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Objectives

Review the recent history of emerging/reemerging pathogens 
and challenges faced by laboratories

Describe the challenges of resolving differences in federal 
regulatory processes for test development compared to 
traditional clinical laboratory processes for assay development

Identify key stakeholders and important communication 
strategies for improved response and workflows for responding 
to emerging and/or reemerging pathogens

3
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Concepts to Consider
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Reactive vs Proactive
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WHAT WE DO

NOW

WHAT WE WANT

TO DO

BARRIERS TO 
SUCCESS

LONG TERM 
SUSTAINABILITY
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Emerging         vs       Re-emerging 
     pathogens
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New & unknown

• Scary/unknown
• Discovery before targeting
• Bad or mis-information 

complicates things

Old & known

• Neglected
• De-prioritized
• Shifting geographies
• Widely preventable
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A historical perspective for future pandemics

Emergency Use Authorization (EUA)
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Emergency Use Authorization
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How does an EUA declaration impact assay development?

Lab challenges during EUA 
declarations

SARS-CoV-2
MPXV

What happens when an EUA ends?
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Manufacturer Assays Lab Assays

Class I
(e.g., Strep LFA)

Class II
(e.g., influenza NAAT)

Class III
(e.g., HIV VL)

Exempt 510(k) pathway De novo PMA

FDA Review

IVD or modified 
FDA assay

Validation
(CLIA ‘88 rules)

Clinical LDT

Commercial Assay

FDA Oversight CMS Oversight
Traditional FDA Approval
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The role of EUAs
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EUA declaration signed by the DHHS secretary 

A national emergency must exist and be declared

Congress drafted legislation allowing FDA to review and provisionally approve medical 
countermeasures

Developed to address challenges faced during the 2001 US anthrax attacks
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Manufacturer Assays Lab Assays

Class I
(e.g., Strep LFA)

Class II
(e.g., influenza NAAT)

Class III
(e.g., HIV VL)

Exempt 510(k) pathway De novo PMA

EUA pathway

• “May be effective”
• Benefits >> Risks
• No Alternatives

IVD or modified 
FDA assay

Validation
(CLIA ‘88 rules)

Clinical LDT

Commercial Assay

FDA Oversight CMS Oversight
EUA Approval Pathway
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EUA and SARS-CoV-2
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27 Jan. 2020

DHHS declares SARS-CoV-2 a 
Public Health Emergency

2 Feb. 2020

EUA declaration issued. 
Under this EUA, LDTs may not be 
performed until they have been 
reviewed by the FDA.

10 Feb. 2020

Several prominent clinical 
microbiologists raise concerns 
about this process on 
ClinMicroNet

28 Feb. 2020

107 Clinical microbiologists send 
a signed letter to

29 Feb. 2020

FDA published guidance 
document allowing high-
complexity laboratories to 
develop SARS-CoV-2 LDTs
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(e.g., Strep LFA)

Class II
(e.g., influenza NAAT)

Class III
(e.g., HIV VL)

Exempt 510(k) pathway De novo PMA

EUA pathway

• “May be effective”
• Benefits >> Risks
• No Alternatives

IVD or modified 
FDA assay

Validation
(CLIA ‘88 rules)

Clinical LDT

Commercial Assay

FDA Oversight CMS Oversight



Private Information

EUA and SARS-CoV-2
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EUA and SARS-CoV-2
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27 Jan. 2020

DHHS declares SARS-CoV-2 a 
Public Health Emergency

2 Feb. 2020
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28 Feb. 2020
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complexity laboratories to 
develop SARS-CoV-2 LDTs
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EUA and SARS-CoV-2
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27 Jan. 2020

DHHS declares SARS-
CoV-2 a Public Health 
Emergency

2 Feb. 2020

EUA declaration issued. 
Under this EUA, LDTs 
may not be performed 
until they have been 
reviewed by the FDA.

10 Feb. 2020

Several prominent 
clinical microbiologists 
raise concerns about 
this process on 
ClinMicroNet

28 Feb. 2020

Clinical microbiologists 
send a signed letter to 
Congress

29 Feb. 2020

FDA published 
guidance document 
allowing high-
complexity laboratories 
to develop SARS-CoV-2 
LDTs

13 Mar 2020

First commercial EUAs 
issued

7 May 2020

CAP Clinical 
Microbiology 
committee issues 
guidance document for 
verification of EUA 
assays

19 Aug 2020

DHHS announces FDA 
does not have authority 
over LDTs

17 Mar 2021

First commercial assay 
receives full FDA 
marketing authorization

15 Nov 2021

DHHS rescinds policy 
barring FDA from LDT 
review

v
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EUA and MPXV
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9 Aug. 2022

PHE declared for Mpox

7 Sep. 2022

EUA issued

13 Sep. 2022

FDA Guidance 
document released

• FDA does not intend to object 
to mpox LDTs when:

» The test is PCR based
» The test uses lesion swabs
» The test is appropriately 

validated
» The lab notifies the FDA 

within five days of validation

Should high-complexity clinical 
laboratories be allowed to 
expand testing?
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Expanding capacity for diagnosis and 
surveillance of mpox

Avg Ct w/ ulcer: 19.6
Avg Ct w/o ulcer: 25.3
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Results
• 7 MPXV+ patients w/o history of mpox
• 4/7 were cisgender women who 

reported only heterosexual activity

Expanding capacity for diagnosis and 
surveillance of mpox

6.5% of MSM undergoing STI screening 
had MPXV detected from rectal swabs
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What happens when an EUA expires?
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https://doi.org/10.1016/j.yamp.2023.07.008

https://doi.org/10.1016/j.yamp.2023.07.008
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EUA Timeline

Public Health Emergency

23

EUA Declaration

PHE Ends

???

Advanced notice 
of termination

EUA Ends
Transition 
phase

https://www.fda.gov/media/155039/download

180 days
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What happens when an EUA expires?
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For Manufacturers
Assays must be submitted for review by 
traditional FDA pathways
If the assay is not submitted for review, it is 
no longer approved for clinical use

For Laboratories
Any COVID LDTs will be treated as other 
LDTs
For EUA assays, some verification studies 
may be repeated
Any modification to EUA assays following 
termination will require validation studies
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Get to know thy neighbor…sooner than later

Partnering with Public Health

25
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Do’s and Don’ts of  Interacting with Public 
health

26

Be strangersDon’t

Assume you understand each otherDon’t

Offer to collaborateDo

Share resources when possibleDo

Communicate early and oftenDo
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Don’t Be Strangers
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Pick up the phone Set up a meeting

Form a 
taskforce/team

Stay in constant 
communication
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Don’t Assume You Understand Each Other
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Tour each other’s 
lab

Learn each other’s 
basic processes

Learn each other’s 
limitations

Meet each other’s 
technical staff
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Do Offer to Collaborate
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FIND MUTUAL INTERESTS FIND MUTUAL PAIN 
POINTS

EXPLORE 
COMPLEMENTARY ROLES
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Do Share Resources When Possible
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INSTRUMENTATION PROCEDURES TRICKS/EXPERIENCE

SPECIMENS CONTACTS/CONNECTIONS
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Do Communicate Often and Early
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If something 
looks 

off…reach out

One-offs may 
be worth a 

conversation

Unexpected 
results are 

worth 
discussing

Follow up on 
referrals
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Other Labs and Federal Agencies

Partnering With & Beyond Public 
Health

32
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Who Else Can You Partner With?
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LOCAL HOSPITALS OTHER MEDICAL 
SYSTEMS IN YOUR 

REGION

REGIONAL 
REFERENCE LABS

NATIONAL 
REFERENCE LABS
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Example of Success

Lessons learned from Zika virus
• CDC’s DLS (Division of Laboratory Systems) 

spearheads private-public partnership thru an MOU
» National Reference Labs (via ACLA) 
» Federal Agencies (CSTE, APHL, CDC, FDA)
» Other associations (AdvaMed, AMP, NILA) 

34

Salerno RM, Chaitram J, Andreadis JD. Building a Public-Private Partnership to Enhance Laboratory 
Preparedness and Response in the United States. Disaster Med Public Health Prep. 2021 
Oct;15(5):657-660
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DLS Improves Communications 

35

Optimizes LOCS – Laboratory 
Outreach Communication System

More frequent & timely 
communications in “real-

time”

Ability to engage surge 
capacity response with 

partners

Regularly schedule informative 
webinars

Quarterly call with partners
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ARUP Creates Defined Roles

• Partners now have defined contacts
• New director roles interface with outside agencies

36

Director of Emerging Public Health Crises

Director of High Consequence Pathogen ResponseMarc Couturier

Benjamin Bradley
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Multipronged approach

Organic Communications from 
Within the Lab Community

37
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ClinMicroNet
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International group of clinical microbiology 
laboratory directors 

Semi-private listserv 
hosted by ASM 

Criteria for membership: 

• Doctoral-level clinical microbiology 
laboratory director 

• or Laboratory manager/expert with 
national standing and peer 
recognition
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ClinMicroNet
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DISCUSS TRENDS SHARE CONCERNS REPORT UNUSUAL 
FINDINGS

CAN SERVE AS 
“OUTBREAK RADAR”

All email-based…real-time communication
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Rapid Publication of Information
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Fast-track 
publications

Crowd-sourcing 
data

Professional 
committees 

drafting guidance, 
near real-time
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Rapid Publication Requires Contacts
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KNOW YOUR PEERS 
AND HOW TO 

CONTACT THEM

MAKE PHONE 
CALLS TO 

COLLEAGUES

LEARN WHO YOU 
CAN WORK WITH 

EFFECTIVELY

BUILD TRUST

***See previous strategies w/Public Health***
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Establishing and understanding the limits of your lab

What can(‘t) you do?

43
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Questions to ask about your lab
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Facilities

Is there space?
What are your 
certifications?

Personnel

Are there protocols?
Are personnel 
trained?

Available assays

Establishing the 
minimum
Travelers with fever?
Post-outbreak 
maintenance 
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Questions to ask others
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Division of Laboratory SystemsLab Response Network
» What testing do you have available?
» Are there plans to build capacity?
» Can I send you this isolate for rule out?

» Available validation materials
» Protocols
» Communication

» Who is your LRN reference lab
» Sentinel vs. Reference lab
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Questions to ask about the pathogen

• BMBL is useful resource
• For each pathogen ask:

» Specimen handling
» What tests can be 

performed
» Risk mitigation strategies

• Know your assay!

46
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Know your assay!

47

Molluscum
Variola*
Vaccinia
MPXV clade I*
MPXV clade II

Vi
ru

se
s

Assay Target

Not Detected

Detected
Virus

https://doi.org/10.3390/v14112393

G2R target 
is missing!
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What will you do?

• There is no one-size-fits-all answer

• Define the boundaries of your gray zone

• Expand the lines of thinking
» “Yes, and…”
» “No, and…”

48
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Now…go.

Ok, so you think you have a plan…

49
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Re-emerging Examples
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EV D68 Polio Measles

Mumps TB Malaria
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Malaria in the US

51

Failing competency for 
microscopy

Are results accurate?

Who are your resources?

1 FDA cleared rapid antigen Source specimens to verify?

1 FDA cleared NAAT 
(as syndromic panel)

Source specimens to verify

Viable for just malaria?

Reference lab NAATs as 
LDTs

Limited availability

Not intended for diagnosis

Pathway for testing/submission?
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