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Supplementary Fig. 1 Differential expression of chemokines and chemokine receptors in lung tissues of Control and Mpc2CKO mice following bleomycin-induced lung injury. (A) qPCR analysis of neutrophil-associated chemokines (Cxcl1 and Cxcl2), and the neutrophil chemokine receptor Cxcr2 in lung tissues from Control and Mpc2CKO mice at day 7 after bleomycin treatment. (B) qPCR analysis of macrophage-associated chemokines (Ccl2 and Ccl3), and the chemokine receptor Ccr2 in lung tissues from Control and Mpc2CKO mice at day 7 after bleomycin treatment. Data are presented as mean ± SD. Each dot represents one mouse. n = 5 mice per group. Statistical analyses were performed using Student’s t test, Welch’s t test, or the Mann–Whitney U test, as appropriate. ns, p > 0.05; *p < 0.05; ***p < 0.001.
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Supplementary Fig. 2 Cell type annotation of lung single-cell RNA sequencing data following bleomycin-induced lung injury. (A) UMAP plot showing 22,260 cells clustered into major cell populations at day 7 post-BLM. (B) Dot plot displaying the expression of canonical marker genes used for cell type annotation. Dot size indicates the proportion of cells expressing each gene, and color intensity represents the average expression level.


Table S1. Key resources used in this study, including antibodies, chemicals, assays, experimental models, and software
	[bookmark: _Hlk200102289][bookmark: OLE_LINK5]REAGENT or RESOURCE
	SOURCE
	IDENTIFIER

	Antibodies
	
	

	Anti-Mouse CD24 PE
	eBioscience
	[bookmark: OLE_LINK26]Cat#: 12-0242-83

	Anti-Mouse CD45 Biotin
	eBioscience
	Cat#: 13-0451-85

	Anti-Mouse CD34 Biotin
	eBioscience
	Cat#: 13-0341-85

	Anti-Mouse CD31 Biotin
	eBioscience
	Cat#: 13-0311-85

	Anti-Mouse Ly-6A/E (Sca-1) APC
	eBioscience
	Cat#: 17-5981-81

	PE/ Cyanine7 anti-mouse CD326 (Ep-CAM)
	eBioscience
	Cat#: 25-5791-80

	7-AAD Viability Staining Solution
	eBioscience
	Cat#: 00-6993-50

	Streptavidin APC-eFluor 780
	eBioscience
	Cat#: 47-4317-82

	DAPI Fluoromount G
	Southern Biotech
	Cat#: 0100-20

	Rabbit Anti-GFP
	Proteintech
	Cat#: 50430-2-AP

	Mouse Anti-ATP1A1
	Abcam
	Cat#: ab7671

	Syrian hamster Anti-PDPN
	eBioscience
	Cat#: 14-5381-85

	Chicken Anti-GFP
	Abcam
	Cat#: ab13970

	[bookmark: _Hlk219537456]Rabbit Anti-Chicken Fluorescein isothiocyanate
	Sigma
	Cat#: F4137

	Goat Anti-Syrian hamster, Alexa Fluor 594
	Invitrogen
	Cat#: A21113

	Goat Anti-Syrian hamster, Alexa Fluor 488
	Invitrogen
	Cat#: A21110

	Donkey Anti-Chicken, Alexa Fluor 594
	Invitrogen
	Cat#: A78951

	Donkey Anti-Rabbit, Alexa Fluor 594
	Invitrogen
	Cat#: A21207

	Donkey anti-Mouse, Alexa Fluor 488
	Invitrogen
	Cat#: A21202

	Rat Anti-KRT8
	DSHB
	TROMA-I

	Donkey Anti-rat, Alexa Fluor 594
	Invitrogen
	Cat#: A21209

	[bookmark: _Hlk188001538]Chemicals, peptides, and Recombinant Proteins
	
	

	MatrigelTM Matrix
	BD Pharmingen
	Cat#: 356231

	DMEM-F12
	Corning
	Cat#: 16-405-CVR

	Tamoxifen
	Sigma
	Cat#: T5648-1G

	Corn Oil
	Sigma
	Cat#: C8267-500mL

	1×PBS
	Cellgro
	Cat#: 21-040-CVC

	FBS
	NewZERUM
	Cat#: FBS-CE500

	Penicillin-streptomycin
	Gibco
	Cat#: 15140-122

	[bookmark: _Hlk65614825]SB431542
	Sigma
	Cat#: S4317

	Y27632
	Sigma
	Cat#: Y0503

	ITS
	Sigma
	Cat#: I3146

	HEPES
	Sigma
	Cat#: H0087

	EGTA
	Sigma
	Cat#: E8145

	Deoxyribonuclease I from bovine pancreas
	Sigma
	Cat#: DN25

	TRIzol reagent
	Invitrogen
	Cat#: 15596018

	HBSS
	Solarbio
	Cat#: H1025

	4% paraformaldehyde
	Solarbio
	[bookmark: OLE_LINK4]Cat#: P1110

	Antigen-repair solution
	[bookmark: OLE_LINK7]MAIXIM
	Cat#: MVS-0066

	Triton X-100
	Sangon Biotech
	Cat#: A600198-0500

	NGS
	Solarbio
	Cat#: SL038

	RBC lysing bufffer
	eBioscience
	Cat#: 00-4333-57

	Elastase
	Worthington
	Cat#: LS002279

	HiScript® Ⅲ RT SuperMix
	Vazyme
	Cat#: R323-01

	ChamQ Universal SYBR qPCR Master Mix
	Vazyme
	Cat#: Q711

	VECTASHIELD
	Vectorlabs
	Cat#: H1000

	Thincert cell culture insert
	Greiner Bio-One
	Cat#: 662641

	[bookmark: _Hlk198214700]TGF-β1
	PeproTech
	Cat#: 100-21

	B27 supplement
	Gibco
	Cat#: 17504044

	Human FGF-7 (KGF)
	Gibco
	Cat#: 100-19-10

	Human FGF-10
	Sinobiological
	Cat#: 10573-HNAE

	mEGF
	MCE
	Cat#: HY-P72983

	Mouse IL-1β
	MCE
	Cat#: HY-P7073A

	SB 202190
	MCE
	Cat#: HY-10295

	Human Noggin (HEK293)
	MCE
	Cat#: HY-P70558

	Human R-spondin-1
	MCE
	Cat#: HY-P72784

	Laduviglusib (CHIR-99021)
	MCE
	Cat#: HY-10182

	Mouse TNF-α
	MCE
	Cat#: HY-P7090A

	Mouse IL-6
	MCE
	Cat#: HY-P7063

	BMP-4
	MCE
	Cat#: HY-P74379

	XAV939
	Sigma
	Cat#: X3004

	Bleomycin
	Nippon Kayaku
	N/A

	Hematoxylin
	ZSQB-BIO
	Cat#: 322350

	Eosin solution
	ZSQB-BIO
	Cat#: ZLI9613

	Hema 3
	Fisherbrand
	Cat#: 400937

	Software and algorithms
	
	

	Prism 9
	Graphpad
	v9.5.1

	cellSensDimension
	Olympus
	v3.15

	Image-Pro Plus
	Media Cybernetics
	v6.0

	ImageJ
	National Institutes of Health
	v1.54h

	Seurat
	Satija Lab
	v4.3.0.1

	Critical commercial assays
	
	

	Mouse lung SP-C ELISA Kit
	Mlbio
	Cat#: ml037804

	BCA protein assay kit
	Proteintech
	Cat#: PK10026

	Experimental models: Organisms/strains
	
	

	Mouse: SftpcCreER
	Jackson Lab.
	Stock#: 028054

	Mouse: Mpc2f/f
	Jackson Lab.
	Stock#: 032118

	Mouse: Rosa26mTmG
	Jackson Lab.
	Stock#: 007676




Table S2. Primer sequences used for quantitative PCR (qPCR) analysis of target genes
	Genes
	Forward primer
	Reverse primer

	β-actin
	5′-GGCCAACCGTGAAAAGATGA-3′
	5′-CAGCCTGGATGGCTACGTACA-3′

	Mpc2
	5’-CTCAGTCCACTGTGTTGATGGC-3’
	5’-ATCCGAAACAGCTGAGAGGCTC-3’

	Acta2
	5’-GCTGGTGATGATGCTCCCA-3’
	5’-GCCCATTCCAACCATTACTCC-3’

	Col1a1
	5’-CCAAGAAGACATCCCTGAAGTCA-3’
	5’-TGCACGTCATCGCACACA-3’

	Fn1
	5’-GTGTAGCACAACTCCAATTACGAA-3’
	5’-GGAATTTCCGCCTCGAGTCT-3’

	Tgfβ1
	5’-TTGCTTCAGCTCCACAGAGA-3’
	5’-GTTGGACAACTGCTCCACCT-3’

	Sftpc
	5’-GAAGATGGCTCCAGAGAGCATC-3’
	5’-GGACTCGGAACCAGTATCATGC-3’

	Pdpn
	5’-TGCTACTGGAGGGCTTAATGA-3’
	5’-TGCTGAGGTGGACAGTTCCT-3’

	Atp1a1
	5’-CTCTGCTTCGTGGGTCTTATC-3’
	5’-GATTGGATGGTCTCCTGTAACC-3’

	Atp1b1
	5’-GCTGCTAACCATCAGTGAACT-3’
	5’-GGGGTCATTAGGACGGAAGGA-3’

	Nkx2.1
	5’-AGGACACCATGCGGAACAG-3’
	5’-CCATGCCGCTCATATTCATGC-3’

	Gata6
	5’-GCCGGAGGAAATGTACCAGAC-3’
	5’-CCCCTTGAAGGTAGGGCAG-3’

	Foxa2
	5’-CCCTACGCCAACATGAACTCG-3’
	5’-GTTCTGCCGGTAGAAAGGGA-3’

	Cebpa
	5’-CAAGAACAGCAACGAGTACCG-3’
	5’-GTCACTGGTCAACTCCAGCAC-3’

	Cxcl1
	5’-GCTGGGATTCACCTCAAGAA-3’
	5’-TGGCTATGACTTCGGTTTGG-3’

	Cxcl2
	5’-GACAGAAGTCATAGCCACTCTC-3’
	5’-GCCTTGCCTTTGTTCAGTATC-3’

	Cxcr2
	5’-GTGCATAGCCATGTGGTTACTA-3’
	5’-ACCCTCAAACGGGATGTATTG-3’

	Ccl2
	5’-GCTACAAGAGGATCACCAGCAG-3’
	5’-GTCTGGACCCATTCCTTCTTGG-3’

	Ccl3
	5’-ACTGCCTGCTGCTTCTCCTACA-3’
	5’-ATGACACCTGGCTGGGAGCAAA-3’

	Ccr2
	5’-GCTGTGTTTGCCTCTCTACCAG-3’
	5’-CAAGTAGAGGCAGGATCAGGCT-3’
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