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GlaxoSmithKline LLC 
Five Moore Drive 
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Research Triangle Park, NC 27709 
 
Attention: Thomas Lampkin, PharmD 

Senior Director, Global Regulatory Affairs 
 
Dear Dr. Lampkin:   
 
Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for mepolizumab. 
 
We also refer to the meeting between representatives of your firm and the FDA on February 27, 
2018.  The purpose of the meeting was to discuss the planned submission of the Biologic License 
Application for mepolizumab liquid drug product administered via autoinjector and safety 
syringe.    
 
A copy of the official minutes of the meeting is enclosed for your information.  Please notify us 
of any significant differences in understanding regarding the meeting outcomes. 
 
If you have any questions, call me at (301) 796-1648. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Phuong Nina Ton, PharmD 
Senior Regulatory Project Manager 
Division of Pulmonary, Allergy, and Rheumatology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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MEMORANDUM OF MEETING MINUTES 
 

Meeting Type: B 
Meeting Category: Pre-BLA 
 
Meeting Date and Time: February 27, 2018; 9:30 – 10:30 AM  
Meeting Location: White Oak Building 22, Conference Room 1415 
 
Application Number: IND 006971 
Product Name: Mepolizumab liquid 
Indications: Asthma and eosinophilic granulomatosis with polyangiitis (EGPA) 
Sponsor Name: GlaxoSmithKline LLC 
 
Meeting Chair: Sally Seymour 
Meeting Recorder: Nina Ton 
 
FDA ATTENDEES 
Sally Seymour, MD, Deputy Director for Safety, Division of Pulmonary, Allergy, and 

Rheumatology Products (DPARP) 
Sofia Chaudhry, MD, Acting Clinical Team Leader, DPARP 
Robert Busch, MD, MMSc, Clinical Reviewer, DPARP 
Anshu Marathe, PhD, Team Lead, Division of Clinical Pharmacology II (DCPII), Office of 

Clinical Pharmacology (OCP) 
Sang Chung, PhD, Clinical Pharmacology Reviewer, DCPII, OCP 
Yongman Kim, PhD, Acting Team Leader, Division of Biometrics II, Office of Biostatistics 

(OB) 
Mingyu Xi, PhD, Biostatistics Reviewer, Division of Biometrics II, OB 
Marjorie Shapiro, PhD, Chief, Division of Biotechnology Review and Research I (DBRRI), 

Office of Biotechnology Products (OBP), Office of Pharmaceutical Quality (OPQ) 
John McMichael, Team Lead, General Hospital Devices Branch (GHDB), Division of 

Anesthesiology, General Hospital, Respiratory, Infection Control and Dental Devices 
(DAGRID), Office of Device Evaluation (ODE), CDRH 

Kathleen Fitzgerald, Nurse Consultant/Lead Reviewer, GHDB, DAGRID, ODE, CDRH 
Sarah Vee, PharmD, Team Leader, Division of Medication Error Prevention and Analysis 

(DMEPA), Office of Surveillance and Epidemiology (OSE) 
Lissa Owens, PharmD, Safety Evaluator, DMEPA, OSE 
Efe Eworuke, PhD, Epidemiology Reviewer, Division of Epidemiology II, OSE 
Nathalie Nguedia, Student, Marshall University School of Pharmacy 
Nina Ton, PharmD, Senior Regulatory Project Manager, DPARP 
 

Reference ID: 4237270



IND 006971 
Page 2 
 
 

 

SPONSOR ATTENDEES 
In Person 
Steve Yancey, Vice President, mepolizumab Medicine Development Leader 
Eric Bradford, MD, mepolizumab Physician Project Lead 
Rianna Gallo, mepolizumab Liquid Formulation BioMPD Leader 
Bjorg Hunter, Manager, Device Engineering, Platform Technology & Science 
Shruthi Vidyasagar, Device Development Technologist 
Keith Cockerill, Manager, CMC Regulatory Affairs 
Mike Angioli, Senior Director, Global Regulatory Affairs 
Tom Lampkin, PharmD, Senior Director, Global Regulatory Affairs 
 
Dial-In  
Richard Follows, Director, Clinical Development 
Isabelle Pouliquen, PharmD, Director, Clinical Pharmacology 
Sarah Trewin, Ph., mepolizumab Project Director 
Jane Bentley, Statistics Leader 
Deborah Butler, Senior Director, Global Regulatory Affairs 
Joanne Devine, CMC, mepolizumab Liquid Formulation BioMPD Leader 
Elizaveta Budko, Manager, Global Regulatory Affairs   
Ron Chamrin, Manager, Global Regulatory Affairs   
Jinali Dhebariya, Manager, CMC Regulatory  
 
         
1. BACKGROUND 
GlaxoSmithKline submitted a meeting request on December 21, 2017, to the Division of 
Pulmonary, Allergy, and Rheumatology Products, and the Division granted the meeting on 
January 8, 2018.  The purpose of the meeting was to discuss the planned submission of the 
Biologic License Application for mepolizumab liquid drug product administered via autoinjector 
and safety syringe.  The Division provided preliminary comments to GSK’s questions in the 
briefing package via electronic correspondence dated February 22, 2018.  Tom Lampkin, GSK’s  
Senior Director, Global Regulatory Affairs, communicated to the Division via email dated 
February 23, 2018, that GSK requested to discuss Question 1 with a focus on early lifts that have 
occurred with the autoinjector, information on provider and patient expectations for at home use, 
and items j and k from the support information for the devices.  The Sponsor’s questions from 
the briefing package submitted on January 29, 2018, are provided below in italics, FDA’s 
responses are in normal font, and the meeting discussion is in bold. 
  
2. DISCUSSION 
 
Question 1 
As described in Section 1.5, a robust development program is being conducted for NUCALA 
(mepolizumab) injection delivered by Autoinjector or Safety Syringe Device. Results indicate 
biophysical/biochemical comparability with the lyophilized product, pharmacokinetic 
comparability, and based on available results the ability to accurately self-administer the 
combination products, and a clinical safety profile appropriate for the intended use. Does the 
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Agency agree the contents of the submission, once complete, are adequate to initiate review of a 
marketing application? 
 
FDA Response 
Yes, we agree that it is reasonable to file a BLA at this time.  However, we note that a “small” 
number of patients incorrectly used your autoinjector due to early lifting; whether the data 
support approval of the autoinjector will be a review issue.  In addition, as noted during the 
November 7, 2016, meeting, patients with severe uncontrolled asthma are at higher risk for a 
negative outcome during an anaphylactic event.  As previously discussed, we recommend 
including any information you have regarding provider and patient expectations for at home use 
of mepolizumab in your BLA to assist in the review of the risk benefit assessment of the liquid 
product for at home use.  
 
In addition, include the following information in your BLA to support the device constituent 
parts (autoinjector and prefilled safety syringe) of the combination products: 
 
We recommend that you refer to the eCTD Technical Conformance Guide published in 
September 2016 
(https://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequir
ements/ElectronicSubmissions/UCM465411.pdf) when determining the location of the following 
information within your submission. 
 
For more information regarding cGMP requirements for combination products please refer to the 
FDA Guidance titled Guidance for Industry and FDA Staff: Current Good Manufacturing 
Practice Requirements for Combination Products issued in January 2017 
(https://www.fda.gov/downloads/RegulatoryInformation/Guidances/UCM429304.pdf). 
 
Provide the following information to support the device constituent parts of the combination 
product: 

 
a. A complete and detailed description of your device constituent design and delivery system, 

including any features and functionalities unique to your device.  This should also include 
engineering drawings and detailed descriptions of the individual device constituent 
components. 

 
b. Detailed descriptions of the principles of operation of your device, from beginning to end of 

the activation process, in which you explain the mechanical drug delivery mechanisms of 
your device constituent in order for it to achieve its intended use.   

 
c. A complete and detailed device constituent design requirements and specifications document, 

including design inputs and outputs in accordance with 21 CFR 820.30 design controls. 
Ensure that you clearly describe the acceptability of your design control inputs within the 
context of the intended use of your combination product.  Be sure to identify the essential 
performance requirements of your device.  The essential performance requirements of any 
device constituent parts are the design outputs necessary for your device constituent to safely 
and effectively achieve the product’s intended use.  The essential performance requirements 
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of the should be developed in accordance with the risk profile of the entire combination 
product and may vary depending on the indications for use, patient and/or user population, 
and design of the constituent parts of the combination product.  Your design requirements 
and essential performance requirements should consider the desired level of reliability of the 
product and level of risk associated with failure to meet the essential performance 
requirements.   

 
For auto-injectors, we expect the essential performance requirements to include, at a 
minimum, the following: 
 

• Dose Accuracy 
• Activation Force 
• Injection Time 
• Extended Needle Length 

 
Please refer to the FDA Guidance titled Guidance for Industry and FDA Staff: Technical 
Considerations for Pen, Jet, and Related Injectors Intended for Use with Drugs and 
Biological Products issued in June 2013 
(https://www.fda.gov/downloads/regulatoryinformation/guidances/ucm147095.pdf) for 
more details. 
 
For pre-filled syringes, we expect the essential performance requirements to include, at a 
minimum, the following: 
 

• Dose Accuracy 
• Break loose / Glide Force 

 
d. Design verification documentation.  Verification testing documentation may include 

summary test results of established test methods for the product (e.g. recognized consensus 
standards, FDA Guidance, etc.) or complete verification test reports for unique or 
unrecognized test methods.  All verification testing should be directly traced to the design 
requirements of the device.  Ensure that you utilize test methods and preconditioning that 
simulate the intended use of your product.  You should conduct testing to verify the essential 
performance requirements of the combination product with the to-be-marketed version of the 
device constituent and the intended biologic/drug product; however, if you plan to rely on 
verification testing conducted with a different test fluid be sure to provide a scientific 
rationale for the acceptability of the test fluid as a surrogate for the intended biologic/drug 
product (i.e. fluid characteristics, viscosity, etc.).  Valid justifications for any test results not 
being able to pass its acceptance criteria should be provided, if applicable.  Furthermore, you 
should utilize a sufficient number of device constituent test samples that will be statistically 
relevant for your performance testing. 

 
e. Design validation documentation.  Design validation documentation should be performed to 

ensure that the device constituent parts of the combination product meet the intended use of 
the combination product as a whole.  Design validation documentation may be in the form of 
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clinical studies with the to-be-marketed presentation of the device, bridging studies that 
successfully validate the to-be-marketed presentation of the device constituent through 
clinical and/or bench top studies of the essential performance requirements of the device 
constituent in the context of the intended use of the combination product, literature review 
regarding the use of the to-be-marketed device constituent presentation in the context of the 
intended use of the combination product, human factors studies, and/or simulated actual-use 
studies.  It is highly recommended that you conduct clinical studies with the to-be-marketed 
presentation of the combination product and capture any device constituent 
failures/malfunctions as part of the clinical study protocol in order to successfully validate 
the device constituent parts of the combination product. 

 
f. Provide a risk analysis associated with the final finished combination product that is 

inclusive of risks associated with the device constituent parts of the combination product. 
Your risk analysis should include all identified risks, potential hazards that are apparent to 
your device, risk control measures and/or mitigation strategies, verification of risk control 
and/or mitigation measures, and the clinical acceptability of any residual risk associated with 
the device.  You should outline the methods in which you identified the risks of the product 
within your risk analysis documentation (e.g. DFMEA, UFMEA, Fault Tree Analysis, etc.). 

 
g. Biocompatibility evaluation.  Provide documentation to support the biocompatibility of your 

device constituent including test reports and protocols to ensure that the system components 
are biocompatible commensurate with the level and duration of patient contact.  Refer to the 
FDA Guidance titled Use of International Standard ISO 10993-1, "Biological evaluation of 
medical devices - Part 1: Evaluation and testing within a risk management process" – 
Guidance for Industry and Food and Drug Administration Staff issued in June 2016 
(https://www.fda.gov/downloads/medicaldevices/deviceregulationandguidance/guidancedocu
ments/ucm348890.pdf) for more details. 

 
 

h. Stability and shelf-life testing.  Provide documentation that ensures the final finished 
combination product maintains its essential performance requirements up to the labeled date 
of expiry. 

 
i. Shipping studies.  Provide documentation that ensures that the final finished combination 

product maintains its essential performance requirements after actual or simulated shipping. 
 
j. Lot release specifications.  Provide the lot release specifications associated with the device 

constituents of the combination product, including all essential performance requirements. 
 

k. We recommend that a traceability matrix is provided to ensure each design requirement has 
been adequately verified and validated.  The following is an example traceability matrix for 
the essential performance requirements of the device constituent as a summary of the testing 
completed to support the device constituents of the combination product: 

 
 

Reference ID: 4237270



IND 006971 
Page 6 
 
 

 

Essential 
Performance 
Requirement 

Specification Verification Validation Shelf Life 
/ Stability 
(Y/N) 

Shipping / 
Transportation 
(Y/N) 

Lot Release 
Testing 
(Y/N 

 
l. As the owner of the combination product, we expect that you maintain the requirements for 

your product within your marketing application.  If you intend to refer to documentation (e.g. 
verification testing) held within another submission and/or master file, provide a letter of 
authorization or right of reference alongside a detailed description of the location of the 
information within the file (i.e. volume, page number, section header, etc.).  We recommend 
that you provide a brief overview of how the referenced information is intended to support 
the review of your submission.  
 

m. If the device will consist of a Sharps Injury prevention feature: 
 

• Guidance for Industry and FDA Staff: Medical Devices with Sharps Injury Prevention 
Features. 
http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocument
s/ucm071663.htm  
 

• ISO 23908:2011: Sharps injury protection -- Requirements and test methods – Sharps 
protection features for single-use hypodermic needles, introducers for catheters and 
needles used for blood sampling. 

 
Meeting Discussion 
GSK started the discussion by sharing updated data from its autoinjector (AI) self-
administration study that were not available at the time of the briefing package submission.  
GSK explained that it has developed a pictogram that is directly attached to the AI in 
addition to providing the separate instructions for use to assist patients in correctly self-
administering the device.  Study participants in the US used the device with the directly 
attached pictogram.  
 
The sponsor reported that 1 out of 104 subjects in the US study had an early lift, in 
addition to 1 out of 105 in the HF study and a few more in ex-US study participants who 
used the AI without the pictogram.  GSK added that there were no repeats of early lifts in 
any of these subjects.  FDA asked the sponsor to provide the timing of occurrence (e.g., 1st 

vs 2nd administration, etc.) and GSK agreed to provide the data in the BLA submission.   
 
FDA also inquired about the injection time.  GSK explained that it did not record the 
specific injection time during the studies, only successful or unsuccessful administrations 
were recorded.  However, the total injection can take up to 15 seconds with the actual 
injection time between 8 to 10 seconds plus the recommended time to hold for an additional 
5 seconds after the second click.  GSK added that the first click is at the start of the 
injection and the second click is at the end of injection. 
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With regards to patient and provider expectations for home administration, GSK 
commented that the data collected through the studies and qualitative exit interviews 
support the willingness to use both the AI and syringe at home primarily due to increased 
convenience.  GSK noted that it plans to collect additional questionnaire data regarding 
physicians’ and patients’ expectation and preferences for home use, comfort level of using 
the device, and potential concerns or restraints.  FDA reiterated that the request for this 
data was driven by the concern for anaphylaxis and higher risk for negative outcome in 
patients with severe asthma and asked GSK to provide data whether the community is 
comfortable with home use.  GSK agreed to provide this data in the BLA submission. 
 
GSK agreed to provide all the requested information to support the device constituent 
parts of the combination product.  As for points j and k regarding lot release specifications, 
GSK has applied a risk based approach to ensure the control of the performance 
requirements throughout the manufacturing process.  FDA advised the sponsor to also 
account for all manufacturing steps after lot release and that the final product meets all the 
requirements of the device constituent parts.  GSK acknowledged FDA’s advice and plans 
to include all data in the submission.   
 
GSK intends to submit one BLA for both the autoinjector and safety syringe device since 
the program is integrated for both devices but asked whether there was any risk in 
including both devices in a single submission/supplement.  FDA noted that if there are 
issues with one device, the BLA can be split at that time.  
 
Question 2 
The assessment of usability and development of the IFUs are aligned with FDA Guidance and 
advice, and include multiple human factors formative studies, human factors validation studies, 
and real-world use studies. Results available to date indicate that NUCALA (mepolizumab) can 
be successfully administered via the autoinjector and safety syringe device by patients, 
caregivers, and healthcare providers utilizing the Instructions for Use.  
 

a) The autoinjector and safety syringe device utilized in the RWU studies and Human 
factors validation studies are considered representative of the commercialized products. 
Thus, the real-world use studies and human factors validation studies are representative 
of device usability. Does the Agency agree with GSK’s position? 

 
b) Minor updates to the IFU utilized in the real-world use studies occurred prior to 

initiating Human Factors validation studies. As these updates were minor, GSK 
considers the IFUs utilized in the Real-World-Use and Human Factors validation studies 
both to be representative of the proposed commercial IFU. Does the Agency agree with 
GSK’s position? 

 
FDA Response 

a) Since you have used products that are representative of the commercial products in the 
human factors validation studies, we find that approach acceptable 
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b) Please note that we expect that the IFU that you used in human factors validation studies 
represents the IFU that you intend to commercialize 

 
Meeting Discussion 
This question was not discussed. 
 
Question 3 
GSK proposes to integrate the safety data from the two real world use studies for the safety 
syringe device (Study 205667) and autoinjector (Study 204959). GSK proposes to submit CDISC 
SDTM and ADaM datasets for all 3 studies (204958, 204959 and 205667). We also propose to 
provide CDISC ADaM datasets used for the integration of safety data. Does the agency agree 
with this proposal? 
 
FDA Response 
We agree with your proposal to provide the datasets for the integrated safety database.  Datasets 
for each individual study should also be provided separately.  
 
Meeting Discussion 
This question was not discussed. 
 
Question 4 
Risk Management Plan 
The safety profile of the lyophilized and liquid drug products are comparable. The Sponsor 
proposes to provide a Global RMP for mepolizumab that includes both approved and proposed 
indications: severe asthma (approved), EGPA (approved)  
updated with the pertinent data from liquid drug product studies. Does the agency agree with 
this approach? 
 
FDA Response 
Your approach is reasonable.  
 
Meeting Discussion 
This question was not discussed. 
 
Question 5 
Does the Agency Agree with GSK’s Proposal for Submission of Financial Disclosure 
Information? 
 
FDA Response  
Yes, we agree.  
 
Meeting Discussion 
This question was not discussed. 
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FDA Response 
No we do not a!lree. I 

Meeting Discussion 
This question was not discussed. 

Question 7 

(blT~ ---
I 

I 

For the NUCALA liquid BLA, GSKproposes to provide thefollowing listings to facilitate OSI 
inspection assessments for studies 204958 (PK), 204959 (RWU-AI), and 205667 (RWU-SSD): 

- Part I: Tabular Listings of Site Information 
- Part II: Line Listings by Site 

GSK will identify and recreate relevant listings from those produced for the individual studies 
204958, 204959 and 205667, sorted by site, with each site starting on a new page. GSKpropose 
to provide a single bookmarked PDF (or separate PDFs [n= 2-3] if above 100,000KBfile size) 
for each study. The bookmarks within each PDF will be ordered by site, and by listing within 
each site, to facilitate easy navigation to the site of interest and provide the ability to view within 
the bookmark pane all listings specific to a site. 

Does the FDA agree with this proposal? 

FDA Response 
Yes, we agree with your proposal. 

Meeting Discussion 
This question was not discussed. 

Question 8 
The contents of the submission are described below and in Section 1.5. As indicated, GSK 
proposes not to include Modules 2. 6, 2. 7. 3, 2. 7. 6, and 4, but rather to cross-reference these 
modules in BLA 125526. It is proposed that no integrated analyses of efficacy are conducted, nor 
an Integrated Summmy of Efficacy document written for the NUCALA liquid BLA, since efficacy 
for individual indications can be found in BLA 125526. It is proposed that the results of 
integrated analyses of safety data is provided in m5, however, no Integrated Summary of Safety 
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document is provided – rather a Summary of Clinical Safety document is provided in m2.7.4. 
Does the Agency Agree that this Information is Sufficient for this Application? 
 
FDA Response 
Yes, we agree.  
 
Meeting Discussion 
This question was not discussed. 
 
Question 9 
GSK intends to describe all drug products (i.e., vial with lyophilized powder) and the 
combination products (i.e., solution in autoinjector and prefilled syringe) containing 
mepolizumab as part of a single label (i.e., USPI, Patient Information). Each device 
(autoinjector and prefilled syringe) will have its own Instructions for Use (IFU). Does the 
Agency agree with this approach? 
 
FDA Response 
Yes, we agree.  
 
Meeting Discussion 
This question was not discussed. 
 
Question 10 
The name of the mepolizumab liquid drug product will be: 
 

NUCALA (mepolizumab) injection, for subcutaneous use 
 
In addition, when appropriate such as on the Instructions for Use, the combination products will 
be identified as indicated below. Does the Agency agree with this approach? 
 

NUCALA (mepolizumab) injection, for subcutaneous use Prefilled Autoinjector 
 

NUCALA (mepolizumab) injection, for subcutaneous use Prefilled Syringe. 
 
FDA Response 
If you intend to have a proprietary name for your proposed PFS and AI mepolizumab products, 
we recommend you to submit a request for proposed proprietary name review during the IND 
phase of your drug development program.  The content requirements for such a submission can 
be found in the draft Guidance for Industry entitled, Contents of a Complete Submission for the 
Evaluation of Proprietary Names at 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM075068.pdf.   
 
Meeting Discussion 
This question was not discussed. 
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Question 11 
GSK intend to submit a single BLA for the combination products NUCALA (mepolizumab) 
injection in Autoinjector and NUCALA (mepolizumab) injection in Safety Syringe. Does the 
Agency agree with this approach? 
 
FDA Response 
Yes, we agree.  
 
Meeting Discussion 
This question was not discussed. 
 
Question 12 
Does the Agency agree that results from the available non-clinical package submitted as part of 
the original NUCALA BLA-125526 are sufficient to support the marketing application for 
mepolizumab liquid? 
 
FDA Response 
Yes, we agree. 
 
Also provide the actual reports of extractables and leachables studies with the application. 
 
Meeting Discussion 
This question was not discussed. 
 
Additional Comment  
All comments regarding the product quality submission (module 3) will be conveyed during the 
upcoming CMC meeting. 
 
3. ADDITIONAL INFORMATION 
 
PREA REQUIREMENTS 
 
Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients (which includes new salts and new fixed combinations), 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.   
 
Please be advised that under the Food and Drug Administration Safety and Innovation Act 
(FDASIA), you must submit an Initial Pediatric Study Plan (iPSP) within 60 days of an End-of-
Phase-2 (EOP2) meeting.  In the absence of an EOP2 meeting, refer to the draft guidance below.  
The iPSP must contain an outline of the pediatric study or studies that you plan to conduct 
(including, to the extent practicable study objectives and design, age groups, relevant endpoints, 
and statistical approach); any request for a deferral, partial waiver, or waiver, if applicable, along 
with any supporting documentation, and any previously negotiated pediatric plans with other 
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regulatory authorities.  The iPSP should be submitted in PDF and Word format. Failure to 
include an Agreed iPSP with a marketing application could result in a refuse to file action.  
 
For additional guidance on the timing, content, and submission of the iPSP, including an iPSP 
Template, please refer to the draft guidance for industry, Pediatric Study Plans: Content of and 
Process for Submitting Initial Pediatric Study Plans and Amended Pediatric Study Plans at:  
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM360507.pdf.  In addition, you may contact the Division of Pediatric and Maternal Health at 
301-796-2200 or email Pedsdrugs@fda.hhs.gov.  For further guidance on pediatric product 
development, please refer to: 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/ucm049867.ht
m.   
 
PRESCRIBING INFORMATION 
 
In your application, you must submit proposed prescribing information (PI) that conforms to the 
content and format regulations found at 21 CFR 201.56(a) and (d) and 201.57 including the 
Pregnancy and Lactation Labeling Rule (PLLR) (for applications submitted on or after June 30, 
2015).  As you develop your proposed PI, we encourage you to review the labeling review 
resources on the PLR Requirements for Prescribing Information and Pregnancy and Lactation 
Labeling Final Rule websites, which include: 
 

• The Final Rule (Physician Labeling Rule) on the content and format of the PI for human 
drug and biological products.  

• The Final Rule (Pregnancy and Lactation Labeling Rule) on the content and format of 
information related to pregnancy, lactation, and females and males of reproductive 
potential. 

• Regulations and related guidance documents.  
• A sample tool illustrating the format for Highlights and Contents, and  
• The Selected Requirements for Prescribing Information (SRPI) − a checklist of 

important format items from labeling regulations and guidances.   
• FDA’s established pharmacologic class (EPC) text phrases for inclusion in the 

Highlights Indications and Usage heading. 
 
The application should include a review and summary of the available published literature 
regarding drug use in pregnant and lactating women, a review and summary of reports from your 
pharmacovigilance database, and an interim or final report of an ongoing or closed pregnancy 
registry (if applicable), which should be located in Module 1.  Refer to the draft guidance for 
industry – Pregnancy, Lactation, and Reproductive Potential: Labeling for Human Prescription 
Drug and Biological Products – Content and Format 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/
UCM425398.pdf).   
 
Prior to submission of your proposed PI, use the SRPI checklist to ensure conformance with the 
format items in regulations and guidances. 
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MANUFACTURING FACILITIES 

To facilitate our inspectional process, we request that you clearly identify in a single location, 
either on the Fo1m FDA 356h, or an atta.chment to the fo1m, all manufacturing facilities 
associated with your application. fuclude the full corporate name of the facility and address 
where the manufacturing function is peif onned, with the FEI number, and specific 
manufacturing responsibilities for each facility. 

Also provide the name and title of an onsite contact person, including their phone number, fax 
number, and email address. Provide a brief description of the manufacturing operation 
conducted at each facility, including the type of testing and DMF number (if applicable). Each 
facility should be ready for GMP inspection at the time of submission. 

Consider using a table similar to the one below as an attachment to Fo1m FDA 356h. fudicate 
under Establishment fufo1m ation on page 1 ofF01m FDA 356h that the infonnation is provided 
in the attachment titled, "Product name, NDA/BLA 012345, Establishment fufonnation for Fonn 
356h." 

Federal 
Establishment 

fudicator 
Site Name Site Address (FEI) or 

Registration 
Number 
(CFN) 

1. 
2. 

Conesponding names and titles of onsite contact: 

Onsite Contact 
Site Name Site Address 

(Person, Title) 

1. 
2. 

4. ISSUES REQUIRING FURTHER DISCUSSION 
There were no issues requiring fuii her discussion. 

5. ACTION ITEMS 
There were no action items. 

6. ATTACHMENTS AND HANDOUTS 

Dmg 
Master 

File 
Number 

(if 
applicable) 

Phone and 
Fax 

number 

There were no attachments or handouts for the meeting minutes. 

Reference ID: 4237270 

Manufacturing Step(s) 
or Type of Testing 

[Establishment 
function] 

Email address 
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