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Summary & Conclusion

Background Material & Methods
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NSCLC ATCC cell lines and patient-derived cells (PDCs) were cultured
under standard conditions. RNA extraction, cDNA synthesis, real-time PCR,
and immunoblotting were performed to assess gene and protein expression.
Cell viability was evaluated following drug treatment, and CD47 expression
was analyzed by flow cytometry. For patient samples, scRNA-seq was
conducted using the 10x Genomics platform, followed by batch correction,
clustering, and pathway analysis to assess CD47 expression changes pre- and
post-osimertinib treatment. Phagocytosis assays were performed using
macrophages derived from PBMCs to evaluate tumor cell engulfment.
Statistical analyses were conducted using appropriate parametric and non-
parametric tests.

[CD47 surface expression in NSCLC cell lines] CD47 surface expression is
elevated in EGFR-mutant NSCLC cell lines compared to EGFR wild-type,
indicating a mutation-associated upregulation of immune evasion signals.

[Time-dependent effects of third-generation EGFR-TKI treatment on CD47 surface expression] Time-dependent treatment with lazertinib in EGFR-mutant NSCLC
cell lines (L858R H1975 and E19del HCC827) leads to a progressive increase in surface CD47 expression at 24, 48, and 72 hours, indicating dynamic regulation
of immune evasion signals following EGFR inhibition.

[CD47 expression level after Osimertinib treatment for 2 months in lung cancer patients] Analysis of scRNA-seq data
reveals that CD47 expression is increased following treatment with osimertinib in NSCLC patients, with CD47-high
clusters exhibiting drug-tolerant persister features, including elevated YAP/TAZ, Hippo, Notch, and TGFβ scores.

[Combined targeting of CD47 and EGFR promotes phagocytosis in NSCLC PDCs] In EGFR-mutant NSCLC PDCs
(YU-1152, YU-1162, YUX-1024), co-treatment with lazertinib and IMC-002 enhances phagocytosis, as demonstrated by
FACS data and increased phagosome formation, indicating improved anti-tumor immune responses.

In EGFR-mutant NSCLC, CD47 expression is elevated and further induced

by lazertinib in both time- and dose-dependent manners, with CD47-high

clusters exhibiting DTP-associated signaling features. Combined treatment

enhances phagocytosis in EGFR-mutant NSCLC, highlighting context-

dependent therapeutic potential and immune modulation effects.
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[Combined targeting of CD47 and EGFR enhances phagocytosis in ATCC NSCLC cell lines] Co-treatment with lazertinib
and anti-CD47 antibody IMC-002 in EGFR-mutant ATCC NSCLC cell lines (H1975, HCC827, PC-9) shows increased
CD47 surface expression by FACS analysis, supporting modulation of immune evasion signals.
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[Screening of CD47 expression in NSCLC cell lines] Evaluation of CD47
expression by western blot and qPCR across ATCC cell lines and PDCs selected
EGFR-mutant models with high CD47 expression for downstream experiments.
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[Dose-dependent effects of third-generation EGFR-TKI treatment on CD47 surface expression] Dose-dependent treatment with lazertinib in EGFR-mutant
NSCLC cell lines (L858R H1975 and E19del HCC827) results in a concentration-dependent increase in surface CD47 expression, indicating that EGFR inhibition
modulates immune evasion signals in a dose-responsive manner.
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EGFR-TKI Induced Modulation of CD47
Expression in EGFR-Mutant NSCLCCD47 (Cluster of Differentiation 47) is an immune checkpoint molecule that delivers a

“don’t eat me” signal through interaction with SIRPα, enabling tumor cells to evade
phagocytosis. In non-small-cell lung cancer (NSCLC), EGFR mutations drive tumor
progression and are effectively targeted by third-generation EGFR tyrosine kinase
inhibitors (EGFR-TKIs) such as lazertinib; however, acquired resistance remains a major
clinical challenge. Recent studies have shown that EGFR-TKI treatment modulates CD47
expression and that combination with anti-CD47 antibodies enhances macrophage-
mediated phagocytosis and anti-tumor efficacy. IMC-002, a CD47-targeting human IgG4
monoclonal antibody, has demonstrated promising anti-tumor activity in several cancer
models but has not been evaluated in lung cancer. In this study, we investigated the
combinatorial effect of lazertinib and IMC-002 on phagocytosis in EGFR-mutant NSCLC
cell lines.
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