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INTRODUCTION

DISCUSSION AND CONCLUSION RESULTS

Although perioperative chemoimmunotherapy has increased complete Tissue Samples
pathological response (CPR) rates in potentially resectable stage non-small

cell lung cancer (NSCLC), not all patients benefit from this approach. The top 1% baseline tissue Clones Figure 1. A) All Clones Expanded Clones

T cell receptor (TCR) repertoire clonality and higher abundance of Top 1% associated With pathological Baseline  Post-Neo. Expanded Contracted Baseline  Post-Neo. Baseline  Post-Neo.
baseline tissue clones has been associated with complete pathological - ok _ — . . 0.069 0.04- L oo
responses (CPR) and improved survival after perioperative response can be monitored ACross (<0.001 : § 1 .

chemoimmunotherapy in NSCLC. However, their systemic dynamics

throughout treatment remain unknown. fo"owing tissue and bIOOd

Objective: Track Top 1% baseline tissue clones to assess their longitudinal
behavior in tissue and blood according to pathological response. sdam ples-
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Generation of TCR Libraries: consistently higher presence, and a
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Figure 1. Tissue Dynamics of the Top 1% Baseline Tissue TCR Clones

FFPE Tissue — Oncomine™ TCR Beta-SR Assay (Thermo Fisher) - - - _ _ Following Neoadjuvant Treatment. (A) After neoadjuvant treatment,
Variable gene (V) o greater SEIECtlve expa nS|Onl In Baseline  Post-Neo. Baseline  Post-Neo. the differences in the clonal space (CS) occupied by the top 1% baseline
— —— ' : 28, tissue clones between CPR and NCPR tumors became less pronounced,

O

roETisue  Bukna J2Ubraries  sequenced Regionof Each R Clone to NCPR throughout neoadjuvant
and adjuvant treatment.

= patients achieving CPR compared

FR3 targeting Joining gene

due to an overall reduction after the neoadjuvant treatment.
Nevertheless, CPR tumors retained these clones at approximately 10%
of the total CS (median 10.35%; IQR 4.96%—-16.03%), whereas in NCPR
tumors they accounted for only 5% (median 4.91%; IQR 1.66%—6.77%).
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PBMCs — Oncomine™ TCR Betassay (Thermo FISI\:::L&M x 0.02 (B) Among expanded clones, both the overall and the normalized CS

4 e e 0.1- B aa— E per elone were higher. ie 'the CPR tumors, indicating a greater

= e = 0.0 | géélﬁa & | =t [.): contrlbetlon of each individual expanded clone t.o the overall

& pimes (54 agetng priners (7 CPR NCPR CPR NCPR CPR NCPR CPR NCPR repertoire. (C) In contrast, for contracted clones, these differences were
Isolated PBMCs Bulk RNA 8 Libraries Sequenced Region of Each TCR Clone n=12 n=11 n=12 n=11 n=12 n=11 n=12 n=11 observed only in the overall CS.
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Treatment Scheme: NADIM (NCT03081689) & NADIM Il (NCT03838159)

Ooo _ _ = ACKNOWLE DG E M E NTS Figure 2. Blood Dynamics of the Top 1% Baseline Tissue TCR Clones Following Neoadjuvant
Tr:::':r’:‘('gzro) Tre‘:f::;’::ao) V= Treatment. (A) The top 1% baseline tissue clones remained detectable in peripheral blood
@ ¥ T « Casarrubios M, Cruz-Bermtdez A, Nadal E, et al. Pretreatment Tissue TCR throughout treatment, with a consistently higher representation in patients achieving CPR. In

1IA-B NSCLC Surgery Follow-Up Repertoire Evenness Is Associated with Complete Pathologic Response in these patients, the clones occupied approximately 11% of the total blood clonal space (CS)
Patients Patients with NSCLC Receiving Neoadjuvant Chemoimmunotherapy. Clin Baseline  Post-Cycle1 Post-Neo. 6M-Adj. 12M-Adj. (median 11.19%; IQR 2.35%—28.04%), whereas in NCPR patients they accounted for less than
Bioinformatic Analysis: Cancer Res. 2021;27(21):5878-5890. doi:10.1158/1078-0432.CCR-21-1200 - 0073 D g das 1% (median 0.84%; IQR 0.08%-4.27%) across all treatment time points. (B) Tracking the
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dynamics of these top 1% tissue clones from the baseline blood revealed that expanded blood
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+ Provencio M, Nadal E, Insa A, et al. Perioperative chemotherapy and @ 04 clones tended to occupy a greater CS in patients with CPR at multiple treatment time points. (C)
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[ TRBV (Variable) Gene ] + [CDR3 Nucleotide Sequence] nivolumab in non-small-cell lung cancer (NADIM): 5-year clinical outcomes & On the contrary, contracted blood clones showed no differences according to treatment
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Clone Tracking 2024;25(11):1453-1464. doi:10.1016/S1470-2045(24)00498-4 5 02
[ Baseline Tissue ] one 0 0.1
A 0.150 Q * Provencio M, Nadal E, Gonzalez-Larriba JL, et al. Perioperative Nivolumab
Py B 0.050 Top 1% Clones . _ _ 0.0 - . O=C
M % YL and Chemotherapy in St'age Il Non-Small-Cell Lung Cancer. N Engl J] Med. CPR NCPR CPR NCPR CPR NCPR CPR NCPR CPR NCPR
il D 0.001 2023;389(6):504-513. doi:10.1056/NEJM0a2215530 =10 n=12 n=4 n=5 n=6 n=9 n=7 n=6 n=7 n=5
n=29

Neoadjuvant Blood study possible.
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Al Disclosure: Al tools were only used for the generation of icons in the methods section.
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