Figure Sla: Calcium intake (mg/day)

Mean Difference

Mean Difference

Risk of Bias

Study or Subgroup Mean Difference SE Weight IV, Random, 95% Cl IV, Random, 95% CI ABCDETFG
1.26.1 RCTs -Children
Bass 2007 396 106 14.3% 396.00[188.24, B03.7H]
Du 2004 181.7 16,6323  30.1% 1891.70[159.10, 224.30] L
Zhang 2014 (hoys) 337 331498 278% 337.00[272.03, 401.97] -
Zhang 2014 {girls) 3583 33092 278% 353.00[288.14, 417.86] -
Subtotal (95% CI) 100.0% 306.17 [198.97, 413.38] <
Heterogeneity: Tau®= 9665.77; Chi®= 30,65, df= 3 (P = 0.00001); F= 90%
Testfor overall effect: Z= 560 (P = 0.00001)
1.26.2 RCTs - Adults
Ferrar 2011 IBAOT 10931 275% 31811 [103.86, 532.35] —— 7000020
Kukuljan 20049 675 6227 34.4% B75.00[552.95, 787.08] —a 200207
Zhang 2016 368 28.8598 38.1% 368.00 [341.44, 454 56] - 0900000
Subtotal (95% CI) 100.0% 471.47 [266.51, 676.42] e
Heterogeneity: Tau®= 27871.25; Chi®=17.60, df= 2 (P = 0.0002); F= 89%
Testfor overall effect: Z=4.51 (P = 0.00001)
1.26.3 RCTs - Postmenopausal Women
Green 2002 1,210 2408 100.0% 1210.00[1162.80,1257.20] r 2002220
Subtotal (95% CI) 100.0% 1210.00 [1162.80, 1257.20] 4
Heterogeneity: Mot applicable
Testfor overall effect: Z= 5025 {F = 0.00001})
1.26.4 Non-RCTs - Adults
Osler 1998 34975 B0M156  50.4% 34975 [334.04, 365 46]
Trautvetter 2012 934 525214 496% 934.00[831.06, 1036.94] » 1@®20®7 2
Subtotal (95% CI) 100.0% 639.57 [67.03,1212.11] ——e
Heterogeneity: Tau®= 169262 66; Chi*=120.93, df=1 (P = 0.00001); = 99%
Testfor averall effect Z=219 (P =0.03)
1.26.5 Non-RCTs - Postmenopausal Women
Gonzalez Sanchez 2012 1031 357 100.0% 10310 [96.10,110.10] .
Subtotal (95% CI) 100.0% 103.10 [96.10, 110.10]
Heterogeneity: Mot applicable
Testfor overall effect: Z= 28.88 (P = 0.00001)
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Favours control

Testfor subgroup differences: Chi®= 208214, df=4 {P = 0.00001), F= 99.8%
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Figure S1b: Calcium intake by calcium fortification level (mg/day) reported in RCTs

Fortification Control Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.42.1 Low fortification 244 mg/day
Ferrar 2011 9484 2427 19 8735 4423 20 100.0% 74.90 [-147.55 297.34]
Subtotal (95% CI) 19 20 100.0% 74.90 [-147.55, 297.35]
Heterogeneity: Mot applicable
Testfor owerall effect: £= 0.66 (P = 0.51)
1.42.2 Medium fortification 459-600 mg/day
Ferrar 2011 11712 327 17 8735 4423 20 248% 297 T0[49.23 54617]
Zhang 2014 (hoys) 949 145 38 719 138 36 334% 2200015620, 283.80] =
Zhang 2014 (girls) 01 184 36 B85 126 a7 266% 2460017347, 31853 —
Zhang 2016 1,067 171 a0 B9 1H a0 37.8% 2898.00([238.29 357.71] -
Subtotal (95% CI) 141 143 100.0% 258.09 [218.64, 297.54] 0
Heterogeneity: Tau?=153.05; Chi*= 3.28 df=3 (P=0.3%); P= 9%
Testfor owerall effect: £=12.82 (P = 0.00001)
1.42.3 High fortification 676-900 mg/day
Ferrar 2011 1,440 2848 20 8735 4423 20 34% 56650 [335.95, 797.09] —
Zhang 2014 (hoys) 1,194 182 3\ 719 138 36 306% 465.00[387.60, 542.40] ——
Zhang 2014 (girls) 1110 210 38 655 126 37 30.0% 455.00 [376.86,533.14] —-—
Zhang 2016 1,267 222 a0 B9 1H 80 35.9% 498.00 [426.55, 569.44] &+
Subtotal (95% CI) 143 143 100.0% 477.35 [434.53,520.17] .
Heterageneity: Tau=0.00; Chi*=1.31, df= 3{P=073 F=0%
Testfor owerall effect: £= 21.85 (P = 0.00001)
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Test for subgroup differences: Chi®= 6063, df= 2 (P = 0.00001). F=96.7%
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Figure S2: Weight (kg)

Fortification Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDEFG
1.3.1 Children
Bass 2007 31.008 45917 21 2976 40874 26 21.4%  1.25[1.27,3.76 [ 1 B4 Ed ]
Banjour 1997 304 6.261 80 306 58146 B8 36.0% -0.20[-2.14,1.74) [ Ba-d B ]
Cheng 2005 48507 731 49 49.59 721 48 16.2%  -1.08[3.97,1.81] — [T 1) ?
Merrilees 2002 38.4 86023 74 39 1073 80 14.5% -0.60 [-3.66, 2.46] T
Thang 2014 {hays) 5838 15893 73 432 169 36 31%  518[1.44,11.80) I
Zhang 2014 (gifls)  48.508 10114 74 481 88 37 88%  1.41[2.53,534) o
Subtotal (95% CI) 3M 206 100.0% 0.22 [-0.95,1.38] <
Heterogeneity: Tau®= 0.00; Chi*= 4.38, df= 5 (P = 0.50); F= 0%
Testfor overall effect Z=0.36 (P = 0.72)
1.3.2 Adults
Zhang 2016 5275 9779 100 508 73 50 100.0%  1.85[-0.94, 454] t P000000
Subtotal (95% Cl) 100 50 100.0%  1.85[-0.94,4.64]
Heterogeneity: Mot applicable
Testfor overall effect Z=130(F=019)
1.3.3 Postmenopausal Women (Vit D cointervention in both groups)
Palacios 2005 66,89 904 39 BGAZ 944 40 100.0%  -0.03[4.11, 4.08] i 1 ®rr12@
Subtotal (95% CI) 39 40 100.0%  -0.03 [-4.11,4.05]
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.01 (P = 0.949)
A0 5 0 & 10
Favours fortification  Favours control
Testfor subgroup diferences; Chi*= 1.18, df= 2 (P = 0.56), F= 0%
Figure S3: Height (cm)
Fortification Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI ABCDETFG
1.4.1 Children
Bass 2007 14045 545266 21 13836 56242 26 BE% 2.08 111, 5.29]
Banjour 1997 1341 80488 80 1322 66453 69 122% 1.90 -0.46, 4.26]
Cheng 2005 1871 8.3 49 1887 T.A2 48 6.8% -1.60 [-4.745,1.55]
D 2004 1538 6.5 238 1529 6.2 259 54.3% 0.90 0.22, 2.02]
Merrilees 2002 1443 BEHIZ3 T4 1453 85.9443 a0 8.8% -1.00F3.77,1.77]
Fhang 2014 ibays) 16764 13 73 1667 112 36 3% 0.94 [-3.78, 5.66]
Fhang 2014 {girls) ~ 159.11 737 74 1574 7303 8% 1.71 118, 4.60]
Subtotal (95% CI) 609 555 100.0% 0.83 [0.00, 1.65]

Heterogeneity: Tau®=0.00; Chif= 572, df=6 (P = 0.48); F= 0%
Testfor overall effect: £=1.97 (P = 0.05)

Testfor subgroup differences: Mot applicable

Figure S4: Parathyroid hormone (pmol/L)
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Fortification Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI ABCDEFG
1.7.1 Children
D 2004 (1) 6.6G8 303 238 814 B3 259 1000% -1.51[2.37,-0.65] i 727079720
Subtotal {95% CI) 238 259 100.0% -1.51[-2.37, -0.65]
Heterageneity: Mot applicable
Test for averall effect: 2= 3.45 (P = 0.0006)
1.7.2 Adults
Ferrar 2011 34455 12184 56 33436 1614 20 100.0% 010 [0.67,0.88] t 2000020
Subtotal (95% CI} 20 100.0% 0.10 [-0.67, 0.88]
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.26 (F = 0.80)
1.7.3 Postmenopausal Women
Green 2002 312 118 a8 34 128 38 1000%  -0.28[0.83,0.27] t 2090727220
Subtotal {(95% Cl) 38 38 100.0%  -0.28 [-0.83,0.27]

Heterogeneity: Mot applicable
Testfor overall effect: £=0.99 (P = 0.32)

Test for subgroup differences: Chi*= 816, df=2 (P=002), F=755%

! !
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Figure S5: 25-hydroxy cholecalciferol (25 (OH) D3) (ng/mL)

Fortification Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI ABCDETFG
1.11.1 Children
Du 2004 TA71 3606 238 Y772 4.086 259 100.0%  -0.60[1.28 0.08] 279720
Subtotal (95% Cl) 259 100.0%  -0.60 [-1.28, 0.08]
Heterageneity. Mot applicable
Test for overall effect: 7=1.74 (F=0.08)
1.11.2 Postmenopausal Women (Vit D cointervention in both groups)
Falacios 20048 45954 16.98 39 4451 19.72 40 100.0%  5.03[3.08 13.14] —t 117177220
Subtotal (95% Cl) 40 100.0% 5.03 [-3.08,13.14] —
Heterageneity. Mot applicable
Testfor overall effect: Z=1.22 (P=0.22)
40 -5 510
. i Favours control  Favours fortification
Testfor subaroup differences: Chi®=1.84, df=1 (P =0.17), F= 45.6%
Figure S6: Serum Calcium (mg/dL)
Fortification Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDETFG
1.12.1 Children
Du 2004 10218 1.382 238 11823 0641 258 1000% -1.60[1.79,-1.41] ! 27072720
Subtotal {95% Cl) 259 100.0% -1.60 [-1.79, -1.41]
Heterogeneity: Mot applicahle
Testfor averall effect Z=16.56 (P = 0.00001)
1.12.2 Postmenopausal Women
Green 2002 9378 008 25 9418 008 25 T7A4%  -0.04 [0.08, 0.00] 200727220
Palacios 2005 9.61 04 33 954 032 40 246% 0.07 [-0.09,0.23] 1®2222@
Subtotal {95% Cl) 64 65 100.0% -0.01[-0.11,0.08]
Heterogeneity: Tau®=0.00; Chi*=169,df=1 (P=018); F=41%
Testfor overall effect Z=0.27 (P=0.78)
1 s 0 05 1
. i Favours control Favours forification
Testfor subgroup differences: Chi®= 21777, df=1 (P = 0.00001), F=99.5%
Figure S7: Urine Calcium / creatinine ratio
Fortification Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl ABCDETFG
1.15.1 Children
Du 2004 007 006 238 012 016 259 1000% -0.05[-0.07,-0.03] t 272072@720
Subtotal (95% Cl) 238 259 100.0% -0.05[-0.07, -0.03]
Heterogeneity: Mot applicable
Testfar averall effect: £= 4 .68 (P = 0.00001)
1.15.2 Postmenopausal Women (Vit D cointervention in both groups)
Palacios 2005 0.2 012 3 021 014 40 100.0%  -0.01 [0.07, 0.08] i 22722220
Subtotal (95% Cl) 39 40 100.0%  -0.01[-0.07, 0.05]

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.34 (P=0.73)

Testfor subgroup differences: Chi*=1.64, df=1 {FP=0.20), F=39.2%

Figure S8: BMD Lumbar spine (g/cm?)
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Fortification Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean SD Total _ Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI ABCDEFG
1.2.1 Chiidren

Eonjour 1987 0647 00894 80 0638 00GBS  BE 422% 001 F0.02, 003

Cheng 2005 0887795 01001 48 097818 04001 48 168%  0.01 [0.03,0.08] o

Merrilees 2002 0804 00946 74 0793 00884 80 286% 001 [0.02,0.04] ——

Zhang 2014 (hays) 0@8d  0AGS  73 0856 0153 36 B7%  0.04[0.03,0.10] —_

Zhang 2014 (girls) 1048 0198 74 1039 0158 37 B7%  0.01 [0.06, 0.08] —_—

Subtotal (95% CI) 350 270 100.0%  0.01 [-0.00,0.03] »

Hetetogeneity, Tauw®=0.00; Chi*= 0.72 df=4 {P=0.858);, F=0%
Test for averall effect: Z=1.40 (P = 0.16)

1.2.2 Aduits

Zhang 2016 1086 01135 100 1402 0418 50 100.0%  -0.02 [0.06, 0.0 1— eo00000

Subtotal (95% CI) 100 50 100.0%  -0.02 [-0.06, 0.02]

Hetetrogeneity: Mot applicahle
Test for averall effect: Z=0.78 (P = 0.43)

01 -005 0 005 04
; ] Favours control Favours fortification
Test for subgroup differences: Chi*=1.61,df=1{P=021),F=37.7%

Figure S9: BMD Lumbar spine (g/cm?)

Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean Difference SE Weight IV, Random, 95% CI IV, Random, 95% CI ABCDETFG
1.27.1 RCTs - Children
Bonjour 19497 0009 00128 42.3% 0.01 [0.02, 0,03
Cheng 2005 0.0096 00203 16.8% 0.01 [-0.03, 0.04]
Merrilees 2002 0011 0.01568 28.5% 0.01 [-0.02, 0.04]
Zhang 2014 {hays) 0.038 0.0323 B.65% 0.04 [-0.03,010] I E—
Zhang 2014 {girls) 001 0.0348 A7% 0.01 [-0.06, 0.08] I B—
Subtotal (95% CI) 100.0% 0.01 [-0.00, 0.03] »

Heterogeneity: Tau®= 0.00; Chif=0.72, dfi= 4 (F=085), F=0%
Testfor overall effect: Z=1.40 (P = 0.16)

1.27.2 RCTs Adults

Zhang 2016 0016 00202 1000%  -0.02 [0.06, 0.02] t ed00000

Subtotal (95% CI) 100.0%  -0.02 [-0.06, 0.02]
Heterogeneity: Mot applicable
Testfor averall effect: Z=0.79 (P =0.43)

1.27.4 Non-RCTs - Adults
Barnuevo 2018 0.003 0.0243 100.0% 0.00 [-0.05, 0.04] i
Subtotal (95% CI) 100.0% 0.00 [-0.05, 0.05]

Heterogeneity: Mot applicable

Testfor averall effect Z=0.12 (P = 0.90)

-01-005 0 0.05 041
Favours control  Favours fortification

Testfor subgroup differences: Chi*=1.63 df= 2 (P=044), F=0%

Figure S10: BMD hip (g/cm?)

Fortification Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI ABCDETFG
1.6.1 Children
Merrilees 2002 0.868 01118 74 0.835 01183 a0 59.9% 0.03 [-0.00, 0.07] — il
Zhang 2014 (boys) 104 0165 73 08987 0181 36 14.6%  0.04[0.03, 013 —
Fhang 2014 {irl=) 0961 0144 74 0848 0138 37 255% 0.01 [-0.04, 0.07] e —
Subtotal {95% Cl) 21 153 100.0% 0.03 [0.00, 0.06] -

Heterogeneity: Tau®=0.00; Chi*= 051, df=2{P=077), F=0%
Test for averall effect Z= 2.06 (P=0.04)

1.6.2 Adults
Zhang 2016 0922 0115 100 0926 0086 50 100.0%  -0.00 F0.04, 0.03] t 2000000
Subtotal (95% CI) 100 50 100.0%  -0.00 [0.04, 0.03]

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.24 (P=0.81)

01 -008 0 005 01
; ; Favours control Favours fortification
Testfor subgroup differences: Chi®= 231, df=1(P=0.13), F=56.6%

Figure S11: BMD Hip (g/cm?)



Mean Difference

Mean Difference

Risk of Bias

Study or Subgroup _ Mean Difference SE_Weight IV, Random, 95% CI IV, Random, 95% CI ABCDEFG
1.29.1 RCTs Children

Merrilees 2002 0.033 00184 59.9%  0.03[0.00,0.07] —

Zhang 2014 thoys) 0.043 00372 14.6%  0.04 003,012 —

Zhahg 2014 gitls) 0.013 00282 255%  0.01 -0.04,0.07] ——

Subtotal {95% CI) 100.0%  0.03 [0.00, 0.06] -

Heterogeneity: Tau®= 0.00; Chi*= 051, df= 2 (F=077); F=0%
Testfor averall effect: 2= 2.06 (P = 0.04)

1.29.2 RCTs Adults

Zhang 2018 0004 00203 1000%  -0.00 [0.04, 0.04] i oo00000
Subtotal {95% CI) 100.0%  -0.00 [-0.04, 0.04]

Heterogeneity: Mot applicable

Testfor overall effect: £= 020 (P = 0.84)

1.29.4 Non-RCTs Adults

Bamuevo 2018 .0.01 00206 1000%  -0.01 [0.05, 0.03] i

Subtotal {95% CI) 100.0%  -0.01 [0.05, 0.03]

Heterageneity: Mot applicable
Testfor overall effect: £=0.49 (P = 0.63)

.01 -005 0 005 01
. N Favours control  Favours fortification
Testfor subgroup diferences; ChiF= 3.25, df= 2 (P = 0.20), F= 33.4%

Figure S12: BMD total body (g/cm?)

Fortification Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.9.1 Children
Du 2004 0.743 0.084 238 0726 0083 259 596% 0.02 [0.00, 0.03] i
Merrilees 2002 0.926 0.0688 74 0.919 0.0805 80 231% 0.01 [-0.02, 0.03] B
Zhang 2014 (hoys)  0.984 0112 73 0871 04107 36 6.8%  0.02 [0.02,0.07) —
Zhang 2014 {girls) 0.944 0.096 74 0948 0.085 37 105% -0.00 [-0.04, 0.03] I E—
Subtotal {95% Cl) 459 412 100.0% 0.01 [0.00, 0.02] L 2

Heterogeneity: Tau®= 0.00; Chi*=1.64, df=3 (P =0.65), F=0%
Testfor averall effect Z= 223 (P=003)

1.9.2 Adults

Fhang 2016 1085 0.0704 100 1.073 006 50 100.0%  0.01 [0.02, 0.0 t 2000000
Subtotal (95% CI) 50 100.0% 0.01 [0.02, 0.03]
Heterogeneity: Mot applicahle
Test for averall effect Z= 0.54 (P = 0.59)
; ! ; ;
-0 -0.05 1] 0.05 0.1
. i Favours control  Favours fortification
Testfor subaroup differences: Chi®= 0.31, df=1 (P = 0.58), F= 0%
Figure S13: BMC total body (g)
Fortification Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDEFG
1.10.1 Children
Bass 2007 2,250.8 177.4832 21 22339 166279 26 235% 17008223 11623] —
Cheng 2005 1,864.7 238.29 49 1,867.05 260.6 48 234% 123511178, 87.08] &
Merrilees 2002 1,432 301.0814 T4 1,441 3846037 a0 19.6% -9.00[F117.67, 99.67] -
Zhang 2014 (hoys) 1,882.15 are.rz 73 1,803 400 36 9.4% 7916 [F7.76, 236.06] N
Zhang 2014 {girls) 1,540.03 281.99 74 1,520 231 a7 24.0% 2003 [78.30,118.38 -
Subtotal (95% CI) 201 227 100.0%  11.59 [-36.55, 59.74] L 2
Heterogeneity: Tau?= 0.00; Chf=1.11, df= 4 (P = 0.89); F= 0%
Testfor overall effect: Z=0.47 (P = 0.64)
-200 0 100200

) Favours control  Favours forification
Testfor subgroup differences: Mot applicable

Figure S14: BMC lumbar spine (g)



Fortification Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI ABCDEFG
1.13.1 Children Jr
Bass 2007 1771 32124 21 16.89 25546 26 82.1% 0.82 [0.87, 2.51]
Merrilees 2002 28,69 B.4517 74 288 73343 80 3.3%  -011[2.249 207 ——
Zhang 2014 (hoysy  51.548 13.023 73 488 10.4 I/ TI% 275177, 7.27] I
Zhang 2014 (girls) 482 11384 74 473 94 37  93%  1.00[2.99, 499 o e
Subtotal (95% CI) 242 179 100.0%  0.69[-0.53, 1.90] »
Heterogeneity: Tau®= 0.00; Chi*= 136, df= 3 {(P=0.71); F=0%
Test for overall effect Z=110(P=0.27)

A0 5D 510

Test for subgroup differences: Mot applicahle

Figure S15: BMD Throcanteric region (g/cm?)

Favours control  Favours fortification

Fortification Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl ABCDEFG
1.8.1 Children
Merrilees 2002 0734 01118 74 07 01163 80 100.0% 0.03 F0.00, 0.07] i 700720720
Subtotal {95% CI) 80 100.0%  0.03 [-0.00, 0.07]
Heterogeneity: Mot applicable
Testfor overall effect: Z=1.85 (P = 0.06)
1.8.2 Adults
Zhang 2016 0718 0411 100 0718 0082 50 1000%  -0.00 F0.03, 0.03] i Ll L L1 L] ]
Subtotal {95% CI) 100 50 100.0%  -0.00 [-0.03, 0.03]
Heterogeneity: Mot applicable
Test for overall effect: Z= 0.06 (P = 0.95)
01 008 0 0Ds o4
) ; Favours control  Favours fortification
Testfor subgroup differences: Chi®= 206, df=1 (P =0.15), F=514%
Figure S16: BMD Trochanteric region (g/cm?)
Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean Difference SE Weight IV, Random, 95% CI IV, Random, 95% Cl ABCDETFG
1.30.1 RCTs - Children
Wertiless 2002 0034 00184 1000%  0.03[0.00,007] t 7007207@
Subtotal (95% C1) 100.0% 0.03 [-0.00, 0.07]
Heterageneity: Mot applicable
Testfor overall effect: Z=1.85 (P = 0.06)
1.30.2 RCTs - Adults
Zhang 2016 0001 00161 1000%  -0.00 F0.03, 0.0% i CTTTT T ]
Subtotal (95% CI) 100.0%  -0.00 [-0.03, 0.03]
Heterogeneity: Mot applicable
Testfor overall effect: Z= 0.06 (P = 0.95)
1.30.3 Non-RCTS - Adults
Bamuevo 2018 -0001 00207 1000%  -0.00 (004, 0.04] i
Subtotal (95% CI) 100.0%  -0.00 [-0.04, 0.04]

Heterogeneity: Mot applicahle
Testfor overall effect: £=0.05 (P = 0.96)

-0.1

Fawours control

Testfor subgroup differences: Chit= 2,46, df=2 (P=0.29), F=18.4%

Figure S17: Calcium Intake (mg/day)
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Fortification Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl ABCDEFG
1.1.1 Children
Bass 2007 1,330 4124318 21 934 285.5491 26 14.3% 396.00[188.24, 603.76] 992720
Du 2004 6482 1734 238 4575 1973 288 301% 191.70 [155.10, 224.30] . @
Zhang 2014 {hays) 1,066 208 73 728 135 36 27.8% 337.00[272.03, 401.97] - @
Thang 201 4 fairls) 1,008 222 T4 645 126 I IT.8% 353.00 [286.14, 417.86] - L1111 B
Subtotal (95% CI) 406 358 100.0% 306.17 [198.97, 413.38]
Heterogeneity: Tau®= 9665.77, Chi®= 30,65, df= 3 (F = 0.00001); "= 90%
Test for overall effect: Z= 560 (P = 0.00001)
1.1.2 Adults
Ferrar 2011 1,181.60714 348.42 66 B735 4423 20 275% 318.11 [103.86, 532.36]
Kukulian 2008 1,590 301.32 45 915 286.09 44 34.4% 675.00 [552.95, 797.04]
Zhang 2016 1,167 221284702 100 769 131 50 38.1% 398.00 [341.44, 454 56]
Subtotal (95% CI) 201 114 100.0% 471.47 [266.51, 676.42]
Heterogeneity: Tau®= 27870.87, Chi*= 1760, df= 2 {F = 0.0002); "= 89%
Test for overall effect: Z= 4 51 (P = 0.00001)
1.1.3 Postmenopausal Women
Green 2002 2,020 an 25 810 40 25 100.0% 1210.00[1162.80,1257.20] ' 700777 @
Subtotal (35% CI) 25 25 100.0% 1210.00 [1162.80, 1257.20] 3

Heterogeneity: Mot applicable
Test for overall effect. Z=50.24 (P = 0.00001)

Testfor subgroup diferences: Chi#= 259,37, df = 2 (P < 0.00001), F= 99.2%

Figure S18: BMD Femoral neck (g/cm?)

-500 -250 250 500
Favours control  Favours fortification

Fortification Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random,95% Cl IV, Random, 95% CI ABCDEFG
1.5.1 Children
Banjour 1997 0.656 00934 80 0635 0.08N 69 39.4% 0.02 [-0.01, 0.08] T
Cheng 2005 04935 0101 49 04909 0101 48 207% 0.03 [-0.01, 0.07] e
Merriless 2002 0.877 0129 74 0847 01163 80 221% 0.03 [-0.01, 0.07] I e —
Zhang 2014 (hoys) 1.008 0166 73 0866 019 36 6.3%  0.04[0.03,0132 —
Zhang 2014 {girls) 0.943 0191 74 08933 0129 37 11.8% 0.01 [-0.04, 0.06] I R —
Subtotal (95% CI) 350 270 100.0% 0.02 [0.01, 0.04] S 4
Heterageneity: Tau®= 0.00; Chi® = 0.66, df= 4 (P = 0.96); F= 0%
Test for overall effect: Z2=248 (FP=0.010)
1.5.2 Adults
Zhang 2016 08945 0116 100 0901 0081 50 100.0%  -0.01 [0.04, 0.07] t 2000000
Subtotal (95% CI) 50 100.0%  -0.01[-0.04, 0.03]
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.40 (P = 0.63)
1 005 0 005 04
. i Favours control  Favours forification
Testfor subgroup differences: Chi®= 2.66, df=1{P=010), F=62.4%
Figure S19: Body Mass Index (kg/m2)
Fortification Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CIl ABCDETFG
1.14.1 Children
Bonjour 1997 16.8 1.7889 80 17.4 2492 BY  48.2% -0.60[-1.31, 0.11] —— ®272:9:9
Du 2004 181 32 238 1858 3259 51.8% 0.60[0.05,1.14] —— 2797220
Subtotal (95% CI) 318 328 100.0%  0.02[1.15,1.20] il

Heterogeneity: Tau®= 0.62; Ch®= 693, df=1 (P = 0.008); F= 86%
Test for overall effect: Z=0.04 (P = 0.97)

Test for subgroup differences: Mot applicahle

Figure 520: BMC Hip (g)
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Control Mean Difference
5D Total Weight IV, Random, 95% Cl

Fortification

Study or Subgroup Mean 5D Total Mean

Mean Difference
IV, Random, 95% CI

Risk of Bias
ABCDEFG

1.16.1 Children

Merrilees 2002 2069 42151 74 2041 50882 80 518%  028[1.18,1.75
Zhang 2014 (hoys) 3202 722 73 308 8 36 11.7% 122187, 431]
Zhang 2014 (girls) 25457 5071 74 247 41 37 3EE%  0FE[1.00,251]
Subtotal (95% CI) 221 153 100.0%  0.56 [0.50,1.62]

Heterogeneity: Tau®= 0.00; Chi*= 036, df=2 (P =0.83); F=0%
Test for overall effect: Z=1.04 (P=0.30)

Test for subgroup differences: Mot applicable

Figure 521: BMC Femoral Neck (g)
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Fortification Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDEFG
1.17.1 Children
Merrilees 2002 3.49 0.6882 T4 34 07155 80 50.3% 0.09 [-0.13, 0.31]
Zhang 2014 thoys) 4725 102 73 466 12 36 119% 0.06 [0.39, 0.52]  —
Zhang 2014 (girls) 389 078 T4 382 057 37 3TH% 017 [0.09, 0.43] T
Subtotal (95% CI) 221 153 100.0% 0.12 [-0.04, 0.27] -

Heterogeneity: Tau®= 0.00; Chi®= 027, df=2 (P=0.87); F= 0%
Testfor overall effect Z=1.46 (P =0.14)

Test for subgroup diffierences: Mot applicable

Figure S22: BMC Femoral Shaft (g)
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Favours control  Favours fortification

Fortification Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI ABCDEFG
1.21.1 Children
Zhang 2014 (boys) 16566 3.439 73 158 37 36 31.8%  DBE[0.FS, 2.10] 200000
Zhang 2014 (gifls)  14.22 2787 74 1399 234 37 682%  0.23[0.76,1.22) 000020
Subtotal (95% CI) 147 73 100.0% 0.37 [0.45,1.18]
Heterogeneity: Tau®= 0.00; Chi*= 023, df=1{(FP=063);, F=0%
Testfor averall effect 2= 0.88 (P = 0.38)

42 0z 4
. . Favours control  Favours fortification
Testfor subgroup differences: Mot applicable
Figure 523: BMD Femoral Shaft (g/cm?)

Fortification Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Zhang 2014 (hoys) 147 01497 T3 1118 0227 36 I/I% 0.05[-0.04,0.14]
Zhang 2014 {girls) 1.105 0187 T4 1.084 0165 37 B1.9% 0.02 [-0.05, 0.08]
Total (95% CI) 147 73 100.0% 0.03 [-0.02, 0.09]

Heterogeneity: Tau®= 0.00; Chi*=0.28, df=1 (P =0.549); F=0%
Testfor averall effect Z=119 (P =0.24)

02 <01 0
Favours control

\ \
01 02
Favours forification

Figure S24: Parathyroid hormone by calcium fortification level (pmol/L)



Fortification Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup _ Mean _ SD Total Mean  SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDEFG
1.43.1 Low fortification 244 mg/day
Ferrar 2011 3132 1138 18 363 1522 20 100.0%  -0.21 [8.62,8.20] 70000720
Subtotal (95% CI) 20 100.0% -0.21[8.62,8.20]
Heterageneity. Mot applicable
Test for overall effect: Z=0.05 (P = 0.96)
1.43.2 Medium fortification 459 mg/day
Ferrar 2011 3506 1363 17 3153 1522 20 100.0% 353 [6.77,12.83] —t 1900820
Subtotal (95% CI) 17 20 100.0% 3.53[5.77,12.83]
Heterageneity. Mot applicable
Testfor overall effect: Z=0.74 (P = 0.46)
1.43.3 High fortification 676 mg/day
Ferrar 2011 3142 9EF 20 3153 1522 20 100.0%  -0.11 F8.01,7.79] i 1900820
Subtotal (95% Cl) 20 20 100.0%  -0.11[8.01, 7.79]

Heterageneity. Mot applicable
Test for overall effect: Z=0.03 {F = 0.98)

Testfor subgroup differences: Chi*=0.44, df= 2 (P =0.80), F=0%

. . . .
20 -0 10 20
Favours control  Favours fortification

Figure S25: Serum 1,25-dihydroxycholecalciferol by calcium fortification level (nmol/I)

Fortification Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDEFG
1.44.1 Low fortification 244 mg/day
Ferrar 2011 15074 B5.05 19 15086 5455 20 100.0%  -0.22 |38.00, 37.56] 7000270
Subtotal {(95% CI) 19 20 100.0% -0.22 [-38.00, 37.56]
Heterageneity: Mot applicable
Testfor overall effect: Z= 0.01 (P = 0.99)
1.44.2 Medium fortification 459 mgiday
Ferrar 2011 14021 714 17 16006 5455 20 100.0% -10.75[52.27,30.77] i 70000720
Subtotal (95% CI) 17 20 100.0% -10.75[-52.27, 30.77]
Heterageneity: Mot applicable
Testfor overall effect: Z= 051 (P = 0.61)
1.44.3 High fortification 676 mg/day
Ferrar 2011 150,47 38896 20 15096 5455 20 100.0% -0.49 [-29.87,28.89] i 70000720
Subtotal {95% CI) 20 100.0% -0.49 [-29.87, 28.80]
Heterageneity: Mot applicable
Testfor overall effect: Z= 003 (P = 0.97)
00 <50 0 &0 100
. i Favours control Favours fortification
Testfor subgroup differences: Chif=018, df= 2{P=0.91), F=0%
Figure S26: BMD Lumbar spine by calcium fortification level (g/cm?)
Fortification Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDEFG

1.45.1 Medium fortification 600 mg/day

Zhang 2014 (hoys)  1.006 0185 38 0956 0143 36
Zhang 2014 (girls) 1.044 0206 36 1.038 0158 ar
Zhang 2016 1.087 0102 50 1102 0.118 a0
Subtotal (95% CI) 124 123

Heterogeneity: Tau®= 0.00; Chi*= 2.08, df= 2 (P =0.35);, F= 4%
Testfor averall effect Z=011 (P =0.92)

1.45.2 High fortification 900 mg/day

Zhang 2014 (hoys) 04931 0152 35 0956 0153 36
Zhang 2014 (nirls) 1.055 0192 38 1.039 0159 a7
Zhang 2016 1.086 0125 50 1.102 0118 50
Subtotal (95% CI) 123 123

Heterogeneity: Tau®= 0.00; Chi*=1.06, df= 2 (P = 0.549); F= 0%
Testfor averall effect 2= 0.03 (P = 0.98)

Testfor subgroup differences: Chi®= 0.00, df=1 (P = 0.96), F= 0%
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17.3%
61.9%
100.0%

24 9%
19.8%
55.3%
100.0%

0.05[-0.03,0.13]
0.01 [-0.08, 0.09]
-0.02 [-0.06, 0.03]
0.00 [-0.03, 0.04]

0.03 [0.08, 0.10]
0.02 [0.06, 0.10]
-0.02 [-0.06, 0.03]
0.00 [0.03, 0.04]

Figure S27: Weight by calcium fortification level (Kg)
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Fortification Control
Study or Subgroup Mean SD Total Mean SD Total Weight

Mean Difference
IV, Random, 95% CI

Mean Difference Risk of Bias
IV, Random, 95% CI ABCDEFG

1.46.1 Medium fortification 600 mg/day

Zhang 2014 (boys) 591 185 38 532 1649 36 9.9%
Zhang 2014 (girls) 492 496 36 481 4949 37 323%
Zhang 2016 509 496 50 508 73 50 57.8%
Subtotal (95% CI) 124 123 100.0%
Heterogeneity: Tau®= 0.00; Chi*=1.76, df=2 {(P=0.41), F=0%
Testfor overall effect Z=0.73{F =047

1.46.2 High fortification 900 mg/day

Zhang 2014 (boys) 576 127 35 532 16849 36 13.4%
Zhang 2014 (girls) 498 107 38 481 4949 37 297%
Zhang 2016 546 47 50 508 73 50 57.0%
Subtotal (95% CI) 123 123 100.0%
Heterogeneity: Tau®= 0.00; Chi*= 060, df=2 {P=0.74); F=0%
Testfor overall effect 2= 247 (P =0.013

Testfar subgroup differences: Chi*=1.52, df=1(P=0.22), F=34.2%

5.90[-2.17,13.97]
1.10[3.37,5.57]
0.00[-3.34,3.34]
0.94 [-1.60, 3.48]

440 [-2.54,11.34] o B 2000920
1.70 [-2.96, 5.36] —— 2000920
3.70[0.34, 7.06] ——

3.20 [0.66, 5.74] <
20 1o 0 10 20
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Figure S28: BMD Femoral neck by calcium fortification level (g/cm?)

Fortification Control
Study or Subgroup  Mean SD Total Mean 5D Total Weight

Mean Difference
IV, Random, 95% CI

Mean Difference Risk of Bias
IV, Random, 95% CI ABCDEFG

1.47.1 Medium fortification 600 mg/day

Zhang 2014 (boys)  1.018 0162 38 0966 019 36 14.6%
Zhang 2014 {girls) 0.933 01458 36 0.933 0129 37 6%
Zhang 2016 0.902 0113 50 0401 0.081 50 B3.8%
Subtotal (95% CI) 124 123 100.0%
Heterogeneity: Tau®= 0.00; Chi*=1.18, df= 2 (P = 0.56); F= 0%

Testfor averall effect Z= 050 (P = 0.62)

1.47.2 High fortification 900 mg/day

Zhang 2014 {boys)  1.003 0172 35 08966 019 36 13.8%
Zhang 2014 {girls) 0.954 0145 38 0833 0129 3T 254%
Zhang 2016 088y 012 a0 0.901 0.081 a0 B0.8%
Subtotal (95% CI) 123 123 100.0%
Heterogeneity: Tau®= 0.00; Chi*=1.63, df= 2 (P =0.44), F=0%

Test for overall effect: Z= 012 {P = 0.90)

Testfar subgroup differences: Chi*= 007, df=1{FP =079, F=0%

0.05 [0.03, 0.13]
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0.02 [0.04, 0.08]
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Figure §29: BMD hip by calcium fortification level (g/cm?)

Fortification Control
Study or Subgroup  Mean SD Total Mean SD Total Weight

Mean Difference
IV, Random, 95% CI

0z -01 0 01 02
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Mean Difference Risk of Bias
IV, Random, 95% CI ABCDEFG

1.48.1 Medium fortification 600 mg/day

Zhang 2014 (boys)  1.085 0163 38 0897 0191 36 13.5%
Zhang 2014 {girls) 0.954 0153 36 0.948 0138 3T 19.9%
Zhang 2016 0.93: 0.1 50 0.926 0.086 50 BG6.E%
Subtotal (95% CI) 124 123 100.0%
Heterogeneity: Tau®= 0.00; Chi*t=1.41, df=2 (P =0.49); F=0%

Testfor averall effect Z=081 (P=042)

1.48.2 High fortification 900 mg/day

Zhang 2014 (hoys)  1.024 0168 35 0.997 019 36 151%
Zhang 2014 (girls) 0967 0138 38 0948 0138 37 271%
Zhang 2016 0913 0128 50 0926 0086 50 57.8%
Subtotal (95% CI) 123 123 100.0%
Heterogeneity: Tau®= 0.00; Chi*=1.10, df= 2 (P =0.58);, F= 0%

Testfor averall effect Z=010 (P = 0.92)

Testfar subgroup differences: Chi*= 022 df=1{F=064) F=0%
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Figure S30: BMD total body by calcium fortification level (g/cm?)



Fortification Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CIl IV, Random, 95% CI ABCDETFG
1.49.1 Medium fortification 600 mg/day
Zhang 2014 (boys)  1.001 0425 38 0.871 0407 36 131%  0.03[0.02 008 — 0000920
Zhang 2014 (girls)  0.842 041 36 0.948 0085 37 203%  -0.01 [0.05, 0.04] —— 0820
Zhang 2016 1087 006 &0 1079 00 A0 BE.GE%  0.01[F0.02,0.03 t 000000
Subtotal {95% CI) 124 123 100.0%  0.01[0.01,0.03]
Heterogeneity: Tau®= 0.00; Chi*=1.08, df= 2 (P =0.58), F= 0%
Testfor overall effect; Z= 0.82 (P = 0.41)
1.49.2 High fortification 900 mg/day
Zhang 2014 (hoys)  0.987 0.097 35 0971 0407 36 18.8%  0.02 [0.03,0.08] —— 209720
Zhang 2014 (girls)  0.947 0.093 33 0.948 0085 37 I61%  -0.00[0.04,0.04] —— 00820
Zhang 2016 1083 008 &0 1079 006 A0 561%  0.00[0.02,0.03 t 0000
Subtotal {95% CI) 123 123 100.0%  0.00 [0.02,0.03]

Heterogeneity: Tau®= 0.00; Chi®=0.30, df= 2 (P = 0.86);, F= 0%

Testfor averall effect 2= 047 (P = 0.64)

Testfar subgroup differences: Chi*= 005 df=1{FP=083) F=0%
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