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BACKGROUND ATX-559 PHASE | CLINICAL TRIAL

Study Design Key Eligibility Criteria

DHX9 Mechanism of Action

« DHXO9 is a multifunctional RNA helicase that is involved in the « This is a first-in-human, Phase 1, open-label, single-arm, dose-escalation * For dose escalation: adults with histologically .
maintenance of genomic stability by resolving RNA/DNA secondary and expansion study to evaluate the safety profile of ATX-559 and confirmed solid tumors who have locally recurrent . .
structures that otherwise lead to DNA replication stress and DNA damage determine the recommended phase 2 dose (RP2D) in subjects with or metastatic measurable or evaluable disease per A

locally advanced or metastatic solid tumors with genomic instability. RECIST v1.1, enriched for expansion cancer types . .
iIncluding models with BRCA1/2 alterations or deficiency (BRCA deficient) of interest
QM and microsatellite instability-high (MSI-H) and/or deficient mismatch repair - For the expansion cohorts, participants must have histological
{ inhibiion (dMMR) confirmation and measurable disease of the specified tumor types:

- BRCA 1 or 2 deficient, HER2 negative metastatic breast cancer

| | o ﬁ qY - ] w . . - dMMR or MSI-H with unresectable or metastatic solid tumor
@ D pose Escafation and Bose Fincing (mpl'z) - Refractory to or relapsed after all standard therapies with proven clinical
P‘ {;(7 DXH9 unwinds double stranded RNA, DNA, Inhibition of DHX9 leads to increased R-loops ~ Tumor cell death rocus on CMNMIMSH or BRGA defiient fomors beneﬁt’ unleSS refljlse.d;. no Ilmlt 0 “ne.s Of therapy . .
i and secondary RNA/DNA structures such as and other secondary structures causing  Includes PARP inhibitor and endocrine treatment (if appropriate) for
(’ ’ HoopsendGauadupioes e [ DL6 ] BRCA def. breast cohort
i / Concr i igh s P | [ - ] * Includes checkpoint inhibitor and chemotherapy for AMMR/MSI-H solid
s e ey~ -G G+ D - ool P A &,5;\0“ tumor cohort
T —— M JJJ eoé' [ DL4 ] _ e Time s?nce the Iest do_se ef prior therapy to treat underlying malignancy
e I e o e T s (including other investigational therapy);
dMMR/MSI-H «  Systemic cytotoxic chemotherapy: = the duration of the most recent
[ DL2 ] cycle of the previous regimen (= 2 weeks for all, except = 6 weeks for
_ S systemic nitrosourea or mitomycin-C);
» ATX-559, a novel and selective oral inhibitor of DHX9, has been shown to 2L - Biologic therapy (e.g., antibodies): = 3 weeks;
!nduce robust antl-t_umor act|V|ty_|e preclinical models of selld tur_n_ors | «  Small molecule therapies: = 5 x half-life, excluding hormone ablation
Including models with BRCA deficiency and microsatellite instability-high
(MSI-H) and/or deficient mismatch repair (d{MMR) * The study will be conducted in two parts: dose escalation, followed by © ECOGO-L
dose expansion  Available archival tumor tissue identified
* In preclinical studies, ATX-559 treatment leads to accumulation of R-loops - Participant enrollment and continuous safety assessment will be guided - Adequate organ function
and G-quadruplexes reSUIting In DNA replication fork Stalling and by amTlPIl-2 deSign (GUO, 2017) to |dent|fy an acceptable dose « NO concurrent antineop|a3tic treatment except for allowed local radiation
iIncreased replication stress, subsequent DNA damage, and cell death + To assess evidence of preliminary antitumor activity, a Simon 2-stage of lesions for palliation (to be considered non-target lesions after
selectively in cancer models with high genomic instability and elevated design (Simon, 1989) will be used during dose expansion treatment) and hormone ablation

A randomized Project Optimus cohort and Biopsy Sub-study are also
Included in the protocol design

replication stress (Castro, 2025) * Medical issue that limits oral ingestion or impairment of gastrointestinal

function is excluded

ATX-559 Preclinical Validation Current Status Study Objective
ATX-559 Exhibits Robust Anti-Proliferative Activity In : : : : ..
Cancer Cell Lines from Multiple Indications Phase | enrollment is active and ongoing Primary Objectives
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