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[bookmark: _Toc55379166]1. Vitamin A
[bookmark: _Toc55293054][bookmark: _Toc55379167]1.1 Studies with low/unclear risk of bias only
N/A - no studies with high risk of bias 
[bookmark: _Toc55293055][bookmark: _Toc55379168]10.1.2 LMIC studies only 
N/A - no studies conducted in HICs
[bookmark: _Toc55293056][bookmark: _Toc55379169]2. Vitamin C and/or E 
[bookmark: _Toc55293057][bookmark: _Toc55379170]2.1 Studies with low/unclear risk of bias only
[bookmark: _Toc55379171]2.1.1 Pre-eclampsia
[image: ]
[bookmark: _Toc55379172]2.1.2 Small for gestational age
[image: ]

[bookmark: _Toc55379173]2.1.3 Low birthweight 
[image: ]
[bookmark: _Toc55379174]2.1.4 Preterm birth
[image: ]
[bookmark: _Toc55379175]2.1.5 Stillbirth
N/A – none included were studies with high risk of bias 
[bookmark: _Toc55379176]2.1.6 Maternal mortality
N/A – none included were studies with high risk of bias 



[bookmark: _Toc55293058][bookmark: _Toc55379177]2.2 LMIC studies only 
[bookmark: _Toc55379178]2.2.1 Pre-eclampsia
[bookmark: _GoBack][image: ]

[bookmark: _Toc55379179]2.2.2 Small for gestational age
[image: ]

[bookmark: _Toc55379180]2.2.3 Low birthweight
[image: ]
[bookmark: _Toc55379181]2.2.4 Preterm birth
[image: ]

[bookmark: _Toc55379182]2.2.5 Stillbirth
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[bookmark: _Toc55379183]2.2.6 Maternal mortality
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[bookmark: _Toc55293059][bookmark: _Toc55379184]3. Vitamin D and/or calcium
[bookmark: _Toc55293060][bookmark: _Toc55379185]3.1 Studies with low/unclear risk of bias only
[bookmark: _Toc55379186]3.1.1 Pre-eclampsia
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[bookmark: _Toc55379187]3.1.2 Small for gestational age
[image: ]
[bookmark: _Toc55379188]3.1.3 Low birthweight
[image: ]
[bookmark: _Toc55379189]3.1.4 Preterm birth
[image: ]
[bookmark: _Toc55379190]3.1.5 Stillbirth
[image: ]
[bookmark: _Toc55379191]3.1.6 Maternal mortality
[image: ]


[bookmark: _Toc55293061][bookmark: _Toc55379192]3.2 LMIC studies only
[bookmark: _Toc55379193]3.2.1 Pre-eclampsia
[image: ]
[bookmark: _Toc55379194]3.2.2 Small for gestational age
[image: ]
[bookmark: _Toc55379195]3.2.3 Low birthweight
[image: ]
[bookmark: _Toc55379196]3.2.4 Preterm birth
[image: ]
[bookmark: _Toc55379197]3.2.5 Stillbirth

[image: ]
[bookmark: _Toc55379198]3.2.6 Maternal mortality
N/A – none included were studies from HICs
[bookmark: _Toc55293062][bookmark: _Toc55379199]4. Iron and/or folic acid
[bookmark: _Toc55293063][bookmark: _Toc55379200]4.1 Studies with low/unclear risk of bias only
[bookmark: _Toc55379201]4.1.1 Pre-eclampsia
[image: ]
[bookmark: _Toc55379202]4.1.2 Small for gestational age
[image: ]
[bookmark: _Toc55379203]4.1.3 Low birthweight 
[image: ]
[bookmark: _Toc55379204]4.1.4 Preterm birth
[image: ]
[bookmark: _Toc55379205]4.1.5 Stillbirths
[image: ]
[bookmark: _Toc55379206]4.1.6 Maternal mortality
N/A – no included studies after high risk of bias studies excluded

[bookmark: _Toc55293064][bookmark: _Toc55379207]4.2 LMIC studies only
[bookmark: _Toc55379208]4.2.1 Pre-eclampsia
[image: ]
[bookmark: _Toc55379209]4.2.2 Small for gestational age
[image: ]
[bookmark: _Toc55379210]4.2.3 Low birthweight 
[image: ]
[bookmark: _Toc55379211]4.2.4 Preterm birth
[image: ]


[bookmark: _Toc55379212]4.2.5 Stillbirth 
[image: ]
[bookmark: _Toc55379213]4.2.6 Maternal mortality 
N/A – same as full analysis

[bookmark: _Toc55293065][bookmark: _Toc55379214]5. Zinc
[bookmark: _Toc55293066][bookmark: _Toc55379215]5.1 Studies with low/unclear risk of bias only
[bookmark: _Toc55379216]5.1.1 Pre-eclampsia
[image: ]
[bookmark: _Toc55379217]5.1.2 Small for gestational age
[image: ]
[bookmark: _Toc55379218]5.1.3 Low birthweight
[image: ]
[bookmark: _Toc55379219]5.1.4 Preterm birth
[image: ]
[bookmark: _Toc55379220]5.1.5 Stillbirth
N/A – both studies excluded

[bookmark: _Toc55379221]5.1.6 Maternal mortality 
N/A – no change 
[bookmark: _Toc55293067][bookmark: _Toc55379222]5.2 LMIC studies only
[bookmark: _Toc55379223]5.2.1 Pre-eclampsia
[image: ]
[bookmark: _Toc55379224]5.2.2 Small for gestational age
[image: ]
[bookmark: _Toc55379225]5.2.3 Low birthweight
[image: ]
[bookmark: _Toc55379226]5.2.4 Preterm birth
[image: ]
[bookmark: _Toc55379227]5.2.5 Stillbirth
[image: ]
[bookmark: _Toc55379228]5.2.6 Maternal mortality 
N/A – no change 

[bookmark: _Toc55379229]6. Multiple micronutrients 
[bookmark: _Toc55379230]6.1 Studies with low/unclear risk of bias only
[bookmark: _Toc55379231]6.1.1 Pre-eclampsia
[image: ]
[bookmark: _Toc55379232]6.1.2 Small for gestational age
[image: ]
[bookmark: _Toc55379233]6.1.3 Low birthweight
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[bookmark: _Toc55379234]6.1.4 Preterm birth
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[bookmark: _Toc55379235]6.1.5 Stillbirth
[image: ]
[bookmark: _Toc55379236]6.1.6 Maternal mortality
[image: ]
[bookmark: _Toc55379237]6.2 LMIC studies only
[bookmark: _Toc55379238]6.2.1 Pre-eclampsia
N/A – no change
[bookmark: _Toc55379239]6.2.2 Small for gestational age
[image: ]
[bookmark: _Toc55379240]6.2.3 Low birthweight
[image: ]
[bookmark: _Toc55379241]6.2.4 Preterm birth
[image: ]
[bookmark: _Toc55379242]6.2.5 Stillbirth
N/A – no change 
[bookmark: _Toc55379243]6.2.6 Maternal mortality
N/A – no change


[bookmark: _Toc55379244]7. Lipid-based nutrients  
[bookmark: _Toc55379245]7.1 Studies with low/unclear risk of bias only
[bookmark: _Toc55379246]7.1.1 Small for gestational age
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[bookmark: _Toc55379247]7.1.2 Low birthweight
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[bookmark: _Toc55379248]7.1.3 Preterm birth
[image: ]
[bookmark: _Toc55379249]7.1.4 Stillbirth
[image: ]
[bookmark: _Toc55379250]7.1.5 Maternal mortality
N/A – no change  
[bookmark: _Toc55379251]7.2 LMIC studies only
N/A – all included were conducted in LMICs 
[bookmark: _Toc55379252]9. Polyunsaturated omega-3 fatty acid
[bookmark: _Toc55379253]9.1 Studies with low/unclear risk of bias only	
[bookmark: _Toc55379254]9.1.1 Pre-eclampsia
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[bookmark: _Toc55379255]9.1.2 Small for gestational age
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[bookmark: _Toc55379256]9.1.3 Low birthweight
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[bookmark: _Toc55379257]9.1.4 Preterm birth
[image: ]
[bookmark: _Toc55379258]9.1.5 Stillbirth
[image: ]
[bookmark: _Toc55379259]9.1.6 Maternal mortality
N/A- no changes 
[bookmark: _Toc55379260]9.2 LMIC studies only
[bookmark: _Toc55379261]9.2.1 Pre-eclampsia
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[bookmark: _Toc55379262]9.2.2 Small for gestational age
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[bookmark: _Toc55379263]9.2.3 Low birthweight
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[bookmark: _Toc55379264]9.2.4 Preterm birth
[image: ]
[bookmark: _Toc55379265]9.2.5 Stillbirth
[image: ]
[bookmark: _Toc55379266]9.2.6 Maternal mortality
N/A – all studies were conducted in HICs
[bookmark: _Toc55379267]10. Antenatal dietary counselling
[bookmark: _Toc55379268]10.1 Studies with low/unclear risk of bias only
[bookmark: _Toc55379269]10.1.1 Pre-eclampsia
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[bookmark: _Toc55379270]10.1.2 Small for gestational age
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[bookmark: _Toc55379271]10.1.3 Low birthweight
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[bookmark: _Toc55379272]10.1.4 Preterm birth
[image: ]
[bookmark: _Toc55379273]10.1.5 Stillbirth
[image: ]
[bookmark: _Toc55379274]10.1.6 Maternal mortality
N/A – no change 

[bookmark: _Toc55379275]10.2 LMIC studies only
[bookmark: _Toc55379276]10.2.1 Pre-eclampsia
N/A – all studies conducted in HICs
[bookmark: _Toc55379277]10.2.2 Small for gestational age
N/A – all studies conducted in HICs
[bookmark: _Toc55379278]10.2.3 Low birthweight
[image: ]
[bookmark: _Toc55379279]10.2.4 Preterm birth
N/A – all studies conducted in HICs
[bookmark: _Toc55379280]10.2.5 Stillbirth
N/A – all studies conducted in HICs
[bookmark: _Toc55379281]10.2.6 Maternal mortality
N/A – all studies conducted in HICs
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Rumbold et al 2008 8 g 5 947 00%  151[053,491 2008
Spinnato etal 2007 738 10 352 341%  069[027,180] 2007 —
Xuetal 2010 10 1243 61203 00% 173[063,476] 2010
McCance etal 2010 9 3 8 381 00% 113[044,291] 2010
Roberts etal 2010 38 4993 36 4976 0.0%  1.05[067,166 2010
‘Subtotal (95% CI) 356 352 341%  0.69[0.27,1.80] >
Total events 7 10
Heterogeneity: Not applicable
Testfor oversll effect: 2= 0.76 (P = 0.45)
Total (95% CI) 871 870 100.0%  0.93[0.56,1.55]
Total events 27 29

Heterageneity: ChF = 0.95, o= 2 (P = 0.62); F= 0%

Testfor overall effect 2= 0.26 (
Testfor subaroun differences: Chi

079

054 di=1 (P =046

10

Favours intervention - Favours control

100




image10.png
Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup _Events _Total Events Total Weight M.H, Fixed, 95% CI_Year MH, Fixed, 95% CI
2:10.1 Vitamin C and
Poston et al 2008 10119 1 1199 00% 100[0.06,16.01) 2006
Spinnato etal 2007 0 35 0 352 Not estimable 2007
Vilar et al 2009 0 6el 1681 1000% 033001817 2008 — [
McCance etal 2010 0 378 1 32 00% 0341001822 2010
Roberts etal 2010 14993 14393 00% 100(006,1598) 2010
Xuetal 2010 0 1er 0 113 Not estimable 2010
Subtotal (95% C1) 1036 1033 100.0%  0.33[0.01,817] e ——
Total events 0 1
Hetetogeneity: Not applicable
Test for overall eflect Z= D67 (P = 0.50)
Total (95% C1) 1036 1033 100.0%  0.33[0.01,817] e ——
Total events 0 1
Hetetogeneity: Not applicable rT— - o

Testfor oversll effect: 2= 0.67 (P = 0.50)
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 M.H,Random,95%Cl_Year MH, Random, 95¢% CI
311 Vitamin D
Asermi etal 2013 0w 1 27 05% 033001784 13
Roth et al 2013 0 B0 1 80 05% 033001808 213
Hossain etal 2014 10100 6 100 00% 1670063441 2014
Yap etal 2014 2 B8 4 90 18%  051010,259 2014 —
Zeofsky etal 2014 138 0 26 05%  312(013,7308) 2014
Sablok et al 2015 8 108 8 57 00% 053021133 M5
Karamali et al 2015 1 a3 30 14% 033004303 15 —
Naghshineh and Sheiknallyan 2016 2 68 7 70 21% 029006137 2016 =
Valizaen et al 2016 141 3 42 00% 033004308 2016
Sasan etal 2017 M7 m 72 74% 081027098 M7 —
Raza et al 2017 3 a3 30 2% 100022458 M7 —
Jamilian etal 2018 2 330 17% 067012371 2018 —
Subtotal (95% CI) 455 17.8% 053[0.33,085] g
Total events
Heterogeneity: Tau*= 0.00; Chi
Test for overall efiect Z= 2.63 (P = 0.008)
3:1.2 Vitamin D and calcium
Marya et al 1987 12200 18 200 00% 0670033135 1987
Taherian etal 2002 13 3 33 30 00% 039021073 2002
Samimi etal 2016 1 a3 3 11% 033004303 2016
Subtotal (95% CI) 30 30 1% 0330004,303]
Total events 1 3
Hetetogeneity: Not applicable
Test for overall efect Z= 0.08 (P = 0.33)
313 Calcium
Vilar et al 1987 138 32 A% 0360004,334 1987 —
Lopez Jarmillo etal 1989 2 43 12 43 00%  015003,062) 198
Lopez Jamillo etal 1930 0 2 8 34 07%  009[001,148 1990
Villar and Repke 1990 0 @ 3 88 06%  D14[001,267] 1990 ¢
Belizan et 3l 1391 15 579 13 508 75% 0660035126 1991 —
Sanchez Ramos et al 1994 433 15 34 43% 031012084 1994 —_—
Cong etal 1995 0 M1 2 56 00%  010000,207) 1995
Purwar et al 1996 2 @ 1 93 22% 0470004077 199
Lopez Jarmillo etal 1897 4 438 1 135 39% 021007058 1997 —_—
Leving et al 1987 158 2295 168 2294 146%  0.94[076,116) 1997 -+
Amirants 1998 14 N1 M 210 00%  034[019,060) 1998
Bassaw etal 1998 10837 250 00% 008001060 1998
Growther etal 1999 10 27 13 229 65%  044[021,000) 199 —
Roger et al 1928 8 14 7 75 00% 060022158 199
Wanchu etal 2001 9 S0 8 50 00% 1130047268 2001
Niromanesh et al 2001 115 7 15 13% 014002102 2001
Villar et al 2006 171 4151 186 4161 147% 0920075113 2006 R
Kurnar et al 2009 11273 30 251 00%  034[017,066) 2008
Nenad et al 2011 316 4500 366 4568 00%  0.88[075,1.00 2011
Knan et al 2013 7123 19 139 54%  0420018,095) 2013 —
Aghamahammati and Zafar 2015 6 40 14 40 00% 043018100 2015
Hofymeyr et al 2018 69 295 82 203 135% 0800061106 2019 ~1
Subtotal (95% CI) 8074 8120 76.4% 058[0.44,0.77] >
Total events 442 569
Heterogeneity: Tau?= 0.10; Ch 12(P=0.002); F=61%
Test for averal eflect Z= 3.77 (P = 0.0002)
3:1.4 Calcium and linolec acid
Hererra et al 1998 43 41%  025009,069] 1938 —
Hererra et al 2008 20 0B% 0141001267 2005
Subtotal (95% CI) 67 48% 024[0.09,061] —~
Total events
Heterogeneity: Tau*= 0.00; Chi
Test for overall efect Z= 2.97
Total (95% C1) 8620 8672 100.0% 055[0.44,0.70] *
Total events 489 635
Heterageneity: Talr = 0.08; ChF= 43.54, o= 24 (P = 0.008) = 45%
Teshlorever ey 2 40 ® <0.00001) ‘ i O et o e

Favours intervention Favours control

Test for subaroun diferences: Chif= 3,39, di= 3 (P = 0.34) F=11 5%





image12.png
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 00% 054026110 1980
Yuetal 2009 17430 10 59 73% 0840041171 2008 —r
Dawadu et al 2013 5 B4 4 42 29% 063018,271 13 —
Hashemipour et al 2014 0 e 1 5 00% 033001803 2014
Sablok etal 2015 9 108 11 57 00% 043019.098) 015
Subtotal (95% C1) 204 101 10.4%  0.78[042,1.44] -
Total events 22
Heterogeneity: Chi= 015, df= 1 (P = 0.69); F=
Test for overall eflect Z= 0.80 (P = 0.42)
3,6.2 Vitamin D and calcium
Taherian et al 2002 35 330 39 330 00% 090[056138) 2002
Subtotal (35% CI) 0 0 Notestimable
Total events 0 0
Hetetogeneity: Not applicable
Test fo averal efect. Not appicable
363 Calcium
Villar and Repke 1990 3 @ 3 985 16% 101021488 1990 —T
Sanchez Ramos etal 1994 228 4 34 20% 059012297 19w —
Purwar et al 1996 6 97 8 93 44% 0720026199 199
Leving et al 1987 124 2295 105 2294 569%  118[092,152) 1997
Growther et al 1999 32 27 27 229 146% 1200074193 1999
Kurnar et al 2009 1773 7 251 00%  0740040,138) 2008
Khan et al 2013 4 123 13 139 66% 035012104 2013 —
Subtotal (95% CI) 2865 2884 86.1%  1.08[0.88,1.33] *
Total events 1 180
Heterageneity: ChF = 5.93, = 5 (P = 0.31); F= 16%
Test for overall eflect Z= 0.71 (P = 0.48)
364 Calcium and linoleic acid
Hererra et al 1998 10433 43 16%  033[004,308) 199 —
Hererra et al 2008 1 4 24 22% 025003208 2006
Subtotal (95% CI) 7 67 3% 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) 3136 3052 100.0%  1.02[0.84,1.24] *
Total events 105 181
Heterageneity: ChF = 9.6, if= 8 (P = 0.36); F= 8% rT— - o
Testfor overall eflect 2= 0.18 (P = 0.85) Favours intervention Favours control
Test for subaroun diferences: Chif= 3,68 di= 2 (P= 016 F= 45 6%





image13.png
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 00% 053023171 1980
Marya et al 1985 4100 13 100 00% 021007060 1988
Roth et a1 2013 1271 14 72 38%  08B[043.172) 13 —r
Hossain etal 2014 19100 18 100 00%  106[059,183) 2014
Karamali et al 2015 0 a1 30 07% 020001400 215 —
Khan et al 2016 770 35 01% 1929011537343 1016 —
Subtotal (95% CI) 129 137 46%  124[0.69,223] -
Total events 19 16
Heterageneity: ChF = 6.12,df= 2 (P = 0.05); F= 67%
Test foroverall eflect Z= 0.71 (P = 0.48)
37.2 Vitamin D and calcium
Dingenes etal 2013 23/ 1 2 00% 16200161651 13
Samimi etal 2016 0 3 2 3 07%  020[001,400 201 ——————————
Subtotal (95% C1) 30 30 07%  0.20[0.01,4.00] ———
Total events 0 2
Hetetogeneity: Not applicable
Test for overall efect Z= 1.05 (P = 0.29)
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 41 559 110%  077(049,1.31] 1991 —7
Levine et al 1997 188 2295 205 2294 557%  0.92[076.111] 1997 -
Growther et al 1999 6 227 17 19 46%  036[014,089 1999
Kurnar et al 2009 19 73 31 251 00% 0550032094 2008
Aghamahammadi and Zafa 2015 8 40 12 40 00% 0670031145 215
Hofymeyr et al 2018 79 284 73 243 207% 1000076130 2019 +
Subtotal (95% Ci) 3483 3487 920%  089[077,1.03] +
Total events 304 33
Heterageneity: ChF = 5.03, = 3 (P = 0.17); F= 40%
Test for overall eflct Z= 1,58 (P= 0.11)
37.4 Calcium and linoleic acid
Heerra et al 1998 143 5 43 14% 020002154 1998
Hererra et al 2008 1 5 24 14% 0200003159 2006
Subtotal (95% CI) 7 67 27% 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) 3709 3721 1000%  0880.77,1.01 L
Total events e e
Heterageneity: ChF = 15,46, f= 9 (P = 0.08); F= 42% rT— - o

Testfor oversl effect: 2

7
Testfor subaroun differences: Chi

0.08)
6.08 df=3(P=011).

070

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 55% 070032154 13 —
Aserni etal 2013 1w 1 2 18% 1000071518 113 —
Grantetal 2013 0 487 16%  00B[000,1.04 03
Yapetal 2014 4 8L 790 44% 0580018191 2014 —_—
Hossain etal 2014 12100 10 100 00%  120[054,265) 2014
Singh etal 2015 6 S0 15 50 00%  040017,095 2015
Sablok etal 2015 9 108 12 57 00%  040[018,088) 2015
Mohamma-Alizadef-Charandabi et al 2015 2 41 4 42 34%  050010,258) 1015 e
Karamali et al 2015 0 a1 30 14% 033001787 215
Valizatien et al 2016 3 41 5 42 00% 0600015235 2016
Naghshineh and Sheiknallyan 2016 4 B8 17 0 48%  024[009,068) 2016 —_—
Litonjua et al 2016 40 405 3 401 62%  128(082,200 2016 —
Chawes etal 2016 11315 9 308 52%  120[050,284 2016 —_
Gooper etal 2016 16 479 10 486 00%  1620074,354 2016
Raza et al 2017 0 a1 30 14% 033001787 M7
Jamilian etal 2018 0 a1 30 14% 033001787 18
Subtotal (95% CI) 1281 190 37.2% 068 [0.42,1.08] Rl
Total events i 89
Heterogeneity: Tau?= 0.17; Chi 10(P=013); "
Test for overal efect Z-
3.8.2 Vitamin D and calcium
Taherian etal 2002 45 330 29 330 00%  18501.00,241) 2001
Asemi etal 2012 17 0 2 14% 3000137053 1012
Diogenes etal 2013 [ | Not estimable 2013
Mohammar-Alizatef-Charandabi et al 2015 4 41 4 42 41% 100027374 1015 —
Aserni etal 2016 133 0 23 14%  300(013,7007) 2016
Samimi etal 2016 2 a0 1 30 22%  2000019,2090) 2016
Subtotal (95% CI) 122 122 91% 14400523991
Total events 8 5
Heterogeneity: Tau*= 0.00; Chi
Test for overall efect Z= 0.69 {
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 54% 035016080 1990 —_—
Belizan et 3l 1391 33 877 a7 542 62% 0920056144 1991 —
Sanchez Ramos etal 1994 5 29 8 34 49% 073027199 19w —
Purwar et al 1996 2 @ 5 93 35% 032007154 19% —
Boggess etal 1997 0 12 3 11 17%  013[001,230] 1987 ¢ —
Leving et al 1987 248 2295 229 2294 66% 1080911328 1997 T
Amirants 1998 127130 210 00%  040021,075) 1998
Growther et 1999 10 27 13 229 56%  044[021,000) 1999 —
Wanchu et al 2001 3 S0 3 50 00% 100021472 2000
Vilar et al 2006 398 4038 436 1042 67%  024[021,036) 200 -
Kurnar et al 2009 19 273 3 251 00% 055032094 2008
Knan et al 2013 3123 11 139 42% 031009108 1013 —
Aghamahammati and Zafar 2015 6 40 9 40 00% 0670026170 2015
Hofymeyr et al 2018 112 29 119 203 66%  090[074,110) 2019 1
Subtotal (95% C1) 7888 4924 515% 0.51[0.28, 0.94] -
Total events 81 sez
Heterageneity: Talr = 0.76; ChF = 280.89,df= 9 (P < 0.00001); F= 97%
Test for overall eflect Z= 2.15 (P= 0.03)
3.8.4 Calcium and linoleic acid
Hererra et al 2006 1m0 1 24 22% 050005515 2006
Subtotal (95% CI) 2 24 2% 05000055151
Total events 1 2
Hetetogeneity: Not applicable
Test for overall efect Z= 0.58 (P = 0.56)
Total (95% CI) 9315 6260 100.0%  060[0.39,091
Total events see age
Heterageneity: Talr = 0.70; ChF = 314.99,df= 25 (P < 0.00001); F= 82% rT— - o

Testfor overall effect 2= 2.38 (
Testfor subaroun differences: Chi

0.02)
987 df=3(P=040)

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 00% 047001400 2008
Roth et al 2013 180 1 80 100%  1.00[0.061571] 2013 —
Grantetal 2013 0 1B 82%  DATION, 414 2013
Yapetal 2014 2 88 2 80 148%  1.01[0157.02 2014 —
Valizatien et al 2016 142 1 42 00%  1.00[005,15.47] 2016
Subtotal (95% CI) 340 257 332%  071[0417,293] ——
Total events 4
Heterogeneity: Tau*= 0.00; Ch =2(P=062;F=0%
Test for overal efect Z-
3.9.2 Calcium
Lopez Jarmillo etal 1889 0 43 Not estimable 1989
Purwar et al 1996 0 5 Not estimable 1936
Vilar et al 2006 113 4197 279% 083072121 2006 -
Kurnar et al 2009 5 251 00%  1.10[034,357 2009
Goldberg et al 2013 11332 00% 0820035196 2013
Khan et al 2013 7133 199%  048[013,183] 2013 —
Hotymeyr et al 2018 33 283 191%  006[001.024] 2019 ——=——
Subtotal (95% CI) 4712 66.8% 033[0.06,172] ———
Total events 153
Heterogeneity: Tau*= 1.83; Chi 2(P=0.0003); F=88%
Test for overal efect Z-
Total (95% CI) 4969 1000%  0.43[0.14,1.26]
Total events 157
Heterogeneity: Tau*=1.09; Ch P =0004;F=71% rT— - o

Testfor overall effect 2= 1.54 (
Testfor subaroun differences: Chi

012)
048 df=1(P=049)

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 M.H, Fixed, 95% CI
340.1 Vitamin D

Sablokcet al 2015 o 1m0 e Notestimable 2015

Subtotal (95% CI) o o Not estimable

Tota events 0 0

Heteropeneity:Not anplicable

Testior overal effect Not applicable

3402 Calcium

Lopez Jarmillo et al 1890 0 135 0 13 Notestimable 1990

Punwar etal 1995 o & o e Notestimable 1995

Vilar etal 2006 1wt 5 atel 922% 017002139 2000 —

Goldherg etal 2013 13 1 wm o 00% 1010061602 2013

Hoymey et al 2018 2 33 0 30 78% 48000239957] 201 ——
Subtotal (95% CI) 4696 4699 100.0%  0.53[0.14, 1.96]

Tota events 3

Heterogeneity: Chi*= 3.17, df=1 (P = 0.07); F:

Testior overal sffect 2= 0.95 (= 0.34)

Total (95% CI) 4696 4699 100.0%  0.53[0.14, 1.96]

Tota events 3 6

Heterogeneity: Chi*= 317, df= 1 (F = 0.07); = 68% o o i 00
Testfor overall sffect 2= 0.95 (= 0.34) Favours intevention 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 MH,Random,95%Cl Year MH, Random, 95¢% CI
311 Vitamin D
Asermi etal 2013 0 W 1 2 04% 033001784 13
Roth et al 2013 0 B0 1 80 04% 033001808 23
Hossain etal 2014 10100 B 100 32% 1670063441 2014 -
Yap etal 2014 2 B8 4 90 00%  051010,259 2014
Zeofsky etal 2014 138 0 26 00%  312(013,7308) 2014
Sablok et al 2015 8 108 8 57 34% 053021133 M5
Karamali et al 2015 1A 3 30 08% 033004303 M5 —
Naghshineh and Sheiknallyan 2016 2 68 7 70 1E%  029[0.061.37 2016
Valizaen et al 2016 1413 42 08% 033004308 2016 —
Sasan etal 2017 M m 72 51% 081027088 M7 —
Raza et al 2017 3 a3 30 16% 100022458 M7 —
Jamilian etal 2018 2 a3 30 13% 067012371 M8 —
Subtotal (95% CI) 585 538 18.8% 061[041,091] >
Total events
Heterogeneity: Tau*= 0.00; Chi
Test for overall efect Z= 2.42 §
3:1.2 Vitamin D and calcium
Marya et al 1987 12200 18 200 47% 0670033135 1987 —r
Taherian etal 2002 13 3w 33 330 53%  039021,073) 2001 —
Samimi etal 2016 1 a3 30 08% 033004303 2016 —
Subtotal (95% CI) 560 560 10.9% 049[0.31,077] >
Total events
Heterogeneity: Tau*= 0.00; Chi
Test for overall efict Z= 3.08 (P = 0.002)
313 Calcium
Vilar et al 1987 1383 2 00%  036[004,334 1987
Lopez Jarmillo etal 1989 2 43 11 43 18%  0150003,062) 1989 —_—
Lopez Jamillo etal 1930 0 2 8 3 05% 009001148 1990
Villar and Repke 1990 0 @ 3 88 00%  014(0.01,267 1920
Belizan et 3l 1391 15§79 13 588 52%  06B[0351.26) 1991 —
Sanchez Ramos et al 1994 4 2 15 34 00%  031012,084 1994
Cong etal 1995 0 112 2 56 05%  010[0.00,207] 1995 ————————
Purwar et al 1996 2 @ 1 93 1% 0470004,077) 199 _—
Lopez Jarmillo etal 1897 4 438 M 135 29% 021007058 1997
Leving et al 1987 158 2295 168 2294 00%  0.94[076.116] 1997
Amirants 1998 14 N1 M 210 57%  034[019,060) 1998 —
Bassaw etal 1998 1B 37 250 10% 008001060 1998
Growther etal 1999 10 27 23 229 00% 0440021000 199
Roger et al 1928 8 144 7 75 32% 060022158 1999 —_—
Wanchu etal 2001 9 S0 8 50 37% 113047268 2001 —1—
Niromanesh et al 2001 115 715 10% 014002102 2000
Villar et al 2006 171 4151 186 4161 90%  092[075.113] 2006 R
Kurnar et al 2009 11273 30 251 50%  034[017,086) 2008 —
Nenad et al 2011 316 4500 366 4588 94%  0.86(075.1.00 2011 -
Knan et al 2013 7123 13 139 39%  0420018,095) 23 —
Aghamahammati and Zafar 2015 6 40 14 40 38% 043048100 2015 —
Hofymeyr et al 2018 69 205 82 283 4%  080[061,1.08 2019 ~1
Subtotal (95% CI) 10959 1011 66.7% 051[0.39,0.67] *
Total events
Heterogeneity Tau= 0.13; Chi*= 51,91, t
Test fo overall efect Z= 4.87 (P < 0.00001)
3:1.4 Calcium and linolec acid
Hererra et al 1998 43 30%  025009,069] 1938 —
Hererra et al 2008 20 05% 0141001267 2008 ¢————————F—
Subtotal (95% CI) 67 35% 024[0.09,061] —~
Total events
Heterogeneity: Tau*= 0.00; Chi
Test for overall efect Z= 2.97
Total (95% C1) 12171 12176 100.0% 052[0.42,064] *
Total events 04 1004
Heterageneity: Tal = 0.12; ChP= 70.21, df= 31 (P < 0.0001); F= 56%

Testfor oversl effect: 2
Testfor subaroun differences: Chi

07 (P < 0.00001)
341 df=3(P=033)

0%

oo

01

10 100

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 MH, Fixed, 95% CI
361 Vitamin D
Brooke et al 1980 9 58 19 67 00% 054[0.251.10]
Dawodu et a1 2013 5 8 4 42 48% 0EI018,221] — 1
Hashemipour et al 2014 0 5 1 65 14% 033001803
Sablok etal 2015 9 108 11 57 132% 0.43[019,088 —
Yuetal 2009 171 10 59 00% 084041, 171
Subtotal (95% C1) 257 164 19.4%  0.47[024,093] -
Total events 14
Heterogeneity: Chi*= 0.28, if= 2 (P = 0.87); F=
Test for overall eflect Z= 2.18 (P = 0.03)
3,6.2 Vitamin D and calcium
Taherian et al 2002 35 33 39 330 3/E%  0.90[058,1.39] -3
Subtotal (35% CI) 330 330 356% 0900058 138]
Total events 3 38
Hetetogeneity: Not applicable
Test for overall efect Z= 0.43 (P = 0.62)
363 Calcium
Growther et al 1999 32 227 27 29 00% 1200074193
Khan et al 2013 4123 13 139 110% 035012104 —
Kurnar et al 2009 17273 21 251 0%  074[040,1.38] -
Leving et al 1987 120 2205 105 2204 00%  118[092,152]
Purwar et al 1996 6 o 8 93 75% 0720025199 —
Sanchez Ramos et al 1994 2 20 4 34 00%  059[12,207]
villar and Repke 1990 3 @ 3 95 00% 101[021,488
Subtotal (95% CI) 493 483 386%  0.62[0.39,1.00] -
Total events 27 a2
Heterogeneity: Chi= 1.49, df= 2 (P = 0.48);
Test for overall efect Z= 1.96 (P = 0.05)
364 Calcium and linoleic acid
Hererra et al 1998 143 3 43 27% 033004308 —
Hererra et al 2008 120 4 24 37% 0250003208
Subtotal (95% CI) 7 67 64% 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% C1) 1147 1044 100.0%  0.67[0.51,0.89] >
Total events 8 104
Heterageneity: ChF = 5.79, = 8 (P = 0.67); F= 0% rT— - o
Testfor overall effect 2= 2.80 (P = 0.005) Favours intervention Favours control
Test for subaroun diferences: Chif= 4 07 di= 3 (P = 0.25) F= 76 4%
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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 00% 053023171 1980
Marya et al 1985 4100 13 100 3%  021(007.060) 1988
Roth et a1 2013 1271 14 T2 BA%  08B[043.172) 13
Hossain etal 2014 18 100 78%  1.06[059,189] 2014 —
Karamali et al 2015 230 11% 0200014001 2015 —
Khan et al 2016 0 35 02% 1939011532349 2016 I
Subtotal (95% CI) 337 235%  0.81[056,1.18] *
Total events 53
Heterogeneity: Chi= 1294, df= 4 (P =
Test for overall eflect 2= 1.08 (P = 0.27)
37.2 Vitamin D and calcium
Dingenes etal 2013 23 1 2 05% 16200161651 113
Samimi etal 2016 0 a2 30 14% 020001400 2016 —
Subtotal (95% Cl) 56 51 1% 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 A77%  077(049,1.71] 1991 —
Levine et al 1997 188 2295 205 2294 00%  092[076,111] 1997
Growther et al 1999 6 27 17 19 00%  036[014,089 1999
Kurnar et al 2009 19 73 31 251 145%  0550032,094 2008 ——
Aghamahammadi and Zafa 2015 8 40 11 40 52% 0670031145 115 —
Hofymeyr et al 2018 79 284 73 243 33A% 1000076130 2013 =
Subtotal (95% CI) 1208 1271 706%  082[067,1.01] *
Total events 137 158
Heterogeneity: Cii= 454, df= 3 (= 0.71);
Test for overall eflct Z= 1.87 (P = 0.06)
37.4 Calcium and linoleic acid
Heerra et al 1998 143 5 43 22% 020002154 1998
Hererra et al 2008 14 5 24 22% 0200003159 2006
Subtotal (95% CI) 7 67 44% 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) 1750 1726 1000%  0.79[0.66,094] *
Total events 183 224
Heterageneity: ChF = 2231, df= 12 (P = 0.03) = 4% rT— - o
Testfor overall effct 2= 261 (° = 0.009) Favours intervention Favours control
Test for subaroun diferences: Chif= 3,65 di= 3 (P=0.31) F=15 4%
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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 52% 070032154 13 —
Aserni etal 2013 1w 2 16% 1000071518 113
Grantetal 2013 0 4 87 00%  006[000,104] 2013
Yapetal 2014 4 B8 7 90 00% 0580018191 2014
Hossain etal 2014 12100 10 100 52%  120[054,265) 2014 ——
Singh etal 2015 6 S0 15 50 50%  040[017,095) 2015 —
Sablok etal 2015 9 108 12 57 52%  040[018,088) 2015 —
Mohamma-Alizadef-Charandabi et al 2015 2 41 4 42 31%  050010,258) 115 —
Karamali et al 2015 0 a1 30 13% 033001787 M5
Valizatien et al 2016 3 41 5 42 37% 060015235 2016 —
Naghshineh and Sheiknallyan 2016 4 B8 17 0 46%  024[009,068) 2016 —_—
Litonjua et al 2016 40 405 3 401 00%  128(082,200 2016
Chawes etal 2016 11315 9308 00%  120[050,284 2016
Gooper etal 2016 16 479 10 486 00%  1620074,354 2016
Raza et al 2017 0 a1 30 13% 033001787 M7
Jamilian etal 2018 0 a1 30 13% 033001787 M8
Subtotal (95% CI) 601 553 37.6% 054[0.38,0.77] *
Total events 5 a0
Heterageneity: Talr = 0.00; ChF= £.18, 0= 10 (P= 0.61); F= 0%
Test foroverall eflect Z= 3.48 (P = 0.0005)
3.8.2 Vitamin D and calcium
Taherian etal 2002 45 330 29 330 61%  1550100,241) 2001 —
Asemi etal 2012 170 2 13%  300013,7053) 112
Diogenes etal 2013 [ | Not estimable 2013
Mohammar-Alizatef-Charandabi et al 2015 4 41 4 42 38% 100027374 1015 —
Aserni etal 2016 133 0 23 13%  300(013,7007) 2016
Samimi etal 2016 2 a1 30 20%  200019,2090 2016
Subtotal (95% CI) 495 493 145% 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@ 95 00% 035016080 1990
Belizan et 3l 1391 33 877 a7 542 BA% 0920056144 1991 —
Sanchez Ramos etal 1994 5 2 8 34 00% 073027199 1ou4
Purwar et al 1996 2 @ 5 93 33% 032007154 19% —_—
Boggess etal 1997 0 11 3 11 00%  013001,230 1997
Leving et al 1987 248 2295 229 2294 00% 1080911328 1997
Amirants 1998 1271 30 210 56%  0400021,075) 1998 —
Growther et 1999 10 27 13 229 00%  044[021,000) 1999
Wanchu et al 2001 3 S0 3 50 33% 100021472 2001 —
Vilar et al 2006 398 4038 436 1042 65%  024[021,036) 2006 -
Kurnar et al 2009 19 273 3 251 59% 0550032004 2008 —]
Knan et al 2013 3123 11 139 40% 0310009108 103 —
Aghamahammati and Zafar 2015 6 40 9 40 48% 0670026170 2015 —_—
Hofymeyr et al 2018 112 29 119 203 65%  090[074,110 2019 1
Subtotal (95% CI) 5830 2828 459% 052[0.29,0.95] |
Total events 588 683
Heterageneity: Talr = 0.66; ChF= 153.21,df= 8 (P < 0.00001); F= 95%
Test for overall eflect 7= 2.12 (P= 0.03)
3.8.4 Calcium and linoleic acid
Hererra et al 2006 1w 1 24 20% 050005515 2006
Subtotal (95% CI) 2 24 20% 05000055151
Total events 1 2
Hetetogeneity: Not applicable
Test for overall efect Z= 0.58 (P = 0.56)
Total (95% CI) 6950 3898 1000%  0.61[041,001]
Total events 6ee a8
Heterageneity: Talr = 0.63; ChF = 214.22,df= 25 (P < 0.00001); F= 88%
Tosr e st £33 €00 Ot T

Favours intervention Favours control

Test for subaroun diferences: Chif= 16.81 di= 3 (P = 0.0008) F= 87 7%
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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 1m 1 59 00% 047001400 2008
Roth et al 2013 10 B0 1 80 52% 1000061571 2013
Grantetal 2013 0 1087 00% 017001414 2013
Yapetal 2014 2 88 1 90 00% 101015702 2014
Valizatien et al 2016 1 41 1 42 53%  100006,1547) 2016 T m—
Subtotal (95% Ci) 122 122 105%  1.0000.14,697]
Total events 2 2
Heterogeneity: Tau*= 0.00; Ch 00);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 271% 093072171 2006
i ot 208 5 e SN G Tiowsessn o . —
Goldberg etal 2013 9 3 11 332 197% 0820035195 113 ——
Khan et al 2013 3 7133 139%  048[013,183] 2013 —
Hofymeyr etal 2019 2 33 283 130%  006[001.024] 2019 ————
Subtotal (95% C1) 5338 80.5% 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) 5460 1000%  060[0.30,120]
Total events 1
Heterogeneity: Tau*= 0 45; Ch =001 F=63% rT— - o

Testfor oversl effect: 2
Testfor subaroun differences: Chi

oy

0.15)
0.31 df=1(P=058)

o

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
41 Iron
Eskeland et al 1997 1 1 23 00% 09610061443 1997
Ouladsahebmatarek et al 2011 16 410 10 372 774%  145(067,316] 2011 ——
Subtotal (95% C1) 410 372 T74%  145[067,3.16] -
Total events 16 10
Hetetogeneity: Not applicable
Test for overall efect Z= 0.04 (P = 0.35)
41.2Folicacid
Flerning et 1968 2 7 1 26 00% 096015634 198
Gharles et al 2005 15 @07 51 1890 00% 0610035108 2005
Subtotal (95% Ci) 0 0 Notestimable
Total events 0 0
Hetetogeneity: Not applicable
Test fo averal efect. Not appicable
4.3 Iron and folic acid
Taylor etal 1982 134 0 24 00% 300(013,7018) 1981
Ziae etal 2007 10 370 3 357 226% 3220891159 2007 ——
Subtotal (95% C1) 370 357 226% 322[0.89,11.59] T
Total events 10 3
Hetetogeneity: Not applicable
Test for overall efect Z= 1.73 (P = 0.07)
Total (95% CI) 780 729 100.0%  1.85[0.96,3.56]
Total events 26 13
Heterageneity: ChF = 1.09, =1 (P= 0.30); F= 8% rT— - o

Testfor overall effect Z= 1.4 (
Testfor subaroun differences: Chi

0.07)

08 df=1 (P =030

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
431Iron
Cogswell et al 2003 8 M7 17 9% 00% 039017088 2003
Siega-Rizetal 2006 18 186 26 168 00%  07000.40,133) 2006
Ghan et 2009 15 419 33 443 42%  0480026,087) 2009 —
Oulatsahebmatarek et al 2011 56 410 65 312 107%  0810056,117) 2011 —~
Subtotal (95% CI) 829 815 149% 066 [0.40,1.09] gl
Total events 3 a8
Heterageneity: Talr = 0.08; ChF= 2.29, 0= 1 (P=0.13); = 56%
Test for overall eflct Z= 1.61 (P= 0.11)
432Folicacid
Ghiistian et 2003 363 628 402 695 275%  098[090,108) 2008 1
Subtotal (95% Ci) 628 685 275%  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 3 357 83%  1530103,238) 2007 —
Zeng etal 2008 278 1470 280 1545 225%  104[090,1.71) 2008
St tal 2003 57 5w o amew  ominensss a0 i
Subtotal (95% Ci) 2473 2530 575%  1.05[084130]
Total events 662 678
Heterageneity: Talr = 0.03; ChP= 8.12, 0= 2 (P = 0.01); F= 78%
Test foroverall eflect Z= 0.43 (P = 0.67)
Total (95% CI) 3930 4030 1000%  096[0.84,1.09] 4
Total events 1088 1178
Heterageneity: Talr = 0.01; ChP= 1512, = § (P = 0.010); F= 67%
Test foroverall efect Z= 0,64 (P= 0.52) o " 1o

Testfor subaroun differences: Chi

973 df=2 (P=0.26).

6 7%

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 M-H, Fixed, 95% CI
241 Tron
Eskeland et 1997 0 0 Notestimable 1997
Makides et 3l 2003 12 218 9 214 12%  132[057,307 2003 ——
Cagswell et 3l 2003 5 117 16 9 00% 026[010,067 2003
Siega-Riz et al 2008 8 173 16 172 00% 050[022,113 2008
‘Subtotal (95% C1I) 216 214 12%  1.32[0.57,3.07] -~
Total events 12 9
Heterogeneity: Not applicable
Testfor oversll effect: 2= 0.65 (P = 0.52)
4.4.2 Folic acid
Fleming stal 1968 3 7 3 25 00% 095[021,435 1958
Charles et al 2008 47 907 115 1830 00%  085[061,118 2005
Christian et 31 2003 262 628 297 685 366%  096[085109 2009 H
Subtotal (95% CI) 628 685 366%  0.95[085,1.09]
Total events 262 207
Heterogeneity: Not applicable
Testfor oversll effect: 2= 0.60 (P = 0.55)
4.4.3 Iron and folic acid
Taylor etal 1982 2 0 24 00% 500[0259396 1982
Mendendez et al 1994 723 12 219 00%  055[022,138 1994
Neyomugyenyi and Magnussen 2000 174 15 168 20%  0.71[033,150] 2000 —
Meier et al 2003 1 a8 2 51 00% 045[004,480] 2003
Zeng et 2008 66 1470 82 1545 103%  085[062,116] 2008 T
Christian et 31 2003 218 635 262 628 339%  082[071,095 2009 =
Liv etal 2013 129 6252 125 6261 161%  1.03[081,132 2013 +
Subtotal (95% CI) 8531 8602 623%  0.88[078,098] 4
Total events 424 484
Heterageneity: ChF = 2.89, df= 3 (P = 0.41); F= 0%
Testfor oversll effect: 2= 222 (P = 0.03)
Total (95% CI) 9375 9501 100.0%  0.91[0.84,1.00] 4
Total events 698 a0
Heterageneity: ChF = 513, o= § (P = 0.40); F= 3% o & 4 o0

Testfor overall effect 2= 2.07 (
Testfor subaroun differences: Chi

0.04)
84 df=2 (P = 0.40).

Favours intervention - Favours control
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Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Evemts Total Weight M.HFixed,95%Cl Year MH,Fixed, 95% CI
45110
Eskeland et 2 1997 0 24 1 13 00% 0320001748 1997
Liuetal 2000 3 W0 2 100 03% 0750013447 2000 —
Cogswell et al 2003 45 117 12 9% 00% 1030050,208 7003
Siega-Riz et al 2006 1373 24 72 00% 0540028107 2006
Harvey et al 2007 LR Not estimable 2007
Chan efal 2009 27 49 a0 443 37% 0950058157 2009 —
Ouladsahshmaareket al 2011 B 40 18 372 24%  0810042,156 2011 —
Subtotal (95% CI) 1035 922 64%  0.89[0.60,1.31] -«
Total events 4 5
Heterogensity: Ch = 0.19, f=2 (°= 0.81); F= 0%
Testfor overal effect. Z= 0.60 (= 0.55)
452 Folic acid
Fleming et al 1968 7w 9 3B 00% 0750033171 1968
Charles et al 2005 38 S07 75 1830 00% 108074158 2005
Christan et a 2003 138 628 140 685 170%  108[085,133 2008 $
Subtotal (95% C1) 628 685 17.0% 1.08[088,133]
Total events 129 140
Heterogeneity: Not applicatle
Testfor overal effect. Z= 0.75 (P = 0.45)
453 1ron and folic acid
Tayloretal 1981 324 0 24 00% 700(038,12651] 1982
Lee et 1 2005 o om0 Not estimable 2005
Ziaei et al 2007 1730 13 357 17%  1260062,256 2007 —_
Zeng et al 2008 761470 102 1545 126%  078[059,104] 2008 —~
Christan ot al 2003 145 633 139 628 177% 104[085128) 2008
Sublotal (95% C1) 8725 8791 Tes%  095(086,1.07]
Total events 57 607
Heterogeneity: Ch*= 312, =3 (P = 0.37); -
Testfor overal effect. Z= 0.76 (= 0.45)
Total (95% C1) 10388 10398 1000%  0.98[0.89,107] [
Total events 784 707

Heterogeneity: Chi"= 4 55, df=7 (P = 0.72); = 0%
Testfor oversll effect 2= 0.52 (P = 0.60)
Testfor subaroun differences: Chi

98 df=2 (P =053

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,Fixed,95%Cl Year M.H, Fixed, 95% CI
464 Tron

Makcides et al 2003 T2 1 214 12% 09900061574 2003

Subtotal (95% CI) 216 214 1.2% 0.99[0.06, 15.74]

Tota events 1 1

Heteropeneity:Not anplicable

Testfor overall effect Z=0.01 (P = 0.99)

46.2 Folic acid

Fleming et al 1968 126 1 214 00% 09900061574 1963

MRC 1981 0 115 2 119 28% 021[001,426 1991 —
Kike etal 1982 0 2 1 26 8% 0320001755 1982

Subtotal (95% CI) 142 145 46% 0.25[0.03,2.22]

Tota events 0

Heterogeneity: Chi*= 0.04, df=1 (P = 0.84); I

Testior overal ffect 2= 1.24 (°= 0.21)

46.3Iron and folic acid

Mendendez etal 1954 8 213 12 277 00%  0681026,163] 1994

Zong et al 2008 47 1584 56 1722 B19%  081(062,134 2008

Livetal 2013 28 5854 28 5934 3223% 100059168 2013

Subtotal (95% CI) 7538 7656 94.2%  0.94[0.69, 1.28]

Tota events 7 o

Heterageneity: Chi*= 0.07, df=1 (P = 0.79); "= 0%

Testor overal sffect 2= 0.38 (= 0.70)

Total (95% CI) 7896 8015 100.0%  0.91[0.67,1.23]

Tota events 7 o

Heterageneity: Chi*=1.46, df = 4 (P = 0.83), "= 0%

Testior overal sffect Z= 0.61 (= 0.54) o ™

Testfor subaroun differences: Chi

38 df= 2 (P = 0.50).

Favours intervention - Favours control




image27.png
Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup Events _Total Events Total Weight MH,Fixed,95% Cl_Year MH, Fixed, 95% CI
41 Iron
Eskeland et al 1997 14 1 23 00% 09610061443 1997
Ouladsahebmadarek st al 2011 16 410 10 372 B7.3%  1.45[067,316] 2011 ——
Subtotal (95% C1) 410 372 673%  1.45[0.67,3.16] -
Total events 16 10
Hetetogeneity: Not applicable
Test for overall efect Z= 0.04 (P = 0.35)
41.2Folicacid
Flerning et 1968 2 7 1 26 131% 096[015634 1963
Gharles et al 2005 15 G751 1890 00% 0610035108 2005
‘Subtotal (95% CI) 27 26 131%  0.96[0.15,6.34] ———
Total events 2 2
Hetetogeneity: Not applicable
Test for overall eflect Z= 0.04 (P= 0.97)
4.3 Iron and folic acid
Taylor etal 1982 140 24 00% 3000013,7018) 1981
Ziae etal 2007 10 370 3 357 196% 322089, 1159 2007
Subtotal (35% CI) 370 357 196% 3.22(0.89,1159]
Total events 10 3
Hetetogeneity: Not applicable
Test for overall efect Z= 1.73 (P = 0.07)
Total (95% CI) 807 755 100.0%  173[094,3.21]
Total events 28 15
Heterageneity: ChF = 1.47, = 2 (P = 0.48); F= 0% rT— - o

Testfor overall effect 2= 1.75 (
Testfor subaroun differences: Chi

0.08)

46 df= 2 (P = 0.48).

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 M-H, Fixed, 95% CI
241 Tron

Eskeland et 1997 0 0 Notestimable 1997

Makides et 3l 2003 12 218 9 214 11%  132[057,307] 2003 ——
Cagswell et 3l 2003 5 117 16 9 00% 026[010,067 2003

Siega-Riz et al 2008 8 173 16 172 00% 050[022,113 2008

‘Subtotal (95% C1I) 216 214 14%  1.32[057,3.07] -
Total events 12 9

Heterogeneity: Not applicable

Testfor oversll effect: 2= 0.65 (P = 0.52)

4.4.2 Folic acid

Fleming stal 1968 3 7 3 25 04% 095[021,435 1958 —_—
Charles et al 2008 47 907 115 1830 00%  085[061,118] 2005

Christian et 31 2003 262 628 297 685 359%  096[085109 2009 1
Subtotal (95% CI) 655 711 363%  0.95[085,1.09]

Total events 265 300

Heterogeneity: Chi*=0.00, df= 1 (P = 1.00); =

Test for overall eflect Z= 0.60 (P = 0.55)
4.4:3Iron and folic acid

Tayloretal 1981 2 24 0 . 00% 500[0259995) 1987

Mendendez et al 1984 7o 12 ;M3 16w 0550022138 1994 —
Natyomugyenyl and Magnussen 2000 11174 15 168 19%  071[033,1.50 2000 —r
Meler et al 2003 158 2 s 00%  045[004,480] 2003

Zeng etal 2008 66 1470 82 1545 101% 085062115 2008 ~1

Ghiistian et al 2003 213 635 262 528 333% 082071,095 2009 =

Liuetal 2013 18 625 125 6261 158% 103081137 1013 +
Subtotal (95% CI) 8762 8821 626% 087(078,097] L

Total events 431 426

Heterogeneity Ch*= 3.77, = 4 (P = 0.44); F= 0%

Test for overall eflect = 2.38 (P= 0.02)

Total (95% C1) 9633 9745 100.0%  091(083,099] L

Total events 708 805

Heterogeneity: Chi*=6.26, df=7 (P = 0.51); = 0%
Testfor overall effect 2= 221 (
Testfor subaroun differences: Chi

Pyt bor_ o1 0 00
) Favours intervention Favours control
911 df=7 (P =035
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Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Evemts Total Weight M.HFixed,95%Cl Year MH,Fixed, 95% CI
45110
Eskeland et 2 1997 0 24 1 13 00% 0320001748 1997
Liuetal 2000 3 W0 2 100 03% 0750013447 2000 —
Cogswell et al 2003 45 117 12 9% 00% 1030050,208 7003
Siega-Riz et al 2006 1373 24 72 00% 0540028107 2006
Harvey et al 2007 LR Not estimable 2007
Chan efal 2009 27 49 a0 443 37% 0950058157 2009 —
Ouladsahshmaareket al 2011 B 40 18 372 24%  081[042,156 2011 —
Subtotal (95% CI) 1029 915 64%  0.89[0.60,1.31] -«
Total events 4 5
Heterogensity: Ch = 0.19, f=2 (°= 0.81); F= 0%
Testfor overal effect. Z= 0.60 (= 0.55)
452 Folic acid
Fleming et al 1968 7w 9 3B 00% 0750033171 1968
Charles et al 2005 38 S07 75 1830 00% 108074158 2005
Christan et a 2003 138 628 140 685 170%  108[085,133 2008 $
Subtotal (95% C1) 628 685 17.0% 1.08[088,133]
Total events 129 140
Heterogeneity: Not applicatle
Testfor overal effect. Z= 0.75 (P = 0.45)
453 1ron and folic acid
Tayloretal 1981 324 0 24 00% 700(038,12651] 1982
Lee et 1 2005 o om0 Not estimable 2005
Ziaei et al 2007 1730 13 357 17%  1260062,256 2007 —_
Zeng et al 2008 761470 102 1545 126%  078[059,104] 2008 —~
Christan ot al 2003 145 633 139 628 177% 104[085128) 2008
Sublotal (95% C1) 8836 8811 7es%  095(086,107]
Total events 57 607
Heterogeneity: Ch*= 312, =3 (P = 0.37); -
Testfor overal effect. Z= 0.76 (= 0.45)
Total (95% C1) 10493 10411 1000%  0.98[0.89,107] [
Total events 784 707
Heterogensity: Ch = 4.55, =7 (= 0.72), F= 0% T e
Testfor overal effect 2= 052 (°= 0.60) Favours infervention  Favours control

Testfor subaroun differences: Chi

98 df=2 (P =053
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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 176 1 24 00% 08900061574 2003
Subtotal (95% Ci) ) ) Not estimable
Total events 0 0
Hetetogeneity: Not applicable
Test fo averal efect. Not appicable
452 Folicacid
Flerning et 1968 1216 1214 11%  089[008,15.74 1968
MRC 1981 0 M5 3 19 00% 021001428 1991
Kitke et al 1982 0 7 1 26 00% 032001,755 1991
Subtotal (95% C1) 216 214 11% 0.99[0.06,15.74] ——
Total events 1 1
Hetetogeneity: Not applicable
Test for overall eflect Z= 0.01 (P = 0.99)
4,6:3Iron and folic acid
Mendendez et al 1994 8 3 11 277 126%  0681026,153) 1994 —r
Zeng et al 2008 47 1584 56 1722 5A7%  0.91[062,1.34] 2008
Liuetal 2013 28 5954 28 5934 296% 1000059168 2013
Subtotal (95% CI) 7811 7933 989%  0910068,121]
Total events 83
Heterogeneity: CHi*= 0.5, df= 2 (P = 0.76); P
Test for overall eflect Z= 0.65 (P = 0.51)
Total (95% C1) 8027 8147 100.0%  0.91[0.68,1.21] -
Total events 8t a7
Heterageneity: ChF = 056, =3 (P = 0.91); F= 0% rT— - o

Testfor overall effect 2= 0.6 (
Testfor subaroun differences: Chi

051)

0.00 df=1 (P =095

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 M.H, Fixed, 95% CI
Wahomed et a 1958 11 261 3 238 100.0% 362(1.02,1282] 1988
Jonsson et al 1936 20 585 22 621 00%  097(053,1.75] 19%
Casilo-Duran et al 2001 2 249 2 258 00%  1.04[015,7.30 2001
Werialdi ot al 2004 5 121 1 121 00% 500[059,4217] 2004
Danesh etal 2010 0 42 2 42 00% 020001404 2010
Total (95% C1) 241 238 1000% 3.62[1.02,12.82] [
Total events 1 3
Heterogeneity: Not applicatle T e

Testfor oversll effect: 2= 2.00 (P = 0.05)

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 13% 024[005110) 1991 F
Goldenberg stal 1995 16 204 18 286 34%  0.86(0.45,166 1095 —
Jonsson etal 1998 37 585 38 621 00% 103[067,160] 1995
Osendarp etal 2000 145 194 161 216 282%  1.00[090,1.12] 2000 *
Xie et al 2001 7116 6 40 17% 040[014,113) 2001 r
Christian et al 2003 378 670 327 633 622%  1.00(0.99,1.21] 2008 |
Saaka etal 2008 14272 18 271 33%  077[039,153] 2009 —
Danesh etal 2010 [ 142 00% 033[001,796 2010
Total (95% CI) 1576 1468 100.0%  1.03[0.95,1.11]
Total events 562 536
Heterageneity: ChF= 8.23, = § (P = 0.10); F= 48% o & T 4 o0

Testfor oversl effect: 2

65

0s1)

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 MH, Fixed, 95% CI
Hunt et al 1984 15 A7 11 121 81% 1360065285 1984 —+—
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Gupta etal 2007 12 74 31 72 04%  038[021,067] 2007
Zagre etal 2007 95 1328 103 1222 15%  086[066,112 2007
Fawzi et 2007 306 3023 368 3914 62%  0.83[0.72,096 2007
Roberfroid et al 2008 77 526 82 526 11%  084[071,125 2008
Shankar et al 2008 510 5605 567 5406 B.2%  0.85[0.76,096] 2008 -l
Zeng et 2008 57 1406 66 1470 08%  0.90[064,126] 2008
Sunawang et 2009 24 384 25 341 04%  0.85[050,146] 2009 —
Bhutta etal 2008 203 1148 241 1230 33%  0.90[0.76, 107 2008
Christian et 31 2003 249 705 218 635 32%  1.03(089,1.9] 2009
Livetal 2013 116 6262 120 6252 18%  0.90[0.70,1.5 2013
West etal 2014 4275 10842 4809 10530 €7.7%  0.88[0.85,081] 2014
Adu-Afarwuah et al 2015 32 38 44 305 06%  070[045107 2015
Ashom etal 2015 51 373 49 38 07%  106[073,157 2015
Johnson etal 2017 16 164 18 146 03%  079[042,149) 2017 —
Brough etal 2019 13 178 8 174 00% 158[067,372 2019
Total (95% CI) 35044 34696 100.0%  0.87[0.85,090] |
Total events 6286 7086
Heterageneity: ChF = 22.48, df= 18 (P = 0.21); F= 20% o & 4 o0

Testfor oversl effect: 2

55 (P < 0.00001)

Favours intervention - Favours control




image48.png
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
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Testfor oversl effect: 2

32(F=075)

Favours intervention - Favours control




image53.png
Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup Events _Total Events Total Weight MH,Fixed,95% Cl_Year MLH, Fixed, 95% CI.
5.1.10mega 3
Bulstra-Ramakers et al 1994 5 a1 3 3 2% 161042619 1994 —
Omude et al 1925 15 113 18 119 00% 088[047.166) 1995
Olsen etal 1982 0 26 4 135 40% 006[0.00,108) 199
Olsen et al 2000 (wins) 14 26 6 251 40% 238093610 2000 —
Olsen etal 2000 (previous PIH) 11152 17 169 10.9%  072[0.351.49] 2000 —r
Smuts 20033 5 141 10 149 66% 0520018150 2003 —_—
Smuts 20030 1018 0 19 00% 3160014,7284 2003
Mardones et al 2008 8 493 16 477 00% 048[021,117) 2008
Lalooha et al 2012 2 S0 10 50 6% 0200005087 2011 _—
Makiides et 3l 2010, Zhao et al 2012 60 1197 58 1202 391% 104[073148) 1012 +
Mozurkewich et al 2013 10077 5 41 44%  1060039,291) 13
Carlson etal 2013 2184 3 147 14%  095014,659) 1013
Harris et al 2015 2 24 1 121 00% 108010,1179) 2015
Bisgaard etal 2016 16 385 15 371 101%  108[054,216) 2016 ——
Jarilian et al 20163 07 1 27 10% 033001784 206
Raza ot al 2017 2 a0 3 30 20% 067012371 M7 —
Honvaticek et al 2017 4 43 538 36% 071020244 17 —_—r
Subtotal (95% CI) 2781 2642 96.0%  0.91[0.72,1.15] .
Total events 131 138
Heterogeneity: Chi*= 15 30, df= 12 (P = 0.23);
Test for overall eflect Z= 0.78 (P = 0.44)
8.1.20mega 3 and omega &
DAImeda ot al 1992 2 S0 5 50 34% 040[008,197) 1991 —_—
Subtotal (95% CI) 50 50 34%  040[0.08,197] ————
Total events 2 5
Hetetogeneity: Not applicable
Test for overall efect Z= 1.13 (P = 0.26)
8.1.3 Omega 3 and vitamin £
Jarilian et al 2016 2 28 1 30 07% 207020,7160 2016
Subtotal (95% CI) 2 30 07% 2070020,2160]
Total events 2 1
Hetetogeneity: Not applicable
Test for overall efect Z= 061 (P = 0.54)
Total (95% C1) 2860 2722 100.0%  0.90[072,1.13] *
Total events 135 145
Heterageneity: ChF = 16.84,df= 14 (P= 0.26), F= 17%

Testfor overall effect 2= 0.8 (
Testfor subaroun differences: Chi

0.38)

49 df= 7 (P = 0.47)
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image54.png
Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-HFixed, 95%Cl Year MLH, Fixed, 95% CI
85.1 Omega 3
Bulstra-Ramakers st al 1994 12 3 9 31 25% 1.20(084,263) 1984 -
Onwude etal 1995 33113 3§ 113 00%  089[067,1.48 1995
Olsen et al 2000 (revious IUGR) 4313 37 132 99%  117[081,169) 2000 T
Olsen st al 2000 (wins) 165 554 148 557 398%  112[093,135 2000 -
Mardones et al 2008 30 493 39 477 00%  074[047,1.18 2008
Ramakishnan etal 2010 55 487 53 488 143%  1.04[073,1.48 2010
Harper stal 2010 35 427 41 410 113%  082[053,1.28] 2010
Makdides etal 2010/ Zhao etal 2012 731197 82 1202 220%  0.89[066,1.21] 2012
Subtotal (95% CI) 2828 2818 997%  1.03[091,1.17]
Total events 383 370
Heterogeneity: Chi"= 352, df= 5 (P = 0.62); = 0%
Testfor overall effect: 2= 0.51 (P = 0.61)
85.20mega 3 and vitamin E
Jamilian et al 2016 2 130 03% 207[020,2160] 2016
Subtotal (95% CI) 2 30 03% 2.07[020,21.60] e —
Total events 2 1
Heterogeneity: Not applicable
Testfor overall effect 2= 0.61 (P = 0.54)
Total (95% C1) 2857 2848 100.0%  1.04[091,1.18] 4
Total events 385 k|

Heterogeneity: Chi*= 384, df= 6 (P = 0.70); = 0%
Testfor oversll effect 2= 0.55 (P = 0.58)
Testfor subaroun differences: Chi

0.34 df=1 (P =056
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image55.png
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
8.6 0mega 3,
Bulstra-Ramakers et 3l 1994 "oom 9 31 17%  113[057,246) 1994 —
Olsen et al 2000 (wins) 238 556 242 556 458%  0.98(086,1.13] 2000 [
Olsen et al 2000 (previous LEW) 15 08 26 118 47%  063[035113] 2000 —
Srmuts 20030 [T 5 13 00% 010[001,162 2003
Srmuts 20033 13142 16 143 30%  085[043,171] 2003 —
Mardones et al 2008 27 483 37 477 00%  071[044,114] 2008
Ramakrishnan etal 2010 27 487 27 486 51%  1.00[059,168 2010 —_T
Harper et 2010 94 427 112 410 216%  081[063,102 2010 -
Makides et 3l 2010 / Zhao et al 2012 411197 63 1202 119%  065[044,096 2012 —
“Tofal et 3l 2006/Tofail et al 2012 3 125 30 125 00% 120[079,182] 2012
Carlson etal 2013 6 154 13 147 25%  044[017,113] 2013 T
Min etal 2014 4 m 327 00% 113[028,459 2014
Win et al 2014 (ype-2 diabetes) 4 5 30 09% 085[026,287 2014 —_—T
Min etal 2016 8 &8 4 55 08% 193[062,608 2015 =
Ostadrahimi et al 2017 0 75 5 75 10% 009[001,162 2017 ———————————
Subtotal (95% CI) 3264 3260 9%  0.87[078,097] 4
Total events 457 522
Heterageneity: ChF = 14.04, df= 10 (P= 0.17); F= 20%
Testfor oversll effect: Z= 255 (P = 0.01)
8.6.2 Omega 3 and omega 6
DiAlmedia et al 1992 2 &0 5 50 09% 040[008,197 1992
Subtotal (95% CI) 50 50 0.9% 0.40[0.08,197]
Total events 2 5
Heterogeneity: Not applicable
Testfor oversll effect: 2= 1.13 (P = 0.26)
Total (95% CI) 3314 3310 100.0%  0.87[0.78,096] 4
Total events 450 527

Heterogeneity: Chi*=15.07, df=11 (P= 0.18);
Testfor oversll effect: Z= 2.65 (P = 0.008)
Testfor subaroun differences: Chif= 0.92 df= 1 (P = 0.34).

=27%
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image56.png
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
87.10mega 3

Bulstra-Ramakers et al 1934 8 : 10 31 22%  078[035,170) 1994

Onwude et al 1985 2 13 18 19 00%  1.22(070,213 1985

Olsen st al 1892 9 286 9 138 25% 051[0.21,128) 199

Olsen etal 2000 (twins) 37 286 44 283 94%  083[0.551.25 2000

Olsen etal 2000 (previous PTE) 5 18 18 120 32%  035[013,002) 2000

Helland et al 2001 1A 2 288 04% 0481004527 2000

Smuts 2003a 14 142 17 149 35%  0.86(0.44169) 2003

Smuis 20030 18 5 18 00%  021[0.03164 2003

Malcolm et al 2003 0 W 1 3 00%  034[001,813 2003

Dunstan et al 2003 340 1 43 02% 32300352075 2003

Bergmann et al 2007 348 2 s 03% 3000521738 2007

Mardanes et al 2008 2 493 3 47 00%  067(039,113 2008

Ramakishnan efal 2010 4 487 40 486 5% 1220082182 2010

Harper ef al 2010 186 43 174 418 378% 081077107 2010

Lalooha etal 2012 0 B0 1 30 04%  07[.01404 2011

Tofal et al 2008/Tofal et al 2012 3 125 27 124 00%  110[070,174 2012

Haner et al 2012 3 ® 4 s 0o%  078[18,340) 2012

Makides et al 2010/ Zhao et al 2012 67 1197 88 1202 187%  0.76[056,104 2012

Carlson et al 2013 1215 13 147 28%  0.88(042,187) 2013 —
Win et al 2014 30 0m 3 27 00%  084[019,384 2014

Min etal 2014 (type-2 diabetes) 5 28 12 30 25%  045[0.18,1.11] 2014

Haris et al 2015 4 2247 1210 00% 0310009103 2015

Win et al 2016 12 8 5 s 1% 2320087,85 2016

Bisgaard et al 2016 12 w6 18 9 4% 076036158 2016 —
Miller et al 2015 3 80 10 S5 22% 0280008095 2016

Razavi et al 2017 0 w1 A 0% 03301787 2017

Horvaticek et al 2017 4 s 4 a7 00% 0820024348 2017

Dill et 1 2018 6 52 9 88 00% 0870033229 2018

Subtotal (95% CI) 4077 3950 99.6%  0.86[0.76, 0.96] 4|
Total events 04 481

Heterogeneity: Chi*= 22.96, 7(P=018);

Testfor overal effect. Z= 2.58 (P= 0.010)

87.20mega 3 and omega &

Van Goor et l 2010 0 w3 38 00%  045[001,274 2010

Subtotal (95% CI) o o Not estimable

Total events 0 0

Heterogeneity: Not appiicatle

Testfor overal effect Not applicabe

87.30mega 3 and vitamin £

Jamilian et al 20165 320 2 W 0% 155[026,662) 2016

Subtotal (95% CI) 29 30  04% 1.55[0.28,8.62]

Total events 3 2

Heterogeneity: Not applicatle

Testfor overal effect. Z= 0.50 (°= 0.62)

Total (95% CI) 4106 3980 100.0%  0.86 [0.76, 0.97] 4|
Total events a7 453

Heterogensily: Chi*= 23.40,df= 18 (P = 0.18), F= 23%

Testfor overall effect 2= 253 (
Testfor subaroun differences: Chi

0.01)

0.46 df=1 (P =0.50).
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image57.png
Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup Events _Total Events Total Weight MH,Fixed,95% Cl_Year MH, Fixed, 95% CI
8.8.10mega 3
Bulstra-Ramakers et al 1994 1 a1 0 3 16% 2910012,6881) 1994
Omude et al 1925 0 M3 3 119 00% 021001434 1995
Olsen etal 1982 102 0 13 20% 18100074413 199
Olsen etal 2000 (al) 16 1055 19 1085 588%  0.87[0.45,1.67] 2000 —a—
Helland et al 2001 1301 0 289 00% 283(012,7043) 2001
Ramakrishinan et al 2010 2 489 3 488 94% 0670011,395) 2010 —
Makiides et 3l 2010, Zhao et al 2012 101197 71202 219% 014002118 11—+
Tofail et al 2006/Tofal et al 2012 8 158 6 165 O00% 1380049390 2012
Min et al 2014 (pe-2 diabetes) 2 28 0 30 15% 5340027,10870) 2014 B
Min et al 2014 0 2 o0 2 Not estimable 2014
Haghiac etal 2015 135 0 25 00% 300[013,7030 1015
Min et al 2016 0 s 1 57 4% 033001788 2016
Honvaticek et al 2017 148 050 00% 3120013,7482) 17
Subtotal (95% CI) 3086 3029 100.0%  0.78[0.46,1.32] -
Total events 2 £
Heterageneity: ChF = 5.44, = (P = 0.49); F= 0%
Test for overall eflect Z=0.03 (P = 0.35)
8.8.20mega 3 and omega &
De Groot et al 2004 0 40 139 00% 033001775 2004
Subtotal (35% CI) ) 0 Notestimable
Total events 0 0
Hetetogeneity: Not applicable
Test fo averal efect. Not appicable
Total (95% CI) 3086 3029 100.0%  0.78[046,1.32]
Total events 2 £

Heterageneity: ChF = 5.44, o= 6 (P = 0.48); F= 0%

Testfor oversl effect: 2

93 ¢

0.38)

Testfor subaroun differences: Not anplicable
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image58.png
Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup Events _Total Events Total Weight MH,Fixed,95% Cl_Year MLH, Fixed, 95% CI.
5.1.10mega 3
Bulstra-Ramakers et al 1994 5 a1 3 3 00% 161042619 1994
Omude et al 1925 15 113 18 119 00%  088[047,166) 1995
Olsen etal 1982 0 26 4 13 O00% 006000105 199
Olsen et al 2000 (wins) 14 26 6 251 00% 239093610 2000
Olsen etal 2000 (previous PIH) 11152 17 169 00%  072[0.351.49] 2000
Smuts 20033 5 141 10 149 00% 0520018150 2003
Smuts 20030 1018 0 19 00% 3160014,7284 2003
Mardones et al 2008 8 493 16 477 443% 048[021,112) 2008 —
Lalooha et al 2012 2 S0 10 50 272%  02000.05,087) 2011 —_—
Makiides et 3l 2010, Zhao et al 2012 60 1197 58 1202 00% 104[073.148) 1012
Mozurkewich et al 2013 1077 5 41 00% 1060039,291) 1013
Carlson etal 2013 2184 3 147 00% 095014,659) 2013
Harris et al 2015 2 24 1 121 00% 108010,1179) 2015
Bisgaard etal 2016 16 35 15 371 00% 108[054,216) 2016
Jarilian et al 20163 071 2 4% 033001784 005 ——————
Raza ot al 2017 2 a3 30 8% 067012371 M7 —_—t
Honvaticek et al 2017 4 43 5 38 00% 071020244 17
‘Subtotal (95% C1I) 600 584 837% 040[0.21,077) -
Total events £
Heterogeneity Chi= 1.40, df= 3 (P = 0.70);
Test for overall eflect Z= 2.77 (P = 0.008)
8.1.20mega 3 and omega &
DAImeda ot al 1992 2 S0 5 50 136%  040[008,197) 1991 —
Subtotal (95% CI) 50 50 136%  0.40[0.08,1.97] ————
Total events 2 5
Hetetogeneity: Not applicable
Test for overall efect Z= 1.13 (P = 0.26)
8.1.3 Omega 3 and vitamin £
Jarilian et al 2016 228 130 27% 207020,7160 2016
Subtotal (95% CI) 2 30 27% 2070020,2160]
Total events 2 1
Hetetogeneity: Not applicable
Test for overall efect Z= 061 (P = 0.54)
Total (95% CI) 679 664 100.0%  0.45[0.25,0.79]
Total events 16 36
Heterogeneity: Chi*=3.09, df= 5 (P = 0.69); F= 0%

Testfor overall effect 2= 2.78 (
Test for subaroun differences: Chi

0.005)

76 df= 2 (P = 0.41)
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image59.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
851 0mega 3
Bulstra-Ramakers et al 1934 173 8 3 00%  129(064,263 1994
Onwude efal 1985 33 113 35 19 00% 099067148 1995
Olsen ot al 2000 (previous IUGR) 13 3 1: 0% 17081189 2000
Olsen st al 2000 (wins) 185 554 148 557 00% 1120083135 2000
Mardanes ot al 2008 3 493 38 477 423%  074(047,118] 2008 =
Ramakishnan efal 2010 55 497 53 486 S66% 104073148 2010 -
Harper ef al 2010 35 427 41 410 00% 0820053128 2010
Malides etal 2010/ Zhao etal 2012 73 1197 82 1202 00%  0.89[086,121] 2012
Subtotal (95% CI) 980 963 99.0%  0.91[0.69,1.21] -
Total events 8 2
Heterogensily: Ch= 1.24, = 1 (P = 0.26); P= 20%
Testfor overal effect. Z= 0.65 (= 0.61)
8.5.2 0mega 3 and vitamin £
Jamilian et al 20165 2 28 1 @ 10% 20700202160 2016
Subtotal (95% C1) 2 30 10% 207[020,2160]
Total events 2 1
Heterogeneity: Not applicatle
Testfor overal effect Z= .61 (P= 0.54)
Total (95% C1) 1009 993 1000%  092[070,1.22)
Total events o7 9
Heterogensity: Ch = 1.70, =2 (P = .43 F= 0%

Testfor overall effect 2= 0.56 (
Testfor subaroun differences: Chi

057)

0.46 df=1 (P =0.50).
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image60.png
Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup Events _Total Events Total Weight M.H,Fixed, 95%Cl MH, Fixed, 95% CI
8.5.10mega 3
Bulstra-Ramakers et al 1994 13 9 31 0o%  118[0s7, 248
Carlson etal 2013 6 154 13 147 00% 044[047,113
Harper etal 2010 94 477 112 410 00% 0810063102
Makrides et 3l 2010, Zhao et al 2012 41197 B3 1202 00%  06500.44,09)
Mardones et al 2008 27 483 37 477 358% 071044114 —
Min etal 2014 4 32 3 2 0o% 113028459
Wi ot al 2014 (ype-2 diabetes) 4 28 5 30 00% 085[0.25,287]
Min et al 2016 8 5 4 56 00% 193[062,608
Olsen et 2000 (previous LB 15 108 26 118 00%  0E3[0.35,1.13]
Olsen etal 2000 (wins) 238 555 202 556 00%  098(0.86,1.13]
Ostadrahimi etal 2017 0 75 5 75 5% 0090l 162
Ramakrishnan et al 2010 27 487 27 486 257%  1000059,168) —+
Smuts 2003a 13141 16 149 00% 085043171
Smuts 20030 0 18 5 19 00% 010[001, 162
Tofail et al 2006/Tofal et a1 2012 3% 135 30 125 205% 120079182
Subtotal (95% CI) 180 163 95.2%  0.90[059,1.17]
Total events a a9
Heterageneity: ChF = 5.41, = 3 (P = 0.14); F= 45%
Test for overall eflct Z= 0.7 (P= 0.43)
8.6.20mega 3 and omega &
DAImeda ot al 1992 2 50 5 50 48% 040[0.05,197]
Subtotal (95% CI) 50 50 48% 040(008,197]
Total events 2 5
Hetetogeneity: Not applicable
Test for overall efect Z= 1.13 (P = 0.26)
Total (95% C1) 1230 1213 100.0%  0.88[0.67,1.14] *
Total events a2 104

Heterageneity: ChF = B.53, df= 4 (P = 0.16); F= 30%
Testfor oversll effect: 2= 1.00 (P = 0.32)
Test for subaroun differences: Chif= 0.97 df=1 (P =0.33).
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image61.png
Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup Events _Total Events Total Weight MH,Fixed,95% Cl_Year MLH, Fixed, 95% CI.
8.7.10mega 3
Bulstra-Ramakers et al 1994 8 31 10 3 00% 078035170 1994
Omude et al 1925 22 M3 19 119 00% 1220070,213) 1995
Olsen etal 1982 9 26 9 13 00% 051021125 199
Olsen et al 2000 (wins) a7 285 44 283 00% 083055 1.25 2000
Olsen et al 2000 (previous PTE) 5 108 16 120 00% 035013082 2000
Helland et al 2001 1301 2 289 00% 048[004,5327] 2001
Smuts 20033 14141 7 149 00%  086[0.44,159) 2003
Smuts 20030 118 5 19 00% 021003164 2003
Malcolm et al 2003 0o 3 1032 00% 034001813 2003
Dunstan et al 2003 3 40 1 43 00% 32300352975 2003
Bergmann etal 2007 3 48 1 9 0% 3000052,17.38) 2007 —
Mardones et al 2008 22 493 31 477 255% 0670039113 2008 —
Ramakrishinan et al 2010 49 487 40 486 I14% 1220082182 2010 -—
Harper etal 2010 164 434 74 418 00% 091077107 2010
Lalooha et 2012 0 60 1 30 16% 04701404 2011
Tofail et al 2006/Tofal et a1 2012 0135 7 124 213%  140070,174 112 -+
Hauner et al 2012 3 @1 4 9 00% 078018340 2012
Makrides et 3l 2010, Zhao et al 2012 67 1197 88 1202 00% 076[056104 2012
Carlson etal 2013 12154 13 147 104% 088042187 1013 —r
Min et al 2014 3 a1 3 27 00% 0840019384 2014
Min ot al 2014 (ype-2 diabetes) 5 28 12 30 00% 04spi111] 2014
Harris et al 2015 4147 421 00% 0310009103 2015
Min et al 2016 12 58 5 6 00% 232087.615 2016
Bisgaard etal 2016 12 B 16 349 00% 0760036158 2016
Miller et al 2016 3 B0 10 55 00% 028008095 2016
Raza et al 2017 0 a1 30 12% 033001787 M7
Honvaticek et al 2017 4 s 447 00% 092024348 2017
Dill et al 2018 6§19 68 B1% 0870033229 118 —
Subtotal (95% CI) 1449 1458 98.5%  099[0.78,1.24] *
Total events 122 125
Heterogeneity: Cii= 6.61, df= 7 (P = 0.45);
Test for overall eflect 7= 0.12 (P = 0.90)
8.7.20mega 3 and omega &
Van Goor etal 2010 0 3 3 39 00% 045001274 2010
Subtotal (95% Ci) 0 0 Notestimable
Total events 0 0
Hetetogeneity: Not applicable
Test fo averal efect. Not appicable
8.7.3 Omega 3 and vitamin £
Jarilian et al 2015 3 2 1 30 15% 155020,852) 2016
Subtotal (95% CI) 2 30 5% 1550028,852]
Total events 3 2
Hetetogeneity: Not applicable
Test for overall eflect Z= 0.50 (P = 0.62)
Total (95% C1) 1478 1488 100.0%  099[0.79,1.25] *
Total events 125 127

Heterageneity: ChF = 7.06, df= 8 (P = 0.63); F= 0%
Testfor oversll effect Z= 0.05 (P = 0.96)
Testfor subaroun differences: Chif= 0.26. df= 1 (P = 0.61).
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image62.png
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
8.8.10mega 3
Bulstra-Ramakers etal 1994 1 32 031 00% 2010128881 1994
Onwude et al 1995 o113 2 118 00%  0.21[001,4.34] 1995
Olsen etal 1992 1226 0 136 00% 1.81[0.07,44.13] 1996
Olsen et al 2000 (ally 16 1056 19 1085 00%  0.87(0.45,167] 2000
Helland et al 2001 1 a3 0 288 00% 2.88[0.12,70.43 2001
Ramakrishnan et al 2010 2 89 3 488 338%  0.67[0.11,3.08 2010 —
Makides et al 2010/ Zhao etal 2012 11197 71202 00%  0.14[002,1.18] 2012
Tofail et al 2006/Tofail st al 2012 8 159 6 165 66.2%  1.38[0.49,3.00] 2012 ——
Min etal 2014 type-2 diabetes) 2 8 030 0.0% 534[027,106.70] 2014
Min etal 2014 0 32 o2 Not estimable 2014
Haghiac et al 2015 1 25 025 00% 3.00[013,70.30] 2015
Min etal 2016 o 58 167 00% 033[001,7.88 2016
Horvaticek et al 2017 1 48 0 50 00% 3.12(0.13,74.82 2017
‘Subtotal (95% CI) 648 653 1000%  1.14[0.47,2.76] -
Total events 10 9
Heterogeneity: Chi*= 0.48, df=1 (P = 0.49); F= 0%
Testfor overall effect: 7= 0.29 (P = 0.77)
8.8.20mega 3 and omega 6
De Groot et al 2004 [ 138 00% 033[001,7.75 2004
‘Subtotal (95% CI) 0 0 Not estimable
Total events il il
Heterogeneity: Not applicable
Testfor overall effect: Not applicable
Total (95% CI) 648 653 100.0%  1.14[0.47,2.76]
Total events 10 9

Heterageneity: ChF = 0.48, o= 1 (P = 0.48); F= 0%

Testfor oversl effect:

29 ¢

077

Testfor subaroun differences: Not anplicable
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image63.png
Experimental  Control Risk Ratio Risk Ratio

Study or Subgrou Events Total Events Total Weight M.H,Fixed,95%Cl Year M-H, Fixed, 95% CI
9.1.1 Dietand nutrition counseling only

Khoury et 3 2005 13141 14 149 48%  098[048,201] 2005 <

Crowther et 31 2005 141 430 138 510 482%  1.06[087,129] 2005

Walffetal 2008 [ 1027 05%  033[002,911] 2008

Thornton et 31 2009 7116 11 116 39%  064[026,158 2009 —

Landon etal 2009 12 476 25 455 90%  046[023,090] 2009 —

Bogaers el 2012 2 7 4 B3 15%  041[008,219 2012 —_—

Harris et al 2015 0w 10121 00%  021[001,516) 2015

Pecceletal 2017 5 180 0 92 02% 585(032,101.11] 2017 —_—
Subtotal (95% CI) 1502 1412 682%  094[0.79,1.43] .

Total events 180 194

Heterageneity: ChF= 8.04, o= § (P = 0.17); F= 34%

Testfor oversll effect: 2= 0.63 (P = 0.53)

9.1.2 Dietary counselling with physical activity promotion

Folley st a 2002 (normal weight) [ o3 Notestimable 2002

Folley et al 2002 (overweight) 27 322 12%  054[010,297] 2002 —_—
Guelincko et al 2010 FR 143 00% 205[019,2174 2010

Phelan etal 2011 (overweight) 178 11 86 38%  164[082,320] 2011

Phelan et al 2011 (normal weight) 3 @ 9 @2 31% 034010122 2011

Luoto etal 2011 14 216 10 179 39%  116[053,255 2011 —_

Renault et 3l 2014 2 1w 3 134 10%  063[012,408 2014 —_—
Poston etal 2015 27 753 27 752 00%  1.00[059,169 2015

Dodd et al 2016 56 1080 53 1073 188%  1.05[073,151] 2015 by

Subtotal (95¢% CI) 1654 1617 31.8%  1.03[0.78,1.37]

Total events a4 89

Heterageneity: ChF = 5.4, df= § (P = 0.38); F= 8%

Testfor oversll effect: 2= 0.22 (P = 0.82)

Total (95% CI) 3156 3029 100.0%  0.97[084,1.43] ¢

Total events 74 283

Heterageneity: ChF = 14.73, df= 12 (P = 0.28); F= 10% o & 4 o0
Testfor overall effect =037 (2 = 071) Favours intervention - Favours control

Testfor subaroun differences: Chi

0.28 df=1 (P = 0.60).




image1.png
Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup Events _Total Events Total Weight MM,Fixed,95% Cl_Year MH, Fixed, 95% CI
211 Vitamin C
Steyn etal 2003 52 763 62 788 55% 087(061,124 2003
McEvoy etal 2014 3100 3 100 03%  1.00[0.21,484] 2014 [
Kiondo et al 2014 2 83 3 75 03% 060010,351) 2014 —
Subtotal (95% CI) 946 963 60% 0.86[061,1.21] -«
Total events a7
Heterogeneity: Ci= 019, df= 2 (° = 0.91);
Test for overall eflect Z= 0.87 (P = 0.38)
21.2 Vitamin C and
Chappell et al 1999 1181 20 142 2% 0.46(0.24,091] 1988 —|
Beazley etal 2005 9 52 9 48 08% 092(0.40,213 2005 —1
Rumbold et al 2008 56 935 47 942 42% 1200082175 2006
Poston et al 2008 181 1196 187 1199 167% 097 (080,117 2006 -
Nasrolahi et al 2008 5 200 18 290 16% 028[010,074 2006
Taghin and Danesn 2007 275 1 75 10% 018[004,079) 2007
Spinnato et al 2007 49 385 55 352 49% 088[062.15) 2007
Vilar et al 2009 164 BE1 157 674 141%  1.03[085.125 2009
Roberts et al 2010 358 4993 332 4976 208% 1.07[093,124] 2010
Xuetal 2010 69 1167 B3 1195 60% 104[075144 2010
McCance etal 2010 57 375 70 374 63% 0810059117 1010 —
Hurla et al 2010 5 107 11 109 10% 046[047,1323) 2010
Kalpdiev et al 2011 2 21 3 22 00% 067012361 2011
Abramovii et al 2014 52 763 61 783 55% 0870061124 2014 -t
Subtotal (35% CI) 1130 11165 940%  0.97(0.89,1.05]
Total events 1018
Heterogeneity: Chi*= 23,56, df= 12 (P = 0.02);
Test for overall eflct Z= 0.76 (P = 0.45)
213 Vitamin
Bastani et al 2011 101043 168 00%  054[006,511] 2011
Manay etal 2013 1 5 148 00% 020[002,166 2013
Subtotal (85% Ci) o ) Notestimable
Total events 0 0
Hetetogeneity: Not applicable
Test fo averal efect. Not appicable
Total (95% CI) 12076 12128 100.0%  0.96(0.89,1.04]
Total events 1075 1118
Heterageneity: ChF = 24.26,df= 15 (P = 0.08), = 38% rT— - o

Testfor overall effect 2= 0.95 (
Testfor subaroun differences: Chi

0.34)

0.45 df=1(P=050)

Favours intervention - Favours control




image64.png
Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup _Events _Total_Events Total Weight M-H, Fixed, 95% CI_Year MH, Fixed, 95% CI
"9.4.1 Diet and nutrtion counseling only
Kafatos et al 1989 12208 12 199 00%  0.97(0.45,211] 1988
Bonoma et al 2005 9 150 13 150 00% 0EIQ3N, 157 2005
Knoury et al 2005 11181 12 149 130%  0.97(0.44,212] 2008
Landon et al 2008 3 477 20 455 329%  1.18074,1.90] 2008
Peccei etal 2017 118 3 92 44% 187054658 2017 -
Subtotal (95% CI) 1304 1220 91.7%  1.06[0.79,1.42] L 4
Total events a1 82
Heterogeneity: Cii= 157, df= 3 (P = 0.67);
Test for overall eflct Z= 0.3 (P = 0.70)
9.4.2 Dietary counselling with physical activity promotion
Luoto etal 2011 10 218 5 179 BA% 166058476 2011
Renault etal 2014 7130 3 134 22% 361(076,17.05) 2014
Poston etal 2015 o 0 o0 o Not estimable 2015
Poston etal 2015 53 781 38 750 00% 1.37(0.92,208] 2015
Bruno etal 2016 6 69 5 62 00% 108035338 2016
Subtotal (95% C) 346 313 83%  217[0.92,5.14] -
Total events 17 7
Heterageneity: ChF = 0.6, if= 1 (P= 0.42), F= 0%
Test for overall eflct Z= 1.77 (P = 0.08)
Total (95% C1) 1650 1533 100.0%  1.15[0.87,151] 0 d
Total events 108 89

Heterageneity: ChF = 4.47, o= (P = 0.48); F= 0%
Testfor oversll effect: 2= 1.00 (P = 0.32)
Testfor subaroun differences: Chif= 242 df=1 (P=012)

o G
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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
9,51 Diet and nutrtion counseling only
Jahan etal 2013 3180 67 150 216%  004[001,014 2013 ——=——
Subtotal (95% C) 150 150 21.6% 0.04[0.01,0.14] ——
Total events 3 o7
Hetetogeneity: Not applicable
Test for overall efect Z= 5.37 (P < 0.00001)
9.5.3 Dietary counselling with physical activity promotion
Poley et al 2002 (normal weight) 120 2 22 181% 041004420 2002 —_—
Polley et al 2007 (overweigh) 430 3 3 204%  1391034,554 2002 ——
Phelan etal 2011 (overweight) 5 8 485 210% 133037477 2011 ——
Phelan st al 2011 (normal weight) 4 @ 5 @ 210%  082[023,299 2011 —r
Poston et al 2015 6 00%  085[053,138] 2015
Subtotal (95% C1) 78.4% 1.02[050, 211 -
Total events
Heterogeneity: Tau*= 0.00; Chi
Test for overall efect Z= 0.07
Total (95% CI) 378 381 1000%  048[010,242) ————
Total events a1
Heterogeneity: Tau*= 2.82; Ch  <00001); F=85% rT— - o

Testfor overall effect 2= 0.89 (
Testfor subaroun differences: Chi

(P <0.00001). F= 95.2%

Favours intervention - Favours control




image66.png
Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup Events _Total Events Total Weight MH,Fixed,95% Cl_Year MH, Fixed, 95% CI
9,61 Diet and nutrition counseling
Kafatos et al 1989 9 28 17 201 00% 047021102 198
Briley et al 2002 0 0 1 10 00% 033002732 2001
Khory et 2005 10141 11 149 56%  010[001,073) 2005
Thornton et al 2009 3 1B 5 116 26% 060[015245) 2008 —
Landon et al 2009 45 477 53 455 203% 0810056113 2008
Walsh etal 2012 3 a1 8 397 41% 039010148 1013
Harris et al 2015 3 191 7oAn 00% 037007103 2015
Subtotal (95% CI) 1106 1107 40.5%  0.66[0.47,092] *
Total events 52 ”
Heterageneity: ChF = 5.25, = 3 (P = 0.15); F= 43%
Test foroverall eflct Z= 2.44 (P= 0.01)
9.6.2 Dietary counselling with physical activity promotion
Poley et al 2002 (normal weight) 530 2 3 10% 258(054,1231) 2002 —
Polley et al 2001 (overweiht) 2 27 3 2. 17%  0s4pAD,287 2002 —
Guelincke et al 2010 2 85 1 65 00% 2000019,7152 2010
Phelan etal 2011 (overweight) 08 785 35% 151(061,379 2011
Phelan st al 2011 (normal weight) 6 @ 13 @ 67% 047[019,119 2011
Renaul etal 2014 4130 B 134 31% 069[020,238) 2014 —
Poston et al 2015 45 781 43 751 00% 093062137 115
Dodd etal 2016 62 1075 83 1067 434% 074[054,102 2016 =
Bruno etal 2016 0 B8 5 62 00% 008000145 2016
Subtotal (95% CI) 1433 1432 505%  078[0.60,1.02] *
Total events 89 14
Heterogeneity: Ci= 5.73, df= 5 (P = 0.33); P
Test for overall eflect Z= 1,82 (P= 0.07)
Total (95% CI) 2539 2539 100.0%  0.73[0.59,0.90] *
Total events 1 191
Heterageneity: ChF=11.01,df= 9 (P = 0.26); F= 18%
Test for overall efiect Z= 2.05 (P = 0.003) o " 1o

Testfor subaroun differences: Chi

062 df=1(P=043)

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
9.7.1 Dietand nutrition counseling only
Kafatos etal 1989 2 m 5 208 00% 037[007,190] 1989
Crowther et 3l 2005 0 506 3 524 338%  015[0.01,286] 2005 @ ——————
Khoury et 3 2005 0 1143 143%  0350001,857) 2005 ————=7
Landon etal 2008 0 488 0 473 Notestimable 2008
Walsh et 2012 1 3 0 405 48% 3.00(013,7568 2012 —_—t—
Subtotal (95% C1) 1526 1552 52.9%  0.47[0.11,210] e
Total events 1 4
Heterageneity: ChF = 1.95, df= 2 (P = 0.38); F= 0%
Testfor oversll effect: 2= 0.98 (P = 0.32)
9.7.2 Dietary counselling with physical activity promotion
Dodd et al 2016 5 1018 5 1104 471%  1.08[031,374] 2015 :
Subtotal (95¢% CI) 1018 104 474%  1.08[031,374]
Total events 5 5
Heterogeneity: Not applicable
Testfor oversll effect: 2= 0.13 (P = 0.90)
Total (95% C1) 2544 2656 100.0%  0.76 [0.30,1.93] ~
Total events 6 9
Heterageneity: ChF = 2.45, o= 3 (P = 0.48); F= 0% o & 4 o0

Testfor overall effect 2= 0.57 (
Testfor subaroun differences: Chi

057)
0.71 df=1 (P =040

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
9,51 Diet and nutrtion counseling only
Jahan etal 2013 3180 67 150 1000%  0.04[001,014 2013 i
Subtotal (35% CI) 150 150 1000%  0.04[0.01,044]
Total events 3 o7
Hetetogeneity: Not applicable
Test for overall efect Z= 5.37 (P < 0.00001)
9.5.3 Dietary counselling with physical activity promotion
Poley et al 2002 (normal weight) 120 2 2 00%  0.41(004,420] 2002
Polley et al 2007 (overweigh) 4 3 3 3 00% 1380034564 2002
Phelan etal 2011 (overweight) 5 8 485 00% 133037477 2011
Phelan st al 2011 (normal weight) 4 @ 5 3 00%  0820023,295 2011
Poston et al 2015 31 781 3 751 00% 0850053135 15
Subtotal (95% CI) o o Notestimable
Total events 0 0
Hetetogeneity: Not applicable
Test fo averal efect. Not appicable
Total (95% CI) 150 150 100.0% 0.04[0.01,0.14] ——
Total events 3 o7
Hetetogeneity: Not applicable rT— - o

Testfor oversll effect: 2= 5.37 (P < 0.00001)
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 M.H,Fixed, 95%Cl_Year MH, Fixed, 95% CI
261 Vitamin C

Mevoy etal 2014 783 10 76 09% 054026160 2014

Subtotal (95% CI) 8 76 09% 054[0.26,160]

Total events 7 10

Hetetogeneity: Not applicable

Test foroverall efect Z= 0.05 (P = 0.34)

262 Vitamin C and

Chappel et al 1993 33 141 45 142 a7%  074(050,1.08] 1998 —
Beazley el 2005 2 52 4 48 03% 046009241 2005 —
Rumbold et al 2008 80 94 @1 @9 77% 0870065116 2006 1
Poston et al 2008 403 1383 360 1381 301%  112[099,126 2006 B
Spinnato et al 2007 49 35 49 352 41%  0.99(0681.43 2007

Vilar et al 2009 141 52 149 573 126%  082[075,1.12] 2009 B
Roberts et al 2010 133 4890 132 4881 111%  089[078,125 2010 +
McCance et al 2010 23 w3 3% a2 30% 064003108 1010 —
Xuetal 2010 173123 184 1203 159% 083077112 2010 -

Huria et al 2010 1207 13 08 11% 0940045197 2010 —
Kalpdiev et al 2011 3 22 2 22 00% 150[0.28,812 2011

Abramovii et al 2014 8 73 115 766 95% 0790061102 2014 -
Subtotal (35% CI) 10805 1085 99.1%  0.96[0.89,103]

Total events 1120

Heterogeneiy: Chi* 0@=017) 7= 29%

Test for overal efect Z-

Total (95% C1) 10988 10932 1000%  0.96[0.89,103]

Total events 1144 1200

Heterageneity: ChF = 14.92,df=11 (P = 0.18), = 26% rT— s R—T

Testfor oversl effect: 2

2¢

Testfor subaroun differences: Chi

0.22)

0.74 df=1 (P =039

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 MH, Random, 95¢% CI
271 Vitamin C
Kiondo et al 2014 46 415 43 418 142% 1080073160 2014
Subtotal (95% CI) 415 418 142%  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 Ba%  1.00(051,1.97] 2008
Poston et al 2008 387 1383 335 1391 208%  115[102,131] 2006
Spinnato et al 2007 61 386 62 352 160% 0970071134 2007
Vilar et al 2009 250 753 277 7Bz 204% 0810080105 2009
Roberts et al 2010 35 4900 360 3244 204%  062[054,071] 2010 -
Subtotal (95% CI) 7454 5797 85.8% 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 overall eflect Z= 0.74 (P = 0.46)
27.3 Vitamin E
Bastani et 1 2011 8 104 11 168 00%  117(049,282) 201
Subtotal (95% CI) 0 0 Notestimable
Total events 0 0
Hetetogeneity: Not applicable
Test fo averal efect. Not appicable
Total (95% C1) 7869 6215 100.0% 092[0.72,1.19] *
Total events 1102 1008
Heterageneity: Tal = 0.08; ChF= 4381, df= 5 (P < 0.00001); F= 89%
Test foroverall eflect Z= 0,63 (P = 0.53) o " 1o

Testfor subaroun differences: Chi

054 di=1 (P =046

o

Favours intervention - Favours control




