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1) The Preferred Reporting Items for Systematic
Reviews and Meta-Analyses (PRISMA) statement was
used to report this systematic review and meta-analysis.
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2) The meta-analysis protocol was registered in
PROSPERO.
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Data Sources and Search Strategies

1) A comprehensive literature search was per-

formed in EMBASE, PubMed, the Cochrane Central
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Neoadjuvant Chemo-Immunotherapy for Early-Stage Non-Small Cell Lung Cancer

A Systematic Review and Meta-Analysis

Giuseppe Luigi Banna, MD; Mona Ali Hassan, MD; Alessio Signori, PhD; Emilio Francesco Giunta, MD; Akash Maniam, MD; Shobana Anpalakhan, MD;

Shyamika Acharige, MD; Aruni Ghose, MD; Alfredo Addeo, MD
(doi:10.1001/jamanetworkopen.2024.6837)

Register of Controlled Trials, and the Cochrane Data-
base of Systematic Reviews for English-language arti-
cles published in print or online in peer-reviewed jour-
nals through November 1, 2023; proceedings of main
international meetings (ie, American Society of Clinical
Oncology, European Society for Medical Oncology,
International Association for the Study of Lung Cancer
World Conference on Lung Cancer, and European Lung
Cancer Congress annual meetings) from January 1,
2008, to November 1, 2023, were included.
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2) The detailed search terms and procedures
are described in €Table 1 in Supplement I; the data
sources searched are in ¢Table 2 in Supplement 1.
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Risk of Bias

The random sequence generation, allocation
concealment, blinding, determination of incomplete
outcome data, and selection of outcome reporting

domains for assessing the risk of bias in the study
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were performed using the revised Cochrane risk-of-
bias RoB 2 tool. Two independent reviewers (M.A.H.,
A.S)) separately rated trial quality, and differences
were resolved by appealing to a third reviewer (A.A.).
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generation, allocation concealment, blinding 2.

Statistical Analysis
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analysis.—— A3 fd F IR BEL AN ALY (random -
effects model)
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Two-year EFS and pCR by Systematic Review

Seven of the RCTs reported EFS data, but for
the RATIONALE-315 trial, these data were not avail-
able yet. All 7 RCTs with EFS data consistently re-
ported higher 2-year EFS rates with neoadjuvant ICI-
chemotherapy (from 62.4% to 76.9%) compared with
chemotherapy with or without placebo (from 38.7%
to 67.6%), with significant differences in all 5 RCTs

performing a statistical comparison (Table).

Two-year EFS and pCR by Meta-analysis

In the meta-analysis, neoadjuvant ICI-chemo-
therapy was associated with better 2-year EFS (HR,
0.57; 95% CI, 0.50-0.66; P < .001) (Figure 1A) com-
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pared with control arms with neoadjuvant chemo-
therapy. There was also an association with increased
pCR rate (RR, 5.58; 95% CI, 4.27-7.29; P < .001)
(Figure 1B).
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