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INTRODUCTION

The murine double minute 2 (MDM2) oncoprotein is a key E3 ubiquitin ligase that degrades the tumor-
suppressor p53. Targeting of the MDM2/p53 interaction with reversible small molecule inhibitors (SMI) to
stabilize p53 and induce apoptosis in wildtype (WT) p53 tumors has gained momentum as emerging therapeutic
approach for p53 WT malignancies. However, recent clinical trials with MDM2 SMls, including in R/R AML, have
resulted in suboptimal clinical activity, highlighting the need for more effective approaches to target MDM2.

KT-253 is a novel, highly potent and selective heterobifunctional MDM2 degrader that has demonstrated the
ability to overcome the MDM2 feedback loop that is known to be triggered upon p53 upregulation and thereby
limiting clinical activity of small molecule inhibitors. We have shown >200-fold higher growth inhibition potency in
vitro compared with MDM2 SMIs, and a favorable pharmacological profile where a single dose of KT-253 was
sufficient to induce rapid apoptosis in vivo and sustained tumor regression in the MV4;11 AML and RS4;11 ALL
cell line-derived xenograft (CDX) models, supporting an intermittent dosing schedule for KT-253. In addition,
when administered once every 3 weeks, KT-253 led to tumor regressions in several AML patient-derived
xenograft models. Moreover, in AML CDX models such as MOLM13, with known resistance to standard of care
(SOC) venetoclax, acute administration of KT-253 in combination with clinical and sub-clinical doses of venetoclax
resulted in durable tumor regressions.

KT-253, currently being studied in Phase 1 clinical trial (NCT05775406) in high grade myeloid malignancies
including AML, solid tumors, and lymphomas, has the potential to benefit AML patients both as a monotherapy
and in combination with SOC agents such as venetoclax.
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Figure 1: KT-253 is a highly potent MDM2 degrader and p53 stabilizer compared to
MDM2/p53 small molecule inhibitors
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- KT-253is >200-fold more potent in tumor cell killing assays than SMI’s due to its mechanism of action

Figure 2: A single dose of KT-253 drives sustained tumor regression in ALL and AML
xenograft models

RS4:11 MV4;11

-8~ Vehicle Control

8 DS-3032 30 mg/kg PO, 3 on/11 off
-# DS-3032 100 mg/kg PO, 3 on/11 off
-+ KT-253 3 mg/kg IV, SD

-o- Vehicle

4+ DS-3032 30 mg/kg PO, 3 on/11 off
& DS-3032 100 mg/kg PO, 3 on/11 off
-+ KT-253 3 mg/kg IV, SD

Tumor volume (mm?)
Mean = SEM
Tumor volume (mm?)
Mean = SEM

0 7 14 21 28 0 7 14 21 28
Days post treatment Days post treatment
< 100 © 100
2 2 |_
> _ . : >
(% . Vehicle Control 5 75- —— Vehicle Control
= —= DS-303230 mg/kg PO, 3on/1loff —— DS-3032 30 mglkg PO, 3 on/11 off
2 50 == DS-3032100 mg/kg PO, 3on/I1off > 50- —— DS-3032 100 mg/kg PO, 3 on/11 off
= —= KT-2533mglkg IV, SD £ ~— KT-253 3 mg/kg IV, SD
Qo 25— o 254
2 2
oW -l o
0 | | | | | | | | 0 | | | | | | | | | |
0 7 14 21 28 35 42 49 56 O 7 14 21 28 35 42 49 56 63 70
Days post treatment Days post treatment

* In the RS4;11 ALL model, the median survival after a single dose of KT-253 at 3 mg/kg was 50 days vs 12 days
for the clinically equivalent dosing regimen of DS-3032

* In the MV4;11 AML model, a single dose of KT-253 at 3 mg/kg led to complete responses in 5 of 6 animals,
and 4 of 6 remain tumor-free on study 80 days post dosing

* No complete responses were observed following treatment with DS-3032

* n=6 animals/group

Figure 3: A single dose of KT-253 leads to robust activation of the p53 Pathway and
apoptosis in RS4;11 (ALL) and MV4;11(AML) models while MDM2 SMIs do not
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» |[HC analysis of RS4;11 and MV4;11 tumors demonstrates robust activation of the p53 pathway and induction
of cleaved caspase-3 (CC-3) following a single dose of KT-253
* |n comparison, induction of CC-3 following treatment with the MDM2 SMI, DS-3032, is modest

Figure 4: KT-253 demonstrates strong anti-leukemic activity in patient-derived

xenograft models of systemic AML
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Figure 5: Significant combination benefit is observed with KT-253 at subclinical
doses of venetoclax in a venetoclax-resistant AML model
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« KT-253 in combination with venetoclax enhances apoptotic cell fate commitment in MOLM-13 AML cells
* A single 3 mg/kg dose of KT-253 administered in combination with subclinical 50 mg/kg dose of venetoclax

administered daily for three weeks resulted in durable complete responses and 4 of 6 animals remained tumor-
free for 150 days

CONCLUSIONS

«  KT-253 is a potent MDM2 degrader and a best-in-class p53 stabilizer that inhibits tumor cell
growth with picomolar potency and is >200-fold more potent than clinically active MDM2
small molecule inhibitors.

+  KT-253 monotherapy results in potent MDM2 degradation leading to robust activation of the
p53 pathway, apoptosis and sustained tumor regression in AML and ALL xenograft models

« KT-253 results in anti-leukemic activity in PDX models of systemic AML

« KT-253 shows in vivo combinatorial benefit with SoC agent venetoclax, therefore
nighlighting potential to address venetoclax resistance in AML

- The ‘hit and run’ approach with intermittent dosing regimen of KT-253, by allowing time for
recovery of normal cells, has the potential to result in improved efficacy and safety profiles
compared to the more frequent dosing of MDM2/p53 small molecule inhibitors in the clinic

- KT-253, currently in Phase 1 (NCT05775406), has the potential to provide therapeutic
benefit in p53 WT high-grade myeloid malignancies including AML, as well as lymphomas and
solid tumor indications that are sensitive to MDM?2 degrader mechanism
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