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EP300, CREBBP and CCS1477 (inobrodib)

CCS1477 (inobrodib) is a first-in-class clinical
grade inhibitor of the bromodomains of
histone acetyltransferases EP300 & CREBBP

EP300 and CREBBP are homologous,
essential histone acetyltransferases which
acetylate targets such as histones and
transcription factors

Longstanding interest as a therapeutic target
in cancer, in view of recurrent mutations,
over-expression and oncogenic
dependencies

Act as transcriptional co-activators of cancer
associated proteins incl. MYC, MYB, IRF4, AR
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Low nanomolar sensitivity of myeloma cell lines to CCS1477
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Across a large panel of solid tumour lines, most are not

sensitive to CCS1477

Marked sensitivity across myeloma cell lines including

* multiple genetic subtypes
* Jlenalidomide-resistant

Cell line
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Dose dependent activity of CCS1477 in OPM-2 myeloma cell xenografts

OPM-2 xenografts
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Rapid, extensive transcriptional changes in CCS1477-treated OPM-2 cells in vitro and in vivo

Rapid decrease in key transcription factor genes
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Rapid, extensive transcriptional changes in CCS1477-treated OPM-2 cells in vitro and in vivo

Rapid decrease in key transcription factor genes

in vivo
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Transcriptional rewiring in vivo
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Progressive loss of IRF4 protein in CCS1477-treated OPM-2 cells in vitro
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CCS1477 (100nM) triggers early loss of EP300 from FGFR3/MMSET and then genome wide loss of EP300
from IRF4 binding sites in OPM2 cells

EP300 ChIP sequencing tracks
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CCS1477 triggers early loss of EP300 from FGFR3/MMSET and then genome wide loss of EP300 from IRF4
binding sites in OPM2 cells

EP300 ChIP sequencing tracks
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CCS1477 triggers early loss of EP300 from FGFR3/MMSET and then genome wide loss of EP300 from IRF4
binding sites in OPM2 cells

EP300 ChIP sequencing tracks
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CCS1477 triggers early loss of EP300 from FGFR3/MMSET and then genome wide loss of EP300 from IRF4
binding sites in OPM2 cells

EP300 ChIP sequencing tracks
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CCS1477 triggers early loss of EP300 from FGFR3/MMSET and then genome wide loss of EP300 from IRF4

binding sites in OPM2 cells

EP300 ChIP sequencing tracks
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CCS1477 triggers early loss of EP300 from FGFR3/MMSET and then genome wide loss of EP300 from IRF4
binding sites in OPM2 cells

EP300 ChIP sequencing tracks
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A Phase 1/2a study of CCS1477 in haematological malignancies (NCT04068597)

» Safety, tolerability, PK and biological activity

 Myeloma, Lymphoma, AML & Higher Risk MDS.

* I|dentified the recommended phase 2 dose and schedule: 35mg BID, 4 days on/3 days off
* Treatment generally well-tolerated with majority of on-target toxicities mild/moderate

» Safety profile consistent with cumulative data in solid tumours (NCT03568656)

» Patient population: heavily pretreated relapse/refractory myeloma, incl. triple class refractory

Monotherapy CCS1477 CCS1477 + pomalidomide + dex
Part A, C1, D1 Part D2, D3, D4
26 MM dosed (7 dosed at RP2D) * Three patients completed cycle 1
* Dose/schedule optimised e Good initial tolerability and efficacy
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CCS1477 monotherapy efficacy at recommended phase 2 dose

All patients heavily pre-treated (and len/pom resistant)
Triple-class exposed (6 of 7)
3 of 7 triple-class refractory
4-8 lines of prior therapy
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CCS1477 monotherapy efficacy at recommended phase 2 dose
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6 of 7 patients had stabilization of SFLCs

Patient 2031805 — 50s

Extensive prior therapy:
e 2013-14 VCD (VGPR) + AutoSCT
e 2016 CTD (VGPR) + AutoSCT
* 2018-21 Ixa-Len-Dex (VGPR)
e 2021-22 Isa-Pom-Dex (VGPR)

Clinical activity:

* Urine BJ protein negative by immunofixation
* Normalization of SFLC ratio

* Good tolerability >7m
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Choice of drug for combinatorial evaluation: CCS1477 effective in IMiD-resistant myeloma lines;
evidence of synergy in vivo

CCS1477 has efficacy in Len-sensitive and -resistant cells

Cell Line Lenalidomide CCS1477
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Choice of drug for combinatorial evaluation: CCS1477 effective in IMiD-resistant myeloma lines;
evidence of synergy in vivo

CCS1477 has efficacy in Len-sensitive and -resistant cells In vivo CCS1477 + Len combination efficacy

Cell Line Lenalidomide CCS1477 OPM-2 xenografts
GI50 (uM) GI50 (uM)
—~ 3000+ .
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Inobrodib + pom/dex: early signs of activity

* First cohort initiated, dosing inobrodib one step below monotherapy RP2D
* First 3 patients:
* no exacerbation of overlapping toxicities, combination generally well tolerated with predicted PK

* 3/3 responses in cycle one: 1 VGPR, 1 PR, 1 MR

patient 2034201 - male, 80s, PS1
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Days on treatment cycles on treatment cycles on treatment
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Summary

EP300/CBP bromodomain inhibitor CCS1477:
* Shows low nanomolar efficacy in in vitro and in vivo pre-clinical models

* Induces rapid, extensive transcriptional changes & EP300 redistribution on chromatin away from IRF4
binding sites

* Is an oral first-in-class agent which shows good long term tolerability at recommended phase 2 dose

* Delivers objective responses in heavily pre-treated R/R myeloma

* Next phase of trial seeks to evaluate CCS1477 in combination with pomalidomide and dexamethasone
with initial pomalidomide-refractory patients showing early signs of clinical activity
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