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Web Appendix 1 Electronic Search Strategy

Database Date

Search Strategy

Number of references

PubMed 28-11-19

("growth"[MeSH Terms] AND (((("milk,
human"[MeSH Terms] OR "human
milk"[Title/Abstract]) OR "breast
milk"[Title/Abstract]) OR "human milk
fortifier"[ Title/Abstract]) OR

"fortification"[ Title/Abstract])) AND ((("infant,
very low birth weight"[MeSH Terms] OR "very
low birth weight infant"[ Title/Abstract]) OR
"infant, premature"[MeSH Terms]) OR "preterm
infant"[Title/Abstract])

494

Embase 28-11-19 | (‘breast milk’/exp OR ‘breast milk’ OR ‘human | 160
milk fortifier’) AND (‘very low birth weight’
OR ‘prematurity’) AND ‘growth rate’

CENTRAL | 28-11-19 | “infant, premature” in Title Abstract Keyword 21

AND “human milk fortifier” in Title Abstract
Keyword AND “growth” in Title Abstract
Keyword
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Web Fig. 1 Risk of bias graph showing authors’ judgement about each risk of bias item, presented as
percentages across all included studies.

Arunambika 20149

) . Incomplete outcome data (attrition bias)
s . Selective reporting {reporting hias)

El 2016

®
<~ @ ®| @ ®|oterbias

Gupta 2018

Khaorana 2014

® ® | ® @ ® | cindingof outcome assessment (detection bias)

® O O O O cindingof participants and personnel (perfarmance hias)

~ | @|® | @ | ® |Alocation concealment (selection hias)

® O ®| @ ® | Randomseguence generation (selection bias)

Willeitner 2017

Web Fig. 2: Risk of bias summary for included studies, showing authors’ judgements about each risk of
bias item for each included study.
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Formula fortified  Unfortified HMF fortified Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl Year M-H, Fixed, 95% CI
El 2016 3 28 1 25 33.0%  3.00[0.33, 2692 2016 R P
Gupta 2018 4 T 2 T3 BT.0% 1.95[0.37,10.30] 2018 ——
Total (95% CI) 100 98 100.0% 2.29[0.61, 8.59] iR
Tatal events 7 3
Heterogeneity: Chi*= 0.09, df=1 (P = 0.76), F= 0% + t t +
0.005 0.1 10 200
Testfor overall effect 2=1.23 (P = 0.22) Favours experimental Favours control
3a: Forest plot - Feed intolerance
Formulafortified  Unfortified HMF fortified Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Rand 95% Cl  Year M-H, Rand 95% Cl
khorana 2014 1 18 G 18 41.2% 014 [0.02,1.03] 2014 —
Willeither 2017 3 35 4 35 58.8% 0508, 3111 2017 ——
Total (95% CI) 53 50 100.0% 0.37 [0.07, 1.95] e E—
Total events 4 10
?Et?;ﬂgenelnle?ﬁu :g_ﬁ?;‘l()?hlp:JDB; df=1(P=017), F= 46% II] 0 I]I1 ‘WII] 1[”].
PRI PR AR (R ) Favours experimental Favours control
3b: Forest plot - Suspected NEC
Formula fortified  Unfortified HMF fortified Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M.H, Fixed, 95% Cl Year M_-H, Fixed, 95% CI
kharana 2014 1] 18 2 18 36.4% 0.24[0.01, 4.60] 2014 .
Willeitner 2017 1 35 4 35 BIE% 0.25[0.03, 213 2017 ——— =
Total (95% CI) 50 53 100.0%  0.25[0.04, 1.39] oG
Total events 1 G
Heterageneity: Chi*= 0.00, df=1 (P = 0.98); F= 0% I t 1 {
S > 0.001 01 10 1000
Testfor averall efiect 2= 1.58 (F = 0.11) Favours experimental  Favours control
3c: Forest plot - Definite NEC
Formula fortified Unfortified HMF fortified Mean Difference Mean Difference
Study or Subgroup  Mean SD_ Total Mean SD Total Weight IV, Fixed, 95% Cl _Year IV, Fixed, 95% CI
khaorana 2014 G633 165 15 6033 178 18 G.6% -4.00F-1572,7.72] 2014
El 2018 2276 a8 25 2852 T4 25 421% -576[10.40,-1.12] 2016 =l
Gupta 2018 348 121 75 381 139 73 51.3%  -3.30[7.50,090] 2018 —&—
Total (95% CI) 115 116 100.0% -4.38 [-7.39, -1.37] b
Heterogeneity: Chi*= 060, df= 2 (P =0.74), F=0% -1=D 15 b % 110
Testfor averall effect Z= 285 (P = 0.004) Favours experimental Favours control
3d: Forest plot - Duration of stay
Formula fortified Unfortified HMF fortified Mean Difference Mean Difference
Study or Subgroup Mean  SD Total Mean SD  Total Weight IV, Random, 95% Cl Year IV, Random, 95% C1
Kharana 2014 218 9.46 18 19.83 7.35 18 389.4% 1.97 [3.90,7.84] 2014 —
El 2016 1112 349 25 14.44 7 25 B1.6% -3.32[6.40,-0.24] 2016 ——
Total (95% CI) 10 43 100.0% 1.29[6.33,3.75] -*—
Heterogeneity, Tau®= 8.27 Chif= 2,45, df= 1 (P = 0.12); F= 59% -1’0 5 ; } 1’0
Testfor averall effect: 2= 0.50 (F = 0.62) Favours experimental  Favours control
3e: Forest plot - Time to full feeds
Formula fortified Unfortified HMF fortified Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total  Mean SD  Total Weight IV, Fixed, 95% Cl Year IV, Fixed, 95% CI
Kharana 2014 389 116 18 4.61 2.8 18 12.8% -072[219,078] 2014
Gupta 2018 5.4 ar 7 5.4 36 333 87.2% 010[0.48 066 2018
Total (95% CI) 332 351 100.0% -0.00[-0.53, 0.52]
Heterogeneity: Chi®= 1.08, df=1 (P =031}, F= 4% I2 7! 5 1: é
Testfor averall effect 2= 0.02 (F = 0.89) Favours control  Favours experimental
3f. Forest plot - BUN
Formula fortified Unfortified HMF fortified Mean Difference Mean Difference
Study or Subgroup  Mean SD  Total Mean SD Total Weight IV, Rand 95% Cl  Year IV, Rand 95% CI
khorana 2014 328 022 15 3.37 0.24 18 47.2% -0.09 [F0.25, 0.07] 2014
Gupta 2018 29 0.4 T 28 0.4 BY  52.8% 010[-0.03 023 2018
Total (95% CI) 86 85 100.0% 0.01 [-0.18, 0.20]
Heterogeneity: Tau®= 0.01; Chi®= 3.18, df=1 (P = 0.07); F= 69% i1 -U=5 b D=5 ‘i

Testfor overall effect: Z=0.11 (F =0.91)

39: Forest plot - Albumin

Favours control  Favours experimental

Web Fig. 3 Forest Plot, Feed intolerance (3a), suspected necrotizing enterocolitis (NEC) (3b), definite NEC (3c¢), duration of stay
(days) (3d), time to reach full feeds (days) (3¢), blood urea nitrogen (BUN) (3f), albumin (3g)
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