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The views and opinions expressed in the following PowerPoint 
slides are those of the individual presenter and should not be 
attributed to Drug Information Association, Inc. (“DIA”), its directors, 
officers, employees, volunteers, members, chapters, councils, 
Communities or affiliates, or any organization with which the 
presenter is employed or affiliated. 

These PowerPoint slides are the intellectual property of the 
individual presenter and are protected under the copyright laws of 
the United States of America and other countries.  Used by 
permission.  All rights reserved. Drug Information Association, Drug 
Information Association Inc., DIA and DIA logo are registered 
trademarks.  All other trademarks are the property of their 
respective owners.
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• INMAZEB* Background

• Key Milestones

• Potential Differences Compared to Standard Process

• Communication of Review Issues

Information sourced from FDA summary basis of approval accessible at: Drugs@FDA: 

FDA-Approved Drugs

AGENDA

*This project has been funded in whole or in part with

federal funds from the Department of Health and

Human Services, the Office of the Assistant Secretary

for Preparedness and Response, and the Biomedical

Advanced Research and Development Authority

(contract number HHSO100201500013C).

https://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=BasicSearch.process
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• A cocktail of three monoclonal antibodies of similar structure, 

(atoltivimab, maftivimab and odesivimab, also known as REGN-

EB3) that bind to different, non-overlapping epitopes on Zaire 

ebolavirus glycoprotein 

• Development initially based on Animal Rule pathway 

• Pamoja Tulinde Maisha (PALM) randomized controlled trial was 

stopped early (Aug 2019) because REGN-EB3 was superior to 

control arm (ZMapp) in preventing death

• Jointly sponsored by the National Institutes of Health (NIH) and the 

Institut National de Recherche Biomédicale (INRB) in the DRC

INMAZEB Background
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• First in Human Healthy Volunteer Study Initiated: May 2016

• Orphan Drug Designation Granted: 14 Jul 2016

• Breakthrough Therapy Designation Granted: 03 Sep 2019

• Rolling Review Granted: 02 Oct 2019  

• BLA Submission: 25 Feb 2020        PDUFA Date: 25 Oct 2020 

• Mid-cycle Meeting: 08 Jun 2020

• Late-cycle Meeting: 31 Aug 2020

• Approval Date: 14 Oct 2020

Key Milestones
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Standard Process 

(Review from 2018)

Integrated Assessment 

(INMAZEB Review)

Drug Approval Package (Drugs@FDA)  
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• Applicant requested to complete a protocol overview and conduct 

form which was included in the integrated review document

Differences Compared to Standard Process
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• Per the integrated review document, FDA identified 8 key review 

issues: 5 related to benefit and 3 related to risk

• All but 3 of the key issues noted in the integrated review were 

shared with the Applicant, most of the issues shared were 

addressed via postmarketing requirements/commitments and 

product labeling

Communication of FDA Review Issues 

Review Issues - FDA Internal Discussion Only

Use of an investigational drug, ZMapp (based on results of 

PREVAIL II), as an active control versus optimized standard of 

care alone

Adequacy of clinical experience with pediatric subjects 

Lack of clinical experience with REGN-EB3 for treatment of 

EBOV acquired by routes other than natural transmission 
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• Information Requests received on an ongoing basis

• First round of PMR/PMC and labeling comments received prior to 

late-cycle meeting (LCM) and > 3 months prior to PDUFA date

• Able to have meaningful discussions at the LCM and before the 

goal date

Earlier communication for this program may reflect the integrated 

assessment process, size of INMAZEB data package, and other 

factors (e.g. ongoing Ebola outbreak)  

Timing of Communications 
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• Useful to Applicant to understand Agency conversations and 

differing viewpoints, including those not communicated during 

review 

• Example: integrated summary of clinical virology team position, 

clinical team position, and signatory position on inclusion of 

naturally acquired infection in labeling  

• Potential for earlier communication of key issues

• Interest in seeing if INMAZEB example is reflective of the broader 

experience as more products fall under the integrated review 

assessment

Overall Impression of Integrated Review Assessment
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Join the conversation #DIA2021


