	Biomarker
	Number of studies
	Outcome of fracture
	Analysis of covariance
	HR per SD
	p-value of meta-analysis
	Inconsistency index
I2 (%)
	p value of publication bias
(Egger’s test)/
meta-regression 

	s-CTx
	3
	hip
	crude
	1.18 (0.98-1.43)
	0.088
	9.1%
	0.886

	s-CTx
	5
	all 
	crude
	1.22 (1.06-1.39)
	0.004
	0.0%
	0.540

	s-CTx
	4a 
	all 
	crude
	1.23 (1.04-1.46)
	0.004
	9.6%
	0.630

	s-CTx
	4b
	all 
	crude
	1.25 (1.90-1.43)
	0.002
	0.0%
	0.012/0.431c

	s-CTx
	3a,b
	all
	crude
	1.28 (1.06-1.55)
	0.010
	17.7%
	0.66

	s-CTX
	4
	hip
	adjusted
	1.26 (1.03-1.54)
	0.024
	57.9%
	0.069

	s-CTx
	7
	all
	adjusted
	1.21 (1.10-1.33)
	<10-4   
	29.2%
	0.040/0.026c

	s-CTx
	6a
	all
	adjusted
	1.16 (1.06-1.27)
	0.020
	0.0%
	0.040/0.138c

	s-CTx
	7b
	all
	adjusted
	1.24 (1.11-1.37)
	<10-4   
	41.2%
	0.010/0.012c

	s-CTx
	6ab
	all
	adjusted
	1.19 (1.06-1.34)
	0.030
	34.1%
	0.009/0.064c

	s-PINP
	3
	all
	crude
	1.05 (0.93-1.18)
	0.411
	0.0%
	0.093

	s-PINP
	6
	all
	adjusted
	1.30 (1.18-1.43)
	<10-4   
	0.0%
	0.539

	s-PINP
	3
	hip
	adjusted
	1.36 (1.04-1.79)
	0.027
	54.1%
	0.091

	s-PINP
	4a
	all
	adjusted
	1.22 (1.06-1.40)
	0.004
	0.0%
	0.989

	b-ALP
	3a    
	all
	crude
	1.18 (0.85-1.63)
	0.315
	69.1%
	0.760

	b-ALP
	3a
	vertebral 
	crude
	1.20 (0.88-1.63)
	0.253
	62.5%
	0.683

	b-ALP
	3ab
	vertebral
	crude
	1.31 (0.87-1.97)
	0.191
	71.7%
	0.564

	b-ALP
	5
	all
	adjusted
	1.40 (1.21-1.61)
	<10-4   
	0.0%
	0.709

	b-ALP
	4a
	all
	adjusted
	1.40 (1.20-1.63)
	<10-4   
	0.0%
	0.715

	b-ALP
	3
	vertebral
	adjusted
	1.44 (1.18-1.76)
	<10-4   
	0.0%
	0.141

	s-TRACP
	2
	all
	adjusted
	1.10 (0.94-1.28)
	0.223
	10.7%
	0.818


Supplementary table 4 . Effect sizes, heterogeneity statistics and results for publications bias and time trend for all biomarker analyzed
The outcome of fracture “All”, refers to the overall result of the meta-analysis (including hip, vertebral, nonvertebral and all fracture type).  A p value of <0.05 is considered statistically significant. aThe results of this meta-analysis correspond only to female subjects. bThe meta-analysis was repeated by replacing the study of Gerdhem et al. (1) by the study of Ivaska et al (2). cThe result corresponds to the p-value of the meta-regression analysis.
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