BACKGROUND STUDY DESIGN
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Concurrent chemoradiotherapy
(CCRT) followed by immunotherapy
Is the standard of care for
unresectable stage |l NSCLC, but
disease progression and distant
metastasis remain major
challenges.’

lvonescimab (AK112), a PD-1/VEGF
bispecific antibody, may enhance
antitumor immunity and promote
tumor vascular normalization.# 3
Radiotherapy can promote tumor-
antigen release, immune-cell
Infiltration, and immune activation.
High-dose SBRT may further
enhance these effects and
synergize with immunotherapy. °
These findings provide a rationale
for integrating Lattice SF-SBRT with
AK112-based induction, followed by
definitive cCRT and AK112
consolidation.

OBJECTIVE

This prospective, phase Il, single-arm
study aims to evaluate the efficacy
and safety of an AK112-based
iInduction and consolidation strategy
iIn patients with unresectable locally

advanced NSCLC.
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Fig.1: Study Design and Patient Flow.

ﬁ(ey Inclusion Criterh

 Age 18-75 years

* Unresectable stage Il
NSCLC

* No prior anticancer
treatment

« ECOG performance
status 0-1

* Adequate organ function

* No sensitizing
EGFR/ALK/ROS1

alterations paclitaxel
\ N=30 / \

/ Induction Therapy \

Day 1: Lattice SF-SBRT, 1 fraction
* Peak dose: 12 Gy
* Valley dose: <4 Gy

Day 2 & Day 23: AK112 20 mg/kg +

platinum-based chemotherapy
* Non-squamous: Carboplatin (AUCS)+
Pemetrexed (500 mg/m?)
» Squamous: Carboplatin (AUCS5)+ Nab-
(260 mg/m?)

Q3W x 2 cycles
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Assessments & Analysis
Tumor assessment: RECIST v1.1

Safety: CTCAE v5.0

cCRT

 Thoracic RT: 50-60
Gy / 25-30 fractions /
5—-6 weeks

» Concurrent platinum-

based chemotherapy
Q3W x 2 cycles

/ Consolidation\

Therapy

~

AK112 20 mg/kg
Q3W

| Up to 1 year, or until
disease progression,
unacceptable toxicity,
withdrawal of
consent, or death

.
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Time-to-event endpoints: Kaplan—Meler method

ENDPOINTS KEY EXCLUSION CRITERIA
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Primary Endpoint
* Obijective response rate (ORR)

Secondary Endpoints

 Pre-cCRT disease control rate
(DCR)

* Overall survival (OS)

* Progression-free survival (PFS)

e 12-month PFS rate

 Time to distant metastasis or death
(TTDM)

 [reatment-related adverse events
(TRAES)

Mixed small-cell and NSCLC
histology

Active autoimmune disease
requiring systemic treatment
Severe chronic or active infection
requiring systemic therapy
Significant cardiovascular disease
or uncontrolled hypertension
Recent grade 23 bleeding or
clinically significant hemoptysis
(>50 mL/day)

Tumor invasion/abutment of major
vessels with a potential risk of fatal
hemorrhage
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