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Huria et al 2010 12107 13 108 11%  094[045,197] 2010 —
McCance et al 2010 23 a3 3% a2 30% 0640039108 010 —
Roberts etal 2010 1334890 132 4881 111%  089[078,125 2010 T
Xuetal 2010 173 123 184 1283 158% 083077112 2010

Kalpdiev et al 2011 3 2 2 22 02% 150[028,812 2011 —
Abramovii et al 2014 8 73 115 766 95% 079[061,102] 2014 -
Subtotal (35% CI) 10827 10878 99.1%  0.96[0.89,103]

Total events 1182

Heterogeneiy: Chi* 1P =021 1= 24%

Test for overal efect Z-

Total (95% C1) 11010 10954 1000%  0.96[0.89,103]

Total events 1147 1202

Heterageneity: ChF = 15.18, o= 12 (P = 0.23), = 21% rT— s R—T

Testfor oversl effect: 2

19 ¢

Testfor subaroun differences: Chi

0.23)

0.74 df=1 (P =039
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Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup _Events _Total Events Total Weight M.H,Random, 95%CI_Year MH, Random, 95¢% CI
271 Vitamin C
Kiondo et al 2014 46 415 43 418 133% 1080073160 2014
Subtotal (95% CI) 415 418 133%  1.08[073,150] <+
Total events 15 43
Hetetogeneity: Not applicable
Test for overall efect Z= 0.37 (P= 0.71)
2.7.2 Vitamin C and
Beazley etal 2005 13 52 12 48 78%  1.00(051,1.97] 2008 —_
Poston et al 2008 387 1383 335 1391 195%  115[102,131] 2006 "
Spinnato et al 2007 61 386 62 352 151% 0970071134 2007 T
Vilar et al 2009 250 753 277 7Bz 193%  081(080,1.05 2009
Roberts et al 2010 315 4900 360 3244 193%  062[054,071) 2010 -
Subtotal (95% CI) 7454 5797 81.4% 090 0.68, 1.19] *
Total events 1058 1055
Heterageneity: Tal = 0.08; ChF = 42.99,df= 4 (P < 0.00001); F= 91%
Test for overal efect Z- 0.46)
27.3 Vitamin E
Bastani et 1 2011 8 104 11 168 55%  1170049,287) 2011
Subtotal (95% CI) 104 168 55%  1170049,282]
Total events 8 1"
Hetetogeneity: Not applicable
Test for overall efect Z= 0.3 (P= 0.72)
Total (95% C1) 7973 6383 100.0% 093[0.73,1.19] *
Total events 1110 1108
Heterageneity: Tal = 0.07; ChP= 44.16, df= 6 (P < 0.00001); F= 86%
Test for overall efect Z= 0,55 (P = 0.58) o " 1o

Testfor subaroun differences: Chi

0.74 df=2 (P =069

o

Favours intervention - Favours control
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Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup __Events _Total Events _Total Weight M.H, Random, 95%CI_Year M.H, Random, 95% CI
281 Vitamin C
Steyn et al 2003 S0 100 35 100 61%  14301.03,199) 2003 —
Casanueva et 2l 2005 752 14 5T 5% 0550024129 2005
Kondo et al 2014 47 45 81 418 52%  083[064,135 2014
Mevoy etal 2014 6 83 10 78 11% 055021144 2014 —r
Subtotal (95% CI) 650 651 139% 092[0.59,1.42] -
Total events 1o 10
Heterogeneiy. Tau= 011 ChF =3(=004;F=63%
Testfor overal effect. Z
282 Vitamin C and £
Chappel et al 1993 6 140 5 142 0% 121038387 1999
Beazley et l 2005 W &2 14 48 20%  132[075231) 2005
Posion et al 2006 40 1372 373 1376 128%  1.08(095,121] 2006
Rumbold et al 2006 64 @2 83 95 60% 1020073143 2008
Spinnato et al 2007 o 6 82 2 80%  118[0.90,149 2007
Vilar et al 2009 188 674 213 663 112%  0.88(074,103] 2009
Huria et al 2010 5 107 17 109 1%  0300011,078 2010
MeCance et al 2010 128 a5 152 74 103%  0.83(069,100] 2010
Xuetal 2010 183 1243 184 1293 104%  1.09(081,131] 2010
Raberts et al 2010 513 4993 526 4976 130%  0.87(067,109 2010
Kalpdev et al 2011 3 2 1 2 0%  030[10,094 2011
sbramovcietal2014 108 763 83 788 78% 1320101173 2014
Subtotal (95% CI) 11030 11084 84g%  1.00[090/112]
Total events 1720 1722
Heterogensiy. Tau?= 0.02; ChF = 25.58, =11 (P = 0.007), F= 57%
Testfor overal effect. Z 098)
283 Vitamin €
Bastanietal 2011 7104 18 188 4% 071030168 2011
Subtotal (95% CI) 104 168 14%  0.71[030,166]
Total events 7 1
Heterogeneity: Not applicatle
Testfor overal effect. Z= 0.80 (P = 0.43)
Total (95% C1) 11784 11903 1000%  1.00[090,1.11] [
Total events 1837 1848
Heterogensiy. Tau?= 0.02; ChF = 34.34, = 16 (P = 0.008); F= 53% T e

Testfor overall effect 2= 0.03 (
Testfor subaroun differences: Chi

0.98)
076 di=7 (P

— 068

o

Favours intervention - Favours control
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Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup _Events _Total Events Total Weight M-H,Fixed, 95%Cl_Year MH, Fixed, 95% CI
291 Vitamin C
Steyn et 2003 1100 0 100 300(012,7277) 2003
Kiondo et al 2014 19 415 19 418 203%  1.01[054,1.87 2014 <
Subtotal (95% CI) 515 518 208% 10600.58194]
Total events 20 19
Heterageneity: ChF = 0.43, =1 (P= 0.51); F= 0%
Test for overall eflct Z= 0.18 (P = 0.85)
2.9.2 Vitamin C and
Chappell et al 1999 T 2 142 050[0.05,5.49] 1939
Poston et al 2008 19 13 7 1372 272[115,6.45] 2006 —
Rumbold et al 2008 8 9% 5 a2 1611053, 491] 2006 —
Spinnato et al 2007 73 10 352 108% 0690027180 2007 —
McCance et al 2010 9 e 8 11310.44,281] 2010 —
Xuetal 2010 10 1203 6 1293 1731063, 476 2010 -
Roberts et al 2010 38 4993 36 4976 3mE%  1.05[067,1.66] 2010 *
Subtotal (95% CI) 9416 9459 792% 125(092,169]
Total events a2 g
Heterageneity: ChF = 6.34, = 6 (P = 0.39); F= 5%
Test for overall eflect Z=1.42 (P= 0.16)
Total (95% C1) 9931 9977 100.0%  1.21[0.92,1.58] »
Total events 112 a3
Heterageneity: ChF = .98, f= 8 (P = 0.54) F= 0% rT— - o

Testfor overall effect 2= 1.36 (
Testfor subaroun differences: Chi

017)
0.22 df=1 (P = 0.64).

Favours intervention - Favours control
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Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup _Events _Total_Events Total Weight M-H,Fixed, 95% CI_Year M-H, Fixed, 95% CI
2101 Vitamin C and E
Poston et al 2008 11198 11193 200% 1.00[0.06,1601] 2008
Spinnato etal 2007 0 355 0 35 Notestimable 2007
Villar et al 2008 0 s 1881 300% 033[001,817) 2008 ——®@—
MeCance etal 2010 0 a3 1382 299% 034001822 2010 ———#—
Xuetal 2010 0 1167 0 119 Notestimable 2010
Roberts et al 2010 1 4903 1 4993 200% 1.00[006,1598 2010 T——
Subtotal (95% CI) 8771 8803 100.0%  0.60[0.14,2.552]
Total events 2 4
Heterageneity: ChF = 0.52, df= 3 (P = 0.01); F= 0%
Testfor oversll effect: 2= 0.70 (P = 0.49)
Total (95% CI) 8771 8803 100.0%  0.60[014,2.52]
Total events 2 4
Heterageneity: ChF = 0.52, df= 3 (P = 0.01); F= 0% o & 4 o0

Testfor oversll effect: 2= 0.70 (P = 0.49)
Testfor subaroun differences: Not anplicable

Favours intervention - Favours control
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Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight MH,Random,95%Cl Year MH, Random, 95¢% CI
311 Vitamin D
Roth et al 2013 0 B0 1 80 03% 033001808 13
Asermi etal 2013 07 1 2 03% 033001784 13
Zetofsky etal 2014 138 0 26 03%  312(013,7308) 2014
Hossain etal 2014 10100 B 100 26%  167(063,441) 2014 -
Yap etal 2014 2 B 4 90 11%  051010,259 2014 —
Sablok etal 2015 8 108 8 57 28% 053021133 M5
Karamali et al 2015 1 a3 30 0% 033004303 M5 —
Naghshineh and Sheiknallyan 2016 2 68 7 70 13%  029(0.061.37] 2016
Valizaen et al 2016 141 3 42 08%  033004,308) 2016 —
Sasan etal 2017 M7 3 72 43% 081027088 M7 —
Raza et al 2017 3 a3 30 13% 100022458 M7 —
Jamilian etal 2018 2 a3 30 10% 067012371 M8 —
Subtotal (95% CI) 699 654 166% 062[0.43,091] >
Total events 4 61
Heterogeneity: Tau*= 0.00; Chi =11(P =07 P2 0%
Test for overall eflect Z= 2.43 (P= 0.01)
3:1.2 Vitamin D and calcium
Marya et al 1987 12 0 18 200 39% 0670033135 1987 —r
Taherian etal 2002 13 3 33 330 44%  039021,073) 2001 —
Samimi etal 2016 1 a3 30 07% 033004303 2016 —
Subtotal (95% CI) 560 560 9.0% 049[0.31,077] >
Total events 26 54
Heterogeneity: Tau*= 0.00; Chi =1(P=052;F=0%
Test for overall efect Z= 3.08 {
313 Calcium
Vilar et al 1987 138 3 2 0% 0360004,334 1987 —
Lopez Jarmillo etal 1989 2 43 11 43 14%  0150003,062) 1989 —_—
Lopez Jamillo etal 1930 0 28 3 04% 009001148 1990
Villar and Repke 1990 0 @ 3 88 04%  014[001,267] 1990
Belizan et 3l 1391 15§79 13 588 43%  065(0351.26] 1991
Sanchez Ramos et al 1994 4 2 15 34 25%  031012,084 1994 —
Cong etal 1995 0 112 2 56 04%  010[0.00,207] 1995 ————————
Purwar et al 1996 2 @ 1 93 13% 047004077 199 _—
Leving et al 1987 158 2295 169 2204 79%  0.94[076.116] 1997 -
Lopez Jarmill etal 1897 4 138 1 135 23% 021007058 1997
Bassaw etal 1998 1 B a7 250 08% 008001060 1998
Amirants 1995 14 N3 M 210 48%  034[019,060) 1998 —
Roger et al 1998 8 14 7 75 26% 0600022158 1999 —_—
Growther et 1999 10 277 23 229 38%  044[021,090) 1999 —
Niromanesh et al 2001 115 715 08% 014002102 2000
Wanchu et al 2001 9 S0 8 50 30% 1130047268 2001 -1
Vilar et al 2006 171 4151 186 4161 B0%  092[075.113] 2006 R
Kurnar et al 2009 11773 30 251 41%  034[017,086) 2008 —
Nenad et al 2011 316 4500 366 4588 B4%  0.86(075.1.00 2011 -
Knan et al 2013 7123 13 139 32%  0420018,095) 2013 —
Aghamahammati and Zafar 2015 6 40 14 40 31% 043048100 115
Hofymeyr et al 2018 69 205 82 283 7%  080[061,1.08 2019 —~1
Subtotal (95% CI) 13625 13683 71.6% 054[0.43,0.68] *
Total events 808 1086
Heterageneity Talr = 0.11; ChP= 62,53, = 21 (P < 0.00001); F= 66%
Test for overall efect Z= 5.3 (P < 0.00001)
3:1.4 Calcium and linolec acid
Hererra et al 1998 43 24%  025009,069] 1938 —
Hererra et al 2008 20 04% 0141001267 2008
Subtotal (95% CI) 67 28% 024[0.09,061] —~
Total events
Heterogeneity: Tau*= 0.00; Chi
Test for overall efect Z= 2.97
Total (95% CI) 14951 14964 100.0%  0.54[0.45,065] .
Total events 880 1220
Heterageneity: Tal = 0.10; ChF= 8259, df= 38 (P < 0.0001); F= 54%

Testfor oversl effect: 2
Testfor subaroun differences: Chi

52 (P < 0.00001)
361 df=3 (=031

0%

oo

01

10 100
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image23.png
Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup Events _Total Events Total Weight MH,Fixed,95% Cl_Year MH, Fixed, 95% CI
321 Vitamin D
Naghshineh and Sheiknallyan 2016 0 B8 3 70 18% 0150001,279) 2016
Subtotal (95% CI) 68 70 8%  015001,279] ———
Total events 0 3
Hetetogeneity: Not applicable
Test for overall efect Z= 1.28 (P = 0.20)
3.2.2 Vitamin D and calcium
Taherian etal 2002 6 330 31% 050[013,198 2002 —
Asermi etal 2012 127 05% 1.00[007,1518) 2012
Asermi et al 2016 1023 08% 033001776 2016
Subtotal (95% C1) 380 44%  053[017,1.64] ——
Total events 8
Heterogeneity: Chi*= 0.30, df= 2 (P = 0.86);
Test for overall eflect 2= 1.10 (P = 0.27)
3.2:3 Calcium
Sanchez Ramos etal 1994 128 6 34 28% 020002153
Levine et al 1997 50 2205 59 2204 305%  0.85[058,1.23]
Growther et al 1999 4 27 B M9 3% 0670019,235
Wanchu et al 2001 0 5 2 50 13% 0200001400
Vilar et al 2006 35 4151 47 4161 243% 0750048115
Hofymeyr et al 2018 52 205 60 283 317% 0.83[059,1.18]
Subtotal (95% Ci) 7048 7051 938%  0.78[0.63,0.96]
Total events 142 180
Heterageneity: ChF = 2.93, = § (P = 0.71); F= 0%
Test for overall eflect Z= 2.30 (P = 0.02)
Total (95% CI) 7496 7501 100.0%  0.76[0.62,0.93]
Total events 146 191

Heterageneity: ChF = 4.92, o= 8 (P = 0.84); F= 0%
Testfor oversll effect Z= 2.63 (P = 0.009)
Testfor subaroun differences: Chif= 1 65. df= 2 (P = 0.44).

oo

01 10
Favours intervention - Favours control

100
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Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup Events _Total Events Total Weight M.H,Random,95%Cl_Year MH, Random, 95¢% CI
331 Vitamin D
Hossain etal 2014 11007 100 36%  157(063,389) 2014
Yap etal 2014 1 B8 1 90 06% 051005548 2014
Zeofsky etal 2014 0 35 1 26 04% 021001412 2014 —
Sablok etal 2015 4 08 4 57 18%  053014,203) 115 —
Gooper et al 2016 13 479 15 486 52%  088[0.42,1.83] 2016 —
Subtotal (95% CI) 801 759 116% 092[0.55,1.52] A d
Total events 20
Heterogeneity Tau*= 0.00; Chi*=3.21 0%
Test foroverall eflect = 0.3 (P= 0.74)
3:3.2 Vitamin D and calcium
Lietal 2000 788 30 36% 045018113 2000
Subtotal (95% CI) 58 30 38% 04500481131
Total events 7 8
Hetetogeneity: Not applicable
Test for overall efect Z= 1.70 (P = 0.09)
333 Calcium
Lopez Jarmillo etal 1930 16 3 25%  029[010,086 1990
Villar and Repke 1990 5 88 16%  059[014,230 1990
Belizan et 3l 1391 63 588 131%  066(045,096 1391
Sanchez Ramos etal 1994 73 29%  084[030,236 1994
Purwar et al 1996 16 93 37% 0360015086 1996
Bassaw et 1998 26 250 04%  006[000,094 1998
Roger etal 1999 18 75 78% 0610035107 1999
Vilar et al 2006 459 4161 253%  0.97[085.1.09] 2006
Hofymeyr etal 2019 197 283 258%  094[084.108 2019
Subtotal (95% Ci) 5606 833%  0.77[0.63,095
Total events 807
Heterogeneity: Tau*= 0.03; Ch =002
Test for overal efect Z-
3:3.4 Calcium and linoleic acid
Hererra et al 2006 2w 7 24 15% 029007124 2006
Subtotal (95% CI) 2 24 5% 0290007,1.24]
Total events 2 7
Hetetogeneity: Not applicable
Test for overall efect Z= 167 (P= 0.09)
Total (95% CI) 6372 6419 1000%  076[063,082] *
Total events 753 852
Heterageneity: Talr = 0.03; ChF= 26,90, if= 15 (P = 0.03); F= 44% rT— - o

Testfor overall effect 2= 2.88 (
Testfor subaroun differences: Chi

0.004)

351 di=3(P=032.

46%

Favours intervention - Favours control
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Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup _Events _Total Events Total Weight M.H,Fixed, 95%Cl_Year MH, Fixed, 95% CI
3.4.1 Calcium
Gong etal 1995 0 112 1 56 47%  0A7[01,408) 1985 ¢
Purwar et al 1996 0 @ 0 @ Not estimable 1936
Leving et al 1987 4 205 4 2284 94%  100[0.25,309) 1997 .
Vilar et al 2006 17 4151 25 4161 S85%  0.68[0.37,1.26] 2008 -
Khan etal 2013 2123 7 139 154% 032007153 13 —_—
Hotymeyr et al 2018 4 285 5 283 120% 078[21,282) 2019 —_—
Subtotal (95% CI) 7074 7026 100.0%  0.64[0.40,1.03] >
Total events 27 a2
Heterageneity: ChF = 1.93, = 4 (P= 0.75); F= 0%
Test for overall eflct Z= 1,82 (P = 0.07)
Total (95% C1) 7074 7026 100.0%  0.64[0.40,1.03] >
Total events 27 a2
Heterageneity: ChF = 1.93, = 4 (P= 0.75); F= 0% rT— - o
Testfor overall eflect 2=1.82 (P = 0.07) Favours intervention Favours control

Testfor subaroun differences: Not anplicable





image26.png
Experimental  Control

Risk Ratio

Risk Ratio

Study or Subgroup _Events _Total Events Total Weight M-H,Fixed, 95%Cl_Year MH, Fixed, 95% CI
35.1 Calcium

Leving et al 1987 7295 1 794 237% 35000731682 1997 B
Hofymeyr st al 2019 10 69 781 763%  1.68(067,417] 2019 T —

Subtotal (95% C1) 2364 2375 100.0%  2.11[0.96,4.62] -

Total events 17 9

Heterageneity: ChF = 064, =1 (P= 0.42), F= 0%

Test for overall eflct Z= 1.87 (P = 0.06)

Total (95% CI) 2364 2375 100.0%  2.11[0.96,4.62] -

Total events 17 9

Heterageneity: ChF = 064, =1 (P= 0.42), F= 0% rT— - o

Testfor oversll effect: Z= 1.87 (P = 0.06)
Testfor subaroun differences: Not anplicable

Favours intervention - Favours control
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Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup Events _Total Events Total Weight MH,Fixed,95% Cl_Year MH, Fixed, 95% CI
361 Vitamin D
Brooke et al 1980 9 59 13 67 64% 054026110 1980
Yuetal 2009 170430 10 59 48%  084[0.41,171) 2008 —r
Dawadu et al 2013 5 B4 4 42 19% 063018,271 23 —
Hashemipour et al 2014 0 65 1 5 05% 033001803 2014
Sablok etal 2015 9 108 11 57 52% 043019.098) 1015 —
Subtotal (95% CI) 436 290 188%  0.59[0.39,0.88] >
Total events a0 5
Heterageneity: ChF = 1.6, df= 4 (P = 0.80); F= 0%
Test for overall eflct Z= 2.60 (P = 0.008)
3,6.2 Vitamin D and calcium
Taherian et al 2002 35 330 39 330 140% 090[056,138) 2002 —
Subtotal (95% CI) 330 330 140%  0.90[058,1.38] -
Total events 3 38
Hetetogeneity: Not applicable
Test for overall efect Z= 0.43 (P = 0.62)
363 Calcium
Villar and Repke 1990 3 @ 3 85 11% 101021488 1990 —T
Sanchez Ramos etal 1994 228 4 34 13% 059012297 19w —
Purwar et al 1996 6 97 8 93 29% 0720026199 199 —_—
Leving et al 1987 124 2295 105 2294 376%  118[092.152) 1997 -
Growther et al 1999 32 27 7 229 96% 1200074193 199 -
Kurnar et al 2009 1773 M 251 78%  074[040,138) 2008 —r
Khan et al 2013 4123 13 139 4% 035012104 1013 —
Subtotal (95% CI) 3138 3135 648%  1.04[085,1.26] *
Total events 188 181
Heterageneity: ChF = 7.26, f= 6 (P = 0.30), F= 17%
Test for overall eflect Z= 0.37 (P= 0.71)
364 Calcium and linoleic acid
Hererra et al 1998 10433 43 14%  0330004,308) 199 —
Hererra et al 2008 1 4 24 14% 025003208 2006
Subtotal (95% CI) 7 67 25% 0290006132
Total events 2 7
Heterogeneity: Chi= 0.03, if= 1 (P = 0.85); P
Test for overall eflct Z= 161 (P= 0.11)
Total (95% CI) 3971 3822 100.0%  0.91(0.78,1.08] L]
Total events 265 272
Heterageneity: ChF = 17.44,df= 14 (P= 0.23), "= 20% rT— - o
Testfor overall eflect 2=1.08 (P = 0.28) Favours intervention Favours control
Test for subaroun diferences: Chif= 8.48 di= 3 (P = 0.04) F= B4 6%
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Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup Events _Total Events Total Weight MH,Fixed, 95% CI_Year MH, Fixed, 95% CI
371 Vitamin D
Brooke et al 1980 788 15 67 30% 053023171 1980 —
Marya etal 1968 100 19 100 41% 021007060 1988
Roth et a1 2013 1271 14 72 30% 086043172 13
Hossain etal 2014 19100 18 100 39%  106[059,183) 2014 —
Karamali et al 2015 30 2 a0 0s% 0200001400 2015 —
Khan et al 2016 770 35 01% 1929011537345 1016 —
Subtotal (95% CI) 388 404 146%  076[0.54,1.06] *
Total events 19 68
Heterageneity: ChF=13.71, df= 5 (P = 0.02); F= 64%
Test for overall eflct Z= 1,64 (P= 0.10)
37.2 Vitamin D and calcium
Dingenes etal 2013 23/ 1 2 02% 16200161651 113
Samimi etal 2016 0 a2 30 05% 020001400 2016 —
Subtotal (95% Cl) 56 51 08%  063[012324] ———
Total events 2 3
Heterageneity: ChF = 1.18, o= 1 (P = 0.26); F= 16%
Test for overall eflect Z= 0.55 (P = 0.58)
373 Calcium
Vilar et al 1987 0 s 0 Not estimable 1987
Lopez Jarmillo etal 1989 0 4 0 43 Not estimable 1989
Lopez Jarmillo et al 1990 0 135 0 13 Not estimable 1980
Belizan et 3l 1991 31 ST 41 559 B7%  077(049,1.71] 1991
Levine et al 1997 188 2285 205 2294 440%  092[076,111] 1997
Growther et al 1999 6 27 17 19 36%  036[014,089 1999
Kurnar et al 2009 19 73 31 251 72% 0550032094 2008
Aghamahammadi and Zafa 2015 8 40 11 40 26% 0670031145 2015
Hofymeyr et al 2018 79 264 73 243 163% 1000076130 2019
Subtotal (95% Ci) 3845 3821 825%  08500.74,098]
Total events 331 380
Heterogeneity: = 8.57, df= 5 (= 0.13);
Test foroverall eflct Z= 2.28 (P = 0.02)
37.4 Calcium and linoleic acid
Heerra et al 1998 143 5 43 1A% 020002164 199
Hererra et al 2008 1 5 24 14% 0200003159 2006
Subtotal (95% CI) 7 67 21% 0200005088
Total events 2 10
Heterageneity: ChF = 0.00, =1 (P= 1.00) F= 0%
Test for overall eflect Z= 2.14 (P= 0.03)
Total (95% CI) 4356 4343 1000%  082[073,093] 4
Total events 384 461
Heterageneity: ChF = 27.78,df= 15 (P = 0.02); "= 4% rT— - o

Testfor overall effect 2= 3.04 (
Testfor subaroun differences: Chi

0.002)

417 df=3 (P =075

Favours intervention - Favours control
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Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup Events _Total Events Total Weight M.H,Random,95%Cl_Year MH, Random, 95¢% CI
381 Vitamin D
Detvin et al 1986 0 15 0 19 Not estimable 1986
Roth et al 2013 9 74 13 75 36% 070032154 13 —
Grantetal 2013 0 487 10%  00B[000,1.04 2013 4
Asemi etal 2013 1w 127 1A% 1000071518 13 —
Yap etal 2014 4 Bn 7 90 29%  0580018,191) 2014 —
Hossain etal 2014 12100 10 100 36%  120[054,265) 2014 ——
Singh etal 2015 6 S0 15 50 35%  040[017,095) 2015 —
Sablok etal 2015 9 108 12 57 36%  040[018,088) 2015 —
Karamali et al 2015 0 a1 30 09% 033001787 215
Mohammar-Alizadef-Charandabi et al 2015 2 41 4 42 2% 050010,258) 115 —
Valizatien et al 2016 3 41 5 42 26% 0600015235 2016 —
Naghshineh and Sheiknallyan 2016 4 B8 17 0 31%  024[009,068) 2016 —_—
Litonjua et al 2016 40 405 3 401 42%  128(082,200 2016 —
Gooper etal 2016 16 479 10 486 36%  1620074,354 2016 —
Chawes etal 2016 11315 9 308 35%  120[050,284 2016 ——
Raza et al 2017 0 a1 30 09% 033001787 M7
Jamilian etal 2018 0 a1 30 09% 033001787 M8
Subtotal (95% CI) 2075 1944 410% 0.70[0.49,1.00] *
Total events 1"
Heterogeneity: Tau?= 0.17; Chi 15 (P =0.08);
Test for overal efect Z-
3.8.2 Vitamin D and calcium
Taherian etal 2002 45 330 29 330 42%  18501.00,241) 2001 —
Asemi etal 2012 170 27 09%  300(013,7053) 12
Diogenes etal 2013 [ | Not estimable 2013
Mohammar-Alizatef-Charandabi et al 2015 4 41 4 42 26% 100027374 2015 —
Aserni etal 2016 1213 0 23 09%  300(013,7007) 2016
Samimi etal 2016 2 a0 1 30 14%  200019,2090) 2016
Subtotal (95% CI) 495 493 10.0% 1.53[1.02,2.30] >
Total events El
Heterogeneity: Tau*= 0.00; Chi
Test for overall efect Z= 2.07 §
3.8.3 Calcium
Villar et al 1987 0 s 0 Not estimable 1987
Lopez Jarmillo etal 1989 0 4 0 43 Not estimable 1989
Lopez Jarrmillo et al 1990 0 13 0 13 Not estimable 1930
Villar and Repke 1990 7@ a0 95 36% 035016080 1990 —_—
Belizan et 3l 1391 33 877 a7 542 42% 0920056144 1991 —
Sanchez Ramos etal 1994 5 21 8 34 32% 073027199 1ou4 —
Purwar et al 1996 2 @ 5 93 22% 032007154 195 —r
Boggess etal 1997 0 12 3 11 10%  013[001,230] 1987 ¢ —
Leving et al 1987 248 2295 229 2294 45% 1080911328 1997 T
Amirants 1998 1273 30 210 39%  0400021,075) 1998 —
Growther et 1999 10 27 13 229 37%  044[021,000) 1999 —
Wanchu et al 2001 3 s 3 50 23%  100021,472) 2001 —
Vilar et al 2006 398 4038 436 1042 45%  024[021,036 2006 -
Kurnar et al 2009 19 2773 3 251 40% 0550032094 2008 —]
Knan et al 2013 3123 11 139 28% 0310009108 1013
Aghamahammati and Zafar 2015 6 40 9 40 33% 0670026170 2015 —_—
Hofymeyr et al 2018 112 29 119 203 44% 0900074110 2019 1
Subtotal (95% CI) 8512 5518 47.6% 053[0.32,0.87] >
Total events 858 a6
Heterageneity: Talr = 0.68; ChF = 262.75, o= 13 (P < 0.00001); F= 85%
Test for overall eflect Z= 2,60 (P= 0.01)
3.8.4 Calcium and linoleic acid
Hererra et al 2006 1m0 1 24 14% 050005515 2006
Subtotal (95% CI) 2 24 4% 05000055151
Total events 1 2
Hetetogeneity: Not applicable
Test for overall efect Z= 0.58 (P = 0.56)
Total (95% CI) 11106 7979 100.0%  064[046,0.89]
Total events 1028 1143
Heterogeneity Tau*= 0.64; Chi*= 356,89, df= 35 (P < 0.00001); T— 5 o

Testfor overall effect 2= 263 (
Testfor subaroun differences: Chi

0.009)
501

30

005).

Favours intervention - Favours control
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Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup Events _Total Events Total Weight M.H,Random,95%Cl_Year MH, Random, 95¢% CI
391 Vitamin D
Yuetal 2009 0 120 1 59 32%  DAT[ON,400] 2008
Roth et al 2013 1B 180 41% 1000061571 2013 —
Grantetal 2013 0 1B 32%  DATION 414 2013
Yapetal 2014 2 88 1 90 72% 101015702 2014
Valzagehetal 015 1@ 1 4 4% 1oowosisan %
Subtotal (95% Ci) 502 358 218%  062[019,2.00]
Total events 4 6
Heterogeneity Tau*= 0.00; Chi*= =4 (P=078;F=0%
Test for overal efect Z-
3.9.2 Calcium
Lopez Jarrrillo et al 1989 0 4 0 43 Not estimable 1989
Purwar et al 1996 0 @ 0 @ Not estimable 1936
Vilar et al 2006 105 4181 113 4197 253% 093072171 2006
i ot 209 s s SN Taw Tiowsessn s —
Khan et al 2013 3113 7 139 117% 0480013183 13 —_—
Goldberg etal 2013 9 3 11 332 172% 0820035198 113 —
Hofymeyr etal 2019 2 33 283 108%  006[001.024 2019 ————
Subtotal (95% C1) 5338 78.2% 0.55[0.24,1.23] -
Total events 189
Heterogeneiy: Tau*= 0.58; Chi 4(P=0003); F=75%
Test for overal efect Z-
Total (95% CI) 5696 1000%  058[0.32,1.06]
Total events 175
Heterogeneity: Tau*= 0.36; Ch =003 r=51% rT— - o

Testfor oversl effect: 2
Testfor subaroun differences: Chi

76

0.08)
0.03 df=1(P=087

o

Favours intervention - Favours control
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Study or Subgroup Events Total Events Total Weight M.H,Fixed,95%Cl Year M-H, Fixed, 95% CI
3.10.1 Vitamin D

Sablok et 2015 0 1 0 & Notestimable 2015

Subtotal (95% CI) 120 60 Not estimable

Total events 0 0

Heterogeneity: Not applicable

Testfor overall effect: Not applicatle

3402 Calcium

Lopez Jarmillo st 3l 1990 0 125 0 13 Notestimable 1990

Purwar et al 1996 [T 0 o Notestimable 1998

Villar et al 2008 1 a8 6 4161 799% 017(002,139 2006 — M

Goldberg stal 2013 1 am 1332 133% 1.01[006,1602 2013 —

Hofymeyr et al 2019 2 m 0 310 68% 4.80(0.23,0957 2019 S e——
Subtotal (95¢% CI) 5026 5031 100.0% 059 [0.18,1.92]

Total events 4

Heterogeneity: Chi*= 334, df=2 (P = 0.19);

Testfor oversll effect: 2= 0.67 (P = 0.38)

Total (95% CI) 5146 5091 100.0% 059 [0.18,1.92]

Total events 4 7

Heterageneity: ChF= 3.34, o= 2 (P = 0.18); F= 40% o & 4 o0
Testfor overall effect 2= 0.67 (P = 0.38) Favours intervention - Favours control

Testfor subaroun differences: Not anplicable
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Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M.H,Fixed 95%Cl Year MH,Fixed, 95% CI
4AAmon
Eskeland et a 1997 134 1 23 20% 095[0061443) 1997
Ouladsahsbmaareket al 2011 B 410 10 72 209%  145067,316 2011 =
Subtotal (95% C1) 434 395 220%  1.41[0.67,2.97] -
Total events 17 1
Heterogensity: Ch = 0.08, =1 (= 0.77); F= 0%
Testfor overal effect. Z= 0,90 (°= 0.37)
41.2Folic acid
Fleming et al 1968 2 w2 % 1% 085[015634 1968
Charles et al 2005 15 907 51 1830 559%  051(035,108] 2005
Subtotal (95% C1) 934 1916 700%  053[0.37,109]
Total events 17 5
Heterogeneity Ch*= 0.20, = 1 (P = 0.65);
Testfor overal effect. Z= 1.64 (°= 0.10)
413 1ron and folic acid
Tayloretal 1981 13 0 4 10% 300[013,7018) 1987
Ziaei et al 2007 w0 3 37 1% 323[089,1159 2007
Subtotal (95% C1) 304 38 7A% 3190097, 1045]
Total events 11 3
Heterogeneity Ch*= 0,00, =1 (P = 0.97); -
Testfor overal effect. Z= 1.81 (= 0.08)
Total (95% C1) 1762 2692 100.0% 099 (067,1.47]
Total events 45 o7
Heterogensily: Ch= 7.37, = & (P = 0.19); P= 32% T e
Testfor overal effect Z=0.04 (= 0.97) Favours infervention  Favours control
Test for subaroup differences: Chif= 7.15. df= 2 (P = 0.0%). F= 72.0%
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Experimental  Control

Risk Ratio

Risk Ratio

Study or Subgroup _Events _Total Events Total Weight M-H,Fixed, 95%CI_Year MLH, Fixed, 95% CI
4.2.1 Folicacid
Christian et al 2003 9 625 19 B83 6B6%  052(0.24,1.14] 2009 ——
Subtotal (95% CI) 625 683 666% 052[024,1.14] -
Total events 9 19
Heterogeneity: Not applicable
Testior overall effect Z= 1,64 (P =0.10)
4.2.21ron and folc acid
Christian et al 2003 1 3 9 625 334%  120[050,286] 2009
Subtotal (95°% CI) 639 625 334%  120[050,2.86]
Total events 11 9
Heterogeneity: Not applicable
Testior overall effect 2= 0.40 (P = 0.69)
Total (95% CI) 1264 1308 100.0%  074[0.42,1.32]
Total events 20 28
Heterogeneity: = 195, if= 1 (P = 0.16); F= 43%
] 01 10 100
Testfor overall sffect 2=1.01 (P = 0.31) Favours Intervention Favours control
Testfor subaroun differences: Chif= 195 df=1 (P = 0.16) [F= 48 7%
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Study or Subgroup Events _Total Events Total Weight M.H,Random,95%Cl_Year MH, Random, 95¢% CI
431Iron
Cogswell et al 2003 8 M7 17 9% 28% 039017088 2003
Siega-Rizetal 2006 18 188 26 168 50%  0700040,1323) 2006 —
Ghan et 2009 15 419 33 443 46%  048[026,087) 2009 —
Oulatsahebmatarek et al 2011 56 410 65 312 109%  0810056,117) 2011 —~
Subtotal (95% CI) 112 1079 23.3% 0.64[0.46,0.88] *
Total events a9 14
Heterageneity: Talr = 0.03; ChP= 4.38, 0= 3 (P = 0.22); F= 32%
Test for overall efiect Z= 2.78 (P = 0.005)
432Folicacid
Ghiistian et 2003 363 628 402 695 240%  098[090,108) 2009 1
Subtotal (95% Ci) 628 685 240%  0.98[090,1.08]
Total events 363 02
Hetetogeneity: Not applicable
Test for overall eflect 2= 0.32 (P = 0.75)
433 Iron and folic acid
Ziaei et al 2007 57 a0 3 37 7% 1530103,238) 2007 —
Zeng etal 2008 278 1470 280 1545 205%  104[090,1.71) 2008
St tal 2003 57 5w o zew  ominensss e P
Subtotal (95% Ci) 2473 2530 527%  1.05[084130]
Total events
Heterogeneity: Tau*= 0.03; Chi 2@=001;F=78%
Test for overall efect Z= 0.43 {
Total (95% CI) a3 4204 1000%  0.92[0.80,1.06] ]
Total events 1124 1222
Heterageneity: Talr = 0.02; ChF= 21.19, if= 7 (P = 0.003); F= 67% rT— - o
Testfor overall eflect 2=1.20 (P = 0.23) Favours intervention Favours control

Testfor subaroun differences: Chi

230 df=2(P=003).

5 G
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Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M.H,Random,95%Cl Year M-H, Random, 95% CI
241 Tron
Eskeland et 1997 0 0 : Notestimable 1997
Makides et 3l 2003 12 218 9 214 20% 1.32(057,3.07] 2003 ——
Cagswell et 3l 2003 5 17 16 95 16% 0.28[0.10,067] 2003
Siega-Riz et al 2008 8 73 16 172 21% 05000.22,1.13] 2008
Subtotal (95% CI) 534 508 57%  0.56[023,141]
Total events 25 4
Heterogeneity Tau®= 0.45; Chi*= =2(P= 004 F=69%
Testfor oversll effect: 2= 1.23 (P = 0.22)
4.4.2 Folic acid
Fleming stal 1968 3 7 3 0w 0.98(0.21, 435 1988 —_—
Charles et al 2008 47907 115 1890 10.2% 085 (061, 1.18] 2008 T
Christian et 31 2003 262 628 207 685 27.3% 0.95[0.85, 1.09] 2008 1
Subtotal (95% CI) 1562 2601 381%  095[0.841.07]
Total events a2 415
Heterogeneity Tau®= 0.00; Chi*= =2(P=0.70)F= 0%
Testfor oversll effect: 2= 0.90 (P = 0.37)
4.4.3 Iron and folic acid
Taylor etal 1982 2 0 24 02%  500[0.25,98.95) 1982 —
Mendendez et al 1994 oo 12 ne 7% 055(0.22,1.38] 1994 —_—
Neyomugyenyi and Magnussen 2000 1T 15 188 25% 071(0.33,150] 2000 —
Meier et al 2003 1 a8 2 s 03% 0.45[0.04,480] 2003 —
Zeng et 2008 66 1470 82 1545 10.8% 0.85(0.62,1.18] 2008 =
Christian et 31 2003 28 638 262 628 25.4% 0:82(0.71,098 2008 =
Liv etal 2013 120 6252 125 6261 15.3% 1.03(0.81,132 2013 +
Subtotal (95% CI) 8844 8897 562%  086[0.77,0.96] 4
Total events 434 408
Heterageneity: Taw"= 0.00; Chi*= 5.41, df= & (P = 0.49); F= 0%
Testfor oversll effect: Z= 2.65 (P = 0.008)
Total (95% CI) 10940 12006 1000%  0.87[0.77,098] 4
Total events ™ 954
Heterogeneity: Taw"= 0.01; Chi*= 16.44, df= 12 (P = 017, F= 27% o & 4 o0
Testfor overal effect 2= 220 (= 0.03) Favours intervention - Favours control
Test for subaroun differences: Chi*= 2.39 df= 2 (P = 0.30) F= 16.2%
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H,Fixed, 95% Cl Year M-H, Fixed, 95% CI
Subtotal (95% CI) 1349 1213 101%  0.80[0.60, 1.08]
Heterogeneity: Chi*= 2.72, df= 5 (P = 0.74); F= 0%
Testfor overall effect Z=1.44 (f 18)
s
Subtotal (95% CI) 1562 2601 21.6%  1.07[0.89,1.28]
Heterogeneity: Chi*= 0.73, df= 2 (P = 0.69); F= 0%
Testfor overall effect Z= 0.71 ( 48)
-
Taylor stal 1982 3 2 0 24 01% 7.00(0.38,12861] 1982 o e
Subtotal (95% CI) 8860 8835 68.3%  0.96[0.87,1.07]
Heterageneity: Chi*= 4.89, df= 4 (P = 0.30); "= 18%
Testfor overall effect Z= 0.65 (f 51)
Total (95% CI) "m 12649 100.0%  0.97 [0.89, 1.06]
Heterogeneity: Chi*=10.80, df= 13 (P = 0.63); ot o1 10 100
Testfor overall sffect 2= 0.67 (P = 0.50) Favours intevention Favours control

Testfor subaroun differences: Chi

963 df=2(P=027

40%
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Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup __Events _Total _Events Total Weight M.H, Fixed, 95% CI_Year MH, Fixed, 95% CI
45.1Iron
Makiides et al 2003 128 1 24 10% 0990061574 2003
Subtotal (95% Ci) 216 214 10% 09900.06,15.74]
Total events 1 1
Hetetogeneity: Not applicable
Test for overall eflect Z= 0.01 (P = 0.99)
452 Folicacid
Flerning et 1968 1216 1 214 10% 089[00,1574 1968
MRC 1981 0 M5 3 119 25% 021001428 1991 —
Kitke et al 1982 0 7 1 26 15% 032001755 1991
Subtotal (95% CI) 358 359 50%  0.40[0.08205]
Total events 1
Heterogeneity: = 0,61, df= 2 (P = 0.74); P
Test for overall eflect 2= 1.10 (P = 0.27)
4,6:3Iron and folic acid
Mendendez et al 1994 8 3 11 277 120% 0681026153 1994 —r
Zeng et al 2008 47 1584 56 1722 539%  0.91[062,1.34] 2008
Liuetal 2013 28 5954 28 5934 202% 1000059168 2013
Subtotal (95% CI) 7811 7933 940%  0910068,121]
Total events 83 a5
Heterageneity: ChF = 055, = 2 (P = 0.76); F= 0%
Test for overall eflect Z= 0.65 (P = 0.51)
Total (95% C1) 8385 8506 100.0%  0.88[0.66,1.17] -
Total events a5 101
Heterageneity: ChF = 1.8, if= (P = 0.93), F= 0%
Test for overall efect Z= 0.86 (P = 0.39) o " 1o

Testfor subaroun differences: Chi

0.94 df=2(P=062.

Favours intervention - Favours control
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Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup _Events _Total Events Total Weight M-H,Fixed, 95% CI_Year M-H, Fixed, 95% CI
'4.7.1 Tron and folic acid
Lee etal 2008 0o 0w Notestimable 2008
Subtotal (95% CI) m 2 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Testfor overall effect: Not applicatle
Total (95% CI) m 2 Not estimable
Total events 0 0
Heterogeneity: Not applicable o & T 4 o0

Testfor oversll effect: Not applicatle

Testfor subaroun differences: Not anplicable

Favours intervention - Favours control
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Experimental  Control Risk Ratio Risk Ratio

Study or Subgroup Events _Total Events Total Weight MMH,Fixed,95% Cl_Year MH, Fixed, 95% CI
Mahomed et al 1989 1 20 3238 101% 362[102,1282) 1989

Jonsson et al 1996 0 s8s 22 621 7TI6% 097(053,175 1996 -
Castillo-Duran et 3 2001 2 23 1 358 66%  104[0157.30) 2001

Meriald et al 2004 5 121 1121 34%  500[059,4217) 2004 —

Danesh etal 2010 0 42 2 42 84% 0200404 2010 T
Total (95% C1) 1238 1280 100.0%  1.31[0.82,2.10] -

Total events 38 a0

Heterageneity: ChF = B.57, df= 4 (P = 0.18); F= 30%

Testfor overall effect Z=1.12 (f 001 01 1 10 100

020 Favours intevention Favours control
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Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup _Events _Total _Events Total Weight W.H,Fixed, 9% Cl_Year MLH, Fixed, 95% CI.
Meriald et al 2004 FRETT) 0 121 1000% 900 (045, 165.37] 2004 —7
Total (95% CI) 121 121 100.0% 9.00[0.49, 165.37] ——
Total events 4 0
Hetetogeneity: Not applicable rT— - o

Testfor oversll effect: 2= 1.48 (P = 0.14)

Favours intervention - Favours control
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Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup ___Events _Total_Events Total Weight M-H,Fixed, 95% CI_Year M-H, Fixed, 95% CI
Simmer et al 1981 D] 6 22 12% 024[005110) 1991 F
Goldenberg stal 1995 16 204 18 286 32%  0.86[0.45,166 1095 —
Jonsson etal 1998 37 585 38 621 6d%  1.03[067,160] 1995 T
Osendarp etal 2000 145 194 161 216 283%  1.00[090,1.12] 2000
Xie et al 2001 7116 6 40 15% 040[014,113) 2001 T
Saaka etal 2008 14272 18 271 31%  077[039,153] 2009 —
Christian et 31 2003 378 670 327 633 581%  1.09[099,121] 2009 [ ]
Danesh etal 2010 [ 147 03%  033[001,796 2010
Total (95% CI) 2203 2131 1000%  1.03[095,1.41]
Total events 509 575
Heterageneity: ChF= 8.74, o= 7 (P = 0.20); F= 28% o & T 4 o0

Testfor oversl effect: 2

62 ¢

054)

Favours [experimental] Favours [control]
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Experimental  Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M.H,Fixed,95%Cl Year M-H, Fixed, 95% CI
Hunt etal 1984 5 ar 4 S0 08% 129(036,466 1984

Cherry et 1989 50 268 68 288 134%  0.79[057,1.00] 1989 -1
Mahormed et al 1989 10 243 17 243 35%  059[027,126] 1989 —
simmer et al 1991 2 @ 1022 02% 147[014,1517) 1991

Goldenberg stal 1995 30 294 38 286 79%  0.77(0.49,120] 1095 —7
Jonsson etal 1998 33 585 49 621 97%  071[047,110] 1995 —
Caulfield et al 1299 29 521 30 495 B3%  092[056,151] 1999 —
Osendarp etal 2000 34 194 34 26 BE%  1.11(072,172 2000 -

Xie et al 2001 10 118 740 21%  049[020,121] 2001 —
Castillo-Duran et 2001 14 243 30 258 60%  048[026,088 2001 —
Dijkhuizen et 3l 2004 2w 3 41 06% 062[011,353 2004 —_—T
Merialdi et 3l 2004 7o 5 121 10%  140[046,429) 2004 —_
Hafeez et 3l 2005 2 120 10 121 20%  220[109,445 2005 —
Christian et 31 2003 127 628 137 593 288%  088[071,108 2009 -

Saaka etal 2008 40 272 39 271 8O0%  1.02[068,154 2009 -+
Danesh etal 2010 9 42 14 42 29%  064[031,132 2010

Total (95% CI) 3815 3748 100.0%  0.85[0.76,097] 4

Total events 424

Heterogeneity: Chi*=18.15, df= 15 (P = 0.25);

Testior overall effect Z= 252 001 o1 0 100

oon Favours intevention Favours control
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Experimental  Control Risk Ratio Risk Ratio
MLH, Fixed, 95% CI

Study or Subgroup _Events _Total Events Total Weight M-H,Fixed, 95% CI_Year

Robertson 1991 [Z] 0 62 Not estimable 1991
2 121 1000% 020001412 2000 ————

Meriald et al 2004 0 a2
Total (95% C1) 193 183 100.0%  0.20[0.01,412] —————
Total events 0 2

0 00

Heterogeneity: Not applicable o &
Favours intervention - Favours control

Testfor oversll effect: 2= 1.04 (P = 0.30)
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Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup __Events _Total_Events Total Weight W.H,Fixed, 95%Cl_Year MH, Fixed, 95% CI
Dijkhuizen et al 2004 0 a4 1 41 1000% 0310001,743) 2004 —
Total (95% C1) 4 41 1000%  031[0.01,743] ————
Total events 0 1

Heterogeneity: Not applicable
Testfor oversll effect: 2= 0.72 (P = 0.47)

oo 01

Favours intervention - Favours control
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100
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Experimental  Control Risk Ratio Risk Ratio

Study or Subgroup Events _Total Events Total Weight M.H,Fixed,95% Cl_Year
Rumirs et al 2008 2 20 9 31 114% 024[006,101) 2006

Vadillo-Ortega et al 2011 20 228 67 222 88E% 042028053 2011 =

Total (95% C1) 257 253 1000%  0.40[0.27,0.59] -

Total events £ 76

Heterageneity: ChF = 057, =1 (P= 0.45); F= 0% T T o

Testfor oversl effect: 2

71 (P < 0.00001) Favours intervention - Favours control
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Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup _Events _Total _Events Total Weight M-H, Fxed, 95% CI M.H, Fixed, 95% CI
Rumirs et al 2008 1 28 3 3 1000% 0.36[0.04,3.23]
Total (95% C1) 29 31 100.0%  036[0.04,323] e
Total events 1 3

Heterogeneity: Not applicable
Testfor oversll effect: 2= 0.92 (P = 0.36)

01 10

Favours intervention - Favours control

100
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Experimental  Control Risk Ratio Risk Ratio

Study or Subgroup _Events _Total Events Total Weight M-H,Fixed, 95% CI_Year MLH, Fixed, 95% CI
Fawzi ot 31998 35 485 54 470 046%  063(0.42,084 1098
Gupta etal 2007 2 m 3 82 54%  062[011,362 2007 —
Total (95% CI) 573 552 100.0%  0.63[0.42,0.93]
Total events ar 57
Heterageneity: ChF = 0.00, o= 1 (P = 0.98); F= 0%
oo 01 10 100
Testfor overalleffect 2= 231 (7= 0.02) Favours intervention - Favours control
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Experimental  Control Risk Ratio Risk Ratio

Study or Subgroup _Events _Total Events Total Weight M-H, Fixed, 95% CI MLH, Fixed, 95% CI
Christian et 2003 18 717 11 639 100.0% 1.46(0.69,3.08]

Total (95% CI) i 639 100.0%  1.46[0.69, 3.06]

Total events 18 1"

Heterogeneity: Not applicable o & T 4 o0

Testfor overal effect 2= 1.00 (° = 0.32) Favours intervention - Favours control
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Ramakishan et al 2003 24 a2 I 2% 1.14[0.65,201] 2003 -—
Frils ot 2004 85 864 99 542 B5% 0.83[0.63,1.08] 2004 -
Osrin et al 2008 47 ST 54 S8 41% 087 (060, 1.26] 2008 —r
Rurniris et al 2008 1 R 0.38[0.04,323] 2008 —
Fawzi et 2007 676 4000 666 3988 12.0% 1.01(0.92,142] 2007
Shankar et al 2008 3736 14373 3654 14053 14.8% 1.00[0.96,1.04] 2008
Roberfroid et al 2008 8 607 81 604 BO% 1.08[0.80, 1.40] 2008
Zeng et 2008 78 1408 76 1470 5.4% 1.07[0.79, 1.46] 2008
Christian et 31 2003 145 704 146 633 B5% 0.89(0.73,1.08] 2008 -t
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Experimental  Control Risk Ratio Risk Ratio

Study or Subgroup _Events _Total Events Total Weight M-H,Fixed, 95% CI_Year MLH, Fixed, 95% CI
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Total (95% CI) 80 475 1000%  1.01[0.68, 1.50]

Total events 45 44
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Ashom etal 2015 112380 117 385 102%  097[078,120] 2015
Wridha et al 2016 568 893 1515 2251 756%  094[089,100] 2015
Johnson etal 2017 51 158 52 146 47%  090[066,123 2017
Total (95% CI) 1742 3086 100.0%  0.93[0.88, 098] [
Total events 823 1793
Heterageneity: ChF = 1.04, o= 3 (P = 0.78); F= 0% T o 7 10 100

Testfor oversl effect: 2

51 ¢

001

Favours intervention - Favours control




image66.png
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Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M.H,Fixed,95%Cl Year M-H, Fixed, 95% CI
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Study or Subgroup _Events _Total Events Total Weight M-H, Fixed, 95% CI_Year MH, Fixed, 95% CI
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Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H,fFixed,95% Cl Year M.H, Fixed, 95% CI
87.10mega 3
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Onwude et al 1995 22 13 19 118 32%  1.22[070,2.13] 1995
Olsen etal 1992 9 266 9 136 20% 051[0.21,1.26] 1996
Olsen et al 2000 (previous PTE) 5 108 16 120 26%  035[013,0.92] 2000
Olsen et al 2000 (twins) 37 286 44 283 76%  083[0.551.25 2000
Helland et al 2001 1 a0 2 288 03%  048(0.04,5.27] 2001
Smuts 20033 14 142 17 148 28%  0.86[0.44,1.60] 2003 —
Smuts 2003 1 18 5 18 08%  0.21[0.03,1.64 2003 —
Malcolm et al 2003 o3 132 03%  0.34[0.01,8.13] 2003
Dunstan etal 2003 R 143 02% 3.23(0.35,20.75 2003 —
Bergmann et al 2007 R 2 96 02% 3.00[05217.38] 2007 —
Mardones etal 2008 22 493 31 477 66%  0.67(0.39,1.13] 2008 —
Ramakrishnan et al 2010 49 487 40 486 6.8%  1.22[082,1.82] 2010 —
Harper etal 2010 164 434 174 418 303%  081(077,1.07 2010 -
Lalooha etal 2012 0 60 1030 03%  047[001,404 2011
Tofail et al 2006/Tofail st al 2012 30125 27 124 46%  1.10[070,1.74] 2012 -
Hauner stal 2012 R 4 96 07% 078[0.18,3.40] 2012 —
Makides et al 2010/ Zhao etal 2012 67 1197 88 1202 150%  0.76[0.56,1.04] 2012 -1
Carlson etal 2013 12 154 13 147 23%  0.88[0.42,1.87] 2013 —
Min etal 2014 R 327 06%  084[0.19,3.84 2014
Min etal 2014 type-2 diabetes) 5 28 12 30 20% 045[018,1.11] 2014
Hartis etal 2015 4 m 7121 1.6%  0.31[0.09,1.03] 2015
Min etal 2016 12 58 5 56 08% 232[087,6.15 2016
Miller et al 2016 3 B0 10 §5 18%  0.28(0.08,0.05 2016
Bisgaard etal 2016 12 346 16 348 27%  0.76[0.35,1.58] 2016 —
Razavi etal 2017 o 30 130 03%  033[001,7.87] 2017
Horvaticek et al 2017 4 s 447 07%  082[0.24,3.48] 2017 — T
Dill et al 2018 6 52 9 B8 13% 087[0.33,2.29 2018 —
‘Subtotal (95% CI) 5308 5080 99.1%  0.85[0.77,0.95] 4
Total events 499 572
Heterageneity: Chi*= 31.48, df= 27 (P = 0.25);
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