
S d J 13th 2013Sunday, January 13th, 2013
1:00  PM – 5:00  PM EST

Keynote Presenter:  Michel Bouvier, Université de Montréal

Dr. Bouvier is a world leader in GPCR function and screening. He has worked on a myriad of aspects of GPCR 
biology including β-arrestin mediated signaling, ligand bias, and oligomerization. In addition to his work on the 
fundamental aspects of GPCRs, he and his lab are pioneering novel multiplexing technologies for screening.

1:00  - 1:40 PM Buses depart Gaylord Palms to SBMRI  (tour and reception upon arrival)

Layton Smith

Where Is the Next Generation of Medicines 
Going to Come From?

1:55  PM
Welcome and Opening Remarks

Michel Bouvier, Biochemistry Professor and CEO IRICoR, Institute for Research In Immunology 
and Cancer

Université de Montréal

Folding, trafficking and functional selectivity of G protein-coupled receptors: new targets for 

2:00 –2:45 PM

g, g y p p p g
drug discovery?
During this talk, we will discuss the potential implications of two emerging concepts in GPCR biology for drug 
discovery. It is now clear that each GPCR can engage multiple signaling pathways and that distinct ligands
can favor the activation of some of these pathways while inhibiting others. This concept known as functional 
selectivity or ligand biased signaling has obvious implications for our approaches toward drug discovery. We 
will review the concept of functional selectivity and describe the development of new tools that allow to 
monitor such selectivity in living cell and promise the development of drugs with better specificity profiles. An 
increasing number of genetic diseases have been linked to miss-folding and miss-targeting of GPCRs. We will 
describe how small molecules that target the miss-folded receptors can act as pharmacological chaperones g p p g p
and rescue folding, trafficking and function of the receptors. Example of the development of pharmacological 
chaperones for two diseases, nephrogenic diabetes insipidus (resulting from mutations in the V2 vasopressin 
receptor) and early onset severe obesity (resulting from mutations in the MC4 melanocortin receptor) will be
presented. 

Patricia McDonald, Associate Scientific Director , Translational Research Institute

The Scripps Research Institute

2:45 –3:10 PM

The Use of Label-Free Technology to Monitor Receptor Activation and Desensitization
Activation of intracellular second messenger cascades, resulting from GPCR-ligand interactions, induce 
cytoskeletal rearrangement leading to changes in cell morphology. These rapid whole-cell responses can be 
measured using a label-free technology that measures changes in cellular impedance. Moreover, owing to the 
non-invasive nature of such technologies, in addition to detecting receptor activation; receptor 
'desensitization', the process by which GPCR signaling is terminated, can also be detected and quantified. The 
use of emerging label-free technologies for the purpose of determining the propensity of various GPCR 
ligands to induce desensitization will be discussed.



3:10 –3:35 PM

Stefan Knapp, Professor of Structural Biology and Group Head, Structural Genomics Consortium

University of Oxford

Bromodomains: a Family of Druggable Epigenetic Effector Domains
Bromodomains (BRDs) are acetyl lysine binding modules that have emerged recently as interesting targets 
for drug discovery. The main effort in this target area has been focused on the family of transcriptional 
regulators of the BET family of BRD proteins. In this presentation if will describe recent progress made 
identifying new inhibitors for this family as well as strategies inhibitor development that selectively targetidentifying new inhibitors for this family as well as strategies inhibitor development that selectively target 
these protein interactions.

3:35 – 4:00 PM 

Ellen Berg,  Chief Scientific Officer and General Manager

BioSeek (a Division of DiscoveRx)

High Throughput Human Biology for Deconvolution of Drug Mechanisms of Action
The high rate of attrition and escalating costs in drug discovery requires innovative approaches.  Assay 
systems that provide a more physiologically relevant assessment of drug action can improve our ability to y p p y g y g p y
identify safe and effective therapeutics earlier in the process.  Biologically Multiplexed Activity Profiling 
(BioMAP® profiling) uses human cell systems to assess the activities of drugs across a panel of complex 
primary human cell-based assays to provide a better understanding of drug mechanisms relevant to human 
disease biology. We have generated a large database of drug activity profiles in these assays and have 
developed analytical tools for the rapid deconvolution of compound profiles to their target and pathway 
mechanisms.  Here we will discuss how these data are being used to develop predictive models for drug 
safety and efficacy.

Siobhan Malany, Chemical Biology Team Leader

4:00 – 4:25 PM 

Sanford-Burnham Institute for Medical Research

Phenotypic Screening at SBMRI: From Assay Development to uHTS, Identifying Inhibitors of 
Triacylglycerol Accumulation in Muscle
We have developed and validated an assay in a 1536 well plate format to measure intracellular TAG 
accumulation in differentiating H9c2 myoblasts. These cells are derived from rat heart, but exhibit skeletal 
muscle characteristics including the expression of skeletal muscle-specific genes. Cells were treated with oleic 
acid and stained for lipid using Nile Red. Florescence intensity was either determined by Envision plate 

d b Hi h C i i d d d f hi id ifi d f i h NIH'reader or by High Content imaging and data sets compared for hits identified from screening the NIH's 
Molecular Libraries compound collection. In summary, we have identified potent inhibitors of lipid droplet 
accumulation in muscle cell line as probes to better understand the molecular pathways involved in lipid 
metabolism that leads to lipotoxicity.

4:25 – 4:35 PM Closing Remarks

4:35 – 5:00 PM Bus departure and arrive at Gaylord Palms Convention Center 


