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INTRODUCTION

€ Immune-checkpoint inhibitors (ICIs) are currently the only widely used
immunotherapies for patients with lung cancer. However, treatment options
for patients with advanced-stage lung cancer who either have disease
progression on ICIs or discontinue ICIs early in the course of treatment for
other reasons, including irAEs, remain limited, with chemotherapy being
one of the few standard-of-care approaches available for many patients.
Encouragingly, emerging evidence indicates that some patients with
advanced-stage cancers who previously received ICIs can derive benefit
from ‘rechallenge’ with these agents.

€ However, a set of accepted standard definitions and clinical management
strategies for ICI rechallenge remains elusive. This study aimed to clarity the
efficacy and safety of ICI rechallenge therapy in patients with NSCLC who
experience postoperative recurrence. Additionally, we included the impact of
ICI administration during the neoadjuvant therapy phase in our analysis.

METHODS

1. Patients enrollment and exclusion flowchart

Patients who received lung cancer resection and adjuvant immunotherapy
Period: December 2013 to December 2024
(N=3244)

Exclude:

o Small cell lung cancer (N=43)
Second primary tumor (N=179)
Palliative surgery (N=151)
Without postoperative recurrence (N=1250)
Without immunotherapy rechallenge (N=1168)
Missing necessary information (N=233)
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Patients who experienced postoperative recurrence and
underwent immunotherapy rechallenge after recurrence

(N=220)
\ 4 A 4
Patients with neoadjuvant immunochemotherapy Patients without neoadjuvant immunochemotherapy
(N=49) (N=171)

2. This is a single-center, retrospective study involving patients who
experienced recurrence following radical surgery and underwent ICI
rechallenge treatment. Between December 2013 and December 2024, a total
of 220 patients were finally included in this study. This study received
approval from the Ethics Committee of Sun Yat-sen University Cancer
Center (SL-B2025-656-01).
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Figure 3. Optimal interval time of rechallenge calculated by maximally selected rank statistic in

3. Clinical outcomes and statistic analysis: the cohort with and without neoadjuvant immunochemotherapy.
® Progression-free survival (PFS1) was defined as the time from thoracic surgery to the first A B .
event of tumor progression, recurrence, or death.

® The PFS under rechallenge (PFS2) was defined as the time from the initiation of the \/\ - | L WP | H NJ ]
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® PKS were evaluated using Kaplan-Meier analysis and Cox proportional hazards regression, —— : : . é ;
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Peripheral tumor, n (%) 0.564 3 / f 12(24.5)

Mo 120 (54.5) 91(53.2) 29(59.2) =4 ' f 13(26.3)

o m pme g s i s e soss 1o o ”‘““ € At present, the ICIs rechallenge in lung cancer is usually defined as repeat
st e DB A e - b T i treatment with an ICI of the same class after a period of treatment
Right middle lobe 14 (6.4) 10(5.8) 4(8.2) Pneumonectomy 10 (4.5) 741 ) . . . . - . . .

Right lower obe 5005 340199) 11@24) Surgical approach, n (% <0001 discontinuation (owing to disease progression or irAEs). Some reviews suggested

Left upper lobe 61(27.7) 46(26.9) 15(30.6) VATS 158 (71.8) 139 (81.3) 19(38.8) . . . . . .

P s@s 39028 6(122) Open Q@8 2087) 30612 that ICI rechallenge is a valuable intervention in selected patients with advanced-

o e b . o e vinnee it o - stage NSCLC. In comparison to the other available options for most patients, ICI
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Pl . o e e rechallenge offers the possibility of long-term disease regression, often with fewer
NO 98 (44.5) 89(52.0) 9 (18.4) Rechallenge intervals, m, Median (IQR) 3.5(2.5-6.5) 30(2.0-55) 55(3.0-11.5) 0.002 adverse eventSo
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= oS, a = erformance-status score. TNM stage. clinical stage based on 9th edition of TNM @ ICIs are generally better tolerated than chemotherapy, although these agents can

ypT stage, n (%) <0.001 5taging of }ung cancer,; ADC. Adenocarcinoma; SCC, squamous cell carcinoma; Cause irAES, except for a feW events Of grade 23 Severity, these are usually
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T2 v i shgn VATS, video-assisted thoracic surgery. *Wilcoxon rank-sum test, Pearson »* test reversible. In addition, although many patients do not derive durable benefit

= AR e f oo fOthers in histologic type include  sarcomatoid  carcinoma,  carcinoid, from these agents, a subset of patients with a response to ICIs has been shown to

NO m{fi_'m 95 (55.6) 26/(53.1) lymphoepithelioma-like carcinoma, and adenosquamous carcinoma. have long-laSting Off-tl‘eatment remiSSionS.

M1 34 (15.5) 24(14.0) 10(20.4)

I . R == €9 In our cohort, ICI rechallenge presented a viable treatment option for

Histologic type, n (%) 0.008 b
*‘*CC agal) ) o postoperative recurrence of NSCLC, especially recommended for those with
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irAEs and <4 metastatic sites. An interval of >2.5 months for rechallenge may be
Figure 1. Kaplan-Meier curves stratified by irAEs Figure 2. Kaplan-Meier curves stratified by 4 more appropriate, while this interval should be extended to 7 months in
for PFS2 metastatic sites for PFS2 neoadjuvant immunochemotherapy group.
g =k \Vith irAEs Without irAEs g =k- <4 metastatic sites =4 metastatic sites
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