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But High Unmet Need Remains
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Lymphoid Differentiation and Myeloma FINDING CURES TO0E

T-CELL LINEAGE

—— ———— | TCELL SRR PTCL
- s 2 DEPENDENT ON IKZF1 / IRF4 FOR GROWTH
- : IKZF1 (Ikaros) and IKZF3 (Aiolos) control transcriptional programs central to the differentiation
Q e Q — of lympho-myeloid multipotent progenitor cells through mature immune cells, including T cells and
plasma cells
HEMATOPOETIC  LMPP
STEM CELL Lymphoid-primed
multipotent
progenitors
L, s PLASMA Multiple Myeloma
CELL

4 i/ DEPENDENT ON IKZF3 / IRF4 FOR GROWTH
B-CELL LINEAGE

MCL, DLBCL
DEPENDENT ON IKZF1 / IRF4 FOR GROWTH

DLBCL, diffuse large B-cell ymphoma; MCL, mantle cell lymphoma; PTCL, peripheral T-cell lymphoma
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Optimized for Catalytic & Pharmacologic Properties N e

Goal: Develop an IKZF1/3 Monofunctional

Degradation Activating Compound

(MonoDAC) with these properties: @@ @@
= Class-leading catalytic activity to enable C (Ub) (Ub)
potent, rapid, and deep target degradation - @@
= High binding affinity to overcome IMiD IKZF1, IKZF3 degradation
!

Death of myeloma cells

resistance ‘
= Selective to reduce off-target liabilities

= Optimized pharmacologic profile to enable #
sustained IKZF1/3 degradation CFT7455 5 ypiquitin Ligase Complex
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Anti'cancer ACtiVity in H929 MM Ce"S FINDING CURES TOGETHER"
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MM Cell Lines and Xenografts
CFT7455 Has Broad Antiproliferative Activity CFT7455 Promotes Durable Tumor Regression
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MM Cell Lines and Xenografts

CFT7455 Has Broad Antiproliferative Activity

CFT7455 Promotes Durable Tumor Regression
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in a Systemic MM Tumor Model
Lower Disease Burden in the MM.1S Model Early and Stable Regression of Disease
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BLI, bioluminescence imaging
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Associated with CFT7455 Efficacy
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Resistant or Insensitive to IMiDs
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CFT7455 is Combined With Dexamethasone

CFT7455 Yields Robust Efficacy as Monotherapy Significant Improvement in Survival with CFT7455 +
and in Combination with Dexamethasone Dexamethasone Combination
= Vehicle (QD, PO) —— Dex + CFT7455 (10ug/kg)
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Dex, dexamethasone; QW, once weekly
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Summary

In vitro data with CFT7455 demonstrated:
High CRBN binding affinity (Kd = 0.9 nM)
Rapid, deep degradation of IKZF1/3 that is associated with apoptosis
Broad, potent antiproliferative activity in a panel of MM cell lines

In vivo MM models treated with CFT7455 demonstrated:
Regression in multiple treatment-naive MM tumor models at doses =10 ug/kg/day
Durable antitumor responses consistent with long-lived pharmacodynamic activity
Efficacy in models unresponsive to approved IMiDs
Expected efficacy and survival outcomes when combined with dexamethasone
These encouraging data support the initiation of a first-in-human clinical trial
to assess the safety and tolerability of CFT7455 in patients with R/R MM or
non-Hodgkin lymphoma (NCT04756726) in the first half of 2021
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