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New Lead/Preclinical Candidate Compound

GNA NOW Expression of Interest (EoI) template
Please respond to all questions below, in a maximum of 5 pages . Please only include non-confidential data and methods used in responding to the questions. You are not expected to have all the requested data/answers. Where relevant, please indicate if you have additional data that you intend to include in a confidential dossier (to be assembled if your EoI has been selected). Please adjust your answers to the stage of your programs: in case of a lead optimisation program, provide data for the lead compound and, where relevant, for a few analogues; in case of a program at pre-candidate stage (possibly more than one compound not yet assessed in non-GLP in vivo rat tox studies) or at development candidate stage (a single compound already assessed in non-GLP rat tox studies), please provide data for these compounds only.  

Question 1: Name of legal entity and full contact details of primary person submitting this EoI 
Please state the type of organisation (large enterprise, small to medium-sized enterprise, academic, non-profit). The EoI may come from a single entity or several entities that have been involved in the program up to date or who may hold shared ownership. Applicants do not have to provide their full scientific capability for program development - the GNA NOW Consortium will complement the capability of the program owner and provide full scientific development. 

Question 2. Short history of the programme
Please summarize the origin of the program (including hit finding strategy), the targeted indications, the competitive landscape, the IP position, the stage (lead optimisation, pre-candidate or development candidate), the next milestone(s) and expected overall timelines. Please also provide information on funding and whether the applicant holds direct ownership or permission to develop the program. 

Question 3. Target Product Profile (TPP)
Please use table below.
	Species addressed
	

	Indication(s) and targeted population(s)
	

	Positioning compared to relevant competitor compounds
	

	Foreseen route and regimen of administration
	

	Foreseen co-administration (if applicable)
	



Question 4: Data on the target
Please state if the target is known or not. If so, and if not confidential, please summarize the background information (including selectivity vs potential human orthologues) and validation data on the target. Report, if relevant, the selected on-target activity data. Please also answer the following questions: Is there evidence that shows that whole-cell antibacterial activities are born by the modulation of the target? Is there a correlation between MICs and target affinity? Is there any structural information that can be provided? 

Question 5: Chemistry and Process Chemistry 
Please provide calculated properties (Ro5, LE, LLE, PSA, globularity, etc.). For a lead optimisation project, please indicate the number of analogues already prepared and the typical timelines to produce 10 mg or 1 g of a new analogue. Have you already developed a large-scale synthesis (> 50g)?  
Providing structures at this stage is not mandatory. However, displaying structures will be required in the confidential dossier (in case of a positive EoI review, and provided a Confidentiality Disclosure Agreement has been signed).

Question 6: Microbiological profile 
For all key TPP pathogens (e.g. E. coli, K. pneumoniae, P. aeruginosa and A. baumannii), please provide MICs vs your primary panel of strains (including, if possible, efflux-deficient or hyper-permeable strains), MIC90 values vs representative strains, the results of resistance studies (FoR, characterization of resistant mutants and other MoR studies), and the results of time kill experiments. If available, you may also include MICs vs other pathogens (e.g. Mtb, Gram(+), other Gram(-), anaerobes, …) and data on the impact of various effects on MICs (serum, pH, salts, surfactant, NaHCO3, inoculum size, etc.).

Question 7: Phys-chem and ADMET profile 
Please provide experimental phys-chem (e.g. logP/logD at pH 7.4, pKa and aqueous solubility) and ADMET (e.g. metabolic stability across species, CYP liabilities, ion channel inhibitions, intestinal permeability, protein binding across species, haemolysis, cytotoxicity vs mammalian cells, in vitro pharmacology, genotoxicity, etc.) properties.   

Question 8: PK properties 
Please report selected PK data in various species, in various tissues (including urinary excretion for a cUTI-containing TPP) and, if possible, by the various routes of administration. 

Question 9: In vivo efficacy data 
Please provide selected efficacy data in various TPP-relevant models of mice infections caused by various TPP-relevant bacterial strains.

Question 10: In vivo toxicity data 
For a lead optimisation or pre-candidate program, please provide tolerability data in rodent for your best compounds at doses relevant to the efficacious doses in mice. For a development candidate, please provide a summary of the outcome of the animal in vivo tox studies, along with the corresponding estimated safety margin(s).  
 
Question 11: PK-PD studies (in case of a pre-candidate or a candidate) 
Please provide drivers of efficacy and, if available, projected human doses for your candidate.

Question 12: Known liabilities and risks of the programme 
Please summarize the known liabilities and risks of the programme and describe your mitigating plans during lead optimisation or preclinical development. 

Question 13: Foreseen development pathway for the programme 
Please comment on the main scientific activities, the resources, estimated timelines and the articulation with GNA NOW that you think are necessary to develop this program. 
At this stage, give an overview of resources needed, the potential costs or time required. The details will be defined jointly by the Compound Owner and the GNA NOW Incubator Management Office upon preparation of the full dossier (assuming a positive EoI review).
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