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SUMMARY 3. Interactive Network View
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The Network View displays proteins (blue) that interact directly with HSP90alpha (orange). The high number of interacting proteins
is due to HSP90’s function as a molecular chaperone (see section 1). As shown by the blue framed inset, HSP90alpha is not directly
associated with genetic diseases or adverse outcome pathways (AOPs). However, when examining indirect biological effects —
mediated via interacting proteins — a multitude of potential adverse effects are high-lighted (green framed inset). Each
interacting node (blue) and associated effects (red, green and purple) can be individually examined, showing — for

Hspgo ANALYsIs example — that HSP90alpha interacts with the hERG potassium channel. This protein is essential for normal electrical
activity in the heart. As such, inhibition of hERG via HSP90alpha may result in prolongation of the QT interval.
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o Text-mining within TargetTri is performed with the proprietary TNO tool ERIS, combined with an ontology specifically designed for
TSA application. The TSA ontology supports the automated extraction of grammatical relationships between ontology concepts (e.g.
X increases Y) from scientific abstracts. The concepts in the TSA ontology contain terminology on gene and protein names (UniProt,
GPSDB), health (MeSH-based), adverse effects (MedDRA-based) and toxicity (handbooks, expert input). The toxicity section contains

on organ systems, organs and cell types (MeSH-based) and cell lines (ATCC-based). This anatomical section of the ontology allows

Summary for Heat shock protein HSP-90-alpha (P07900)
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The Summary View is visualized once the name of the drug target being scrutinized — heat shock protein 90 alpha — has been
entered and selected. General information is reported such as the target’s biological function, name and synonyms, and
isoforms (UniProt). Structural information (PDB) is also displayed when available.

Records - 11 unique records have been found in 9 unique publications

Inhibition of the molecular chaperone HSP90alpha has been studied as an anti-cancer therapy, originating from HSP90’s
overexpression in various cancer cells. In addition, many of the HSP90 client proteins play crucial roles in establishing Show 10 v entries Search:
cancer cell hallmarks. More recently, interest has extended to the treatment of neurodegenerative diseases that involve
aberrantly folded proteins.
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o . . Reactive oxygen species mediate hepatotoxicity induced by the Hsp30 inhibitor geldanamycin and its analogs. hepatotoxicity  # . 2010 20211249
inhibitor geldanamycin and its analogs. medicine
. S Geldanamycin is a well-known inhibitor of Hsp90, but its associated liver toxicity limited its clinical development.
17-DMCHAG, a new geldanamycin derivative, inhibits prostate cancer cells . . . . . . . . . . ~
° Here, we report a highly effective and low-hepatotoxic geldanamycin derivative that exhibits antitumor activity liver toxicity » Cancer letters 2015 25813406
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6. Further Development

Vascular endothelial growth b3 subunit probably main target  ADP43: EGF Signaling and VeefR2, Inhibition P35068
fretorecssors OSSP wresrar— TargetTri is an ongoing research development program for efficient drug target triaging, which will be further optimized and

chloridefon channel. from  Qutcomes expanded in terms of functionality and application area. TNO has collaboration options available for pharmaceutical partners that
are interested in further developing this platform. Parties interested in providing us with feedback or in a potential collaboration are

In line with the therapeutic indications of HSP90alpha, this protein is mainly associated with cancer pathways according to the CTD Al dfiied] i@ comiEet vs.

(direct effects view, data not shown). Analysis of the indirect effects infers, for example, a potential association with Parkinson’s
Disease (PD) and androgen receptor-mediated effects. The association with PD corresponds with the interest in this target for
neurodegenerative diseases. Male infertility, i.e. reduced spermatogenesis due to inhibition of the androgen receptor, has been
observed in HSP90alpha (conditional) knock-out mouse models.
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