
ELECTRONIC SUPPLEMENTARY MATERIAL
Table S1. Quality of life in adults with XLH and in the general Spanish population according to the 2011-2012 National Health Survey. Response percentages in the different dimensions of the EQ-5D-5L questionnaire.*
	Dimension
	Adult patients with XLH
(%) (n=29)
	General population (%) (n=20,587)

	Mobility
	
	

	No problems
	6.90
	85.72

	Slight problems
	37.93
	6.25

	Moderate problems
	31.03
	4.76

	Severe problems
	20.69
	2.45

	Unable to walk about
	3.45
	0.82

	Self-care
	
	

	No problems
	48.28
	93.78

	Slight problems
	31.03
	2.52

	Moderate problems
	17.24
	1.77

	Severe problems
	3.45
	0.93

	Unable to wash or dress
	0
	1.01

	Usual activities
	
	

	No problems
	20.69
	88.86

	Slight problems
	34.48
	4.87

	Moderate problems
	31.03
	3.22

	Severe problems
	13.79
	1.58

	Unable to do usual activities
	0
	1.46

	Pain/discomfort
	
	

	No pain or discomfort
	13.79
	75

	Slight pain or discomfort
	10.34
	12.51

	Moderate pain or discomfort
	34.48
	8.86

	Severe pain or discomfort
	37.93
	4

	Extreme pain or discomfort
	3.45
	0.41

	Anxiety/depression
	
	

	Not anxious or depressed
	34.48
	84.97

	Slightly anxious or depressed
	31.03
	8.6

	Moderately anxious or depressed
	24.14
	4.25

	Severely anxious or depressed
	10.34
	1.68

	Extremely anxious or depressed
	0
	0.41


*Results are expressed only as percentages to simplify table layout.


Table S2. Quality of life in adults with XLH (n= 29) and caregivers (n=21). Response percentages in the different dimensions of the EQ-5D-5L questionnaire
	Dimension
	Adult patients with XLH
N (%)
	Caregivers
N (%)

	Mobility
	
	

	No problems
	2 (6.90)
	8 (38.09)

	Slight problems
	11 (37.93)
	10 (47.62)

	Moderate problems
	9 (31.03)
	3 (14.29)

	Severe problems
	6 (20.69)
	0 (0)

	Unable to walk about
	1 (3.45)
	0 (0)

	Self-care
	
	

	No problems
	14 (48.28)
	18 (85.71)

	Slight problems
	9 (31.03)
	2 (9.52)

	Moderate problems
	5 (17.24)
	1 (4.76)

	Severe problems
	1 (3.45)
	0 (0)

	Unable to wash or dress
	0 (0)
	0 (0)

	Usual activities
	
	

	No problems
	6 (20.69)
	11 (52.38)

	Slight problems
	10 (34.48)
	6 (28.57)

	Moderate problems
	9 (31.03)
	3 (14.29)

	Severe problems
	4 (13.79)
	1 (4.76)

	Unable to do usual activities
	0 (0)
	0 (0)

	Pain/discomfort
	
	

	No pain or discomfort
	4 (13.79)
	10 (52.38)

	Slight pain or discomfort
	3 (10.34)
	8 (38.09)

	Moderate pain or discomfort
	10 (34.48)
	2 (9.52)

	Severe pain or discomfort
	11 (37.93)
	1 (4.76)

	Extreme pain or discomfort
	1 (3.45)
	0 (0)

	Anxiety/depression
	
	

	Not anxious or depressed
	10 (34.48)
	14 (66.66)

	Slightly anxious or depressed
	9 (31.03)
	4 (19.05)

	Moderately anxious or depressed
	7 (24.14)
	2 (9.52)

	Severely anxious or depressed
	3 (10.34)
	1 (4.76)

	Extremely anxious or depressed
	0 (0)
	0 (0)
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Table S3. Direct healthcare costs in pediatric patients with XLH in Spain
	Department/
specialty
	Type
	Activity
	Elements of the activity
	Frequency
	Cost per unit
	Annual cost

	
	
	
	
	Mn
	Mean
	Mx
	Mn
	Mean
	Mx
	Mn
	Mean
	Mx

	DIAGNOSIS
	
	
	
	
	
	
	
	
	
	
	
	

	Nephrology
	Diagnosis
	Visit
	
	2.00
	3.00
	4.00
	115.00
	143.42
	171.83
	230.00
	430.25
	687.32

	
	
	Laboratory tests with tubulopathy profile
	Blood count, urea, creatinine, oligoelements (P, K, Na, Ca), PAL, osmolarity, proteins, bilirubin. Urine: 24-h urine collection, diuresis, creatinine, oligoelements (Na, K, Mg), osmolarity, sediment.
	2.00
	3.00
	4.00
	86.00
	193.50
	301.00
	172.00
	580.50
	1204.00

	
	
	PTH test
	
	2.00
	3.00
	4.00
	10.80
	15.40
	20.00
	21.60
	46.20
	80.00

	
	
	DEXA
	
	0.20
	0.35
	0.50
	20.95
	55.48
	90.00
	4.19
	19.42
	45.00

	
	
	Renal ultrasonography
	
	0.50
	0.75
	1.00
	20.00
	55.00
	90.00
	10.00
	41.25
	90.00

	T&O
	Diagnosis
	Skeletal survey
	
	0.06
	0.28
	0.50
	50.00
	54.00
	58.00
	2.78
	15.00
	29.00

	
	
	Visit
	
	1.00
	1.50
	2.00
	50.51
	93.76
	137.00
	50.51
	140.63
	274.00

	Dentistry
	Diagnosis
	Visit
	
	0.50
	0.75
	1.00
	38.08
	87.54
	137.00
	19.04
	65.66
	137.00

	
	
	Dental study
	
	
	
	
	249.00
	249.00
	249.00
	0.00
	0.00
	0.00

	Orthotics
	Diagnosis
	Visit
	
	1.00
	1.50
	2.00
	115.00
	126.00
	137.00
	115.00
	189.00
	274.00

	Cardiology
	Diagnosis
	Visit
	
	0.30
	0.65
	1.00
	55.43
	96.22
	137.00
	16.63
	62.54
	137.00

	Genetics
	Genetic counselling

	
	
	0.06
	0.06
	0.06
	137.00
	137.00
	137.00
	8.22
	7.92
	7.61

	
	Diagnosis
	Study of PHEX mutations
	
	0.06
	0.06
	0.06
	200.00
	600.00
	1000.00
	12.00
	36.00
	60.00

	Others
	FGF23 test
	
	
	0.06
	0.06
	0.06
	25.00
	46.91
	68.82
	1.50
	2.81
	4.13

	
	Imaging studies
	
	
	1.00
	1.50
	2.00
	34.00
	34.00
	34.00
	34.00
	51.00
	68.00

	TREATMENT

	Nephrology
	Visits
	
	
	0.30
	0.40
	0.50
	82.00
	82.00
	82.00
	24.60
	32.80
	41.00

	
	
	
	Calcitriol (0.25 µg – 20 capsules)
	36.00
	36.00
	36.00
	4.65
	4.65
	4.65
	167.40
	167.40
	167.40

	
	
	Medications
	Calcitriol (0.5 µg – 20 capsules)
	0.00
	0.00
	0.00
	
	
	
	0.00
	0.00
	0.00

	
	Treatment
	
	Phosphorus
	12.00
	12.00
	12.00
	44.00
	44.00
	44.00
	528.00
	528.00
	528.00

	
	
	
	rhGH (compassionate use)
	0.00
	0.07
	0.14
	6000.00
	8000.00
	10000.00
	0.00
	555.56
	1388.89

	
	
	
	Analgesics
	0.00
	0.00
	0.00
	2.00
	2.00
	2.00
	0.00
	0.00
	0.00

	
	
	Surgery
	Osteotomy (lower limbs)
	0.00
	0.01
	0.03
	11633.00
	11633.00
	11633.00
	0.00
	161.57
	323.14

	
	
	
	Epiphysiodesis
	0.00
	0.00
	0.01
	10402.00
	10402.00
	10402.00
	0.00
	28.89
	57.79

	Orthotics
	Visits
	
	
	0.00
	0.30
	0.60
	82.00
	82.00
	82.00
	0.00
	24.60
	49.20

	
	Treatment
	
	
	
	
	
	
	
	
	0.00
	0.00
	0.00

	Dentistry
	Visits
	
	
	0.00
	0.50
	1.00
	82.00
	82.00
	82.00
	0.00
	41.00
	82.00

	
	Treatment
	
	
	
	
	
	
	
	
	0.00
	0.00
	0.00

	Rehabilitation
	Visits
	
	
	0.00
	0.30
	0.60
	82.00
	82.00
	82.00
	0.00
	24.60
	49.20

	
	Treatment
	
	
	
	
	
	
	
	
	0.00
	0.00
	0.00

	Physical 
	Visits
	
	
	0.89
	1.33
	1.78
	34.00
	35.00
	36.00
	30.22
	46.67
	64.00

	therapy
	Treatment
	
	
	
	
	
	
	
	
	0.00
	0.00
	0.00

	
	
	
	
	
	
	
	
	
	TOTAL
	1447.69
	3299.25
	5847.68


ALP, alkaline phosphatase; DEXA, dual-energy x-ray absorptiometry; FGF23, fibroblast growth factor 23; PHEX, phosphate-regulating gene with homologies to endopeptidases on the X chromosome; PTH, parathyroid hormone; rhGH, recombinant human growth hormone; T&O. Trauma and Orthopedics. 



Table S4. Direct healthcare costs in adult patients with XLH in Spain
	Department/
specialty
	Type
	Activity
	Elements of the activity
	Frequency
	Cost per unit
	Annual cost

	
	
	
	
	Mn
	Mean
	Mx
	Mn
	Mean
	Mx
	Mn
	Mean
	Mx

	DIAGNOSIS
	
	
	
	
	
	
	
	
	
	
	
	

	Nephrology
	Diagnosis
	Visit
	
	1.00
	1.00
	1
	56.22
	56.22
	56.22
	56.22
	56.22
	56.22

	
	
	Laboratory tests with tubulopathy profile
	Blood count, urea, creatinine, oligoelements (P, K, Na, Ca), PAL, osmolarity, proteins, bilirubin. Urine: 24-h urine collection, diuresis, creatinine, oligoelements (Na, K, Mg), osmolarity, sediment.
	1.00
	2.00
	3
	73.20
	223.80
	374.39
	73.2
	447.59
	1123.17

	
	
	PTH test
	
	2.00
	2.00
	2
	7.70
	26.35
	45.00
	15.4
	52.7
	90

	
	
	Bone densitometry
	
	0.00
	0.50
	1
	90.00
	90.00
	90.00
	0
	45
	90

	
	
	Renal ultrasonography
	
	0.33
	0.67
	1
	21.00
	45.00
	69.00
	7
	30
	69

	T&O
	Diagnosis
	Bone survey
	
	0.33
	0.67
	1
	21.00
	54.74
	88.00
	6.93
	36.40
	88

	
	
	Visit
	
	1.00
	1.50
	2
	65.84
	84.67
	103.50
	65.84
	127.005
	207

	Dentistry
	Diagnosis
	Visit
	
	0.00
	0.50
	1
	25.56
	64.53
	103.50
	0
	32.265
	103.5

	
	
	Dental study
	
	0.00
	0.50
	1
	42.36
	51.18
	60.00
	0
	25.59
	60.00

	Orthotics
	Diagnosis
	Visit
	
	0.00
	0.50
	1
	65.84
	84.67
	103.50
	0
	42.335
	103.5

	Cardiology
	Diagnosis
	Visit
	
	0.00
	0.50
	1
	81.11
	92.31
	103.50
	0
	46.1525
	103.5

	Genetics
	Genetic counselling
	
	
	1.00
	1.00
	1
	100.00
	100.00
	100.00
	110.00
	100.00
	100.00

	
	Diagnosis
	Study of PHEX mutations
	
	
	
	
	
	
	
	
	
	

	Otros
	Test FGF23
	
	
	0.00
	0.01
	0.025
	
	
	
	
	
	

	
	Imaging studies
	
	
	1.00
	1.50
	2
	
	
	
	
	
	

	TREATMENT

	Nephrology
	Visits
	
	
	1.00
	1.50
	2
	
	14.06
	
	0
	21.08
	0

	
	Treatment
	Medications
	Calcitriol (0,25 µg – 20 capsules)
	
	
	
	4.65
	4.65
	4.65
	0
	0
	0

	
	
	
	Calcitriol (0,5 µg – 20 capsules)
	36.00
	36.00
	36.00
	6.90
	6.90
	6.90
	248.4
	248.4
	248.4

	
	
	
	Phosphorus
	12.00
	12.00
	12.00
	43.71
	43.71
	43.71
	524.52
	524.52
	524.52

	
	
	
	rhGH (compassive use)
	
	
	
	
	
	
	
	
	

	
	
	
	Analgesics
	12.00
	12.00
	12.00
	
	
	
	
	
	

	
	
	Surgery
	Osteotomies (lower limbs)
	
	
	
	
	
	
	
	
	

	
	
	
	Epiphysiodesis
	
	
	
	
	
	
	
	
	

	Orthotics
	Visits
	
	
	
	
	
	
	
	
	
	
	

	
	Treatment
	
	
	
	
	
	
	
	
	
	
	

	Dentistry
	Visits
	
	
	
	
	
	
	
	
	
	
	

	
	Treatment
	
	
	
	
	
	
	
	
	
	
	

	Rehabilitation
	Visits
	
	
	
	
	
	
	
	
	
	
	

	
	Treatment
	
	
	
	
	
	
	
	
	
	
	

	Physical 
	Visits
	
	
	
	
	
	
	
	
	
	
	

	therapy
	Treatment
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	TOTAL
	1107.51
	1835.26
	2966.81


ALP, alkaline phosphatase; DEXA, dual-energy x-ray absorptiometry; FGF23, fibroblast growth factor 23; PHEX, phosphate-regulating gene with homologies to endopeptidases on the X chromosome; PTH, parathyroid hormone; rhGH, recombinant human growth hormone; T&O. Trauma and Orthopedics. 
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