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* Pathological complete response (pCR) is associated with improved outcomes, including
reductions in risk of recurrence, longer event-free intervals and lower mortality’.

* Immunotherapy targeting PD-1/PD-L1 has improved survival outcomes and pCR rates in
resectable disease?.

* Despite advances in major perioperative chemoimmunotherapy trials, only around 17-37% of
patients achieved pCR3-.

* The combination of PD-1/PD-L1 agents and antibody-drug conjugates (ADCs), such as the
TROP-2 directed-ADC sacituzumab govitecan (SG), represent a promising therapeutic option in
clinical practice®.

* The ARIAN trial (NCT06431633) was designed to evaluate the combination of SG and
zimberelimab in patients with resected NSCLC who failed to achieve pCR following
neoadjuvant chemo-immunotherapy.

Virginia Calvo, MD.
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Higher-risk population

Resectable NSCLC Neoadjuvant
chemoimmunotherapy

ARIAN TRIAL

ARIAN evaluates for the first time adjuvant therapy in resected NSCLC patients with residual
viable tumor after neoadjuvant chemoimmunotherapy.

Virginia Calvo, MD.
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Phase lll, multicenter, open-label, randomized trial

Key Eligibility Criteria

» Stage IB to IIIA-B (T3N2) NSCLC
histologically confirmed (IASLC v8)

* No pCR after RO
+ ECOGPSO0-1

» Neoadjuvant use of platinum-based
chemotherapy + immunotherapy

(anti PD-1)

‘CT-Scan. PET-CT and Brain CT/MRI

Blood samples
Tumor block

Basal

ARM 1: Observation-
investigator decision
(10 months)

ARM 2: Zimberelimab
360mg Q3W for 13 cycles

ARM 3: Sacituzumab Govitecan

with Zimberelimab 360mg 8
cycles + Zimberelimab 360mg 5

A 1

’CT-Scan every 12 weeks |
| I
| Blood samplesl IBIood samples‘
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Follow-up
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Primary endpoint

Disease Free Survival (DFS)
.

-
Secondary endpoints
« Overall Survival (OS)

\- Safety and Tolerability

[Exploratory endpoints

» Change in levels of ctDNA

« Correlation ctDNA and PD-L1

« Resistance mechanism
(relapse)

iAntitumor immune response

5 months of EOT or disease
observation or relapse

Every 3 months for 2 years
Every 6 months the 3™ year

day 1cycle 7

Abbreviation: CT: Computed tomography; CTCAE: Common Terminology Criteria for Adverse Events; ctDNA: circulating tumor DNA; ECOG PS: Eastern Cooperative Oncology Group performance
status; IASLC: International Association for the Study of Lung Cancer; EOT: end of treatment; NSCLC: Non-small cell lung cancer; MRI: Magnetic resonance imaging; Q3W: every 3 weeks; RO
resection: complete resection; PD-L1: programmed death receptor-ligand 1; PET: Positron emission tomography. Abbreviation: CT: Computed tomography; CTCAE: Common Terminology Criteria
for Adverse Events; ctDNA: circulating tumor DNA; ECOG PS: Eastern Cooperative Oncology Group performance
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Recruitment Status (une 2026)

4y e
HIY % i

30 August 2024 129 A7 31

. Study approval
sites Planned Screened Enrolled

enrollment

Treatment allocation \

Arm 1 ., 10

Virginia Calvo, MD.
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Conclusions

* ARIAN is an innovative study in perioperative NSCLC, addressing a key unmet question
that prior adjuvant and neoadjuvant trials were not designed to answer.

* Biological rationale: TROP2 directed ADC plus PD-1 blockade may help eliminate residual
disease and reverse immune escape in the adjuvant setting.

* |If positive, ARIAN could reshape adjuvant NSCLC management, supporting postoperative
treatment in patients without pCR, and impact future guideline recommendations.
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