
B.2 Definitions and Scope of Category 2 Oversight 

B.2.1 Definition #1: Pathogen with Pandemic Potential (PPP) 

A pathogen with pandemic potential (PPP) as defined in the Policy is a "pathogen that is likely 

capable of wide and uncontrollable spread in a human population and would likely cause 

moderate to severe disease and/or mortality in humans." 

A pathogen's capability for "wide and uncontrollable spread in a human population" is a 

function of the pathogen's ability to spread in a human population through an efficient 

means of transmission (e.g., via aerosol, respiratory droplets, direct contact, fomites, etc.). As 

a general benchmark, "wide and uncontrollable spread" typically refers to pathogens 

expected to exhibit sustained human-to-human transmission in a population under specific 

conditions, or an effective reproductive number (Rt) greater than one. Conditions that aid 

wide and uncontrollable spread include a relative lack of pre-existing population immunity to 

the pathogen, environmental stability of the pathogen, respiratory route of transmission, and 

lack of availability of or access to non-medical and medical countermeasures (MCMs) to 

contain the pathogen. Once a population has been exposed to a pathogen over multiple 

years or seasonal cycles, the ability for that pathogen to spread disease throughout the 

human population and cause moderate to severe disease in humans may diminish. However, 

the absence of one of these conditions alone is insufficient to rule out pandemic potential. 

For example, Influenza A virus subtype HlNl (1918) is considered to have pandemic potential 

because it may be able to spread widely in a population despite the existence of MCMs. 

A pathogen's capability to cause "moderate to severe disease and/or mortality in humans" 

may be estimated by comparing case hospitalization rate (CHR) and/or case fatality rates 

(CFR). These comparisons may not be clear-cut or relevant in every circumstance, but rather 

can provide a high-level guideline to help Pis, IREs, and federal funding agencies assess which 

pathogens are included and excluded from the PPP definition. 

While Rt, CHR, and CFR are key tools for determining whether a pathogen is a PPP, it is 

important to note that these metrics can vary widely based on a range of factors (e.g., levels 

of population immunity, access to health care, community behaviors, etc.), and relevant data 

on these metrics may not be available for many pathogens under study in the laboratory. 

Other pathogen characteristics for determining moderate to severe disease potential may 

include types of symptoms, duration of disease, or long-term symptoms that persist after 

infection. 
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of function, but that experts also believe could possibly increase transmissibility of the 

pathogen. An indication of generating a pandemic influenza virus with enhanced 

transmissibility represents a risk of high consequence to the public if that agent were to be 

accidentally released. Such a study should therefore undergo Category 2 oversight because, 

despite the fact that generating a PEPP is not the likeliest outcome, it has a non-trivial 

likelihood of resulting in a PEPP. 

"Excludes experiments in which an expert would anticipate the outcome to be 
technically possible, but highly unlikely": For many experiments it may be possible to 

imagine a scenario, however unlikely, in which a genetic mutation surprisingly results in an 

increase in virulence or transmissibility against all reasonable expectations and prior 

evidence. The purpose of the Policy is to prioritize oversight for experiments that may pose 

the greatest risks. Technically plausible outcomes with very low likelihoods, as assessed 

based on pre-existing evidence, are not subject to Category 2 oversight. As per the Policy, if 

such a result unexpectedly arises during the conduct of research, the study should be halted, 

immediately be flagged for the IRE and funding entity, and be subject to Category 2 

assessment and risk mitigation. 
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