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Introduction Study Methods Preliminary Results (cont’d)

DNA replication stress (RS) in tumorigenesis Objectives Key Eligibility Criteria Figure 4. Study schema of ATRN-119 Table 2. All-cause treatment-emergent adverse events

« RS is a hallmark cause of genomic instability in cancer cellst? As of S 20 2023: Grade 4 anif h loai .. d i f : icitv h b d
. Ge_nomic alterations assc_)ciated with RS have been characterized in many cancer types Primary objectives Inclusion criteria 3+3 dose escalation with once-daily dosing Dose expansion S O Sept 20, . N0 Lrage 4 events, no sign Cant ematologic toxicity, an no lver function test toxicit B ave been reporte B
using large-scale genomic analyses® - To evaluate the safety profile of escalating - 212 years old with advanced solid tumor harboring 1 (up to 18 patients) (up to 30 patients) Total (n=9) Doselevel1(n=3) Doselevel 2(n=3) Doselevel3(n=3)
doses of daily oral ATRN-119 and to determine documented DDR mutation (e.g., ARID1A) per NGS TEAE* by system organ class Grade 1/2 Grade 3/4 Grade 1/2 Grade 3/4 Grade 1/2 Grade 3/4 Grade 1/2 Grade 3/4
Ataxia Telangiectasia and Rad3-related (ATR) kinase the MTD and RP2D - Measurable disease per RECIST v1.1 (PCWGS3 criteria T n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
* ATR kinase is a member of the phosphoinositide 3-kinase related kinase family (PIKK) « To characterize the PK profile of oral ATRN-119 for mMCRPC) [ Dose level 6 ] Gastrointestinal
and a principal regulator of the DNA damage response (DDR) to RS* o and its active metabolite ATRN-157 - Failed 2 1 approved SOC therapy 800 mg 4 ) Diarrhea 3 (33%) 0 2 (67%) 0 1(33%) 0 0 0
 Activated upon DNA single strand formation, ATR kinase is essential for stabilizing « ECOGPS<1 Dose level 5 Potential
stressed DNA replication forks and preventing their collapse into DNA double-strand Secondary objective . Adequate bone marrow, renal, and liver function [ 550 mg ] S dieat Nausea 2 (22%) 0 0 0 2 (67%) 0 0 0
breaks o o N _ « To evaluate antitumor activity of oral ATRN-119 Indications Abdominal discomfort 1(11%) 0 1(33%) 0 0 0 0 0
. Explomng_ RS vulnerability with ATR inhibition may be a promising strategy in cancer in various solid tumors Exclusion criteria [ Dose level 4 ] Breast Abdominal distension 1(11%) 0 0 0 1 (33%) 0 0 0
therapeutics*? + Cytotoxic chemotherapy, immunotherapy, radiotherapy, N4 350 mg MTD/RP2D Colorgctal Abdominal pain 1 (11%) 0 1 (33%) 0 0 0 0 0
Exploratory objective or targeted therapies within 4 weeks or = 5 half-lives, and Dose level 3 Ovarian . .
ATRN-119 _ 3 _ o » To explore the association between mutations all prior therapy-related AEs are not at baseline/stable 200 mg Flatulence 1 (11%) 0 1(33%) 0 0 0 0 0
* ATRN-119 s an oral, highly specific ATR kinase inhibitor identified in tumor tissue and clinical outcome - Investigational agent within 5 half-lives or 30 days of N Mutations Hemorrhoidal hemorrhage 1 (11%) 0 0 0 0 0 1(33%) 0
* Preliminary studies have shown that: o - _ study drug, whichever is longer [ Dose level 2 ] BRCA 1/2 Rectal hemorrhage 1 (11%) 0 1 (33%) 0 0 0 0 0

« The high specificity for ATR kinase correlates with increased tolerability, daily « Known CNS metastases or CNS involvement that is not 100 mg : Ny 1 (119¢ 0 L (33% 0 0 0 0 0
dosing, and reduced dose-limiting hematologic toxicity® stable for previous 1 month Dose level 1 Undisclosed Stomatitis (11%) (33%)

* Single agent ATRN-119 in vitro increased cytotoxicity against a broad spectrum of - Concomitant treatment with strong inhibitors or inducers [ 50 mg ] \ % Vomiting 1(11%) 0 1 (33%) 0 0 0 0 0
cancer cell lines harboring DDR gene alterations and in vivo inhibited tumor growth . . of CYP3A4 or CYP2D6 — cleared Ascites 0 1 (11%) 0 0 0 1 (33%) 0 0
in cell line-derived and patient-derived xenografts P I el IMmin ary Res u |tS - /= dleare Metabolism and nutrition

+ Combination studies in vivo demonstrated significant synergy between ATRN-119 . .
and poly (ADP-ribose) polymerase (PARP) inhibition®¢ _ _ Blood phosphorus decreased 1(11%) 0 0 0 1(33%) 0 0 0

Table 1. Patient demographlcs Figure 5. Summary of duration of treatment Decreased appetite 1 (11%) 0 1 (33%) 0 0 0 0 0
= - - Characteristic Study patients (n=9) As of Sept 22, 2023 Dehydration 1 (11%) 0 1(33%) 0 0 0 0 0
Prec I I n I C al St U d I eS Sex, n (%) Hyperglycemia 1(11%) 0 1 (33%) 0 0 0 0 0
’ Male 4 (44%) 003-009 ATRN-119 once-daily dose Nervous system
Figure 1. ATRN-119 is an orally bioavailable, potent, and selective ° =200 mg =100 mg =50 mg Asthenia 1 (11%) 0 0 0 1 (33%) 0 0 0
. . s . 0 -
macrocyclic small molecule inhibitor of ATR kinase _Fema'e 5 (56%) 002-008 Site Key Headache 1 (11%) 0 1 (33%) 0 0 0 0 0
Median age (range), years 62 (48 - 79) 003-007 . 001 — University of Pennsylvania Syncope 0 1 (11%) 0 1 (33%) 0 0 0 0
N _-NH 0 - 002 — Mary Crowley _
| :Lfo Race, n .( %) _E, 002-006 003 — University Hospitals Infections
o N T White 6 (67%) i i ¥ g(')i"e'\a(nld '\(/':edica' gentef Candida infection 1 (11%) 0 1 (33%) 0 0 0 0 0
) . . — Yale Lancer Lenter
0=S :@ Black or African American 3 (33%) 2 002-005 « Upper respiratory tract infection 1(11%) 0 1 (33%) 0 0 0 0 0
7 R ECOG PS, n (%) % Musculoskeletal and connective tissue
0 3 (33%) 003-004 * Arthralgia 1 (11%) 0 0 0 1 (33%) 0 0 0
1 6 (67%) 003-003 * Back pain 1(11%) 0 1 (33%) 0 0 0 0 0
Flgurfe 2. ATRN-119 plnd§ to ATR (A), inhibits its biological activity (B), Prior lines of systemic chemotherapies, n (%) 102000 > et contuss Ren;l ané urinary . : : : o : : :
and triggers DNA replication fork collapse and DS breaks (C) <2 1 (11%) + Stable disease ysuria (11%) (33%)
niri 0, 0,
A_ B_ C 5.3 5 (56%) 001-001 * Progressive Disease Pollakiuria 1 (11 A)) 0 0 0 1 (33 A)) 0 0 0
Respirat
ATRN-119 / E v ATR/ATRIP(h) > 4 3 (33%) 0 20 20 50 80 00 20 espiratory
+ Aphidcain Dave on featment Dyspnea 1(11%) 0 1(33%) 0 0 0 0 0
g 1001 I Pharmacodynamics - yH2AX Prior systemic therapy, n (%) y o - Hemoptysis 1 (11%) 0 1 (33%) 0 0 0 0 0
3 ::_ - - Jp——— S0 eslnes sl Platinum-containing chemotherapy 9 (100%) Not all data source verified Viascular
é - p e -
% :: CAPDH i i ", Immuno-oncology 1 (11%) _ _ Hypotension 1 (11%) 0 1 (33%) 0 0 0 0 0
& PARP inhibitor 1 (11%) Figure 6. Adverse events at Iegst possibly relgted to ATRN-119 | ——
RN DDR deficiency, n (%) AsI of OSI;ep'fA\ %()R |\|201213: Five study patients have experienced AEs assessed as possibly/probably Fatigue 4 (44%) 0 1(33%) 0 2 (67%) 0 1 (33%) 0
TP53 7 (78%) related to 119 Chest pain (non-cardiac) 1(11%) 1(11%) 1 (33%) 0 0 1 (33%) 0 0
Flg ure SATRN 119 dally QOSIng IS deSI.I’able | 3 (33%) Hypotension, Grade 2 *Excludes progressive disease
Lack of daily dosing may contribute to formation of resistance ARID1A 1 (11%) (001-001%) S ummar Not all data source verified
. - . Diarrhea, Grade 1 y
rug “On » Drug “Off > RAD51D 1 (11%) ‘ (001-001*, 003-003)
. = y = —
P P P 04] N 05 ] N 06 N N Rb1 1 (11%) Decreased appetite, Grade 1
el froa . % - 2% 2% 2% Tumor (001-001) ‘ « Dalily dosing of ATRN-119 may result in persistent tumor-reducing effect
@ @ @ oF T F &J  recvction | [Tumortype,n () 9 o e |
and Colorectal carcinoma 2 (22%) * No dose-limiting toxicities have been reported to date in patients treated with ATRN-119
regrowth Dehydration, Grade 2 Related Nausea, Grade 1 _ : P '
2 — 8 — B — g Adrenal cortical carcinoma 1 (11%) 001001 e (002-006) * ATRN-119 appears to be well tolerated with a manageable toxicity profile o
Appendiceal adenocarcinoma 1 (11%) - Pharmacokinetic data analysis is ongoing and results will be presented in future publications
Duodenal cancer 1 (11%) Non-cardiac chest pain Vomiting, Grade 1 « This phase 1/2a study is currently enrolling eligible study patients at four U.S. sites (NCT04905914)
S Fo Fo FN Contnuous Endometrial cancer 1 (11%) Grade 1 (001-001) v (001-001%) B coctortestim « The dose expansion cohort in select cancers is on track to be initiated in 2Q 2024
e %) ) L) tumor
q g g reduction Fallopian tube adenocarcinoma 1 (11%) Eati Grade 1 d Grade 2 Bl General gbg;evilattiodr?sc::l\zlg, sectonld quarter; ?Et adygl’sg egle\lrz;(;ATR,gAtaxia:)Telar?géeCcéaéia and ACkﬂOWledgmentS ?(gerlin%e:l\l {8l Mol Cell. 2017-66(6):801-817
’ r n r . ad3-related; CNS, central nervous s.s em; , amage res (?nse, , . . . . . . . Blackfor et al. Mol Cell. : : - )
Pancreatlc cancer 1 (11%) (0%2|-gol,(l)% 002038) a ade [ | Metabolism gsr?;?rar:l;ogg:;z,:;\éﬁngngﬂgggl’Gp:)oI;/JFXSAPTSB(?;zx;g;:et?;es;afﬁglglct)sre,nl:lgsﬁg‘ext The p?.tllents and their families who make thIS StUdy pOSS|bIe 2. Lecona E et al. Nat Rev Cancer. 2018;18(9):586-595.
B8 — o0 — o — o _ _ ’ B Vascular metastatic castration-resistant prostate cancer; PCWG3, Prostate Cancer Clinical Trials * Th? Cl'n'cal_ study teams who are participating in the study 3. Knijnenburg TA et al. Cell Rep. 2018;23(1):239-254.e6.
Adenocarcinoma of unknown primary 1 (11%) *Resulted in treatment interruption Working Group 3; PK, pharmacokinetic; RECIST, Response Evaluation Criteria in Solid « This study is sponsored by Aprea Therapeutics 4. Vacca J et al. Cancer Res 2023;83(7_Suppl):Abstract nr 6177.
— Tum.ors; RP2D, recommended phase 2 dose; RS, replication stress; SOC, standard of o Part Of thiS WOI'k was Supported by SBIR grant 1R44CA278078 5. Pamarthy S et al. Cancer Res 2019;79(13 Suppl):Abstract nr 3498.
Not all data source verified Not all data source verified care; TEAE, treatment-emergent adverse event 6. George E et al. Gynecol Oncol. 2018;149(Suppl 1):45.
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