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DATA AND ANALYSES

Comparison 1

Any supplements containing iron versus same supplements without iron or no treatment/

placebo (no iron or placebo)

Outcome or subgroup title

No. of studies

No. of participants

Statistical method

Effect size

1 Low hirthweight (less than 2500 g) (ALL)

2 Low birthweight (less than 2500 g):
SUBGROUP ANALYSIS by gestational age
at the start of supplementation

2.1 Early gestational age (supplementation
started before 20 weeks’ gestation or prior to
pregnancy)

2.2 Late gestational age (supplementation
started at 20 weeks of gestation or later)

2.3 Unspecified or mixed gestational age at
the start of supplementation

3 Low hirthweight (less than 2500 g):
SUBGROUP ANALYSIS by anaemia status
at the start of supplementation

3.1 Anaemic at start of supplementation

3.2 Non-anaemic at the start of
supplementation

3.3 Unspecified or mixed anaemia status

4 Low birthweight (less than 2500 g):
SUBGROUP ANALYSIS by dose of iron

4.1 Low daily dose of iron (30 mg or less of
elemental iron)

4.2 Medium daily dose of iron (more than
30 mg and less than 60 mg elemental iron)

4.3 Higher daily dose of iron (60 mg
elemental iron or more)

5 Low birthweight (less than 2500 g):
SUBGROUP ANALYSIS by malarial status
of setting

5.1 Malarial setting

5.2 Non-malarial setting

6 Birthweight (g) (ALL)

7 Birthweight (g): SUBGROUP ANALYSIS
by gestational age at the start of
supplementation

7.1 Early gestational age (supplementation
started before 20 weeks’ gestation or prior to
pregnancy)

7.2 Late gestational age (supplementation
started at 20 weeks of gestation or later)

7.3 Unspecified or mixed gestational age at
the start of supplementation

8 Birthweight (g): SUBGROUP ANALYSIS
by anaemia status at the start of
supplementation
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11

11

11

11

14

14
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14

8480

8480

5379

665

2436

8480

4710

3770

8480

1031

727

6722

8480

4645

3835

9385

9385

6378

681

2326

9385
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Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)
Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)
Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Mean Difference (IV,
Random, 95% CI)

Mean Difference (1V,
Random, 95% CI)

Mean Difference (1V,
Random, 95% CI)

Mean Difference (1V,
Random, 95% CI)

Mean Difference (1V,
Random, 95% CI)

Mean Difference (IV,
Random, 95% CI)

0.81[0.68, 0.97]

0.81[0.68, 0.97]

0.74[0.55, 1.00]

1.05 [0.50, 2.19]

0.87 [0.61, 1.24]

0.81[0.68, 0.97]

0.0[0.0,0.0]

0.75[0.49, 1.16]

0.82[0.72,0.94]

0.81[0.68, 0.97]

057 [0.23, 1.41]

1.21[0.57, 2.54]

0.83 [0.73, 0.94]

0.81[0.68, 0.97]

0.83[0.73,0.94]

0.70 [0.40, 1.24]

30.81 [5.94, 55.68]

30.81 [5.94, 55.68]

38.63 [3.26, 73.99]

—0.19 [-77.46, 77.08]

20.20 [-15.13, 55.53]

30.81 [5.94, 55.68]



s1duosnuBIA Joyny sispund OINd edoin3 g

s1dLIOSNUBIA JouIny sispund DN 8doin3 g

Pefia-Rosas et al.

Outcome or subgroup title

No. of studies

No. of participants

Statistical method

Effect size

8.1 Anaemic at start of supplementation

8.2 Non-anaemic at the start of
supplementation

8.3 Unspecified or mixed anaemia status

9 Birthweight (g): SUBGROUP ANALYSIS
by dose of iron

9.1 Low daily dose (30 mg or less of
elemental iron)

9.2 Medium daily dose (more than 30 mg
and less than 60 mg elemental iron)

9.3 Higher daily dose (60 mg elemental
iron or more)

10 Birthweight (g): SUBGROUP ANALYSIS
by malarial status of setting

10.1 Malarial setting
10.2 Non-malarial setting

11 Premature birth (less than 37 weeks of
gestation) (ALL)

12 Premature birth (less than 37 weeks of
gestation): SUBGROUP ANALYSIS by
gestational age at the start of supplementation

12.1 Early gestational age (supplementation
started before 20 weeks’ gestation or prior to
pregnancy)

12.2 Late gestational age (supplementation
started at 20 weeks of gestation or later)

12.3 Unspecified or mixed ‘gestational age
at the start of supplementation

13 Premature birth (less than 37 weeks of
gestation): SUBGROUP ANALYSIS by
anaemia status at the start of supplementation

13.1 Anaemic at start of supplementation

13.2 Non-anaemic at the start of
supplementation

13.3 Unspecified/ mixed anaemia status
14 Premature birth (less than 37 weeks of
gestation): SUBGROUP ANALYSIS by dose
of iron

14.1 Low daily dose (30 mg or less of
elemental iron)

14.2 Medium daily dose (more than 30 mg
and less than 60 mg elemental iron)

14.3 Higher daily dose (60 mg elemental
iron or more)

15 Premature birth (less 37 weeks of
gestation): SUBGROUP ANALYSIS by
malarial status of setting

15.1 Malarial setting
15.2 Non-malarial setting

16 Neonatal death (within 28 days after
delivery) (ALL)

17 Neonatal death (within 28 days after
delivery): SUBGROUP ANALYSIS by
gestational age at the start of supplementation

17.1 Early gestational age (supplementation
started before 20 weeks’ gestation or prior to
pregnancy)

0
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14
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13
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13

13
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5426

3959

9385

1902

727

6756

9385

5443

3942

10148

10148

7345
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2326

10148

5699

4449

10148

1817

727

7604

10148

6406

3742

7465

7465

4970
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Mean Difference (1V,
Random, 95% CI)

Mean Difference (1V,
Random, 95% CI)

Mean Difference (1V,
Random, 95% CI)

Mean Difference (1V,
Random, 95% CI)

Mean Difference (1V,
Random, 95% CI)

Mean Difference (1V,
Random, 95% CI)

Mean Difference (1V,
Random, 95% CI)

Mean Difference (1V,
Random, 95% CI)

Mean Difference (1V,
Random, 95% CI)

Mean Difference (1V,
Random, 95% CI)

Risk Ratio (M-H, Random,

95% CI)

Risk Ratio (M-H, Random,

95% Cl)

Risk Ratio (M-H, Random,

95% Cl)

Risk Ratio (M-H, Random,

95% Cl)

Risk Ratio (M-H, Random,

95% Cl)

Risk Ratio (M-H, Random,

95% CI)

Risk Ratio (M-H, Random,

95% CI)

Risk Ratio (M-H, Random,

95% Cl)

Risk Ratio (M-H, Random,

95% Cl)

Risk Ratio (M-H, Random,

95% CI)

Risk Ratio (M-H, Random,

95% CI)

Risk Ratio (M-H, Random,

95% Cl)

Risk Ratio (M-H, Random,

95% Cl)

Risk Ratio (M-H, Random,

95% CI)

Risk Ratio (M-H, Random,

95% CI)

Risk Ratio (M-H, Random,

95% Cl)

Risk Ratio (M-H, Random,

95% Cl)

Risk Ratio (M-H, Random,

95% CI)

Risk Ratio (M-H, Random,

95% CI)

0.0[0.0,0.0]

31.13 [-8.90, 71.15]

33.02 [3.65, 62.38]

30.63 [7.05, 54.22]

52.87 [-11.51, 117.26]

10.0 [-51.92, 71.92]

27.56 [2.59, 52.54]

30.81 [5.94, 55.68]

33.48 [10.58, 56.37]

25.96 [-42.06, 93.97]

0.88[0.77, 1.01]

0.88[0.77, 1.01]

0.93 [0.80, 1.08]

058 [0.29, 1.13]

0.79[0.57, 1.09]

0.88[0.77, 1.01]

0.0[0.0,0.0]

0.74[0.59, 0.94]

0.96 [0.81, 1.14]

0.88[0.77, 1.01]

0.70 [0.50, 0.98]

1.26 [0.62, 2.56]

0.91 [0.78, 1.06]

0.88[0.77, 1.01]

0.95[0.82, 1.11]

0.69 [0.52, 0.91]

0.90 [0.68, 1.19]

0.90 [0.68, 1.19]

1.01 [0.67, 1.53]
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Outcome or subgroup title No. of studies  No. of participants  Statistical method Effect size
17.2 Late gestational age (supplementation 0 0 Risk Ratio (M-H, Random, 0.0[0.0, 0.0]
started at 20 weeks of gestation or later) 95% CI)
17.3 Unspecified or mixed gestational age 1 2495 Risk Ratio (M-H, Random, 0.81[0.56, 1.19]
at the start of supplementation 95% CI)
18 Neonatal death (within 28 days after 4 7465 Risk Ratio (M-H, Random, 0.90 [0.68, 1.19]
delivery): SUBGROUP ANALYSIS by 95% ClI)
anaemia status at the start of supplementation
18.1 Anaemic at start of supplementation 0 0 Risk Ratio (M-H, Random, 0.0[0.0, 0.0]
95% Cl)
18.2 Non-anaemic at the start of 2 3421 Risk Ratio (M-H, Random, 0.94[0.37, 2.39]
supplementation 95% CI)
18.3 Unspecified or mixed anaemia status 2 4044 Risk Ratio (M-H, Random, 0.88 [0.65, 1.19]
95% CI)
19 Neonatal death (within 28 days after 4 7465 Risk Ratio (M-H, Random, 0.90 [0.68, 1.19]
delivery): SUBGROUP ANALYSIS by dose 95% ClI)
of iron
19.1 Low daily dose (30 mg or less of 0 0 Risk Ratio (M-H, Random, 0.0[0.0, 0.0]
elemental iron) 95% ClI)
19.2 Medium daily dose (more than 30 mg 1 727 Risk Ratio (M-H, Random, 0.48[0.12, 1.91]
and less than 60 mg elemental iron) 95% CI)
19.3 Higher daily dose (60 mg elemental 3 6738 Risk Ratio (M-H, Random, 0.92 [0.69, 1.23]
iron or more) 95% CI)
20 Neonatal death (within 28 days after 4 7465 Risk Ratio (M-H, Random, 0.90 [0.68, 1.19]
delivery): SUBGROUP ANALYSIS by 95% Cl)
malarial status of setting
20.1 Malarial setting 3 4771 Risk Ratio (M-H, Random, 0.85[0.63, 1.15]
95% ClI)
20.2 Non-malarial setting 1 2694 Risk Ratio (M-H, Random, 1.32[0.58, 3.00]
95% Cl)
21 Congenital anomalies (ALL) 3 2702 Risk Ratio (M-H, Random, 0.86 [0.55, 1.35]
95% CI)
22 Congenital anomalies: SUBGROUP 3 2702 Risk Ratio (M-H, Random, 0.86 [0.55, 1.35]
ANALYSIS by gestational age at the start of 95% ClI)
supplementation)
22.1 Early gestational age (supplementation 3 2702 Risk Ratio (M-H, Random, 0.86 [0.55, 1.35]
started before 20 weeks’ gestation or prior to 95% ClI)
pregnancy)
22.2 Late gestational age (supplementation 0 0 Risk Ratio (M-H, Random, 0.0[0.0, 0.0]
started at 20 weeks of gestation or later) 95% ClI)
22.3 Unspecified or mixed gestational age 0 0 Risk Ratio (M-H, Random, 0.0[0.0, 0.0]
at the start of supplementation 95% CI)
23 Congenital anomalies: SUBGROUP 3 2702 Risk Ratio (M-H, Random, 0.86 [0.55, 1.35]
ANALYSIS by anaemia status at the start of 95% CI)
supplementation
23.1 Anaemic at start of supplementation 0 0 Risk Ratio (M-H, Random, 0.0 [0.0, 0.0]
95% CI)
23.2 Non-anaemic at the start of 1 300 Risk Ratio (M-H, Random, 0.0[0.0, 0.0]
supplementation 95% ClI)
23.3 Unspecified or mixed anaemia status 2 2402 Risk Ratio (M-H, Random, 0.86 [0.55, 1.35]
95% Cl)
24 Congenital anomalies: SUBGROUP 3 2702 Risk Ratio (M-H, Random, 0.86 [0.55, 1.35]
ANALYSIS by dose of iron 95% CI)
24.1 Low daily dose (30 mg or less of 0 0 Risk Ratio (M-H, Random, 0.0[0.0, 0.0]
elemental iron) 95% ClI)
24.2 Medium daily dose (more than 30 mg 0 0 Risk Ratio (M-H, Random, 0.0[0.0, 0.0]
and less than 60 mg elemental iron) 95% CI)
24.3 Higher daily dose (60 mg elemental 3 2702 Risk Ratio (M-H, Random, 0.86 [0.55, 1.35]
iron or more) 95% CI)
25 Congenital anomalies: SUBGROUP 3 2699 Risk Ratio (M-H, Random, 0.87 [0.60, 1.26]
ANALYSIS by malarial status of setting 95% ClI)
25.1 Malarial setting 3 2699 Risk Ratio (M-H, Random, 0.87 [0.60, 1.26]
95% ClI)
25.2 Non-malarial setting 0 0 Risk Ratio (M-H, Random, 0.0 [0.0, 0.0]
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95% CI)



s1duosnuBIA Joyny sispund OINd edoin3 g

s1dLIOSNUBIA JouIny sispund DN 8doin3 g

Pefia-Rosas et al.

Outcome or subgroup title

No. of studies

No. of participants

Statistical method

Effect size

26 Maternal anaemia at term (Hb less than
110 g/L at 37 weeks’ gestation or more)
(ALL)

27 Maternal anaemia at term (Hb less than
110 g/L at 37 weeks’ gestation or more):
SUBGROUP ANALYSIS by gestational age
at the start of supplementation):

27.1 Early gestational age (supplementation
started before 20 weeks’ gestation o prior to
pregnancy)

27.2 Late gestational age (supplementation
started at 20 weeks of gestation or later)

27.3 Unspecified or mixed gestational age

28 Maternal anaemia at term (Hb less than
110 g/L at 37 weeks’ gestation or more):
SUBGROUP ANALYSIS by anaemia status
at the start of supplementation)

28.1 Anaemic at start of supplementation

28.2 Non-anaemic at the start of
supplementation

28.3 Unspecified or mixed anaemia status

29 Maternal anaemia at term (Hb less than
110 g/L at 37 weeks’ gestation or more):
SUBGROUP ANALYSIS by dose of iron)

29.1 Low daily dose (30 mg or less of
elemental iron)

29.2 Medium daily dose (more than 30 mg
and less than 60 mg elemental iron)

29.3 Higher daily dose (60 mg elemental
iron or more)

30 Maternal anaemia at term (Hb less than
110 g/L at 37 weeks’ gestation or more):
SUBGROUP ANALYSIS by malarial status
of setting)

30.1 Malarial setting
30.2 Non-malarial setting

31 Maternal iron deficiency at term (as
defined by as defined by trialists, based on
any indicator of iron status at 37 weeks’s
gestation or more) (ALL)

32 Maternal iron deficiency at term (as
defined by as defined by trialists, based on
any indicator of iron status at 37 weeks’
gestation or more): SUBGROUP ANALYSIS
by gestational age at the start of
supplementation

32.1 Early gestational age (supplementation
started before 20 weeks’ gestation or prior to
pregnancy)

32.2 Late gestational age (supplementation
started at 20 weeks of gestation or later)

32.3 Unspecified or mixed gestational age

33 Maternal iron deficiency at term (as
defined by as defined by trialists, based on
any indicator of iron status at 37 weeks’
gestation or more): SUBGROUP ANALYSIS
by anaemia status at the start of
supplementation

33.1 Anaemic at start of supplementation

33.2 Non-anaemic at the start of
supplementation

14

14

14

14

10

14

11

2199

2199

749

1178

272

2199

1295

904

2199

590

69

1540

2199

530

1669

1256

1256

653

603

1256

1092
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Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)
Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

0.30 [0.19, 0.46]

0.30 [0.19, 0.46]

0.28[0.12, 0.70]

0.36 [0.22, 0.61]

0.08 [0.01, 0.59]

0.30[0.19, 0.46)

0.0[0.0,0.0]

0.32[0.16, 0.64]

0.24[0.12, 0.49]

0.30 [0.19, 0.46]

0.49 [0.24, 1.03]

0.21[0.06, 0.73]

0.25 [0.14, 0.45)

0.30 [0.19, 0.46]

0.61[0.45, 0.82)

0.18 [0.10, 0.34]

0.43[0.27, 0.66)

0.43[0.27, 0.66]

0.45[0.22, 0.93]

0.36 [0.18, 0.72]

0.0[0.0,0.0]

0.43[0.27, 0.66]

0.0[0.0,0.0]

0.56 [0.39, 0.82]
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Outcome or subgroup title

No. of studies

No. of participants

Statistical method

Effect size

33.3 Unspecified/ mixed anaemia status

34 Maternal iron deficiency at term (as
defined by as defined by trialists, based on
any indicator of iron status at 37 weeks’
gestation or more): SUBGROUP ANALYSIS
by dos of iron

34.1 Low daily dose (30 mg or less of
elemental iron)

34.2 Medium daily dose (more than 30 mg
and less than 60 mg elemental iron)

34.3 Higher daily dose (60 mg elemental
iron or more)

35 Maternal iron deficiency at term (as
defined by trialists, based on any indicator of
iron status at 37 weeks’ gestation or more):
SUBGROUP ANALYSIS by malarial status
of setting

35.1 Malarial setting
35.2 Non-malarial setting

36 Maternal iron-deficiency anaemia at term
(Hb less than 110 g/L and at least one
additional laboratory indicators at 37 weeks’
gestation or more) (ALL)

37 Maternal iron-deficiency anaemia at term
(Hb less than 110 g/L and at least one
additional laboratory indicators at 37 weeks’
gestation): SUBGROUP ANALYSIS by
gestational age at the start of supplementation

37.1 Early gestational age (supplementation
started before 20 weeks’ gestation or prior to
pregnancy)

37.2 Late gestational age (supplementation
started at 20 weeks of gestation or later)

37.3 Unspecified or mixed gestational age

38 Maternal iron-deficiency anaemia at term
(Hb less than 110 g/L and at least one
additional laboratory indicators at 37 weeks’
gestation or more): SUBGROUP ANALYSIS
by anaemia status at the start of
supplementation

38.1 Anaemic at start of supplementation

38.2 Non-anaemic at the start of
supplementation

38.3 Unspecified or mixed anaemia status

39 Maternal iron-deficiency anaemia at term
(Hb less than 110 g/L and at least one
additional laboratory indicators at 37 weeks’
gestation or more): SUBGROUP ANALYSIS
by dose of iron

39.1 Low daily dose (30 mg or less of
elemental iron)

39.2 Medium daily dose (more than 30 mg
and less than 60 mg elemental iron)

39.3 Higher daily dose (60 mg elemental
iron or more)

40 Maternal iron-deficiency anaemia at term
(Hb less than 110 g/L and at least one
additional laboratory indicators at 37 weeks’
gestation or more): SUBGROUP ANALYSIS
by malarial status of setting

40.1 Malarial setting

40.2 Non-malarial setting

2

164

1256

703

241

312

1256

192

1064

1088

1088

660

428

1088

968

120

1088

579

241

268

1088

148

940
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Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

0.14 [0.07, 0.29]

0.43[0.27, 0.66)

0.52[0.34, 0.78]

0.92[0.73, 1.17]

0.21[0.10, 0.41]

0.43[0.27, 0.66]

0.28 [0.15, 0.53]

0.49 [0.30, 0.78]

0.33[0.16, 0.69]

0.33[0.16, 0.69]

0.39[0.13, 1.11]

0.25[0.11, 0.58]

0.0[0.0,0.0]

0.33[0.16, 0.69]

0.0[0.0,0.0]

0.39[0.20, 0.74]

0.04 [0.00, 0.72]

0.33[0.16, 0.69]

0.38[0.13, 1.11]

0.34 [0.16, 0.70]

0.04 [0.00, 0.72)

0.33[0.16, 0.69]

0.0[0.0,0.0]

0.33[0.16, 0.69]
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Outcome or subgroup title No. of studies  No. of participants  Statistical method Effect size
41 Maternal death (death while pregnant or 1 47 Risk Ratio (M-H, Random, 0.0[0.0, 0.0]
within 42 days of termination of pregnancy) 95% CI)
(ALL)
42 Side effects (any reported throughout the 11 4418 Risk Ratio (M-H, Random, 2.36 [0.96, 5.82]
intervention period) (ALL) 95% CI)
43 Side effects (any reported throughout the 11 4418 Risk Ratio (M-H, Random, 2.43[1.05, 5.63]
intervention period): SUBGROUP 95% CI)
ANALYSIS by gestational age at the start of
supplementation:
43.1 Early gestational age (supplementation 5 3181 Risk Ratio (M-H, Random, 2.4410.34, 17.39]
started before 20 weeks’ gestation or prior to 95% CI)
pregnancy)
43.2 Late gestational age (supplementation 5 1032 Risk Ratio (M-H, Random, 1.43[0.89, 2.29]
started at 20 weeks of gestation or later) 95% CI)
43.3 Unspecified or mixed gestational age 1 205 Risk Ratio (M-H, Random, 62.79 [3.89, 1013.31]
95% CI)
44 Side effects (any reported throughout the 11 4418 Risk Ratio (M-H, Random, 2.43[1.05, 5.63]
intervention period): SUBGROUP 95% ClI)
ANALYSIS by anaemia status at the start of
supplementation
44.1 Anaemic at start of supplementation 0 0 Risk Ratio (M-H, Random, 0.0 [0.0, 0.0]
95% CI)
44.2 Non-anaemic at the start of 7 3643 Risk Ratio (M-H, Random, 1.87[0.64, 5.45]
supplementation 95% ClI)
44.3 Unspecified or mixed anaemia status 4 775 Risk Ratio (M-H, Random, 5.16 [0.78, 34.29]
95% Cl)
45 Side effects (any reported throughout the 11 4418 Risk Ratio (M-H, Random, 2.36 [1.06, 5.24]
intervention period): SUBGROUP 95% CI)
ANALYSIS by dose of iron
45.1 Low daily dose (30 mg or less of 5 973 Risk Ratio (M-H, Random, 1.01[0.84,1.21]
elemental iron) 95% CI)
45.2 Medium daily dose (more than 30 mg 2 225 Risk Ratio (M-H, Random, 2.00 [0.66, 6.02]
and less than 60 mg elemental iron) 95% ClI)
45.3 Higher daily dose (60 mg elemental 6 3220 Risk Ratio (M-H, Random, 6.52 [1.13, 37.69]
iron or more) 95% CI)
46 Side effects (any reported throughout the 11 4418 Risk Ratio (M-H, Random, 2.43[1.05, 5.63]
intervention period): SUBGROUP 95% CI)
ANALYSIS by malarial status of setting
46.1 Malarial setting 1 205 Risk Ratio (M-H, Random, 62.79 [3.89, 1013.31]
95% CI)
46.2 Non-malarial setting 10 4213 Risk Ratio (M-H, Random, 2.02[0.88, 4.65]
95% ClI)
47 Maternal severe anaemia at any time 9 2125 Risk Ratio (M-H, Random, 0.22[0.01, 3.20]
during second and third trimester (Hb less 95% CI)
than 70 g/L) (ALL)
48 Maternal severe anaemia at any time 9 2125 Risk Ratio (M-H, Random, 0.22[0.01, 3.20]
during second and third trimester (Hb less 95% CI)
than 70 g/L): SUBGROUP ANALYSIS by
gestational age at the start of supplementation
48.1 Early gestational age (supplementation 5 1417 Risk Ratio (M-H, Random, 0.06 [0.01, 0.47]
started before 20 weeks’ gestation o prior to 95% ClI)
pregnancy)
48.2 Late gestational age (supplementation 3 559 Risk Ratio (M-H, Random, 0.48 [0.00, 46.15]
started at 20 weeks of gestation or later) 95% ClI)
48.3 Unspecified or mixed gestational age 1 149 Risk Ratio (M-H, Random, 0.0[0.0, 0.0]
95% ClI)
49 Maternal severe anaemia at any time 9 2125 Risk Ratio (M-H, Random, 0.22[0.01, 3.20]
during second and third trimester (Hb less 95% CI)
than 70 g/L): SUBGROUP ANALYSIS by
anaemia status at the start of supplementation
49.1 Anaemic at start of supplementation 0 0 Risk Ratio (M-H, Random, 0.0[0.0, 0.0]
95% Cl)
49.2 Non-anaemic at the start of 5 1394 Risk Ratio (M-H, Random, 4.98 [0.24,103.01]
supplementation 95% CI)
49.3 Unspecified or mixed anaemia status 4 731 Risk Ratio (M-H, Random, 0.06 [0.01, 0.30]
95% ClI)
50 Maternal severe anaemia at any time 9 2125 Risk Ratio (M-H, Random, 0.22[0.01, 3.20]

during second and third trimester (Hb less

Cochrane Database Syst Rev. Author manuscript.
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Outcome or subgroup title

No. of studies

No. of participants

Statistical method

Effect size

than 70 g/L): SUBGROUP ANALYSIS by
dose of iron

50.1 Low daily dose (30 mg or less of
elemental iron)

50.2 Medium daily dose (more than 30 mg
and less than 60 mg elemental iron)

50.3 Higher daily dose (60 mg elemental
iron or more)

51 Maternal severe anaemia at any time
during second and third trimester (Hb less
than 70 g/L): SUBGROUP ANALYSIS by
malarial status of setting

51.1 Malarial setting

51.2 Non-malarial setting

52 Maternal clinical malaria

53 Infection during pregnancy (including
urinary tract infections) (ALL)

54 Infection during pregnancy (including
urinary tract infections): SUBGROUP
ANALYSIS by gestational age at the start of
supplementation

54.1 Early gestational age (supplementation
started before 20 weeks’ gestation or prior to
pregnancy)

54.2 Late gestational age (supplementation
started at 20 weeks of gestation or later)

54.3 Unspecified or mixed gestational age
55 Infection during pregnancy (including
urinary tract infections): SUBGROUP
ANALYSIS by anaemia status at the start of
supplementation

55.1 Anaemic at start of supplementation

55.2 Non-anaemic at the start of
supplementation

55.3 Unspecified or mixed anaemia status
56 Infection during pregnancy (including
urinary tract infections): SUBGROUP
ANALYSIS by dose of iron

56.1 Low daily dose (30 mg or less of
elemental iron)

56.2 Medium daily dose (more than 30 mg
and less than 60 mg elemental iron)

56.3 Higher daily dose (60 mg elemental
iron or more)

57 Infection during pregnancy (including
urinary tract infections): SUBGROUP
ANALYSIS by malarial status of setting

57.1 Malarial setting
57.2 Non-malarial setting
58 Very low birthweight (less than 1500 g)

(ALL)

59 Very premature birth (less than 34 weeks’
gestation) (ALL)

60 Infant Hb concentration within the first 6
months (in g/L counting the last reported
measure after birth within this period) (ALL)

61 Infant serum ferritin concentration within
first 6 months (in xg/L counting the last

654

727

744

2125

1102

1023

3421

3421

3421

3421

3421

3421

727

2694

3421

727

2694

2687

3743

533

197

Cochrane Database Syst Rev. Author manuscript.

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)
Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)
Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Mean Difference (IV,
Random, 95% CI)

Mean Difference (IV,
Random, 95% CI)

4.980.24, 103.01]

0.0[0.0,0.0]

0.06 [0.01, 0.30]

0.220.01, 3.20]

0.06 [0.01, 0.30]

4.980.24, 103.01]

0.0[0.0,0.0]

1.16 [0.83, 1.63]

1.16 [0.83, 1.63]

1.16 [0.83, 1.63]

0.0[0.0,0.0]

0.0[0.0,0.0]

1.16 [0.83, 1.63]

0.0[0.0,0.0]

1.16 [0.83, 1.63]

0.0[0.0,0.0]

1.16 [0.83, 1.63]

0.0[0.0,0.0]

1.21[0.33, 4.46]

1.16 [0.82, 1.65]

1.16 [0.83, 1.63]

1.21[0.33, 4.46)

1.16 [0.82, 1.65]

0.73[0.31, 1.74]

0.51[0.29, 0.91]

~1.25 [-8.10, 5.59]

11.0[4.37,17.63]
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Outcome or subgroup title

No. of studies

No. of participants

Statistical method

Effect size

reported measure after birth within this
period) (ALL)

62 Admission to special care unit (ALL)

63 Maternal anaemia at or near term (Hb less
than 110 g/L at 34 weeks’ gestation or more)
(ALL)

64 Maternal iron deficiency at or near term
(as defined by as defined by trialists, based on
any indicator of iron status at 34 weeks’s
gestation or more)) (ALL)

65 Maternal iron-deficiency anaemia at or
near term (Hb less than 110 g/L and at least
one additional laboratory indicators at 34
weeks’ gestation or more) (ALL)

66 Maternal Hb concentration at or near term
(in g/L, at 34 weeks’ gestation or more)
(ALL)

67 Maternal Hb concentration within 6 wk
postpartum (in g/L) (ALL)

68 Maternal high haemoglobin concentrations
during second or third trimester (Hb more
than 130 g/L) (ALL)

69 Maternal high haemoglobin concentrations

at or near term (Hb more than 130 g/L at 34
weeks’ gestation or more) (ALL)

70 Maternal severe anaemia at or near term
(Hb less than 70 g/L at 34 weeks’ gestation or
more) (ALL)

71 Severe anaemia at postpartum (Hb less
than 80 g/L) (ALL)

72 Moderate anaemia at postpartum (Hb more
than 80 g/L and less than 110 g/L) (ALL)
73 Puerperal infection (ALL)

74 Antepartum haemorrhage (ALL)

75 Postpartum haemorrhage (ALL)

76 Transfusion provided (ALL)

77 Diarrhoea (ALL)

78 Constipation (ALL)

79 Nausea (ALL)

80 Heartburn (ALL)

81 Vomiting (ALL)

82 Maternal wellbeing/satisfaction (ALL)
83 Placental abruption (ALL)

84 Premature rupture of membranes (ALL)

85 Pre-eclampsia (ALL)

15

19

10

2805

4893

1256

1088

3704

956

4882

4850

1819

1339

766

4374

1157

1488

3453

1088

1495

1377

1323

1392

2604

2951

1509

1704

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Mean Difference (1V,
Random, 95% CI)

Mean Difference (1V,
Random, 95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

0.95[0.73, 1.23]

0.30 [0.19, 0.45]

0.43 [0.27, 0.66]

0.33[0.16, 0.69]

8.88 [6.96, 10.80]

7.61[5.50,9.72]

2.26 [1.40, 3.66]

3.08[1.28, 7.41]

0.47[0.01, 44.11]

0.04[0.01, 0.28]

055 [0.12, 2.51]

0.68 [0.50, 0.92]

1.48[0.51, 4.31]

0.93 [0.59, 1.49]

0.61 [0.38, 0.96]

0.55 [0.32, 0.93]

0.95 [0.62, 1.43]

1.21[0.72, 2.03]

1.19 [0.86, 1.66]

0.88 [0.59, 1.30]

1.00 [0.91, 1.09]

1.41[0.56, 3.59]

0.95[0.72, 1.24]

1.63 [0.87, 3.07]

Cochrane Database Syst Rev. Author manuscript.



syduiosnuelA Joyiny sispun4 JINd adoin3 ¢

syduosnuelA Joyiny sispund DA @doing ¢

Pefia-Rosas et al.

Comparison 2

Any supplements containing iron and folic acid versus same supplements without iron nor
folic acid (no iron nor folic acid or placebo)

Outcome or subgroup title

No. of studies  No. of participants

Statistical method

Effect size

1 Low birthweight (less than 2500 g) (ALL)
2 Birthweight (ALL)

3 Premature birth (less than 37 weeks of
gestation) (ALL)

4 Premature birth (less than 37 weeks of
gestation): SUBGROUP ANALYSIS by
gestation at the start of supplementation

4.1 Early gestational age (less than 20 weeks
of gestation or pre-pregnancy) at start of
supplementation

4.2 Late gestational age (supplementation
started at 20 weeks of gestation or later)

4.3 Unspecified or mixed gestational age at
start of supplementation

5 Premature birth (less than 37 weeks of

gestation): SUBGROUP ANALYSIS by

anaemia status at the start of supplementation
5.1 Anaemic at start of supplementation
5.2 Non-anaemic at the start of

supplementation

5.3 Unspecified or mixed anaemic status at
start of supplementation

6 Premature birth (less than 37 weeks of
gestation): SUBGROUP ANALYSIS by dose of
iron

6.1 Low daily dose (30 mg elemental iron or
less)

6.2 Medium daily dose (31 to 59 mg
elemental iron)

6.3 Higher daily dose (60 mg elemental iron
and above)

7 Premature birth (less than 37 weeks of
gestation): SUBGROUP ANALYSIS by
malarial status of settings

7.1 Malarial setting

7.2 Non-malarial setting
8 Neonatal death (within 28 days after delivery)
(ALL)

9 Neonatal death (within 28 days after delivery):
SUBGROUP ANALYSIS by gestation at the
start of supplementation

9.1 Early gestational age (less than 20 weeks
of gestation or pre-pregnancy) at start of
supplementation

9.2 Late gestational age (20 weeks or more of
gestation) at start of supplementation

9.3 Unspecified or mixed gestational age at
start of supplementation

10 Neonatal death (within 28 days after
delivery): SUBGROUP ANALYSIS by anaemia
status at the start of supplementation

10.1 Anaemic at start of supplementation

10.2 Non-anaemic at start of supplementation

2 1311
2 1365
3 1497
3

2 1366
0 0
1 44
3

0 0
0 0
3 1497
3 1497
1 131
0 0
2 1366
3 1497
2 1449
1 48
3 1793
3 1793
3 1793
0 0
0 0
3 1793
0 0
1 97

Cochrane Database Syst Rev. Author manuscript.

Risk Ratio (M-H, Random,
95% ClI)

Mean Difference (IV,
Random, 95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)
Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)
Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)
Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% CI)
Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

1.07 [0.31, 3.74]

57.73 [7.66, 107.79)

1.55 [0.40, 6.00]

Subtotals only

1.55 [0.40, 6.00]

0.0 [0.0,0.0]

0.0[0.0,0.0]

Subtotals only

0.0[0.0,0.0]

0.0 [0.0,0.0]

1.55 [0.40, 6.00]

1.55 [0.40, 6.00]

0.0[0.0,0.0]

0.0[0.0,0.0]

1.55 [0.40, 6.00]

1.55 [0.40, 6.00]

1.13[0.92, 1.39]

7.00 [0.38, 128.61]

0.81[0.51, 1.30]

0.81[0.51, 1.30]

0.81[0.51, 1.30]

0.0[0.0,0.0]

0.0[0.0,0.0]

0.81[0.51, 1.30]

0.0[0.0,0.0]

2.5[0.10, 59.88]
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Outcome or subgroup title

No. of studies  No. of participants

Statistical method

Effect size

10.3 Unspecified or mixed anaemic status at
start of supplementation

11 Neonatal death (within 28 days after
delivery): SUBGROUP ANALYSIS by dose of
iron

11.1 Low daily dose (30 mg elemental iron or
less)

11.2 Medium daily dose (31 to 59 mg
elemental iron)

11.3 Higher daily dose (60 mg elemental iron
and above)

12 Neonatal death (within 28 days after
delivery): SUBGROUP ANALYSIS by malarial
status at the start of supplementation

12.1 Malarial setting

12.2 Non-malarial setting

13 Congenital anomalies (ALL)

14 Maternal anaemia at term (Hb less than 110
g/L at 37 weeks’ gestation or more) (ALL)

15 Maternal anaemia at term (Hb less than 110
g/L at 37 weeks’ gestation or more):
SUBGROUP ANALYSIS by gestation at the
start of supplementation

15.1 Early gestational age (less than 20 weeks
of gestation or pre-pregnancy) at start of
supplementation

15.2 Late gestational age (20 weeks or more
of gestation) at start of supplementation

15.3 Unspecified or mixed gestational age at
start of supplementation

16 Maternal anaemia at term (Hb less than 110
g/L at 37 weeks’ gestation or more):
SUBGROUP ANALYSIS by anaemia status at
the start of supplementation

16.1 Anaemic at start of supplementation

16.2 Non-anaemic at start of supplementation

16.3 Unspecified or mixed anaemic status at
start of supplementation

17 Maternal anaemia at term (Hb less than 110
g/L at 37 weeks’ gestation or more):
SUBGROUP ANALYSIS by dose of iron

17.1 Low daily dose (30 mg elemental iron or
less)

17.2 Medium daily dose (31 to 59 mg
elemental iron)

17.3 Higher daily dose (60 mg elemental iron
and above)

18 Maternal anaemia at term (Hb less than 110
g/L at 37 weeks’ gestation or more):
SUBGROUP ANALYSIS by malarial status of
setting

18.1 Malarial setting

18.2 Non-malarial setting

19 Maternal iron deficiency at term (as defined
by trialists, based on any indicator of iron status
at 37 weeks’ gestation or more) (ALL)

20 Maternal iron deficiency anaemia at term
(Hb less than 110 g/L and at least one additional
laboratory indicators at 37 weeks’ gestation or
more) (ALL)

2 1696
3 1793
0 0
0 0
3 1793
3 1793
1 1648
2 145
1 1652
3 346
3 346
1 97
1 66
1 183
3 346
0 0
2 280
1 66
3 346
0 0
0 0
3 346
3 346
1 66
2 280
1 131
1 131
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Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% CI)
Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% CI)
Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)
Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% ClI)

0.79 [0.49, 1.27]

0.81[0.51, 1.30]

0.0[0.0,0.0]

0.0[0.0,0.0]

0.81[0.51, 1.30]

0.81[0.51, 1.30]

0.79[0.49, 1.27)

2.5[0.10, 59.88]

0.70 [0.35, 1.40]

0.34[0.21,0.54]

0.34[0.21,0.54]

0.0[0.0,0.0]

0.37[0.22,0.62]

0.24[0.09, 0.68]

0.340.21, 0.54]

0.0[0.0,0.0]

0.24[0.09, 0.68]

0.37[0.22,0.62)

0.34[0.21,0.54]

0.0[0.0,0.0]

0.0 [0.0,0.0]

0.34[0.21,0.54]

0.34[0.21,0.54]

0.37[0.22,0.62)

0.24 [0.09, 0.68]

0.24 [0.06, 0.99]

0.43[0.17, 1.09]
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Outcome or subgroup title No. of studies  No. of participants  Statistical method Effect size
21 Maternal death (death while pregnant or 1 131 Risk Ratio (M-H, Random, 0.0 [0.0, 0.0]
within 42 days of termination of pregnancy) 95% CI)
(ALL)
22 Side effects (any reported throughout the 1 456 Risk Ratio (M-H, Random, 44.32 [2.77, 709.09]
intervention period) (ALL) 95% CI)
23 Maternal severe anaemia at any time during 4 506 Risk Ratio (M-H, Random, 0.12 [0.02, 0.63]
second and third trimester (Hb less than 70 g/L) 95% CI)
(ALL)
24 Maternal severe anaemia at any time during 4 506 Risk Ratio (M-H, Random, 0.12[0.02, 0.63]
second and third trimester (Hb less than 70 g/L): 95% CI)
SUBGROUP ANALYSIS by gestation at the
start of supplementation
24.1 Early gestational age (less than 20 weeks 3 456 Risk Ratio (M-H, Random, 0.11[0.01, 0.83]
of gestation or pre-pregnancy) at start of 95% CI)
supplementation
24.2 Late gestational age (20 weeks or more 1 50 Risk Ratio (M-H, Random, 0.14 [0.01, 2.63]
of gestation) at start of supplementation 95% CI)
24.3 Unspecified or mixed gestational age at 0 0 Risk Ratio (M-H, Random, 0.0 [0.0, 0.0]
start of supplementation 95% CI)
25 Maternal severe anaemia at any time during 4 506 Risk Ratio (M-H, Random, 0.12 [0.02, 0.63]
second and third trimester (Hb less than 70 g/L): 95% ClI)
SUBGROUP ANALYSIS by anaemia status at
the start of supplementation
25.1 Anaemic at start of supplementation 0 0 Risk Ratio (M-H, Random, 0.0 [0.0,0.0]
95% CI)
25.2 Non-anaemic at start of supplementation 1 97 Risk Ratio (M-H, Random, 0.0 [0.0, 0.0]
95% CI)
25.3 Unspecified or mixed anaemic status at 3 409 Risk Ratio (M-H, Random, 0.12 [0.02, 0.63]
start of supplementation 95% CI)
26 Maternal severe anaemia at any time during 4 506 Risk Ratio (M-H, Random, 0.12[0.02, 0.63]
second and third trimester (Hb less than 70 g/L): 95% CI)
SUBGROUP ANALYSIS by dose of iron
26.1 Low daily dose (30 mg elemental iron or 1 44 Risk Ratio (M-H, Random, 0.0 [0.0,0.0]
less) 95% CI)
26.2 Medium daily dose (31 to 59 mg 0 0 Risk Ratio (M-H, Random, 0.0 [0.0, 0.0]
elemental iron) 95% ClI)
26.3 Higher daily dose (60 mg elemental iron 3 462 Risk Ratio (M-H, Random, 0.12 [0.02, 0.63]
and above) 95% CI)
27 Maternal severe anaemia at any time during 4 506 Risk Ratio (M-H, Random, 0.12 [0.02, 0.63]
second and third trimester (Hb less than 70 g/L): 95% CI)
SUBGROUP ANALYSIS by malarial status of
setting
27.1 Malarial setting 3 409 Risk Ratio (M-H, Random, 0.12 [0.02, 0.63]
95% ClI)
27.2 Non-malarial setting 1 97 Risk Ratio (M-H, Random, 0.0 [0.0, 0.0]
95% CI)
28 Maternal clinical malaria 0 0 Risk Ratio (M-H, Random, 0.0 [0.0, 0.0]
95% CI)
29 Infection during pregnancy (including 1 48 Risk Ratio (M-H, Random, 1.0 [0.15, 6.53]
urinary tract infections) (ALL) 95% CI)
30 Very low birthweight (less than 1500 g) 1 48 Risk Ratio (M-H, Random, 5.0 [0.25, 98.96]
(ALL) 95% CI)
31 Very premature birth (less than 34 weeks’ 2 92 Risk Ratio (M-H, Random, 5.0 [0.25, 98.96]
gestation) (ALL) 95% ClI)
32 Admission to special care unit (ALL) 1 48 Risk Ratio (M-H, Random, 0.0 [0.0, 0.0]
95% ClI)
33 Maternal anaemia at or near term (Hb less 3 346 Risk Ratio (M-H, Random, 0.34[0.21, 0.54]
than 110 g/L at 34 weeks’ gestation or more) 95% CI)
(ALL)
34 Maternal iron deficiency at or near term (as 1 131 Risk Ratio (M-H, Random, 0.24 [0.06, 0.99]
defined by trialists, based on any indicator of 95% CI)
iron status at 34 weeks’ gestation or more)
(ALL)
35 Maternal iron-deficiency anaemia at or near 1 131 Risk Ratio (M-H, Random, 0.43[0.17, 1.09]

term (Hb less than 110 g/L and at least one
additional laboratory indicators at 34 weeks’
gestation or more) (ALL)

Cochrane Database Syst Rev. Author manuscript.

95% Cl)
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Outcome or subgroup title

No. of studies

No. of participants

Statistical method

Effect size

36 Maternal Hb concentration at or near term (in
g/L, at 34 weeks’ gestation or more) (ALL)

37 Maternal Hb concentration within 6 wk
postpartum (in g/L) (ALL)

38 Maternal high haemoglobin concentrations
during second or third trimester (Hb more than
130 g/L) (ALL)

39 Maternal high haemoglobin concentrations at
or near term (Hb more than 130 g/L at 34
weeks’ gestation or more) (ALL)

40 Moderate anaemia at postpartum (Hb more
than 80 g/L and less than 110 g/L) (ALL)

41 Maternal severe anaemia at or near term (Hb
less than 70 g/L at 34 weeks’ gestation or more )
(ALL)

42 Severe anaemia at postpartum (Hb less than
80 g/L) (ALL)

43 Puerperal infection (ALL)

44 Antepartum haemorrhage (ALL)

45 Postpartum haemorrhage (ALL)

46 Placental abruption (ALL)

47 Pre-eclampsia (ALL)

3

140

459

446

314

491

191

491

2863

145

2863

48

Mean Difference (1V,
Random, 95% CI)

Mean Difference (IV,
Random, 95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)
Risk Ratio (M-H, Random,
95% ClI)
Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

16.13 [12.74, 19.52]

10.07 [7.33, 12.81]

1.78 [0.63, 5.04]

4.37[0.58, 32.71]

0.33[0.17, 0.65]

0.14[0.01, 2.63]

0.05 [0.00, 0.76]

055 [0.13, 2.28]

1.25[0.22, 7.12]

0.0[0.0,0.0]

8.19 [0.49, 138.16]

3.0[0.13, 70.16]

Comparison 3

Supplementation with iron alone versus no treatment/placebo

Outcome or subgroup title

No. of studies

No. of participants

Statistical method

Effect size

1 Low birthweight (less than 2500 g) (ALL)

2 Low birthweight (less than 2500 g):
SUBGROUP ANALYSIS by gestational age
at the start of supplementation

2.1 Early gestational age (less than 20 weeks
of gestation or pre-pregnancy) at start of
supplementation

2.2 Late gestational age (20 weeks or more
of gestation) at start of supplementation

2.3 Unspecified or mixed gestational age at
the start of supplementation

3 Low birthweight (less than 2500 g):
SUBGROUP ANALYSIS by anaemia status at
the start of supplementation

3.1 Anaemic at start of supplementation
3.2 Non-anaemic at start of supplementation
3.3 Unspecified or mixed anaemic status at

start of supplementation

4 Low birthweight (less than 2500 g):
SUBGROUP ANALYSIS by dose of iron

4.1 Low daily dose (30 mg elemental iron or
less)

4.2 Medium daily dose (31 to 59 mg
elemental iron)

4.3 Higher daily dose (60 mg elemental iron
and above)

7

3830

3830

3055

665

110

3830

3649

181

3830

697

3133

Cochrane Database Syst Rev. Author manuscript.

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)
Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% Cl)

0.71[0.42, 1.19]

0.71[0.42, 1.19)

0.53[0.22, 1.23]

1.05 [0.50, 2.19]

1,79 [0.17, 19.20]

0.71[0.42, 1.19]

0.0[0.0,0.0]

0.72[0.39, 1.32)

057 [0.14, 2.31]

0.71[0.42, 1.19]

059 [0.12, 2.96)

0.0[0.0,0.0]

0.83[0.56, 1.23]
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Outcome or subgroup title

No. of studies

No. of participants

Statistical method

Effect size

5 Low birthweight (less than 2500 g):
SUBGROUP ANALYSIS by malarial status of
setting

5.1 Malarial setting
5.2 Non-malarial setting
6 Birthweight (g) (ALL)

7 Birthweight (g): SUBGROUP ANALYSIS
by gestational age at the start of
supplementation

7.1 Early gestational age (less than 20 weeks
of gestation or pre-pregnancy) at start of
supplementation

7.2 Late gestational age (20 weeks or more
of gestation) at start of supplementation

7.3 Unspecified or mixed gestational age at
the start of supplementation

8 Birthweight (g): SUBGROUP ANALYSIS
by anaemia status at the start of
supplementation

8.1 Anaemic at start of supplementation
8.2 Non-anaemic at start of supplementation

8.3 Unspecified or mixed anaemic status at
start of supplementation

9 Birthweight (g): SUBGROUP ANALYSIS
by dose of iron

9.1 Low daily dose (30 mg elemental iron or
less)

9.2 Medium daily dose (31 to 59 mg
elemental iron)

9.3 Higher daily dose (60 mg elemental iron
and above)

10 Birthweight (g): SUBGROUP ANALYSIS
by malarial status of setting

10.1 Malarial setting
10.2 Non-malarial setting

11 Premature birth (less than 37 weeks of
gestation) (ALL)

12 Premature birth (less 37 weeks of
gestation): SUBGROUP ANALYSIS by
gestational age at the start of supplementation

12.1 Early gestational age (less than 20
weeks of gestation or pre-pregnancy) at start of
supplementation

12.2 Late gestational age (20 weeks or more
of gestation) at start of supplementation

12.3 Unspecified or mixed gestational age at
start of supplementation

13 Premature birth (less 37 weeks of
gestation): SUBGROUP ANALYSIS by
anaemia status at the start of supplementation

13.1 Anaemic at start of supplementation
13.2 Non-anaemic at start of
supplementation

13.3 Unspecified or mixed anaemic status at
start of supplementation

14 Premature birth (less 37 weeks of
gestation): SUBGROUP ANALYSIS by dose
of iron

7

3830

329

3501

3953

3953

3099

854

3953

3583

370

3953

785

3168

3953

345

3608

4407

4407

3930

477

4407

3545

862

4407

Cochrane Database Syst Rev. Author manuscript.

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Mean Difference (1V,
Random, 95% CI)

Mean Difference (1V,
Random, 95% CI)

Mean Difference (1V,
Random, 95% CI)

Mean Difference (1V,
Random, 95% CI)

Mean Difference (IV,
Random, 95% CI)

Mean Difference (1V,
Random, 95% Cl)
Mean Difference (1V,
Random, 95% CI)

Mean Difference (1V,
Random, 95% CI)

Mean Difference (IV,
Random, 95% CI)

Mean Difference (1V,
Random, 95% CI)

Mean Difference (1V,
Random, 95% CI)

Mean Difference (IV,
Random, 95% CI)

Mean Difference (1V,
Random, 95% Cl)

Mean Difference (1V,
Random, 95% CI)

Mean Difference (IV,
Random, 95% CI)

Mean Difference (1V,
Random, 95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)
Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

0.71[0.42, 1.19]

0.52[0.20, 1.35]

0.77[0.38, 1.57)

16.43 [-37.28, 70.14]

16.43 [-37.28, 70.14]

30.74 [-83.78, 145.25]

~8.70 [74.71, 57.31]

0.0[0.0,0.0]

16.43 [-37.28, 70.14]

0.0[0.0,0.0]

22.44 [-54.15, 99.03]

0.90 [-86.32, 88.12]

15.73 [-33.92, 65.38]

46.83 [-76.57, 170.22]

0.0[0.0,0.0]

12.51 [-25.07, 50.10]

16.43 [-37.28, 70.14]

33.74 [-61.16, 128.65]

10.18 [65.06, 85.42]

0.77[0.60, 1.00]

0.77 [0.60, 1.00]

0.81[0.61, 1.07)

0.58[0.29, 1.13]

0.0[0.0,0.0]

0.77[0.60, 1.00]

0.0[0.0,0.0]

0.71[0.53,0.97)

0.95 [0.58, 1.57]

0.77[0.60, 1.00]
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Outcome or subgroup title

No. of studies

No. of participants

Statistical method

Effect size

14.1 Low daily dose (30 mg elemental iron
or less)

14.2 Medium daily dose (31 to 59 mg
elemental iron)

14.3 Higher daily dose (60 mg elemental
iron and above)

15 Premature birth (less 37 weeks of
gestation): SUBGROUP ANALYSIS by
malarial status of setting

15.1 Malarial setting

15.2 Non-malarial setting

16 Neonatal death (within 28 days after
delivery) (ALL)

17 Congenital anomalies (ALL)

18 Maternal anaemia at term (Hb less than 110
g/L at 37 weeks’ gestation or more) (ALL)

19 Maternal anaemia at term (Hb less than 110
g/L at 37 weeks’ gestation or more):
SUBGROUP ANALYSIS by gestational age
at the start of supplementation

19.1 Early gestational age (less than 20
weeks of gestation or pre-pregnancy) at start of
supplementation

19.2 Late gestational age (20 weeks or more
of gestation) at start of supplementation

19.3 Unspecified or mixed gestational age at
start of supplementation

20 Maternal anaemia at term (Hb less than 110
g/L at 37 weeks gestation or more):
SUBGROUP ANALYSIS by anaemia status at
the start of supplementation

20.1 Anaemic at start of supplementation

20.2 Non-anaemic at start of
supplementation

20.3 Unspecified or mixed anaemic status at
start of supplementation

21 Maternal anaemia at term (Hb less than 110
g/L at 37 weeks’ gestation or more):
SUBGROUP ANALYSIS by dose of iron

21.1 Low daily dose (30 mg elemental iron
or less)

21.2 Medium daily dose (31 to 59 mg
elemental iron)

21.3 Higher daily dose (60 mg elemental
iron and above)

22 Maternal anaemia at term (Hb less than 110
g/L at 37 weeks’ gestation or more):
SUBGROUP ANALYSIS by malarial status of
setting

22.1 Malarial setting

22.2 Non-malarial setting

23 Maternal iron deficiency at term (as defined
by trialists, based on any indicator of iron
status at 37 weeks’ gestation or more) (ALL)

24 Maternal iron deficiency at term (as defined
by trialists, based on any indicator of iron
status at 37 weeks’ gestation or more):
SUBGROUP ANALYSIS by gestational age
at the start of supplementation

3

14

14

14

14

10

14

12

690

3717

4407

1010

3397

2694

2402

2136

4693

3243

1301

149

4630

3938

692

4693

590

69

4034

4630

267

4363

1256

1256

Cochrane Database Syst Rev. Author manuscript.

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% Cl)
Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)
Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% Cl)

0.76 [0.47, 1.24]

0.0[0.0,0.0]

0.78 [0.57, 1.05)

0.77[0.60, 1.00]

0.87 [0.54, 1.39]

0.73[0.54, 0.99]

1.32 [0.58, 3.00]

0.86 [0.55, 1.35]

0.29[0.19, 0.47)

0.26 [0.17, 0.40]

0.24[0.12, 0.50]

0.32[0.20, 0.53]

0.03 [0.00, 0.18]

0.26 [0.16, 0.41]

0.0[0.0,0.0]

0.23[0.13, 0.41]

0.34[0.18, 0.64]

0.26 [0.17, 0.40]

0.49[0.24, 1.03]

0.21[0.06, 0.73]

0.21[0.12,0.37)

0.26 [0.16, 0.41]

058 [0.46, 0.72)

0.21[0.12, 0.34]

0.43[0.27, 0.66]

0.43[0.27, 0.66]
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Outcome or subgroup title

No. of studies

No. of participants

Statistical method

Effect size

24.1 Early gestational age (less than 20
weeks of gestation or pre-pregnancy) at start of
supplementation

24.2 Late gestational age (20 weeks or more
of gestation) at start of supplementation

24.3 Unspecified or mixed gestational age at
start of supplementation

25 Maternal iron deficiency at term (as defined
by trialists, based on any indicator of iron
status at 37 weeks’ gestation or more):
SUBGROUP ANALYSIS by anaemia status at
the start of supplementation

25.1 Anaemic at start of supplementation

25.2 Non-anaemic at start of
supplementation

25.3 Unspecified or mixed anaemic status at
start of supplementation

26 Maternal iron deficiency at term (as defined
by trialists, based on any indicator of iron
status at 37 weeks’ gestation or more):
SUBGROUP ANALYSIS by dose of iron

26.1 Low daily dose (30 mg elemental iron
or less)

26.2 Medium daily dose (31 to 59 mg
elemental iron)

26.3 Higher daily dose (60 mg elemental
iron and above)

27 Maternal iron deficiency at term (as defined
by trialists, based on any indicator of iron
status at 37 weeks’ gestation or more):
SUBGROUP ANALYSIS by malarial status of
setting

27.1 Malarial setting

27.2 Non-malarial setting

28 Maternal iron-deficiency anaemia at term
(Hb less than 110 g/L and at least one
additional laboratory indicators at 37 weeks’
gestation or more) (ALL)

29 Maternal iron-deficiency anaemia at term
(Hb less than 110 g/L and at least one
additional laboratory indicators at 37 weeks’
gestation or more): SUBGROUP ANALYSIS
by gestational age at the start of
supplementation

29.1 Early gestational age (less than 20
weeks of gestation or pre-pregnancy) at start of
supplementation

29.2 Late gestational age (20 weeks or more
of gestation) at start of supplementation

29.3 Unspecified or mixed gestational age at
start of supplementation

30 Maternal iron-deficiency anaemia at term
(Hb less than 110 g/L and at least one
additional laboratory indicators at 37 weeks’
gestation or more): SUBGROUP ANALYSIS
by anaemia status at the start of
supplementation

30.1 Anaemic at start of supplementation
30.2 Non-anaemic at start of
supplementation

30.3 Unspecified or mixed anaemic status at
start of supplementation

31 Maternal iron-deficiency anaemia at term
(Hb less than 110 g/L and at least one
additional laboratory indicators at 37 weeks’

4

653

603

1256

1092

164

1256

703

241

312

1256

192

1064

1088

1088

660

428

1088

968

120

1088

Cochrane Database Syst Rev. Author manuscript.

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

0.45[0.22,0.93]

0.36 [0.18, 0.72]

0.0[0.0,0.0]

0.43[0.27, 0.66]

0.0[0.0,0.0]

0.56 [0.39, 0.82]

0.14[0.07, 0.29]

0.43 [0.27, 0.66]

0.52[0.34, 0.78]

0.92[0.73, 1.17]

0.21[0.10, 0.41]

0.43[0.27, 0.66]

0.28 [0.15, 0.53]

0.49 [0.30, 0.78]

0.33[0.16, 0.69]

0.33[0.16, 0.69]

0.39[0.13, 1.11]

0.25[0.11, 0.58]

0.0[0.0,0.0]

0.33[0.16, 0.69]

0.0[0.0,0.0]

0.39[0.20, 0.74]

0.04 [0.00, 0.72]

0.33[0.16, 0.69]
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Outcome or subgroup title

No. of studies

No. of participants

Statistical method

Effect size

gestation or more): SUBGROUP ANALYSIS
by dose of iron

31.1 Daily low dose (60 mg elemental iron
or less)

31.2 Medium dose (31 to 59 mg elemental
iron)

31.3 High dose (60 mg elemental iron and
above)

32 Maternal iron-deficiency anaemia at term
(Hb less than 110 g/L and at least one
additional laboratory indicators at 37 weeks’
gestation or more): SUBGROUP ANALYSIS
by malarial status of setting

32.1 Malarial setting
32.2 Non-malarial setting

33 Maternal death (death while pregnant or
within 42 days of termination of pregnancy)
(ALL)

34 Side effects (any reported throughout the
intervention period) (ALL)

35 Side effects (any reported throughout the
intervention period): SUBGROUP
ANALYSIS by gestational age at the start of
supplementation

35.1 Early gestational age (less than 20
weeks of gestation or pre-pregnancy) at start of
supplementation

35.2 Late gestational age (20 weeks or more
of gestation) at start of supplementation

35.3 Unspecified or mixed gestational age at
start of supplementation

36 Side effects (any reported throughout the
intervention period): SUBGROUP
ANALYSIS by anaemia status at the start of
supplementation

36.1 Anaemic at start of supplementation

36.2 Non-anaemic at start of
supplementation

36.3 Unspecified or mixed anaemic status at
start of supplementation

37 Side effects (any reported throughout the
intervention period): SUBGROUP
ANALYSIS by dose of iron

37.1 Low daily dose (30 mg elemental iron
or less)

37.2 Medium daily dose (31 to 59 mg
elemental iron)

37.3 Higher daily dose (60 mg elemental
iron and above)

38 Side effects (any reported throughout the
intervention period): SUBGROUP
ANALYSIS by malarial status of setting

38.1 Malarial setting
38.2 Non-malarial setting

39 Maternal severe anaemia at any time during
second and third trimester (Hb less than 70
g/L) (ALL)

40 Maternal severe anaemia at any time during
second and third trimester (Hb less than 70
g/L): SUBGROUP ANALYSIS by gestational
age at the start of supplementation

10

10

10

10

10

579

241

268

1088

148

940

47

4232

4232

2993

1034

205

4232

3455

s

4232

785

225

3222

4232

205

4027

1078

1078
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Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% Cl)
Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)
Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)
Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% Cl)

0.38[0.13, 1.11]

0.34 [0.16, 0.70]

0.04 [0.00, 0.72)

0.33[0.16, 0.69]

0.0[0.0,0.0]

0.33[0.16, 0.69]

0.0[0.0,0.0]

2,92 [1.10, 7.76]

2.92[1.10, 7.76]

3.65 [0.40, 33.51]

1.42[0.89, 2.28]

62.79 [3.89, 1013.31]

2.92[1.10, 7.76)

0.0[0.0,0.0]

2.25[0.57, 8.93)

5.11 [0.78, 33.60]

2.75[1.10, 6.89]

1.07 [0.90, 1.26]

2.00 [0.66, 6.02)

7.95[1.38, 45.72]

2.92[1.10, 7.76]

62.79 [3.89, 1013.31]

2.35[0.89, 6.24]

0.75 [0.02, 29.10]

0.75 [0.02, 29.10]
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Outcome or subgroup title No. of studies  No. of participants  Statistical method Effect size
40.1 Early gestational age (less than 20 3 416 Risk Ratio (M-H, Random, 0.0[0.0, 0.0]
weeks of gestation or pre-pregnancy) at start of 95% Cl)
supplementation
40.2 Late gestational age (20 weeks or more 3 513 Risk Ratio (M-H, Random, 0.75[0.02, 29.10]
of gestation) at start of supplementation 95% Cl)
40.3 Unspecified or mixed gestational age at 1 149 Risk Ratio (M-H, Random, 0.0 [0.0, 0.0]
start of supplementation 95% Cl)
41 Maternal severe anaemia at any time during 7 1078 Risk Ratio (M-H, Random, 0.75[0.02, 29.10]
second and third trimester (Hb less than 70 95% Cl)
g/L): SUBGROUP ANALYSIS by anaemia
status age at the start of supplementation
41.1 Anaemic at start of supplementation 0 0 Risk Ratio (M-H, Random, 0.0 [0.0, 0.0]
95% Cl)
41.2 Non-anaemic at start of 5 816 Risk Ratio (M-H, Random, 4.98 [0.24, 103.01]
supplementation 95% Cl)
41.3 Unspecified or mixed anaemic status at 2 262 Risk Ratio (M-H, Random, 0.12 [0.01, 2.21]
start of supplementation 95% Cl)
42 Maternal severe anaemia at any time during 7 1078 Risk Ratio (M-H, Random, 0.75[0.02, 29.10]
second and third trimester (Hb less than 70 95% CI)
g/L): SUBGROUP ANALYSIS by dose of
iron
42.1 Low daily dose (30 mg elemental iron 3 654 Risk Ratio (M-H, Random, 4.98 [0.24, 103.01]
or less) 95% Cl)
42.2 Medium daily dose (31 to 59 mg 0 0 Risk Ratio (M-H, Random, 0.0 [0.0, 0.0]
elemental iron) 95% Cl)
42.3 Higher daily dose (60 mg elemental 4 424 Risk Ratio (M-H, Random, 0.12[0.01, 2.21]
iron and above) 95% Cl)
43 Maternal severe anaemia at any time during 7 1078 Risk Ratio (M-H, Random, 0.75[0.02, 29.10]
second and third trimester (Hb less than 70 95% CI)
g/L): SUBGROUP ANALYSIS by malarial
status of setting
43.1 Malarial setting 1 55 Risk Ratio (M-H, Random, 0.12[0.01, 2.21]
95% Cl)
43.2 Non-malarial setting 6 1023 Risk Ratio (M-H, Random, 4.98 [0.24, 103.01]
95% Cl)
44 Maternal clinical malaria 0 0 Risk Ratio (M-H, Random, 0.0 [0.0, 0.0]
95% ClI)
45 Infection during pregnancy (including 1 2694 Risk Ratio (M-H, Random, 1.16 [0.82, 1.65]
urinary tract infections) (ALL) 95% Cl)
46 Very low birthweight (less than 1500 g) 3 697 Risk Ratio (M-H, Random, 0.55 [0.03, 9.07]
(ALL) 95% CI)
47 Very premature birth (less than 34 weeks’ 3 690 Risk Ratio (M-H, Random, 0.32[0.10, 1.09]
gestation) (ALL) 95% CI)
48 Infant Hb concentration in the first 6 2 533 Mean Difference (1V, —1.25[-8.10, 5.59]
months (in g/L, counting the last reported Random, 95% CI)
measure after birth within this period) (ALL)
49 Infant serum ferritin concentration in the 1 197 Mean Difference (1V, 11.0 [4.37,17.63]
first 6 months (in xg/L, counting the last Random, 95% CI)
reported measure after birth within this period)
(ALL)
50 Admission to special care unit (ALL) 2 2805 Risk Ratio (M-H, Random, 0.95[0.73, 1.23]
95% Cl)
51 Maternal anaemia at or near term (Hb less 14 4390 Risk Ratio (M-H, Random, 0.29[0.19, 0.45]
than 110 g/L at 34 weeks’ gestation or more) 95% Cl)
(ALL)
52 Maternal iron deficiency at or near term (as 7 1256 Risk Ratio (M-H, Random, 0.43[0.27, 0.66]
defined by trialists, based on any indicator of 95% Cl)
iron status at 34 weeks’ gestation or more)
(ALL)
53 Maternal iron-deficiency anaemia at or near 6 1088 Risk Ratio (M-H, Random, 0.33[0.16, 0.69]
term (Hb less than 110 g/L and at least one 95% CI)
additional laboratory indicators at 34 weeks’
gestation or more) (ALL)
54 Maternal Hb concentration at or near term 16 1851 Mean Difference (IV, 8.95[6.37, 11.53]
(in g/L, at 34 weeks’ gestation or more) (ALL) Random, 95% CI)
55 Maternal Hb concentration within 6 wk 6 659 Mean Difference (IV, 7.26 [4.78,9.74]

postpartum (in g/L) (ALL)

Cochrane Database Syst Rev. Author manuscript.

Random, 95% CI)
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Outcome or subgroup title

No. of studies

No. of participants

Statistical method

Effect size

56 Maternal high haemoglobin concentrations
during second or third trimester (Hb more than
130 g/L) (ALL)

57 Maternal high haemoglobin concentrations
at or near term (Hb more than 130 g/L at 34
weeks’ gestation or more) (ALL)

58 Moderate anaemia at postpartum (Hb more
than 80 g/L and less than 110 g/L) (ALL)

59 Maternal severe anaemia at or near term
(Hb less than 70 g/L at 34 weeks’ gestation or
more) (ALL)

60 Severe anaemia at postpartum (Hb less than
80 g/L) (ALL)

61 Puerperal infection (ALL)

62 Antepartum haemorrhage (ALL)

63 Postpartum haemorrhage (ALL)

64 Transfusion provided (ALL)

65 Diarrhoea (ALL)

66 Constipation (ALL)

67 Nausea (ALL)

68 Heartburn (ALL)

69 Vomiting (ALL)

70 Maternal wellbeing/satisfaction (ALL)
71 Placental abruption (ALL)

72 Premature rupture of membranes (ALL)

73 Pre-eclampsia (ALL)

8

3840

3883

453

1046

953

2292

430

761

2726

173

580

650

408

477

2604

1442

47

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% Cl)
Risk Ratio (M-H, Random,
95% CI)
Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

1.81[1.21, 2.71]

3.67 [2.23, 6.04]

0.46 [0.02, 13.91]

0.740.02, 27.81]

0.02[0.00, 0.33]

0.65[0.41, 1.03]

2,97 [0.12, 72.56]

0.82[0.51, 1.34]

059 [0.37, 0.94]

0.98 [0.09, 10.61]

0.88 [0.18, 4.40]

2.38[0.49, 11.52]

1.0[0.82,1.22]

0.88 [0.38, 2.07)

1.00 [0.91, 1.09]

2.88[0.12, 70.53]

0.0[0.0,0.0]

0.96 [0.06, 14.43]

Comparison 4

Supplementation with iron+folic acid versus no treatment/placebo

Outcome or subgroup title

No. of studies

No. of participants

Statistical method

Effect size

1 Low birthweight (less than 2500 g) (ALL)
2 Birthweight (ALL)

3 Premature birth (less than 37 weeks of
gestation) (ALL)

4 Premature birth (less than 37 weeks of
gestation): SUBGROUP ANALYSIS by
gestational age at the start of supplementation

4.1 Early gestational age (less than 20 weeks
of gestation or pre-pregnancy) at start of
supplementation

4.2 Late gestational age (20 weeks or more of
gestation) at start of supplementation

4.3 Unspecified or mixed gestational age at
start of supplementation

2

1311

1365

1497

1410

1366

44

Cochrane Database Syst Rev. Author manuscript.

Risk Ratio (M-H, Random,
95% Cl)

Mean Difference (IV,
Random, 95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

1.07[0.31, 3.74]

57.73 [7.66, 107.79)

1.55 [0.40, 6.00]

1.55 [0.40, 6.00]

1.55 [0.40, 6.00]

0.0 [0.0,0.0]

0.0[0.0,0.0]
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Outcome or subgroup title

No. of studies

No. of participants

Statistical method

Effect size

5 Premature birth (less than 37 weeks of
gestation): SUBGROUP ANALYSIS by
anaemia status at the start of supplementation

5.1 Anaemic at start of supplementation

5.2 Non-anaemic at start of supplementation

5.3 Unspecified or mixed anaemic status at
start of supplementation
6 Premature birth (less than 37 weeks of
gestation): SUBGROUP ANALYSIS by dose of
iron

6.1 Low daily dose (30 mg elemental iron or
less)

6.2 Medium daily dose (31 to 59 mg
elemental iron)

6.3 Higher daily dose (60 mg elemental iron
and above)

7 Premature birth (less than 37 weeks of
gestation): SUBGROUP ANALYSIS by
malarial status of setting

7.1 Malarial setting

7.2 Non-malarial setting
8 Neonatal death (within 28 days after delivery)
(ALL)

9 Neonatal death (within 28 days after delivery):
SUBGROUP ANALYSIS by gestational age at
start of supplementation

9.1 Early gestational age (less than 20 weeks
of gestation or pre-pregnancy) at start of
supplementation

9.2 Late gestational age (20 weeks or more of
gestation) at start of supplementation

9.3 Unspecified or mixed gestational age at
start of supplementation

10 Neonatal death (within 28 days after
delivery): SUBGROUP ANALYSIS by anaemia
status at start of supplementation

10.1 Anaemic at start of supplementation
10.2 Non-anaemic at start of supplementation
10.3 Unspecified or mixed anaemic status at
start of supplementation
11 Neonatal death (within 28 days after
delivery): SUBGROUP ANALYSIS by dose of
iron

11.1 Low daily dose (30 mg elemental iron or
less)

11.2 Medium daily dose (31 to 59 mg
elemental iron)

11.3 Higher daily dose (60 mg elemental iron
and above)

12 Neonatal death (within 28 days after
delivery): SUBGROUP ANALYSIS by malarial
status of setting

12.1 Malarial setting
12.2 Non-malarial setting
13 Congenital anomalies (ALL)

14 Maternal anaemia at term (Hb less than 110
g/L at 37 weeks’ gestation or more) (ALL)

3

1497

1497

1497

131

1366

1497

1449

48

1793

1793

1793

1793

97

1696

1793

1793

1793

1648

145

1652

346

Cochrane Database Syst Rev. Author manuscript.

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)
Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)
Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)
Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)
Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% CI)
Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% CI)

1.55 [0.40, 6.00]

0.0[0.0,0.0]

0.0[0.0,0.0]

1.55 [0.40, 6.00]

1.55 [0.40, 6.00]

0.0[0.0,0.0]

0.0[0.0,0.0]

1.55 [0.40, 6.00]

1.55 [0.40, 6.00]

1.13[0.92, 1.39]

7.00 [0.38, 128.61]

0.81[0.51, 1.30]

0.81[0.51, 1.30]

0.81[0.51, 1.30]

0.0[0.0,0.0]

0.0[0.0,0.0]

0.81[0.51, 1.30]

0.0[0.0,0.0]

2.5[0.10, 59.88]

0.79[0.49, 1.27)

0.81[0.51, 1.30]

0.0[0.0,0.0]

0.0[0.0,0.0]

0.81[0.51, 1.30]

0.81[0.51, 1.30]

0.79[0.49, 1.27]

2.5[0.10, 59.88]

0.70 [0.35, 1.40]

0.34[0.21,0.54]
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Outcome or subgroup title

No. of studies

No. of participants

Statistical method

Effect size

15 Maternal anaemia at term (Hb less than 110
g/L at 37 weeks’ gestation or more):
SUBGROUP ANALYSIS by gestational age at
the start of supplementation

15.1 Early gestational age (less than 20 weeks
of gestation or pre-pregnancy) at start of
supplementation

15.2 Late gestational age (20 weeks or more
of gestation) at start of supplementation

15.3 Unspecified or mixed gestational age at
start of supplementation

16 Maternal anaemia at term (Hb less than 110
g/L at 37 weeks’ gestation or more):
SUBGROUP ANALYSIS by anaemia status at
the start of supplementation

16.1 Anaemic at start of supplementation

16.2 Non-anaemic at start of supplementation

16.3 Unspecified or mixed anaemic status at
start of supplementation

17 Maternal anaemia at term (Hb less than 110
g/Lat 37 weeks’ gestation or more):
SUBGROUP ANALYSIS by dose of iron

17.1 Low daily dose (30 mg elemental iron or
less)

17.2 Medium daily dose (31 to 59 mg
elemental iron)

17.3 Higher daily dose (60 mg elemental iron
and above)

18 Maternal anaemia at term (Hb less than 110
g/L at 37 weeks’ gestation or more):
SUBGROUP ANALYSIS by malarial status of
setting

18.1 Malarial setting

18.2 Non-malarial setting

19 Maternal iron deficiency at term (as defined
by trialists, based on any indicator of iron status
at 37 weeks’ gestation or more) (ALL)

20 Maternal iron-deficiency anaemia at term
(Hb less than 110 g/L and at least one additional
laboratory indicators at 37 weeks’ gestation or
more) (ALL)

21 Maternal death (death while pregnant or
within 42 days of termination of pregnancy)
(ALL)

22 Side effects (any reported throughout the
intervention period) (ALL)

23 Maternal severe anaemia at any time during
second and third trimester (Hb less than 70 g/L)
(ALL)

24 Maternal clinical malaria

25 Infection during pregnancy (including
urinary tract infections) (ALL)

26 Very low birthweight (less than 1500 g)
(ALL)

27 Very premature birth (less than 34 weeks’
gestation) (ALL)

28 Infant Hb concentration in the first 6 months
(in g/L, counting the last reported measure after
birth within this period) (ALL)

29 Infant serum ferritin concentration in the first
6 months (in «g/L, counting the last reported
measure after birth within this period) (ALL)

3

346

97

249

346

280

66

346

346

346

66

280

131

131

131

456

506

48

48

92
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Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% Cl)
Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% Cl)
Risk Ratio (M-H, Random,
95% CI)
Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Mean Difference (1V,
Random, 95% CI)

Mean Difference (1V,
Random, 95% Cl)

0.340.21, 0.54]

0.0[0.0,0.0]

0.34[0.21,0.54]

0.0[0.0,0.0]

0.34[0.21,0.54]

0.0[0.0,0.0]

0.24[0.09, 0.68]

0.37[0.22,0.62]

0.340.21, 0.54]

0.0 [0.0,0.0]

0.0[0.0,0.0]

0.34[0.21,0.54]

0.34[0.21, 0.54]

0.37[0.22,0.62]

0.24[0.09, 0.68]

0.24 [0.06, 0.99]

0.43[0.17, 1.09]

0.0 [0.0,0.0]

4432 [2.77, 709.09]

0.12[0.02,0.63]

0.0[0.0,0.0]

1.0[0.15, 6.53]

5.0 [0.25, 98.96]

5.0 [0.25, 98.96]

0.0[0.0,0.0]

0.0[0.0,0.0]
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Outcome or subgroup title No. of studies  No. of participants  Statistical method Effect size

30 Admission to special care unit (ALL) 1 48 Risk Ratio (M-H, Random, 0.0 [0.0, 0.0]
95% Cl)

31 Maternal anaemia at or near term (Hb less 3 346 Risk Ratio (M-H, Random, 0.34[0.21, 0.54]

than 110 g/L at 34 weeks’ gestation or more) 95% CI)

(ALL)

32 Maternal iron deficiency at or near term (as 1 131 Risk Ratio (M-H, Random, 0.24 [0.06, 0.99]

defined by trialists, based on any indicator of 95% CI)

iron status at 34 weeks’ gestation or more)

(ALL)

33 Maternal iron-deficiency anaemia at or near 1 131 Risk Ratio (M-H, Random, 0.43[0.17, 1.09]

term (Hb less than 110 g/L and at least one 95% Cl)

additional laboratory indicators at 34 weeks’

gestation or more) (ALL)

34 Maternal Hb concentration at term or near 3 140 Mean Difference (1V, 16.13 [12.74, 19.52]

term (in g/L, at 34 weeks’ gestation or more) Random, 95% CI)

(ALL)

35 Maternal Hb concentration within 6 wk 2 459 Mean Difference (1V, 10.07 [7.33, 12.81]

postpartum (g/L) (ALL) Random, 95% CI)

36 Maternal high haemoglobin concentrations 2 446 Risk Ratio (M-H, Random, 1.78 [0.63, 5.04]

during second or third trimester (Hb more than 95% Cl)

130 g/L) (ALL)

37 Maternal high haemoglobin concentrations at 2 314 Risk Ratio (M-H, Random, 4.37[0.58, 32.71]

or near term (Hb more than 130 g/L at 34 95% Cl)

weeks’ gestation or more) (ALL)

38 Moderate anaemia at postpartum (Hb more 2 458 Risk Ratio (M-H, Random, 0.34[0.17, 0.69]

than 80 g/L and less than 110 g/L) (ALL) 95% Cl)

39 Maternal severe anaemia at term or near (Hb 3 191 Risk Ratio (M-H, Random, 0.14[0.01, 2.63]

less than 70 g/L at 34 weeks’ gestation or more) 95% CI)

(ALL)

40 Severe anaemia at postpartum (Hb less than 3 491 Risk Ratio (M-H, Random, 0.05 [0.00, 0.76]

80 g/L) (ALL) 95% CI)

41 Puerperal infection (ALL) 1 2863 Risk Ratio (M-H, Random, 0.55[0.13, 2.28]
95% Cl)

42 Antepartum haemorrhage (ALL) 2 145 Risk Ratio (M-H, Random, 1.25[0.22,7.12]
95% Cl)

43 Postpartum haemorrhage (ALL) 0 0 Risk Ratio (M-H, Random, 0.0 [0.0, 0.0]
95% CI)

44 Placental abruption (ALL) 1 2863 Risk Ratio (M-H, Random, 8.19 [0.49, 138.16]
95% Cl)

45 Pre-eclampsia (ALL) 1 48 Risk Ratio (M-H, Random, 3.0[0.13, 70.16]

95% Cl)

Comparison 5

Supplementation with iron+folic acid versus folic acid alone (without iron) supplementation

Outcome or subgroup title

No. of studies

No. of participants

Statistical method

Effect size

1 Low birthweight (less than 2500 g) (ALL)

2 Low birthweight (less than 2500 g):
SUBGROUP ANALYSIS by gestational age at
the start of supplementation

2.1 Early gestational age (less than 20 weeks
of gestation or pre-pregnancy) at start of
supplementation

2.2 Late gestational age (20 weeks or more
of gestation) at start of supplementation

2.3 Unspecified or mixed gestational age at
the start of supplementation

3 Low birthweight (less than 2500 g):
SUBGROUP ANALYSIS by anaemia status at
the start of supplementation

3.1 Anaemic at start of supplementation

3

4316

4316

1990

2326

4316

Cochrane Database Syst Rev. Author manuscript.

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

0.84[0.73,0.95)

0.84[0.73,0.95]

0.83[0.73, 0.96]

0.0[0.0,0.0]

0.85[0.59, 1.22]

0.84[0.73,0.95)

0.0[0.0,0.0]
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Outcome or subgroup title

No. of studies

No. of participants

Statistical method

Effect size

3.2 Non-anaemic at start of supplementation
3.3 Unspecified or mixed anaemia status
4 Low birthweight (less than 2500 g):

SUBGROUP ANALYSIS by dose of iron

4.1 Low daily dose (30 mg elemental iron or
less)

4.2 Medium daily dose (31 to 59 mg
elemental iron)

4.3 Higher daily dose (60 mg elemental iron
and above)

5 Low birthweight (less than 2500 g):
SUBGROUP ANALYSIS by malarial status of
setting

5.1 Malarial setting
5.2 Non-malarial setting
6 Birthweight (g) (ALL)

7 Birthweight (g): SUBGROUP ANALYSIS
by gestational age at the start of
supplementation

7.1 Early gestational age (less than 20 weeks
of gestation or pre-pregnancy) at start of
supplementation

7.2 Late gestational age (20 weeks or more
of gestation) at start of supplementation

7.3 Unspecified or mixed gestational age at
the start of supplementation

8 Birthweight (g): SUBGROUP ANALYSIS
by anaemia status at the start of
supplementation

8.1 Anaemic at start of supplementation
8.2 Non-anaemic at start of supplementation
8.3 Unspecified or mixed anaemic status at

start of supplementation

9 Birthweight (g): SUBGROUP ANALYSIS
by dose of iron

9.1 Low daily dose (30 mg elemental iron or
less)

9.2 Medium daily dose (31 to 59 mg
elemental iron)

9.3 Higher daily dose (60 mg elemental iron
and above)

10 Birthweight (g): SUBGROUP ANALYSIS
by malarial status of setting

10.1 Malarial setting

10.2 Non-malarial setting

11 Premature birth (less than 37 weeks of
gestation) (ALL)

12 Premature birth (less 37 weeks of gestation):

SUBGROUP ANALYSIS by gestational age at
the start of supplementation

12.1 Early gestational age (less than 20
weeks of gestation or pre-pregnancy) at start of
supplementation

12.2 Late gestational age (20 weeks or more
of gestation) at start of supplementation

1

727

3589

4316

27

3589

4316

4316

4316

4316

1990

2326

4316

727

3589

4316

727

3589

4316

4316

4314

4314

1988
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Risk Ratio (M-H, Random,

95% Cl)

Risk Ratio (M-H, Random,

95% CI)

Risk Ratio (M-H, Random,

95% CI)

Risk Ratio (M-H, Random,

95% Cl)

Risk Ratio (M-H, Random,

95% CI)

Risk Ratio (M-H, Random,

95% Cl)

Risk Ratio (M-H, Random,

95% Cl)

Risk Ratio (M-H, Random,

95% Cl)

Risk Ratio (M-H, Random,

95% CI)

Mean Difference (1V,
Random, 95% CI)

Mean Difference (1V,
Random, 95% CI)

Mean Difference (1V,
Random, 95% CI)

Mean Difference (1V,
Random, 95% CI)

Mean Difference (IV,
Random, 95% CI)

Mean Difference (1V,
Random, 95% CI)
Mean Difference (1V,
Random, 95% CI)

Mean Difference (1V,
Random, 95% CI)

Mean Difference (IV,
Random, 95% CI)

Mean Difference (1V,
Random, 95% CI)

Mean Difference (1V,
Random, 95% CI)

Mean Difference (IV,
Random, 95% CI)

Mean Difference (1V,
Random, 95% CI)

Mean Difference (1V,
Random, 95% CI)

Mean Difference (IV,
Random, 95% CI)

Mean Difference (1V,
Random, 95% CI)

Risk Ratio (M-H, Random,

95% Cl)

Risk Ratio (M-H, Random,

95% CI)

Risk Ratio (M-H, Random,

95% CI)

Risk Ratio (M-H, Random,

95% CI)

1.21[0.57, 2.54]

0.83[0.72,0.94]

0.84[0.73,0.95]

0.0 [0.0,0.0]

1.21[0.57, 2.54]

0.83[0.72,0.94]

0.84[0.73, 0.95]

0.840.73, 0.95]

0.0[0.0,0.0]

32.23[0.86, 63.60]

32.23 [0.86, 63.60]

41.19 [-12.23, 94.60]

0.0[0.0,0.0]

20.20 [~15.13, 55.53]

32.23[0.86, 63.60]

0.0[0.0,0.0]

10.0 [-51.92, 71.92]

39.61 [-3.90, 83.13]

32.23[0.86, 63.60]

0.0[0.0,0.0]

10.0 [-51.92, 71.92)

39.61 [-3.90, 83.13]

32.23 [0.86, 63.60]

32.23 [0.86, 63.60]

0.00.0,0.0]

0.97 [0.78, 1.20]

0.97[0.78, 1.20]

1.06 [0.87, 1.29]

0.0[0.0,0.0]
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Outcome or subgroup title

No. of studies

No. of participants

Statistical method

Effect size

12.3 Unspecified or mixed gestational age at
the start of supplementation

13 Premature birth (less 37 weeks of gestation):
SUBGROUP ANALYSIS by anaemia status at
the start of supplementation
13.1 Anaemic at start of supplementation
13.2 Non-anaemic at start of
supplementation

13.3 Unspecified or mixed anaemic status at
start of supplementation

14 Premature birth (less 37 weeks of gestation):
SUBGROUP ANALYSIS by dose of iron

14.1 Low daily dose (30 mg elemental iron
or less)

14.2 Medium daily dose (31 to 59 mg
elemental iron)

14.3 Higher daily dose (60 mg elemental
iron and above)

15 Premature birth (less 37 weeks of gestation):
SUBGROUP ANALYSIS by malarial status of
setting

15.1 Malarial setting

15.2 Non-malarial setting
16 Neonatal death (within 28 days after
delivery) (ALL)
17 Neonatal death (within 28 days after
delivery): SUBGROUP ANALYSIS by
gestational age at the start of supplementation

17.1 Early gestational age (less than 20
weeks of gestation or pre-pregnancy) at start of

supplementation

17.2 Late gestational age (20 weeks or more
of gestation) at start of supplementation

17.3 Unspecified or mixed gestational age at
the start of supplementation

18 Neonatal death (within 28 days after
delivery) : SUBGROUP ANALYSIS by
anaemia status at the start of supplementation
18.1 Anaemic at start of supplementation
18.2 Non-anaemic at start of
supplementation

18.3 Unspecified or mixed anaemic status at
start of supplementation

19 Neonatal death (within 28 days after
delivery): SUBGROUP ANALYSIS by dose of
iron

19.1 Low daily dose (30 mg elemental iron
or less)

19.2 Medium daily dose (31 to 59 mg
elemental iron)

19.3 Higher daily dose (60 mg elemental
iron and above)

20 Neonatal death (within 28 days after
delivery): SUBGROUP ANALYSIS by
malarial status of setting

20.1 Malarial setting
20.2 Non-malarial setting

21 Congenital anomalies (ALL)

1

2326

4314

727

3587

4314

727

3587

4314

4314

4771

4771

2276

2495

4771

727

4044

4771

727

4044

4771

4771

1652
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Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)
Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)
Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)
Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)
Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)
Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% Cl)

0.79[0.57, 1.09]

0.97[0.78, 1.20]

0.0[0.0,0.0]

1.26 [0.62, 2.56]

0.93[0.71, 1.22]

0.97[0.78, 1.20]

0.0[0.0,0.0]

1.26 [0.62, 2.56]

0.93[0.71,1.22)

0.97[0.78, 1.20]

0.97[0.78, 1.20]

0.0 [0.0,0.0]

0.85 [0.63, 1.15)

0.85 [0.63, 1.15]

0.92 [0.57, 1.49]

0.0[0.0,0.0]

0.81[0.56, 1.19]

0.85 [0.63, 1.15)

0.0[0.0,0.0]

0.48[0.12,1.91]

0.88 [0.65, 1.19]

0.85 [0.63, 1.15)

0.0[0.0,0.0]

0.48[0.12, 1.91]

0.88 [0.65, 1.19]

0.85 [0.63, 1.15)

0.85 [0.63, 1.15)

0.0[0.0,0.0]

0.70 [0.35, 1.40]
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Outcome or subgroup title

No. of studies

No. of participants

Statistical method

Effect size

22 Maternal anaemia at term (Hb less than 110
g/L at 37 weeks’ gestation or more) (ALL)

23 Maternal anaemia at term (Hb less than 110
g/L at 37 weeks’ gestation or more):
SUBGROUP ANALYSIS by gestational age at
the start of supplementation

23.1 Early gestational age (less than 20
weeks of gestation or pre-pregnancy) at start of
supplementation

23.2 Late gestational age (20 weeks or more
of gestation) at start of supplementation

23.3 Unspecified or mixed gestational age at
start of supplementation

24 Maternal anaemia at term (Hb less than 110
g/L at 37 weeks’ gestation or more):
SUBGROUP ANALYSIS by anaemia status at
the start of supplementation

24.1 Anaemic at start of supplementation

24.2 Non-anaemic at start of
supplementation

24.3 Unspecified or mixed anaemic status at
start of supplementation

25 Maternal anaemia at term (Hb less than 110
g/L at 37 weeks’ gestation or more ):
SUBGROUP ANALYSIS by dose of iron

25.1 Low daily dose (30 mg elemental iron
or less)

25.2 Medium daily dose (31 to 59 mg
elemental iron)

25.3 Higher daily dose (60 mg elemental
iron and above)

26 Maternal anaemia at term (Hb less than 110
g/L at 37 weeks’ gestation or more ):
SUBGROUP ANALYSIS by malarial status of
setting

26.1 Malarial setting

26.2 Non-malarial setting

27 Maternal iron deficiency at term (as defined
by trialists, based on any indicator of iron
status at 37 weeks’ gestation or more) (ALL)

28 Maternal iron-deficiency anaemia at term
(Hb less than 110 g/L and at least one
additional laboratory indicators at 37 weeks’
gestation or more) (ALL)

29 Maternal death (death while pregnant or
within 42 days of termination of pregnancy)
(ALL)

30 Side effects (any reported throughout the
intervention period) (ALL)

31 Maternal severe anaemia at any time during
second and third trimester (Hb less than 70
g/L) (ALL)

32 Maternal clinical malaria

33 Infection during pregnancy (including
urinary tract infections) (ALL)

34 Very low birthweight (less than 1500 g)
(ALL)

35 Very premature birth (less than 34 weeks’
gestation) (ALL)

36 Infant Hb concentration in the first 6 months
(in g/L, counting the last reported measure after
birth within this period) (ALL)

37 Infant serum ferritin concentration in the
first 6 months (in xg/L, counting the last

2

303

303

303

303

240

63

303

303

303

63

240

727

727

1047

727

1990

3053
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Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% ClI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)
Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% CI)
Risk Ratio (M-H, Random,
95% Cl)
Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% Cl)

Risk Ratio (M-H, Random,
95% CI)

Risk Ratio (M-H, Random,
95% Cl)

Mean Difference (1V,
Random, 95% CI)

Mean Difference (1V,
Random, 95% CI)

0.34[0.21, 0.55]

0.34[0.21, 0.55)

0.0[0.0,0.0]

0.34[0.21, 0.55]

0.0[0.0,0.0]

0.34[0.21, 0.55]

0.0[0.0,0.0]

0.24[0.09, 0.61]

0.39[0.23, 0.67]

0.34[0.21, 0.55]

0.0[0.0,0.0]

0.0[0.0,0.0]

0.34[0.21, 0.55]

0.34[0.21, 0.55)

0.39[0.23, 0.67]

0.24[0.09, 0.61]

0.0[0.0,0.0]

0.0[0.0,0.0]

0.0[0.0,0.0]

1.10 [0.55, 2.23]

0.06 [0.01, 0.47]

0.0[0.0,0.0]

1.21[0.33, 4.46]

0.76 [0.28, 2.01]

058 [0.30, 1.12]

0.0 [0.0,0.0]

0.0 [0.0,0.0]
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Outcome or subgroup title No. of studies  No. of participants  Statistical method Effect size

reported measure after birth within this period)

(ALL)

38 Admission to special care unit (ALL) 0 0 Risk Ratio (M-H, Random, 0.0 [0.0, 0.0]
95% Cl)

39 Maternal anaemia at or near term (Hb less 2 303 Risk Ratio (M-H, Random, 0.34[0.21, 0.55]

than 110 g/L at 34 weeks’ gestation or more) 95% Cl)

(ALL)

40 Maternal iron deficiency at or near term (as 0 0 Risk Ratio (M-H, Random, 0.0 [0.0,0.0]

defined by trialists, based on any indicator of 95% Cl)

iron status at 34 weeks’ gestation or more)

(ALL)

41 Maternal iron-deficiency anaemia at or near 1 727 Risk Ratio (M-H, Random, 0.0 [0.0, 0.0]

term (Hb less than 110 g/L and at least one 95% Cl)

additional laboratory indicators at 34 weeks’

gestation or more) (ALL)

42 Maternal Hb concentration at or near term 2 771 Mean Difference (IV, 12.44[0.95, 23.93]

(in g/L at 34 weeks’ gestation or more) (ALL) Random, 95% CI)

43 Maternal Hb concentration within 6 wk 1 297 Mean Difference (1V, 9.20 [5.78, 12.62]

postpartum (in g/L) (ALL) Random, 95% CI)

44 Maternal high haemoglobin concentrations 2 1042 Risk Ratio (M-H, Random, 4.33[2.26, 8.30]

during second or third trimester (Hb more than 95% Cl)

130 g/L) (ALL)

45 Maternal high haemoglobin concentrations 2 967 Risk Ratio (M-H, Random, 1.87 [0.32, 10.84]

at or near term (Hb more than 130 g/L at 34 95% Cl)

weeks’ gestation or more) (ALL)

46 Moderate anaemia at postpartum (Hb more 1 353 Risk Ratio (M-H, Random, 0.38[0.18, 0.81]

than 80 g/L and less than 110 g/L) (ALL) 95% Cl)

47 Maternal severe anaemia at or near term (Hb 2 773 Risk Ratio (M-H, Random, 0.0 [0.0, 0.0]

less than 70 g/L at 34 weeks’ gestation or 95% Cl)

more) (ALL)

48 Severe anaemia at postpartum (Hb less than 2 386 Risk Ratio (M-H, Random, 0.08 [0.00, 1.33]

80 g/L) (ALL) 95% ClI)

49 Puerperal infection (ALL) 1 727 Risk Ratio (M-H, Random, 0.96 [0.20, 4.75]
95% ClI)

50 Antepartum haemorrhage (ALL) 1 727 Risk Ratio (M-H, Random, 1.35[0.43, 4.22]
95% CI)

51 Postpartum haemorrhage (ALL) 1 727 Risk Ratio (M-H, Random, 3.38[0.71, 16.15]
95% ClI)

52 Transfusion provided (ALL) 1 727 Risk Ratio (M-H, Random, 2.89[0.12, 70.83]
95% Cl)

53 Diarrhoea (ALL) 1 727 Risk Ratio (M-H, Random, 0.55[0.16, 1.87]
95% CI)

54 Constipation (ALL) 1 727 Risk Ratio (M-H, Random, 1.10 [0.55, 2.23]
95% ClI)

55 Nausea (ALL) 1 727 Risk Ratio (M-H, Random, 0.96 [0.47, 1.99]
95% Cl)

56 Heartburn (ALL) 1 727 Risk Ratio (M-H, Random, 1.65[0.66, 4.15]
95% CI)

57 Vomiting (ALL) 0 0 Risk Ratio (M-H, Random, 0.0 [0.0, 0.0]
95% ClI)

58 Maternal wellbeing/satisfaction (ALL) 0 0 Risk Ratio (M-H, Random, 0.0 [0.0, 0.0]
95% Cl)

59 Placental abruption (ALL) 1 727 Risk Ratio (M-H, Random, 0.96 [0.24, 3.83]
95% CI)

60 Premature rupture of membranes (ALL) 1 727 Risk Ratio (M-H, Random, 0.99 [0.74, 1.34]
95% ClI)

61 Pre-eclampsia (ALL) 1 727 Risk Ratio (M-H, Random, 3.22[0.89, 11.59]

95% Cl)

Cochrane Database Syst Rev. Author manuscript.
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Comparison 6

Supplementation with iron+other vitamins and minerals supplementation versus same other
vitamins and minerals (without iron) supplementation

Outcome or subgroup title

No. of studies

No. of participants

Statistical method

Effect size

1 Low birthweight (less than 2500 g) (ALL)

2 Birthweight (g) (ALL)

3 Premature birth (less than 37 weeks of
gestation) (ALL)

4 Neonatal death (within 28 days after
delivery) (ALL)

5 Congenital anomalies (ALL)

6 Maternal anaemia at term (Hb less than 110
g/L at 37 weeks’ gestation or more) (ALL)

7 Maternal iron deficiency at term (as defined
by trialists, based on any indicator of iron
status at 37 weeks’ gestation or more) (ALL)

8 Maternal iron-deficiency anaemia at term
(Hb less than 110 g/L and at least one
additional laboratory indicators at 37 weeks’
gestation or more) (ALL)

9 Maternal death (death while pregnant or
within 42 days of termination of pregnancy)
(ALL)

10 Side effects (any reported throughout the
intervention period) (ALL)

11 Maternal severe anaemia at any time
during second and third trimester (Hb less
than 70 g/L) (ALL)

12 Maternal clinical malaria

13 Infection during pregnancy (including
urinary tract infections) (ALL)

14 Very low birthweight (less than 1500 g)
(ALL)

15 Very premature birth (less than 34 weeks’
gestation) (ALL)

16 Infant Hb concentration in the first 6
months (in g/L, counting the last reported
measure after birth within this period) (ALL)

17 Infant serum ferritin concentration in the
first 6 months (in xg/L, counting the last
reported measure after birth within this
period) (ALL)

18 Admission to special care unit (ALL)

19 Maternal anaemia at or near term (Hb less
than 110 g/L at 34 weeks’ gestation or more)
(ALL)

20 Maternal iron deficiency at or near term (as
defined by trialists, based on any indicator of
iron status at 34 weeks’ gestation or more)
(ALL)

21 Maternal iron-deficiency anaemia at or
near term (Hb less than 110 g/L and at least
one additional laboratory indicators at 34
weeks’ gestation or more) (ALL)

22 Maternal Hb concentration at or near term
(in g/L at 34 weeks’ gestation or more) (ALL)

23 Maternal Hb concentration within 6 wk
postpartum (in g/L) (ALL)

24 Maternal high haemoglobin concentrations
during second or third trimester (Hb more
than 130 g/L) (ALL)

1

334

1116

1127

188

809

27
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Risk Ratio (M-H, Random, 95%
Cl)

Mean Difference (IV, Random,
95% CI)

Risk Ratio (M-H, Random, 95%
Cl)
Risk Ratio (M-H, Random, 95%
Cl)
Risk Ratio (M-H, Random, 95%
Cl)
Risk Ratio (M-H, Random, 95%
Cl)
Risk Ratio (M-H, Random, 95%
Cl)

Risk Ratio (M-H, Random, 95%
Cl)

Risk Ratio (M-H, Random, 95%
Cl)

Risk Ratio (M-H, Random, 95%
Cl)
Risk Ratio (M-H, Random, 95%
Cl)
Risk Ratio (M-H, Random, 95%
Cl)
Risk Ratio (M-H, Random, 95%
Cl)
Risk Ratio (M-H, Random, 95%
Cl)

Risk Ratio (M-H, Random, 95%
Cl)

Mean Difference (IV, Random,
95% CI)

Mean Difference (IV, Random,
95% CI)

Risk Ratio (M-H, Random, 95%
Cl)

Risk Ratio (M-H, Random, 95%
Cl)

Risk Ratio (M-H, Random, 95%
Cl)

Risk Ratio (M-H, Random, 95%
Cl)

Mean Difference (IV, Random,
95% Cl)

Mean Difference (IV, Random,
95% Cl)

Risk Ratio (M-H, Random, 95%
Cl)

0.51[0.22, 1.15]

55.70 [3.42, 107.97)

0.66 [0.41, 1.04]

0.0[0.0,0.0]

0.0[0.0,0.0]

0.0[0.0,0.0]

0.0 [0.0,0.0]

0.0 [0.0,0.0]

0.0[0.0,0.0]

0.77 [0.55, 1.07]

0.0 [0.0,0.0]

0.0 [0.0,0.0]

0.0[0.0,0.0]

0.0[0.0,0.0]

0.0 [0.0,0.0]

0.0[0.0,0.0]

0.0[0.0,0.0]

0.0 [0.0,0.0]

0.0[0.0,0.0]

0.0[0.0,0.0]

0.0[0.0,0.0]

10.85 [7.29, 14.42)

14.0 [3.56, 24.44]

0.0[0.0,0.0]
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Outcome or subgroup title No. of studies  No. of participants  Statistical method Effect size
25 Maternal high haemoglobin concentrations 0 0 Risk Ratio (M-H, Random, 95% 0.0 [0.0, 0.0]
at or near term (Hb more than 130 g/L at 34 Cl)

weeks’ gestation or more) (ALL)

26 Moderate anaemia at postpartum (Hb more 0 0 Risk Ratio (M-H, Random, 95% 0.0 [0.0, 0.0]
than 80 g/L and less than 110 g/L) (ALL) Cl)

27 Maternal severe anaemia at or near term 0 0 Risk Ratio (M-H, Random, 95% 0.0 [0.0, 0.0]
(Hb less than 70 g/L at 34 weeks’ gestation or Cl)

more) (ALL)

28 Severe anaemia at postpartum (Hb less 0 0 Risk Ratio (M-H, Random, 95% 0.0 [0.0, 0.0]
than 80 g/L) (ALL) Cl)

29 Puerperal infection (ALL) 0 0 gllik Ratio (M-H, Random, 95% 0.0 [0.0, 0.0]

30 Antepartum haemorrhage (ALL) 0 0 Elsk Ratio (M-H, Random, 95% 0.0 [0.0, 0.0]

31 Postpartum haemorrhage (ALL) 0 0 glsk Ratio (M-H, Random, 95% 0.0 [0.0, 0.0]

32 Transfusion provided (ALL) 0 0 gllik Ratio (M-H, Random, 95% 0.0 [0.0, 0.0]

33 Constipation (ALL) 1 188 Elsk Ratio (M-H, Random, 95%  0.77 [0.55, 1.07]
34 Nausea (ALL) 0 0 glsk Ratio (M-H, Random, 95% 0.0 [0.0, 0.0]

35 Heartburn (ALL) 1 188 gllik Ratio (M-H, Random, 95%  1.49 [0.95, 2.34]
36 Vomiting (ALL) 1 188 Elsk Ratio (M-H, Random, 95%  1.13 [0.58, 2.20]
37 Diarrhoea (ALL) 1 188 glsk Ratio (M-H, Random, 95%  0.53 [0.29, 0.96]
38 Maternal wellbeing/satisfaction (ALL) 0 0 gllik Ratio (M-H, Random, 95% 0.0 [0.0, 0.0]

39 Placental abruption (ALL) 1 782 Elsk Ratio (M-H, Random, 95%  1.81 [0.46, 7.20]
40 Premature rupture of membranes (ALL) 1 782 glsk Ratio (M-H, Random, 95%  0.79 [0.44, 1.41]
41 Pre-eclampsia (ALL) 1 782 gllik Ratio (M-H, Random, 95%  1.45[0.67, 3.16]

Analysis 1.1. Comparison 1 Any supplements containing iron versus same
supplements without iron or no treatment/placebo (no iron or placebo),
Outcome 1 Low birthweight (less than 2500 g) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 1 Low birthweight (less than 2500 g) (ALL)

Cochrane Database Syst Rev. Author manuscript.
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Ne
interven:
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
H Random,95% H.Random.95%
N /N a cl
Eskeland 1997 028 026 Not estimable
Meier 2003 258 1152 - 06 % 179 [07,19.20]
Menendez 1994 (C) 393 5/88 — T 1.6% 057 [0.14,231)
Falahi 2010 370 7178 - 19% 048[0.13,1.78 ]
Cogswell 2003 S7 16196 - 33% 026 [0.10, 0671
Makrides 2003 120216 9214 T 43% 132 [ 057,307
Siega-Riz 2001 8/166 16/168 - 45% 051 [022, 115 ]
Ziaei 2007 15/370 12357 - 54% 121 [ 057, 254 )
Hemminki 1991 371336 4271358 -+ 137 % 050[058 1.38]
Zeng 2008 (C) 5171134 631192 - 182% 0.85[0.5% 1221
Christian 2003 (C) 2181635 2621628 L 463% 082[071,095)
Total (95% CI) 4223 4257 L 100.0 % 0.81[0.68, 0.97 ]
Total events: 354 (Iron supplements), 433 (No intervention/placebo)
Heterogeneity: Tau? = 001; Chi2 = 10,68, df = 9 (P = 0.30); 12 =16%
Test for overall effect: 7 = 2.25 (P = 0.024)
Test for subgroup differences: Not applicable
001 01 1 00
AVOUrS Iron SUpE. Favours no nt/placebo

Analysis 1.2. Comparison 1 Any supplements containing iron versus same
supplements without iron or no treatment/placebo (no iron or placebo),
Outcome 2 Low birthweight (less than 2500 g): SUBGROUP ANALYSIS by
gestational age at the start of supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 2 Low birthweight (less than 2500 g): SUBGROUP ANALYSIS by gestational
age at the start of supplementation

Cochrane Database Syst Rev. Author manuscript.
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No

interven:
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio

HRandom.95% HRandom 95%
N N a a
1 Early gestational age (supplementation started before 20 weeks’ gestation or prior to pregnangy)

Christian 2003 (C) 2180835 262628 L} 163% 082(071.035]
Cogswell 2003 SH17 1696 — 33% 026010, 0,67
Falahi 2010 3170 778 —T 19% 048(0.13,178]
Hernminki 1991 371336 421358 -+ 137 % 090058, 1.38]
Siega-Riz 2001 8/166 16/168 -7 45% 051 [022. 1.15]
Ziaei 2007 15370 127357 -+ 54% 121 [057.254]
Subtotal (95% CI) 2694 2685 . 75.2% 0.74 [ 0.55,1.00 ]

Total events: 286 (Iron supplements), 355 (No intervention/placebo)
Heterogeneity: Tau? = 0.05; Chi? = B71, df = 5 (P = 0.12); P =43%
Test for overal effect: Z = 1.94 (P = 0.053)

2 Late gestational age (supplementatien started at 20 weeks of gestation or later)

Eskeland 1997 0128 0126 Not estimable
Makrides 2003 12216 91214 T 43% 1.32 [ 057, 3.07]
Menendez 1994 (C) 3193 5/88 /1 16 % 057 (014, 231 ]
Subtotal (95% CI) 337 328 - 6.0 % 1.05[0.50, 2.19 ]

Total events: |5 (ren supplements), 14 (No intervention/placebo)
Heterogeneity: Tau? = 0.01; Chi = 102, df = | (P =031} ¥ =2%
Test for overall effect: Z = 0.13 (P = 0.30)

3 Unspecified or mixed gestational age at the start of supplementation

Meier 2003 2/58 1452 I e 06 % 1791007, 1930 ]
Zeng 2008 (C) 5171134 631192 - 182% 085059, 1.22]
Subtotal (95% CI) 1192 1244 - 18.8 % 0.87 [ 0.61, 1.24]

Total events: 53 (Iron supplements). 64 (No intervention/placebo)
Heterogeneity: Tau? = 00; ChiZ = 037, df = | (P = 0.54); B =00%
Test for overall effect: Z = 080 (P = 043)

Total (95% CI) 4223 4257 Y 100.0 % 0.81 [ 0.68,0.97 ]
001 0. 1 ) 100
Favours iron suppl Favours no fplacebo
No
interven-
Study or subgroup Iron supplements tionplacebo Risk Ratio Weight Risk Ratio
M- M-
H Random,?5% H Random,35%
N N a a

Total events: 354 (Iron supplements), 433 (No intervention/placebo)
Heterogeneity: Tau? = 001; Chit = 10,68, ¢f = 9 (P = 0.30); I =16%
Test for overall effect: Z = 225 (P = 0.024)

Test for subgroup differences: Chit = 094, df = 2 (P = 0.62), I =0.0%

ool D | 0 Im

Favours iron suppl Favours no it/placebo

Analysis 1.3. Comparison 1 Any supplements containing iron versus same
supplements without iron or no treatment/placebo (no iron or placebo),
Outcome 3 Low birthweight (less than 2500 g): SUBGROUP ANALYSIS by
anaemia status at the start of supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 3 Low birthweight (less than 2500 g): SUBGROUP ANALYSIS by anaemia
status at the start of supplementation

Cochrane Database Syst Rev. Author manuscript.
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No
interven:
Study or subgroup Iran supplements tion/placebo Risk Ratia Weight Risk Ratio
H Random,95% H Random,95%
niN N [e] d
| Anaemic at start of supplementation
Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (Iron supplements), 0 (No intervention/placebo)
Heterogeneity: not applicable
Test for overall effect: not applicable
2 Non-anaemic at the start of supplementation
Cogswell 2003 SHIT 16096 I 33% 026[0.10.067]
Eskeland 1997 028 0026 Mot estimable
Falahi 2010 70 78 T 19% 048013, 1.78 ]
Hemminki 1991 371336 4211358 - 137 % 090058, 138]
Makrides 2003 121216 9214 T 43% 132 057,307 ]
0ol T | 0100
Favours iron suppl Fawours no intplaceba
No
interven-
Study or subgroup Iron supplements tion/placebo Risk Patic Weight Risk Ratio
H Random,95% H,Random,?5%
/N N Cl o
Meier 2003 258 1452 06 % 179 [017,19.20]
Siega-Riz 2001 8/166 16/168 - 45% 051022, 115 ]
Ziaei 2007 15/370 12/357 - 54% 121 [057,254]
Subtotal (95% CI) 2361 2349 - 33.8% 0.75[0.49,1.16 ]
Total events: 82 (ron supplements), 103 (No intervention/placebo)
Heterogeneity: Tau? = 0.13; Chi? = 1035, df = 6 (P = 0.1 1) I =42%
Test for overall effect: Z = 1.28 (P = 0.20)
3 Unspecified or mixed anaemia status
Christian 2003 (C) 218/635 262/628 L] 463 % 0.82[071,095]
Menendez 1994 (C) 393 5/88 7 16% 057 [0.14,231]
Zeng 2008 (C) 5141134 6301192 - 182% 0851059, 122]
Subtotal (95% CI) 1862 1908 4 66.2 % 0.82[0.72,0.94]
Total events: 272 (Iron supplements), 330 (No intervention/placeto)
Heterogeneity: Tau® = 0.0; 030, df = 2 (F = 0.86); > =0.0%
Test for overall effect: Z = 2.8 =0.0039)
Total (95% CI) 4223 4257 L 100.0 % 0.81[0.68,0.97 ]

Total events: 354 (Iron supplements), 433 (No intervention/placebo)
Heterogeneity: Tau® = 001; Chi* = 10,68, df = 9 (P = 030); I* =16%
Test for overall effect: Z = 2.25 (P = 0.024)

Test for subgroup differences: Chi = 0,15, df = | (P = 0.70), F =0.0%

Favaurs iron supp!

Favours na int/placeba

Analysis 1.4. Comparison 1 Any supplements containing iron versus same

supplements without iron or no treatment/placebo (no iron or placebo),
Outcome 4 Low birthweight (less than 2500 g): SUBGROUP ANALYSIS by

dose of iron.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 4 Low birthweight (less than 2500 g): SUBGROUP ANALYSIS by dose of iron

Cochrane Database Syst Rev. Author manuscript.
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No
intervern:-
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratic
M- M-
H.Random,95% H.Random.95%
N N o a
| Low daily dose of iron (30 mg or less of elemental iron)

Cogswell 2003 5117 16/94 E— 33% 026 [0.10, 067 ]

Eckeland 1997 0/28 0/26 Not estimable

Makrides 2003 12/216 90214 B B 43% 132 [ 057, 307 ]

Siega-Riz 2001 8/166 16/168 T 45 % 0511022 1.15]
Subrotal (95% CI) 527 504 ——— 122 % 057 [0.23,1.41]
Total events: 25 (Iron supplements), 41 (No intervention/placeboy
Heterogeneity: Tau? = 045; Chi 51,df =2 (P = 0.04); P =69%

Test for overall effect: Z = 1.22 (P = 0.22)
2 Medium daily dose of iron {more than 30 mg and less than 60 mg elemental iron)

Ziagi 2007 15/370 121357 - 54% 121 [057, 254
Subtotal (95% CI) 370 357 ——— 5.4 % 1.21[0.57,2.54 ]
Total events: 15 (Iron supplements), 12 (No intervention/placeba)

Heterogeneity: not applicable
Test for overall effect: Z = 049 (P = 0.62)
3 Higher daily dose of iron (60 myg elemental iran or more)

Christian 2003 (C) 218/635 2624628 L 463% 082 [071,095]

Falahi 2010 3470 78 1 19 % 048013, 178

Hemminki 1991 37/1336 42/1358 - 137 % 090058 138]

Meier 2003 2058 1152 N 06% 179 [0.17.1920]

Menendez 1994 (C) 393 5/88 — T 1.6% 057014, 231 ]

Zeng 2008 (C) 51/1134 6371192 - 182 % 085[059,122]
Subtotal (95% CI) 3326 3396 ¢ 82.3 % 0.83 [ 0.73, 0.94 ]
Total events: 314 (lron supplements), 380 (No intervention/placebo)

Heterageneity: Tau? = 00; € 152, df =5 (P =091} B =00%
Test for overal effect: Z = 2.97 (P = 0.0030)
Total (95% CI) 4223 4257 * 100.0 % 0.81 [ 0.68, 0.97 ]
al 05 1 3 5 10
Favours iron suppl  Favours no int/placebo
No
interven-
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
M- M-
H.Random,95% HRandom,95%
niN N a a
Total events: 354 (Iron supplements), 433 (No intervention/placebo)
Heterogeneity: Tau? = 0.01; Chi? = 10,68, df = 9 (P = 030); > =16%
Test for overall effect: Z = 2.25 (P = 0.024)
Test for subgroup differences: Chi2 = 164, df = 2 (P = 0.44), P =0.0%
010z 05 I 2 5 10
Fawours iron suppl Favours no intfplacebo

Analysis 1.5. Comparison 1 Any supplements containing iron versus same
supplements without iron or no treatment/placebo (no iron or placebo),
Outcome 5 Low birthweight (less than 2500 g): SUBGROUP ANALYSIS by
malarial status of setting.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 5 Low birthweight (less than 2500 g): SUBGROUP ANALYSIS by malarial
status of setting

Cochrane Database Syst Rev. Author manuscript.
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No
interven
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
H.Randorn 5% HRandom,95%
/N N <l a
| Malarial setting
Christian 2003 (C) 218635 262628 L] 163% 082[0.71,095]
Falahi 2010 370 7178 —T 19% 04810.13, 1.78]
Menendez 1994 (C) 393 5/88 — 16% 057[0.14.231]
Zeng 2008 (C) 5171134 631192 - 182% 0851059, 1221
Ziaei 2007 15/370 12/357 - 54% 1.211057,2547]
Subtotal (95% CI) 2302 2343 . 73.5 % 0.83[0.73,0.94]
Total events: 290 (Iron supplements), 349 (No intervention/placebo)
Heterogeneity: Tau? = 00; Chi® = 1,96, df = 4 (F = 0.74); B =0.0%
Test for overall effect: 7 = 2.86 (P = 0.0043)
2 Non-malarial setting
(LTI | 010
Favours iran supp! Favours no int/placeba
No
interven-
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
H.Random 5% H.Random,95%
niN N < a
Cogswell 2003 50117 16/%6 — 33% 0.26[0.10,0:67]
Eckeland 1997 0128 026 Not estimable
Hermminki 1991 371133 42/1358 -+ 137% 090058, 1.38]
Makrides 2003 121216 91214 T 43% 132 [ 057,307 ]
Meier 2003 258 1152 06% 1791017, 19.20]
Siega-Riz 2001 8166 16/168 - 45% 051 [022.1.15]
Subtotal (95% CI) 1921 1914 - 26.5 % 0.70 [ 0.40, 1.24 ]
Total events: &4 (Iron supplements), 84 (No intervention/placebo)
Heterogeneity: Tau? = 020; Chi? = 8,50, df = 4 (P = 0.07); ¥ =53%
Test for overall effect: 7 = 122 (P = 022)
Total (95% CI) 4223 4257 . 100.0 % 0.81 [ 0.68, 0.97 ]
Total events: 354 (Jron supplements), 433 (No intervention/placebo)
Heterogeneity: Tau? = 0.01; Chi® = 10,68, df = 9 (P = 0.30), I =16%
Test for overall effect Z = 225 (P = 0.024)
Test for subgroup differences: Chi> = 031, df = | (P = 0.58), P =0.0%
00l 0 | 000
Favours iron suppl Favaurs no intfplaceba

Analysis 1.6. Comparison 1 Any supplements containing iron versus same

supplements without iron or no treatment/placebo (no iron or placebo),
Outcome 6 Birthweight (g) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 6 Birthweight (g) (ALL)

Cochrane Database Syst Rev. Author manuscript.
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No

interven- Mean

Studyorsubgroup  Iron supplements tion/placebo Weight Difference
N Mean(SD) N Mean(SD) Random 5% CI

Harvey 2007 6 3900 (480) 7 3500(520) 02% -10000 [-64397, 44397 ]
Puolakka 1980 16 3400 (400) 15 7005000 06% 30000 -62006, 2006 ]
Eskeland 1997 28 36836 (388.36) 26 36107 (502.87) T 10% 7830 [ -162.05, 319.85 ]
Cogswell 2003 17 3277 (500) 96 3072 (63559) — 24%  20500[4881,381.19]
Falahi 2010 70 3310 490) 8 3270 (470} T 24%  4000[-11510,195.10]
Paintin 1966 16 32933 (455) 57 3RS A7 - 35%  -3170[-15871,9531]
Preziosi 1997 99 3046 (408) 98 3016 (450) T 38%  3000[-89.99, 14959
Siega-Riz 2001 166 3325 (493) 168 217 (612 ™~ 39% 10800 [-1112,22.12]
Makrides 2003 206 3406 (5979 214 3449 (580) -r 44%  -4300[-15425,6825]
Ziaei 2007 370 3240 (460) 373230 (390) T 2%  1000[5192.7192]
Ouladsahebmadarek 201 | 410 3260 (3959) 372 321678 (43072) r 122%  4322[-1495,101.39]
Christian 2003 (C) 635 2652 (436) 68 2587 (429) o 156% 65001729, 11271]
Hemminki 1991 1336 3584 (560) 1358 3567 (562) ] 17.7% 17.00 [-2537,59.37 ]
Zeng 2008 (C) 1134 31733 (4249) 1192 31537 (44439) . % 2020[-1513,5553]
Total (95% CI) 4719 4666 v 100.0 % 30.81 [ 5.94, 55.68 |

Heterogeneity: Tau? = 439.74; Chit = 1683 df = 13 (P = 021); ¥ =23%
Test for overal effect: Z = 243 (P = 0.015)

Test for subgroup differences: Not applicable

1000 500 0

Analysis 1.7. Comparison 1 Any supplements containing iron versus same
supplements without iron or no treatment/placebo (no iron or placebo),
Outcome 7 Birthweight (g): SUBGROUP ANALYSIS by gestational age at
the start of supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 7 Birthweight (g): SUBGROUP ANALYSIS by gestational age at the start of
supplementation

Cochrane Database Syst Rev. Author manuscript.
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No

interven. Mean
Study or subgroup Iron supplements tion/placebo Weight Difference
N Mean(SD) N Mean(SD) V.Random95% CI IVRandom,35% CI

| Early gestational age (supplementation started before 20 weeks' gestation or prior to pregnancy}
Christian 2003 (C) 635 2652 (436) 68 2567 (429) - 156% 6500 [ 1729, 11271 ]
Cogswell 2003 n7 3277 (500.7) 96 3072 (635.59) - 24% 205.00 [4881,361.19]
Falahi 2010 70 3310 (490) 78 3270 (470) T 24% 4000 [-115.10, 195.10]
Harvey 2007 6 3400 (480) 7 3500 (520) I E— 02% -100.00 [ -64397, 44397 |
Hermminki 1951 1336 3584 (560) 1358 3567 (562) r 177 % 1700[-2537,59.37 ]
Ouladsahebmadarek 201 | 410 3260 (395.9) 372 321678 (430.72) I 122% 4322 [-1495,101.39 ]
Paintin 1966 1é 32933 (455) 57 3325 (371) - 5% 3170 [-15871,95.31 ]
Puolakka 1980 16 15 3700 (500) -/ 0.6 % -300.00 [ 620086, 20.06 |
Siega-Riz 2001 166 168 3207 (612) — 39%  10800[-11.12,227.12 ]
Ziaei 2007 370 3240 (460) 357 3230 (3%0) + 11.2% 1000[-5192.7192]
Subtotal (95% CI) 3242 3136 4 69.7 % 38.63 [ 3.26, 73.99 |

Heterogeneity: Tau? = 999.35; Chiz = 1439, df = 9 (P = 0.11); P =37%
Test for overall effect; Z = 2.14 (P = 0032)
2 Late gestational age (supplementation started at 20 weeks of gestation or later)

Eskeland 1997 28 3689.6 (388.36) 26 3610.7 (502.87) T 1.0% 7890 [-16205, 319.85 ]

Makrides 2003 216 3406 (597) 114 3449 (580) - 4.4 % 4300 [ -154.25, 68.25 |

Preziosi 1997 99 3046 (408) 98 3016 (450) T 38 % 30.00 [ -8%.99, 149.99 ]
Subtotal (95% CI) 343 338 * 9.3 % -0.19 [-77.46, 77.08 |
Heterogenety: Tau? = 0.0: Ch? = 123, df = 2 (P = 0.54); P =00%

Test for overall effect: Z = 0.00 (P = 1.0)
3 Unspecified or mixed gestational age at the start of supplementation

Zeng 2008 (C) 1134 31739 (1244) 1192 31537 (449) . 201 % 2020 [-15.13,5553 ]
Subtotal (95% CI) 1134 1192 ’ 21.1 % 20.20 [ -15.13, 55.53 ]
Heterogeneity: not applicable
Test for overall effect Z = 1.12 (P = 026)
Total (95% CI) 4719 4666 d 100.0 %  30.81 [ 5.94, 55.68 |

1000 500 0 500 1000

Favours no intlplacebo Favours iran suppl
No
interven- Mean Mean
Study or subgroup  Iron supplements tion/placebo Difference Weight Difference
N Mean(SD) N Mean(SD) IVRandom.35% Cl MRandom95% Cl

Heterogeneity: Tau® = 439.74; Chi* = 1683, d = 13 (P = 021% I* =23%
Test for overall effect: Z = 2.43 (P = 0.015)
Test for subgroup differences: Chi? = 1.03, df = 2 (P = 0.60), * =00%

1000

0 500 1000

Favours no intfplacebe Favours iron supgl

Analysis 1.8. Comparison 1 Any supplements containing iron versus same
supplements without iron or no treatment/placebo (no iron or placebo),
Outcome 8 Birthweight (g): SUBGROUP ANALYSIS by anaemia status at
the start of supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 8 Birthweight (g): SUBGROUP ANALYSIS by anaemia status at the start of
supplementation

Cochrane Database Syst Rev. Author manuscript.
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Study or subgroup Iron supplements

N

No

interven-

tion/placebo

Mean(SD)

N Mean(SD)

Difference Weight

V.Random95% CI

Mean
Difference

IVRandom,25% CI

| Anaemnic at start of supplementation
Subtotal (95% CI) 0
Heterogeneity: not applicable

Test for overall effect: not applcable

2 Non-anaemic at the start of supplementation

Cogswell 2003 17
Eskeland 1997 b
Falahi 2010 70
Harvey 2007 8
Hermminki 199 1336
Makrides 2003 216
Quladsahebmadarek 2011 410

3277 (500.7)
3689.6 (388.36)
3310 (490)
3400 (480)
3584 (560)
3406 (597)

3260 (3959)

9% 3072 (635.59)

%6 36107 (502.87)
78 3270 (470)
7 3500 (520)

1358 3567 (562)
214 3449 (580)

372 321678 (430.72)

Not estimable

- 24% 20500 [ 4881, 36119 ]
-T— 1.0% 7890 [-162.05,31985]

24% 4000 [-11510,195.10]

02% -10000[ 64397, 44357 ]

. 17.7% 1700 [-25.37.59.37 ]
- 44%  4300[-15425 6825 ]
I 122%  4322[-149510139]

Study or subgroup Iron supplements

No

interven-
tion/placebo

Mean
Difference Weight

Difference

N Mean(SD) N Mean(SD) IV, Randam 95% C IVRandom,95% CI
Puolakka 1980 16 3400 (100) 15 3700 (500) 06%  -30000[ 62006, 20.06 ]
Siega-Riz 2001 166 3325 (493) 168 3217 (612) -~ 39 % 10800 [-11.12.227.12 ]
Ziagi 2007 370 3240 (460) 357 3230 (390) b 2% 10005192, 7192
Subtotal (95% CI) 2735 2691 4 56.0 % 31.13 [ -8.90,71.15 ]
Heterogeneity: Tau? = 1142.25 Chi? = 1351, df =9 (P = 0.14); I =33%
Test for overall effect: 7 = 152 (P = 0.13)
3 Unspecified or mixed anaemia status
Christian 2003 (C) 635 2652 (436) 628 2587 (429) - 156 % 6500 1729, 11271 ]
Paintin 1965 116 32933 (455) 57 3325 (371) - 35%  -3170[-15871,9531]
Preziosi 1997 99 3046 (408 98 3016 (450) T 38% 3000 [ -8999, 149991
Zeng 2008 (C) 1134 31739 (1244) 1192 31537 (4449) . 20.1% 2020(-15.13,5553
Subtotal (95% CI) 1984 1975 r 44.0 % 33.02 [ 3.65, 62.38 ]
Heterogeneity: Tau? = 79.60; Chi® = 323, df = 3 (P =038). P =7%
Test for overall effect: 2 = 2.20 (P = 0.028)
Total (95% CI) 4719 4666 d 100.0 % 30.81 [ 5.94,55.68 ]

Heterogeneity: Tau? = 439.74; C|
Test for overall effect; Z = 2.4

= 1683, df
0015)
001, df =

Test for subgroup differences

=13 (P=021); P =23%

| (P=094), F =00%

1000 -500

Favours no intfplacebo

s1dLIOSNUBIA JouIny sispund DN 8doin3 g

Analysis 1.9. Comparison 1 Any supplements containing iron versus same
supplements without iron or no treatment/placebo (no iron or placebo),
Outcome 9 Birthweight (g): SUBGROUP ANALYSIS by dose of iron.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 9 Birthweight (g): SUBGROUP ANALYSIS by dose of iron

Cochrane Database Syst Rev. Author manuscript.
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No

interven. Mean Mean
Study or subgroup Iron supplements tion/placebo Difference Weight Difference
N Mean(SD) N Mean (SD) V,Random,95% CI V.Random,95% CI

| Low daily dose (30 mg or less of elemental iron)
Cogswell 2003 17 3277 (5007) 9 3072 (635.59) — 22% 20500[ 4881,361.19 ]
Eskeland 1997 28 3689.6 (388.36) 26 36107 (50287) -IT— 09 % 7890 [ -16205 31985]
Makrides 2003 216 3406 (597) 4 3449 (580) T 41 % 4300 [ -154.25, 6825 ]
Quladsahebmadarek 2011 410 3260 (395.9) 372 321678 (430.72) r 120 % 43.22(-1495,101.39 ]
Paintin 1966 60 3302 (385) 29 3325 (371) T 19% -23.00 [ -18950, 143.50 ]
Siega-Riz 2001 166 3325 (493) 168 3217 (612) i 36% 10800 [-11.12,227.12]
Subtoral (95% CI) 997 905 hd 24.7 % 52.87 [ -11.51,117.26 ]

Heterogeneity: Tau? = 2374.11; Chi? = 821, df = 5 (P = 0.14); P =39%
Test for overall effect: 2 = 1.61 (P = 0.11)
2 Medium daily dose (more than 30 mg and less than 60 mg elemental iron)
Ziaei 2007 370 3240 (460) 357 3230 (3%0) T+ 110% 10.00 [-51.92,7192]

Subtoral (95% CI) 370 357 * 11.0% 10.00 [-51.92,71.92]
Heterogeneity: not applicable
Test for overall effect: Z = 032 (P = 0.75)

3 Higher dally dese (60 mg elemental iron or more)

Christian 2003 (C) 635 2652 (436) 528 2567 (429) - 158 % 65.00[ 1729, 11271]
Falahi 2010 70 3310 (490) 78 3270 (470) T 22% 4000 [-11510, 195,10
Harvey 2007 6 3400 (480) 7 3500 (5200 T 02% 64397, 44397
Hermminkd 1991 1336 3584 (560) 1358 3567 (562) » 183% 1700 [ -25.37, 5937
Paintin 1966 56 3284 (530) 3 3335 (371) - 14% 4100 [-236.33, 15433 ]
Preziosi 1997 99 3046 (408) 98 3016 (450) T 36 % 30,00 [ 8299, 14999 ]
Puolakka 1980 16 3400 (400) 15 3700 (500) 05% 300.00 [ -62006, 2006 ]
Zeng 2008 (C) 1134 31739 (4244) 1192 31537 (444.9) . 23% 2020 [-15.13, 5553 ]
Subtoral (95% CI) 3352 3404 N 64.3%  27.56[2.59,5254]

Heterogeneity: Tau® = & 2 =751, df =7 (P =038): P =7%

Test for overall effect: 7 = 2.16 (P = 0.031)

1000 -50¢

No
interven- Mean Mean
Study orsubgroup  ron supplements tion/placebo Differen: Weight Difference
N Mean(SD) N Mean(SD) VRandom 95% C| IVRandom95% CI
Total (95% CI) 4719 4666 t 100.0 % 30.63 [ 7.05, 54.22 ]

Heterogeneity: Tau® = 323.71; Chi® = 1682, df = 14 (P =027 1 =17%
Test for overall effect: Z = 2.5 (P = 0.011)
Test for subgroup differences: Chi2 = 090, df = 2 (P = 0.64), 2 =00%

1000 500 0 500 1000

Favours no intfplacebo Favours iron suppl

Analysis 1.10. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 10 Birthweight (g): SUBGROUP ANALYSIS by malarial
status of setting.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 10 Birthweight (g): SUBGROUP ANALYSIS by malarial status of setting

Cochrane Database Syst Rev. Author manuscript.
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No
interven- Mean Mean
Study or subgroup Iron supplements tionfplacebo Difference Weight Difference
N Mean(SD) N Mean(SD) IVRandom95% €I VRandom 95% CI
| Malarial setting
Christian 2003 (C) 635 2652 (436) 68 2587 (429) - 156 % 6500 1729, 11271 ]
Falahi 2010 70 3310 (490) 78 3270 (470) T 24% 4000 [-115.10,195.10]
Ouladsahebmadarek 201 | 410 3260 (3959) 372 321678 (430.72) " 122% 4322[-1495,101.39 1
Preziosi 1997 99 3046 (408) 98 3016 (450) T 38% 3000 [ -89.99, 14999 ]
Zeng 2008 (C) 1134 31739 (4244) 1192 31537 (4449) i 20 % 2020(-1513,5553 ]
Ziaei 2007 370 3240 (460) 357 3230 (390) T 2% 1000 [-51.92.71921
Subtotal (95% CI) 2718 2725 ] 66.3 % 33.48 [ 10.58, 56.37 |
Heterogenerty: Tau? = 00; 289, df =5 (P = 0.72); P =00%
Test for overall effect: Z = 2.87 (P = 0.0042)
2 Non-malarial setting
Cogswell 2003 17 3277 (5007) 96 3072 (63559) - 24% 20500 [4881,361.19 ]
1000 500 0 500 1009
Favours o intlplacebo Favours iron suppl
No
interven- Mean Mean
Study or subgroup Iron supplements tion/placebo Difference Weight Difference
N Mean(SD) N Mean(SD) IVRandarn IV Random 5% CI
Eskeland 1997 78 3689.6 (388.36) 26 36107 (502.87) 10% 7890 [ -162.05, 31985
Harvey 2007 6 3400 (480) 7 3500 (5200 T 02% 10000 [-64397, 44397
Hermminki 1991 1336 3584 (560) 1358 3567 (562) . 177% 1700 [ 2537, 5937 ]
Makrides 2003 206 3406 (597) 214 3449 (580) - 44% 4300 [ 15425, 6825
Paintin 1966 116 32933 (455) 57 3325 (371) - 35% 3170 -15871,9531 )
Puolakka 1980 16 3400 (400) 15 3700 (500) — 06%  -30000 [ -62006, 2006 ]
Siega-Riz 2001 166 3325 (493) 168 3217 (612) -~ 39% 10800 [-11.12,227.12 ]
Subtotal (95% CI) 2001 1941 i d 33.7 % 25.96 [ -42.06,93.97 |
Heterogeneity: Tau® = 381 1.32; Chi2 = 1362, df = 7 (P = 0.06); 2 =49%
Test for overall effect: Z = 0.75 (P = 0:45)
Total (95% CI) 4719 4666 d 100.0 %  30.81 [ 5.94, 55.68 ]

Heterogeneity: Tau? = 439.74; Chi? = 1683, df = 13 (P = 021); B =23%
Test for overall effect: Z = 243

Test for subgroup differences: C

=1 (P=084), F =00%

1000 500 0 500 1000

Favours no intfplacebo Favaurs iron supgl

Analysis 1.11. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 11 Premature birth (less than 37 weeks of gestation)
(ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 11 Premature birth (less than 37 weeks of gestation) (ALL)

Cochrane Database Syst Rev. Author manuscript.
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No
interven-
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
HRandom95% HRandom95%
N N s i
Harvey 2007 06 o7 Not estimable
Eskeland 1997 024 123 —_—T 02% 0.32[ 001,748
Liu 2000 3200 2100 —T 06% 075[0.13.442]
Falahi 2010 370 778 —T 10% 048013, 1.78]
Cogswell 2003 150117 1296 - 36% 103 [ 050,209 ]
Ziagi 2007 171370 13/357 T 36% 126 [ 062, 2.56 ]
Makrides 2003 12216 00214 - 38% 0591030, 1.19 ]
Ouladsahebmadarek 201 | (1) 161410 18372 -r 42% 081042, 1.56]
Siega-Riz 2001 13173 w172 - 14% 054(028,1.02]
Chan 2009 2719 30443 -+ 7% 0.95[ 058, 1.57 ]
Hernminki 1991 40/1336 57/1358 il 114% 071048, 1.06]
Zeng 2008 (C) 59/1134 791192 - 168% 079 [057, 1.09]
Christian 2003 (C) 146/633 139/628 L] 432% 1.04 [ 085, 1.28]
Total (95% CI) 5108 5040 . 100.0 % 0.88[0.77, 1.01]
Total events: 351 {Iron supplements), 402 (No intervention/placebo)
Heterogeneity: Tau? = 0.0; Chi? = 1032, df = || (P = 050); ! =0.0%
Test for overall effect: Z = 1.80 (P = 0.072)
Test for subgroup differences: Not applicable
001 0 I 10 100
Favours iron suppl Favours no nt/placebo
(1) This study defines preterm delivery as that occurring between 20-38 weeks of gestation

Analysis 1.12. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 12 Premature birth (less than 37 weeks of gestation):
SUBGROUP ANALYSIS by gestational age at the start of supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 12 Premature birth (less than 37 weeks of gestation): SUBGROUP ANALYSIS
by gestational age at the start of supplementation

Cochrane Database Syst Rev. Author manuscript.
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No

interven:
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio

HRandom,35% HRandom,?5%
N i o] cl
I Early gestational age (supplementation started before 20 weeks' gestation or prior to pregnancy

Chan 2009 271419 30443 -+ 7l % 095 058, 1.57]
Christian 2003 (C) 146/633 139/678 u 432 % 104 [ 0.85, 128 ]
Cogswell 2003 15117 12196 T 36% 103050, 209 ]
Falahi 2010 370 8 —T 10% 048[0.13,1.78]
Harvey 2007 06 07 Not estimable
Hemminki 1991 4011336 5711358 - 11.4% 071048, 1.06]
Liu 2000 37200 2100 —T 06% 075[0.13,442]
Ouladsahebmadarek 2011 (1) 16/410 18/372 - 42% 0817042 156 ]
Siega-Riz 2001 13173 24172 - 14% 054028, 1.02]
Ziaei 2007 17/370 13357 T 36% 126 [ 0.62. 256 ]
Subrotal (95% CI) 3734 3611 ‘ 79.2 % 0.93[0.80, 1.08 |

Total events: 280 Iron supplements), 302 (No intervention/placebo)
Heterogeneity: Tau? = 00; Chi? = 7.76, df = 8 (P = 0:46); F =0.0%
Test for overall effect; Z = 099 (P = 0.32)

2 Late gestational age (supplementation started at 20 weeks of gestation or later)

Eskefand 1997 0024 173 —_— T 02% 032[ 001,748 ]
Makrides 2003 121216 200214 -7 38% 059030, 1.19]
Subtoral (95% CI) 240 237 - 4.0 % 0.58 [0.29, 1.13 ]

Total events: 12 (Iron supplements), 2| (No intervention/placebo)
Heterogeneity: Tau? = 00; Chi2 =014, dF = | (P = 071} I =0.0%
Test for overall effect; 7 = 159 (P = 0.11)

3 Unspecified or mixed'gestational age at the start of supplementation

Zeng 2008 (C) 591134 791192 - 168 % 079057, 1.09]

Subrotal (95% CI) 1134 1192 - 16.8 % 0.79[0.57, 1.09 ]
Total events: 59 (Iron supplements), 7% (No intervention/placebo)

Heterogeneity: not applicable

0ol 0. I 10 100
Favours iron suppl Faveurs no ntiplacebo
No
interven-
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
HRandom,?5% H,Random,95%
N N a <

Test for overall effect; Z = 145 (P = 0.15)

Total (95% CI) 5108 5040 1 100.0 % 0.88 [0.77, 1.01 ]
Total events: 351 (iron supplements), 402 (No intervention/placebo)

Heterogeneity: Tau? = 0.0; Chi2 = 1032, df = |1 (P = 0.50); > =0.0%

Test for overall effect: Z = 1.80 (P = 0.072)

Test for subgroup differences: Chi* = 240, df = 2 (P = 030), B =17%

001 o 1 10 100

Favours iron suppl Favours no intiplacebo

(1) This study defines preterm delivery as that occurring between 20-38 weeks of gestation

Analysis 1.13. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 13 Premature birth (less than 37 weeks of gestation):
SUBGROUP ANALYSIS by anaemia status at the start of supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 13 Premature birth (less than 37 weeks of gestation): SUBGROUP ANALYSIS
by anaemia status at the start of supplementation

Cochrane Database Syst Rev. Author manuscript.
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No
interven
Study or subgroup Iron supplements tionfplacebo Risk Ratio Weight Risk Ratio
HRandom,95% HRandom,95%
/N /N o] ci

| Anaemic at start of supplementation

Subtoral (95% CI) 0 [} Not estimable
Total events: 0 (iron supplements), O (No intervention/placebo)

Heterogeneity: not applicable

Test for overall effect; not applicable

2 Non-anaemic at the start of supplementation

Cogswell 2003 15117 12196 T 36% 1.03[050,209]
Eckeland 1997 0/24 1123 e 02% 032[ 001,748
Falzhi 2010 370 78 T 10% 048[ 013, 178]
Harvey 2007 o6 o7 Not estimable
Hemminki 1991 40/1336 57/1358 - 114 % 071 [ 048, 106 ]
Liu 2000 37200 2100 0.6% 075[0.13,442]
Makrides 2003 120216 20214 - 38% 059030, 119 ]
Ouladsahebmadarek 2011 (1) 160410 18/372 - 42% 081 [ 042 156
Siega-Riz 2001 13173 24172 - 44% 054028, 102
Ziaei 2007 174370 137357 T 36% 126 [ 0.62. 256
Subtortal (95% CI) 2922 2777 4 328% 0.74[0.59, 0.94]

Total events: |19 (ron supplements), 154 (No intervention/placeto)
13,0 = 8 (P = 0.74); I* =0.0%
0.014)

Heterogeneity: Tau? =
Test for overall effect: Z = 246 (F

3 Unspecdified/ mibced anaemia status

Chan 2009 271419 30/443 -+ 7.1% 095058, 1.57]
Christian 2003 (C) 1464633 1391628 L 432% 104 [ 085, 128 ]
Zeng 2008 (C) 59/1134 791192 - 168% 079057, 1.09]
Subtoral (95% CI) 2186 2263 ¢ 67.2 % 0.96[0.81, 1.14 ]

Total events: 232 (Iron supplements), 248 (No intervention/placeto)
Heterogeneity: Tau? = 0.00; Chi? = 209, df = 2 (P = 0.35); P =4%

0ol 0. 1 19 100
Favours iron suppl Favours no ntfplacebo
No
interven-
Study or subgroup Iron supplements tionplacebo Risk Ratio Weight Risk Ratio
HRandom5% HRandom95%
/N /N o] cl

Test for overall effect: Z = 049 (P = 0.62)

Total (95% CI) 5108 5040 4 100.0 % 0.88[0.77, 1.01 |
Total events: 351 (Jron supplements), 402 {No intervention/placebo)

Heterogeneity: Tau? = G.0; Chi2 = 1032, df = || (P = 0.50); I* =0.0%

Test for overall effect: Z = 1.80 (P = 0.072)

Test for subgroup differences: Chi2 = 290, df = | (P = 0.09), P =66%

001 o | 0m

Favours iron suppl Favours no int/placebo

(1) This study defines preterm delivery as that occurring between 2038 weeks of gestation

Analysis 1.14. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 14 Premature birth (less than 37 weeks of gestation):
SUBGROUP ANALYSIS by dose of iron.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Cochrane Database Syst Rev. Author manuscript.
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Outcome: 14 Premature birth (less than 37 weeks of gestation): SUBGROUP ANALYSIS

by dose of iron

No
interven-
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
M- M-
HRandom,95% H,Random,55%
/N /N a a
I Low daily dose (30 mg or less of elemental iron)

Cogswell 2003 154117 1298 T 36% 1.03[050,209]

Eskeland 1997 0/24 1123 . 02% 032[001,748 ]

Makrides 2003 121216 200214 -7 38% 059030, 1.19]

Ouladsahebmadarek 2011 (1) 161410 181372 - 42% 081042 156

Siega-Riz 2001 134173 24/172 - 44% 054028, 102]
Subtotal (95% CI) 940 877 - 16.1 % 0.70 [ 0.50, 0.98 ]
Total events: 56 (Iron supplements), 75 (No intervention/placebo)

Heterogeneity: Tau? = 0.0; ¢ 239, df = 4 (P = 0.66); P =0.0%
Test for overall effect; Z = 207 (P = 0:038)
2 Medium daily dose (more than 30 mg and less than &0 mg elemental iron)

Ziaei 2007 174370 13/357 . 36% 126 [ 062, 256]
Subtotal (95% CI) 370 357 - 3.6 % 1.26 [ 0.62,2.56 ]
Total events: | 7 (Iron supplements), |3 (No intervention/placebo)

Heterogeneity: not applicable
Test for overall effect: Z = 0,64 (F = 0.52)
3 Higher daily dose (40 mg elemental iron or mare}

Chan 2009 271419 30/443 -+ 7.1 % 095058, 157

Christian 2003 (C) 146/633 139/628 L} 432 % 1.04[ 085, 128]

Falahi 2010 E) 7178 1.0% 048013 1.78]

Harvey 2007 6 o7 Not estimable

Hemminki 1991 4001336 57/1358 - 1.4 % 071048 106]

Liu 2000 37200 2100 0.6% 075[0.13,442]

Zeng 2008 () 59/1134 79/1192 - 168 % 079 [ 057, 109]
Subrotal (95% CI) 3798 3806 4 80.3 % 0.91[0.78, 1.06 ]
Total events: 278 (lron supplements), 314 (No interventioniplacebo)

Heterogeneity: Tau? = 0.0; Chi® = 497, df = 5 (P = 042); * =0.0%
0 o [T T
Favours iron suppl Favours no intiplacebo
No
interven-
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
M- M-
H.Random,35% H Random,95%
niN /N i o

Test for overall effect; Z = 1.21 (P = 0.22)

Total (95% CI) 5108 5040 ‘ 100.0 % 0.88 [0.77, 1.01 ]
Total events: 351 (Iron supplements), 402 (No interventionfplacebo)

Heterogeneity: Tau? = 0.0 ChiZ = 1032 df = |1 (P = 050 ¥ =00%

Test for overall effect: Z = 1.80 (P = 0072)

Test for subgroup differences: Chi? = 295, df = 2 (P = 023), ? =32%

0ol o | [

Favours iron suppl Favours no itfplacebo

(1) This study defines preterm delivery as that occurring between 20-38 weeks of gestation

Analysis 1.15. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 15 Premature birth (less 37 weeks of gestation):
SUBGROUP ANALYSIS by malarial status of setting.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Cochrane Database Syst Rev. Author manuscript.
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Outcome: 15 Premature birth (less 37 weeks of gestation): SUBGROUP ANALYSIS by

malarial status of setting

v “
interven.

m Study or subgroup Iron supplements tionfplacebo Risk Ratio Weight Risk Ratio
E HRandom5% HiRandom 95%
O n/N /N a Cl
e} | Malarial setting

(-D Chan 2009 27419 30043 -+ 7.0 % 095 058, 1.57 ]
o) Christian 2003 (C) 146633 139/629 L] 32% 104 085, 1287
< Falahi 2010 370 7178 10% 0481013, 178
( ) Liu 2000 31200 2100 I 06% 075[013.442)

I I Quladsahebmadarek 2011 (1) 16/410 181372 -T 42% 081 [042, 1.56]

% Zeng 2008 (C) 591134 79192 - 168 % 079057, 1.09]
O_ Ziaei 2007 177370 13357 T 36% 1.26 [ 062, 256 ]
D

- Subtotal (95% CI) 3236 3170 ! 76.6 % 0.95[0.82,1.11]
2] Total events: 271 (Iron supplements), 288 (No intervention/placebo)

> Heterogeneity: Tau? = 0.0; ChiZ = 409, dF = 6 (P = 0.66% 2 =0.0%

C Test for overall effect: Z = 0,61 (P = 0.54)

— 2 Non-malarial setting

g Cogswell 2003 IS/117 1296 -T- 36% 1.03 [ 050, 2.09 ]
= Eskeland 1997 04 123 —_— 02% 032[001,748]
g Harvey 2007 o6 o7 Not estimable
% Hermminki 1991 401336 571358 - 4% 0711048, 106 )
C Makrides 2003 121216 200214 - 38% 0591030, 1.19]
% Siega-Riz 2001 13173 241172 e | 44 % 054028, 1.02]
=h Subtotal (95% CIy 1872 1870 * 23.4 % 0.69 [ 0.52,0.91]
=) Total events: 80 (ion suppl 5,114 (No intervention/placebo)

7 Heterogeneity: Taut = 0. )1, dF =4 (P = 070);  =00%

Test for overal effect: Z = 262 (P = 0.0089)

Total (95% CI) 5108 5040 | 100.0 % 0.88[0.77, 1.01]
Total events: 351 (Iron supplements), 402 (No intervention/placebo)

Heterogeneity: Tau? = 0.0; Chi? = 10:32, df = 11 (P = 050} 2 =0.0%

Test for overall effect: Z = 1.80 (P = 0.072)

Test for subgroup differences: Chi2 = 398, df = | (P = 005), P =75%

(1) This study defines preterm delivery as that occurring between 20-38 weeks of gestation

Analysis 1.16. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 16 Neonatal death (within 28 days after delivery) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 16 Neonatal death (within 28 days after delivery) (ALL)

s1dLIOSNUBIA JouIny sispund DN 8doin3 g
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No

interven-
tion/placebo Risk Ratio

Study or subgroup Iron supplements Weight Risk Ratio
) HRandom95%
/N N |
Ziaei 2007 31370 61357 42% 048012 191)
Hermminki 1991 131336 10/1358 . 117% 132 058,300 ]
Christian 2003 (C) 8772 28777 —.— 289 % 101 [0.60, 1.68]
Zeng 2008 (C) 441193 59/1302 - 541 % 081 [ 056, 1.19]
Total (95% CI) 3671 3794 - 100.0 % 0.90 [ 0.68, 1.19 ]

(Iron supplements), 103 (No intervention/placebo)
W =207, d7 =3 (F = 056) 1P =0.0%
P =046)

Analysis 1.17. Comparison 1 Any supplements containing iron versus

same supplements without iron or no treatment/placebo (no iron or

placebo), Outcome 17 Neonatal death (within 28 days after delivery):
SUBGROUP ANALYSIS by gestational age at the start of supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or

no treatment/placebo (no iron or placebo)

Outcome: 17 Neonatal death (within 28 days after delivery): SUBGROUP ANALYSIS by

gestational age at the start of supplementation

Cochrane Database Syst Rev. Author manuscript.
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No
interven
Study or subgroup Iron supplements tionfplacebo Risk Ratio Veight Risk Ratio
H.Random.95% H.Random,%5%
N N d d

I Early gestational age (supplementation started before 20 weeks' gestation or prior to pregnancy)

Christian 2003 () 28772 0777 —— 99% 101 [0.60, 1.68]
Hemminki 1991 13/1336 101358 1 1.7 % 132 [ 058,300
Ziaei 2007 3370 6/357 —_— 42% 048 (012, 191]
Subtotal (95% CI) 2478 2492 - 45.9 % 1.01[0.67, 1.53 ]

Total events: 44 (Iron suppl

ts), 44 (No interventionfplacebo)
Heterageneity: Tau? = 0.0; Chi? = 152, df = 2 (P = 047) F =0.0%
Test for overall effect: Z = 0.04 (P = 096)

2 Late gestational age (supplementation started at 20 weeks of gestation or later)

Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (Iron supplements), 0 (No interventionplacebo)

Heterogeneity: not applicable

Test for overall effect: not applicable

3 Unspecified or mixed gestational age at the start of supplementation

Zeng 2008 (C) 44/1193 59/1302 54.1 % 081 [056, 1.19]

(N

Subtotal (95% CI) 1193 1302

Total events: 44 (ron supplements), 59 (No intervention/placebo)

54.1 % 0.81[0.56, 1.19 ]

Heterogeneity: not applicable
Test for overall effect: Z = 106 (P = 029)
Total (95% CI) 3671 3794 - 100.0 % 0.90[0.68,1.19]
Total events: 88 (Ion supplements), 103 (No intervention/placebo)

Chit = 207, df = 3 (P = 056); F =00%
046)

Heterageneity: Tau? = 0.0; (

Test for overall effect: Z = 0.7
Test for subgroup differences: Chi? =

o102 85 1 2 5 10

Favours ron suppl  Favours no int/placebo

Analysis 1.18. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 18 Neonatal death (within 28 days after delivery):
SUBGROUP ANALYSIS by anaemia status at the start of supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 18 Neonatal death (within 28 days after delivery): SUBGROUP ANALYSIS by
anaemia status at the start of supplementation

Cochrane Database Syst Rev. Author manuscript.
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No
interven:
Study or subgroup Iron supplements tionfplacebo Risk Ratio Weight Risk Ratio
HRandom 5% HRandom 95%
n/N n/N Cl Cl

| Anaemic at start of supplementation
Subtotal (95% CI) 0 o Not estimable
Total events: 0 (ron supplements), 0 (No intervention/placebo)
Heterogeneity: not applicable
Test for overall effect: not applicable
2 Non-anaemic at the start of supplementation

Hemminki 199 | 1371336 1041358 e 11.7% 1.32[ 058, 3.00]

Ziaei 2007 3370 6/357 42% 048[0.12.191]
Subtotal (95% CI) 1706 1715 ——— 15.9 % 0.94[0.37,2.39]
Total events: 16 (Iron supplements), 16 (Mo intervention/placeba)
Heterogeneity: Tau? = 0. 152, df = | (P=022) P =34%
Test for overall effect: Z = 0.14 (P = 0:8%)
3 Unspecified or mixed anaemia status

Christian 2003 (C) 28/772 281777 —.— 99 % 101 [ 0,60, 1.68 ]

Zeng 2008 (C) 4471193 59/1302 - 541 % 081 [056, 1.19 ]
Subtotal (95% CI) 1965 2079 - 84.1 % 0.88[0.65, 1.19]
Total events: 72 (lron supplements), 87 (No intervention/placebo)
Heterogeneity: Tau? = 0.0; Chi* = 042, df = | (P = 052); P =0.0%
Test for overall effect: Z = 083 (P = 041)
Total (95% CI) 3671 3794 - 100.0 % 0.90 [ 0.68, 1.19 ]
Total events: B8 (ron supplements), 103 (No intervention/placeba)
Heterogeneity: Tau? = 0.0; ChiZ = 207, df = 3 (P = 0.56); I =00%
Test for overall effect: Z = 0, 046)
Test for subgroup differences: Chi? = 002, df = | (P = 0.90), I =0.0%

ol 02 05 1 2 5 10

Favours iron suppl

Favours no intiplacebe

Analysis 1.19. Comparison 1 Any supplements containing iron versus

same supplements without iron or no treatment/placebo (no iron or

placebo), Outcome 19 Neonatal death (within 28 days after delivery):

SUBGROUP ANALYSIS by dose of iron.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 19 Neonatal death (within 28 days after delivery): SUBGROUP ANALYSIS by

dose of iron

Cochrane Database Syst Rev. Author manuscript.
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No
interven
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
M- M-
H,Random,25% H,Random,?5%
niN niN < a

I Low daily dose (30 mg or less of elemental iron)

Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (iron supplements), 0 (Ne intervention/placebo)

Heterogeneity: not applicable

Test for overall effect: not applicable

2 Medium daily dose {more than 30 mg and less than 60 mg elemental iron)

Ziaei 2007 31370 60357 — 1 42% 048 [0L12,191]
Subtotal (95% CI) 370 357 ——— 42 % 0.48[0.12,1.91]

Total events: 3 {ron supplements), 6 (No intervention/placebo)
Heterogeneity: not applicable
Test for overall effect: 7 = 1.04 (P = 0.30)

3 Higher daily dose: (60 mg elemental iron or more)
Christian 2003 (C) 281772 281777 —.— 299% 101 1060, 168 ]
Hemminki 1991 1371336 1071358 I 7% 1.32[058,300]
Zeng 2008 (C) 4411193 5971302 - 541 % 081 [056, 119]
Subtotal (95% CI) 3301 3437 - 95.8 % 0.92[0.69, 1.23 ]

Total events: 85 (Iron supplements), 97 (No intervention/placebo)

Heterogeneity: Tau? = 00; Chi? = 126, df = 2 (P = 0.53); F =0.0%

Test for overall effect: 7 = 0.5 (P = 0.58)

Total (95% CI) 3671 3794 - 100.0 % 0.90 [ 0.68, 1.19 ]
Total events: 88 (Iron supplements), 103 (No intervention/placebo)

Heterogeneity: Tau? = 00; Chi? = 207, df = 3 (P = 0.56); ¥ =0.0%

Test for overall effect: Z = 0.75 (P = 0.46)

Test for subgroup differences: Chi* = 082, df = | (P = 0.37), P =00%

0102 05 | 2z 5 10

Favours ron suppl  Fawours no intfplacebe

Analysis 1.20. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 20 Neonatal death (within 28 days after delivery):
SUBGROUP ANALYSIS by malarial status of setting.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 20 Neonatal death (within 28 days after delivery): SUBGROUP ANALYSIS by
malarial status of setting

Cochrane Database Syst Rev. Author manuscript.
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No
interven
Study or subgroup ron supplements tion/placebo Risk Ratio Weight Risk Ratio
M- M-
HRandom95% HRandom.95%
N N a s
| Malarial setting
Christian 2003 (C) 28772 287777 —.-— 299% 101 [060, 168]
Zeng 2008 (C) 4411193 59/1302 - 540 % 081 [056 1191
Ziaei 2007 31370 41357 2% 0481012, 1917
Subtotal (95% CI) 2335 2436 - 88.3 % 0.85 [ 0.63, 1.15 ]
Total events: 75 (ron supplements), 93 (No intervention/placebo)
Heterogeneity: Tau? = 0. = LI1,df =2 (P = 057): F =00%
Test for overall effect: Z = 1.04 (P = 030)
2 Non-malarial setting
Hemminki 1991 13/1336 10/1358 —_ 117 % 132 (058,300 ]
Subtotal (95% CI) 1336 1358 —— 11.7 % 1.320.58,3.00 ]
Total events: 13 (ron supplements). 10 (No intervention/placebo)
Heterogeneity: not applicable
Test for overall effect Z = 0.67 (P = 0.51)
Total (95% CI) 3671 3794 - 100.0 % 0.90 [ 0.68,1.19 ]

Total events: 88 (Iron supplements), 103 (No intervention/placebo)
Heterogeneity: Tau? = 00; Chi? = 207, df = 3 (P = 0.56); F =00%
Test for overall effect; 7 P = 0:A6)

Test for subgroup differences; Chi? = 096, df = | (P = 033), ¥ =0.0%

Favaurs ron suppl  Favours no imiplacebo

Analysis 1.21. Comparison 1 Any supplements containing iron versus

same supplements without iron or no treatment/placebo (no iron or

placebo), Outcome 21 Congenital anomalies (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or

no treatment/placebo (no iron or placebo)

Outcome: 21 Congenital anomalies (ALL)

No

nterven
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio

HRandom 95% Hfandom 5%

AN N a a
Chan 2009 217413 30437 L 684% 074[043.127]
Christian 2003 () 13773 17779 - 6% 119054, 364
Liu 2000 01200 0100 Not estimable
Total (95% CI) 1386 1316 - 100.0 % 0.86[0.55,1.35]

Total events: 34 (Iron supplements), 41 (No intervention/placebo)
Heterogeneity: Tau? = 0.0; Chi? =093, df = | (P = 033); ¥ =0.0%
Test for overall effect: Z = 0.66 (P = 0.51)

Test for subgroup differences: Not applicable

Analysis 1.22. Comparison 1 Any supplements containing iron versus

same supplements without iron or no treatment/placebo (no iron or

Cochrane Database Syst Rev. Author manuscript.
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placebo), Outcome 22 Congenital anomalies: SUBGROUP ANALYSIS by
gestational age at the start of supplementation)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 22 Congenital anomalies; SUBGROUP ANALYSIS by gestational age at the start

No

nterven.
Study or subgroup Iron supplements tionplacebo Risk Ratio Weight Risk Ratio

H Random,95% HRandom95%
nN n/N (@] Cl
| Early gestational age (supplementation started before 20 weeks' gestation or prior to pregnanty)

Chan 2009 211413 00437 E 3 §8.4 % 0741043, 127 ]
Christian 2003 (C) 13/773 11/779 —— 316 % 119054, 264 ]
Liu 2000 000 0100 Not estimabie
Subtotal (95% CI) 1386 1316 - 100.0 % 0.86[0.55,1.35 ]

Total events: 34 (Jron supplements), 41 (No intervention/placebo)

Heterogeneity: Tau? = 0.0; Chi2 = 093, df = | (P = 0.33); I =00%

Test for overall effect: Z = 046 (P = 0.51)

2 Late gestational age (supplementation started at 20 weeks of gestation or later)

Subtotal (95% CI) o 1) Not estimable
Total events: 0 (iron supplements), 0 (No intervention/placebo)

Heterogeneity: not applicable

Test for overall effect: not applicable

3 Unspecified or mixed gestational age at the start of supplementation

Subtotal (95% CI) o 1) Not estimable
Total events: 0 (iron supplements), 0 (No intervention/placebo)

Heterogeneity: not applicable

Test for overall effect: not applicable

Total (95% CI) 1386 1316 - 100.0 % 0.86 [ 0.55,1.35]
Total events: 34 (ron supplements), 41 (No intervention/placebo)

Heterogeneity: Tau? = 0.0; Chi2 =093, df = | (P =0.33); I =00%

Test for overal effect: Z = 066 (P = 0.51)

Test for subgroup differences: Not appiicable

ool o | 0 1o

Favours iron suppl Favours no int/placebio

Analysis 1.23. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 23 Congenital anomalies: SUBGROUP ANALYSIS by
anaemia status at the start of supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 23 Congenital anomalies: SUBGROUP ANALYSIS by anaemia status at the start
of supplementation

Cochrane Database Syst Rev. Author manuscript.
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No
interven-
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
H.Random,25% H.Random,?5%
N niN Cl e

| Anaemic at start of supplementation
Subrotal (95% CI) 0 o Not estimable
Total events: 0 (Iron supplements), 0 (No intervention/placebo)
Heterogeneity: not applicable
Test for overal effect: not applicable
2 Non-anaemic at the start of supplementation
Liu 2000 /200 0/100 Not estimable

Subtotal (95% CI) 200 100 Not estimable
Total events: 0 (Iron supplements), 0 (No intervention/placebo)

Heterogeneity: not applicable

Test for overal effect: not applicable

3 Unspecified or mixed anaermia status

Chan 2009 21413 300437 L 684% 0741043127
Christian 2003 (C) 13/773 14779 - 316% 119 [ 054, 264 )
Subtotal (95% CI) 1186 1216 - 100.0 % 0.86 [ 0.55, 1.35 ]

Total events: 34 (ron supplerments), 41 (No intervention/placebo)

Heterogeneity: Tau? = 0.0; Chi2 = 093, df = | (P = 0.33) I* =0.0%

Test for overal effect: Z = Q.66 (P = 0.51)

Total (95% CI) 1386 1316 - 100.0 % 0.86 [ 0.55,1.35 ]
Total events: 34 (Iron supplements), 41 (No intervention/placeba)

Heterogeneity: Tau? = 0.0; Chi2 = 093, df = | (P = 033} P =00%

Test for overal effect: 7 = 0.66 (P = 0.51)

Test for subgroup differences: Not applicable

oo o | 0w

Favours iron suppl Favours no intlplacebo

Analysis 1.24. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 24 Congenital anomalies: SUBGROUP ANALYSIS by
dose of iron.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 24 Congenital anomalies; SUBGROUP ANALYSIS by dose of iron

Cochrane Database Syst Rev. Author manuscript.
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No
interven
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
M- M-
H.Random,95% H.Random 95%
N n/N I <l

| Low daily dose (30 mg or less of elemental iron)

Subtotal (95% CI) 0 0 Not estimable
Total events: O (Iron supplements), O (No intervention/placebo)

Heterogeneity: not applicable

Test for overall effect: not applicable

2 Medium daily dose (more than 30 mg and less than 60 mg elemental iron)

Subtotal (95% CI) 0 0 Not estimable
Total events: O (ran supplements}, O (No intervention/placebo)

Heterogeneity: not applicable

Test for overall effect: not applicable

3 Higher daily dose (60 mg elemental iron or mare)

Chan 200% 211413 300437 = 684 % 074043, 1.27 ]
Christian 2003 (C) 13773 11779 - 316% 1191 0.54, 264 1
Liu 2000 0/200 04100 Not estimable
Subtotal (95% CI) 1386 1316 - 100.0 % 0.86 [ 0.55,1.35 ]

Total events: 34 (ron supplements), 41 (No intervention/placebo)

Heterogeneity: Tau? = 00; Chi2 = 093, df = | (P = 0.33) P =0.0%

Test for overall effect: Z = 066 (P = 0.51)

Total (95% CI) 1386 1316 - 100.0 % 0.86 [0.55,1.35]
Total events: 34 (Iron supplements), 41 (No intervention/placebo)

Heterogeneity: Tau? = 00; Chi? = 093, df = | (P = 0.33) P =0.0%

Test for overal effect: Z = 066 (P = 051)

Test for subgroup differences: Not applicable

001 0. | 0 100

Favours iron suppl Favours no intiplacebo

Analysis 1.25. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 25 Congenital anomalies: SUBGROUP ANALYSIS by
malarial status of setting.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 25 Congenital anomalies: SUBGROUP ANALYSIS by malarial status of setting

Cochrane Database Syst Rev. Author manuscript.
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No
interven:
Study or subgroup Iron supplements tien/placebo Risk Ratio Weight Risk Ratio
M- M-
H,Random,95% HRandom,95%
/N /N Cl cl
| Malarial setting
Chan 2009 21413 30437 - 475% 074043, 127
Christian 2003 (C) 281772 281777 - 525 % 101 [ 0.60, 168
Liu 2000 07200 o100 Not estimable
Subrtotal (95% CI) 1385 1314 - 100.0 % 0.87 [ 0.60, 1.26 ]
Total events: 49 (Iron supplements), 58 (No interventionfplacebo)
Heterogeneity: Tau® = 0.0; Chit = 065, df = | (P = 0.42); ¥ =0.0%
Test for overall effect: Z = 0.73 (P = 0.46)
2 Non-malarial setting
Subtotal (95% CI) 0 (] Not estimable
Total events: 0 (iron supplements), 0 (No intervention/placebo)
Heterogeneity: not applicable
Test for overall effect: not applicable:
Total (95% CI) 1385 1314 - 100.0 % 0.87 [ 0.60, 1.26 ]

Total events: 43 (Iron supplements), 58 (No interventionfplacebo)
Heterogeneity: Tau? = 00; ChiZ = 065, df = | (P = 042); ¥ =0.0%
Test for overall effect: 7 = 073 (P = 0.46)

Test for subgroup differences: Not applicable

Favours iron supp!

0

Favours no int/placebo

Analysis 1.26. Comparison 1 Any supplements containing iron versus

same supplements without iron or no treatment/placebo (no iron or

placebo), Outcome 26 Maternal anaemia at term (Hb less than 110 g/L at 37

weeks’ gestation or more) (ALL)

Cochrane Database Syst Rev. Author manuscript.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 26 Maternal anaemia at term (Hb less than 110 g/L at 37 weeks’ gestation or
more) (ALL)



syduiosnuelA Joyiny sispun4 JINd adoin3 ¢

syduosnuelA Joyiny sispund DA @doing ¢

Pefia-Rosas et al.

No
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
H Random 85% HRandom95%
W N i Jal

Eskeland 1997 024 7 21% 0.06 [ 000, 097
Miiman 1991 0/100 15107 — 21% 0.03[ 000, 057 ]
Puolakka 1980 016 8/15 —_— 2% 007000, 1.18]
Chanarin 1971 1149 9/6 — 35% 0.10[001,079 ]
Romslo 1983 122 73 — 36% 0.15[002 1.12]
Holly 1955 1194 2355 — 37% 003000, 0,18
De Benaze 1989 344 8/25 —-— 65% 021006073 ]
Pritchard 1958 674 2349 - 5.0% 0.17[008, 039 ]
Cogswell 2003 12490 11762 - 55% 075035, 1.59]
Chisholm 1966 10183 650177 - 103% 0.15[008, 028
Makrides 2003 141200 30193 - 105% 045 025,082 ]
Liu 2000 36/100 431100 - 121% 0841059, 1.18]
Batw 1976 27468 54765 - 123% 0480350451
Freziosi 1997 41199 69198 - 125 % 059 [ 045,077 ]

Toral (95% CI) 1163 1036 * 100.0 % 0.30 [ 0.19, 0.46 ]

Total events: 152 (fron supplements), 370 (No intervention/placebo)

Heterogeneity: Tau? = 040; Chi? = 6444, df = |3 (P<0.00001); 1 =80%

Test for overall effect: Z = 5.35 (P < 0.00001)

Test for subgroup differences: Not applicable

0001001 01 110 100 1000
Favours ron suppl  Favours na inplacebo

Analysis 1.27. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 27 Maternal anaemia at term (Hb less than 110 g/L at 37
weeks’ gestation or more): SUBGROUP ANALYSIS by gestational age at
the start of supplementation)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 27 Maternal anaemia at term (Hb less than 110 g/L at 37 weeks’ gestation or
more): SUBGROUP ANALYSIS by gestational age at the start of supplementation):

Cochrane Database Syst Rev. Author manuscript.
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Risk Ratio Weight
M-

HRandom95%
a

Risk Ratio
M-

H.Random.95%
<l

- 9.5%

I 65%

No
interven
Study or subgroup Iron supplements tien/placebo
N N

I Early gestational age (supplementation started before 20 weeks' gestation or prior to pregnanty)
Cogswell 2003 12/90 11/62
De Benaze 1989 3044 825
Eskeland 1997 024 01
Liu 2000 36/100 43100
Milman 1991 0100 157107
Puolakka 1980 o6 615
Romslo 1983 1122 7023
Subtotal (95% CI) 396 353

Total events: 52 (iron supplements), 97 {No intervention/placebo)
Heterogeneity: Tau? = 0.78; Chi? = 2096, df = 6 (P = 0.002); ¥ =71%
Test for overall effect: Z = 2.75 (P = 00060)

2 Late gestational age (supplementation started at 20 weeks of gestation or later)

Batw 1976 27/68 54165
Chanarin 1971 1149 946
Chisholm 1966 101183 65177
Makrides 2003 14200 30193
Preziosi 1997 41199 69/98
Subtotal (95% CI) 599 579

Total events: 93 (ron supplements), 227 (No intervention/placebo)

Heterogeneity: Tau? = 023 Chi? = 2065, df = 4 (P = 000037) P =81%

Test for overall effect: Z = 390 (P = 0.000096)

3 Unspecified or mixed gestational age

— 35%

- 103%

- 105

*®

125%

hd 49.2 %

075035, 159]
021 [006,073]
0.06 [ 000,097 ]
084059, 1.18]
0.03[000.057]
007 (000, 1.18]
015 [002 1.12]

0.28[0.12,0.70 ]

048 [ 035,065 ]
010 [ 001,079 ]
0.15 (008,028 ]
045 025,082 ]
059 [ 045,077 ]

0.36 [ 0.22, 0.61 ]

Holly 1955 1194 23055 7% 003 [000,0.18]
Pritchard 1958 674 2349 9.0% 0.17 [008,0.39 ]
Subtotal (95% CI) 168 104 12.7 % 0.08 [0.01, 0.59 ]
I
Favours
No
interven-
Study or subgroup Iron supplements tionfplacebo Risk Ratio Weight Risk Ratio
M- M-
H.Random.25% H.Random,95%
niN niN d <
Total events: 7 (ron supplements), 46 (N inter p )
Heterogeneity: Tau? = |.57; Chi* = 3.64, df = | (P = 006); P =73%
Test for overall effect: 7 = 248 (P = 0.013)
Total (95% CI) 1163 1036 . 100.0 % 0.30 [ 0.19, 0.46 |

Total events: 152 (ron supplements), 370 (No intervention/placebo)

Heterogeneity: Tau? = 0.40; Chi® = 64.44, df = I3 (P<0.00001); I* =80%

Test for overall effect: Z = 535 (P < 0.00001)
Test for subgroup differences: Chi? = 2,18, df = 2 (P = 0.34), P =8%

O 01 110 100 1000

onsuppl  Favours no intfplacebo

Analysis 1.28. Comparison 1 Any supplements containing iron versus

same supplements without iron or no treatment/placebo (no iron or

placebo), Outcome 28 Maternal anaemia at term (Hb less than 110 g/L at 37
weeks’ gestation or more): SUBGROUP ANALYSIS by anaemia status at the

start of supplementation)

Review: Daily oral iron supplementation during pregnancy

Cochrane Database Syst Rev. Author manuscript.

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)
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Outcome: 28 Maternal anaemia at term (Hb less than 110 g/L at 37 weeks’ gestation or

more): SUBGROUP ANALYSIS by anaemia status at the start of supplementation)

No
interven
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
H.Random.95% H.Random.95%
n/iN n/N < Cl

| Anaemic at start of supplementation

Subtotal (95% CI) 0 0 Not estimable
Total events: O (Iran supplements), & (No intervention/placeba)

Heterogeneity: not applicable

Test for overal effect: not applicable

2 Non-anaermic at the start of supplementation

Chisholm 1966 10/183 65/177 - 103% 0.15[0.08,0.28]
Cogswell 2003 1290 11762 - 95% 075035, 159 ]
De Benaze 1989 344 8/25 — 65% 021 [0.06,073]
Eskeland 1997 or24 721 — 2% 006 [ 0.00, 097 ]
Liu 2000 36/100 43/100 - 121 % 084059, 1.18]
Makrides 2003 141200 301193 - 105 % 045 [0.25,0.82]
Puolakka 1980 o6 615 — 21% 007 [0.00; 1.18]
Romslo 1983 1122 723 — 6% 015002, 1.12]
Subtotal (95% CI) 679 616 - 56.9 % 0.32 [0.16, 0.64 ]

Total events: 76 (iron supplements), 177 (No intervention/placebo)
Heterogeneity: Tau? = 0,65 Chi2 = 3507, of = 7 (P = 000001): P =80%
Test for overall effect: Z = 319 (P = 0.0014)

3 Unspecified or mixed anaemia status

Batu 1976 27/68 54/65 - 123% 048 [0.35,0.65]
Chanarin 1971 1749 946 - 5% 0.10[001,079]
Holly 1955 1194 23755 A 37 % 0.03[000.0.18]
Milman 19%1 /100 15/107 R — 21% 0.03 [ 000,057 ]
Preziosi 1997 41199 69/98 = 125% 0.59 [045,077]
Pritchard 1958 674 23149 - 9.0% 0.17[008,039]
Subtotal (95% CI) 484 420 - 43.1% 0.24 [0.12, 0.49 ]

No
interven:
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
H,Random,¥5% H,Random,95%
N N d [«

Total events: 76 (Iron supplements), 193 (No intervention/placebo)

Heterogeneity: Tau? = 044; Chi? = 30.08, df = 5 (P = 0.00001) I =83%

Test for overall effect: Z = 395 (P = 0.000078)

Total (95% CI) 1163 1036 hd 100.0 % 0.30 [ 0.19, 0.46 |
Total events: 152 (Iron supplements), 370 (No intervention/placebo)

Test for overall effect: Z = 5.35 (P < 0.00001)

Test for subgroup differences: ChiZ = 029, df = | (P = 0.59), ¥ =0.0%

0l 01 110 100 1000

onsuppl  Fawours no intiplacebo

Analysis 1.29. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 29 Maternal anaemia at term (Hb less than 110 g/L at 37
weeks’ gestation or more): SUBGROUP ANALYSIS by dose of iron)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Cochrane Database Syst Rev. Author manuscript.
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Outcome: 29 Maternal anaemia at term (Hb less than 110 g/L at 37 weeks’ gestation or

more): SUBGROUP ANALYSIS by dose of iron)

No
interven:
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
M- M-
Heandom 5% Hiandom 5%
n/N niN Cl Cl
| Low daily dose (30 mg or less of elemental iron)

Cogswell 2003 12450 1162 - 9.5% 075[ 035 1.59 ]

Eskeland 1997 w24 72 ] 21% 0.06 [ 000,097 ]

Makrides 2003 14200 30193 - 105% 045 (025, 082 ]
Subtotal (95% CI) 314 276 - 222 % 0.49 [ 0.24, 1.03 ]
Total events: 26 (Iron supplements), 48 (No intervention/placeba)

Heterogeneity: Tau? = 0.18; Chi> = 366, df = 2 (P = 0.16); P =45%
Test for overall effect: Z = 1.88 (P = 0.060)
2 Medium daily dose: (more than 30 mg and less than 60 mg elemental iron)

De Benaze 1983 3144 8/25 — 65% 021 [0086,073 ]
Subtotal (95% CI) 44 25 - 65 % 0.21 [ 0.06,0.73 |
Total events: 3 (iron supplements), B (No intervention/placeba)

Heterogeneity: not applicable
Test for overall effect: Z = 2.46 (P = 0.014)
3 Higher daily dose (60 mg elemental iron or more)

Batu 1976 27/68 54/65 - 123% 048 [ 035,065 ]

Chanarin 1971 1149 9146 — 5% 0.10[001,079 ]

Chisholm 1966 10/183 E5/1T77 - 103% 0.15[ 008,028 ]

Holly 1955 1194 23/55 . 37% 003 [000.0.18]

Liu 2000 36/100 43100 - 121% 084059, 1.18 ]

Milman 1991 /100 15/107 e 21% 0.03 [ 000,057 ]

Preziosi 1997 41199 69/98 - 12.5% 0.59 [ 045, 0.77 ]

Pritchard 1958 674 2349 - 9.0% 0.17 [ 008,039 ]

Puolakka 1980 o/1é 8/15 7 21% 007 [0.00, 1187

Romslo 1983 1m m —_ 6% 0151002, 112
Subtotal (95% CI) 805 735 - 713 % 0.25[0.14, 0.45 |

No
interven-
Study or subgroup Iron supplements tionfplacebo Risk Ratio Weight Risk Ratio
HRandom 5% HRandom 5%
n/N n/N [u] Cl

Total events: 123 (Iron supplements), 314 {No intervention/placebo)

Heterogeneity: Tau? = 048 Chi? = 6021, df = 9 (P<0.00001); P =85%.

Test for overall effect: Z = 472 (P < 0.00001)

Total (95% CI) 1163 1036 A 100.0 % 0.30 [ 0.19, 0.46 ]
Total events: 152 (iron supplements), 370 {No intervention/placebo)

Heterogeneity: Tau* = 040; Chi? = 64,44, df = |3 (P<0.00001); I* =80%

Test for overall effect: Z = 5.35 (P < 0.00001)

Test for subgroup differences: Chi2 = 234, df = 2 (P = 031), R =14%

Favours no int/p

Analysis 1.30. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 30 Maternal anaemia at term (Hb less than 110 g/L at 37
weeks’ gestation or more): SUBGROUP ANALYSIS by malarial status of
setting)

Review: Daily oral iron supplementation during pregnancy
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Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 30 Maternal anaemia at term (Hb less than 110 g/L at 37 weeks’ gestation or
more): SUBGROUP ANALYSIS by malarial status of setting)

No
interven:
Study or subgroup Iran supplements tion/placebo Risk Ratio Weight Risk Ratio
HRandom,95% HRandom,?5%
N N <] cl
| Malarial setting
Batu 1976 27168 54165 - 123% 048 [ 035, 0,65
Liu 2000 364100 43100 - 121% 084059, 1.18]
Preziosi 1997 41159 69198 - 125% 0.59[045,077]
Subtotal (95% CI) 267 263 . 36.9 % 0.61 [ 0.45, 0.82 ]
Total events: 104 (Jron supplements), 166 (No intervention/placebo)
Heterogeneity: Tau? = 0.05; Chi? = 5,68, df = 2 (P = 0.08); P =65%
Test for overall effect: 7 = 3.22 (P = 0.0013)
2 Non-malarial setting
Chanarin 1971 1149 9446 — 5% 010 [ 001,079
Chisholm 1966 10/183 654177 - 103% 0.15[008,028]
Cogswell 2003 12/90 1 1/62 - 9.5% 075[035 159 ]
De Benaze 1989 344 8125 - 65% 021 [006,073]
Eskeland 1997 0124 w1 — 2% 006 [ 000,057 ]
Holly 1955 1194 23/55 e 37% 003[000,018]
Makrides 2003 14/200 30193 - 105 % 045 [ 0.25, 082 ]
Milman 1991 0/100 15/107 — 21% 0.03[000,057]
Pritchard 1958 674 73/49 - 90% 017 [ 008,039 ]
Puolakka 1980 o/le 615 —_— 21% 007 (000, 1.18]
Romslo 1983 1122 723 — 36% 015002 1.12]
Subtotal (95% CI) 896 773 - 63.1 % 0.18 [ 0.10, 0.34 ]

Total events: 48 (ron supplements), 204 (No intervention/placeba)

Heterogeneity: Tau? = 0.54; Chi® = 27.25, df = 10 (P = 0.002); I =63%

Test for overall effect: Z = 5.39 (P < 0.00001)

Total (95% CI) 1163 1036 - 100.0 % 0.30 [ 0.19, 0.46 |

Total events: 152 {iron supplements), 370 {No intervention/placebo)

No
interven:
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
HRandom?5% HRandom,95%
AN AN a a

Heterogeneity: Tau? = 0.40; Chi? = 64,44, df = 13 (P<0.00001); I? =80%
Test for overall effect: Z = 5.35 (P < 0.00001)
Test for subgroup differences: Chi = 1185, df = | (P = 0.00), P =92%

Analysis 1.31. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 31 Maternal iron deficiency at term (as defined by as
defined by trialists, based on any indicator of iron status at 37 weeks’s
gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy

Cochrane Database Syst Rev. Author manuscript.
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Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 31 Maternal iron deficiency at term (as defined by as defined by trialists, based on
any indicator of iron status at 37 weeks’s gestation or more) (ALL)

Study or subgroup Iron supplements

No

interven
tion/placebo

N

Risk Ratio

HRandom,?5%
e}

Weight

Risk Ratio

H.Random.25%
<l

Preziosi 1957 324 14120
Milman 1991 463 31157
Falahi 2010 7770 2278
Eskeland 1997 15199 49198
Cogswell 2003 26185 27159
Makrides 2003 65/186 102176
Tura 1989 621129 63112
Total (95% CI) 656 600
Total events: 187 (Iron supplements), 308 (No intervention/placebo)
Heteroger = 0:26; Chi? = 41,09, df = 6 (P<0.00001); P =85%

Test for overall effect: Z = 3.78 (P = 0.00015)

Test for subgroup differences: Not appiicable

89 %
100 %
120 %
155%
165%
185%
185 %

100.0 %

018 006,053]
0.12[004.031]
0.35[0.16,078]
030[0.18,050]
067[044.102]
060 048,078 ]
092[073. 117

1
0.43 [ 0.27, 0.66 |

Analysis 1.32. Comparison 1 Any supplements containing iron versus

same supplements without iron or no treatment/placebo (no iron or

placebo), Outcome 32 Maternal iron deficiency at term (as defined by as

defined by trialists, based on any indicator of iron status at 37 weeks’
gestation or more): SUBGROUP ANALYSIS by gestational age at the start

of supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 32 Maternal iron deficiency at term (as defined by as defined by trialists, based on
any indicator of iron status at 37 weeks’ gestation or more): SUBGROUP ANALYSIS by
gestational age at the start of supplementation

Cochrane Database Syst Rev. Author manuscript.
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No

interven
Study or subgroup Iran supplerments tianiplacebo Risk Ratio Weight Risk Ratio

HRandom 5% HRandom 5%
N N d a
1 Early gestational age supplementation started before 20 weeks' gestation or-prior to pregnanty)

Cogawell 2003 2/85 27159 - 165% 0671044, 1021
Falahi 2010 7170 278 —— 120% 035[016,078]
Milian 1991 4163 3157 —— 100% 0.2[004,031 ]
Tura 1989 67129 6112 - 185% 0921073, 1171
Subtotal (95% CI) 347 306 - 57.1 % 0.45[0.22,0.93 ]

Total events: 104 (ron supplements), 143 (No intervention/placebo)
Heterogeneity: Tau? = 044; Chi? = 2446, df = 3 (P = 0.00002); I* =88%
Test for overall effect: Z = 2.15 (P = 0.032)

2 Late gestational age (supplementation started at 20 weeks of gestation or later)

Eskeland 1997 15/99 49198 - 15.5% 030[0.18,050]
Makrides 2003 65/186 102176 - 185% 0.60[048.076]
Preziosi 1997 324 14/20 — 89% 0.18006,053]
Subtoral (95% CI) 309 294 - 42.9 % 0.36[0.18,0.72 ]

Total events: 83 (lron supplements), 165 (No intervention/placebo)
10.04, df =2 (P =001); 1 =80%

Heterogeneity: Tau? = 027, Ch
Test for overall effect: Z = 290 (P = 0.0038)

3 Unspecified or mixed gestational age

Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (ron supplements), 0 (Na intervention/placebo)

Heterogeneity: not applicable

Test for overal effect: not applicable

00l 0 | 0 1

Favours iron suppl Favours no intfpaceba

No
interven:
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk: Ratio
M- M-
H.Random.95% H.Random.55%
N N a o]
Total (95% CI) 656 600 - 100.0 % 0.43 [ 0.27, 0.66 ]

Total events: 187 (Iron supplements), 308 (No intervention/placebo)
Heterogeneity: Tau? = 0.26; Chi? = 41.09, df = 6 (P<0.00001); I* =85%
Test for overall effect: Z = 378 (P = 0:00015)

Test for subgroup differences: Chi* = 0.18, df = | (P = 0.67), I =00%

Analysis 1.33. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 33 Maternal iron deficiency at term (as defined by as
defined by trialists, based on any indicator of iron status at 37 weeks’
gestation or more): SUBGROUP ANALYSIS by anaemia status at the start
of supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 33 Maternal iron deficiency at term (as defined by as defined by trialists, based on
any indicator of iron status at 37 weeks’ gestation or more): SUBGROUP ANALYSIS by
anaemia status at the start of supplementation

Cochrane Database Syst Rev. Author manuscript.
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No
interven
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
M- M-
HRandom,25% HRandom,25%
N /N Cl e

| Anaermic at start of supplementation

Subtotal (95% CI) (] 0 Not estimable
Total events: 0 (ron supplements), 0 (No intervention/placebo)

Heterogeneity: not applicable

Test for overall effect: not applicable

2 Non-anaemic at the start of supplementation

Cogswell 2003 26585 27159 - 165% 067[044,102]
Eskeland 1997 1599 49198 - 155 % 030[ 0.8 050
Falahi 2010 770 22178 —-— 120% 035[0.16,078]
Makrides 2003 65/186 1021176 - 185 % 0.60 [ 048,075
Tura 1989 671129 630112 ® 185 % 0921073 117]
Subtotal (95% CI) 569 523 * 81.2% 0.56 [0.39,0.82]

Total events: 180 (Iron supplements), 263 (No interventioniplacebo)
Heterogeneity: Tau? = 0.14; Chi* = 21.18, df = 4 (P = 0.00029); I* =81%
Test for overall effect: Z = 297 (P = 0.0030)

3 Unspecified/ mixed anaemia status

Milman 1991 4163 3157 .- 100 % 0.12[ 004,031 ]
Preziosi 1997 324 14120 — 85 % 0.18 006,053 ]
Subtotal (95% CI) 87 77 - 18.8 % 0.14[0.07,0.29]

Total events: 7 {Iron supplements), 45 (No intervention/placebo)

Heterogeneity: Tau? = 0.0; Chi* = 0.33, df = | (P = 0.57); ¥ =0.0%

Test for overall effect: Z = 526 (P < 0.00001)

Total (95% CI) 656 600 - 100.0 % 0.43 [ 0.27, 0.66 ]
Total events: 187 (Iron supplements), 308 (No intervention/placebo)

Heterogeneity: Tau? = 0.26; Chi? = 41,09, df = 6 (P<0.00001); P =85%

(P =000015)

Test for subgroup differences: Chi? = 10.9%, df = | (P = 000), I =91%

Test for overall effect: Z = 3.7

001 D | 010

Favours iron suppl Favours o int/placebo

Analysis 1.34. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 34 Maternal iron deficiency at term (as defined by as
defined by trialists, based on any indicator of iron status at 37 weeks’
gestation or more): SUBGROUP ANALYSIS by dose of iron.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 34 Maternal iron deficiency at term (as defined by as defined by trialists, based on
any indicator of iron status at 37 weeks’ gestation or more): SUBGROUP ANALYSIS by
dose of iron

Cochrane Database Syst Rev. Author manuscript.
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Na
interven:
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratic
HRandom5% HRandom95%
N N a <
I Low daily dose (30 mg or less of elemental iron)

Cogswell 2003 26/85 27159 - 165 % 067 [ 044, 1.02]

Eskeland 1997 15199 4998 - 15.5 % 030[0.18,050]

Makrides 2003 65186 102/176 - 185 % 060[ 048,076 ]
Subtortal (95% CI) 370 333 - 50.6 % 0.52 [ 0.34,0.78 ]
Total events: 106 (ron supplements), 178 (No intervention/placebo)

Heterogeneity: Tau? = 0.09; Chi? = 692, df = 2 (P = 003y > =71%
Test for overall effect Z = 3,18 (P = 0.0015)
2 Medium daily dose (more than 30 mg and less than 60 mg elemental iron)

Tura 1989 67129 837112 - 185% 092073, 1.17]
Subtotal (95% CI) 129 112 . 18.5 % 0.92[0.73,1.17 ]
Total events: 67 (Iron supplements), 63 (No intervention/placebo)

Heterogeneity: not applicable
Test for overall effect: Z = 067 (P = 0.50)
3 Higher daily dose (50 mg elemental iron or more)

Falahi 2010 770 2078 —— 120 % 035[016.078]

PMilman 1991 4/63 3057 — 100 % 0.12[004,031]

Preziosi 1997 324 14420 — 89 % 0.18 [ 006, 053]
Subtoral (95% CI) 157 155 - 30.9 % 0.21 [ 0.10, 0.41 ]

Total events: 14 (Iron supplements), 67 (No intervention/placebo)

Heterogeneity: Tau? = 014 Chi2 = 321, df = 2 (P = 0.20) I* =38%

Test for overall effect: 2 = 448 (P < 0.00001)

Total (95% CI) 656 600 - 100.0 % 0.43 [ 0.27, 0.66 |
Total events: 187 (Iron supplements), 308 (No intervention/placebo)

Heterogeneity: Tau? = 0.26; Chiz = 41,09, df = 6 (P<0.00001); 1> =85%

Test for overal effect: Z = 3.78 0.00015)

Test for subgroup differences: Chi? = 19.52, df = 7 (P = 0.00), P =90%

0ol o | 0 1

Favours iron suppl Favours no intfplacebo

Analysis 1.35. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 35 Maternal iron deficiency at term (as defined by
trialists, based on any indicator of iron status at 37 weeks’ gestation or
more): SUBGROUP ANALYSIS by malarial status of setting.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 35 Maternal iron deficiency at term (as defined by trialists, based on any indicator
of iron status at 37 weeks’ gestation or more): SUBGROUP ANALYSIS by malarial status
of setting

Cochrane Database Syst Rev. Author manuscript.
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No
Interven-
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
HRandom?5% HRandom?5%
n/N n/N Cl Cl
| Malarial setting
Falahi 2010 70 2278 . 120% 035[0.16,078]
Preziosi 1997 3124 1420 — 89 % 0.8 006,053 ]
Subtotal (95% CI) 94 98 - 20.9 % 0.28 [0.15,0.53 ]
Total events: 10 (on supplements), 36 (No intervention/placebo)
Heterogeneity: Tau? = 0.0; Ch2 =099, df = | (P = 0.32); R =00%
Test for overall effect: Z = 3.89 (P = 0.000099)
2 Non-malarial setting
Cogswell 2003 26/85 2059 - 165% 067 [ 044, 1.02]
Eskeland 1997 15/99 49198 - 155% 030[0.18,050]
Makrides 2003 657186 1027176 . 185% 060[0:48,0.76 ]
Milman 1991 463 357 - 10.0 % 0.12[004,031]
Tura 1989 671129 3112 . 185% 092[073 1171
Subtotal (95% CI) 562 502 - 79.1 % 0.49 [ 0.30, 0.78 |

Total events: |77 (ron supplements), 272 (No intervention/placebo)

Heterogeneity: Tau? = 0.23; Chi2 = 3258, df = 4 (P<000001); I =88%

Test for overall effect: Z = 2.97 (P = 0.0030)

Total (95% CI) 656 600 - 100.0 % 0.43 [0.27, 0.66 |
Total events: 187 (lron supplements), 308 (No intervention/placebo)

Heterogeneity: Tau? = 0.26; Chi2 = 41,09, df = 6 (P<000001}; P =85%

Test for overall effect: Z = 3.78 (P = 0.00015)

Test for subgroup differences: Chi2 = 1 86, df = | (P = 0.17), 1! =46%

001 o | 0 0o

Favours iron suppl Favours no intplacebo

Analysis 1.36. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 36 Maternal iron-deficiency anaemia at term (Hb less
than 110 g/L and at least one additional laboratory indicators at 37 weeks’
gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 36 Maternal iron-deficiency anaemia at term (Hb less than 110 g/L and at least
one additional laboratory indicators at 37 weeks’ gestation or more) (ALL)

Cochrane Database Syst Rev. Author manuscript.
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No

interven
tion/placebo

Study or subgroup Iron supplements Risk Ratio Weight Risk Ratio
" . waﬂduv;iﬂ% Hmnuovr;?s%
Falahi 2010 o070 078 Not estimable
Eskeland 997 024 6/21 D 58% 007 [000, 113 ]
Milman 1991 0/63 10/57 D 59 % 004 000,072 ]
Makrides 2003 6198 200185 - 176% 028(0.12,088 ]
Cogswell 2003 10/88 963 - 288% 080[034, 1.84]
Tura 1989 9129 231112 - 319% 034 [0.16,0.70]
Total (95% CI) 572 516 - 100.0 % 033 [0.16,0.69]

Total events: 25 (ron supplements), 68 (No interventionfplacebo)

Heterogeneity: Tau? = 0.30; Chi2 = 7.77, df = 4 (P = 0.10), I* =49%
Test for overall effect: Z = 2.97 (P = 0.0030)
Test for subgroup differences: Not applicable

Analysis 1.37. Comparison 1 Any supplements containing iron versus

same supplements without iron or no treatment/placebo (no iron or

placebo), Outcome 37 Maternal iron-deficiency anaemia at term (Hb less

than 110 g/L and at least one additional laboratory indicators at 37 weeks’
gestation): SUBGROUP ANALYSIS by gestational age at the start of

supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 37 Maternal iron-deficiency anaemia at term (Hb less than 110 g/L and at least
one additional laboratory indicators at 37 weeks’ gestation): SUBGROUP ANALYSIS by
gestational age at the start of supplementation

Cochrane Database Syst Rev. Author manuscript.
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No
interven-
Study or subgroup Iron supplements tionfplacebo Risk Ratio Weight Risk Ratio
HRandom25% HRandom.25%
n/N /N o 1

Early gestational age (supplementation started before 20 weeks' gestation or prior to pregnanty)

Cogswell 2003 10/88 9163 - 288% 080034, 1841
Falahi 2010 070 078 Not estimable
Milman 1991 063 10/57 A 59 % 004 [0.00,072]
Tura 1989 94129 23112 - 319% 034[016,070]
Subtotal (95% CI) 350 310 - 66.6 % 0.39[0.13, 1.11]

Total events: 19 (Iron supplements), 42 (No intervention/placebo)
Heterogeneity: Tau? = 0.50: Ch = 544, df = 2 (P = 007); I* =63%
Test for overall effect: Z = 1.76 (P = 0.078)

2 Late gestational age (supplementation started at 20 weeks of gestation or later)

Eskeland 1997 /24 621 — 58% 007 [ 000, 1.13]
Makrides 2003 6198 201185 - 276 % 028[0.12,068]
Subtoral (95% CI) 222 206 - 33.4% 0.25[0.11, 0.58 |

Total events: & (iron supplements), 26 (No intervention/placebo)

Heterogeneity: Tau? = 0.0; Chit = 092, df = | (P = 0.34); P =0.0%

Test for overall effect: Z = 3.23 (P = 0.0012)

3 Unspecified or mixed gestational age:

Subtotal (95% CI) 0 0 Not estimable

Total events: 0 (ron supplements), 0 (No intervention/placebo)

Heterogeneity: not applicabile

Test for overall effect: not applicable

Total (95% CI) 572 516 - 100.0 % 0.33 [ 0.16, 0.69 |
Total events: 25 (Iron supplements), 68 (No intervention/placebo)

Heterogeneity: Tau? = 0.30; Chi2 = 777, df = 4 (P = 0.10); I =49%

Test for overall effect: Z = 297 (P = 0.0030)

Test for subgroup differences: Chi? = 042, df = | (P = 0.52),  =D0%

0001001 01 110 100 1000

Favours ronsuppl  Favours no intiplacebo

Analysis 1.38. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 38 Maternal iron-deficiency anaemia at term (Hb less
than 110 g/L and at least one additional laboratory indicators at 37 weeks’
gestation or more): SUBGROUP ANALYSIS by anaemia status at the start
of supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 38 Maternal iron-deficiency anaemia at term (Hb less than 110 g/L and at least
one additional laboratory indicators at 37 weeks’ gestation or more): SUBGROUP
ANALYSIS by anaemia status at the start of supplementation

Cochrane Database Syst Rev. Author manuscript.
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No
interven
Study or subgroup Iron supplements tionfplacebo Risk Ratio Weight Risk Ratio
H.Random,95% H.Random,95%
/N niN d a

I Anaemic at start of supplementation
Subtotal (95% CI) o 0 Not estimable
Total events: 0 {Iron supplements), O (No intervention/placebo)
Heterogeneity: not applicable
Test for overall effect; not applicable
2 Non-anaemic at the start of supplementation

Cogswell 2003 10/88 9/63 - 88% 080 [0.34, 1841

Eskeland 1997 0r24 621 ha—— 58% 0.07[0.00, 1.13]

Falahi 2010 0170 078 Not estimable

Makrides 2003 41198 300185 - 376% 028 [0.12,068]

Tura 1989 9129 230112 - 319% 034 [0.16,0.70]
Subtotal (95% CI) 509 459 - 94.1 % 0.39[0.20, 0.74]
Total events: 25 (Iron supplements), 58 (No intervention/placebo)
Heterogeneity: Tau* = 0.17; Chi? = 504, df = 3 (P = Q.17); B =40%
Test for overall effect: Z = 289 (P = 0.0038)
3 Unspecified or mixed anaemia status

Milman 1991 063 10/57 e 59% 0.04 [ 0.00, 072
Subtotal (95% CI) 63 57 — 5.9 % 0.04[0.00,0.72 ]
Total events: 0 (iron supplements), 10 (No intervention/placebe)
Heterogeneity: not applicable
Test for overall effect: Z = 2.19 (P = 0029)
Total (95% CI) 572 516 - 100.0 % 0.33[0.16, 0.69 ]
Total events: 25 (Iron supplements), 68 (No intervention/placebo)
Heterogeneity: Tau* = 0.30; Chi* = 7.77, df = 4 (P = 0.10); P =49%
Test for overall effect: Z = 297 (P = 0,0030)
Test for subgroup differences: Chi2 = 231, df = | (P = 0.14), P =55%

0001001 Q1 | 10 100 1600
Favours iron suppl Favours no int/placebo.

Analysis 1.39. Comparison 1 Any supplements containing iron versus

same supplements without iron or no treatment/placebo (no iron or

placebo), Outcome 39 Maternal iron-deficiency anaemia at term (Hb less

than 110 g/L and at least one additional laboratory indicators at 37 weeks’
gestation or more): SUBGROUP ANALYSIS by dose of iron.

Cochrane Database Syst Rev. Author manuscript.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 39 Maternal iron-deficiency anaemia at term (Hb less than 110 g/L and at least
one additional laboratory indicators at 37 weeks’ gestation or more): SUBGROUP
ANALYSIS by dose of iron



Pefia-Rosas et al.

No
interven:
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
HiRandom,95% HRandom 95%
‘ N N o o
I Low dally dose (30 mg or less of elemental iron)
m Cogowell 2003 1088 9483 - 288% 080 [ 034, 184]
E Eskeland 1997 04 601 —_— 58% 007 [ 000, 113]
O Makrides 2003 6198 200185 - 276 % 028 [0.12,048 ]
e}
@D Subrotal (95% CI) 310 269 - 62.2% 0.38(0.13,1.11]
o Total events: 16 (Iron supplements), 35 (No intervention/placebo)
Z Heterogeneity: Tau? = 049 Chi? = 482, df = 2 (P = 00%); P =59%
Test for overall effect: Z = 1.7 (P = 0.076)
( ' 2 Medium daily dose (more than 30 mg and less than 60 mg elemental iron)
n Tura 1989 9129 3112 - 319% 0.34[0.16,070]
= Subtotal (95% CI) 129 112 - 31.9 % 0.34 [ 0.16,0.70 ]
> Total events: 9 (iron supplements), 23 (No intervention/placebo)
% Heterogeneity: not applicable
= Test for overall effect: Z = 291 (P = 0.003)
w 3 Higher daily dose (50 mg elemental iron or mare)
> Falahi 2010 0] 078 Not estimable
c Milman 1991 0563 1057 — 59% 0.04 [ 000.0.72 ]
—
=5 Subtotal (95% CI) 133 135 — 5.9 % 0.04 [ 0.00,0.72 ]
o Total events: 0 iron supplements), 10 (No intervention/placebo)
— Heterogeneity: not applicable
g Test for overall effect: Z = 219 (P = 0.029)
Q Total (95% CI) 572 516 - 100.0 % 0.33 [ 0.16, 0.69 ]
= Total events: 25 (Iron supplements), 68 (No intervention/placebo)
[ Heterogeneity: Tau? = P =777, df = 4 (P = 0.10); P =49%
8 Test for overal effect Z = 297 (P = 0.0030)
= Test for subgroup differences: Chi? = 207, df = 2 (P = 0.36), B =3%
=)
—+ 0001001 0.1 110 100 1000
w Fawours iron supp Favours no int/placebc

Analysis 1.40. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 40 Maternal iron-deficiency anaemia at term (Hb less
than 110 g/L and at least one additional laboratory indicators at 37 weeks’
gestation or more): SUBGROUP ANALYSIS by malarial status of setting.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 40 Maternal iron-deficiency anaemia at term (Hb less than 110 g/L and at least
one additional laboratory indicators at 37 weeks’ gestation or more): SUBGROUP
ANALYSIS by malarial status of setting

syduosnuelA Joyiny sispund DA @doing ¢
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No
interven-
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratic
M- M-
H,Random95% HRandom,35%
n/N /N Cl ]
| Malarial setting
Falahi 2010 70 78 Not estimable
Subtotal (95% CI) 70 78 Not estimable
Total events: 0 (Iron supplements), 0 (Na intervention/placebo)
Heterogeneity: not applicable
Test for overal effect: not applicable
2 Non-malarial setting
Cogswell 2003 10788 9163 - 288% 080[0.34, 184 ]
Eskeland 1997 0124 6/21 — 58% 0071000, 113 ]
Makrides 2003 6/198 201185 - 276 % 028012, 068 ]
Milman 1991 /63 10/57 P 59 % 0.04 [ 0.00.0.72 ]
Tura 1989 9129 23112 - 319 % 034[0.16,070 ]
Subtotal (95% CI) 502 438 - 100.0 % 0.33[0.16, 0.69 ]

Total events: 25 (Iron supplements). 68 (No intervention/placebo)

Heterogeneity: Tau? = 0.30; Chi2 = 777, df = 4 (P = 0.10); F =49%

Test for overall effect: Z = 2.97 (P = 0:0030)

Total (95% CI) 572 516 - 100.0 % 0.33[0.16,0.69 |
Total events: 25 (Iron supplements). 68 (No intervention/placebo)

Heterogeneity: Tau? = 0.30; Chi* = 7.77, df = 4 (P = Q.10)  =49%

Test for overall effect: Z = 2.97 (P = 0.0030)

Test for subgroup differences: Not applicable

0001001 01 | 10 100 1000

Favours ronsuppl Favours no int/placebo

Analysis 1.41. Comparison 1 Any supplements containing iron versus

same supplements without iron or no treatment/placebo (no iron or

placebo), Outcome 41 Maternal death (death while pregnant or within 42

days of termination of pregnancy) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 41 Maternal death (death while pregnant or within 42 days of termination of
pregnancy) (ALL)

No
interven
Study or subgroup Iron supplements tion/placeho Risk Ratio Weight Risk Ratio
M M-
HRandom,95% HRandom,%5%
N niN Cl Cl
Eskeland 1997 024 0123 Not estimable
Total (95% CI) 24 23 Not estimable
Total events: 0 (Iron supplements), 0 (No intervention/placebo)
Heterogeneity: not applicable
Test for overall effect: not applicable
Test for subgroup differences: Not applicable
01 02 05 2 5 10
Favours iron suppl Favours no intiplacebo
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Analysis 1.42. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 42 Side effects (any reported throughout the
intervention period) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 42 Side effects (any reported throughout the intervention period) (ALL)

Nor
interven:

Study or subgroup Iron supplements tionfplacebo sk Ratio Weight Risk Ratio
HRandom35% HRandom35%
N N d d
Harvey 2007 0l % Not estimable
Hood 1960 1245 0r24 — 57% 1359 [084,219.98 ]
Charoenlarp 1988 30/101 0104 . 57% 6279369, 101331 ]
Faintin 1966 216 1157 — 66% 098009, 1061 ]
De Benaze 1989 7197 4194 T 10, % 170 [ 051,560 ]
Hemminki 1991 307/1280 151275 - 118% 2039 [ 1221, 3403 )
Cogswell 2003 31128 20/108 T 119% 1.33[081,219]
Eskeland 1997 1928 1426 e 120% 126081, 195
Kerr 1958 S8/169 26/159 - 120% 210[139,315]
Siega-Riz 2001 49/128 30/60 - 121% 077055, 1071
Makrides 2003 671204 1001204 " 122% 067[053,085]
Total (95% CI) - 100.0 % 2.36 [ 0.96,5.82 ]

0001 001 Q1 1 0 100 1000

Analysis 1.43. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 43 Side effects (any reported throughout the
intervention period): SUBGROUP ANALYSIS by gestational age at the start
of supplementation:

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 43 Side effects (any reported throughout the intervention period): SUBGROUP
ANALYSIS by gestational age at the start of supplementation:

Cochrane Database Syst Rev. Author manuscript.
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No
interven
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
X M-
HRandom95% HRandom.95%
N N cl s

I Early gestational age (supplementation started before 20 weeks' gestation or prior to pregnancy)

Cogawell 2003 31126 20/108 i 120 % 133 [081,219]
De Benaze 1989 7197 4194 T 100 % 170 [ 051,560 ]
Harvey 2007 06 o7 Not estimable
Hemminki 1991 30711280 15/1275 - 120 % 2039 [ 1221,3403 ]
Siega-Riz 2001 19/128 30060 - 123% 077 [ 055,107 ]
Subtotal (95% CI) 1637 1544 - 46.4 % 2.44[0.34,17.39]

Total events: 394 (Iren supplements), 6% (No intervention/placebo)
Heterogeneity: Tau? = 388, Chi? = |68.15, df = 3 (P<0.00001); ¥ =98%
Test for overall effect: Z = 0.89 (P = 0.37)

2 Late gestational age (supplermentation started at 20 weeks of gestation o later)

Eskeland 1997 19728 14126 * 122% 126081, 195]
Hood 1960 12745 024 T 53% 13.59 [ 084, 21998 ]
Kerr 1958 58/169 26159 - 122% 2100139318
Makrides 2003 1001204 100/204 H 125 % 100 [ 082, 122]
Paintin 1966 P 157 —_— 63% 098009, 1061 ]

Subtotal (95% CI) 562 470 * 48.4 % 1.43 [ 0.89, 2.29 ]

Total events: 191 (lron supplements), 141 (No intervention/placebo)
Heterogeneity: Tau? = 0.16; Chi? = 458, df = 4 (P = 0.01); ! =73%
Test for overall effect Z = 147 (P = 0.14)
3 Unspecified or mixed gestational age
Charoerlarp 1988 30/101 0104 —— 53% 6279[ 389, 101331 ]
Subtotal (95% CI) 101 104 ———— 5.3 % 62.79 [ 3.89, 1013.31 ]
Total events: 30 (ron supplements), 0 (No intervention/placebo)
Heterogeneity: not applicable
Test for overall effect: Z = 292 (P = 0.0035)

Total (95% CI) 2300 2118 - 100.0 % 2.43 [ 1.05,5.63 |
001001 10100 1000
Favours fron suppl  Favours nio intfplacebo

No

interven-
Study or subgroup Iron supplements tionfplacebo Risk Ratio Weight Risk Ratio

H,R.mqomé 5% H quqm,és%

n/N niN Cl a

Total events: 615 (Iron supplements), 210 (No intervention/placebo)
Heterogeneity: Tau® = | 4¢; Chi® = 230.09, df = 9 (P<000001); P =96%
Test for overall effect: Z = 2.08 (P = 0.038)

Test for subgroup differences: ChiZ = 7.09, df = 2 (P = 0.03), 2 =72%

0001001 0, 10100 1000

Favours iron suppl  Favours no ntiplaceba

Analysis 1.44. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 44 Side effects (any reported throughout the
intervention period): SUBGROUP ANALYSIS by anaemia status at the start
of supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 44 Side effects (any reported throughout the intervention period): SUBGROUP
ANALYSIS by anaemia status at the start of supplementation
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No
interven
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
H Random95% H.Random85%
n/N n/N Cl cl
| Anaernic at start of supplementation
Subtotal (95% CI) 0 0 Not estimable

Total events: O (ron supplements), 0 (No intervention/placebo)

Heterogeneity: not applicable:
Test for overall effect: not applicable

2 Non-anaemic at the start of supplementation

Cogswell 2003 31/126 20/108 ™ 120% 133[081,219]
De Benaze 1989 797 4194 T 100% 170 (051,560 ]
Eskeland 1997 19128 14/26 * 122 126 [ 081, 195]
Harvey 2007 /6 07 Not estimable
Hervminki 1991 307/1280 151275 - 120% 20391221, 3403 ]
No
interven-
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
HRandom35% HRandom 5%
N /N Cl o
Makrides 2003 1001204 1007204 . 125 % 100[0.82,1.22]
Siega-Riz 2001 494128 30760 - 123 % 0.77 [ 055, 107
Subtotal (95% CI) 1869 1774 - 71.0 % 1.87 [ 0.64,5.45 ]
Total events: 513 (Iron supplements), 183 (No interventionfplacebo)
Heterogeneity: Tau® = 1.69; Chi* = 211.33, df = 5 (P<0.00001): I =98%
Test for overall effect: Z = 115 (P = 0.25)
3 Unspecified or mixed anaemia status
Charoenlarp 1988 30101 0/104 —_— 53% 6279 [ 389, 101331 ]
Hoed 1960 1245 24 e 53% 135908421998 ]
Kerr 1958 581169 26/159 - 122 % 210[1.39. 316 ]
Paintin 1966 216 1157 - 63% 098009, 1061 ]
Subtotal (95% CI) 431 344 T-— 29.0 % 5.16 [ 0.78, 34.29 ]
Total events: 102 (Iron supplements), 27 (No intervention/placebo)
Heterogeneity: Tau? = 2.55; Chi? = | 114, df = 3 (P = 001} P =73%
Test for overall effect: Z = 1.70 (P = 0.089)
Total (95% CI) 2300 2118 - 100.0 % 243 [1.05,5.63 ]
Total events: 615 (Iron supplements), 210 (No intervention/placebo)
Heterogeneity: Tau® = |.4¢; Chi* = 230,09, df = 9 (P<0.00001); I =96%
Test for overall effect: Z = 2.08 (P = 0.038)
Test for subgroup differences: Chi* = 084, df = | (P = 0.36), P =0.0%
0001001 01 | 10 100 1000
Favours ion suppl  Favours no-intiplacebo

Analysis 1.45. Comparison 1 Any supplements containing iron versus

same supplements without iron or no treatment/placebo (no iron or

placebo), Outcome 45 Side effects (any reported throughout the
intervention period): SUBGROUP ANALYSIS by dose of iron.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 45 Side effects (any reported throughout the intervention period): SUBGROUP
ANALYSIS by dose of iron

Cochrane Database Syst Rev. Author manuscript.
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No
interven:
Study or subgroup Iron supplements tien/placebo Risk Ratio Weight Risk Ratio
- M-
H Random,95% H Random95%
N /N cl Cl
I Low daily dose (30 mg or less of elemental iron)
Cogswell 2003 311126 2100108 ™ 11 % 133 081,219
Eskeland 1997 19/28 14126 ™ 112% 126 [081.195]
Makrides 2003 1007204 1007204 * 11.5% 100082, 1.22]
Paintin 1966 160 0129 e — 41% 1481006, 3515 ]
Siega-Riz 2001 497128 30/60 - 114% 077 [ 055, 1.07]
Subtotal (95% CI) 546 427 + 49.2 % 1.01 [ 0.84, 1.21]
Total events: 200 (Iren supplements), 164 (No intervention/placebo)
Heterogeneity: Tau? = 001; Chi? = 482, df = 4 (P = 031} P =17%
Test for overall effect: Z = 0.08 (P = 0.93)
2 Medium daily dose (mere than 30 mg and less than 60 mg elemental iron)
De Benaze 1989 97 4194 e 92% 170 (051,560 ]
Hood 1960 4422 012 T 47% 509 [030,87.20 ]
Subtotal (95% CI) 119 106 T 13.9 % 2.00 [ 0.66, 6.02 ]
Total events: | | (Iron supplements), 4 (No intervention/placebe)
Heterogeneity: Tau? = 00; Chi? = 051, df = | (P = 0.48) ! =00%
Test for overall effect: Z = 1.23 (P = 0.22)
3 Higher daily dose (60 mg elemental iron or more)
Charoenlarp 1988 301101 0/104 — 48% 6279389, 101331 ]
Harvey 2007 e w7 Not estimable
Hemminki 1991 30741280 1501275 - 11 % 2039 [1221,3403 ]
Hood 1960 823 012 T— 48% 921 [058, 147.12 ]
Kerr 1958 58169 26/159 - 112% 210[139.316]
Paintin 1966 156 1128 I E— 49 % 050[ 003, 7.70 ]
Subtotal (95% CI) 1635 1585 —— 36.9 % 6.52 [ 1.13, 37.69 |
Total events: 404 (lron supplements), 42 (No intervention/placebo)
Heterogeneity: Tau? = 3.02; Chi? = 64.85, df = 4 (P<000001); P =94%
o0l o 1 010
Favours iron suppl Favours no intiplacebo
No
interven-
Study or subgroup Iron supplements tion/placebo Risk Ratio Wieight Risk Ratio
M- M-
H Random95% H.Random,95%
/N /N a a
Test for overall effect: Z = 2.10 (P = 0.036)
Total (95% CI) 2300 2118 - 100.0 % 236 [ 1.06,5.24]
Total events: 615 (Iron supplements), 210 {(No intervention/placebo)
Heterogeneity: Tau? = | 43; Chi2 = 22942, df = | | (P<000001); P =95%
Test for overall effect: Z = 2.10 (P = 0035)
Test for subgroup differences: Chi? = 5,67, df = 2 (P = 006), I* =65%
oor ol 1 10 100
Favours iron suppl Favours no int/placebo

Analysis 1.46. Comparison 1 Any supplements containing iron versus

same supplements without iron or no treatment/placebo (no iron or

placebo), Outcome 46 Side effects (any reported throughout the
intervention period): SUBGROUP ANALYSIS by malarial status of setting.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 46 Side effects (any reported throughout the intervention period): SUBGROUP
ANALYSIS by malarial status of setting
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No
interven-
Study er subgroup Iron supplements tien/placebo Risk Ratio Weight Risk Ratio
HRandom95% HRandom 5%
N N c a
| Malaial setting
Charoenlarp 1988 0101 01104 — 53% 6279 (389, 101331 ]
Subtotal (95% CI) 101 104 —— 53%  62.79[3.89,1013.31]
Total events: 30 (iron supplements), 0 (No intervention/placebo)
Heterogeneity: not applicable
Test for overall effect: Z = 292 (P = 00035)
2 Non-malarial setting
Cogswell 2003 31126 20108 - 120% 133[081,219]
De Benaze 1989 797 94 T 100% 1701051,560]
Eekeland 1997 19128 14126 = 122% 126 (081, 195]
No
Study or subgroup Iron supplements tion/placebo Rick Ratio Weight Risk Ratio
HRandom,35% HRandom95%
N WN a a
Harvey 2007 06 o7 Not estimable
Hemminki 1991 3071280 1501275 - 120% 2039 [ 1221, 3403 ]
Hood 960 12/45 024 53% 1359 [084,21998 ]
Kerr 1958 581169 26159 - 122% 2100139.316]
Makrides 7003 1001204 1001204 . 125% 100082, 1221
Paintin 1964 26 1157 — 63% 098009, 1061
Siega-Riz 2001 491128 30160 - 123% 077 (055,107 ]
Subtotal (95% CI) 2199 2014 - 94.7 % 2.02 [ 0.88, 4.65 |
Total events: 585 (Iron supplements), 210 (No intervention/placebo)
Heterageneity: Tau? = 1.35; Chi2 = 21142, df = 8 (P<000001; 1P =96%
Test for overall effect: Z = 1.6 (P = 0.097)
Total (95% CI) 2300 2118 - 100.0 % 2.43 [ 1.05, 5.63 |

Total events: 615 (iron supplements), 210 (No intervention/placebo)
Heterogeneity: Tau? = 1.46; Chi? = 23009, df = 9 (P<0.00001); I* =96%
Test for overall effect: Z = 2.08 (P = 0,038)

Test for subgroup differences: Chi* = 538, df = | (P = 0.02), P =81%

Analysis 1.47. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 47 Maternal severe anaemia at any time during second
and third trimester (Hb less than 70 g/L) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 47 Maternal severe anaemia at any time during second and third trimester (Hb
less than 70 g/L) (ALL)

Cochrane Database Syst Rev. Author manuscript.
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No
interven-
Study or subgroup Iron supplements tian/placebo Risk Ratic Weight Risk Ratic
M- M-
HRandom.95% H.Random.95%
N niN a <l
Eskeland 1997 024 023 Not estimable
Ziaei 2007 0370 04357 Not estimable
Cogswell 2003 oo /86 Not estimable
Milman 1991 0100 0/107 Not estimable
Harvey 2007 o6 o7 Not estimable
Holy 1955 094 0155 Not estimable
Makrides 2003 2206 07205 — T &— 30. % 498024, 10301 ]
Batu 1976 0155 8/46 A 36% 005 [ 0.00,083 ]
Christian 2003 (C) 11136 16138 — 383% 006 [ 001, 047 ]
Total (95% CI) 1101 1024 —— 100.0 % 0.22 [ 0.01, 3.20]
Total events: 3 (Iron supplements), 24 (No intervention/placebo)
Hetert Tau? = 387; Chi? = 643, df = 2 (P = 0.04); P =69%
s all effect Z = 111 (P = 0.
for subgroup differences: Not applicable:
a1 02 | 10
avours ron suppl tiplacebo

Analysis 1.48. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 48 Maternal severe anaemia at any time during second
and third trimester (Hb less than 70 g/L): SUBGROUP ANALYSIS by
gestational age at the start of supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 48 Maternal severe anaemia at any time during second and third trimester (Hb
less than 70 g/L): SUBGROUP ANALYSIS by gestational age at the start of
supplementation

Cochrane Database Syst Rev. Author manuscript.
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No
interven
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
HRandom,95% HRandom,95%
/N N a al

I Early gestational age (supplementation started before 20 weeks' gestation or prior to pregnancy)

Christian 2003 (C) 11136 167138 A 383% 006 [ 001,047 ]
Cogswell 2003 o110 0/86 Not estimable
Harvey 2007 o6 o7 Not estimable
Milman 1991 /100 0107 Not estimable
Ziael 2007 0/370 0/357 Not estimable
Subtotal (95% CI) 722 695 — 38.3 % 0.06 [ 0.01, 0.47 ]

Total events: | (iron supplements), 16 (No intervention/placebo)
Heterogeneity: not applicable
Test for overall effect: Z = 269 (P = 00071

2 Late gestational age (supplementation started at 20 weeks of gestation o later)

Batu 976 055 8146 R— 36% 0.05 [ 0.00,0.83
Eskeland 1997 0124 023 Not estimable
Makrides 2003 2206 07205 — T %— 30,1 % 498024, 10301 ]
Subtotal (95% CI) 285 274 — 61.7 % 0.48 [ 0.00, 46.15 ]

Total events: 2 (Iron supplements), 8 (Mo intervention/placebo)
Heterogeneity: Tau? = 8.63; Chi® = 486, df = | (P = 0.03); ¥ =79%
Test for overall effect: Z = 0.32 (F = 0.75)
3 Unspecified or mixed gestational age
Holly 1955 094 0/55 Not estimable

Subtotal (95% CI) 94 55 Not estimable
Total events: O (Iron supplements), 0 (No intervention/placebo)

Heterogeneity: not applicable

Test for overall effect: ot applicable

Total (95% CI) 1101 1024 —— 100.0 % 0.22[0.01,3.20 ]
Total events: 3 (Iron supplements), 24 (No intervention/placebo)

Heterogeneity: Tau? = 3.87; Chi2 = 643, of = 2 (P = 0.04); I* =69%

Test for overall effect: Z = 111 (P = 027)

Test for subgroup differences: Chi? = 0,63, df = | (P = 0.43), ¥ =0.0%

nsuppl  Favours ne intiplacebo

Analysis 1.49. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 49 Maternal severe anaemia at any time during second
and third trimester (Hb less than 70 g/L): SUBGROUP ANALYSIS by
anaemia status at the start of supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 49 Maternal severe anaemia at any time during second and third trimester (Hb
less than 70 g/L): SUBGROUP ANALYSIS by anaemia status at the start of
supplementation

Cochrane Database Syst Rev. Author manuscript.
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No
interven
Study or subgroup Iron supplements tion‘placebo Risk Ratio ‘Weight Risk Ratio
H,Random,95% H Random 35%
n/N n/N Cl <l

| Anaemic at start of supplementation
Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (iran supplements), 0 {No intervention/placebo)

Heterogeneity: not applicable

Test for overall effect: not applicable

2 Non-anaemic at the start of supplementation

Cogswell 2003 o110 /86 Net estimable
Eskeland 1997 0724 023 Not estimable
Harvey 2007 V3 o7 Not estimable
Makrides 2003 2206 01205 — = 301 % 498024, 10301 ]
Ziaei 2007 370 01357 Not estimable

Subtoral (95% CI) 716 678 T — 30.1 % 4.98 [ 0.24, 103.01 |

Total events: 2 (Iron supplements), 0 {No intervention/placeba)
Heterogeneity: not applicable
Test for overall effect: Z = 1.04 (P = 0.30)

3 Unspecified or mixed anaemia status

Batu 1976 0755 846 RE— 316% 005 [ 000, 083 ]
Christian 2003 (C) 1136 16/138 A 383 % 006 [ 001,047 ]
Holly 1955 094 0/55 Mot estimable
Milman 1991 /100 o017 Not estimable
Subtotal (95% CI) 385 346 =— 69.9 % 0.06 [ 0.01,0.30 ]

Total events: | (iran supplements), 24 (No intervention/placebo)

0102 05 1 2 5 10

Favours ron suppl Favours o rupiacebo
No
interven.
Study or subgroup Iran supplements tion/placebo Risk Ratio Weight Risk Ratio
[ M-
HRandom,5% HRandom5%
N /N a a
Heterogeneity: Tau® = 0.0: Ch? = 002, of = | (P = 089 F =00%

Test for overall effect: Z = 340 (P = 0.00066)

Total (95% CI) 1101 1024 S — 100.0 % 0.22[0.01,3.20 ]
Total events: 3 (Iron supplements), 24 (No intervention/placebo)

Heterogeneity: Tau? = 387; Chit = 643, df = 2 (P = 0.04): P =69%

Test for overall effect: Z = .11 (P = 0.27)

Test for subgroup differences: Chi2 = 640, df= | (P = 001,  =84%

0102 05 | 2 5 10

Favours iron suppl  Favours no int/placebo.

Analysis 1.50. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 50 Maternal severe anaemia at any time during second
and third trimester (Hb less than 70 g/L): SUBGROUP ANALYSIS by dose of
iron.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 50 Maternal severe anaemia at any time during second and third trimester (Hb
less than 70 g/L): SUBGROUP ANALYSIS by dose of iron

Cochrane Database Syst Rev. Author manuscript.
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No
interven
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
H Random.95% HRandom95%
N /N o] c
I Low daily dose (30 mg or less of elemental iron)

Cogswell 2003 o110 0186 Not estimable

Eskeland 1997 24 023 Not estimable

Makrides 2003 2206 07205 - 301 % 498024, 10301 ]
Subtotal (95% CI) 340 314 —— 30.1 % 4.98 [ 0.24, 103.01 ]
Total events: 2 (iron supplements), 0 (No intervention/placebo)

Heterogeneity: not applicable
Test for overall effect: Z = 1.04 (P = 0:30)
2 Medium daily dose (more than 30 mg and less than &0 mg elemental iron)

Ziaei 2007 0370 0357 Not estimable
Subtotal (95% CI) 370 357 Not estimable
Total events: O (iron supplements}, 0 (No intervention/placebo)

Heterogeneity: not applicable
Test for overal effect: not applicable
3 Higher daily dose (60 mg elemental iron or more)

Batu 1976 orss 86 & 316% 0.05[0.00.0.83 ]

Christian 2003 (C) 17136 16/138 . 83% 0.06[001,047]

Harvey 2007 0l o7 Not estimable

Holly 1955 /94 /55 Not estimable

Milman 1991 07100 o107 Not estimable
Subtotal (95% CI) 391 353 — 69.9 % 0.06 [ 0.01, 0.30 ]

Total events: | (Iron supplements), 24 (No intervention/placebo)

Heterogeneity: Tau? = 0.0; Chi2 = 0,02, df = | (P = 085} P =0.0%

Test for everall effect: Z = 340 (P = 0.00065)

Total (95% CI) 1101 1024 —— 100.0 % 0.22[0.01,3.20 ]

Total events: 3 (Iron supplements), 24 (No intervertion/placebo)

Heterogeneity: Tau? = 387; Chi? = 643, df = 2 (P = 004); P =63%
Test for overall effect: Z = 1.1 | (P = 027)
fest for subgroup differences; Chi2 = 640, df = | (F = 001, F =84%

0001 001 01 | 10 100 1000

Favours iron suppl  Favours no intiplacebo

Analysis 1.51. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 51 Maternal severe anaemia at any time during second
and third trimester (Hb less than 70 g/L): SUBGROUP ANALYSIS by
malarial status of setting.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 51 Maternal severe anaemia at any time during second and third trimester (Hb
less than 70 g/L): SUBGROUP ANALYSIS by malarial status of setting

Cochrane Database Syst Rev. Author manuscript.
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No
interven.
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
HRandom 95% HRandom95%
/N n/N Cl Cl
| Malarial setting
Batu 1976 /55 8146 - 316% 0.05 [ 0.00,083
Christian 2003 (C) 1136 16/138 —— BI% 006 001,047 ]
Ziaei 2007 0370 0357 Not estimable
Subtotal (95% CI) 561 541 — 69.9 % 0.06 [ 0.01, 0.30 ]
Total evertts: | (Iron supplements), 24 (No intervention/placebo)
Heterogeneity: Tau? = 0.0; Chi2 = 0,02, df = | (P = 0.89);  =00%
Test for overall effect: Z = 340 (P = 0.00066)
2 Non-malarial setting
Cogswell 2003 oo 86 Not estimable
Eskeland 1997 024 o3 Not estimable
Harvey 2007 o6 o7 Not estimable
Hlly 1955 094 0155 Not estimable
Makrides 2003 2206 0205 T 300 % 498024, 10301 ]
Miman 1991 0100 0107 Not estimable
Subtotal (95% CI) 540 483 — 30.1% 4.98 [ 0.24, 103.01]
Total events: 2 (Iron supplements), © (Na intervention/placeba)
Heterogeneity: not applicable
Test for overall effect: Z = 1.04 (P = 0.30)
Total (95% CI) 1101 1024 ——— 100.0 % 0.22[0.01, 3.20]
Total events: 3 (Iron supplements), 24 (No intervention/placebo)
Heterogeneity: Tau? = 387; Chi? = 643, df = 2 (P = 0.04); I =69%
Test for overall effect: Z = 1.1 | (P = 0.27)
Test for subgroup differences: Chi2 = 6.40, df = | (P = 0.01), P =84%
0001001 O I 010
Favours iron suppl Favours no intiplacebo

Analysis 1.53. Comparison 1 Any supplements containing iron versus

same supplements without iron or no treatment/placebo (no iron or

placebo), Outcome 53 Infection during pregnancy (including urinary tract

infections) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 53 Infection during pregnancy (including urinary tract infections) (ALL)

No
interven
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
M- M-
HRandom 5% HRandom95%
N niN al a
Ziaei 2007 5370 4357 o 67% 121[033,445]
Hemminki 1991 6411336 56/1358 2 933% 1LI6[082 165]
Total (95% CI) 1706 1715 - 100.0 % 1.16 [ 0.83, 1.63 |
Total events: 69 (Iron supplements). 60 (No intervention/placebo)
Heterogeneity: Tau? = 0.0; Chi2 = 0,00, df = | (P = 0.96); I? =0.0%
Test for overall effect: Z = 0.88 (P = 0.38)
Test for subgroup differences: Not applicable
ol 02 05 | 2

Favours iron suppl  Favours
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Analysis 1.54. Comparison 1 Any supplements containing iron versus

same supplements without iron or no treatment/placebo (no iron or

placebo), Outcome 54 Infection during pregnancy (including urinary tract
infections): SUBGROUP ANALYSIS by gestational age at the start of
supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 54 Infection during pregnancy (including urinary tract infections): SUBGROUP
ANALYSIS by gestational age at the start of supplementation

interven-
Study or subgroup Iran supplements tion/placebo Risk Ratio Weight Risk Ratio
H.Random,95% H.Random,95%
niN N <l a
| Early gestational age (supplementation started before 20 weeks' gestation ar prior to pregnanty)
Hemminki 1991 6411336 56/1358 933% 116 [ 082, 165 ]
Ziaei 2007 5370 41357 e 67% 121 [033. 445 ]
Subtotal (95% CI) 1706 1715 - 100.0 % 1.16 [ 0.83, 1.63 ]
Total events: 69 (Iron su lacebo)
96), B =0.0%
pplementation started at 20 weeks of gestation or later)
0 0 Not estimable
Total events: 0 (fron supplements), O (No intervention/placebo)
Heterogeneity: not applicable
Test f
3 Unspecified o
Subtotal (9 0 0 Not estimable
Total events: O (fron supplements), O (No intervention/placebo)
Heter not applicable
Test f effect: not applicable
Total (95% CI) 1706 1715 - 100.0 % 1.16 [ 0.83, 1.63 ]
Total even plements), 60 (No intervention/placebo)

Test for subgroup differences: Not applicable

Favours ¢

asuppl  Favours no intiplacebo

Analysis 1.55. Comparison 1 Any supplements containing iron versus

same supplements without iron or no treatment/placebo (no iron or

placebo), Outcome 55 Infection during pregnancy (including urinary tract
infections): SUBGROUP ANALYSIS by anaemia status at the start of
supplementation.

Cochrane Database Syst Rev. Author manuscript.
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Outcome: 55 Infection during pregnancy (including urinary tract infections): SUBGROUP

ANALYSIS by anaemia status at the start of supplementation

No
interven
Study or subgroup Iron supplements tion/placebo fisk Ratio Weight Risk Ratio
HRandom35% HRandom 95%
N N a s}
| Anaemic at start of supplementation
Subtotal (95% CI) 0 0 Not estimable
Total events: O (iron supplements), & (No intervention/placebo)
Heterogeneity: not applicable
Test for overall effect; not applicable
2 Non-anaemic at the start of supplementation
Hermeninki 1991 6411336 561358 R 3 933% 116082 165]
Ziaei 2007 5/370 44357 - 67 % 121 [ 033,446
Subtotal (95% CI) 1706 1715 - 100.0 % 1.16 [ 0.83, 1.63 ]

Total events: 69 (ron supplements), 60 (No intervention/placebo)

Heterogeneity: Tau? = 0.0; Chi? = 0.00, df = | (P = 0.96); > =0.0%

Test for overall effect: Z = 088 (P = 0.38)

3 Unspecified or mixed anaemia status

Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (Iran supplements), © (No intervention/placebo)

Heterogeneity: not applicable

Test for overall effect: not applicable

Total (95% CI) 1706 1715 - 100.0 % 1.16 [ 0.83, 1.63 |
Total events: 69 (Iron supplements), 60 (No intervention/placebo)

Heterogeneity: Tau? = 0.0; Chi2 = 0,00, df = | (P = 0.96); I =0.0%

Test for overall effect: Z = 088 (P = 0.38)

Test for subgroup differences: Not applicable

0102 05 1 2 5 10

Favours ion suppl  Favours no intfplacebe

Analysis 1.56. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 56 Infection during pregnancy (including urinary tract
infections): SUBGROUP ANALYSIS by dose of iron.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 56 Infection during pregnancy (including urinary tract infections): SUBGROUP
ANALYSIS by dose of iron

Cochrane Database Syst Rev. Author manuscript.
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No
interven:
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight
HRandom.95%
N N a

Risk Ratio
H.Random,25%
<l

| Low daily dose (30 mg or less of elemental iron)
Subtotal (95% CI) 0 0
Total events: 0 (iran supplements), 0 (No intervention/placebo)
Heterageneity: not applicable
Test for overal effect: not applicable:
2 Medium daily dese {mere than 30 mg and less than 60 mg elemental iron)
Ziaei 2007 5370 41357 . e — 67%

Subtotal (95% CI) 370 357 ———— 6.7 %
Total events: § (iran supplements), 4 (Na intervention/placebo)

Heterogeneity: not applicable

Test for overall effect: Z = 0.28 (P = 0.78)

3 Higher daily dose (60 mg elemental iron or mare)

Hemminki 1991 641336 56/1358 933%

()

Subtotal (95% CI) 1336 1358

Total events: 64 (Iron supplements), 56 (No intervention/placebo)

93.3 %

Heterogeneity: not applicable

Test for overall effect: Z = 084 (P = 0.40)

Total (95% CI) 1706 1715 - 100.0 %
Total events: 69 (Jron supplements), 60 (No intervention/placebo)

Heterogeneity: Tau? = 0.0; Chi2 = 0,00, df = | (P = 0.96); I =00%

Test for overall effect: Z = 0.88 (P = 0.38)

Test for subgroup differences: Chi? = 0.00, df = | (P = 0.96), I =0.0%

Not estimable

121 [033, 446 ]

1.21 [ 0.33, 4.46 ]

116082, 165]

1.16 [ 0.82, 1.65 ]

1.16 [ 0.83, 1.63 ]

Favoursiron suppl  Favours no imtfplacebo

Analysis 1.57. Comparison 1 Any supplements containing iron versus

same supplements without iron or no treatment/placebo (no iron or

placebo), Outcome 57 Infection during pregnancy (including urinary tract
infections): SUBGROUP ANALYSIS by malarial status of setting.

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or

no treatment/placebo (no iron or placebo)

Outcome: 57 Infection during pregnancy (including urinary tract infections): SUBGROUP

ANALYSIS by malarial status of setting

Cochrane Database Syst Rev. Author manuscript.
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No
interven:
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
M- M-
HRandom95% HRandom,95%
/N /N a a
| Malarial setting
Ziaei 2007 5/370 44357 - 67 % 121 [033,446 ]
Subtotal (95% CI) 370 357 - 6.7 % 1.21 [ 0.33, 4.46 ]
Total events: 5 (ron supplements), 4 (No intervention/placeba)
Heterogeneity: not applicable
Test for cverall effect: Z = 0.28 (P = 0.78)
2 Non-malarial setting
Hemminki 1991 6411336 561358 ] 833% 116 [ 082, 165]
Subtotal (95% CI) 1336 1358 4 93.3 % 1.16 [ 0.82, 1.65 ]

Total events: 64 (Iron supplements), 56 (No intervention/placebo)

Heterogeneity: not applicable

Test for overall effect: Z = 084 (P = 0.40)

Total (95% CI) 1706 1715 » 100.0 % 1.16 [ 0.83, 1.63 ]
Total events: 63 (Iron supplements), 60 (No intervention/placebo)

Heterogeneity: Tau? = 00; Chi? = 0,00, df = | (P = 096); F =0.0%

Test for overall effect: Z = 088 (P = 0.38)

Test for subgroup differences: ChiZ = 0.00, df = | (P = 0.96), P =00%

Q001001 01 110 100 1000

avisurs £00 SupL Favours 0o intiplaced

Analysis 1.58. Comparison 1 Any supplements containing iron versus

syduiosnuelA Joyiny sispun4 JINd adoin3 ¢

same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 58 Very low birthweight (less than 1500 g) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 58 Very low birthweight (less than 1500 g) (ALL)

No
interven-
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratia
HRandom95% HRandom 95%
N N i ol
Eskeland 1997 028 026 Not estimable
Ziasi 2007 11370 01357 R 73% 289 [ 012, 7083 1
Cogswell 2003 0117 3% —_—T 86% 0.12[001,225]
Makrides 2003 216 17214 — 13.1% 1980182169
Christian 2003 (C) 61635 91628 - 710% 066024, 184]
Total (95% CI) 1366 1321 - 100.0 % 0.73 [ 031, 1.74 ]
Total events: 9 (Iran supplements), 13 (No intervention/placebo)
Heterogeneity: Tau? = 0.0; ChiZ = 291, df = 3 (P = 041); ! =0.0%
Test for overall effect: Z = 0.71 (P = 048)
Test for subgroup differences: Not appiicable
0ol 0. a 100
Favours irc ppl Favours no int/placeba

syduosnuelA Joyiny sispund DA @doing ¢

Analysis 1.59. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or

Cochrane Database Syst Rev. Author manuscript.
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placebo), Outcome 59 Very premature birth (less than 34 weeks’ gestation)

(ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 59 Very premature birth (less than 34 weeks’ gestation) (ALL)

interven-
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio

HRandom5% HRandom 5%

n/N niN Cl l=]

Eskeland 1997 024 1123 - 1 33% 032[001,748]
Cogswell 2003 iz 5196 L 73% 0.16[002, 138]
Ziaei 2007 2370 20357 . 87% 094 0.14, 681
Makrides 2003 26 4214 I 1.7% 050 [0.09 268
Zeng 2008 (C) 121134 2311192 - 69.0% 055027, 1.10]
Total (95% CI) 1861 1882 - 100.0 % 0.51[0.29,0.91]

ents ceba)

Tau? =0,
Test for overall effect: Z = 2.28 (P = 0:023)
Test for subgroup differences: Not applicable

Heteroger

Analysis 1.60. Comparison 1 Any supplements containing iron versus

same supplements without iron or no treatment/placebo (no iron or

placebo), Outcome 60 Infant Hb concentration within the first 6 months (in

g/L counting the last reported measure after birth within this period) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 60 Infant Hb concentration within the first 6 months (in g/L counting the last
reported measure after birth within this period) (ALL)

Cochrane Database Syst Rev. Author manuscript.
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No

interven Mean Mean

Study or subgroup  Iron supplements tionfplacebo Difference Weight Difference

N Mean(SD) N Mean(SD) IVRandom 95% CI IVRandom95% Cl

Makrides 2003 173 121 (9) 163 19 (9) - 535% 200 [ 007,393 ]

Preziosi 1997 99 105 (12) 98 no(yn —@— 465% 500 [9.11,-089 ]

Toral (95% CI) 272 261 ———— 100.0 % -1.25 [ -8.10,5.59 ]
Heterogeneity: Tau? = 21.82; Chi? = 913, df = | (P = 0003); P =89%

Test for over ot Z =036 (P = 0.72)

Test for subgroup differences: Not applicable

Favours no intiplacebo Favours iron supp

Analysis 1.61. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 61 Infant serum ferritin concentration within first 6
months (in pg/L counting the last reported measure after birth within this
period) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 61 Infant serum ferritin concentration within first 6 months (in p g/L counting the
last reported measure after birth within this period) (ALL)

No
: Mean Mean
Study or subgroup  Iron supplements tion/placebo Difference Weight Difference
N Mean(sD) N Mean(SD) IVRandom,95% CI IVRandom,95% CI
Preziosi 1997 99 26 (27) 98 15 (20) = 1000 % 1100 [437, 1763
Total (95% CI) 99 98 hd 100.0 % 11.00 [ 4.37, 17.63 ]
Heterogeneity: not applicable
Test for overall effect; 7 = 3.25 (F = 0.001 1)
Test for subgroup differences: Not applicable
50 10
F ntplacebo F: on suppl

Analysis 1.62. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 62 Admission to special care unit (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Cochrane Database Syst Rev. Author manuscript.
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Outcome: 62 Admission to special care unit (ALL)

No

interven
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
HRandom 5% HRandom.95%
N WN a a
Hemminki 1991 100/1336 107/1358 || 100.0 % 085[073,1.23]
Meier 2003 0/58 ors3 Not estimable
Total (95% CI) 1394 1411 - 100.0 % 0.95[0.73, 1.23 ]

Total events: 100 (Iron supplements), 107 (No intervention/placebo)
Heterogeneity: not applicable
Test for cverall effect: Z = 0,38 (P = 0.70)

Test for subgroup differences: Not applicable

Favours no intiplacebo

Analysis 1.63. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 63 Maternal anaemia at or near term (Hb less than 110
g/L at 34 weeks’ gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 63 Maternal anaemia at or near term (Hb less than 110 g/L at 34 weeks’ gestation
or more) (ALL)

Cochrane Database Syst Rev. Author manuscript.
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No
interven-
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
M- M-
HRandomJ5% H Random,95%
niN /N ] a
Eskeland 1997 0/24 721 19% 006 [ 000,057 ]
Milman 1991 0100 151107 Am— 19% 003 [ 000,057 ]
Puolakia 1980 V]13) 615 A — 19% 007 [000. 1.18]
Chanarin 1971 1/49 9146 —_— 3% 010 (001,079 ]
Romslo 1983 122 7173 | 32% 015 [002, 112]
Holly 1955 1/94 23/55 A 33% 003 [000,0.18]
De Benaze 1989 Y44 825 - 58% 021 [006,073]
Pritchard 1958 674 23149 - 8.1% 0.17 (008,039 ]
Cogswell 2003 12190 11162 - 86% 075 (035 159 ]
Chisholm 1966 101183 654177 - 94 % 0.15 [ 008,028 ]
Makrides 2003 141200 300193 * 95 % 0.45 [ 025,082 ]
Hemminki 1991 15/1336 56/1358 - 98% 0.27[0.15,048 ]
Liu 2000 36100 43/100 -+ 0% 084 [059, 1.18]
Batu 1976 27168 54/65 - 112% 048 [ 035,065 ]
Preziosi 1997 41599 69198 ® Il % 0.59 [ 045,077
Total (95% CI) 2499 2394 * 100.0 % 0.30[0.19, 0.45 |
Total events: 167 (Iron supplements), 426 (No intervention/placebo)
Heterogeneity: Tau? = 0.36; Chi® = 6872, df = |4 (P<000001); * =80%
Test for overall effect: Z = 571 (P < 0.00001)
Test for subgroup differences: Not applicable
0001001 01 1 10 100 1000
Favours konsuppl  Favours no intplacebo

Analysis 1.64. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 64 Maternal iron deficiency at or near term (as defined
by as defined by trialists, based on any indicator of iron status at 34
weeks’s gestation or more)) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 64 Maternal iron deficiency at or near term (as defined by as defined by trialists,
based on any indicator of iron status at 34 weeks’s gestation or more)) (ALL)

Cochrane Database Syst Rev. Author manuscript.
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Nor
interven
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
M- M-
HRandom5% HRandom 95%
N WN a a
Preziosi 1997 3124 14720 — 89% 0.18[0:06,053]
Milman 1991 4/63 31657 — 100% 0.12[ 004,031 ]
Falahi 2010 770 22178 - 120% 0.35[0.16,078]
Eskeland 1997 15199 49198 - 155% 030 [ 018,050
Cagswell 2003 26/85 27159 - 165% 0.67 [ 044, 1.02]
Makrides 2003 650186 102/176 . 185 % 060048, 076]
Tura 1989 67129 631112 L 185% 092073, 1.17]
Total (95% CI) 656 600 - 100.0 % 0.43 [ 0.27, 0.66 |
Total events: 187 (Iron supplements), 308 (No intervention/placebo)
Heterogeneity: Tau? = 0.26; Chi2 = 41,09, df = 6 (P<Q.00001); P =85%
Test for overall effect: Z = 3.78 (P = 0.00015)
Test for subgroup differences: Not applicable
0ol ol ] '] 100
Favours iron supp? Favours ne nt/placebo

Analysis 1.65. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 65 Maternal iron-deficiency anaemia at or near term (Hb
less than 110 g/L and at least one additional laboratory indicators at 34
weeks’ gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 65 Maternal iron-deficiency anaemia at or near term (Hb less than 110 g/L and at
least one additional laboratory indicators at 34 weeks’ gestation or more) (ALL)

No
interven-
Study or subgroup Iren supplements tion/placebo Risk Ratio Weight Risk Ratio
M- M-
HRandom,95% H,Random,95%
/N n/N e o
Falahi 2010 070 078 Not estimable
Eskeland 1997 0724 6021 — 58% 007 [ 000, 1.13]
Milman 1991 0/63 10/57 A 59% 0.04[ 000,072
Makrides 2003 6/198 20/185 - 276% 028012068
Cogswell 2003 10/88 9163 - 288 % 080 [ 034, 1.84]
Tura 1989 91129 230112 - 39% 034 016,070 ]
Total (95% CI) 572 516 - 100.0 % 0.33 [ 0.16, 0.69 |
Total events: 25 (iron supplements), 68 (No intervention/placebo)
Heterogeneity: Tau? = 0.30; Chi? = 777, df = 4 (P = 0.10); 2 =49%
Test for overall effect Z = 2.97 (P = 0.0030)
Test for subgroup differences: Not applicable
0001001 O | 10 100 1000
Favours ron suppl  Fawours na inUplacebc
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Analysis 1.66. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 66 Maternal Hb concentration at or near term (in g/L, at
34 weeks’ gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 66 Maternal Hb concentration at or near term (in g/L, at 34 weeks’ gestation or
more) (ALL)

interven Mean Mean
Study or subgroup Iron supplements tion/placebo Difference Weight Difference
N Mean(sD) N Mean(SD) IV,Random,95% CI IVRandom 5% CI
Van Eilk 1978 15 13213 (1127) 15 11279 (16.11) - 24% 19.34[9.39, 2929 ]
Batu 1976 2 115 (15) 19 9 (12) . 3% 1900[ 11022698 )
Puolakka 1980 13 132 (1) 5 1 @) . 34%  2100[ 13562844 ]
Wallenburg 1983 18 1289¢113) 201256 (113) B E— 35% 330[-390,1050]
Buytaert 1983 2413729 (128) 2112407 (8.05)  ne— 40% 322(-295939)
Cantlie 1971 15 124 (8) 12 110 (9) - 4% 1400 [ 807, 1993 ]
Batu 1976 (1) 30 113 (10) b 97(11) s 42%  1600[10.7,2183)
Romslo 1983 22 126 (8) 3 13 (10) - 45 % 1300 [ 7.72, 1828 ]
De Benaze 1989 M 130 (10} 5 122 (10) — 47% 800[309, 1291 ]
Eskeland 1997 241257378 I 1128 (65) - 52% 1290 (872, 17.08 )
Chanarin 1971 49 124 98) 6 114 (9.5) — 54% 1000 [ 6,12, 1388 ]
Liu 2000 200 1055 (17.5) 100 100 (15) . 54% 550 169,931
Cogswell 2003 90 1214 (103%) 521217 (10:48) — 57% 030[-368,308]
Falahi 2010 70 1232(88) 781209 (79) ™ 60% 230[-041,501]
Makrides 2003 200 127 (13) 193 120 (12) — 62% 700 [ 453,947 ]
Miman 1991 99 1289 (8) 107 1189 (10) — 62% 1000 [ 7.54, 1246 ]
Tura 1989 129 121 (8) 12 119 ¢10) — 52% 200[-031,431]
Ziaei 2007 370 139(125) 357 1318 (138) — 54% 720(530,%.10]
Ziaei 2008 114 1388 (45) 120 1278 (47) . 67% 1100982, 12.18]
Ouladsahebmadarek 201 | 410 1346 (75) 372 1248 (3.0) - 67% 980 [ 862, 1098
Total (95% CI) 1964 1740 ~* 100.0 % 8.88 [ 6.96, 10.80 ]
Heterogeneity: Tau? = 13.92; Chi2 = 149,56, df = |3 (P<000001); P =87%

Test for overall effect: Z =9.08 (P < 0.00001)

Test for subgroup differences: Not applicable

w5 0 5 10

Favours no intfplacebo Favours iron suppl

(1) We have treated this as two studies here as means were provided for several arms in this trial

Analysis 1.67. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 67 Maternal Hb concentration within 6 wk postpartum
(in g/L) (ALL)

Review: Daily oral iron supplementation during pregnancy
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Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 67 Maternal Hb concentration within 6 wk postpartum (in g/L) (ALL)

No
: Mean Mean
Study or subgroup  Iron supplements tion/placebo Difference Weight Difierence
N Mean(SD) N Mean(SD) WRandom95% CI WRandom95% CI
Cantlie 1971 15 135(12) 12 121 (15) - 37% 1400 356,244 ]
Menendez 1994 (C) 1040199 82 917D - 99% 500[-075.1075]
Harkin 1963 15 142(139) 49 13 (133 r 138% 400 051,851
Lee 2005 7 127 {10) 20 117 (4) - 1449 1000 563, 1437 ]
Wills 1947 88 1338(1041) 5012425 (975) . 186% 955608, 1302 ]
Christian 2003 (C) 122 122(133) 175 1128 (167) . 189 % 920578, 1262]
Milman 1991 62 1342 (7) 59 1289 (10) . 08% 530[221,839]
Total (95% CI) 509 447 ' 100.0 % 7.61[5.50,9.72]
Heterogeneity: Tau? = 3.09; Chi? = 1002, df = 6 (P = 0.12); ! =40%
Test for overal effect: Z = 7,08 (P < 0.00001)
Test for subgroup differences: Not applicable
0 500 0 00
Favaurs no ntfplacebo Favours iron suppl

Analysis 1.68. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 68 Maternal high haemoglobin concentrations during
second or third trimester (Hb more than 130 g/L) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 68 Maternal high haemoglobin concentrations during second or third trimester
(Hb more than 130 g/L) (ALL)
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Nor
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
M M-
HRandom 5% HRandom 95%
/N WN ol a
Harvey 2007 0/6 o7 Not estimable
Milman 1991 19/100 4107 —— 83% S08[179, 1443 ]
Pritchard 1958 3074 4149 . 87% 497187, 13.22]
Eskeland 1997 124 823 S 106 % 144 [ 0.72. 286 ]
Christian 2003 () 24/136 11179 - 107 % 287 [ 146,566 ]
Holly 1955 21194 15/55 - 114% 082046, 1.45]
Cogswell 2003 23110 18186 + 116% 100 (058, 1.73]
Makrides 2003 83206 320205 - 126% 258[ 1.80.370]
Ziaei 2007 258370 447357 - 130% 566[426.752]
Hernminki 1991 14711335 88/1358 - 130 % 170 [132.219]
Total (95% CI) 2456 2426 - 100.0 % 2.26 [ 1.40, 3.66 ]
Total events: 517 (Iron supplements), 224 (No intervention/placebo)
Heterogeneity: Tau? = 0.44; Chi? = 73,30, df = 8 (P<0.00001); I =89%
Test for overall effect: Z = 332 (P = 0.00089)
Test for subgroup differences: Not applicable
o001 0. I ) 100
Favours iron suppl Favours no int/placebo

Analysis 1.69. Comparison 1 Any supplements containing iron versus

same supplements without iron or no treatment/placebo (no iron or

placebo), Outcome 69 Maternal high haemoglobin concentrations at or near

term (Hb more than 130 g/L at 34 weeks’ gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 69 Maternal high haemoglobin concentrations at or near term (Hb more than 130
g/L at 34 weeks’ gestation or more) (ALL)
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No
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
Hiandom 955 Hiandom 5%

n/N nN Cl Cl

Chisholm 1966 83 o177 —— 8% 1451 (08325219 ]
Cogswell 2003 090 12/62 D 59% 0.03 [ 000,046 ]
Eskeland 1997 824 o1 — 60 % 1496 [ 092, 24455 ]
Milman 1991 30100 3107 - 1.9 % 10.70 [ 3.37, 3396 ]
Pritchard 1958 3074 449 - 126% 497 [1.87,1322]
Holly 1955 /94 €55 - 134% 449 205,981 )
Makrides 2003 821200 251193 - 146 % 273[1.88,397]
Hemminki 1991 16071336 521358 - 147 % 313[231,424)
Ziaci 2007 340370 2881357 150% L[ 107,121]
Total (95% CI) 2471 2379 - 100.0 % 3.08 [ 1.28,7.41 ]

Total events: 703 (Iron supplements), 394 (No intervention/placebo)

Heterogeneity: Tau? = 1.34; C

Test for overall effect: 2 = 2.

= 22128, df = 8 (F<0.00001); P =96%
P = 0012)

Test for subgroup differences: Not applicable

Analysis 1.70. Comparison 1 Any supplements containing iron versus

same supplements without iron or no treatment/placebo (no iron or

placebo), Outcome 70 Maternal severe anaemia at or near term (Hb less

than 70 g/L at 34 weeks’ gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 70 Maternal severe anaemia at or near term (Hb less than 70 g/L at 34 weeks’
gestation or more) (ALL)
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No
interven
Study or subgroup Iron supplements tion/placebo Risle Fatio Weight Risk Ratio
HRandom.95% HRandom.95%
WN niN a o
Batu 1976 055 8146 — 507 % 0.05 [ 0.00, 083 ]
Cogswell 2003 0750 062 Not estimable
Eskeland 1997 0724 021 Not estimable
Hlly 1955 54 /55 Not estimable
Makrides 2003 20200 0193 —— 493% 483[023,9988 ]
Milman 1991 0/100 /107 Not estimable
Romslo 1983 022 023 Not estimable
Ziaei 2007 05370 0357 Not estimable
Total (95% CI) 955 864 S ——— 100.0 % 0.47 [ 0.01, 44.11]
Total events: 2 (Iron supplements), 8 (No intervention/placebo)
Heterogeneity: Tau? = 8.49; Chi* = 480, df = | (P = 0.03); I =79%
Test for overall effect: Z = 032 (P = 075)
Test for subgroup differences: Not applicable:
001 0. I a 100
Favours iron suppl Favours no int/placebo

Analysis 1.71. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 71 Severe anaemia at postpartum (Hb less than 80 g/L)
(ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 71 Severe anaemia at postpartum (Hb less than 80 g/L) (ALL)

No

nterven.
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio

HRandom5% HRandom 5%

niN n/N Cl Cl
Batu 1976 0143 020 Not estimable
Christian 2003 (C) 0178 &I75 i 485 % 008000, 1.33]
Corrigan 1936 0100 244100 — 515% 002 000,033 ]
Eskeland 1997 024 023 Not estimable
Holly 1955 094 0/55 Not estimable
Makrides 2003 0189 0177 Not estimable
Milman 1991 0/63 /57 Not estimable
Puolakka 1980 0/16 o/15 Not estimable

Total (95% CI) 707 632 —~— 100.0 % 0.04[0.01,0.28 |

Total events: O (Iron suppler

Heterageneity: Tau? = 0.0; C
Test for overall effect: Z = 3.19 (P = 0.0014)
Test for subgroup differences: Not applicable:
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Analysis 1.72. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 72 Moderate anaemia at postpartum (Hb more than 80
g/L and less than 110 g/L) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 72 Moderate anaemia at postpartum (Hb more than 80 g/L and less than 110 g/L)

No

interven
Study or subgroup Iron supplements tionfplacebo Risk Ratio Weight Risk Ratio

HRandom 5% HRandom5%

N WN Cl o]
Christian 2003 (C) 978 231175 L 5 816% 038018 081 ]
Eskeland 1997 024 23 Not estimable
Makrides 2003 11189 on77 i e — 184 % 281 [012.6854]
Total (95% CIy 391 375 ——— 100.0 % 0.55[0.12,2.51]

Total events: 0 (Iron supplements), 23 (No intervention/placebo)
Heterogeneity: Tau? = 0.5%
Test for overall effect: 7 = 077 (P = 044)

Test for subgroup differences: Not appiicable

Analysis 1.73. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 73 Puerperal infection (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 73 Puerperal infection (ALL)
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No

interven-
Study or subgroup Iron supplements tiorvplacebo Risk Ratio Weight Risk Ratio
M M-

HRandom,35% H,Random35%

/N n/N ] Cl
Ziaei 2007 3370 3/357 T 35% 086 [ 020,475 ]
Willoughby 1967 3736 5/706 -1 44% 058014, 240 ]
Chan 2009 (1) 250413 400437 - 89% 066041, 107]
Christian 2003 (C) (2) 36/680 520675 - 532% 069 [ 046, 1.04 ]
Total (95% CI) 2199 2175 - 100.0 % 0.68 [0.50,0.92]

Total events: 67 (Iron supplements). 100 (No intervention/placebo)
Heterogeneity: Tau? = 0.0: Chi2 = 0.25, df = 3 (P = 0.97); ! =00%
Test for overall effect: 7 = 252 (P = 0012)

Test for subgroup differences: Not applicable

01 02 05 2 510

Favours iran suppl  Favours o int/placebo
(1) Described as infections in hospital

(2) Puerperal infection with fever

Analysis 1.74. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 74 Antepartum haemorrhage (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 74 Antepartum haemorrhage (ALL)

No

nterven
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio

HRandom 952 HRandom95%

N N a a
Makrides 2003 11216 0214 e 11.3% 297[012,7256]
Ziagi 2007 71370 5357 _ 887 % 1351 043,422
Total (95% CI) 586 571 - 100.0 % 1.48 [ 051, 4.31 ]

Total events: & (Iron supplements), 5 (No intervention/placebo)
Heterogeneity: Tau? = 00; Chi2 = 021, of = | (P = 0.65) B =0.0%
Test f effect: 7 = 071 (P = 048)

Test for subgroup differences: Not applicable

Analysis 1.75. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 75 Postpartum haemorrhage (ALL)

Review: Daily oral iron supplementation during pregnancy

Cochrane Database Syst Rev. Author manuscript.
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Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 75 Postpartum haemorrhage (ALL)

Nao
interven-
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratia
HRandom35% HRandom 5%
/N N a a
Eskeland 1997 1124 123 -t 29% 096 [ 006, 1443 ]
Ziaei 2008 2122 2122 —— 57% 100 [ 014, 699 1
Ziaei 2007 7370 2357 ™ 88 % 338[071,1615]
wills 1947 260260 260210 ] 825 % 0.81 1048, 1351
Total (95% CI) 776 712 * 100.0 % 0.93 [0.59, 1.49 |
Total events: 36 (Iron supplements), 31 (No intervention/placebo)
Heterogeneity: Tau? = 00; Chi2 = 295, df = 3 (P = 0.40); 12 =0.0%
Test for overall effect: Z = 029 (P = 0.77)
Test for subgroup differences: Not appiicable
0001001 1 1 10 100 1000
Favours iron suppl Favours no intiplacebo

Analysis 1.76. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 76 Transfusion provided (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 76 Transfusion provided (ALL)

No
interven-
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratia
HRandomJ5% HRandom.95%
/N /N a c
Hemminki 1991 2711336 46/1358 | 958 % 060[ 037,095
Puolakka 1980 06 1116 e 22% 033[ 001,762
Ziaei 2007 11370 0357 e E— 21% 289 (0127083 ]
Total (95% CI) 1722 1731 - 100.0 % 0.61 [ 0.38, 0.96 ]
Total events: 28 (Iron supplements), 47 (No intervention/placebo)
Heterogeneity: Tau? = 00; Chi2 = 106, df = 2 (P = 0.59);  =0.0%
Test for overall effect: Z = 2.12 (P = 0.034)
Tiest for subgroup differences: Not applicable
001 0.1 I [ 100
a n suppl Favours n int/placebe

Cochrane Database Syst Rev. Author manuscript.



syduiosnuelA Joyiny sispun4 JINd adoin3 ¢

syduosnuelA Joyiny sispund DA @doing ¢

Pefia-Rosas et al.

Analysis 1.77. Comparison 1 Any supplements containing iron versus

same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 77 Diarrhoea (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 77 Diarrhoea (ALL)

No
interven-
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio

M M-
H,Random,25% H.Random,95%

n/N n/N Cl Cl

Paintin 1966 2116 157 49 % 098009, 1061 ]

Ziaei 2007 4/370 71357 —r 185 % 055[0.16, 187 ]

Siega-Riz 2001 18/128 16/60 L ] 766% 053[029,09]

Total (95% CI) 614 474 - 100.0 % 0.55 [0.32,0.93 ]

Total events: 24 (Iren supplements), 24 (No intervention/placebo)
2 =025, df = 2 (P = 088) R =0.0%
o (P = 0025)

Test for subgroup differences: Not applicable

Test for

Analysis 1.78. Comparison 1 Any supplements containing iron versus

same supplements without iron or no treatment/placebo (no iron or

placebo), Outcome 78 Constipation (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 78 Constipation (ALL)
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No
interven-
Study or subgroup Iron supplements tion/placebo Risk Ratic Weight Risk Ratio
M- M-
HRandom,95% HRandom.25%
N wN a d
Faintin 1966 Hie 257 29 % 0.25 [ 002, 265 ]
Makrides 2003 187204 12203 = 6% 149 [ 074,302
Ziaei 2007 16370 147357 - B7% 1LI0[ 055 223]
Siega-Riz 2001 49/128 3060 L} 49.7 % 077 [ 055, 107]
Total (95% CI) 818 677 + 100.0 % 0.95[0.62, 1.43 ]
Total events: 84 (Iron supplements), 58 (No intervention/placebo)
Heterogeneity: Tau® = 0.0¢; Chi* = 451, df = 3 (P = 0213 P =34%
Test for overall effect; Z = 0.26 (P = 0.79)
Test for subgroup differences: Not applicable
001 o1 110 00
avours fron suppl Favours no inplacebo

Analysis 1.79. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 79 Nausea (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 79 Nausea (ALL)

Nor
interven-
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
M- M-
HRandom95% HRandom 95%
N N a o
Paintin 1966 316 ors7 30% 347 [0.18, 66,05 ]
Hood 1960 12/45 04 — 33% 13.59 [ 0:84,219.98 ]
Ziaei 2007 14370 141357 - 00% 096047, 199]
Makrides 2003 511204 457204 L} 61.7% 1I3[080. 161 ]
Total (95% CI) 735 642 * 100.0 % 1.21[0.72, 2.03 ]
Total events: BO (iron supplements), 59 (No intervention/placebo)
Heterogeneity: Tau® = 0.08; Chi? = 408, df = 3 (P = 0.25) I =27%
Test for averall effect: Z = 072 (P = 047)
Test for subgroup differences: Not applicable
0001001 01 110100 1000
Favours ronsuppl Fanours no inplacebo

Analysis 1.80. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 80 Heartburn (ALL)

Review: Daily oral iron supplementation during pregnancy

Cochrane Database Syst Rev. Author manuscript.



syduiosnuelA Joyiny sispun4 JINd adoin3 ¢

syduosnuelA Joyiny sispund DA @doing ¢

Pefia-Rosas et al.

Analysis 1.81. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or

Comparison: 1 Any supplements containing iron versus same supplements without iron or

no treatment/placebo (no iron or placebo)

Outcome: 80 Heartburn (ALL)

No

interven-
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio

HRandem95% HRandom.?5%

N N Ci a
Ziaei 2007 121370 7357 109 % 1.65 [ 0.66,4.15 ]
Siega-Riz 2001 541128 17460 . 09% 149 [ 0.95, 234
Makrides 2003 1007204 1007204 = 582% 100 [ 082. 122]
Total (95% CI) 702 621 - 100.0 % 1.19 [ 0.86, 1.66 ]

Total events: |66 (Iron supplements), 124 (No intervention/placebo)
Heterogeneity: Tau? = 0.04 Ch = 350, df = 2 (P = 0,17 P =43%
Test for overall effect: 2 = 1.06 (P = 0.29)

Test for subgroup differences: Not applicable

Favours no intplacebo

placebo), Outcome 81 Vomiting (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or

no treatment/placebo (no iron or placebo)

Outcome: 81 Vomiting (ALL)

No
interven-
Study or subgroup Iron supplements tionfplacebo Risk Ratio Weight Risk Ratio
HRandom,25% H.Random,?5%
n/N niN (@] <
Hood 1960 3145 024 18% 3800207074 ]
Ziaei 2007 4370 71357 - 104 % 05506 1.87]
Siega-Riz 2001 240128 10760 - 342% 1.13[058,220]
Makrides 2003 211204 271204 & 536 % 078[ 045 133]
Total (95% CI) 747 645 * 100.0 % 0.88 [0.59, 1.30 ]
Total events: 52 (Iron supplements), 44 (No intervention/placebo)
Heterogeneity: Tau* = 0.0; Chi> = 225, d = 3 (P = 0.52); I =00%
Test for overall effect: Z = 066 (P = 0.51)
Test for subgroup differences: Not applicable
001 0l | 10100
Fanvonss ito Supp Favours no ntiplacebo
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Analysis 1.82. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 82 Maternal wellbeing/satisfaction (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 82 Maternal wellbeing/satisfaction (ALL)

No
interven
Study or subgroup Iron supplements tion/placebo Risk Fatio Weight Risk Ratio
HRandom 95% HRandom95%
wN N a Jal
Eskeland 1997 2124 24725 = 19.9% 091077, 1.08]
Hemminki 1991 1196/1280 116911275 u 80.1 % 102[ 100, 104]
Total (95% CI) 1304 1300 t 100.0 % 1.00 [ 0.91, 1.09 ]
Total events: 1217 (Iron su 1193 (No inter 5
Heter Ta? = O Ldf =1 (P =020): P =38%
Test for overal effect: Z = 0.07 (P = 0.94)
Test for subgroup differences: Not applicable
1
F: PRl Favor placetx

Analysis 1.83. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 83 Placental abruption (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 83 Placental abruption (ALL)

No

interven-
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
HRandom5% HRandom95%
N /N Cl ci
Willoughby 1967 11736 07706 — T 85% 288 (0,12, 7053
Ouladsahebmadarek 201 | 6410 3372 i 5.7 % 181 [ 046, 7.20]
Ziaei 2007 41370 41357 —— 458% 096[0.24,383 ]
Total (95% CI) 1516 1435 sl 100.0 % 1.41[0.56,3.59]
Total events: |1 (Iron sup 1.7 (No intervention/placebo)
Heteroger 061, df = 2 (P = 0.74) 2 =00%
Test f o 73 (P = 047)
Test for subgroup differences: Not applicable
ol
F: opl fplacet
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Analysis 1.84. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 84 Premature rupture of membranes (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 84 Premature rupture of membranes (ALL)

No
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
H Random95% HRandom.25%
N N cl a
Ouladsahebmadarek 201 | 200410 230372 —e 210% 079 [0:44, 141]
Ziagi 2007 701370 681357 = 90% 099 [074, 134]
Total (95% CI) 780 729 - 100.0 % 0.95[0.72,1.24 ]
Total events: 30 (Iron supplements), 91 (No intervention/placebo}
Heterogeneity: Tau? = 0.0; ChiZ = 048, df = | (P = 049); P =00%
Tex flect: Z = 0,40 (P = 0.6%)
Test for subgroup differences: Not applicable
a1 02 05 2 5 a

Favours iren suppl  Favaurs no int/placebo

Analysis 1.85. Comparison 1 Any supplements containing iron versus
same supplements without iron or no treatment/placebo (no iron or
placebo), Outcome 85 Pre-eclampsia (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 1 Any supplements containing iron versus same supplements without iron or
no treatment/placebo (no iron or placebo)

Outcome: 85 Pre-eclampsia (ALL)

No
interven-
Study or subgroup Iron supplements tion/placebo Risk Ratio Weight Risk Ratio
HRandomd5% HRandom95%
/N N cl ol
Falahi 2010 o170 1178 39% 037002895 ]
Eskeland 1997 1724 123 s a— 54% 096 [ 006, 1443]
Ziaei 2007 10370 3357 | i 244% 322[089.1159]
Ouladsahebmadarek 201 | 16/410 100372 L 662% 145 [ 067, 3.16]
Total (95% CI) 874 830 Inat 100.0 % 1.63 [ 0.87, 3.07 |
Total events: 27 (lron supplements), |5 (No intervention/placebo)
Heterogeneity: Tau? = 00; Chi2 = 2,15, df = 3 (P = 0.54) I =00%
Test for overal effect: Z = 1.52 (P = 0.13)
Test for subgroup differences: Not applicable
001 01 10100
Favou op! avours no intplacebo
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Analysis 2.1. Comparison 2 Any supplements containing iron and folic acid
versus same supplements without iron nor folic acid (no iron nor folic acid
or placebo), Outcome 1 Low birthweight (less than 2500 g) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 1 Low birthweight (less than 2500 g) (ALL)

no interven-
Study or subgroup Iron+olic acid tion/placebo Risk Ratio Weight Risk Ratio
M- M-
HRandom 5% H Random 5%
N /N Cl Cl
Christian 2003 {C) 218/635 2621678 ] 854 % 082[071,095]
Taylor 1982 224 0124 14.6% 500025, 9856 ]
Total (95% CI) 659 652 —— 100.0 % 1.07 [0.31, 3.74 ]
Total events: 220 {Iron-+falic acid), 262 {no intervention/placebo)
Heterogeneity: Tau? = 047, Chi? = .41, df = | (P = 024); ¥ =29%

Test for overall effect Z = 011 (F = 0.91)

Test for subgreup differences: Not applicable

Analysis 2.2. Comparison 2 Any supplements containing iron and folic acid
versus same supplements without iron nor folic acid (no iron nor folic acid
or placebo), Outcome 2 Birthweight (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 2 Birthweight (ALL)

no interven- Mean Mean
Study or subgroup  Iran+olic acid tion/placebo Difference Weight Difference
N Mean(S0) N Mean(SD) VRandom95% CI IV.Random,95% CI
Christian 2003 (C) 635 2652 (436) 685 2587 (445) | 925% €500 [ 1746, 112.54 ]
Taylor 1582 2| 3470 (385) 24 3502 (232) - 75% 3200 [-21362, 14962 ]
656 709 . 1000 % 57.73 [ 7.66, 107.79 ]

692, Chi? = 1.03,df = | (P=031); P =2%

=0024)
ifferences: Not applicable
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Analysis 2.3. Comparison 2 Any supplements containing iron and folic acid
versus same supplements without iron nor folic acid (no iron nor folic acid
or placebo), Outcome 3 Premature birth (less than 37 weeks of gestation)
(ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 3 Premature birth (less than 37 weeks of gestation) (ALL)

Christian 2003 (C) 146/633 140/685 827 % 113092, 139]
Lee 2005 i 020 Not estimable

Taylor 1982 3124 024 b 173% 700038 12841 ]

Total (95% CI) 768 729 - 100.0 % 1.55 [ 0.40, 6.00 ]
ac

Analysis 2.4. Comparison 2 Any supplements containing iron and folic acid
versus same supplements without iron nor folic acid (no iron nor folic acid
or placebo), Outcome 4 Premature birth (less than 37 weeks of gestation):
SUBGROUP ANALYSIS by gestation at the start of supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 4 Premature birth (less than 37 weeks of gestation): SUBGROUP ANALYSIS by
gestation at the start of supplementation
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no interven-
Study or subgroup Tron #olic acid tion/placebo Risk Ratio Weight Risk Ratio

M- M-
H,Random,25% HRandom,?5%
/N niN Cl [e]

1 Early gestational age (less than 20 weeks of gestation or pre-pregnancy) at start of supplementation

Christian 2003 (C) 1461633 1401685 [ | 827% 1130092139
Taylor 1982 3124 024 T 173% 700[038, 128561 ]
Subtotal (95% CI) 657 709 - 100.0 % 1.55 [ 0.40, 6.00 ]

Total events: 149 (Jron +olic acid), 140 (no intervention/placebo)
Heterogeneity: Tau? = 057, Chi2 = |51, df = | (P = 0.22); P =34%
Test for overall effect: Z = 063 (P = 0.53)
2 Late gestational age (supplementation started at 20 weeks of gestation or later)
Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (Iron+olic acid), O (no intervention/placeba)
Heterogeneity: not applicable
Test for overall effect: not applicable
3 Unspecified or mixed gestational age at start of supplementation
Lee 2005 0r24 0120 Not estimable
Subtotal (95% CI) 24 20 Not estimable
Total events: 0 (lon+olic acid), 0 (no intervention/placebo)
Heterogeneity: not applicable

Test for overall effect: nat applicable

0001001 01 110 100 1000

Favours ron+foiic acid Favours no intervention/placebe

Analysis 2.5. Comparison 2 Any supplements containing iron and folic acid
versus same supplements without iron nor folic acid (no iron nor folic acid
or placebo), Outcome 5 Premature birth (less than 37 weeks of gestation):
SUBGROUP ANALYSIS by anaemia status at the start of supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 5 Premature birth (less than 37 weeks of gestation): SUBGROUP ANALYSIS by
anaemia status at the start of supplementation
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no interven-

Study or subgroup Tron-+folc acid tion/placebo Risk Ratio Weight Risk Ratio
- M-

H,Random 95% HRandom,95%
n/N n/N | Cl

I Anaemic at start of supplementation

Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (Iron+olic acid), © (no intervention/placebo)

Heterogeneity: not applicable

Test for overall effect: not applicable

2 Non-anaemic at the start of supplementation

Subtotal (95% CI) 0 0 Not estimable
Total events: O (Iron+folic acid), 0 (no intervention/placebo)

Heterogeneity: not applicable

Test for everall effect: not applicable

3 Unspedified or mixed anaemic status at start of supplementation

Christian 2003 (C) 1461633 140/685 | | 827% 1131092, 139 ]
Lee 2005 ol o130 Not estimable
Taylor 1982 3124 0124 - 173 % 700038, 12861 ]
Subtotal (95% CI) 768 729 - 100.0 % 1.55 [ 0.40, 6.00 ]

Total events: 149 (Iron-+folic acid), 140 (no intervention/placebo)
Heterogeneity: Tau? = 0.57; Chi? = |51, df = | (P = 022); P =34%

Test for overall effect: Z = 0:63 (P = 0.53)

0001001 01 110 100 1000

Favours ron+folic acid  Favours no intervention/placebo

Analysis 2.6. Comparison 2 Any supplements containing iron and folic acid
versus same supplements without iron nor folic acid (no iron nor folic acid
or placebo), Outcome 6 Premature birth (less than 37 weeks of gestation):
SUBGROUP ANALYSIS by dose of iron.

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 6 Premature birth (less than 37 weeks of gestation): SUBGROUP ANALYSIS by
dose of iron
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no interven-
Study or subgroup Iron+olic acid tion/placebo Risk Ratio Weight Risk Ratio

H.Random,95% HRandom,95%
n/N /N o] o]

I Low daily dose (30 mg elemental iron or less)

Lee 2005 [0 020 Not estimable

Subtotal (95% CI) 111 20 Not estimable
Total events: 0 (Iron+folic acid), 0 {no intervention/placebo)

Heterogeneity: not applicable:

Test for averall effect: not applicable

2 Medium daily dose (31 to 59 mg elemental iron)

Subtotal (95% CI) 0 0 Not estimable
Total events: O (Iron-+olic acid), 0 (no intervention/placeba)

Heterogeneity: not applicable

Test for overall effect: not applicable

3 Higher daily dose (60 mg elemental iron and above)

Christian 2003 (C) 1464633 140/685 | 827 % 1LI3[092,139]
Taylor 1982 314 0024 - 173% 700[ 038, 12861 ]
Subtotal (95% CI) 657 709 - 100.0 % 1.55 [ 0.40, 6.00 ]
Total events: 149 (Iron+folic acid), 140 (no intervention/placebo)
Heterogeneity: Tau? = 0.57; Chi2 = 151, df = | (P= 022) > =34%
Test for overall effect: Z = 0.63 (P = 0:53)
Total (95% CI) 768 729 - 100.0 % 1.55 [ 0.40, 6.00 ]

Total events: 149 (lon+olic acid), 140 (no interventionfplacebo)
151, df = | (P=022); 1 =34%

Heterogeneity: Tau? = 0.57; Chi?
Test for overall effect: Z = 0. j]
Test for subgroup differences: Not applicable

Analysis 2.7. Comparison 2 Any supplements containing iron and folic acid
versus same supplements without iron nor folic acid (no iron nor folic acid
or placebo), Outcome 7 Premature birth (less than 37 weeks of gestation):
SUBGROUP ANALYSIS by malarial status of settings.

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 7 Premature birth (less than 37 weeks of gestation): SUBGROUP ANALYSIS by
malarial status of settings
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no interven-
Study or subgroup Iron-+olic acid tion/placebo Risk Ratio Weight Risk Ratio
HRandom,95% H.Random,95%
niN niN [o] Cl

| Malarial setting

Christian 2003 (C) 1464633 1401685 [ | 827 % 1131082, 139 ]
Lee 2005 (AN} 020 Not estimable
Subtotal (95% CI) 744 705 t 82.7 % 1.13[0.92, 1.39 ]

Total events: 146 (lron-+folic acid), 140 (no intervention/placebo)
Heterogeneity: not applicable
Test for overall effect: Z = 1.16 (P = 0:25)
2 Non-malarial setting
Taylor 1982 34 024 T+ 17.3% 7000038, 12861 ]

Subtotal (95% CI) 24 24 —— 17.3 % 7.00 [ 0.38, 128.61 ]
Total events: 3 (Iron Holic acid), 0 (ne intervention/placeba)

Heterogeneity: not applicable:

Test for overall effect: Z = 131 (P = 0.19)

Total (95% CI) 768 729 - 100.0 % 1.55 [ 0.40, 6.00 |
Total events: 149 (ron-+Holic acid). 140 (no intervention/placebo)

Heterogeneity: Tau? = 0.57; Chi® = |51, df = | (P =022); F =34%

Test for overall efect: Z = 063 (P = 0.53)

Test for subgroup differences: ChiZ = 1.50, df = | (P = 022), I =33%

001 0 110 100 1000

Holcacd  Favours no intenvention/placebo

Analysis 2.8. Comparison 2 Any supplements containing iron and folic acid
versus same supplements without iron nor folic acid (no iron nor folic acid
or placebo), Outcome 8 Neonatal death (within 28 days after delivery) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 8 Neonatal death (within 28 days after delivery) (ALL)

no interven-

Study or subgroup Iron+olic acid tion/placebo Risk Ratio Weight Risk Ratio
M M-
H Random 5% HRandom $5%
N /N cl cl
Barton 1994 1153 0144  — 22% 250 [0.10,59.88 ]
Christian 2003 (C) 28772 40/876 | 978% 079 [ 049, 127]
Taylor 1982 024 0r24 Not estimable
Total (95% CI) 849 944 - 100.0 % 0.81[0.51,1.30]
Total events: 29 (Iron-+Holic acid), 40 (no intervention/placebo)
Heterogeneity: Tau? = 0.0; Chi* = 049, df = | (P = 048); ¥ =0.0%
Test for overall effect: Z = 086 (P = 0.39)
Test for subgroup differences: Not applicable
10 100

Analysis 2.9. Comparison 2 Any supplements containing iron and folic acid
versus same supplements without iron nor folic acid (no iron nor folic acid
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or placebo), Outcome 9 Neonatal death (within 28 days after delivery):
SUBGROUP ANALYSIS by gestation at the start of supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 9 Neonatal death (within 28 days after delivery): SUBGROUP ANALYSIS by
gestation at the start of supplementation

Study or subgroup IronHolic acid tion/placebo Risk Ratio Weight Risk Ratio
HRandomd5% HRandom 5%

nN nN Cl Cl

| Early gestational age (less than 20 weeks of gestation or pre-pregnancy) at start of supplementation
Barton 1994 1/53 044 - 22% 250[0.10,5%.88 ]
Christian 2003 (C) 2772 00876 - 978% 0791049, 1271
Taylor 1982 024 024 Mot estimable
Subtotal (95% CI) 849 944 - 100.0 % 0.81 [0.51, 1.30]

Total events: 29 (Iron+Holic acid), 40 {no intervention/placeboy

Heterogeneity: Tau? = 0.0; Chi? = 0.49, df = | (P = 0.48); F =0.0%

Test for overall effect: Z = 0:86 (P = 0.39)

2 Late gestational age (20 weeks or more of gestation) at start of supplementation

Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (Iron-+olic acid), 0 {no intervention/placebo)

Heterogeneity: not applicable

Test for overall effect: not applicable

3 Unspecified or mixed gestational age at start of supplementation

Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (fron+Holic acid), 0 (no intervention/placeba)

Heterogeneity: not applicable

Test for overall effect: not applicable

Total (95% CI) 849 944 - 100.0 % 0.81[0.51,1.30]
Total events: 29 (Iren-Holic acid), 40 (no intervention/placeba)

hi? = 049, df = | (P = 048); P =0.0%

=039

Test for subgreup differences: Not applicable

Heterogeneity: Tau® = 0.

Test for overall effect: Z = 0.86

0102 05 1 2 5 10

Favours iron#olic arid Fawours o ntervention/placebos

Analysis 2.10. Comparison 2 Any supplements containing iron and folic
acid versus same supplements without iron nor folic acid (no iron nor folic
acid or placebo), Outcome 10 Neonatal death (within 28 days after
delivery): SUBGROUP ANALYSIS by anaemia status at the start of
supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 10 Neonatal death (within 28 days after delivery): SUBGROUP ANALYSIS by
anaemia status at the start of supplementation
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no interven-

Study or subgroup Iron+olic acid tion/placebo Risk Ratio Weight Risk Ratio
H.Randem,95% H.Random,95%
N niN [¢] cl

I Anaemic at start of supplementation
Subtotal (95% CI) 0 ) Not estimable
Total events: O (ron+olic acid). O {na intervention/placebo)
Heterogeneity: not applicable
Test for overall effect: not applicable
2 Non-anaemic at start of supplementation
Barton 1994 1/53 0/44 B B — 2% 250( 00,5988 ]
Subtotal (95% CI) 53 44 —— 22% 2.50 [ 0.10, 59.88 ]
Total events: | (fron+folic acid). 0 (no intervention/placebo)
Heterogeneity: not applicable
Test for overall effect: Z = 0.57 (P = 0.57)

3 Unspecified or mixed anaemic status at start of supplementation

Christian 2003 (C) 281772 40875 i 978% 079 049, 127
Taylor 1982 0/24 024 Not estimable
Subtotal (95% CI) 796 900 — 97.8 % 0.79[0.49,1.27 |

Total events: 28 (JronHolic acid), 40 (no intervention/placebo)

Heterogeneity: not applicable

Test for overall effect: 7 = 0.95 (P = 0:34)

Total (95% CI) 849 944 - 100.0 % 0.81[0.51,1.30]
Total events: 29 (IronHolic acid), 40 (no intervention/placebo)

=049, df = | (P = 048); P =00%

039)

2 =049, df = | (P =048), ? =00%

Heterogeneity: Tau? = 0.0; €
Test for overall effect: Z = 086

Test for subgroup difference:

Favours ion+alic acid  Favours no interventianfplacebo

Analysis 2.11. Comparison 2 Any supplements containing iron and folic
acid versus same supplements without iron nor folic acid (no iron nor folic
acid or placebo), Outcome 11 Neonatal death (within 28 days after
delivery): SUBGROUP ANALYSIS by dose of iron.

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 11 Neonatal death (within 28 days after delivery): SUBGROUP ANALYSIS by
dose of iron
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no interven-
Study or subgroup Iron+folic acid tion/placebo Risk Ratio Weight Risk Ratio

HRandom95% HRandom95%
n/N n/N I Cl

1 Low daily dose (30 mg elernental iron or less)

Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (lon+olic acid), 0 {na intervention/placebo)

Heterogeneity: not applicable

Test for overall effect: not applicable

2 Medium daily dose (31 o 59 mg elemental iron)

Subtotal (95% CI) 0 0 Not estimable
Total events: O (Iron+folic acid), 0 (ne intervention/placeboy

Heterogeneity: not applicable

Test for overall effect: not applicable

3 Higher daily dose (50 mg elemental iron and above)

Barton 1994 1153 0/44 e 22% 250 [0.10,59.88 ]
Christian 2003 (C) 28772 40876 i 978 % 079 (049, 127]
Taylor 1962 024 04 Not estimable

Subtotal (95% CI) 849 944 - 100.0 % 0.81[0.51,1.30]

Total events: 29 (Jron Holic acid), 40 (no intervention/placebo)

Heterogeneity: Tau? = 0.0; Chi2 = 049, df = | (P = 048) P =0.0%

Test for overall effect: Z = 0.86 (P = 0.3%)

Total (95% CI) 849 944 - 100.0 % 0.81[0.51,1.30]
Total events: 29 (JronHolic acid), 40 (no intervention/placebo)

Heterogeneity: Tau? = 0.0; Chi2 = 049, df = | (P = 0.48); ? =00%

Test for overall effect: Z = 0.86 (P = 0.3%)

Test for subgroup differences: Not applicable

Favours ron+folic acid  Favaurs no intervertion/placebo

Analysis 2.12. Comparison 2 Any supplements containing iron and folic
acid versus same supplements without iron nor folic acid (no iron nor folic
acid or placebo), Outcome 12 Neonatal death (within 28 days after
delivery): SUBGROUP ANALYSIS by malarial status at the start of
supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 12 Neonatal death (within 28 days after delivery): SUBGROUP ANALYSIS by
malarial status at the start of supplementation

Cochrane Database Syst Rev. Author manuscript.
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no interven-

Study or subgroup Iron+folic acid tion/placebo Risk Ratio Weight Risk Ratio
H,Random95% H, Raw\dnm;l‘ﬁ%
n/N niN Cl Cl

| Malarial setting

Christian 2003 (C) 281772 40876 - 978% 079 [ 049, 127
Subtotal (95% CI) 772 876 - 97.8 % 0.79[0.49,1.27 |
Total events: 28 (Iron-+olic acid), 40 {no intervention/placebo)
Heterogeneity: not applicable
Test for overall effect: Z = 0.95 (P = 0.34)
2 Non-malarial setting

Barton 1994 153 0/44 I R 22% 250 [ 0.10,5%9.88 ]

Taylor 1982 024 0124 Not estimable
Subtotal (95% CI) 77 68 ————— 2.2 % 2.50 [ 0.10, 59.88 |

Total events: | (Iron-+alic acid), 0 (no intervention/placebo)

Heterogeneity: not applicable

Test for overall effect: Z = 0,57 (P = 0.57)

Total (95% CI) 849 944 - 100.0 % 0.81[0.51, 1.30 ]
Total events: 29 (ron-+olic acid), 40 (na intervention/placebo)

Heterogeneity: Tau? = 0.0; Chi® = 0.49, df = | (P = 0:48); P =00%

Test for overall effect: Z = 0.86 (F = 0.39)

Test for subgroup differences: Chi2 = 049, df = | (P = 0.48), P =0.0%

01 02 05 2 510

Favours sontfolc acd  Favours na intervention/placebo

Analysis 2.13. Comparison 2 Any supplements containing iron and folic
acid versus same supplements without iron nor folic acid (no iron nor folic
acid or placebo), Outcome 13 Congenital anomalies (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 13 Congenital anomalies (ALL)

na interven-

Study or subgroup Iron+olic acid tioniplacebo Risk Ratio Weight Risk Ratio
M- M-
H Random95% HRandom,95%
N /N Cl cl
Christian 2003 (C) 13773 211879 = 1000 % 070035, 1.40]
Total (95% CI) 773 879 - 100.0 % 0.70 [ 0.35, 1.40 ]
Total events: 13 (Iron-+folic acid), 21 {no intervention/placebo)
Heterogeneity: not applicable
Test for overall effect: 7 = 1.00 (P = 0.32)
Test for subgroup differences: Not applicable
00 0 0 00
Favours inon-+folic azid Favours no intervention/placebo

Analysis 2.14. Comparison 2 Any supplements containing iron and folic
acid versus same supplements without iron nor folic acid (no iron nor folic
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acid or placebo), Outcome 14 Maternal anaemia at term (Hb less than 110
g/L at 37 weeks’ gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 14 Maternal anaemia at term (Hb less than 110 g/L at 37 weeks’ gestation or
more) (ALL)

no interven-
Study or subgroup Iron-+olic acid tion/placebo Risk Ratio Weight Risk Ratio

FRandom 5% HRandom,#5%
niN /N Cl Cl
Barton 1994 0/53 0444 Not estimable
Batu 1975 10/32 29134 L 3 788% 037[022,062]
Chisholm 1966 50123 10460 —— 202% 0241009, 068
Total (95% CI) 208 138 - 100.0 % 0.34 [ 021,054 ]

) interventionfplaceto)

=1 (P =048 2 =0.0%

Analysis 2.15. Comparison 2 Any supplements containing iron and folic
acid versus same supplements without iron nor folic acid (no iron nor folic
acid or placebo), Outcome 15 Maternal anaemia at term (Hb less than 110
g/L at 37 weeks’ gestation or more): SUBGROUP ANALYSIS by gestation at
the start of supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 15 Maternal anaemia at term (Hb less than 110 g/L at 37 weeks’ gestation or
more): SUBGROUP ANALYSIS by gestation at the start of supplementation
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NG interven-
Study or subgroup Iron +olic acid tioniplacebo Risk Ratio Weight Risk Ratio

H Random,95% H.Random,35%
niN niN [¢] <l

| Early gestational age (less than 20 weeks of gestation or pre-pregnancy) at start of supplementation
Barton 1994 0/53 0/44 Not estimable

Subtotal (95% CI) 53 44 Not estimable
Total events: 0 (Iron+falic acid), 0 (no intervention/placebo)
Heterogeneity: not applicable
Test for overal effect: not applicable
2 Late gestational age (20 weeks or more of gestation) at start of supplementation
Batu 1976 10132 2934 ] 788% 037022062 ]

Subtotal (95% CI) 32 34 - 78.8 % 0.37[0.22,0.62 ]

Total events: 10 (ron+Holic acid), 29 (no intervention/placebo)

Heterogeneity: not applicable

Test for overal effect: Z = 3.70 (P = 0.00022)

3 Unspecified or mixed gestational age at start of supplementation
Chisholm 1966 5123 10/60

Subrotal (95% CI) 123 60

Total events: 5 (Iron+folic acid), 10 (ne intervention/placebo)

'

212% 0240090687
21.2% 0.24 [ 0.09, 0.68 ]

'

Heterogeneity: not applicable

Test for overal effect: 7 = 2.69 (P = 0.0072)

Total (95% CI) 208 138 . 100.0 % 0.34 [ 0.21, 0.54]
Total events: 15 (ron-+olic acid), 39 (no intervention/placebo)

Heterogeneity: Tau? = 0.0; Chi2 = D49, df = | (P = 0.48); P =0.0%

Test for overall effect: Z = 4.52 (P < 0.00001)

Test for subgroup differences: Chiz = 047, df = | (P = 0.49), P =00%

ol 110 100 1000

Favours no intervertion/placebe

Analysis 2.16. Comparison 2 Any supplements containing iron and folic
acid versus same supplements without iron nor folic acid (no iron nor folic
acid or placebo), Outcome 16 Maternal anaemia at term (Hb less than 110
g/L at 37 weeks’ gestation or more): SUBGROUP ANALYSIS by anaemia
status at the start of supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 16 Maternal anaemia at term (Hb less than 110 g/L at 37 weeks’ gestation or
more): SUBGROUP ANALYSIS by anaemia status at the start of supplementation

Cochrane Database Syst Rev. Author manuscript.



syduiosnuelA Joyiny sispun4 JINd adoin3 ¢

syduosnuelA Joyiny sispund DA @doing ¢

Pefia-Rosas et al.

no interven-
Study or subgroup Iron+Holic arid tion/placebo Risk Ratio Weight Risk Ratio
HRandom5% HRandom.95%

n/N n/N Cl Cl

| Anaermic at start of supplementation

Subtotal (95% CI) 0 0 Not estimable
Total events: O (on+olic acid), 0 (na intervention/placebo)

Heterogeneity: not applicable

Test for overall effect: not applicable

2 Non-anaemic at start of supplementation

Barton 1994 /53 044 Not estimable
Chisholm 1966 5123 10/60 - 22% 024 [0.09, 058 ]
Subtotal (95% CI) 176 104 - 21.2 % 0.24 [ 0.09, 0.68 ]

Total events: § (ron-+olic acid), 10 (no intervention/placebo)
Heterogeneity: not applicable
Test for overall effect: Z = 2.69 (P = 0:0072)
3 Unspecified or mixed anaemic status at start of supplementation
Batu 976 10/32 29434 | 788 % 037[032,062]

Subtotal (95% CI) 32 34 - 78.8 % 0.37[0.22,0.62]
Total events: 10 (IronHolic arid), 29 (no intervention/placebo)

Heterogeneity: not applicable

Test for overall effect: Z = 370 (P = 0.00022)

Total (95% CI) 208 138 . 100.0 % 0.34[0.21, 0.54 ]
Total events: |5 (Iron+olic acid), 3% (ne intervention/placeba)

Chit =049, df = | (P = 048); F =0.0%

< 0.00001)

Test for subgroup differences: Chi? = 047, df = | (P = 0.49), * =00%

Heterogeneity: Tau? = 0.

Test for overall effect: Z = 4.

0001001 O |10 100 1000

Favours ron+folicacd  Favours no intervention/placebo

Analysis 2.17. Comparison 2 Any supplements containing iron and folic
acid versus same supplements without iron nor folic acid (no iron nor folic
acid or placebo), Outcome 17 Maternal anaemia at term (Hb less than 110
g/L at 37 weeks’ gestation or more): SUBGROUP ANALYSIS by dose of
iron.

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 17 Maternal anaemia at term (Hb less than 110 g/L at 37 weeks’ gestation or
more): SUBGROUP ANALYSIS by dose of iron

Cochrane Database Syst Rev. Author manuscript.



syduiosnuelA Joyiny sispun4 JINd adoin3 ¢

syduosnuelA Joyiny sispund DA @doing ¢

Pefia-Rosas et al.

nointerven-
Study or subgroup Iron+olic acid tion/placebo. Risk Ratio Weight Risk Ratio

H,Random,95% H.Random,25%
n/iN /N Cl Cl

| Low daily dose (30 mg elemental iron or less)
Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (ron+Holic acid), 0 (no intervention/placebo)
Heterogeneity: not applicable
Test for overal effect not applicable
2 Medium daily dose (31 to 59 mg elernental iron)
Subtotal (95% CI) 0 0 Not estimable
Total events: 0 {lron+olic acid). 0 (no intervention/placebo)
Heterogeneity: not applicable
Test for overall effect: not applicable
3 Higher daily dose (40 mg elemental iron and above)
Barton 1994 /53 0r44 Not estimable

Batu 1976 1032 29134 | | 788 % 037 (022,062 ]
Chisholm 1966 5123 10/60 - 212% 0241009, 068]
Subtotal (95% CI) 208 138 .- 100.0 % 034021, 0.54]

Total events: |5 (Iron-olic acid), 3% (no intervention/placeba)

Heterogeneity: Tau? = 0.0 Chi2 = 049, df = | (P = 0:48) 12 =0.0%

Test for overall effect: Z = 4.52 (P < 0.00001)

Total (95% CI) 208 138 * 100.0 % 0.34[0.21, 0.54]
Total events: |5 (ron-+olic acid), 39 (no intervention/placebo)
=049, d= | (P = 048);
< 0.00001)

Test for subgroup differences: Not applicable

Heterogeneity: Tau? =

Test for overall effect: Z = 452

Analysis 2.18. Comparison 2 Any supplements containing iron and folic
acid versus same supplements without iron nor folic acid (no iron nor folic
acid or placebo), Outcome 18 Maternal anaemia at term (Hb less than 110
g/L at 37 weeks’ gestation or more): SUBGROUP ANALYSIS by malarial
status of setting.

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 18 Maternal anaemia at term (Hb less than 110 g/L at 37 weeks’ gestation or
more): SUBGROUP ANALYSIS by malarial status of setting
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no interven-
Study or subgroup Iron+folic acid tion/placebo Risk Ratio Weight Risk Ratic

- M-
H,Random,95% H,Random,35%
N N | C

| Malarial setting
Batu 1975 1032 29734 ] 788% 037[022,062]

Subtotal (95% CI) 32 34 * 78.8 % 0.37 [0.22,0.62 ]
Total events: 10 (lron+olic acid), 29 (no intervention/placebo)

Heterogeneity: not applicable:

Test for overall effect: Z = 3.70 (P = 0.00022)

2 Non-malarial setting

Barton 1994 053 0/44 Not estimable
Chisholm 1966, 5123 10/60 - 212% 0.24[009.068]
Subtotal (95% CI) 176 104 - 21.2% 0.24 [ 0.09, 0.68 ]

Total events: 5 {Iron+folic acid), 10 (no intervention/placebo)
Heterogeneity: not applicable

Test for overall effect: 7 = 2.69 (P = 0.0072)

Total (95% CI) 208 138 - 100.0 % 0.34[0.21,0.54 ]
Total events: 15 (Iron+folic aci (i vention/placebo)

P =048); I =00%

=049,
P < D.00001)
Test for subgroup differences: ChiZ = 047, df = | (P = 0:49), I =00%

Heterogeneity

Test for overall effect: 7

gooreor o1 110
entfolicacd  Favour

Analysis 2.19. Comparison 2 Any supplements containing iron and folic
acid versus same supplements without iron nor folic acid (no iron nor folic
acid or placebo), Outcome 19 Maternal iron deficiency at term (as defined
by trialists, based on any indicator of iron status at 37 weeks’ gestation or
more) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 19 Maternal iron deficiency at term (as defined by trialists, based on any indicator
of iron status at 37 weeks’ gestation or more) (ALL)

no interven-

Study or subgroup Iron-+folic acid tion/placebo Risk Ratio Weight Risk Ratio
- M-
HRandom95% HRandom95%
N n/N Cl Cl
Lee 2005 111 320 —— 1000 % 024006, 099 ]
Total (95% CI) 111 20 —— 100.0 % 0.24.[ 0.06, 0.99 ]
Total events: 4 (lron+olic acid), 3 (no intervention/placebo)
Heterogeneity: not applicable
Test for overall effect: 7 = 197 (P = 0.049)
Test for subgroup differences: Not applicable
00l 0.l 0 100
ran+alic acid Favo intervention/placeba

Analysis 2.20. Comparison 2 Any supplements containing iron and folic
acid versus same supplements without iron nor folic acid (no iron nor folic
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acid or placebo), Outcome 20 Maternal iron deficiency anaemia at term (Hb

less than 110 g/L and at least one additional laboratory indicators at 37

weeks’ gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 20 Maternal iron deficiency anaemia at term (Hb less than 110 g/L and at least
one additional laboratory indicators at 37 weeks’ gestation or more) (ALL)

no interven-
Study or subgroup Iron-+folic acid tion/placebo

n/N

n/N

Risk Ratio Weight

H,Random 95%
cl

Lee 2005 121101

Total (95% CI) 111

Total events: |2 (Iron+olic acid), 5 (no intervention/placebo)

Heterogeneity: not applicable

20

1000 % 0430017, 109]

100.0 % 0.43[0.17,1.09]

Analysis 2.21. Comparison 2 Any supplements containing iron and folic

acid versus same supplements without iron nor folic acid (no iron nor folic

acid or placebo), Outcome 21 Maternal death (death while pregnant or

within 42 days of termination of pregnancy) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 21 Maternal death (death while pregnant or within 42 days of termination of

pregnancy) (ALL)

no interven-
Study or subgroup Iron+folic acid tion/placebo

niN

Risk Ratio Weight Risk Ratio
M-

HRandom,95%
Cl

Lee 2005 o

Total (95% CI) 111
Total events: 0 (iron+folic acid), 0 (no intervention/placebo)

not applicable
effect: not applicable

Test for subgroup differences: Not applicable

/20

20

Not estimable

Not estimable
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Analysis 2.22. Comparison 2 Any supplements containing iron and folic
acid versus same supplements without iron nor folic acid (no iron nor folic
acid or placebo), Outcome 22 Side effects (any reported throughout the
intervention period) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 22 Side effects (any reported throughout the intervention period) (ALL)

rven
Study or subgroup ron+olic acic tion/placebo Risk Ratio Weight Risk Ratio

M- M-
H.Random,25% H.Random,25%

Cl Cl
+ 1000 % 4432277,
—— 100.0 % 4432 [2.77,709.09 ]

70909 1

fect: Z = 2.68 (P = 0.0074)

Test for subgroup differences: Not applicable

Analysis 2.23. Comparison 2 Any supplements containing iron and folic
acid versus same supplements without iron nor folic acid (no iron nor folic
acid or placebo), Outcome 23 Maternal severe anaemia at any time during
second and third trimester (Hb less than 70 g/L) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 23 Maternal severe anaemia at any time during second and third trimester (Hb
less than 70 g/L) (ALL)
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no interven-
Study or subgroup ron +Holic acid tion/placebo Risk Ratic Weight
F \_Rmdom_;} 5%
N n/N |
Barton 1994 0/53 0/44 Not estimable
Batu 1976 ons 3025 -— 06% 0.14[001,263]
Christian 2003 (C) 1136 12179 — 674 % 0.1 [001,083]
Lee 2005 0124 020 Not estimable
Total (95% CI) 238 268 — 100.0 % 0.12 [ 0.02, 0.63

Total events: | (Iron+olic acid), |5 (no intervention/placebo)

Test for subgroup diferences: Not applicable

ol 02 05 205

ours ron+falic acid  Favaurs no interventionfplacebo

Analysis 2.24. Comparison 2 Any supplements containing iron and folic
acid versus same supplements without iron nor folic acid (no iron nor folic
acid or placebo), Outcome 24 Maternal severe anaemia at any time during
second and third trimester (Hb less than 70 g/L): SUBGROUP ANALYSIS by
gestation at the start of supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 24 Maternal severe anaemia at any time during second and third trimester (Hb
less than 70 g/L): SUBGROUP ANALYSIS by gestation at the start of supplementation
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no interven-
Study or subgroup Iron+olic acid tioniplacebo Risk Ratio Weight Risk Ratio:
M- M-

HRandom5% HRandomg5%
n/N n/N Cl Cl

1 Early gestational age (less than 20 weeks of gestation or pre-pregnancy) at start of supplementation

Barton 1994 0/53 0/44 Not estimable
Christian 2003 (C) 11136 124179 —i— 674 % 0.11[001,083]
Lee 2005 o4 020 Not estimable
Subtotal (95% CI) 213 243 —— 67.4 % 0.11 [0.01, 0.83 ]

Total events: | (Iron+olic acid), 12 (no intervention/placebo)
Heterogeneity: not applicable
Test for overall effect: 7 = 2.14 (P = 0.033)
2 Late gestational age (20 weeks or more of gestation) at start of supplementation
Batu 1976 025 3125 — 326 % 014 001,263

Subtotal (95% CI) 25 25 ——_—r— 32.6 % 0.14 [ 0.01, 2.63 |
Total events: 0 (Iron+olic acid), 3 (no intervention/placebio)

Heterogeneity: not applicable

Test for overall effect: Z = 131 (P = 0.19)

3 Unspecified or mixed gestational age at start of supplementation

Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (Iron+olic acid). 0 (no intervention/placebo)

Heterogeneity: not applicable

Test for overall effect; not applicable

Total (95% CI) 238 268 —— 100.0 % 0.12[0.02, 0.63
Total events: | (Iron+olic acid), 15 (no intervention/placebo)

Heterogeneity: Tau? = 00; Chi2 = 002, df = | (P = 088); 2 =0.0%

Test for overall effect: Z = 250 (P = 0.012)

Test for subgroup differences: Chi2 = 0.02, df = | (P = 0.88), P =00%

0001001 0. 1 10 100 1000

avours ontfolic acid  Favours no intervention/placebe

Analysis 2.25. Comparison 2 Any supplements containing iron and folic
acid versus same supplements without iron nor folic acid (no iron nor folic
acid or placebo), Outcome 25 Maternal severe anaemia at any time during
second and third trimester (Hb less than 70 g/L): SUBGROUP ANALYSIS by
anaemia status at the start of supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 25 Maternal severe anaemia at any time during second and third trimester (Hb
less than 70 g/L): SUBGROUP ANALYSIS by anaemia status at the start of
supplementation
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no interven-
Study or subgroup Iron+olic acid fion/placebo Risk Ratio Weight Risk Ratio

H,Random,95% H,Random,35%
niN niN Cl Cl

| Anaemic at start of supplementation
Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (fron+Holic acid), 0 (no intervention/placebo)
Heterogeneity: not applicable
Test for overall effect: not applicable
2 Non-anaemic at start of supplementation
Barton 1994 0/53 0144 Not estimable

Subtotal (95% CI) 53 44 Not estimable
Total events: 0 (iron +folic acid), 0 (no intervention/placebo)

Heterogeneity: not applicable:

Test for overall effect: not applicable

3 Unspecified or mixed anaemic status at start of supplementation

Batu 1976 05 £ —— 26% 0.14 001,263 ]
Christian 2003 (C) 1136 12179 —i— 674 % 011 [001,083]
Lee 2005 024 0120 Not estimable
Subtotal (95% CI) 185 224 — 100.0 % 0.12[0.02,0.63 ]

Total events: | (iron +olic acid), 15 (no intervention/placebo)

Heterogeneity: Tau? = 0.0; Chi2 = 0.0, df = | (P = 0.88); 12 =0.0%

Test for overall effect: Z = 2.50 (P = 0.012)

Total (95% CI) 238 268 —— 100.0 % 0.12 [ 0.02, 0.63 ]
Total events: | (iron +olic acid), 15 (no interventioniplacebo)

Heterogeneity: Tau? = 0.0; Chi? = 0.02, df = | (P = 0.88); 1 =0.0%

Test for overall effect: Z = 250 (P = 0.012)

Test for subgroup differences: Not applicable

0001 001 01 110 100 1000

avours rontlolic acid  Favours no intervention/placebe

Analysis 2.26. Comparison 2 Any supplements containing iron and folic
acid versus same supplements without iron nor folic acid (no iron nor folic
acid or placebo), Outcome 26 Maternal severe anaemia at any time during
second and third trimester (Hb less than 70 g/L): SUBGROUP ANALYSIS by
dose of iron.

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 26 Maternal severe anaemia at any time during second and third trimester (Hb
less than 70 g/L): SUBGROUP ANALYSIS by dose of iron
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no interven-

Study or subgroup Iron Holic acid tion/placebo Risk Ratio Weight Risk Ratio
HRandom95% HRandom95%
n/N n/N Cl Cl
I Low daily dose (30 mg elemental iron or less)
Lee 2005 o4 0720 Not estimable
Subtotal (95% CI) 24 20 Not estimable

Total events: O (Iron+folic acid), © (no intervention/placebo)

Heterogeneity: not applicable

Test for overal effect: not applicable

2 Medium daily dose (31 to 5% mg elemental iron)

Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (iron+olic acid), ¢ (no imervention/placebo)

Heterogeneity: not applicable

Test for overal effect: not applicable

3 Higher daily dose (60 mg elemental iron and above)

Barton 1994 /53 0/44 Not estimable
Batu 1974 0125 325 — 326% 0.14[001,263]
Christian 2003 (C) 11136 12/179 —— 674% 0.11[001,083]
Subtotal (95% CI) 214 248 — 100.0 % 0.12 [ 0.02, 0.63 |

Total events: | (lron+olic acid), 15 {no intervention/placebo)

Heterogeneity: Tau? = 0.0; Chit = 002, df = | (P = 0.88); I =00%

Test for overall effect: Z = 250 (P = 0.012)

Total (95% CI) 238 268 — 100.0 % 0.120.02, 0.63 |
Total events: | (Iran+olic acid), |5 {no intervention/placebo)

Heterogeneity: Tau? = 0.0; Chi* = 002, df = | (P = 0.88); I? =00%

Test for overall effect: Z = 2.50 (P = 0.012)

Test for subgroup differences: Not applicable

0001001 01 1 10 100 1000

loicacid  Favours no intervention/placebe

Analysis 2.27. Comparison 2 Any supplements containing iron and folic
acid versus same supplements without iron nor folic acid (no iron nor folic
acid or placebo), Outcome 27 Maternal severe anaemia at any time during
second and third trimester (Hb less than 70 g/L): SUBGROUP ANALYSIS by
malarial status of setting.

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 27 Maternal severe anaemia at any time during second and third trimester (Hb
less than 70 g/L): SUBGROUP ANALYSIS by malarial status of setting
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no interven-
Study or subgroup Iron+folic acid tion/placebo Risk Ratio Weight Risk Ratio
F \_Rmdnm;}S% H, Ram‘lom_‘;“.%

n/N N Cl Cl

| Malarial setting
Batu 1976 0125 3125 — 326 % 0.14 [ 001,263 ]
Christian 2003 (C) 1/136 121179 —— 674% 0.11[001,083]
Lee 2005 024 020 Not estimable
Subtotal (95% CI) 185 224 - 100.0 % 0.12 [ 0.02, 0.63 ]

Total events: | (ron+olic acid), 15 (no intervention/placebe)
Heterogeneity: Tau? = 00; Chi? = D02, df = | (P = 0.88); & =0.0%
Test for overall effect: Z = 250 (P = 0.012)
2 Non-malarial setting

Barton 1994 0153 044

Subtotal (95% CI) 53 44
Total events: 0 (ron+folic acid), 0 (no interventionfplacebo)
Heterogeneity: not applicable

Test for overall effect: not applicable

Total (95% CI) 238 268
Total events: | (Iron+olic acid), 15 (no intervention/placebo)
Heterogeneity: Tau? = 00; Chi = 002, df = | (P = 0.88); P =0.0%
Test for overall effect: Z = 2.50 (P = 0.012)

Test for subgroup differences: Not applicable

Not estimable

Not estimable

—— 100.0 % 0.12 [ 0.02, 0.63 ]

o1 01110 100 1000

foic acid  Favours ro intervention/placebo

Analysis 2.29. Comparison 2 Any supplements containing iron and folic

acid versus same supplements without iron nor folic acid (no iron nor folic

acid or placebo), Outcome 29 Infection during pregnancy (including urinary
tract infections) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 29 Infection during pregnancy (including urinary tract infections) (ALL)

no interven-

Study or subgroup Iron+felic acid tion/placebo Risk Ratio Weight Risk Ratio
- M-
HRandom95% HRandom,95%
n/N /N Cl Cl
Taylor 1982 224 224 — 1000 % 100 [0.15,653]
Total (95% CI) 24 24 ——— 100.0 % 1.00 [ 0.15, 6.53 |
Total events: 2 (on-+olic acid), 2 {no intervention/placebo)
Heterogeneity: not applicable
Test for overall effect: Z = 0.0 (P = 1.0)
Test for subgroup differences: Not applicable:
Q102 05 |2 5 10
Favours fron+folic acid  Favours no interventionplacebo
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Analysis 2.30. Comparison 2 Any supplements containing iron and folic
acid versus same supplements without iron nor folic acid (no iron nor folic
acid or placebo), Outcome 30 Very low birthweight (less than 1500 g) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 30 Very low birthweight (less than 1500 g) (ALL)

nointerven-
Study or subgroup Iron-+folic acid tion/placebo Risk Ratio Weight Risk Ratio
M- M-

H Random,95% HRandom,95%
n/N niN Cl Cl
Taylor 1982 224 0124 — 1000 % 5001025 9896 ]
Total (95% CI) 24 24 —— 100.0 % 5.00 [ 0.25,98.96 ]

Total events: 2 (iron-+olic acid), 0 (no intervention/placebo)

pplicable
t: Z = 1.06 (P = 0.29)
group differences: Not applicable

Analysis 2.31. Comparison 2 Any supplements containing iron and folic
acid versus same supplements without iron nor folic acid (no iron nor folic
acid or placebo), Outcome 31 Very premature birth (less than 34 weeks’
gestation) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 31 Very premature birth (less than 34 weeks’ gestation) (ALL)

no interven-
Study or subgroup ron-Holic acid tion/placebo Fisk Ratio Weight Risk Ratio
t I‘Rand(rm‘:)r]*/“. H, Random:l‘ﬁ%
nN N Cl Cl
Lee 2005 024 020 Not estimable
Taylor 1982 224 024 —— 1000 % 500 (025, 9896 ]
Toral (95% CI) 48 44 ——— 100.0 % 5.00 [ 0.25, 98.96 ]

Total events: 2 (Iron+olic acid), 0 (no interventionfplacebo)
Heterogeneity: not applicable
Test for ow : 106 (P = 0.29)

Test for subgroup differences: Not applicable
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Analysis 2.32. Comparison 2 Any supplements containing iron and folic
acid versus same supplements without iron nor folic acid (no iron nor folic
acid or placebo), Outcome 32 Admission to special care unit (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 32 Admission to special care unit (ALL)

no interven-
Study or subgroup Iron+olic acic tion/placebe Risk Ratio Weight

HRandom,95%
Cl

Taylor 1982 024

Total (95% CI 24 24

Total events: 0 (iro (no intervention/placebo)

Test for subgroup differences: Mot applicable

Analysis 2.33. Comparison 2 Any supplements containing iron and folic
acid versus same supplements without iron nor folic acid (no iron nor folic
acid or placebo), Outcome 33 Maternal anaemia at or near term (Hb less
than 110 g/L at 34 weeks’ gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 33 Maternal anaemia at or near term (Hb less than 110 g/L at 34 weeks’ gestation
or more) (ALL)

Cochrane Database Syst Rev. Author manuscript.



syduiosnuelA Joyiny sispun4 JINd adoin3 ¢

syduosnuelA Joyiny sispund DA @doing ¢

Pefia-Rosas et al.

n interven-

Study or subgroup Iron +folic acid tioniplacebo Risk Ratio Weight
H Random 5%
n/N n/N Cl
Barton 1994 /3 0/44 Not estimable
Batu 1976 1032 29134 L 788°% 037[022.062]
Chisholm 1966 5/123 10/60 —— 212% 024009058
Total (95% CI) 208 138 - 100.0 % 0.34[0.21, 0.54 ]
acid), 39 (no intervention/placebo)
2 =049, df = | (P =048y 12 =00%
2 (P < 000001)
fferences: Not applicable
ST Y R B
Favturs ron+Holic acid Favours o intervention/placebo

Analysis 2.34. Comparison 2 Any supplements containing iron and folic
acid versus same supplements without iron nor folic acid (no iron nor folic
acid or placebo), Outcome 34 Maternal iron deficiency at or near term (as
defined by trialists, based on any indicator of iron status at 34 weeks’
gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 34 Maternal iron deficiency at or near term (as defined by trialists, based on any
indicator of iron status at 34 weeks’ gestation or more) (ALL)

no interven-
Study or subgroup Iron-+Holic acid tion/placebo Risk Ratio Weight
H Random 95%
N n/N Cl
Lee 2005 A 3120 + 1000 % 0.24 [ 006,099 ]
Total (95% CI) 111 20 — 100.0 % 0.24[0.06,0.991]

Total events: 4 {iron+olic acid), 3 (no intervention/placebo)
Heterogeneity: not applicable

ll effect: Z = 1.97 (P = 0.049)

Test for subgroup differences: Not applicable

Analysis 2.35. Comparison 2 Any supplements containing iron and folic
acid versus same supplements without iron nor folic acid (no iron nor folic
acid or placebo), Outcome 35 Maternal iron-deficiency anaemia at or near
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term (Hb less than 110 g/L and at least one additional laboratory indicators
at 34 weeks’ gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 35 Maternal iron-deficiency anaemia at or near term (Hb less than 110 g/L and at
least one additional laboratory indicators at 34 weeks’ gestation or more) (ALL)

nointerven-
Study or subgroup Iron-+folic acid tion/placebo Risk Ratio Weight Risk Fatio
M- M-

H Random,95% H,Random,95%
niN n/N Cl Cl
Lee 2005 12111 5120 = 1000 % 0431017, 109 ]
Total (95% CI) 111 20 - 100.0 % 0.43[0.17, 1.09 ]

Total events: 12 (lron+olic acid), 5 (no intervention/placebo)

7 (P =0077)

Analysis 2.36. Comparison 2 Any supplements containing iron and folic
acid versus same supplements without iron nor folic acid (no iron nor folic
acid or placebo), Outcome 36 Maternal Hb concentration at or near term (in
g/L, at 34 weeks’ gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 36 Maternal Hb concentration at or near term (in g/L, at 34 weeks’ gestation or
more) (ALL)

Mean
Weight Difference
IVRandom,95% CI

Study or subgroup  lron +olic acid ion/placebo
N Mean(SD) N Mean(SD)

Barton 1994 30 1368 (14.78) 18 119.7 (1484) - 153 % 17.10[ 844, 2576 ]
Batu 1976 L] 115 (15) 2 97011 = 206 % 18,00 [ 10,54, 2545 ]
Taylor 1982 21 1268 (7) 2 11575 u 610 % 15.30[ 11.06, 19.54]
Total (95% CI) 76 64 \J 100.0 % 16.13 [ 12.74,19.52 ]

Heterogeneity: Tau? = 0.0; Chi? = 0.44, df = 2 (P = 0:80); P =00%
Test for overall effect; Z < 0.00001)

Test for subgroup differences: Not applicable

Cochrane Database Syst Rev. Author manuscript.



syduiosnuelA Joyiny sispun4 JINd adoin3 ¢

syduosnuelA Joyiny sispund DA @doing ¢

Pefia-Rosas et al.

Analysis 2.37. Comparison 2 Any supplements containing iron and folic
acid versus same supplements without iron nor folic acid (no iron nor folic
acid or placebo), Outcome 37 Maternal Hb concentration within 6 wk
postpartum (in g/L) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 37 Maternal Hb concentration within 6 wk postpartum (in g/L) (ALL)

nointerven Mean
Study or subgreup  Iron-+olic acid tion/placebo Difference Weight D
N Mean(SD) N Mean(sD) VRandom 5% CI VRandom95% C

178 122 (13.3) 236 20182y | BIS% 1000 [ 697, 1303 ]

21 1244 (11.2) 24 114 (105) - 185% 1040 [ 403, 1677 ]
260 L 100.0 % 10.07 [7.33,12.81 ]
| (P =091y P =00%

Analysis 2.38. Comparison 2 Any supplements containing iron and folic
acid versus same supplements without iron nor folic acid (no iron nor folic
acid or placebo), Outcome 38 Maternal high haemoglobin concentrations
during second or third trimester (Hb more than 130 g/L) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 38 Maternal high haemoglobin concentrations during second or third trimester
(Hb more than 130 g/L) (ALL)

Cochrane Database Syst Rev. Author manuscript.



syduiosnuelA Joyiny sispun4 JINd adoin3 ¢

syduosnuelA Joyiny sispund DA @doing ¢

Pefia-Rosas et al.

no interven-
Study or subgroup ron +olic acid tion/placebo Risk Ratio Weight
HRandom95%
N /N cl
Christian 2003 (C) 241136 1179 - 55.1% 287[ 146,566
Lee 2005 211 4020 - 49 % 099[038,257]
Total (95% CI) 247 199 — 100.0 % 1.78 [ 0.63, 5.04 ]
Total events: 46 (Iron +olic acid), 15 (no intervention/placebo)
Heterogeneity: Tau? = 0.3%: Ch? = 320, df = | (P = 007); I* =69%
Test for overal efect: Z = 1.09 (P = 0.8)
Test for subgroup differences: Not applicable
ol |
Fave ac F onfplcet

Analysis 2.39. Comparison 2 Any supplements containing iron and folic
acid versus same supplements without iron nor folic acid (no iron nor folic
acid or placebo), Outcome 39 Maternal high haemoglobin concentrations at
or near term (Hb more than 130 g/L at 34 weeks’ gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 39 Maternal high haemoglobin concentrations at or near term (Hb more than 130
g/L at 34 weeks’ gestation or more) (ALL)

en-
Study or subgroup Iron Holic acid tion/placebo Risk Ratio Weight Risk Ratio

H Random95% H Random95%
n/N N Cl Cl

Chisholm 1966 23 0160 — 480% 443 [024,8092 ]

Lee 2005 1 020 —- 520% 431 [026,7041 ]
Total (95% CI) 234 80 —— 100.0 % 4.37 [0.58,32.71]
Total events: 15 (on-olic acd), © (10 interventioniplacebo)
Heterogeneity: Tau? = 00; Chi df =1 (P = D99 P =0.0%
Test for overall effect Z = 143 (P = 0.15)
Test for subgroup differences; Not applicable

00l al I
F: rontHolc acid placeb

Analysis 2.40. Comparison 2 Any supplements containing iron and folic
acid versus same supplements without iron nor folic acid (no iron nor folic
acid or placebo), Outcome 40 Moderate anaemia at postpartum (Hb more
than 80 g/L and less than 110 g/L) (ALL)

Review: Daily oral iron supplementation during pregnancy
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Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 40 Moderate anaemia at postpartum (Hb more than 80 g/L and less than 110 g/L)

Study or subgroup folic acid Risk Ratio Weight Risk Ratio
HRandom 5% HRandom 3556

N n/N Cl Cl

Batu 1976 s 315 R — — 97 % 0.28 [ 003, 240 ]

Christian 2003 (C) 9178 3523 —— 903 % 034017069

Lee 2005 024 0120 Not estimable

Total (95% CI) — 100.0 % 0.33[0.17, 0.65 ]

Total events: 10 (ron+

o1 0r 05 205 10

avours iron+foiic acid  Favours no intervention/placebo

Analysis 2.41. Comparison 2 Any supplements containing iron and folic

acid versus same supplements without iron nor folic acid (no iron nor folic

acid or placebo), Outcome 41 Maternal severe anaemia at or near term (Hb

less than 70 g/L at 34 weeks’ gestation or more ) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 41 Maternal severe anaemia at or near term (Hb less than 70 g/L at 34 weeks’
gestation or more ) (ALL)

nainterven-
tion/placebo

Study or subgroup Iron-Holic acid Risk Ratio Weight Risk Ratia
; \‘Rand(lm:)‘n%
n/N /N Cl
Barton 1994 053 0/44 Not estimable
Batu 1976 025 305 | 1000 % 0.14[001,263]
Lee 2005 024 020 Not estimable
Total (95% CI) 102 89 R — 100.0 % 0.14 [ 0.01, 2.63 |
ron+folic acid), 3 (no intervention/placebo)
ol le
IP=0I19
fferences: Not applicable
1 I 2 5 10
flcacd Favours no

Analysis 2.42. Comparison 2 Any supplements containing iron and folic

acid versus same supplements without iron nor folic acid (no iron nor folic
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acid or placebo), Outcome 42 Severe anaemia at postpartum (Hb less than
80 g/L) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 42 Severe anaemia at postpartum (Hb less than 80 g/L) (ALL)

nainterven-

Study or subgroup Iron-+Holic acid tion/placebo Risk Ratio Weight Risk Ratio
H,Random 95%. 5 I‘Ramiom,;;ﬁ%
N N 8] I
Batu 1976 o/18 0/15 Not estimable
Christian 2003 (C) 0178 141236 A 1000 % 005 [000,076]
Lee 2005 0/24 020 Not estimable
Total (95% CI) 220 271 —— 100.0 % 0.05 [ 0.00,0.76 ]
Total events: 0 (Iron+folic acid), 14 {(no intervention/placeba)
Heterogeneity: not applicable
Test for averall effect: 7 = 215 (P = 0.031)
Test for subgroup differences: Not applicable
01 02 05 2 5 10
Favours won+folic acid  Favours no inervention/placebo

syduiosnuelA Joyiny sispun4 JINd adoin3 ¢

Analysis 2.43. Comparison 2 Any supplements containing iron and folic
acid versus same supplements without iron nor folic acid (no iron nor folic
acid or placebo), Outcome 43 Puerperal infection (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 43 Puerperal infection (ALL)

no interven-

syduosnuelA Joyiny sispund DA @doing ¢

Study or subgroup Iron-+alic acid tion/placebo Risk Ratios Weight Risk Ratio
HRandom 5% HRandom 5%
/N N cl d

Willoughby 1967 512157 31706 —— 1000 % 055 [0.13,228]
Total (95% CI) 2157 706 T——— 100.0 % 0.55[0.13,2.28 ]
Total events: § (Iron+folic acid), 3 {no intervention/placebo)
Heterogeneity: not applicable:
Test for overall effect; Z = 0.83 (P = 041)
Test for subgroup differences: Not applicable:

aloz 05 1 2 5 10
Faveurs ool ard Favours no ntervemtion/placeso
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Analysis 2.44. Comparison 2 Any supplements containing iron and folic
acid versus same supplements without iron nor folic acid (no iron nor folic
acid or placebo), Outcome 44 Antepartum haemorrhage (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 44 Antepartum haemorrhage (ALL)

no interven-
Study or subgroup Iron-+olic acid tion/placebo Risk Ratior Weight Risk Ratio
t LRAOd(‘Jn’\.;)ﬁ% HRandom, ;/‘3%
N /N Cl Cl
Barton 1994 353 244 —— 1000 % 125[022,712]
Taylor 1982 0724 024 Not estimable
Total (95% CI) 77 68 T—— 100.0 % 1.25[0.22,7.12]

Total events: 3 (Iron+olic acid), 2 (no intervention/placeba)
Heterogeneity: not applicable

Test for overall effect: Z = 025 (F = 081)

Test for subgroup differences: Not applicable

Analysis 2.46. Comparison 2 Any supplements containing iron and folic
acid versus same supplements without iron nor folic acid (no iron nor folic
acid or placebo), Outcome 46 Placental abruption (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 46 Placental abruption (ALL)

Study or subgroup Iron-+olic acid Risk Ratio Weight Risk Ratio
M.
H.Random,95% HRandom,95%
/N Cl Cl
Willoughby 1967 122157 —i— 1000 % 8190049, 13616
Total (95% CI) 2157 [ —— 100.0 % 8.19 [ 0.49, 138.16 |
Total 2 cid), 0 {no inte
Heter b
Test = 146 (P = 0.14)
Test for subgroup differences: Not applicable
| |
Favours iron-+olic acid Favours no intervertion/placebo
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Analysis 2.47. Comparison 2 Any supplements containing iron and folic
acid versus same supplements without iron nor folic acid (no iron nor folic
acid or placebo), Outcome 47 Pre-eclampsia (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 2 Any supplements containing iron and folic acid versus same supplements
without iron nor folic acid (no iron nor folic acid or placebo)

Outcome: 47 Pre-eclampsia (ALL)

no interven-

Study or subgroup Iron-Holic acid tion/placebo Rick Ratio Weight Risk Ratio
M- M-
H,Random,35% H Random,95%
niN n/N o] cl
Taylor 1982 124 024 L 100.0 % 300[0.43, 7016 ]
Total (95% CI) 24 24 e ——— 100.0 % 3.00[0.13, 70.16 ]
Total events: | {lron+folic acid). O (no intervention/placebo)
Heterogeneity: not applicable
Test for overall effect: Z = 068 (P = 0:49)
Test for subgroup differences: Not applicable
ool ol 1 10
Favours iren+olc acid e ervertionlplacebo

Analysis 3.1. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 1 Low birthweight (less than 2500 g) (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 1 Low birthweight (less than 2500 g) (ALL)

no treat-

Study or subgroup iron supplements ment/placebo Risk Ratio Weight Risk Ratio
H Random 5% HRandom95%
N N cl cl
Eckeland 1997 028 026 Not estimable
Meier 2003 258 1152 e e 43% 17910.17,1920]
Menendez 1994 (C) 393 5/88 T 106 % 057[0.14,231]
Falahi 2010 370 s —T 116% 048[0.13,178]
Cogswell 2003 5117 16/96 —-— 177% 026 [0.10,067 ]
Makrides 2003 121216 91214 ol 208% 1.32[ 057,307
Hemnminki 1991 3711336 4211358 - 349 % 090058, 138]
Total (95% CI) 1918 1912 - 100.0 % 0.71[0.42,1.19]
Total events: 62 (iron supplements), 80 (no treatment/placebo)
Heterogeneity: Tau? = 0.15; Chi? = 819, df = 5 (P = 0.I5) P =39%
Test for overall effect: Z = 130 (P = 0.20)
Test for subgroup differences: Not applicable
0ol ol 1 o 100
iron supplements no treatment/placebo
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Analysis 3.2. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 2 Low birthweight (less than 2500 g):
SUBGROUP ANALYSIS by gestational age at the start of supplementation.

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 2 Low birthweight (less than 2500 g): SUBGROUP ANALYSIS by gestational
age at the start of supplementation

no treat-
Study or subgroup iron supplements mentiplacebe Risk Ratio Weight Risk Ratio

M- M
H Random95% H Random,95%
/N N i e

I Early gestational age (less than 20 weeks of gestation or pre-pregnancy) at start of supplementation

Cogswell 2003 50117 16/9% —— 177 % 026[0.10,0671
Falahi 2010 370 778 T 116 % 048 (0.3, 1.78]
Hermminki 1991 37/133% 421358 - 349 % 090 [058,138]

Subtotal (95% CI) 1523 1532 bt 64.3 % 0.53[0.22, 1.23 ]

Total events: 45 pplements), 65 (no treatment/placebo)
Heterogeneity: Tau? = 0.36; Chi? = 5.71, df = 2 (P = 0.06): P =65%

Test for overall effect: 7 = 1.49 (P = 0.14)

2 Late gestational age (20 weeks or more of gestation) at start of supplementation
Eskeland 1997 028 0126 Not estimable

Makrides 2003 121216 9214 - 208 % 1.32[ 057,307
Menendez 1994 (C) 3093 5/88 T 106 % 057[0.4,231]
Subtotal (95% CI) 337 328 - 31.4 % 1.05 [ 0.50, 2.19 ]

Total events: 15 (iron supplements), 14 (no treatment/placebo)
Heterogeneity: Tau? = 001: Chi? = 102, df = | (P = 031} ¥ =2%
Test for overall effect: Z = 0.13 (P = 0.90)

3 Unspecified or mixet
Meier 2003 258 1752 e 43% 1791017, 19.20]

Subtotal (95% CI) 58 52 ——— 4.3 % 1.79[0.17,19.20 ]

Total events: 2 {iron supplements), | (no treatment/placebo)

gestational age at the start of supplementation

Heterogeneity: not applicable
Test for overall effect: Z = 048 (P = 063)
Total (95% CI) 1918 1912 - 100.0 % 0.71[0.42,1.19]
Total events: 62 pplements), B0 (no treatment/placebo)
)15; Chi2 = B.19, df = 5 (P = 0.15% P =39%
P =020}
2 = 191,d7 =12 (P = 038), P =00%

Analysis 3.3. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 3 Low birthweight (less than 2500 g):
SUBGROUP ANALYSIS by anaemia status at the start of supplementation.

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 3 Low birthweight (less than 2500 g): SUBGROUP ANALYSIS by anaemia
status at the start of supplementation
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no treat-
Study or subgroup iron supplements ment/placebo Risk Ratio Weight Risk Ratio
M- M-
H,Random,95% H Random,95%
N N Cl Cl

| Anaemic at start of supplementation

Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (iron supplements), 0 (no treatment/placebo)

Heterogeneity: not applicable

Test for overall effect: not applicable

2 Non-anaemic at start of supplementation

Cogswell 2003 s7 16/96 = 17.7% 0.26[0.10,067]
Eskeland 997 028 026 Not estimable
Falahi 2010 370 778 T 1.6 % 048 [0.13,1.78]
Hemminki 1991 371336 421358 - 349 % 090 (058,138 ]
Makrides 2003 121216 97214 - 208% 1.32[057,307]
Meier 2003 258 1152 1 43% 179 00.17,19.20]
Subtotal (95% CI) 1825 1824 - 89.4 % 0.72[0.39, 1.32]

Total events: 59 (iron supplements), 75 (no treatment/placebo)
Heterogeneity: Tau? = 0.22; Chi = 7.99, df = 4 (P = 0.09): P =50%
Test for overall effect: Z = 1.06 (P = 029)
3 Unspecied or mixed anaemic status at start of supplementation
Menendez 1994 (C) 393 5/88 — 106 % 057 [ 014,231 ]

Subtotal (95% CI) 93 88 e 10.6 % 0.57 [ 0.14, 2.31]
Total events: 3 {iron supplements), 5 (no treatment/placebo)

Heterogeneity: ot applicable

Test for overall effect: Z = 0.79 (P = 0.43)

Total (95% CI) 1918 1912 - 100.0 % 0.71[0.42,1.19]
Total events: 62 firon supplements), 80 (no treatment/placebo)

Heterogeneity: Tau? = 0.15; Chi* = 8.19, df = 5 (P = 0.15) P =39%

Test for overall effect: 7 = 1.30 (P = 0.20)

Test for subgroup differences: Chi* = 009, df = | (P = 0.76), P =00%

001 0l 10 100

o supplements o treatmentiplacebio

Analysis 3.4. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 4 Low birthweight (less than 2500 g):
SUBGROUP ANALYSIS by dose of iron.

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 4 Low birthweight (less than 2500 g): SUBGROUP ANALYSIS by dose of iron
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no treat-

Study or subgroup iron supplements mentfplacebo Risk Ratio Weight Risk Ratio
HRandom95% HRandom95%
n/N n/N Cl Cl
| Low daily dose (30 mg elemental iron or less)
Cogswell 2003 117 16196 —— 177 % 026[0.10,057]
Eskeland 1997 028 0n6 Not estimable
Makrides 2003 12216 9214 - 208% 1.32[057,3.07]
Subtotal (95% CI) 361 336 ——— 38.5 % 0.59[0.12,2.96 ]
Total events: |7 (iron supplements), 25 (no treatment/placebo)
Heterogeneity: Tau? = 1.13; Chi = 629, df = | (P = 0.01): P =84%

Test for overall effect: Z = 044 (P = 0.52)

2 Medium daily dose (31 to 59 mg elemental iron)

Subtoral (95% CI) [} 0 Not estimable
Total events: 0 {iron supplements), 0 (o treatrent/placebo)

Heterogeneity: not applicable

Test for overall effect: not applicable

3 Higher daily dose (60 mg elemental iron and above)

Falahi 2010 370 78 —T 116% 048 013,178
Hemminki 1991 7/1336 421358 - 49 % 090058, 1.38]
Meier 2003 258 1152 T 43% 179017, 1220]
Menendez 1994 (C) 393 5/88 — 106 % 057 0.14,231]
Subtotal (95% CI) 1557 1576 - 61.5 % 0.83 [ 0.56, 1.23 ]

Total events: 45 (iron supplements), 55 (no treatment/placebo)

Heterogeneity: Tau® = 00; Chi* = |48, df = 3 (P = 063); I =0.0%

Test for overall effect: Z = 092 (P = 0.36)

Total (95% CI) 1918 1912 - 100.0 % 0.71 [ 0.42, 1.19]
Total events: 62 (iron supplements), 80 (no treatment/placebo)

Heterogeneity: Tau? = 0.15; Ch? = 8.19, df = 5 (P = 0.15); P =39%

0.20)

Test for subgroup differences: Chi2 = 0116, df = | (P = 0,49}, B =0.0%

Test for overall effect: Z = 1.3(

ool ol 16100

“on supplements @ treatment/placebo

Analysis 3.5. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 5 Low birthweight (less than 2500 g):
SUBGROUP ANALYSIS by malarial status of setting.

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 5 Low birthweight (less than 2500 g): SUBGROUP ANALYSIS by malarial
status of setting
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no treat-
Study or subgroup iron supplements mentplacebo Risk Ratio Weight Risk Ratio
L M-
H Random95% HRandom,95%
/N N Cl Cl
| Malarial setting
Falahi 2010 370 78 —T 116 % 048 (0.13,1.78]
Menendez 1994 (C) 393 5/88 — 106 % 057[0.14,231 ]
Subtotal (95% CI) 163 166 Baa 222 % 0.52[0.20,1.35]
Total events: 6 (iron supplements), |2 (no treatment/placeba)
Heterogeneity: Tau? = 0.0; 0.03,df = 1 (P = 0:86)
Test for overall effect: Z = 1,35 (P = 0.18)
2 Norn-malarial setting
Cogswell 2003 S/17 16/%6 - 177 % 026 [0.10,067]
Eskeland 1957 0128 026 Not estimable
Hemminki 1991 37/1336 42/1358 349 % 090058, 1.38]
Makrides 2003 12216 91214 - 208 % 132 [057,307]
Meier 2003 258 1/52 43% 1791017, 19.20]
Subtotal (95% CI) 1755 1746 77.8 % 0.77 [0.38, 1.57 |
Total events: 56 (iron supplements), 68 (no treatment/placebo)
Heterogeneity: Tau? = 0.28; Chi2 = 7.37, df = 3 (P = 0.0 =59%
Test for overall effect Z = 072 (P = 047)
Total (95% CI) 1918 1912 - 100.0 % 0.71[0.42,1.19]

Total events: 62 (iron supplements), 80 {no treatment/placebo)
Heterogeneity: Tau? = 0.15; Chi* = 819, df = 5 (P = 0.15); I =39%
Test for overall effect: Z = 1.30 (P = 0.20)

Test for subgroup differences: Chi? = 043, df = | (P = 051), P =0.0%

a0l al 10 100

ron supplements. no treatment/placebo

Analysis 3.6. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 6 Birthweight (g) (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 6 Birthweight (g) (ALL)

no treat: Mean Mean
Study or subgroup  iron supplements ment/placebo Difference Weight Difference
N Mean(SD) N Mean(SD) IVRandom95% CI IVRandom 5% CI
Harvey 2007 6 3400 (480) 7 3500 (520) —_— T 10%  -10000[-64397, 44397 ]
Puolakda 1980 16 IS 3700 (500) — 26% 30000 [ 62006, 2006 |
Eskeland 1997 2 3 26 36107 (50287) T— 44 % 7890 [
Cogswell 2003 17 3277 (5007) 96 3072 (63559) - 92% 20500 4881, 361.19
Falahi 2010 0 3310 (490) 78 3270 (470) - 93% 4000 [-115.10, 195.10 ]
Paintin 1966 116 32933 (455) 57 335 71) - 125% 3170 [ -15871, 9531
Preziosi 1997 99 3046 (408) 98 3016 (450) T 135% 3000 [ -89.99, 142.99 ]
Makrid 26 3406 (597) 204 3443 (580) - 149 % 4300 -15425, 6825 ]
Hemminki 1991 1336 3584 (560) 1358 3567 (562) L] n7% 17.00 [ 2537, 59.37 ]
Total (95% CI) 2004 1949 . 100.0 % 16.43 [ -37.28, 70.14 ]
Heterogeneity: Tau® = [B28.17; Chi? = 1157, df = 8 (P = 0.17): P =31%

55)

Test for overall effect: Z = 0.60 (P =

Test for subgroup differences: Not applicable

[000 500 0 500 1000

no treatmentiplacede iron supplements
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Analysis 3.7. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 7 Birthweight (g): SUBGROUP ANALYSIS by
gestational age at the start of supplementation.

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 7 Birthweight (g): SUBGROUP ANALYSIS by gestational age at the start of

supplementation
no treat- Mean Mean
Study or subgroup  iron supplements ment/placebo Difference Weight Difference
N Mean(SD) N Mean(SD) IV,Random 5% CI V,Randem,35% C1

| Early gestational age (less than 20 weeks of gestation or pre-pregnancy) at start of supplementation

Cogswell 2003 117 3277 (5007} 96 3072 (635.59) - 92% 20500 [ 4881, 361.19 ]
Falahi 2010 0 3310 (490) 78 3270 (470) - 93% 40,00 [ -115.10, 195.10°]
Harvey 2007 [3 3400 (480) 7 3500 (520) 10% 10000 [ 64397, 44397
Hemminki 1991 1336 3584 (560 1358 3567 (562) L 327% 1700 -25.37,5937 ]
Puolakka 1580 16 3400 (400) 15 3700 (500) — 26% 360,00 [ -620.06, 2006 |
Subtotal (95% CI) 1545 1554 > 54.8 % 30.74 [ -83.78, 145.25 |

Heterogeneity: Tau? = 823142 Chi2 = 9.4, df = 4 (P = 0.05); ? =58%
Test for overall effect: Z = 0.53 (P = 0.60)

2 Late gestational age (20 weeks or more of gestation) at start of supplementation

Eskeland 1997 28 3689.6 (388.36) 26 36107 (502.87) T 44% 7890 [-16205, 319.85 ]

Makrides 2003 206 3406 (597) 214 3449 (580) - 149 % 43,00 [ -154.25, 6825 ]

Paintin 1966 116 32913 (455) 57 3325 (371) - 125% S3L70 [-158.71,9531 ]

Preziosi 1997 99 3046 (408) 98 3016 (450) - 135% 3000 [ 8999, 149.99 ]
Subtotal (95% CI) 459 395 * 45.2% -8.70 [-74.71,57.31 ]
Heterogeneity: Tau? = 0.0; Chi? = .40, df = 3 (P = 0.71); > =0.0%

Test for overall effect: 7 = 0.26 (P = 0.80)

3 Unspecified or mixed gestational age at the start of supplementation

Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: not applicable

Test for overall effect: not applicable

Total (95% CI) 2004 1949 * 100.0 % 16.43 [-37.28,70.14 |
Heterogeneity: Tau> = 1828.17: Chi? = 1157, df = 8 (P = 0.17); 1> =31%

Test for overall effect: Z = 0.60 (P = 0.55)

Test for subgroup differences: Chi2 = 034, df = | (P = 0.54), I =00%

1000 500 0 500 (000

no treatmentfplacebo iran supplements

Analysis 3.8. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 8 Birthweight (g): SUBGROUP ANALYSIS by
anaemia status at the start of supplementation.

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 8 Birthweight (g): SUBGROUP ANALYSIS by anaemia status at the start of
supplementation
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no treat- Mean Mean
Study or subgroup  iron supplements mentfplacebo Difference Weight Difference
N Mean(SD) N Mean(SD) I¥Random95% CI IVRandom95% C

| Anaernic at start of supplementation

Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: not applicable

Test for overall effect: not applicable

2 Non-anaemic at start of supplementation

Cogswell 2003 7 3277 (500.7) 96 3072 (63559) - 92 % 20500 [ 48.81,361.19 ]
Eskeland 1997 28 36896 (388.36) 26 36107 (50287) T 44 % 7890 [ -162.05, 31985 ]
Falahi 2010 70 3310 (490) 78 3270 (470) - 93% 4000 [-115.10, 195.10]
Harvey 2007 6 3400 (480) 7 3500 (520) e 10% ) [ -643.97, 443597 ]
Hemminki 1991 1336 3584 (560) 1358 3567 (562) L 327 % 1700 [ 2537, 59.37 ]
Makrides 2003 216 3406 (597) 214 3449 (580) - 149 % -43.00 [ -154.25, 6825 ]
Puolakia 1980 16 3400 (400) 15 3700 (500) - 26 % 300.00 [ 62006, 2006 ]
Subtotal (95% CI) 1789 1794 * 74.1 % 22.44 [ -54.15,99.03 |

Heterogeneity: Tau? = 3986.39; Chi?

1096, df = 6 (P = D09); P =45%

=057)

Test for overall effect: Z = 0.57 (

3 Unspecified or mixed anaemic status at start of supplementation

Paintin 1966 116 32933 (455) 57 3325 (371) -1 125% <3170 -15871, 9531 ]
Preziosi 1997 99 3046 (408) 98 3016 (450) T 135 % 3000 [ -89.99, 14959 ]
Subtotal (95% CI) 215 155 * 259% 0.90 [-86.32,88.12 ]

Heterogeneity: Ta? = 0! =048 df = | (P =049) I =00%

Test for overall efflect: 7 = 0,02 (P = 0.98)

Total (95% CI) 2004 1949 \d 100.0 % 16.43 [-37.28, 70.14 ]
Heterogeneity: Tau? = 182817 Chi® = 11,57, df = 8 (P = 0 7) I =31%

Test far overall eflect: Z = Q.60 (P = 0.55)

Test for subgroup differences: Chi2 = 013, df = | (P = 0:72), B =00%

1000 500 0 500 100D

no treatment/placebo iron supplements

Analysis 3.9. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 9 Birthweight (g): SUBGROUP ANALYSIS by
dose of iron.

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 9 Birthweight (g): SUBGROUP ANALYSIS by dose of iron

Cochrane Database Syst Rev. Author manuscript.
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no treat Mean Mean
Study or subgroup  iron supplements ment/placebo Difference Weight Difference
N Mean(SD) N Mean(SD) IWRandom 95% CI VRandom 95% Cl
I Low daily dose (30 mg elemental iron or less)
Cogswell 2003 117 3277 (500.7) 96 3072 (635.59) - 84% 20500 [ 4881, 36119 ]
Eskeland 1997 28 3689.6 (388.36) 26 3610.7 (502.87) T 39% 7890 [-162.05,319.85 ]
Makrides 2003 206 3406 (597) 214 3449 (580) - 142% -4300 [ -154.25, 68.25 ]
Paintin 1966 60 3302 (385) 28 3325 (371) —= 74% 73.00 [ 19144, 14544
Subtotal (95% CI) 421 364 - 33.8 % 46.83 [ -76.57, 170.22 |
Heterogeneity: Tau? = 8829.87% Chi2 = 701, df = 3 (P = 0.07); I =57%
Test for overall effect: 7 = 0.74 (P = 0.46)
2 Medium daily dose (31 to 59 mg elemental iron)
Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: not applicable
Test for overall effect: not applicable
3 Higher daily dose (60 mg elemental iron and above)
Falahi 2010 70 3310 (490) 78 3270 (470) - 85% 400011510, 195,10 ]
Harvey 2007 6 3400 (480) 7 3500 (520) —_— T 08% -100.00 [ -64397, 44397 ]
Hemminki 1991 1336 3584 (560) 1358 3567 (562) L 361 % 17.00 [ -25.37, 59.37 1
Paintin 966 56 3284 (530) 29 3E7) - 58% 41,00 [ -234.65, 152,65
Preziosi 1997 99 3046 (408) 98 3016 (450) T 127 % 3000 [ -89.99, 14959 1
Puolakka 1980 16 3400 (400) 15 3700 (500) 3% -30000 [ -620.06, 20.06 ]
Subtotal (95% CI) 1583 1585 4 66.2 % 12.51 [-25.07,50.10]

Heterogeneity: Tau? = 0.0; ChiZ = 437, df = 5 (P = 050 ¥ =0.0%

Test for overall effect: Z = 0.65 (P = 0.51)

Total (95% CI) 2004 1949 4 100.0 % 15.73 [ -33.92,65.38 ]
Heterogeneity: Tau? = |30%.84; Chi? = | 1.57, df = 9 (P = 024) P =22%

Test for overall effect: Z = 0.6,

Test for subgroup differences: Chi? =027, df = | (P = 060, F =00%

500 1000

iron supplements

Analysis 3.10. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 10 Birthweight (g): SUBGROUP ANALYSIS by
malarial status of setting.

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 10 Birthweight (g): SUBGROUP ANALYSIS by malarial status of setting

Cochrane Database Syst Rev. Author manuscript.
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o treat Mean Mean
Study orsubgroup  iron supplements ment/placebo Difference Weight Difference
N Mean(SD) N Mean(SD) IWRandom 95% CI VRandom,95% CI

| Malarial setting
Falahi 2010 70 3310 (490) 78 3270 (470) - 93% 4000 [-115.10, 19510 ]
Preziosi 1997 99 3046 (408) 98 3016 (450) - 135 % 3000 [ -89.99, 149.99 ]
Subtoral (95% CI) 169 176 hd 22.8 % 33.74 [ -61.16, 128.65 ]

Heterogeneity: Tau? = 00; Chi? = 001, df = | (P = 092} B =00%
Test for overall effect; Z = 0.70 (P = 0.49)

2 Non-malarial setting

Cogswell 2003 17 3277 (5007) 96 3072 (635.59) - 92% 20500 [ 4881, 361.19 ]
Eskeland 1997 28 3689.6 (388.36) 26 36107 (50287) -T— 14% 7890 [ 16205, 319.85 ]
Harvey 2007 6 3400 (480) 7 B0GL) 10% 10000 [ 64357, 44397 ]
Hemminkd 1991 1336 3584 (560) 1358 3567 (562) . 327% 17.00 [ 2537, 59.37 ]
Makrides 2003 206 3406 (597) 214 3449 (580) - 149 % 4300[ 15425, 6825
Paintin 1966 116 3293 57 3325071 - 125% 3170 [-15871,9531]
Puolaka 1980 16 3400 (400) 15 3700 (500) 26% 30000 [ 62006, 20,08 ]

Subtotal (95% CI) 1835 1773 + 77.2% 10.18 [ -65.06, 85.42 ]
Heterogeneity: Tau? = 3996.04; ( 141, df = 6 (P = 008):  =47%

Test for overall effect Z = 0.27 (f )
Total (95% CI) 2004 1949 * 100.0 % 16.43 [ -37.28,70.14 ]
Heterogeneity: Tau* = 828.17: Chi? = | 1.57. df =8 (P =0.17) I =31%

Test for overall effect; Z = 0,60 (F =
Test for subgroup differences: Chi? = 0.15, df = | (P = 0.70), B =0.0%

1000 500 0 500 I0CO

R treztmentplacese iron supplements

Analysis 3.11. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 11 Premature birth (less than 37 weeks of
gestation) (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 11 Premature birth (less than 37 weeks of gestation) (ALL)

no treat-
Study or subgroup iron supplements ment/placebo Risk Ratio Weight Risk Ratio
HRandom5% H Random95%
nN n/N Cl Cl

Harvey 2007 06 o Not estimable
Ekeland 1997 0024 123 —_— 07% 032[001,748]
Falahi 2010 3070 7178 T 38% 048013, 1.78 ]
Cogswell 2003 15117 129 .- 132% 103050, 209 ]
Makrides 2003 121216 20214 - 139% 0591030, 1197
Chan 2009 271419 30443 - 2%3% 0951058, 157]
Hemminki 1991 011336 5771358 L 21% 0711048, 106 ]

Total (95% CI) 2188 2219 . 100.0 % 0.77 [ 0.60, 1.00 ]

Total events: 97 (iron supplements), 127 (no treatment/placebi)

Heterogeneity: Tau? = 0.0;

Test for overall effect; Z = 1.98 (P = D048)

Test for subgroup differences: Not applicable

ool 1} I 10

Cochrane Database Syst Rev. Author manuscript.



syduiosnuelA Joyiny sispun4 JINd adoin3 ¢

syduosnuelA Joyiny sispund DA @doing ¢

Pefia-Rosas et al.

Analysis 3.12. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 12 Premature birth (less 37 weeks of
gestation): SUBGROUP ANALYSIS by gestational age at the start of
supplementation.

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 12 Premature birth (less 37 weeks of gestation): SUBGROUP ANALYSIS by
gestational age at the start of supplementation

no treat-
Study or subgroup iron supplernents mentfplacebo Risk Ratio Weight Risk Ratio
M- M-
HRandom95% HRandom.95%
niN n/N Cl Cl

I Early gestational age (less than 20 weeks of gestation or pre-pregnancy) at start of supplementation

Chan 2009 27419 301443 - 263% 095058, 157 ]
Cogswell 2003 150117 12/96 -+ 132% 103 050,209 ]
Falahi 2010 370 78 T 38% 048[ 013 178 ]
Harvey 2007 o6 o7 Not estimable
Hemminki 1991 4071336 571358 = 421 % 071048 106 ]
Subtotal (95% CI) 1948 1982 - 85.4 % 0.81[0.61, 1.07 ]
Total evenis: 85 (iron supplements), 106 (no treatment/placebo)
Heterogeneity: Tau? = 00; ChiZ = 1 .84, df = 3 (P = 0.61); P =0.0%

Test for overall effect; 7 = 148 (P = 0.14)

2 Late gestational age (20 weeks or more of gestation) at start of supplementation

Eskeland 1997 0124 1123 —_— 1 07 % 032(001,748]
Makrides 2003 121216 201214 - 139% 059030, 1.19 ]
Subtotal (95% CI) 240 237 - 14.6 % 0.580.29,1.13 ]
Total events: |2 iron supplements), 2| (no treatment/placebo)
Heterogeneity: Tau® = 00; Chi* = 0.14, df = | (P = 071); P =0.0%

Test for overall effect: Z = 1.59 (P = 0.11)

3 Unspecified or mixed gestational age at start of supplementation

Subtotal (95% CI) 0 0 Not estimable
Total events: O (iron supplements), 0 (o treatment/placebo)

Heterogeneity: not applicable

Test for overall effect; not applicable

Total (95% CI) 2188 2219 4 100.0 % 0.77 [ 0.60, 1.00 ]
Total events: 57 (iron supplements), 127 (no treatment/placebo)

Heterogeneity: Tau? = 00 ChiZ = 280, df = 5 (P = 0.73); B =0.0%

Test for overall effect: Z = 1.98 (P = 0.048)

Test for subgroup differences: ChiZ = 082, df = | (P = 0.38), 2 =0.0%

Analysis 3.13. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 13 Premature birth (less 37 weeks of
gestation): SUBGROUP ANALYSIS by anaemia status at the start of
supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 3 Supplementation with iron alone versus no treatment/placebo
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Outcome: 13 Premature birth (less 37 weeks of gestation):

anaemia status at the start of supplementation

SUBGROUP ANALYSIS by

Study or subgroup

no treat-
iron supplements ment/placebo. Risk Ratio Weight
H Random,95%
niN /N 8]

Risk Ratio

HRandom,%5%
Cl

| Anaemic at start of supplementation
Subtotal (95% CI) 0 0

Total events: O (iron supplements), 0 (o treatment/placebo)

Heterogeneity: not applicable

Test for overal effect: nat applicable

2 Non-anaemic at staj

t of supplementation

Cogswell 2003 15117 12/96 -+ 132%

Eskeland 1997 024 123 — T 07%

Falahi 2010 370 s T 38%

Harvey 2007 3 o

Hernminki 1991 4041336 57/1358 - 421 %

Makrides 2003 12216 201214 - 139 %
Subtotal (95% CI) 1769 1776 + 73.7 %

Total events: 70 (iron supplements), 97 (no treatment/placebo)
Heterogeneity: Tau® = 0.0; Chi = 1.8, df = 4 (P = 0.76); I =0.0%
Test for overal effect: Z = 2.19 (P = 0.028)

3 Unspecified or mixed anaemic status at start of supplementation

Chan 2009

27419 30/443 - 263 %

Subtotal (95% CI) 419 443 - 26.3 %

Total events: 27 (iron supplements), 30 (no treatment/placebo)

Heterogeneity: not applicable
Test for overall effect: Z = 0.19 (P = 0.85)

Total (95% CI)

2188 2219 * 100.0 %

Total events: 97 (iron supplements), |27 (no treatmentiplacebo)
Heterogeneity: Tau® = 0.0; Chi2 = 280, df = 5 (P = 073y I =0.0%
Test for overall effect: Z = 1.98 (P = 0.048)

Test for subgroup differences: Chi2 = 0.92, df = | (P = 034, B =00%

Not estimable

1031050209
032 [ 001,748 ]
048[0.13,178]

Not estimable
071048 106 ]
059030, 119]

0.71[0.53, 0.97 ]

095 [ 058 157 ]

0.95[0.58,1.57 ]

0.77 [ 0.60, 1.00 ]

Analysis 3.14. Comparison 3 Supplementation with iron alone versus no

treatment/placebo, Outcome 14 Premature birth (less 37 weeks of

gestation): SUBGROUP ANALYSIS by dose of iron.

Review: Daily oral iron supplementation during pregnancy

Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 14 Premature birth (less 37 weeks of gestation): SUBGROUP ANALYSIS by

dose of iron
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no treat-

Study or subgroup iron supplements. ment/placebo Risk Ratio Weight Risk Ratio
H,Random,35% H.Random, ‘;‘5%

N n/N I Cl

| Low daily dose (30 mg elemental iron or less)
Cogswell 2003 1517 12/96 -+ 132% 1.03[ 050,209 ]
Eskeland 1997 024 1123 -1 07 % 032001, 748]
Makrides 2003 12216 201214 - 139 % 059030, 1.19]
Subtotal (95% CI) 357 333 - 27.8% 0.76 [ 0.47, 1.24 ]

Total events: 27 (iron supplements), 33 (no treatment/placebe)

Heterogeneity: Tau? = 0.0; Chi2 = 147, df = 2 (P = 048); ¥ =00%

Test for overall effect: Z = 111 (P = 027)

2 Medium daily dose (31 to 59 mg elemental iron)

Subtotal (95% CI) 0 [} Not estimable
Total events: 0 (iron supplements), 0 (no treatment/placebo)

Heterogeneity: not applicable:

Test for overal effect: not applicable

3 Higher daily dose (50 mg elemental iron and above)

Chan 2009 271419 301443 - 3% 095[0.58, 1.57]
Falahi 2010 370 s — 18% 048 [0.13,1.78]
Harvey 2007 06 o7 Not estimable
Hemminki 1991 4011336 5711358 L 421 % 071 [048, 1.06 ]
Subtotal (95% CI) 1831 1886 - 722% 0.78 [0.57, 1.05 |

Total events: 70 (iran supplements), 94 (nG treatment/placebo)

Heterogeneity: Tau? = 0.0: Chi? = 133, df = 2 (P = 0.51), P =0.0%

Test for overall effect; Z = 1.64 (P = 0.10}

Total (95% CI) 2188 2219 | 100.0 % 0.77 [ 0.60, 1.00 ]
Total events: 97 (iron supplements), 127 (no treatment/placebo)

Heterogeneity: Tau? = 0.0; Chi® = 280, df = 5 (P = 0.73); ¥ =00%

Test for overall effect: Z = 1.98 (P = 0.048)

Test for subgroup differences: Chi = 001, df = | (P = 094), F =0.0%

ron supplements 0 treament/placebn

Analysis 3.15. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 15 Premature birth (less 37 weeks of
gestation): SUBGROUP ANALYSIS by malarial status of setting.

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 15 Premature birth (less 37 weeks of gestation): SUBGROUP ANALYSIS by
malarial status of setting

Cochrane Database Syst Rev. Author manuscript.
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no treat-
Study or subgroup iron supplerments mentfplacebo Risk Ratio Weight Risk Ratio
H, Randn‘)m%’%’\
N /N ]
| Malarial setting
Chan 2009 20419 30443 - 263 % 095 [058, 157 ]
Falahi 2010 370 s T 38% 048[0.13, 178 ]
Subtotal (95% CI) 489 521 - 30.1 % 0.87 [0.54,1.39 ]
Total events: 30 (iron suppler 3, 37 (no treatment/placebo)
Heterogeneity: Tau? = 0) 92.df= | (P = 0.34) 2 =00%
Test for overall effect Z = 0.57 7)
2 Non-malarial setting
Cogswell 2003 I15/117 12196 -+ 132% 103 [0,50, 209 ]
Eskeland 1997 0124 1723 R 07% 032001, 748 ]
Harvey 2007 [ o7 Not estimatile
Hermminki 1991 4011336 571358 - 21% 071 048, 106]
Makrides 2003 12216 200214 | 139 % 059030, 1.19]
Subtotal (95% CI) 1699 1698 - 69.9 % 0.73 [ 0.54,0.99 |

Total events: 67 (iron supplements), 90 (no treatment/placebo)

2= 150,df = 3 (P = 0.68) R =00%

Test for overall effect: Z = 1.99 (P = 0.046)

Total (95% CI) 2188 2219 M| 100.0 % 0.77 [ 0.60, 1.00 |
Total events: 57 (iron supplements), 127 {(no treatment/placebo)

Heterogeneity: Tau? = 00 Chi? = 280, =5 (P = 0.73): P =0.0%

Test for overall effect: Z = .98 (P = 0.048)

Test for subgroup differences: Chit =038, df = | (P = 0.54), P =0.0%

Heterogeneity: Tau? = 0.0; CI

ron supplements. no treatment/placebo

Analysis 3.16. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 16 Neonatal death (within 28 days after
delivery) (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 16 Neonatal death (within 28 days after delivery) (ALL)

no treat-

Study or subgroup iron supplements mentfplacebo Risk Fatio Weight Risk Ratio
- M-
HRandom95% HRandom,95%
niN n/N Cl Cl
Hemminki 1991 131336 10/1358 —— 1000 % 132 [0:58,300]
Total (95% CI) 1336 1358 ——— 100.0 % 1.32[0.58,3.00]
Total events: |3 (iron supplements), 10 {no treatment/placebo)
Heterogeneity: not applicable
Test for overall effect: 7 = 067 (P = 051)
Test for subgroup differences: Not applicable
010z 05 1 2 5 10

iron supplements o treatment/placebo

Analysis 3.17. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 17 Congenital anomalies (ALL)

Review: Daily oral iron supplementation during pregnancy

Cochrane Database Syst Rev. Author manuscript.
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Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 17 Congenital anomalies (ALL)

no treat-
Study or subgroup iron supplements ment/placebo Risk Ratio Weight Risk Ratio
HRandom5% HRandom 5%
N i Cl Ci
Chan 2009 21413 300437 = 684 % 074 [043, 127 ]
Christian 2003 (C) 13773 111779 —- 316% 119 [0.54, 264 ]
Total (95% CI) 1186 1216 - 100.0 % 0.86 [ 055, 1.35]
Total events: 34 (iron supplements), 41 {no treatment/placebo)
Heterogeneity: Tau? = 0.0; Chi2 = 093, df = | (P = 0.33); 2 =00%
Test for overall effect: Z = 0.66 (P = 0:51)
Test for subgroup differences: Not applicable
0.0 ol 1o 0
on suppiements no treatmentiplacebo

Analysis 3.18. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 18 Maternal anaemia at term (Hb less than 110
g/L at 37 weeks’ gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 18 Maternal anaemia at term (Hb less than 110 g/L at 37 weeks’ gestation or
more) (ALL)

no treat-

Study or subgroup iron supplements ment/placebo Rick Ratio Weight Risk Ratio
. N t I‘Rand(ﬂﬂzilﬁ% H,Randor :
Eskeland 1997 024 71 23% 0.0 [ 0,00, 097 ]
Milman 1991 0/100 151107 M 23% 0.03 [ 000,057 ]
Puclakia 1980 og 615 — 23% 007 [000, 1.18 ]
Chanarin 1971 1143 946 R 37% 010 [ 001,079 ]
Romslo 1983 1122 723 I 38% 0I5 [ 002, 112 ]
Holly 1955 1194 23/55 R 39 % 0.03[000,0.18]
De Benaze 1989 344 8125 - 67% 021 [006,073]
Pritchard 1958 674 23/4% - 9% 017 [ 008,039 ]
Cogswell 2003 1290 11182 - 9.5% 075[035 1.59]
Chisholm 1964 10/183 65/177 - 103% 0.15[008,028]
Makrides 2003 14/200 30193 - 105 % 045[025,082]
Batu 1976 17136 29/34 - 1.7 % 0.55 [ 0,38, 0.80 ]
Liu 2000 36/100 43/100 - 11.9% 0.84 [ 059, 118 ]
Preziosi 1997 41199 69/98 . 122% 059 [ 045,077 ]
Total (95% CI) 1131 1005 * 100.0 % 0.29[0.19, 0.47 ]
Total events: 142 (iron supplements), 345 (no treatment/placeba)
Heterogeneity: Tau? = 0.44; Chi¢ = 66,47, df = 13 (P<0.00001); 1 =80%

Test for overall effect: Z = 5.15 (P < 0:00001)
Test for subgroup differences; Not applicable

0001001 @1 1 19 100 1000

iron supplements  no treatment/placebo
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Analysis 3.19. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 19 Maternal anaemia at term (Hb less than 110
g/L at 37 weeks’ gestation or more): SUBGROUP ANALYSIS by gestational
age at the start of supplementation.

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 19 Maternal anaemia at term (Hb less than 110 g/L at 37 weeks’ gestation or
more): SUBGROUP ANALYSIS by gestational age at the start of supplementation

no treat-

s1dLIOSNUBIA JouIny sispund DN 8doin3 g

Study or subgroup iron supplements ment/placebo Risk Ratio Weight Risk Ratio
H Random 95%. HRandom,95%
wN niN cl cl
| Early gestational age (less than 20 weeks of gestation or pre-pregnancy) at start of supplementation
Cogswell 2003 12090 1162 - 97 % 075[ 035,159 ]
De Benaze 1989 3144 825 - 66% 021 [006.073]
Eskeland 1997 0024 7121 — 2% 006 [ 000,097
Hemminki 1991 15/1336 56/1358 - 1.0% 027 [0.15,048]
Milman 1981 0100 15/107 D 21 % 003[000,0.57]
Puoladca 1980 016 815 AEm— 1% 007 [ 000, 1.18]
Romslo 1983 1122 73 I 35% 015 [002, 112 ]
Subtotal (95% CI) 1632 1611 - 37.1% 0.24[0.12,0.50 ]
Total events: 31 (ron supplements), |10 (no treatment/placebo)
Heterogeneity: Tau? = 0.3%; Chi? = 1208, df = & (P = 006}, P =50%
Test for overall effect: Z = 3.80 (F = 0.00015)
2 Late gestational age (20 weeks or more of gestation) at start of supplementation
Batu 1976 27/68 54165 - 126 % 048 [ 0.35, 0.65 ]
Chanarin 1971 149 9/46 — 35% 0.10 [ 001,079 ]
Chisholm 1966 10/183 654177 - 105% 0.15[008.028]
Makrides 2003 141200 30193 - 107 % 045 [ 025,082
Preziosi 1997 41499 69198 . 128% 059 045,077 ]
Pritchard 1958 6174 23/4% - 92% 0.17[008,039]
Subtotal (95% CI) 673 628 . 59.3 % 0.32[0.20,0.53 ]
Total events: 99 (iron supplements), 250 (no treatment/placebo)
Heterogeneity: Tat 27; Chi? = 2683, df = 5 (P = D00008); 12 =81%
Test for overall effect: Z = 441 (P = 0.000010)
3 Unspecified or mixed gestational age at start of supplementation
Holly 1955 1194 23155 — 36% 003 [ 000, 0.18]
Subtotal (95% CI) 94 55 ——- 3.6 % 0.03 [ 0.00,0.18 ]
Total events: | (iron supplements), 23 (no treatmentiplacebo)
0001001 O 10100 1000
iron supplements  no treatment/placeb
no treat
Study or subgroup iron supplements ment/placebo Risk Ratic Weight Risk Ratio
M
H Random,95% H Random,95%
n/N n/N Cl cl
Heterogeneity: not applicable
Test for overall effect: Z = 364 (P = 0.00027)
Total (95% CI) 2399 2294 - 100.0 % 0.26 [ 0.17, 0.40 ]

Total events: 131 (iron supplements). 383 (no treatment/placebo)
Heterogeneity: Tau? = 0.38; ChiZ = 55,10, df = 13 (P<D00001); 12 =76%

Test for overall effect:

Z =597 (P <0.00001)

Test for subgroup differences: Chi? = 607, df = 2 (P = 0.05), I =67%

0001 001 0. 10100 1000

iron supplements  no treatment/placeba
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Analysis 3.20. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 20 Maternal anaemia at term (Hb less than 110
g/L at 37 weeks gestation or more): SUBGROUP ANALYSIS by anaemia
status at the start of supplementation.

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 20 Maternal anaemia at term (Hb less than 110 g/L at 37 weeks gestation or
more): SUBGROUP ANALYSIS by anaemia status at the start of supplementation

notreat-
Study or subgroup iron supplements ment/placebo Risk Ratio Weight Risk Ratio
HRandom95% HRandom95%
niN n/N (8] Cl

| Anaemic at start of supplementation

Subrtotal (95% CI) 0 ] Not estimable
Total events: O (iron supplements), 0 (no treatmentiplacebo)

Heterageneity: not applicable

Test for overall effect: nat appiicable

2 Non-anaemic at start of supplementation

Chisholm 1966 10183 65/177 - 104 % 0151008 0281
Cogswell 2003 12190 11162 - 96% 075035, 159 ]
De Benaze 1989 344 85 — 68% 0.211006,073]
Eskeland 1997 0724 7l — 23% 0.06 [ 000,097 ]
Q [ 10100 1000
iron supplements o treatmentplacebo
no treat.
Study or subgroup iron supplements mentlplacebo Risk Ratio Weight Risk Fatio
HiRandom.25% H.Random5%
N N i i
Hermminki 1991 15/1336 56/1358 - 108% 027015048
Holly 1955 1194 73055, — 39% 003[000.0.18]
Makrides 2003 14/200 30093 - 106 % 045025 082 ]
Puolakka 1980 one 615 h—— 23% 007 [000, 118]
Romslo 1983 1”22 w3 — 38% 0150002 112]
Subtotal (95% CI) 2009 1929 - 60.5 % 0.23 [ 0.13, 0.41 ]
Total events: 56 (iron supplements), 21 3 (no treatment/placebo)
Heterageneity: Tau? = 041; Chi2 = 22,56, df = 8 (P = D004, 12 =65%
Test for overall effect: Z = 452 (P < 000001}
3 Unspecified or mixed anaemic status at start of supplementation
Batu 1976 17136 29034 * 19% 0.55(038,080]
Chanarin 1971 1149 /46 — 38% 0.10[001,079]
Miman 1991 /100 151107 — 23% 003 [0.00.057
Preziosi 1957 41199 69/98 l 123% 059045 077 ]
Pritchard 1958 6174 23449 - 92% 0.17[ 008,039
Subtotal (95% CI) 358 334 - 39.5 % 0.34 [ 0.18, 0.64 |

Total events: 65 (iran supplements), 145 (no treatment/placebo)
Heterogeneity: Tau? = 0.29; Chi2 = |7.51, df = 4 (P = D.002); 1 =77%
Test for overall effect: 7 = 3.36 (P = 0.00078)
Total (95% CI) 2367 2263 hd 100.0 % 0.26 [ 0.16, 0.41 |
Total events: 121 (iron supplements), 358 (no treatment/placebo)
Heterogeneity: Tau® = 0.44; Chi? = 58.35, df = 13 (P<0.00001); * =78%
< 000001y

=079, df = | (P =037, ¥ =00%

Test for overall effect: Z = 5.68
Test for subgroup differences: C

0001001 0 10100 1000

ron supplements no treatment/placebo
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Analysis 3.21. Comparison 3 Supplementation with iron alone versus no

treatment/placebo, Outcome 21 Maternal anaemia at term (Hb less than 110
g/L at 37 weeks’ gestation or more): SUBGROUP ANALYSIS by dose of

iron.

Review: Daily oral iron supplementation during pregnancy

Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 21 Maternal anaemia at term (Hb less than 110 g/L at 37 weeks’ gestation or
more): SUBGROUP ANALYSIS by dose of iron

no treat-
Study or subgroup iron supplements ment/placebo Risk Ratio Weight Risk Ratio
H Random 95% HRandom,95%
/N n/N Cl Cl
I Low daily dase (30 mg elemental iron or less)

Cogswell 2003 12650 11762 - 97% 075035, 159

Eskeland 1997 0024 7 21% 0.06 [ 000,097 ]

Makrides 2003 141200 300193 -~ 107 % 0:45[ 025,082
Subtotal (95% CI) 314 276 - 22.5 % 0.49 [ 0.24, 1.03]
Total events: 26 (ron supplements), 48 (no treatment/placebo)

Heterogeneity: Tau® = 0.18; Chit = 366, df = 2 (P = 0.16); I =45%
Test for overal effect: Z = 1.88 (P = 0.060)
2 Medium daily dose (31 to 59 mg elemental iron)

De Benaze 1989 344 825 —.— 66% 021 [ 006,073 ]
Subtotal (95% CI) 44 25 - 6.6 % 0.21 [ 0,06, 0.73 ]
Total events: 3 (iron supplements), 8 (no treatment/placebo)

Heterogeneity: not applicable
Test for overall effect: Z = 2.46 (P = 0014y
3 Higher daily dose (50 mg elemental iron and above)

Batu 1976 27468 54165 - 126% 0:48[ 035, 065

Chanarin 1971 1149 9/46 — 35% 0.10[ 001, 0.79 ]

Chisholm 1966 10/183 651177 - 105 % 0.15[ 0,08, 0.28 ]

Hermminki 1591 15/1336 56/1358 - 11.0% 027 0.15,048]

Holly 1955 1194 23/55 — 36% 0.03[ 0,00, 0.18 ]

Milman 1991 07100 15107 — 21 % 003[ 000, 057 ]

Preziosi 1997 41199 69/98 . 128% 059 [ 045,077

Pritchard 1958 574 2149 - 92% 0.17 [ 0.08,0.39 ]

Puolakka 1980 016 615 — 21% 007 [ 00, 1.18]

Remslo 1983 122 7123 — 35% 015002 1.12]
Subtotal (95% CI) 2041 1993 - 70.9 % 0.21[0.12,0.37 ]
Total events: 102 (iron supplements), 327 (o treatment/placebo)

0001001 0. 10100 1000
iron supplements  no treatmentiplacebs
no treat.
Study or subgroup iron supplements ment/placebo Risk Ratio Weight Risk Ratio
M.
HRandom95% HRandom.95%
N N cl ci
Heterogeneity: Tau? = 049; Chi? = 51.45, df = 9 (P<0.00001); I =83%
Test for overall effect: Z = 531 (P < 0.00001)
Total (95% CI) 2399 2294 - 100.0 % 0.26 [ 0.17, 0.40 ]

Total events: 131 (iron supplements), 383 (o treatment/placebo)
Heterogeneity: Tau? = 0.38; ChiZ = 55,10, df = 13 (P<00001): 12 =76%
Test for overall effect: Z = 5.97 (F < 0:00001)

Test for subgroup differences: Chi? = 340, df = 2 (P = 0.18), B =41%

0001001 0.

iron supplernents
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Analysis 3.22. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 22 Maternal anaemia at term (Hb less than 110
g/L at 37 weeks’ gestation or more): SUBGROUP ANALYSIS by malarial
status of setting.

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 22 Maternal anaemia at term (Hb less than 110 g/L at 37 weeks’ gestation or
more): SUBGROUP ANALYSIS by malarial status of setting

no treat-
Study or subgroup iron supplements ment/placebo Risk Ratio ‘Weight Risk Ratio
H RandomJ5% HRandom95%
niN N cl <]

| Malarial setting

Batu 1976 17136 29/34 * 11.9% 0551038 080]
Preziosi 1997 41199 69098 - 123% 059 [ 045,077 ]
Subtortal (95% CI) 135 132 + 24.2 % 0.58 [ 0.46, 0.72 ]

Total events: 58 (iron supplements), 98 (no treatment/placebo)
Heterogeneity: Tau? = 00; Chi? = 007, df = | (P = 0.79); B =00%
Test for overall effect; Z = 4.98 (F < 0.00001)

2 Non-malarial setting

Chanarin 1971 1/49 946 I 38% Q10 [ 001, 0791
Chishalm 1966 10183 651177 - 104% 0.15[008 0281
0001 001 0 o100 1000
ron supplements o trestmentpicebo
no treat.
Study or subgroup iron supplements ment/placebo Risk Ratio Weight Risk Ratio
H,Random,95% H.Random,35%
niN N Cl Cl
Cogswell 2003 12/90 1162 - 96% 075[035, 159 ]
De Benaze 1989 3144 825 . 68% 0217006 073]
Eskeland 1997 0124 721 ham— | 23% 006 [ 0.00,0597 ]
Hemminki 1991 15/1336 56/1358 - 108 % 027[0.15048 ]
Holly 1955 154 23/55 A 39% 003 [000,0.18]
Makrides 2003 147200 301193 - 106 % 045 [ 025,082
Milman 1991 0100 157107 D — 23% 003 000,057 ]
Pritchard 1958 674 23/49 - 92% 0.17[008,039]
Puolakka 1980 o/1é 615 DE—— 23% 007 [0.00, 118 ]
Romglo 1983 1722 723 — 38% 0.15[002, 1.12]
Subtotal (95% CI) 2232 2131 - 75.8 % 0.21[0.12,0.34]
Total events: 63 (iran supplements), 260 (no treatment/placebo)
Heterageneity: Tau? = 0,37 Chi = 2685, ¢f = || (P = 0.005) ¥ =59%
Test for overall effect: Z = 6.12 (P < 0.00001)
Total (95% CI) 2367 2263 . 100.0 % 0.26 [ 0.16, 0.41 ]

Total events: 121 (iron supplements), 358 (no treatment/placebo)
Heterogeneity: Tau? = 0:44; Chi? = 5835, df = 13 (P<0.00001); I* =78%
Test for overall effect: Z = 5,68 (P < 0.00001)

Test for subgroup differences: Chi¢ = 1346, df = | (P = 0.00), I* =93%

0001 001 0. 10100 1000

iron supplements  no weatment/placebe

Analysis 3.23. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 23 Maternal iron deficiency at term (as defined
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by trialists, based on any indicator of iron status at 37 weeks’ gestation or
more) (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 23 Maternal iron deficiency at term (as defined by trialists, based on any indicator
of iron status at 37 weeks’ gestation or more) (ALL)

no treat-
Study or subgroup iron supplements ment/placebo Risk Ratio Weight
M-
HRandom95%

niN N I
Preziosi 1997 3724 14720 — 89% 0.18[ 006,053 ]
Milnan 1991 83 31757 . 100 % 0.12[ 004,031 ]
Falahi 2010 7170 22078 - 120% 035 016,078
Eskeland 997 15/99 49/98 - 155 % 030[ 018,050
Cogswell 2003 26/85 27159 - 165 % 067 [ 044, 1.02]
Makrides 2003 65/185 102176 = 185 % 0.60[ 048, 0.76 ]
Tura 1989 671129 63112 L] 185 % 092073, 1.17]
Total (95% CI) 656 600 - 100.0 % 0.43 [ 0.27, 0.66 |

Total events: 187 (iron supplements), 308 (no treatment/placebo)

26 Cl 09, df = 6 (P<0:00001); P =85%
effect: Z = 378 (P = 0.00015)

Test for subgroup differsnces: Not applicable

Heteroger

Test for owe

Analysis 3.24. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 24 Maternal iron deficiency at term (as defined
by trialists, based on any indicator of iron status at 37 weeks’ gestation or
more): SUBGROUP ANALYSIS by gestational age at the start of
supplementation.

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 24 Maternal iron deficiency at term (as defined by trialists, based on any indicator
of iron status at 37 weeks’ gestation or more): SUBGROUP ANALYSIS by gestational age
at the start of supplementation

Cochrane Database Syst Rev. Author manuscript.
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no treat-
Study or subgroup iron supplements ment/placebo Risk Ratio Weight Risk Ratio

™M M-
HRandom,35%. H,Random,35%
Cl Cl

N n/iN

Early gestational age (less than 20 weeks of gestation or pre-pregnancy) at start of supplemerttation

Cogswell 2003 26185 27159 - 165% 067 [ 044,102 ]
Falahi 2010 170 278 - 120% 035[0.16,078]
Milman 1991 4163 31/57 . 100 % 0.2 004,031 ]
Tura 1989 §7/129 63112 L] 185% 0921073 1.17]

Subtotal (95% CI) 347 306 - 57.1% 0.45[0.22,0.93 ]

Total events: 104 (iron supplements), 143 (no treatmentiplacebo)
Heterogeneity: Tau? = 044; Chi = 2446, df = 3 (P = 000002); I* =88%
Test for overal effect: Z = 2.15 (P = 0.032)

2 Late gestational age (20 weeks or more of gestation) at start of supplementation

Eskeland 1997 15199 9198 - 155% 030018050 ]
Makrides 2003 65/186 102176 - 185% 060 [ 048,076 ]
Preziosi 1997 3124 1420 . 89 % 018006 053]

Subtotal (95% CI) 309 294 - 429 % 0.36 [ 0.18, 0.72 ]

Total events: 83 (iron supplements), 165 (no treatment/placebo)

Heterageneity: Tau? = 0.27; Chi* = 1004, df = 2 (P = 001). I* =80%

Test for overall effect: Z = 2.90 (P = 0.0038)

3 Unspexified or mixed gestational age at start of supplementation

Subrotal (95% CI) 0 0 Not estimable
Total events: O (iron supplements), O (no treatment/placebo)

Heterogeneity: not applicable

Test for overal effect: not applicable

Total (95% CI) 656 600 - 100.0 % 0.43 [ 0.27, 0.66 |
Total events: 187 (iron supplements), 308 (no treatment/placebo)

Heterogeneity: Tau? = 0.26; Chi* = 41.09, df = 6 (P<0.00001); I* =85%

Test for overall effect: Z = 3.78 (P = 0.00015)

Test for subgroup differences: Chi? = 0,18, df = | (P = 0.67), P =0.0%

Analysis 3.25. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 25 Maternal iron deficiency at term (as defined
by trialists, based on any indicator of iron status at 37 weeks’ gestation or
more): SUBGROUP ANALYSIS by anaemia status at the start of
supplementation.

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 25 Maternal iron deficiency at term (as defined by trialists, based on any indicator
of iron status at 37 weeks’ gestation or more): SUBGROUP ANALYSIS by anaemia status
at the start of supplementation

Cochrane Database Syst Rev. Author manuscript.
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no treat-
Study or subgroup iron supplements ment/placebo. Risk Ratio Weight Risk Ratio

HRandom,5% HRandom,95%
/N niN Cl Cl

| Anaemic at start of supplementation

Subtotal (95% CI) 1) 0 Not estimable
Total events: 0 (iron supplements), 0 (no treatment/placebo)

Heterogeneity: not applicable

Test for overall effect: not applicable

2 Non-anaemic at start of supplementation

Cogswell 2003 26085 27159 - 165 % 0.67 [0:44, 102]
Eskeland 1997 1599 4998 - 155 % 030[0.18,050]
Falahi 2010 wmn 278 — 120% 035[0.16,078]
Makrides 2003 65/186 102/176 = 185 % 0.60 [ 046,076 ]
Tura 1989 671129 63/112 L] 185 % 092073, 117
Subtotal (95% CI) 569 523 - 81.2 % 0.56[0.39,0.82]

Total events: 180 (iron supplements), 263
Heterogeneity: Tau? = 0.14; Chi L8, df = 4 (P = 000029 I* =81%
Test for overall effect: Z = 297 (P = 0.0030)

(no treatment/placeba)

3 Unspecified or mixed anaemic status at start of supplementation

Milman 1991 4163 31157 — 100% 012[004,031]
Preziosi 1997 3024 1420 - 89 % 018006 053]
Subtotal (95% CI) 87 77 - 18.8 % 0.14[0.07,0.29]

Total events: 7 {iron supplements), 45 (no treatment/placebo)

Heterogeneity: Ta? = 0.0; Chi? = 033, dF = | (P = 0.57); P =00%

Test for overall effect: Z = 526 (P < 0.00001)

Total (95% CI) 656 600 - 100.0 % 0.43 [ 0.27, 0.66 |
Total events: 187 (iron supplements), 308 (no treatment/placebo)

Heterogeneity: Tau? = 0.26; Chit = 41.09, df = 6 (P<0.00001); > =85%

Test for overall effect: Z = 378 (P = 0.00015)

Test for subgroup differences: Chi = 1096, df = | (P = 000), I =91%

Analysis 3.26. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 26 Maternal iron deficiency at term (as defined
by trialists, based on any indicator of iron status at 37 weeks’ gestation or
more). SUBGROUP ANALYSIS by dose of iron.

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 26 Maternal iron deficiency at term (as defined by trialists, based on any indicator
of iron status at 37 weeks’ gestation or more): SUBGROUP ANALYSIS by dose of iron
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no treat-

Study or subgroup iron supplements ment/placebo Risk Ratic Weight Risk Ratio
H,Random,25% t \.Raﬂdom.;,‘ﬁ%
N n/N cl o]
| Low daily dase (30 mg elemental iron or less)

Cogswell 2003 26/85 2715% - 165% 067044, 1.02 ]

Eskeland 1997 15799 A998 - 155 % 0307018 050]

Makrides 2003 65/186 102/176 - 185% 060 [ 048, 076 ]
Subtotal (95% CI) 370 333 hd 50.6 % 0.52[0.34,0.78 ]
Total events: 106 (iron supplements), 178 (no treatment/placebo)

Heterogeneity: Tau? = 009 Chi? = 692, df = 2 (F = 003y P =71%
Test for overall effect: Z = 3,18 (P = 0.0015)
2 Medium daily dose (31 to 59 mg elemental iron)

Tura 1989 671129 630112 - 185 % 092073 117
Subtotal (95% CI) 129 112 . 18.5 % 0.92[0.73,1.17 ]
Total events: 67 (iron supplements), 63 (no treatment/placebo)

Heterogeneity: not applicable
Test for overall effect: Z = 0.67 (P = 0.50)
3 Higher daily dose (50 mg elemental iron and above)

Falahi 2010 70 2278 - 120% 035[0.16 078 ]

Milman 19%1 4163 3157 — 100 % 0.127004,031]

Preziosi 1997 324 14720 — 89% 0.18[ 006 053]
Subtotal (95% CI) 157 155 - 30.9 % 0.21[0.10, 0.41 ]

Total events: 4 (iron supplements), 67 (no treatment/placebo)

Heterogeneity: Tau? = 0,14; Chi® = 321, df = 2 (F = 0,203 P =38%

Test for overall effect: 7 = 4.48 (P < 0.00001)

Total (95% CI) 656 600 - 100.0 % 0.43 [ 0.27, 0.66 ]
Total events: 187 (iron supplements), 308 (no treatment/placebo)

Heterogeneity: Tau? = 026; Chi2 = 41.09, df = 6 (P<0.00001); 1> =85%
Test for overall effect: Z = 3.78 (P = 0.000

Test for subgroup differences: Chi2 = 19.52, df = 2 (P = 0.00), > =90%

on supplements 10 treatmentiplacebo

Analysis 3.27. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 27 Maternal iron deficiency at term (as defined
by trialists, based on any indicator of iron status at 37 weeks’ gestation or
more): SUBGROUP ANALYSIS by malarial status of setting.

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 27 Maternal iron deficiency at term (as defined by trialists, based on any indicator
of iron status at 37 weeks’ gestation or more): SUBGROUP ANALYSIS by malarial status
of setting

Cochrane Database Syst Rev. Author manuscript.
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no treat-

Study or subgroup iron supplements mentplacebo Risk Ratio Weight Risk Ratio
L M-
H Random95% HRandom,95%
/N N Cl Cl
| Malarial setting
Falahi 2010 "o 2278 - 120 % 035[0.16,078]
Preziosi 1997 324 14/20 — 89 % 0.18[006,053]
Subtotal (95% CI) 94 98 - 20.9 % 0.28 [ 0.15,0.53 ]
Total events: 10 (iron supplements), 36 (no treatment/placebo)
Heterogeneity: Tau? = 0.0; Chi? = 0.99, df = | (P = 0.32); P =0.0%
Test for overall effect: Z = 3.89 (P = 0.000099)
2 Non-malarial setting
Cogswell 2003 26185 71159 - 165 % 067 [ 044, 1.02
Eskeland 1997 15/9% 49/98 - 155 % 030 [0.18,050]
Makrides 2003 65/186 103/176 L4 185 % 0.60 [ 048, 0.76 ]
Milman 1991 463 3157 — 100 % 012 [0:04,031]
Tura 1989 671129 631112 - 185 % 092073, 1.17]
Subtotal (95% CI) 562 502 - 79.1 % 0.49 [ 0.30,0.78 ]

Total events: 177 ron supplements), 272 (no treatmentiplacebo)

Heterogeneity: Tau? = 023; Chit = 3258, df = 4 (P<0.00001); I* =88%

Test for overall effect: Z = 257 (P = 00030)

Total (95% CI) 656 600 - 100.0 % 0.43 [0.27,0.66 |
Total events: 187 (iron supplements), 308 (no treatment/placebo)

Heterogeneity: Tau® = 0.26: Chi* = 41.09, df = 6 (P<0.00001); I* =85%

Test for overal effect: Z = 3.78 (P = 0.00015)

Test for subgroup differences: Chi? = 1.86, df = | (P = 0.17), P =46%

Analysis 3.28. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 28 Maternal iron-deficiency anaemia at term
(Hb less than 110 g/L and at least one additional laboratory indicators at 37
weeks’ gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 28 Maternal iron-deficiency anaemia at term (Hb less than 110 g/L and at least
one additional laboratory indicators at 37 weeks’ gestation or more) (ALL)
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Study or subgroup iron supplements ichtoie Risk Ratio Weight Risk Ratio
HRandom55% HRandom 5%

N /N cl [s]

Falahi 2010 070 /78 Not estimable
Eskeland 1997 o4 62 — 58% 007000, 1.13]
Miman 1991 /63 1057 — 59% 004000, 072]
Makrides 2003 6198 200185 - 26% 028[ 012, 068]
Cogswell 2003 10/88 963 - 88% 080034, 1.84]
Tura 1989 129 2112 - 319% 034[0.16,070]
Total (95% CI) 572 516 - 100.0 % 0.33 [ 0.16, 0.69 ]

Total events: 25 (ron supy

(no treatment/placebo)
=4(P=0.10% P =49%

es: Not applicable

Analysis 3.29. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 29 Maternal iron-deficiency anaemia at term
(Hb less than 110 g/L and at least one additional laboratory indicators at 37
weeks’ gestation or more): SUBGROUP ANALYSIS by gestational age at
the start of supplementation.

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 29 Maternal iron-deficiency anaemia at term (Hb less than 110 g/L and at least
one additional laboratory indicators at 37 weeks’ gestation or more): SUBGROUP
ANALYSIS by gestational age at the start of supplementation

Cochrane Database Syst Rev. Author manuscript.



syduiosnuelA Joyiny sispun4 JINd adoin3 ¢

syduosnuelA Joyiny sispund DA @doing ¢

Pefia-Rosas et al.

no treat-
Study or subgroup iron supplements mentfplacebo Risk Ratio Weight Risk Ratio

HRandom35% HRandom,95%
n/N N Cl Cl

Early gestational age (less than 20 weeks of gestation or pre-pregnancy) at start of supplemerttation

Cogswell 2003 10/88 63 - 288 % 080034, 1.84]
Falahi 2010 070 078 Not estimable
Milman 1991 083 10/57 A 59% 004 [ 000,072 ]
Tura 1989 9129 B2 - 319 % 034[0.16,070]
Subtotal (95% CI) 350 310 - 66.6 % 0.39[0.13, 1.11]

Total events: |9 (iron supplements}, 42 (no treatment/placebo)
Heterogeneity: Tau? = D50 Chi? = 544, df = 2 (P = 0.07); F =63%
Test for overall effect: Z = 1.76 (P = 0.078)

2 Late gestational age (20 weeks or more of gestation) at start of supplementation

Eskeland 1997 0124 8021 — 58% 0077000, 113]
Makrides 2003 /198 201185 - 276% 028[0.12.068]
Subtotal (95% CI) 222 206 - 33.4% 0.25[0.11, 0.58 |

Total events: 6 {iron supplements), 26 (no treatment/placebo)

Heterogeneity: Tau? = 0); Chi* = 092, df = | (P = 0.34) 1 =0.0%

Test for overall effect: Z = 323 (P = 0.0012)

3 Unspecified or mixed gestational age at start of supplementation

Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (iron supplements), 0 (nor treatment/placebo)

Heterogeneity: not applicable

Test for overall effect: not applicable

Total (95% CI) 572 516 hd 100.0 % 0.33 [ 0.16, 0.69 ]
Total events: 25 (iron supplements), 68 (no treatment/placebo)

Heterogeneity: Tau? = 0.30; Chi? = 777, df = 4 (P = 0.10); P =49%

Test for overall effect: Z = 297 (P = 0.0030)

Test for subgroup differences; Chi2 = 042, df = | (P = 052), B =0.0%

0001001 0 10100 1060

iron supplements o treatmentfplaceba

Analysis 3.30. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 30 Maternal iron-deficiency anaemia at term
(Hb less than 110 g/L and at least one additional laboratory indicators at 37
weeks’ gestation or more): SUBGROUP ANALYSIS by anaemia status at the
start of supplementation.

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 30 Maternal iron-deficiency anaemia at term (Hb less than 110 g/L and at least
one additional laboratory indicators at 37 weeks’ gestation or more): SUBGROUP
ANALYSIS by anaemia status at the start of supplementation

Cochrane Database Syst Rev. Author manuscript.
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no treat-
Study or subgreup iron supplements ment/placebo Risk Ratio Weight Rigk Ratio
M- M-
H Random35% H Random,95%
/N N Cl cl
| Anaemic at start of supplementation
Subrortal (95% CI) 0 1] Not estimable
Total events: 0 (iron supplements), 0 (nor treatment/placebo)
Heterogeneity: not applicable
Test for overal| effect: not applicable:
2 Non-anaemic at start of supplementation
Cogswell 2003 10/88 9163 288% 080 0.34, 184 ]
Eskeland 1997 0124 621 . 58% 007 [ 000, 113 ]
Falahi 2010 070 078 Not estimable
Makrides 2003 6198 20/185 7.6 % 028[0.12,068]
Tura 1989 9129 230112 319% 034[0.16,070]
Subrtotal (95% CI) 509 459 94.1 % 0.39[0.20, 0.74 ]
Total events: 25 (iron supplements), 58 (no treatment/placebo)
Heterogeneity: Tau® = 0,17 Chi? = 5.04,df = 3 (P = 0.17); P =40%
Test for overall effect: Z = 289 (P = 0.0038)
3 Unspecified or mixed anaemic status at start of supplementation
Milman 1991 063 10157 — 59% 004 [ 0.00,0.72 ]
Subrortal (95% CI) 63 57 — 5.9 % 0.04[0.00,0.72 ]
Total events: 0 (iron supplements), 10 (no treatment/placebo)
Heterogeneity: not applicable
Test for overall effect: Z = 2,19 (P = 0.029)
Total (95% CI) 572 516 100.0 % 0.33 [ 0.16, 0.69 |

Total events: 25 (iron supplements}, 68 (no treatment/placebo)
Heterogeneity: Tau? = 0.30; Chi? = 7.77,df = 4 (P = 0.10); P =49%
Test for overall effect: Z = 297 (P = 0.0030)

Test for subgroup differences: Chi? = 221, df = | (P = 0.14), B =55%

0001 001 0

iran supplements

10100 1000

o treatmentiplaceb

Analysis 3.31. Comparison 3 Supplementation with iron alone versus no

treatment/placebo, Outcome 31 Maternal iron-deficiency anaemia at term

(Hb less than 110 g/L and at least one additional laboratory indicators at 37
weeks’ gestation or more): SUBGROUP ANALYSIS by dose of iron.

Cochrane Database Syst Rev. Author manuscript.

Review: Daily oral iron supplementation during pregnancy

Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 31 Maternal iron-deficiency anaemia at term (Hb less than 110 g/L and at least
one additional laboratory indicators at 37 weeks’ gestation or more): SUBGROUP
ANALYSIS by dose of iron
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no treat-

Study or subgroup iron supplements ment/placebo Risk Ratio Weight Risk Ratio
M- M-
H.Random95% HRandom95%
WN N cl cl
1 Dally low dose (60 mg elemental iron or less)

Cogswell 2003 10188 9163 - 288% 080034, 1.84]

Eckeland 1997 0724 821 _ 58% 0071000, 1.13]

Makrides 2003 6/198 200185 - 276 % 028[0.12,068]
Subtotal (95% CI) 310 269 - 62.2 % 0.38 [0.13, 1.11]
Total events: 16 (iron supplements), 35 {no treatment/placebo)

Heterogeneity: Tau? = 0.49; Chi2 = 482, df = 2 (P = 0.09% P =59%
Test for overall effect: Z = 1.77 (P = 0.076)
2 Medium dose (31 1o 59 mg elemental iron)

Tura 1989 91129 23112 - 319% 034[0.16,070]
Subtotal (95% CI) 129 112 - 31.9 % 0.34[0.16,0.70 ]
Total events: 9 (iron supplements), 23 (na treatment/placebo)

Heterogeneity: not applicable
Test for overall effect: 7 = 251 (P = 0.0036)
3 High dose (60 mg elemental iron and above)

Falahi 2010 070 078 Not estimable

Milman 1991 /63 10/57 - 59% 0.04 [0.00.0.72 ]
Subtotal (95% CI) 133 135 —— 5.9 % 0.04 [ 0.00,0.72 ]

Total events: O (iron supplements), 10 (no treatment/placeba)

Heterogeneity: not applicable

Test for overall effect: Z = 2.19 (P = 0.029)

Total (95% CI) 572 516 - 100.0 % 0.33 [0.16, 0.69 |
Total events: 25 (iron supplements), 68 (no treatment/placebo)

Heterogeneity: Tau? = 0.30; Chi = df =4 (P =0.10); ¥ =49%

Test for overall effect: Z = 2.57 (P = 0.0030)

Test for subgroup differences: Chi? = 207, df = 2 (P = 0.36), ¥ =3%

Analysis 3.32. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 32 Maternal iron-deficiency anaemia at term
(Hb less than 110 g/L and at least one additional laboratory indicators at 37
weeks’ gestation or more): SUBGROUP ANALYSIS by malarial status of
setting.

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 32 Maternal iron-deficiency anaemia at term (Hb less than 110 g/L and at least
one additional laboratory indicators at 37 weeks’ gestation or more): SUBGROUP
ANALYSIS by malarial status of setting

Cochrane Database Syst Rev. Author manuscript.
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no treat-
Study or subgroup iron supplements ment/placebo Risk Ratio Weight Risk Ratio
H,Random,95% t \.Raﬂdom‘;;‘?%
n/N n/N @] <l
| Malarial setting
Falahi 2010 0170 w7 Not estimable
Subtotal (95% CI) 70 78 Not estimable
Total events: 0 (iron supplements), 0 (no treatment/placeho)
Heterogeneity: not applicable
Test for overall effect: not applicable
7 Non-malarial setting
Cogswell 2003 10/88 9163 - 288% 080034, 184]
Eskeland 1997 0724 621 | 58% 007 [ 000, 113 ]
Makrides 2003 6198 20/185 - 76% 028012, 068 ]
Milman 1991 0/63 10/57 D 59 % 004 [ 000,072 ]
Tura 1989 9129 23112 - 319% 034[0.16,070]
Subtotal (95% CI) 502 438 - 100.0 % 0.33 [ 0.16, 0.69 |

Total events: 25 (iron supplements), 68 (no treatmentiplacebo)

Heterogeneity: Tau? = 030; Chi? = 7.77,df = 4 (P = 0.10); P =49%

Test for overall eflect: Z = 2.97 (P = 0.0030)

Total (95% CI) 572 516 - 100.0 % 0.33 [ 0.16, 0.69 ]
Total events: 25 (iron supplements), 68 (nG treatment/placebo)

Heterageneity: Tau? = 0.30; Chi2 = 7.77,df = 4 (P = 0.10); P =49%

Test for overal effect Z = 2.97 (F = 0.0030)

Test for subgreup differences: Not applicable

0001 001 0. 10100 1000

iron supplements  no treatmentplicebo

Analysis 3.33. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 33 Maternal death (death while pregnant or
within 42 days of termination of pregnancy) (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 33 Maternal death (death while pregnant or within 42 days of termination of
pregnancy) (ALL)

no treat-
Study or subgroup iron supplements ment/placebo Risk Ratia Weight Risk Ratia
H.Random 95% H,Random,35%
n/N n/N <l <l
Eskeland 1997 024 [LFE] Not estimable
Total (95% CI) 24 23 Not estimable
Total events: 0 (iron supplements), 0 (no treatment/placebo)
Heterogeneity: not applicable
Test for overall effect: not applicable
Test for subgroup differences: Not applicable
olor b5 1 2 5 10
iron supplements o treatment/placeba

Cochrane Database Syst Rev. Author manuscript.
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Analysis 3.34. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 34 Side effects (any reported throughout the
intervention period) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 34 Side effects (any reported throughout the intervention period) (ALL)

syduiosnuelA Joyiny sispun4 JINd adoin3 ¢

no treat-

Study or subgroup iron supplements ment/placebo Risk Ratio Weight Risk Ratio
H Randem,95% HRandom95%
niN /N o]

Harvey 2007 6 o7 Not estimable
Hood 1960 12147 024 T 65% 1302[080,21095]
Charoenlarp 1988 30101 0/104 —_— 659 6279389, 101331 ]
Paintin 1966 P 157 — 76 % 098 [ 009, 1061 ]
De Benaze 1989 97 4194 T 115% 170 [ 051, 560 ]
Hemminki 1991 307/1280 15/1375 - 134% 2039 1221, 3403 ]
Cogswell 2003 311126 207108 ™ 134 % 133[081,219]
Eskeland 1997 19128 14126 T 135% 126 081, 195]
Kerr 1958 581163 26/15% - 136 % 2100139 3167
Makrides 2003 1001204 1007204 138% 100082 1.22]

Toral (95% CI) 2174 2058 - 100.0 % 292[1.10,7.76]

Total events: 556 (iron supplements), |80 (no treatment/placeba)

Heterogeneity =17 20937, df = 8 (P<0.00001); P =96%

Test fo 0033)

Test for s: Not applicable:

0001001 0 101001000
iron supplements  no treatment/placeb

Analysis 3.35. Comparison 3 Supplementation with iron alone versus no

treatment/placebo, Outcome 35 Side effects (any reported throughout the

syduosnuelA Joyiny sispund DA @doing ¢

intervention period): SUBGROUP ANALYSIS by gestational age at the start
of supplementation.

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 35 Side effects (any reported throughout the intervention period): SUBGROUP
ANALYSIS by gestational age at the start of supplementation

Cochrane Database Syst Rev. Author manuscript.
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Study or subgroup iron supplements ment/placebo Rigk Ratio Weight Risk Ratior

M- M-
HRandom,95% HRandom,95%
niN n/N <l <l

I Early gestational age (less than 20 weeks of gestation or pre-pregnancy) at start of supplementation

Cogswell 2003 31126 207108 " 134 % 1.33[081,219]
e Benaze 1989 w7 4194 a 115% 170 [ 051,540 ]
Harvey 2007 e w7 Not estimable
Hemminki 1991 307/1280 15/1275 - 134% 2039 [1221,3403 ]
Subtoral (95% CI) 1509 1484 ——— 38.3 % 3.65 [ 0.40, 33.51]

Total events: 345 (iron supplements), 39 (ne treatment/placebo)
Heterogeneity: Tau? = 3.68; Chi2 = 7072, df = 2 (P<0.00001); 1 =97%

Test for overall effect: Z = 1,14 (P = 0.25)

2 Late gestational age (20 weeks or more of gestation) at start of supplementation
Eskeland 1997 19128 14026 id 135% 126 [ 081, 1951
Hood 1960 12647 024 — 65% 1302 [ 080, 21095 ]
Kerr 1958 581169 261159 - 136% 210[1.39.316]
Makrides 2003 100204 1007204 H 138% 100 082, 1227
Paintin 1966 216 157 i T6% 098009, 1061 ]

Subtotal (95% CI) 564 470 I 55.1% 1.42[0.89,2.28 |

Total events: 191 (iron supplements). 141 (no treatment/placebo)
Heterogeneity: Tau? = 015 Chi? = 1445, df = 4 (P = 001); P =72%
Test for overall effect: Z = 1.47 (P = 0.14)

3 Unspecified or mixed gestational age at start of supplementation

Charoenlarp 1988 307101 o104 — 65% 6279389, 101331]
Subtotal (95% CI) 101 104 ———— 6.5 % 62.79 [ 3.89, 1013.31 ]
Total events: 30 (iron supplements}, 0 (no treatment/placebo)

Heterogeneity: not applicable

Test for overall effect: Z = 292 (P = 0.0035)

Total (95% CI) 2174 2058 - 100.0 % 292[1.10,7.76 ]
Total events: 566 (iron supplements), 180 (no treatment/placebo)

Heterogeneity: Tau? = 1.79; ChP = 20937, df = B (P<000001) P =96%

Test for overall effect: Z = 215 {P = 0.032)
Test for subgroup differences: Chi2 = 7.4, df = 2 (P = 0.02), 2 =73%

I 10 100 1000

ron supplements o tresmentiplacebo

Analysis 3.36. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 36 Side effects (any reported throughout the
intervention period): SUBGROUP ANALYSIS by anaemia status at the start
of supplementation.

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 36 Side effects (any reported throughout the intervention period): SUBGROUP
ANALYSIS by anaemia status at the start of supplementation

Cochrane Database Syst Rev. Author manuscript.
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no treat-
Study or subgroup iron supplements ment/placebo Risk Ratio Weight Risk Ratio

HRandom,25% H.Random,95%
n/N n/N Cl |

| Anaernic at start of supplementation

Subtotal (95% CI) 0 0 Not estimable
Total events: 0 {iron supplements),  (no treatment/placebo)

Heterogeneity: not applicable

Test for overall efect: not applicable

2 Non-anaemic at start of supplementation

Cogswell 2003 311126 20/108 ™ 134 % 133[081,2.19]
De Benaze 1989 97 4194 ™ 115% 1701051, 560 ]
Eskeland 1997 15728 14726 * 135 % 126 [ 081, 1.95]
Harvey 2007 3 o7 Not estimable
Hemminki 1591 307/1280 1501275 - 134 % 20391221, 34.03]
Makrides 2003 1007204 100204 i 1389 100 [082.1.22]
Subtotal (95% CI) 1741 1714 inall 65.7 % 2.25[0.57,893]

Total events: 464 (iron supplements), 153 (no treatment/placebo)
Heterogeneity: Tau? = 2.36; ChiZ = 195,74, df = 4 (P<0.00001); I =98%

Test for overall effect: Z = |.16 (P = 0.25)

3 Unspecified or mixed anaemic status at start of supplementation
Charoenlarp 1988 /101 01104 —— 65% 6279389, 101331 ]
Hood 1960 12/47 or24 T 65% 1302080, 21095 ]
Kerr 1958 58/169 261159 - 136 % 2100 1.39,3.06 ]
Paintin 1966 2116 1157 i 16% 098009, 1061 ]

Subtotal (95% CI) 433 344 —— 34.3 % 5.11(0.78,33.60 ]

Total events: 102 (iron supplements), 27 (no treatment/placebo)

Heterogeneity: Tau? = 2.52; Chit = 11,03, df = 3 (P = 001 =73%

Test for overall effect: Z = 170 (P = 0.050)

Total (95% CI) 2174 2058 - 100.0 % 292[1.10,7.76]

0001001 0,

iron supplements

no treat

Study or subgroup iron supplements ment/placebo Risk Ratio Weight Risk Ratio
HRandom,25% HRandom.25%
N N al o]
Total events: 566 (iron supplements), 180 (no treatment/placebo)
Heterogeneity: Tau? = 1.7% C 09.37, df = 8 (P<000001); 12 =96%
Test for overall effect: Z = 2.15 (P = 0.032)
Test for subgroup difierences: Chi> = 0,47, df = | (P = 0.49), ¥ =0.0%
0001 001 0. 10100 1000
iron supplements o treatment

Analysis 3.37. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 37 Side effects (any reported throughout the
intervention period): SUBGROUP ANALYSIS by dose of iron.

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 37 Side effects (any reported throughout the intervention period): SUBGROUP
ANALYSIS by dose of iron

Cochrane Database Syst Rev. Author manuscript.
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na treat-

Study or subgroup iron supplements ment/placebo Risk Ratio Weight Risk Ratio
HRandom 95% HRandom95%

n/N n/N I Cl

| Low daily dose (30 mg elernental iron or less)
Cogswell 2003 311126 200108 ™ 12,1 % 1.33[081,219]
Eskeland 1997 19128 14/26 ™ 122 % 126 [081,1.95]
Makrides 2003 1007204 1007204 . 125% 100 [ 082, 122 ]
Faintin 1966 1160 1129 " 59% 048 [0.03, 7.46 ]
Subtotal (95% CI) 418 367 t 42.8 % 1.07 [0.90,1.26]

Total events: 151 (iron supplements), 135 (no treatmentiplacebo)
Heterogeneity: Tau? = 0.0; Chi? = 2.03, df = 3 (P = 0.57); P =00%
Test for overall effect: Z = 075 (P = 0.46)

2 Medium daily dose (31 to 59 mg elemental iron)

De Benaze 1989 797 4194 T 104 % 170 [051,560]
Hood 1960 422 o2 B 57 % 509 [0.30,87.20]
Subtotal (95% CI) 119 106 - 16.1 % 2.00 [ 0.66, 6.02 ]
0001 001 0.
iran supplemants
no treat
Study or subgroup iron supplements ment/placebo Risk Ratio Weight Risk Ratio
HRandom 95% HRandom.95%
N wN al [of
Total events: |1 (iron supplements), 4 (no treatment/placebo)
Heterogeneity: Tau? = 00; Chi = 051, df = | (P = 048} P =0.0%
Test for overall effect: Z = 123 (P = 022)
3 Higher daily dose (60 mg elemental ron and above)
Charoenlarp 1988 30101 07104 — 58% 6279 (389, 101331]
Harvey 2007 73 07 Not estimable
Hernminki 1991 307/1280 151275 - 12,1 % 2039 1221, 3403]
Hood 1960 8/25 onz T 59 % 850[053 136.11]
Kerr 1958 58/169 260159 - 123% 210 139,316]
Faintin 1966 1156 028 —_— 50% 1.53[ 006, 3631 ]
Subtotal (95% CI) 1637 1585 — 41.1 % 7.95 [ 1.38, 45.72 ]

s1dLIOSNUBIA JouIny sispund DN 8doin3 g

Total events: 404 (iron supplements), 41 (no treatmentiplacebo)
293 Chi2 = 62.40, df = 4 (P<0.00001); P =94%

Heterogeneity: Tat

Test for overall effect: Z = 2.32 (P = 0020)

Total (95% CI) 2174 2058 - 100.0 %
Total events: 566 (iron supplements), 180 {no treatment/placebo)

Heterogeneity: Tau? = |.75; Chi2 = 20863, df = 10 (P<000001); P =55%

Test for overal effect: Z = 2.16 (P = 0031)

Test for subgroup differences: Chi® = 6,17, df = 2 (P = 0.05), ¥ =68%

2.75[ 1.10, 6.89 ]

0001 001 0. 10100 1000

iron supplements o treatment/placebo

Analysis 3.38. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 38 Side effects (any reported throughout the
intervention period): SUBGROUP ANALYSIS by malarial status of setting.

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 38 Side effects (any reported throughout the intervention period): SUBGROUP
ANALYSIS by malarial status of setting

Cochrane Database Syst Rev. Author manuscript.
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no treat-
Study or subgroup iron supplements mentiplacebo Risk Ratio Weight Risk Ratio
HRandom5% HRandom#5%
n/N n/N Cl Cl
| Malarial setting
Charoenlarp 1988 30/101 o104 —_— 65% 6279[ 389, 101331 ]
Subtotal (95% CI) 101 104 —— 6.5 % 62.79 [ 3.89,1013.31 ]
Total events: 30 (iron supplements),  (no treatment/placeba)
Heterogeneity: not applicable
Test for overall effect: Z = 292 (P = 0.0035)
2 Non-malarial setting
Cogswell 2003 310126 207108 ™ 134 % 133[081,219]
De Benaze 1989 7197 494 - 115% 170 [051,560]
Eskeland 1997 19/28 1426 * 135% 126081, 195
Harvey 2007 3 o7 Not estimable
Hemminki 1991 307/1280 151275 - 134 % 2039[ 1221, 3403 )
Hood 1960 12147 024 — 65% 13.02 [ 080, 21095 ]
Kerr 1958 58/169 267159 - 136 % 2101 1.39,316]
Makrides 2003 1001204 1007204 * 138% 100 [ 082, 122
Paintin 1966 26 157 — 76% 098009, 1061 ]
Subtotal (95% CI) 2073 1954 It 93.5 % 2.35[0.89,6.24 ]

Total events: 536 (iron supplements), |80 (no treatment/placebo)

Heterogeneity: Tau® = |.65; Chi? = 192.18, df = 7 (P<000001); I* =96%

Test for overall effect: Z = 1.72 (P = 0.086)

Total (95% CI) 2174 2058 gl 100.0 % 2.92[1.10,7.76 ]
Total events: 566 (iron supplements), |80 (no treatment/placebo)

Heterogeneity: Tau? = 1.79; Chi = 209.37, df = 8 (P<0.000013; 12 =96%

Test for overall effect: Z = 215 (F = 0.032)

Test for subgroup differences: Chi = 477, df = | (P = 0.03), P =79%

T

0100 1000

lements  no treatmentiplacebo

Analysis 3.39. Comparison 3 Supplementation with iron alone versus no

treatment/placebo, Outcome 39 Maternal severe anaemia at any time during

s1dLIOSNUBIA JouIny sispund DN 8doin3 g

second and third trimester (Hb less than 70 g/L) (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 39 Maternal severe anaemia at any time during second and third trimester (Hb
less than 70 g/L) (ALL)

Cochrane Database Syst Rev. Author manuscript.
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no treat-
Study or subgroup iron supplements mentiplacebo Risk Ratio Weight

HRandom,95%
/N n/N Cl

Cogswell 2003 o/ 0/86

Harvey 2007 06 o7 Not estimable
Eskeland 1997 024 023 Not estimable
Holly 1955 /%4 055 Not estimable
Milman 1991 0/100 iy Not estimable
Makrides 2003 20206 0205 — 494 % 498 [ 024, 10301 ]
Batu 1976 /30 35 — 506 % 0.12[001,221]

570 508 —— 100.0 % 0.75[0.02,29.10]
nts), 3 (no treatment/placebo)

2=302.df = | (P=008); P =67%

(P=088)

Analysis 3.40. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 40 Maternal severe anaemia at any time during
second and third trimester (Hb less than 70 g/L): SUBGROUP ANALYSIS by
gestational age at the start of supplementation.

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 40 Maternal severe anaemia at any time during second and third trimester (Hb
less than 70 g/L): SUBGROUP ANALYSIS by gestational age at the start of
supplementation

Cochrane Database Syst Rev. Author manuscript.
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no treat-
Study or subgroup iron supplements. ment/placebo Risk Ratio ‘Weight Risk Ratio
H Random95% H,Random,95%
n/N n/iN Cl Cl

1 Early gestational age (less than 20 weeks of gestation or pre-pregnancy) at start of supplementation

Cogswell 2003 e /86 Not estimable
Harvey 2007 3 o7 Not estimable
Milman 1991 0100 01107 Not estimable
Subtotal (95% CI) 216 200 Not estimable

Total events: O (iron supplements), 0 (no treatment/placebo)
Heterogeneity: not applicable
Test for overall effect: not applicable

2 Late gestational age (20 weeks or more of gestation) at start of supplementation

Batu 1976 030 3025 — 506 % 0.12[001,221]
Eskeland 1997 024 o223 Not estimable
Makrides 2003 2206 01205 — 494 % 498024, 10301 ]
Subtotal (95% CI) 260 253 ———— 100.0 % 0.75[0.02,29.10]

Total events: 2 (iron supplements), 3 (o treatment/placebo)
Heterogeneity: Tau? = 465; Chi* = 302, df = | (P = 0.08), > =67%
Test for overall effect: Z = (.15 (P = 0:88)
3 Unspecified or mixed gestational age at start of supplementation
Holly 1955 094 oI55 Not estimable

Subtotal (95% CI) 94 55 Not estimable
Total events: O (fron supplements), 0 (no treatment/placebo)

Heterogeneity. not applicable:

Test for overall effect: not applicable

Total (95% CI) 570 508 e ——— 100.0 % 0.75[0.02,29.10 ]
Total events: 2 (iron supplements), 3 (o treatment/placebo)

Heterogeneity: Tau? = 465; Chit = 302, df = | (P = 0.08), > =67%

Test for overall effect: Z = 0.15 (P = 0:88)

Test for subgroup differences: Not applicable

Analysis 3.41. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 41 Maternal severe anaemia at any time during
second and third trimester (Hb less than 70 g/L): SUBGROUP ANALYSIS by
anaemia status age at the start of supplementation.

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 41 Maternal severe anaemia at any time during second and third trimester (Hb
less than 70 g/L): SUBGROUP ANALYSIS by anaemia status age at the start of
supplementation
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no treat-
Study or subgroup iron supplements ment/placebo Risk Ratio Weight Risk Ratio
HRandom95% HRandom95%
n/N n/N Cl Cl

I Anaemic at start of supplementation

Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (iron supplements), 0 (no treatment/placebo)

Heterogeneity: not applicable

Test for overall effect: not applicable

2 Non-anaemic at start of supplementation

Cogswell 2003 o110 086 Not estimable
Eskeland 1997 024 0123 Not estimable
Harvey 2007 V3 o7 Not estimable
Hally 1955 0/94 ors5 Not estimable
Makrides 2003 20206 01205 R 494 % 498024, 10301 ]
Subtotal (95% CI) 440 376 —— 49.4 % 4.98 [ 0.24, 103.01]

Total events: 2 (iron supplements), 0 (no treatment/placebo)
Heterogeneity: not applicable
Test for overall effect: Z = 1.04 (P = 0:30)

3 Unspecified or mixed anaemic status at start of supplementation

Batu 1974 030 25 — 506 % 0.12[001,221]
Miman 1991 0/100 0/107 Not estimable
Subtotal (95% CI) 130 132 ——— 50.6 % 0.12[0.01, 2.21]

Total events: 0 (iron supplements), 3 (no treatment/placebo)

Heterogeneity: not applicable

Test for overall effect: Z = 1.43 (P = 0.15)

Total (95% CI) 570 508 T ————— 100.0 % 0.75 [ 0.02, 29.10 ]
Total events: 2 (iron supplements), 3 (no treatment/placebo)

Heterogeneity: Tau? = 4.65; Chi* = 302, df = | (P = 008); I* =67%

Test for overall effect: Z = 0.15 (P = 0.88)

Test for subgroup differences: Chi> = 3.02, df = | (P = 0.08), P =67%

001 01 1 10100

iron supplements no treatmentipiacebo

Analysis 3.42. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 42 Maternal severe anaemia at any time during
second and third trimester (Hb less than 70 g/L): SUBGROUP ANALYSIS by
dose of iron.

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 42 Maternal severe anaemia at any time during second and third trimester (Hb
less than 70 g/L): SUBGROUP ANALYSIS by dose of iron
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no treat-

Study or subgroup iron supplements ment/placebo Risk Ratio Weight Risk Ratio
HiRandom95% HRandom95%

N /N i cl

I Low daily dose (30 mg elemental iron or less)
Cogswell 2003 0110 0186 Not estimable
Eskeland 1997 024 o3 Not estimable
Malrides 2003 20206 0/205 — 494% 498024, 10301 ]
Subrtotal (95% CI) 340 314 T —— 49.4 % 4.98 [ 0.24, 103.01 ]

Total events: 2 (iron supplements), 0 (no treatment/placebo)

Heterogeneity: not applicable

Test for overall effect: Z = 1.04 (P = 0.30)

2 Medium daily dose (31 to 59 mg elemental iron)

Subtotal (95% CI) 0 1) Not estimable
Total events: 0 (iron supplements), O (no treatment/placebio)

Heterogeneity: not applicable

Test for overall effect: not applicable

3 Higher daily dose (60 mg elemental iron and above)

Batu 1976 w30 3025 — 506 % 0121001, 221]
Harvey 2007 06 or7 Not estimable
Holly 1955 094 [V Not estimable
Milman 1991 0100 o107 Not estimable
Subtotal (95% CI) 230 194 T —— 50.6 % 0.12 [ 0.01, 2.21 ]

Total events: 0 (iron supplements), 3 (no treatment/placebo)

Heterogeneity: not applicable

Test for overal effect: Z = 143 (P = 0.15)

Total (95% CI) 570 508 —— 100.0 % 0.75 [ 0.02, 29.10 ]
Total events: 2 (iron supplements), 3 (no treatment/placebo)

Heterogeneity: Tau? = 465; Chi? = 302, df = | (P = 008); P =67%

Test for overall effect: Z = 0.15 (P = 088)

Test for subgroup differences: Chi? = 302, df = | (P = 0.08), P =67%

0.01 0.l | 10 100

iron supplements 1o treatment/placebo

Analysis 3.43. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 43 Maternal severe anaemia at any time during
second and third trimester (Hb less than 70 g/L): SUBGROUP ANALYSIS by
malarial status of setting.

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 43 Maternal severe anaemia at any time during second and third trimester (Hb
less than 70 g/L): SUBGROUP ANALYSIS by malarial status of setting

Cochrane Database Syst Rev. Author manuscript.
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no treat-

Study or subgroup iron supplements ment/placebo Risk Ratic Weight Risk Ratio
M- M-
H,Random,5% HRandom,95%
N N [8] Cl
| Malarial setting
Batu 1976 030 3125 = 506 % 0.12[001,221]
Subtotal (95% CI) 30 25 ——— 50.6 % 0.12 [ 0.01,2.21 ]
Total events: 0 (iron supplements), 3 (no treatment/placebo)
Heterogeneity: not applicable
Test for overall effect: 7 = 143 (P = 0.15)
2 Non-malarial setting
Cogswell 2003 oo 086 Mot estimable
Eskeland 1957 024 023 Not estimable
Harvey 2007 06 o7 Mot estimable
Holly 1955 0/94 0/55 Mot estimable
Makrides 2003 21206 01205 — 494% 498[024,10301]
Milman 1991 0100 0107 Not estimable
Subtotal (95% CI) 540 483 e — 49.4 % 4.98 [ 0.24, 103.01 |

Total events: 2 {iron supplements), 0 (no treatment/placebo)

Heterogeneity: not applicable

Test for overall effect: 7 = 1.04 (P = 0.30)

Total (95% CI) 570 508 T ——— 100.0 % 0.75[0.02,29.10 |
Total events: 2 (iron supplements), 3 (no treatment/placebo)

Heterogeneity: Tau? = 465 Chi? = 302, df = | (P = 0.08): P =67%

Test for overall effect: Z = .15 (P = 0.88)

Test for subgroup differences: Chi2 = 302, df = | (P = 0,08, B =67%

00l al | 10100

iron supplements o reatment/placebo

Analysis 3.45. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 45 Infection during pregnancy (including
urinary tract infections) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 45 Infection during pregnancy (including urinary tract infections) (ALL)

no treat-

Study or subgroup iron supplements mentiplacebo Risk Ratio Weight Risk Ratio
H Random95% H Random95%
N N ci Ci

Hemminki 1991 6111336 56/1358 E 3 1000 % 116 (082 165 ]
Total (95% CI) 1336 1358 - 100.0 % 1.16 [ 0.82,1.65 ]
Total events: 64 (iron supplements), 56 {no treatment/placebo)
Heterogeneity: not applicable
Test for overall effect; Z = 084 (P = 040)
Test for subgroup diflerences: Not applicable

01 02 05 | 2 5 )

ron supplements o treatment/placeto
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Analysis 3.46. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 46 Very low birthweight (less than 1500 g)
(ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 46 Very low birthweight (less than 1500 g) (ALL)

Study or subgroup iron supplements ment/placebo Risk Ratio Weight
H Random 95%
n/N n/N Cl

Cogswell 2003 oniz 39 — 453 % 0.12[001,225]

Eskeland 1997 0128 026 Not estimable

Makrides 2003 2216 1214 — 547 % 198 [0.18, 2169 ]
Total (95% CI) 361 336 —— 100.0 % 0.55[0.03,9.07 |
Total events: 2 (iron supplements), 4 (no treatment/placebo)
Heter : 219, df = | (P = 0.14); P =54%
Test f | effect: Z = 042 (P = 0:48)

Test for subgroup differences: Not applicable:

001 0l | 0100

iran supplements o treatment/placeie

Analysis 3.47. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 47 Very premature birth (less than 34 weeks’
gestation) (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 47 Very premature birth (less than 34 weeks’ gestation) (ALL)

no treat-

Study or subgroup iron supplements ment/placebo Risk Ratio Weight Risk Ratio
HRandom?5% HRandomd5%
N WN c c
Eskeland 1997 o4 17 —— 150% 032[001,748]
Cogswell 2003 "7 59 —- 08% 0.16[002, 1381
Makrides 2003 nie 214 —— 523% 050009, 2681
Total (95% CI) 357 333 - 100.0 % 0.32[0.10, 1.09 ]
Test Il effect: Z = 1.82 (P = 0.069)
Test for subgroup differences: Not applicable
001 [ I [ 100
ron supplements o treatment/placebe
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Analysis 3.48. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 48 Infant Hb concentration in the first 6
months (in g/L, counting the last reported measure after birth within this
period) (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 48 Infant Hb concentration in the first 6 months (in g/L, counting the last reported
measure after birth within this period) (ALL)

no treat- Mean ean

Study or subgroup  iron supplements. ment/placebo Difference Weight Difference
N Mean(SD) N Mean(SD) IVRandom,95% Cl V,Random,95% CI

Makridies 2003 173 121 (9) 163 19 9 - 535% 200[ 007,393 ]
Preziosi 1957 99 105 (12) 98 loyy —E— 465% 5.00[-9.11,-089 ]
Total (95% CI) 272 261 e 100.0 % -1.25 [ -8.10,5.59]

Heterogeneity: Tau? = 21,82 Chi2 = 9.13,df = | (P = 0003); I2 =89%
Test for overall effect; Z = 0.36 (P = 0.72)
Test for subgroup differences: Not applicable

Analysis 3.49. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 49 Infant serum ferritin concentration in the
first 6 months (in pg/L, counting the last reported measure after birth within
this period) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 49 Infant serum ferritin concentration in the first 6 months (in p g/L, counting the
last reported measure after birth within this period) (ALL)

no treat- Mean Mean
Stucly or subgroup  iron supplement: ment/placeb Difference Weight Difference
N Mean(SD) N Mean(SD) IVRandom 5% Cl Random25% CI
Preziosi 1997 99 26027 98 15 (20) =] 1000 9% 11.00[437,17.63 ]
Total (95% CI) 29 98 [+ 100.0% 11.00 [ 4.37,17.63 ]
Heterogeneity: net applicable
Test 325 (P = 0001 1)
Test for subgroup differences: Not applicable
-100 50 Q 0 100
no treatmentiplacebo ifon supplements
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Analysis 3.50. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 50 Admission to special care unit (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 50 Admission to special care unit (ALL)

no treat-
Study or subgroup iron supplements mentiplacebo Risk Ratio Weight Risk Ratio

H Random5% H,RandomJ5%
Cl (

N /N Cl

Hermmin ki 1991 10071336 10741358 ] 1000 % 095 (073,123 ]
Meier 2003 058 053 Not estimable
1394 1411 - 100.0 % 0.95[0.73, 1.23 ]

nts), 107 (no treatment/placebo)

Test for subgroup differences: Not applicable

Analysis 3.51. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 51 Maternal anaemia at or near term (Hb less
than 110 g/L at 34 weeks’ gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 51 Maternal anaemia at or near term (Hb less than 110 g/L at 34 weeks’ gestation
or more) (ALL)
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no treat-

Study or subgroup iron supplements ment/placebo Risk Ratio Weight Risk Ratio
- M-
H Randam,95% HRandom,95%
N N cl al
Eskeland 1997 024 12 2% 006 [ 000,097 ]
Milman 1921 /100 154107 REE— 21% 0:03[ 000,057 ]
Puolakka 1980 016 8115 —_— 21% 007 [ 000, 1.18]
Chanarin 1971 1749 9146 E— 35% 0.10 [ 001,079 ]
Romslo 1983 1122 7123 I 35% GIS[002 112]
Holly 1955 1194 23155 — 36% 003[000,0.18]
Chisholm 1966 3/60 10760 | 67% 030009, 1.04]
De Benaze 198% 344 8125 —_ 67% 021 [008,0.73]
Pritchard 1958 674 2349 —-— 9.6% 0.17 [ 008,039 ]
Cogswell 2003 12/90 11162 " 10.1 % 075[0351.59]
Makrides 2003 141200 30193 - 11.4% 045 [ 025,082
Hemminki 1991 15/1336 56/1358 - 11.7% 027[0.15,048]
Batu 1976 1736 29134 - 132% 0.55[0.38, 080 ]
Preziosi 1997 41199 69198 - 138% 059[ 045,077
Total (95% CI) 2244 2146 - 100.0 % 0.29 [ 0.19, 0.45 ]
Total events: | 14 (iron supplements), 303 (no treatment/placebo)
Heterogeneity: Tau? = 0.34; Chi = 4483, df = 13 (P = 0.00002); ¥ =71%
Test for overall effect: Z = 5.58 (P < 0.00001}
Test for subgroup differences: Not applicable
o ol 1 10 1w
iren supplements o treatment/placebo

Analysis 3.52. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 52 Maternal iron deficiency at or near term (as
defined by trialists, based on any indicator of iron status at 34 weeks’
gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 52 Maternal iron deficiency at or near term (as defined by trialists, based on any
indicator of iron status at 34 weeks’ gestation or more) (ALL)

Cochrane Database Syst Rev. Author manuscript.



s1duosnuBIA Joyny sispund OINd edoin3 g

s1dLIOSNUBIA JouIny sispund DN 8doin3 g

Pefia-Rosas et al.

Study or subgroup iron supplements ment/placebo Risk Ratio Weight Risk Fatio

. o~ ' \mma%}s% H namm:j\: %5%
Preziosi 1997 3724 14720 = 89% 0.18[ 006, 053]
Milman 1991 463 31757 . 100 % 0.2 004,031 ]
Falahi 2010 770 22178 — 120% 0.35[ 0.16,0.78
Eskeland 997 15/99 49/98 - 155 % 030[0.18.050]
Cogswel 2003 26785 27r59 - 165 % 067 [ 044, 1.02]
Makrides 2003 65/1886 102176 = 185 % 060[ 048,076 ]
Tura 1989 671129 63/112 L] 185 % 092073, 1.17]
Total (95% CI) 656 600 - 100.0 % 0.43 [ 0.27, 0.66 |

Total events: 187 (iren supplements), 308 (no treatment/placebo)
Heterogeneity: Tau? = 0.26; Chi? = 41.09, df = 6 (P<0.00001); > =85%
Test for overall effect: Z = 3.78 (P = 0.00015)

Test for subgroup differences: Not applicable

s ol 100

iron supplerents i reatment/placebo

Analysis 3.53. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 53 Maternal iron-deficiency anaemia at or near
term (Hb less than 110 g/L and at least one additional laboratory indicators
at 34 weeks’ gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 53 Maternal iron-deficiency anaemia at or near term (Hb less than 110 g/L and at
least one additional laboratory indicators at 34 weeks’ gestation or more) (ALL)

no treat-
Study or subgroup iron supplements ment/placebo Risk Ratio Weight Risk Fatio
" o~ I \mmongrl)s% b \‘Rax\\‘lon\’\:‘%‘ﬁ‘.‘(,
Falahi 2010 70 78 Not estimable
Eskeland 1997 o4 621 — 58% 007 [000. 1.13]
Miman 1951 (5] 10/57 — 59% 004 000,0.72]
Makrides 2003 61198 20/185 - 276% 028[0.12.068]
Cogswell 2003 10/88 963 - 288% 080034, 184]
Tura 1989 9/129 23112 - 319% 034[0.16,070]
Total (95% CI) 572 516 - 100.0 % 0.33 [ 0.16, 0.69 |

Total events: 25 (iron supplements), 68 (no treatmentiplacebeo)
Heterogeneity: Tau? = 0.30; Chi2 = 7.77, df = 4 (P = 0.10); P =49%
(P = 0.0030)

Test for subgroup differences: Not applicable

Test for overall effect: 7

10l 110100 1000

supplements o treatment/placebo
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Analysis 3.54. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 54 Maternal Hb concentration at or near term
(in g/L, at 34 weeks’ gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 54 Maternal Hb concentration at or near term (in g/L, at 34 weeks’ gestation or
more) (ALL)

no treat Mean Mean
Study or subgroup  iron supplements ment/placebo Difference Weight Difference
N Mean(5D) N Mean(SD) IVRandom95% Cl IVRandom,95% CI
Van Eik 1978 15 13213 (11.27) 15 11279 (16.11) - 36% 1934939, 29.29 ]
Puolakka 1980 16 132(12) 15 @ - 48 % 2100 1356, 2844 ]
Wallenburg 1983 18 1289 (11.3) 20 1256(113) T 49% 3.30[ -390, 1050
Buytaert 1983 24 127219 (128) 21 124.07 (805) I 55% 322[-295939]
Cantlie 1971 15 124 (6) 12 110(9) - 56% 1400 [ 807, 19.93]
Batu 1974 0 113 (10) 2 97 (11) - 57% 1600 10.17,2183]
Romslo 1983 n 126 (8) 23 H13(10) - 60% 1300[772,1828]
De Benaze 198% 4 130 (10) 25 122 (10) - 62% 800309, 1291 ]
Eskeland 1997 24 1257 (7.8) 21 1128 (85) - 66% 1290872, 17.08 ]
Chanarin 1971 49 124 (9.8) 46 114 (95) - 67% 1000 [ 6.12, 1388 ]
Cogswell 2003 90 1214 (1039) 62 1217 (1048) * 70% 030[-368 308 ]
Falahi 2010 70 1232 (88) 78 1209 (79) " 73% 230[-041,501]
Makrides 2003 200 127 (13) 193 120 (12) - 74% 700 [4.53 947 ]
Milman 1991 99 1289 (8) 107 1189 (10) - 74% 1000[754,1246 ]
Tura 1989 129 121 (8) 12 119 (10) r 5% 200[-031,431)
Ziaei 2008 (1K} 1388 (4.5) 120 1278 (47) - 78% 11001982 12.18]
Total (95% CI) 959 892 ¢ 100.0% 8.95[6.37,11.53 ]
Heterogeneity: Tau? = 21.70; Chi2 = 134.32, df = 15 (P<0.00001); * =89%

Test for overal effect: Z = 681 (P < 000001}
Test for subgroup differences: Not applicable

Analysis 3.55. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 55 Maternal Hb concentration within 6 wk
postpartum (in g/L) (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 55 Maternal Hb concentration within 6 wk postpartum (in g/L) (ALL)
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No treat- Mean Mean

Study or subgroup iron supplements ment/placebo Difference Weight Difference

N Mean(SD) N Mean(SD) IVRandom,95% CI IVRandem,95% CI

Cantlie 1971 15 135 (12) 12 121 (15) - 49 % 1400 [ 356, 2444

Menendez 1994 (C) 83 104 (199) 82 99 (17.7) " 127% 500 [ -0.75,10.75 ]

Hanlin 1563 s 142 (139) 49 138(133) Id 173% 400051, 8517

Lee 2005 24 127 (10) 20 117 (4) - 179 % 1000 [ 563, 1437 ]

Wills 1947 88 1338 (1041) 5012425 (9.75) = 25% 955608, 1302 ]

Milman 1991 62 1342 (7) 59 1289 (1) o 247 % 530(221,839]

Total (95% CI) 387 272 M 100.0 % 7.26 [ 4.78, 9.74 ]

Heterogeneity: Tau? = 399, Chi* = 892, df = 5 (F = Q.1 1): IF =44%
Test for overall effect: Z = 574 (P < 0.00001)
Test for subgroup differences: Not applicable
400 S0 0 50 100
o treatment/placebo iron supplements

Analysis 3.56. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 56 Maternal high haemoglobin concentrations
during second or third trimester (Hb more than 130 g/L) (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 56 Maternal high haemoglobin concentrations during second or third trimester
(Hb more than 130 g/L) (ALL)

Study or subgroup iron supplements ment/placebo Risk Ratio Weight Risk Ratio
HRandom 5% HRandom 5%
n/N n/iN Cl Cl
Harvey 2007 or6 o7 Not estimable
Milman 1991 19/100 41107 —— 88% 508 [ 179, 1443 ]
Pritchard 1958 074 4149 — 95% 497 [ 1.87, 1322
Eskeland 1997 12/24 823 ™ 132% 144 (072,286 ]
Holly 1955 21194 15/55 - 150 % 062 [ 046, 145
Cogswell 2003 230110 18/86 * 154 % 100 [ 058, 173 ]
Makrides 2003 83/206 320205 - 183 % 258 1.80,3.70]
Hermminki 1991 14711336 88/1358 = 198% 170 132.219]
Total (95% CI) 1950 1890 hd 100.0 % 1.81[1.21,2.71]
Total events: 335 (iron supplements), 169 (no treatment/placebo)

Heterogeneity: Tau? = 0.20; Chi? 9, df = 6 (P = 000046 I* =75%

Test for overall effe

Test for subgroup differences: Not applicable

ool ol L]

ren supplements no trestmentiplacebe

Analysis 3.57. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 57 Maternal high haemoglobin concentrations
at or near term (Hb more than 130 g/L at 34 weeks’ gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy

Cochrane Database Syst Rev. Author manuscript.
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Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 57 Maternal high haemoglobin concentrations at or near term (Hb more than 130
g/L at 34 weeks’ gestation or more) (ALL)

no treat-

Study or subgroup iron supplements ment/placebo Risk Ratio Weight Risk Ratio
M- M-
H,Random,95% H,Rand
N /N cl
Chisholm 196 3460 0450 26% 700037, 13266
Cogswell 2003 050 12482 — 28% 0.03[ 000, 045 ]
Eskefand 1997 8/24 2] | 29% 1496 [ 092, 24455 ]
Milman 1991 30/100 31107 - 2% 1070[ 337, 3396 ]
Pritchard 1958 3074 4449 - 136% 497[187,1322]
Holly 1955 46194 6/55 - 167 % 449 [ 205,981 ]
Makrides 2003 82/200 291193 = 345 % 273[1.88,397]
Hemminki 1991 16001336 52/1358 . 257 % 3.13[231.424)
Total (95% CI) 1978 1905 hd 100.0 % 3.67 [2.23,6.04]
Total events: 359 (iron supplements), 105 (no treatmentiplacebo)
Heterogeneity: Tau? = 0.23; Chi2 = 12,09, df = 7 (P = 0.01): I =63%
Test for overall effect: Z = 511 (P < 000001)
Test for subgroup differences: Not applicable
ele] 1ol I 0 100
iron supplements no treatment/placebo

Analysis 3.58. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 58 Moderate anaemia at postpartum (Hb more
than 80 g/L and less than 110 g/L) (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 58 Moderate anaemia at postpartum (Hb more than 80 g/L and less than 110 g/L)
(ALL)

o treat-

Study or subgroup iron supplements ment/placebo Risk Ratio Weight Risk Ratio
- M
H Random,95%
n/N n/N Cl

Batu 1976 025 35 L 520% 009 [ 000, 1.59 ]

Eskeland 1997 024 023 Not estimable

Makrides 2003 14189 0177 L 480 % 281[0.12,6854 ]
Total (95% CI) 238 215 —— 100.0 % 0.46 [ 0.02, 13.91 ]
Total events: | (iron supplements), 3 (no treatment/placebo)
Heterogeneity: Tau® = 3.60; Chi* = 249, df = | (P =0.11); I* =60%
Test for overall effect: 7 = 0.44 (P = 0.66)
Test for subgroup differences: Nat applicable

00 Ql 10 00
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Analysis 3.59. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 59 Maternal severe anaemia at or near term
(Hb less than 70 g/L at 34 weeks’ gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 59 Maternal severe anaemia at or near term (Hb less than 70 g/L at 34 weeks’
gestation or more) (ALL)

syduiosnuelA Joyiny sispun4 JINd adoin3 ¢

no treat-
Study or subgroup iron supplements mentiplacebo Risk Ratio Weight Risk Ratio
M- M
H,Random95% H.Random95%
N /N i Ci
Batu 1976 0730 3025 — 506 % 042[001,221]
Cogswell 2003 090 0/62 Not estimable
Eskeland 1997 024 021 Not estimable
Holly 1955 0194 0/55 Not estimable
Makrides 2003 2200 0193 — 494 % 4.83[0.23,99.88 )
Milman 1991 o100 /107 Not estimable
Romslo 1983 o2 0723 Not estimable
Total (95% CI) 560 486 ———— 100.0 % 0.74 [ 0.02, 27.81]
Total events: 2 (iron supplements). 3 (no treatment/placebo)
Heteroger w? = 453 Chi2 = 297, df = | (P = 0.08); P =66%

Test for overall effe 6 (P =087)

Test for subgroup differences: Not applicable

Analysis 3.60. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 60 Severe anaemia at postpartum (Hb less
than 80 g/L) (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 60 Severe anaemia at postpartum (Hb less than 80 g/L) (ALL)

syduosnuelA Joyiny sispund DA @doing ¢
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no treat-

Study or subgroup iron supplements mentiplacebo Risk Ratio Weight Risk Ratio
- M-
HRandom5% HRandom,95%
N /N Cl Cl
Batu 1976 025 /15 Not estimable
Corrigan 1936 /100 241100 — 1000 % 002[000,033]
Eskeland 1997 024 023 Not estimable
Holly 1955 0191 0/55 Not estimable:
Makrides 2003 07189 0177 Not estimable
Milman 1991 0153 057 Not estimable
Puolakka 1980 ole 0115 Not estimable
Total (95% CI) 511 442 —_— 100.0 % 0.02 [ 0.00, 0.33 |
Total events: O (jron supplements), 24 (o treatment/placebo)
Heterogeneity: not applicable
Test for overall effect: Z = 274 (P = 0.0062)
Test for subgroup differences: Not applicable
ol I 0
iron supplements o treatment/placebo

Analysis 3.61. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 61 Puerperal infection (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 61 Puerperal infection (ALL)

no treat-

Studly or subgroup iron supplements mentplacebo Risk Ratio Weight Risk Ratio
HRandom95% HRandom95%
niN /N Cl Cl

Chan 2009 (1) 254413 400437 - 898% 066 [ 041, 1.07 ]

Willoughby 1567 3736 51706 e 10.2% 058[0.14,240]
Toral (95% CI) 1149 1143 - 100.0 % 0.65 [ 0.41, 1.03 ]
Total events: 28 (iron supplements), 45 (no treatment/placebo)
Heterogeneity: Tau? = 00; Chi2 = 003, df = | (P = 0.86) P =0.0%
Test for overall effect: Z = 1.84 (P = 0.066)
Test for subgroup differences: Not applicable:

0l 0z 05 | 2 5 o
iron supplements o treatmentiplacebo

(1) Described as infections in hospital

Analysis 3.62. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 62 Antepartum haemorrhage (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 62 Antepartum haemorrhage (ALL)
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no treat-

Study or subgroup iron supplements ment/placebo Risk Ratio Weight Risk Ratio
HRandoms5% HRandom,95%
n/N n/N Cl Cl

Makrides 2003 1216 0214 —a— 1000 % 297 [0.12, 7256 ]
Total (95% CI) 216 214 —— 100.0 % 2.97[0.12,72.56 |
Total events: | (iron supplements), 0 (no treatment/placebo)
Heterogeneity: not applicable
Test for overall effect: Z = 067 (P = 0.50)
Test for subgroup differences: Not applicable:

00! X} 10 a0
ron supplements no treatment/placebo

Analysis 3.63. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 63 Postpartum haemorrhage (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 63 Postpartum haemorrhage (ALL)

no treat-
Study or subgroup iron supplements ment/placebo Risk Ratio Weight Risk Ratior
M- M-
HRandam,95% HRandom5%
n/N nN Cl <l
Eskeland 1997 1724 1123 32% 096 [ 0.06, 1443 ]
Wills 1947 260260 261210 n 905 % 081 [048, 135]
Ziaci 2008 2122 W2 —— 63% 100 0.14, 6391
Total (95% CI) 406 355 -* 100.0 % 0.82[0.51,1.34 ]
Total events: 29 (iron supplements), 29 (1o treatment/placebo)
Heterogeneity: Tau? = 0.0; Chi2 = 0.06, df = 2 (P = 0.97); B =0.0%
Test for overal effect: Z = 0.78 (P = 043)
Test for subgroup differences: Not applicable:
o.001001 01 I 0 100 1000
iron supplements no treatment/placebo

Analysis 3.64. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 64 Transfusion provided (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 64 Transfusion provided (ALL)
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no treat-

Study or subgroup iron supplements ment/placebo Risk Ratio Weight Risk Ratio
- M-
H.Random95% H.Random95%
N /N cl
Hemminki 1991 2711336 46/1358 | 978% 060[0.37,095]
Puolakia 1980 016 116 _—T 22% 033[001,762]
Total (95% CI) 1352 1374 - 100.0 % 0.59 [ 0.37, 0.94 ]

Total events: 27 (iron supplements), 47 (ne treatment/placebo)
Heterogeneity: Tau? = 00; Chi2 = 013, df = | (P = 0.72); I =0.0%
Test for overall effect: Z = 224 (P = 0.025)

Test for subgroup differences: Not appiicable

00l 0l | 10

iron supplemerts o reatment/placebo

Analysis 3.65. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 65 Diarrhoea (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 65 Diarrhoea (ALL)

Study or subgroup iron supplements ment/placebo Risk Ratio Weight Risk Ratio

- M-
H Random95% H Random,95%
N N 8] a
Paintin 1966 2116 1157 —— 1000 % 098009, 1061 1
Total (95% CI) 116 57 T——— 100.0 % 0.98 [ 0.09, 10.61 ]

Total events: 2 (iron supplements), | (no treatment/placebo)
Heterogeneity: ot applicable

Test for overall effect: Z = 0.01 (P = 0.99)

Test for subgroup differences: Not applicable

Analysis 3.66. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 66 Constipation (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 66 Constipation (ALL)
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no treat-

Study or subgroup iron supplements mentplacebo Risk Ratio Weight Risk Ratio
- M-
H Random,5% H Random.95%
/N /N Cl Cl
Makrides 2003 180204 121203 - 706% 149 [0.74, 302 ]
Paintin 1966 [ARES 57 o 294% 0.25[002. 265
Total (95% CI) 320 260 —— 100.0 % 0.88 [ 0.18, 4.40 ]
Total events: % (iron supplements), 14 (no treatment/placebo)
Heterogeneity: Tau? = 083; Chi? = 203, df = | (P = 0.15); P =51%
Test for overall effect: Z = 0,16 (P = 087)
Test for subgroup differences; Not applicable
0wl ol 010
iran supplements no treatment/placebo

Analysis 3.67. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 67 Nausea (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 67 Nausea (ALL)

no treat-
Study or subgroup iron supplements ment/placebo Risk Ratio Weight Risk Ratio
H,Random,95% H.Random.,95%
n/N N ] o]
Hood 1960 12745 024 T 211 % 1359 [084,21998 ]
Makrides 2003 517204 45/204 u 594 % 113 [080, 161 ]
Paintin 1966 3116 057 - 19.5 % 347 [0.18, 6606 ]
Total (95% CI) 365 285 - 100.0 % 2.38 [ 0.49, 11.52 |
Total events: 66 (iron supplements), 45 (no treatmentplacebe)
Heterogeneity: Tau? = 1.04; Chi? = 394, df = 2 (P = 0,14}, B =49%
Test for overall effect: Z = 1.08 (P = 0.28)
Test for subgroup differences: Not applicable
0001 001 0 10100 1000
ion supplements  no treatment/placebo

Analysis 3.68. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 68 Heartburn (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 68 Heartburn (ALL)
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no treat-

Study or subgroup iron supplements ment/placebo Risk Ratio Weight Risk Ratio
HRandom95% HRandom95%
N niN Cl Cl

Makrides 2003 1007204 1007204 [ ] 1000 % 100 [ 082, 122]
Total (95% CI) 204 204 * 100.0 % 1.00 [ 0.82, 1.22 ]
Total events: 100 (iron supplements), 100 (no treatment/placeto)
Heterogeneity: not applicable
Test for overall effect: Z = 0.0 (P = 1.0)
Test for subgroup differences: Not applicable

0l 02 05 I 2 5 10
ronsupplements o treatment/picebo

Analysis 3.69. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 69 Vomiting (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 69 Vomiting (ALL)

no treat-
Study or subgroup iron supplements mentiplacebo Risk Ratio Weight Risk Ratio
t \‘Rand(rm:)ﬁ% H, Random:/‘%%
n/N N Cl Cl
Hood 1960 3/45 024 R e — 80 % 380[0.20,70.74 ]
Makrides 2003 211204 271104 ] 920% 0781045, 133 ]
Total (95% CI) 249 228 - 100.0 % 0.88 [ 0.38,2.07 ]

Total events: 24 (iron supplements), 27 {no treatment/placebo)
Heterogeneity: Tau = 0.13; Chi2 = 111, df = | (P =029 =10%
Test for overall effect: Z = 0.28 (F = 0.78)

Test for subgroup differences: Not applicable

ol ol 0100

iron supplements o treatment/placebo

Analysis 3.70. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 70 Maternal wellbeing/satisfaction (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 70 Maternal wellbeing/satisfaction (ALL)
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no treat-
Study or subgroup iron supplements mentiplacebo Risk Ratio Weight Risk Ratio
H Random95% H Random95%
N /N ] Cl
Eskeland 1997 2124 24025 - 199% 091 [ 077, 108]
Hemminki 1991 1196/1280 1169/1275 ] 80.1 % 102 [ 1.00, 104 ]
Total (95% CI) 1304 1300 t 100.0 % 1.00 [ 0.91, 1.09 ]
Total events: 1217 {iron supplements), 1193 (no treatmentiplacebo)
Heterogeneity: Tau? = 0.00; Chi? = 1.61,df = | (F = 0.20); P =38%
Test for overall effect: Z = 0.07 (P = 0.94)
Test for subgroup differences: Not applicable
0102 05 1 2 5 10
iron supplements o treatmentplacebo

Analysis 3.71. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 71 Placental abruption (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 71 Placental abruption (ALL)

no treat-

Study or subgroup iron supplements mentfplacebo Risk Ratio Weight Risk Ratio
H.Random,95% HRandom,95%
N N Cl Cl

Willoughby 1967 11736 0706 —a— 1000 % 288(0.12. 7053 ]
Total (95% CI) 736 706 T —— 100.0 % 2.88 [ 0.12,70.53 |
Total events: | (iron supplements), 0 (no treatment/placebo)
Heterogeneity: not applicable
Test for overall effect: 7 = 065 (P = 0.52)
Test for subgroup differences: Not applicable

001 0. 00
on supplernents. no treatment/placebo

Analysis 3.73. Comparison 3 Supplementation with iron alone versus no
treatment/placebo, Outcome 73 Pre-eclampsia (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 3 Supplementation with iron alone versus no treatment/placebo

Outcome: 73 Pre-eclampsia (ALL)
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o treat-

Study or subgroup iron supplements mentiplacebo Risk Ratio Weight Risk Ratio
HRandom95% HRandom95%
N N 5] cl

Eskeland 1997 1124 1123 —— 1000 % 096 [ 0.06, 1443 ]
Total (95% CI) 24 23 ———— 100.0 % 0.96 [ 0.06, 14.43 |
Total events: | (iron supplements), | (no treatment/placebo)
Heterogeneity. not applicable
Test for overall effect 7 = D03 (P = 0.98)
Test for subgroup differences: Not appiicable

0.01 Ql 10 00
plemert treatment/pacebo

Analysis 4.1. Comparison 4 Supplementation with iron+folic acid versus no
treatment/placebo, Outcome 1 Low birthweight (less than 2500 g) (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 1 Low birthweight (less than 2500 g) (ALL)

no treat-
Study or subgroup. iron#falic acid suppl mentiplacebo. Risk Ratio Weight Risk Ratio
HRandom95%. H Random95%
N niN cl cl
Christian 2003 (C) 2180635 262678 | | 854% 082 (071,095 ]
Taylor 1982 224 0124 146 % 500025, 9896 ]
Total (95% CI) 659 652 e 100.0 % 1.07 [0.31, 3.74 ]
Total events: 220 (iron-+Holic acid suppl), 262 (no treatment/placebo)
Heterogeneity: Tau? = 047; Chi = 141 | (P=024%F =29%

Test for overal effect: Z = 0.1 1 (P =091
Test for subgroup differences: Not applicable

Analysis 4.2. Comparison 4 Supplementation with iron+folic acid versus no
treatment/placebo, Outcome 2 Birthweight (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 2 Birthweight (ALL)
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ne treat Mean Mean

Study or subgroup  iron+olic acid suppl ment/placebo Difference Weight Difference

N Mean(SD) N Mean(SD) IV,Random?5% CI VRandom,95% C1

Christian 2003 (C} 635 2652 (436) 685 2587 (445) ] 925 % 65.00 [ 1746, 11254]

Taylor 1982 21 3470 (365) 24 3502 (232) - 75% -3200[-21362, 149.62 ]

Total (95% CI) 656 709 * 100.0 % 57.73 [ 7.66, 107.79 |
Heterc - Tau? = 11692, Chi2 = 1.03,df = | (P =031); > =2%

Test fi 7 =226 (P = 0.024)

Test for subgroup differences: Nat applicable

-l000 500 0 500 1000

treatment/placebo ran+folic acid supp

Analysis 4.3. Comparison 4 Supplementation with iron+folic acid versus no
treatment/placebo, Outcome 3 Premature birth (less than 37 weeks of
gestation) (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 3 Premature birth (less than 37 weeks of gestation) (ALL)

o treat-
Study or subgroup iron+folic acid suppl ment/placebo Risk Ratio Weight Risk Ratio
- M-

H Random,95%
/N /N i

Christian 2003 (C) 146/633 140/685 u 827% 113092, 139]
Lee 2005 o o130 Not estimable
Taylor 1982 3124 0124 T 173% 7.00[0.38, 12861 ]
Total (95% CI) 768 729 Bl 100.0 % 1.55 [ 0.40, 6.00 ]

Total events: 149 (iren-+olic acid suppl), 140 (no treatment/placebo)

! Chit = 151, df = | (P =022) I =34%
(P=053)

p differences: Not applicable

Analysis 4.4. Comparison 4 Supplementation with iron+folic acid versus no
treatment/placebo, Outcome 4 Premature birth (less than 37 weeks of
gestation): SUBGROUP ANALYSIS by gestational age at the start of
supplementation.

Review: Daily oral iron supplementation during pregnancy
Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 4 Premature birth (less than 37 weeks of gestation): SUBGROUP ANALYSIS by
gestational age at the start of supplementation
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no treat
Study or subgroup iron-+folic acid supp! ment/placebo Risk Ratio Weight Risk Ratio
H Random 95% HRandom95%
N N cl d

| Early gestational age (less than 20 weeks of gestation or pre-pregnancy) at start of supplementation

Christian 2003 (C) 146/633 1404685 u 827% 1131092, 139]
Taylar 1982 4 0124 _— 173% 700038, 12861 ]
Subtotal (95% CI) 657 709 - 100.0 % 1.55 [ 0.40, 6.00 |

Total events: 149 (iron-+Holic acid suppl), 140 (no treatment/placebo)

2= 151, df = 1 (P =022 P =34%

63 (P =053)

2 Late gestational age (20 weeks or more of gestation) at start of supplementation

Subtotal (95% CI) 0 ] Not estimable

Total events: 0 (iron +folic acid suppl), 0 (no treatment/placebo)

Heterogeneity: Tau?

Test for overall effect: Z

Heterogeneity: not applicable
Test for overal effect: not applicable
3 Unspecified or mixed gestational age at start of supplementation
Lee 2005 024 020 Not estimable

Subtotal (95% CI) 24 20 Not estimable
Total events: 0 (jron +Holic acid suppl), 0 (no treatment/placebo)

Heterogeneity: not applicable:

Test for overall effect: not applicable

Total (95% CI) 681 729 - 100.0 % 1.55 [ 0.40, 6.00 ]
Total events: 149 (iron +olic acid suppl), 140 (no treatment/placebo)
Heterogeneity: Tau? = 0.57; Chi? = 151, df = 1 (P = 022); P =34%

Test for overall effect: Z = 0.63 (P = 0.53)

Test for subgroup differences: Not applicable

0001001 01 1 10 100 1000

ron+folic acid suppl o treatment/placebo

Analysis 4.5. Comparison 4 Supplementation with iron+folic acid versus no
treatment/placebo, Outcome 5 Premature birth (less than 37 weeks of
gestation): SUBGROUP ANALYSIS by anaemia status at the start of
supplementation.

Review: Daily oral iron supplementation during pregnancy
Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 5 Premature birth (less than 37 weeks of gestation): SUBGROUP ANALYSIS by
anaemia status at the start of supplementation

Cochrane Database Syst Rev. Author manuscript.
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no treat-
Study o subgroup iron+folic acid suppl ment/placebo Risk Ratio Weight Risk Ratio
H Random 95%
i N cl

| Anaemic at start of supplementation

Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (jron +olic acid suppl), 0 (no treatment/placebio)

Heterogeneity: not applicable

Test for overall effect: not applicable

2 Nan-anaemic at start of supplementation

Subtotal (95% CI) 0 o Not estimable
Total events: 0 (jron+Holic acid suppl). 0 (o treatment/placebo)

Heterogeneity: not applicable

Test for overall effect: not applicable

3 Unspecified or mixed anaemic status at start of supplementation

Christian 2003 (C) 146633 1407685 u 827 % 113[092139]
Lee 2005 o 0020 Not estimable
Taylor 1982 314 024 T 173% 7.00[038, 12861]
Subtotal (95% CI) 768 729 bl 100.0 % 1.55 [ 0.40, 6.00 |
Total events: 142 (ren+olic acid suppl, 140 (no treatment/placeba)
Heterogeneity: Ta? = 057 Chi? = 151, df = | (P = 022); P =34%
Test for overall effect: Z = 063 (P = 053)
Total (95% CI) 768 729 l 100.0 % 1.55 [ 0.40, 6.00 ]

Total events: 149 (iren-+olic acid suppl), 140 (no treatment/placebo)
Heterogeneity: Tau? = 057, Chi2 = | 51, df = | (P =022); ¥ =34%
Test for overall effect: Z = 0.63 (P = 0.53)

Test for subgroup differences: Not applicable

0001001 01 110 100 1000

ontlolic acid suppl  no treatr

Analysis 4.6. Comparison 4 Supplementation with iron+folic acid versus no
treatment/placebo, Outcome 6 Premature birth (less than 37 weeks of
gestation): SUBGROUP ANALYSIS by dose of iron.

Review: Daily oral iron supplementation during pregnancy
Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 6 Premature birth (less than 37 weeks of gestation): SUBGROUP ANALYSIS by
dose of iron

Cochrane Database Syst Rev. Author manuscript.
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no treat-
Study or subgroup iron+folic acid suppl ment/placebo Risk Ratio Weight Risk Ratio
HRandom95%
n/N n/N Cl
I Low daily dose (30 mg elemental iron or less)
Lee 2005 o 0120 Not estimable
Subtotal (95% CI) 111 20 Not estimable

Total events: D (iron-+olie acid suppl), 0 (no treatmentiplacebo)

Heterogeneity: not applicable

Test for overall effect: not applicable

2 Medium daily dose (31 to 59 mg elemental iron)

Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (iron +folic acid suppl). 0 (no treatment/placebo)

Heterogenefty: not applicable

Test for overall effect: not applicable

3 Higher daily dose (60 mg elemental iron and above)

Christian 2003 (C) 146633 1401685 n 827 % 113[092.139]
Talor 1982 24 024 - 173% 700[038, 12861 ]
Subtotal (95% CI) 657 709 - 100.0 % 1.55 [ 0.40, 6.00 ]

Total events: 149 (iron-+felic acid suppl), 140 (no treatment/placebo)

Heterogeneity: Tau® = 0.57; Chi? = 151, df = | (P = 022); ! =34%

Test for overall effect: Z = 0.63 (P = 0.53)

Total (95% CI) 768 729 - 100.0 % 1.55 [ 0.40, 6.00 ]
Total events: 149 (iron-+olic acid suppl), 140 (no treatment/placebo)

df = | (P=022); 1> =34%

Heterogeneity: Tau? = 0.57; Chi?
Test for overal| effect: Z = 0.63 (P = 0.53

Test for subgroup differences: Not applicable

0001001 01 110 100 1000

ontolic acid suppl o treat

s1duosnuBIA Joyny sispund OINd edoin3 g

Analysis 4.7. Comparison 4 Supplementation with iron+folic acid versus no
treatment/placebo, Outcome 7 Premature birth (less than 37 weeks of
gestation): SUBGROUP ANALYSIS by malarial status of setting.

Review: Daily oral iron supplementation during pregnancy
Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 7 Premature birth (less than 37 weeks of gestation): SUBGROUP ANALYSIS by
malarial status of setting

s1dLIOSNUBIA JouIny sispund DN 8doin3 g
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no treat-
Study or subgroup iron-+folic acid suppl ment/placebo Risk Ratio Weight Risk Ratio
M. M
H Random35% HRandom,95%
n/N n/N Cl Cl

| Malarial setting

Christian 2003 (C) 1461633 140/685 | | 827% 113[092.139]
Lee 2005 o 020 Not estimable
Subtotal (95% CI) 744 705 t 82.7 % 1.13[092,1.39]

Tetal events: |46 (ron+olic acid suppl), 140 (no treatment/placebo)
Heterogeneity: not applicable
Test for overal effect: Z = 116 (P = 0.25)
2 Non-malarial setting
Taylor 1982 324 024 T 173% TRO[038 12861 ]

Subtoral (95% CI) 24 24 —|—— 17.3 % 7.00 [ 0.38, 128.61 ]
Total events: 3 (iron-+olic acid suppl), 0 (no treatment/placebo)

Heterogeneity: not applicable

Test for overall effect: Z = 1.31 (P = 0.19)

Total (95% CI) 768 729 - 100.0 % 1.55 [ 0.40, 6.00 ]
Total events: 149 (iron-+felic acid suppl), 140 (no treatment/placebo)

151, df = | (P=022); 1* =34%

Test for overall effect: Z = 0.63 (P = 0.53)

Test for subgroup differences: ChiZ = 150, df = | (P = 022), F =33%

Heterogeneity: Tau? = 0.57; Chi?

0001001 0. 10100 1000

irom+oli acid suppl  no treatmentiplacede

Analysis 4.8. Comparison 4 Supplementation with iron+folic acid versus no
treatment/placebo, Outcome 8 Neonatal death (within 28 days after
delivery) (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 8 Neonatal death (within 28 days after delivery) (ALL)

o treat-

Study or subgroup iron-+folic acid suppl ment/placebo Risk Ratio Weight Risk Ratio
HRandom5% HRandom 95%

niN n/N Cl Cl

Barton 1994 1/53 0r44 A 22% 250[0.10,59.88]

Christian 2003 (C) W72 40/876 | 978% 079049, 127]

Taylor 1982 024 /24 Not estimable

Total (95% CI) 849 944 - 100.0 % 0.81[0.51,1.30 ]

Total events: 29 (iran+Holic acid suppl), 40 (no treatment/placebo)
Heterogeneity: Tau? = 00; Chi2 = 049, df = | (P = 0.48); P =0.0%

Test for overall effect: 7 = 0.86 (P = 039)

Test for subgroup differences: Not applicable

Analysis 4.9. Comparison 4 Supplementation with iron+folic acid versus no
treatment/placebo, Outcome 9 Neonatal death (within 28 days after

Cochrane Database Syst Rev. Author manuscript.
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delivery): SUBGROUP ANALYSIS by gestational age at start of
supplementation.

Review: Daily oral iron supplementation during pregnancy
Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 9 Neonatal death (within 28 days after delivery): SUBGROUP ANALYSIS by
gestational age at start of supplementation

no treat-
Study or subgroup iron Holic acid suppl ment/placebo Risk Ratio Weight Risk Ratio
H Random95% HRandom5%
N N & al

| Early gestational age (Jess than 20 weeks of gestation or pre-pregnancy) at start of supplementition

Barton 1994 1153 044 - 2% 250 [0.10, 59:88
Christian 2003 (C) 281772 40/876 - 978% 079[049.127]
Taylor 1982 o4 024 Not estimable

Subtotal (95% CI) 849 944 —— 100.0 % 0.81[0.51,1.30]

Total events: 29 (iron-+olic acid suppl), 40 (no treatment/placebo)

Heterogeneity: Tau? = 00; Chi2 = 049, df = | (P = 0.48); > =0.0%

Test for overall effect: Z = 0.86 (P = 0.39)

2 Late gestational age (20 weeks or more of gestation) at start of supplementation

Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (iron +alic acid suppl), 0 (o treatment/placebo)

Heterogeneity: not applicable

Test for overall effect: not applicable

3 Unspecified or mixed gestational age at start of supplementation

Subtotal (95% CI) 0 o Not estimable
Total events: 0 (jron +olic acid suppl), 0 (no treatment/placebo)

Heterogeneity: not applicable:

Test for overall effect: not applicable

Total (95% CI) 849 944 - 100.0 % 0.81 [ 0.51, 1.30]
Total events: 29 (iron+folic acid suppl), 40 (no treatment/placebe)

Heterogeneity: Tau? = 0.0; Chi2 = 049, df = | (P = 0.48); 2 =00%

Test for overal effect: Z = 0.86 (P = 0.39)

Test for subgroup differences: Not applicable:

ol 02 05 | 2 5 10

rontolc acdsuppl o treamentjphcebo

Analysis 4.10. Comparison 4 Supplementation with iron+folic acid versus
no treatment/placebo, Outcome 10 Neonatal death (within 28 days after
delivery): SUBGROUP ANALYSIS by anaemia status at start of
supplementation.

Review: Daily oral iron supplementation during pregnancy
Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 10 Neonatal death (within 28 days after delivery): SUBGROUP ANALYSIS by
anaemia status at start of supplementation

Cochrane Database Syst Rev. Author manuscript.
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no treat
Study er subgroup iron+olic acid suppl ment/placebo Risk Ratio Weight Risk Ratio
H,Random,95% H,Random,35%
n/N n/N o] Cl

| Anaernic at start of supplementation
Subtotal (95% CI) 0 0 Not estimable
Total events: O (iron-+Halic acid suppl), 0 (o treatrent/placebo)
Heterogeneity: not applicable
Test for overall effect: not applicable
2 Non-anaemic at start of supplementation
Barton 1994 1153 0/44 - 22% 250[0.10,5988 ]

Subtotal (95% CI) 53 44 T ———— 22% 2.50 [0.10, 59.88 ]
Total events: | (iron+folic acid suppl), 0 (no treatment/placeba)

Heterogeneity: not applicable

Test for overall effect: Z = 0.57 (P = 0.57)

3 Unspecified or mixed anaemic status at start of supplementation

Christian 2003 (C) /772 40876 B 978% 079 (049, 127]
Taylor 1982 o4 024 Not estimable
Subtotal (95% CI) 796 900 - 97.8 % 0.79 [0.49, 1.27 ]

Total events: 28 (iron +olic acid suppl), 40 (no treatment/placebo)

Heterogeneity: not applicable

Test for overall effect: Z = 095 (P = 0.34)

Total (95% CI) 849 944 el 100.0 % 0.81[051,1.30]
Total events: 29 {iron+Holic acid suppl), 40 (no treatment/placebo)

Heterogeneity. Tau® = 0.0; Chi® = 049, df = | (P = 0.48); * =00%

Test for overall effect: Z = 0.86 (P = 0.3%)

Test for subgroup differences: Chi? = 0.49, df = | (P = 0.48), P =0.0%

ol 02 05 2 5 10

iron+olic acid suppl no treatmentiplacebo

s1duosnuBIA Joyny sispund OINd edoin3 g

Analysis 4.11. Comparison 4 Supplementation with iron+folic acid versus
no treatment/placebo, Outcome 11 Neonatal death (within 28 days after
delivery): SUBGROUP ANALYSIS by dose of iron.

Review: Daily oral iron supplementation during pregnancy
Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 11 Neonatal death (within 28 days after delivery): SUBGROUP ANALYSIS by
dose of iron

s1dLIOSNUBIA JouIny sispund DN 8doin3 g
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no treat-

Study or subgroup iron-+olic acid supp! ment/placebo Risk Ratio Weight Risk Ratio
H Random95% HRandom 95%
N N a a

I Low daily dose (30 mg elemental iron or less)

Subtotal (95% CI) 0 0 Not estimable

Total events: 0 (iron+folic acid suppl), 0 (no treatment/placebo)

Heterogeneity: not applicable

fest for overall effect: not appiicable

2 Medium daily dose (31 to 5% mg elemental iron)

Subtotal (95% CI) (1} 0 Not estimable

Total events: 0 (iron+folic acid suppl), 0 (no treatment/placebo)

Heterogeneity: not applicable

Test for overall effect: not applicable

3 Higher daily dose (60 mg elemental iron and above)
Barton 1994 1453 ord _— 2% 250[0.10, 59.88 ]
Christian 2003 (C) 28I772 01876 B 978% 079049, 127]
Taylor 1982 024 o4 Not estimable

Subtotal (95% CI) 849 944 - 100.0 % 0.81[0.51,1.30]

Total events: 29 (ron+olic acid suppl), 40 (no treatment/placebo)

Heterogeneity: Tau® = 0.0; Chi* = 049, df = | (P = 0.48); ¥ =0.0%

Test for overall effect: Z = 086 (P = 039)

Total (95% CI) 849 944 - 100.0 %
Total events: 29 (ron+olic acid suppl), 40 (no treatment/placebo)

=049, df = | (P =048) ¥ =0.0%

Test for overall effect: Z = 0:86 (P = 0.39)

Test for subgroup differences: Not applicable

Heterogeneity: Tau? = 0.;

0.81[0.51, 1.30 ]

0102 05 | 2 5 10

irontiolc acd suppl o treatmentiplacebo
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Analysis 4.12. Comparison 4 Supplementation with

iron+folic acid versus

no treatment/placebo, Outcome 12 Neonatal death (within 28 days after
delivery): SUBGROUP ANALYSIS by malarial status of setting.

Review: Daily oral iron supplementation during pregnancy

malarial status of setting

s1dLIOSNUBIA JouIny sispund DN 8doin3 g

Cochrane Database Syst Rev. Author manuscript.
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no treat
Study or subgroup iron+folic acid suppl ment/placebo Risk Ratio Weight Risk Ratio
- M-

H,Random/95% H.Random/%5%
n/N niN cl Cl

| Malarial setting

Christian 2003 {C) 81772 401876 - 97.8% 079 (049, 1.27]
Subtotal (95% CI) 772 876 - 97.8 % 0.79 [ 0.49,1.27 ]
Total events: 28 (iron+olic acid suppl), 40 (no treatment/placebo)

Heterogeneity: not applicable
Test for overal effect: Z = 095 (P = 0.34)
2 Non-malarial setting

Barton 1994 1153 044 —_— 22% 250 [ 010, 59.88 ]

Taylor 1982 024 0124 Not estimable
Subtotal (95% CI) 77 68 T — 22% 2.50[0.10,59.88 ]
Total events: | (jron-+folic acid suppi). 0 (no treatment/placebo)

Heterogeneity: not applicable

Test for overall effect: Z = D57 (P = 0.57)

Total (95% CI) 849 944 - 100.0 % 0.81 [0.51,1.30 ]
Total events: 29 (iron-+olic acid suppl), 40 (no treatmentiplacebo)

Heterogeneity: Tau? = 0.0; Chi? = 049, df = | (P = 048); 2 =00%

Test for overall effect: Z = 0:86 (P = 0.39)
Test for subgroup differences: Chi2 = 049, df = | (P = 048), 12 =0.0%

0.1 02 05 2 510

iron+folic acid suppl o treatmentiplacebe

Analysis 4.13. Comparison 4 Supplementation with iron+folic acid versus
no treatment/placebo, Outcome 13 Congenital anomalies (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 13 Congenital anomalies (ALL)

no treat-
Study or subgroup iron+folic acid suppl mentplacebo Risk Ratio Weight Risk Ratio
- M-
HRandom,35%. H,Random,35%
n/N n/N Cl Cl
Christian 2003 (C) 131773 211879 l 1000 % 070035 140]
Total (95% CI) 773 879 - 100.0 % 0.70 [ 035, 1.40 ]

Total events: 13 (ron+folie acid suppl), 21 (no treatment/placebe)
Heterogeneity: not applicable

Test for overal effect: Z = 1.00 (P = 0.32)

Test for subgroup differences: Not applicable

iror+olic acid suppl no treatment/placebn

Analysis 4.14. Comparison 4 Supplementation with iron+folic acid versus
no treatment/placebo, Outcome 14 Maternal anaemia at term (Hb less than
110 g/L at 37 weeks’ gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Cochrane Database Syst Rev. Author manuscript.
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Outcome: 14 Maternal anaemia at term (Hb less than 110 g/L at 37 weeks’ gestation or

more) (ALL)

no treat-

Study or subgroup iron*+olic acid suppl mentiplacebo Risk Ratio Weight Risk Ratio
X M-

HRandom,95% HRandom,95%
n/N n/N Cl Cl
Barton 1994 ors3 044 Not estimable
Batu 1976 1032 29034 L 788 % 0.37[032,062 ]
Chisholm 1966 5123 10460 —— 212% 0.24[009,058]
Total (95% CI) 208 138 - 100.0 % 0.34[0.21, 0.54 ]

Total events: |5 (iran+folic acid suppl), 39 (no treatment/placebo)
Heterogeneity: Tau® = 0.0; Chi? = 049, df = | (P = 0.48); * =0.0%
Test werall effect: Z = 4.52 (P < 0.00001)

Test for subgroup differences: Not. applicable

001 ol | 0 100

on+oic aid suppl o reatment/placebe

Analysis 4.15. Comparison 4 Supplementation with iron+folic acid versus
no treatment/placebo, Outcome 15 Maternal anaemia at term (Hb less than
110 g/L at 37 weeks’ gestation or more): SUBGROUP ANALYSIS by
gestational age at the start of supplementation.

Review: Daily oral iron supplementation during pregnancy
Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 15 Maternal anaemia at term (Hb less than 110 g/L at 37 weeks’ gestation or
more): SUBGROUP ANALYSIS by gestational age at the start of supplementation

Cochrane Database Syst Rev. Author manuscript.
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no treat-
Study or subgroup iron-+folic acid suppl ment/placebo Risk Ratio Weight Risk Ratio
M- M-
HRandom 5% HRandom 5%
N N ol ol

| Early gestational age (less than 20 weeks of gestation or pre-pregnancy) at start of supplementation
Barton 1994 0/53 044 Not estimable

Subrotal (95% CI) 53 44 Not estimable
Total events: 0 (iron+olic acid suppl). 0 (no treatment/placebo)

Heterogeneity: not applicable

Test for overall effect: not applicable

2 Late gestational age (20 weeks or more of gestation) at start of supplementation

Batu 1976 1032 29734 | ] 788 % 037022 0.62]
Chisholm 1966 5123 10/60 - 212% 024009 068 ]
Subtotal (95% CI) 155 94 - 100.0 % 0.34 (021, 0.54 ]

Total events: 15 (iran+olic acid suppl), 39 {no treatment/placebo)

Heterogeneity: Tau? = 0.0; Chi? = 0.49, df = | (P = 0:48); ¥ =00%

Test for overall effect: Z = 452 (P < 0.00001)

3 Unspecified or mixed gestational age at start of supplementation

Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (iron+Holic acid suppi), 0 {no treatment/placebo)

Heterogeneity: not applicable

Test for overal effect: not applicable

Total (95% CI) 208 138 - 100.0 % 0.34 [ 0.21, 0.54 ]
Total events: 15 (iron+folic acid suppl), 39 (no treatment/placebo)

Heterogeneity: Tau? = 0.0; Chi? = 049, df = | (P = 048); F =00%

52 (P < 0.00001)

Test for overall effect: Z

Test for subgroup differences: Not applicable

0001001 O |10 100

ontolic acid suppl o treatment/placebio

Analysis 4.16. Comparison 4 Supplementation with iron+folic acid versus
no treatment/placebo, Outcome 16 Maternal anaemia at term (Hb less than
110 g/L at 37 weeks’ gestation or more): SUBGROUP ANALYSIS by
anaemia status at the start of supplementation.

Review: Daily oral iron supplementation during pregnancy
Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 16 Maternal anaemia at term (Hb less than 110 g/L at 37 weeks’ gestation or
more): SUBGROUP ANALYSIS by anaemia status at the start of supplementation

Cochrane Database Syst Rev. Author manuscript.
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no treat-
Study or subgroup iron-+olic acid suppl ment/placebo Risk Ratio Weight Risk Ratio

H,Random,95% H.Random,35%
/N n/N Cl Cl

| Anaernic at start of supplementation

Subtotal (95% CI) 0 0 Not estimable
Total events: O (ron +Holic acid suppl), 0 (no treatment/placebo)

Heterogeneity: not applicable:

Test for overall effect: not applicable

2 Non-anaemic at start of supplementation

Barton 1994 053 0/44 Not estimable
Chisholm 1966 5123 10/60 - 212% 024 [ 009, 068 ]
Subtotal (95% CI) 176 104 - 21.2% 0.24 [ 0.09, 0.68 |

Total events: 5 (iron+folic acid suppl), 10 (no treatment/placebo)
Heterogeneity: not applicable

Test for overal effect: Z = 2.69 (P = 0.0072)

3 Unspecified or mixed anaemic status at start of supplementation

Batu 1976 1032 2934 | 788% 037[022.062]

Subtotal (95% CI) 32 34 hd 78.8 % 0.37 [ 0.22, 0.62 ]
Total events: 10 (ron+olic acid suppl). 29 (no treatment/placebo)

Heterogeneity: not applicable:

Test for overall effect: 7 = 3.70 (P = 0.00022)

Toral (95% CI) 208 138 . 100.0 % 0.34[0.21, 054 ]
Total events: |5 (iron+folic acid suppl), 39 (no treatment/placebo)

=049, df = | (P = 048); ¥ =00%

P < 0.00001)

Test for subgroup differences: Chi? = 047, df = | (P = 0.49), P =0.0%

Heterogeneity: Tau? = 0.0; C|
Test for overall effect: Z = 4,

0001001 @ | 10 100

on+folic acid suppl  no treatment/placebo

Analysis 4.17. Comparison 4 Supplementation with iron+folic acid versus
no treatment/placebo, Outcome 17 Maternal anaemia at term (Hb less than
110 g/Lat 37 weeks’ gestation or more): SUBGROUP ANALYSIS by dose of
iron.

Review: Daily oral iron supplementation during pregnancy
Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 17 Maternal anaemia at term (Hb less than 110 g/Lat 37 weeks’ gestation or
more): SUBGROUP ANALYSIS by dose of iron

Cochrane Database Syst Rev. Author manuscript.
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no treat-
Study or subgroup iron+folc acid suppl mentfplacebo Risk Ratio Weight Risk Ratio
HRandom5% HRandom,95%
N Wi cl ci

| Low daiy dose (30 mg elemental iren or less)

Subtotal (95% CI) 0 (] Not estimable
Total events: 0 {iron-+olic acid suppl), 0 (no treatment/placebo)

Heterogeneity: not applicable

Test for overall effect: not applicable

2 Medium daity dose (31 to 59 mg elemental iron)

Subtotal (95% CI) o 0 Not estimable
Total events: O {iron-+olic acid supph, 0 (no treatmentiplacebo)

Heterogeneity: not applicable

Test for overall effect: not applicable

3 Higher daily dose (60 mg elemental iron and above)

Barton 1994 /53 04 Not estimable
Batu 1976 10/32 29134 | | 788 % 037[022.062]
Chisholm 1956 5123 10/60 - 202% 0.24 [ 009, 068

Subtotal (95% CI) 208 138 + 100.0 % 0.34[0.21,0.54 ]

Total events: |5 (iran+folic acid suppl), 39 (no treatment/placebo)

=049, df = | (P = 048); ¥ =00%

Test for overall effect: Z = 4.52 (P < 0.00001)

Total (95% CI) 208 138 hd 100.0 % 0.34[0.21, 0.54]
Total events: |5 (iron +olic acid suppl), 39 (no treatmentiplacebo)

Heterogeneity: Tau* = 0.0: Chi* = 049, df = | (P = 048); P =00%

Test for overall effect: Z = 4.52 (P < 0.00001)

Test for subgroup differences: Not applicable

Heterogeneity: Tau? = 0.0 C

agol 001 01 |10 100 1000

contfolic ad suppl  no treatmentiplaceba

Analysis 4.18. Comparison 4 Supplementation with iron+folic acid versus
no treatment/placebo, Outcome 18 Maternal anaemia at term (Hb less than
110 g/L at 37 weeks’ gestation or more): SUBGROUP ANALYSIS by malarial
status of setting.

Review: Daily oral iron supplementation during pregnancy
Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 18 Maternal anaemia at term (Hb less than 110 g/L at 37 weeks’ gestation or
more): SUBGROUP ANALYSIS by malarial status of setting

Cochrane Database Syst Rev. Author manuscript.
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no treat-

Study or subgroup iron-+folic acid suppl ment/placebo Risk Ratio Weight Risk Ratio
M- M-
HRandom35% HRandomg5%
niN N cl i
| Malarial setting
Batu 976 1032 29134 u 788 % 0.37[022.062]
Subtotal (95% CI) 32 34 hd 78.8 % 0.37 [0.22,0.62 ]
Total events: 10 (ron+olic acid suppl), 29 (no treatment/placebo)
Heterogeneity: not applicable
Test for overall effect: Z = 370 (P = 0.00022)
2 Non-malarial setting
Barton 1994 0/53 044 Not estimable
Chisholm 1966 5123 1060 .- 212% 024100, 068
Subtotal (95% CI) 176 104 - 21.2% 0.24 [ 0.09, 0.68 ]

Total events: 5 (iron+folic acid suppl), 10 (no treatment/placebo)

Heterogeneity: not applicable

Test for overall effect: Z = 269 (P = 0.0072)

Total (95% CI) 208 138 hd 100.0 % 0.34 [ 0.21, 054 ]
Total events: |5 (iron+olic acid suppl), 39 (no treatment/placebo)

Heterogeneity: Tau? = 0.0; Chi? = 049, of = | (P = 048); P =0.0%

Test for overal effect: Z = 452 (P < 0.00001)

Test for subgroup differences: Chi2 = 047, df = | (P = 049), 12 =0.0%

0001001 01 110 100 1000

Analysis 4.19. Comparison 4 Supplementation with iron+folic acid versus
no treatment/placebo, Outcome 19 Maternal iron deficiency at term (as
defined by trialists, based on any indicator of iron status at 37 weeks’
gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 19 Maternal iron deficiency at term (as defined by trialists, based on any indicator
of iron status at 37 weeks’ gestation or more) (ALL)

no treat-

Study or subgroup iron+olic acid suppl ment/placebo Risk Ratio Weight Risk Ratio
- M-
HRandom,95% HRandom95%
N n/N Cl Cl
Lee 2005 411 3720 —— 1000 % 0.24 [ 006,099 ]
Total (95% CI) 111 20 ——_— 100.0 % 0.24 [ 0.06, 0.99 |
Total events: 4 (iron+olie acid suppl). 3 (no treatment/placebo)
Heterogeneity: not applicable
Test for overall effect: Z = 1.97 (P = 0.049)
Test for subgroup differences: Not applicable
001 0.1 I 2 100
on+falic acid suppl no treatmentiplacebo

Analysis 4.20. Comparison 4 Supplementation with iron+folic acid versus
no treatment/placebo, Outcome 20 Maternal iron-deficiency anaemia at

Cochrane Database Syst Rev. Author manuscript.
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term (Hb less than 110 g/L and at least one additional laboratory indicators

at 37 weeks’ gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 20 Maternal iron-deficiency anaemia at term (Hb less than 110 g/L and at least
one additional laboratory indicators at 37 weeks’ gestation or more) (ALL)

no treat:
Study or subgroup iron+felic acid suppl ment/placebo Risk Ratio ‘Weight Risk Ratio
HRandom5% HRandomJ5%
niN N o d
Lee 2005 1210 500 L 1000 % 043017, 109
111 20 - 100.0 % 0.43[0.17, 1.09 ]

i acid suppl), 5 (no treatment/placebo)
ble
flect: Z = 177 (P = 0.077)

Test for subgroup differences: Not applicable

Analysis 4.21. Comparison 4 Suppl

no treatment/placebo, Outcome 21

ementation with iron+folic acid versus

Maternal death (death while pregnant or

within 42 days of termination of pregnancy) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 4 Supplementation w

ith iron+folic acid versus no treatment/placebo

Outcome: 21 Maternal death (death while pregnant or within 42 days of termination of

pregnancy) (ALL)

Study or subgroup iron +olic acid suppl m!n’ifrlil‘gm Risk Ratio Weight Risk Ratio
Hiandom 5% Handom g%

/N n/N Cl Cl

Lee 2005 o 020 Not estimable

Total (95% CI) 111 20 Not estimable

Total events: 0 (iron+olic acid suppl), 0 (no treatment/placebo)

0102 05 | 2 5 10

iron+iolic acid suppl o treatment/placebo
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Analysis 4.22. Comparison 4 Supplementation with iron+folic acid versus
no treatment/placebo, Outcome 22 Side effects (any reported throughout
the intervention period) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 22 Side effects (any reported throughout the intervention period) (ALL)

no treat-
Study or subgroup iron-Holic acid supp! ment/placebo Risk Ratio Weight Risk Ratio
M.
H,Random,35%
n/N n/N Cl
Charoerlarp 1988 741352 0164 —— 1000 % 4432 [ 277, 709.09 |
Total (95% CI) 352 104 ———— 100.0 % 44.32 [2.77,709.09 |

Total events: 74 (iron+olic acid suppl), 0 (no treatment/placebo)
not applicable
floct: Z = 268 (P = 0.0074)

Test for subgroup differences: Not applicable

Analysis 4.23. Comparison 4 Supplementation with iron+folic acid versus
no treatment/placebo, Outcome 23 Maternal severe anaemia at any time
during second and third trimester (Hb less than 70 g/L) (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 23 Maternal severe anaemia at any time during second and third trimester (Hb
less than 70 g/L) (ALL)

o treat-
Study or subgroup iron+olic acid suppl ment/placebo Risk Ratio Weight
H, Randomzﬁﬁ%
niN /N cl

Barton 1994 /53 044 Not estimable

Batu 1976 0725 325 — 326% 0.14[001,263]

Christian 2003 (C) 11136 120179 — 674 % 0.01[001,083]

Lee 2005 024 020 Not estimable
Total (95% CI) 238 268 — 100.0 % 0.12 [ 0.02, 0.63 ]

Total events: | (iron+olic acid suppl), 15 (no treatment/placebo)

2 =002, df = | (P =0.88) P =00%
0012)

lic

Heterogeneity: Tau* = 0.0; Cl

Test for overall effect: Z = 2.5

Test for subgroup differences:

iron+alic acidsuppl o reatmenviplicebo
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Analysis 4.25. Comparison 4 Supplementation with iron+folic acid versus
no treatment/placebo, Outcome 25 Infection during pregnancy (including
urinary tract infections) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 25 Infection during pregnancy (including urinary tract infections) (ALL)

no treat-
Study or subgroup iron+folic acid suppl ment/placebo

Weight
n/N n/N
Taylar 1982 224 2124 B 1000 % 100 [ 015,653
Total (95% CI) 24 24 ——— 100.0 % 1.00 [ 0.15, 6.53 ]

Total events: 2 (ron+alic acid suppl). 2 (no treatment/placebo)

Test for subgroup differences: Not applicable

Analysis 4.26. Comparison 4 Supplementation with iron+folic acid versus
no treatment/placebo, Outcome 26 Very low birthweight (less than 1500 )
(ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 26 Very low birthweight (less than 1500 g) (ALL)

no treat-
Study or subgroup iron-+folic acid suppl ment/placebo Risk Ratio Weight Risk Ratio
t \‘Ramdﬂn’\‘;}ﬁ% H,Randaom, ;/"7%
VN VN Cl Cl
Taylor 1982 224 0n4 —— 1000 % 500( 025, 9896 |
Total (95% CI) 24 24 e ——— 100.0 % 5.00 [ 0.25, 98.96 ]

c acid suppl), 0 (no treatmentiplacebo)

6 (P = 0.29)
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Analysis 4.27. Comparison 4 Supplementation with iron+folic acid versus
no treatment/placebo, Outcome 27 Very premature birth (less than 34
weeks’ gestation) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 27 Very premature birth (less than 34 weeks’ gestation) (ALL)

no treat-
Study or subgroup iron-+olic acid supp! ment/placebo Risk Ratio Weight Risk Ratio
M
HRandomg5% HRandomg5%
/N n/N Cl

Lee 2005 021 020 Not estimable
Taylor 1982 224 04 —— 1000 % 5001025, 9896 ]
Total (95% CI) 48 44 ——— 100.0 % 5.00 [ 0.25, 98.96 |

Total events: 2 (iron+olic acid suppl), 0 (no treatment/placebo)
Heterogeneity: not applicable

Test for overall effect: Z = 106 (P = 0.29)

Test for subgroup differences: Not applicable

Analysis 4.30. Comparison 4 Supplementation with iron+folic acid versus
no treatment/placebo, Outcome 30 Admission to special care unit (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 30 Admission to special care unit (ALL)

no treat-
Study or subgroup iron+folic acid suppl ment/placebo Risk Ratio Weight Risk Ratio
- M-
HRandom,95%
niN niN Cl
Taylor 1982 0124 024
Total (95% CI) 24 24

Total events: 0 (iron+olic acid suppl), 0 (no treatment/placebo)
Heterogeneity: not applicable
Test

werall effect: not applicable
Test for subgroup differences: Not. applicable

Analysis 4.31. Comparison 4 Supplementation with iron+folic acid versus
no treatment/placebo, Outcome 31 Maternal anaemia at or near term (Hb
less than 110 g/L at 34 weeks’ gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy
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Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 31 Maternal anaemia at or near term (Hb less than 110 g/L at 34 weeks’ gestation
or more) (ALL)

no treat-
Studly or subgroup iron+olic acid suppl ment/placebo

Weight Risk Ratio
n/N n/N
Barton 1994 053 044 Not estimable
Batu 1976 1032 29734 L 3 788 % 037[022.062]
Chisholm 1966, 5123 10/60 —— 212% 0241009 068
Total (95% CI) 208 138 - 100.0 % 0.34 [ 0.21, 0.54 ]
Total events: 15 (ron+folic acid suppl), 39 (no treatment/placebe)
Heter Tau? = 0 Chi = 049, df = | (P = 0.48); P =0.0%

Test for overal effect: Z = 452 (P < 0.00001)
Test for subgroup differences: Not applicable

Analysis 4.32. Comparison 4 Supplementation with iron+folic acid versus

no treatment/placebo, Outcome 32 Maternal iron deficiency at or near term

(as defined by trialists, based on any indicator of iron status at 34 weeks’

gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 32 Maternal iron deficiency at or near term (as defined by trialists, based on any
indicator of iron status at 34 weeks’ gestation or more) (ALL)

no treat-
Study or subgroup iron-+olic acid suppl ment/placebo Risk Ratio Weight Risk Ratio
- M
HRandom/95% HRandom,35%
n/iN n/N Cl Cl
Lee 2005 A1l 3120 . 100.0 % 024 [ 006,099 ]
Total (95% CI) 111 20 —— 100.0 % 0.24 [ 0.06, 0.99 ]
Total events: 4 (jron+olic acid suppl), 3 (no treatment/placebo)

Test for subgroup differences: Not applicable

Analysis 4.33. Comparison 4 Supplementation with iron+folic acid versus

no treatment/placebo, Outcome 33 Maternal iron-deficiency anaemia at or
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near term (Hb less than 110 g/L and at least one additional laboratory
indicators at 34 weeks’ gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 33 Maternal iron-deficiency anaemia at or near term (Hb less than 110 g/L and at

least one additional laboratory indicators at 34 weeks” gestation or more) (ALL)

no treat-

Study or subgroup. iron ol acid suppl mentiplacebo Risk Ratio Weight Risk Ratio
HRandom 95% HRandom 5%
n/N nN Cl Cl
Lee 2005 127111 50 [ ] 1000 % 043 (017, 109 ]
Total (95% CI) 111 20 - 100.0 % 0.43[0.17,1.09 ]
Total events: 12 (ron +olic acid suppl), 5 (no treatment/placebo)
Hetero; ity: not applicable

all effect: Z = 1.77 (P = 0.077)

Test for subgroup differences: Not applicable:

01 011100100 1000

acid supp 0 treatment/placebo

Analysis 4.34. Comparison 4 Supplementation with iron+folic acid versus
no treatment/placebo, Outcome 34 Maternal Hb concentration at term or
near term (in g/L, at 34 weeks’ gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 34 Maternal Hb concentration at term or near term (in g/L, at 34 weeks’ gestation

or more) (ALL)

no treat Mean Mean
Study or subgreup  iron+folic acid suppl ment/placebo Difference Weight Difference
N Mean(SD) N Mean(SD) NV Random.95% CI IVRandom 95% CI
Barton 1994 30 1368 (1478) 181197 (1484) - 153% 1710 [ 844, 2576
Batu 1976 25 115(15) 2 97011 = 206 % 1800 [ 1054, 2546 ]
Taylor 1982 2 1268 (7) 24 11575 u 640% 1530 11.06, 1954 ]
Total (95% CI) 76 64 ¢ 100.0 % 16.13 [ 12.74, 19.52]
Heterogeneity: Tau? = 0; Chi? = 044, df = 2 (P = 0.80); I* =0.0%

Test for overall effect: Z = 9.32 (P < 0.00001)

Test for subgroup differences: Not applicable:
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Analysis 4.35. Comparison 4 Supplementation with iron+folic acid versus

no treatment/placebo, Outcome 35 Maternal Hb concentration within 6 wk
postpartum (g/L) (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 35 Maternal Hb concentration within 6 wk postpartum (g/L) (ALL)

no treat Mean Mean

Study or subgroup  iron-Holic acid suppl ment/placeba Difference Weight Difference
N Mean(SD) N Mean(SD) WRandom 95% CI IV.Random95% CI

Christian 2003 (C) 178 122(133) 36 112(182) | 8159% 1000 [ 697, 1303 ]
Taylor 1982 201244 (11.2) 24 114 (10.5) = 185 % 1040 [ 403, 1677 ]
Total (95% CI) 199 260 M 100.0 % 10.07 [ 7.33, 12.81]

Heterogeneity: Tau? = 00; Chi2 = 001, df = | (P =091); B =0.0%
Test for overal effect: Z = 721 (P < 0.00001)

Test for subgroup differences: Not applicable

Analysis 4.36. Comparison 4 Supplementation with iron+folic acid versus

no treatment/placebo, Outcome 36 Maternal high haemoglobin

concentrations during second or third trimester (Hb more than 130 g/L)

(ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 36 Maternal high haemoglobin concentrations during second or third trimester
(Hb more than 130 g/L) (ALL)

no treat-
Study or subgroup ironolic acid suppl ment/placebo Risk Ratio Weight Risk Ratio
HRandom95% 95%
N N Ci cl
Christian 2003 (C) 241136 11179 - 550 % 2871496, 566 1
Lee 2005 224111 420 —— 449 % 059038 2571
Total (95% CI) 247 199 —— 100.0 % 1.78 [ 0.63,5.04 ]

Total events: 46 (ron+folic acid suppl), |5 (no treatment/placebo)
Heterogeneity: Tau? = 03%; Chi2 = 320, df = | (P = 007); P =69%
Test for overall effect: Z = 109 (P = 0.28)

Test for subgroup differences: Not applicable:
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Analysis 4.37. Comparison 4 Supplementation with iron+folic acid versus

no treatment/placebo, Outcome 37 Maternal high haemoglobin

concentrations at or near term (Hb more than 130 g/L at 34 weeks’

gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 37 Maternal high haemoglobin concentrations at or near term (Hb more than 130
g/L at 34 weeks’ gestation or more) (ALL)

no treat-
Study or subgroup iron+olic acid suppl ment/placebo Risk Ratio Weight Risk Ratio
HRandom5% HRandom5%
N N Cl Cl
Chisholm 1966 23 0/60 — 180% 443 [0.24,8092
Lee 2005 i 0120 e 520% 431 [026,7041
Total (95% CI) 234 80 e 100.0 % 4.37 [ 0.58, 32.71]

Total events: |5 (iron+folic acid suppl), O (no treatment/placebo)
Heterogeneity: Tau? = 0.0; Chi? = 0,00, df = | (P = 0.99); P =0.0%
143 (P =0.15)

Test for subgroup differences: Not applicable

Test for overall effect:

Analysis 4.38. Comparison 4 Supplementation with iron+folic acid versus

no treatment/placebo, Outcome 38 Moderate anaemia at postpartum (Hb
more than 80 g/L and less than 110 g/L) (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 38 Moderate anaemia at postpartum (Hb more than 80 g/L and less than 110 g/L)
(ALL)

no treat-

Study or subgroup iron+folic acid supp! ment/placebo Risk Ratio Weight
H Random 95%
n/N N Ci
Christian 2003 () 9/178 390236 —i— 1000 % 034 [0.17.069 ]
Lee 2005 024 0720 Not estimable
Total (95% CI) 202 256 —— 100.0 % 0.34[0.17, 0.69 ]

Total events: 9 (iron+folic acid suppl), 35 (no treatment/placebo)
Heterogeneity: not applicable

Test for overall effect: Z = 299 (P = 0.0028)

Test for subgroup diferences: Not applicable
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Analysis 4.39. Comparison 4 Supplementation with iron+folic acid versus
no treatment/placebo, Outcome 39 Maternal severe anaemia at term or near
(Hb less than 70 g/L at 34 weeks’ gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 39 Maternal severe anaemia at term or near (Hb less than 70 g/L at 34 weeks’
gestation or more) (ALL)

no treat-
Study or subgroup iron-+folic acid suppl ment/placebo Risk Ratio Weight Risk Ratio
HRandom, ;‘5% H, Ram‘lor\'\.;,‘ﬁ‘,‘{.

nN n/N Cl Cl

Barton 1994 53 044 Not estimable
Batu 1976 025 325 D s 1000 % 0.14[ 001,263 ]
Lee 2005 024 020 Not estimable
Total (95% CI) 102 89 R —— 100.0 % 0.14 [ 0.01, 2.63 ]

Total events: 0 (iron+folic acid suppl), 3 (no treatment/placebo)

Heterogen not applicable
effect: 2 = 131 (P =0.19)
Test for subgroup differences: Not applicable

o0z 05 1 2 5 10

iron+folic acid suppl o treatment/placebo

Analysis 4.40. Comparison 4 Supplementation with iron+folic acid versus
no treatment/placebo, Outcome 40 Severe anaemia at postpartum (Hb less
than 80 g/L) (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 40 Severe anaemia at postpartum (Hb less than 80 g/L) (ALL)

no treat-

Study or subgroup iron+olic acid suppl ment/placebo Risk Ratio Weight
M-
HRandom,35%
N n/N o]
Batu 1976 018 oS5
Christian 2003 (C) 0178 14236 A 1000 % 0.05 [ 0.00,076 ]
Lee 2005 0124 020 Not estimable
Total (95% CI) 220 271 — 100.0 % 0.05 [ 0.00, 0.76 ]
Total e folic acid suppl), 14 (no treatmentiplacebo)
H
T (P=0031)
p differences: Not applicable
0102 05 1 2 5 10
iror+olic acd suppl o treatmentiplaceba
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Analysis 4.41. Comparison 4 Supplementation with iron+folic acid versus
no treatment/placebo, Outcome 41 Puerperal infection (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 41 Puerperal infection (ALL)

no treat-

Study or subgroup iron-+olic acid suppl mentplacebo Risk Ratio Weight
HRandom,95%
/N n/N cl C
Willoughby 1967 5/2157 31706 —— 1000 % 055[0.13,228]
Total (95% CI) 2157 706 — 100.0 % 0.55[0.13,2.28 ]
Total e 5 folic acid suppl), 3 (o treatment/placebo)

Analysis 4.42. Comparison 4 Supplementation with iron+folic acid versus
no treatment/placebo, Outcome 42 Antepartum haemorrhage (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 42 Antepartum haemorrhage (ALL)

no treat-

Study or subgroup iron+folic acid suppl ment/placebo Weight
n/N N
Barton 1994 3053 244 —— 1000 % 125[022,7.12]
Talor 1982 024 024 Not estimable
Total (95% CI) 77 68 —— 100.0 % 1.25[0.22,7.12]

Total events: 3 (iron+folic acid suppl), 2 (no treatment/placebo)
Heterogeneity: not applicable

Test for overall effect: Z = 025 (P = 081}

Test for subgroup differences: Not applicable:

Analysis 4.44. Comparison 4 Supplementation with iron+folic acid versus
no treatment/placebo, Outcome 44 Placental abruption (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo
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Outcome: 44 Placental abruption (ALL)

no treat-
Study or subgroup iron+olic acid suppl mentfplacebo Risk Ratio Wieight Risk Ratio
HRandom,95% HRandom95%
n/N /N Cl Cl
Willoughby 1957 1272157 0706 —a— 1000 % 819049, 13816 ]
Total (95% CI) 2157 706 ——— 100.0 % 8.19 [ 0.49, 138.16 |

Total events: 12 (iron+folic acid suppl), 0 (10 treatment/placebo)
Heterogeneity: not applicable

Test for overall effect: Z = 146 (P = 0.14)

Test for subgroup differences: Not applicable

Analysis 4.45. Comparison 4 Supplementation with iron+folic acid versus
no treatment/placebo, Outcome 45 Pre-eclampsia (ALL)

Review: Daily oral iron supplementation during pregnancy
Comparison: 4 Supplementation with iron+folic acid versus no treatment/placebo

Outcome: 45 Pre-eclampsia (ALL)

no treat-
Study or subgroup iron-+Holic acid suppl ment/placebo Risk Ratio Weight Risk Ratio
H,Random 95% H,Random,95%
n/N n/N Cl Cl

Taylor 1982 1124 0n4 —— 1000 % 300013, 70.16
Total (95% CI) 24 24 —— 100.0 % 3.00 [ 0.13, 70.16 ]
Total events: | (iron+folic acid suppl), 0 (no treatment/placebo)
Heterogeneity: not applicable
Test for overall effect: Z = 0.68 (P = 0.49)
Test for subgroup differences: Nt applicable

ol 1 0 00
iron+Holic acid suppl no treatment/placebo

Analysis 5.1. Comparison 5 Supplementation with iron+folic acid versus
folic acid alone (without iron) supplementation, Outcome 1 Low birthweight
(less than 2500 g) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 1 Low birthweight (less than 2500 g) (ALL)
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Study or subgroup iron+Holic acid suppl folic acid (no iron) Risk Ratio Weight Risk Ratia
3 M-
H Random 95% H Random95%

/N /N ] a

Christian 2003 (C) 2181635 262628 n 839 % 0.82[071,095]

Zeng 2008 (C) 5171134 4311192 - 130% 085059, 122

Ziaei 2007 154370 127357 - 30% 121 057,254 ]

Total (95% CI) 2139 2177 . 100.0 % 0.84[0.73,0.95 |
Total events: 284 (iron-+olic acid suppl), 337 (folic acid (no iron))

Heterogeneity: Tau® = 0.0; Chi? = 1.00, df = 2 (P = 0.61%; ¥ =0.0%
Test for overall effect: Z = 2.70 (P = 0.0070)

Test for subgroup differences: Not applicable

ool ol | 010

onfoiic acid suppl folic acid (no iron)

Analysis 5.2. Comparison 5 Supplementation with iron+folic acid versus
folic acid alone (without iron) supplementation, Outcome 2 Low birthweight
(less than 2500 g): SUBGROUP ANALYSIS by gestational age at the start of

supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)

supplementation

Outcome: 2 Low birthweight (less than 2500 g): SUBGROUP ANALYSIS by gestational

age at the start of supplementation

Study or subgroup iron+olic acid suppl folic acid {no iron) Risk Ratio Weight Risk Ratio
HRandom95% H.Random.55%
niN nN Cl ]
| Early gestational age (less than 20 weeks of gestation or pre-pregnancy) at start of supplementation
Christian 2003 (C) 2180635 2621628 839% 0.82[071,095]
Ziaei 2007 154370 121357 I 30% 1.21 [057,254 ]
Subtotal (95% CI) 1005 985 ‘ 87.0 % 0.83[0.73,0.96 ]
Total events: 233 (iron-+olic acid suppl), 274 (folic acid (no iron))
Heterogeneity: Tau* = 0.0; Chi2 = 099, df = | (P = 032); I =00%
Test for overall effect: 7 = 2.55 (P = 0.011)
2 Late gestational age (20 weeks or more of gestation) at start of supplementation
Subtotal (95% CI) 0 0 Not estimable
Total events: O (iran+olic acid suppl), 0 (folic acid (no iron))
Heterogeneity: not applicable
Test for overall effect: not applicable
3 Unspecified or mixed gestational age at the start of supplementation
Zeng 2008 (C) 5171134 63/1192 - 130 % 085059, 122
Subtotal (95% CI) 1134 1192 - 13.0 % 0.85[0.59,1.22]
Total events: 51 (iron-+falic acid suppl), 63 (folic acid (no iron))
Heterogeneity: not applicable
Test for overall effect: 7 = 0.88 (P = 0.38)
Total (95% CI) 2139 2177 4 100.0 % 0.84[0.73,0.95]

Total events: 284 (iron-+olic acid suppl), 337 (folic acid (no ironj)
Heterogeneity: Tau? = 0.0; Chi2 = 1,00, of = 2 (P = 061); ¥ =00%
Test for overal effect: Z = 2.70 (P = 0.0070)

Test for subgroup differences: Chi* = 0,01, df = | (P = 092}, # =00%

001 0l |

on+folic acid suppl

Cochrane Database Syst Rev. Author manuscript.


http://www.antennahouse.com/

syduiosnuelA Joyiny sispun4 JINd adoin3 ¢

syduosnuelA Joyiny sispund DA @doing ¢

Pefia-Rosas et al.

Analysis 5.3. Comparison 5 Supplementation with iron+folic acid versus
folic acid alone (without iron) supplementation, Outcome 3 Low birthweight
(less than 2500 g): SUBGROUP ANALYSIS by anaemia status at the start of
supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 3 Low birthweight (less than 2500 g): SUBGROUP ANALYSIS by anaemia
status at the start of supplementation

Study or subgroup iron+Holic acid suppl folic acid (no iron) Risk Ratio Weight Risk Ratio

H,Random95% H.Random,95%
<l Cl

| Anaernic at start of suppl
Subtotal (95% CI) 0 0 Not estimable

Total events: 0 (iron+olic acid suppl), 0 (folic acid (no iron))

Heterogeneity: not applicable
Test for overall effect: not applicable
2 Non-anaemic at start of supplementation
Ziaei 2007 157370 12/357 T 30% 121 [057,2.54]

357 - 3.0 % 1.21 [ 0.57, 2.54]
ed anaem
Christian 2003 (C) 2187635 621628 | 839% 082[071,095]
Zeng 2008 (C) 511134 63/1192 - 130% 085059, 122]
Subtotal (95% CI) 1769 1820 | 97.0 % 0.83 [0.72,0.94 ]
Total events: 269 (iron+olic add suppl), 325 (folic acid (ne iron))
Heterogeneity: Tau? = 0.0; Chi2 =003, df = | (P = 0:86); P =0.0%

Test for overall effect: 7 = 2.83 (P = 0.0047)
' 100.0 % 0.84[0.73,0.95]

Analysis 5.4. Comparison 5 Supplementation with iron+folic acid versus
folic acid alone (without iron) supplementation, Outcome 4 Low birthweight
(less than 2500 g): SUBGROUP ANALYSIS by dose of iron.

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 4 Low birthweight (less than 2500 g): SUBGROUP ANALYSIS by dose of iron
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Study or subgroup iron+folic acid suppl folic acid (no iron) Risk Ratio Weight Risk Ratio

H,Random,95% HRandom.35%
n/N n/N Cl Cl

| Low daily dose (30 mg elemental iron or less)
Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (iron +folic acid suppl), 0 (folc acid (no iron))
Heterogeneity: not applicable
Test for overall effect: not applicable
2 Medium daily dose (31 1o 59 mg elemental iron)
Ziaei 2007 15/370 124357 T 30% 1.21 (057,254 ]

Subtotal (95% CI) 370 357 - 3.0% 1.21 [ 0.57,2.54]
Total events: |5 (ron+folic acid suppl), 12 (folic acid (na iron))

Heterogeneity: not applicable

Test for overall effect: Z = 049 (P = 0.67)

3 Higher daily dose (60 mg elemental iron and above)

Christian 2003 (C) 2181635 2621628 L} 839% 082 071,095 ]
Zeng 2008 (C) 5101134 63/1192 - 130% 085059, 122
Subtotal (95% CI) 1769 1820 ' 97.0 % 0.83 [0.72,0.94 ]

Total events: 269 (iron-+olic acid supph, 325 (folic acid (no iron))

Heterogeneity: Tau? = 0.0; Chi? = 003, df = | (P = 0.84); P =00%

Test for overall effect: Z = 2.83 (P = 0.0047)

Total (95% CI) 2139 2177 L 100.0%  0.84[0.73,0.95]
Total events: 284 (iron-+folic acid supph, 337 (folic acid (no iron))

Heterogeneity: Tau? = O Chi? = 1,00, df = 2 (P = 061, B =0.0%

Test for overall effect: 7 = 2.70 (P = 0.0070)

Test for subgroup differences: Chi? = 096, df = | (P = 0.33), P =00%

Analysis 5.5. Comparison 5 Supplementation with iron+folic acid versus
folic acid alone (without iron) supplementation, Outcome 5 Low birthweight
(less than 2500 g): SUBGROUP ANALYSIS by malarial status of setting.

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 5 Low birthweight (less than 2500 g): SUBGROUP ANALYSIS by malarial
status of setting
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Study or subgroup iron+olic acid suppl folic acid (no iron) Risk Ratio Weight Risk Ratio

H,Random,95% H.Random.95%
n/N nN Cl <

| Malarial setting

Christian 2003 (C) 218635 2621628 u 839% 082 [0.71,095]
Zeng 2008 (C) 511134 6301192 - 130% 0851059, 122
Ziagi 2007 15370 127357 T 30% 121 [057.254]
Subtotal (95% CI) 2139 2177 4 100.0 % 0.84 [0.73,0.95 ]

Total events: 284 (iron +Holic acid suppl), 337 (folic acid (no iron))

Heterogeneity: Tau? = 0) 100, df =2 (P = 061} R =0.0%

Test for overall effect: Z = 270 (P = 0.0070)

2 Non-malarial setting

Subtotal (95% CI) 0 0 Not estimable

Total events: 0 (jron +folic acid supp), 0 (folic acid (no iron))

Heterogeneity: not applicable
Test for overal effect: not applicable

Total (95% CI) 2139 2177 . 100.0 % 0.84[0.73,0.95]
Total events: 284 (iron Holic acid suppl), 337 (folic acid (o iron))

Heterogeneity: Tau? = 00; Chi2 = 100, df = 2 (P = 0,61} I =00%

Test for overal effect: Z = 270 (P = 0.0070)

Test for subgroup differences: Not applicable

00 ol | 0100

ron+folic acid suppl folic acid {no iron)

Analysis 5.6. Comparison 5 Supplementation with iron+folic acid versus

syduiosnuelA Joyiny sispun4 JINd adoin3 ¢

folic acid alone (without iron) supplementation, Outcome 6 Birthweight (g)
(ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 6 Birthweight (g) (ALL)

Mean Mean
Study or subgroup  iron+folic acid suppl folic acid (no iror) Difference Weight Difference
N Mean(SD) N Mean(SD) NRandom95% CI VRandom95% CI
Christian 2003 (C) 635 2652 (436) 528 1587 (129) = 3L6% 65001729, 11271]
Zeng 2008 (C) 1134 31739 (4244) 1192 31537 (4449) u 473% 2020 [-15.13,5553]
Ziagi 2007 370 3240 (460) 357 3230 (390) * 2.0 % 10005192, 71521
Total (95% CI) 2139 2177 d 100.0 % 32.23 [ 0.86, 63.60 ]
Heterogeneity: Tau? = 217.08; Chi? = 275, df = 2 (P = 0.25); I =27%

Test for overall effect: Z = 2.01 (P = 0.044)
Test for subgroup differences: Not applicable

00 500 O SO0 1000

falic acid (no ron) iron+alic acid suppl

Analysis 5.7. Comparison 5 Supplementation with iron+folic acid versus

syduosnuelA Joyiny sispund DA @doing ¢

folic acid alone (without iron) supplementation, Outcome 7 Birthweight (g):
SUBGROUP ANALYSIS by gestational age at the start of supplementation.

Review: Daily oral iron supplementation during pregnancy
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Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 7 Birthweight (g): SUBGROUP ANALYSIS by gestational age at the start of

Subtotal (95% CI) 1134 1192
Heterogeneity: not applicable

Test for overall effect: Z = 112 (P = 0.26)

Total (95% CI) 2139 2177
Heterogeneity: Tau® = 217.08; Chi® = 2.75,df = 2 (P = 025); ¥ =27%

Test for overall effect: 7 = 201 (P = 0.044)

Test for subgroup differences: Chi = 041, df = | (P = 0.52), F =0.0%

supplementation
Mean Mean
Study or subgroup  iron+Holic acid suppl folic acid {no iron) Difference Weight Difference
N Mean(SD) N Mean(SD) IVRandom95% CI VRandom,95% CI
| Early gestational age (Jess than 20 weeks of gestation or pre-pregnancy) at start of supplementation
Christian 2003 (C) €35 2652 (436) €28 2587 (429) = 316% €500 17.29, 11271]
Ziaei 2007 370 3240 (460) 357 3230 (390) - 21 % 1000519271921
Subtotal (95% CI) 1005 985 * 52.7 % 41.19 [ -12.23, 94.60 |
Heterogeneity: Tau* = 717.32; Chi* = 190, df = | (P = 0.17); P =47%
Test for overall effect: Z = 151 (P = 0.13)
2 Late gestational age (20 weeks or more of gestation) at start of supplementation
Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: not applicable
Test for overall effect: not applicable
3 Unspecified or mixed gestational age at the start of supplementation
Zeng 2008 (C) 1134 31739 (4244 1192 31537 (4449) [ ] 473% 20201513, 5553 ]

47.3 % 20.20 [ -15.13,55.53 ]

100.0 %  32.23 [ 0.86, 63.60 |

-1000

folc acid (no iron)

5001000

Analysis 5.8. Comparison 5 Supplementation with iron+folic acid versus

folic acid alone (without iron) supplementation, Outcome 8 Birthweight (g):
SUBGROUP ANALYSIS by anaemia status at the start of supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 8 Birthweight (g): SUBGROUP ANALYSIS by anaemia status at the start of
supplementation
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Mean Mean
Study or subgroup  iron#Holic acid suppl folic acid {no iron) Difference Weight Difference
N Mean(SD) N Mean(SD) IWRandomg5% Cl IVRandom95% CI

| Anaemic at start of supplementation
Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: not applicable
Test for overall effect: not appiicable
2 Non-anaemic at start of supplementation

Ziaei 2007 70 3240 (460) 357 3230 (3%0) * 211 % 1000[ 519271921
Subtotal (95% CI) 370 357 * 21.1 % 10.00 [-51.92,71.92 ]
Heterogeneity: not applicable
Test for overall effect; Z = 032 P = 0.75)

3 Unsperified or mixed anaemic status at start of supplementation

Christian 2003 (C) 635 2652 (436) €28 2587 (429) ol 316% 6500 17.29, 11271 ]
Zeng 2008 (C) 1134 31739 (4244) 1192 3153.7 (444.9) ] 473% 2020 -15.13,5553 ]
Subtotal (95% CI) 1769 1820 " 78.9% 39.61[-3.90,83.13]

Heterogeneity: Tau? = 54487; Chit = 219, df = | (P = 0.14); I* =54%

Test for overall effect: Z = 178 (P = 0.074)

Total (95% CI) 2139 2177 ¢ 100.0 % 32.23 [ 0.86, 63.60 |
Heterogeneity: Tau* = 21 708; Chi¥ = 275, df = 2 (P = 025); ¥ =27%

Test for overall effect: Z = 201 (P = 0.04)

Test for subgroup differences: Chi? = 059, df = | (P = 0:44), 2 =0.0%

0 500 1000

inon+folic acid suppl

Analysis 5.9. Comparison 5 Supplementation with iron+folic acid versus
folic acid alone (without iron) supplementation, Outcome 9 Birthweight (g):
SUBGROUP ANALYSIS by dose of iron.

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 9 Birthweight (g): SUBGROUP ANALYSIS by dose of iron

Mean Mean
Study orsubgroup  ironHolic acid suppl folic acid (no iron) Difference Weight Diflerence
N Mean(3D) N Mean(SD) IV Random,95% €l IV/Random 955% C1

I Low daily dose (30 mg elemental ircn or less)
Subtotal (95% CI) [\} 0 Not estimable
Heterogeneity: not applicable
Test for overall effeet: not applicable
2 Medium daily dose (31 to 5% mg elemental iron)
Ziaei 2007 370 3240 (460) 357 3230 (390) * 210 % 1000 [-5192.71.92 ]

Subtotal (95% CI) 370 357 t+ 21.1 % 10.00 [-51.92,71.92]
Heterogeneity: not applicable
Test for overall effect: 7 = 0.32 (P = 0.75)

3 Higher daily dose (60 mg elemental iron and above)
Christian 2003 (C) 635 2652 (436) 628 2587 (429) = 316% 6500 17.29, 112711
Zeng 2008 ( 1134 31739 (424.4) 1192 31537 (4449) " 473% 2020( -15.13,5553 ]
Subtotal (95% CI) 1769 1820 . 789 % 39.61 [ -3.90, 83.13 ]

Heterogeneity: Tau? = 544.87, Chi2 = 2.1, df = | (P = 0.14); P =54%

Test for overall effect: Z = 1.78 (P = 0.074)

Total (95% CI) 2139 2177 I 100.0 % 32.23 [ 0.86, 63.60 ]
Heterogeneity Tau? = 217.08; Chi? = 275, df = 2 (P = 025} P =27%

Test for overall effect: Z = 201 (P = 0:044)

Test for subgroup differences: Chi2 = 0,59, df = | (P = 0.44), 2 =00%

[000 500 0 500

foiic acid (na iron) ron+olic
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Analysis 5.10 Comparison 5 Supplementation with iron+folic acid versus
folic zcid zione (without iron) supplementation, Outcome 10 Birthweight
(5). SUBGROLUIF ANALYSIS by malarial status of setting.

Reviev,. Daily oral iron supplementation during pregnancy

Coruperison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
surplementation

Outeome: 13 Sirthweight (g): SUBGROUP ANALYSIS by malarial status of setting

Mean Mean
Study or subgroup  iran+olic acid suppl folic acid (no iron) Diflerence Weight Diflerence
N Mean(sD) N Mean(SD) IV Random 5% CI IVRandom 95% CI
| Malartal setting
Christian 2003 (C) 635 2652 (436) €28 2587 (429) ] 36% 6500 [ 17.29, 112.71 ]
Zeng 2008 (C) 1134 31739 (4244) 1192 31537 (4449) " 473%  2020(-15.3,5553]
Zingi 2007 370 3240 (460) 357 3230 (350) - 1% 1000[-51927192]
Subtotal (95% CI) 2139 2177 ¢ 100.0 % 32.23 [ 0.86, 63.60 |
Heter Tau? = 217.08; Chi2 = 275, df = 2 (P = 025); P =27%
Test o Z =201 (P = 0.044)
2 Nor setting
Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: not appiicable
Test for overall effect: not applicable

Total (95% CI) 2139 2177 ' 100.0 % 32.23 [ 0.86, 63.60 ]
Heteroge =21708; Chid = 275, df =2 (P = 0.25); R =27%

Test for overall effect: Z =201 (P = 0.044)

Test for subgroup differences: Not applicable

Analysis 5.11. Comparison 5 Supplementation with iron+folic acid versus
folic acid alone (without iron) supplementation, Outcome 11 Premature
birth (less than 37 weeks of gestation) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 11 Premature birth (less than 37 weeks of gestation) (ALL)

Cochrane Database Syst Rev. Author manuscript.
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Study or subgroup iron Holic acid suppl folic acid (no iron) Risk Ratio Weight Risk Ratio
H Random,?5% HRandom95%

N N o i

Christian 2003 (C) 146/633 139/628 ] 590% 104085, 128

Zeng 2008 (C) 591134 79192 = 23% 079057, 109

Ziael 2007 17370 137357 - 87% 126 [ 062. 256 ]

Total (95% CI) 2137 2177 + 100.0 % 0.970.78, 1.20 |

Total events: 222 (iron-+olic acid suppl), 231 (folic acid (no iron))
Heterogeneity: Tau? = 0.01; Chi2 = 261, df = 2 (P = 027); ¥ =23%
Test for overall effect: Z =031 (P = 0.76)

Test for subgroup differences: Not applicable

o0l ol | 0100

onto

cid suppl folic acid {no iror)

Analysis 5.12. Comparison 5 Supplementation with iron+folic acid versus
folic acid alone (without iron) supplementation, Outcome 12 Premature
birth (less 37 weeks of gestation): SUBGROUP ANALYSIS by gestational
age at the start of supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 12 Premature birth (less 37 weeks of gestation): SUBGROUP ANALYSIS by
gestational age at the start of supplementation

Study or subgroup iran+Holic acid suppl folic acid (no iron) Risk Ratio Weight Risk Ratio
X M-
Hfandom,95% HRandom,95%

/N N ci cl

| Early gestational age (less than 20 weeks of gestation or pre-pregnancy) at start of supplementation
Christian 2003 (C) 146633 1391628 u 590% 104 (085, 1.28]
Ziaei 2007 17/370 131357 T 87% 126 [ 062,256
Subtotal (95% CI) 1003 985 t 67.7 % 1.06 [ 0.87,1.29]

Total events: 163 (ron-Holic acid suppl), 152 (folic acid (no iron))

=026, df= | (P = 061) F =00%

Test for overall effect: Z = 0.56 (P = 0.58)

2 Late gestational age (20 weeks or more of gestation) at start. of supplementation

Subtotal (95% CI) 0 o Not estimable
Total events: 0 (iron-+olic acid suppl), 0 (folic acid (no iron))

Heterogeneity: Tau? = 0.0; ¢

Heterogeneity: not applicable
Test for overal effect: not applicable
3 Unspecified or mixed gestational age at the start of supplementation

Zeng 2008 (C) 5941134 791192 - 313% 079057, 1.09 ]

Subtotal (95% CI) 1134 1192 - 32.3% 0.79 [ 0.57, 1.09 ]
Total events: 59 (ron-+Holic acid suppl), 79 (folic acid (no iron))

Heterogeneity: not applicable

Test for overall effect; Z = 1.45 (P = 0.15)

Total (95% CI) 2137 2177 * 100.0 % 0.97[0.78,1.20 ]

Total events: 222 (iron-Holic acid suppl), 231 (foli

Heterogeneity: Tau* = 0.01; Chi
Test for overall effect: Z = 031 (P = 0.76)
Test for subgroup differences: Chi2 = 234, df = | (P = 0.13), B =57%

on ol 1 10100

on+folic acid suppl folic acid (no iron)
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Analysis 5.13. Comparison 5 Supplementation with iron+folic acid versus
folic acid alone (without iron) supplementation, Outcome 13 Premature
birth (less 37 weeks of gestation): SUBGROUP ANALYSIS by anaemia

status at the start of supplementation.

Analysis 5.14. Comparison 5 Supplementation with iron+folic acid versus
folic acid alone (without iron) supplementation, Outcome 14 Premature
birth (less 37 weeks of gestation): SUBGROUP ANALYSIS by dose of iron.

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 13 Premature birth (less 37 weeks of gestation): SUBGROUP ANALYSIS by
anaemia status at the start of supplementation

Study or subgroup iron+folic acid suppl folic acid (ne iron) Risk Ratio Weight Risk Ratio
H Random 95% H Random,95%
/N N o] al
| Anaemic at start of supplementation
Subrtotal (95% CI) 0 0 Not estimable
Total events: 0 (jron+olic acid suppl), 0 iolic acid (no iron))
Heterogeneity: not applicable
Test for overall effect: not applicable:
2 Non-anaemic at start of supplementation
Ziaei 2007 171370 137357 ™ 87% 126 [ 0.62. 256 ]
Subrtotal (95% CI) 370 357 - 8.7 % 1.26 [ 0.62, 2.56 ]
Total ( id suppl), 13 {folic acid (s )
Het:
Test i P =052)
3 Unspecified o naemic status at start of supplementation
Christian 2003 (C) 1461633 139/628 | | 590% 104085, 1.28]
Zeng 2008 (C) 59/1134 7911192 = 3% 0.79 [ 057,109
Subtotal (95% CI) 1767 1820 . 91.3 % 0.93[0.71,1.22]
Total events: 205 (iron Holic acid suppl), 218 (folic acid (no iran))
Heterogeneity: Tau? = 002 Chi2 = 209, df = | (P = 0.15); P =52%
Test for overal effect: Z = 051 (P = 061)
Total (95% CI) 2137 2177 * 100.0 % 0.97 [0.78,1.20 ]

2 firon-+olic acid suppl), 231 (folie acid (no iron))

Test for subgroup differences: Chi2 = .61, df = | (P = 043), I =0.0%

ool ol

cid suppl
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Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 14 Premature birth (less 37 weeks of gestation): SUBGROUP ANALYSIS by
dose of iron
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Study or subgroup iron+Holic acid suppl folic acid (no iron) Risk Ratio Weight Risk Ratio

HRandom 5% H Random 95%
n/N n/N Cl Cl

| Low daily dose (30 mg elemental iron or less)
Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (jron+olic acid suppl). 0 (folic acid (no iron))
Heterogeneity: not applicable
Test for overall effect: not applicable
2 Medium daily dose (31 to 5% mg elemental iron)
Ziael 2007 17370 131357 ™™ 87% 126 [ 062,256 ]

Subtotal (95% CI) 370 357 gl 8.7 % 1.26 [ 0.62,2.56 |
Total events: 17 (iron-+olic acid suppl), 13 (folic acid (no iran))

Heterogeneity: not applicable

Test for overall effect: 7 = 044 (P = 052)

3 Higher daily dose (60 mg elemental iron and above)

Christian 2003 (C) 146/633 139/628 u 590 % 104 085, 1.28]
Zeng 2008 (C) 5971134 7901192 = 3% 079057, 1.09]
Subtotal (95% CI) 1767 1820 . 91.3%  0.93[0.71,1.22]

Total events: 205 (iren-+olic acid suppl), 218 (folic acid (no iran))

Heterogeneity: Tau? = 002 Chi2 = 209, df = | (P = 0.I5) P =52%

Test for overall effect: 7 = 051 (P = 061)

Total (95% CI) 2137 2177 *+ 100.0 % 0.97 [0.78, 1.20 ]
Total events: 222 (iron +folic acid suppl), 231 (folic acid (no iron))

Heterogeneity: Tau? = 0.01; Chi2 = 261, df = 2 (P = 027); P =23%

331 (P = 076)

Test for subgroup differences: Chit = 061, df = | (P = 0:43), F =00%

Test for overall effect: 7

0ol ol 1 10 100

+olic acid suppl folic acid (no iron)

Analysis 5.15. Comparison 5 Supplementation with iron+folic acid versus
folic acid alone (without iron) supplementation, Outcome 15 Premature
birth (less 37 weeks of gestation): SUBGROUP ANALYSIS by malarial
status of setting.

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 15 Premature birth (less 37 weeks of gestation): SUBGROUP ANALYSIS by
malarial status of setting

Cochrane Database Syst Rev. Author manuscript.
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Study or subgroup iran +olic acid suppl folic acid (no iron) Risk Ratlo Weight Risk Ratio

HRandom95% H.Random95%
n/N /N cl Cl

| Malarial setting

Christian 2003 (C) 146/633 1391628 u 59.0% 104085, 128
Zeng 2008 (C) 59/1134 7911192 = 323% 0791057, 109
Ziaei 2007 171370 137357 ™ 87% 126 [ 062,256 ]

Subtotal (95% CI) 2137 2177 * 100.0 % 0.97 [0.78, 1.20 ]
Total events: 222 (iron +olic acid suppl), 231 (folic acid ¢

Heterogeneity: Tau? = 0.01; Chi* = 261, df = 2 (P = 0.27);

Test for overal effect: Z = 031 (P = 0.76)

2 Non-malarial setting

Subtotal (95% CI) 0 0 Not estimable

Total events: 0 (jron +olic acid suppl), 0 (folic acid (no iron))

Heterogeneity: not applicable
Test for overal effect: not applicable
Total (95% CI) 2137 2177 + 100.0 % 097 [0.78, 1.20 ]
Total events: 222 (iren +olic acid suppl), 231 (folic acid (o iron))
P = 001; Chi? = 261, df =2 (F = 027);  =23%
Test for overal effect: Z = 031 (P = 0.78)

Test for subgroup differences: Not applicable

001 ol [T

ron+folic acid suppl folic acid (no iron)

Analysis 5.16. Comparison 5 Supplementation with iron+folic acid versus
folic acid alone (without iron) supplementation, Outcome 16 Neonatal death
(within 28 days after delivery) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 16 Neonatal death (within 28 days after delivery) (ALL)

Study or subgroup iron +olic acid suppl folic acid {no iron) Risk Ratio Weight Risk Ratio
HRandom95% HRandom.95%

N N Cl o]

Christian 2003 (C) /772 w777 —.— 339% 101 [060, 158]

Zeng 2008 (C) 44/1193 5971302 - 514% 081 [056, 1.19]

Ziaei 2007 3370 61357 —T 7% 048012, 191]

Total (95% CI) 2335 2436 - 100.0 % 0.85[0.63,1.15]

Total events: 75 iron+Holic acid suppl), 93 (folic acid (na iron))

Heterogeneity: Tau? = 00; Chi2 = LI 1, df = 2 (P = 0.57); F =00%

Test for overall effect: Z = 1.04 (P = 0.30)
Test for subgroup differences: Not applicable

05 12 5 10

folic acid (ne iron)

Analysis 5.17. Comparison 5 Supplementation with iron+folic acid versus
folic acid alone (without iron) supplementation, Outcome 17 Neonatal death

Cochrane Database Syst Rev. Author manuscript.
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(within 28 days after delivery): SUBGROUP ANALYSIS by gestational age at
the start of supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 17 Neonatal death (within 28 days after delivery): SUBGROUP ANALYSIS by
gestational age at the start of supplementation

Study or subgroup iron +falic acid suppl folic acid (no iron) Risk Ratio Weight Riske Ratio
HRandom 5% Hiandom5%
n/N niN Cl 1
| Early gestational age (less than 20 weeks of gestation or pre-pregnancy) at start of supplementation
Christian 2003 (C) 28772 21777 —— 339% 101 [040, 158
Ziaei 2007 3/370 61357 - 1 47 % 048 [0.12, 191 ]
Subtotal (95% CI) 1142 1134 - 38.6 % 0.92[0.57, 1.49 ]

Total events: 31 (iron+olic acid suppl). 34 (folic acid (no iron))
Heterogeneity: Tau? = 00; Chi* =096, df = | (P = 0.33); I* =0.0%
Test for overall effect: 7 = 0.34 (P = 0.73)

2 Late gestational age (20 weeks or more of gestation) at start of supplementation
Subtotal (95% CI) [] 0 Not estimable

iron+olic acid suppl), 0 (folic acid (no iran))

not applicable
3 Unsps or mixed gestational age at the start of supplementation

Zeng 2008 {C) 4411193 59/1302 - 614% 081 [056, 1.19 ]
Subtotal (95% CI) 1193 1302 - 61.4 % 0.81[0.56,1.19 ]

Total events: 44 (iron+folic acid suppl), 59 (folic acid (no iron))

Heterogeneity: not applicable

Test for overall effect: Z = 1.06 (P = 0.2%)

Total (95% CI) 2335 2436 - 100.0 % 0.85[0.63, 1.15 ]

Total events: 75 (iron+folic acid suppl), 93 (foli

Heterogeneity: Tau? = 0; Chi2 = 111, df
Test for overall effect Z = 1.04 (P = 0.30)
Test for subgroup differences: Chi? = 0.15, df = | (P = 0.70), 2 =00%

Analysis 5.18. Comparison 5 Supplementation with iron+folic acid versus
folic acid alone (without iron) supplementation, Outcome 18 Neonatal death
(within 28 days after delivery) : SUBGROUP ANALYSIS by anaemia status
at the start of supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 18 Neonatal death (within 28 days after delivery) : SUBGROUP ANALYSIS by
anaemia status at the start of supplementation

Cochrane Database Syst Rev. Author manuscript.
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Study or subgroup iron*+olic acid suppl folic acid (no iron) Risk Ratio Weight Risk Ratio

H.Random 95% H.Random.95%
/N nN <l <l

| Anaemic at start of supplementation
Subrtotal (95% CI) 0 0 Not estimable
Total events: O (iron-+olic acid suppl), & (folic acid (o iron))
Heterogeneity: not applicable
Test for overall effect: not applicable
2 Non-anaemic at start of supplementation
Ziaei 2007 31370 61357 —_— 47 % 0481012, 1917

Subtotal (95% CI) 370 357 —— 4.7 % 0.48[0.12,1.91]
Total events: 3 (jron+Holic acid suppl). 6 (folic acid {no iron))

Heterogeneity: not applicable

Test for overall effect: Z = 1.04 (P = 0.30)

3 Unspecified or mixed anaemic status at start of supplementation

Christian 2003 (C) 281772 28777 —— 39% 101 [ 060, 168 ]
Zeng 2008 (C) 24411193 5971302 - 614% 081056, 1.19]
Subtotal (95% CI) 1965 2079 - 95.3 % 0.88 [ 0.65,1.19 ]

Total events: 72 (iron+olic acid suppl), 87 (folic acid (no iran))
Heterogeneity: Tau® = 0.0; Chi* =042, df = | (P = 0.52); IP =00%
Test for overall effect; 7 = 083 (P = 041)

Total (95% CI) 2335 2436 - 100.0 % 0.85[0.63,1.15]
Total events: 75 (iron+folic acid suppl), 93 {folic acid (o iran))
Heterogeneity: Tau? = 00; ChiZ = 111, df = 2 (P = 0.57); ! =0.0%

Test for overall effect: Z = 1.04 (P = 0.30)
Test for subgroup differences: Chi? = 069, df = | (P = 0.41), ¥ =0.0%

s1duosnuBIA Joyny sispund OINd edoin3 g

Analysis 5.19. Comparison 5 Supplementation with iron+folic acid versus
folic acid alone (without iron) supplementation, Outcome 19 Neonatal death
(within 28 days after delivery): SUBGROUP ANALYSIS by dose of iron.

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 19 Neonatal death (within 28 days after delivery): SUBGROUP ANALYSIS by
dose of iron
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Study or subgroup iron+folic acid suppl folic acid {no iron) Risk Ratio Weight Risk Ratio

H.Random,95% HRandom,95%
n/N nfN Cl Cl

I Low daily dose (30 mg elemental iron or less)

Subtotal (95% CI) 0 [} Not estimable
Total events: 0 (jron+olic acid suppl), 0 (folic acid (no iron))

Heterogeneity: not applicable

Test for overall effect: not applicable:

2 Medium daily dose (31 to 59 mg elemental iron)

Ziaei 2007 31370 6357 4.7 % 048 [ 012 1.91]

Subtotal (95% CI) 370 357 —— 4.7 % 0.48[0.12,1.91]
Total events: 3 {iron+olic acid suppl), & {folic acid (no iron))

Heterogeneity: not applicable

Test for overall effect: 7 = 1.04 (P = 0.30)

3 Higher daily dose (60 mg elemental iron and above)

Christian 2003 (C) 28772 28777 . 1B9% 101 0.60, 1.68 ]
Zeng 2008 (C) 4471193 59/1302 - 61.4% 081 [056 1197
Subtotal (95% CI) 1965 2079 - 95.3 % 0.88 [ 0.65, 1.19]

Total events: 72 (iron-+olic acid suppl), 87 (folic acid (no iron))
Heterogeneity: Tau? = 00; Chi2 = 042, df = | (P = 0:52) # =00%
Test for overall effect: Z = 0.83 (P = 0.41)

Total (95% CI) 2335 2436 - 100.0 % 0.85 [ 0.63, 1.15]
Total events: 75 (iron+alic acid suppl), 93 (folic acid (no iron))
Heterogeneity: Tau? = 00; Chi? = 111, df = 2 (P = 057} P =0.0%

Test for overall effect: Z = 1.04 (P = 0.30)
Test fer subgroup differences: Chi = 069, df = | (P = 041}, R =00%

0102 05 1 2 5 10

o+ olic acid suppl  folic acid (no iron)

Analysis 5.20. Comparison 5 Supplementation with iron+folic acid versus
folic acid alone (without iron) supplementation, Outcome 20 Neonatal death
(within 28 days after delivery): SUBGROUP ANALYSIS by malarial status of
setting.

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 20 Neonatal death (within 28 days after delivery): SUBGROUP ANALYSIS by
malarial status of setting

Cochrane Database Syst Rev. Author manuscript.
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Study or subgroup iron+folic acid suppl folic acid (no iron) Risk Ratio Weight Risk Ratio

H.Random.95% H.Random,95%
/N N Cl Cl

| Malarial setting

Christian 2003 (C) 28772 287777 —— BI% 101 [060, 1.68]
Zeng 2008 (C) 4411193 59/1302 -+ 614% 081 [ 056, 1.19]
Ziaei 2007 3370 61357 R 4.7 % 048[0.12, 1.91]
Subtotal (95% CI) 2335 2436 - 100.0 % 0.85[0.63, 1.15]

Total events: 75 (ron+olic acid suppl), 93 (folic acid (no iran))

Heterogeneity: Tau? =
Test for overall effect: Z
2 Non-malarial setting
Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (iron+olic acid suppl), 0 (felic acid (no iron))

Heterogeneity: not applicable

Test for overall effect: not applicable

Total (95% CI) 2335 2436 - 100.0 % 0.85[0.63, 1.15 ]
Total events: 75 (iron+olic acid suppl), 93 (folic acid (no iron))
Heterogeneity: Ta? = 0.0, Chi2 = 111, df = 2 (P = 057y 12 =0.0%

Test for overall effect: 7 = .04 (P = 0.30)
Test for subgroup differences: Not applicable

0102 85 1 2 5 10

iron+folic acid suppl  foiic acid (o iron)

Analysis 5.21. Comparison 5 Supplementation with iron+folic acid versus

folic acid alone (without iron) supplementation, Outcome 21 Congenital

syduiosnuelA Joyiny sispun4 JINd adoin3 ¢

anomalies (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 21 Congenital anomalies (ALL)

Study or subgroup irontfolic acid suppl folic acid {na iron) Risk Ratio Weight Risk Ratio
HRandom 85% HRandom,95%

N N d of

Christian 2003 (C) 13773 211879 ] 1000% 070[ 035, 140]

Total (95% CI) 773 879 - 100.0 % 0.70 [ 0.35, 1.40 |

Total events: 13 (ron*+olic acid suppl), 21 (folic acid (no iron})
Heterogeneity: not applicable
Test for overal effect: Z = 1.00 (P = 0.32)

Test for subgroup differences: Nt applicable

001 0.l | [}

on+folic acid suppl Toiic acid (na rony

Analysis 5.22. Comparison 5 Supplementation with iron+folic acid versus

syduosnuelA Joyiny sispund DA @doing ¢

folic acid alone (without iron) supplementation, Outcome 22 Maternal
anaemia at term (Hb less than 110 g/L at 37 weeks’ gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy

Cochrane Database Syst Rev. Author manuscript.
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Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 22 Maternal anaemia at term (Hb less than 110 g/L at 37 weeks’ gestation or
more) (ALL)

Study or subgroup iron +olic acid suppl folic acid (o iron) Risk Ratio Weight Risk Ratio

HRandom95% HRandom95%
WN N a al
Batu 1976 1032 2501 | 753% 039[023.067]
Chisholm 1966 5123 20017 - 247 % 024[009,051]
Total (95% CI) 155 148 * 100.0 % 0.34[0.21,0.55]
Total events: |5 (iron-+olic acid suppl), 45 {folic acid (no iron))
Heterogeneity: Tau? = 0.0; Chi = 085, of = | (P = 0:36) ¥ =00%

for overall effect; Z = 445 (P < 0.00001)
Test for subgroup differences: Not applicable

Analysis 5.23. Comparison 5 Supplementation with iron+folic acid versus
folic acid alone (without iron) supplementation, Outcome 23 Maternal
anaemia at term (Hb less than 110 g/L at 37 weeks’ gestation or more):
SUBGROUP ANALYSIS by gestational age at the start of supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 23 Maternal anaemia at term (Hb less than 110 g/L at 37 weeks’ gestation or
more): SUBGROUP ANALYSIS by gestational age at the start of supplementation

Cochrane Database Syst Rev. Author manuscript.
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Study or subgroup iron+olic acid suppl folic acid (no iron) Risk Ratio Weight Risk Raticr
HRandom 5% Hfardom5ts
n/N n/N Cl Cl
| Early gestational age (less than 20 weeks of gestation or pre-pregnancy) at start of supplementation
Subtotal (95% CI) Not estimable
Total events: 0 (ironHolic acid suppl), 0 (folic acid (no iron))
Heterogeneity: not applicable
Test for overall effect: not applicable
2 Late gestational age (20 weeks or more of gestation) at start of supplementation
Batu 1976 103 2501 - 753% 0390230671
Chisholm 1966 5123 200117 - 247 % 0.24 [ 009 061 ]
Subtotal (95% CI) 155 148 - 100.0%  0.34[0.21,0.55 ]
Total events: 15 Gron+folic acid suppl), 45 (folic acid (no iron))
Heterogeneity: Tau = 0.0; Chi* = 085, df = | (P = 0.36); I* =0.0%
Test for overall effect: Z = 445 (P < 000001)
3 Unspecified or mixed gestational age at start of supplementation
Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (iron-Holic acid suppl), 0 (falic acid (no ron))
Heterogeneity: not applicable
Test for overall effect: not applicable
Total (95% CI) 155 148 - 1000%  0.34[0.21,0.55 |

Total events: 15 {iron +folic acid suppl), 45 (folic acid {no iran)
Heterogeneity: Tau? = 0.0; ChiZ = 085, df = | (P = 0.35); X =00%
Test for overall effect: Z = 445 (F < 0.00001)

Test for subgroup differences: Not applicable

010z 05 I 2

iron+olic acid suppl folic acid (no inan)

Analysis 5.24. Comparison 5 Supplementation with iron+folic acid versus

folic acid alone (without iron) supplementation, Outcome 24 Maternal

anaemia at term (Hb less than 110 g/L at 37 weeks’ gestation or more):
SUBGROUP ANALYSIS by anaemia status at the start of supplementation.

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)

supplementation

Outcome: 24 Maternal anaemia at term (Hb less than 110 g/L at 37 weeks’ gestation or
more): SUBGROUP ANALYSIS by anaemia status at the start of supplementation
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Study or subgroup iren+folic acid suppl folic acid (no iron) Risk Ratio Weight Risk Ratio

H,Random,95% H Random,$5%
/N n/N cl cl

| Anaemic at start of supplementation
Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (iron+olie acid suppl), 0 tfolic acid (no iron))
Heterogeneity: not applicable
Test for overall effect: not applicable
7 Non-anaemic at start of supplementation
Chisholm 1966 51123 200117 - 247 % 024 009,061

Subtoral (95% CI) 123 117 ———— 24.7 % 0.24 [ 0.09, 0.61 ]
Total events: 5 (iron-+olic acid suppl), 20 (folic acid (no iron))
Heterogeneity: not applicable
Test for overall effect: 2 = 297 (P = 0.0029)
3 Unspecified or mixed anaemic status at start of supplementation
Batu 1976 1032 2531 4 753% 039 023,067
——

Subtotal (95% CI) 32 31 75.3 % 0.39 [ 0.23, 0.67 ]
Total events: 10 (iren+folic acid suppl), 25 (folic acid (no iron))

Heterogeneity: not applicable:

Test for overall effect: Z = 343 (P = 0.00061)

Total (95% CI) 155 148 - 100.0 % 0.34[0.21,0.55]
Total events: |5 (ron+Holic acid suppl), 45 (folic acid (no iron))

Heterogeneity: Tau? = 0.0, Chi2 = 0.85, df = | (P = 0.36); R =0.0%
Test for overall effect: Z = 445 (F < 000001

Test for subgroup differences: Chi? = 0.77, df = | (P = 0.38), ¥ =00%

Analysis 5.25. Comparison 5 Supplementation with iron+folic acid versus
folic acid alone (without iron) supplementation, Outcome 25 Maternal
anaemia at term (Hb less than 110 g/L at 37 weeks’ gestation or more ):
SUBGROUP ANALYSIS by dose of iron.

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 25 Maternal anaemia at term (Hb less than 110 g/L at 37 weeks’ gestation or
more ): SUBGROUP ANALYSIS by dose of iron

Cochrane Database Syst Rev. Author manuscript.
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Study or subgroup iron+folic acid suppl folic acid {no iron) Risk Ratio Weight Risle Ratio

H,Random,95% H.Random,95%
N N (s cl

I Low daily dose (30 mg elemental iron or less)

Subtotal (95% CI) 0 0 Not estimable
Total events: 0 (iron-+foic acid suppl), 0 (folic acid (no iron))

Heterogeneity: not applicable:

Test for overall effect: not applicable

2 Medium daily dose (31 to 59 mg elemental inen)

Subtotal (95% CI) o [ Not estimable
Total events: 0 (iron-+olic acid suppl), 0 folic acid (no iron))

Heterogeneity: not applicable

Test for overall effect: not applicable

3 Higher daly dose (60 mg elemental iron and above)

Batu 1976 10132 25431 i 753 % 039023, 067 ]
Chisholm 1966 51123 20017 D 247 % 024009061 ]
Subtotal (95% CI) 155 148 — 100.0 % 0.34[0.21,0.55]

Total everts: 15 (iron+olic acid suppl), 45 (folic acid (no iron))

Heterogeneity: Tau? = 00; Chi2 = 085, df = | (P = 0.36); ¥ =00%

Test for overall effect: Z = 445 (P < 0.00001)

Total (95% CI) 155 148 - 100.0%  0.34[0.21,0.55]
Total events: 15 (iron+alic acid supp), 45 (folic acid (no iron))

Heterogeneity: Tau? = 00; Chi2 = 085, df = | (P = 0.36). B =00%

Test for overall effect: Z = 445 (P < 0.00001)

Test for subgroup differences: Not applicable

2 5

suppl  folic acid (noiran)

Analysis 5.26. Comparison 5 Supplementation with iron+folic acid versus
folic acid alone (without iron) supplementation, Outcome 26 Maternal
anaemia at term (Hb less than 110 g/L at 37 weeks’ gestation or more ):
SUBGROUP ANALYSIS by malarial status of setting.

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 26 Maternal anaemia at term (Hb less than 110 g/L at 37 weeks’ gestation or
more ): SUBGROUP ANALYSIS by malarial status of setting

Cochrane Database Syst Rev. Author manuscript.
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Study or subgroup iran +olic acid suppl folic acid (no iron) Risk Ratio Weight Risk Ratio
HRandom95% HRandom 5%
N N [of i

| Malarial setting

Batu 1976 1032 2531 - 753% 039 023,067
Subtotal (95% CI) 32 31 — 753%  0.39[0.23,0.67]
Total events: 10 (iron-+folic acid suppl), 25 (folic acid (no iron))
Heterogeneity: not applicable
Test for overall effect: Z = 343 (P = 0.00061)
2 Non-malarial setting

Chisholm 1966 Eipi] 200117 — 247 % 024007, 061 ]
Subtotal (95% CI) 123 117 —— 247% 024 [0.09,0.61]
Total events: 5 (jron +Holic acid supp), 20 (folic acid (no iron))
Heterogeneity: not applicable
Test for overall effect: Z = 297 (P = 0.0029)
Toral (95% CI) 155 148 - 100.0 % 0.34[0.21,0.55]
Total events: 15 (iran-+folic acid suppl), 45 (folic acid (no iron)
Heterogeneity: Tau? = 00; Ch? = 085, df = | (P = 036); P =0.0%
Test for overall effect: Z = 445 (P < 0.00001)
Test for subgroup differences: Chi? =077, df = | (P = 0:38), P =0.0%

0102 05 1 2 5 10
romfolc acid suppl  folc acid (no ron)

Analysis 5.28. Comparison 5 Supplementation with iron+folic acid versus

folic acid alone (without iron) supplementation, Outcome 28 Maternal iron-

deficiency anaemia at term (Hb less than 110 g/L and at least one additional

laboratory indicators at 37 weeks’ gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)

supplementation

Outcome: 28 Maternal iron-deficiency anaemia at term (Hb less than 110 g/L and at least
one additional laboratory indicators at 37 weeks’ gestation or more) (ALL)

Study or subgroup irontolic acid suppl folic acid {no iron) Risk Ratio Weight Risk Ratio
H Random 95% HRandom95%

N N s d

Ziaei 2007 0370 0357 Not estimaie

Total (95% CI) 370 357 Not estimable

Total events: O (iron-+olic acid suppl), 0 (folic acid {no iron))
Heterogeneity: not applicable
Test for overall effect: not applicable:

Test for subgroup differences: Not appiicable

0001001 @1 110 100 1000

iro+folc acid suppl ol acid (no ron)
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Analysis 5.30 Comparison 5 Supplementation with iron+folic acid versus
folic zcid zione (without iron) supplementation, Outcome 30 Side effects
(ziy reparted throughout the intervention period) (ALL)

Reviev,. Daily oral iron supplementation during pregnancy

Coruparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
surplementation

Outeome: 38 Sie effects (any reported throughout the intervention period) (ALL)

Study or subgroup ironHolic acid suppl folic acid (no iron) Risk Ratic Weight Risk Ratio
HRandom95% HRandom95%

niN n/N Cl Cl

Ziaei 2007 161370 14/357 ] 1000 % 110055223 ]

Total (95% CIy 370 357 -* 100.0 % 1.10 [ 0.55,2.23 ]

Total events: |6 (iron+folic acid suppl), 14 {folic acid (no iran))
Heterogeneity: not applicable
Test for overall effect: 7 = 027 (P = 0.79)

Test for subgroup differences: Not appiicable

Analysis 5.31. Comparison 5 Supplementation with iron+folic acid versus
folic acid alone (without iron) supplementation, Outcome 31 Maternal
severe anaemia at any time during second and third trimester (Hb less than
70 g/L) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 31 Maternal severe anaemia at any time during second and third trimester (Hb
less than 70 g/L) (ALL)

Study or subgroup iron Holic acid suppl folic acid (no iron) Risk Ratio Weight Risk Ratic
HRandom95% HRandom 5%

N N c a

Batu 974 0725 021 Not estimable

Christian 2003 (C) 1136 16/138 B 1000% 006 [ 001,047 ]

Ziaei 2007 0370 0357 Not estimale

Toral (95% CI) 531 516 ——_— 100.0 % 0.06 [ 0.01, 0.47 ]

Total events: | (iron+folic acid suppl), 16 (folic acid (no iron))

Heterogeneity: not applicable
Test for overall effect
Test for

subgroup differences: Not applicable:

0001 001 Q1 | 10 100 1000

iron+folic acid suppl  folic acid (no iron)
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Analysis 5.33 Comparison 5 Supplementation with iron+folic acid versus
folic zcid zione (without iron) supplementation, Outcome 33 Infection
Aduring pregnancy (including urinary tract infections) (ALL)

Reviev,. Daily oral iron supplementation during pregnancy

Coruperison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
surplementation

Outeome: 33 4infection during pregnancy (including urinary tract infections) (ALL)

Study or subgroup iron+folic acid suppl folic acid (no iron) Risk Ratio Weight Risk Ratio
M- M-

HRandom95% HRandom95%
N N cl a
Ziaei 2007 5/370 4357 + 1000 % 121 [ 033,446 ]
Total (95% CI) 370 357 —— 100.0 % 1.21[0.33, 4.46 ]

Total events: 5 (iron+olic acid suppl). 4 (folc acid (o iron])
Heterogeneity: not applicable
Test fe effect: 7 = 028 (P = 0.78)

Test for subgroup differences: Not applicable:

Analysis 5.34. Comparison 5 Supplementation with iron+folic acid versus
folic acid alone (without iron) supplementation, Outcome 34 Very low
birthweight (less than 1500 g) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 34 Very low birthweight (less than 1500 g) (ALL)

Study or subgroup iron-+folic acid suppl folic acid (no iron) Risk Ratio Weight Risk Ratio
i M

H Random95% H,Random,35%
WN n/N Cl (@]
Christian 2003 (C) 61635 91628 - 906 % 0466024, 1.84]
Ziaei 2007 11370 /357 I B — 94 % 289(0.12,7083]
Total (95% CI) 1005 985 - 100.0 % 0.76 [ 0.28, 2,01 ]

Total events: 7 (iron-+olic acid suppl), 9 (folic acid (no iron))
0: Chit = 075, df = | (P = 0.39); P =00%
Test for overal effect: Z = 0.56 (P = 0.58)

Heterogeneity:

Test for subgroup differences: Not applicable
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Analysis 5.35 Comparison 5 Supplementation with iron+folic acid versus
folic zcid zione (without iron) supplementation, Outcome 35 Very
rremature birth (less than 34 weeks’ gestation) (ALL)

Reviev,. Daily oral iron supplementation during pregnancy

Coruperison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
surplementation

Outeome: 35 %/0ry premature birth (less than 34 weeks’ gestation) (ALL)

Study or subgroup iron+folic acid suppl folic acid (no iron) Risk Ratio Weight Risk Ratio
HRandom 5% H Random95%
n/N n/N Cl a
Zeng 2008 (C) 1201134 21192 I 088% 055027, 110]
Ziaei 2007 2370 2357 — 11.2% 096 [ 0.14, 681 ]
Total (95% CI) 1504 1549 - 100.0 % 0.58 [ 0.30, 1.12]
Total events: 14 (iron+olic acid suppl), 25 (folic acid (no iron))

Heterogen au? = 0.0; Chi2 =039, df = | (P = 0.59); > =00%
effect: Z= 161 (P =0.11)

Test for subgroup differences: Not applicable

Analysis 5.39. Comparison 5 Supplementation with iron+folic acid versus
folic acid alone (without iron) supplementation, Outcome 39 Maternal
anaemia at or near term (Hb less than 110 g/L at 34 weeks’ gestation or
more) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 39 Maternal anaemia at or near term (Hb less than 110 g/L at 34 weeks’ gestation
or more) (ALL)

Study or subgroup iron +olic acid suppl folic acid (no iron) Risk Ratio Weight Risk Rati
HRandom.95% HRandom.25%
N WN a a
Batu 1976 1032 2531 ] 753% 039 [ 023,067 ]
Chisholm 1965 5123 00117 - 247 % 024009, 061 1
Total (95% CI) 155 148 - 100.0 % 0.34[0.21, 055 ]
Total events: 15 (iron+0olic acid suppl), 45 (folic acid (no iron})

Tau? h Chi? = 0.85, df = | (P = 0.36); > =0.0%
erall effect; Z = 445 (P < 0.00001)
Test for subgroup differences: Not applicable

Cochrane Database Syst Rev. Author manuscript.
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Analysis 5.41. Comparison 5 Supplementation with iron+folic acid versus
folic acid alone (without iron) supplementation, Outcome 41 Maternal iron-
deficiency anaemia at or near term (Hb less than 110 g/L and at least one
additional laboratory indicators at 34 weeks’ gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 41 Maternal iron-deficiency anaemia at or near term (Hb less than 110 g/L and at
least one additional laboratory indicators at 34 weeks” gestation or more) (ALL)

Study or subgroup iron+olic acid suppl folic acid (no iron) Risk Ratio Weight Risk Ratio
M- M-

H.Random,95% H,Random,55%
n/N N Cl Cl
Ziaei 2007 0/370 01357 Not estimable
Total (95% CI) 370 357 Not estimable

Total events: 0 (ron+folic acid suppl), 0 (folic acid (o iron))
Heterogeneity: not applicable

Test for overall effect: not applicable

Test for subgroup differences: Not applicable

Analysis 5.42. Comparison 5 Supplementation with iron+folic acid versus
folic acid alone (without iron) supplementation, Outcome 42 Maternal Hb
concentration at or near term (in g/L at 34 weeks’ gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 42 Maternal Hb concentration at or near term (in g/L at 34 weeks’ gestation or
more) (ALL)

Mean Mean
Study er subgroup  iron+olic acid supp! falic acd (no iron) Difference Weight Difference
N Mean(SD) N Mean(SD) IVRandom 95% CI NV Random95% C1
Batu 1976 25 115 (15) 19 96 (12) = 444 % 1900 [ 1102, 2698
Ziaei 2007 370139 (125) 357 1318 (136) m 556 % 7.20[530.9.10]
Total (95% CI) 395 376 - 100.0 % 12.44 [ 0.95, 23.93 ]

Heterogeneity: Tau? = 6086; Chi? = 7.95, df = | (P = 0005); I =87%

effect; Z =212 (P = 0.034)
Test for subgroup differences: Not applicable
@0 50 0 50 100
f en+folic acid suppl
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Analysis 5.43 Comparison 5 Supplementation with iron+folic acid versus
folic zcid zione (without iron) supplementation, Outcome 43 Maternal Hb
rsinceatration within 6 wk postpartum (in g/L) (ALL)

Reviev,. Daily oral iron supplementation during pregnancy

Coruperison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
surplementation

Outeome: 43 Niaternal Hb concentration within 6 wk postpartum (in g/L) (ALL)

Mean Mean
Study or subgroup  iron-Holic acid suppl folic acid (no ifon) Diflerence Weight Difference
N Mean(SD) N Mean(sD) IV Random 5% Cl WRandomds% Cl

Christian 2003 (C) 172122 (133) 175 1128 (167) u 1000 % 920( 578, 12.62 ]
Toral (95% CI) 122 175 + 100.0 % 9.20 [ 5.78, 12.62 ]

Heterogeneity: not applicable
Test for overall effect: Z = 527 (P < 0.00001)
Test for subgroup differences: Not applicable

Analysis 5.44. Comparison 5 Supplementation with iron+folic acid versus
folic acid alone (without iron) supplementation, Outcome 44 Maternal high
haemoglobin concentrations during second or third trimester (Hb more
than 130 g/L) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 44 Maternal high haemoglobin concentrations during second or third trimester
(Hb more than 130 g/L) (ALL)

Study or subgroup iron-+olic acid suppl folic acid (na iron) Risk Ratio Weight Risk Ratio
M- -

H.Random,95% HRandom25%
N /N a i
Christian 2003 (C) 247136 17179 - 393% 287 [ 146,566 ]
Ziaei 2007 258/370 441357 u 607 % 566426, 7.52]
Total (95% CI) 506 536 - 100.0 % 4.33[2.26,8.30]

ppl). 55 (folic acid (no iror)
327, df = | (P = 007): P =69%

Test for subgroup differences: Not applicable
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Analysis 5.45. Comparison 5 Supplementation with iron+folic acid versus

folic acid alone (without iron) supplementation, Outcome 45 Maternal high

haemoglobin concentrations at or near term (Hb more than 130 g/L at 34

weeks’ gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 45 Maternal high haemoglobin concentrations at or near term (Hb more than 130
g/L at 34 weeks’ gestation or more) (ALL)

tud, beroup ironHolic acid suppl folic acid Risk Ratio Weight Risk Ratio
M.
H.Random.95% H.Randor
n/N N Cl
Chisholm 1966 4123 o7 246 % 856047, 15735]
Ziaei 2007 340/370 288357 | | 754 % L4107, 1217
Total (95% CI) 493 474 — 100.0 % 1.87 [ 0.32, 10.84 ]

Total events: 344 (ron-+olic acid suppl), 268 (folic aci

Test for subgroup differences: Not appiicable

Analysis 5.46. Comparison 5 Supplementation with iron+folic acid versus

folic acid alone (without iron) supplementation, Outcome 46 Moderate

anaemia at postpartum (Hb more than 80 g/L and less than 110 g/L) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 46 Moderate anaemia at postpartum (Hb more than 80 g/L and less than 110 g/L)
(ALL)
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Study ar subgroup iren-+olic acid suppl folic acid (na iron) Risk Ratio Weight Risk Ratio
H Random 95% H.Random.25%

/N N cl d

Christian 2003 (C) 9178 230175 R 3 1000 % 038 [0.18,081 ]

Total (95% CI) 178 175 - 100.0 % 0.38[0.18,0.81]

Total events: 9 (iron+folic acid suppl). 23 {folic acid {no iron))
Heterogeneity: not applicable

Test for overall effect: Z = 2.52 (P = 0:012)

Test for subgroup differences: Not applicable

001 ol | LT

ron*folic acid supgl folic acid {ne iron)

Analysis 5.47. Comparison 5 Supplementation with iron+folic acid versus
folic acid alone (without iron) supplementation, Outcome 47 Maternal
severe anaemia at or near term (Hb less than 70 g/L at 34 weeks’ gestation
or more) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 47 Maternal severe anaemia at or near term (Hb less than 70 g/L at 34 weeks’
gestation or more) (ALL)

Study or subgroup iron+olic acid suppl folic arid (no iron) Risk Ratio Weight Risk Ratio
HRandom95% HRandom.95%

N N a <l

Batu 1974 025 21 Not estimable

Ziaei 2007 0370 0357 Not estimable

Total (95% CI) 395 378 Not estimable

Total e iron +olic acid suppl), 0 (folic acid (no iron))

00l ol | 10100

ron+folic acid supp! folic acid (no iran)

Analysis 5.48. Comparison 5 Supplementation with iron+folic acid versus
folic acid alone (without iron) supplementation, Outcome 48 Severe
anaemia at postpartum (Hb less than 80 g/L) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 48 Severe anaemia at postpartum (Hb less than 80 g/L) (ALL)
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Study or subgroup iron-+olic acid suppl folic acid (no iran) Risk Ratia Weight Risk Ratio
HiRandom 95% HRandom 95%

/N N ] a

Batu 1976 018 0/15 Not estimable

Christian 2003 (C) 0178 &175 | — 1000 % 008[000,1.33]

Total (95% CI) 196 190 —— 100.0 % 0.08 [ 0.00, 1.33 ]

Total events: 0 (iron-+folic acid suppl), 6 (folic acid (no ron))
Heterogeneity: not applicable
Test for overall effect: 2 = 1.76 (P = 0.078)

Test for subgroup differences: Not applicable

Analysis 5.49. Comparison 5 Supplementation with iron+folic acid versus
folic acid alone (without iron) supplementation, Outcome 49 Puerperal
infection (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 49 Puerperal infection (ALL)

Stuely or subgroup ron+Holic acid suppl folic acid (no iron) Risk Ratio Weight Risk Ratio
HRandom 5% HRandom5%

n/N N Cl Cl

Ziaei 2007 3370 337 —— 1000 % 096 (020,475 ]

Total (95% CI) 370 357 ———— 100.0 % 0.96 [ 0.20, 4.75 ]

Total events: 3 (iron+olic acid suppl), 3 (folic acid (no iron))
Heterogeneity: not applicable
Test for overall effect: Z = 0.04 (P = 0.96)

Test for subgroup differences: Not applicable

0102 05 | 2 5 10

ronfolic acid suppl  folc acid {no iron)

Analysis 5.50. Comparison 5 Supplementation with iron+folic acid versus
folic acid alone (without iron) supplementation, Outcome 50 Antepartum
haemorrhage (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 50 Antepartum haemorrhage (ALL)
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Studly or subgroup iron +olic acid suppl folic acid (no iron) Risk Ratio Weight Risk Ratio
H.Random95% H.Random95%

niN niN Cl Cl

Ziasi 2007 #1370 51357 B 1000 % 135 [ 043,422 ]

Total (95% CI) 370 357 - 100.0 % 1.35 [ 0.43, 4.22 ]

Total events: 7 (iron+Holic acid suppl), 5 (folic acid {no iron))
Heterogeneity: not applicable
Test for overall effect: Z = 0.52 (P = 0.60)

Test for subgroup differences: Not appiicable

Analysis 5.51. Comparison 5 Supplementation with iron+folic acid versus
folic acid alone (without iron) supplementation, Outcome 51 Postpartum
haemorrhage (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 51 Postpartum haemorrhage (ALL)

Study or subgroup iron-+falic acid supp! folic acid (no iron) Risk Ratio ‘Weight Risk: Ratio
H.Random.95% H Random.95%

N /N ol o]

Ziaei 2007 71370 21357 - 100.0 % 3381071, 1615]

Total (95% CI) 370 357 - 100.0 % 3.38[0.71,16.15 ]

Total events: 7 (iron+olic acid suppl), 2 (folic acid (no iron))

Heterogeneity: not applicable

Test for overall effect: Z = 1.52 (P = 0.13)

Test for subgroup differences: Not applicable

0001001 Q1 1 0 100 1000

iron+folic acid supp falic acid {no iron)

Analysis 5.52. Comparison 5 Supplementation with iron+folic acid versus
folic acid alone (without iron) supplementation, Outcome 52 Transfusion
provided (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 52 Transfusion provided (ALL)
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Study or subgroup iron+folic acid supp! folic acid (no iron) Risk Ratio Weight Risk Ratio

X M
H.Random,95% HRandom,95%
n/N n/N Cl Cl
Ziaei 2007 1370 0357 —a— 1000 % 289 (0.2, 7083 |
Total (95% CI) 370 357 ——— 100.0 % 2.89[0.12,70.83 ]

Total events: | (iron-+olic acid suppl). 0 (folic acid (no iron))
Heterogeneity: not applicable
Test for overal effect: Z = 0,65 (P = 051)

Test for subgroup differences: Not applicable

Analysis 5.53. Comparison 5 Supplementation with iron+folic acid versus

folic acid alone (without iron) supplementation, Outcome 53 Diarrhoea

(ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 53 Diarrhoea (ALL)

Study or subgroup ironeHolic acid suppl folic acid {no iron) Risk Ratio Weight Riske Ratio
Handomo55% Hfandomsss

n/N n/N Cl Cl

Ziaci 2007 4370 7357 - 1000 % 055 (016, 187

Total (95% CI) 370 357 —— 100.0 % 0.55 [ 0.16, 1.87 ]

Total events: 4 (iran +olic acid suppl), 7 (folic acid (no iron))
Heterageneity: not applicable

Test for overall effect: Z = 096 (P = 0.34)

Test for subgroup differences: Not applicable

om0 | 0 Iw

iran+olic ackd suppl folic acid (o iron)

Analysis 5.54. Comparison 5 Supplementation with iron+folic acid versus

folic acid alone (without iron) supplementation, Outcome 54 Constipation

(ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 54 Constipation (ALL)
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Study or subgroup iron+folic acid suppl folic acid (no iron) Risk Ratio Weight Risk Ratio
. " Hmmcr??‘;% Hmmcr??‘;%

Ziaei 2007 167370 147357 [ ] 1600 % 110 [ 055.223]

Total (95% CI) 370 357 - 100.0 % 1.10[0.55,2.23 ]

Total events: 16 (ron+folic acid suppl), 14 (falic acid (no iron)
Heterogeneity: not applicable
Test for overall effect: Z = 027 (P = 0.79)

Test for subgroup differences: Not applicable

ool 0 | 000

iror+olic acid supp! folic acid (0 #on)

Analysis 5.55. Comparison 5 Supplementation with iron+folic acid versus
folic acid alone (without iron) supplementation, Outcome 55 Nausea (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 55 Nausea (ALL)

Study or subgroup iron-+folic acid suppl folic acid (no iron) Risk Ratio Weight Risk Ratio
HRandom% HRandom 5%

n/N n/N Cl Cl

Ziaci 2007 141370 141357 ] 1000 % 096047, 159 ]

Total (95% CI) 370 357 - 100.0 % 0.96 [ 0.47,1.99]

Total events: 14 (iran+olic acid suppl), 14 {folic acid (no iron))
Heterogeneity: not applicable
Test for overall effect: Z = 0.10 (P = 0.92)

Test for subgroup differences: Not applicable

Analysis 5.56. Comparison 5 Supplementation with iron+folic acid versus
folic acid alone (without iron) supplementation, Outcome 56 Heartburn
(ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 56 Heartburn (ALL)
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Study or subgroup iron+olic acid suppl folic acid (no iren) Risk Ratio Weight Risk Ratio
M- M-

HRandom 95% H Random95%
n/N niN Cl Cl
Ziaei 2007 12/370 7357 — 1000 % 165 [ 066, 415
Total (95% CI) 370 357 —re—— 100.0 % 1.65 [ 0.66, 4.15 ]

Total events: 12 (iron+folic acid suppl), 7 (folic acid (no iron

Heterogeneity: not applicable
1.07 (P = 0.28)

Test fi

Test for subgroup differences: Not applicable

irorHolic acid suppl Tl acid (no iron)

Analysis 5.59. Comparison 5 Supplementation with iron+folic acid versus

folic acid alone (without iron) supplementation, Outcome 59 Placental
abruption (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 59 Placental abruption (ALL)

Study or subgroup iron +olic acid suppl folic acid {no iron) Risk Ratio Weight Risk Ratio
HRandom95% H.Random.95%

N N Cl o]

Ziael 2007 4370 47357 - 1000 % 0961024, 383]

Total (95% CI) 370 357 — 100.0 % 0.96 [ 0.24, 3.83 |

Total events: 4 (iron+olic acid suppl), 4 (folic acid (na iron))

Heterogeneity: not applicable
Test for overall effect: Z = 0.05 (P = 0:96)

Test for subgroup differences: Not applicable

001 0 1 0 10

irantioli acid suppl folic acid (no ron)

Analysis 5.60. Comparison 5 Supplementation with iron+folic acid versus

folic acid alone (without iron) supplementation, Outcome 60 Premature

rupture of membranes (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 60 Premature rupture of membranes (ALL)
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Study or subgroup iron+folic acid suppl

folic acid (no iro

ny Risk Ratio Weight Risk Ratio

H,Random,95% H.Random,35%
Cl Cl

N n/N
Ziaci 2007 701370 681357 L ] 1000 % 0.99 (074, 134]
Total (95% CI) 370 357 h 100.0 % 0.99[0.74,1.34]

Total events: 70 iron+olic acid supp), 68 (folic acid (no iron))

Heterogeneity: not applicable
Test for overall effect: 7 = 0.04 (P = 0.96)

Test for subgroup differences: Not applicable

Analysis 5.61. Comparison 5 Supplementation with iron+folic acid versus

folic acid alone (without iron) supplementation, Outcome 61 Pre-eclampsia

(ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 5 Supplementation with iron+folic acid versus folic acid alone (without iron)
supplementation

Outcome: 61 Pre-eclampsia (ALL)

Study or subgroup ironHolic acid suppl

Risk Ratio Weight Risk Ratio

M- M-
H Random,95% H.Random,25%

/N N ci ci

Ziael 2007 101370 31357 —- 1000 % 3220089, 1159 ]

Total (95% CI) 370 357 T— 100.0 % 3.22[0.89,11.59]

Total events: 10 (ron-+olic acid suppl), 3 (folic acid (no iron))

Heterogeneity: not applicable
Test for overall effect: Z = 1,79 (P = 0.074)
Test for subgroup differences: Not applicable:

Analysis 6.1. Comparison 6 Supplementation with iron+other vitamins and

minerals supplementation versus same other vitamins and minerals

(without iron) supplementation, Outcome 1 Low birthweight (less than 2500

9) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 6 Supplementation with iron+other vitamins and minerals supplementation
versus same other vitamins and minerals (without iron) supplementation

Outcome: 1 Low birthweight (less than 2500 g) (ALL)
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iron+other
vitaming and
Study or subgroup minerals noron Rick Ratio Weight Risk Ratio
HRandom95% HRandom 5%
niN n/N I Cl
Siega-Riz 2001 8/166 16/168 8 1000 % 051072, 1.15]
Total (95% CI) 166 168 - 100.0 % 0.51[0.22, 1.15]

Total events: 8 (iron-+other vitamins and minerals), 16 (no iron)

neity: not applicable
effect: 2 = 163 (P = 0.10)

up differences: Not applicable

Analysis 6.2. Comparison 6 Supplementation with iron+other vitamins and
minerals supplementation versus same other vitamins and minerals
(without iron) supplementation, Outcome 2 Birthweight (g) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 6 Supplementation with iron+other vitamins and minerals supplementation
versus same other vitamins and minerals (without iron) supplementation

Outcome: 2 Birthweight (g) (ALL)

iron-+ather

vitamins and Mean Mean

Study or subgroup minerals na iren Difference Weight Difference

N Mean(SD) N Mean(SD) IVRandom,95% CI IV Random.95% CI

Ouladsahebrmadarek 201 | 410 3260 (39597) 372 321678 (430.72) | | 807 % 4322 [-1496, 10140 ]

Siega-Riz 2001 186 3325 (493) 168 217 (612) il 19.3% 108.00 [-11.12,227.12]

Total (95% CI) 576 540 hd 100.0 % 55.70 [ 3.42, 107.97 |
Het au? = 0.0, Chi? =092, df = | (P = 034); P =00%

7 =209 (P = 0037)

Test for subgroup differences: Nat applicable

Analysis 6.3. Comparison 6 Supplementation with iron+other vitamins and
minerals supplementation versus same other vitamins and minerals
(without iron) supplementation, Outcome 3 Premature birth (less than 37
weeks of gestation) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 6 Supplementation with iron+other vitamins and minerals supplementation
versus same other vitamins and minerals (without iron) supplementation

Outcome: 3 Premature birth (less than 37 weeks of gestation) (ALL)
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Study or subgroup Risk Ratio Weight Risk Ratio

M- M-
HRandom25% HRandom.25%
/N N a a
Ouladsahebmadarek 201 | 16/410 18/372 - 487 % 081042, 1.56 ]
Siega-Riz 2001 13173 2141172 Ll 513% 054028, 1.02]
Total (95% CI) 583 544 - 100.0 % 0.66 [ 0.41, 1.04 ]
en itamins and minerals), 42 (no iron)

74,d7= | (P =039): I =00%

Analysis 6.10. Comparison 6 Supplementation with iron+other vitamins and
minerals supplementation versus same other vitamins and minerals
(without iron) supplementation, Outcome 10 Side effects (any reported
throughout the intervention period) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 6 Supplementation with iron+other vitamins and minerals supplementation
versus same other vitamins and minerals (without iron) supplementation

Outcome: 10 Side effects (any reported throughout the intervention period) (ALL)

iron+other
vitamins and

Study or subgroup minerals no iron Risk Ratio Weight Risk Ratio
Hfancom 5% HAandomsts
N n/N Cl Cl
Siega-Riz 2001 49/128 30/60 . 1000 % 077 [ 055 107 ]
Total (95% CI) 128 60 . 100.0 % 0.77 [ 055, 1.07 ]
nts her vitamins and minerals), 30 (no iron)

Test for overall effect: Z = 1.56 (P = 0.12)
Test for subgroup differences: Not applicable:

0001001 01 1 10 100 1000
ironother vitamins and minerals n

Analysis 6.22. Comparison 6 Supplementation with iron+other vitamins and
minerals supplementation versus same other vitamins and minerals
(without iron) supplementation, Outcome 22 Maternal Hb concentration at
or near term (in g/L at 34 weeks’ gestation or more) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 6 Supplementation with iron+other vitamins and minerals supplementation
versus same other vitamins and minerals (without iron) supplementation
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Outcome: 22 Maternal Hb concentration at or near term (in g/L at 34 weeks’ gestation or

more) (ALL)

iron-+other

vitamins and Mean
Study or subgroup minerals no iron Weight Difference
N Mean(SD) N Mean(SD) IVRandom,95% Cl
Cantlie 1971 15 124 (6) 12 10(9) 25.1 % 1400 [ 807, 1993 )
Ouladsahebmadarek 201 | 410 1346 (75) 372 1248 (9) u 749 % 980 [ 862, 1098 ]
Total (95% CI) 425 384 . 100.0 % 10.85 [ 7.29, 14.42 ]

Heterogeneity: Tau? = 407 Chi2 = 1.85. df = | (P=0Q.17) F =46%

Test for overall effect: Z = 596 (P < 0.00001)
Test for subgroup differences: Not applicable

Analysis 6.23. Comparison 6 Supplementation with iron+other vitamins and
minerals supplementation versus same other vitamins and minerals
(without iron) supplementation, Outcome 23 Maternal Hb concentration
within 6 wk postpartum (in g/L) (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 6 Supplementation with iron+other vitamins and minerals supplementation
versus same other vitamins and minerals (without iron) supplementation

Outcome: 23 Maternal Hb concentration within 6 wk postpartum (in g/L) (ALL)

vitamins and Mean Mean
Study or subgroup minerals no iron Difference Weight Difference
N Mean(SD) N Mean(SD) MRandom95% CI IViRandom 95% CI

Cantlie 1971 15 135(12) 12 121 (15) | 1000 % 1400 [ 356, 2444 ]
Total (95% CI) 15 12 - 100.0 % 14.00 [ 3.56, 24.44 ]

Heterogeneity: not applicable
Test for overal effect: Z = 2.63 (P = 0.0085)

Test for subgroup differences: Not applicable:

Analysis 6.33. Comparison 6 Supplementation with iron+other vitamins and
minerals supplementation versus same other vitamins and minerals
(without iron) supplementation, Outcome 33 Constipation (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 6 Supplementation with iron+other vitamins and minerals supplementation
versus same other vitamins and minerals (without iron) supplementation

Outcome: 33 Constipation (ALL)
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Study or subgroup Weight Risk Ratio
Hfancom52%

N /N [al]

Siega-Riz 2001 49/128 30/60 . 1000 % 077 [055.1.07]

Total (95% CI) 128 60 - 100.0 % 0.77 [ 055, 1.07 ]

Total events: 49 (iron +other vitamins and minerals), 30 (no iron )
Heterogeneity: not applicable
Test for overall effect: Z = 1.56 (P = 0.12)

Test for subgroup differences: Not applicable

Analysis 6.35. Comparison 6 Supplementation with iron+other vitamins and
minerals supplementation versus same other vitamins and minerals
(without iron) supplementation, Outcome 35 Heartburn (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 6 Supplementation with iron+other vitamins and minerals supplementation
versus same other vitamins and minerals (without iron) supplementation

Outcome: 35 Heartburn (ALL)

Study or subgroup minerals noiron Risk Ratio Weight Risk Ratio
HRandom 5% HRandom5%

N N a Jof

Siega-Riz 2001 54/128 17160 R o 1000 % 149 [ 095,234

I 100.0 % 1.49 [ 0.95, 2.34 ]

Total (95% CI) 128 60
other vita )

Analysis 6.36. Comparison 6 Supplementation with iron+other vitamins and
minerals supplementation versus same other vitamins and minerals
(without iron) supplementation, Outcome 36 Vomiting (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 6 Supplementation with iron+other vitamins and minerals supplementation
versus same other vitamins and minerals (without iron) supplementation

Outcome: 36 Vomiting (ALL)
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iran+other

vitamins and
Study or subgroup minerals no iron Risk Ratio Weight Risk Ratio
H Random5% HRandom 95%
n/N /N Cl Cl
Siega-Riz 2001 241128 1060 = 1000 % 113[058.220]

Total (95% CI) 128 60 - 100.0 % 1.13[0.58,2.20 ]

ron-+other vitamins and minerals), 10 (no iron)

Test for overall effect: 7 = 034 (P = 0.73)

Test for subgroup differences: Not appiicable

Analysis 6.37. Comparison 6 Supplementation with iron+other vitamins and
minerals supplementation versus same other vitamins and minerals
(without iron) supplementation, Outcome 37 Diarrhoea (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 6 Supplementation with iron+other vitamins and minerals supplementation
versus same other vitamins and minerals (without iron) supplementation

Outcome: 37 Diarrhoea (ALL)

ran+other
vitamins and
Study or subgroup minerals na iron Risk Ratio Weight Risk Raticy
HRandom25% HRandom.95%
n/N n/N Cl 1l
Siega-Riz 2001 18128 16160 E 1000 % 053[029,09
Total (95% CI) 128 60 - 100.0 % 0.53 [ 0.29, 0.96 ]

Total events: 18 (iron+other vitamins and minerals), |6 (no iron)
Heterogeneity: not applicable

Test for overall effect: Z = 209 (P = 0.036)

Test for subgroup differences: Not appiicable

Analysis 6.39. Comparison 6 Supplementation with iron+other vitamins and
minerals supplementation versus same other vitamins and minerals
(without iron) supplementation, Outcome 39 Placental abruption (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 6 Supplementation with iron+other vitamins and minerals supplementation
versus same other vitamins and minerals (without iron) supplementation

Outcome: 39 Placental abruption (ALL)
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Study or subgroup o iron Risk Ratio Weight Risk Ratio
Hiandoms5% HRandom55%

/N /N Cl Cl

Ouladsahebmadarek 201 | ¢410 34372 i 1000% 181 [046,7201

Total (95% CI) 410 372 — 100.0 % 1.81 [ 0.46,7.20 ]

Total events: 6 (iron+other vitamins and minerals}, 3 (no iron)
Heterogeneity: not applic
Test for overall effect: Z = 0.85 (P = 040

Test for subgroup differences: Not applicable

Analysis 6.40. Comparison 6 Supplementation with iron+other vitamins and
minerals supplementation versus same other vitamins and minerals
(without iron) supplementation, Outcome 40 Premature rupture of
membranes (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 6 Supplementation with iron+other vitamins and minerals supplementation
versus same other vitamins and minerals (without iron) supplementation

Outcome: 40 Premature rupture of membranes (ALL)

iron+other
vitaming and

Study or subgroup minerals no iron Risk Ratio Weight Risk Ratio
H Random 5% HRandom95%
n/N niN Cl <l
Ouladsahebmadarek 201 1 200410 23372 - 1000% 079044, 141
Total (95% CI) 410 372 — 100.0 % 0.79 [ 0.44, 1.41 ]

Total events: 20 (fron+other vitamnins and minerals), 23 (no iron)
Heterogeneity: not applicable

Test for overall effect: Z = D80 (P = 043)

Test for subgroup differences: Not appiicable

Analysis 6.41. Comparison 6 Supplementation with iron+other vitamins and
minerals supplementation versus same other vitamins and minerals
(without iron) supplementation, Outcome 41 Pre-eclampsia (ALL)

Review: Daily oral iron supplementation during pregnancy

Comparison: 6 Supplementation with iron+other vitamins and minerals supplementation
versus same other vitamins and minerals (without iron) supplementation

Outcome: 41 Pre-eclampsia (ALL)

Cochrane Database Syst Rev. Author manuscript.
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Pefia-Rosas et al.

iran+other
vitamins and
Study or subgroup minerals noiron Risk Ratio Weight Risk Ratio
HRandom.95% HRandom.95%
/N /N o] ]
Ouladsahebmadarek 201 | 16/410 10/372 R 3 1000 % 145067, 3.161
Total (95% CI) 410 372 - 100.0 % 1.45 [ 0.67, 3.16 |
Total events: 16 (iron+other vitamins and minerals), 10 (no iron)
Heterogeneity: not applicable
Test for overall effect: Z = 0.94 (P = 0.35)
Test for subgroup differences: Not applicable
00l 0 l 0o o
irorr+other vitaming and minerals no ron
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