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Figure S1. Funnel plot of mean difference for serum ferritin.



Treatment Control Cohen's d Weight
Study N Mean sD N Mean SD with 95% CI (%)
Low
Fernandes JL, 2016 30 2760 1916.1 29 4276.25 3047.59 —— -0.60[-1.12, -0.08] 15.41
Karami H, 2021 17 3424 2914 17 3613 2920 —— -006[-074, 061 14.46
Gupta V, 2022 32 2353 14355 32 2242 983 —J— 009[-040, 058] 15.60
Heterogeneity: ™ = 0.03, I” = 24.33%, H” = 1.32 B -0.20[-0.56, 0.17]
Testof B, = 8;: Q(2) = 3.74, p=0.15
Moderate
Eghbali A, 2017 29 1215 6810 27 990 510 —J— 040[-0.13, 093] 15.37
El-Haggar, 2018 20 3917.7 768.1 20 36962 10447 —— 024[-0.38 0.88] 14.79
Khaled A, 2019 20 1929 421.06 20 2759 34073 —l— -2.17[-2.95, -1.39] 13.71
Heterogeneity: 1° = 1.22, I = 92.08%, H* = 12.63 ——ll——  -(48[-1.78, 0.83]
Testof 8, = 8;: Q(2) = 31.23, p = 0.00
High
Fernandes JL, 2013 5 453 285 10 1608 842 —l— -1.61[-2.83, -0.39] 10.66
Heterogeneity: ° = 0.00, I* = %, H* = . e -1.61[-2.83, -0.39]
Testof 8 =8;: Q(0)=0.00,p=.
Overall i -0.46[-1.11, 0.19]
Heterogeneity: 7° = 0.64, I = 86.23%, H* = 7.26
Test of 8, = 8 Q(6) = 39.95, p = 0.00
Test of group differences: Q.(2) =4.79, p=0.09
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Figure S2. Forest plot of Cohens’ d for serum ferritin based the risk of bias assessment.



Treatment Control Mean diff. Weight
Study N  Mean SD N Mean 5D with 95% CI (%)
Low
Fernandes JL, 2016 30 2760 19161 29 4276.25 3047.59 —_— -1516.25[ -2810.54, -221.96] 8.37
Karami H, 2021 17 3424 2914 17 3613 2920 ——m————  -189.00[ -2149.99, 1771.99] 467
Gupta V, 2022 32 2353 14355 32 2242 283 - 111.00[ -491.80, 713.80] 16.09
Heterogeneity: 1° = 214922.78, 1> = 36.51%, H® = 1.58 e -380.35[ -1209.37, 448.68]
Testof 8 = 8;: Q(2) = 4.99, p=0.08
Moderate
Eghbali A, 2017 29 1215 610 27 990 510 ] 22500[ -70.66, 520.66] 19.96
El-Haggar, 2018 20 3917.7 7681 20 36962 10447 - 22150[ -346.78, 789.78] 16.56
Khaled A, 2019 20 1929 421.08 20 2759  340.73 [ ] -830.00 [ -1067.39, -592.61] 20.51
Heterogeneity: 7° = 231460.28, |I* = 88.99%, H* = 9.08 - -159.87 [ -746.42, 426.67]
Testof 6 = 6;: Q(2) = 34.12, p = 0.00
High
Fernandes JL, 2013 5 453 285 10 1608 842 —l— -1155.00 [ -1926.00, -384.00] 13.84
Heterogeneity: 7° = 0.00, I° = %, H* = - -1155.00 [ -1926.00, -384.00)
Testof 8 = 6,: Q(0)=0.00,p=.
Overall - -366.44 [ -844.94, 112.05)
Heterogeneity: 1° = 275874.50, I* = 81.63%, H = 5.44
Test of 8 = 8;: Q(6) = 43.62, p = 0.00
Test of group differences: Q,(2) = 4.14, p=0.13

-4000 -2000 O 2000

Random-effects ML model

Figure S3. Forest plot of mean difference for serum ferritin based the risk of bias assessment.



Treatment Control Cohen's d Weight

Study N Mean SD N Mean sD with 95% CI (%)
Fernandes JL, 2013 5 453 285 10 1608 842 ——l—— -1.61[-2.83, -0.39] 12.7M1
Fernandes JL, 2016 30 2760 1916.1 29 4276.25 3047.59 —— -0.60[-1.12, -0.08] 18.01
Eghbali A, 2017 29 1215 610 27 990 510 —l— 040[-0.13, 093] 17.96
Khaled A, 2019 20 1929 421.08 20 2759 34073 —il— -217[-2.95, -1.39] 16.14
Karami H, 2021 17 3424 2914 17 3613 2920 —ll— -0.06[-0.74, 0.61] 16.96
Gupta Vv, 2022 32 2353 14355 32 2242 983 —1 0.09[-0.40, 0.58] 18.21
Overall = =058 [-1.31, 0.14]

Heterogeneity: 1° = 0.69, I° = 86.99%, H* = 7.68
Testof 8, = 8;: Q(5)=37.21, p = 0.00
Testof 6=0:z=-1.58,p=0.11

Random-effects ML model

Figure S4. Forest plot of Cohen’s d for serum ferritin after removing El-Haggar’s study.

Treatment Control Mean diff. Weight

Study N Mean SD N  Mean SD with 95% ClI (%)
Fernandes JL, 2013 5 453 285 10 1608 842 —— -1155.00 [ -1926.00, -384.00] 16.63
Fernandes JL, 2016 30 2760 1916.1 29 4276.25 3047.59 —— -1516.25 [ -2810.54, -221.96] 10.11
Eghbali A, 2017 29 1215 610 27 990 510 l 225.00[ -70.66, 520.66] 23.84
Khaled A, 2019 20 1929 421.06 20 2759  340.73 [ | -830.00 [ -1067.39, -592.61] 24.49
Karami H, 2021 17 3424 2914 17 3613 2920 —&——— -189.00[ -2149.99, 1771.99] 565
Gupta Vv, 2022 32 2353 14355 32 2242 983 —- 111.00[ -491.80, 713.80] 19.28
Overall < -484.18 [ -1012.01, 43.65]

Heterogeneity: 1° = 281480.59, I° = 82.12%, H* = 5.59
Test of 8, = 8, Q(5) = 39.01, p = 0.00
Testof@=0:z=-1.80,p=0.07

-4000 -2000 0 2000
Random-effects ML model

Figure S5. Forest plot of mean difference for serum ferritin after removing El-Haggar’s study.



Treatment Control Cohen's d Weight
Study N Mean SD N Mean sD with 95% CI (%)
Fernandes JL, 2016 30 2760 1916.1 29 4276.25 3047.59 —— -0.60[-1.12, -0.08] 17.30
Eghbali A, 2017 29 1215 610 27 990 510 —Jl— 040([-0.13, 0.93] 17.25
El-Haggar, 2018 20 3917.7 7681 20 36962 1044.7 —— 024[-0.38, 0.86] 16.54
Khaled A, 2019 20 1929 421.06 20 2759 34073 —— -2.17[-2.95, -1.39] 15.24
Karami H, 2021 17 3424 2914 17 3613 2920 —ill— -0.06[-0.74, 0.61] 16.14
Gupta V, 2022 32 2353 14355 32 2242 983 —J— 009[-040, 0.58] 17.53
Overall = -0.32[-0.98, 0.34]

Heterogeneity: 1° = 0.58, I* = 86.66%, H* = 7.49
Test of B, = 6;: Q(5) = 34.97, p = 0.00
Testof6=0:z=-095 p=0.34

Random-effects ML model

Figure S6. Forest plot of Cohen’s d for serum ferritin after removing the study of Fernandes (2013).

Treatment Control Mean diff. Weight
Study N Mean SD N Mean sD with 95% CI (%)
Fernandes JL, 2016 30 2760 1916.1 29 4276.25 3047.59 —— -1516.25[ -2810.54, -221.96] 8.89
Eghbali A, 2017 29 1215 610 27 990 510 » 22500 -70.66, 520.66) 23.94
El-Haggar, 2018 20 3917.7 7681 20 3696.2 10447 - 221.50[ -346.78, 789.78] 19.13
Khaled A, 2019 20 1929 421.06 20 2759  340.73 [ | -830.00 [ -1067.39, -592.61] 24.75
Karami H, 2021 17 3424 2914 17 3613 2920 -189.00 [ -2149.99, 1771.99] 4.78
Gupta V, 2022 32 2353 14355 32 2242 983 —- 111.00[ -491.80, 713.80] 18.50
Overall a8 -232.58[ -706.60, 241.44]

Heterogeneity: 7° = 221620.64, |° = 79.65%, H* = 4.91
Test of B, = 6;: Q(5) = 39.49, p = 0.00
Testof 8=0:2z=-0.96,p=0.34
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Figure S7. Forest plot of mean difference for serum ferritin after removing the study of Fernandes
(2013).



Treatment Control Cohen's d Weight

Study N Mean SD N Mean SD with 95% CI (%)
Eghbali A, 2017 29 95 36 27 7.3 39 0.59[ 0.05, 1.12] 51.03
Khaled A, 2019 20 35.38 559 20 20 2.23 —M— 361[ 261, 4.62] 48.97
Overall e E——— 2 07 [ -0.90, 5.04]

Heterogeneity: 1= 4.41, I = 96.31%, H? =27.12
Testof 8, =6, Q(1)=27.12, p = 0.00
Testof0=0:2z=1.37,p=0.17

Random-effects REML model

Figure S8. Forest plot of Cohens’ d for liver MRI T2*.
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Figure S9. Funnel plot for liver MRI T2*.



Treatment Control Mean diff. Weight
Study N Mean SO N Mean 3D with 95% CI (%)
Eghbali A, 2017 29 95 36 27 73 39 - 220 0.24, 4.16] 50.23
Khaled A, 2019 20 35.38 559 20 20 2.23 —— 15.38[12.74, 18.02] 49.77
Overall — e E——— 8 76 [ -4.16, 21.68]

Heterogeneity: 1° = 85.45, |° = 98.38%, H’ = 61.70
Testof 8 =8;: Q(1)=61.70, p=0.00
Testof 8=0:z=1.33,p=0.18

Random-effects REML model

Figure S10. Forest plot of mean difference for liver MRI T2%.
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Figure S11. Funnel plot of mean difference for liver MRI T2*.



Table S1. Assessment of risk of bias of included trials with support for judgment.

Bias Judgment Support for judgment
Eghbali et al. (2017)
:"R i llel- ial”
Random sequence generation =~ Low risk Quote: "Randomized, parallel-group tria
Comment: Probably done.
Allocation concealment Low risk Quote: “63 patients were randomized 1:1
Comment: Probably done.
Blinding of participants and . . .- .
Unclear ~ Comment: Not described in sufficient detail.

personnel
Blinding of outcome assessment

Unclear

Comment: Not described in sufficient detail.

Incomplete outcome data Low risk ~ Comment: No missing outcome data.
. . . Comment: All outcomes have been reported based on
Selective reporting Low risk
the protocol.
Comment: Appropriate sample size calculation
Other bias Low risk m'et‘hod; s‘pec1f1?d inclusion and exclusion criteria, the
clinical trial registry number was
IRCT2015080720715N2, no conflict of interest.
El-Haggar et al. (2018)
. . Quote: ” comparative randomized clinical trial”
Random sequence generation = Low risk
Comment: Probably done.
Quote: “Forty patients were randomized into two
Allocation concealment Low risk  groups”
Comment: Probably done.
Blinding of participants and . . . .
Unclear Comment: Not described in sufficient detail.

personnel
Blinding of outcome assessment

Unclear

Comment: Not described in sufficient detail.

Incomplete outcome data Low risk ~ Comment: No missing outcome data.
. . . Comment: All outcomes have been reported based on
Selective reporting Low risk
the protocol.
Comment: specified inclusion and exclusion criteria,
Other bias Low risk  the clinical trial registry number NCT02671695, no
conflict of interest.
Fernandes et al. (2016)
. ) Quote: “multicenter, randomized, placebo-controlled”
Random sequence generation ~ Low risk
Comment: Probably done.
Quote: “Allocation of patients and pill distribution
Allocation concealment Low risk  were done by the central pharmacy”
Comment: Probably done.
Quote: “double-blind trial”, “Allocation of patients
Blinding of participants and Low risk and pill distribution were done by the central

personnel

Blinding of outcome assessment

Incomplete outcome data
Selective reporting

Other bias

Low risk

Low risk
Low risk

Low risk

pharmacy”

Comment: Probably done.

Quote: “double-blind trial”

Comment: Probably done.

Comment: No missing outcome data.

Comment: All outcomes have been reported.
Comment: Appropriate sample size calculation
method; specified inclusion and exclusion criteria, no
conflict of interest.

Fernandes et al. (2013)



Random sequence generation
Allocation concealment
Blinding of participants and
personnel

Blinding of outcome assessment

Unclear
Low risk

High risk

Low risk

Comment: Not described in sufficient detail.
“patients were randomized to receive amlodipine”
“Designed as an open-label, controlled trial.”

“The readers of the MR images were blinded to
treatment allocation.”

Incomplete outcome data Low risk ~ Comment: No missing outcome data.
. . . Comment: All outcomes have been reported based on
Selective reporting Low risk
the protocol.
Comment: specified inclusion and exclusion criteria,
Other bias Low risk  the clinical trial registry number NCT01125254, no
conflict of interest.
Karami et al. (2021)
) . Quote: “randomized, double-blind, crossover trial”
Random sequence generation =~ Low risk
Comment: Probably done.
Quote: “online web randomizer was applied to
Allocation concealment Low risk  produce a sequence of block randomization codes”
Comment: Probably done.
Blinding of participants and . Quote: “double-blind trial”
Low risk

personnel

Blinding of outcome assessment

Low risk

Comment: Probably done.
Quote: “double-blind trial”
Comment: Probably done.

Incomplete outcome data Low risk ~ Comment: No missing outcome data.
. . . Comment: All outcomes have been reported based on
Selective reporting Low risk
the protocol.
Comment: specified inclusion and exclusion criteria,
Other bias Low risk  the clinical trial registry number
IRCT20090613002027N15, no conflict of interest.
Khaled et al. (2019)
Quote: “Single-center, prospective randomized,
. . placebo-controlled trial with the allocation of a 1:1
Random sequence generation ~ Low risk .
ratio.
Comment: Probably done.
Quote: “The clinical pharmacist generated a computer
Allocation concealment Low risk  list to randomly allocate the patients”
Comment: Probably done.
Blinding of participants and . . - .
Unclear ~ Comment: Not described in sufficient detail.
personnel
Blinding of outcome assessment Unclear Comment: Not described in sufficient detail.
Incomplete outcome data Low risk ~ Comment: No missing outcome data.
. . . Comment: All outcomes have been reported based on
Selective reporting Low risk
the protocol.
Appropriate sample size calculation method;
Other bias Low risk specified inclusion and exclusion criteria, the clinical

trial registry number is PACTR201902478249291. no
conflict of interest.




