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Degrader Of BRD9, in Synovial Sarcoma and SMARCB1-null Tumors
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BACKGROUND FIRST-IN-HUMAN STUDY DESIGN’
SMARCB1-perturbed cancers are dependent on the chromatin factor BRD91-2 PRE-CL'N'CAL DATA: |N VIVO |N PDX KEY ELIGIBILITY CRITERIA

* Two types of genetic alterations disturb SMARCB1: SS18-SSX gene fusion and SMARCB1 loss-of-function (SMARCB1-null)

* The presence of S518-SSX chromosomal translocation drives the development of synovial sarcoma (SS), a soft tissue malignancy Figure 5: Robust Efficacy Response Observed in Two PDX Models of Synovial Sarcoma KEY INCLUSION CRITERIA KEY EXCLUSION CRITERIA
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* Bromodomain inhibitors are insufficient to ablate BRD9 oncogenicity, because Figure 6: Durable Response Observed in a PDX Model of Synovial Sarcoma * Frequency and severity of AEs and SAEs of CFT8634 * Assessment of P and PD
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the DUF domain is critical, while a degrader approach achieves efficacy? p & N 4 A * Changes between baseline and post baseline safety assessments * ORR (Phase 1)
 CFT8634 is an orally bioavailable selective bifunctional degradation activating 5RD9 £3 Ligase Polyubiquitnation ; T . .
compound, or BIDAC™ degrader, of BRD9 Q:om, Oz 05?5222?1? oo Durable Tumor Regression in PDX SA13412° * Treatment administered for 89 days followed by 51-day ORR (Phase 2) DoR
 CFT8634 was synthesized using C4 Therapeutics’ TORPEDO® platform I %‘ | observation period * Changes from baseline in ECG parameters * PFS
)\ : \ A . .
* Mechanism of action (Figure 2) . 1500. * Tumor regressions were durable with no regrowth observed * Frequency of dose interruptions and dose reductions e 0OS
. . . . = Vehicle (PO, QD)
CFT8634 induces a ternary complex formation with BRD9 and cereblon . - Crra63 50 malko (PO QD) + Incidence of DLTs during escalation . Time to next treatment

< CFT8634 25 mg/kg (PO BID)
- CFT8634 16.6 mg/kg (PO TID)

E3 ligase (step 1)
 BRD9 is ubiquitinated and subsequently degraded by the proteasome (steps
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