SULSA Project Screening Proforma


Project Assessment for SULSA
Access to High Throughput and Fragment Screening Fund
Please complete the following sections:

1. Project title:
2. Applicants: (please note only one project per principal investigator) 

Principal Investigator (name, affiliation, email address):

Co-Investigator(s) (name, affiliation, email address):
3. Please indicate which of the following statements apply to the project in question:

· The target is a potential drug target for a neglected disease

Yes/No
· The target is an emerging drug target for a disease
 

Yes/No
· The target is a drug target for disease/indication not normally 

addressed by the biopharmaceutical community 


Yes/No
· The target/pathway is under active academic research and a 

chemical tool is required to further dissect its role in biological 

systems








Yes/No

· The target is a high value target for the pharmaceutical industry
and may create licensing opportunities




Yes/No

· The target requires a novel mode of action to improve upon
current therapies






Yes/No
4. Please provide a short summary of the rationale of the project and indicate what the potential value/contribution of a new agent (small molecule or biologic) would be to the further scientific investigation following the screening project (Max 400 words). 

5. Please describe your strategy for securing further funding to develop the project if attractive ‘hits’ are discovered by the screening project (Max 200 words). 

6.  Please indicate the Facility within which the project will be prosecuted (please visit http://www.sulsa.ac.uk/funding/HTPS for details about screening facilities available 
in SULSA network).  We strongly advise you discuss the potential costs of the project with principle investigator at your preferred screening facility before submission. Useful contacts are: 

· Scottish Hit Discovery Facility: Dr David Gray (d.w.gray@dundee.ac.uk)

· Strathclyde Innovations in Drug Research: Prof Alan Harvey (a.l.harvey@strath.ac.uk) or Prof Simon Mackay (simon.mackay@strath.ac.uk)

· Biosensor Fragment Screening: Dr Iva Navratilova (i.navratilova@dundee.ac.uk)

· One Bead – One Compound Combichem Library Screening for identification of direct binders a/o inhibitors, (on-bead, on-chips, in-solution, cellular, model organism assays feasible): Prof Manfred Auer (manfred.auer@ed.ac.uk), Chemical & Translational Biology, Edinburgh
· Scottish Biologics Facility: Dr Soumya Palliyil (soumya.soman@abdn.ac.uk)
· Scottish Bioscreening Facility: Dr. Eric Kalkman (Eric.Kalkman@glasgow.ac.uk)
Please provide justification for the selection. (Maximum 100 words)
	


7. To qualify for support, the minimum following assay requirements should be met :

Biochemical HTS Assay:
· Recombinant protein (>80% pure) provided by partner in single batch
· Assay operational in 96 well plate (but scalable to 384)
· No complex separation protocols 
· Characterised standard inhibitor available from partner or commercial source  

· Assay reagents must be commercially available or supplied by partner 

Cell-based HTS Assay:
· Available stable cell line with adequate expression of protein(s)/gene reporter of interest provided by partner (certified mycoplasma-free)

· Readily cultured with good adherence
· Assay operational in 96 well plate (but scalable to 384)

· Incubation period of assay within 72 hours  

· Characterised standard inhibitor/activator available from partner or commercial source
· Assay reagents must be commercially available or supplied by partner 
Biosensor (Surface Plasmon Resonance) Fragment Screening Assay:
· Recombinant protein options: 
a) (>90% pure) provided at least at concentration 1mg/ml  in solution preferably without any components with primary amines, this protein needs to be stable at low pH - below pI for 30 min, or if < 50 kDa this stability is not required, amount (~ 1mg). (protein is directly immobilised via primary amines or thiols, therefore the binding site needs to be free of these groups, or blocking ligand has to be available)
b) (>80% pure) with biotin BAP tag, without any free biotin present, in solution at concentration 1 mg/ml (amount ~ 1mg)
· Assay operational in 96  or 384 well plates 
· Characterised standard ligand available from partner or commercial source binding to target at nM or low uM affinity (amount ~ 1mg)
· Assay reagents must be commercially available or supplied by partner 
TOBOC Screening (Large scale One-bead one compound libraries, small molecules and peptidomimetics tagged or untagged/Integrated Chemical Biophysics) 
Assay Options:
· Target: Any target in soluble form for direct binding assays, competition assay for solution screening, labelled target, e.g. FP on/in cells, or model organisms, functional assays.  
· Targets with known structure: Design and focussed library approach. > 200 predesigned enumerated libraries in database, ready for new library based in –silico screening. Finding library for target, finding target for library, and scaffold hopping from known inhibitor to library approaches available.
· Screening possible by CONA on the solid surface of beads, in solution (direct binding and competition), cellular (binding and functional, if assay can be built, or is available), or in model organisms.
Biologics Screening:  Libraries available for screening include Antibody Phage Display libraries (scFv format),  Domain antibody Phage Display library (single domain format) and Phage Display peptide libraries.  Assay requirements are:
· Target antigen (protein, peptide or hapten) provided by partner (~2 mg)

· >90% pure, soluble form

· If the target antigen is a peptide or hapten (low molecular weight compounds) both the conjugated form (antigen conjugated to carrier proteins BSA / KLH / TG or biotinylated antigen) and free form has to be provided by the partner. In this case, the amount of antigen required is ~1 mg each of conjugated and free antigen. 

· Cell/tissue based functional assays can be developed with partner input. In this case, the assay reagents must be commercially available or supplied by the partner. 

If you are unable to meet all of these requirements, please explain current status of assay (or protein):


[image: image1]
8. Please summarise the assay format and current status of protein reagents
9. Please indicate which screening library(ies) you are interested in screening (see http://www.sulsa/ac.uk/funding/HTPS )
10. Please indicate if a chemistry partner, to enable hit compound resynthesis and analogue selection to progress hit validation work, is in place for this project. In either case please provide details of how you envisage the project being progressed.

11. Please confirm the total value of support* being requested and that matching funds (minimum 20%**) are in place (SULSA will provide up to 80% of cost of each screening project).  Please remember to include all costs associated with prosecuting the screening campaign, e.g. protein purification.

*to include protein purification, travel, etc. where appropriate

**under very exceptional circumstances, the 20% matching contribution can be partially waived.  Applicants must justify why they cannot come up with 20% of the required funds.

