 

1. Regulatory History and Applicant’s Main Proposals 
 
The Original NDA 22535 was received November 4, 2009.  A Complete Response Action was taken 
on May 4, 2010.  Labeling discussions did not occur with the applicant during the first review cycle. 
 

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 an advice letter. The 
applicant will be asked to correct these deficiencies and resubmit the PI in Word format by July 25, 
2014.  The resubmitted PI will be used for further labeling review. 
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Selected Requirements of Prescribing Information 
 

SRPI version 4:  May 2014  Page 3 of 10 

 Initial U.S. Approval  Required 
 Boxed Warning  Required if a BOXED WARNING is in the FPI 
 Recent Major Changes  Required for only certain changes to PI*  
 Indications and Usage  Required 
 Dosage and Administration  Required 
 Dosage Forms and Strengths  Required 
 Contraindications  Required (if no contraindications must state “None.”) 
 Warnings and Precautions  Not required by regulation, but should be present 
 Adverse Reactions  Required 
 Drug Interactions  Optional 
 Use in Specific Populations  Optional 
 Patient Counseling Information Statement Required  
 Revision Date  Required 

* RMC only applies to the BOXED WARNING, INDICATIONS AND USAGE, DOSAGE AND 
ADMINISTRATION, CONTRAINDICATIONS, and WARNINGS AND PRECAUTIONS sections. 

Comment:        

HIGHLIGHTS DETAILS 

Highlights Heading 

8. At the beginning of HL, the following heading must be bolded and should appear in all UPPER 
CASE letters: “HIGHLIGHTS OF PRESCRIBING INFORMATION”. 
Comment:        

Highlights Limitation Statement  

9. The bolded HL Limitation Statement must include the following verbatim statement: “These 
highlights do not include all the information needed to use (insert name of drug product) 
safely and effectively. See full prescribing information for (insert name of drug product).”  
The name of drug product should appear in UPPER CASE letters. 

Comment:        

Product Title in Highlights 

10. Product title must be bolded. 

 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. 

YES 

YES 

YES 

YES 

N/A 

N/A 
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Selected Requirements of Prescribing Information 
 

SRPI version 4:  May 2014  Page 4 of 10 

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 

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 

N/A 

N/A 

N/A 

N/A 

N/A 

YES 

YES 

YES 
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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:        

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:        

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:        

YES 

YES 

N/A 

YES 

YES 

YES 

YES 
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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:        

YES 

 
YES 
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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 

YES 

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:       
 

YES 
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1 INTRODUCTION 
This review is written in response to a request from the Division of Pulmonary, Allergy, and 
Rheumatology Products (DPARP) for assessment of the container labels, carton labeling, insert 
labeling, medication guide labeling, titration blister labels, titration pack labeling, maintenance 
blister labels, and maintenance package labeling.  

1.1 REGULATORY HISTORY 
NDA 022535 for Esbriet was submitted on November 4, 2009.  It has been granted orphan 
designation. 

2 METHODS AND MATERIALS 

2.1 ADVERSE EVENT REPORTING SYSTEM (AERS) DATABASE 
Since, the active ingredient pirfenidone is currently marketed in foreign countries under the 
proprietary name Pirespa, DMEPA conducted a search of the Adverse Event Reporting System 
(AERS) on March 8, 2010 using the active ingredient name “pirfenidone” and the verbatim terms 
“Pires%” and “pirfe%” along with the MedDRA reaction terms “Medication Errors” (HLGT), 
“Product Quality Issue” (PT) and “Product Label Issue” (HLT). The tradename ‘Esbriet’ was not 
used as a proprietary name because the name does not appear as a tradename in the AERS drug 
database. 

The reports were manually reviewed to determine if a medication error occurred.  Duplicate 
reports were grouped together into cases. If an error occurred, the staff reviewed the cases to 
determine if the root cause could be associated with the labels, labeling, or packaging 
configuration of the product, and thus pertinent to this review. Those cases that did not describe a 
medication error were excluded from further analysis.  The cases that did describe a medication 
error were categorized by type of error.  We reviewed the cases within each category to identify 
factors that contributed to the medication errors. 

Our search of the Adverse event database did not identify any cases of medication errors reports 
involving pirfenidone. However, since medication errors are known to be under reported and this 
product is currently marketed in foreign markets only, a negative AERS result can not guarantee 
that errors are not occurring, only that the errors are not being reported to the FDA. 

2.2 LABELS AND LABELING 
The Applicant submitted a Risk Evaluation Minimization Strategy that included a restricted 
distribution plan (no image) and medication guide labeling (no image) for Esbriet (pirfenidone) 
Capsules on November 4, 2009. The Applicant also submitted insert labeling (no image) on  
April 8, 2010. Additionally, the Applicant submitted container labels (see Appendix A), carton 
labeling (see Appendix B), titration pack blister labels (see Appendix C), titration pack carton 
labeling (see Appendix D), maintenance package blister labels (see Appendix E), maintenance 
package carton labeling (see Appendix F), and maintenance package out carton labeling (see 
Appendix G) on April 5, 2010. DMEPA used Failure Mode and Effects Analysis (FMEA) 1 in our 
evaluation of the labels, labeling, and packaging configuration.  

                                                      
1 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004. 
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3 CONCLUSIONS AND RECOMMENDATIONS 
Our evaluation of the labels and labeling noted areas where the presentation of information can be 
improved to minimize the potential for medication errors. We provide our recommendations for 
the package insert labeling and Medication Guide labeling in Section 3.1, Comments to the 
Division. Section 3.2, Comments to the Applicant contains our recommendations for the container 
labels and carton labeling. We request the recommendations in Section 3.2 be communicated to 
the Applicant prior to approval. 

We would be willing to meet with the Division for further discussion, if needed.  Please copy the 
Division of Medication Error Prevention and Analysis on any communication to the Applicant 
with regard to this review.  If you have questions or need clarifications, please contact  
Carolyn Volpe, OSE Regulatory Project manager, at 301-796-5204.   

3.1 COMMENTS TO THE DIVISION 

3.1.1 Package Insert 
1. We note that the symbol  ‘x’ is used to represent the word ‘times’ through out the 

package insert labeling. Symbols can cause confusion and lead to medication error if 
they are misinterpreted. We recommend revising the package insert to replace all 
instances of ‘x’ with the word ‘times’.    

2. We note the abbreviation ‘IPF’ is used to represent Idiopathic Pulmonary Fibrosis. 
The abbreviations ‘IPF’ has several meaning2 such as: Ibuprofen, Immune Protection 
Factor, Infection Potentiating Factor, Inhibitory Protein Factor, and Insulin Promoter 
Factor. Since the abbreviation ‘IPF’ has several meanings and can be misinterpreted 
we recommend removing all instances of the abbreviation ‘IPF’ and replacing the 
abbreviation with the statement ‘Idiopathic Pulmonary Fibrosis’ where appropriate. 

3. Section 2.1, Dosage and Administration can be reorganized to be to help clarify the 
dosing instruction. As presented now the maintenance daily dose is presented before 
the titration schedule. Since this drug should be titrated when first started the 
instructions for titration should be presented before the maintenance dose.  

Reorder the presentation of information so the instructions for titration appear before 
the instructions for maintenance dose as follow: 

When first prescribed, Esbriet therapy should be titrated over two weeks as 
follows: 

 

 

 

 

 

 

                                                      
2 Medilexicon; 
http://www.medilexicon.com/medicalabbreviations.php?keywords=IPF&search=abbreviation;            
March 12, 2010 

Table 1. Dose Escalation for TRADENAME 

Treatment Days Dose 

Days 1 through 7 1 capsule three times a day with meals 

Days 8 through 14 2 capsules three times a day with meals 

Days 15 and above 3 capsules three times a day with meals 
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The recommended daily maintenance dosage of Esbriet for treatment of patients 
with Idiopathic Pulmonary Fibrosis is three 267 mg capsules three times a day 
with food for a total of 2403 mg/day. 

Doses above 2403 mg/day are not recommended for any patient.  

3.1.2 Medication Guide Labeling 
We have provided the following comments on the Medication Guide to the Division of Risk 
Management: 

1.   We note the abbreviation ‘IPF’ is used to represent Idiopathic Pulmonary Fibrosis. 
The abbreviations ‘IPF’ has several meaning3 such as: Ibuprofen, Immune 
Protection Factor, Infection Potentiating Factor, Inhibitory Protein Factor, and 
Insulin Promoter Factor. Additionally, patients may not understand the abbreviation 
‘IPF’. Since the abbreviation ‘IPF’ has several meanings, can be misinterpreted, and 
may not be understood by patients, we recommend removing all instances of the 
abbreviation ‘IPF’. 

2.  The dosing instructions in the second bullet of the section “How should I take 
TRADENAME” are confusing and can be revised to be easier to understand. Revise 
the dosing instruction in the second bullet as follows: 

3. The dosing instructions in the third bullet of the section “How should I take 
TRADENAME” can be revised to be easier to understand. Revise the dosing 
instruction in the third bullet as follows: 

                                                      
3 Medilexicon; 
http://www.medilexicon.com/medicalabbreviations.php?keywords=IPF&search=abbreviation;            
March 12, 2010 

(b) (4)

(b) (4)
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CLINICAL INSPECTION SUMMARY 

 
 
DATE:  April 2, 2010  
 
TO:  Eunice Chung, PharmD, Regulatory Project Manager 

Banu Karimi-Shah, M.D., Medical Officer 
Division of Pulmonary, Allergy and Rheumatologic Products 

 
THROUGH:   Tejashri Purohit-Sheth, MD 
  Branch Chief 

Good Clinical Practice Branch II 
Division of Scientific Investigations 

 
FROM:   Anthony Orencia, MD, FACP 
  Medical Officer 
  Good Clinical Practice Branch II 
  Division of Scientific Investigations 
 
SUBJECT:   Evaluation of Clinical Inspections 
 
NDA:  22-535 
 
APPLICANT: InterMune 
 
DRUG:  pirfenidone (Esbriet) capsule  
 
THERAPEUTIC CLASSIFICATION: Priority Review 
 
INDICATIONS: treatment of idiopathic pulmonary fibrosis (IPF)  

     
 
CONSULTATION REQUEST DATE: January 13, 2010  
 
DIVISION ACTION GOAL DATE:      May 4, 2010 
 
PDUFA DATE:             May 4, 2010 
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I.  BACKGROUND:  
Idiopathic Pulmonary Fibrosis (IPF) is a disease of unknown etiology with progressive 
pulmonary insufficiency, and characterized, pathophysiologically, as interstitial fibrosis of the 
lung and decrease in lung volume. The reported estimated median survival after diagnosis is 2.5 
to 3.5 years. 
 
Pirfenidone is an antifibrotic and anti-inflammatory agent being developed for IPF. The 
mechanism of action of pirfenidone, a small nonpeptide molecule, has not been fully established. 
While no drugs are approved for the treatment of IPF in the U.S., one product is approved 
internationally for the treatment of IPF; on October 16, 2008, the Japanese Ministry of Health 
approved pirfenidone tablets (Pirespa® 200-mg tablet, Shionogi & Co., Ltd.) for the treatment of 
patients with IPF in Japan.  
 
Open-label and Phase 2 clinical experience with pirfenidone in the USA, Europe, and Japan 
indicated that doses of 1800 mg/d to 3600 mg/d can be safely administered as a capsule or a 
tablet. At the doses tested, the most common adverse events were mild to moderate 
gastrointestinal discomfort, photosensitivity rash, and fatigue.  Phase 3 clinical experience with 
pirfenidone in Japan in randomized, double-blind safety (1200 mg/d and 1800 mg/d) and efficacy 
(1800 mg/d) studies indicated that the most common adverse events reported in this study were 
photosensitivity, nasopharyngitis, and anorexia. 
 
Pirfenidone was designated a priority review as a New Molecular Entity (NME). Protocol PIPF-
004 was selected for inspection since this study met the primary efficacy endpoint. 
 
Protocol PIPF-004: 
PIPF-004 was a Phase 3, randomized, double-blind, placebo-controlled, 3-arm, safety and 
efficacy study evaluating pirfenidone in 435 patients with IPF at 2403 mg/d of pirfenidone (n = 
174) or 1197 mg/d of pirfenidone (n = 87) compared with placebo (n = 174),.  The objectives of 
the study were: (a) To assess the safety and efficacy of treatment with pirfenidone 2403 mg/d 
compared with placebo in patients with IPF, (b) To assess the safety and efficacy of treatment 
with pirfenidone 1197 mg/d in patients with IPF, and (c) To characterize the pharmacokinetic 
disposition of pirfenidone in patients with IPF. 
 
Patients aged 40–81 years, who had a confident clinical, radiographic, and/or pathologic 
diagnosis of IPF without evidence or suspicion of an alternative diagnosis for interstitial lung 
disease, and who had evidence of disease progression were eligible to participate in the study. 
The primary efficacy outcome variable was absolute change in percent predicted forced vital 
capacity (FVC) from baseline to Week 72. 
  
The study covered periods July 14, 2006 thru November 7, 2008. Study PIPF-004 was conducted 
by 64 investigators at 64 sites in United States, Canada, Mexico, United Kingdom, France, Italy, 
Poland, and Australia. 
 
Three clinical investigators and the sponsor were selected for inspection. The 
investigative drug in this application is a new molecular entity (NME) for an indication 
which currently has no FDA-approved therapies. Clinical sites (see below) were chosen 
based upon those with highest enrollments, and sites whose results favored the active 
treatment arm of the trial. The sponsor was selected for inspection as the product is an 
NME. 
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II. RESULTS (by protocol/site): 
 
Name of CI and  
site #, if known 

City, State Protocol
(s) 

Inspection 
Date 

EIR 
Received 
Date 

Final 
Classification 

Steven P. Nathan, 
MD/Site #1008 

Falls 
Church, VA 

PIPF-004 February 
22-24,  2010 

March 29, 
2010 

NAI 

James N. Allen, MD 
/#1016 

Columbus, 
OH 

PIPF-004 February 8 – 
March 1, 
2010 

Pending Pending 
 
Preliminary 
field 
classification: 
VAI 
  

Jeffrey A. Golden, 
MD 
/Site #1015 

San 
Francisco, 
CA 

PIPF-004 February 
11-19, 2010 

Pending Pending 
 
Preliminary 
field  
classification: 
VAI 
 

 InterMune, Inc Brisbane, 
CA 

Sponsor February 9 – 
24, 2010 

March 18, 
2010 

VAI 

 
 
Key to Classifications 
NAI = No deviation from regulations. Data acceptable. 
VAI-No Response Requested= Deviations(s) from regulations. Data acceptable. 
VAI-Response Requested = Deviation(s) form regulations. See specific comments below for data  
   acceptability   
OAI = Significant deviations for regulations.  Data unreliable. 
Pending= The EIR has not been received and findings are based on preliminary communication with the    
field. 
 
PROTOCOL PIPF-004  
 
1.  Steven P. Nathan, MD/Site #1008 
3300 Gallows Road 
Falls Church, VA 22042 
 
a.  What was inspected? 
The inspection was conducted in accordance with Compliance Program 7348.811, from 
February 22 to 24, 2010. There were 20 subjects screened, 10 subjects were enrolled, and 
7 subjects completed the study. A total of 10 study subject records were reviewed.  There 
was no evidence of under-reporting adverse events. No discrepancies between the source 
record and the case report form (CRF) were found.  Patients were properly consented. 
Study drug accountability logs were documented. 
 
b.  Limitations of inspection: 
None. 
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c.  General observations/commentary: 
 
No Form FDA 483 was issued. This clinical site appeared to adhere to good clinical 
practice. Current inspection showed no discrepancies with source data.  There were two 
reported deaths due to worsening or disease progression, which were verified in the data 
listings. 
  
d.   Data acceptability/reliability for consideration in the NDA review decision: 
The data in support of clinical efficacy and safety at this clinical site appear acceptable. 
 
 
2. James Allen, MD/Site #1016 
Ohio Sate University Medical Center 
1492 East Broad Street 
Columbus, OH 43205 
 
 
a.  What was inspected? 
The inspection was conducted in accordance with Compliance Program 7348.811, from 
February 8 to March 1, 2010.   
 
A total of 27 subjects were screened; 18 subjects were enrolled and randomized, and 14 
subjects completed the study.  A total of 18 study subject records were reviewed during 
this site inspection.  
 
The inspection evaluated the following: data collection, data reporting, consent forms, 
data and source document components, and investigational product accountability.  
 
b.  Limitations of inspection: 
None. 
 
c.    General observations/commentary:  
ORA field office classified this clinical site inspection as VAI, and a two-observation 
Form FDA 483 was issued, for deficiencies in preparing or maintaining accurate case 
histories with respect to observations pertinent to the investigation, and in conducting a 
clinical investigation in accordance with the investigational plan.  Dr. Allen submitted a 
response to the Form 483 that DSI received on March 8, 2010, outlining his plan for 
corrective action regarding the field investigator’s findings. 
 
Examples of inspectional findings include the following observations: 

• For Subject #4038, per Module 2 (Week 13 to 24) Study Drug Accountability 
CRF, the number of capsules returned from Week 13 to 24 (4/30/2007) was 900; 
however, the Subject Compliance Worksheet for this visit (4/13/2007) recorded 
the total # capsules returned was 109; 

• For Subject #4072, per Module 1 (Day 1to Week 12) Study Drug Accountability 
CRF, the number of capsules returned from Day 1 to Week 12 (4/13/2007) was 



Page -5 NDA 22-535 (pirfenidone)  
Summary Report of U.S. Inspections 
 

900; however, the Subject Compliance Worksheet for this visit recorded the total 
# capsules returned was 126; 

• For Subject #4089, according to Module 1 (Day 1 to Week 12) Study Drug 
Accountability CRF, the number of capsules returned from Day 1 to Week 12 was 
900; however, the Subject Compliance Worksheet for this visit (4/25/2007) 
recorded the total # capsules returned was 219; 

• For Subject #4014, per Treatment Completion Study Drug Accountability CRF, 
the number of capsules returned at this visit (9/2/2008) was 411; however, the 
Subject Compliance Worksheet (Day 1-Treatment Completion) recorded the total 
# capsules returned at this visit as 309; 

• For Subject #4007, per Screening (8/2/2006) in the Oxygen Titration Procedure 
CRF, the patient reported a Post-walk Borg Scale rating of moderate; however, 
the source document recorded a rating of slight; 

• For Subject #4023, per Week 12 (12/15/2006) Routine Clinical ECG CRF, the 
Bazett’s rate-corrected QT interval was greater than 500 milliseconds; however, 
the source document recorded the interval as 420 milliseconds; 

• Subject #4023 recorded (11/10/2006) in the patient screening to week 12 diary 
that she had progressively worsening cough; however, this was not reported in the 
sponsor’s Adverse Events CRF.  

  
Reviewer’s Comments: Regarding the aforementioned Study Drug Accountability 
CRF deficiency findings, these were mainly transcription errors, as discussed with the 
district office field investigator in a teleconference on April 6, 2010. The field 
investigator was able to verify and confirm accuracy and completeness of study drug 
accountability from source documents.  
 
The study drug was dispensed according to protocol and subjects received the 
investigational product to which they were randomized. There were no instances 
where the blind was broken. The source documents for the number of capsules 
returned and dispensed were accurately calculated, appropriately reconciled, and 
recorded. Dr. Allen’s staff, however, recorded the number of capsules dispensed 
instead of total number of capsules returned. With the exception of transcriptions 
errors as noted above, there were no systemic or pervasive problems with test article 
accountability. In general, there were no issues identified during the clinical 
inspection that would suggest that the data integrity was compromised. 
 
Dr. Allen acknowledged these transcription errors in his letter response. As part of his 
corrective action plan, he plans to develop an internal audit process, with regular 
frequency, by peers to prevent documentation errors.  

 
NOTE: Observations noted above are based on preliminary communications with the 
field investigator, and an inspection summary addendum will be generated if conclusions 
change upon review and receipt of the EIR. 
 
 

d.   Data acceptability/reliability for consideration in the NDA review decision: 
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While some regulatory violations were observed, these are unlikely to importantly impact 
data integrity. The data in support of clinical efficacy and safety from this clinical site 
appear acceptable. 
 
3. Jeffrey A. Golden, MD/Site #1015 
Box 0359, Room A-540 
400 Parnassus Avenue 
San Francisco, CA 94143-0359 
 
a.  What was inspected? 
The inspection was conducted in accordance with Compliance Program 7348.811, from 
February 11 to 19, 2010.   
 
A total of 22 subjects were screened at this clinical site; 17 subjects were enrolled and 
randomized. There were 17 subject records inspected for informed consent, primary 
efficacy endpoint data, and 5 patient records inspected for patient diaries and for other 
potential discrepancies between source documents and CRFs. No evidence of under-
reporting of adverse events was noted.   
 
The inspection also evaluated the following: data collection, data reporting, IRB 
approvals, data and source document components, and investigational product 
accountability.  
 
b.  Limitations of inspection: 
None. 
 
c.    General observations/commentary:  
ORA field office classified this clinical site inspection as VAI, and a three-observation 
Form FDA 483 was issued, for deficiencies in preparing or maintaining accurate case 
histories with respect to observations pertinent to the investigation, and in failure to 
obtain informed consent in accordance with 21 CFR Part 50 prior to conducting the 
study, as well as implementing research activities despite lack of approval to all changes 
by the Institutional Review Board.  Dr. Golden issued a response to the Form 483 that 
DSI received a response on March 11, 2010, outlining his plan for corrective action 
regarding the field investigator’s findings. Dr. Golden submitted source documents on 
investigational product accountability and pulmonary function test worksheets, and stated 
that his team reorganized patient subject binders, and upon further review, Dr. Golden 
appear to have maintained accurate case histories in his clinical study.  
 
Specific minor regulatory deficiencies included the following: 

• Informed consent forms, updated version August 11, 2008, were not obtained for 
subjects 1015 4238, 1015 4255 and 1015 4129. 

• The informed consent form, version June 27, 2008, was not submitted to the 
Institutional Review Board prior to study implementation on the research 
subjects.  

 
d.   Data acceptability/reliability for consideration in the NDA review decision: 
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While minor deficiencies were observed for PIPF-004 , these observations do not appear 
to have a substantive impact on data integrity and patient safety. The data in support of 
clinical efficacy and safety from this clinical site appear acceptable. 
 
 
NOTE: Observations noted above are based on preliminary communications with the 
field investigator, and an inspection summary addendum will be generated if conclusions 
change upon review and receipt of the EIR. 
 
 
4.  InterMune/Sponsor 
3260 Bayshore Boulevard 
Brisbane, Ca 94005 
 
a. What was inspected? 
The inspection was conducted in accordance with Compliance Program 7348.810 
from February 9 to 24, 2010. The inspection evaluated the following documents: 
structural organization, clinical study sites, selection of clinical investigators (i.e., 
only pulmonologists participated as clinical investigators), and master services 
agreements. InterMune contracted with  to monitor the clinical sites, 
except for the following clinical sites performed by InterMune: Dr. Jeffrey 
Golden (Site 1015), Dr. David Zisman (Site 1016), and Dr. Andrew Chan (Site 
1002). Clinical trial monitoring included the following: project management, site 
visits every four to five weeks, site protocol compliance, review of case report 
forms and informed consent forms, drug accountability, adequate reporting 
assessment of adverse events, and review of source data.. 
 
b.  Limitations of inspection: 
None. 
 
c.  General observations/commentary:  
A two-observation Form FDA 483 was issued on February 24, 2010 at the end of 
the inspection for lacking to ensure proper monitoring of the study (21 CFR 
312.50) and for lack of detailed descriptions of obligations in the full or partial 
transfer of obligations to a contract research organization (e.g.,  (21 CFR 
312.52(b), albeit no substantive regulatory violations were noted in Protocol 
PIPF-004.  Sponsor provided a written response on March 5, 2010 for the firm’s 
corrective action plans to the ORA San Francisco District Office. that was 
received on March 8, 2010. 
 
For example: 

• Site 1002 needed training on obtaining a proper informed consent as 
documented on sponsor’s site monitoring visit dated June 9, 2008, but a 
corrective action plan was not developed to prevent recurrence of this 
deficiency,  

(b) (4)

(b) (4)
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• CRO agreement misrepresented that  shall conduct serious 
adverse event and patient eligibility monitoring, where the sponsor fully 
reviewed and evaluated these. 

 
 
d.   Data acceptability/reliability for consideration in the NDA review decision: 
While minor regulatory observations were noted, these do not appear to have a significant 
impact on data integrity and patient safety of these clinical trials. The data in support of 
clinical efficacy and safety at this clinical site appear acceptable. 
 
III. OVERALL ASSESSMENT OF FINDINGS AND GENERAL 
RECOMMENDATIONS 
 
Three domestic clinical investigator sites and the sponsor were inspected in support of 
this application for study Protocol PIPF-004, in support of pirfenidone for the treatment 
of idiopathic pulmonary fibrosis.  
  
In general, inspection findings documented adherence to Good Clinical Practices 
regulations governing the conduct of clinical investigations. Although minor regulatory 
violations were noted, these are isolated in nature, and are unlikely to impact data 
integrity and patient safety. The data generated by these inspected sites appear reliable in 
support of the application. 
 
Note: Observations noted above for these three clinical sites are based on the Form FDA 
483, preliminary EIR and communications from field investigator, an inspection 
summary addendum will be generated if conclusions change significantly upon receipt 
and review of the final EIR. 
 
 

{See appended electronic signature page} 
 
Anthony Orencia, M.D. 
Medical Officer 
Good Clinical Practice Branch II 
Division of Scientific Investigations 
 

CONCURRENCE: 
 

{See appended electronic signature page} 
 

Tejashri Purohit-Sheth, M.D. 
Branch Chief 
Good Clinical Practice Branch II 
Division of Scientific Investigations 

(b) (4)
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Memorandum 
 
Date:  April 5, 2010 
  
To:  Eunice H. Chung, Regulatory Project Manager 
  Division of Pulmonary, Allergy, and Rheumatology Products   
  (DPARP) 
 
From:   Roberta Szydlo, Regulatory Review Officer   
  Division of Drug Marketing, Advertising, and Communications  
  (DDMAC) 
 
Through: Sam Skariah, Regulatory Review Officer 
  Division of Drug Marketing, Advertising, and Communications  
  (DDMAC) 
 
CC:  Robyn Tyler, Regulatory Review Officer 
  Lisa Hubbard, Professional Group Leader 
  Sangeeta Vaswani, DTC Group Leader 
  Wayne Amchin, Regulatory Health Project Manager 
  DDMAC 
 
Subject: NDA # 022535 
  DDMAC labeling comments for Esbriet (pirfenidone) Capsules  
   
 
DDMAC has reviewed the proposed product labeling (PI) for Esbriet (pirfenidone) 
Capsules (Esbriet) submitted for consult on December 15, 2009.  DDMAC’s 
comments are based on the proposed draft marked-up labeling titled 
“Pirfenidone_Label_edited.doc” that was sent via email from DPARP to DDMAC 
on April 5, 2010.   
 
DDMAC’s comments on the PI are provided directly in the marked-up document 
attached (see below).  DDMAC’s comments regarding the Medication Guide will 
be sent at a later date under separate cover after DPARP forwards the draft 
document to DDMAC for review.  
 
Thank you for the opportunity to comment on these proposed materials. 
 
If you have any questions regarding the PI, please contact Roberta Szydlo at 
(301) 796-5389 or Roberta.szydlo@fda.hhs.gov.   

FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Division of Drug Marketing, Advertising, and Communications 

25 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately 
following this page



Application
Type/Number

Submission
Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
NDA-22535 ORIG-1 INTERMUNE INC Esbriet (pirfenidone capsules)

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

ROBERTA T SZYDLO
04/05/2010





Application
Type/Number

Submission
Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
NDA-22535 ORIG-1 INTERMUNE INC Esbriet (pirfenidone capsules)

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

JEANNE M DELASKO
04/01/2010

LAURIE B BURKE
04/01/2010



  
REGULATORY PROJECT MANAGER LABELING REVIEW  

(PHYSICIAN LABELING RULE) 
 

Division of Pulmonary and Allergy Products 
 
Application Number: 22-535 
 
Name of Drug: Esbriet (proposed) pirfenidone 
 
Applicant: InterMune 
 
Material Reviewed: 
 
 Submission Date(s): November 4, 2009 
 
 Receipt Date(s): November 4, 2009 
 
 Submission Date of Structure Product Labeling (SPL): November 4, 2009 
 
 Type of Labeling Reviewed: PDF 
 

Background and Summary 
 
This review provides a list of revisions for the proposed labeling that should be conveyed to the 
applicant.  These comments are based on Title 21 of the Code of Federal Regulations (201.56 
and 201.57), the preamble to the Final Rule, Guidance(s), and FDA recommendations to provide 
for labeling quality and consistency across review divisions.  When a reference is not cited, 
consider these comments as recommendations only. 
 

Review 
 
The following issues/deficiencies have been identified in your proposed labeling with regard to 
format: 
 
Highlights Section:   
 

1. In the Contraindications Section,  
 

 
2. In the Adverse Reactions Section, add arthralgia as one of the adverse reactions that occur 

in patients >10%. 
 

 

(b) (4)



3. In the Drug Interactions Section, consider the inclusion of practical instructions for 
preventing of decreasing the likelihood of the interaction. 

 
4. For the Revision date, remove the parentheses for the month/year. 

 
Full Prescribing Information: Contents 
 

1. Remove periods after the numbers for the section and subsection headings. 
 
2. Omit  

 
Full Prescribing Information (FPI) 
 

1. The headings and sub headings should be in boldface font for Sections 1 Indications and 
Usage and 2 Dosage and Administration.  Also, remove the periods after the numbers for 
these sections. 
 

2. For Section 12.3 and Section , all non-heading and non-subheading words (i.e. 
Absorption, Distribution, Metabolism, Elimination, Geriatric, Gender, Obesity, Race, 
Hepatic, Renal Impairment,  and Tables 
and Figures must be normal font.  Please change all italics and bold print to normal font. 

 
3. In the Dosage and Administration Section, “TID” should be written out to “three times a 

day” or other variation. 
 

4. Change “ULN” to “upper limit of normal” globally in the FPI. 
 

5. Omit  
      
 

Recommendations 
 
Please address the identified issues and re-submit labeling by January 16, 2010.  This updated 
version of labeling will be used for further labeling discussions. 
 
                                                 
       Eunice H. Chung, Pharm.D. 
       Regulatory Management Officer 
 
        

Supervisory Comment/Concurrence: 
 
                                                                 
       Sandy Barnes 
       Chief, Project Management Staff 

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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therefore, requesting exclusivity is not required.  
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Reviewer: 
 

Elizabeth Yili Shang Y Clinical Pharmacology 
 

TL: 
 

Partha Roy Y 

Reviewer: 
 

Feng Zhou Y Biostatistics  
 

TL: 
 

Tom Permutt Y 

Reviewer: 
 

Timothy Robison Y Nonclinical 
(Pharmacology/Toxicology) 

TL: 
 

Luqi Pei Y 

Reviewer: 
 

            Statistics (carcinogenicity) 
 

TL: 
 

            

Reviewer: 
 

            Immunogenicity (assay/assay 
validation) (for BLAs/BLA efficacy 
supplements) TL: 

 
            

Reviewer: 
 

Xiaobin Shen Y Product Quality (CMC) 
 

TL: 
 

Prasad Peri Y 

Reviewer: 
 

            Quality Microbiology (for sterile 
products) 

TL: 
 

            

Reviewer: 
 

            CMC Labeling Review (for BLAs/BLA 
supplements) 

TL: 
 

            

Reviewer: 
 

            Facility Review/Inspection  

TL: 
 

            

Reviewer: 
 

Tara Turner  Y OSE/DMEPA (proprietary name) 

TL: 
 

Zach Oleszczuk N 

Reviewer: 
 

Shawna Hutchins       OSE/DRISK (REMS) 

TL: 
 

LaShawn Griffiths N 

Reviewer: 
 

Anthony Orencia Y Bioresearch Monitoring (DSI) 
 

TL: 
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disease 
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• If the application is affected by the AIP, has the 

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

 
Comments:       

 

  Not Applicable 
  YES 
  NO 

CLINICAL MICROBIOLOGY 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
CLINICAL PHARMACOLOGY 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

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

 

  YES 
  NO 

BIOSTATISTICS 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY) 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

IMMUNOGENICITY (BLAs/BLA efficacy 
supplements only) 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

PRODUCT QUALITY (CMC) 
 
 
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 
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Comments:        
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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:       
 

  Not Applicable 
 

 YES 
  NO 

 
 YES 
  NO 

 
 YES 
  NO 

 

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

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

 

  Not Applicable 
 

 YES 
  NO 

 
 

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

submitted to DMPQ? 
 

 
Comments:       
 

  Not Applicable 
 

  YES 
  NO 

 
  YES 
  NO 

Facility/Microbiology Review (BLAs only) 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

CMC Labeling Review (BLAs/BLA supplements 
only) 
 
 
Comments:       

 
 
 
 

  Review issues for 74-day letter 
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Appendix A (NDA and NDA Supplements only) 
 

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

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

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

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

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

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

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

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

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

 

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

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

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

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

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