Updated data from ABOYA-119: A phase 1/2a trial of ATRN-119, a novel macrocyclic ATR inhibitor,
In patients with advanced solid tumors harboring DNA damage repair alterations
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INTRODUCTION

Replication stress is a major contributor to cellular genomic instability

driving tumorigenesis’-2

In response to replication stress-induced DNA damage, ataxia telangiectasia
and rad3-related (ATR) kinase is activated to preserve genomic integrity’-2
Genomic alterations associated with replication stress have been characterized
in several cancer types3

ATR kinase inhibitors disrupt cellular DNA damage repair (DDR) pathways and
are emerging as promising targeted therapies for solid tumors™-2

ATRN-119 is an oral, differentiated macrocyclic,
highly specific ATR kinase inhibitor with
demonstrated antitumor activity that correlates with
specific DDR, tumor suppressor, or oncogene
alterations in pre-clinical studies*

In pre-clinical studies, the high specificity for

ATR kinase correlates with increased tolerability,

Figure 1. Macrocyclic

structure of ATRN-119
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METHODS (continued) RESULTS (continued)

Key eligibility criteria

Inclusion criteria

= Age = 12 years old

» Advanced solid tumor harboring = 1 documented DDR mutation
(e.g., ARID1A) per NGS

Measurable disease per RECIST v1.1 (PCWG3 criteria for mCRPC)
Failed = 1 approved standard-of-care therapy

ECOG PS <1

Adequate bone marrow, renal, and liver function

Exclusion criteria

= Cytotoxic chemotherapy, immunotherapy, radiotherapy, or targeted therapies
within 4 weeks or = 5 half-lives, and all prior therapy-related adverse events
are not at baseline/stable

Figure 3. Duration of treatment (N = 43)
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» This ongoing phase 1/2a study is currently enrolling eligible study
patients at seven U.S. sites (NCT04905914)

= As of September 8, 2025, 43 patients with advanced solid tumors
and = 1 DDR mutation have been enrolled in this first-in-human
study of oral ATRN-119

» ATRN-119 appears to be manageable with mostly Grade 1 or 2
adverse events

» Gastrointestinal adverse events, including diarrhea, nausea, and
vomiting, were most frequently reported followed by fatigue

» Pharmacokinetic studies demonstrated proportional increase in
exposure with ascending doses

» Twice-daily administration of ATRN-119 provides increased
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Study objectives

Primary objectives

= To evaluate the safety profile of escalating doses of oral ATRN-119 and to
determine the maximum tolerated dose and recommended phase 2 dose

= To characterize the pharmacokinetic profile of oral ATRN-119 and its active
metabolite ATRN-157

Secondary objective

= To evaluate antitumor activity of oral ATRN-119 in various solid tumors

Safety Pharmacokinetics

» Atotal of 40 (93%) patients experienced any treatment-emergent adverse event

» Gastrointestinal toxicity, including diarrhea, nausea, and vomiting, was the most
frequently reported adverse events

= As of September 8, 2025, 31 (72%) patients experienced adverse events assessed to
be possibly or probably related to ATRN-119, and most of these events were
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= The half-life (median) of ATRN-119 is 5.1 hours (IQR 3.7-6.6), and the median t__, is
4 hours. There was a strong trend for dose proportionality based on AUC (Figure 4)

» Twice-daily administration provides higher steady-state exposures compared to
equivalent total daily doses administered once daily (Table 3)

RESULTS

Table 1. Baseline demographics
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Study patients

Characteristic? (N = 43)

gastrointestinal effects (n = 23; 53%) and fatigue (n = 10; 23%) (Table 2) Figure 4. ATRN-119 AUC,,, at steady-state by dose level
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enrollin 1 27 (63) Diarrhea 17 (40) 2 (5) Table 3. ATRN-119 PK parameters at Steady-state by loloX1-0 [-\'/ -1}l RP2D, recommended phase 2 dose; SD, standard deviation; SBIR, Small Business
9 Dose level 7 Dose level 7* Innovation Research; SOC, standard of care; t, time; TEAE, treatment-emergent adverse
1100 mg (n = 6) Tumor types Nausea 12 (28) 0 (0) event; TRAE, treatment-related adverse event
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