Phase 1, Dose-Escalation Study of KTX-2001 (an NSD2 Inhibitor) Alone and in Combination with
Darolutamide for Metastatic Castration-Resistant Prostate Cancer
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INTRODUCTION

= KTX-2001 is an orally bioavailable, small-molecule NSD2 INHIBITOR under
clinical investigation for the treatment of METASTATIC CASTRATION-RESISTANT
PROSTATE CANCER (MCRPC).
STRIKE-001 is the first-in-hnuman study of KTX-2001 as monotherapy and in

combination with darolutamide® for mCRPC and is ongoing at U.S. sites.

BACKGROUND

* Androgen receptor pathway inhibitors (ARPI) are first-line therapy for men
with metastatic prostate cancer.

Resistance to ARPIs invariably develops and can occur via lineage plasticity,
with a transition to a neuroendocrine-like phenotype (treatment-emergent
neuroendocrine prostate cancer [t-NEPC])

The lysine methyltransferase NSD2 (also known as MMSET/WHSC1) is
markedly elevated in prostate cancer cells and is implicated in the
development of metastasis, progression to castration-resistance, and the
transition to t-NEPC (FIGURE 1) in both androgen receptor (AR)-dependent
and AR-independent contexts. 1-7

Laboratory models of prostate cancer demonstrate that suppression of NSD2
results in a reversal of the adenocarcinoma to neuroendocrine transition and
restoration of sensitivity to ARPIs. 3.8

KTX-2001 is related to the first-in-class NSDZ2 inhibitor, gintemetostat (also
known as KTX-1001).° Gintemetostat has demonstrated a tolerable safety
profile and promising single agent activity in patients with heavily pre-treated
multiple myeloma.19

We hypothesize that NSD2 inhibition can reverse resistance to ARPIs in
patients with progressive mCRPC, including those with neuroendocrine
differentiation.

METHODS

STRIKE-001 (NCT07103018) is a multicenter, open-label phase 1 dose
escalation trlal of KTX-2001 monotherapy (Part A) and KTX-2001 + darolutamide
(Part B) in patients with progressive metastatic castration-resistant prostate
cancer (FIGURE 2).

KEY INCLUSION CRITERIA:

» Metastatic disease documented on conventional imaging (bone
metastases on bone scan, or soft tissue metastases on computed
tomography or magnetic resonance imaging).

Willingness to undergo a baseline and on-treatment biopsy of a metastatic
site if safe and feasible.

Progression on or after receiving an ARPI (e.g., abiraterone, enzalutamide,
darolutamide, or apalutamide).

Prior chemotherapy for prostate cancer, unless the participant refused after
appropriate medical counseling or is unsuitable for chemotherapy based on
iInvestigator’'s judgement.

KEY EXCLUSION CRITERIA:

* Pure high-grade neuroendocrine prostate cancer or histopathological
diagnosis of pure small-cell carcinoma (unless this diagnosis is meant to
refer to features of t-NEPCQC).

ABBREVIATIONS

AR = Androgen receptor; ARPIl = Androgen receptor pathway inhibitors; cfDNA = Cell-free DNA;
CTC = Circulating tumor cells; EMT = epithelial-to-mesenchymal transition; mCRPC = Metastatic
castration-resistant prostate cancer; MMSET = Multiple myeloma SET domain; MTD = Maximum
tolerated dose; NSD2 = Nuclear SET domain—containing 2; RP2D = Recommended phase 2 dose;
t-NEPC = Treatment-emergent neuroendocrine prostate cancer; WHSC1 = Wolf—Hirschhorn
syndrome candidate 1

FIGURE 1. NSD2 is implicated in progression of prostate cancer, resistance to ARPIs and the transition from adenocarcinoma to treatment-
emergent neuroendocrine prostate cancer (t-NEPC). The combination of NSD2 inhibition plus ARPI has been shown to have greater tumor growth
suppression than either treatment alone in models of both neuroendocrine prostate cancer and castration-resistant adenocarcinoma. Created with
BioRender.com

Highest NSD2 in neuroendocrine
subset of CRPC.13
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NSD2 impairs cancer
fighting by the immune
system and promotes
immune suppression
within the tumor.”. 13
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prostate cancer.'4
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NSD2 inhibition enhances
the anti-proliferation effect of
ARPI in LNCaP and LNCaP - ) — -
C4-2B.1" ' '
f éf Tumor engraftment on normal
/ : tissue, proliferation and metastasis
are impaired without NSD2.1.48

Adding enzalutamide to NSD2
targeting prevents neuroendocrine
tumor growth.?

Cancer
cell death

NSD2 activates TWIST1, driving
epithelial-to-mesenchymal
transition (EMT).>

NSD2 is elevated in CRPC and has a
significant role in evolution of metastatic
disease.b8
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STUDY DESIGN OBJECTIVES

PRIMARY:

* Investigate the safety and tolerability of KTX-2001 in participants with
MCRPC and determine the MTD/highest exposure dose and schedule
for KTX-2001 as a single agent.

Part A

Dose Escalation KTX-2001

PartB

Dose Escalation of KTX-2001 in Combination with Darolutamide

Investigate the safety and tolerability of KTX-2001+darolutamide in
participants with mCRPC.

SECONDARY:

« Characterize PK parameters of KTX-2001 when administered as single
agent or in combination with darolutamide.

« Assess preliminary efficacy of KTX-2001 as monotherapy and KTX-2001
iIn combination with darolutamide.

B1

Darolutamide 600 mg BID

EXPLORATORY:

« Evaluate the PK and PD effects of KTX-2001 as a single agent and in

FIGURE 2. KTX-2001 is taken orally as monotherapy (Part A) and in combination
combination with darolutamide.

with darolutamide (Part B) in 21-day cycles. Dose escalation of KTX-2001 in
Parts A and B will follow a 3+3 design and occur in parallel across planned dose

levels. Select dose levels will enroll backfill participants for dose optimization. and cell free DNA (cfDNA).
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Evaluate the effect of study treatment on circulating tumor cells (CTCs)

KTX-2001 is an oral, small-molecule NSDZ2 inhibitor being evaluated
clinically in mCRPC.

This ongoing, first-in-human clinical trial is assessing KTX-2001
administered as monotherapy or in combination with darolutamide for
the treatment of mMCRPC at clinical sites in the U.S.

Additional details are available at clinicaltrials.gov: NCT07103018.
For questions or comments, please email jredman@k36tx.com.

*Darolutamide is supplied by Bayer AG for use in this study.
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Determine the RP2D of KTX-2001 based on data from Part A and Part B.
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