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Figure S1   c-Myc reprograms fibroblasts into macrophages.
A. Western blotting of the overexpression of c-Myc, Klf4, Sox2, or Oct4 in MEF. EV, empty vector.
B. Representative profiles of CD45+ cells in CD45-undepleted and CD45-depleted MEF and MCC intermediates by flow cytometry.
C. The number of CD45+ MCC intermediates generated from CD45-depleted MEF and CD45-undepleted MEF.
D. Representative profiles of GFP+ cells in MEF and MCC intermediates from Sca-1 GFP transgene mice by flow cytometry.
E. Immunofluorescence of Sox2 and Oct4 expression and bright field images on day 2, day 4, and day 7 after c-Myc overexpression in MEF. Blue, DAPI. Green, Sox2. Red, Oct4. Scale bars, 100 μm. Murine iPS cells (m-iPSC) were used as a control.
F. Wright-Giemsa staining image of hematopoietic progenitor-like cells in MCC intermediates on day 7 after c-Myc transduction. 
G. Representative profiles of LSK cells (Lin-Sca-1+c-Kit+) in MCC intermediates by flow cytometry.
H and I. Percentage of CD11b+ cells in c-Kit+Sca-1+ cells by flow cytometry analysis.
J.    Representative profiles of CD45+B220+, CD45+CD3+, and CD45+CD11b+ cells in MCC intermediates by flow cytometry.
[bookmark: _Hlk124331250]K.    Representative profiles of engrafted MCC-GFP population in peripheral blood (PB) at 3 months after transplantation by flow cytometry.
Data represent mean ± SEM, ***P < 0.001, by two-tailed t-test.
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Figure S2    RNA-seq analysis of MCC intermediates and c-Myc ChIP-seq profiles in MEFs and macrophages.
A. The heatmap of differentially expressed genes (DEGs) among CD45+ PB cells, murine BM cells, MCC intermediates, MEF, and murine iPSCs by RNA-seq.
B. The heatmap of specific DEGs of both MCC and MEF but not in PB, BM, and iPSCs.
C and D. Representative KEGG pathways are relatively enriched in MCC intermediates (C) and MEF (D).
E. The heatmap of c-Myc ChIP-seq in MEFs and macrophages. The ChIP-seq data of c-Myc in MEFs and macrophages were from GSE90893 and GSE84520 datasets.
F. Quantification of LSK cells after knocking down MafB.
Data represent mean ± SEM.
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Figure S3   Pro-inflammatory gene expression and phagocytosis in iMac.
A. QRT-PCR of mRNA expression of Cxcl10, Frp2, and Irf1 genes in MEF and iMac.
B. Representative images of phagocytosis of fluorescent latex beads (red) by iMac. DAPI (blue) shows the cell nuclei. Scale bar, 20 μm.
C. Representative flow cytometry and quantification of fluorescent latex beads phagocytosed by iMac (upper panel) and MEF (lower panel). Cells without beads were used as fluorescence controls.
Data represent mean ± SEM, *P < 0.05, **P < 0.01, ***P < 0.001, by two-tailed t-test.
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Figure S4 NF-κB signaling pathway genes are upregulated in iMacs.
A. Principal-component analysis (PCA) of global transcriptional profiles of MEF, MCC, and iMac.
B. Heatmap showing the expression of phenotypic marker genes in MEF, MCC, and iMac.
C. Three gene clusters with different gene expression patterns were identified in MEF, MCC, and iMac.
D. Representative KEGG pathways are relatively enriched in C clusters.
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Figure S5   Flow cytometry profiles of tumor cells and immune cells after iMac treatment.
A. Corresponding to Figures 4B and 4C, representative flow cytometry profiles of GFP-positive Reh cells in BM and spleen.
B. Representative images of spleen after iMac treatment.
C. Representative flow cytometry profiles of human CD45+CD7+ cells in BM and spleen of NCG mice.
D. Corresponding to Figure 4Q-4U, representative flow cytometry profiles of CD11c+CD206- M1-like macrophages (% of CD11c+CD206- in CD11b+F4/80+ cells), CD11c-CD206+ M2-like macrophages (% of CD11c-CD206+ in CD11b+F4/80+ cells), CD69+ T cells (% of CD69+ in CD3+ cells), CD107a+ natural killer (NK) cells (% of CD49b+CD107a+ in CD3- cells), and dendritic cells (DC) (% of CD11c+ in CD11b+F4/80- cells) in lungs of mice bearing 4T1 tumors.
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