Table S1: PRISMA checklist of current meta-analysis

Page where
Section and Topic Checklist item item is
reported
TITLE
Title 1 | Identify the report as a systematic review. 1
ABSTRACT
Abstract 2 | See the PRISMA 2020 for Abstracts checklist. 4
INTRODUCTION
Rationale Describe the rationale for the review in the context of existing knowledge. 5-6
Objectives 4 | Provide an explicit statement of the objective(s) or question(s) the review addresses. 5-6
METHODS
Eligibility criteria 5 | Specify the inclusion and exclusion criteria for the review and how studies were grouped for the syntheses. 7-8
Information 6 | Specify all databases, registers, websites, organisations, reference lists and other sources searched or consulted to identify studies. Specify the date when 7-8
sources each source was last searched or consulted.
Search strategy 7 | Present the full search strategies for all databases, registers and websites, including any filters and limits used. 7-8
Selection process 8 | Specify the methods used to decide whether a study met the inclusion criteria of the review, including how many reviewers screened each record and each 7-8
report retrieved, whether they worked independently, and if applicable, details of automation tools used in the process.
Data collection 9 | Specify the methods used to collect data from reports, including how many reviewers collected data from each report, whether they worked independently, 7-8
process any processes for obtaining or confirming data from study investigators, and if applicable, details of automation tools used in the process.
Data items 10a | List and define all outcomes for which data were sought. Specify whether all results that were compatible with each outcome domain in each study were 7-8
sought (e.g. for all measures, time points, analyses), and if not, the methods used to decide which results to collect.
10b | List and define all other variables for which data were sought (e.g. participant and intervention characteristics, funding sources). Describe any assumptions 7-8
made about any missing or unclear information.
Study risk of bias 11 | Specify the methods used to assess risk of bias in the included studies, including details of the tool(s) used, how many reviewers assessed each study and 8-9
assessment whether they worked independently, and if applicable, details of automation tools used in the process.
Effect measures 12 | Specify for each outcome the effect measure(s) (e.g. risk ratio, mean difference) used in the synthesis or presentation of results. 8-9
Synthesis methods 13a | Describe the processes used to decide which studies were eligible for each synthesis (e.g. tabulating the study intervention characteristics and comparing 8-9
against the planned groups for each synthesis (item #5)).
13b | Describe any methods required to prepare the data for presentation or synthesis, such as handling of missing summary statistics, or data conversions. 8-9
13c | Describe any methods used to tabulate or visually display results of individual studies and syntheses. 8-9
13d | Describe any methods used to synthesize results and provide a rationale for the choice(s). If meta-analysis was performed, describe the model(s), method(s) 89
to identify the presence and extent of statistical heterogeneity, and software package(s) used.
13e | Describe any methods used to explore possible causes of heterogeneity among study results (e.g. subgroup analysis, meta-regression). 9-10
13f | Describe any sensitivity analyses conducted to assess robustness of the synthesized results. 9-10
Reporting bias 14 | Describe any methods used to assess risk of bias due to missing results in a synthesis (arising from reporting biases). 9-10
assessment
Certainty 15 | Describe any methods used to assess certainty (or confidence) in the body of evidence for an outcome. 9-10
assessment

RESULTS




Page where

. . Item . . . .
Section and Topic 4 Checklist item item is
reported
Study selection 16a | Describe the results of the search and selection process, from the number of records identified in the search to the number of studies included in the review, | 11-12, Fig 1,
ideally using a flow diagram. eTab 2
16b | Cite studies that might appear to meet the inclusion criteria, but which were excluded, and explain why they were excluded. 11-12, eTab
3
Study 17 | Cite each included study and present its characteristics. 11-12, eTab
characteristics 4
Risk of bias in 18 | Present assessments of risk of bias for each included study. 11-12, eFig 3
studies
Results of 19 | For all outcomes, present, for each study: (a) summary statistics for each group (where appropriate) and (b) an effect estimate and its precision (e.g. 12-13, eTab
individual studies confidence/credible interval), ideally using structured tables or plots. 4
Results of 20a | For each synthesis, briefly summarise the characteristics and risk of bias among contributing studies. 12-13, Fig 2
syntheses 20b | Present results of all statistical syntheses conducted. If meta-analysis was done, present for each the summary estimate and its precision (e.g. 12-13, Fig 3
confidence/credible interval) and measures of statistical heterogeneity. If comparing groups, describe the direction of the effect.
20c | Present results of all investigations of possible causes of heterogeneity among study results. 12-13, eTab
7-8
20d | Present results of all sensitivity analyses conducted to assess the robustness of the synthesized results. 12-15
Reporting biases 21 | Present assessments of risk of bias due to missing results (arising from reporting biases) for each synthesis assessed. 12-15, eFig 4
Certainty of 22 | Present assessments of certainty (or confidence) in the body of evidence for each outcome assessed. 14-16, eTab
evidence i’
DISCUSSION
Discussion 23a | Provide a general interpretation of the results in the context of other evidence. 17-18
23b | Discuss any limitations of the evidence included in the review. 19
23c | Discuss any limitations of the review processes used. 19
23d | Discuss implications of the results for practice, policy, and future research. 20
OTHER INFORMATION
Registration and 24a | Provide registration information for the review, including register name and registration number, or state that the review was not registered. 4
protocol 24b | Indicate where the review protocol can be accessed, or state that a protocol was not prepared. 4
24c | Describe and explain any amendments to information provided at registration or in the protocol. 4
Support 25 | Describe sources of financial or non-financial support for the review, and the role of the funders or sponsors in the review. 21
Competing 26 | Declare any competing interests of review authors. 21
interests
Availability of data, 27 | Report which of the following are publicly available and where they can be found: template data collection forms; data extracted from included studies; data | 21
code and other used for all analyses; analytic code; any other materials used in the review.
materials

The current checklist followed the latest PRISMA 2020 guideline [1].
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Table S2: Keyword applied in each database and search result

Database Keyword Filter Date Result
PubMed (iron OR ferritin OR ferric OR ferrous OR erythropoietin OR epoetin alfa OR N/A 2021/4/25 100
EPO OR haemopoietin OR haemopoietic OR epoetin beta OR haematopoietin

OR erythrogenin OR erythrogenic OR erythropoetin) AND (colorectal cancer
OR colorectal neoplasm OR colorectal carcinoma OR colorectal tumor OR
colon cancer OR colon neoplasm OR rectal cancer OR rectum cancer OR
rectal neoplasm OR rectum neoplasm OR colon tumor OR rectum tumor OR
rectal tumor) AND (random OR randomized OR randomised)

ClinicalKey (iron OR erythropoietin) AND (colorectal cancer) AND (random OR N/A 2021/4/25 7
randomized OR randomised)
Cochrane CENTRAL (iron OR ferritin OR ferric OR ferrous OR erythropoietin OR epoetin alfa OR N/A 2021/4/25 112

EPO OR haemopoietin OR haemopoietic OR epoetin beta OR haematopoietin
OR erythrogenin OR erythrogenic OR erythropoetin) AND (colorectal cancer
OR colorectal neoplasm OR colorectal carcinoma OR colorectal tumor OR
colon cancer OR colon neoplasm OR rectal cancer OR rectum cancer OR
rectal neoplasm OR rectum neoplasm OR colon tumor OR rectum tumor OR
rectal tumor) AND (random OR randomized OR randomised)
‘Embase (iron OR ferritin OR ferric OR ferrous) AND (colorectal cancer OR colorectal ~ N/A 2021/4/25 310
neoplasm OR colorectal carcinoma OR colorectal tumor OR colon cancer OR

colon neoplasm OR rectal cancer OR rectum cancer OR rectal neoplasm OR




rectum neoplasm OR colon tumor OR rectum tumor OR rectal tumor) AND
(random OR randomized OR randomised)

ProQuest (iron OR erythropoietin) AND (colorectal cancer) AND (random OR cancer/colorectal 2021/4/25 584
randomized OR randomised) cancer
ScienceDirect (iron OR erythropoietin) AND (colorectal cancer) AND (random OR research article 2021/4/25 1893

randomized OR randomised)
‘Web of Science  (iron OR ferritin OR ferric OR ferrous OR erythropoietin OR epoetinalfaOR ~ N/A 2021/4/25 154
EPO OR haemopoietin OR haemopoietic OR epoetin beta OR haematopoietin
OR erythrogenin OR erythrogenic OR erythropoetin) AND (colorectal cancer
OR colorectal neoplasm OR colorectal carcinoma OR colorectal tumor OR
colon cancer OR colon neoplasm OR rectal cancer OR rectum cancer OR
rectal neoplasm OR rectum neoplasm OR colon tumor OR rectum tumor OR
rectal tumor) AND (random OR randomized OR randomised)

ClinicalTrials.gov (iron OR erythropoietin) AND (colorectal cancer) AND (random OR N/A 2021/4/25 4

randomized OR randomised)

Abbreviation: N/A: not applied



Table S3: Excluded studies and reason

Reason Numbers References

Also included patients with other cancer but not only colorectal cancer 1 [1]
Commentary 2 23
Duplicate sample source with another included study 3 ae
Intra- and post-operation intervention but not pre-operation intervention T m
Meta-analysis 2 Ba
Not associate with blood iron and hemoglobin related outcome 2 moi
‘Notrandomized controlled trials 3 M4
Retrospective study but not randomized controlled trials (O ns
Reviewarticle (O nel
‘Study protocol but not result of a randomized controlled trial a4 n720
References:
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2. Ranganathan, P.; Pramesh, C.S. Letter 1: Randomized clinical trial of preoperative intravenous iron sucrose to reduce blood transfusion

in anaemic patients after colorectal cancer surgery (Br J Surg 2009; 96: 1122-1128). Br J Surg 2010, 97, 297-298; author reply 299,
d0i:10.1002/bjs.6980.
3. Simpson, J.A.; Tselepis, C.; Igbal, T.; Acheson, A.G.; Brookes, M.J. Letter 2: Randomized clinical trial of preoperative intravenous iron
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97, 298-299; author reply 299, doi:10.1002/bjs.6981.
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carcinoma. Br J Surg 1998, 85, 63-67, doi:10.1046/j.1365-2168.1998.00564.x.

Hallet, J.; Hanif, A.; Callum, J.; Pronina, I.; Wallace, D.; Yohanathan, L.; McLeod, R.; Coburn, N. The impact of perioperative iron on the
use of red blood cell transfusions in gastrointestinal surgery: a systematic review and meta-analysis. Transfus Med Rev 2014, 28, 205-
211, d0i:10.1016/j.tmrv.2014.05.004.
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Ferrari, P.; Nicolini, A.; Manca, M.L.; Rossi, G.; Anselmi, L.; Conte, M.; Carpi, A.; Bonino, F. Treatment of mild non-chemotherapy-induced
iron deficiency anemia in cancer patients: comparison between oral ferrous bisglycinate chelate and ferrous sulfate. Biomed
Pharmacother 2012, 66, 414-418, doi:10.1016/j.biopha.2012.06.003.
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bovine lactoferrin on the growth of adenomatous colorectal polyps in a randomized, placebo-controlled clinical trial. Cancer Prev Res
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do0i:10.1016/52468-1253(19)30294-8.
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do0i:10.1016/j.suronc.2018.03.005.
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Titos-Arcos, J.C.; Soria-Aledo, V.; Carrillo-Alcaraz, A.; Ventura-Lopez, M.; Palacios-Munoz, S.; Pellicer-Franco, E. Is intravenous iron useful
for reducing transfusions in surgically treated colorectal cancer patients? World J Surg 2012, 36, 1893-1897, d0i:10.1007/s00268-012-
1589-x.

Borstlap, W.A.; Stellingwerf, M.E.; Moolla, Z.; Musters, G.D.; Buskens, C.J.; Tanis, P.J.; Bemelman, W.A. Iron therapy for the treatment of
preoperative anaemia in patients with colorectal carcinoma: a systematic review. Colorectal Dis 2015, 17, 1044-1054,
do0i:10.1111/codi.13110.
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Table S4: characteristics of the included studies

Time of iron Baseline Duration of

Study Comparison Number Mean age Female (%) Country
supplement anemia iron Tx
Keeler, B.D. intravenous ferric carboxymaltose maximum 2000mg 55 73.8 36.4
Pre-op Yes 21 days UK
(2017)[1] oral iron 400mg 61 74.7 39.3
Edwards, T.J. intravenous 600 mg iron sucrose 34 67.0 35.3
Pre-op No 1 day UK
(2009)[2] placebo (saline) 26 70.0 34.6
Lidder, P.G. oral ferrous sulphate 200 mg TDS 24 69.0 333
Pre-op No 14 days UK
(2007)[3] standard clinical management 25 72.0 36.0
total 35 days
Norager, C.B. darbepoetin alfa + Oral iron supplements (200mg/day) 75 65.0 44.0 Pre-, Peri-, or
Yes but 10 days Denmark
(2006)[4] placebo + Oral iron supplements (200mg/day) 76 63.0 38.2 post-op*
before surgery
epoetin alfa 150 IU/kg + Oral iron supplements (200mg/day) 69 72.5 55.1 total 12 days
Christodoulakis, Pre-, Peri-, or
epoetin alfa 300 IU/kg + Oral iron supplements (200mg/day) 67 71.0 55.2 Yes but 10 days Greece
M. (2005)[5] post-op*
Oral iron supplements (200mg/day) 68 70.0 before surgery
recombinant human erythropoietin (epoetin alfa) 300 IU/kg + Oral total 7 days
38 69.0 68.4 Pre-, Peri-, or
Quist, N. (1999)[6] iron supplements (200mg/day) Yes but 4 days Denmark
43 69.0 53.5 post-op*
placebo + Oral iron supplements (200mg/day) before surgery
human recombinant erythropoietin 150 IU/kg (Cilag GmbH product) total 12 days
Heiss, M.M. 17 66.0 58.8 Pre-, Peri-, or
+ Oral ferrous sulfate supplements (200mg/day) Yes but 10 days Germany
(1996)[7] 10 61.0 80.0 post-op*

placebo + Oral ferrous sulfate supplements (200mg/day)

before surgery




*: we only extracted the outcome data just before the target surgery

References:
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Table S5A: SUCRA of the blood transfusion rate

Treatment SUCRA

HighdoseEPO 95.4
LowdoseEPO 55.6
[Viron 53.2
Oraliron 48.0
DarbEPO 40.5
Pla 7.2

Sorted by efficacy order (the former, the less blood transfusion rate)



Table S5B: SUCRA of the blood transfusion rate: subgroup of patients with baseline anemia

Treatment SUCRA

HighdoseEPO 90.9
[Viron 58.7
LowdoseEPO 41.1
Oraliron 31.3
DarbEPO 28.1

Sorted by efficacy order (the former, the less blood transfusion rate)



Table S5C: SUCRA of the improvement in hemoglobin

Treatment SUCRA

HighdoseEPO 74.2
[Viron 67.9
Oraliron 48.3
DarbEPO 40.5
LowdoseEPO 37.1
Pla 31.9

Sorted by efficacy order (the former, the better improvement in hemoglobin)



Table S5D: SUCRA of the improvement in ferritin

Treatment SUCRA

IViron 80.6
Pla 51.5
Oraliron 17.9

Sorted by efficacy order (the former, the better improvement in ferritin)



Table S5E: SUCRA of the unit of blood transfused

Treatment SUCRA

HighdoseEPO 2.4
LowdoseEPO 38.4
Oraliron 49.9
[Viron 59.2
Pla 100.0

Sorted by efficacy order (the former, the less unit of blood transfused)



Table S5F: SUCRA of the drop out rate

Treatment SUCRA

[Viron 76.0
DarbEPO 69.4
Pla 56.1
Oraliron 50.4
HighdoseEPO 31.6
LowdoseEPO 16.5

Sorted by efficacy order (the former, the less drop out rate)

Abbreviation: AMSTAR: assessing the methodological quality of systematic review; Cl: confidence interval; DarbEPO: darbepoetin alfa; GRADE:
Grading of Recommendations Assessment, Development and Evaluation; HighdoseEPO: epoetin alfa 300 IU/kg; IViron: intravenous iron
supplement; LowdoseEPO: epoetin alfa 150 IU/kg; MD: mean difference; NMA: network meta-analysis; OR: odds ratio; Oraliron: oral iron
supplement; Pla: placebo/Control; PRISMA: preferred reporting items for systematic reviews and meta-analysis; RCT: randomized controlled

trial; SUCRA: surface under the cumulative ranking curve



Table S6A: League table of the blood transfusion rate: subgroup of patients with baseline anemia

HighdoseEPO

0.61(0.31,1.22)

*0.50 (0.29,0.86)

0.69 (0.24,1.99)

IViron

0.75 (0.30,1.85)

0.56 (0.30,1.05)

0.81(0.27,2.38)

LowdoseEPO

0.96 (0.52,1.77)

*0.52 (0.30,0.89)

0.75 (0.30,1.85)

0.93 (0.51,1.68)

Oraliron

0.87 (0.33,2.29)

0.45 (0.15,1.36)

0.65 (0.17,2.45)

0.81 (0.26,2.51)

0.87 (0.33,2.29)

DarbEPO

Pairwise (upper-right portion) and network (lower-left portion) meta-analysis results are presented as estimate effect sizes for the outcome of blood transfusion rate in

patients with colorectal cancer. Interventions are reported in order of mean ranking of efficacy, and outcomes are expressed as odds ratio (OR) (95% confidence intervals).

For the pairwise meta-analyses, OR of less than 1 indicate that the treatment specified in the row got better efficacy (i.e. less blood transfusion rate) than that specified in

the column. For the network meta-analysis (NMA), OR of less than 1 indicate that the treatment specified in the column got better efficacy (i.e. less blood transfusion rate)

than that specified in the row. Bold results marked with * indicate statistical significance.




Table S6B: League table of the improvement in hemoglobin

HighdoseEPO *0.98 (0.35,1.62)

0.50 (-2.52,3.52) IViron 1.12 (0.69,1.56) 0.31 (-0.43,1.05)
0.98 (-1.36,3.32) 0.48 (-1.44,2.39) Oraliron *0.31 (0.26,0.35) 0.40 (-0.10,0.90) *1.30 (0.18,2.42)
1.29 (-1.96,4.53) 0.79 (-2.17,3.74) 0.31 (-1.94,2.56) DarbEPO

1.38 (-1.90,4.66) 0.88 (-2.12,3.87) 0.40 (-1.90,2.70) 0.09 (-3.12,3.31) LowdoseEPO

1.50 (-1.58,4.58) 1.00 (-0.94,2.94) 0.52 (-1.48,2.53) 0.21 (-2.80,3.23) 0.12 (-2.93,3.18) Pla

Pairwise (upper-right portion) and network (lower-left portion) meta-analysis results are presented as estimate effect sizes for the outcome of improvement in hemoglobin
in patients with colorectal cancer. Interventions are reported in order of mean ranking of hemoglobin improvement, and outcomes are expressed as mean difference (MD)
(95% confidence intervals). For the pairwise meta-analyses, MD of higher than 0 indicate that the treatment specified in the row got more improvement than that specified
in the column. For the network meta-analysis (NMA), MD of higher than 0 indicate that the treatment specified in the column got more improvement than that specified in

the row. Bold results marked with * indicate statistical significance.



Table S6C: League table of the improvement in ferritin

IViron -36.00 (-165.49,93.49) *631.44 (479.40,783.48)
194.82 (-443.03,832.68) Pla -22.24 (-32.85,77.32)
398.22 (-241.32,1037.77) 203.40 (-430.91,837.71) Oraliron

Pairwise (upper-right portion) and network (lower-left portion) meta-analysis results are presented as estimate effect sizes for the outcome of improvement in ferritin in
patients with colorectal cancer. Interventions are reported in order of mean ranking of ferritin improvement, and outcomes are expressed as mean difference (MD) (95%
confidence intervals). For the pairwise meta-analyses, MD of higher than 0 indicate that the treatment specified in the row got more improvement than that specified in

the column. For the network meta-analysis (NMA), MD of higher than 0 indicate that the treatment specified in the column got more improvement than that specified in

the row. Bold results marked with * indicate statistical significance.



Table S6D: League table of the improvement in unit of blood transfused

HighdoseEPO

-0.380 (-0.83,0.07)

*-0.53 (-1.01,-0.05)

-0.41 (-0.84,0.02)

LowdoseEPO

-0.09 (-0.51,0.32)

*.0.50 (-0.95,-0.05)

-0.09 (-0.51,0.32)

Oraliron

-0.07 (-0.73,0.60)

*.2.38 (-3.56,-1.21)

-0.65 (-1.40,0.11)

-0.24 (-0.97,0.49)

-0.15 (-0.75,0.46)

IViron

*.1.82 (-2.74,-0.91)

*.2.62 (-3.55,-1.70)

*.2.22 (-3.13,-1.31)

*.2.13 (-2.94,-1.31)

*.1.98 (-2.73,-1.22)

Pla

Pairwise (upper-right portion) and network (lower-left portion) meta-analysis results are presented as estimate effect sizes for the outcome of improvement in unit of
blood transfused in patients with colorectal cancer. Interventions are reported in order of mean ranking of improvement in unit of blood transfused, and outcomes are
expressed as mean difference (MD) (95% confidence intervals). For the pairwise meta-analyses, MD of less than 0 indicate that the treatment specified in the row got more
improvement than that specified in the column. For the network meta-analysis (NMA), MD of less than 0 indicate that the treatment specified in the column got more

improvement than that specified in the row. Bold results marked with * indicate statistical significance.



Table S6E: League table of the drop out rate

IViron

0.77 (0.05,12.81)

0.54 (0.10,3.06)

0.74 (0.14,4.00)

DarbEPO

0.77 (0.41,1.46)

0.65 (0.09,4.55)

0.87(0.14,5.59

Pla

0.96 (0.12,7.41)

0.57 (0.12,2.71)

0.77 (0.41,1.46

0.88 (0.15,5.01)

Oraliron

0.64 (0.23,1.76)

0.20 (0.01,4.24)

0.37 (0.06,2.35)

0.49 (0.15,1.63

0.56 (0.08,4.22)

0.64 (0.23,1.76)

HighdoseEPO

)
)
)
)

0.11 (0.00,3.52) 0.15 (0.01,3.48 0.17 (0.01,5.90) 0.20 (0.01,4.24) 0.31(0.01,7.76) LowdoseEPO

Pairwise (upper-right portion) and network (lower-left portion) meta-analysis results are presented as estimate effect sizes for the outcome of drop out rate in patients
with colorectal cancer. Interventions are reported in order of mean ranking of acceptability, and outcomes are expressed as odds ratio (OR) (95% confidence intervals). For
the pairwise meta-analyses, OR of less than 1 indicate that the treatment specified in the row got better acceptability (i.e. less drop out rate) than that specified in the
column. For the network meta-analysis (NMA), OR of less than 1 indicate that the treatment specified in the column got better acceptability (i.e. less drop out rate) than

that specified in the row. Bold results marked with * indicate statistical significance.

Abbreviation: AMSTAR: assessing the methodological quality of systematic review; Cl: confidence interval; DarbEPO: darbepoetin alfa; GRADE:
Grading of Recommendations Assessment, Development and Evaluation; HighdoseEPO: epoetin alfa 300 IU/kg; IViron: intravenous iron
supplement; LowdoseEPO: epoetin alfa 150 IU/kg; MD: mean difference; NMA: network meta-analysis; OR: odds ratio; Oraliron: oral iron
supplement; Pla: placebo/Control; PRISMA: preferred reporting items for systematic reviews and meta-analysis; RCT: randomized controlled

trial; SUCRA: surface under the cumulative ranking curve



Table S7: Inconsistency of different intervention

Part of rate of blood transfusion

nosymmetric symmetric
Side Treatments used
P>z tau P>z tau
AB 0.269 1.03E-07 0.269 1.03E-07 A (reference): Pla
AC 0.269 2.13E-07 0.269 2.13E-07 B: Oraliron
BC 0.269 1.86E-08 0.269 1.42E-07 c: IViron
BD 0.423 1.06E-07 D: HighdoseEPO
BE 0.716 1.36E-05 E: LowdoseEPO
BF 0.999 3.01E-05 F: DarbEPO
DE 0.423 6.66E-06 0.48 2.07E-07
Part of changes of hemoglobin
nosymmetric symmetric
Side Treatments used
P>z tau P>z tau
AB 0.003 4.33E-05 0.003 4.33E-05 A (reference): Pla
AC 0.003 0.000164 0.003 0.000164 B: Oraliron
BC 0.003 4.46E-05 0.003 0.000214 C: IViron
BD 0.998 1.147073 D: HighdoseEPO




BE 0.999 1.147125 E: LowdoseEPO
BF 0.993 1.147956 F: DarbEPO
Part of changes of ferritin
nosymmetric symmetric
Side Treatments used
P>z tau P>z tau
AB 0 0.445877 0 0.445877 A (reference): Pla
AC 0 0.442876 0 0.442876 B: Oraliron
BC 0 0.264258 0 0.121091 c: IViron
Part of changes of amounts of blood transfused
nosymmetric symmetric
Side Treatments used
P>z tau P>z tau
AB 0.551 1.42E-06 0.551 1.42E-06 A (reference): Pla
AC 0.551 1.41E-06 0.551 1.41E-06 B: Oraliron
BC 0.551 3.97E-06 0.551 4.01E-07 C: IViron
BD 0.704 1.54E-07 D: HighdoseEPO
BE 0.992 3.15E-07 E: LowdoseEPO
DE* 0.704 2.51E-05 0.704 6.60E-07




Part of acceptability (i.e. drop out rate)

nosymmetric symmetric

Side Treatments used

P>z tau P>z tau
AB 0.877 0.002621 0.877 0.002621 A (reference): Pla
AC 0.877 0.000363 0.877 0.000363 B: Oraliron
BC 0.877 0.002707 0.877 0.000572 c IViron
BD . . 1 8.05E-06 D: HighdoseEPO
BE . . 0.999 4.24E-07 E: LowdoseEPO
BF . . 1 1.23E-06 F: DarbEPO

Abbreviation: AMISTAR: assessing the methodological quality of systematic review; Cl: confidence interval; DarbEPQO: darbepoetin alfa; GRADE:
Grading of Recommendations Assessment, Development and Evaluation; HighdoseEPO: epoetin alfa 300 IU/kg; IViron: intravenous iron
supplement; LowdoseEPO: epoetin alfa 150 IU/kg; MD: mean difference; NMA: network meta-analysis; OR: odds ratio; Oraliron: oral iron
supplement; Pla: placebo/Control; PRISMA: preferred reporting items for systematic reviews and meta-analysis; RCT: randomized controlled
trial; SUCRA: surface under the cumulative ranking curve



Table S8: Estimated between-studies standard deviation of different outcome

Outcome

Estimated between-studies standard deviation

Rate of blood transfusion

Changes of hemoglobin

Changes of ferritin

Changes of amounts of blood transfused
Acceptability (i.e. drop out rate)

1.086e-07
1.1470647
393.47632
2.528e-08
2.346e-07




Table S9: Quality of evidence for primary outcome: rate of blood transfusion
We evaluated the quality of evidence followed the articles of GRADE Working Group and of Cipriani, A [1,2].

GRADE
Direct Indirect Network meta-analysis

Comparisons g % g 8 S_: % 2 % %

© o = L c = © o 2

(study number) o o = a8 3 o a =

5 s = o o = ) 5 2

o = = = =

B ® z S R Z

2 = 8 S 2,
HighdoseEPO vs LowdoseEPO 0.61(0.31,1.22) ®O0 low 1.13 (0.84) D00 low 0.56 (0.30,1.05) OODO medium
HighdoseEPO vs IViron 0.55(0.21,1.46) OO0 very low

HighdoseEPO vs Oraliron *0.50 (0.29,0.86) AEDO medium 0.70 (1.72) &OOO verylow  *0.52(0.30,0.89) DDDD high
HighdoseEPO vs DarbEPO 0.45 (0.15,1.36) OO0 very low

HighdoseEPO vs Pla *0.24 (0.08,0.73) dDOO low
LowdoseEPO vs IViron 0.99 (0.36,2.70) OO0 very low
LowdoseEPO vs Oraliron 0.96 (0.52,1.77) ®OOQO verylow  -0.46(1.10) D00 low 0.93 (0.51,1.68) DD medium
LowdoseEPO vs DarbEPO 0.81(0.26,2.51) AOOO very low
LowdoseEPO vs Pla 0.43 (0.14,1.34) AOOO very low
IViron vs Oraliron 0.75 (0.30,1.85) ®OOO verylow  0.86(0.93) ®POO low 0.94 (0.42,2.11) DD medium
IViron vs DarbEPO 0.82 (0.23,2.89) dOOO very low
IViron vs Pla 0.72 (0.19,2.82) ®OOO verylow  -1.47(0.77) ®POO low 0.43 (0.16,1.19) BDDO medium

Oraliron vs DarbEPO 0.87(0.33,2.29) ®OOO verylow  1.65(1742.10) &OOO verylow  0.87(0.33,2.29) OODO medium




Oraliron vs Pla 0.31 (0.09,1.03) ®O0 low -0.03 (0.83) DO low 0.46 (0.17,1.22) ODDO medium

DarbEPO vs Pla 0.53 (0.13,2.08) dOOO very low

Abbreviation: AMSTAR: assessing the methodological quality of systematic review; Cl: confidence interval; DarbEPO: darbepoetin alfa; GRADE: Grading of Recommendations
Assessment, Development and Evaluation; HighdoseEPO: epoetin alfa 300 1U/kg; IViron: intravenous iron supplement; LowdoseEPO: epoetin alfa 150 1U/kg; MD: mean
difference; NMA: network meta-analysis; OR: odds ratio; Oraliron: oral iron supplement; Pla: placebo/Control; PRISMA: preferred reporting items for systematic reviews

and meta-analysis; RCT: randomized controlled trial; SE: standard error; SUCRA: surface under the cumulative ranking curve
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