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I NTRODUCTIO N e The applicability of standard selectivity profiling in lysate extends beyond kinase and HDAC inhibitors. Figure 3
TR g \| [ mscser show more examples of different target classes that are of interest for drug development in oncology.
e Confirming selective binding reduces off-target effects and improves drug safety. arn P\ I\ (" ooy * The DUB (deubiquitinating enzymes) targeting probe RA-9 show target engagement of several USPs (Ubiquitin
L . . . . . > e N\ Specific Proteases) as well as some off-targets.
 Pelago Bioscience offers a proteome-wide, unbiased Selectivity Profiling Service. \ . . . .
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. . . . . Lo NS TN e e PI3 kinase inhibitor Idelalisib engages with its primary target PIK3CD and also withPIK3CB and the regulatory
e Supports large-scale compound testing early in drug discovery to identify potential liabilities early. s - prag T )
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We proﬁled a set of well-characterized probes and marketed drugs to demonstrate the ut|||ty of our Figure Tc. Example non- o CAMK CaMK:’;aMKm I(Ogarteteer:? OAbe?TI]k;iféilkl)b Figure 3. Selectivity profiling of the DUB inhibitor RA-9, two EZH2 methyltransferase inhibitors, the PIK3CD inhibitor Idelalisib and the
N/ 1k : - , MARKs ‘ PARP1 inhibitors Olaparib and Talazoparib
Selectivity Profiling service. protein kinase hits st [ wanic (purple) and Dasatinib (blue) P P
Figure Tadisplays concentration-dependent responses for key protein hits for Abemaciclib and Palbociclib.
* Abemaciclib appears more promiscuous than Palbociclib. Histon deacetylates (HDACs) are key enzymes regulating important cell processes such as cell-cycle progression
e Shared targets include CDK4, CDK6, and the complexing partner, cyclin D3 - CCND3. and apoptosis. Figure 2 delineates the CETSA selectivity profile of several HDAC inhibitors.
e Examples of targets engaged by Abemaciclib are CAMK2G, GSK3A/B, IRAK1, and PRKCB and ALDH1B1. e Clear differences in selectivity profile observed across compounds tested at 30 uM (both HDAC and non-HDAC
. : targets).
e Palbociclib uniquely engages PLK1. gets)
. : . - : . e Entinostat (non-hydroxamate) appears to have cleanest profile. . . . . . .
e The data highlights the value of broad unbiased selectivity profiling based on relative selectivity and ( y ) app P A new Standardized Selectivity Service, based on CETSA with MS detection, allows for
potency in understanding compound specificity and off-target potential. * Panobinostat has the most off-targets. target engagement assessment of >5,000 proteins.
Figure 1b shows the kinase selectivity profiles of Abemaciclib, Palbociclib (CDK inhibitors), and Dasatinib Other RRM2 In contrast to other selectivity panels, this Standardized Selectivity Service is unbiased,
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e Asexpected, the CDK inhibitors show overlapping profiles, while Dasatinib engages a distinct kinase set. Other ALDHIIB] g MIOIREIL] IERAA FIECH The service is well suited to compare relative selectivity of compounds with similar mode
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Concentration (uM) Cllorfs4 Cllofs4  Cllorfs4 The service is also well suited to be used in the lead generation/lead optimization phase
— P s STRAP to assess selectivity of different compounds or compound series.
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Figure1la. Top kinase and non-kinase hits (examples of common hits highlighted in blue, and examples of hits that are not shared
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between the two targets are hlghllghted In aprlcot) for Abemaciclib and Palbociclib tested at five different concentrations Flgure 2. SeleCtIVIty proflllng of HDAC inhibitors AB. This'information is not intended to encourage the use of these products in.any manner that might infringe upon the intellectual property rights of others.




