	Parameter (serum)
	Wildtype (n=10)
	Klotho-/- (n=10)

	Na+ (mM)
	141 ( 1
	145 ( 2

	Pi  (mM)
	2.6 ( 0.1
	4.8 ( 0.2*

	Creatinine (mM)
	15 ( 3
	15 ( 2

	Osmolarity (mOsm)
	313 ( 3
	323 ( 6

	1,25 Dihydroxyvitamin D (pM)
	102 ( 10
	199 ( 39*


Supplemental Table 1. Serum characteristics of wild-type and klotho-/- mice.

 Results are displayed as the average ( SEM (* p < 0.05 in comparison to wild-type)

Supplemental Table 2. Metabolic cage data from wild-type and klotho-/- mice

	Parameter
	Wildtype (n=10)
	Klotho-/- (n=10)

	Weight (g)
	20.8 ( 1.0


	10.0 ( 0.4*

	Urine Vol. (mL/day)

(mL/day/g)
	1.0 ( 0.2

0.05 ( 0.01
	0.2 ( 0.1*

0.02 ( 0.01*

	H2O drank (mL/day)

(mL/day/g)
	5.9 ( 0.5

0.31 ( 0.03
	3.9 ( 0.4*

0.38 ( 0.04*

	Urine Na+ (mol/day)

(mol/day/g)
	200 ( 20

9.4 ( 0.8 


	110 ( 50*

9.2 ( 4.5



	Urine K+ (mol/day)

(mol/day/g)
	440 ( 40

21.0 ( 2.0
	240 ( 120*

21.4 ( 10.2

	Urine Ca2+ (mol/day)

(mol/day/g)
	18 ( 3

0.9 ( 0.1
	23 ( 10

2.2 ( 0.8*

	Urine Pi (mol/day)

(mol/day/g)
	6.7 ( 0.9

0.32 ( 0.04
	68 ( 28

6.2 ( 2.4*

	Urine Creatinine (mol/day)

(mol/day/g)
	4.3 ( 0.9

0.25 ( 0.03
	0.5 ( 0.1*

0.05 ( 0.01*


Results are displayed as the average ( SEM (* p < 0.05 in comparison to wild-type)

Supplemental Table 3. Venous blood gas of wild-type and klotho-/- mice

	Venous blood gas
	Wildtype (n=3)
	Klotho-/- (n=3)

	pH
	7.32 ( 0.01
	7.24 ( 0.02*

	pCO2 (kPa)
	5.2 ( 0.2
	11 ( 1.3*

	HCO3- (mM)
	19.5 ( 0.5
	34.2 ( 3.4*

	K+ (mM)
	4.4 ( 0.2
	5.0 ( 0.2*

	Cai2+ (mM)
	1.20 ( 0.01
	1.38 ( 0.06*


Results are displayed as the average ( SEM (* p < 0.05 in comparison to wild-type)

Supplemental Table 4. Serum characteristics of wild-type (WT) and klotho-/- (KO) mice on control diet (CD) or low calcium, phosphorus and vitamin D diet (LVD)

	Parameter (serum)
	CD-WT (n=6)
	CD-KO (n=7)
	LVD-WT (n=7)
	LVD-KO (n=7)

	Pi (mM)
	3.0 ( 0.2
	5.2 ( 0.2*
	3.3 ( 0.1
	5.0 ( 0.2*

	Creatinine (M)
	19 ( 1
	23 ( 4
	13 ( 2
	37 ( 10

	Osmolarity (mOsm)
	335 ( 13
	309 ( 21
	316 ( 3
	329 ( 5


Results are displayed as the average ( SEM (* p < 0.05 in comparison to wild-type on control diet (CD-WT)).

Supplemental Table 5. Metabolic cage data from wild-type (WT) and klotho-/- (KO) mice on control diet (CD) or low calcium, phosphorus and vitamin D diet (LVD)

	Parameter
	CD-WT (n=6)
	CD-KO (n=7)
	LVD-WT (n=7)
	LVD-KO (n=7)

	Weight (g)
	23 ( 2
	10 ( 1*
	19 ( 1
	19 ( 1

	Urine Vol. (mL/day)
	0.6 ( 0.1


	0.2 ( 0.1*
	1.0 ( 0.2
	0.9 ( 0.2

	H2O drank (mL/day)
	4.9 ( 0.4
	2.9 ( 0.4*
	4.0 ( 0.4
	3.9 ( 0.6

	Urine Na+ (mol/day)

(mol/day/g)
	77 ( 14

3.8 ( 0.8


	49 ( 12

4.6 ( 1.1
	111 ( 20

5.5 ( 0.9
	132 ( 18

 7.6 ( 1.4*

	Urine K+ (mol/day)

(mol/day/g)
	175 ( 80

8.7 ( 2.0
	105 ( 32

9.8 ( 2.7
	201 ( 35

9.2 ( 1.6
	203 ( 11

11.6 ( 0.6

	Urine Ca2+ (mol/day)

(mol/day/g)
	16.6 ( 3.2

0.75 ( 0.18
	14.0 ( 4.0

1.32 ( 0.35*
	37.0 ( 7.6*

1.80 ( 0.31*
	36.2 ( 6.1*

2.03 ( 0.34*

	Urine Creatinine (mol/day)

(mol/day/g)
	1.6 ( 0.3

0.08 ( 0.02
	0.5 ( 0.2*

0.04 ( 0.02*
	2.2 ( 0.5

0.11 ( 0.02


	1.8 ( 0.3

0.10 ( 0.01

 

	Urine pH
	6.9 ( 0.3
	5.7 ( 0.2*
	6.3 ( 0.1
	5.9 ( 0.1*

	Urine Osmolarity (mOsm)
	2780 ( 250
	3546 ( 410
	2790 ( 440
	3650 ( 330


Results are displayed as the average ( SEM (* p < 0.05 in comparison to wild-type on control diet (CD-WT)).

Supplemental Table 6. Femur length and bone microarchitectural data from wild-type (WT) and klotho knockout (KO) mice on control diet (CD) or low calcium, phosphorus and vitamin D diet (LVD)
	
	CD-WT (n=4)
	CD-KO (n=4)
	LVD-WT (n=4)
	LVD-KO (n=4)

	Femur length

(mm)
	12.98 ± 0.39
	12.34 ± 0.36
	13.74 ± 0.12
	13.79 ± 0.13#

	Perimeter (mm)
	4.93 ± 0.34
	4.96 ± 0.23
	5.53 ± 0.16
	5.57 ± 0.04

	Tb.Th (m)
	58.7 ± 2.0
	50.9 ± 1.2*
	61.5 ± 1.84
	60.3 ± 1.7#

	Tb.No (No/mm)
	0.31 ± 0.02
	0.25 ± 0.00*
	0.36 ± 0.02
	0.37 ± 0.01#

	BV/TV (%)
	23.0 ± 0.9 
	14.9 ± 0.6*
	23.6 ± 1.6 
	23.2 ± 0.3# 

	Fh.V (mm3)
	6.9 ± 0.4
	6.9 ± 0.4
	8.2 ± 0.2*
	8.3 ± 0.3#

	Ct.Th (m)
	162.8 ± 9.1
	116.2 ± 1.0*
	168.3 ± 8.9
	170.3 ± 7.0#

	Ct.V (mm3)
	0.50 ± 0.06
	0.34 ± 0.02*
	0.58 ± 0.04
	0.58 ± 0.02


Femoral length was determined by a marking gauge. Parameters measured by CT included perimeter, trabecular thickness (Tb.Th), trabecular number (Tb.No), trabecular bone volume fraction (BV/TV), femoral head volume (Fh.V), cortical thickness (Ct.Th) and cortical volume (Ct.V). Results are displayed as the average ( SEM (* p<0.05 in comparison to wild-type on control diet (CD-WT), # p<0.05 versus CD-KO).






