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Inositol Placebo
Study Events Total Events Total Risk Ratio RR
Myoinositol
Matarrelli 2013 2 3b 27 38 0.08
Celentano I. 2018 2 39 32 5 —— 0.08
Esmaeilzadeh 2022 3 2y 11 29 e 0.29
Vitale 2020 a 110 24 113 — 0.39
D'Anna 2013 6 99 15 98 —_— 0.40
D'Anna 2015 15 107 36 107 — 042
Santamaria 2015 11 85 28 102 — 042
Random effects model 48 512 173 539 _ 0.30
Prediction interval _
Heterogensity: © = 38% [0%; 74%], T° = 0.21, p = 0.140
Test for effect in subgroup: z = -4.96 (p < 0.001)
D-chiro-inositol
Celentano II. 2018 11 32 32 52 — 0.56
Myoinositol and D-chiro-inositol combination
Celentano lll. 2018 13 34 32 52 —— 0.62
Farren 2017 28 120 22 120 —#— 127
Random effects model 41 154 54 172 ——= (.89
Heterogeneity: I = 76% [0%; 9594, T° = 0.20, p = 0.042
Test for effect in subgroup: z =-0.34 (p = 0.736)
] T T
0.02 06 1 2

95%-Cl

[0.02:0.31]
[0.02:0.33]
[0.08:0.94]
[0.18:0.79]
[0.16:0.98]
[0.24:071]
[0.22:0.80]
[0.18; 0.48]
[0.08;1.12]

[0.33:0.94]

[0.38:1.00]
[0.77:2.09]
[0.44; 1.79]

favours inositol favours placebo

Figure S1. Forest plots representing the risk of developing GDM
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Inositol Placebo

Study Total Mean SD Total Mean SD Mean Difference MD 95%-Cl Weight
Myoinositol

Celentano |. 2018 30 470 04 52 51005 ——r -0.40 [-059;-021] 138%
Matarrelli 2013 35 470 04 38 51005 ~—— 040 [[061:-019] 124%
D'Anna 2015 107 450 0.4 107 470 06 —— -0.20 [-0.34;-0.06] 17.6%
D'Anna 2013 99 430 04 98 450 04 — -0.20 [-0.31;-0.09] 19.7%
Santamaria 2015 95 450 04 102 460 05 — 010 [-0.23; 0.03] 185%
Vitale 2020 110 470 0.7 113 480 1.3 — e -0.10 [-0.37; 017] 89%
Esmaegilzadeh 2022 27 460 04 29 460 06 ——— 0.00 [-027;027] 92%
Random effects model 512 539 _ -0.21 [-0.30;-0.11] 100.0%
Prediction interval —— [-0.48; 0.07]

Heterogeneity: £ = 55% [0%; 81%], T° = < 0.01, p = 0.040
Test for effect in subgroup: z =-4.15 (p = 0.001)

D-chiro-inositol
Celentano 1. 2018 32 480 02 52 51005 —— -0.30 [0.45:-0.15] 100.0%

Myoinositol and D-chiro-inositol combination

Celentano lll. 2018 34 500 04 52 51005 —_—a— 0410 [-0.29; 0.09] 484%
Farren 2017 120 450 0.8 120 450 06 —— 0.00 [-0.18;0.18] 516%
Random effects model 154 172 -=—-_"‘._:J:=- -0.05 [-0.18; 0.08] 100.0%

Heterogensity: I° = 0%, T2 =10, p = 0.454
Test for effect in subgroup: z =-0.70 (p = 0.484)

-06 -04 -D2 0 0.2
favours inositol favours placebo

Figure S2. Forest plots representing the mean differences of fasting glucose



Inositol Placebo

Study Total Mean SD Total Mean SD
Mycinositol

Celentano I. 2018 39 75015 52 840 24
Matarrelli 2013 35 76015 38 850 24
D'Anna 2015 107 74019 107 790 17
D'Anna 2013 99 68017 98 74017
Santamaria 2015 95 7A017 102 74018
Vitale 2020 110 800 12 113 820 15
Random effects model 485 510

Prediction interval
Heterogeneity: [° = 2986 [0%: T1%], T8 = 0.03, p = 0.219
Test for effect in subgroup: z =-4.02 (p < 0.001)

D-chiro-inositol
Celentano Il. 2018 32 700 20 52 B840

Myoinositol and D-chiro-inositol combination

Celentano Ill. 2018 34 BAD 24 52 B840
Farren 2017 120 770 28 120 740
Random effects model 154 172

Heterogeneity: ° = 14%, t° = 0.03, p = 0.281
Test for effect in subgroup: z =0.35 (p = 0.726)

24

241
19

Mean Difference MD

e — -0.90
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Figure S3. Forest plots representing the mean differences of 1h-OGTT
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Inositol Placebo

Study Total Mean SD Total Mean SD Mean Difference MD 95%-Cl Weight
Mycinositol

D'Anna 2015 107 10510 252 107 12290 302 — -17.80 [-25.25:-10.35] 184%
Matarrelli 2013 35 11520 252 38 127.80 342 ——t -1260 [-26.31; 1.11] 11.3%
Celentano . 2018 30 11520 252 52 126.00 342 —_— -10.80 [-23.00; 1.40] 12.8%
Santamaria 2015 95 106.60 28.0 102 113.40 274 — -6.80 [-14.54; 094] 18.0%
Vitale 2020 110 11508 19.2 113 12071 258 ——] -5E3 [[11.59; 033] 203%
D'Anna 2013 99 10560 22.0 98 11010 265 —— -4.50 [-11.30; 2.30] 192%
Random effects model 485 510 = -9.06 [-13.69; -4.43] 100.0%
Prediction interval —— [-21.65; 3.52]

Heterageneity: [° = 44% [0%; TB%], T2 = 14.96, p = 0.115
Test for effect in subgroup: z =-3.84 (p = 0.001)

D-chiro-inositol
Celentano 1. 2018 32 10800 288 52 12600 342 +~———— -18.00 [-31.64; -4.36] 100.0%

Myoinositol and D-chiro-inositol combination

Celentano lll. 2018 34 12600 288 52 126.00 342 —_— 0.00 [-13.42;1342] 37.9%
Farren 2017 120 10260 302 120 97.20 248 1T—=— 540 [-1.59;12.39] 621%
Random effects model 154 172 -_— 425 [-1.95; 10.45] 100.0%

Heterogensity: P=0%, t°=0, p=0484
Test for effect in subgroup: z =1.34 (p =0.179)

-30 20 10 0 10
favours inositol favours placebo

Figure S4 Forest plots representing the mean differences of 2h-OGTT



Inositol Placebo

Study Events Total Events Total Risk Ratio RR 95%-Cl Weight
Myoinositol
Matarrelli 2013 1 3b & 38 014 [0.02:1.03] 17.0%
Celentano 1. 2018 1 39 4 52 045 [0.02:112] 174%
Esmaeilzadeh 2022 1 27 5 29 021 [0.03:1.72] 161%
D'Anna 2015 2 97 4 104 —%—+——— 054 [0.10;2.86] 24.9%
Santamaria 2015 2 85 4 102 —%—+—— 054 [010;2.86] 249%
Random effects model 7 283 30 325 —_— 0.29 [0.13; 0.68] 100.0%
Prediction interval —_— [0.08; 1.14]
Heterogensity: I = 0%, [094: T9%], T° =0, p = 0.722
Test for effect in subgroup: z = -2.87 (p = 0.004)
D-chiro-inositol
Celentano Il. 2018 5 32 9 52 s 090 [0.33;2.46] 100.0%
Myoinositol and D-chiro-inositol combination
Celentano lll. 2018 3 34 4 52 ——1— 051 [0.15:1.75] 100.0%
| I 1
0.02 05 1 232

favours inositol favours placebo

Figure SS. Forest plots representing the risk of insulin need



Inositol Placebo

Study Events Total Events Total Risk Ratio RR 95%-Cl Weight
Myoinositol
D'Anna 2015 0 87 6 104 ——m—+ 0.08 [0.00; 1.44] 47%
Santamaria 2015 1 85 4 102 —_— 027 [0.03; 236] B8.1%
Vitale 2020 B 110 24 113 —— 0.34 [0.16: D.73] 67.2%
Esmaeilzadeh 2022 0 27 1 29 —_— 036 [0.02; B41] 39%
Celentano 1. 2018 0 39 1 52 —_— 044 [002:10.59] 3.8%
D'Anna 2013 3 89 2 98 e 1.48 [0.25; B.E9] 12.3%
Random effects model 12 467 38 498 - 0.38 [0.20; 0.71] 100.0%
Prediction interval — [0.16; 0.92]
Heterogeneity: I = 0% [0%; 75%], 1= 0, p = 0.614
Test for effect in subgroup: z = -3.06 (p=10.002)
D-chiro-inositol
Celentano II. 2018 1 32 1 52 — = 1.2 [0.11;25.08] 100.0%
Myoinositol and D-chiro-inositol combination
Farren 2017 2 117 B 117 —— 025 [0.05;1.15] 70.5%
Celentano lIl. 2018 2 34 1 52 — % 3.06 [0.29;32.44] 29.5%
Random effects model 4 151 9 169 —_—— 0.74 [0.06; B.41] 100.0%
Heterogeneity: I° = 67% [0%: 83%], T° = 2.11, p = 0.081
Test for effect in subgroup: z =-0.24 (p=10.807)

T T T T 1

0.005 01 0512 103568
favours inositol favours placebo

Figure S6. Forest plots representing the risk of pregnancy-induced hypertensive disorders



Inositol Placebo

Study Events Total Events Total Risk Ratio RR 95%-Cl Weight
Myoinositol

Santamaria 2015 2 85 & 102 —_— 027 [0.06:123] 208%
D'Anna 2015 3 97 10 104 —— 032 [0.09:113] 305%
Celentano I. 2018 1 39 3 b2 ——t— (044 [0.05:411] 9.8%
Esmaeilzadeh 2022 2 27 3 29 ——— 072 [0.13;396] 16.5%
D'Anna 2013 3 99 4 98 —_— 074 [017;3.23] 22.4%
Random effects model 11 357 28 385 _— 0.44 [0.22; 0.88] 100.0%
Prediction interval —_— [0.14; 1.36]

Heterogeneity: I = 0% [0%: 79%], T° =0, p = 0.837
Test for effect in subgroup: z =-2.31 (p = 0.021)

D-chiro-inositol
Celentano Il. 2018 0o 32 3 52 023 [0.01:4.32] 100.0%

Myoinositol and D-chiro-inositol combination

Farren 2017 2 117 8 117 —&— 025 [0.05:1.15] 56.3%
Celentano lll. 2018 2 34 3 52 —F—— 1.02 [0.18;579] 437%
Random effects model 4 151 11 169 -'¢|=- 047 [0.12;1.87] 100.0%

Heterogeneity: F* = 30%, T° = 0.29, p = 0.234
Test for effect in subgroup: z = -1.07 (o = 0.286)

r T | I T
o.M 020851 2 5
favours inositol favours placebo

Figure S7. Forest plots representing the risk of preterm birth



Inositol Placebo

Study Total Mean SD Total Mean 3D Mean Difference MD 95%-C1 Weight
Inositols :

Celentano 2018 105 3880 16 52 3810 18 —*-— 070 [012:1.28] 228%
Myoinositol

D'Anna 2013 99 27400 115 98 275.00 123 «———— -1.00 [-433:233] 4.0%
Santamaria 2015 95 3907 13 102 3891 15 -+—§ 016 [-023:055] 247%
D'Anna 2015 107 27200 105 107 270.00 138 —f———— 200 [-129:;529] 4.1%
Matarrelli 2013 35 3930 16 38 3720 20 —-— 210 [126:2.94] 19.7%
Random effects model 336 345 -—— 0.94 [-0.44;232] 525%
Prediction interval ; [-4.69; 6.56]

Heteregeneity: I© = B4% [59%; 84%], T° = 1.21, p < 0.001
Test for effect in subgroup: z = 1.33 (p =10.183)

Myoinositol and D-chiro-inositol combination

Farren 2017 120 3950 1.3 120 3910 18 040 [0.00;0.80] 247%
Random effects model 561 517 0.75 [0.03;1.48] 100.0%
Prediction interval —_ [-1.48; 2.99]
Heterogeneity: I = 74% [40%; 88%.], T° =051, p = 0.002 J '

Test for overall effect: z = 2.04 (p = 0.042) <4 2 0 2 4

favours placebo favours inositol

Figure S8a. Forest plots representing the mean difference of gestational age at birth



Inositol Placebo

Study Total Mean SD Total Mean SD Mean Difference MD 95%-Cl Weight
Mycinositol

D'Anna 2013 99 27400 115 98 275.00 123 ———F— -1.00 [433:233] 42%
Santamaria 2015 95 3907 1.3 102 3891 15 = 016 [-0.23;055] 364%
Celentano . 2018 39 3940 17 52 3840 18 —— 1.00 [028:1.72] 28.9%
D'Anna 2015 107 272.00 105 107 270.00 138 —p——— 200 [[1.29:529] 43%
Matarrelli 2013 35 3930 16 38 3rz20 20 —— 210 [1.26:294] 26.3%
Random effects model 375 397 = 0.96 [-0.00;1.93] 100.0%
Prediction interval e —— [-2.17; 4.09]

Heterogensity: /£ = 80% [52%; 81%], T° = 0.72, p = 0.001
Test for effect in subgroup: z = 1.96 (p = 0.051)

D-chiro-inositol
Celentano Il. 2018 32 3890 14 52 3810 1.8 ——- 0.80 [0.18:1.42] 100.0%

Myoinositol and D-chiro-inositol combination

Celentano Ill. 2018 34 3830 18 52 3810 18 —F— 020 [-0.58:0.98] 432%
Farren 2017 120 3950 1.3 120 3910 18 L 040 [0.00;0.80] 56.8%
Random effects model 154 172 e 0.36 [0.00;0.71] 100.0%

Heterogeneity: F= 0%, %= 0, p =0.654
Test for effect in subgroup: z = 1.99 (p = 0.047)

I I | 1
-4 -2 0 2 4
favours placebo favours inositol

Figure S8b. Forest plots representing the mean difference of gestational age at birth



Inositol Placebo

Study Events Total Events Total Risk Ratio RR 95%-Cl Weight
Inositols i

Celentano 2018 43 105 27 52 ————— 079 [056:112] 157%
Myoinositol |

Santamaria 2015 38 95 49 102 083 [0D61:1.14] 188%
D'Anna 2015 42 97 48 104 094 [069:128] 201%
Esmaeilzadeh 2022 17 27 19 29 : 096 [065:142] 12.4%
D'Anna 2013 42 99 43 98 = 097 [0.70;1.33] 185%
Random effects model 139 318 159 333 —_— 092 [0.78;1.08] 69.8%

Prediction interval [0.64; 1.32]
Heterogensity: I° = 0% [0%; 85%], T° =0, p = 0.912 i
Test for effect in subgroup: z =-0.99 (p = 0.321)

Myoinositol and D-chiro-inositol combination

Farren 2017 37 117 4 117 090 [0.63;1.30] 145%
Random effects model 219 540 227 502 _ 0.90 [0.78;1.03] 100.0%
Prediction interval ——— [0.74; 1.09]
Heterogensity: =0 [09%G; 75%], 220, p=0950 : : g

Test for overall effect: z =-1.57 (p =0.116) 06 075 1 1.5

favours inositol favours placebo

Figure S9a. Forest plots representing the risk of C-section rate



Inositol Placebo

Study Events Total Events Total Risk Ratio RR 95%-Cl Weight
Myoinositol

Celentano I. 2018 14 39 27 52 — 069 [042:113] 10.0%
Santamaria 2015 38 95 49 102 — 083 [061:1.14] 242%
D'Anna 2015 42 97 48 104 —_— 094 [069:1.28] 25.9%
Esmaeilzadeh 2022 17 27 19 29 ——— 086 [065:1.42] 16.0%
D'Anna 2013 42 99 43 98 — 087 [070;1.33] 23.9%
Random effects model 153 357 186 385 B 0.89 [0.76;1.05] 100.0%
Prediction interval — [0.69; 1.15]

Heterogeneity: I = 0% [0%; 79%], T° =0, p = 0.793
Test for effect in subgroup: z =-1.41 (p = 0.160)

D-chiro-inositol
Celentano Il. 2018 12 32 27 52 072 [0.43:1.21] 100.0%

Myoinositol and D-chiro-inositol combination

Farren 2017 37 117 41 117 — 090 [063:1.30] 57.9%
Celentano lll. 2018 17 34 27 52 ———— 096 [063:147] 421%
Random effects model 54 151 68 169 —_— 0.93 [0.70;1.22] 100.0%

Heterogeneity: Pz 0%, 2= 0, p=0.820
Test for effect in subgroup: z = -0.53 (p = 0.593)

0.4 075 A 1.5
favours inositol favours placebo

Figure S9b. Forest plots representing the risk of C-section rate



Inositol Placebo

Study Events Total Events Total Risk Ratio RR 95%-Cl Weight
Myoinositol

Santamaria 2015 0 95 1 102 0.36 [0.01; BE8] 242%
D'Anna 2013 1 99 2 98 —_— 049 [0.05; 5.37] 434%
D'Anna 2015 197 1 104 107 [0.07; 16891] 324%
Random effects model 2 38 4 333 d} 059 [0.12; 2.82] 100.0%
Prediction interval [0.00; 15456.30]

Heterogensity: I© = 0% [0%; 90%], T° =0, p = 0.863
Test for effect in subgroup: z =-0.66 (p = 0.507)

Random eHects model 2 291 4 304 —_— 059  [0.12; 2.82] 100.0%
Prediction interval [0.00; 15456.30]
Heterogeneity: = 0% [0%: 80%], T° =0, p = 0.863 J | T T 1

Test for overall effect: z = -0.66 (p = 0.507) 0.01 01 0512 10

favours inositol favours placebo

Figure S10. Forest plots representing the risk of shoulder dystocia



Mean Difference

Inositol Placebo
Study Total Mean SD Total Mean SD
Inositols
Celentano 2018 105 3360.00 459.0 52 3361.00 521.0
Myoinositol
D'Anna 2013 99 3111.00 447.0 98 3273.00 504.0
Santamaria 2015 95 3164.60 462.0 102 3221.60 508.2
Matarrelli 2013 35 3267.00 337.0 38 3251.00 617.0
D'Anna 2015 107 3289.00 505.0 107 3242.00 579.0
Random effects model 336 345
Prediction interval . .
Heterogeneity: 12 = 37% [0%; >78%], 72 = 3987.70, p = 0.191
Test for effect in subgroup: z = -0.98 (p = 0.326)
Myoinositol and D-chiro-inositol combination
Farren 2017 120 3467.00 562.2 120 3323.00 519.6
Random effects model 561 517

Prediction interval

Heterogeneity: /2 = 54% [0%; 82%], 12 = 7036.69, p = 0.052

Test for overall effect: z =-0.10 (p = 0.918)

favours inositol

T

[ T %
-200 100 0

T

T 1

100 200 300
favours placebo

MD 95%-Cl
-1.00 [-167.61; 165.61]

-162.00 [-295.08; -28.92]
-57.00 [-192.49; 78.49)
16.00 [-209.72; 241.72]

47.00 [-98.57; 192.57]

-49.47 [-148.27; 49.32]
[-397.13; 298.18]

144.00 [ 7.03;280.97]

-4.83 [-96.88; 87.21]
[-271.75; 262.08]

Figure S11a. Forest plots representing the mean difference of birthweight

Inositol Placebo
Study Total Mean SD Total Mean SD Mean Difference MD 95%-Cl Weight
Myoinositol
D'Anna 2013 99 3111.00 447.0 98 3273.00 504.0 —_— -162.00 [-295.08;-28.92] 22.9%
Celentano I. 2018 39 3238.00 371.0 52 3361.00 521.0 —_— -123.00 [-306.33; 60.33] 18.1%
Santamaria 2015 95 3164.60 462.0 102 3221.60 508.2 —_— -57.00 [-192.49; 78.49] 22.7%
Matarrelli 2013 35 3267.00 337.0 38 3251.00 617.0 —_— 16.00 [-209.72;241.72] 14.7%
D'Anna 2015 107 3289.00 505.0 107 3242.00 579.0 —t 47.00 [-98.57;192.57] 21.7%
Random effects model 375 397 — -62.45 [-145.70; 20.80] 100.0%
Prediction interval . . pr— [-271.56; 146.66] -
Heterogeneity: 12 = 23% [0%; >68%], 12 = 2513.16, p = 0.267
Test for effect in subgroup: z = -1.47 (p = 0.141)
D-chiro-inositol
Celentano II. 2018 32 3552.00 345.0 52 3361.00 521.0 ———  191.00 [ 5.69;376.31] 100.0%
Myoinositol and D-chiro-inositol combination
Celentano Ill. 2018 34 3223.00 583.0 52 3361.00 521.0 «—+—— -138.00 [-379.77;103.77] 37.5%
Farren 2017 120 3467.00 562.2 120 3323.00 519.6 — 144.00 [ 7.03;280.97] 62.5%
Random effects model 154 172 e —— 21.32 [-252.69; 295.33] 100.0%
Heterogeneity: 12 = 75% [0%; 94%], 12 = 29711.74, p = 0.047
Test for effect in subgroup: z = 0.15 (p = 0.879)
T 1T 1
-200 0 200 400

favours inositol favours placebo

Figure S11b. Forest plots representing the mean difference of birthweight

Weight

15.5%

18.9%
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Inositol Placebo

Study Events Total Events Total Risk Ratio RR 95%-Cl Weight
Myoinositol :

D'Anna 2013 0 99 7 98 007 [0.00:1.14] 9.3%
Santamaria 2015 1 a5 5 102 —'—'—— 021 [0.03;1.80] 14.3%
D'Anna 2015 b 97 5 104 —'-'l"— 1.07 [0.32; 3.59] 26.1%
Esmaeilzadeh 2022 2 27 2 29 —— 107 [016.710] 167%
Random effects model 8 318 19 333 _— 0.52 [0.16; 1.69] 66.4%
Prediction interval [0.01; 30.60]
Heterogeneity: I° = 32% [0%; T6%], T° = 0.53, p = 0.218 :

Test for effect in subgroup: z =-1.09 (p=0.277)

Myoinositol and D-chiro-inositol combination :

Farren 2017 14 117 9 117 ——'— 1.86 [0.70: 3.45] 33.6%
Random effects model 22 435 28 450 e i 0.74 [0.28; 1.99] 100.0%
Prediction interval [0.04; 13.71]
Heterogeneity: I° = 40% [0%; T8%], T°=0.59, p=0.153 | B s

Test for overall effect: z = -0.58 {p = 0.556) 0.004 02051 2 5

favours inositol favours placebo

Figure S12. Forest plots representing the risk of macrosomia



Inositol Placebo

Study Events Total Events Total Risk Ratio RR 95%-Cl Weight
Inositols |

Celentanc 2018 8 105 11 &2 —= 0.36 (015 0.84] 314%
Myoinositol ;

Matarrelli 2013 0 35 10 38 - = 0.05 [0.00; 0.85] 17.0%
D'Anna 2015 0 97 1 104 T 0.36 [0.01: B6T] 14.8%
Santamaria 2015 0 95 1 102 — 0.36 [0.01; B.68] 14.8%
Random effects model 0 326 12 342 — 017 [0.03; 097] 46.7%
Prediction interval [0.00; 14694.02]

Heterogenetty: I° = 0% [0%; 80%], T° =0, p = 0.573
Test for effect in subgroup: z =-2.00 {p = 0.048)

Myoinositol and D-chiro-inositol combination

Farren 2017 9 117 1 117 ———s— 900 [1.16; 69.91] 22.2%
Random effects model 17 449 24 413 : 053 [0.10; 2.71] 100.0%
Prediction interval [0.00; 103.78]

Heterogenetty: ©° = 63% [2%; B6%], T° = 2.06, p = 0.028 | I RN N |
Test for overall effect: z =-0.77 (p = 0.443) 0.003 01 05 2 10 769

favours inositol favours placebo

Figure S13. Forest plots representing the risk of neonatal hypoglycemia



Inositol Placebo

Study Events Total Events Total Risk Ratio RR 95%-Cl Weight
Inositols

Celentano 2018 3 105 2 52 074  [043; 431] 19.7%
Myainositol

D'Anna 2015 0 97 5 104 010 [0.01; 1.74] 7.3%
Esmaeilzadeh 2022 2 27 5 29 043  [0.09; 2.03] 252%
Santamaria 2015 1 96 1 102 107 [0.07; 16.92] B.0%
Random effects model 3 219 11 235 : 039 [0.42; 1.34] 406%
Prediction interval [0.00; 1108.76]

Heterogeneity: I° = 0% [0%; 80%], T° = 0, p = 0.491
Test for effect in subgroup: z =-1.49 (p=0.136)

Myoinositol and D-chiro-inositol combination

Farren 2017 4 117 6 117 —_— 067 [0.19; 2.30] 39.7%
Random effects model 10 441 19 404 = 0.55 [0.25; 1.20] 100.0%
Prediction interval —_ [0.15; 1.95]

|

Heterogeneity: P [0%%; 799%], = 0, p=0.752
Test for overall effect: z =-1.50 (p=10.133) 0.005 01 0512 10

favours inositol favours placebo

Figure S14a. Forest plots representing the risk of NICU admission



Inositol Placebo

Study Events Total Events Total Risk Ratio RR 95%-C1 Weight
Myoinositol
O'Anna 2015 0o a7 5 14 ——————+— 010 [0.01:1.74] 155%
Celentano 1. 2018 0o 39 2 h2 027 [0.01: 538] 142%
Esmaeilzadeh 2022 2 27 5 29 —— 0.43 [0.09; 2.03] 53.3%
Santamaria 2015 1 95 1 102 —— 1.07 [0.07:16.92] 16.9%
Random effects model 3 258 13 287 —_—t 0.37 [0.12; 1.16] 100.0%
Prediction interval —— [0.03; 4.50]
Heterogensity: F° = 0%, [0%; B5%], T° =0, p = 0.687
Test for effect in subgroup: z =-1.71 [p = 0.088)
D-chiro-inositol
Celentano 1. 2018 1 3z 2 52 — . 0.81 [0.08; B.60] 100.0%
Myoinositol and D-chiro-inositol combination
Farren 2017 4 117 6 117 —— 0.67 [0.19; 2.30] 70.4%
Celentano lIl. 2018 2 34 2 52 —#— 153 [023;10.35] 29.6%
Random effects model 6 151 & 169 ] 0.85 [0.30; 2.41] 100.0%
Heteregeneity: I° = 0%, 1° =0, p = 0.475
Test for effect in subgroup: z = -0.30 (p = 0.763)
] ] I T 1
0.005 01 051 2 10

favours inositol favours placebo

Figure S14b. Forest plots representing the risk of NICU admission



Table S1. PRISMA checklist

Location
Section and topic Ttem Checklist item W her.e
# item is
reported
Title
Title 1 | Identify the report as a systematic review. 2-3
Abstract
Abstract 2 | See the PRISMA 2020 for Abstracts checklist (table 2).
Introduction
Rationale 3 | Describe the rationale for the review in the context of existing knowledge. 81-106
Objectives 4 | Provide an explicit statement of the objective(s) or question(s) the review addresses. 107-110
Methods
Eligibility criteria 5 Specify the inclusion and exclusion criteria for the review and how studies were grouped for the 107-112
syntheses.
Information 6 Specify all databases, registers, websites, organisations, reference lists and other sources searched or 134-140
sources consulted to identify studies. Specify the date when each source was last searched or consulted.
Search strategy 7 Eg:zent the full search strategies for all databases, registers and websites, including any filters and limits 134-140
Specify the methods used to decide whether a study met the inclusion criteria of the review, including
Selection process 8 | how many reviewers screened each record and each report retrieved, whether they worked independently, | 142-145
and if applicable, details of automation tools used in the process.
Data collection Specify the methods used to collegt data from reports, including how many reviewers co.llected data from
9 | each report, whether they worked independently, any processes for obtaining or confirming data from 145-156
process study investigators, and if applicable, details of automation tools used in the process.
List and define all outcomes for which data were sought. Specify whether all results that were compatible
10a | with each outcome domain in each study were sought (e.g. for all measures, time points, analyses), and if | 123-132
Data items ngt, the methods used to de(?ide which rqsults to collect. _ : :
List and define all other variables for which data were sought (e.g. participant and intervention
10b | characteristics, funding sources). Describe any assumptions made about any missing or unclear 147-156

information.




Specify the methods used to assess risk of bias in the included studies, including details of the tool(s)

Study risk of bias 11 | used, how many reviewers assessed each study and whether they worked independently, and if 158-161
assessment . . . .
applicable, details of automation tools used in the process.
Effect measures 12 Specify for each outcome the effect measure(s) (e.g. risk ratio, mean difference) used in the synthesis or 168-172
presentation of results.
13a Describe the processes used to decide which studies were eligible for each synthesis (e.g. tabulating the 166-180
study intervention characteristics and comparing against the planned groups for each synthesis (item #5)).
13b Describe any methods required to prepare the data for presentation or synthesis, such as handling of 166-180
missing summary statistics, or data conversions.
13¢ | Describe any methods used to tabulate or visually display results of individual studies and syntheses. 166-180
Synthesis methods Describe any methods used to synthesise results and provide a rationale for the choice(s). If meta-
13d | analysis was performed, describe the model(s), method(s) to identify the presence and extent of statistical | 166-180
heterogeneity, and software package(s) used.
13e Describe any methods used to explore possible causes of heterogeneity among study results (e.g. 166-180
subgroup analysis, meta-regression).
13f | Describe any sensitivity analyses conducted to assess robustness of the synthesised results. -
Reporting bias 14 Describe any methods used to assess risk of bias due to missing results in a synthesis (arising from 157-161
assessment reporting biases).
acsesretssmmtz’n t 15 | Describe any methods used to assess certainty (or confidence) in the body of evidence for an outcome. 162-164
Results
Describe the results of the search and selection process, from the number of records identified in the
16a o ) S . . 184-186
. search to the number of studies included in the review, ideally using a flow diagram (see fig 1).
Study selection - - . - - — - -
Cite studies that might appear to meet the inclusion criteria, but which were excluded, and explain why
16b 182-184
they were excluded.
Study i 17 | Cite each included study and present its characteristics. 198-201
characteristics
ihsclfi;f bias in 18 | Present assessments of risk of bias for each included study. 242-247
Results of For all outcomes, present, for each study: (a) summary statistics for each group (where appropriate) and
e . 19 | (b) an effect estimate and its precision (e.g. confidence/credible interval), ideally using structured tables 204-241
individual studies or plots
20a | For each synthesis, briefly summarise the characteristics and risk of bias among contributing studies.




Present results of all statistical syntheses conducted. If meta-analysis was done, present for each the

20b | summary estimate and its precision (e.g. confidence/credible interval) and measures of statistical 203-241
Results of . . . o
suntheses heterogeneity. If comparing groups, describe the direction of the effect.
y 20c | Present results of all investigations of possible causes of heterogeneity among study results. 203-241
20d | Present results of all sensitivity analyses conducted to assess the robustness of the synthesised results. 203-241
Reporting biases 71 Present ‘assessments of risk of bias due to missing results (arising from reporting biases) for each 242247
synthesis assessed.
Certainty of . . :
evidence 22 | Present assessments of certainty (or confidence) in the body of evidence for each outcome assessed. 248-249
Discussion
23a | Provide a general interpretation of the results in the context of other evidence. 251-321
Discussion 23b | Discuss any limitations of the evidence included in the review. 323-330
23c¢ | Discuss any limitations of the review processes used. 323-330
23d | Discuss implications of the results for practice, policy, and future research. 332-340
Other information
Provide registration information for the review, including register name and registration number, or state
. . 24a . . 114
Registration and that the review was not registered.
protocol 24b | Indicate where the review protocol can be accessed, or state that a protocol was not prepared. 114
24¢ | Describe and explain any amendments to information provided at registration or in the protocol. -
Support 75 Describe sources of financial or non-financial support for the review, and the role of the funders or 26-30
sponsors in the review.
Comp cting 26 | Declare any competing interests of review authors. 25
interests
Availability of Report which of the following are publicly available and where they can be found: template data
data, code, and 27 | collection forms; data extracted from included studies; data used for all analyses; analytic code; any other | 347-349

other materials

materials used in the review.




Table S2. Inclusion and exclusion criteria

Author

Inclusion criteria

Exclusion criteria

Celentano, 2018 (1)

»Consecutive singleton pregnant
women attending our High-Risk
Pregnancy Unit of the Hospital of
University of “G. d’Annunzio” in
Chieti from January 2012 to July
2017 upon referral for an elevated
fasting glucose (glycemia >5.1
mmol/L or 92 mg/dL and <7.0
mmol/L or 126 mg/dL) at first
trimester blood exams according
to National Guidelines [17] were
enrolled during their first visit.”

»Pregestational obesity (BMI
above 35), patients younger than
18 years-old, multiple gestations,
and pregestational diabetes were

exclusion criteria.”

D’Anna, 2013 (2)

,»1) first-degree relatives (mother
father, or both) affected by type 2
diabetes, 2) prepregnancy BMI
,30 kg/m2, 3) fasting plasma
glucose ,126 mg/dL and random
glycemia ,200 mg/dL, 4) single
pregnancy, and 5) Caucasian
race.”

,,Exclusion criteria were as
followings: 1) prepregnancy BMI
>30 kg/m2, 2) previous GDM, 3)

pregestational diabetes, 4)

firsttrimester glicosuria, 5) first-
degree relative(s) (mother or
father) not affected by type 2
diabetes, 6) fasting plasma
glucose >126 mg/dL or random
glycemia >200 mg/dL, 7) twin
pregnancies, 8) associated therapy
with corticosteroids, 9) not
Caucasian race, and 10) PCOS
women.”

D’Anna, 2015 (3)

,Inclusion criteria were 1)
prepregnancy body mass index
(BMI) (calculated as weight
(kg)/m2) 30 or greater and 2)
singleton gestation.”

Exclusion criteria were 1)
previous GDM, 2) pregestational
diabetes, 3) first-trimester
glycosuria (urine glucose value
10 mg/dL or greater), 4) first-
trimester fasting plasma glucose
126 mg/dL or greater or random
plasma glucose 200 mg/dL or
greater, 5) concomitant treatment
with corticosteroids; and 6)
hypertension or renal or hepatic

disease.
Esmaeilzadeh, 2022 “Overweight, pregnant women “The women with diabetes, a
4) (prepregnancy BMI > 25 and < 30 history of hypertension,

kg/ m2), aged 18-40 “

cardiovascular diseases, current
smoking or drinking habits were
excluded from the study. Those
who had experienced the death of
family members or received
corticosteroids during pregnancy




were also excluded from the
study.”

Farren, 2017 (5)

»Women with a family history in
a first-degree relative of diabetes,
either type 1 or type 2, were
eligible for inclusion.”

»Exclusion criteria were: 1) age
younger than 18 years, 2)
multiple pregnancy, 3) limited
understanding of English, and 4)
any pre-existing liver or kidney
disease or diabetes.”

Matarelli, 2013 (6)

,Consecutive singleton pregnant
women attending our
High Risk Pregnancy Unit of the
Hospital of University ‘‘Gabriele
d’Annunzio’’ in Chieti from
August 2010 to April 2011 upon
referral for an elevated fasting
glucose (glycemia >5.1 mmol/L
or 92 mg/dL and <7.0 mmol/L or
126 mg/dL) according to National
Guidelines were eligible for
enrollment.”

»Pre-gestational obesity (BMI
above 35) and refusal to
participate were the only

exclusion criteria.”

Santamaria, 2016 (7)

,»The inclusion criteria were: (1)
pre-pregnancy BMI >25 and 530
kg/m2, (2) first trimester fasting
plasma glucose <126 mg/dl
and/or random glycemia<200
mg/dl, (3) single pregnancy and
(4) Caucasian ethnicity.”

,,Exclusion criteria were as
follow: (1) pre-pregnancy
BMI<25 and >30 kg/m2, (2)
previous GDM, (3) pre-
gestational diabetes, (4) first
trimester glycosuria and (5)
treatment with corticosteroids.”

Vitale, 2020 (8)

»... pre-pregnancy BMI > 25 and
<30 kg/m2, first-trimester fasting
plasma glucose <126 mg/dl
and/or random glycaemia <200
mg/ dl, single pregnancy, and
Caucasian ethnicity.”

,,We excluded women who had a
pre-pregnancy BMI <25 and > 30
kg/m2, previous GDM, pre-
gestational diabetes, first-
trimester glycosuria, and in
treatment with corticosteroids.”




Table S3. Risk of bias assessment using the Risk of Bias 2 tool

.. Deviations .. Selection of
Randomization . Missing Measurement
Study ID Outcome from intended the reported Overall
process . . outcome data | of the outcome
interventions result

Celentano GDM Low Some concerns | Low Low Some concerns | Some concerns
Celentano Insulin therapy | Low Some concerns | Low Low Some concerns | Some concerns
Celentano C-section rate Low Some concerns | Low Low Some concerns | Some concerns

pregnancy-

induced
Celentano . Low Some concerns | Low Low Some concerns | Some concerns

hypertensive

disorders
Celentano Preterm birth Low Some concerns | Low Low Some concerns | Some concerns
Celentano Neonatal . Low Some concerns | Low Low Some concerns | Some concerns

hypoglycemia

Neonatal
Celentano intensive care Low Some concerns | Low Low Some concerns | Some concerns

unit admission
Celentano OGTT 0' Low Some concerns | Low Low Some concerns | Some concerns
Celentano OGTT 60' Low Some concerns | Low Low Some concerns | Some concerns
Celentano OGTT 120 Low Some concerns | Low Low Some concerns | Some concerns
Celentano gesitfttﬁonal 42¢ | Low Some concerns | Low Low Some concerns | Some concerns
Celentano Birthweight Low Some concerns | Low Low Some concerns | Some concerns
Celentano LGA Low Some concerns | Low Low Some concerns | Some concerns
D'Anna 2015 OGTT 0 Some concerns | Some concerns | Some concerns | Low Low Some concerns
D'Anna 2015 OGTT 60' Some concerns | Some concerns | Some concerns | Low Low Some concerns
D'Anna 2015 OGTT 120' Some concerns | Some concerns | Some concerns | Low Low Some concerns
D'Anna 2015 GDM Some concerns | Some concerns | Some concerns | Low Low Some concerns
D'Anna 2015 Fasting insulin | Some concerns | Some concerns | Some concerns | Low Low Some concerns
D'Anna 2015 gebsitftt}llonal 8¢ | Some concerns | Some concerns | Some concerns | Low Low Some concerns
D'Anna 2015 Birth weight Some concerns | Some concerns | Some concerns | Low Low Some concerns




D'Anna 2015 Macrosomia Some concerns | Some concerns | Some concerns | Low Low Some concerns

D'Anna 2015 C-section rate Some concerns | Some concerns | Some concerns | Low Low Some concerns
pregnancy-

, induced

D'Anna 2015 . Some concerns | Some concerns | Some concerns | Low Low Some concerns
hypertensive
disorders

D'Anna 2015 Insulin therapy | Some concerns | Some concerns | Some concerns | Low Low Some concerns

D'Anna 2015 Neonatal . Some concerns | Some concerns | Some concerns | Low Low Some concerns
hypoglycemia

D'Anna 2015 Preterm birth Some concerns | Some concerns | Some concerns | Low Low Some concerns

D'Anna 2015 isgggzr Some concerns | Some concerns | Some concerns | Low Low Some concerns
Neonatal

D'Anna 2015 intensive care Some concerns | Some concerns | Some concerns | Low Low Some concerns
unit admission

D'Anna 2013 OGTT (' Low Some concerns | Low Low Low Some concerns

D'Anna 2013 OGTT 60' Low Some concerns | Low Low Low Some concerns

D'Anna 2013 OGTT 120 Low Some concerns | Low Low Low Some concerns

D'Anna 2013 gesitfttﬁonal age Low Some concerns | Low Low Low Some concerns

D'Anna 2013 Birth weight Low Some concerns | Low Low Low Some concerns

D'Anna 2013 Macrosomia Low Some concerns | Low Low Low Some concerns

D'Anna 2013 C-section rate Low Some concerns | Low Low Low Some concerns
pregnancy-

D'Anna 2013 induced . Low Some concerns | Low Low Low Some concerns
hypertensive
disorders

D'Anna 2013 Preterm birth Low Some concerns | Low Low Low Some concerns

D'Anna 2013 Shouldpr Low Some concerns | Low Low Low Some concerns
dystocia

D'Anna 2013 Neonatal . Low Some concerns | Low Low Low Some concerns
hypoglycemia

D'Anna 2013 GDM Low Some concerns | Low Low Low Some concerns




Esmacilzadeh GDM Low Low Low Low Low Low
Esmaeilzadeh | Insulin therapy | Low Low Low Low Low Low
Esmacilzadeh C-section Low Low Low Low Low Low
pregnancy-
Esmaeilzadeh induced . Low Low Low Low Low Low
hypertensive
disorders
Esmaeilzadeh Macrosomia Low Low Low Low Low Low
Esmaeilzadeh Preterm birth Low Low Low Low Low Low
Esmaeilzadeh Shouldpr Low Low Low Low Low Low
dystocia
Neonatal
Esmacilzadeh intensive care Low Low Low Low Low Low
unit admission
Esmacilzadeh OGTT 0' Low Low Low Low Low Low
Farren GDM Low Some concerns | Low Low Some concerns | Some concerns
Farren OGTT 0O' Low Some concerns | Low Low Some concerns | Some concerns
Farren OGTT 60' Low Some concerns | Low Low Some concerns | Some concerns
Farren OGTT 120' Low Some concerns | Low Low Some concerns | Some concerns
Farren iesitfttﬁonal A8 | Low Some concerns | Low Low Some concerns | Some concerns
Farren Birth weight Low Some concerns | Low Low Some concerns | Some concerns
Farren Macrosomia Low Some concerns | Low Low Some concerns | Some concerns
Farren C-section rate Low Some concerns | Low Low Some concerns | Some concerns
pregnancy-
induced
Farren . Low Some concerns | Low Low Some concerns | Some concerns
hypertensive
disorders
Farren Preterm birth Low Some concerns | Low Low Some concerns | Some concerns
Farren Shoulder Low Some concerns | Low Low Some concerns | Some concerns

dystocia




Neonatal

Farren intensive care Low Some concerns | Low Low Some concerns | Some concerns
unit admission
Farren Neonatal . Low Some concerns | Low Low Some concerns | Some concerns
hypoglycemia
Matarelli GDM Some concerns | Low Low Low Some concerns | Some concerns
Matarelli Insulin therapy | Some concerns | Low Low Low Low Some concerns
Matarelli Neonatal . Some concerns | Low Low Low Low Some concerns
hypoglycemia
Matarelli OGTT 0 Some concerns | Low Low Low Low Some concerns
Matarelli OGTT 60' Some concerns | Low Low Low Low Some concerns
Matarelli OGTT 120 Some concerns | Low Low Low Low Some concerns
Matarelli S[esit:tional 48° | Some concerns | Low Low Low Low Some concerns
Matarelli Birth weight Some concerns | Low Low Low Low Some concerns
Santamaria GDM Some concerns | Some concerns | Some concerns | Low Some concerns | Some concerns
Santamaria OGTT 0 Some concerns | Some concerns | Some concerns | Low Some concerns | Some concerns
Santamaria OGTT 60' Some concerns | Some concerns | Some concerns | Low Some concerns | Some concerns
Santamaria OGTT 120 Some concerns | Some concerns | Some concerns | Low Some concerns | Some concerns
. Gestational age
Santamaria . Some concerns | Some concerns | Some concerns | Low Some concerns | Some concerns
at birth
Santamaria Birth weight Some concerns | Some concerns | Some concerns | Low Some concerns | Some concerns
Santamaria C-section rate Some concerns | Some concerns | Some concerns | Low Some concerns | Some concerns
Santamaria Macrosomia Some concerns | Some concerns | Some concerns | Low Some concerns | Some concerns
Santamaria Preterm birth Some concerns | Some concerns | Some concerns | Low Some concerns | Some concerns
pregnancy-
Santamaria induced ) Some concerns | Some concerns | Some concerns | Low Some concerns | Some concerns
hypertensive
disorders
Neonatal
Santamaria intensive care Some concerns | Some concerns | Some concerns | Low Some concerns | Some concerns

unit admission




Shoulder

Santamaria dystocia Some concerns | Some concerns | Some concerns | Low Some concerns | Some concerns
Santamaria Insulin therapy | Some concerns | Some concerns | Some concerns | Low Some concerns | Some concerns
. Neonatal
Santamaria . Some concerns | Some concerns | Some concerns | Low Some concerns | Some concerns
hypoglycemia
Vitale OGTT 0 Low Some concerns | Low Low Some concerns | Some concerns
Vitale OGTT 60' Low Some concerns | Low Low Some concerns | Some concerns
Vitale OGTT 120’ Low Some concerns | Low Low Some concerns | Some concerns
Vitale GDM Low Some concerns | Low Low Some concerns | Some concerns
pregnancy-
Vitale induced . Low Some concerns | Low Low Some concerns | Some concerns
hypertensive
disorders
Vitale Insulin need Low Some concerns | Low Low Some concerns | Some concerns




Table S4. GRADE: The quality of evidence in the inositol treated groups compared to placebo

Certainty assessment Ne of patients Effect
Certaint | Imp
y c

ortan
e

. Relativ | Absolut
Ne of Risk . . . . Other . .
. Study Inconsisten | Indirectne | Imprecisio . .| inosito | placeb
studie . of consideratio
design . cy Ss n 1 0
S bias ns

GDM

8 | randomise | seriou serious not serious | not serious strong 100/69 | 195/65| RR 172 | O
d trials s association 8 9 0.42 fewer | Moderat
(14.3%((29.6% | (0.26 to | per e
) ) 0.67) 1000
(from
219
fewer to
98
fewer)

Glucose 0' (assessed with: mmol/l or mg/dl)



Certainty assessment Noe of patients Effect
1 Certaint | Importan
WO Stud I Inconsisten | Indirectne | Imprecisio Qs laceb Reiv] Absolut pce
studie . y of pre consideratio P y
design . cy Ss n 0
S bias ns
698 659

8 randomise | seriou serious not serious | not serious none - MD 1)@
d trials s 0.17 O
mmol/l Low
lower
(0.26
lower to
0.09
lower)

Glucose 60' (assessed with: mmol/l or mg/dl)

7 randomise | seriou serious not serious | not serious none 671 630 - MD S131@)
d trials S 0.44 O
mmol/l Low
lower
(0.74
lower to
0.14
lower)

Glucose 120' (assessed with: mmol/l or mg/dl)




Ne of
studie

S

randomise
d trials

Study Risk
design of
bias

seriou
S

Certainty assessment

Inconsisten

¢y

serious

not serious

recisio

Indirectne | Imp
SS n

not serious

Other
consideratio

ns

none

Ne of patients Effect

Relativ | Absolut | Certaint | Importan

placeb
0
671 630

MD
0.37
mmol/l
lower
(0.69
lower to
0.06
lower)

®00

Low

Insulin therapy

6

randomise
d trials

seriou
S

not serious

not serious

serious

none

24/469
(5.1%)

48/438
(11%)

RR
0.45
(0.28 to
0.73)

60
fewer
per
1000
(from
79
fewer to
30
fewer)

®00

Low

Birthweight (assessed with: g)




Certainty assessment Noe of patients Effect

Relativ | Absolut | Certaint | Importan
Ne of Risk : : | Other P
. Study Inconsisten | Indirectne | Imprecisio . . placeb
studie . of consideratio
design . cy Ss n 0
S bias ns
561 517

6 randomise | seriou serious not serious very none - MD 1010
d trials s serious 4.83 O
lower Very
(96.88 low
lower to
87.21
higher)

Gestational age at birth

6 |randomise | seriou | very serious | not serious | not serious none 561 517 - MD 0@
d trials S 0.52 O
higher Very
(0.03 low
lower to
1.08
higher)

Macrosomia




Certainty assessment Noe of patients Effect

Relativ | Absolut | Certaint | Importan
Ne of Risk : : | Other P
. Study Inconsisten | Indirectne | Imprecisio . . placeb
studie . of consideratio
design . cy Ss n 0
S bias ns

5 randomise | seriou serious not serious very none 22/435128/450 | RR 16 1010
d trials s serious (5.1%) | (6.2%) | 0.74 fewer O
(0.28 to| per Very
1.99) 1000 low
(from
45
fewer to
62
more)

C-section rate

6 randomise | seriou | not serious | not serious very none 219/541227/50| RR 45 1010
d trials S serious 0 2 0.90 | fewer O
(40.6% | (45.2%{(0.78 to| per Very
) ) 1.03) 1000 low
(from
99
fewer to
14
more)




Certainty assessment Noe of patients Effect

Relativ | Absolut | Certaint | Importan
WO Inconsisten | Indirectne | Imprecisio Qs laceb
studie y 0 pn' consideratio P o
S ns

Neonatal hypoglycaemia

5 randomise | seriou serious not serious serious none 17/449 |1 24/413 | RR 27 1010
d trials s (3.8%) | (5.8%) | 0.53 fewer O
(0.10to| per Very
2.71) 1000 low
(from
52
fewer to
99
more)

NICU admission



Certainty assessment Noe of patients Effect
Relativ | Absolut | Certaint | Importan
Ne of Risk : : | Other P
. Study Inconsisten | Indirectne | Imprecisio . . placeb Yy ce
studie . of consideratio
design . cy Ss n 0
s bias ns

4 randomise | seriou | not serious | not serious serious none 8/414 |1 14/375| RR 15 1@
d trials s (1.9%) | 3.7%) | 0.60 fewer O
(0.24to| per Low
1.47) 1000
(from
28
fewer to
18
more)

Preterm birth

6 |randomise | seriou | not serious | not serious | not serious strong 15/540 | 36/502 | RR 42 OPDPD
d trials s association | (2.8%) | (7.2%) | 0.41 fewer High

(0.22to| per

0.75) | 1000

(from
56

fewer to
18

fewer)




Certainty assessment Noe of patients Effect

Relativ | Absolut | Certaint | Importan
WO Inconsisten | Indirectne | Imprecisio Qs laceb
studie y 0 pn' consideratio P o
S ns

Shoulder dystocia
3 randomise | seriou | not serious | not serious very none 2/291 | 4/304 RR |5 fewer | @O0
d trials S serious (0.7%) | (1.3%) | 0.59 per O
(0.12to| 1000 Very
2.82) | (from low
12
fewer to
24
more)
Pregnancy-induced hypertensive disorders
7  |randomise | seriou | not serious serious serious strong 17/650 | 46/615| RR 46 S8
d trials s association | (2.6%) | (7.5%)| 0.39 fewer O
(0.22to| per Low
0.69) | 1000
(from
58
fewer to
23
fewer)




CI: confidence interval; MD: mean difference; RR: risk ratio
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