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Supplementary Table 1. Baseline characteristics of included patients for CT scan
	Characteristics
	Control group (n = 44)
	CKD group (n = 85)
	p value

	Age (years)
	61.36 ± 10.69
	65.59 ± 13.80
	0.079

	Sex (male, n%)
	25 (57%)
	54 (64%)
	0.462

	Laboratory Tests
	
	
	

	WBC, × 109/L
	6.41 ± 1.52
	7.13 ± 2.68
	0.054

	RBC, × 1012/L
	4.50 ± 0.61
	3.66 ± 0.73
	<0.001***

	PLT, × 109/L
	210.30 ± 64.94
	186.32 ± 94.88
	0.135

	Neutrophil, × 109/L
	4.19 ± 1.29
	5.21 ± 2.61
	0.003**

	Lymphocyte, × 109/L
	1.46 ± 0.52
	1.15 ± 0.52
	0.002**

	Monocyte, × 109/L
	0.36 ± 0.13
	0.49 ± 0.24
	<0.001***

	ALT U/L
	21.84 ± 13.06
	18.42 ± 20.94
	0.379

	AST U/L
	21.25 ± 7.84
	22.30 ± 15.10
	0.668

	BUN mmol/L
	5.02 ± 1.32
	15.18 ± 8.68
	<0.001***

	Cr mmol/L
	62.05 ± 10.33
	335.34 ± 275.83
	<0.001***

	UA μmol/L
	290.18 ± 80.58
	398.07 ± 154.32
	<0.001***

	eGFR ml*min/1.73m2
	105.73 ± 8.09
	26.54 ± 17.38
	<0.001***

	TC, mmol/L
	3.92 ± 1.00
	3.53 ± 1.37
	0.102

	TG, mmol/L
	1.38 ± 0.92
	1.74 ± 1.33
	0.119

	HDL-c, mmol/L
	1.18 ± 0.33
	0.95 ± 0.39
	0.001***

	LDL-c, mmol/L
	2.13 ± 0.75
	1.86 ± 0.92
	0.095

	HbA1c (%)
	6.13 ± 1.46
	6.48 ± 1.52
	0.223

	ADAM8 pg/mL
	790.26 ± 237.05
	942.74 ± 394.94
	0.007**

	Index
	
	
	

	PIV
	286.45 ± 312.03
	534.39 ± 622.395
	0.003**

	SII
	719.79 ± 569.77
	1023.80 ± 1059.34
	0.036**


Values are presented as mean ± standard deviation, median (25th–75th percentile), or n, and independent samples. The t-test was used for two-group comparisons. For categorical variables, the chi-squared test was used for comparisons. *p < 0.05, **p < 0.01, ***p < 0.001. Abbreviations: SBP, systolic blood pressure; WBC, white blood cell; Hb, hemoglobin; PLT, platelet; FBG, fasting blood glucose; BUN, blood urea nitrogen; UA, uric acid; Cr, serum creatinine; TC, total cholesterol; TG, triglycerides; LDL, low-density lipoprotein cholesterol; HDL-C, high-density lipoprotein cholesterol; PIV, pan-immune-inflammation value = (neutrophil count × platelet count × monocyte count) ÷ lymphocyte count; SII, systemic immune inflammation index = (platelet count × neutrophil count) ÷ lymphocyte count.



Supplementary Table 2. Information of antibodies
	Types of Primary Antibodies
	Sources

	ADAM8 Ectodomain Polyclonal Antibody
	AF1031, R&D systems, Minneapolis, Minnesota, USA

	GAPDH monoclonal antibody
	ab181602, Abcam, Cambridge, Cambridgeshire, UK

	IL-18 monoclonal antibody
	ab207323, Abcam, Cambridge, Cambridgeshire, UK

	RUNX2 monoclonal antibody
Sm22 alpha polyclonal antibody
	ab236639, Abcam, Cambridge, Cambridgeshire, UK
10493-1-AP, proteintech, city, state, country

	HRP Goat Anti-Rabbit IgG (H+L)
	AS014, ABclonal, Wuhan, China
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Supplementary Fig. 1. Representative images of genotyping and WB of KO and Flox mice. (A) Genotyping of macrophage-specific ADAM8 KO mice. (B) Western blot analysis and quantification of protein levels of ADAM8 in KO and Flox mice.




[image: ]Supplementary Fig. 2. Von Kossa staining and CD68/ADAM8 immunofluorescence staining of calcified regions in the calcified group (n = 4). Scale bars: 500 μm (overview); 10 μm (Von Kossa); 20 μm (immunofluorescence staining).










[image: ]Supplementary Fig. 3. Von Kossa staining and α-SMA/ADAM8 immunofluorescence staining of calcified regions in the calcified group (n = 4). Scale bars: 500 μm (overview); 10 μm (Von Kossa); 20 μm (immunofluorescence staining).
[image: ]Supplementary Fig. 4. Von Kossa staining and α-SMA/ADAM8 immunofluorescence staining of noncalcified group. (n = 4). Scale bars: 500 μm (overview); 10 μm (Von Kossa); 20 μm (immunofluorescence staining).
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Supplementary Fig. 5. Representative images of Von Kossa staining for aortic valve and arterial tissues in the CKD groups (positive staining: black) (n = 6). Scale bar = 200 μm.
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Supplementary Fig. 6. Original western blot images of GAPDH，IL-18 and RUNX2 that were used for Figure 6B. The above line is the completely original image version, and below is the version with labeled protein names and ladder molecular weights.
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Supplementary Fig. 7. Original western blot images of SM22α that were used for Figure 6B. The above line is the completely original image version, and below is the version with labeled protein names and ladder molecular weights.
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Supplementary Fig. 8. Original western blot images of GAPDH，IL-18 and RUNX2 that were used for Figure 7D. The above line is the completely original image version, and below is the version with labeled protein names and ladder molecular weights.
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Supplementary Fig. 9. Original western blot images of SM22α that were used for Figure 7D. The above line is the completely original image version, and below is the version with labeled protein names and ladder molecular weights.
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Supplementary Fig. 10. Original western blot images of ADAM8 that were used for Figure 7B. The above line is the completely original image version, and below is the version with labeled protein names and ladder molecular weights.


Supplementary Information

The F4/80-promoter sequence is described as follow: CTCCCTCTGTCTGTCTGTCTGTCTCTTTGGTGTGATGTATGTGGTGTGTGTGTATTCTACAAGGTTGACATGATGACAGAATTTAATTTTCTTAGCAGCAAGCTCATGGATCCTGGTGATAAATGCAGCATGACTTTACTGAAAAGGCTTTGTGATCTTGAAGAGTGGATTGACTTCACTGTGGGCAGCACATGCAATCTCACTTGTTTGGTGTAATGAAAGAAGAGAATGAGAGGTGGAAGGGGGATGGTAATGTTGAAAAAAAGAATGGTACAGAGGAAACTGAGGTTGGAGAGAGATGGGGTAGATGGTAAGAGATGGAGAAAGAGGGAAGGAAATGGAGAGAAAGACAGAGAGACAGAGAGAGACACACAGAGAGACACACAGAGACAGAGAGGAAGGGAAAGGGAAAGAGAAAGGAAGAGGAAGAGGGGGAGGGGAAGGGGAAGGGGAAGGGGAAGGGAGAGGGAGAAATGTGGACACTAGCCAGATTTAAGGGAGAAATTAGGGGGTTGCCAGTCTGTCCACCTCTGATGGTGGCAACTCAGCAGAAAGCTGCTGGGCTCAGTCTGGCTTTGTTGAGCAACCCTGACTCCACCCCTTTTCTTCCCCACAAAGCAAGCTTTTAAAGGGAAGGCTTTCTTCATTGAATGACTGCCACAGTACG
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Primers:

Lyz2-M-F:
5-CCCAGAAATGCCAGATTACG-3
Lyz2-M-R:
5-CTTGGGTGCCAGAATTTCTC-3'
Creamplicon:-700bp

F1:

5-ATCAGCAGGTGGTCTCTAAAACTG-3'

R1:

5-CTAACTGATGAACACACACCCTCC-3'

Homozygous: one band with 202bp

Wildtype allele: one band with 134bp
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