
	Supplementary file 4: AMSTAR 2 results




Risk of bias was assessed for included systematic reviews using AMSTAR2 (A Measurement Tool to Assess systematic Reviews) *Reference: Shea et al., 2017. This is a validated 16-item scale developed to evaluate the methodological quality of reviews. Individual items are graded as “yes, partial yes, no, or no meta-analysis conducted” depending on the item content. The overall quality grading (high: 12-16 points, moderate: 9-11 points, low: 5-8 points or critically low: 0-4 points) of a systematic review is assigned by a combination of ratings. AMSTAR-2 item scores for each included systematic review were presented in a tabular form to compare the rigour and reporting. 
	Author, year
	AMSTAR 2 (A MeaSurement Tool to Assess systematic Reviews) Details
	Rating

	
	1
	2
	3
	4
	5
	6
	7
	8
	9
	10
	11
	12
	13
	14
	15
	16
	

	Duong MH et al (2025) [59]
	Y
	PY
	Y
	Y
	Y
	Y
	PY
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Low

	Lee JJ et al (2025) [20]
	Y
	PY
	Y
	Y
	Y
	Y
	PY
	Y
	Y
	N
	Y
	N
	Y
	Y
	N
	Y
	Critically low

	Stimpfl JN et al (2025) [46]
	N
	N
	N
	Y
	N
	N
	PY
	PY
	N
	N
	No meta-analysis conducted/NA
	No meta-analysis conducted/NA
	N
	N
	No meta-analysis conducted/NA
	Y
	Critically Low

	van Poelgeest E et al (2025) [57]
	Y
	PY
	Y
	Y
	Y
	Y
	PY
	Y
	Y
	N
	No meta-analysis conducted/NA
	No meta-analysis conducted/NA
	Y
	N
	No meta-analysis conducted/NA
	Y
	Moderate

	Zhang MM et al (2025) [45]
	N
	PY
	Y
	Y
	Y
	Y
	N
	Y
	N
	N
	Y
	Y
	Y
	Y
	Y
	Y
	Critically Low

	Henssler J et al (2024) [28]
	Y
	PY
	Y
	Y
	Y
	Y
	PY
	Y
	PY
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Moderate

	Lee SH et al (2024) [64]
	N
	PY
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Y
	Y
	Y
	Y
	Y
	Moderate

	Rossi A et al (2024) [61]
	Y
	PY
	Y
	Y
	Y
	Y
	PY
	Y
	Y
	N
	No meta-analysis conducted/NA
	No meta-analysis conducted/NA
	N
	N
	No meta-analysis conducted/NA
	Y
	Low

	Hickman E et al (2023) [68]
	Y
	PY
	Y
	Y
	Y
	N
	PY
	Y
	Y
	N
	No meta-analysis conducted/NA
	No meta-analysis conducted/NA
	Y
	N
	No meta-analysis conducted/NA
	Y
	Moderate

	Yee B et al (2023) [24]
	N
	N
	N
	PY
	Y
	N
	PY
	Y
	N
	N
	No meta-analysis conducted/NA
	No meta-analysis conducted/NA
	N
	N
	No meta-analysis conducted/NA
	Y
	Critically Low

	Gutwinski S et al (2021) [39]
	N
	N
	Y
	PY
	Y
	N
	N
	Y
	N
	N
	No meta-analysis conducted/NA
	No meta-analysis conducted/NA
	N
	N
	No meta-analysis conducted/NA
	Y
	Critically Low

	Van Leeuwen E et al (2021) [43]
	Y
	Y
	N
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	High

	Brandt L et al (2020) [9]
	Y
	PY
	Y
	Y
	Y
	Y
	PY
	Y
	PY
	N
	Y
	Y
	Y
	Y
	Y
	Y
	Moderate

	Reeve E et al (2020) [18]
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	PY
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	High

	Chen KK et al (2019) [66]
	N
	N
	Y
	PY
	Y
	Y
	PY
	PY
	PY
	N
	Y
	Y
	Y
	Y
	N
	Y
	Critically low

	Davies J et al (2019) [10]
	N
	N
	N
	PY
	N
	N
	N
	Y
	N
	Y
	No meta-analysis conducted/NA
	No meta-analysis conducted/NA
	N
	N
	No meta-analysis conducted/NA
	Y
	Critically Low

	Henssler J et al (2019) [44]
	N
	N
	Y
	Y
	N
	N
	N
	PY
	N
	N
	No meta-analysis conducted/NA
	No meta-analysis conducted/NA
	N
	N
	No meta-analysis conducted/NA
	Y
	Critically Low

	Maund E et al (2019) [42]
	Y
	PY
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Y
	N
	Y
	Low

	Parsons C et al (2019) [54]
	Y
	Y
	N
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Low

	Fava GA et al. (2018) [41]
	N
	N
	Y
	Y
	Y
	Y
	PY
	Y
	N
	N
	No meta-analysis conducted/NA
	No meta-analysis conducted/NA
	N
	N
	No meta-analysis conducted/NA
	Y
	Critically Low

	[bookmark: _Hlk213194068]Boghossian TA et al (2017) [60]
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	High

	Frank JW et al (2017) [49]
	N
	PY
	Y
	Y
	Y
	Y
	PY
	Y
	Y
	N
	No meta-analysis conducted/NA
	No meta-analysis conducted/NA
	N
	N
	No meta-analysis conducted/NA
	Y
	Critically Low

	Reeve E et al (2017) [53]
	Y
	N
	Y
	PY
	Y
	Y
	PY
	Y
	Y
	N
	No meta-analysis conducted/NA
	No meta-analysis conducted/NA
	Y
	N
	No meta-analysis conducted/NA
	Y
	Critically Low

	van der Wardt V et al (2017) [56]
	N
	PY
	Y
	PY
	Y
	Y
	N
	Y
	N
	N
	No meta-analysis conducted/NA
	No meta-analysis conducted/NA
	N
	N
	No meta-analysis conducted/NA
	Y
	Critically low

	Jongstra S et al (2016) [55]
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	High

	Page AT et al (2016) [67]
	Y
	PY
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Low

	Broersen LH et al (2015) [63]
	N
	N
	Y
	Y
	Y
	Y
	PY
	PY
	PY
	N
	Y
	Y
	Y
	Y
	N
	Y
	Critically low

	Fava GA et al (2015) [40]
	N
	N
	Y
	PY
	Y
	Y
	PY
	Y
	N
	N
	No meta-analysis conducted/NA
	No meta-analysis conducted/NA
	N
	N
	No meta-analysis conducted/NA
	Y
	Critically Low

	Hopper I et al (2014) [58]
	Y
	N
	Y
	Y
	Y
	Y
	Y
	PY
	N
	N
	Y
	Y
	N
	N
	Y
	Y
	Critically low

	de Vries C et al (2013) [51]
	N
	N
	Y
	PY
	Y
	N
	PY
	PY
	Y
	N
	N
	N
	N
	N
	Y
	Y
	Critically Low

	Iyer S et al (2008) [69]
	Y
	N
	Y
	PY
	Y
	Y
	N
	PY
	N
	N
	No meta-analysis conducted/NA
	No meta-analysis conducted/NA
	N
	N
	No meta-analysis conducted/NA
	Y
	Critically low

	Dündar Y et al (2004) [52]
	Y
	N
	N
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Y
	N
	N
	Y
	N
	Y
	Critically Low





	
	AMSTAR 2 details

	1
	Did the research questions and inclusion criteria for the review include the components of PICO?

	2*
	Did the report of the review contain an explicit statement that the review methods were established prior to the conduct of the review and did the report justify any significant deviations from the protocol?

	3
	Did the review authors explain their selection of the study designs for inclusion in the review?

	4*
	Did the review authors use a comprehensive literature search strategy? 

	5
	Did the review authors perform study selection in duplicate?

	6
	Did the review authors perform data extraction in duplicate?

	7*
	Did the review authors provide a list of excluded studies and justify the exclusions?

	8
	Did the review authors describe the included studies in adequate detail?

	9*
	Did the review authors use a satisfactory technique for assessing the risk of bias (RoB) in individual studies that were included in the review?

	10
	[bookmark: _Hlk212976046]Did the review authors report on the sources of funding for the studies included in the review?

	11*
	If meta-analysis was performed did the review authors use appropriate methods for statistical combination of results?

	12
	If meta-analysis was performed, did the review authors assess the potential impact of RoB in individual studies on the results of the meta-analysis or other evidence synthesis? 

	13*
	Did the review authors account for RoB in individual studies when interpreting/ discussing the results of the review?

	14*
	Did the review authors provide a satisfactory explanation for, and discussion of, any heterogeneity observed in the results of the review?

	15*
	If they performed quantitative synthesis did the review authors carry out an adequate investigation of publication bias (small study bias) and discuss its likely impact on the results of the review?

	16
	Did the review authors report any potential sources of conflict of interest, including any funding they received for conducting the review?


*Critical items for the overall confidence rating in the results of systematic review as suggested by AMSTAR 2 

[bookmark: _Hlk232715451]*Reference: Shea BJ, Reeves BC, Wells G, Thuku M, Hamel C, Moran J, Moher D, Tugwell P, Welch V, Kristjansson E, Henry DA. AMSTAR 2: a critical appraisal tool for systematic reviews that include randomised or non-randomised studies of healthcare interventions, or both. BMJ. 2017 Sep 21;358:j4008. doi:  https://doi.org/10.1136/bmj.j4008 


Rating 

High - Zero or one non-critical weakness: The systematic review provides an accurate and comprehensive summary of the results of the available studies that address the question of interest

Moderate - More than one non-critical weakness*: The systematic review has more than one weakness, but no critical flaws. It may provide an accurate summary of the results of the available studies that were included in the review.

Low - One critical flaw with or without non-critical weaknesses: The review has a critical flaw and may not provide an accurate and comprehensive summary of the available studies that address the question of interest.

[bookmark: _Hlk205294138]Critically low - More than one critical flaw with or without non-critical weaknesses: The review has more than one critical flaw and should not be relied on to provide an accurate and comprehensive summary of the available studies.

*Note: Multiple non-critical weaknesses may diminish confidence in the review and it may be appropriate to move the overall appraisal down from moderate to low confidence

	AMSTAR-2 Items 
	Details about scoring

	1
	(Yes/No) Yes: Review must have all four PICO (Population, Intervention, Comparator group, Outcome)

	2
	(Yes/No/Partially Yes): Yes: Explicit statement about established prior review methods and justification about any deviations from the protocol, Partially Yes: The review only mention that protocol was written and registered 

	3
	(Yes/No) Yes: Review must explain selection of the study designs for inclusion in the review with justification

	4
	(Yes/No/Partially Yes): Yes: Must have details about comprehensive literature search strategy, justified publication restrictions (eg. Date, language)
in different database along with supplementary data files, Partially Yes: Must have searched databases, provided key word and/or search strategy

	5
	(Yes/No) Yes: At least two reviewers must independently agree on selection of eligible studies and achieved consensus on included studies

	6
	(Yes/No) Yes: At least two reviewers must extract data from a sample of eligible studies 

	7
	(Yes/No/Partially Yes): Yes: Must provide individual list of excluded studies (e.g., in appendix or supplement listing/references and titles/authors of excluded studies) with justifications for exclusions, Partially Yes: Numbers of studies and justification for exclusions are clearly stated in text or PRISMA flow diagram. 

	8
	(Yes/No/Partially Yes): Must have described PICO in detail, study types, details about ADWRs (rate and symptoms) and method of drug withdrawal. Partially Yes: Must have described all of the relevant PICO details 

	9
	(Yes, Partial Yes, No, Includes only NRSI). Yes: (RCTs): Must have assessed RoB based on random sequence generation (selection bias), allocation concealment (selective bias), blinding of patients/assessors (performance bias), and selective reporting (reporting bias). Partially Yes: Must have assessed at least 2 of these key domains. Yes, Partial Yes, No, Includes only RCTs: Yes: (NRSI): Must have assessed confounding bias, selection bias, measurement bias (how exposures and outcomes were assessed) and reporting bias. Partially Yes: Must have assessed at least 2 of these key domains

	10
	(Yes/No) Yes: Must have reported on the sources of funding for individual studies included in the review

	11
	(Yes/No) Yes: The authors justified combining the data in a meta-analysis and they used an appropriate method for the statistical combination of results (weighted technique, random-effects meta-analyses, sensitivity analysis and heterogeneity etc.).

	12
	(Yes/No) Yes: Included only low risk of bias (high quality studies) RCTs or, if the pooled estimate was based on RCTs and/or NRSI (non-randomized studies of interventions) at variable RoB, the authors performed analysis to investigate possible impact of RoB on summary estimates of effect. Note: Authors mentioned appropriate methods (subgroup, sensitivity analyses, meta-regression) and discussed the limitations due to the small number of studies were also eligible for “Yes” scoring. 

	13
	(Yes/No) Yes: Included only low risk of bias (high quality studies) RCTs or, if RCTs with moderate or high RoB, or NRSI were included, the review provided a discussion of the key impact of RoB on the results.

	14
	(Yes/No) Yes: There was no significant heterogeneity in the results OR if heterogeneity was present the authors performed an investigation of sources of any heterogeneity in the results and discussed the impact of this on the results of the review.

	15
	(Yes/No) Yes: Performed graphical statistical tests for publication bias and discussed the likelihood and magnitude of impact of publication bias OR The authors mentioned appropriate methods for publication bias, and discussed the limitations due to the small number of studies.

	16
	(Yes/No) Yes: The authors reported no competing interests OR potential sources of conflict of interest OR described their funding sources




