
[bookmark: _Hlk153964829]Table 1
Summary of Quality assessment of controlled trial studies
	Study information
	Quality assessment

	Number
	Study
	Design
	No of patients
	Limitations (risk of bias)
	Inconsistency (heterogeneity)
	Indirectness
	Publication bias
	Imprecision
	Quality of evidence

	
	
	
	
	Randomization
	Lack of Allocation concealment
	Lack of blinding
	Incomplete accounting of patients and outcome events
	Selective outcome reporting bias
	
	Differences in population
	Differences in intervention
	Differences in outcome
	Indirect comparison
	
	
	

	1
	Farhana., 2018
	CT
	98
	+
	+
	+
	+
	+
	+
	+
	+
	+
	--
	+
	+
	low

	2
	Van den Abbeele., 2011
	RCT
	18
	+
	+
	+
	+
	-
	+
	+
	+
	-
	+
	+
	+
	low

	3
	Wu  et al., 2020
	Mice
	35
	+
	+
	+
	+
	-
	+
	+
	+
	-
	+
	+
	+
	low

	4
	Abramovici et al., 2015
	RCT
	9,969
	+
	+
	+
	+
	-
	+
	+
	+
	+
	+
	+
	+
	Moderate

	5
	Rendón-Ramírez et al., 2014
	CT
	34
	+
	+
	+
	+
	-
	+
	+
	+
	+
	+
	+
	+
	Moderate

	6
	El Safety et al., 2015
	RCT
	78
	+
	+
	+
	+
	-
	+
	+
	+
	-
	+
	+
	+
	Low

	7
	Burbank et al., 2015
	RCT
	15
	+
	+
	+
	+
	+
	+
	+
	+
	-
	+
	+
	+
	Moderate

	8
	Lutchmanen Kolanthan
	RCT
	22
	+
	+
	+
	+
	-
	+
	+
	+
	+
	+
	+
	+
	Moderate


(+) No issue, +, or unlikely.
(-) Serious issue.
(-,-) Very serious issue.

Table 2
Summary of Quality assessment of observational studies
	Number 
	Study
	Design
	No of patients
	Limitations (risk of bias)
	Inconsistency (heterogeneity)
	Indirectness
	Publication bias
	Imprecision
	Quality of evidence

	
	
	
	
	Failure to apply appropriate eligibility criteria
	Flawed measurement
	Failure to adequately control confounding
	Incomplete follow-up
	
	Differences in population
	Differences in intervention
	Differences in outcome
	Indirect comparison
	
	
	

	1
	Kumar et al., 2020
	Prospective
	622 paired
	+
	+
	+
	+
	+
	+
	+
	-
	+
	+
	+
	Moderate

	2
	Liang et al., 2018
	Prospective
	54 
	+
	+
	+
	+
	+
	+
	+
	--
	+
	+
	+
	Low

	3
	Oluwole et al., 2013
	Cross-sectional
	59 paired
	+
	+
	+
	+
	+
	+
	+
	--
	+
	+
	+
	Low

	4
	Tang et al., 2022
	Cross-sectional
	54
	+
	+
	+
	+
	+
	+
	+
	--
	+
	+
	+
	Low

	5
	Li et al., 2022
	Prospective
	156,490
	+
	+
	+
	+
	+
	+
	+
	-
	+
	+
	+
	Moderate

	6
	Sordillo et al., 2018
	Prospective
	857
	+
	+
	+
	+
	+
	+
	+
	-
	+
	+
	+
	Moderate

	7
	Miller et al., 2015
	Prospective
	269
	+
	+
	+
	+
	+
	+
	+
	-
	+
	+
	+
	Moderate

	8
	Su et al., 2013
	Cross-sectional
	146
	+
	+
	+
	+
	+
	+
	+
	--
	+
	+
	+
	Low


(+) No issue, +, or unlikely.
(-) Serious issue.
(--) Very serious issue.






Table 3
Summary of Quality assessment of in vitro studies
	Number
	Study
	Design
	No of patients
	Limitations (risk of bias)
	Inconsistency (heterogeneity)
	Indirectness
	Publication bias
	Imprecision
	Quality of evidence

	
	
	
	
	Randomization
	Lack of Allocation concealment
	Lack of blinding
	Incomplete accounting of patients and outcome events
	Selective outcome reporting bias
	
	Differences in population
	Differences in intervention
	Differences in outcome

	Indirect comparison
	
	
	

	1
	Kim et al., 2022
	In vitro
	+
	+
	+
	+
	+
	-
	+
	-
	+
	+
	+
	+
	+
	Low

	2
	Yang et al., 2020
	In vitro
	+
	+
	+
	+
	+
	+
	+
	-
	+
	+
	+
	+
	+
	Moderate

	3
	Sticozzi et al., 2018
	In vitro
	+
	+
	+
	+
	+
	+
	+
	--
	+
	-
	+
	+
	+
	Very low

	4
	Bo et al., 2016
	In vitro
	+
	+
	+
	+
	+
	+
	+
	-
	+
	+
	+
	+
	+
	Moderate

	5
	Canella et al., 2017
	In vitro
	+
	+
	+
	+
	+
	+
	+
	-
	+
	+
	+
	+
	+
	Moderate

	6
	Rajagopalan et al., 2018
	In vitro
	+
	+
	+
	+
	+
	+
	+
	-
	+
	+
	+
	+
	+
	Moderate

	7
	Ferrara et al., 2020
	In vitro
	+
	+
	+
	+
	+
	-
	+
	-
	+
	+
	+
	+
	+
	Low

	8
	Marrocco et al., 2022
	In vitro
	+
	+
	+
	+
	+
	+
	+
	-
	+
	+
	+
	+
	+
	Moderate

	9
	Neves et al., 2022
	In vitro
	+
	+
	+
	+
	+
	-
	+
	-
	+
	+
	+
	+
	+
	Low


(+) No issue, +, or unlikely.
(-) Serious issue.
(--) Very serious issue.

