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Number of days/hours price 

 day - 24 hr   7,50 

2 days  48hr   12.00 

3  days - 72 hr   16,00 

4 days - 96 hr   20,50 

- 
- 
- 
- 
- 
- 
- 



7





















 

 





















 
 
 
 
 
 



























 
 















Cathepsin S (Cat S) is a cysteine protease that resides within the acidic lysosomes of 
hematopoietic cells and plays an important role in antigen presentation to CD4+ T-cells. Thus, 
inhibition of CatS may help to attenuate hyperresponsiveness and provide relief from certain 
autoimmune disorders.1 Recently, CatS has also been implicated in the pathophysiology of 
diseases related to other therapeutic areas, most notably neuropathic pain.2 We originally 
identified nonpeptidic and noncovalent tetrahydropyrazolopyridine Cat S inhibitors from a 
virtual screen of the Janssen corporate compound collection.3 As a complementary approach to 
lead generation, we also pursued a fragment-based technique known as Tethering4, in which 
site-directed mutagenesis was used to introduce cysteine residues into various subsites of CatS. 
Each individual construct was then screened against a library of disulfide-containing 
compounds, and the resulting protein-ligand disulfide adducts were characterized by mass 
spectrometry. Herein we describe how a low affinity pyridazinone fragment 1 discovered 
through naïve Tethering was optimized for binding in S2 and linked to P3 and P5 groups 
previously identified for a tetrahydropyridinepyrazole P2 core to provide a new series of potent 
diazinone-based CatS inhibitors, such as 2.5
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It is widely appreciated that interaction kinetics has a substantial impact on the 
pharmacodynamic and pharmacokinetic properties of a drug, and that kinetic parameters are a 
valuable source of information throughout the drug discovery process. In order to determine and 
evaluate the relevant kinetic parameters of a drug-target interaction, the interaction mechanism 
needs to be understood. Far from all interactions can be adequately described by a simple 1:1 
Langmuir interaction model. When the interaction mechanism is more complex, the kinetics are, 
accordingly, also more complex. In a multiple-step mechanism, it is important to identify the 
kinetic constants that determine the kinetic characteristics of the interaction. A similar interest 
for thermodynamic data is emerging, although the experimental basis for interpretations of 
thermodynamic data and its connection to interaction characteristics is still very limited. 

Our research has focused on generating kinetic data by use of surface plasmon resonance (SPR) 
biosensors and interpreting the ligand target interactions from a drug discovery perspective1,2. 
We have provided evidence for interaction complexities that have been overlooked by the 
methods conventionally used for identification of weak hits and characterization of high affinity 
leads. By understanding such complexities it is possible for experimentalists to set up 
experiments appropriately and for medicinal chemists to focus on the critical features of an 
interaction in order to design compounds with ideal properties for clinical efficacy. 

Similarly, we have generated experimental datasets exploring the thermodynamic profiles of 
different ligand-target interactions3,4,5. They illustrate that the text book interpretations of 
enthalpic and entropic effects are too simplistic for rationalization of thermodynamic data, 
demonstrating the need for structural data and further exploration of these characteristics and 
their relevance for design of optimal drugs.  

(1) Elinder, M. et al.,  Biochem. Pharmacol. 2010, 80,1133-1140 
(2) Geitmann, M et al., J. Med. Chem. 2006, 49(8): 2375  2387. 
(3) Geitmann, M. et al., Bioorg. Med. Chem. 2007, 15; 7344-54 
(4) Elinder, M. et al., Manuscript in preparation. 
(5) Winquist, J. et al., Manuscript in preparation. 
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Journal, 21, 720-731, 2007. 
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This poster describes the new technologies adopted within Global Discovery Chemistry at 
Novartis Horsham to attempt to accelerate the drug discovery process. Examples include the use 
of flow-chemistry, Lab2Lab – an automated method for submitting analytical samples and a 
photochemistry initiative. 
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1: N2-{[3-(4-{3-[(1H-pyrrolo[2,3-f]quinoline-2-carbonylamino)] 
propylamino}butylamino)propyl]}-1H-pyrrolo[2,3-f]quinoline-2-carboxamide

 



 

 


