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What this amendment is for: 
Our lab is seeking to develop immunotherapies (vaccines and monoclonals) which train or induce the immune system to target small molecule pollutants. These small molecule pollutants, such as pesticides, flame retardants, and PFAs, represent diverse health threats with no specific therapeutic interventions available. By using immunotherapeutics, we hope to limit these small molecules’ capacity to cause detrimental effects at the patient level by eliciting/inducing antibodies which bind to these small molecules and prevent their trafficking into tissues of interest. Such a therapeutic would represent a “first in class” therapeutic innovation.
To date, we have had success in manufacturing, structurally characterizing, and immunizing with such constructs. They have subsequently elicited significant and specific responses towards targeted towards target molecules in diverse contexts. Our next step in demonstrating these exciting immunotherapeutics’ efficacy will be to test if they can prevent toxic phenotype in the context of a challenge trial.
Our amendment seeks to add a unique challenge trial protocol to our immunotherapeutic discovery project license. Our current license does, relevantly, already have a challenge protocol. However, this protocol uses the term “infection” to describe challenge. This amendment is needed to allow for challenge trials against non-contagious pathogenic agents – in this case, diverse acute and chronically toxic small molecule pollutants. These agents are not truly “infectious,” though they are pathogenic and their effects can be transferred in limited circumstances through secondary exposures. However, these challenge trials represent a crucial and terminal point in pre-clinical immunotherapeutic development, being the “gold standard” for proving immunotherapeutic efficacy. Therefore, we wish to properly amend our license to explicitly include this distinct form of challenge.
In order to accomplish this goal in line with the 3Rs, a minimal number of animals will be exposed to the minimal needed dose of agent to cause replicable acutely toxic effects. This risk, however, is necessary to demonstrate the efficacy of the therapeutic in a real world context, as many of these agents are used in deliberate self harm, which causes severe toxicity and death.

Why this amendment is needed: 
Though our current license has a challenge protocol at present, it specifies “infection” by biological agents. Though the approved biological agents may be as or more deleterious than chemicals we are evaluating in many cases, as our agents are not living and capable of replication, they do not accurately fit the term “infection.” As such, we wish to add this protocol to expand the breadth of our license to include these analogous, but less common, forms of pathogenic agent. 
Additionally, this amendment is required as a limited subset of animals in the study may experience severe adverse events during the course of these challenge trials. Our current license is currently limited to moderate events.

Amendment location:
An additional Protocol (Protocol 13) has been added. Other edits (highlighted) are made in relevant answers among non-Protocol sections.



