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Presenter
Presentation Notes
Good afternoon and welcome to 2018 BARDA Industry Day.  


MCM Portfolio

BARDA'’s portfolio includes medical
countermeasures (MCMSs) to respond to a variety of
“CBRN?” threats:
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BARDA'’s portfolio expands to incorporate new
MCMs in response to various emerging threats....

Saving Lives. Protecting Americans. 2



Presenter
Presentation Notes
As most or all of you are aware, BARDA’s current portfolio is comprised of numerous medical countermeasures to respond to various CBRN threats
 
As well, BARDA’s portfolio continues to grow as new MCMs are developed and acquired to respond to unexpected, emerging threats.
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C B R N Z (zombie)
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We wish to acknowledge CDC’s Zombie Preparedness Campaign for the inspiration for today’s presentation
 
In 2011 CDC launched an extremely popular and creative preparedness campaign using a pop culture reference of a zombie outbreak
 
Using the scenario of a zombie outbreak, CDC provided guidance for preparing for real-world emergencies
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As a tie-in to CDC’s campaign to encourage the general public to be prepared for a zombie apocalypse, and other real-world threats, our presentation also uses a zombie outbreak scenario to describe BARDA’s regulatory process that includes:
Working with a product manufacturer to develop a Pre-EUA in a non-emergency setting to prepare for a zombie outbreak 
Submitting an EUA to FDA for an MCM in response to a zombie outbreak
 
Reminder: Like our sister agency and PHEMCE partner CDC, BARDA is also a RESPONSE organization


There have been only limited accounts of people showing zombie-like illness
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The timeframe is before an outbreak
 
There have been only limited accounts of people showing zombie-like illness, and the USG is monitoring the situation


Pre-Emergency Use Authorization

* Engage with FDA in non-emergency scenarios to:

= Allow time for review/feedback from FDA for a robust
submission

= Expeditious review during an emergency
* Part of the USG’s preparedness plans for MCMs that BARDA
seeks to procure for inclusion in the Strategic National
Stockpile
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The USG initiates the process for Pre-EUA
 
The Pre-EUA is a critical first step to engage with FDA in non-emergency scenarios to allow time for a robust submission and a thorough FDA review and feedback, without the time constraints expected during an emergency
Pre-EUA is developed as part of the USG’s preparedness plans for MCMs that BARDA seeks to procure for inclusion in the Strategic National Stockpile
To achieve this, BARDA collaborates with a product manufacturer to obtain data to be included in the Pre-EUA 
 
BARDA provides funding for advanced development to product manufacturers; the company submits their own applications to FDA as they seek licensure of a product.
 
Under the Pre-EUA, which may be sponsored by either BARDA or CDC, the product can be brought into the SNS, and be used under the EUA in an emergency


What a Pre-EUA/EUA IS and IS NOT

A legal mechanism that allows use of A regulatory milestone or

an unapproved medical product or stopping point
unapproved use of an approved

medical product during a CBRN . _ _

emergency or when there is a For additional FDA information about the

potential for a CBRN emergency EUA authority, see final guidance (2017):

https://www.fda.gov/reqgulatoryinformation/quidances/ucm125127.htm
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This is a reminder of what a Pre-EUA and EUA is and is not:
 
Pre-EUAs are necessary when a company is developing a product and it is still an unapproved medical product, or it could be an unapproved use of an approved product.
 
It is a legal mechanism to allow the use of the product in a public health emergency
 
It is not a regulatory milestone 
 
This is the website for FDA’s final guidance on EUA


Pre-EUA & EUA Process

* Predicated on the understanding of what is needed for FDA to
authorize an EUA in an emergency:

= Serious or life-threatening disease or condition
= Evidence of effectiveness

» Risk-benefit analysis

= No alternatives

Saving Lives. Protecting Americans.
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Pre-EUAs and EUAs are similar in content

Pre-EUA development is predicated on the understanding of what is needed for FDA to authorize an EUA in an emergency:
Pre-EUA request is submitted to FDA
FDA ensures criteria for issuance of an EUA are met:
- Serious or life-threatening disease or condition
- Evidence of effectiveness
- Risk-benefit analysis (benefits of the MCM in the emergency outweigh the known or potential risks)
- No alternatives


BARDA P repares!

RoMero Inc. has developed zombicillin as treatment for the zombie
virus (ZomV)
Regulatory status:

= Phase II/lll studies

= BARDA is supporting RoMero Inc. for advanced development of
zombicillin

= BARDA engaged with RoMero Inc. to acquire zombicillin
Zombicillin meets an unmet medical need:

= There are no other approved, available, alternative MCMs to treat
ZomV
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In our scenario – in the non-emergency timeframe – BARDA Prepares
 
A drug manufacturer RoMero Inc. has developed a new antimicrobial, zombicillin, that has demonstrated some effectiveness as treatment for the zombie virus (ZomV)
 
Zombicillin is currently in Phase II/III studies; BARDA has supported RoMero Inc. for advanced development of zombicillin and engaged in procurement discussions with RoMero Inc. to acquire zombicillin
 
BARDA has identified an unmet medical need that zombicillin will provide, as there are no other approved, available, alternative MCMs to treat ZomV


Pre-EUA Activities

* BARDA requests the following documentation from RoMero Inc. at
least 3 months* prior to the submission:
= Letter of Cross Reference Authorization
* |nvestigator’s Brochure
= Information to support use of the product:

v Final study reports or summaries of safety/efficacy data or preliminary
data from nonclinical and clinical studies

v" Protocols/tabular summaries for nonclinical and clinical studies
v" Published studies and/or other publications

*In a non-emergency scenario, more time is available to develop the Pre-
EUA

Saving Lives. Protecting Americans.
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BARDA requests the following documentation from RoMero Inc. at least 3 months prior to the submission. The benefit of preparing and submitting a Pre-EUA in a non-emergency scenario, is that more time is available to develop the Pre-EUA.  BARDA requests:
Letter of Cross Reference Authorization to RoMero Inc.’s regulatory applications (i.e., IND, Master File) for zombicillin – similar to what is done for INDs, to allow FDA to refer to the company’s information
Investigator’s Brochure for zombicillin – aids in identifying critical information such as safety, etc… and information can be used to develop the fact sheets
Used to prepare the Executive Summary:
Final study reports or summaries of safety/efficacy data or preliminary data from nonclinical and clinical studies
Protocols/tabular summaries for nonclinical and clinical studies
Published studies and/or other publications that support the unmet need of the EUA


Content of Pre-EUA

/  Unmet medical need

» Risk/benefit analysis
« Safety and
effectiveness

L ERTICEG,
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Using the information described in the previous slide, BARDA works with RoMero Inc. to develop the Pre-EUA:

EUA package includes the following documents:
Request for Consideration (commonly referred to as Executive Summary)
This will include all supportive information for FDA to evaluate the use of the drug in the emergency, including:
the explanation of the Unmet Medical Need
the risk/benefit analysis of zombicillin 
the current safety and effectiveness information


Content of Pre-EUA

/ .+ Why take zombicillin
_ for ZomV

 How to take
zombicillin

» Risks/side effects

» Benefits

* Instructions for

certain populations

Saving Lives. Protecting Americans.


Presenter
Presentation Notes
EUA package also includes the Fact Sheets for healthcare providers and recipients that describe:
how zombicillin will be used for treatment of ZomV
how to take zombicillin
risks and benefits of zombicillin
Special instructions/concerns for certain populations (children, pregnant/nursing women, or patients with special medical concerns such as renal impairment)


Who, What , Where, When...

Work with
FDA provides RoMero Inc.
comments to address
and feedback* FDA's
comments

Submit the
Pre-EUA for
zombicillin
to FDA

*Note — for Pre-EUAS, these are not PDUFA submissions
and thereis no review clock for FDA

Saving Lives. Protecting Americans.
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One the Pre-EUA is developed, it’s submitted to FDA for review
 
FDA provides comments and feedback
 
BARDA will continue engagement with the manufacturer to address FDA comments as the manufacturer is a contributing partner in the Pre-EUA
 
for Pre-EUAs, the goal is to have a document with “no further comments” from FDA
 
To reiterate what was previously stated, this is why BARDA works with companies in non-emergencies to develop Pre-EUAs, to allow for added time for FDA’s review so that in an emergency this time for review can be significantly shorter


Who, What , Where, When...

* Under the Pre-EUA, zombicillin is brought into SNS

* RoMero Inc., continues development of zombicillin
* Provides updated product information

* Pre-EUA s revised with the most up-to-date information

Saving Lives. Protecting Americans.
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Under the Pre-EUA, zombicillin is brought into SNS

As RoMero Inc, continues development of zombicillin, they continue to provided updated product information 
The Pre-EUA is updated to ensure it includes the most up-to-date information 
 
“Dynamic process” with many iterations


Then. .. if the mest feared day

becomes 2 reah’rg C .
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Then… if the most feared day becomes a reality
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The outbreak happens
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What happens to the Pre-EUA in the event that an actual emergency occurs?  When and how does a Pre-EUA become an EUA?
 
EUA issuance is predicated on the following:
1st step:  Determination issued (1 of 4 types):
The is an EUA determination of an actual CBRN emergency or a significant potential for a CBRN emergency (domestic, military, or public health) (this determination comes from DHS, DoD, or HHS Secretary), or 
Material threat determination is made by the DHS Secretary
 
In our scenario – the HHS Secretary determines that there is an actual zombie outbreak - there were previously limited cases of ZomV, but now there is a significant increase in cases
 
2nd step: Emergency declaration issued: 
HHS Secretary issues a declaration that circumstances exist to justify issuance of an EUA for MCMs in response to the zombie outbreak


BARDA Responds!

Submit

EUA for FDA
zombicillin reviews EUA

to FDA
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BARDA Responds
 
The EUA for zombicillin is submitted to FDA
Since FDA has had the opportunity to review the information under a Pre-EUA, the Agency’s review during the emergency is expeditious  
 
GOAL: FDA authorizes the EUA


ASSTSTANT SECRETARY FOR
PREFAREDNFSS AND RESFONSE
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A successful response
 
In this presentation I’ve used humor when providing an example situation for how BARDA, CDC and industry partners work together to prepare and submit Pre-EUA and EUA for public health emergencies.  But, there are real-life situations for how Pre-EUAs and EUAs have been developed for CBRN and emerging infectious diseases. Because of these efforts, the government is better prepared for these emergencies.  
 
As partners who may work with BARDA/CDC to develop Pre-EUA and EUAs, industry also serves a critical role and shares in being a preparedness and response hero.


Saving Lives. Protecting Americans.
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