Additional file 6: Supplementary Table 4. Baseline plasma levels of biomarkers stratified by sex and skeletal-related event (SRE) status.

	Category
	Marker
	SRE cases
	Subcohort

	
	
	Male
	Female
	p-value
	q-value
	Male
	Female
	p-value
	q-value

	Immune
regulation
	CD28
	20.39 (10.54 - 86.97)
	18.95 (13.96 - 46.62)
	0.866
	0.959
	16.23 (10.41 - 42.79)
	12.48 (8.95 - 29.81)
	0.504
	0.623

	
	CD80
	11.77 (9.67 - 16.01)
	13.42 (11.29 - 15.68)
	0.623
	0.897
	11.67 (9.67 - 15.72)
	10.85 (9.65 - 14.03)
	0.517
	0.623

	
	PD–1
	52.85 (27.47 - 180.94)	
	135.95 (70.20 - 224.97)
	0.056
	0.897
	42.79 (23.55 - 92.59)
	39.12 (24.43 - 71.56)
	0.663
	0.758

	
	PD–L1
	16.04 (12.17 - 29.46)
	16.33 (14.46 - 24.41)
	0.710
	0.897
	15.24 (11.07 - 21.92)
	13.83 (8.95 - 16.63)
	0.058
	0.293

	
	PD–L2
	22.17 (16.42 - 32.65)
	30.75 (20.95 - 55.13)
	0.155
	0.897
	22.65 (17.41 - 31.24)
	22.17 (17.42 - 30.60)
	0.705
	0.769

	
	LAG–3
	13.71 (9.43 - 23.19)
	16.32 (10.38 - 21.15)
	0.582
	0.897
	12.64 (9.71 - 19.54)
	10.32 (8.10 - 15.03)
	0.046
	0.293

	
	TIM–3
	115.55 (76.90 - 215.86)
	112.17 (96.79 - 219.59)
	0.879
	0.959
	99.90 (69.41 - 167.05)
	88.47 (65.40 - 144.83)
	0.264
	0.623

	SASP
	CD36
	11.68 (8.95 - 21.30)
	13.54 (8.94 - 43.85)
	0.754
	0.905
	12.54 (9.58 - 19.27)
	12.82 (10.02 - 16.20)
	0.999
	0.999

	
	IL–1α
	37.16 (21.62 - 87.44)
	50.49 (33.39 - 101.87)
	0.537
	0.897
	32.47 (20.60 - 57.86)
	28.68 (20.32 - 48.56)
	0.371
	0.623

	
	IL–8
	54.37 (34.44 - 134.40)	
	99.41 (42.38 - 267.47)	
	0.250
	0.897
	52.86 (28.56 - 113.34)	
	43.61 (29.19 - 78.43)
	0.418
	0.623

	
	MCP–1
	18.03 (14.11 - 29.53)
	18.73 (16.79 - 23.93)
	0.654
	0.897
	17.73 (13.07 - 26.37)
	13.43 (10.34 - 18.50)
	0.014
	0.293

	
	MCP–2
	20.15 (13.52 - 38.63)
	17.19 (9.59 - 49.02)
	0.515
	0.897
	18.69 (13.40 - 25.06)
	18.33 (11.22 - 22.52)
	0.418
	0.623

	
	TNF–β
	86.53 (38.10 - 192.39)
	150.87 (61.14 - 397.57)
	0.393
	0.897
	85.61 (45.09 - 178.67)
	83.83 (42.10 - 134.50)
	0.519
	0.623

	
	TNF–RI
	94.50 (50.09 - 201.60)
	153.29 (52.16 - 360.66)
	0.697
	0.897
	87.17 (45.46 - 185.30)
	62.55 (41.76 - 219.31)
	0.444
	0.623

	
	TNF–RII
	120.88 (79.09 - 194.14)
	136.98 (88.14 - 258.89)
	0.648
	0.897
	108.20 (73.23 - 168.87)
	96.96 (64.51 - 134.43)	
	0.197
	0.525

	
	IP–10
	51.66 (26.76 - 163.54)	
	178.61 (34.21 - 233.99)
	0.339
	0.897
	43.69 (24.07 - 101.73)	
	38.40 (23.26 - 76.64)
	0.512
	0.623

	
	SDF–1α
	44.68 (32.76 - 98.57)
	47.58 (35.08 - 94.51)
	0.642
	0.897
	40.37 (28.55 - 63.45)
	35.79 (27.01 - 49.46)
	0.289
	0.623

	
	GDF–15
	80.43 (47.11 - 145.28)	
	111.98 (71.73 - 339.07)
	0.114
	0.897
	69.61 (42.82 - 141.24)	
	51.04 (36.64 - 102.56)	
	0.130
	0.446

	
	PAI–1
	19.76 (13.36 - 27.19)
	18.29 (13.18 - 26.90)
	0.960
	0.999
	17.25 (13.27 - 24.42)
	16.91 (13.22 - 22.19)
	0.870
	0.908

	
	EGF
	16.94 (12.46 - 30.70)
	14.36 (11.21 - 21.09)
	0.588
	0.897
	14.89 (9.70 - 28.34)
	11.21 (8.83 - 23.50)
	0.390
	0.623

	
	HGF
	11.20 (7.92 - 18.03)
	11.65 (10.00 - 19.69)
	0.431
	0.897
	10.44 (8.02 - 15.16)
	8.82 (7.17 - 10.44)
	0.028
	0.293

	
	FGF–2
	35.21 (20.86 - 131.12)	
	32.84 (22.63 - 132.21)
	0.999
	0.999
	32.30 (19.91 - 65.18)
	22.44 (15.93 - 45.11)
	0.096
	0.384

	
	VEGF–A
	88.39 (50.66 - 176.13)
	147.90 (90.15 - 324.65)
	0.078
	0.897
	74.21 (47.93 - 118.76)
	66.86 (39.68 - 100.89)
	0.164
	0.492

	
	MMP–1
	10.34 (8.15 - 15.20)
	8.94 (8.21 - 11.96)
	0.451
	0.897
	9.56 (7.59 - 12.97)
	8.60 (6.97 - 10.34)
	0.061
	0.293



Statistics: Data are presented as median fluorescence intensity (arbitrary units) and interquartile range (IQR). P-values reflect the comparison between males and females within each group (SRE Cases or Non-SRE Subcohort), calculated using the Mann-Whitney U test. Statistically significant differences (p < 0.05) are highlighted in bold. Note that after correction for multiple testing (FDR), no comparison retained statistical significance (q > 0.05 for all), likely due to the limited sample size in the female SRE group (n=12). Abbreviations: p, level of significance; q,  corrected level of significance; CD, cluster of differentiation; EGF, epidermal growth factor; FGF, fibroblast growth factor; GDF, growth differentiation factor; HGF, hepatocyte growth factor; IL, interleukin; IP, interferon gamma–induced protein; LAG, lymphocyte activation gene; MCP, monocyte chemoattractant protein; MMP, matrix metalloproteinase; PAI, Plasminogen Activator Inhibitor; PD–1, programmed cell death protein; PD–L, programmed death–ligand; SDF, stromal cell–derived factor; TIM, T–cell immunoglobulin and mucin domain; TNF, tumour necrosis factor; TNF–R, tumour necrosis factor receptor; VEGF, vascular endothelial growth factor.
