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PMR/PMC Development Template 
 

This template should be completed by the PMR/PMC Development Coordinator and included for each 
PMR/PMC in the Action Package. 

 
NDA/BLA # 
Product Name: 

BLA# 125526 
Mepolizumab 

 
PMR/PMC Description: 

 
A 12 week, randomized, open-label, pharmacokinetic and 
pharmacodynamics study of mepolizumab in pediatric patients with 
asthma 6 to 11 years of age (Part A of Study 200363) 

 
PMR/PMC Schedule Milestones: Final Protocol Submission:  11/30/2015 
 Study Completion:  9/30/2017 
 Final Report Submission:  9/30/2019 
 Other:        MM/DD/YYYY 
 

1. During application review, explain why this issue is appropriate for a PMR/PMC instead of a pre-approval 
requirement.  Check type below and describe. 

 Unmet need 
 Life-threatening condition  
 Long-term data needed 
 Only feasible to conduct post-approval 
 Prior clinical experience indicates safety  
 Small subpopulation affected 
 Theoretical concern 
 Other 

 
Mepolizumab is read for approval in patients 12 years and older.  Pediatric PREA studies in children 6-11 
years of age were deferred at the time of approval.   

 

2. Describe the particular review issue and the goal of the study/clinical trial.  If the study/clinical trial is a 
FDAAA PMR, describe the risk.  If the FDAAA PMR is created post-approval, describe the “new safety 
information.” 
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3. If the study/clinical trial is a PMR, check the applicable regulation. 
If not a PMR, skip to 4. 

- Which regulation? 

 Accelerated Approval (subpart H/E) 
 Animal Efficacy Rule  
 Pediatric Research Equity Act 
 FDAAA required safety study/clinical trial 

 
- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply) 

 Assess a known serious risk related to the use of the drug? 
 Assess signals of serious risk related to the use of the drug? 
 Identify an unexpected serious risk when available data indicate the potential for a serious risk? 

 
- If the PMR is a FDAAA safety study/clinical trial, will it be conducted as: 

 Analysis of spontaneous postmarketing adverse events? 
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to assess 
or identify a serious risk 

 
 Analysis using pharmacovigilance system? 
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the FDA 
is required to establish under section 505(k)(3) has not yet been established and is thus not sufficient 
to assess this known serious risk, or has been established but is nevertheless not sufficient to assess 
or identify a serious risk 

 
 Study: all other investigations, such as investigations in humans that are not clinical trials as defined 
below (e.g., observational epidemiologic studies), animal studies, and laboratory experiments? 
Do not select the above study type if: a study will not be sufficient to identify or assess a serious 
risk 

 
 Clinical trial: any prospective investigation in which the sponsor or investigator determines the 
method of assigning investigational product or other interventions to one or more human subjects? 

4. What type of study or clinical trial is required or agreed upon (describe and check type below)?  If the study 
or trial will be performed in a subpopulation, list here. 

The goal of the study is to evaluate the pharmacokinetics and pharmacodynamics of mepolizumab in 
patients 6 to 11 years of age.    
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The study is a pharmacokinetic/pharmacodynamics of mepolizumab in children 6-11 years of age. 

 
Required 

 Observational pharmacoepidemiologic study  
 Registry studies 
 Primary safety study or clinical trial 
 Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety 
 Thorough Q-T clinical trial 
 Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology) 
 Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety) 
 Pharmacokinetic studies or clinical trials 
 Drug interaction or bioavailability studies or clinical trials 
 Dosing trials 

Continuation of Question 4 
 

 Additional data or analysis required for a previously submitted or expected study/clinical trial  
(provide explanation) 
      

 Meta-analysis or pooled analysis of previous studies/clinical trials 
 Immunogenicity as a marker of safety 
 Other (provide explanation) 

      
 

Agreed upon: 

 Quality study without a safety endpoint (e.g., manufacturing, stability) 
 Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease, background 
rates of adverse events) 

 Clinical trials primarily designed to further define efficacy (e.g., in another condition, different disease 
severity, or subgroup) that are NOT required under Subpart H/E 

 Dose-response study or clinical trial performed for effectiveness 
 Nonclinical study, not safety-related (specify) 

      
 Other 

      
 

5. Is the PMR/PMC clear, feasible, and appropriate? 

 Does the study/clinical trial meet criteria for PMRs or PMCs? 
 Are the objectives clear from the description of the PMR/PMC? 
 Has the applicant adequately justified the choice of schedule milestone dates? 

Reference ID: 3841972

(b) (4)



PMR/PMC Development Template Last Updated 11/3/2015     Page 4 of 4 

  Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine feasibility, 
and contribute to the development process? 

 
 Check if this form describes a FDAAA PMR that is a randomized controlled clinical trial  

  
If so, does the clinical trial meet the following criteria? 

 
 There is a significant question about the public health risks of an approved drug 
 There is not enough existing information to assess these risks 
 Information cannot be gained through a different kind of investigation 
 The trial will be appropriately designed to answer question about a drug’s efficacy and safety, and 
 The trial will emphasize risk minimization for participants as the protocol is developed 

 

PMR/PMC Development Coordinator: 
  This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine the 
safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug quality.  

_______________________________________ 
(signature line for BLAs) 
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PMR/PMC Development Template 
 

This template should be completed by the PMR/PMC Development Coordinator and included for each 
PMR/PMC in the Action Package. 

 
NDA/BLA # 
Product Name: 

BLA# 125526 
Mepolizumab 

 
PMR/PMC Description: 

 
A 12 month long-term safety and pharmacodynamics 
extension study of mepolizumab in pediatric patients with asthma 6 to 
11 years of age (Part B of Study 200363) 

 
PMR/PMC Schedule Milestones: Final Protocol Submission:  11/30/2015 
 Study Completion:  3/31/2019 
 Final Report Submission:  9/30/2019 
 Other:        MM/DD/YYYY 
 

1. During application review, explain why this issue is appropriate for a PMR/PMC instead of a pre-approval 
requirement.  Check type below and describe. 

 Unmet need 
 Life-threatening condition  
 Long-term data needed 
 Only feasible to conduct post-approval 
 Prior clinical experience indicates safety  
 Small subpopulation affected 
 Theoretical concern 
 Other 

 
Mepolizumab is read for approval in patients 12 years and older.  Pediatric PREA studies in children 6-11 
years of age were deferred at the time of approval.   

 

2. Describe the particular review issue and the goal of the study/clinical trial.  If the study/clinical trial is a 
FDAAA PMR, describe the risk.  If the FDAAA PMR is created post-approval, describe the “new safety 
information.” 
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3. If the study/clinical trial is a PMR, check the applicable regulation. 
If not a PMR, skip to 4. 

- Which regulation? 

 Accelerated Approval (subpart H/E) 
 Animal Efficacy Rule  
 Pediatric Research Equity Act 
 FDAAA required safety study/clinical trial 

 
- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply) 

 Assess a known serious risk related to the use of the drug? 
 Assess signals of serious risk related to the use of the drug? 
 Identify an unexpected serious risk when available data indicate the potential for a serious risk? 

 
- If the PMR is a FDAAA safety study/clinical trial, will it be conducted as: 

 Analysis of spontaneous postmarketing adverse events? 
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to assess 
or identify a serious risk 

 
 Analysis using pharmacovigilance system? 
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the FDA 
is required to establish under section 505(k)(3) has not yet been established and is thus not sufficient 
to assess this known serious risk, or has been established but is nevertheless not sufficient to assess 
or identify a serious risk 

 
 Study: all other investigations, such as investigations in humans that are not clinical trials as defined 
below (e.g., observational epidemiologic studies), animal studies, and laboratory experiments? 
Do not select the above study type if: a study will not be sufficient to identify or assess a serious 
risk 

 
 Clinical trial: any prospective investigation in which the sponsor or investigator determines the 
method of assigning investigational product or other interventions to one or more human subjects? 

4. What type of study or clinical trial is required or agreed upon (describe and check type below)?  If the study 
or trial will be performed in a subpopulation, list here. 

The goal of the study is to evaluate the long term safety in patients 6 to 11 years of age.   
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The study is a long term extension to collect safety and pharmacodynamics data in children 6-11 
years of age.   

 
Required 

 Observational pharmacoepidemiologic study  
 Registry studies 
 Primary safety study or clinical trial 
 Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety 
 Thorough Q-T clinical trial 
 Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology) 
 Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety) 
 Pharmacokinetic studies or clinical trials 
 Drug interaction or bioavailability studies or clinical trials 
 Dosing trials 

Continuation of Question 4 
 

 Additional data or analysis required for a previously submitted or expected study/clinical trial  
(provide explanation) 
      

 Meta-analysis or pooled analysis of previous studies/clinical trials 
 Immunogenicity as a marker of safety 
 Other (provide explanation) 

      
 

Agreed upon: 

 Quality study without a safety endpoint (e.g., manufacturing, stability) 
 Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease, background 
rates of adverse events) 

 Clinical trials primarily designed to further define efficacy (e.g., in another condition, different disease 
severity, or subgroup) that are NOT required under Subpart H/E 

 Dose-response study or clinical trial performed for effectiveness 
 Nonclinical study, not safety-related (specify) 

      
 Other 

      
 

5. Is the PMR/PMC clear, feasible, and appropriate? 

 Does the study/clinical trial meet criteria for PMRs or PMCs? 
 Are the objectives clear from the description of the PMR/PMC? 
  Has the applicant adequately justified the choice of schedule milestone dates? 

Reference ID: 3841972
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  Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine feasibility, 
and contribute to the development process? 

 
 Check if this form describes a FDAAA PMR that is a randomized controlled clinical trial  

  
If so, does the clinical trial meet the following criteria? 

 
 There is a significant question about the public health risks of an approved drug 
 There is not enough existing information to assess these risks 
 Information cannot be gained through a different kind of investigation 
 The trial will be appropriately designed to answer question about a drug’s efficacy and safety, and 
 The trial will emphasize risk minimization for participants as the protocol is developed 

 

PMR/PMC Development Coordinator: 
  This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine the 
safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug quality.  

_______________________________________ 
(signature line for BLAs) 
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MEMORANDUM 
REVIEW OF REVISED LABEL AND LABELING

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)

Date of This Memorandum: September 24, 2015

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

Application Type and Number: BLA 125526

Product Name and Strength: Nucala (Mepolizumab) Powder for Injection, 100 mg per vial

Submission Date: August 13, 2015

Applicant/Sponsor Name: GlaxoSmithKline

OSE RCM #: 2014-2450

DMEPA Primary Reviewer: Lissa C. Owens, PharmD

DMEPA Team Leader: Kendra Worthy, PharmD

1 PURPOSE OF MEMO
The Division of Pulmonary, Allergy, and Rheumatology Products requested that we review the 
revised carton and container labels (Appendix A) to determine if it is acceptable from a 
medication error perspective.  The purpose of this submission is to amend the application with 
a revised logo. The Applicant replaced the
logo.

2  CONCLUSIONS
The revised carton and container labels are acceptable from a medication error perspective.  

Reference ID: 3824213
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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: 

 

September 24, 2015  
 
To: 

 
Badrul A. Chowdhury, MD, PhD 
Director 
Division of Pulmonary, Allergy, and Rheumatology 
Products 

 
Through: 

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

 
From: 

 
Aman Sarai, 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: Patient Package Insert (PPI)  
 

Drug Name (established 
name):   

NUCALA (mepolizumab) 
 

Dosage Form and Route: Injection, for subcutaneous use 

Application 
Type/Number:  

BLA 125526 

Applicant: GlaxoSmithKline LLC 
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1 INTRODUCTION 

On November 4, 2014, GlaxoSmithKline LLC, submitted for the Agency’s review a 
Biologics License Application (BLA) for NUCALA (mepolizumab) for the proposed 
treatment of patients with severe eosinophilic asthma.  

NUCALA (mepolizumab) has been developed as an add-on maintenance treatment 
for a subgroup of patients with severe asthma, namely patients with severe 
eosinophilic asthma. The proposed dose of 100 mg is administered subcutaneously 
every 4 weeks to patients 12 years of age and older. This submission represents the 
first BLA for NUCALA (mepolizumab). There are no currently licensed biological 
products in the United States that target IL5. 

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 December 1, 2014 for DMPP and OPDP to review the Applicant’s 
proposed Patient Package Insert (PPI) for NUCALA (mepolizumab) injection, for 
subcutaneous use.  

 
2 MATERIAL REVIEWED 

• Draft NUCALA (mepolizumab) PPI received on November 4, 2014, revised by 
the Review Division throughout the review cycle, and received by DMPP and 
OPDP on September 14, 2015.   

• Draft NUCALA (mepolizumab) Prescribing Information (PI) received on 
November 4, 2014, revised by the Review Division throughout the review cycle, 
and received by DMPP and OPDP on September 14, 2015.  

 
3 REVIEW METHODS 

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

In our collaborative review of the PPI we have:  

• simplified wording and clarified concepts where possible 

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

• removed unnecessary or redundant information 

• ensured that the PPI is free of promotional language or suggested revisions to 
ensure that it is free of promotional language 
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• ensured that the PPI meets the criteria as specified in FDA’s Guidance for 
Useful Written Consumer Medication Information (published July 2006) 

 
4 CONCLUSIONS 

The PPI is acceptable with our recommended changes. 
 
5 RECOMMENDATIONS 

• Please send these comments to the Applicant and copy DMPP and OPDP on the 
correspondence.  

• Our collaborative review of the PPI is appended to this memorandum.  Consult 
DMPP and OPDP regarding any additional revisions made to the PI to determine 
if corresponding revisions need to be made to the PPI.   

 Please let us know if you have any questions.  

Reference ID: 3823943
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 1 

 
****Pre-decisional Agency Information**** 

    
 

Memorandum 
 
Date:  September 18, 2015 
  
To:  Nina Ton, Regulatory Project Manager 
  Division of Pulmonary, Allergy, and Rheumatology Products 
  (DPARP) 
 
From: Roberta Szydlo, Senior Regulatory Review Officer  
 Office of Prescription Drug Promotion (OPDP) 
 
CC:  Twyla Thompson, Deputy Director, OPDP 
   
Subject: BLA 125526 

OPDP labeling comments for NUCALA (mepolizumab) for 
subcutaneous use (Nucala) 
  

   
 
In response to DPARP’s consult request dated December 1, 2014, OPDP has 
reviewed the draft labeling (Package Insert [PI], and Carton/Container Labeling) 
for Nucala and offers the following comments.  
 
OPDP’s comments regarding the proposed Patient Package Insert (PPI) will be 
incorporated into a collaborative review by the Division of Medical Policy 
Programs (DMPP) and OPDP and will be provided under separate cover. 
 
PI: 
 
OPDP’s comments on the PI are provided directly below and are based on the 
draft labeling titled “BLA 125526 FDA Labeling Edits August 31 2015.doc” 
(attached) that was provided via email from DPARP on September 14, 2015. 
 
Carton/Container Labeling: 
 
OPDP has reviewed the proposed carton and container labeling submitted by the 
applicant on September 15, 2015, (eCTD sequence # 0045) and located at the 
following: 
 

FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion 
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• \\cdsesub1\evsprod\bla125526\0045\m1\us\114-labeling\1141-draft\draft-
100mglabel.pdf 

• \\cdsesub1\evsprod\bla125526\0045\m1\us\114-labeling\1141-draft\draft-
100mgsmpllabel.pdf 

• \\cdsesub1\evsprod\bla125526\0045\m1\us\114-labeling\1141-draft\draft-
100mgcarton.pdf 

• \\cdsesub1\evsprod\bla125526\0045\m1\us\114-labeling\1141-draft\draft-
100mgsmplcarton.pdf 

 
We have no comments at this time on the proposed carton and container 
labeling. 
 
Thank you for your consult.  If you have any questions, please contact Roberta 
Szydlo at (301) 796-5389 or roberta.szydlo@fda.hhs.gov. 
 

Reference ID: 3821653
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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: June 25, 2015

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

Application Type and Number: BLA 125526

Product Name and Strength: Nucala (Mepolizumab) Powder for Injection, 100 mg per vial

Product Type: Single Ingredient Product

Rx or OTC: Rx

Applicant/Sponsor Name: GlaxoSmithKline

Submission Date: November 4, 2014

OSE RCM #: 2014-2450

DMEPA Primary Reviewer: Lissa C. Owens, PharmD

DMEPA Team Leader: Kendra Worthy, PharmD

Reference ID: 3784193
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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,1 along with 
postmarket medication error data, we reviewed the following Nucala labels and labeling 
submitted by GlaxoSmithKline on November 4, 2014.

 Container label

 Carton  labeling

 Professional Sample label

 Professional Sample Carton Labeling

                                                     
1 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
   ____________________________________________________________________________________________ 

CLINICAL INSPECTION SUMMARY

DATE: June 12, 2015

TO: Nina Ton, Pharm.D., Regulatory Project Manager 
Sofia Chaudhry, M.D., Medical Officer
Lydia Gilbert-McClain, M.D., Deputy Division Director/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: 125526

APPLICANT: GlaxoSmithKline

DRUG: mepolizumab

NME: Yes

THERAPEUTIC CLASSIFICATION/REVIEW: Standard Review

Reference ID: 3778778



Page 2  BLA 125526 mepolizumab
Clinical Inspection Summary

INDICATIONS: uncontrolled,  asthma

CONSULTATION REQUEST DATE: December 30, 2014

INSPECTION SUMMARY GOAL DATE (original): July 10, 2015

INSPECTION SUMMARY GOAL DATE (revised): June 12, 2015

DIVISION ACTION GOAL DATE November 4, 2015

PDUFA DATE: November 4, 2015

I. BACKGROUND: 
A strategy aimed specifically at eosinophilic inflammation may have particular benefit in 
patients with severe  asthma and frequent exacerbations. High sputum
eosinophil counts are associated with poor control and predict future exacerbations. 
Eosinophil recruitment and activation is promoted by IL-5. The proposed therapeutic 
biologic for uncontrolled,  asthma, mepolizumab, is a humanized anti-IL-5 
antibody (IgG1 kappa).

Two adequate and well-controlled clinical trials submitted in support of the applicant’s 
BLA were selected for domestic clinical site inspections. One clinical site was selected 
for each study based on a large number of enrolled subjects. 

Study MEA112997:
Study MEA112997 was a multicenter, randomized, placebo-controlled, double-blind, 
parallel group study. The primary study objective was to evaluate the dose response,
based on efficacy and safety of three doses of intravenous (IV) mepolizumab (75 mg, 250 
mg and 750 mg) compared to placebo over a 52-week treatment period in adult and 
adolescent subjects with severe uncontrolled refractory asthma.  The primary efficacy 
endpoint was the frequency of clinically significant exacerbations of asthma as defined 
by a worsening of asthma requiring use of oral/systemic corticosteroids and/or 
hospitalization and/or Emergency Department visits.

Study MEA115588:
Study MEA115588 was a Phase 3, multicenter, randomized, placebo-controlled, double-
dummy, double-blind, parallel group trial. The primary study objective was to evaluate 
the efficacy of mepolizumab 75 mg IV or 100 mg subcutaneous (SC) every 4 weeks 
versus placebo on the frequency of clinically significant exacerbations in adult and 
adolescent subjects with severe, uncontrolled, refractory asthma. The primary efficacy 
endpoint was the frequency of clinically significant exacerbations of asthma, as defined 
by a worsening of asthma which required use of systemic corticosteroids and/or 
hospitalization and/or Emergency Department (ED) visits. 

Reference ID: 3778778
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Page 3  BLA 125526 mepolizumab
Clinical Inspection Summary

  II. RESULTS:

Name of CI 
Location

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

Inspection Date Classification*

Jeremy Cole, M.D.
IPS Research Company
1111 North Lee, Suite 400
Oklahoma City, OK 73103

Site #067912

Protocol MEA112997

Subjects=10

March 2-5, 2015 NAI

Mark C. Liu, M.D.
Asthma and Allergy Center
Johns Hopkins Bayview Medical 
Center
5501 Hopkins Bayview Circle
Baltimore, MD 21224

Site #099254

Protocol MEA115588
   

Subjects=9

January 28-
February 4, 2015

NAI

Sponsor: GlaxoSmithKline.
5 Moore Drive
P.O. Box 13398
Research Triangle Park, NC 
27709

Protocols
MEA112997and 
MEA115588

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. Jeremy Cole, M.D., Protocol MEA112997/Site #067912

Oklahoma City, OK
     
a.  What was inspected:
The inspection was conducted from March 2 to 5, 2015. A total of 10 subjects were 
screened and enrolled.  Nine subjects completed the study. An audit of ten 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:
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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.

2. Mark C. Liu, M.D., Protocol MEA115588/ Site #099254   
Baltimore, MD
     
a.  What was inspected:
The inspection was conducted from January 28 to February 4, 2015. A total of 11
subjects were screened and 9 patients enrolled.  Nine patients completed the study. An 
audit of 9 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
3. GlaxoSmithKline.     
    Research Triangle Park, NC
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a.  What was inspected:
In accordance with the CDER BLA/NDA pre-approval, Sponsor/Monitor/CRO 
inspection program, using the Bioresearch Monitoring Compliance Program (CP 
7348.810, an inspection of GSK was performed to review GSK’s conduct of clinical 
studies in support of BLA 125526. 

The inspection was conducted from April 6-10, 2015 with CDER OSI participation. 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. 
Additionally, GSK’s blinding procedures related to these studies were reviewed.

b.   General observations/commentary:
For Studies MEA112997 and Study MEA115588, the sponsor maintained adequate 
oversight of the clinical trials.  Site monitoring was performed by GSK using a blinded 
and unblinded monitor and in general, was adequate. Sponsor blinding procedures were 
reviewed during inspection and appeared adequate. There was no evidence of under-
reporting of adverse events. 

A Form FDA 483 was not issued at the end of the sponsor inspection.  The clinical 
studies adhered to Good Clinical Practice.

c.   Assessment of data integrity:
The sponsor monitoring of sites appeared to be reliable for Studies MEA112997 and 
Study MEA115588.  Data submitted by this sponsor appear acceptable in support of the 
requested indication

III. OVERALL ASSESSMENT OF FINDINGS AND GENERAL 
RECOMMENDATIONS

Two adequate and well-controlled clinical trials (MEA112997and MEA115588) were 
submitted in support of the applicant’s NDA. Two domestic clinical study sites (Dr. Cole 
and Dr. Liu) were selected for audit.  The Sponsor (GlaxoSmithKline) was also inspected
for this new BLA.

The classification for Drs. Cole and Liu is No Action Indicated (NAI). The preliminary 
classification the sponsor, GlaxoSmithKline, is NAI.

Note: 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.
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{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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INTRODUCTION
Nucala (mepolizumab) is a humanized monoclonal antibody, immunoglobulin G1 kappa 
(IgG1 kappa) that targets human interleukin-5 (IL5).1  On November 5, 2014,
GlaxoSmithKline LLC submitted Biologics License Application (BLA 125526) to obtain 
approval to market Nucala for the proposed indication of the treatment of patients aged 12 
years and older with severe eosinophilic asthma identified by blood eosinophils greater than 
or equal to 300 cells/l in the past 12 months.

The Division of Pulmonary, Allergy, and Rheumatology Products (DPARP) consulted the 
Division of Pediatric and Maternal Health (DPMH) on December 19, 2014 to review the 
Pregnancy and Lactation subsections of labeling to ensure compliance with the Pregnancy
and Lactation Labeling Rule formatting requirements and to provide comments to be 
included in the labeling that will be sent to the applicant.

BACKGROUND
Asthma
Asthma is a chronic inflammatory disease of the airways seen in 5-10% of adults and 
children and is well-controlled with inhaled therapy in most patients.  Ten percent of asthma 
patients have disease that is severe, and of these patients, 30-40% use regular oral 
corticosteroids to control their asthma.2  

Eosinophilic inflammation of airways plays a role in the pathogenesis of asthma, and an 
eosinophilic asthma phenotype has been identified.  Eosinophilic asthma can be associated 
with increased asthma severity, atopy, late-onset disease, and steroid insensitivity.  While
most asthma patients can be controlled with step-wise treatment approaches, some asthma 
patients continue to be uncontrolled despite these treatment plans.  Such patients may require 
treatments with high-dose inhaled corticosteroids and additional controller and/or systemic 
corticosteroids.3

Asthma in Pregnancy
Asthma is the most common chronic condition of pregnancy.  In pregnancy, asthma 
prevalence ranges from 1-4%.  Asthma-related morbidity and mortality rates in pregnant 
women are comparable to those in the general population with a mortality rate of 2.1 per 
100,000 persons in the U.S.  Although women with mild asthma are unlikely to have 
problems during pregnancy, patients with severe asthma are at a higher risk of having 
complications, which include preeclampsia, pregnancy-induced hypertension, uterine 
hemorrhage, preterm labor, premature birth, congenital anomalies, fetal growth restriction, 
and low birth weight, especially in the last trimester of pregnancy. Pregnant women with 
severe asthma are at risk for respiratory failure (requiring mechanical ventilation), 
barotrauma, and death.4

                                                          
1 Sponsor Packet: BLA 125526 for mepolizumab: Original submission
2 Bel, et al. Oral Glucocorticoid-Sparing Effect of Mepolizumab in Eosinophilic Asthma.  The New England 
Journal of Medicine. 2014; 371; 1189-1197.
3 Sponsor Packet: BLA 125526 for mepolizumab: Original submission
4 Medscape website: http://emedicine medscape.com/article/796274-overview. Accessed 12/30/2014
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Mepolizumab and Drug Characteristics
Mepolizumab is an IgG1 kappa monoclonal antibody (mAb) that binds to and inactivates 
IL5, which is a cytokine that recruits eosinophils from the bone marrow and promotes the 
persistence and activation of these cells.5 The proposed mechanism of action of mepolizumab 
is to inhibit eosinophilic inflammation and reduce the number of eosinophils in both sputum 
and blood, which may result in a reduction in asthma exacerbations and the need for 
treatment with systemic glucocorticoids.6

Pregnancy and Nursing Mothers Labeling
On December 4, 2014, the Food and Drug Administration (FDA) announced the publication 
of the “Content and Format of Labeling for Human Prescription Drug and Biological 
Products; Requirements for Pregnancy and Lactation Labeling,”7 also known as the 
Pregnancy and Lactation Labeling Rule (PLLR).  The PLLR requirements include a change 
to the structure and content of labeling for human prescription drug and biologic products 
with regard to pregnancy and lactation and create a new subsection for information with 
regard to females and males of reproductive potential.  Specifically, the pregnancy categories 
(A, B, C, D and X) will be removed from all prescription drug and biological product 
labeling and a new format will be required for all products that are subject to the 2006 
Physicians Labeling Rule8 format to include information about the risks and benefits of using 
these products during pregnancy and lactation.  

The PLLR will take effect on June 30, 2015; however, at this time applicants may voluntarily 
convert labeling to PLLR format.

DISCUSSION
Nonclinical Experience
Animal reproduction studies have not shown adverse effects (fetal and infant death or 
adverse effects of fetal or infant development) in cynomolgus monkeys treated with 
mepolizumab throughout pregnancy (including organogenesis) at doses  times the 
maximum recommended human dose (on an AUC basis with maternal intravenous doses up 
to 100 mg/kg once every 4 weeks.  The reader is referred to the nonclinical review by 
Timothy Robison for further details.

Mepolizumab and Pregnancy
The applicant did not conduct studies with mepolizumab in pregnant women.  A search of 
published literature for available human pregnancy data was performed to update the 
Pregnancy subsection of labeling for this BLA, and no studies were found.

                                                          
5 Bel, et al. Oral Glucocorticoid-Sparing Effect of Mepolizumab in Eosinophilic Asthma.  The New England 
Journal of Medicine. 2014: 371; 1189-1197.
6 Ortega, et al. Mepolizumab Treatment in Patients with Severe Eosinphilic Asthma. The New England Journal 
of Medicine. 2014: 317; 1198-1207.
7 Content and Format of Labeling for Human Prescription Drug and Biological Products, Requirements for 
Pregnancy and Lactation Labeling (79 FR 72063, December 4, 2014).
8 Requirements on Content and Format of Labeling for Human Prescription Drug and Biological Products, 
published in the Federal Register (71 FR 3922; January 24, 2006).
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There were 10 women who became pregnant while taking mepolizumab in Phase III clinical 
trials, and the outcomes are reviewed below.  See appendix A for a complete list of 
outcomes.9

 Two patients had a spontaneous abortion 
o 40 year-old female on mepolizumab 75mg, had a spontaneous abortion 132 

days after the first dose of mepolizumab at 5-6 weeks gestation.  There were 
no fetal anomalies reported.

o 42 year-old female on mepolizumab 100mg, had a spontaneous abortion 64 
days after the first dose of mepolizumab at 5 weeks gestation.  There were no 
fetal anomalies reported.

 One patient had a medical pregnancy termination
o 42 year-old female on mepolizumab 750mg, had an induced abortion 236 days 

after the first dose of mepolizumab at 14 weeks gestation.  The reason for the 
termination was not reported.  There were no fetal anomalies reported.

 Seven live births
o All infants were born full term and had no apparent congenital anomalies.  

Although there are no studies or case reports with mepolizumab use in pregnant women, 
there were 10 pregnancies in mepolizumab clinical trials that have been reported.  In these 
cases, there were two spontaneous abortions, one medical termination and seven normal 
pregnancies.  All of the women who became pregnant were exposed to mepolizumab during 
preconception (ranging from 4-20 weeks before conception) or the first trimester of 
pregnancy.  There was no known evidence of fetal malformations in the abortions, but the 
number of pregnant women exposed was small.   

Monoclonal antibodies, such as mepolizumab, appear to be transported across the placenta 
with a smooth linear rise in fetal IgG starting as early as 13 weeks gestation (start of the 
second trimester of pregnancy).  One study (Malek, et al.) demonstrated that there is a 
continuous rise in the level of IgG observed between 17 and 41 weeks gestation.  Fetal levels 
of IgG were 5-10% of the maternal level between 17 and 22 weeks gestation, but exceeded 
the maternal level by three-fold at term.10 In another study (Garty, et al.), the blood from 34 
fetuses was obtained by percutaneous umbilical blood sampling via amniocentesis and 
peripheral venous blood was drawn from the mothers at the time of the procedure.  The 
authors showed that although all IgG subclasses cross the human placenta, their transport is 
not uniform.  IgG1 and IgG4 are transported more efficiently than IgG2 and IgG3.  Fetal IgG 
subclass concentrations are similar to maternal concentrations at 38 weeks gestation and on 
occasion, IgG concentrations may be higher than maternal concentrations at delivery.11   
Therefore, since monoclonal antibodies, such as mepolizumab, appear to cross the placenta 
in increasing amounts as pregnancy proceeds, it is possible that the effects of mepolizumab 
may be greater during the second and third trimester of pregnancy. 

                                                          
9 GlaxoSmithKline Information Request for Pregnancy Outcomes for Patients Exposed to Mepolizumab in 
Phase III Studies, May 8, 2015.
10 Malek, et al. Ex vivo human placenta models: transport of immunoglobulin G and its subclasses. Vaccine
2003;21:3362–4
11 Garty et al.  Placental Transfer of Immunoglobulin G Subclass. Clinical and Diagnostic Laboratory. 
Immunology. 1994; 1 (6): 667-669.
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APPENDIX A – Applicant’s Proposed Nucala Pregnancy and Nursing Mothers 
Labeling
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Appendix B: GlaxoSmithKline Information Request for Pregnancy Outcomes for 

Patients Exposed to Mepolizumab in Phase III Studies
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DATE: April 23, 2015 
  
RECEIVED: March 20, 2015 
  
TO: Gregory Levin, Mathematical Statistician 

CDER/OTS/OB/DBII 
Nina Ton, PharmD, Regulatory Project Manager 
CDER/OND/ODEII/DPARP 

  
FROM: Yvonne Doswell, D.H.Sc., OIR/DIHD/HEMB 
  
SUBJECT: CDER BLA125526, ICC1500180 
  
  
  

 
Protocol Title  Mepolizumab for treatment of severe asthma patients with high eosinophil 
   levels 
 
Drug Sponsor  GlaxoSmithKline (GSK) 

Drug Name  Mepolizumab 

Analyte Detected Eosinophil Count 

I. BACKGROUND 
 
GSK has submitted BLA 125526 to support the safety and effectiveness of mepolizumab 
for treatment of severe asthma patients with high eosinophil levels. The CDER review 
team is considering different ways to present efficacy results within subgroups defined by 
baseline eosinophil counts in Section 14 of labeling, and the inclusion of language about 
eosinophil levels in the actual indication is still very much up for debate. To help inform 
labeling considerations, it will be important to understand the analytical performance of 
assays used to measure eosinophils. We are requesting a review of the available evidence 
on the analytical performance characteristics (e.g., reference range, accuracy, precision) 
of platforms that measure blood eosinophil counts. This includes those used by the 
applicant in the key clinical trials supporting the safety and effectiveness of mepolizumab 
(MEA112997, MEA115588, MEA115575), in addition to any other assays typically used 
in clinical practice.  
  

II. DEVICE USE IN THE TRIAL 
 

Department of Health and Human Services 
Public Health Service 
Food and Drug Administration 

Consult   
MEMORANDUM 
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The clinical studies MEA112997, MEA115588 and MEA115575 each employed the 
Coulter LH750 for eosinophil enumeration. Testing was performed in the  

 central laboratory. 
 

III. RESPONSE TO CDER QUESTIONS 
 
CDER was advised to ask GlaxoSmithKline the following questions: 
1. Exact methodology used to perform eosinophil blood count (hematology platform). 

 
GSK Reply: 
Studies MEA112997, MEA115588 and MEA115575 all utilized  

 as the central laboratory. Sites were provided with a detailed 
laboratory manual with instructions for preparing all laboratory samples. Eosinophil 
blood counts were performed as part of the hematology (complete blood count) and 
differential sample. Two mLs of whole blood was drawn into lavender top EDTA 
tubes. Samples were shipped to  at room temperature on the day of sample 
collection. This laboratory uses the Coulter LH750 which is widely used in the 
clinical laboratory industry. Automated differential analysis and classification are 
based on simultaneous measurement of cell volume, high frequency conductivity and 
laser light scatter. These measurements occur as the specimen is drawn through a very 
small aperture on the instrument as it rapidly measures the individual cells as they 
flow through. The aperture is large enough for one cell at a time to pass through. 
Thousands of cells are counted from each sample. Scatter plots as well as numeric 
values are then generated following this process. 
 

2. The reference ranges associated with interpretation of the eosinophil blood count test  
results (e.g. normal range and cut-point). 
 
GSK Reply: 
In the United States, the absolute blood eosinophil count is reported in units of 
thousand cells per microliter (THOU/MCL). Outside of the United States the units 
were reported as GI/L. In all countries, the normal range was reported as 0.05-0.55 
THOU/MCL or GI/L. This equates to 50 to 500 cells/μL. 
 

3. Samples types that are appropriate for patient testing using the methodology (e.g. 
purple top (EDTA) tube or whole Blood). 
 
GSK Reply: 
The sample that is appropriate for analysis by the Coulter LH750, is a lavender top 
EDTA tube. A minimum of 1mL of whole blood is required for each sample to be 
analyzed. 
 

4. Actual samples types used for patient testing (e.g. capillary or venous) 
 
GSK Reply: 
Venous blood was collected in Studies MEA112997, MEA115588, and MEA112997. 
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IV. CDRH COMMENTS TO CDER 

 
The Coulter LH750 used by  in MEA112997, MEA115588, and 
MEA112997 was evaluated and subsequently cleared for in vitro diagnostic use under 
k011342. Beckman Coulter provided comprehensive in-house studies that utilized three 
LH 750 systems operating in either of two sample aspiration modes (open vial or closed 
vial), using both whole blood and prediluted whole blood. The analytical performance 
data submitted for the clearance of the Coulter LH750 included mode to mode 
comparison with predicate, within-run precision, paired-sample imprecision, carryover, 
linearity, accuracy, normal range, and nucleated red blood cell (NRBC) accuracy. In 
addition, comprehensive Hazard Analysis and software documentation information was 
provided. 
 
Blood eosinophil counts are typically variable. There is limited data describing variability 
of blood eosinophil counts over time when used as a biomarker for asthma. Therefore, it 
is important to appreciate the limited utility of a single measurement for identification of 
patients with asthma. A normal blood sample measurement for eosinophils will show 
fewer than 350 eosinophil cells per microliter of blood. To establish the best cut-off value 
for eosinophil counts, the maximum sensitivity and specificity and efficiency of the 
hematology instrument to identify the presence of eosinophils should be established. If 
the eosinophil results for asthma patients fall outside of the analytical measuring range 
(AMR) of the test system, then the laboratory would need to conduct validation studies to 
establish AMR levels that extend beyond the manufacturer’s specifications for 
measurement of eosinophil counts. 

 
Depending on the analyzer characteristics, a patient specimen whose eosinophil test result 
is outside of the analytical measurement range a subsequent specimen dilution, 
concentration, or other pretreatment may be used to obtain a clinically reportable value. 
 
Presently the following analytical performance characteristics are considered when 
evaluating hematology devices for the performance of complete blood counts (which 
includes eosinophil counts) for 510(k) clearance:  

 Accuracy, precision and reproducibility 
 Analytical Sensitivity/Specificity 
 Normal Range/Abnormal Ranges- Confirmatory manual differentials 

recommended particularly at the low/high ends of the analytical measurement 
range (AMR) 

 Limit Blank (LoB)/Limit of Dectection (LoD)/Limit of Quantitation (LoQ) 
 Device performance around the clinical cut-off and across the AMR of the device 

 
The sponsor should demonstrate clinical validity which will require data from an 
appropriate (sufficiently powered) clinical study showing how eosinophil quantification 
reflects the clinical condition(s) for which the device is intended to be used. 
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In addition to recording the eosinophil values, demographic information (background 
characteristic variables) such as age, sex, race/ethnicity of patients should also be 
assessed when evaluating the eosinophil results. Please refer to “Clinical and Laboratory 
Standard Institute Reference Leukocyte (WBC) Differential Count (Proportional) and 
Evaluation of Instrumental Methods; Approved Standard”, CLSI H20-A2 for further 
recommendations. 
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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:  125526 
 
Application Type:  New BLA  
 
Name of Drug/Dosage Form: Nucala (Mepolizumab) 100 mg SC 
 
Applicant:    GlaxoSmithKline  
 
Receipt Date:  November 4, 2014 
 
Goal Date:  November 4, 2015 

 

1. Regulatory History and Applicant’s Main Proposals 
GSK submitted a new biologic application for mepolizumab, a humanized monoclonal antibody (IgG1 
kappa) indicated for add-on maintenance treatment in patients aged 12 years and older with severe 
eosinophilic asthma identified by blood eosinophils greater than or equal to 150 cells/µL.  In this new 
application, the Sponsor submitted the prescribing information, patient information leaflet, 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 
No SRPI format deficiencies were identified in the review of this PI. 
 

 
 

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. 
 
 

Highlights 

See Appendix A for a sample tool illustrating the format for the Highlights.  

HIGHLIGHTS GENERAL FORMAT  
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Selected Requirements of Prescribing Information 
 

SRPI version 4:  May 2014  Page 3 of 10 

* 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:        

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:        

YES 

YES 

YES 

YES 

N/A 

N/A 

N/A 

N/A 
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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 

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:        

N/A 

N/A 

N/A 

YES 

N/A 

YES 

YES 
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Patient Counseling Information Statement in Highlights 

23. The Patient Counseling Information statement must include one of the following three bolded 
verbatim statements that is most applicable: 

If a product does not have FDA-approved patient labeling: 

• “See 17 for PATIENT COUNSELING INFORMATION”  
 
 

If a product has FDA-approved patient labeling: 
 

• “See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling”  

• “See 17 for PATIENT COUNSELING INFORMATION and Medication Guide”  

 Comment:        

Revision Date in Highlights 

24. The revision date must be at the end of HL, and should be bolded and right justified (e.g., 
“Revised: 9/2013”).   
Comment:          

YES 

YES 
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Contents: Table of Contents (TOC) 

See Appendix A for a sample tool illustrating the format for the Table of Contents. 
 

25. The TOC should be in a two-column format. 

Comment:        

26. The following heading must appear at the beginning of the TOC:  “FULL PRESCRIBING 
INFORMATION: CONTENTS”.  This heading should be in all UPPER CASE letters and 
bolded. 

Comment:        

27. The same heading for the BW that appears in HL and the FPI must also appear at the beginning 
of the TOC in UPPER CASE letters and bolded. 

Comment:        

28. In the TOC, all section headings must be bolded and should be in UPPER CASE.  

Comment:        

29. In the TOC, all subsection headings must be indented and not bolded.  The headings should be in 
title case [first letter of all words are capitalized except first letter of prepositions (through), 
articles (a, an, and the), or conjunctions (for, and)]. 

Comment:        
30. The section and subsection headings in the TOC must match the section and subsection headings 

in the FPI. 

Comment:        

31. In the TOC, when a section or subsection is omitted, the numbering must not change. If a section 
or subsection from 201.56(d)(1) is omitted from the FPI and TOC, the heading “FULL 
PRESCRIBING INFORMATION: CONTENTS” must be followed by an asterisk and the 
following statement must appear at the end of TOC: “*Sections or subsections omitted from the 
full prescribing information are not listed.”  
Comment:        

  

YES 

YES 

N/A 

YES 

YES 

YES 

YES 
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Full Prescribing Information (FPI) 

FULL PRESCRIBING INFORMATION:  GENERAL FORMAT 
 

32. The bolded section and subsection headings in the FPI must be named and numbered in 
accordance with 21 CFR 201.56(d)(1) as noted below (section and subsection headings should 
be in UPPER CASE and title case, respectively).  If a section/subsection required by regulation 
is omitted, the numbering must not change. Additional subsection headings (i.e., those not 
named by regulation) must also be bolded and numbered.   

 

BOXED WARNING 
1  INDICATIONS AND USAGE 
2  DOSAGE AND ADMINISTRATION 
3  DOSAGE FORMS AND STRENGTHS 
4  CONTRAINDICATIONS 
5  WARNINGS AND PRECAUTIONS 
6  ADVERSE REACTIONS 
7  DRUG INTERACTIONS 
8  USE IN SPECIFIC POPULATIONS 

8.1 Pregnancy 
8.2 Labor and Delivery 
8.3 Nursing Mothers 
8.4 Pediatric Use 
8.5 Geriatric Use 

9  DRUG ABUSE AND DEPENDENCE 
9.1 Controlled Substance 
9.2 Abuse 
9.3 Dependence 

10  OVERDOSAGE 
11  DESCRIPTION 
12  CLINICAL PHARMACOLOGY 

12.1 Mechanism of Action 
12.2 Pharmacodynamics 
12.3 Pharmacokinetics 
12.4 Microbiology (by guidance) 
12.5 Pharmacogenomics (by guidance) 

13  NONCLINICAL TOXICOLOGY 
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility 
13.2 Animal Toxicology and/or Pharmacology 

14  CLINICAL STUDIES 
15  REFERENCES 
16  HOW SUPPLIED/STORAGE AND HANDLING 
17  PATIENT COUNSELING INFORMATION 

Comment:        
33. The preferred presentation for cross-references in the FPI is the section (not subsection) 

heading followed by the numerical identifier.  The entire cross-reference should be in italics and 
enclosed within brackets.  For example, “[see Warnings and Precautions (5.2)]” or “[see 
Warnings and Precautions (5.2)]”.   

Comment:        
34. If RMCs are listed in HL, the corresponding new or modified text in the FPI sections or 

YES 

 
YES 

N/A 
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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 

YES 

N/A 

N/A 

N/A 

YES 

N/A 

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 

Reference ID: 3682453
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Nonclinical 
(Pharmacology/Toxicology) 

Reviewer: 
 

Tim Robison Y 

TL: 
 

       

Statistics (carcinogenicity) 
 

Reviewer: 
 

            

TL: 
 

            

Immunogenicity (assay/assay validation) 
(for protein/peptide products only) 
 

Reviewer: 
 

            

TL: 
 

            

Product Quality (CMC) 
 

Reviewer: 
 

Marjie Shapiro 
Jennifer Swisher 

Y 
Y 

TL: 
 

            

Biopharmaceutics Reviewer 
 

            

TL: 
 

            

Quality Microbiology  Reviewer: 
 

Reyes Candau Chacon 
Candace Gomez-Broughton  

Y 
Y 

TL: 
 

Patricia Hughes Y 

CMC Labeling Review  Reviewer: 
 

Jibril Abdus-Samad Y 

TL: 
 

            

Facility Review/Inspection  Reviewer: 
 

Christina Capacci-Daniel 
Laura Fontan 

Y 
N 

TL: 
 

            

OSE/DMEPA (proprietary name, 
carton/container labels)) 

Reviewer: 
 

Lissa Owens Y 

TL: 
 

Kendra Worthy N 

OSE/DRISK (REMS) Reviewer: 
 

Jasminder Kumar Y 

TL: 
 

Jamie Wilkins-Parker N 

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

Anthony Orencia N 

TL: 
 

Janice Pohlman Y 
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• 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:  June 11, 2015 

  NO 
  To be determined 

 
Reason:       
 
 

• 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 

CONTROLLED SUBSTANCE STAFF 
• Abuse Liability/Potential 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 

CLINICAL MICROBIOLOGY 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
CLINICAL PHARMACOLOGY 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

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

 

  YES 
  NO 

BIOSTATISTICS 
 
 
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 

Reference ID: 3680139



Version: 12/09/2014 
 

15 

Comments:       
 

  Review issues for 74-day letter 

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY) 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
IMMUNOGENICITY (protein/peptide products 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 

 
New Molecular Entity (NDAs only) 
 
• Is the product an NME? 
 
 

 
 

 YES 
  NO 

 
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  
 
• Was the Microbiology Team consulted for validation 

of sterilization?  
 
Comments:       

 

  Not Applicable 
 

 YES 
  NO 
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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? 

 

  
      

• Was the application otherwise complete upon 
submission, including those applications where there 
were no agreements regarding late submission 
components? 
 

  YES 
  NO 
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• notify sponsor in writing by day 60 (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 applications in the Program) 
 Other 

 
 
 
Annual review of template by OND ADRAs completed:  September 2014 
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