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Human cathepsin S (CatS) is a
cysteine protease

* Endopeptidase activity only

* Notably active at neutral pH

* |nvolved in physiological and
pathophysiological processes

 CatS silencing or inhibition
correlates with anti-tumor
response’

* Diversity of in-house and

published inhibitors?3

Selectivity over other
cathepsins (B, L, K...)

CatS‘role in (early)
tumorigenesis”?

Intra- and
extracelullar
localizations?

Blood, lysosomal,
ECM and TME stability
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and inflammatory diseases treatment? @ Physicochemical,

X =F (reversible, Ki 9.0 + 2 nM, Sl 1 /s>1E3)
or H (irreversible, to be determined)

Pharmacokinetic and
toxicological behavior

* Found also in the extracellular
matrix (ECM) in pathologies

* Remodeling into the tumor
microenvironment (TME) core TME

* Flexible wide S2 (lock)?
* Solvent-exposed P1¢and P32
* Benchmarks avaiable

Diagnostic and
therapeutic
applications?
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Applications Secondments

E.g., mouse Molecular tools
with tumor
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probes in tumor models * Testing with ¢8Ga/'’’Lu xenogrpah cathepsins * Multimodal therapies
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