Supplementary Material Tables 1-3.

Supplementary Material Table 3. BMI median, interquartile range (IQR) and minimum and
maximum values of the enrolled individuals at baseline.

Baseline Total population | Group A Group B Group C
(n=75) (n=25) (n=25) (n=25)
BMI (Kg/M?) | Median [IQR] | 22.82 23.01 22.78 21.67
Min-max 21.22-24.6 21.49-26.02 21.84-24.79 20.37-24.37
19-28 19-28 20-27 19-28
Males Median [IQR] | 23.51 23.7 23.59 21.3
Min-max 21.2-26.24 22.9-27.77 21.8-25.88 18.67-23.67
19-28 20-28 20-27 19-28
Females Median [IQR] | 22.35 22.59 22.43 22.04
Min-max 20.95-24.29 20.10-23.82 21.78-24.38 20.59-25.17
19-27 19-27 20-27 19-27

Supplementary Material Table 2. Absolute levels of biochemical parameters at baseline
and at the various time points.

Time ALL subjects Group A Group B Group C ANOVA
(n=73) (n=24) (n=25) (n=24) p-value
1,25-dihydroxyvitamin D (pg/mL)
N
73 24 25 24
Baselin ﬁzzli’afm 44 (11.5) 42 (8.8) 472 (12.7) 42.8(12.3) 0234
(1O0R) 437 (36.5-50.2) | 43.5(36.5-49.2) | 45.4(382-54.8) | 40.5(35.9-48.1) '
16.8-77.1 24.4-58.4 28.2-77.1 16.8-65.5
N
73 24 25 24
Dav 28 ﬁzzli’afm 57 (15.4) 61.6 (16.9) 57.5 (14.6) 52 (13.5) 0.00]
Y (10R) 56.6 (44.3-63.3) | 59.9 (48.5-71.7) | 57.3 (45.9-61.7) 50 (42.4-60) '
33.8-110 37.4-110 36.1-95.2 33.8-85.7
N
73 24 25 24
Bav 56 ﬁzzli’afm 56.8 (11.7) 59.2 (9.3) 56.6 (12.1) 54.5(13.2) 0387
Y 10R) 54.5(50.6-63.7) | 57.2(52.8-64.4) | 53.8(49-57.7) | 53.5(46.2-63.3) '
23.7-97 44.4-81.4 42.6-97 23.7-79.7
N
7 24 24 24
Dav 84 ﬁzzli’afm 56.3 (13.1) 55.8 (13) 57.5 (14.4) 55.6 (12.1) 0,85
¥ 10R) 554 (47-65.2) | 53.5(46.8-64.7) | 56.5(47-64.9) | 53.5(46.7-66.7) '
28.3-96.6 32.1-83.9 28.3-96.6 37.4-74.9
N
69 24 23 2
v 112 ﬁzzli’afm 482 (13.4) 472(11.1) 51.6(17.2) 45.7 (10.7) 0314
Y 10R) 46.2 (39-55) 47.7(412-55.2) | 48.4(39.7-62.4) | 44.1(39.2-48.5) '
24-104 24-63.4 25.2-104 25.3-70.3
24,25-dihydroxyvitamin D (ng/mL)
S 73 24 25 24
Baseline |/ n (D) 93.9 (185.1) 98 (169) 105.6 (257.2) 77.7 (95.9) 0.866




Median 332(16:90.1) | 31.5(17.5:96.1) | 29.4(12.1-89.5) | 39.7 (17.2-84.7)
(IQR) 4.9-1308 9.9-817.6 4.9-1308 5.7-361.6
I;[ean D) 73 24 25 24
Davas | Mo 68.7 (152.8) 77.4 (153.7) 80.4 (211.1) 47.8 (48.4) o
Y (10R) 24.6 (16.8-53.5) | 24.4(17.8-543) | 24.6(15.8-50.7) | 25 (18.9-63.8) '
5.4-1077 8-760.7 5.5-1077 5.4-168.7
N
73 24 25 24
Bav 56 ﬁ:g?afm 50.5 (76.1) 72.4 (115.4) 43 (50.6) 36.6 (36.8) 02
Y (10R) 28.5(11.2-59.8) | 37.8(15.7-77.3) | 23.1 (10.6-50) 22 (10.3-51) '
0-574.2 6.6-574.2 0-184.4 7.5-133.5
I;[ean D) 72 24 24 24
Davea | Modian 67.3 (170.3) 58.3 (65.6) 98 (282.9) 45.5 (60.3) 0544
Y (10R) 23.8(13.8-56.2) | 32.2(162-71.5) | 21.8(11.8-55) | 23.8(13.1-52.5) '
4-1399 9.7-268.1 5.4-1399 4-263
N
69 24 23 2
bav 112 x:zli’afm 53 (108.8) 45.6 (57.7) 66 (169) 47.5 (67) 0756
Y (10R) 209 (13.5-44.1) | 27.1(143-463) | 19.1(9.8-33.6) | 20.8 (16.5-44.7) '
3.6-814 3.6-266.7 3.8-814 5.4-305.2
PTH (pg/mL)
N
73 24 25 24
Mean (SD
Baseline MZZ?aiS) 36.4 (14) 37.2 (15.4) 33.1 (10.5) 39.1 (15.7) 031
(10R) 33.4(25.9-43.1) | 32.8(25.6-43.1) | 32.8(25.5-40.9) 36 (27.2-48) '
11.5-79.3 14.9-74.4 11.5-59.2 12.8-79.3
N
73 24 25 24
Mean (SD
Dav 28 M:Z?af ) 31.7 (11.6) 31.6 (10.4) 30.5 (11.3) 32.9 (13.3) 0
Y (10R) 30.8(23.3-39.8) | 33.1(25.4-382) | 29.4(23.3-39.8) | 31.8(23.9-42.1) '
8.3-67.8 13.5-56.8 8.3-51.5 13-67.8
N
73 24 25 24
Dav 56 ﬁ:i‘ilafm 32.4 (14.5) 31.3 (13.6) 322 (13.1) 33.7 (17) 0.84
Y (10R) 28.5(23.6-37.9) | 27.9(23.5-34.6) | 32.1(25-39.5) | 26.9(22.5-38.7) '
7.6-72.2 15.4-62.4 7.6-62.1 13.7-72.2
N
72 24 24 24
Dav 84 ﬁ:i‘ilafm 31.6 (12.6) 32,6 (11.9) 28 (11.3) 34.1 (14.2) o1
Y (10R) 30.1(23.2-37.1) | 28.4(253-37.5) | 27.5(20.8-34.4) | 313 (27.7-38.2) '
7.2-78.6 14-60.9 7.2-56.9 13.3-78.6
N
69 24 23 2
Day ﬁ:i‘;af]) ) 34 (13) 34.9 (12.5) 323 (9.9) 34.8 (16.4) 0753
112% (10R) 31.1(25.7-42.1) | 29.9(26.7-45.5) | 32.5(27-36.3) | 30.4(23.9-41.7) '
9.2-73.1 18.4-63.2 10.2-50 9.2-73.1
Ionized calcium (mmol/L)
N
73 24 25 24
Mean (SD)
. . 12 (0) 12 (0) 1.2 (0) 12 (0)
Baseline ?fglil;‘n 12(1.2-1.2) 12(1.2-13) 12(1.2-1.2) 12(1.2-1.2) 0.208
1213 1213 1213 1213
N 72 24 24 24
Day 28 | Mean (SD) 0.636
VI 12 (0) 12 (0) 1.2 (0) 12 (0)




(IQR) 12(12-12) 12(12-12) 12(12-12) 12(12-12)
1-1.3 1-1.3 1.2-13 1.2-13
N
73 24 25 24
Mean (SD)
. 12 (0) 12 (0) 1.2 (0) 1.2 (0)
Day 56 i\fggn 12(1.2-1.3) 12(1.2-1.3) 1.2(1.2-1.3) 1.2(1.2-1.3) 0486
1213 12-13 12-13 1213
N
7 24 24 24
Mean (SD)
. 12 (0) 12 (0) 1.2 (0) 1.2 (0)
Day 84 ?fgi;n 12(1.2-1.2) 12(1.2-1.2) 1.2(1.2-1.2) 1.2(1.2-1.2) 0.674
1213 12-13 1213 12-13
N
69 24 23 2
Mean (SD)
. 12 (0) 12 (0) 1.2 (0) 1.2 (0)
Day 112 ?fgi;n 12(12-1.2) 12(1.2-1.2) 12(1.2-1.2) 12(1.2-1.2) 0.373
1.1-1.3 12-13 12-13 1.1-1.3
FGF-23 (pmol/L)
N
73 24 25 24
Mean (SD)
. . 1(1.6) 0.5 (0.4) 13(22) 1.1(1.4)
Bascline 1(\;1(3(11{;‘“ 0.5 (0.3-1) 0.4 (0.2-0.8) 0.6 (0.3-1.1) 0.6 (0.3-1.1) 0.192
0-10.8 0-1.6 0-10.8 0-5.4
N
73 24 25 24
Dav 28 x:zli’afm 1.4 (2.8) 0.7 (0.6) 22 (4.4) 1.4(1.8) 0.1
o4 (10R) 0.8 (0.4-1.4) 0.6 (0.4-0.8) 12(0.4-1.7) 0.6 (0.4-1.5) '
0-22.5 0-2.7 0-22.5 0-7.8
N
73 24 25 24
Bav 56 x:zli’afm 1.3 (1.6) 0.8 (0.9) 1.7(2.2) 12 (1.4) o154
o4 (10R) 0.7 (0.3-1.4) 0.6 (0.3-1) 0.8 (0.5-2) 0.7 (0.4-1.5) '
0-9.5 0-3.9 0-9.5 0.2-6.7
N
) 24 24 24
Dav 84 ﬁzzli’afm 1.2 (1.4) 0.8 (0.9) 1.3 (1.4) 1.4 (1.6) 0208
4 (10R) 0.7 (0.3-1.3) 0.4 (0.3-1) 1(0.2-1.6) 0.7 (0.5-1.3) '
0-6.1 0-3.7 0-5.9 0-6.1
N
69 24 23 2
bav 112 ﬁzzli’afm 13 (1.9) 0.7 (0.5) 1.7 (2.6) 1.6 (1.8) 0155
4 (10R) 0.8 (0.4-1.2) 0.6 (0.3-1) 1 (0.4-1.8) 0.8 (0.6-2) '
0.1-12 0.1-2.1 0.2-12 0.1-7.8
CTX-I (ng/mL)
N
73 24 25 24
Mean (SD)
. . 0.4 (0.2) 0.4 (0.2) 03(0.2) 0.3 (0.1)
Bascline ?fggm 0.3 (0.2-0.5) 0.4 (0.3-0.5) 0.3 (0.2-0.4) 0.4 (0.3-0.4) 0.022
0.1-0.9 0.1-0.9 0.1-0.8 0.1-0.5
N
73 24 25 24
Dav 28 ﬁ:g?afm 0.4 (0.2) 0.4 (0.2) 03(0.1) 0.4(02) 007
Y (10R) 0.4 (0.3-0.5) 0.4 (0.3-0.6) 0.3 (0.2-0.4) 0.4 (0.3-0.5) '
0.1-1.1 0.1-1.1 0.1-0.7 0.1-0.7
N 73 24 25 24
0.3 (0.2) 0.4 (0.2) 0.3 (0.1) 0.3 (0.1)
Day 56 ﬁezlilafm 0.3 (0.2-0.5) 0.4 (0.2-0.6) 0.2 (0.2-0.4) 0.3 (0.2-0.4) 0.042
¢ 0-0.7 0.1-0.7 0.1-0.6 0-0.5




(IQR)
N
72 24 24 24
Dav 84 x:zri‘afm 0.4(0.2) 0.4(0.2) 03(0.2) 03(0.2) 0.068
Y 10R) 0.3 (0.2-0.5) 0.4 (0.3-0.5) 0.3 (0.2-0.4) 0.3 (0.2-0.5) '
0-0.8 0.2-0.8 0.1-0.8 0-0.7
N
69 24 23 2
Dav 112 x:zri‘afm 03(0.2) 0.4(0.2) 03(0.2) 03(0.2) 0.00
Y (10R) 0.3 (0.2-0.4) 0.4 (0.2-0.5) 0.3 (0.2-0.4) 0.3 (0.2-0.4) '
0-0.8 0.1-0.8 0.1-0.6 0-0.6
PINP (ng/mL)
N
73 24 25 24
Baselin x:zli’afm 62.6 (24.1) 75.9 (29) 53.8 (18.7) 58.6 (18.2) 0.003
(10R) 58(45.9-72.2) | 68.2(57.9-90.9) | 50.5(42.5-57.1) | 58.3 (43.5-71.4) '
22.7-149.8 22.7-149.8 28.6-128.1 32.9-88.9
N 24
73 25 24
Dav 28 x:zli’afm 64.8 (25.4) ig;gi;) 55.9 (15.5) 58.4 (15.4) 0,001
Y 10R) 60.4 (49.6-70) 1029) 54.4(47.9-613) | 60.1 (46-68.7) '
25.1-153.6 s llsae 28.6-103.3 32.8-92.5
N
73 24 25 24
Bav 56 x:zli’afm 61.8 (22.4) 71.5 (28) 542 (16.3) 60.1 (18.8) 0021
Y 10R) 56.4 (46.5-75.4) | 61.9(53.5-822) | 49.8 (453-61.8) | 56.5(44.1-75.6) '
23.5-145.9 23.5-145.9 32.6-104.6 29.5-99.2
N
7 24 24 24
Dav 84 x:zli’afm 60.3 (25.7) 72.6 (34.2) 50.8 (18) 57.4 (16.7) 0,000
Y 10R) 56.4(41.9-70.7) | 66.2(53.1-87.3) | 46.1 (37.8-63.1) | 55.9 (42.3-67.3) '
25.3-195.7 27.3-195.7 25.3-87.6 33.9-88.2
N
69 24 23 2
v 112 ﬁzzli’afm 57.3 (20.7) 67.2(23.2) 50.4 (16.1) 53.8 (18.8) 001
Y 10R) 559 (42-66.7) | 61.8(53.7-81.9) | 48.4(41-552) | 51.7(37.9-65.5) '
23.6-109.5 23.6-107.4 27.8-100 29.5-109.5
BALP (ug/L)
N
73 24 25 24
Baseline ﬁ:i‘ilafm 15.6 (6.7) 18 (8.5) 13.8 (3.9) 152 (6.6) 0.08
(10R) 13.9 (11.1-183) | 16.4(12.5-20.8) | 12.8 (11.1-15.6) | 14.2(10.4-18.3) '
5.8-40.7 7.3-40.7 7.5-24.7 5.8-33.5
N
73 24 25 24
Dav 28 ﬁ:g?afm 15.1(5.9) 172 (6.2) 13.7 (4.1) 145 (6.7) 0,003
Y (10R) 142 (11.2-17.4) | 16.6(12.6-20.8) | 12.9(10.8-15.7) | 14 (10.3-16.5) '
3.3-34.5 6.7-33.2 8.7-24.2 3.3-34.5
N
73 24 25 24
Bav 56 ﬁ:g?afm 14.8 (6.7) 17.1 8.1) 13.1 (4) 145 (7) 0,105
Y (10R) 13.6 (10.8-16.8) | 15.3(12.3-18.5) | 12.7(10.1-14.8) | 13.4(10.6-15.8) '
5.6-44.6 6-44.6 6.3-20.7 5.6-33.8
N 7 24 24 24
14.5 (6.4) 17.2 (7.6) 123 (3.6) 14 (6.5)
Day 84 ﬁe?(sm 132(106-159) | 153(12222) | 113(103-144) | 133(1-142) | 9%
edia 5.7-37.6 5.7-37.6 73-21.1 6.2-36.5




(IQR)
N
69 24 23 2
Dav 112 x:zri‘afm 13.8 (6.2) 16.1 (8.1) 12.1 (3.5) 13.1 (5.4) 0,065
Y 10R) 124 (10.1-16.8) | 13.8(10.3-19.5) | 11.2(9.4-13.9) 12.4 (10-15.5) '
42-43 6-43 7-20.9 4227.9
Dkk-1 (pmol/L)
N
73 24 25 24
Baselin x:zli’afm 18.6 (11.1) 16.7 (8.3) 17.7 (12.6) 212(11.9) 0330
(1O0R) 157 (10.6-23.1) | 17.3(11.9-232) | 13.7(10.3-21) | 18.6(13.3-26.4) '
22-56 22-32.6 4-50.3 6.1-56
N
73 24 25 24
Dav 28 x:zli’afm 19.1(11.2) 18 (8.6) 175 (11) 21.9(13.3) 032
Y (1O0R) 16 (10.7-23.6) 16(122-23.4) | 153(9.7-20.6) | 18.1(12.5-27.7) '
4-60.8 5.6-39.9 4-44.4 7-60.8
N
73 24 25 24
Bav 56 x:zli’afm 227 (12.1) 21.3 (10.1) 215 (12.1) 25.4 (13.8) 0]
Y 10R) 211 (13.8-31.6) | 21.6(12.6:27.5) | 16.6(11.4-31.6) | 22.4(14.7-32.4) '
5-64.5 5-37.5 5.6-45.5 8.7-64.5
N
7 24 24 24
Dav 84 x:zli’afm 24.8 (14.2) 23.7 (13.1) 247 (14.3) 25.9 (15.5) 0873
Y 10R) 21.7(12.7-34.5) | 202(13.7-31.8) | 223 (11.935) | 22.6 (14.3-35.4) '
4.5-63.6 6-53 6.3-53.3 45-63.6
N
69 24 23 2
bav 112 x:zli’afm 23.9 (12.7) 21.8(11.7) 233 (13.2) 26.7 (13.1) 041
Y 10R) 21.6(14.1-31.4) | 21.4(11.8-30.1) | 21.6(13-30.2) | 22.1(18.2-33.1) '
5-54.5 5.3-45.4 5-51.9 9.9-54.5
Sclerostin (pmol/L)
N
73 24 25 24
Baseline ﬁ:i‘ilafm 25 (25.5) 205 (13.7) 282 (27) 26.1 (32.5) 055
(10R) 189 (11.9-31.7) | 16.8(11.8-24.4) | 19.5(11.9-36.4) | 19.2(15.5-25.1) '
4.1-173 4.1-66.2 5.8-139.1 5-173
N
73 24 25 24
Dav 28 ﬁ:i‘ilafm 223 (20.6) 18.1(13.1) 227 (15.9) 26 (29.3) 041
Y (10R) 179 (11.625.7) | 16.6(9.1-22.9) | 17.9(13.8-28.6) | 19.2(14.7-25.5) '
0-151.8 0-57.9 0-82.2 0-151.8
N
73 24 25 24
Dav 56 ﬁ:i‘l‘i}aﬁsm 252 (22) 20.1(15.2) 27.3 (20.6) 28.1(28.2) 0382
Y (10R) 20.5(142-31.7) | 19.7(11.1-25.9) | 24.9 (15-33.9) 20 (15.9-32.7) '
0-150 0-63.3 6.2-106.8 7.8-150
N
72 24 24 24
Dav 84 ﬁ:g?afm 24 (17.9) 20.9 (13.2) 27 (18.7) 24.1 21.1) 0.504
Y (10R) 19(133-283) | 184(11.2-267) | 20.9(14.9-34.8) | 19.7(13.2-25.5) '
0-111.1 45-52.5 5.2-89.9 0-111.1
N 69 24 23 bp)
25.6 (16.8) 24.1 (13.9) 28 (20.7) 24.5 (15.6)
Day 112 ﬁezlilafm 203 (14-33.4) 19(16.4-32.5) | 19.7(13.8-33.9) | 22 (13.6-28.7) 0.691
¢ 6.2-98 7.6-57.7 6.2-98 8.1-76




(IQR)

Supplementary Material Table 3. Percentage change

respect to baseline at the various time points.

of the tested biochemical parameters with

Time ALL subjects Group A Group B Group C ANOVA
(n=73) (n=24) (n=25) (n=24) Results
1,25
dihydroxyvitamin
D
P anova 0.022
II:I/Iean (SD) 347(335) 24 25 82(529 5) 26 62?32 7 [AvB 0.014
Day 28 percentage 50 (38.3) ’ ) . ’ P AvsC 0.019
. 95%CI 25.8;42.2 13.6;38 12.7;40.4
change with 33.8;66.1 P BvsC 0.941
respect to Baseline p-valuc# <0.001 <0.001 <0.001 0.001 P AvsB (Holm)| 0.043
Median (IQR 33 (11.4;49.8) 40.7 (25.4:76.1) 28.6 (6.4;44.3) 19.5 (8.9;41) P AvsC (Holm)| 0.043
P BvsC (Holm)| 0.941
N 73 24 25 24 lf; TOVS‘ 8'823
Dav 56 percentage Mean (SD) 34.1(30.8) 45.3 (29.1) 25.2(29.8) 32.1(31.2) P A://ZC 0'133
Y p. & 95%ClI 26.9;41.2 33;57.6 12.9;37.5 18.9;45.3 '
change with P BvsC 0.425
N t to Baselin p-value# <0.001 <0.001 <0.001 <0.001 P AvsB (Holm)| 0.067
Spectto BASEHNC I\ fedian IQRY  35.1 (11.6;49) | 41.5(26.3;51.4) | 23.1 (0;42.1) 26(105:51) |, Av:C (HZlm) 0267
P BvsC (Holm)| 0.425
N 72 24 24 24 1}: j‘;v"sg‘ 8ZZ
Mean (SD) 31.5(29.5) 34.2 (22.6) 23.7 (29) 36.6 (35) '

Day 84 t P A 0.776
a4y O% PEICCHES lgso,Cl 24.6;38.4 24.7;43.8 11.4:35.9 21.8:51.4 vsC 77
change with P BvsC 0.131
respect to Baseline p-valuc# <0.001 <0.001 0.001 <0.001 P AvsB (Holm)| 0.435

P Median (IQR 30.9 (7.4;44.2) 32.7 (18.6;42.9) 22 (2.8;38.7) 32.3(13.3;63.6) P AvsC (Holm) 0'776
P BvsC (Holm)| 0.392
N 69 24 23 2 i j‘;osvg 0022
Day 112 Mean (SD) 13.1 (26.2) 14.4 (26.4) 11.1 (28.9) 13.9(24.2) p AZSC 0'959
percentage change [95%CI 6.8;19.4 3.2;25.5 -1.5;23.6 3.2;24.7 P BvsC 0'717
with respect to p-value# <0.001 0.014 0.08 0.013 P AvsB (Holm) ' 1
Baseline Median (IQR 10 (-6.4;27.9) 11.2 (3.2;22) 3.3(-8.8;31.6) 8.1 (-6.1;29.5) P AvsC (Holm) |
P BvsC (Holm) 1
24,25-
dihydroxyvitamin
D
24 P anova 0.281
IN 73 25 24
-4.7 (49.5 P AvsB 0.186
Mean (SD) 11.6 (134.8) (49.5) 46.6 (213.1) -8.5(70.8) Vs
Day 28 percentage -25.6;16.2 P AvsC 0.922
. 95%CI -19.9;43.1 -41.4;134.5 -38.4;21.4
change with 0.645 P BvsC 0.156
respect to Baseline p-valuc# 0.464 11.3( 0.285 0.562 P AvsB (Holm)| 0.467
Median (IQR)| -17.7 (-49.5;27.2 -25.1 (-49.9;15.1 '
edian (IQ TTCA95272) | 530077 9:6(-508:65.7) STEA9IS) 1o A vsC (Holm)| 0.922
P BvsC (Holm)| 0.467




24 P anova 0.192
IN 73 25 24
13.9 (93 P AvsB 0.839
Mean (SD) -0.8 (83) .( ) 9.2 (93.7) -25.9 (52.5) Vs
Day 56 percentage -25.3;53.2 P AvsC 0.098
. 95%CI 202:18.6 29.5:47.8 -48.1;-3.7
change with valuck 0.935 0.47 0.629 0.024 P BvsC 0.14
respect to Baseline i/ledian aQR)| 253 (:57.7:29.5) 236 (- 13.2 (-53.4:47.8) 37.4 (61.8:4.1) | AvSB (Holm)) 0839
’ T 46.3;41.5) ’ o ’ o P AvsC (Holm)| 0.293
- P BvsC (Holm)| 0.293
N 72 24 24 24 i ZI;’SV; 8222
Mean (SD) 1.4 (91) 15.6 (116) -0.1 (68.1) 1.4 (84.1) :
Day 84 percentage 55, oy -2022.8 -33.4;64.6 -28.9;28.7 469241 |LAWC 0.312
change with P BvsC 0.671
respect to Baseline p-value# 0.898 0.517 0.995 0.515 P AvsB (Holm) |
Median (IQR)| -17.6 (-63.8;29.7) | 2.7 (-62.3;29.7) -11.3 (-52.8;40.5) -32.4 (-66.1;18.3) P AvsC (Holm)| 0.935
P BvsC (Holm) 1
24 P anova 0.348
IN 69 23 22
-9. 3. P AvsB 0.275
Day 112 Mean (SD) 1.2 (112.1) 3191(7219; 26.1(172.1) 202492) |, AXZC 0 725
percentage change [95%CI -28.1;25.7 0'5’19 ' -48.4;100.5 -42.1;1.6 b BusC 0 17
with respect to p-value# 0.929 2'7 3 0.475 0.067 P AvsB (Holm)| 0 5 51
Baseline Median (IQR)} -29.3 (-61.9;21.1) 69.7:17.9) -42.6 (-57.9;54.8) -25.1 (-60.5;11.8) P AvsC (Holm)| 0.755
P BvsC (Holm)| 0.511
PTH
24 P anova 0.785
IN 73 25 24
-6.6 (40.8 P AvsB 0.873
Mean (SD) 7.7(35.2) (. ) -5(33.9) 11.8 (31.2) Ve 7
Day 28 percentage -23.8;10.7 P AvsC 0.615
. 95%CI -15.9;0.5 -19;9.1 -24.9;1.4
change with 0.438 P BvsC 0.505
respect to Baseline p-valuc# 0.065 -13.7 (- 0473 0.078 P AvsB (Holm) 1
Median (IQR)|  -14.4 (-34.2:9.4) 353115) -12.3 (-27.2;15.9) 203240 Bt oty 1
P BvsC (Holm) 1
N 73 24 25 24 lf; TVOSV;‘ 8"3‘22
Mean (SD) 7.1 (35.9) 9.4 (41.5) 0.1 (37.8) 12 (27.2) '
Day 56 t P AvsC 0.799
ay 20 PEICEtage lsosCl -15.5,1.3 26.9:8.1 115.7;15.6 23.5:-0.6 VS
change with P BvsC 0.249
respect to Baseline p-valuc# 0.097 0279 0-994 0.04 P AvsB (Holm)| 0.746
Median (IQR)] -15.2 (-27.6;6.6) |-20.4 (-29.1;3.2) -7.9 (-21.4;7.6) -15.5(-34.3;3.3) P AvsC (Holm)| 0.799
P BvsC (Holm)| 0.746
N 72 24 24 24 i 21‘:’5‘;‘ ggzi
Mean (SD) -8.3(31.2) -6.5 (28.5) -11.9 (31.6) -6.6 (34.2) '
Day 84 t P A 0.994
Chzyn ) fveitrﬁen 8¢ osoeCt -15.6;-1 -18.5:5.5 -25.2:1.4 21;7.9 > B::(C: o 529
respegc o Baseline Pvalue# 0.026 0.275 0.078 0.356 b Avs (Holm)| 1
Median (IQR)|  -10.5 (-38;14.9) |-8.6(-25.4;12.2)|  -10.7 (-38;8) 105 (40.1172) | omy| 1
P BvsC (Holm) 1
N 69 24 23 2 i j‘fv"s‘g‘ gggz
Day 112 Mean (SD) 1.2 (38.8) 3.9 (44.5) 0.9 (25.3) L5@49) | 0644
percentage change [95%CI -8.2;10.5 -14.9;22.7 -10.1;11.8 -21.4;18.4 P BvsC 0 34
with respect to p-value# 0.804 0.673 0.87 0.877 P AvsB (Holm) '1
Baseline Median (IQR) 6.4 (23.7;15.5) | 3 (273218) | -112(2L617.0) | -66(B2113) |0 i)
P BvsC (Holm) 1
Ionized calcium
N 72 24 24 24 i 21:’5‘; g'égz
Day 28 percentage Mean (SD) -0.7 (3.2) -1.7 (3.8) -0.2(3.2) -0.4 (2.3) P AvsC 0.144
chanee with 95%Cl1 -1.5;0 -3.3;-0.1 -1.5;1.2 -1.3;0.6 P BvsC 0.825
respegct to Baseline p-valuc# 0.048 0.036 0.793 0433 P AvsB (Holm) 0.281
Median (IQR -0.8 (-2.4;0.8) -1.2 (-3.2;0) -0.4 (-2.6;1.1) -0.8 (-1.7;0.8) P AvsC (Holm)| 0287
P BvsC (Holm)| 0.825




N 73 24 25 24 i 21;‘]’3"‘ 3’5771 ;
Mean (SD) 0.8 (2.8) 0.4 (2.9) 0.8 (2.8) 1.1(2.8) :
Day 36 percentage 5, ) 0.1:1.4 -0.8;1.6 2032 -0.1:2.2 P AvsC 0.421
change with P BvsC 0.802
respect to Baseline p-valuc# 0.022 051 0.14 0.08 P AvsB (Holm) 1
P Median (IQR)] 0.9 (-1.6;2.5) 0.4 (-1.2,2.4) 0.8 (-0.8:2.4) 2.4 (-1.6;3.3)
5.6:5.9 4:8.6 3.2:6 P AvsC (Holm)) 1
T o - P BvsC (Holm) 1
N 72 24 24 24 i ZI;’SV; 00'32529
Mean (SD) 20.12.6) 0.4 2.1 0.5(2.7) -0.4 (2.9) '
Day 84 percentage 55, oy -0.7:0.5 -13;0.5 -0.6:1.7 1708 AV 0.983
change with P BvsC 0.212
respect to Baseline p-valuc# 0.717 0.335 0.363 0479 P AvsB (Holm)| 0.635
Median (IQR)|  -0.4 (-1.6;1.7) | -0.8 (-1.6:1.6) 0 (-0.8:1.9) 08 CL804) |0 Hom)| 0983
P BvsC (Holm)| 0.635
N 69 24 23 2 g T‘:’VS‘ 8;;;
Day 112 Mean (SD) 0.9 (2.5) -1.2(2.5) 0.7 (2.3) 0727 | AV: c 0.546
percentage change [95%CI -1.5;-0.3 -2.2;-0.1 -1.7;0.3 -1.9;0.5 P BysC 0 99
with respect to p-value# 0.005 0.032 0.152 0.234 P AvsB (Holm) '1
Baseline Median (IQR)  -0.8 (-2.5;0.8) | -1.2(-3.1,0.8) 0.8 (-2.4;0.8) 0(2506) o'y ¢ tom)| 1
P BvsC (Holm) 1
FGF-23
23 P anova 0.835
IN 69 24 22
3.1 (190.6 P AvsB 0.981
Mean (SD) 104.3 (241.4) 93.1(190.6) 91.4 (174.9) 130.1 (340.7) Ve
Day 28 percentage 10.7;175.5 P AvsC 0.613
. 95%CI 46.3;162.3 17.5;165.2 -20.9;281.2
change with 0.029 P BvsC 0.592
respect to Baseline p-valuc# 0.001 26.7 ( 0.018 0.088 P AvsB (Holm) 1
Median (IQR)|  40.6 (-6.5:87.4) 31.9:1152) 59.1(10.1:92.5) MISET3D) i Hom)| 1
P BvsC (Holm) 1
23 P anova 0.682
N 69 24 22
140.4 (289.1 P AvsB 492
Mean (SD) 121.5 (322.4) 04(289.1) 74.9 (140.6) 152.5 (472.8) Vs 049
Day 56 percentage 15.4;265.5 P AvsC 0.902
. 95%CI 44;198.9 15.5;134.3 -57.2;362.1
change with 0.029 P BvsC 0.422
respect to Baseline p-valuc# 0.003 44.2 ( 0.016 0.145 P AvsB (Holm) 1
Median (IQRY 273 (:3081429) | 120 179 (168;123.1) | 304 (247:1094) "0 o
P BvsC (Holm) 1
23 P anova 0.267
N 68 23 22
156 (366.9 P AvsB 0.132
Mean (SD) 90.6 (238.2) (366.9) 49.5 (123.5) 65.3 (129.6) Vs
Day 84 percentage -2.7;314.6 P AvsC 0.204
. 95%CI 32.9;148.3 -3.9;102.9 7.8;122.7
change with 0.054 P BvsC 0.824
respect to Baseline p-valuc# 0.003 17.9 ( 0.068 0.028 P AvsB (Holm)| 0.397
Median (IQR) 19.1(:29.9:1072) | 30 -1.7 (-42;100.2) $9.1(8.7:846) o) (Holm)| 0,407
P BvsC (Holm)| 0.824
N 66 23 2 21 i j‘fv"s‘g‘ 00616841
Day 112 Mean (SD) 164 (554.5) 114.8 (220.4) 43.4 (72.5) 3442 (942.1) |00 o
percentage change [95%CI 27.7;300.3 19.4;210.1 11.2;75.5 -84.6;773 )

. P BvsC 0.077
with respect to p-value# 0.019 0.021 0.011 0.11 P AvsB (Holm)| 0.664
Baseline Median (IQR)| 50 (-8.5;108.5) | 58.8 (-10.8;185)|  42.6 (0.4:64) S0 (2151377 | otm)| 0341

P BvsC (Holm)| 0.23
CTX-I
N 73 24 25 24 i 21:’5‘; 8}7;‘5‘2
Mean (SD) 12.8 (38.1) 8(32.7) 16.3 (46.3) 14 (34.9) '
Day 28 percentage 55, 3.9;21.7 57218 2.8;35.3 07087 pPAVC 0.594
change with P BvsC 0.839
respect to Baseline p-valued 0.005 0.24 0.092 0.061 P AvsB (Holm) 1
P Median (IQR)| 8.6 (-5.9;25) 10.1 (-7.9;30) 8.6 (-4.4;24.1) 8 (-5.7;25.4)
35:150 P AvsC (Holm) 1

P BvsC (Holm)




N 73 24 25 24 i 21;‘]’3"‘ gg;
Mean (SD) 1.6 (48.7) 3.5(33.2) 9.5(61.7) 1.5 (47.4) :
Day 56 percentage o5, 9.7:13 -17.5;10.5 -16,34.9 215086 [P AVC 0.887
change with P BvsC 0.439
respect to Baseline p-value# 0.778 0613 0451 0881 P AvsB (Holm) 1
P Median (IQR)|  -5.6 (-27.5:16.7) | 4.3 (-21.6:9.9) 0 (-27.7:43.3) AS8(30.567) o0 totm)| 1
P BvsC (Holm) 1
P .
N 72 24 24 24 . ZI;’SV; (o) 232
Mean (SD) 5.7 (40) 4(28.4) 11.9 (54.5) 13(33.2) :
Day 84 percentage os,, 3.715.1 8;16 111335 28153 | AVC 0816
change with P BvsC 0.362
respect to Baseline p-valuc# 0.229 0.5 0.294 0.855 P AvsB (Holm) 1
P Median (IQR 0(-20.1;25) 4.5 (-6.7;23.9) -4.5 (-24.6;28.8) 0 (-22.4;10.6) P AvsC (Holm) 1
P BvsC (Holm) 1
N 69 24 23 2 g T‘:’VS‘ 8"7‘;‘7‘
Day 112 Mean (SD) 1.5(53.1) -2.2(34.4) 9 (58.1) -2.4(64.7) P AV:C 0 99
percentage change [95%CI -11.3;14.2 -16.7;12.3 -16.1;34.1 -31.1;26.3 P BysC 0 ;‘79
with respect to p-value# 0.817 0.759 0.466 0.865 P AvsB (Holm) ' |
Baseline Median (IQR) -7.3 (-32.5;17.6) -2.9(-23.3;18) -2.6 (-32.4;23.2) -17.6 (-38;0) P AvsC (Holm) |
P BvsC (Holm) 1
PINP
N 73 24 25 24 g T‘:’SV;‘ 8'2?‘5‘
Mean (SD) 49(17.2) 6.7 (20.2) 5.8(15.2) 2.1(16.1) :
Day 28 percentage os,, 0.9;8.9 1.9;15.2 05,12 4789 [ AWC 0.362
change with P BvsC 0.459
respect to Baseline |- ~valuef 0.018 0.12 0.069 0.531 P AvsB (Holm) 1
P Median (IQR 3(-8.3;15.2) 3.8 (-2.6;14.6) 3 (-5.5;16.5) 2.6 (-10.8;9.5) P AvsC (Holm) 1
P BvsC (Holm) 1
N 73 24 25 24 lf; TVOSV;‘ 8'; ;;
Mean (SD) 1 (18.4) 3.6 (20.3) 2.5 (15.6) 42(19) '
?hzyns S fgﬁmage 95%CI 3.3;53 12.2;5 4:8.9 3.9;12.2 i g::g g';ii
res egct to Baseline p-value# 0.638 0.394 0439 0.296 P AvsB (Holm) 0.506
P Median (IQR)| 1.1 (-11;14.5) | -7.8 (-15.7:8.5) | 0.8 (-9.3;15.2) THES2154) | ot 0,445
P BvsC (Holm) | 0.747
N 72 24 24 24 i 21‘:’5‘;‘ g:gg
Mean (SD) 2.4(20.5) 3(21.8) 5.3 (19) 1.1(20.9) '

Day 84 t P A 0.493
a4y O% PEICCHES loso,Cl 7224 12.2:6.2 -1332.8 7.7:9.9 vsC ?
change with P BvsC 0.287
respect to Baseline p-valuc# 0.324 0.506 0.187 0.799 P AvsB (Holm)| 0.985

P Median (IQR)Y -3.8 (-14.7;11.3) -5.6 (-14.6;7.9) -7.5(-19.9;10.8) -0.5 (-8.4;21.1) P AvsC (Holm) 0.985
P BvsC (Holm)| 0.86
N 69 24 23 2 i j‘fv"s‘g‘ g'zgz
Day 112 Mean (SD) -7.1 (18) -9.2 (16) -6.3 (14.1) -5.6 (23.5) P AvsC 0'503
percentage change [95%CI -11.4;-2.8 -16;-2.5 -12.3;-0.2 -16;4.8 P BvsC 0.908
with respect to p-value# 0.002 0.01 0.044 0.275 P AvsB (Holm) ' |
Baseline Median (IQR)|  -8.6 (-17.6:3.5) | -8.7 (-20.3:4.1) -8.6 (-14.4:3) B8(IT35) e doim| 1
P BvsC (Holm) 1
BALP
N 73 24 25 24 i 21:’5‘; g';‘z‘l‘
Mean (SD) -1.8 (15.6) -0.4 (15.9) -0.1 (12.1) -4.9 (18.5) '
Day 28 t P A 0.321
a4y 26 PEICCEE g0, 5.4:1.9 7.1:63 5.1:4.9 12.72.9 vsC
change with P BvsC 0.288
respect to Baseline p-valuc# 0.333 0.905 0.962 0.207 P AvsB (Holm)| 0.951
P Median (IQR -1.7 (-10.7;7.9) -1.3 (-8.2;7.6) -2.8 (-8.9;8.1) -6.7 (-15.4;5.3) P AvsC (Holm) 0.865
P BvsC (Holm)| 0.865




: R PR P S
Day 56 percentage |2t (SP) 4.4 (14.5) -3.5(16.7) -5.1(13.5) ATA8)p A vsC 0.779
: 95%CI -10.5:3.5 -10.7;0.5 -10.5;1.1
change with -7.8;-1 P BvsC 0.927
respect to Baseline p-value# 0.011 0316 0.073 0109 P AvsB (Holm) 1
Median (IQR : 7.7 (-15.4; 2.4(-89; 0.2 (-14;5.2
edian (IQRY 4 (15.4552) | 77 C1549) (-8.9:3) 02C1452) b AvsC (Holm)| 1
P BvsC (Holm) 1
N 72 24 24 24 i ZI;’SV; (o)fzg
Mean (SD) 6.5 (16.7) 2.5(18.2) -10.1 (15.2) 6.9 (16.3) :
?;;gjgeiiﬁemge 95%CI -10.4;-2.6 10.2;5.2 -16.5:-3.6 -13.8;0 gg‘t:g 8'2?2
respegct to Baseline p-valuc# 0.001 0.503 0.004 0.049 P AvsB (Holm) 0’365
Median (IQR)|  -6.8 (-17.9;5.5) | 2.2 (-16.1:9.9) |  -8.5 (-23.6;-3.6) ALLCITISS) | (Holm)| 0731
P BvsC (Holm)| 0.731
N 69 24 23 2 g T‘:’VS‘ 8'223
Day 112 Mean (SD) -10.0 (16.4) 9.4 (15.9) 115 (17.5) -11(16.5) PAV:C 0743
percentage change [95%CI -14.5;-6.6 -16.1;-2.6 -19;-3.9 -18.3;-3.7 P BysC 0'924
with respect to p-value# <0.001 0.008 0.005 0.005 P AvsB (Holm) ' |
Baseline Median (IQR)| -10.6 (-22.4;-1.1) | -8.3 (-21.8;-02) |  -13 (-22.8:-3.3) 10(206:-13) | otm| 1
P BvsC (Holm) 1
Dkk-1
N 73 24 25 24 g T‘:’SV;‘ 8"3‘22
Mean (SD) 15.6 (66.9) 28.9(97.3) 11 (48.7) 7.1 (42.1) :
Day 28 percentage 5, oy 0:31.2 -12.2;70 -9231.1 106249 |LAWC 0.265
change with P BvsC 0.842
respect to Baseline p-valuc# 0.05 0.159 0.272 0-416 P AvsB (Holm)| 0.794
Median (IQR)| -0.3 (-16.3;20.7) | 9.1 (-8.1;42.4) | -4.4(-16.5;18.8) 45 (223212) | oim)| 0794
P BvsC (Holm)| 0.842
N 73 24 25 24 lf; TVOSV;‘ 8'223
Dav 56 sercentage M€ (SD) 412 (76.4) 51.5(104) 39.3 (59.3) EER () B 04L1
YOO Pe 8¢ lososcr 23.4;59.1 7.6,95.4 14.8:63.7 7.7;58.4 :
change with P BvsC 0.779
respect to Baseline P71 <0.001 0.024 0.003 0.013 b Avs (Holm)| 1
Median (IQR)]  21.7 (-3.3;60.8) | 34.6 (1.4;53.8) |  20.5 (-9.6;95.6) 149 C1589) o oty 1
P BvsC (Holm) 1
N 72 24 24 24 i 21‘:’5‘;‘ 83?2
Mean (SD) 48.1 (77.6) 60.9 (94.3) 52.7(73.2) 30.7 (62) '
Day 84 t P A 0.183
Chzyn ) fveitrﬁen 8¢ l9s04Cl 29.9:66.3 21.1;100.7 21.8:83.6 4.5:56.9 > B::(C: 033
respegct to Baseline p-valuc# <0.001 0.004 0.002 0.023 P AvsB (Holm)| 0 :718
Median (IQR)|  18.5 (-2.5;80. 30.3 (2.9;81.2 27.1 (0;86. 12.7 (-6.5;54. :
edian (IQ (-2:5:80.7) (2.9:81.2) 7.1 (0:86.7) 76354 o A vsC (Holm)|  0.549
P BvsC (Holm)| 0.659
N 69 24 23 2 i j‘fv"s‘g‘ 00'79932
Day 112 Mean (SD) 46.1 (73.5) 51.2 (88) 493 (72.2) 37.3(586) |\ e 0.577
percentage change  [95%CI 28.5;63.8 14.1;88.4 18.1;80.6 113633 o 0,288
with respect to p-value# <0.001 0.009 0.003 0.007 P AvsB (Holm) ' |
Baseline Median (IQR)  24.1 (-6;83.5) | 17.8(-5.3;93.8) |  24.1 (0.3;78.2) M3 (6TT02) |yl Hom)| 1
P BvsC (Holm) 1
Sclerostin
: = . | . .
M D 2.0 (47. :
Day 28 percentage | ;/*“(‘;S ) 12 (0; (6)) -5.1 (49.0) 2.5 (40.8) 1.64 (444) [P AvsC 0.873
change with Vellllue# 0 ’71’5' -25.3;15.1 -23.2;18.5 -17.0;20.4 P BvsC 0.58
respect to Baseline i/ledian (I0R 75( 3'5 9:35.4) 0.608 0.809 0.59 P AvsB (Holm) 1
DT 17 (41.031.8) | 7.6 (-42.0;33.0) 6.5(-25.7;46.3) [P AvsC (Holm)| 1

P BvsC (Holm)




N 73 24 25 24 lf; TVOSV;‘ 8:?2
Mean (SD) 8 (46.5) 6.0 (52.3) 10.5 (35.47) 19.8 (48.7) '
Day 56 t P AvsC 0231
ay 20 PEICEtage lososCl -13.139.0 28.5;15.7 415252 (-0.8:40.3) VS
change with P BvsC 0.294
respect to Baseline p-value# 0.146 0-550 0.150 0.059 P AvsB (Holm)| 0.872
Median (IQR)| -7.65 (-37.7;37.0) |-6.0 (-42.1:45.0)| 2.1 (-13.4;35.3) 852 (19.7:674) |0 Hommy| 0,693
P BvsC (Holm)| 0.693
p .
N 72 24 24 24 . ZI;’SV; (o) gzz
Mean (SD) 4.7 (49.7) 5.9 (49.4) 15.9 (9.8) 4.1(53.1) '
Day 84 percentage 55, oy -3.0;20.4 -14.9;26.8 -427;36.2 830265 |[LAWC 0.972
change with P BvsC 0.991
e i p-valuc 0.143 0.560 0.116 0.706 b AvsD (Holm)| 1
P Median (IQR) 2.5 (-32.2;50.0) |5.27 (-36.1:49.4)| 9.9 (-29.4;52.0) 1SS B otm) | 1
P BvsC (Holm) 1
p 404
N 69 24 23 2 . 21;’:; 8 2(1) )
Day 112 Mean (SD) 8.2 (35.8) 12.7 (36.2) 10.5 (38.1) 14G34) o3
percentage change [95%CI -0.02;16.4 -2.21;27.7 -5.2;26.2 -12.4;15.2 P BysC 0 '294
with respect to p-value# 0.051 0.091 0.18 0.836 P AvsB (Holm) 0’635
Baseline Median (IQR)| 10.8 (-21.2;33.3) |17.9 (-21.2;50.0)| 5.8 (-13.8;31.6) 59(297300) ) otm) | 0,56
P BvsC (Holm)| 0.635

BALB = bone alkaline phosphatase; CTX-1 = C-terminal telopeptide of type I collagen; DKK-1 =
Dicckopf-1; FGF-23 = fibroblast growth factor-23; IQR = interquartile range; PINP = procollagen
type I N-terminal propeptide; PTH = parathyroid hormone; SD = standard deviation
The Holm—Bonferroni method was used to counteract the problem of multiple comparisons.







