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Figure 2: We have identified potent and selective degraders of CBP. Dose
response kinetic data confirm CBP selectivity, with minimal effects on EP300, and do
not exhibit a hook effect. CONCLUSIONS
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effect in EP300mut cell lines, but not wild type > Based on the synthetic lethal relationship between CBP
e Bladder Gastric Colorectal and EP300, we have used our “some/strong loss of
P, . . .
Figure 1. A CBP selective therapy has the potential to address over 100,000 " T —— « s caperomm [— EP300” criteria to identify dependent. car\cer cell lines
patients per year across many indications | Sememn < ros sy . * RO and have successfully demonstrated in vitro dependency.
i "‘“ s * > If successful, the identification and development of a
CBP Dependency Score 2 w w selective CBP degrader may address an unmet medical
° . . oL . .
* . need for a significant patient population.
T e T el ST » We have identified potent, selective CBP degraders that
‘mpd [ul mpd[ul mpd(ul
g show anti-proliferative effects across various EP300mut
- Zeter et Solore cell lines while sparing paired wild type cell lines
g = Cell I 630v | UM | ags | mes | Rko | HT29 . . L
g o ues » Additionally, our selective CBP degraders are in vivo
hd dCBP GIS0 . .
(M) 06 | >0 | 004 | >0 | 0z | 10 enabled, and demonstrate robust, selective degradation
" No evidence of loss  Some evidence of loss  Strong evidence of loss Of CBP in ViVO.
of EP300 of EP300 of EP300 Figure 3: CBP degraders exhibit potent antiproliferative effects in cell lines, from .
multiple cancer indications identified through DepMap, that are EP300 mut while » CBP and EP300 share many overlapplng but also non-
Tirget . GREB binding prtei (CBP) 5 sparing those that are CBP/EP300 wt. overlapping functions. Our selective tool degraders will
Approach + Targeted protein degrader Lo o o . . .
. . . also help us understand and identify cancer indications
. EP300 mutated cancers (e.9. o ™ Figure 4. CBP selective degraders show improved potency h tE d d fﬂ? ¢ ts micht b
- . subsets of prostate, bladder, oz . a A opes,
Inital Indication mmw?“gremasmcmw § relative to bromodomain and HAT dual inhibitors wi ere' e depen encylon one.o e targets might be
oz agnostic of the paralog’s mutational status.
r::::::’;i‘ . EP300 mutated cancers 3 é e - 647V - Bladder Cancer cell line (EP300 mt) I.‘l:-ul:JvBIaﬂuerCancercell line (CBP/EP300 wt)
g —ars | 3} copseictive dograders 7 J cop setctive degraders
b - Preselinia! 8 = %'W S i %“’“ v i Q ACKNOWLEDGEMENTS: Thank you to Janice Lee, Matt Netherton and
e % 3 v % ) Ricardo Medina for their consulting role in the program
New Patients © Over 100,000 1% = 50 Re = 50,
Impacted / Year* L CANCER N\ . o ) ; f
CELL LINES \.. REFERENCES: Kadoch C. Lifting up the HAT: Synthetic lethal screening

*us. EuS, Japan.

. X reveals a novel vulnerability at the CBP-EP300 axis. Cancer Discov. 2016
e - -0 B Sources for incidence numbers: US - SEER Database, EU - ECIS Database, JP - WHO
Globocan, Foghorn TCGA and GENIE Analysis, DRG Reports

Figure 1: In order to exploit the bi-directional synthetic lethal relationship targeting rationale we explored the DepMap
Portal to identify CBP dependent lines based on EP300mut status. This criteria for cell line selection was then applied Figure 4: CBP degraders show increased potency relative to inhibitors of the
to patient tumor databases and used to extrapolate potential treatable patient populations. bromodomain and histone acetyltansferase domains in EP300 mut cancer cell lines




