Supplementary table 1. Characteristics of mice sacrificed at week 3 of the experiment. Data are displayed as mean ± SD. Abbreviations are: creat, creatinine; osmol, osmolality; 24h, 24 hour. 

	
	Healthy controls
n=4
	No
treatment
n=11
	Fixed dose early
n=11
	Titrated dose early
n=9

	Weight (g)
	19.3 ± 2.4
	15.0 ± 2.6
	13.4 ± 2.7
	13.0 ± 2.4

	Water intake/body weight (g/g)
	0.28 ± 0.03
	0.45 ± 0.13
	0.79 ± 0.18
	1.02 ± 0.13

	Water intake (g/day)
	4.8 ± 0.6
	7.1 ± 2.4
	10.9 ± 3.6
	13.6 ± 1.6

	Food intake/body weight (g/g)
	0.16 ± 0.001
	0.16 ± 0.01
	0.15 ± 0.02
	0.10 ± 0.04

	Food intake (g/day)
	2.3 ± 0.04
	2.2 ± 0.2
	1.6 ± 0.3
	1.1 ± 0.5

	Total kidney weight (g)
	0.27 ± 0.03
	0.82 ± 0.18
	0.63 ± 0.13
	0.55 ± 0.16

	Cyst ratio (%)
	5.6 ± 0.6
	49.2 ± 6.1
	44.6 ± 7.2
	38.9 ± 16.7

	Fibrosis ratio (%)
	2.7 ± 0.6
	9.4 ± 4.0
	12.3 ± 5.4
	7.9 ± 5.5

	Medulla/cortex cyst ratio (%)
	0.8 ± 0.2
	2.3 ± 0.7
	3.2 ± 1.3
	3.2 ± 1.3

	Plasma sodium (mmol/L)
	150 ± 2
	156 ± 5
	156 ± 8
	156 ± 3 

	Plasma urea (mmol/L)
	13.3 ± 4.0
	53.0 ± 21.2
	34.9 ± 7.4
	32.4 ± 14.5

	Plasma creat (µmol/L)
	20 ± 12
	40 ± 14
	43 ± 17
	45 ± 20

	Plasma osmol (mmol/L)
	316 ± 5
	348 ± 20
	337 ± 18
	332 ± 8

	24h urine volume (g)
	1.5 ± 0.6
	4.0 ± 2.8
	8.3 ± 4.4
	10.0 ± 6.0

	24h urine urea (mmol/24h)
	1305 ± 430
	1401 ± 982
	1911 ± 786
	1746 ± 781

	[bookmark: _GoBack]24h urine osmol (mmol/L)
	1635 ± 261
	649 ± 124
	486 ± 127
	322 ± 88
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	Healthy 
controls
n=6
	No 
treatment
n=14
	Fixed dose 
early
n=10
	Titrated dose early
n=10
	Fixed dose 
late
n=11
	Titrated dose 
late
n=10

	Weight (g)
	18.1 ± 3.4
	14.0 ± 2.6
	16.9 ± 3.5
	11.9 ± 2.1
	14.0 ± 3.7
	14.1 ± 3.6

	Water intake/body weight (g/g)
	0.19 ± 0.04
	0.36 ± 0.10
	0.45 ± 0.18
	1.11 ± 0.44
	0.58 ± 0.09
	0.80 ± 0.10

	Water intake (g/day)
	3.8 ± 0.4
	5.8 ± 0.9
	9.9 ± 1.9
	17.2 ± 8.2
	8.7 ± 2.4
	12.1 ± 2.3

	Food intake/body weight (g/g)
	0.14 ± 0.02
	0.14 ± 0.03
	0.08 ± 0.04
	0.08 ± 0.03
	0.12 ± 0.04
	0.09 ± 0.03

	Food intake (g/day)
	2.4 ± 0.25
	2.3 ± 0.9
	1.5 ± 0.6
	1.1 ± 0.5
	1.8 ± 0.8
	1.4 ± 0.4

	Total kidney weight (g)
	0.26 ± 0.05
	1.24 ± 0.26
	1.14 ± 0.32
	0.70 ± 0.29
	1.08 ± 0.21
	1.24 ± 0.28

	Cyst ratio (%)
	5.0 ± 1.3
	58.8 ± 4.7
	55.7 ± 7.1
	43.5 ± 18.8
	55.7 ± 4.4
	57.6 ± 8.5

	Fibrosis ratio (%)
	3.7 ± 1.4
	18.0 ± 9.2
	13.8 ± 8.9
	6.1 ± 2.6
	10.1 ± 7.9
	7.9 ± 4.1

	Medulla/cortex cyst ratio (%)
	1.0 ± 0.4
	1.5 ± 0.2
	1.6 ± 0.4
	2.1 ± 1.1
	1.6 ± 0.3 
	1.7 ± 0.8

	Plasma sodium (mmol/L)
	148 ± 2
	165 ± 9
	160 ± 9
	162 ± 6
	165 ± 11
	167 ± 23

	Plasma urea (mmol/L)
	11.0 ± 1.2
	94.8 ± 30.0
	78.0 ± 30.4
	44.5 ± 29.7
	81.4 ± 27.3
	71.7 ± 31.0

	Plasma creat (µmol/L)
	17 ± 11
	67 ± 16
	74 ± 39
	58 ± 37
	81 ± 17
	93 ± 55

	Plasma osmol (mmol/L)
	313 ± 5
	385 ± 29
	366 ± 34
	352 ± 21
	376 ± 31
	376 ± 57

	24h urine volume (g)
	1.1 ± 0.3
	3.0 ± 3.3
	5.5 ± 4.6
	6.6 ± 3.6
	5.6 ± 5.6
	6.1 ± 4.7

	24h urine urea (mmol/24h)
	1874 ± 228
	980 ± 945
	1394 ± 1076
	1291 ± 497
	1447 ± 1366
	1423 ± 1004

	24h urine osmol (mmol/L)
	3036 ± 403
	639 ± 138
	480 ± 63
	353 ± 95
	479 ± 53
	421 ± 91


Supplementary table 2. Characteristics of mice sacrificed at week 6 of the experiment. Data are displayed as mean ± SD. Abbreviations are: creat, creatinine; osmol, osmolality; 24h, 24 hour. 
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