Table S1. Prisma checklist

: Reported
# Checklist Item on Page #

TITLE

Title 1 | Identify the report as a systematic review, meta-analysis, or both. 1

ABSTRACT
Provide a structured summary including, as applicable: background; objectives; data sources; study eligibility criteria,

Structured summary 2 | participants, and interventions; study appraisal and synthesis methods; results; limitations; conclusions and 2-3
implications of key findings; systematic review registration number.

INTRODUCTION

Rationale 3 | Describe the rationale for the review in the context of what is already known. 3-4

Obiectives 4 Provide an explicit statement of questions being addressed with reference to participants, interventions, comparisons, 3.4

) outcomes, and study design (PICOS).
METHODS
Protocol and registration 5 Indicate if a review protocol exists, if and where it can be accessed (e.g., Web address), and, if available, provide 3
9 registration information including registration number.
- N Specify study characteristics (e.g., PICOS, length of follow-up) and report characteristics (e.g., years considered,

Eligibility criteria 6 o . T 4 . 6
language, publication status) used as criteria for eligibility, giving rationale.

Information sources 7 Describe all information sources (e.g., databases with dates of coverage, contact with study authors to identify 4-5
additional studies) in the search and date last searched.
Present full electronic search strategy for at least one database, including any limits used, such that it could be

Search 8 4-5
repeated.

. State the process for selecting studies (i.e., screening, eligibility, included in systematic review, and, if applicable,

Study selection ° included in the meta-analysis). 6

Data collection process 10 Descrlbg _method of dgta_extracnon from rep(_)rts (e.g., piloted forms, independently, in duplicate) and any processes 7
for obtaining and confirming data from investigators.

Data items 11 L_|st a_n_d dgfme all variables for which data were sought (e.g., PICOS, funding sources) and any assumptions and 7
simplifications made.

Risk of bias in individual 12 Describe methods used for assessing risk of bias of individual studies (including specification of whether this was 9-10

studies done at the study or outcome level), and how this information is to be used in any data synthesis.

Summary measures 13 | State the principal summary measures (e.g., risk ratio, difference in means). 1,8

. Describe the methods of handling data and combining results of studies, if done, including measures of consistency
Synthesis of results 14 (e.g., 1> for each meta-analysis. 10-40
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systematic review.

on Page #
. : . Specify any assessment of risk of bias that may affect the cumulative evidence (e.g., publication bias, selective )
Risk of bias across studies 15 reporting within studies). 9-10
. Describe methods of additional analyses (e.g., sensitivity or subgroup analyses, meta-regression), if done, indicating
Additional analyses 16| \which were pre-specified. 8
RESULTS
Studv selection 17 Give numbers of studies screened, assessed for eligibility, and included in the review, with reasons for exclusions at 12-13
y each stage, ideally with a flow diagram.
- For each study, present characteristics for which data were extracted (e.g., study size, PICOS, follow-up period) and
Study characteristics 18 provide the citations. Table 1
Risk of bias within studies 19 | Present data on risk of bias of each study and, if available, any outcome level assessment (see item 12). 39-40
L . For all outcomes considered (benefits or harms), present, for each study: (a) simple summary data for each )
Results of individual studies 20 intervention group (b) effect estimates and confidence intervals, ideally with a forest plot. 10-37
Synthesis of results 21 Presgnt the main results of the review. If meta-analyses done, include for each, confidence intervals and measures of 10-37
consistency.
Risk of bias across studies 22 | Present results of any assessment of risk of bias across studies (see Item 15). 38-39
Additional analysis 23 | Give results of additional analyses, if done (e.g., sensitivity or subgroup analyses, meta-regression [see Item 16]). 28-38
DISCUSSION
Summary of evidence 24 Summarize the main findings including the strength of evidence for each main outcome; consider their relevance to 40-42
y key groups (e.g., healthcare providers, users, and policy makers).
L Discuss limitations at study and outcome level (e.g., risk of bias), and at review-level (e.g., incomplete retrieval of
Limitations 25 identified research, reporting bias). 42
Conclusions 26 | Provide a general interpretation of the results in the context of other evidence, and implications for future research. 40-42
FUNDING
Funding 27 Describe sources of funding for the systematic review and other support (e.g., supply of data); role of funders for the 43




Table S2. Hypothesis testing table for OS (Overall Survival) and DFS (Disease Free Survival)
Claszs%lé: IIIaII- Orsv;:cg fNa'I' Begg and Mazumdar | Egger's regression Dual and Tweedie (Random effects)
Groups Clinical Z P HR In Tau Z P Intercept P df | Observed Q Adjusted Q
outcomes | value | value | observed value | value value value value
g?gl?p (OK] 11.69 0 1.472 0.219 | 2.122 | 0.033 1.679 0 43 1.9 176.387 | 1.419 | 267.848
g?gl?p DFS 7.549 0 2.615 0.252 | 1.259 | 0.207 | -0.699 | 0.586 | 12 2.688 23.105 2.459 27.626
Table S3. Hypothesis testing table for individual miRNA under the endpoints of OS and DFS
| Fixed Mixed/random Hypothesis test
Subgroups Heterogeneity 95% CI 95% CI Fixed effects model Random effects model
Q P 1 HR Low | High HR Low | High Z P Studies Z P Studies

DFS 23.103 | 0.04 |43.729 | 2.615 | 2.074 | 3.298 | 2.596 | 1.917 | 3.515 8.13 0 14 6.17 0 14
miR21 1.527 | 0.217 | 34501 | 1.521 | 0.953 | 2.426 | 1.466 | 0.806 | 2.666 | 1.759 | 0.079 2 1.254 | 0.21 2
miR34a | 10.327 | 0.001 | 90.317 | 2.966 | 1.267 | 6.941 | 0.19 0 130514 | 2.506 | 0.012 2 -0.498 | 0.619 2
oS 176.388| 0 | 75.055| 1.473 | 1.363 | 1.592 | 1.825 | 1.527 | 2.181 | 9.774 0 45 6.614 0 45
miR21 11.566 | 0.072 | 48.122 | 1.556 | 1.256 | 1.928 | 1.591 | 1.154 | 2.194 | 4.046 0 7 2.836 | 0.005 7
miR20a 0.524 | 0.469 0 4.214 | 2.165 | 8.203 | 4.214 | 2.165 | 8.203 | 4.232 0 2 4.232 0 2
miR375 15.235 0 |86.872| 2.465 | 1.576 | 3.857 | 4.482 | 1.049 | 19.145 | 3.951 0 3 2.025 | 0.043 3
miR125b | 7.516 | 0.006 | 86.896 | 1.103 | 0.876 | 1.389 | 2.3 | 0.395 | 13.397 | 0.838 | 0.402 2 0.926 | 0.354 2
miR34c-5p | 1.105 | 0.293 | 9.506 | 4.283 | 2.45 | 7.485 | 4.358 | 2.376 | 7.995 | 5.106 0 2 4.756 0 2
miR155 2.7 0.1 |62.964 | 2.928 | 1.629 | 5.263 | 4.076 | 1.048 | 15.848 | 3.591 0 2 2.028 | 0.043 2
miR200b | 0.292 | 0.589 0 1.185 | 0.644 | 2.182 | 1.185 | 0.644 | 2.182 | 0.546 | 0.585 2 0.546 | 0.585 2
miR155 0.014 | 0.907 0 1.866 | 1.047 | 3.326 | 1.866 | 1.047 | 3.326 | 2.114 | 0.034 2 2.114 | 0.034 2




