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LABEL AND LABELING MEMORANDUM

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

Office of Surveillance and Epidemiology (OSE)
Center for Drug Evaluation and Research (CDER)

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

Date of This Review: April 4, 2016

Requesting Office or Division: Division of Pulmonary, Allergy, and Rheumatology Products 
(DPARP) 

Application Type and Number: BLA 125544

Product Name and Strength: Inflectra (infliximab-dyyb)
For Injection
100 mg per vial

Product Type: Single ingredient product

Rx or OTC: Rx

Applicant/Sponsor Name: Celltrion

Submission Dates: April 1, 2016

Panorama #: 2015-2265-2

DMEPA Primary Reviewer: Teresa McMillan, PharmD

DMEPA Team Leader (Acting): Mishale Mistry, PharmD, MPH

DMEPA Deputy Director: Lubna Merchant, MS, PharmD

1Reference ID: 3911958



1 PURPOSE OF MEMO

The Division of Pulmonary, Allergy, and Rheumatology Products (DPARP) requested that 
DMEPA review the revised carton labeling and container labels for Inflectra (infliximab-
dyyb), BLA 125544, to determine if the labels and labeling are acceptable from a 
medication error perspective. The revisions are in response to recommendations that 
we made during a previous labels and labeling review1. 

2 CONCLUSIONS 

The revised carton labeling and container labels for Inflectra (infliximab-dyyb), BLA 
125544 are acceptable from a medication error perspective.  We have no further 
recommendations at this time.

1 McMillan T.  Label and Labeling Review for Inflectra (BLA 125544).  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); 
2016 MAR 30. RCM No.  2015-2265-1. 

2Reference ID: 3911958
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APPENDIX A LABELS AND LABELING 
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 Inflectra labels and 
labeling submitted via email in advance of the official submission by Celltrion on April 1, 
2016.

 Container label
 Carton  labeling

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

3Reference ID: 3911958
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****Pre-decisional Agency Information**** 

    
 

Memorandum 
 
Date:  April 4, 2016 
  
To:  Nina Ton, Pharm.D., Senior Regulatory Project Manager 

Division of Pulmonary, Allergy, and Rheumatology Products 
(DPARP) 

 
From: Adewale Adeleye, Pharm.D., MBA, Regulatory Review Officer, 

Office of Prescription Drug Promotion (OPDP) 
 
Subject: BLA # 125544 – INFLECTRA (infliximab-dyyb) for injection, for 

intravenous use  
 
   
Reference is made to DPARP’s consult request dated October 14, 2016, 
requesting review of the proposed Package Insert (PI), Carton/Container 
Labeling, and Medication Guide MG) for INFLECTRA (infliximab) for injection, for 
intravenous use (Inflectra). 
 
OPDP has reviewed the proposed PI entitled, “BLA 125544 draft labeling to 
Applicant 3.18.2016.docx” that was sent via e-mail from DPARP to OPDP on 
March 18, 2016.  OPDP’s comments on the proposed PI are provided on the 
attached marked-up copy of the labeling (see below). 
 
OPDP has also reviewed the proposed Carton/Container labeling entitled: 
 

• “draft-carton-container-labels.pdf”  
• “draft-primary-container-labels.pdf” 
• “draft-semi-carton-container-labels.pdf” 

 
that was submitted by sponsor on February 23, 2016.  OPDP has no comments 
at this time on the proposed Carton/Container labeling. 
 
Please note that comments on the proposed MG were provided on April 1, 2016, 
under separate cover as a collaborative review between OPDP and the Division 
of Medical Policy Programs (DMPP). 
 

FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion  

Reference ID: 3912013
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Thank you for your consult. If you have any questions please contact me at (240) 
402-5039 or adewale.adeleye@fda.hhs.gov 

Reference ID: 3912013
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Department of Health and Human Services 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 

Office of Medical Policy  
 

PATIENT LABELING REVIEW 

 
Date: 

 

April 1, 2016  
 
To: 

 
Badrul A. Chowdhury, M.D. 
Director 
Division of Pulmonary, Allergy, and Rheumatology 
Products (DPARP) 

 
Through: 

 
LaShawn Griffiths, MSHS-PH, BSN, RN  
Associate Director for Patient Labeling  
Division of Medical Policy Programs (DMPP) 

Shawna Hutchins, MPH, BSN, RN 
Team Leader, Patient Labeling  
Division of Medical Policy Programs (DMPP) 

 
From: 

 
Sharon W. Williams, MSN, BSN, RN 
Patient Labeling Reviewer 
Division of Medical Policy Programs (DMPP) 

Adewale Adeleye, Pharm.D, MBA 
Regulatory Review Officer 
Office of Prescription Drug Promotion (OPDP) 

Subject: Review of Patient Labeling: Medication Guide (MG) 

 

Drug Name (established 
name):   

INFLECTRA (infliximab-dyyb) 
 

Dosage Form and Route: Injection, for Intravenous Use 
 
Application 
Type/Number:  

 
 
BLA 125544 

Applicant: Celltrion, Inc. 
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1 INTRODUCTION 

On August 8, 2014, Celltrion Inc. submitted for the Agency’s review a 351(k) 
Biologics License Application (BLA) for a proposed biosimilar to the US-licensed 
Remicade (infliximab) lyophilized concentrate for injection for intravenous use.  The 
Division of Medication Error Prevention and Analysis (DMEPA) issued a 
conditionally acceptable letter for the the tradename INFLECTRA on February 23, 
2015.  A complete response letter was issued by the Agency on June 8, 2015.  The 
Applicant resubmitted the BLA on October 5, 2015.  Celltrion requested licensure of 
INFLECTRA (infliximab-dyyb) for injection, for intravenous use  for the following 
indications1: 

 
• Crohn’s Disease for reducing signs and symptoms and inducing and maintaining 

clinical remission in adult patients with moderately to severely active Crohn’s 
disease who have had an inadequate response to conventional therapy and for 
reducing the number of draining enterocutaneous and rectovaginal fistulas and 
maintaining fistula closure in adult patients with fistulizing Crohn’s disease. 
 

• Pediatric Crohn’s Disease for reducing signs and symptoms and inducing and 
maintaining clinical remission in pediatric patients 6 years of age and older with 
moderately to severely active Crohn’s disease who have had an inadequate 
response to conventional therapy. 

 
• Ulcerative Colitis for reducing signs and symptoms, inducing and maintaining 

clinical remission and mucosal healing, and eliminating corticosteroid use in adult 
patients with moderately to severely active ulcerative colitis who have had an 
inadequate response to conventional therapy. 

 
• Rheumatoid Arthritis in combination with methotrexate, for reducing signs and 

symptoms, inhibiting the progression of structural damage, and improving 
physical function in patients with moderately to severely active rheumatoid 
arthritis. 

 
• Ankylosing Spondylitis for reducing signs and symptoms in patients with active 

ankylosing spondylitis. 
 

• Psoriatic Arthritis for reducing signs and symptoms of active arthritis, inhibiting 
the progression of structural damage, and improving physical function in patients 
with psoriatic arthritis. 
 

• Plaque Psoriasis for the treatment of adult patients with chronic severe (i.e., 

                                                      
1 Celltrion also requested licensure of INFLECTRA for pediatric ulcerative colitis.  REMICADE’s 
indication for pediatric ulcerative colitis is protected by orphan drug exclusivity expiring on Sept. 23, 2018.  
Accordingly, FDA will not be able to license a proposed biosimilar product for this indication until the 
orphan exclusivity expires. 
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extensive and/or disabling) plaque psoriasis who are candidates for systemic 
therapy and when other systemic therapies are medically less appropriate. 

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 October 14, 2015DMPP and OPDP to review the Applicant’s proposed 
Medication Guide (MG) for INFLECTRA (infliximab-dyyb) for injection, for 
intravenous use.   

 
2 MATERIAL REVIEWED 

• Draft INFLECTRA (infliximab-dyyb) for injection, for intravenous use MG 
received on October 5, 2015, revised by the Review Division throughout the 
review cycle, and received by DMPP and OPDP on March 18, 2016.  

• Draft INFLECTRA (infliximab-dyyb) for injection, for intravenous use 
Prescribing Information (PI) received on October 5, 2015 revised by the Review 
Division throughout the review cycle, and received by DMPP and OPDP on 
March 18, 2016. 

• Approved REMICADE (infliximab-dyyb) for injection, for intravenous use 
comparator labeling dated October 2, 2015.  

 
3 REVIEW METHODS 

To enhance patient comprehension, materials should be written at a 6th to 8th grade 
reading level, and have a reading ease score of at least 60%. A reading ease score of 
60% corresponds to an 8th grade reading level.   

Additionally, in 2008 the American Society of Consultant Pharmacists Foundation 
(ASCP) in collaboration with the American Foundation for the Blind (AFB) 
published Guidelines for Prescription Labeling and Consumer Medication 
Information for People with Vision Loss. The ASCP and AFB recommended using 
fonts such as Verdana, Arial or APHont to make medical information more 
accessible for patients with vision loss.  We reformatted the MG document using the 
Arial, size 10. 

In our collaborative review of the MG we:  

• ensured that the MG is consistent with the Prescribing Information (PI)  

• ensured that the MG is free of promotional language or suggested revisions to 
ensure that it is free of promotional language 

• ensured that the MG meets the Regulations as specified in 21 CFR 208.20  

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

• ensured that the presentation of information in the MG is consistent with the 
format of the approved MG for the reference product where applicable.  

Reference ID: 3911042



   

 
4 CONCLUSIONS 

The MG 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 MG 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 MG.   

 Please let us know if you have any questions.  

Reference ID: 3911042
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LABEL AND LABELING MEMORANDUM

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

Office of Surveillance and Epidemiology (OSE)
Center for Drug Evaluation and Research (CDER)

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

Date of This Review: March 30, 2016

Requesting Office or Division: Division of Pulmonary, Allergy, and Rheumatology Products 
(DPARP) 

Application Type and Number: BLA 125544

Product Name and Strength: Inflectra (infliximab-dyyb)
For Injection
100 mg per vial

Product Type: Single ingredient product

Rx or OTC: Rx

Applicant/Sponsor Name: Celltrion

Submission Dates: February 23, 2016

Panorama #: 2015-2265-1

DMEPA Primary Reviewer: Teresa McMillan, PharmD

DMEPA Team Leader (Acting): Mishale Mistry, PharmD, MPH

DMEPA Deputy Director: Lubna Merchant, MS, PharmD

1Reference ID: 3909657



1 PURPOSE OF MEMO

The Division of Pulmonary, Allergy, and Rheumatology Products (DPARP) requested that 
DMEPA review the revised carton labeling and container labels for Inflectra (infliximab-
dyyb), BLA 125544, for areas of vulnerability that could lead to medication errors. The 
revisions are in response to recommendations that we made during a previous labels 
and labeling review1. We note that in addition to other revisions, Celltrion has 
incorporated the proprietary name, Inflectra, on the labels and labeling. We provide 
recommendations for the newly designed labels and labeling in Section 2.1 below.

2 CONCLUSIONS AND RECOMMENDATIONS

We concur with the label and labeling comments from the Office of Biotechnology 
Products (OBP). We also defer to CMC for the determination of the appropriate package 
type term on labels and labeling. In addition, we recommend the following be 
implemented prior to approval of this BLA: 

2.1 RECOMMENDATIONS FOR CELLTRION

A. All container labels and carton  labeling

1. If space permits, revise and bold the storage statement  to the following to 
increase the prominence of this important information and to minimize the 
risk of the storage information being overlooked:

Must be refrigerated, Store at 2-8°C (36°-46°F). 

B. All carton  labeling

1. Revise the “Dispense the enclosed Medication Guide to each patient.  
 ” statement to the following to reduce clutter on 

the Principal Display Panel:

Dispense the enclosed Medication Guide to each patient.

2. Revise the spacing on the side panel that contains the Usual Dosage to 
reduce clutter.

C. Carton  labeling (1-count vial)

Place the “Rx Only” statement after the “Infuse over at least 2 hours with an in-line 
filter” statement on the PDP.

1 McMillan T.  Label and Labeling Review for Inflectra (BLA 125544).  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); 
2016 MAR 08. RCM No.  2015-2265. 

2Reference ID: 3909657
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APPENDIX A LABELS AND LABELING 
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 Inflectra labels and 
labeling submitted by Celltrion on February 23, 2016.

 Container label
 Carton  labeling

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

3Reference ID: 3909657
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LABEL AND LABELING MEMORANDUM

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

Office of Surveillance and Epidemiology (OSE)
Center for Drug Evaluation and Research (CDER)

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

Date of This Review: March 08, 2016

Requesting Office or Division: Division of Pulmonary, Allergy, and Rheumatology Products 
(DPARP) 

Application Type and Number: BLA 125544

Product Name and Strength: Inflectra (infliximab-dyyb)
For Injection
100 mg per vial

Product Type: Single ingredient product

Rx or OTC: Rx

Applicant/Sponsor Name: Celltrion

Submission Dates: August 8, 2014, November 14, 2014 
and November 17, 2015

Panorama #: 2015-2265

DMEPA Primary Reviewer: Teresa McMillan, PharmD
Carlos Mena-Grillasca, RPh

DMEPA Team Leader: Kendra Worthy, PharmD

DMEPA Deputy Director: 

OMEPRM Deputy Director:

Lubna Merchant, MS, PharmD

Kellie Taylor, PharmD, MPH

1Reference ID: 3898542



1 PURPOSE OF MEMO

The Division of Pulmonary, Allergy, and Rheumatology Products (DPARP) requested that 
DMEPA review the Prescribing Information (PI), carton labeling, and container labels for 
Inflectra (infliximab-dyyb), BLA 125544, for areas of vulnerability that could lead to 
medication errors. The proposed labels and labeling for BLA 125544 were reviewed by 
DMEPA on May 4, 20151  and recommendations were provided.  However, BLA 125544 
received a complete response on June 8, 2015 and our recommendations were not 
communicated to the Sponsor. Celltrion submitted a response to the complete response 
on October 5, 2015 and no labels and labeling were submitted at that time. This 
memorandum is to communicate that DMEPA maintains the recommendations 
provided on May 4, 2015 and we do not have any additional recommendations at this 
time.

This memorandum also summarizes our evaluation of the suffix proposed by Celltrion 
for the nonproprietary name and communicates our recommendation for the 
nonproprietary name.

2 ASSESSMENT OF THE NONPROPRIETARY NAME

FDA has determined that the use of a distinguishing suffix in the nonproprietary name 
for Celltrion’s Inflectra product is necessary to distinguish this proposed product from 
Remicade (infliximab).  As explained in FDA’s draft Guidance for Industry, 
Nonproprietary Naming of Biological Products, FDA expects that a nonproprietary name 
for Inflectra that includes a distinguishing suffix will facilitate safe use and optimal 
pharmacovigilance.   FDA advised Celltrion to provide proposed suffixes in accordance 
with the draft guidance2. 

On November 17, 2015, Celltrion submitted a list of suffixes, in their order of 
preference, to be used in the nonproprietary name of their product.  In addition, 
Celltrion submitted supporting analyses for each of the suffixes they proposed for the 
purpose of demonstrating that the proposed suffixes satisfy the factors described in 
section V of the draft guidance.  We evaluated the suffixes and determined that 
Celltrion’s preferred suffix, -dyyb, is unlikely to be a source of error: the suffix does not 
suggest any drug substance name or core name designated by USAN council, is not too 
similar to any other products’ suffix designation, does not look  similar to the names of 
other currently marketed products, and does not include any abbreviations commonly 
used in clinical practice in a manner that may lead the suffix to be misinterpreted as 

1 McMillan T.  Label and Labeling Review for Inflectra (BLA 125544).  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); 
2015 MAY 4. Panorama No.  2014-17283.

2 See the FDA draft guidance for industry on Nonproprietary Naming of Biological Products (August 2015). When final, this guidance 
will represent FDA’s current thinking on this topic. The guidances referenced in this document are available on the FDA Drugs 
guidance Web page at 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM459987.pdf

2Reference ID: 3898542







APPENDIX LABELS AND LABELING 
1 List of Labels and Labeling Reviewed
Using the principles of human factors and Failure Mode and Effects Analysis,5 along with 
postmarket medication error data, we reviewed the following Inflectra labels and 
labeling submitted by Celltrion on August 8, 2014.

 Container label
 Carton  labeling

2 Label and Labeling Images

Carton Labeling (1-count vial)

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

5Reference ID: 3898542
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****Pre-decisional Agency Information**** 

    
 

Memorandum 
 
Date:  June 10, 2015 
  
To:  Nina Ton, Pharm.D., Regulatory Project Manager 
  Division of Pulmonary, Allergy, and Rheumatology Products 

(DPARP) 
 
From:   Adewale Adeleye, Pharm.D., MBA, Regulatory Review Officer 

Office of Prescription Drug Promotion (OPDP) 
 
CC:  Katie Klemm, Pharm.D., RAC, Team Leader, OPDP 
 
Subject: BLA 125544 
  CT-P13 (infliximab) Powder, for Injection Solution 
 
   
 
OPDP acknowledges receipt of DPARP’s August 19, 2014, consult request to 
review the proposed product labeling (package insert, carton/container labeling, 
and medication guide) for CT-P13 (infliximab) Powder, for Injection Solution.  
Reference is made to DPARP’s email to OPDP on June 8, 2015, conveying that 
a Complete Response action will be taken and labeling will be deferred until the 
next cycle.  Therefore, OPDP will provide comments regarding labeling for this 
application during a subsequent review cycle.  OPDP requests that DPARP 
submit a new consult request during the subsequent review cycle.  
 
Thank you for the opportunity to comment on the proposed labeling. 
 
If you have any questions, please contact Adewale Adeleye at 240-402-5039 or 
adewale.adeleye@fda.hhs.gov.   
 

FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion  

Reference ID: 3777388
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CT-P13 (proposed biosimilar to Remicade [infliximab]) Division of Pediatric and Maternal Health Review
IND 118135/BLA 125544 May 2015

Page 2 of 8

 Plaque Psoriasis

Proposed dosage forms 
& route of administration: 100 mg of lyophilized CT-P13 in a 20 mL vial for 

intravenous infusion

Proposed Pediatric Dosing Regimen:
Crohn’s Disease

• 5 mg/kg at 0, 2 and 6 weeks, then every 8 weeks. Some adult patients who 
initially respond to treatment may benefit from increasing the dose to 10 mg/kg if 
they later lose their response. 

Pediatric Crohn’s Disease  
• 5 mg/kg at 0, 2 and 6 weeks, then every 8 weeks. 

Ulcerative Colitis 
• 5 mg/kg at 0, 2 and 6 weeks, then every 8 weeks. 

Pediatric Ulcerative Colitis 
• 5 mg/kg at 0, 2 and 6 weeks, then every 8 weeks. 

Rheumatoid Arthritis  
• In conjunction with methotrexate, 3 mg/kg at 0, 2 and 6 weeks, then every 8 
weeks. Some patients may benefit from increasing the dose up to 10 mg/kg or 
treating as often as every 4 weeks. 

Ankylosing Spondylitis 
• 5 mg/kg at 0, 2 and 6 weeks, then every 6 weeks. 

Psoriatic Arthritis and Plaque Psoriasis 
• 5 mg/kg at 0, 2 and 6 weeks, then every 8 weeks.

Consult Request: DPARP requests assistance in evaluating the sponsor’s Pediatric 
Study Plan and preparing for the Pediatric Review Committee (PeRC) meeting.

Materials Reviewed:
- CT-P13 initial Pediatric Study Plan (April 24, 2014; October 2, 2014; and 

November 25, 2014)    
- Division of Pediatric Maternal Health Staff (DPMH) consult request  
- Current Remicade (infliximab) labeling (January 2, 2015) 
- Pediatric Review Committee (PeRC) Meeting Minutes (July 15, 2014 and 

November 5, 2014)
- FDA Advice Letter (July 18, 2014 and October 31, 2014)

Consult and Regulatory Background: 
Celltrion, Inc. is developing CT-P13 as a proposed biosimilar to Remicade (infliximab)
which is currently licensed by Janssen Biotech, Inc. and was first approved in 1998.  
Infliximab is a chimeric monoclonal antibody that neutralizes the biological activity of 
tumor necrosis factor alpha (TNFα) by binding with high affinity to the soluble and 
transmembrane forms of TNFα and inhibits binding of TNFα with its receptors.1  TNF is 

                                                          
1 Current Remicade (infliximab) labeling (January 2, 2015)

Reference ID: 3765342



CT-P13 (proposed biosimilar to Remicade [infliximab]) Division of Pediatric and Maternal Health Review
IND 118135/BLA 125544 May 2015

Page 3 of 8

a cytokine involved in inflammatory and immune responses, and elevated TNF levels 
also play a role in pathology of anti-inflammatory diseases.

Remicade has the following indications for which Celltrion plans to seek approval: 
Rheumatoid Arthritis (RA), Ankylosing Spondylitis (AS), Psoriatic Arthritis (PsA), 
Plaque Psoriasis (PsO), Crohn’s Disease (CD), Pediatric CD, Ulcerative Colitis (UC), 
and Pediatric UC. Pediatric study requirements for Remicade for AS and PsA were fully 
waived because studies were determined to be impossible or highly impracticable due to 
the low prevalence of these conditions in the pediatric population.  Remicade was 
approved for CD in August, 1998 prior to the enactment of the Pediatric Rule or the 
Pediatric Research and Equity Act (PREA).  However, the sponsor agreed to a 
Postmarketing Commitment (PMC), and completed studies in patients 6 years and older 
for which they were granted approval in May, 2006.  Upon approval of the RA 
indication, in November, 1999, the sponsor was issued a required PMC to conduct a 
juvenile rheumatoid arthritis clinical study, though the age requirements were not 
specified.  The sponsor completed a study of juvenile RA (JRA) (currently referred to as
juvenile idiopathic arthritis or JIA) in patients 4 years and older which was found to be 
negative, and labeling information regarding this negative study was added into the 
Pediatric Use subsection of labeling in April, 2007. The sponsor was granted orphan 
designation for pediatric UC and CD in November, 2003.  Subsequently, the treatment of 
UC was approved in September, 2005, and although requirements under PREA were 
exempted as a result of the orphan status for this indication, the sponsor agreed to a PMC
to study the treatment of moderately to severely active ulcerative colitis in pediatric 
patients.  Again, the required age groups for study were not specified in the approval 
letter.  Of note, the maintenance of UC was approved in October, 2006, and the 
previously issued pediatric PMC for UC was referenced. The sponsor conducted a study 
of UC in patients 6 years and older and also received approval for Pediatric UC in 
September, 2011.  (See the discussion below regarding the effect of orphan exclusivity 
for Pediatric UC and CD recent on the proposed biosimilar application.)  Finally, 
Remicade was approved for plaque psoriasis in September, 2006 at which time pediatric 
study requirements were fully waived (likely due to safety concerns associated with 
infections and malignancies), though the approval letter does not specify the rationale for 
the waiver.

Orphan designations were also granted for JRA (11/23/02) and CD (11/14/95). However, 
for JRA, the designation was granted after the approval.  Therefore, the designation did 
not impact pediatric study requirements for JRA.  Additionally, the CD indication was 
approved prior to the effective date of both PREA and the Pediatric Rule; therefore, the 
orphan designation could not impact PREA requirements for CD. 

Under the Pediatric Research and Equity Act (PREA), 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.  Because non-interchangeable biosimilar products, 
such as CT-P13, are considered new active ingredients, these products are subject to 
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PREA.  Applicants must submit an iPSP within 60 days of an End-of-Phase 2 (EOP2) 
meeting as required by the Food and Drug Administration Safety and Innovation Act of 
2012 (FDASIA).  However, given that CT-P13 is a proposed biosimilar product, no phase 
2 or phase 3 studies are planned, and thus, an EOP2 meeting will not take place for this 
product.  Under FDASIA, in the absence of an EOP2 meeting, and if a phase 3 study, or a 
combined phase 2 and phase 3 study, will not be conducted, an initial Pediatric Study 
Plan (iPSP) should be submitted as soon as feasible, including as early as the pre-IND 
phase.  However, the iPSP must be submitted no later than 210 days prior to the 
submission of the NDA/BLA, and an agreed iPSP must be submitted with the 
NDA/BLA.  Failure to include an agreed iPSP in an NDA/BLA or efficacy supplement 
may be considered grounds for a Refuse to File Action. The sponsor submitted their
iPSP on April 24, 2014 with plans to file their BLA in July, 2014 acknowledging that not 
having an agreed iPSP may be problematic. The sponsor submitted the BLA on August 
8, 2014, without an agreed iPSP.  However, DPARP agreed to file the application and 
negotiate the iPSP concurrently with the review, because of the potential benefit of the
approval this biosimilar product for public health.  DPARP consulted DPMH for 
assistance in reviewing the sponsor’s iPSP and preparing for the Pediatric Review 
Committee (PeRC) meeting.  

Pediatric Study Plan and Biosimilar Extrapolation:
DPMH reviewed the iPSP submitted on April 24, 2014, and determined that the sponsor 
did not address PREA for all the proposed indications, namely AS, PsA and PsO.  The 
sponsor proposed a partial waiver for JIA in patients <4 years of age and for pediatric  

 CD in patients <6 years of age citing (1) studies would be impossible or highly 
impracticable  and (2) there is evidence suggesting that the drug would be ineffective or 
unsafe.  The sponsor also proposed a partial waiver for JIA in patients 4 to 17 years of 
age because the drug would be ineffective based on the labeling of the negative study 
conducted with Remicade in this population.  The sponsor proposed to demonstrate 
biosimilarity to Remicade and extrapolate pediatric data from Remicade based on their 
biosimilar development program for pediatric CD  for patients 6 years and older.  

Discussion:
A waiver can be granted for the following reasons: 

(1) necessary studies are impossible or highly impracticable; 
(2) evidence suggests the drug or biologic would be ineffective or unsafe (Note:  
If this is the reason the studies are being waived, this information MUST be 
included in the pediatric use section of labeling.); 
(3) the drug or biologic does not represent a meaningful therapeutic benefit over 
existing therapies and is not likely to be used in a substantial number of pediatric 
patients; or 
(4) reasonable attempts to produce a pediatric formulation necessary for that age 
group have failed.

Generally, for products approved for the treatment of RA, the Agency has required 
studies in patients 2 to17 years of age for JIA because JIA is considered the pediatric 
manifestation of adult RA. The pediatric assessment is complete for Remicade for JIA 
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Approved 
Indications

Pediatric Information 
in Package Insert 
Labeling for 
Remicade

Recommendations for the Pediatric 
Study Plan

Notes

biosimilar development program to 
fulfill PREA for patients 4 years and 
older.
Request a partial waiver for patients 2 
to <4 because infliximab does not 
represent a meaningful therapeutic 
benefit over existing therapies and is 
not likely to be used in a substantial 
number of pediatric patients with the 
condition.

Request a partial waiver for patients 
<2 years of age because the condition 
is rare in this age group and such 
studies would be highly impracticable.

information on the negative 
study conducted in patients 
4 to 17 years of age.

AS/PsA Remicade is not 
indicated for AS/PsA in 
pediatric patients 

Request a full waiver because studies 
would be impossible or highly 
impracticable due to the difficulty of 
making specific diagnoses of juvenile 
PsA or juvenile AS in the pediatric 
age range.

CD Remicade is indicated 
for CD for patients 6 
years of age and older

The pediatric assessment is complete.  
Demonstrate biosimilarity and 
extrapolate pediatric data from the 
reference product based on the 
biosimilar development program to
fulfill PREA for patients 6 years and 
older.

Request a partial waiver for patients 
<6 years of age because such studies 
would be highly impracticable.

The reference product’s
orphan drug exclusivity
for CD and pediatric CD
has expired.
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Approved 
Indications

Pediatric Information 
in Package Insert 
Labeling for 
Remicade

Recommendations for the Pediatric 
Study Plan

Notes

PsO Remicade is not 
indicated for PsO in 
pediatric patients

Request a full waiver based on
evidence strongly suggesting that this 
product would be unsafe in this age 
group.

FDA previously waived
submission of pediatric 
studies by the BLA holder 
for Remicade likely due to 
safety concerns.
Postmarketing 
requirements for other 
TNFα products, such as 
Humira, were subsequently 
waived completely based 
on safety concerns related 
to malignancy potential 
identified in an Agency 
Drug Safety
Communication in 2008.

Accordingly, the sponsor resubmitted an iPSP on October 2, 2014, which was reviewed
by PeRC on October 22, 2014. An agreed iPSP letter was issued on October 31, 2014, in 
which general agreement with the proposed plan was conveyed.  However, sponsor was 
advised to revise their request for full waiver for PsO to a rationale based on evidence 
strongly suggesting that this product would be unsafe in this age group given the safety 
concerns related to malignancy potential associated with TNF inhibitors identified in an 
Agency Drug Safety Communication in 2008.  The sponsor submitted the final revised 
iPSP on November 25, 2104.

Since the review and agreement with this pediatric study plan, DGIEP determined that 
due to increased incidence of Inflammatory Bowel Disease (IBD) in patients 2 to 6 years 
of age, the design of IBD clinical trials in children should include patients down to 2 
years of age.  The change in the proposed pediatric study plan was discussed at PeRC on 
April 29, 2015.  While the division agrees that clinical trials in IBD should include 
patients down to 2 years of age, in this case, the studies in patients greater than 6 years of 
age have already been completed. Therefore, a dedicated trial in patients only between 2
to 6 years of age would be impossible or highly impracticable because of the low 
incidence of IBD in this subgroup.  However, the division agrees that moving forward, 
when a new development program for an IBD product is initiated, including patients from 
2 to 17 years of age in pediatric studies would likely be required under PREA. 

DPMH agrees with the proposed pediatric development plans as outlined above.  DPMH 
participated in the internal meetings from May, 2014 to May, 2015, assisted in PeRC 
preparation, and provided comments on the iPSPs and the Advice Letters to the sponsor.
Our input is reflected in the written comments in the iPSPs and the Advice Letters dated 
July 18, 2014, October 31, 2014 (DARRTS Reference IDs: 3595613 and 3652093).  
DPMH will continue to participate in the PSP review process for the BLA.
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Of note, DPARP plans to issue a Complete Response for this BLA due to Chemistry, 
Manufacturing and Controls issues that preclude a determination of sufficient similarity 
of CT-P13 to Remicade.
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Department of Health and Human Services 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 

Office of Medical Policy Initiatives 
Division of Medical Policy Programs 

 
REVIEW DEFERRAL MEMORANDUM 

 
 

Date:  May 27, 2015 
 
To: 

 
Badrul Chowdhury, M.D. 
Director 
Division of Pulmonary, Allergy, and Rheumatology 
Products (DPARP) 

 
Through: 

 
LaShawn Griffiths, MSHS-PH, BSN, RN  
Associate Director for Patient Labeling 
Division of Medical Policy Programs (DMPP) 

Melissa Hulett, MSBA, MSN, FNP-BC, RN    
Team Leader, Patient Labeling  
Division of Medical Policy Programs (DMPP) 

 
From:  

 
Sharon W. Williams, MSN, BSN, RN 
Patient Labeling Reviewer 
Division of Medical Policy Programs (DMPP) 

 
Subject: 

  
Review Deferred: Medication Guide (MG) 

 
Drug Name (established 
name):  

 
CT-P13 (infliximab) 

Dosage Form and Route: Lyophilized Concentrate for Injection, for Intravenous 
Use 

Application  
Type/Number:  

 
BLA 125544 

  

Applicant: 

 

CELLTRION, Inc. 
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1 INTRODUCTION 

On August 8, 2014, CELLTRION, Inc. submitted for the Agency’s review an initial 
filing for a Biosimilar Biologics License Application for CT-P13.  CT-P13 is a 
proposed biosimilar product to US-licensed Remicaide (infliximab), which was 
approved by the FDA in 1998.  On August 19, 2014, the Division of Pulmonary, 
Allergy, and Rheumatology Products (DPARP) requested that the Division of 
Medical Policy Programs (DMPP) review the Applicant’s proposed Medication 
Guide (MG) for CT-P13 (infliximab). 

This memorandum documents the DMPP review deferral of the Applicant’s 
proposed Medication Guide (MG) for CT-P13 (infliximab). 

 
2 CONCLUSIONS 

Due to outstanding chemistry, manufacturing, and control (CMC) deficiencies, 
DPARP plans to issue a Complete Response (CR) letter.  Therefore, DMPP defers 
comment on the Applicant’s patient labeling at this time. A final review will be 
performed after the Applicant submits a complete response to the Complete 
Response (CR) letter.  Please send us a new consult request at such time.  

Please notify us if you have any questions.  
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M E M O R A N D U M DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

____________________________________________________________________________
DATE: May 19, 2015 

TO:  Badrul Chowdhury, M.D., Ph.D. 
Director, Division of Pulmonary, Allergy, and 
Rheumatology Products
Office of Drug Evaluation II 

FROM: Kara Scheibner, Ph.D. 
Division of Generic Drug Bioequivalence Evaluation 
(DGDBE)
Office of Study Integrity and Surveillance (OSIS) 

THROUGH: Sam H. Haidar, Ph.D., R.Ph. 
Acting Director 
Division of Generic Drug Bioequivalence Evaluation 
(DGDBE)
Office of Study Integrity and Surveillance (OSIS) 

SUBJECT:  Inspection of PAREXEL International GmbH, Early Phase 
Clinical Unit, covering BLA 125544 (CT-P13) sponsored by 
Celltrion Inc. 

Summary:

At the request of the Division of Pulmonary, Allergy, and 
Rheumatology Products (DPARP), the Office of Study Integrity and 
Surveillance (OSIS) conducted inspections of the clinical and 
analytical portions of the following study: 

Study CT-P13 1.4:  A Randomized, Double-blind, Three-arm, 
Parallel Group, Single dose Study to Compare 
the Pharmacokinetics, Safety, Tolerability, 
and Immunogenicity of Three Formulations of 
Infliximab (CT-P13, EU Sourced Remicade and 
US Sourced Remicade) in Healthy Subjects 

Clinical Site:  PAREXEL International GmbH, Early Phase 
Clinical Unit, Berlin, Germany 

Analytical Site:   
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This memo provides a review of the clinical inspection done at 
PAREXEL only. Inspection of the bioanalytical site  was 
done from , and the review by Drs.  

 from this inspection has been 
posted in DARRTS.

Inspection of the clinical portions of the study was conducted 
by ORA investigator Sharon Matson from April 13-17, 2015. The 
audit included a thorough review and examination of facilities 
and equipment, personnel records, specimen handling and 
integrity, protocols, SOPs, subject consents, electronic 
records, IRB documentation, all enrolled subject records, test 
article accountability, and record retention, as well as 
interviews and discussions with PAREXEL’s management and staff. 

At the conclusion of the inspection, Form FDA-483 was issued 
(Attachment 1). OSIS received written responses from PAREXEL on 
May 8, 2015 and on May 11, 2015 (Attachments 2 and 3). The Form 
FDA-483 observations, PAREXEL’s responses, and our evaluations 
of the observations and responses follow. 

FDA-483 observation: 

1. Data in the Clinical Study Report “Listing 16.2.5.1 
Exposure to Study Drug (All Randomized Subjects)” and 
“Table 14.1.7 Study Drug Exposure (All Randomized 
Subjects)” are incorrect. Specifically, the listing “Total 
Dose Amount (mg)” and “Weight (kg)” reported for the 213 
subjects does not match source records in that: 

a. The weights reported were pulled from screening, but 
the weights used to prepare doses are from Day -1; and 

b. The procedure for reporting “Total Dose Amount” 
appears to be based on using the planned dose versus 
actual.

In their response (dated May 8, 2015), PAREXEL acknowledges and 
agrees with this observation. PAREXEL feels that the closeness 
between actual dosing values and calculated dosing values 
contributed to the discrepancy. Parexel also acknowledges
failure of quality control and the medical writer to detect the 
discrepancy.

PAREXEL has taken the following actions to assess the impact of
the discrepancy, and make the appropriate corrections. The 
sponsor, Celltrion, Inc., was notified. A corrected version of 
Listing 16.2.5.1 (Attachment 4) and Table 14.1.7 (Attachment 5)
were submitted to Celltrion that now list the actual medication 
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dose and the correct body weight (Day -1). They investigated 
whether use of incorrect body weights or calculated doses 
impacted study data, and which dosing values were used in the PK 
analysis.

PAREXEL concluded that no additional statistics were affected. 
Their PK analysis confirmed that the actual (correct) dosing 
values were used throughout the study.

We find PAREXEL’s response to be acceptable. 

In a second response (dated May 11, 2015, Attachment 3), PAREXEL 
informed OSIS of two additional errors in the study report. 
Subjects 1124 and 3199 were not included in the primary endpoint 
analysis due to deviations in dose preparations. 

1. A calculation error in drug preparation caused Subject 1124 
to receive a dose of 356.9 mg instead of 413 mg

2. A transcription error in the pharmacy caused Subject 3199 
to receive a dose of 337.9 mg instead of 339 mg.

In the case of Subject 3199, the discrepancy was within 
manufacturing range (0.03% difference), and this subjects' data 
were included in PK analysis. Corrective and preventative 
actions have been put into place in the pharmacy. 

PAREXEL assessed the impact of including/excluding Subject 1124 
from PK analysis in the updated PK population (now including 
Subject 3199). Reanalysis confirmed that exclusion of Subject 
1124 from the PK population has a negligible effect on overall 
bioequivalence and study outcome (Attachment 6).

We acknowledge PAREXEL’s identification of these errors, and the 
negligible effect on the study data and final outcome.

PAREXEL put measures in place to prevent future discrepancies. 
The Biostatistics study team, and the Early Phase Biostatistics 
and Pharmacokinetics/Pharmacodynamics staff will be retrained to 
be aware of key parameter derivations during development of SAPs 
(Statistical Analysis Plans)and statistical analyses. In 
addition, SOP-EP.BS-WW-002: Statistical Analysis Plan will be 
updated to include comprehensive guidelines for the development 
of SAPs and quality control.
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Conclusion:

Following review and evaluation of the Form FDA-483 observation, 
the response received from PAREXEL, and the additional error 
notification and resolution received from PAREXEL, we find that 
the study data (with included revisions) are acceptable for 
further review. 

Kara Scheibner, Ph.D.
DGDBE, OSIS 

Final Classification:

VAI: PAREXEL International GmbH, Early Phase Clinical Unit, 
Berlin, Germany 

CC:
OTS/OSIS/DNDBE/Bonapace/Dasgupta/Cho
OTS/OSIS/DGDBE/Haidar/Choi/Skelly/Scheibner
OTS/OSIS/Taylor/Fenty-Stewart/Nkah/Dejernett/Johnson
CDER/OND/DPARP/Ton/Chowdhury
Draft: KS 5/18/2015 
Edit: MFS 5/18/2015; SHH 5/18/2015 
OSI: BE 6766 
ECMS: Cabinets/CDER_OC/OSI/Division of Bioequivalence & Good 
Laboratory Practice Compliance/INSPECTIONS/BE Program/Clinical 
Sites/PAREXEL, Berlin, Germany 
FACTS: 11487680
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M E M O R A N D U M DEPARTMENT OF HEALTH AND HUMAN SERVICES
        PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

CENTER FOR DRUG EVALUATION AND RESEARCH
   ____________________________________________________________________________________________ 

CLINICAL INSPECTION SUMMARY

DATE: May 7, 2015

TO: Nina Ton, Pharm.D., Regulatory Project Manager 
Juwaria Waheed, M.D., Medical Officer
Nikolay Nikolov, M.D., Cross Discipline Team Leader
Division of Pulmonary, Allergy and Rheumatology Products (DPARP)

FROM:  Anthony Orencia, M.D., F.A.C.P.
Medical Officer, GCP Assessment Branch
Division of Clinical Compliance Evaluation
Office of Scientific Investigations 

THROUGH:  Janice Pohlman, M.D., M.P.H.
Team Leader, GCP Assessment Branch
Division of Clinical Compliance Evaluation
Office of Scientific Investigations

Kassa Ayalew, M.D., M.P.H.
Branch Chief, GCP Assessment Branch
Division of Clinical Compliance Evaluation
Office of Scientific Investigations

SUBJECT:  Evaluation of Clinical Inspections

BLA: 125544

APPLICANT: Celltrion, Inc.

DRUG: CT-P13 infliximab biosimilar

NME: No (505-b1), Biosimilar: Yes (351-k)

THERAPEUTIC CLASSIFICATION/REVIEW: Standard Review
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Clinical Inspection Summary

INDICATIONS: Treatment of patients with Rheumatoid Arthritis (RA), Ankylosing 
Spondylitis (AS), Psoriatic Arthritis (PsA), Plaque Psoriasis (Ps), 
Crohn’s Disease (CD), Pediatric Crohn’s Disease, Ulcerative Colitis 
(UC), Pediatric Ulcerative Colitis

CONSULTATION REQUEST DATE: October 16, 2014

INSPECTION SUMMARY GOAL DATE (original): April 15, 2015

INSPECTION SUMMARY GOAL DATE (revised): May 7, 2015

DIVISION ACTION GOAL DATE June 1, 2015

PDUFA DATE: June 8, 2015

I. BACKGROUND: 
Infliximab is a chimeric human murine monoclonal antibody that binds with high 
affinity, avidity and specificity to soluble and transmembrane forms of TNFα (tmTNFα).  
CT-P13 (infliximab) is a monoclonal antibody developed by Celltrion Inc. intended to be 
formulated as a biosimilar to Remicade. Infliximab has been used to treat patients with 
ankylosing spondylitis, rheumatoid arthritis, psoriatic arthritis, ulcerative colitis, and 
patients with Crohn's Disease.

Two adequate and well-controlled clinical trials (CT-P13 1.1 and CT-P13 3.1) were 
submitted in support of the applicant’s BLA.  

Study CT-P13 1.1
CT-P13 1.1 was a randomized, double-blind, multicenter, parallel-group study of 
multiple, single-dose intravenous (IV) infusions, to assess the pharmacokinetic 
equivalence and safety of CT-P13 compared to Remicade reference product.  The 
primary study objective was to demonstrate comparable pharmacokinetics at steady state 
in terms of the area under the concentration-time curve over a dosing interval (AUCτ) 
and observed maximum serum concentration at steady state (Cmax,ss) between CT-P13 
and Remicade reference product in patients with active ankylosing spondylitis (AS) up to 
Week 30. The investigational product was CT-P13 (5 mg/kg) administered as a two-hour 
infusion per dose. The reference product was Remicade (5 mg/kg) administered as a two-
hour infusion per dose.

The primary pharmacokinetic endpoints were comparisons of pharmacokinetic 
parameters (a) AUCτ area under the concentration-time curve over the dosing interval, at 
steady state between Week 22 and Week 30 and (b) Cmax,ss - observed maximum serum 
concentration at steady state between Week 22 and Week 30.  The secondary efficacy 
study endpoints of interest to CDER DPARP include (a) proportion of patients achieving 
clinical response according to the Assessment of SpondyloArthritis International Society 
(ASAS) 20% improvement scale (ASAS20) and (b) proportion of patients achieving 
clinical response according to the ASAS40 improvement scale.
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Study CT-P13 3.1
Study CT-P13 3.1 was a randomized, double-blind, multicenter, parallel-group, multiple 
single-dose intravenous (IV) infusion study to assess efficacy equivalence, and to 
evaluate long-term efficacy, pharmacokinetic, pharmacodynamics, and safety of CT-P13 
compared to Remicade reference product. The primary objective was to demonstrate that 
CT-P13 is equivalent to Remicade up to Week 30, in terms of efficacy as determined by 
clinical response according to the American College of Rheumatology (ACR) definition 
of a 20% improvement (ACR20).

CT-P13 (3 mg/kg) was the investigational drug product, administered as a two-hour 
infusion per dose co-administered with methotrexate between 12.5 to 25 mg/week, oral or 
parenteral dose (dose and route must be maintained from beginning to end of study) and 
folic acid (≥5 mg/week, oral dose).  Remicade was the reference product (3 mg/kg), 
administered as a two-hour infusion per dose co-administered with methotrexate between 
12.5 to 25 mg/week, oral or parenteral dose (dose and route must be maintained from 
beginning to end of study) and folic acid (≥5 mg/week, oral dose).  The primary efficacy 
endpoint was the proportion of patients achieving clinical response (according to the 
ACR20 criteria) at Week 30. 

Four foreign clinical sites were selected for audit, since domestic data were insufficient. 
The Polish and Chilean sites enrolled a large number of subjects. 

  II. RESULTS:

Name of CI 
Location

Study 
Site/Protocol/Number 
of Subjects Enrolled 
(n)

Inspection Date Classification*

Pedro Miranda, M.D.
Centro de Estudios 
Reumatologicos
Avenida Salvador  960
Chile 7501126

Site #2007

Protocol CT-P13 3.1
Subjects=18

Protocol CT-P13 1.1
Subjects=10

January 12-16, 
2015

Preliminary: VAI

Pawel Hrycaj, M.D.
Prywatna Praktyka Lekarska 
Os. Rzeczypospolitej 6
Poznan, Poland 61-397

Site #1215

Protocol CT-P13 3.1
Subjects=29

Protocol CT-P13 1.1
Subjects=18

February 2-6, 
2015

NAI
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Name of CI 
Location

Study 
Site/Protocol/Number 
of Subjects Enrolled 
(n)

Inspection Date Classification*

Slawomir Jeka, M.D., Ph.D.
“NASZ LEKARZ” 
Praktyka Grupowa Lekarzy
Rodzinnych z Pryzchodnia 
Specjalistyczna Szczytna 20
Toru, Poland 87-100

Site #1213

Protocol CT-P13 3.1
Subjects=14

CT-P13 1.1
Subjects=12

January 26-29, 
2015

Preliminary: NAI

Janusz Jaworski, M.D.
Linea Corporis-Chirurgia 
Plastyczna
Nowiniarska 1
Warszawa, Poland 00-235

Site #1214

Protocol CT-P13 3.1
Subjects=16

CT-P13 1.1
Subjects=14

February 9-13, 
2015

NAI

Celltrion, Inc.
23 Academy-ro, Yeon-gu 
(406-840) Incheon, South Korea

Protocol CT-P13 3.1 and 
CT-P13 1.1

April 6-10, 2015 Preliminary: NAI

*Key to Classifications
NAI = No deviation from regulations. Data acceptable.
VAI-No Response Requested = Deviations(s) from regulations. Data acceptable.
OAI = Significant deviations from regulations.  Data unreliable/critical findings may affect data integrity.
Preliminary=The Establishment Inspection Report (EIR) has not been received, findings are based on 
preliminary communication with the field at the Office of Regulatory Affairs (ORA), or final review of the 
EIR is pending.  Once a final letter is issued by CDER to the inspected entity and the case file is closed, the 
preliminary designation is converted to a final regulatory classification.

CLINICAL STUDY SITE INVESTIGATOR
1. Pedro Miranda, M.D., M.D, Site #2007
      Chile

a.  What was inspected:
The inspection was conducted from January 12 to 16, 2015. 

For Study CT-P13 1.1, a total of 12 subjects were screened, and 10 subjects were enrolled 
and randomized. Ten subjects completed the study.  An audit of 10 enrolled subjects’ 
records was conducted. For Study CT-P13 3.1, a total of 25 subjects were screened and 
18 subjects were enrolled and randomized. Twelve subjects completed the study.  An 
audit of six enrolled subjects’ records was conducted.

The inspection evaluated the following documents: source records, screening and 
enrollment logs, case report forms, study drug accountability logs, study monitoring 
visits, and correspondence. Informed consent documents and sponsor-generated 
correspondence were also inspected.
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b.   General observations/commentary:
Source documents for enrolled subjects whose records were reviewed were verified 
against the case report forms and NDA subject line listings.  Source documents for the 
raw data used to assess the primary study endpoint were verifiable at the study site. No 
under-reporting of serious adverse events was noted.  There were no limitations during 
conduct of the clinical site inspection.  

A Form FDA 483 (Inspectional Observations) was issued at the end of the inspection for
not conducting the clinical investigation according to the investigational plan and 
investigational study drug disposition records inadequate with respect to dates, quantity 
and subject use. Selected regulatory violations and examples of deficiencies are listed 
below.  

1. The study was not conducted according to the investigational plan. 

A. Each protocol’s specified infusion rate was 125 mL/hr. The study drug administration 
instruction sheet for the CT-P13 studies, carried by the subjects to the off-site infusion 
center and utilized from July 2011 to July 2012 state that the rate of infusion was 132 
mL/hr (for a period of two hours).

OSI Comment: Despite minor differences in infusion rates, DPARP commented that this 
difference in rate of infusion did not have any significant impact on the safety of patients 
and rate of infusion reactions were not significantly different than expected. 

Dr. Miranda’s February 5, 2015 written response to the Form FDA 483, states that the 
protocol-specified dose of investigational product (IP) was administered over the 
specified two hour infusion interval with minimal increase in volume to allow for 
clearance of product from the intravenous tubing.

B. Temperature excursions during study drug shipments were not always investigated or 
reported to the sponsor for appropriate resolution.

For example:

(a) Twenty six kits of study drug for Study CT-P13 1.1 were shipped from the 
storage facility to the infusion site on April 13, 2011, Order #10648. The 
temperature of the shipment is documented at 26.1 degrees Celsius (18.1 degrees 
higher than the protocol-specified storage temperature range) for a period of two 
days.  This shipment was documented as “in good condition” by the infusion site 
and the study drug was used for subject infusions. No investigation of the 
temperature excursion was performed.

(b) Twelve kits of study drug for Study CT-P13 3.1 were shipped from the storage 
facility to the infusion site on February 2, 2011, Order #10177.  The temperature 
of the shipment is documented at 27.2 degrees Celsius (19.2 degrees higher than 
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the protocol-specified storage temperature range) for a period of two hours.  A 
determination of the shipment’s condition was not made by the infusion site and 
the shipment was used for subject infusions.

OSI Comment: DPARP reported that the product quality team reviewed additional 
accelerated stability studies for the IP at 25 ± 2 degrees Celsius for six months, with the 
test articles remaining within stability specifications. Therefore, the temperature 
excursions outside the protocol-specified range were not thought to significantly impact 
efficacy or safety of the IP.

C. The correct informed consent documents were not signed in a timely manner. For 
instance, the Informed Consent Form Version 5 (Approval date of April 26, 2011) and 
Version 6 (Approval date of January 3, 2012), for Studies 1.1 and 3.1, respectively were 
not always obtained from subjects at their next study visit.  For Study 1.1, Subject 1001 
signed Version 5 on September 8, 2011, and Version 6 on April 25, 2012.

OSI Comment: While these were considered regulatory deficiencies, the observations
have no impact on data integrity.

D. Pre-infusion pharmacokinetic samples were not always collected “immediately prior 
to the beginning of the study treatment infusion” 15 minutes or less prior to the infusion 
start time, as required by the protocol. 

For example:

(a) For Study CT-P13 1.1, Subject 1001’s infusion time for Dose 1 was documented 
as 11:30 AM, but the collection time was documented as 10:30 AM. Dose 2 
infusion time was 11:05 AM but the sample time was documented as 9:15 AM.

(b) For Study CT-P13 3.1, Subject 3001’s infusion time for Dose 1 was documented 
as 11:45 AM, but the collection time was documented as 9:30 AM. Dose 2 
infusion time was 11:30 AM, but the sample time was documented as 11:00 AM. 
Dose 3 infusion time was 12:20 PM, but the sample time was documented as 9:50 
AM. 

OSI Comment: Prior to Dose 1, subjects were not receiving IP/active comparator and 
therefore pre-Dose 1 PK sample times would not be critical. Additionally, following a 
loading dose period, the IP/active comparator are dosed approximately every eight 
weeks and therefore a slight variance in time of obtaining “trough” concentrations 
would not be expected to be critical.

DPARP stated that Studies 1.1 and 3.1 were not dedicated pharmacokinetic studies and 
that the rigid time points for pre-infusion sampling were not critical. 

E. For Study CT-P13 1.1, the following additional regulatory deficiencies were observed. 

For example:
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(a) No documentation of personnel training for the study conducted from January 
2011 to June 2012, for the study protocol training of at least two sub-investigators 
and twenty-one individuals who participated in this clinical trial investigation.

(b) Adverse events were not reported to the sponsor and (if applicable) to the Ethics 
Committee: 

(i) Subject 2007-1002 reported Herpes zoster on March 20, 2012 and
treated with acyclovir, 

(ii) Subject 2007-1003 reported abdominal pain on May 20, 2011 and 
had an ultrasound, and 

(iii) Subject 2007-1004 reported flu symptoms, had an emergency 
room visit on April 16, 2012 and received penicillin.

OSI Comment: There were a few instances where non-serious adverse events were not 
reported. However, these isolated events are unlikely to have a major impact on the 
safety evaluation of this BLA. 

F. For Study CT-P13 3.1, the following additional regulatory deficiencies were observed.

For example:

(a) Documentation of training of research staff at the principal investigator’s site is 
dated June 29, 2011 after study subjects were known to have been screened and 
enrolled in the study (January 26, to March 29, 2011). 

(b) Stop date (April 11, 2011) and restart date (May 18, 2011) was not documented 
on the case report forms of the co-administered methotrexate for Subject 3001.

OSI Comment: DPARP did not consider these inspectional observations as significant.

2. Investigational drug disposition records were not adequate with respect to dates, 
quantity and use by subjects. Specifically,

A. No drug accountability records from the off-site infusion center were available at 
the clinical study site documenting identification of kit number of investigational 
product (IP) administered to each subject from January 11 to mid-July 2011.
During this time period, 10 of 10 subjects enrolled in Study CT-P13 1.1 received 
at least 34 infusions of the IP/active comparator and 18 of 18 subjects enrolled in 
CT-P13 3.1 received at least 45 infusions.

B. No study drug preparation records from the off-site infusion center were available 
for review at the clinical study site for IP/active comparator administered to 
subjects from January 2011 to mid-July 2011. During this time period, 10 of 10
subjects enrolled in Study CT-P13 1.1 received at least 34 infusions of the study 
medication and 18 of 18 subjects enrolled in Study CT-P13 3.1 received at least 
45 infusions.
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C. Documentation of the study drug receipt and drug condition was not performed by 
the site research staff members who received the shipment, or not conducted at 
the time the shipments were received. 

These study drugs were received by personnel at the infusion site.  However, the 
receipt of the investigational drugs was documented in the IVRS by the principal 
investigator’s staff at a separate site. 

For example: 
(a) for Study CT-P13 1.1, Order #10196 received by the infusion center on 
February 1, 2011 was documented as being received in IVRS by the Study 
Coordinator at the principal investigator’s office on February 8, 2011.  
(b) for Study CT-P13 3.1, Order #10177 received by the infusion center on 
February 1, 2011 was documented as being received in IVRS by the Study 
Coordinator at the principal investigator’s office on February 8, 2011.

OSI Comment: At this clinical investigator site, infusion of investigational product 
(IP)/comparator was performed at a separate off-site infusion center. Two off-site 
infusion centers were utilized during the course of the studies; Oncomed (January 2011 –
July 2011) and INTOP (July 2011 – study completion). Problems were detected (i.e. drug 
preparation and drug accountability worksheets identifying kit numbers of IP/active 
comparator prepared/administered to study subjects for Protocols CT-P13 1.1 and 3.1 
were reportedly not completed) by the study monitor  and clinical investigator in 
obtaining documentation from Oncomed during the course of the study (January 2011 –
July 2011) and a second (new) infusion site (INTOP) was utilized. The infusion centers 
were not inspected during the course of this inspection. Documentation of 
Hypersensitivity Monitoring (an infusion-related document recording vital signs during 
study drug infusion) was present at the CI site, but there was no indication on this 
worksheet about the identification of kit numbers of IP/active comparator infused (Jan –
July 2011). This time period generally corresponded to the dose-loading and early 
maintenance phase treatment for affected enrolled subjects.

DPARP reviewed copies of the Hypersensitivity Monitoring sheets obtained at the CI site
during inspection. These sheets contained vital signs that were to be reported during the 
course of IP/active comparator administration while monitoring for hypersensitivity 
reactions. OSI had observed and DPARP agreed, that some blood pressure (BP)
measurements reported from the time period January to July 2011 by Oncomed (the first 
off-site infusion center with identified documentation problems by monitor/CI) for some 
subjects were identical, raising the question of the reliability of the data. However, 
DPARP indicated that if a manual BP is taken, it is usually not as precise as a machine 
BP and rounding to the nearest 10 is not unusual. On the other hand, the heart rate 
reporting seems variable which may reflect the way heart rate is usually measured and 
recorded. The Hypersensitivity Monitoring sheet itself did not contain a space to record 
specific adverse events. The review division noted however, that these enrolled subjects 
in CT-P13 1.1 and 3.1 continued to receive IP/active comparator infusions was 
reassuring from a safety perspective. 
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Following discussion with OSI, the review team performed sensitivity analyses due to 
drug accountability concerns. As reported to OSI, the sensitivity assessments did not 
change the overall BLA study results and conclusions.

Dr. Miranda responded adequately to the Form FDA 483 in a letter dated February 5, 
2015.

c.   Assessment of data integrity:
OSI is unable to verify the identity of IP/active comparator infused to specific subjects 
enrolled in Protocol CT-P13 1.1 and 3.1 from January to July 2011due to inadequate 
documentation of investigational product administered to enrolled subjects at this site as 
described above. The review team was advised to conduct sensitivity analyses excluding
data for the enrolled subjects at this site. By report, there was no apparent impact on 
efficacy outcomes for the studies, particularly important for Protocol CT-P13 3.1 which 
was a Phase 3 noninferiority design study used to support clinical efficacy of this 
biosimilar product (relatively insensitive study design for this purpose per DPARP).
Inadequate drug accountability at this site may be related to use of an off-site infusion 
center for administration of investigational product leading to limitations in CI oversight 
of conduct, as well as requiring transport of paper source documentation between the CI 
site and infusion center. There may be similar implications for other sites using off-site 
infusion centers for these studies.

3. Pawel Hrycaj, M.D., Site #1215
Poznan, Poland

     
a.  What was inspected:
The inspection was conducted in accordance from February 2 to 6, 2015. For Study CT-
P13 1.1, a total of 23 subjects were screened, and 18 subjects were enrolled and 
randomized. Eighteen subjects completed the study.  An audit of nine enrolled subjects’ 
records was conducted.  For Study CT-P13 3.1, a total of 41 subjects were screened and 
29 subjects were enrolled and randomized. Twenty nine subjects completed the study.  
An audit of seven enrolled subjects’ records was conducted.

The inspection evaluated the following documents: source records, screening and 
enrollment logs, case report forms, study drug accountability logs, study monitoring 
visits, and correspondence. Informed consent documents and sponsor-generated 
correspondence were also inspected. 

b.   General observations/commentary:
Source documents for those enrolled subjects whose records were reviewed were verified 
against the case report forms and NDA subject line listings.  Source documents for the 
raw data used to assess the primary study endpoint were verifiable at the study site. No 
under-reporting of adverse events or serious adverse events was noted.  There were no 
limitations during conduct of the clinical site inspection.  
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In general, this clinical site appeared to be in compliance with Good Clinical Practices.  
A Form FDA 483 (List of Inspectional Observations) was not issued at the end of the 
inspection. 

c.   Assessment of data integrity:
Data submitted by this clinical site appear acceptable in support of this specific 
indication.

3. Slawomir Jeka, M.D., Ph.D., M.D., Site #1213
    Toru, Poland
     
a.  What was inspected:
The inspection was conducted in accordance with Compliance Program 7348.811, from 
January 26 to 29, 2015. For Study CT-P13 1.1, a total of 17 subjects were screened, 12
subjects were enrolled and randomized. Eleven subjects completed the study. An audit of 
11 enrolled subjects’ records was conducted.  For Study CT-P13 3.1, a total of 18 
subjects were screened, 14 subjects were enrolled and randomized.  Twelve subjects 
completed the study. An audit of 12 enrolled subjects’ records was conducted.

The inspection evaluated the following documents: source records, screening and 
enrollment logs, case report forms, study drug accountability logs, study monitoring 
visits, and correspondence. Informed consent documents and sponsor-generated 
correspondence were also inspected. 

b.   General observations/commentary:
Source documents for those enrolled subjects whose records were reviewed were verified 
against the case report forms and NDA subject line listings.  Source documents for the 
raw data used to assess the primary study endpoint were verifiable at the study site. No 
under-reporting of adverse events or serious adverse events was noted.  There were no 
limitations during conduct of the clinical site inspection.  

In general, this clinical site appeared to be in compliance with Good Clinical Practices.  
A Form FDA 483 (List of Inspectional Observations) was not issued at the end of the 
inspection. 

c.   Assessment of data integrity:
Data submitted by this clinical site appear acceptable in support of this specific 
indication.

4. Janusz Jaworski, M.D., Protocols CT-P13 3.1 and CT-P13 1.1/ Site #1214
    Warsaw, Poland

a.  What was inspected:
The inspection was conducted from February 9 to 13, 2015. For Study CT-P13 1.1, a 
total of 15 subjects were screened, and 14 subjects were enrolled and randomized. 
Fourteen subjects completed the study.  An audit of seven enrolled subjects’ records was 
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conducted.  For Study CT-P13 3.1, a total of 22 subjects were screened and 16 subjects 
were enrolled and randomized. Fourteen subjects completed the study.  An audit of eight
enrolled subjects’ records was conducted.

The inspection evaluated the following documents: source records, screening and 
enrollment logs, case report forms, study drug accountability logs, study monitoring 
visits, and correspondence. Informed consent documents and sponsor-generated 
correspondence were also inspected. 

b.   General observations/commentary:
Source documents for those enrolled subjects whose records were reviewed were verified 
against the case report forms and NDA subject line listings.  Source documents for the 
raw data used to assess the primary study endpoint were verifiable at the study site. No 
under-reporting of adverse events or serious adverse events was noted.  There were no 
limitations during conduct of the clinical site inspection.  

In general, this clinical site appeared to be in compliance with Good Clinical Practices.  
A Form FDA 483 (List of Inspectional Observations) was not issued at the end of the 
inspection. 

c.   Assessment of data integrity:
Data submitted by this clinical site appear acceptable in support of this specific 
indication.

SPONSOR
5. Celltrion, Inc.     
    Incheon, South Korea

a.  What was inspected:
The inspection was conducted from April 6-10, 2015. The inspection evaluated the 
following: documents related to study monitoring visits and correspondence, Institutional 
Review Board (IRB) approvals, completed Form FDA 1572s, monitoring reports, drug 
accountability, and training of staff and site monitors.

b.   General observations/commentary:
The sponsor generally maintained adequate oversight of the clinical trial.  For the most 
part, monitoring of the investigator sites was adequate.  There was no evidence of under-
reporting of adverse events. A single noncompliant site was found, Site 2101 (Jaller-
Raad Juan, M.D.), but the sponsor properly reported this previously to the Agency.

A Form FDA 483 was not issued at the end of the sponsor inspection.   

c.   Assessment of data integrity:
The sponsor monitoring of sites appeared to be reliable. Data submitted by this sponsor 
appear acceptable in support of the requested indication.
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III. OVERALL ASSESSMENT OF FINDINGS AND GENERAL 
RECOMMENDATIONS

Two adequate and well-controlled clinical trials (CT-P13 1.1 and CT-P13 3.1) were 
submitted in support of the applicant’s NDA. Four foreign clinical study sites (Dr. 
Miranda, Dr. Hrycaj, Dr. Jeka and Dr. Jaworski) were selected for audit. The Sponsor 
(Celltrion, Inc.) was also inspected for this biosimilar [351(k)] application.

The classification for Drs. Hrycaj and Jaworski is No Action Indicated (NAI). The 
preliminary classification for Dr. Jeka and the sponsor, Celltrion, is also No Action 
Indicated (NAI). The preliminary classification of Dr. Miranda is Voluntary Action 
Indicated (VAI). It is recommended that the review team considers doing sensitivity 
analyses with a set of plausible possibilities for the data from Dr. Miranda’s site because 
of inadequate investigational drug accountability and preparation records (study drug 
disposition records with respect to dates, quantity and subject use) in several subjects.

Note: The inspectional observations for Dr. Jeka and the sponsor, Celltrion, are based on 
preliminary communications with the field investigator. A clinical inspection summary 
addendum will be generated if conclusions on the current inspection report change 
significantly, upon receipt and review of the Establishment Inspection Report (EIR). The 
CDER OSI classification of inspection is finalized when written correspondence is issued 
to the inspected entity.

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

CONCURRENCE:
{See appended electronic signature page}
Janice Pohlman, M.D., M.P.H. 
Team Leader
Good Clinical Practice Assessment Branch
Division of Clinical Compliance Evaluation
Office of Scientific Investigations

CONCURRENCE:
{See appended electronic signature page}
Kassa Ayalew, M.D., M.P.H. 
Branch Chief
Good Clinical Practice Assessment Branch
Division of Clinical Compliance Evaluation
Office of Scientific Investigations
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LABEL AND LABELING REVIEW

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

Office of Surveillance and Epidemiology (OSE)

Center for Drug Evaluation and Research (CDER)

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

Date of This Review: May 4, 2015

Requesting Office or Division: Division of Pulmonary, Allergy, and Rheumatology Products 
(DPARP) 

Application Type and Number: BLA 125544

Product Name and Strength: Inflectra (“CT-P13” )

For Injection

100 mg per vial

Product Type: Single Ingredient Product

Rx or OTC: Rx

Applicant/Sponsor Name: Celltrion

Submission Date: August 8, 2014

OSE RCM #: 2014-1728

DMEPA Primary Reviewer: Teresa McMillan, PharmD

DMEPA Associate Director: Lubna Merchant, MS, PharmD 

                                                     


Inflectra has been developed as a proposed biosimilar to US-licensed Remicade (infliximab). Since the core name for Inflectra has not yet been

determined, “CT-P13” is used throughout this review as the nonproprietary name for this product.
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4.1 RECOMMENDATIONS FOR THE DIVISION

A. Prescribing Information

Remove all instances of the proprietary name “  and replace with the proprietary 
name “Inflectra”.

4.2 RECOMMENDATIONS FOR CELLTRION

A. All labels and labeling

Remove all instances of the proprietary name “  and replace with the proprietary 
name “Inflectra”.
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How Supplied Each 20 mL vial is individually packaged in a carton. An 
accumulator carton contains 10 vials.

Storage Refrigerated at 2˚C to 8˚C

APPENDIX B. PREVIOUS DMEPA REVIEWS
B.1 Methods

On March 31, 2015, we searched the L:drive and AIMS using the terms, Remicade and 
Infliximab to identify reviews previously performed by DMEPA.  

B.2 Results
Our search identified 3 previous reviews1. The recommendations noted in these review were 
for Remicade and have been implemented. In addition, we note that the proposed Inflectra 
labels and labeling are similar to the Remicade labels and labeling. 

                                                     
1 McMillan,T  Label and Labeling Review for Remicade . 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); 2012 April  17.  8 p. OSE RCM No.: 2012-599.

Tu, A.  Label and Labeling Review for Remicade . 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); 2011 June 1.  32 p. OSE RCM No.: 2011-1269.

Wisniewski,L.  Label and Labeling Review for Remicade . 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); 2006 August 31.  4 p. OSE RCM No.: 06-0219.
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E.3 List of FAERS Case Numbers

Below is a list of the FAERS case number and manufacturer control numbers for the cases 
relevant for this review.

N/A
E.4 Description of FAERS 

The FDA Adverse Event Reporting System (FAERS) is a database that contains information on 
adverse event and medication error reports submitted to FDA.  The database is designed to 
support the FDA's postmarket safety surveillance program for drug and therapeutic biologic 
products. The informatic structure of the FAERS database adheres to the international safety 
reporting guidance issued by the International Conference on Harmonisation.  FDA’s Office of 
Surveillance and Epidemiology codes adverse events and medication errors to terms in the 
Medical Dictionary for Regulatory Activities (MedDRA) terminology.  Product names are coded 
using the FAERS Product Dictionary. More information about FAERS can be found at: 
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Surveillance/AdverseD
rugEffects/default.htm.
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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,3 along with 
postmarket medication error data, we reviewed the following Inflectra labels and labeling 
submitted by Celltrion on August 8, 2014.

 Container label

 Carton  labeling

G.2 Label and Labeling Images

Carton Labeling (1-count vial)

                                                     
3 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004.
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M E M O R A N D U M DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 PUBLIC HEALTH SERVICE 
 FOOD AND DRUG ADMINISTRATION 
 CENTER FOR DRUG EVALUATION AND RESEARCH 
____________________________________________________________________________ 
DATE: February 18, 2015 
 
TO:  Badrul Chowdhury, M.D., Ph.D. 
 Director, Division of Pulmonary, Allergy, and 

Rheumatology Products  
 Office of Drug Evaluation II 
 
FROM: Seongeun (Julia) Cho, Ph.D. 
 Division of New Drug Bioequivalence Evaluation (DNDBE) 

Office of Study Integrity and Surveillance (OSIS) 
 
Kara Scheibner, Ph.D. 
Division of Generic Drug Bioequivalence Evaluation 
(DGDBE) 
Office of Study Integrity and Surveillance (OSIS) 
 

THROUGH: Chuck Bonapace, Pharm.D. 
Acting Director 
Division of New Drug Bioequivalence (DNDBE) 
Office of Study Integrity and Surveillance (OSIS) 
 
Sam H. Haidar, Ph.D., R.Ph. 
Acting Director 
Division of Generic Drug Bioequivalence Evaluation 
(DGDBE) 
Office of Study Integrity and Surveillance (OSIS) 

 
SUBJECT:  Review of bioanalytical establishment inspection report 

(EIR) covering BLA 125544, CT-P13, from Celltrion Inc. 
 
The Division of Pulmonary, Allergy, and Rheumatology Products 
(DPARP) requested the Office of Study Integrity and Surveillance 
(OSIS) to conduct inspections of the clinical and analytical 
portions of the following study: 
 
Study CT-P13 1.4:  A Randomized, Double-blind, Three-arm, 

Parallel Group, Single dose Study to Compare 
the Pharmacokinetics, Safety, Tolerability, 
and Immunogenicity of Three Formulations of 
Infliximab (CT-P13, EU Sourced Remicade and 
US Sourced Remicade) in Healthy Subjects 
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Clinical Site:  PAREXEL Early Phase Clinical Unit 
Berlin, Germany 

 
Analytical Site:   

 
 
This memo provides a review of the bioanalytical inspection 
only. Inspection of the clinical site is pending at the time of 
this review, and a separate memo will be provided when the 
clinical inspection report becomes available. 
 
Inspection of the bioanalytical portions of the study was 
conducted by  

 The audit 
covered a thorough review of study records and the method 
validation for measurements of infliximab, anti-drug 
antibody (ADA), and neutralizing anti-drug antibody (NAB). 
All records associated with the study were reviewed, 
including paper documentation and electronic archives. 
 
At the time of application submission, stability of the 
frozen plasma sample was available only up to 26 days of 
storage at –70°C. To provide stability covering the maximum 
storage duration of 126 days between the sample collection 
and the final sample analysis,  conducted additional 
long term plasma stability testing. During the inspection, 

 provided a copy of validation addenda including the 
updated stability results. In addition,  indicated that 
the addenda would be sent to the sponsor Celltrion for 
formal submission to the Agency. 
 
At the conclusion of the inspection, no Form FDA-483 was issued. 
 
Conclusion: 
 
Based on the inspectional outcome, we conclude that the 
bioanalytical portions of Study CT-P13 1.4 are acceptable for 
Agency review. The OCP reviewers should consider results of the 
long term frozen plasma stability study in their review. 
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Final Classification:  
 
NAI:  
 
CC: 

 
Draft: SC 2/18/2015, KS 2/18/2015 
Edit: MFS 2/18/2015; SHH 2/21/2015 
OSI: BE 6766 
ECMS: Cabinets/CDER_OC/OSI/Division of Bioequivalence & Good 
Laboratory Practice Compliance/INSPECTIONS/BE Program/Analytical 
Sites  
FACTS:  
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Clinical Pharmacology 
 

Reviewer: 
 

Lei He Y 

TL: 
 

Satjit Brar 
 

Y 

Biostatistics  
 

Reviewer: 
 

Greg Levin Y 

TL: 
 

Ruthie Davi Y 

Nonclinical 
(Pharmacology/Toxicology) 

Reviewer: 
 

Matt Whittaker Y 

TL: 
 

Tim Robison Y 

Statistics (carcinogenicity) 
 

Reviewer: 
 

            

TL: 
 

            

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

Reviewer: 
 

Erik Read, Kurt Brorson       

TL: 
 

            

Product Quality (CMC) 
 

Reviewers: 
 

Erik Read, Kurt Brorson Y 

TL: 
 

David Frucht N 

Quality Microbiology (for sterile 
products) 

Reviewers: 
 

Maria Candauchacon, Bo 
Chi 
 

Y 

TL: 
 

Patricia Hughes Y 

CMC Labeling Review  Reviewer: 
 

Jibril Abdus-Samad Y 

TL: 
 

            

Facility Review/Inspection  Reviewer: 
 

            

TL: 
 

            

OSE/DMEPA (proprietary name) Reviewer: 
 

Teresa Mcmillan Y 

TL: 
 

Lubna Merchant N 

OSE/DRISK (REMS) Reviewer: 
 

            

TL: 
 

            

OC/OSI/DSC/PMSB (REMS) Reviewer: 
 

            

TL: 
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• Electronic Submission comments   
 

List comments:       
  

  Not Applicable 
 

CLINICAL 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

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

If no, explain:  
 

  YES 
  NO 

 

• Advisory Committee Meeting needed?  
 
Comments:       

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

o this drug/biologic is not the first in its class 
o the clinical study design was acceptable 
o the application did not raise significant safety 

or efficacy issues 
o the application did not raise significant public 

health questions on the role of the 
drug/biologic in the diagnosis, cure, 
mitigation, treatment or prevention of a 
disease 

 

  YES 
Date if known:  March 26 & 27, 2015 

  NO 
  To be determined 

 
Reason:       
 
 

• Abuse Liability/Potential 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 

• If the application is affected by the AIP, has the 
division made a recommendation regarding whether 
or not an exception to the AIP should be granted to 
permit review based on medical necessity or public 
health significance?  

 
Comments:       

 

  Not Applicable 
  YES 
  NO 

CLINICAL MICROBIOLOGY 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 
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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) 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
Environmental Assessment 
 
• Categorical exclusion for environmental assessment 

(EA) requested?  
 
If no, was a complete EA submitted? 

 
 
If EA submitted, consulted to EA officer (OPS)? 
 

Comments:       
 

 
 

 YES 
  NO 

 
 YES 
  NO 

 
 YES 
  NO 

 

Quality Microbiology (for sterile products) 
 

  Not Applicable 
 

 YES 
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• Was the Microbiology Team consulted for validation 
of sterilization? (NDAs/NDA supplements only) 

 
Comments:       

 

  NO 
 
 

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

submitted to OMPQ? 
 

 
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  
 
Comments:       

 
 
 
 

  Review issues for 74-day letter 

APPLICATIONS IN THE PROGRAM (PDUFA V) 
(NME NDAs/Original BLAs) 
 
• Were there agreements made at the application’s 

pre-submission meeting (and documented in the 
minutes) regarding certain late submission 
components that could be submitted within 30 days 
after receipt of the original application? 

 
• If so, were the late submission components all 

submitted within 30 days? 
 
 

  N/A 
 
 

  YES 
  NO 

 
 
 
 

  YES 
  NO 

• What late submission components, if any, arrived 
after 30 days? 
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Quality PM (to cancel EER/TBP-EER). 
 

 If filed, and the application is under AIP, prepare a letter either granting (for signature by 
Center Director) or denying (for signature by ODE Director) an exception for review. 
 

 BLA/BLA supplements: If filed, send 60-day filing letter 
 

 If priority review: 
• notify sponsor in writing by day 60 (For BLAs/BLA supplements: include in 60-day 

filing letter; For NDAs/NDA supplements: see CST for choices) 
 
• notify OMPQ (so facility inspections can be scheduled earlier) 

  Send review issues/no review issues by day 74 
 

 Conduct a PLR format labeling review and include labeling issues in the 74-day letter 
 

 Update the PDUFA V DARRTS page (for NME NDAs in the Program) 
 BLA/BLA supplements: Send the Product Information Sheet to the product reviewer and 

the Facility Information Sheet to the facility reviewer for completion. Ensure that the 
completed forms are forwarded to the CDER RMS-BLA Superuser for data entry into 
RMS-BLA one month prior to taking an action  [These sheets may be found in the CST 
eRoom at:  
http://eroom.fda.gov/eRoom/CDER2/CDERStandardLettersCommittee/0 1685f ] 

 Other 
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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: 125544

Application Type: New BLA

Name of Drug/Dosage Form: Infliximab Lyophilized Concentrate for Injection, for Intravenous Use

Applicant:  Celltrion, Inc.  

Receipt Date:  August 8, 2014

Goal Date:  June 8, 2014

1. Regulatory History and Applicant’s Main Proposals
Celltrion submitted a new biologic application for a proposed biosimilar to Remicade (infliximab) 
dated August 8, 2014.  This application proposes all the indications approved for Remicade:  Crohn’s 
Disease (CD), Pediatric Crohn’s Disease, Ulcerative Colitis (UC), Pediatric Ulcerative Colitis, 
Rheumatoid Arthritis (RA), Ankylosing Spondylitis (AS), Psoriatic Arthritis (PsA), and Plaque 
Psoriasis (Ps).  In this new application, the Sponsor submitted the prescribing information, medication 
guide, and carton and container labels.

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

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

All SRPI format deficiencies of the PI will be conveyed to the applicant in the 74-day letter. The 
applicant will be asked to correct these deficiencies and resubmit the PI in Word format by November 
12, 2014. The resubmitted PI will be used for further labeling review.

Appendix

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

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:  

YES

YES

YES

YES

YES

YES

YES
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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

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

YES

N/A

N/A

N/A

YES

N/A

YES
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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:  The revision date is not right justified.  Move the second page of HL to the right 
column of the page. 

YES

YES

NO
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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

YES

YES

YES

YES

YES

Reference ID: 3630724



Selected Requirements of Prescribing Information

SRPI version 4:  May 2014 Page 7 of 10

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

YES

YES

N/A

YES

YES

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

Comment:

42. FDA-approved patient labeling (e.g., Medication Guide, Patient Information, or Instructions for 
Use) must not be included as a subsection under section 17 (PATIENT COUNSELING 
INFORMATION).  All FDA-approved patient labeling must appear at the end of the PI upon 
approval.

Comment:

YES
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Appendix A:  Format of the Highlights and Table of Contents 
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