-(l)ﬂ- A novel small molecule inhibitor of the Notch transcription Co CELLESTIA
activation complex. BIOTECH

ECOLE POLYTECHNIQUE Rajwinder Lehal'?, Viktoras Frismantas? Sylvain Loubery’, Viktoria Reinmuller|, Gerardo Turcatti®, """ /"F THErareuties oAt maries
FEDERALE DE LAUSANNE Marcos Gonzalez-Gaitan®, Jean-Pierre Bourquin? Freddy Radtke '

1. Ecole Polytechnique Federale de Lausanne, Switzerland, 2. University Children’s Hospital, Zurich, Switzerland,
3. University of Geneva, Switzerland, 4. Biomolecular Screening Facility, EPFL, Switzerland,
5.Cellestia Biotech AG, Basel, Switzerland

Abstract: NOTCH signaling is a developmental pathway known to play critical roles in the regulation of self-renewing tissues. Aberrant activation of NOTCH signaling
leads to deregulation of the self-renewal process resulting in sustained proliferation, evasion of cell death, loss of differentiation capacity, invasion and metastasis, all
of which are hallmarks of cancer. Given the importance of NOTCH signaling in human cancers,several therapeutic approaches have been utilized to block NOTCH
signaling and have confirmed it as a therapeutic target. Two of these strategies are; a) the use of monoclonal blocking antibodies (mAbs) against NOTCH ligands
and receptors and b) the use of small molecule y-secretase inhibitors (GSls). A third, yet not fully explored approach could be the blockage of NOTCH signalling by
targeting the most downstream event in the NOTCH cascade i,e NOTCH transcriptional activation complex using small molecule inhibitors.

Here we report discovery and identification of CB-103, a novel, orally-active small molecule inhibitor of the NOTCH pathway. CB-103 blocks NOTCH signaling by
targeting the NOTCH transcriptional activation complex in the nucleus. CB-103 inhibits NOTCH signaling in human cancer cell lines with activated NOTCH pathway,
induces neurogenic phenotype in drosophila, induces satellite cell differentiation and inhibits NOTCH mediated differentiation processes in mice (e.g Marginal Zone B
cells). In addition, CB-103 exhibit anti-tumor efficacy in various in vivo models , including xenograft model of human triple negative breast cancer resistant to GSls
and mAb against NOTCH ligands/receptors. Furthermore, CB-103 has shown a remarkable activity in PDX models of human T-ALL harboring activation of the
NOTCH pathway and on ex vivo treated patient-derived leukemic samples.
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Conclusions: Cellestia Biotech and EPFL's drug discovery program has led to the discovery and development of a novel chemical series of pharmacological
inhibitors of the NOTCH pathway for which the current Development Candidate is CB-103. Our studies demonstrate that CB-103 inhibits NOTCH signaling through a
unigue mechanism of action. CB-103 blocks NOTCH signaling downstream of S3 cleavage of NOTCH receptors by directly targeting NOTCH transcription complex
in the nucleus. Due to its novel mechanism of action, CB-103 effectively blocks NOTCH signaling mediated by dominant active forms of NICD, thus enabling
application of CB-103 in human tumors driven by GOF mutations in the NOTCH receptors and by chromosomal translocation in NOTCH receptor genes (~9% TNBC)

his will allow an application of CB-103 in GSI and mAbs (targeting NOTCH ligands and receptors) resistant human tumors. In addition, CB-103 does not exhibit
goblet cell metaplasia and body weight loss at therapeutic active doses, two known on-target toxicities associated with Pan-NOTCH inhibitors such as GSls.

his advantage is related to the PK/ADME profile of CB-103, which shows that the compound is orally available and has a short in vivo half-life, allowing for highly
lexible dosing regimens. CB-103 is currently undergoing IND-enabling toxicology studies, and FIM studies have been planned for Q1 2017. CB-103 has also been
ested in combination with SOC chemotherapy regimen and targeted therapies.

Contact: raj.lehal@cellestiabiotech.com, www.Cellestiabiotech.com



