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Silver Spring  MD  20993 
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MEETING MINUTES 

Viela Bio 

Attention: Lisa Pitt, PharmD 

Senior Director, Head of Regulatory Affairs 

One MedImmune Way 

Gaithersburg, MD 20878 

Dear Dr. Pitt: 

Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 

of the Federal Food, Drug, and Cosmetic Act for MEDI-551. 

We also refer to the meeting between representatives of your firm and the FDA on 

February 19, 2019. The purpose of the meeting was to discuss the format and content of a BLA 

submission for IND 117295. 

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, please call Sandra Folkendt, Regulatory Project Manager, 

at (240) 402-2804. 

Sincerely, 

{See appended electronic signature page} 

Eric Bastings, MD 

Deputy Director 

Division of Neurology Products 

Office of Drug Evaluation I 

Center for Drug Evaluation and Research 

Enclosure: 

Meeting Minutes 
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FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 

MEMORANDUM OF MEETING MINUTES 

Meeting Type: Type B 

Meeting Category: Pre-BLA 

Meeting Date and Time: February 19, 2019 

Meeting Location: White Oak, Bldg. 22, Room 1309 

Application Number: IND 117295 

Product Name: Medi-551 

Indication: Neuromyelitis optica spectrum disorders 

Sponsor/Applicant Name: Viela Bio 

Meeting Chair: Billy Dunn, MD 

Meeting Recorder: Sandra Folkendt 

FDA ATTENDEES 
Ellis Unger, MD, Office Director 

Billy Dunn, MD, Division Director 

Eric Bastings, MD, Deputy Director 

Nick Kozauer, MD, Associate Director 

Paul R. Lee, MD, PhD, Clinical Team Leader 

Lawrence Rodichok, MD, Clinical Reviewer 

Kun Jin, PhD, Biometrics Team Leader, Biometrics I 

Bazarragchaa Damdinsuren, MD, PhD, Product Quality Team Leader 

Ying-Xin Fan, PhD, Product Quality Reviewer 

Reyes Candau-Chacon, PhD, Quality Assessment Lead, Microbiology 

Kevin Krudys, PhD, Team Leader, Pharmacometrics 

Jagan Parepally, PharmD, Clinical Pharmacology 

Robert Pratt, PharmD, Risk Management Analyst 

Susan Daugherty, Senior Regulatory Project Manager 

Sandra Folkendt, Senior Regulatory Project Manager 

SPONSOR ATTENDEES 
Jorn Drappa, MD, PhD, Chief Medical Officer 

Eliezer Katz, MD, FACS, Vice President, Clinical Development Lead 

Soraya Madani, PhD, Vice President, Portfolio and Regulatory Office 

Lisa Pitt, PharmD, Senior Director, Head of Regulatory Affairs 

Jack Ratchford, MD, Director, Clinical Development 

William Rees, PhD, Senior Director, Translational Sciences 
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Xiangyang Wang, PhD, Vice President, CMC & Technical Operations 

Fadi Hakki, MS, RAC, Senior Director, Regulatory Affairs-CMC 

Li Yan, PhD, Director, Clinical Pharmacology 

Dewei She, PhD, Senior Director, Data Sciences 

Methal Albarghouthi, PhD, Director, Analytical Sciences 

1.0 BACKGROUND 

MEDI-551(inebilizumab) is humanized monoclonal antibody. Vielo Bio has requested a pre-

BLA meeting to discuss the content of their application for MEDI-551 for neuromyelitis optica 

spectrum disorders (NMOSD).  The sponsor has been granted Orphan status for this new 

molecular entity.
 

Viela Bio has conducted a single pivotal trial CD-IA-MEDI-551-1155, “A Double-masked, 

Placebo-controlled Study with Open Label Period to Evaluate the Efficacy and Safety of
 
MEDI-551 in Adult Subjects with Neuromyelitis Optica and Neuromyelitis
 
Optica Spectrum Disorders (NMOSD)”.
 

FDA sent Preliminary Comments to Viela Bio on February 14, 2019.
 

2. DISCUSSION 
2.1. Category/Discipline A 

Question 1: Does the agency agree that the studies (A single pivotal trial CD-IA-MEDI-551

1155, and MI-CP200, and MI-CP20) can form the basis for the BLA review?  

FDA Response to Question 1: 
The top line results of study CD-IA-MEDI-551-1155 that you have provided appear to 

support the review of a BLA submission. A determination of the adequacy of the data to 

support a marketing approval would require a review of all of the study results and of the 

supporting evidence provided in a BLA submission. 

Refer also to our answer to Question 11 in the minutes of the pre-IND meeting that occurred 

on May 20, 2013. 

You should plan to include in the BLA a justification for reliance on a single pivotal efficacy 

trial. 

Discussion: The sponsor agreed with the response and recommendations provided in the pre-

BLA meeting preliminary comments and will provide the requested information in the BLA 

submission. 

Question 2: Does the agency agree that the proposed analyses and subgroups are 

acceptable? Are there any additional subgroups that the agency would like evaluated?
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FDA Response to Question 2: 
The subgroup analyses should follow those specified in the protocol. The additional 

subgroup analyses described in Section 11.1.2 of the briefing document for this meeting 

should also be conducted. Please also include subgroup analyses of efficacy and safety by 

race, site region and previous treatment for the prevention of NMO attacks. You should plan 

to provide analyses of the primary endpoint using each of the following events: all potential 

new or worsening NMO/NMOSD symptoms assessed within the time interval required by 

protocol, all such events determined by the investigator to be related to NMO/NMOSD, and 

all attacks referred to the AC. See also the additional efficacy analyses requested in 

Attachment A.  

Discussion: In addition to the subgroup analyses pre-specified in the protocol and SAP, the 

sponsor will follow the Agency’s recommendation and conduct the subgroup analyses by 

race, site region, and previous treatment for the prevention of NMO attacks on the primary 

endpoint and overall summary of treatment-emergent adverse events during the randomized-

controlled period. 

For analysis by race, the sponsor proposed to combine “Other” with “Multiple Categories 

Checked” as there is only 1 subject with “Multiple Categories Checked”. 

For analysis by site region, the sponsor proposes to classify the sites into four different 

regions: Pan-Pacific [n=47 (20.4%)] [which includes Asia (45), Australia (1), New Zealand 

(1)], Europe (94) and Israel (4) [n=98 (42.6%)], North America (US & Canada) [n=43 

(18.7%)], and the Rest of the World [n=42 (18.3%)] [which includes  Colombia (15), 

Mexico (8), Peru (15), and South Africa (4)]. 

FDA agreed with this proposal. 

Question 3: Does the agency agree with the proposed plans for inclusion of study level 

datasets in the BLA? 

FDA Response to Question 3: 
Yes. 

Discussion: The sponsor asked for clarification regarding the need to submit Phase 1 study 

data sets because the FDA response to Question 3 was not in agreement with the appended 

General Clinical Requests Item 2. FDA reaffirmed their response to Question 3 and stated 

that the appended General Clinical Requests Item 2 did not apply to this submission. 

Question 4: Given that a single pivotal clinical trial will be submitted to support the BLA, 

does that agency agree that an Integrated Summary of Efficacy (ISE) and Integrated 

Summary of Safety (ISS) is not required? 

FDA Response to Question 4: 
Your proposed plan is acceptable, provided that the Summary of Clinical Efficacy (SCE) and 

Summary of Clinical Safety (SCS) contain details sufficient to allow them to serve as the 
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narrative portion of the Integrated Summary of Efficacy (ISE) and Integrated Summary of 

Safety while still being concise enough to meet the suggested size limitation for Module 2. 

Analyses presented in the SCE and SCS should be linked to relevant analyses in Module 5. 

Links should function from the SCE to the appropriate information in Module 5 and, if 

feasible, there should be a link back to the corresponding original section in the SCE. We 

also refer you to the “M4E(R2): The CTD — Efficacy Guidance for Industry”1 and the 

Guidance for Industry “Integrated Summaries of Effectiveness and Safety: Location Within 

the Common Technical Document” 2 See Attachment A for additional requests for 

effectiveness information in Module 5. 

Discussion: The sponsor agreed with the response and recommendations provided in the pre-

BLA meeting preliminary comments and will provide the requested information in the BLA 

submission. The sponsor asked for clarification because General Submission Comments 

Items 4 and 6 and Appendix A Efficacy Item 8 did not agree with the FDA response to 

Question 4. FDA reaffirmed its response to Question 4 and stated that the items in question 

were generic guidance and did not apply to this submission. 

Question 5: Does the agency concur with this plan of presenting the details of these critical 

elements and integrate these documents as appendices into the CSR with summaries 

presented into Module 2.5 (Clinical Overview) or Module 2.7.3 (Summary of Clinical 

Efficacy) of the BLA and referenced to the CSR appendices? 

FDA Response to Question 5: 
Your plan is acceptable. Where feasible, please provide a link from the CSR and Summaries 

to the critical element details. Please provide a listing of each potential NMOSD attack with a 

link to the critical element details for that attack. Please provide a listing of each study 

subject with a link to the details of the Independent Eligibility Committee for that subject. 

See also Attachment A, #4. 

Discussion: The sponsor agreed with the response and recommendations provided in the pre-

BLA meeting preliminary comments and will provide the requested information in the BLA 

submission. 

Question 6: Does the agency concur with the plan of presenting the IDMC function? 

FDA Response to Question 6: 
Yes. 

Discussion: The sponsor accepted FDA’s response; no discussion occurred. 

Question 7: The CSR to be submitted with the BLA will summarize the data of the ITT 

population as defined above. However, the study has an ongoing active open label treatment 

arm. The CSR will be amended at the time when all patients have completed open label 

1 https://www.fda.gov/ucm/groups/fdagov-public/@fdagov-drugs-gen/documents/document/ucm465221.pdf 
2 https://www.fda.gov/ucm/groups/fdagov-public/@fdagov-drugs-gen/documents/document/ucm136174.pdf 
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treatment and the safety follow up period, at which time the study will be closed.  Does the 

Agency concur with this plan? 

FDA Response to Question 7: 
Yes. 

Discussion: The sponsor accepted FDA’s response; no discussion occurred. 

Question 8: The CSR to be submitted with the BLA will include safety narratives for 

patients with the following events:
 
 Any treatment-emergent serious adverse event (TESAE)
 
 Any treatment-emergent adverse event (TEAE) that resulted in discontinuation
 

of study drug 

 Any patient who died within 30 days of their last dose of study drug 

 Any Grade 3 or higher infusion-related reaction 

Does the Agency concur with this plan? 

FDA Response to Question 8: 
Yes. Please include a narrative for any pregnancies. See also Attachment B. 

Discussion: The sponsor accepted FDA’s response; no discussion occurred. 

Question 9: Does the Agency agree that the proposed package for the Office of Scientific 

Investigations is acceptable? 

FDA Response to Question 9: 
Your overall plan for the proposed package for OSI is acceptable.  

For the Part II submission (subject-level data line listings by clinical site), please also include 

the date of onset of the AC-determined NMOSD attack and raw EDSS scores for baseline 

and last visit during RCP. 

Discussion: The sponsor agreed with the response and recommendations provided in the pre-

BLA meeting preliminary comments and will provide the requested information in the BLA 

submission. 

2.2. Clinical Pharmacology 

Question 10: The sponsor plans to conduct empirical assessment of exposure-response (ER) 

of the primary endpoint and the selected secondary endpoints from the pivotal trial to further 

establish the 300 mg dose of inebilizumab for the treatment of NMOSD in adult subjects.  

Does agency concur with this plan? 
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FDA Response to Question 10: 
Your plan to conduct an exposure-response analysis is acceptable. Whether the analysis is 

able to provide further support for the 300 mg dose of inebilizumab will be a matter of 

review. We note that any such analysis is limited by the fact that only a single dose level was 

studied in the pivotal trial. Your exposure-response analysis for key efficacy endpoints 

should attempt to address potential interactions between drug exposure and baseline 

prognostic factors.  

In addition to the technical report, you should submit all relevant datasets used for model 

development and validation as SAS transport flies (*.xpt) or comma delimited files (*.csv). A 

description of each dataset and variables within should be provided in a define.pdf file. 

Model codes or control streams and output listings should be provided for all major model 

building steps. These files should be submitted as ASCII text files (*.txt). 

Discussion: The sponsor accepted FDA’s response; no discussion occurred. 

Question 11: Does the Agency agree that the planned population pharmacokinetic analysis 

is sufficient to support the filing of BLA? 

FDA Response to Question 11: 
Your plan for population pharmacokinetic analysis is acceptable. Please see our response to 

Question 10 regarding submission of datasets and model codes. 

Discussion: The sponsor accepted FDA’s response; no discussion occurred. 

2.3. Pharmacology/Toxicology 

Question 12: Does the Agency agree that the nonclinical safety program data available for 

inebilizumab are sufficient to support the BLA review? 

FDA Response to Question 12: 
Based on the limited information provided in the briefing document, it appears the proposed 

nonclinical package would be sufficient to support BLA filing; however, the adequacy of the 

studies will be a matter of review. 

Discussion: The sponsor accepted FDA’s response; no discussion occurred. 

2.4. CMC 

Question 13: Does the Agency agree that the analytical comparability plan and supportive 

data are sufficient to support commercialization of Process 3 material? 

FDA Response to Question 13: 
No, we do not agree that your analytical comparability plan is sufficient to support 

commercialization of Process 3 material. Adequacy of the comparability data to support 
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commercialization of Process 3 material will be assessed based on the data package in your 

BLA. 

Based on information provided in the Meeting Briefing Document, we have the following 

comments and recommendations on the analytical comparability studies which will be used 

to support your proposal to commercialize Process 3: 

a. In the Briefing Document, you provided quantitative results for the main peaks or 

variants according to development specifications; however, you did not show 

comparisons of quantitative results for some size variants, charge variants, or impurities. 

For example, for the cIEF assay you did not report results of the basic peaks, and none of 

the gel electrophoresis nor size exclusion chromatography assessments reported 

fragmented or low molecular weight species. For a comparability assessment to support 

changes at such late stage of development, all quality attributes identified by these and 

other assays should be addressed. For any differences seen in comparability assessment, 

justification, including the data showing that the change in quality attribute does not 

impact safety and efficacy, should be included. 

b. The drug substance (DS) accelerated and stress stability data for the comparability 

assessment did not include a potency comparison. Potency is a critical quality attribute of 

an antibody product. Include comparison of potency in your stability studies supporting 

comparability. 

c. Comparison of available DS and drug product (DP) stability data under long-term storage 

conditions should be included as part of the comparability assessment. 

d. In the DS degradation study, you stated the comparability criterion for analytical profile 

comparison was “similar peak pattern at 3 months” (page 56 of the Briefing Document) 

and showed profiles only at 3 months, while Table 10 notes you performed stability 

profile comparisons of “side-by-side degradation and testing at 0, 1, 2, and 3 months”. In 

the supporting DP stability assessment, you presented the stability data in time-course 

plots only. We recommend including all time points for quantitative results in tabular and 

in time-course plot formats in addition to peak pattern comparison, with appropriate 

comparability acceptance criteria. 

Discussion: The sponsor acknowledged the recommendations on the analytical 

comparability plan and stated that the recommended additional data are available and will be 

included in the BLA to further support the analytical comparability between Process 2 

material (used in NMOSD pivotal study) and Process 3 material (to-be-marketed). The 

sponsor further stated that the analytical comparability data package shows no differences in 

the quality attributes and stability profile. The sponsor wanted to clarify whether inclusion of 

the recommended additional data will make the analytical comparability adequate to 

commercialize Process 3 material. 

FDA responded that, in general, the demonstration of analytical comparability as discussed is 

a pathway to commercialize the Process 3 material. The adequacy of the comparability data 

package will be determined during review of the BLA based on all submitted data. 
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Question 14: Does the agency agree with the proposed strategy for establishing the intended 

commercial (Process 3) Drug Product shelf life? 

FDA Response to Question 14: 
The information provided in the Meeting Briefing Document is insufficient to agree with the 

proposed strategy for establishing the commercial DP shelf life. 

The strategy to establish the commercial DP shelf life by leveraging stability data generated 

from clinical DP batches can be an acceptable approach, provided data in the BLA 

adequately support that the clinical batches and the process validation batches are 

comparable, and Process 2 is fully representative of and simulating the commercial 

manufacturing process. Therefore, the BLA should include detailed information about the 

manufacturing processes in addition to comprehensive comparability package (see response 

to Question 13) to enable this assessment. The expiration dating period will be assigned 

based on the totality of data available in the BLA. 

Discussion: The sponsor accepted FDA’s response; no discussion occurred. 

Question 15: Does the agency agree with the approach that the sponsor can provide 

additional stability data during the BLA review period to support the intended commercial 

Drug Substance and Drug Product shelf life? 

FDA Response to Question 15: 
We acknowledge that additional stability data will be available in August 2019, after the 

planned BLA submission date. We will request a simple stability data update during the BLA 

review to assess up-to-date data from ongoing stability studies and assign appropriate dating 

periods for the materials. We consider the stability data and analyses performed under the 

same conditions and for the same DS and DP batches provided in the original BLA 

submission as “simple stability update”. The "simple stability update" should use the same 

tabular and/or graphical presentation as in the original submission as well as the same 

mathematical or statistical analysis methods. 

Discussion: The sponsor accepted FDA’s response; no discussion occurred. 

Question 16: Based on the DS and DP manufacturing schedules of August and September 

2019, respectively, does the Agency foresee potential issues with scheduling Pre-Approval 

Inspections (PAIs) to support licensure? 

FDA Response to Question 16: 
Your pre-licensing inspections proposal for the DS and DP appear acceptable and will be 

reviewed upon submission of the BLA. Please also refer to the additional Product Quality 

Microbiology comments below. 

Discussion: The sponsor accepted FDA’s response; no discussion occurred. 
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Sponsor Response/Request for Clarification – Attachment A, Efficacy Item 21 
The sponsor sought context and clarifications regarding requests with respect to database 

access records. The sponsor explained that unblinded data was only accessed by

 which supported the operation of the IDMC.  The blinded study database 

was accessed by site staff, CRO staff, and sponsor staff multiple times per day during the 

(b) (4)

normal course of study conduct.  The sponsor requested that FDA confirm whether FDA 

would like these instances included in the detailed accounting or whether the request is for 

activities related to database lock? 

Discussion: 
FDA replied that the sponsor could provide a listing of all individuals who had access to the 

overall study database, their role in the study, and a general description of the data that they 

had access to. FDA additionally asked an accounting of all instances in which subject level 

data were changed. The sponsor agreed to provide these records. FDA stated that during 

review if there were other queries related to the provided information these would be handled 

by Information Requests. FDA requested that these database logs be preserved as long as 

possible should queries about access arise during review. FDA expressed awareness of the 

difficulties in management of these access log record databases because of their size and 

offered to inform the sponsor when these database records would no longer need to be 

maintained for review purposes. The sponsor acknowledged FDA’s request. 

Additional requests and comments: 

Product Quality 
We are providing additional product quality comments to consider including in your BLA 

submission. 

1. The acceptance criterion for visible particles for Process 3 inebilizumab DP is set as 

 If you intend to use such acceptance criterion for 

(b) (4)

marketing, provide sufficient justification with supporting product quality data and 

identify manufacturing controls to demonstrate adequacy of the acceptance criterion. 

Otherwise, set the acceptance criterion for visible particles per USP. 

2.	 To facilitate our review of your DS and DP manufacturing process control strategies, 

please provide the following information for each process parameter and in-process 

control in a tabular format: 

- Process parameter and in-process control name 

- Criticality classification (e.g., critical, key, non-critical) 

- Justification for parameter classification 

- Acceptable range determined from process development studies (if applicable) 

- Range evaluated during commercial-scale process validation 

- Proposed acceptable range for the commercial manufacturing process 

- Justification of the proposed acceptable range. 
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3. To facilitate our review of product quality attribute control strategies, provide the 

following information for each quality attribute in a tabular format: 

- Quality attribute name 

- Analytical methods used during characterization, in-process, release, and stability 

testing 

- Classification (e.g., critical, non-critical) 

- Justification for quality attribute classification 

- Proposed control strategy for the quality attribute, including in-process testing, 

specifications, and specifics of pertinent process controls 

- Justification of the proposed control strategy and control limits.
 

Product Quality Microbiology 
We are providing additional product quality microbiology comments for you to consider during 

development of your commercial manufacturing process and preparation of your 351(a) BLA 

submission. 

All facilities should be registered with the FDA at the time of the 351(a) BLA submission and 

ready for inspection in accordance with 21 CFR 600.21 and 601.20(b)(2). Include in the BLA 

submission a complete list of the manufacturing and testing sites with their corresponding FEI 

numbers. A preliminary manufacturing schedule for the drug substance and drug product should 

be provided in the BLA submission to facilitate the planning of pre-license inspections during 

the review cycle.  Manufacturing facilities should be in operation and manufacturing the product 

under review during the inspection. 

Information and data for CMC product quality microbiology should be submitted in the specified 

sections indicated below. 

The CMC Drug Substance section of the 351(a) BLA (Section 3.2.S) should contain information 

and data summaries for microbial and endotoxin control of the drug substance. The information 

should include, but not be limited to the following: 

 

(b) (4)
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(b) (4)

The CMC Drug Product section of the 351(a) BLA (Section 3.2.P) should contain validation data 

summaries to support the (b) (4) operations. For guidance on the type of data and 

information that should be submitted, refer to the 1994 FDA Guidance for Industry “Submission 
Documentation for Sterilization Process Validation in Applications for Human and Veterinary 
Drug Products” at 

http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm 

072171.pdf. 

The following information should be provided in Sections 3.2.P.3.3 and/or 3.2.P.3.4, as 

appropriate. 
(b) (4)

The following study protocols and validation data summaries should be included in Section 

3.2.P.3.5, as appropriate: 
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(b) (4)

The following product testing and method validation information should be provided in the 

appropriate sections of Module 3.2.P:  
(b) (4)
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(b) (4)

Attachment A - Efficacy 

1.	 Provide a complete accounting and analysis of all potential relapse events. Submit a 

dataset that includes one row per event. Include the date that the potential relapse events 

were first reported by the subject and the date that the events were first evaluated by the 

treating physician and by the EDSS and ophthalmology raters. Include the date of the 

MRI scan if done. Include the date of review by the adjudication committee. Include a 

column for the criteria in Table 11 of the protocol that confirmed that there was a new 

objective neurologic deficit. Include a calculation of the time intervals (in study days) 

from the onset of symptoms to the various points in the relapse assessment process. 

Include an analysis for any potential bias in the determination made by the treating 

investigator in referring events for further evaluation by the blinded assessors and for the 

central adjudication process. Provide sensitivity analyses based on relapses as reported by 

subjects and as determined by the treating investigator in addition to the pre-specified 

primary analysis based on the adjudication process. Discuss the impact of any differences 

in the results of these analyses. Provide a clear indication of any imputed values used for 

these analyses. 

2.	 Provide a dataset that documents all of the results that were reviewed by the Adjudication 

Committee to make a determination of a protocol-defined relapse. Examples include the 

EDSS score, FSS score, ophthalmology assessments and MRI scan (if done). This should 

include the date that each assessment was performed. 

3.	 Provide an analysis of the effect of any missing EDSS values. If there are missing 

baseline EDSS values, explain each missing score. Provide an analysis of the time from 

baseline EDSS to randomization and baseline EDSS to start of study medication. 

4.	 Provide a complete accounting of all EDSS determinations. Include documentation of the 

process used to arrive at the final EDSS score and how the score was transmitted or 

transcribed from the rater to the trial database. Provide documentation of any EDSS 

scores that were changed after the initial determination. Provide an explanation for the 

change. 

5.	 Describe the process for the certification of EDSS examiners. 
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6.	 For survival curves, the Y-axis should start with zero and end with 1 or 100%. The X axis 

labels should include the time from 0 and the number of subjects in each treatment arm 

for each tick mark. The final proportion with outcomes and treatment should be indicated 

clearly. 

7.	 For each study, include a CONSORT diagram of patient disposition with an indication of 

populations used in analyses of efficacy and safety. Separate safety and efficacy diagrams 

may be needed. Indicate the number of subjects who were randomized but not treated and 

subjects who were not treated as randomized.  Describe how data from these subjects 

were handled. Provide complete accounting of all discontinuations and withdrawals from 

study treatment and withdrawals from the trial including the reason(s) for discontinuation 

or withdrawal. Identify those discontinuations due to a relapse or other reasons related to 

NMO/NMOSD. Provide an accounting of subjects whose relapse outcomes you exclude 

from the analysis following the use of a new treatment for NMO/NMOSD or a change in 

an ongoing treatment for NMO/NMOSD. 

8.	 Provide an overall CONSORT-like diagram that describes the composition of the pools 

used in the safety analyses—essentially the number patients, patient years of observation, 

and source of subjects for each pool. 

9.	 Provide an analysis of compliance with the study medication for both treatment arms and 

any relationship of compliance to the primary and key secondary study outcomes. 

10. Provide in appropriate dataset documentation, for each subject, the NMO-IgG status and 

the assay method used to assess NMO IgG. 

11. Include in your submission the data that documents the sensitivity, specificity, positive 

predictive value and negative predictive value of the NMO-IgG assays used. 

12. Provide an analysis and a summary addressing the extent to which the sites with clinical 

investigators who disclosed financial interests contributed to the trial results. The analysis 

and summary should include a comparison of the primary outcome for each trial to 

support efficacy at sites that had investigators who disclosed financial interests with those 

sites that did not. Also, please discuss the significance of the percentage of U.S. sites with 

investigators who made disclosures compared to non- U.S. sites. Provide comparable 

analyses of the high level safety results (for example, overall incidence of serious adverse 

events, discontinuations due to adverse events, and the incidence of any adverse events of 

special interest such as infections). 

13. Provide a dataset that documents, for each subject, treatment with any therapy that targets 

the immune system, including corticosteroids. Include a column for each such therapy 

with an indicator for whether the subject was or was not treated with the therapy prior to 

3 months prior to randomization, within the three months prior to randomization, and 

during the double blinded phase of the trial. 
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14. Provide the charters and the minutes for the Adjudication committee and the Data 

Monitoring Committee. 

15. Include a table that identifies the date of key milestones in the studies used to support 

efficacy. Milestones for each study should include: 

a. Protocol Approvals 

b. Protocol Amendments 

c. Statistical Analysis Plan (SAP) approvals 

d. Each SAP Amendment 

e. First subject randomized 

f. Any interim analysis 

g. Last subject randomized 

h. First subject completes follow-up 

i. Last subject completes follow-up 

j. Database lock 

k. Data Monitoring Committee (DMC) meetings and teleconferences 

16. For each study contributing evidence of effectiveness, provide an additional dataset with 

a row for each site with fields in each row that are needed to evaluate the extent of 

participation at the different sites. The fields to include in the table are the following: 

(Unique) SiteID, contact individual, address, city, (state/territory/province), country, mail 

code, region, telephone number, fax number, email address for contact individual, fields 

for the number of subjects randomized to each arm of the study, the number enrolled in 

the corresponding extension trials, fields showing the number of randomized patients in 

each arm of the study who experienced confirmed relapses, fields with the number of 

patients who did not complete study treatment or did not complete the trial in each of the 

treatment arms. 

17. Provide a dataset that has one row per subject and which includes a column for each 

EDSS determination by visit (including screening, baseline, and unscheduled visits). 

Place all scheduled EDSS assessments; for example, screening, baseline, week 12, etc., in 

the same column for all subjects. Please identify and assign sequential identification 

numbers for those EDSS assessments that were performed at unscheduled relapse 

assessments. By reading across the rows, reviewers should be able to see the EDSS score 

from each scheduled and unscheduled visit ordered by time. Missed visits or missed 

EDSS scores should be indicated as missing at the scheduled time. 

18. Provide an additional dataset of important trial events for each patient with one row per 

patient per event. Columns should include the patient identifier, trial name,date/time. 

There should be a column for the date and time of the event, and a column for the time in 

study days since randomization. The events should include: 

a. Sign consent form date 

b. Baseline EDSS 

c. Randomization date 

d. Start study medication 

e. Discontinue study medication 
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f.	 Start treatment for acute relapse (medication) 

g.	 Scheduled visits (protocol visit name or number, scheduled date, missed or not) 

h.	 Every EDSS determination (protocol visit name or number, or unscheduled visits 

numbered sequentially, total score, rater) 

i.	 EDSS score changed in audit trail (who, previous score, new score) 

j.	 Start alternative medication for NMO treatment (medication name). 

k.	 Patient reports of relapses to clinic (type of contact) 

l.	 Relapse evaluation visits (evaluator, confirmed relapse or not) 

m.	 Unscheduled visits (reason) 

n.	 Last subject contact 

o.	 Adverse event (preferred term) 

p.	 Use of systemic corticosteroids, start and stop dates 

q.	 Relapse events confirmed, date 

When sorted by patient and date, this dataset will provide a unified list of safety and 

clinical outcome events ordered by date and time from across multiple datasets that will 

allow reviewers to see each event in the context of the entire patient experience. 

19. Describe the site monitoring process and document when monitoring visits occurred and 

the personnel who conducted the visit. Document the extent of source data verification 

for primary and secondary outcomes. 

20. Include two samples of active treatment and placebo packaged and labeled as received at 

study sites. Enclose the packaged products in a four clear plastic envelopes and apply a 

label to the envelopes that indicates whether the contents are control or active drug. 

21. Plan to provide a detailed accounting of all instances in which the study database was 

accessed prior to and at the time of database lock for all blinded trials. 

22. List any fields that were collected in the CRF but which were not included in the datasets. 

23. We are willing to review and comment on the structure of key efficacy datasets with all 

of the variables that you plan to include. Do not submit the full datasets; only empty 

tables or tables with a few example rows of data. 

Attachment B 

DNP Pre-BLA Meetings 
General Clinical Safety Requests 

1.	 Each individual subject should be assigned a single unique subject identifier across the 

entire application (e.g., including open label extensions of the trials). Include the unique 

subject identifier in the ISS and individual studies’ datasets. 

2.	 Submit datasets for all Phase 1, Phase 2, Phase 3 studies (including open label extension 

studies), including the Phase 2 and 3 studies performed for indications for an autoimmune 

indication other than the one proposed for this application. 
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For additional guidance refer to the FDA webpage on Study Data Standards Resources : 

https://www.fda.gov/ForIndustry/DataStandards/StudyDataStandards/default.htm. 

General Submission Contents: 

1.	 Follow the requirements noted in 21CFR 314.50 (d)(5)(vi), Summary of Safety Information 

and the Guideline for the Format and Content of the Clinical and Statistical Sections of an 

Application 

2.	 Provide an assessment of safety as per the FDA Guidance for Industry: Premarketing Risk 

Assessment 

3.	 Include a copy of each clinical study protocol as well as each amended protocol.  Provide a 

list of the inclusion and exclusion criteria for each of the studies, including those introduced 

as part of protocol amendments.  Please submit all versions of the protocols (and Statistical 

Analysis Plan) and the date when changes were implemented.  Please ensure that a Summary 

of Changes for each version is included. 

4.	 In addition to the comprehensive analyses performed for the pivotal trials, the ISS should 

also comprehensively integrate safety analyses for all other study group pools for treatment-

emergent adverse events (TEAEs), deaths, serious adverse events, discontinuations for 

TEAEs, TEAEs of special interest, subgroups, and vital sign/laboratory/ECG measurements. 

5.	 Submit a table detailing all of the tables and figures featured in the clinical efficacy and 

safety sections of the application.  The table should contain the following: 

a.	 Title of the table or figure in the application 

b.	 A hyperlink to the location of the table or figure with page number 

c.	 A hyperlink to the SAS code used to create the table or figure (including information 

regarding the datasets that were used) 

6.	 Format the tables of the ISS according to examples in FDA’s Reviewer Guidance – 

Conducting a Clinical Safety Review of a New Product Application and Preparing a Report 

on the Review. 

7.	 Include active hyperlinks from the lists of references to the referenced article. 

8.	 Provide DSMB meeting minutes (including any data/slides presented). For those meetings 

that were cancelled or meetings where no minutes were taken, please include a place holder 

for that meeting noting such and signed by a member of the clinical team. Please also ensure 

that these packages come with a table of contents and are bookmarked by date.  

9.	 Include information regarding important regulatory actions in other countries and foreign 

labeling (translated, if applicable). 

10. Submit an annotated version of the pre-BLA meeting minutes that include hyperlinks, when 

applicable, to the analysis and/or documents requested. 

Adverse events: 

1.	 Follow the coding rules for MedDRA in the ICH-endorsed “MedDRA Term Selection: 

Points to Consider” document accessible at MedDRA 

2.	 For each of the studies, the submitted datasets should contain both the verbatim terms and the 

MedDRA coding with all levels of the MedDRA hierarchy. For each adverse event, 

MedDRA coding should be provided for the primary MedDRA path. 
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3.	 Provide a summary table of the original AE coding dictionaries that were used in each of the 

trials. 

4.	 The preparation of the adverse event dataset for the ISS should include MedDRA Preferred 

Terms from a single version of MedDRA. 

5.	 Ensure that all adverse events are presented, and not only events deemed “drug-related.” 

6.	 Provide a table of treatment-emergent adverse events reported in ≥ 2% of subjects (after 

rounding) in any drug treated dose group (and greater than placebo) sorted by MedDRA SOC 

(in alphabetical order) and then by MedDRA Preferred Term.  

7.	 Provide a table which summarizes the outcomes of all pregnancies.  Provide a table which 

summarizes all known adverse events in subject offspring. 

Narratives and Case Report Forms (CRFs): 

1.	 Provide narratives and case report forms for deaths, adverse events leading to drug 

discontinuation, SAEs, pregnancies, and AEs of special interest. You should be prepared to 

supply any additional CRFs or narratives with a rapid turnaround upon request.  Narratives 

should be integrated. For subjects who had more than one event requiring a narrative 

(whether in the same trial or in the core study and an extension) present a single narrative 

(rather than separate narratives for the various events).  

2.	 Include a word file (and excel spreadsheet) that indicates those subjects for whom you 

submitted a case report form and/or narrative.  This file should include an indicator for 

whether each item was submitted and the reason why it was submitted along with hyperlinks 

to the narrative and CRF.  

3.	 Provide reports for any autopsies conducted during any of the studies. 

4.	 Provide a line listing, narrative, and case report form for all subjects who fit the Hy’s Law 

laboratory criteria. 

5.	 Note that CRFs should include all clinical documents collected about the patient regardless 

of whether you label them “CRFs”, e.g., Medwatch/CIOMS forms, event fax coversheets, 

SAE or event worksheets, narrative worksheets, data queries, etc. 

6.	 Provide a tabular listing of all subjects with all discontinuations, sorted by reason.  The table 

should include columns for study number, treatment group, unique subject ID, primary 

reason for drug or study discontinuation. For reasons including Lost to follow-up, Other, 

Physician/investigator decision, Withdrew consent, and Patient decision, provide more 

specific information regarding the discontinuation. The Division may want to request 

selected narratives/CRFs from some of these patients, but they do not need to be submitted at 

the time of the initial NDA/BLA submission. 

7.	 Narrative summaries should provide a complete synthesis of all available clinical data and an 

informed discussion of the case.  The narratives should be comprehensive enough for the 

reader to come to a reasonable conclusion regarding the subject and the adverse event.  The 

following items should be included (but not limited to): 

a)Patient age and gender 

b)Adverse event onset and stop dates (presented as relative Study Day number) 

c)Signs and symptoms related to the adverse event being discussed 

d)An assessment of the relationship of exposure duration to the development of the 

adverse event
 
e)Pertinent medical history
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f) Concomitant medications with start dates relative to the adverse event 

g)Pertinent physical exam findings 

h)Any abnormal vital sign measurements 

i) Pertinent test results (e.g., lab data, ECG data, procedures, biopsy data, autopsy results) 

j) Discussion of the diagnosis as supported by available clinical data 

k)For events without a definitive diagnosis, a list of the differential diagnoses 

l) Treatment provided 

m) Re-challenge results (if performed) 

n)Outcomes and follow-up information 

Laboratory and Vital Sign Measurements: 

1.	 Refer to the following FDA webpage for the CDER position on use of SI units for lab tests:   

SI Units. 

2.	 Provide the normal reference ranges for every laboratory value. 

3.	 Clearly list the normal values, as well as the thresholds for analysis of outliers, for outlier 

analyses of laboratory data, vital signs, and ECG data. 

4.	 When possible, use the latest version of the National Institutes of Health (NIH) Common 

Terminology Criteria for Adverse Events (CTCAE) for toxicity grades and shift analyses. 

5.	 Report the number and percentage of subjects with at least one post-treatment vital sign 

measurement meeting any of these criteria: 

• Systolic Blood Pressure: <90 mmHg, >140 mmHg, >160 mmHg 

• Diastolic Blood Pressure: <50 mmHg, >90 mmHg, >100 mmHg 

• Pulse Rate: <60 bpm, >100 bpm 

• Body Weight: decrease of ≥7% from baseline and increase of ≥7% from baseline 

• Temperature: >38.0 °C, <36.0 °C 

• Respiratory rate: <12 breaths/min, > 20 breaths/min 

6.	 Summarize the protocols for collecting ECG data. Summarize the frequency of post-

treatment QTc >450 ms, >480 ms, and >500 ms. 

Other requests: 

1.	 Patient profiles 

Submit individual patient profiles containing all laboratory and other study results in a single 

place for each patient.  Provide this information for patients who died, had a serious adverse 

event, discontinued from the trial due to an adverse event, or had a medically significant 

event for which a narrative is submitted.  Include all the information recorded for that 

patient, including but not limited to: 

a)	 Age 

b)	 Sex 

c)	 Dates of screening, randomization and starting therapy 

d)	 Whether the patient completed or did not complete the study, with dates and reason 

for withdrawal 

e) Adverse events ( reported term, preferred term, start and stop date [with relative study 

day], seriousness, outcome, whether it resolved or not and action taken with drug) 

f) Prior medications and concomitant medications with dates of start and end 
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g) Vital signs and laboratories, sorted by date, with reference ranges * 

h) Autopsy reports for all deaths.  (If an autopsy report is not available, explicitly state 

this.) 

i) Full reports for radiologic studies, ECG, MRI, pathology results, special studies and 

procedures with dates and reference ranges 

j)	 Provide relevant results obtained outside of clinical trial visits, including those 

obtained during hospitalization or emergency room visits, in each patient file. Also 

include baseline study results. 

k)	 For patients who had IND safety report(s), include dates when the initial and follow 

up safety reports were submitted.   

Create a PDF file for each patient and a table of contents with links to each assessment for 

each patient. 

2.	 Please submit for Division comments an example narrative from a patient who had more than 

one serious adverse event and participated in the controlled and extension studies prior to 

submitting your NDA.  

We request that you submit a sample integrated summary of safety datasets (with data definition 

file) for Division comments prior to submitting the NDA. This process could help to identify and 

resolve any potential issues of navigability or interpretability that could impact the review of 

your application. 

3.0 IMPORTANT INFORMATION 

DISCUSSION OF THE CONTENT OF A COMPLETE APPLICATION 

 The content of a complete application was discussed. 

 All applications are expected to include a comprehensive and readily located list of all 

clinical sites and manufacturing facilities included or referenced in the application. 

	 A preliminary discussion was held on the need for a REMS, other risk management 

actions and, where applicable, the development of a Formal Communication was not 

held during the meeting. 

	 Major components of the application are expected to be submitted with the original 

application.  At this time, there are no agreements for late submission of application 

components. 

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.  
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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 

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. 

Pursuant to the PLLR, you should include the following information with your application to 

support the changes in the Pregnancy, Lactation, and Females and Males of Reproductive 

Potential subsections of labeling.  The application should include a review and summary of the 

available published literature regarding the drug’s use in pregnant and lactating women and the 

effects of the drug on male and female fertility (include search parameters and a copy of each 
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reference publication), a cumulative review and summary of relevant cases reported in  your 

pharmacovigilance database (from the time of product development to present), a summary of 

drug utilization rates amongst females of reproductive potential (e.g., aged 15 to 44 years) 

calculated cumulatively since initial approval, and an interim report of an ongoing pregnancy 

registry or a final report on a closed pregnancy registry.  If you believe the information is not 

applicable, provide justification.  Otherwise, this information 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. 

DISCUSSION OF SAFETY ANALYSIS STRATEGY FOR THE ISS 

After initiation of all trials planned for the phase 3 program, you should consider requesting a Type 

C meeting to gain agreement on the safety analysis strategy for the Integrated Summary of Safety 

(ISS) and related data requirements. Topics of discussion at this meeting would include pooling 

strategy (i.e., specific studies to be pooled and analytic methodology intended to manage between-

study design differences, if applicable), specific queries including use of specific standardized 

MedDRA queries (SMQs), and other important analyses intended to support safety. The meeting 

should be held after you have drafted an analytic plan for the ISS, and prior to programming work 

for pooled or other safety analyses planned for inclusion in the ISS. This meeting, if held, would 

precede the Pre-NDA meeting. Note that this meeting is optional; the issues can instead be 

addressed at the pre-NDA meeting. 

To optimize the output of this meeting, submit the following documents for review as part of the 

briefing package: 

 Description of all trials to be included in the ISS. Please provide a tabular listing of clinical 

trials including appropriate details. 

	 ISS statistical analysis plan, including proposed pooling strategy, rationale for inclusion or 

exclusion of trials from the pooled population(s), and planned analytic strategies to manage 

differences in trial designs (e.g., in length, randomization ratio imbalances, study 

populations, etc.). 

	 For a phase 3 program that includes trial(s) with multiple periods (e.g., double-blind 

randomized period, long-term extension period, etc.), submit planned criteria for analyses 

across the program for determination of start / end of trial period (i.e., method of 

assignment of study events to a specific study period).   

	 Prioritized list of previously observed and anticipated safety issues to be evaluated, and 

planned analytic strategy including any SMQs, modifications to specific SMQs, or 

sponsor-created groupings of Preferred Terms. A rationale supporting any proposed 

modifications to an SMQ or sponsor-created groupings should be provided. 
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When requesting this meeting, clearly mark your submission “DISCUSS SAFETY ANALYSIS 
STRATEGY FOR THE ISS” in large font, bolded type at the beginning of the cover letter for 

the Type C meeting request. 

SUBMISSION FORMAT REQUIREMENTS 

The Electronic Common Technical Document (eCTD) is CDER and CBER’s standard format for 

electronic regulatory submissions.  The following submission types: NDA, ANDA, BLA, 
Master File (except Type III) and Commercial INDs must be submitted in eCTD format.  

Submissions that do not adhere to the requirements stated in the eCTD Guidance will be subject 

to rejection. For more information please visit: http://www.fda.gov/ectd. 

The FDA Electronic Submissions Gateway (ESG) is the central transmission point for sending 

information electronically to the FDA and enables the secure submission of regulatory 

information for review.  Submissions less than 10 GB must be submitted via the ESG.  For 

submissions that are greater than 10 GB, refer to the FDA technical specification Specification 
for Transmitting Electronic Submissions using eCTD Specifications. For additional information, 

see http://www.fda.gov/ForIndustry/ElectronicSubmissionsGateway. 

OFFICE OF SCIENTIFIC INVESTIGATIONS (OSI) REQUESTS 

The Office of Scientific Investigations (OSI) requests that the items described in the draft 

Guidance for Industry Standardized Format for Electronic Submission of NDA and BLA Content 

for the Planning of Bioresearch Monitoring (BIMO) Inspections for CDER Submissions 

(February 2018) and the associated Bioresearch Monitoring Technical Conformance Guide 

Containing Technical Specifications be provided to facilitate development of clinical investigator 

and sponsor/monitor/CRO inspection assignments, and the background packages that are sent 

with those assignments to the FDA ORA investigators who conduct those inspections.  This 

information is requested for all major trials used to support safety and efficacy in the application 

(i.e., phase 2/3 pivotal trials).  Please note that if the requested items are provided elsewhere in 

submission in the format described, the Applicant can describe location or provide a link to the 

requested information. 

Please refer to the draft Guidance for Industry Standardized Format for Electronic Submission of 

NDA and BLA Content for the Planning of Bioresearch Monitoring (BIMO) Inspections for 

CDER Submissions (February 2018) and the associated Bioresearch Monitoring Technical 

Conformance Guide Containing Technical Specifications: 

https://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequire 

ments/UCM332466.pdf 

https://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequire 

ments/UCM332468.pdf. 
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NONPROPRIETARY NAME 

On January 13, 2017, FDA issued a final guidance for industry entitled Nonproprietary Naming 
of Biological Products, available at: https://www.fda.gov/ucm/groups/fdagov-public/@fdagov

drugs-gen/documents/document/ucm459987.pdf, stating that, for certain biological products, the 

Agency intends to designate a proper name that includes a four-letter distinguishing suffix that is 

devoid of meaning. 

Please note that certain provisions of this guidance describe a collection of information and are 

under review by the Office of Management and Budget under the Paperwork Reduction Act of 

1995 (PRA). These provisions of the guidance describe the submission of proposed suffixes to 

the FDA, and a sponsor’s related analysis of proposed suffixes, which are considered a 

“collection of information” under the PRA.  FDA is not currently implementing provisions of the 

guidance that describe this collection of information. 

However, provisions of the final guidance that do not describe the collection of information 

should be considered final and represent FDA’s current thinking on the nonproprietary naming 

of biological products.  These include, generally, the description of the naming convention 

(including its format for originator, related, and biosimilar biological products) and the 

considerations that support the convention.  

Your proposed 351(a) BLA would be within the scope of this guidance.  As such, FDA intends 

to assign a four-letter suffix for inclusion in the proper name designated in the license at such 

time as FDA approves the BLA. 

4.0 ISSUES REQUIRING FURTHER DISCUSSION 

There are no issues requiring further discussion, at this time. 

5.0 ACTION ITEMS 

There are no action items. 

6.0 ATTACHMENTS AND HANDOUTS 

Viela Bio Pre-BLA Meeting FDA Preliminary Comments
 
Discussion Topics 2-15-19
 

1. Clinical, FDA Response to Question 2 

Sponsor Response 
In addition to the subgroup analyses pre-specified in the protocol and SAP, the sponsor 

will follow the Agency’s recommendation and conduct the subgroup analyses by race, 

site region, and previous treatment for the prevention of NMO attacks on the primary 

endpoint and overall summary of treatment-emergent adverse events during the 

randomized-controlled period. 
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For analysis by race, the sponsor proposes to combine “Other” with “Multiple Categories 

Checked” as there is only 1 subject with “Multiple Categories Checked”. 

For analysis by site region, the sponsor proposes to classify the sites into four different 

regions: Pan-Pacific [n=47 (20.4%)] [which includes Asia (45), Australia (1), New 

Zealand (1)], Europe (94) and Israel (4) [n=98 (42.6%)], North America (US & Canada) 

[n=43 (18.7%)], and the Rest of the World [n=42 (18.3%)] [which includes  Colombia 

(15), Mexico (8), Peru (15), and South Africa (4)]. 

Does the agency agree with the proposed plan? 

2. CMC, FDA Response to Question 13 

Sponsor Response 
The Sponsor acknowledges the recommendations on the analytical comparability plan.  

The recommended additional data are available and will be included in the BLA to 

further support the analytical comparability between Process 2 (material used in NMOSD 

pivotal study) and Process 3 (to-be-marketed material). The analytical comparability data 

package shows no differences in the quality attributes and stability profile. The Sponsor 

would like to clarify whether inclusion of the recommended additional data will make the 

analytical comparability adequate to commercialize Process 3 material. 

3. Attachment A-Efficacy Item 21 

Sponsor Response/Request for Clarification 
Unblinded data was only accessed by (b) (4)  which supported the 

operation of the IDMC.  The blinded study database was accessed by site staff, CRO 

staff, and sponsor staff multiple times per day during the normal course of study conduct.  

Could you please confirm whether you would like these instances included in the detailed 

accounting or whether your request is for activities related to database lock? 

We also wish to confirm that the following recommendations and requests would not be 

applicable to our BLA based on the Division’s responses in the preliminary comments to the 

relevant questions: 

FDA Request/Recommendation FDA Response 
Attachment A-Efficacy, Item 8, safety 

analysis pooling 

Question 4 response agrees that pooling of 

safety data, ISS is not required 

DNP Pre-BLA Meetings, General Clinical 

Safety Requests Item 2, submission of phase 

1 datasets 

Response to Question 3 agrees that 

submission of phase 1 study datasets is not 

required 

General Submission Contents, Items 4 and 6, 

refer to an ISS 

Question 4 response agrees that pooling of 

safety data, ISS is not required 
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Lastly, we agree with the remaining responses and recommendations provided in the pre-BLA 

meeting preliminary comments and will provide the requested information in the BLA 

submission. 
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	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, please call Sandra Folkendt, Regulatory Project Manager, at (240) 402-2804. 
	Sincerely, 
	{See appended electronic signature page} 
	Eric Bastings, MD Deputy Director Division of Neurology Products Office of Drug Evaluation I Center for Drug Evaluation and Research 
	Enclosure: Meeting Minutes 
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	FOOD AND DRUG ADMINISTRATION 
	FOOD AND DRUG ADMINISTRATION 
	CENTER FOR DRUG EVALUATION AND RESEARCH 
	MEMORANDUM OF MEETING MINUTES 
	Meeting Type: Type B Meeting Category: Pre-BLA Meeting Date and Time: February 19, 2019 Meeting Location: White Oak, Bldg. 22, Room 1309 
	Application Number: IND 117295 Product Name: Medi-551 Indication: Neuromyelitis optica spectrum disorders Sponsor/Applicant Name: Viela Bio 
	Meeting Chair: Billy Dunn, MD Meeting Recorder: Sandra Folkendt 
	FDA ATTENDEES 
	FDA ATTENDEES 
	Ellis Unger, MD, Office Director Billy Dunn, MD, Division Director Eric Bastings, MD, Deputy Director Nick Kozauer, MD, Associate Director Paul R. Lee, MD, PhD, Clinical Team Leader Lawrence Rodichok, MD, Clinical Reviewer Kun Jin, PhD, Biometrics Team Leader, Biometrics I Bazarragchaa Damdinsuren, MD, PhD, Product Quality Team Leader Ying-Xin Fan, PhD, Product Quality Reviewer Reyes Candau-Chacon, PhD, Quality Assessment Lead, Microbiology Kevin Krudys, PhD, Team Leader, Pharmacometrics Jagan Parepally, Ph


	SPONSOR ATTENDEES 
	SPONSOR ATTENDEES 
	Jorn Drappa, MD, PhD, Chief Medical Officer Eliezer Katz, MD, FACS, Vice President, Clinical Development Lead Soraya Madani, PhD, Vice President, Portfolio and Regulatory Office Lisa Pitt, PharmD, Senior Director, Head of Regulatory Affairs Jack Ratchford, MD, Director, Clinical Development William Rees, PhD, Senior Director, Translational Sciences 
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	Xiangyang Wang, PhD, Vice President, CMC & Technical Operations Fadi Hakki, MS, RAC, Senior Director, Regulatory Affairs-CMC Li Yan, PhD, Director, Clinical Pharmacology Dewei She, PhD, Senior Director, Data Sciences Methal Albarghouthi, PhD, Director, Analytical Sciences 

	1.0 BACKGROUND 
	1.0 BACKGROUND 
	MEDI-551(inebilizumab) is humanized monoclonal antibody. Vielo Bio has requested a pre-.BLA meeting to discuss the content of their application for MEDI-551 for neuromyelitis optica .spectrum disorders (NMOSD).  The sponsor has been granted Orphan status for this new .molecular entity.. 
	Viela Bio has conducted a single pivotal trial CD-IA-MEDI-551-1155, “A Double-masked, .Placebo-controlled Study with Open Label Period to Evaluate the Efficacy and Safety of. MEDI-551 in Adult Subjects with Neuromyelitis Optica and Neuromyelitis. Optica Spectrum Disorders (NMOSD)”.. 
	FDA sent Preliminary Comments to Viela Bio on February 14, 2019.. 

	2. DISCUSSION 
	2. DISCUSSION 
	2.1. Category/Discipline A 
	2.1. Category/Discipline A 
	Does the agency agree that the studies (A single pivotal trial CD-IA-MEDI-5511155, and MI-CP200, and MI-CP20) can form the basis for the BLA review?  
	Question 1: 

	FDA Response to Question 1: 
	FDA Response to Question 1: 
	FDA Response to Question 1: 

	The top line results of study CD-IA-MEDI-551-1155 that you have provided appear to support the review of a BLA submission. A determination of the adequacy of the data to support a marketing approval would require a review of all of the study results and of the supporting evidence provided in a BLA submission. 
	Refer also to our answer to Question 11 in the minutes of the pre-IND meeting that occurred on May 20, 2013. 
	You should plan to include in the BLA a justification for reliance on a single pivotal efficacy trial. 
	 The sponsor agreed with the response and recommendations provided in the pre-BLA meeting preliminary comments and will provide the requested information in the BLA submission. 
	Discussion:

	Does the agency agree that the proposed analyses and subgroups are .acceptable? Are there any additional subgroups that the agency would like evaluated?. 
	Question 2: 
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	FDA Response to Question 2: 
	FDA Response to Question 2: 
	FDA Response to Question 2: 

	The subgroup analyses should follow those specified in the protocol. The additional subgroup analyses described in Section 11.1.2 of the briefing document for this meeting should also be conducted. Please also include subgroup analyses of efficacy and safety by race, site region and previous treatment for the prevention of NMO attacks. You should plan to provide analyses of the primary endpoint using each of the following events: all potential new or worsening NMO/NMOSD symptoms assessed within the time int
	In addition to the subgroup analyses pre-specified in the protocol and SAP, the sponsor will follow the Agency’s recommendation and conduct the subgroup analyses by race, site region, and previous treatment for the prevention of NMO attacks on the primary endpoint and overall summary of treatment-emergent adverse events during the randomized-controlled period. 
	Discussion: 

	For analysis by race, the sponsor proposed to combine “Other” with “Multiple Categories Checked” as there is only 1 subject with “Multiple Categories Checked”. 
	For analysis by site region, the sponsor proposes to classify the sites into four different regions: Pan-Pacific [n=47 (20.4%)] [which includes Asia (45), Australia (1), New Zealand (1)], Europe (94) and Israel (4) [n=98 (42.6%)], North America (US & Canada) [n=43 (18.7%)], and the Rest of the World [n=42 (18.3%)] [which includes  Colombia (15), Mexico (8), Peru (15), and South Africa (4)]. 
	FDA agreed with this proposal. 
	Does the agency agree with the proposed plans for inclusion of study level datasets in the BLA? 
	Question 3: 

	FDA Response to Question 3: 
	FDA Response to Question 3: 

	Yes. 
	The sponsor asked for clarification regarding the need to submit Phase 1 study data sets because the FDA response to Question 3 was not in agreement with the appended General Clinical Requests Item 2. FDA reaffirmed their response to Question 3 and stated that the appended General Clinical Requests Item 2 did not apply to this submission. 
	Discussion: 

	Given that a single pivotal clinical trial will be submitted to support the BLA, does that agency agree that an Integrated Summary of Efficacy (ISE) and Integrated Summary of Safety (ISS) is not required? 
	Question 4: 


	FDA Response to Question 4: 
	FDA Response to Question 4: 
	FDA Response to Question 4: 

	Your proposed plan is acceptable, provided that the Summary of Clinical Efficacy (SCE) and Summary of Clinical Safety (SCS) contain details sufficient to allow them to serve as the 
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	narrative portion of the Integrated Summary of Efficacy (ISE) and Integrated Summary of Safety while still being concise enough to meet the suggested size limitation for Module 2. Analyses presented in the SCE and SCS should be linked to relevant analyses in Module 5. Links should function from the SCE to the appropriate information in Module 5 and, if feasible, there should be a link back to the corresponding original section in the SCE. We also refer you to the “M4E(R2): The CTD — Efficacy Guidance for In
	1
	2

	The sponsor agreed with the response and recommendations provided in the pre-BLA meeting preliminary comments and will provide the requested information in the BLA submission. The sponsor asked for clarification because General Submission Comments Items 4 and 6 and Appendix A Efficacy Item 8 did not agree with the FDA response to Question 4. FDA reaffirmed its response to Question 4 and stated that the items in question were generic guidance and did not apply to this submission. 
	Discussion: 

	Does the agency concur with this plan of presenting the details of these critical elements and integrate these documents as appendices into the CSR with summaries presented into Module 2.5 (Clinical Overview) or Module 2.7.3 (Summary of Clinical Efficacy) of the BLA and referenced to the CSR appendices? 
	Question 5: 

	1
	1
	1
	1
	 https://www.fda.gov/ucm/groups/fdagov-public/@fdagov-drugs-gen/documents/document/ucm465221.pdf 
	2
	 https://www.fda.gov/ucm/groups/fdagov-public/@fdagov-drugs-gen/documents/document/ucm136174.pdf 




	FDA Response to Question 5: 
	FDA Response to Question 5: 
	FDA Response to Question 5: 

	Your plan is acceptable. Where feasible, please provide a link from the CSR and Summaries to the critical element details. Please provide a listing of each potential NMOSD attack with a link to the critical element details for that attack. Please provide a listing of each study subject with a link to the details of the Independent Eligibility Committee for that subject. See also Attachment A, #4. 
	The sponsor agreed with the response and recommendations provided in the pre-BLA meeting preliminary comments and will provide the requested information in the BLA submission. 
	Discussion: 

	Does the agency concur with the plan of presenting the IDMC function? 
	Question 6: 

	FDA Response to Question 6: 
	FDA Response to Question 6: 

	Yes. 
	The sponsor accepted FDA’s response; no discussion occurred. 
	Discussion: 

	The CSR to be submitted with the BLA will summarize the data of the ITT population as defined above. However, the study has an ongoing active open label treatment arm. The CSR will be amended at the time when all patients have completed open label 
	Question 7: 
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	treatment and the safety follow up period, at which time the study will be closed.  Does the Agency concur with this plan? 

	FDA Response to Question 7: 
	FDA Response to Question 7: 
	FDA Response to Question 7: 

	Yes. 
	The sponsor accepted FDA’s response; no discussion occurred. 
	Discussion: 

	The CSR to be submitted with the BLA will include safety narratives for .patients with the following events:.  Any treatment-emergent serious adverse event (TESAE).  Any treatment-emergent adverse event (TEAE) that resulted in discontinuation. 
	Question 8: 

	of study drug 
	 Any patient who died within 30 days of their last dose of study drug 
	 Any Grade 3 or higher infusion-related reaction 
	Does the Agency concur with this plan? 

	FDA Response to Question 8: 
	FDA Response to Question 8: 
	FDA Response to Question 8: 

	Yes. Please include a narrative for any pregnancies. See also Attachment B. 
	The sponsor accepted FDA’s response; no discussion occurred. 
	Discussion: 

	Does the Agency agree that the proposed package for the Office of Scientific Investigations is acceptable? 
	Question 9: 


	FDA Response to Question 9: 
	FDA Response to Question 9: 
	FDA Response to Question 9: 

	Your overall plan for the proposed package for OSI is acceptable.  
	For the Part II submission (subject-level data line listings by clinical site), please also include the date of onset of the AC-determined NMOSD attack and raw EDSS scores for baseline and last visit during RCP. 
	The sponsor agreed with the response and recommendations provided in the pre-BLA meeting preliminary comments and will provide the requested information in the BLA submission. 
	Discussion: 



	2.2. Clinical Pharmacology 
	2.2. Clinical Pharmacology 
	The sponsor plans to conduct empirical assessment of exposure-response (ER) of the primary endpoint and the selected secondary endpoints from the pivotal trial to further establish the 300 mg dose of inebilizumab for the treatment of NMOSD in adult subjects.  Does agency concur with this plan? 
	Question 10: 
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	FDA Response to Question 10: 
	FDA Response to Question 10: 
	FDA Response to Question 10: 

	Your plan to conduct an exposure-response analysis is acceptable. Whether the analysis is able to provide further support for the 300 mg dose of inebilizumab will be a matter of review. We note that any such analysis is limited by the fact that only a single dose level was studied in the pivotal trial. Your exposure-response analysis for key efficacy endpoints should attempt to address potential interactions between drug exposure and baseline prognostic factors.  
	In addition to the technical report, you should submit all relevant datasets used for model development and validation as SAS transport flies (*.xpt) or comma delimited files (*.csv). A description of each dataset and variables within should be provided in a define.pdf file. Model codes or control streams and output listings should be provided for all major model building steps. These files should be submitted as ASCII text files (*.txt). 
	The sponsor accepted FDA’s response; no discussion occurred. 
	Discussion: 

	Does the Agency agree that the planned population pharmacokinetic analysis is sufficient to support the filing of BLA? 
	Question 11: 


	FDA Response to Question 11: 
	FDA Response to Question 11: 
	FDA Response to Question 11: 

	Your plan for population pharmacokinetic analysis is acceptable. Please see our response to Question 10 regarding submission of datasets and model codes. 
	The sponsor accepted FDA’s response; no discussion occurred. 
	Discussion: 



	2.3. Pharmacology/Toxicology 
	2.3. Pharmacology/Toxicology 
	Does the Agency agree that the nonclinical safety program data available for inebilizumab are sufficient to support the BLA review? 
	Question 12: 

	FDA Response to Question 12: 
	FDA Response to Question 12: 

	Based on the limited information provided in the briefing document, it appears the proposed nonclinical package would be sufficient to support BLA filing; however, the adequacy of the studies will be a matter of review. 
	The sponsor accepted FDA’s response; no discussion occurred. 
	Discussion: 



	2.4. CMC 
	2.4. CMC 
	Does the Agency agree that the analytical comparability plan and supportive data are sufficient to support commercialization of Process 3 material? 
	Question 13: 

	FDA Response to Question 13: 
	FDA Response to Question 13: 
	FDA Response to Question 13: 

	No, we do not agree that your analytical comparability plan is sufficient to support commercialization of Process 3 material. Adequacy of the comparability data to support 
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	commercialization of Process 3 material will be assessed based on the data package in your BLA. 
	Based on information provided in the Meeting Briefing Document, we have the following comments and recommendations on the analytical comparability studies which will be used to support your proposal to commercialize Process 3: 
	a. 
	a. 
	a. 
	In the Briefing Document, you provided quantitative results for the main peaks or 

	TR
	variants according to development specifications; however, you did not show 

	TR
	comparisons of quantitative results for some size variants, charge variants, or impurities. 

	TR
	For example, for the cIEF assay you did not report results of the basic peaks, and none of 

	TR
	the gel electrophoresis nor size exclusion chromatography assessments reported 

	TR
	fragmented or low molecular weight species. For a comparability assessment to support 

	TR
	changes at such late stage of development, all quality attributes identified by these and 

	TR
	other assays should be addressed. For any differences seen in comparability assessment, 

	TR
	justification, including the data showing that the change in quality attribute does not 

	TR
	impact safety and efficacy, should be included. 

	b. 
	b. 
	The drug substance (DS) accelerated and stress stability data for the comparability 

	TR
	assessment did not include a potency comparison. Potency is a critical quality attribute of 

	TR
	an antibody product. Include comparison of potency in your stability studies supporting 

	TR
	comparability. 

	c. 
	c. 
	Comparison of available DS and drug product (DP) stability data under long-term storage 

	TR
	conditions should be included as part of the comparability assessment. 

	d. 
	d. 
	In the DS degradation study, you stated the comparability criterion for analytical profile 

	TR
	comparison was “similar peak pattern at 3 months” (page 56 of the Briefing Document) 

	TR
	and showed profiles only at 3 months, while Table 10 notes you performed stability 

	TR
	profile comparisons of “side-by-side degradation and testing at 0, 1, 2, and 3 months”. In 

	TR
	the supporting DP stability assessment, you presented the stability data in time-course 

	TR
	plots only. We recommend including all time points for quantitative results in tabular and 

	TR
	in time-course plot formats in addition to peak pattern comparison, with appropriate 

	TR
	comparability acceptance criteria. 


	The sponsor acknowledged the recommendations on the analytical comparability plan and stated that the recommended additional data are available and will be included in the BLA to further support the analytical comparability between Process 2 material (used in NMOSD pivotal study) and Process 3 material (to-be-marketed). The sponsor further stated that the analytical comparability data package shows no differences in the quality attributes and stability profile. The sponsor wanted to clarify whether inclusio
	Discussion: 

	FDA responded that, in general, the demonstration of analytical comparability as discussed is a pathway to commercialize the Process 3 material. The adequacy of the comparability data package will be determined during review of the BLA based on all submitted data. 
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	Does the agency agree with the proposed strategy for establishing the intended commercial (Process 3) Drug Product shelf life? 
	Question 14: 


	FDA Response to Question 14: 
	FDA Response to Question 14: 
	FDA Response to Question 14: 

	The information provided in the Meeting Briefing Document is insufficient to agree with the proposed strategy for establishing the commercial DP shelf life. 
	The strategy to establish the commercial DP shelf life by leveraging stability data generated from clinical DP batches can be an acceptable approach, provided data in the BLA adequately support that the clinical batches and the process validation batches are comparable, and Process 2 is fully representative of and simulating the commercial manufacturing process. Therefore, the BLA should include detailed information about the manufacturing processes in addition to comprehensive comparability package (see re
	The sponsor accepted FDA’s response; no discussion occurred. 
	Discussion: 

	Does the agency agree with the approach that the sponsor can provide additional stability data during the BLA review period to support the intended commercial Drug Substance and Drug Product shelf life? 
	Question 15: 


	FDA Response to Question 15: 
	FDA Response to Question 15: 
	FDA Response to Question 15: 

	We acknowledge that additional stability data will be available in August 2019, after the planned BLA submission date. We will request a simple stability data update during the BLA review to assess up-to-date data from ongoing stability studies and assign appropriate dating periods for the materials. We consider the stability data and analyses performed under the same conditions and for the same DS and DP batches provided in the original BLA submission as “simple stability update”. The "simple stability upd
	The sponsor accepted FDA’s response; no discussion occurred. 
	Discussion: 

	Based on the DS and DP manufacturing schedules of August and September 2019, respectively, does the Agency foresee potential issues with scheduling Pre-Approval Inspections (PAIs) to support licensure? 
	Question 16: 


	FDA Response to Question 16: 
	FDA Response to Question 16: 
	FDA Response to Question 16: 

	Your pre-licensing inspections proposal for the DS and DP appear acceptable and will be reviewed upon submission of the BLA. Please also refer to the additional Product Quality Microbiology comments below. 
	The sponsor accepted FDA’s response; no discussion occurred. 
	Discussion: 
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	– Attachment A, Efficacy Item 21 
	– Attachment A, Efficacy Item 21 
	Sponsor Response/Request for Clarification 

	The sponsor sought context and clarifications regarding requests with respect to database 
	access records. The sponsor explained that unblinded data was only accessed by which supported the operation of the IDMC.  The blinded study database was accessed by site staff, CRO staff, and sponsor staff multiple times per day during the 
	normal course of study conduct.  The sponsor requested that FDA confirm whether FDA would like these instances included in the detailed accounting or whether the request is for activities related to database lock? 

	Discussion: 
	Discussion: 
	Discussion: 

	FDA replied that the sponsor could provide a listing of all individuals who had access to the overall study database, their role in the study, and a general description of the data that they had access to. FDA additionally asked an accounting of all instances in which subject level data were changed. The sponsor agreed to provide these records. FDA stated that during review if there were other queries related to the provided information these would be handled by Information Requests. FDA requested that thes
	Additional requests and comments: 

	Product Quality 
	Product Quality 
	We are providing additional product quality comments to consider including in your BLA submission. 
	1. The acceptance criterion for visible particles for Process 3 inebilizumab DP is set as  If you intend to use such acceptance criterion for 
	marketing, provide sufficient justification with supporting product quality data and identify manufacturing controls to demonstrate adequacy of the acceptance criterion. Otherwise, set the acceptance criterion for visible particles per USP. 
	2.. To facilitate our review of your DS and DP manufacturing process control strategies, please provide the following information for each process parameter and in-process control in a tabular format: 
	-Process parameter and in-process control name -Criticality classification (e.g., critical, key, non-critical) -Justification for parameter classification -Acceptable range determined from process development studies (if applicable) -Range evaluated during commercial-scale process validation -Proposed acceptable range for the commercial manufacturing process -Justification of the proposed acceptable range. 
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	3. To facilitate our review of product quality attribute control strategies, provide the 
	following information for each quality attribute in a tabular format: 
	-Quality attribute name 
	-Analytical methods used during characterization, in-process, release, and stability 
	testing 
	-Classification (e.g., critical, non-critical) 
	-Justification for quality attribute classification 
	-Proposed control strategy for the quality attribute, including in-process testing, 
	specifications, and specifics of pertinent process controls .-Justification of the proposed control strategy and control limits.. 

	Product Quality Microbiology 
	Product Quality Microbiology 
	We are providing additional product quality microbiology comments for you to consider during development of your commercial manufacturing process and preparation of your 351(a) BLA submission. 
	All facilities should be registered with the FDA at the time of the 351(a) BLA submission and ready for inspection in accordance with 21 CFR 600.21 and 601.20(b)(2). Include in the BLA submission a complete list of the manufacturing and testing sites with their corresponding FEI numbers. A preliminary manufacturing schedule for the drug substance and drug product should be provided in the BLA submission to facilitate the planning of pre-license inspections during the review cycle.  Manufacturing facilities 
	Information and data for CMC product quality microbiology should be submitted in the specified sections indicated below. 
	The CMC Drug Substance section of the 351(a) BLA (Section 3.2.S) should contain information and data summaries for microbial and endotoxin control of the drug substance. The information should include, but not be limited to the following: 
	Figure
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	Figure
	The CMC Drug Product section of the 351(a) BLA (Section 3.2.P) should contain validation data 
	summaries to support the 
	operations. For guidance on the type of data and 
	Figure

	information that should be submitted, refer to the 1994 FDA Guidance for Industry “Submission Documentation for Sterilization Process Validation in Applications for Human and Veterinary Drug Products” at 
	. 
	072171.pdf
	http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm 


	The following information should be provided in Sections 3.2.P.3.3 and/or 3.2.P.3.4, as 
	appropriate. 
	The following study protocols and validation data summaries should be included in Section 3.2.P.3.5, as appropriate: 
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	Figure
	The following product testing and method validation information should be provided in the 
	appropriate sections of Module 3.2.P:  
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	Figure

	Attachment A - Efficacy 
	Attachment A - Efficacy 
	1.. 
	1.. 
	1.. 
	Provide a complete accounting and analysis of all potential relapse events. Submit a dataset that includes one row per event. Include the date that the potential relapse events were first reported by the subject and the date that the events were first evaluated by the treating physician and by the EDSS and ophthalmology raters. Include the date of the MRI scan if done. Include the date of review by the adjudication committee. Include a column for the criteria in Table 11 of the protocol that confirmed that 

	2.. 
	2.. 
	Provide a dataset that documents all of the results that were reviewed by the Adjudication Committee to make a determination of a protocol-defined relapse. Examples include the EDSS score, FSS score, ophthalmology assessments and MRI scan (if done). This should include the date that each assessment was performed. 

	3.. 
	3.. 
	Provide an analysis of the effect of any missing EDSS values. If there are missing baseline EDSS values, explain each missing score. Provide an analysis of the time from baseline EDSS to randomization and baseline EDSS to start of study medication. 

	4.. 
	4.. 
	Provide a complete accounting of all EDSS determinations. Include documentation of the process used to arrive at the final EDSS score and how the score was transmitted or transcribed from the rater to the trial database. Provide documentation of any EDSS scores that were changed after the initial determination. Provide an explanation for the change. 

	5.. 
	5.. 
	Describe the process for the certification of EDSS examiners. 
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	6.. 
	6.. 
	6.. 
	For survival curves, the Y-axis should start with zero and end with 1 or 100%. The X axis labels should include the time from 0 and the number of subjects in each treatment arm for each tick mark. The final proportion with outcomes and treatment should be indicated clearly. 

	7.. 
	7.. 
	For each study, include a CONSORT diagram of patient disposition with an indication of populations used in analyses of efficacy and safety. Separate safety and efficacy diagrams may be needed. Indicate the number of subjects who were randomized but not treated and subjects who were not treated as randomized.  Describe how data from these subjects were handled. Provide complete accounting of all discontinuations and withdrawals from study treatment and withdrawals from the trial including the reason(s) for d

	8.. 
	8.. 
	Provide an overall CONSORT-like diagram that describes the composition of the pools used in the safety analyses—essentially the number patients, patient years of observation, and source of subjects for each pool. 

	9.. 
	9.. 
	Provide an analysis of compliance with the study medication for both treatment arms and any relationship of compliance to the primary and key secondary study outcomes. 

	10. 
	10. 
	Provide in appropriate dataset documentation, for each subject, the NMO-IgG status and the assay method used to assess NMO IgG. 

	11. 
	11. 
	Include in your submission the data that documents the sensitivity, specificity, positive predictive value and negative predictive value of the NMO-IgG assays used. 

	12. 
	12. 
	Provide an analysis and a summary addressing the extent to which the sites with clinical investigators who disclosed financial interests contributed to the trial results. The analysis and summary should include a comparison of the primary outcome for each trial to support efficacy at sites that had investigators who disclosed financial interests with those sites that did not. Also, please discuss the significance of the percentage of U.S. sites with investigators who made disclosures compared to non- U.S. s

	13. 
	13. 
	Provide a dataset that documents, for each subject, treatment with any therapy that targets the immune system, including corticosteroids. Include a column for each such therapy with an indicator for whether the subject was or was not treated with the therapy prior to 3 months prior to randomization, within the three months prior to randomization, and during the double blinded phase of the trial. 
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	14. 
	14. 
	14. 
	Provide the charters and the minutes for the Adjudication committee and the Data Monitoring Committee. 

	15. 
	15. 
	Include a table that identifies the date of key milestones in the studies used to support efficacy. Milestones for each study should include: 

	16. 
	16. 
	For each study contributing evidence of effectiveness, provide an additional dataset with a row for each site with fields in each row that are needed to evaluate the extent of participation at the different sites. The fields to include in the table are the following: (Unique) SiteID, contact individual, address, city, (state/territory/province), country, mail code, region, telephone number, fax number, email address for contact individual, fields for the number of subjects randomized to each arm of the stud

	17. 
	17. 
	Provide a dataset that has one row per subject and which includes a column for each EDSS determination by visit (including screening, baseline, and unscheduled visits). Place all scheduled EDSS assessments; for example, screening, baseline, week 12, etc., in the same column for all subjects. Please identify and assign sequential identification numbers for those EDSS assessments that were performed at unscheduled relapse assessments. By reading across the rows, reviewers should be able to see the EDSS score 

	18. 
	18. 
	18. 
	Provide an additional dataset of important trial events for each patient with one row per patient per event. Columns should include the patient identifier, trial name,date/time. There should be a column for the date and time of the event, and a column for the time in study days since randomization. The events should include: 

	a. 
	a. 
	a. 
	Sign consent form date 

	b. 
	b. 
	Baseline EDSS 

	c. 
	c. 
	Randomization date 

	d. 
	d. 
	Start study medication 

	e. 
	e. 
	Discontinue study medication 




	a. 
	a. 
	a. 
	Protocol Approvals 

	b. 
	b. 
	Protocol Amendments 

	c. 
	c. 
	Statistical Analysis Plan (SAP) approvals 

	d. 
	d. 
	Each SAP Amendment 

	e. 
	e. 
	First subject randomized 

	f. 
	f. 
	Any interim analysis 

	g. 
	g. 
	Last subject randomized 

	h. 
	h. 
	First subject completes follow-up 

	i. 
	i. 
	Last subject completes follow-up 

	j. 
	j. 
	Database lock 

	k. 
	k. 
	Data Monitoring Committee (DMC) meetings and teleconferences 
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	f.. 
	f.. 
	f.. 
	Start treatment for acute relapse (medication) 

	g.. 
	g.. 
	Scheduled visits (protocol visit name or number, scheduled date, missed or not) 

	h.. 
	h.. 
	Every EDSS determination (protocol visit name or number, or unscheduled visits numbered sequentially, total score, rater) 

	i.. 
	i.. 
	EDSS score changed in audit trail (who, previous score, new score) 

	j.. 
	j.. 
	Start alternative medication for NMO treatment (medication name). 

	k.. 
	k.. 
	Patient reports of relapses to clinic (type of contact) 

	l.. 
	l.. 
	Relapse evaluation visits (evaluator, confirmed relapse or not) 

	m.. 
	m.. 
	Unscheduled visits (reason) 

	n.. 
	n.. 
	Last subject contact 

	o.. 
	o.. 
	Adverse event (preferred term) 

	p.. 
	p.. 
	Use of systemic corticosteroids, start and stop dates 

	q.. 
	q.. 
	Relapse events confirmed, date 


	When sorted by patient and date, this dataset will provide a unified list of safety and clinical outcome events ordered by date and time from across multiple datasets that will allow reviewers to see each event in the context of the entire patient experience. 
	19. 
	19. 
	19. 
	Describe the site monitoring process and document when monitoring visits occurred and the personnel who conducted the visit. Document the extent of source data verification for primary and secondary outcomes. 

	20. 
	20. 
	Include two samples of active treatment and placebo packaged and labeled as received at study sites. Enclose the packaged products in a four clear plastic envelopes and apply a label to the envelopes that indicates whether the contents are control or active drug. 

	21. 
	21. 
	Plan to provide a detailed accounting of all instances in which the study database was accessed prior to and at the time of database lock for all blinded trials. 

	22. 
	22. 
	List any fields that were collected in the CRF but which were not included in the datasets. 

	23. 
	23. 
	We are willing to review and comment on the structure of key efficacy datasets with all of the variables that you plan to include. Do not submit the full datasets; only empty tables or tables with a few example rows of data. 



	Attachment B 
	Attachment B 
	DNP Pre-BLA Meetings General Clinical Safety Requests 
	1.. 
	1.. 
	1.. 
	Each individual subject should be assigned a single unique subject identifier across the entire application (e.g., including open label extensions of the trials). Include the unique subject identifier in the ISS and individual studies’ datasets. 

	2.. 
	2.. 
	Submit datasets for all Phase 1, Phase 2, Phase 3 studies (including open label extension studies), including the Phase 2 and 3 studies performed for indications for an autoimmune indication other than the one proposed for this application. 
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	For additional guidance refer to the FDA webpage on Study Data Standards Resources : . 
	https://www.fda.gov/ForIndustry/DataStandards/StudyDataStandards/default.htm


	General Submission Contents: 
	General Submission Contents: 
	1.. 
	1.. 
	1.. 
	Follow the requirements noted in 21CFR 314.50 (d)(5)(vi), Summary of Safety Information and the Guideline for the Format and Content of the Clinical and Statistical Sections of an Application 

	2.. 
	2.. 
	Provide an assessment of safety as per the FDA Guidance for Industry: Premarketing Risk Assessment 

	3.. 
	3.. 
	Include a copy of each clinical study protocol as well as each amended protocol.  Provide a list of the inclusion and exclusion criteria for each of the studies, including those introduced as part of protocol amendments.  Please submit all versions of the protocols (and Statistical Analysis Plan) and the date when changes were implemented.  Please ensure that a Summary of Changes for each version is included. 

	4.. 
	4.. 
	In addition to the comprehensive analyses performed for the pivotal trials, the ISS should also comprehensively integrate safety analyses for all other study group pools for treatment-emergent adverse events (TEAEs), deaths, serious adverse events, discontinuations for TEAEs, TEAEs of special interest, subgroups, and vital sign/laboratory/ECG measurements. 

	5.. 
	5.. 
	5.. 
	Submit a table detailing all of the tables and figures featured in the clinical efficacy and safety sections of the application.  The table should contain the following: 

	a.. 
	a.. 
	a.. 
	Title of the table or figure in the application 

	b.. 
	b.. 
	A hyperlink to the location of the table or figure with page number 

	c.. 
	c.. 
	A hyperlink to the SAS code used to create the table or figure (including information regarding the datasets that were used) 



	6.. 
	6.. 
	Format the tables of the ISS according to examples in FDA’s on the Review. 
	Reviewer Guidance – Conducting a Clinical Safety Review of a New Product Application and Preparing a Report 


	7.. 
	7.. 
	Include active hyperlinks from the lists of references to the referenced article. 

	8.. 
	8.. 
	Provide DSMB meeting minutes (including any data/slides presented). For those meetings that were cancelled or meetings where no minutes were taken, please include a place holder for that meeting noting such and signed by a member of the clinical team. Please also ensure that these packages come with a table of contents and are bookmarked by date.  

	9.. 
	9.. 
	Include information regarding important regulatory actions in other countries and foreign labeling (translated, if applicable). 

	10. 
	10. 
	Submit an annotated version of the pre-BLA meeting minutes that include hyperlinks, when applicable, to the analysis and/or documents requested. 


	Adverse events: 
	1.. 
	1.. 
	1.. 
	Follow the coding rules for MedDRA in the ICH-endorsed “MedDRA Term Selection: Points to Consider” document accessible at 
	MedDRA 


	2.. 
	2.. 
	For each of the studies, the submitted datasets should contain both the verbatim terms and the MedDRA coding with all levels of the MedDRA hierarchy. For each adverse event, MedDRA coding should be provided for the primary MedDRA path. 
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	3.. 
	3.. 
	3.. 
	Provide a summary table of the original AE coding dictionaries that were used in each of the trials. 

	4.. 
	4.. 
	The preparation of the adverse event dataset for the ISS should include MedDRA Preferred Terms from a single version of MedDRA. 

	5.. 
	5.. 
	Ensure that all adverse events are presented, and not only events deemed “drug-related.” 

	6.. 
	6.. 
	Provide a table of treatment-emergent adverse events reported in ≥ 2% of subjects (after rounding) in any drug treated dose group (and greater than placebo) sorted by MedDRA SOC (in alphabetical order) and then by MedDRA Preferred Term.  

	7.. 
	7.. 
	Provide a table which summarizes the outcomes of all pregnancies.  Provide a table which summarizes all known adverse events in subject offspring. 



	Narratives and Case Report Forms (CRFs): 
	Narratives and Case Report Forms (CRFs): 
	1.. 
	1.. 
	1.. 
	Provide narratives and case report forms for deaths, adverse events leading to drug discontinuation, SAEs, pregnancies, and AEs of special interest. You should be prepared to supply any additional CRFs or narratives with a rapid turnaround upon request.  Narratives should be integrated. For subjects who had more than one event requiring a narrative (whether in the same trial or in the core study and an extension) present a single narrative (rather than separate narratives for the various events).  

	2.. 
	2.. 
	Include a word file (and excel spreadsheet) that indicates those subjects for whom you submitted a case report form and/or narrative.  This file should include an indicator for whether each item was submitted and the reason why it was submitted along with hyperlinks to the narrative and CRF.  

	3.. 
	3.. 
	Provide reports for any autopsies conducted during any of the studies. 

	4.. 
	4.. 
	Provide a line listing, narrative, and case report form for all subjects who fit the Hy’s Law laboratory criteria. 

	5.. 
	5.. 
	Note that CRFs should include all clinical documents collected about the patient regardless of whether you label them “CRFs”, e.g., Medwatch/CIOMS forms, event fax coversheets, SAE or event worksheets, narrative worksheets, data queries, etc. 

	6.. 
	6.. 
	Provide a tabular listing of all subjects with  discontinuations, sorted by reason.  The table should include columns for study number, treatment group, unique subject ID, primary reason for drug or study discontinuation. For reasons including Lost to follow-up, Other, Physician/investigator decision, Withdrew consent, and Patient decision, provide more specific information regarding the discontinuation. The Division may want to request selected narratives/CRFs from some of these patients, but they do not n
	all


	7.. 
	7.. 
	Narrative summaries should provide a complete synthesis of all available clinical data and an informed discussion of the case.  The narratives should be comprehensive enough for the reader to come to a reasonable conclusion regarding the subject and the adverse event.  The following items should be included (but not limited to): 


	a)Patient age and gender b)Adverse event onset and stop dates (presented as relative Study Day number) c)Signs and symptoms related to the adverse event being discussed d)An assessment of the relationship of exposure duration to the development of the 
	adverse event. e)Pertinent medical history. 
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	f) Concomitant medications with start dates relative to the adverse event g)Pertinent physical exam findings h)Any abnormal vital sign measurements i) Pertinent test results (e.g., lab data, ECG data, procedures, biopsy data, autopsy results) j) Discussion of the diagnosis as supported by available clinical data k)For events without a definitive diagnosis, a list of the differential diagnoses l) Treatment provided m) Re-challenge results (if performed) n)Outcomes and follow-up information 

	Laboratory and Vital Sign Measurements: 
	Laboratory and Vital Sign Measurements: 
	1.. 
	1.. 
	1.. 
	1.. 
	Refer to the following FDA webpage for the CDER position on use of SI units for lab tests:   

	SI Units. 
	SI Units. 


	2.. 
	2.. 
	Provide the normal reference ranges for every laboratory value. 

	3.. 
	3.. 
	Clearly list the normal values, as well as the thresholds for analysis of outliers, for outlier analyses of laboratory data, vital signs, and ECG data. 

	4.. 
	4.. 
	When possible, use the latest version of the National Institutes of Health (NIH) Common Terminology Criteria for Adverse Events (CTCAE) for toxicity grades and shift analyses. 

	5.. 
	5.. 
	5.. 
	Report the number and percentage of subjects with at least one post-treatment vital sign measurement meeting any of these criteria: 

	•
	•
	•
	 Systolic Blood Pressure: <90 mmHg, >140 mmHg, >160 mmHg 

	•
	•
	 Diastolic Blood Pressure: <50 mmHg, >90 mmHg, >100 mmHg 

	•
	•
	 Pulse Rate: <60 bpm, >100 bpm 

	•
	•
	 Body Weight: decrease of ≥7% from baseline and increase of ≥7% from baseline 

	•
	•
	 Temperature: >38.0 °C, <36.0 °C 

	•
	•
	 Respiratory rate: <12 breaths/min, > 20 breaths/min 



	6.. 
	6.. 
	Summarize the protocols for collecting ECG data. Summarize the frequency of post-treatment QTc >450 ms, >480 ms, and >500 ms. 



	Other requests: 
	Other requests: 
	1.. Patient profiles Submit individual patient profiles containing all laboratory and other study results in a single place for each patient.  Provide this information for patients who died, had a serious adverse event, discontinued from the trial due to an adverse event, or had a medically significant event for which a narrative is submitted.  Include all the information recorded for that patient, including but not limited to: 
	a). Age 
	b). Sex 
	c). Dates of screening, randomization and starting therapy 
	d). Whether the patient completed or did not complete the study, with dates and reason 
	for withdrawal e) Adverse events ( reported term, preferred term, start and stop date [with relative study day], seriousness, outcome, whether it resolved or not and action taken with drug) f) Prior medications and concomitant medications with dates of start and end 
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	g) Vital signs and laboratories, sorted by date, with reference ranges * h) Autopsy reports for all deaths.  (If an autopsy report is not available, explicitly state this.) i) Full reports for radiologic studies, ECG, MRI, pathology results, special studies and procedures with dates and reference ranges 
	j). Provide relevant results obtained outside of clinical trial visits, including those obtained during hospitalization or emergency room visits, in each patient file. Also include baseline study results. 
	k). For patients who had IND safety report(s), include dates when the initial and follow up safety reports were submitted.   
	Create a PDF file for each patient and a table of contents with links to each assessment for each patient. 
	2.. Please submit for Division comments an example narrative from a patient who had more than one serious adverse event and participated in the controlled and extension studies prior to submitting your NDA.  
	We request that you submit a sample integrated summary of safety datasets (with data definition file) for Division comments prior to submitting the NDA. This process could help to identify and resolve any potential issues of navigability or interpretability that could impact the review of your application. 


	3.0 IMPORTANT INFORMATION 
	3.0 IMPORTANT INFORMATION 
	DISCUSSION OF THE CONTENT OF A COMPLETE APPLICATION 
	 The content of a complete application was discussed.  All applications are expected to include a comprehensive and readily located list of all clinical sites and manufacturing facilities included or referenced in the application. 
	. A preliminary discussion was held on the need for a REMS, other risk management actions and, where applicable, the development of a Formal Communication was not held during the meeting. 
	. Major components of the application are expected to be submitted with the original application.  At this time, there are no agreements for late submission of application components. 

	PREA REQUIREMENTS 
	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.  
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	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-ofPhase-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
	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: 
	. In addition, you may contact the Division of Pediatric and Maternal Health at 301-796-2200 or email . For further guidance on pediatric product development, please refer to: 
	CM360507.pdf
	http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U 

	Pedsdrugs@fda.hhs.gov
	Pedsdrugs@fda.hhs.gov


	http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/ucm049867.ht 
	http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/ucm049867.ht 
	http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/ucm049867.ht 


	. 
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	PRESCRIBING INFORMATION 
	PRESCRIBING INFORMATION 
	In your application, you must submit proposed prescribing information (PI) that conforms to the content and format regulations found at 21  and  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 and  websites, which include: 
	CFR 201.56(a) and (d)
	201.57
	PLR Requirements for Prescribing Information 
	Pregnancy and Lactation Labeling Final Rule

	 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. 
	Pursuant to the PLLR, you should include the following information with your application to support the changes in the Pregnancy, Lactation, and Females and Males of Reproductive Potential subsections of labeling.  The application should include a review and summary of the available published literature regarding the drug’s use in pregnant and lactating women and the effects of the drug on male and female fertility (include search parameters and a copy of each 
	Page 22 
	reference publication), a cumulative review and summary of relevant cases reported in  your pharmacovigilance database (from the time of product development to present), a summary of drug utilization rates amongst females of reproductive potential (e.g., aged 15 to 44 years) calculated cumulatively since initial approval, and an interim report of an ongoing pregnancy registry or a final report on a closed pregnancy registry.  If you believe the information is not applicable, provide justification.  Otherwis
	1. Refer to the draft guidance for industry – Pregnancy, Lactation, and Reproductive Potential: Labeling for Human Prescription Drug and Biological Products – Content and Format 
	(). 
	/ UCM425398.pdf
	http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances


	Prior to submission of your proposed PI, use the SRPI checklist to ensure conformance with the format items in regulations and guidances. 

	DISCUSSION OF SAFETY ANALYSIS STRATEGY FOR THE ISS 
	DISCUSSION OF SAFETY ANALYSIS STRATEGY FOR THE ISS 
	After initiation of all trials planned for the phase 3 program, you should consider requesting a Type C meeting to gain agreement on the safety analysis strategy for the Integrated Summary of Safety (ISS) and related data requirements. Topics of discussion at this meeting would include pooling strategy (i.e., specific studies to be pooled and analytic methodology intended to manage between-study design differences, if applicable), specific queries including use of specific standardized MedDRA queries (SMQs)
	To optimize the output of this meeting, submit the following documents for review as part of the briefing package:  Description of all trials to be included in the ISS. Please provide a tabular listing of clinical trials including appropriate details. 
	. ISS statistical analysis plan, including proposed pooling strategy, rationale for inclusion or exclusion of trials from the pooled population(s), and planned analytic strategies to manage differences in trial designs (e.g., in length, randomization ratio imbalances, study populations, etc.). 
	. For a phase 3 program that includes trial(s) with multiple periods (e.g., double-blind randomized period, long-term extension period, etc.), submit planned criteria for analyses across the program for determination of start / end of trial period (i.e., method of assignment of study events to a specific study period).   
	. Prioritized list of previously observed and anticipated safety issues to be evaluated, and planned analytic strategy including any SMQs, modifications to specific SMQs, or sponsor-created groupings of Preferred Terms. A rationale supporting any proposed modifications to an SMQ or sponsor-created groupings should be provided. 
	Page 23 
	When requesting this meeting, clearly mark your submission “DISCUSS SAFETY ANALYSIS STRATEGY FOR THE ISS” in large font, bolded type at the beginning of the cover letter for the Type C meeting request. 

	SUBMISSION FORMAT REQUIREMENTS 
	SUBMISSION FORMAT REQUIREMENTS 
	The Electronic Common Technical Document (eCTD) is CDER and CBER’s standard format for electronic regulatory submissions.  The following submission types: NDA, ANDA, BLA, Master File (except Type III) and Commercial INDs submitted in eCTD format.  Submissions that  to the requirements stated in the eCTD Guidance will be subject to . For more information please visit: . 
	 must be
	do not adhere
	rejection
	http://www.fda.gov/ectd
	http://www.fda.gov/ectd


	The FDA Electronic Submissions Gateway (ESG) is the central transmission point for sending information electronically to the FDA and enables the secure submission of regulatory information for review.  Submissions less than 10 GB  be submitted via the ESG.  For submissions that are greater than 10 GB, refer to the FDA technical specification Specification for Transmitting Electronic Submissions using eCTD Specifications. For additional information, see . 
	must
	http://www.fda.gov/ForIndustry/ElectronicSubmissionsGateway
	http://www.fda.gov/ForIndustry/ElectronicSubmissionsGateway



	OFFICE OF SCIENTIFIC INVESTIGATIONS (OSI) REQUESTS 
	OFFICE OF SCIENTIFIC INVESTIGATIONS (OSI) REQUESTS 
	The Office of Scientific Investigations (OSI) requests that the items described in the draft Guidance for Industry Standardized Format for Electronic Submission of NDA and BLA Content for the Planning of Bioresearch Monitoring (BIMO) Inspections for CDER Submissions (February 2018) and the associated Bioresearch Monitoring Technical Conformance Guide Containing Technical Specifications be provided to facilitate development of clinical investigator and sponsor/monitor/CRO inspection assignments, and the back
	Please refer to the draft Guidance for Industry Standardized Format for Electronic Submission of NDA and BLA Content for the Planning of Bioresearch Monitoring (BIMO) Inspections for CDER Submissions (February 2018) and the associated Bioresearch Monitoring Technical Conformance Guide Containing Technical Specifications: 
	ments/UCM332466.pdf 
	ments/UCM332466.pdf 
	https://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequire 


	. 
	ments/UCM332468.pdf
	https://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequire 
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	NONPROPRIETARY NAME 
	NONPROPRIETARY NAME 
	On January 13, 2017, FDA issued a final guidance for industry entitled Nonproprietary Naming of Biological Products, available at: , stating that, for certain biological products, the Agency intends to designate a proper name that includes a four-letter distinguishing suffix that is devoid of meaning. 
	drugs-gen/documents/document/ucm459987.pdf
	https://www.fda.gov/ucm/groups/fdagov-public/@fdagov


	Please note that certain provisions of this guidance describe a collection of information and are under review by the Office of Management and Budget under the Paperwork Reduction Act of 1995 (PRA). These provisions of the guidance describe the submission of proposed suffixes to the FDA, and a sponsor’s related analysis of proposed suffixes, which are considered a “collection of information” under the PRA.  FDA is not currently implementing provisions of the guidance that describe this collection of informa
	However, provisions of the final guidance that do not describe the collection of information should be considered final and represent FDA’s current thinking on the nonproprietary naming of biological products.  These include, generally, the description of the naming convention (including its format for originator, related, and biosimilar biological products) and the considerations that support the convention.  
	Your proposed 351(a) BLA would be within the scope of this guidance.  As such, FDA intends to assign a four-letter suffix for inclusion in the proper name designated in the license at such time as FDA approves the BLA. 

	4.0 ISSUES REQUIRING FURTHER DISCUSSION 
	4.0 ISSUES REQUIRING FURTHER DISCUSSION 
	There are no issues requiring further discussion, at this time. 

	5.0 ACTION ITEMS 
	5.0 ACTION ITEMS 
	There are no action items. 

	6.0 ATTACHMENTS AND HANDOUTS 
	6.0 ATTACHMENTS AND HANDOUTS 
	Viela Bio Pre-BLA Meeting FDA Preliminary Comments. Discussion Topics 2-15-19. 
	Viela Bio Pre-BLA Meeting FDA Preliminary Comments. Discussion Topics 2-15-19. 
	1. Clinical, FDA Response to Question 2 
	Sponsor Response 
	Sponsor Response 
	Sponsor Response 

	In addition to the subgroup analyses pre-specified in the protocol and SAP, the sponsor will follow the Agency’s recommendation and conduct the subgroup analyses by race, site region, and previous treatment for the prevention of NMO attacks on the primary endpoint and overall summary of treatment-emergent adverse events during the randomized-controlled period. 
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	For analysis by race, the sponsor proposes to combine “Other” with “Multiple Categories Checked” as there is only 1 subject with “Multiple Categories Checked”. For analysis by site region, the sponsor proposes to classify the sites into four different regions: Pan-Pacific [n=47 (20.4%)] [which includes Asia (45), Australia (1), New Zealand (1)], Europe (94) and Israel (4) [n=98 (42.6%)], North America (US & Canada) [n=43 (18.7%)], and the Rest of the World [n=42 (18.3%)] [which includes  Colombia (15), Mexi
	Does the agency agree with the proposed plan? 
	2. CMC, FDA Response to Question 13 

	Sponsor Response 
	Sponsor Response 
	Sponsor Response 

	The Sponsor acknowledges the recommendations on the analytical comparability plan.  The recommended additional data are available and will be included in the BLA to further support the analytical comparability between Process 2 (material used in NMOSD pivotal study) and Process 3 (to-be-marketed material). The analytical comparability data package shows no differences in the quality attributes and stability profile. The Sponsor would like to clarify whether inclusion of the recommended additional data will 
	3. Attachment A-Efficacy Item 21 

	Sponsor Response/Request for Clarification 
	Sponsor Response/Request for Clarification 
	Sponsor Response/Request for Clarification 

	Unblinded data was only accessed by 
	 which supported the 
	Figure

	operation of the IDMC.  The blinded study database was accessed by site staff, CRO 
	staff, and sponsor staff multiple times per day during the normal course of study conduct.  
	Could you please confirm whether you would like these instances included in the detailed 
	accounting or whether your request is for activities related to database lock? 
	We also wish to confirm that the following recommendations and requests would not be applicable to our BLA based on the Division’s responses in the preliminary comments to the relevant questions: 
	We also wish to confirm that the following recommendations and requests would not be applicable to our BLA based on the Division’s responses in the preliminary comments to the relevant questions: 
	Lastly, we agree with the remaining responses and recommendations provided in the pre-BLA meeting preliminary comments and will provide the requested information in the BLA submission. 

	FDA Request/Recommendation 
	FDA Request/Recommendation 
	FDA Request/Recommendation 
	FDA Response 

	Attachment A-Efficacy, Item 8, safety analysis pooling 
	Attachment A-Efficacy, Item 8, safety analysis pooling 
	Question 4 response agrees that pooling of safety data, ISS is not required 

	DNP Pre-BLA Meetings, General Clinical Safety Requests Item 2, submission of phase 1 datasets 
	DNP Pre-BLA Meetings, General Clinical Safety Requests Item 2, submission of phase 1 datasets 
	Response to Question 3 agrees that submission of phase 1 study datasets is not required 

	General Submission Contents, Items 4 and 6, refer to an ISS 
	General Submission Contents, Items 4 and 6, refer to an ISS 
	Question 4 response agrees that pooling of safety data, ISS is not required 
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