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Appendix 1. Search strategies
The search was done on 24/03/2021 at 12.30pm IST.
a. PubMed
Block
Terms
Number
1
infant, newborn[MeSH] OR newborn [tiab] OR neonate [tiab] OR
neonatal [tiab] OR premature [tiab] OR low birth weight [tiab] OR
VLBW [tiab] OR LBW [tiab] OR infan* OR neonat* OR "Infant,
Low Birth Weight"[Mesh] OR "Premature Birth"[Mesh] OR
"Infant, Small for Gestational Age"[Mesh]
2
calcium [mesh] or phosphorus [mesh] or calcium or phosphorus
3
(controlled clinical trial [pt] OR Clinical Trial[ptyp] OR randomised
[tiab] OR placebo [tiab] OR clinical trials as topic [mesh: noexp]
OR randomly [tiab] OR trial [ti]) NOT (animals [mh] NOT humans
[mh])
4
#1 AND #2 AND #3

Hits
1,600,988

685,526
1,424,838

1164

b. Embase
Block
Terms
Number
1
Infant, Newborn/ or Infant, Low Birth Weight/ or Infant, Small for
Gestational Age/ or Infant, Very Low Birth Weight/ or Infant,
Premature/ or Infant, Extremely Premature/ or infant.mp. or
newborn.mp.
2
Calcium/ or phosphorus/ or calcium.mp or phosphorus.mp
3
#1 AND #2 – filters applied ((conference abstracts or embase) and
(clinical trial or randomized controlled trial or controlled clinical
trial) and (article or article in press or conference abstract or
conference paper or "conference review"))

Hits
1,212,761

907,613
626

c. CENTRAL
Block
Terms
Number
1
(infant or newborn or neonate or neonatal or premature or very low
birth weight or low birth weight or VLBW or LBW or small for
gestational age):ti,ab,kw
(Word variations have been searched)
2
[Infant, Newborn] explode all trees
3
(calcium OR phosphorus):ti,ab,kw
4
(#1 OR #2) AND #3 in Cochrane Reviews and Trials with Child
Health, Neonatal, Public Health in Cochrane Groups (Word
variations have been searched)

Hits
85147

16143
31178
410
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Appendix 2. Outcome measures
Primary outcomes
Mortality (at 28 days chronological Any death
age and at latest follow up)
Morbidity (at 28 days
Any morbidity
chronological age and at latest
follow up)
Infection
Any clinical or laboratory defined infection
including sepsis, respiratory, diarrhea, other as
defined by study
Necrotizing enterocolitis
>= Bells stage 2 or any grade requiring surgery
(Bells stage II and III)
Bone fractures
Length of stay
Duration of hospitalization
Growth (at 28 days chronological
age and at latest follow up)
Time to regain birth weight
Weight, length/height, head
circumference
Weight, length/height, head
circumference gain
Wasting or stunting or underweight
Development (at 12 months
chronological age and at latest
follow up)
Neurodevelopment

Serious adverse events
Secondary outcomes
Biochemical markers (at 28 days
chronological age and at latest
follow up)
Bone metabolism abnormalities

Any measured abnormality in growth
Time in days to regain birth weight
In grams or centimeters
In grams/day or centimeters/week
Weight for length or length for age or weight for
age z scores <2 SD or <10th centile

2 SD below population mean on a standardized or
validated test of development, cognitive outcome,
educational attainment, behaviour (including
attachment, interaction, responsiveness) or mental
health. For example,
• Bayley Psychomotor Developmental Index
(PDI)
• Bayley Mental Developmental Index (MDI)
• Wechsler Preschool and Primary Scale of
Intelligence Third Edition (WPPSI-III)
• Behaviour and development outcome Child Behaviour Checklist (CBCL)
As defined by trialist

Serum calcium, phosphate, alkaline phosphatase,
parathyroid hormone as defined by trialist
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Diagnostic imaging markers (at 28
days chronological age and at
latest follow up)
Radiological evidence of osteopenia
of prematurity or rickets

As defined by trialist

Appendix 3. Study flow diagram
Records identified through database
search in PubMed, Cochrane Library
and Embase.
(N = 2200)

2200 records imported for screening

499 duplicates removed

1701 records screened

1663 records irrelevant

38 full text articles assessed for
eligibility
34 studies excluded

4 studies included (3 trials)
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Appendix 4. Risk of bias graphs
Risk of bias graph: review authors' judgements about each risk of bias item presented as
percentages across all included studies (RCTs).

Risk of bias graph: review authors' judgements about each risk of bias item presented as
percentages across all included studies (nonrandomized trials).
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Risk of bias summary: review authors' judgements about each risk of bias item for each
included study (RCTs).

Risk of bias summary: review authors' judgements about each risk of bias item for each
included study (nonrandomized trials).
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Appendix 5. Characteristics of included studies
Torabi 2014
Methods
Participants

Parallel randomised controlled trial
Number of babies: 40
Gestational age (mean (SD)): intervention: 33.3 (1.7); control: 33.3 (1.8)
Inclusion criteria: gestational age < 37 weeks and birth weight < 2500 grams;
medically stable and breastfed only.
Exclusion criteria: "Neonates with TPN and being nil per oral (NPO) for more
than one week, receiving medications interfering with vitamin D metabolism
(anticonvulsants, diuretics, corticosteroids etc.), those with sepsis syndrome,
significant respiratory, neurologic, renal, genetic, cardiovascular, hepatic or
gastrointestinal diseases as well as neonates whose mothers had osteomalacia,
diabetes, parathyroid gland disease and renal disorders were excluded from
the study” (Subjects and Methods, p.636).
Setting: Valie-e-Asr Hospital of Zanjan City, in Iran

Interventions

Outcomes

Notes

Risk of bias assessment
Bias arising from the
randomization process

Timing: December 2010-June 2011
Intervention: calcium 45 mg/kg/d and phosphorus 24 mg/kg/d supplement (in
addition to breast milk and vitamin D) (n = 20)
vs
Control: breast milk and Vitamin D only (n = 20)
Prespecified outcomes:
- Serum calcium, phosphorus and alkaline phosphatase levels - measured
every 2 weeks
- Growth parameters (weight, height, head circumference) - measured every 2
weeks
- Osteopenia - assessed by wrist X-ray at end of study
Funding: NR
Conflicts of interest: NR
Intention-to-treat analysis: Yes
Some
concerns

Bias due to deviations
from intended
interventions

Some
concerns

Bias due to missing
outcome data
Bias in measurement of
outcome

Low
Low

For random allocation sequence it was mentioned “Randomly
divided into two groups" (p.636)
Allocation sequence concealment was not stated
"All neonates received supplements and/or vitamin D at the
ages of 10 days to 6 weeks by mothers under the supervision
of a qualified person who did not have any role in data
analysis" (p.636)
Although they did not have a role in data analysis, this does
not mean that they were blinded
No loss to follow-up was reported. Data available for all, or
nearly all, participants randomized
Method of measuring outcome was appropriate and did not
differ between intervention groups
6
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Bias in selection of the
reported result

Holland 1990
Methods
Participants

Low

All outcomes specified were reported

Randomised Controlled Trail
Number of babies: 40 (21 in intervention and 19 in control group)
Gestational age (mean (SD)): NR
Inclusion criteria: Babies with a birthweight of less than 1250 g
Exclusion criteria: NR
Setting: Neonatal Unit at the John Radcliffe Maternity Hospital

Interventions

Timing: If plasma phosphate fell below 1.5 mmol/1 in the first 2 weeks of life
the
baby received either extra phosphate solution (0.5 ml containing 25 mg of
phosphate) or placebo (0.5 ml) 12 hourly.
Intervention: Phosphate solution (0.5 ml containing 25 mg of phosphate)
Control: Placebo (0.5 ml)

Outcomes

Notes

Risk of bias assessment
Bias arising from the
randomization process
Bias due to deviations
from intended
interventions

Plasma phosphate concentration
Tubular reabsorption of phosphate
Urinary calcium excretion (mg/100 ml glomerular filtrate)
Rickets
Funding: NR
Conflicts of interest: NR
Intention-to-treat analysis: Yes
Low

Allocation sequence was random and concealed until
participants were enrolled

Low

“The paediatric radiologist and the clinical staff were not
aware of the group allocation of any baby” (p.698)
Participants, carers/people delivering interventions were not
aware of participants' assigned intervention.

Bias due to missing
outcome data
Bias in measurement of
outcome

Low

Data were available for all participants randomized

Low

Bias in selection of the
reported result

Low

The method of measuring outcome was appropriate, and
measurement or ascertainment of outcome have not differed
between the intervention groups
Data was analysed in accordance with a pre-specified
analysis plan; finalized before unblinded outcome data were
available for analysis
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McIntosh 1986
Methods
Participants

Nonrandomised study
Number of babies: 103
Gestational age (mean (SD)): NR
Inclusion criteria: Infants of birth weight less than 1000 g admitted to the
neonatal unit of St George’s Hospital, London, over the years 1981-85. All
infants surviving the first 28 days of life were considered.
Exclusion criteria: NR
Setting: Neonatal unit of St George’s Hospital, London

Interventions

Timing: During 1981-83, 48 infants were studied completely. They received
2000 U vitamin D a day orally from the 7th day of life but no additional
calcium or phosphate. During 1984, 31 infants were studied receiving 1000 U
vitamin D from day 1 and an additional 0.83 mmol phosphate/kg mixed with
the day’s milk. During 1985, 21 infants were studied receiving 1000 U
vitamin D, 0.83 mmol phosphate/kg, and 1.62 mmol calcium/kg/day from day
1. The additional phosphate was mixed into the day’s feeds while the calcium
was given three times daily intravenously or orally as tolerated.
Intervention 1: Infants in 1984 arm receiving 0.83 mmol phosphate/kg
Intervention 2: Infants in 1985 arm receiving 0.83 mmol phosphate/kg, and
1.62 mmol calcium/kg/day

Outcomes
Notes

Risk of bias assessment
Bias due to confounding

Control: Infants in 1981-83 arm
Rickets
Alkaline phosphatase
Funding: NR
Conflicts of interest: NR
Intention-to-treat analysis: Yes
Low

Bias due to selection of
participants

Moderate

Bias in classification of
interventions

Low

Bias dur to deviations
from intended
interventions

No
information

There is probably no potential for confounding of effect of
intervention in this study
The selection of participants into the study (or into the
analysis) was not based on participant characteristics
observed after the start of intervention. The start of follow-up
and start of intervention did not coincide for most
participants.
The intervention groups were clearly defined, and the
information used to define intervention groups were recorded
at the start of the intervention
No information
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Bias due to missing data

Low

Bias in measurement of
outcomes

Low

Bias in selection of the
reported results

Low

The outcome data was available for all, or nearly all,
participants and no participants were excluded due to missing
data on intervention status
The outcome measure could not have been influenced by
knowledge of the intervention received and the methods of
outcome assessment were comparable across intervention
groups
No evidence of selection of reported effect estimates

Appendix 6. Characteristics of excluded studies
Study
Atkinson 1989, Schilling
1986, Harrison 2001, Kurl
2004
Trotter 2002, Senterre 1983,
Pohlandt 1994
Carroll 2005, Carroll 2011
Hall 1993, Wheeler 1990
Wauben 1998

Viola 2016, Christmann
2016

Chan 1986
Doege 2007
DaCunha 2016

Modanlou 1986
Gross 1987
Pettifor 1989
Kamali 2014
Salle 1986
Sann 1985
Rao 1994
Hettrich 1995

Reason for exclusion
Published in abstract form only, with no clinical results available

Not randomised
Both intervention and control groups received supplementation
Intervention performed on preterm infants at discharge from hospital
The control groups were preterm infants assigned to either Mother’s milk
+ Multinutrient fortifier or Mother’s milk + Calcium glycerophosphate.
or infants fed preterm formula
The study participants were on parenteral nutrition initially and received
mothers’ own milk or donor milk or preterm formula based on
availability. The human milk fortifier added calcium, phosphorus, and
protein to human milk
Commercial premature formula with varying calcium and phosphorus
content compared with mothers’ milk
Fortified mothers’ milk was compared with preterm formula milk
Intervention performed on preterm infants at discharge from hospital.
Intervention was a multi-component mineral and vitamin
supplementation
Mineral supplementation was provided in the form of multi-component
fortifier
Mineral supplementation was provided in the form of multi-component
fortifier or premature formula
Mineral supplementation was provided in the form of multi-component
human milk fortifier
No prespecified clinical outcomes
No prespecified clinical outcomes. All outcomes biochemical
No prespecified clinical outcomes. Outcomes biochemical (urinary
calcium and phosphate losses)
Oral calcium was compared with intravenous calcium supplementation
Preterm infants on standard preterm formula were supplemented with
calcium (Ca) and phosphorus (P)
9
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Kornmann 2017
Uauy 1989
Mize 1995
Greer 1988
Backström 1999
Loui 2004
Specker 2003
Specker 1997
Kashyap 1990

Preterm infants were fed Mother’s milk along with either donor milk or
preterm formula milk
Study infants were fed a commercially available formula designed for
premature infants
Study participants were on commercially available formula and received
calcium, phosphorus, vitamins A, C and D
Supplementation with calcium, phosphate, and protein
The intervention group received calcium, phosphorus, and vitamin D
The intervention included supplemental trace elements in addition to
calcium and phosphorus
The study participants were children 3 to 5 years of age
The study participants were formula-fed infants or infants on mother’s
milk supplemented with low-mineral formula
The study participants were supplemented with protein, calcium,
phosphorus, and sodium
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Appendix 7. Forest plots for calcium or phosphorus supplementation versus no
supplementation for preterm and/or low birthweight infants
Analysis 1.1. Comparison 1 Calcium or phosphorus supplementation versus no
supplementation, Outcome 1 Weight (g)

At 2 weeks

At 4 weeks

At 6 weeks
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Analysis 1.2. Comparison 1 Calcium or phosphorus supplementation versus no
supplementation, Outcome 2 Length (cm).
At 2 weeks

At 4 weeks

At 6 weeks
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Analysis 1.3. Comparison 1 Calcium or phosphorus supplementation versus no
supplementation, Outcome 3 Head circumference (cm).
At 2 weeks

At 4 weeks

At 6 weeks
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Analysis 1.4. Comparison 1 Calcium or phosphorus supplementation versus no
supplementation, Outcome 4 Serum alkaline phosphatase.

At 2 weeks

At 4 weeks

At latest follow up
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Analysis 1.5. Comparison 1 Calcium or phosphorus supplementation versus no
supplementation, Outcome 5 Serum calcium.
At 2 weeks

At 4 weeks

At 6 weeks
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Analysis 1.6. Comparison 1 Calcium or phosphorus supplementation versus no
supplementation, Outcome 6 Serum phosphorus.
At 2 weeks

At 4 weeks

At 6 weeks
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Analysis 1.7. Comparison 1 Calcium or phosphorus supplementation versus no
supplementation, Outcome 7 Osteopenia/rickets.
At latest follow up
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Appendix 8. Certainty assessment table for calcium or phosphorus supplementation versus no supplementation for preterm and/or low
birthweight infants
Question: Calcium and/or phosphorus supplementation compared to no supplement for preterm and/or low birthweight infants
№ of patients

Certainty assessment

№ of
studies

Study design

Risk of bias

Inconsistency

Indirectness

Imprecision

Other considerations

calcium and/or
phosphorus
supplementation

serious

not serious

serious

none

20

Effect
Certainty

Importance

MD 52.5
grams
higher
(155.44 lower
to 260.44
higher)

⨁◯◯◯

CRITICAL

MD 60
grams
higher
(151.39 lower
to 271.39
higher)

⨁◯◯◯

MD 138.5
grams
higher
(82.16 lower
to 359.16
higher)

⨁◯◯◯

no supplement

Relative
(95% CI)

Absolute
(95% CI)

20

-

Weight (g) (follow-up: 2 weeks)
1

randomised
trials

very serious

Very lowa

Weight (g) (follow-up: 4 weeks)
1

randomised
trials

very serious

serious

not serious

serious

none

20

20

-

CRITICAL

Very lowa

Weight (g) (follow-up: 6 weeks)
1

randomised
trials

very serious

serious

not serious

serious

none

20

20

-

CRITICAL

Very lowa

Length (cm) (follow-up: 2 weeks)
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№ of patients

Certainty assessment

№ of
studies

1

Study design

Risk of bias

Inconsistency

Indirectness

Imprecision

Other considerations

calcium and/or
phosphorus
supplementation

randomised
trials

very serious

serious

not serious

serious

none

20

Effect
Certainty

Importance

MD 0.34 cm
higher
(1.36 lower
to 2.04
higher)

⨁◯◯◯

CRITICAL

MD 0.47 cm
higher
(1.2 lower to
2.14 higher)

⨁◯◯◯

MD 0.77 cm
higher
(0.92 lower
to 2.46
higher)

⨁◯◯◯

MD 0.19 cm
higher
(0.42 lower
to 0.8 higher)

⨁◯◯◯

MD 0.22 cm
higher
(0.39 lower
to 0.83
higher)

⨁◯◯◯

no supplement

Relative
(95% CI)

Absolute
(95% CI)

20

-

Very low

a

Length (cm) (follow-up: 4 weeks)
1

randomised
trials

very serious

serious

not serious

serious

none

20

20

-

CRITICAL

Very lowa

Length (cm) (follow-up: 6 weeks)
1

randomised
trials

very serious

serious

not serious

serious

none

20

20

-

CRITICAL

Very lowa

Head circumference (cm) (follow-up: 2 weeks)
1

randomised
trials

very serious

serious

not serious

serious

none

20

20

-

CRITICAL

Very lowa

Head circumference (cm) (follow-up: 4 weeks)
1

randomised
trials

very serious

serious

not serious

serious

none

20

20

-

CRITICAL

Very lowa

Head circumference (cm) (follow-up: 6 weeks)

19
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№ of patients

Certainty assessment

№ of
studies

1

Study design

Risk of bias

Inconsistency

Indirectness

Imprecision

Other considerations

calcium and/or
phosphorus
supplementation

randomised
trials

very serious

serious

not serious

serious

none

20

Effect
Certainty

Importance

MD 0.33 cm
higher
(0.3 lower to
0.96 higher)

⨁◯◯◯

CRITICAL

MD 36.35
IU/L lower
(91.14 lower
to 18.44
higher)

⨁◯◯◯

MD 34.9
IU/L lower
(81.23 lower
to 11.43
higher)

⨁◯◯◯

MD 126.11
IU/L lower
(298.5 lower
to 46.27
higher)

⨁◯◯◯

MD 0.54
mg/dl higher
(0.09 lower
to 1.17
higher)

⨁◯◯◯

no supplement

Relative
(95% CI)

Absolute
(95% CI)

20

-

Very low

a

Serum alkaline phosphatase (IU/L) (follow-up: 2 weeks)
1

randomised
trials

very serious

serious

not serious

serious

none

20

20

-

CRITICAL

Very lowa

Serum alkaline phosphatase (IU/L) (follow-up: 4 weeks)
1

randomised
trials

very serious

serious

not serious

serious

none

20

20

-

CRITICAL

Very lowa

Serum alkaline phosphatase (IU/L) (follow-up: latest)
2

1 randomised
trials, 1
nonrandomized

very serious

serious

not serious

serious

none

51

71

-

CRITICAL

Very lowb

Serum calcium (mg/dl) (follow-up: 2 weeks)
1

randomised
trials

very serious

serious

not serious

serious

none

20

20

-

CRITICAL

Very lowa

Serum calcium (mg/dl) (follow-up: 4 weeks)

20
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№ of patients

Certainty assessment

№ of
studies

1

Study design

Risk of bias

Inconsistency

Indirectness

Imprecision

Other considerations

calcium and/or
phosphorus
supplementation

randomised
trials

very serious

serious

not serious

not serious

none

20

Effect
Certainty

Importance

MD 0.52
mg/dl higher
(0.06 higher
to 0.98
higher)

⨁◯◯◯

CRITICAL

MD 0.54
mg/dl higher
(0.19 lower
to 1.27
higher)

⨁◯◯◯

MD 0.02 IU
lower
(0.3 lower to
0.26 higher)

⨁◯◯◯

MD 0.01 IU
lower
(0.21 lower
to 0.19
higher)

⨁◯◯◯

MD 0.07 IU
higher
(0.22 lower
to 0.36
higher)

⨁◯◯◯

no supplement

Relative
(95% CI)

Absolute
(95% CI)

20

-

Very low

c

Serum calcium (mg/dl) (follow-up: 6 weeks)
1

randomised
trials

very serious

serious

not serious

serious

none

20

20

-

CRITICAL

Very lowa

Serum phosphorus (IU) (follow-up: 2 weeks)
1

randomised
trials

very serious

serious

not serious

serious

none

20

20

-

CRITICAL

Very lowa

Serum phosphorus (IU) (follow-up: 4 weeks)
1

randomised
trials

very serious

serious

not serious

serious

none

20

20

-

CRITICAL

Very lowa

Serum phosphorus (IU) (follow-up: 6 weeks)
1

randomised
trials

very serious

serious

not serious

serious

none

20

20

-

CRITICAL

Very lowa

Osteopenia/Rickets (follow-up: latest)

21
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№ of patients

Certainty assessment

№ of
studies

3

Study design

Risk of bias

Inconsistency

Indirectness

Imprecision

Other considerations

calcium and/or
phosphorus
supplementation

2 randomised
trials, 1
nonrandomized

serious

not serious

not serious

serious

none

21/72 (29.2%)

no supplement

47/87 (54.0%)

Effect

Relative
(95% CI)

Absolute
(95% CI)

RR 0.68
(0.46 to 0.99)

173 fewer
per 1,000
(from 292
fewer to 5
fewer)

Certainty

Importance

⨁⨁◯◯

CRITICAL

Low

d

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

Explanations
a. Downgraded three levels for: very serious risk of bias; serious inconsistency (small number of studies); serious imprecision (wide confidence interval)
b. Downgraded three levels for: very serious risk of bias; serious inconsistency (high heterogeneity (I2=73.42%)); serious imprecision (wide confidence interval)
c. Downgraded three levels for: very serious risk of bias; serious inconsistency (small number of studies)
d. Downgraded two levels for: serious risk of bias; serious imprecision (suboptimal sample size)

22
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Appendix 9. Forest plots for calcium or phosphorus supplementation compared to no
supplementation for infants <32 weeks gestational age or birthweight <1500 grams
Analysis 2.1 Comparison 2 Calcium supplementation versus no calcium supplementation for
infants <32 weeks gestational age or birthweight <1500 grams, Outcome 1 Serum alkaline
phosphatase at latest follow up.

Analysis 2.2 Comparison 2 Calcium supplementation versus no calcium supplementation for
infants <32 weeks gestational age or birthweight <1500 grams, Outcome 1 Osteopenia/rickets
at latest follow up.
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Appendix 10. Summary of findings table for calcium or phosphorus supplementation
compared to no supplementation for infants <32 weeks gestational age or birthweight
<1500 grams
[calcium and/or phosphorus supplementation] compared to [no supplement] for
[infants <32 weeks gestational age or birthweight <1500 grams]
Patient or population: [infants <32 weeks gestational age or birthweight <1500 grams]
Setting: any high, middle or low income country; at home or in the health facility
Intervention: [calcium and/or phosphorus supplementation]
Comparison: [no supplement]

Outcomes

№ of
participants
(studies)
Follow-up

Anticipated absolute effects
Certaint
Relative
Risk difference
y of the
effect
Risk
with
with [calcium
evidence
(95%
[no
and/or
(GRAD
CI) supplement]
phosphorus
E)
supplementation]
The mean
serum
alkaline
phosphatase
(IU/L) was
772.4 IU/L

MD 237.8 IU/L
lower
(415.18 lower to
60.42 lower)

Serum alkaline
phosphatase (IU/L)
follow-up: latest

82
⨁◯◯◯
(1
Very lowa
nonrandomized)

Osteopenia/RIckets
follow-up: latest

360 fewer per
119
⨁◯◯◯ RR 0.29
1,000
Very
(1 RCT, 1
(0.02 to 507 per 1,000
(497
fewer
to 1,340
lowb
nonrandomized)
3.64)
more)

mean (SD) 54.5 (70.0) weeks
median (IQR) 54.5 (5 to 104)
weeks

-

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk
in the comparison group and the relative effect of the intervention (and its 95% CI).
CI: confidence interval; MD: mean difference; RR: risk ratio
GRADE Working Group grades of evidence
High certainty: we are very confident that the true effect lies close to that of the estimate of the
effect.
Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to
be close to the estimate of the effect, but there is a possibility that it is substantially different.
Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially
different from the estimate of the effect.
Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to
be substantially different from the estimate of effect.
Explanations
a. Downgraded three levels for: serious risk of bias; serious inconsistency (small number of studies); serious imprecision (suboptimal sample
size)
b. Downgraded three levels for: serious risk of bias; serious inconsistency (high heterogeneity); very serious imprecision (wide confidence
interval, suboptimal sample size)
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Appendix 11. Certainty assessment table for calcium or phosphorus supplementation compared to no supplementation for infants <32
weeks gestational age or birthweight <1500 grams
Question: Calcium and/or phosphorus supplementation compared to no supplement for infants <32 weeks gestational age or birthweight <1500
grams
№ of patients

Certainty assessment

№ of
studies

Study design

Risk of
bias

Inconsistency

Effect
Certainty

Indirectness

Imprecision

Other
considerations

[calcium and/or
phosphorus
supplementation]

[no supplement]

Relative
(95% CI)

Absolute
(95% CI)

not serious

serious

none

31

51

-

MD 237.8
IU/L lower
(415.18 lower
to 60.42
lower)

⨁◯◯◯

RR 0.29
360 fewer per
(0.02 to 3.64)
1,000
(from 497
fewer to 1,000
more)

⨁◯◯◯

Importance

Serum alkaline phosphatase (IU/L) (follow-up: latest)
1

nonrandomized

serious

serious

Very lowa

Osteopenia/RIckets (follow-up: latest)
2

1 randomised
trials, 1
nonrandomized

serious

serious

not serious

very serious

none

13/52 (25.0%)

34/67 (50.7%)

Very lowb

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

Explanations
a. Downgraded three levels for: serious risk of bias; serious inconsistency (small number of studies); serious imprecision (suboptimal sample size)
b. Downgraded three levels for: serious risk of bias; serious inconsistency (high heterogeneity); very serious imprecision (wide confidence interval, suboptimal sample size)
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