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PARP7 (TIPARP or ARTD14) is a mono-ADP-ribosyltransferase regulates
transcription, immune signaling, and stress responses.

Atamparib (RBN-2397, ONO-7119) is a first-in-class, highly potent, selective,
orally bioavailable PARP7 inhibitor, triggers FRA1 degradation, thereby
blocking signaling downstream of KRAS and other oncogenes’.

A unique dual mechanism of antitumor activity of atamparib’:
(1) tumor-intrinsic transcriptional reprogramming leads to cancer cell death;
(i) activation of innate immune signaling promotes antitumor immunity.

In the previous 3 clinical trials (NCT04053673, NCT05127590,
jRCT2031210373)%4, 239 patients who received =21 dose of atamparib as
monotherapy or in combination with ICI, safety profile was favourable.

Preliminary anti-tumor activity was observed in late-line NSCLC
adenocarcinoma patients with prior standard chemotherapy and
immunotherapy failure, with KRAS mutation and KRAS wild-type. Especially
PR was observed in one patient with KRAS G12V and STK11 and KEAP1

mutation with DOR about 4 months.

Based on favorable safety profile and emerging evidence suggesting higher
exposure is required for efficacy across tumor types harboring different
genetic alternations, the ongoing trial is exploring higher dose levels to
generate proof of concept in selected populations and then to expand
broader genetic subgroups.

Method: Study Design

PRP7A-ATA-001 (NCT07374419, CTR20260092)° is a phase Ib/ll, open-
label, multi-center trial conducted in China. It comprises 2 parts:

Phase Ib
* Primary objectives: to assess safety and tolerability, MTD and RP2D.
* Secondary objectives: to characterize PK and antitumor activity.
Phase Il
* Primary objective: to assess antitumor activity at RP2D.

* Secondary objectives: to evaluate additional antitumor efficacy, safety
and PK.

Exploratory biomarker endpoints to access treatment response,
pharmacodynamic effects, ctDNA dynamics and DDI.

Method: Key Eligibility Criteria

Inclusion

Participants must be =218 years of age.

Histologically confirmed diagnosis of unresectable advanced or metastatic
NSCLC adenocarcinoma.

Documented KRAS mutation status at study entry.

Pre-treated with =21 line of standard therapy and experienced radiographic
tumor progression and have failed institutional SOC.

Have measurable tumor lesions.
ECOG PS of 0-1.

Exclusion

Mixed histology of non-adenocarcinoma NSCLC.

With oncogenic driver mutation other than KRAS for which an approved
therapy is available but not adequately treated.

Symptomatic, or unstable CNS lesions.

Method: Study Schema

Monotherapy Escalation

Atamparib, PO, BID

NSCLC adenocarcinoma n=3-6
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DL3: 300mg
n=3-6
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DL1: 200mg BOIN design
n=3-6 +backfilling

Phase Ib

N (escalation) =18-36

* Three different planned dose level cohorts: 200mg; 250mg; 300mg;
 Dose level: 350mg; 400mg; 450mg may also be explored.

« BOIN design with backfilling is followed.
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Atamparib, RP2D, PO, BID

Arm A: Non-G12C KRAS, 2L+
n=10-40

Arm B: G12C, KRASI naive 2L+
n=10-40

Arm C: G12C, KRASI pre-treated 2L+
n=10-40
Arm D: KRAS wt 2L+
n=10-40

Phase I

* N (expansion) =40-160

 Dose expansion part is initiated once RP2D is
identified.

e Four arms at 22 line all dosed at RP2D level.

« SMC conducts reviews on safety data for decision on escalation of each dose level.
« Backfilling: if a dose level is deemed safe by SMC, additional participants may be enrolled.

Study procedures

« Screening period of 28 days, treatment period and (28-day safety and survival [expansion only]) follow up period
« Enrolled participants would receive atamparib orally twice daily with continuous dosing in 21-day cycles.

« Safety is evaluated per NCl| CTCAE v6.0.

 Tumor assessments per RECIST v1.1 is performed once every 6 weeks for the first 6 months, then reduced to once every 9 weeks.
« Treatment continues until radiographic PD, unacceptable toxicity, or withdrawal from the study.

« Atamparib is a first-in-class, highly potent and selective PARP7 inhibitor
currently in clinical development.

 Aclear PARP7 dependency in NSCLC adenocarcinoma and atamparib’s
unique dual mechanism of action, point to new indications both as single
agent and in combination.

 Monotherapy trial is ongoing and expected to enroll up to 200
participants.

« Currently enrolling DL3: 300mg BID. DL1: 200mg BID and DL2: 250mg
BID were cleared with no DLTs.

 Emerging preliminary data on safety, PK, and efficacy is expected to be
presented at a future conference meeting.
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