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vemurafenib treatment in Erdheim-Chester disease
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vemurafenib in Erdheim-Chester disease: unsolved i1ssues

BRAFV6OOE is 3 targetable oncogene in ECD, however:

e not all ECD patients bear the BRAFV®%E mutation or known targetable
mutations

» vemurafenib treatment mostly results in partial clinical responses in ECD
patients

e vemurafenib treatment is often associated with severe side effects and
relapses upon treatment discontinuation



RCCS™ bijoreactor preserves architecture of normal and cancer tissues
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Effects of vemurafenib on BRAF-mutated melanoma cells
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Cytokine- and BRAF-inhibitors affect cytokine release from ECD tissues
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Vemurafenib affects cytokine production but not histiocyte viability
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BRAF-mutation and metabolism in ECD histiocytes

' Response of BRAF-Mutant
Melanoma to BRAF Inhibition
Is Mediated by a Network of
Transcriptional Regulators
of Glycolysis '
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Effects of vemurafenib on BRAF-mutated ECD histiocytes: metabolism
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trametinib inhibits cyto-chemokine release by KRAS-mutated histiocytes
In vitro and ex-vivo
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Conclusions

3-D dynamic culture in bioreactor of ECD tissues is suitable for drug testing

vemurafenib and trametinib affect cytokine and chemokine production but
not viability of ECD histiocytes in short-term culture

kinase inhibitors counteract the up-regulated aerobic glycolysis in BRAF-
mutated and KRAS-mutated ECD histiocytes

The technology can be further exploited as a novel tool to investigate ECD
pathophysiology and also to identify mechanisms of action of BRAF/MEK
Inhibitors on ECD histiocytes for future combination therapies
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Vemurafenib affects cytokine production but not histiocyte viability
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Effects of vemurafenib on BRAF-mutated ECD histiocytes: metabolism
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Effects of vemurafenib on BRAF-mutated ECD histiocytes: metabolism
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BRAF-mutation and metabolism in ECD histiocytes
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