Supplementary Material
Judgement and support for the judgement for each included study in the PEDro scale
	Entry
	Judgement
(Yes / No)
	Support for judgement

	
	
	Location in article or “Quote”
	Comment of author

	Derosa G. (2013)

	Eligibility criteria specified
	Yes
	(Section 2.2)
	Eligibility criteria were specified.

	Random allocation
	Yes
	“Randomization was done using a drawing of envelopes containing randomization codes prepared by a statistician.”
	Subjects were randomly allocated.

	Concealed allocation
	Yes
	“Both Berberis aristata/Silybum marianum and placebo were supplied as identical, opaque, white capsules in coded bottles to ensure the blind status of the study.”
	Concealment was maintained.

	Groups similar at baseline
	Yes
	(Table 2 and Table 3)
	Groups were similar at baseline.

	Subject blinding
	Yes
	“Both Berberis aristata/Silybum marianum and placebo were supplied as identical, opaque, white capsules in coded bottles to ensure the blind status of the study.”
	Subjects were blinded and the procedures were informed.

	Therapist blinding
	Yes
	“…double-blind, randomized, placebo-controlled, clinical trial …”
	Therapist were blinded and the procedures were informed.

	Assessor blinding
	No
	--- 
	No details of assessor blinding are provided.

	Less than 15% dropouts
	Yes
	(Section 3.1)
	Data from more than 85% of the subjects initially allocated to groups is obtained for at least one key outcome.

	Intention-to-treat analysis
	Yes
	“An intention-to-treat analysis was conducted in patients who …”
	Intention-to-treat analysis method was used.

	Between-group statistical comparison
	Yes
	---
	Between-group statistical analysis were performed, and results are reported.

	Point measures and variability
	Yes
	---
	Data of point measure and measure of variability for at least one key outcome is reported.

	Derosa G. (2013)

	Eligibility criteria specified
	Yes
	“Caucasian patients aged ≥18 years, of either sex, were eligible …”
	Eligibility criteria were specified.

	Random allocation
	Yes
	“Randomisation was done using a drawing of envelopes containing randomisation codes prepared by a statistician.”
	Subjects were randomly allocated.

	Concealed allocation
	Yes
	“Both Berberis aristata/Silybum marianum and placebo were supplied as identical, opaque, white capsules in coded bottles to ensure the blind status of the study.”
	Concealment was maintained.

	Groups similar at baseline
	Yes
	(Table 2 and Table 3)
	Groups were similar at baseline.

	Subject blinding
	Yes
	“Both Berberis aristata/Silybum marianum and placebo were supplied as identical, opaque, white capsules in coded bottles to ensure the blind status of the study.”
	Subjects were blinded and the procedures were informed.

	Therapist blinding
	Yes
	“…14-month, double-blind, randomised, placebo-controlled, clinical trial …”
	Therapist were blinded and the procedures were informed.

	Assessor blinding
	No
	---
	No details of assessor blinding are provided.

	Less than 15% dropouts
	Yes
	---
	Data from more than 85% of the subjects initially allocated to groups is obtained for at least one key outcome.

	Intention-to-treat analysis
	Yes
	“An intention-to-treat (ITT) analysis was conducted in patients …”
	Intention-to-treat analysis method was used.

	Between-group statistical comparison
	Yes
	---
	Between-group statistical analysis were performed, and results are reported.

	Point measures and variability
	Yes
	---
	Data of point measure and measure of variability for at least one key outcome is reported.

	Pierro FD. (2013)

	Eligibility criteria specified
	Yes
	“The inclusion criteria were …”
	Eligibility criteria were specified.

	Random allocation
	Yes
	“All the enrolled subjects were randomized by an independent investigator, using a computer-generated random number table, …”
	Subjects were randomly allocated.

	Concealed allocation
	No
	---
	No details regarding allocation concealment are provided.

	Groups similar at baseline
	Yes
	(Table 1 and Table 2)
	Groups were similar at baseline.

	Subject blinding
	Yes
	“…4-month, single-blind, randomized, controlled clinical trial …”
	Subjects were blinded and the procedures were informed.

	Therapist blinding
	No
	…
	No details regarding therapist blinding  are provided.

	Assessor blinding
	No
	…
	No details of assessor blinding are provided.

	Less than 15% dropouts
	Yes
	(Figure 1)
	Data from more than 85% of the subjects initially allocated to groups is obtained for at least one key outcome.

	Intention-to-treat analysis
	No
	---
	Per-protocol analysis method was used.

	Between-group statistical comparison
	Yes
	---
	Between-group statistical analysis were performed, and results are reported.

	Point measures and variability
	Yes
	---
	Data of point measure and measure of variability for at least one key outcome is reported.

	Derosa G. (2015)

	Eligibility criteria specified
	Yes
	“Caucasian patients aged ³18 of either sex, were eligible for inclusion …”
	Eligibility criteria were specified.

	Random allocation
	Yes
	“Randomization was done using a drawing of envelopes containing randomization codes prepared by a statistician.”
	Subjects were randomly allocated.

	Concealed allocation
	Yes
	“Both Berberis aristata/Silybum marianum and placebo were supplied as identical, opaque, white capsules in coded bottles to ensure the blind status of the study.”
	Concealment was maintained.

	Groups similar at baseline
	Yes
	(Table 3 and Table 4)
	Groups were similar at baseline.

	Subject blinding
	Yes
	““Both Berberis aristata/Silybum marianum and placebo were supplied as identical, opaque, white capsules in coded bottles to ensure the blind status of the study.”
	Subjects were blinded and the procedures were informed.

	Therapist blinding
	Yes
	“…6-months, double-blind, randomized, placebo-controlled, clinical trial was …”
	Therapist were blinded and the procedures were informed.

	Assessor blinding
	No
	---
	No details of assessor blinding are provided.

	Less than 15% dropouts
	Yes
	(Figure 1)
	Data from more than 85% of the subjects initially allocated to groups is obtained for at least one key outcome.

	Intention-to-treat analysis
	Yes
	“An intention-to-treat (ITT) analysis was conducted in patients who had received …”
	Intention-to-treat analysis method was used.

	Between-group statistical comparison
	Yes
	---
	Between-group statistical analysis were performed, and results are reported.

	Point measures and variability
	Yes
	---
	Data of point measure and measure of variability for at least one key outcome is reported.

	Guarino G. (2015)

	Eligibility criteria specified
	Yes
	“Inclusion criteria were: …”
	Eligibility criteria were specified.

	Random allocation
	Yes
	“All enrolled subjects were randomized to receive either treatment or placebo.”
	Subjects were randomly allocated.

	Concealed allocation
	Yes
	“… treated with tablets indistinguishable from BS
in terms of size, shape, color, smell, and taste.”
	Concealment was maintained.

	Groups similar at baseline
	Yes
	(Table 1)
	Groups were similar at baseline.

	Subject blinding
	Yes
	“This double-blind placebo-controlled study was
conducted in accordance …”
	Subjects were blinded and the procedures were informed.

	Therapist blinding
	Yes
	“This double-blind placebo-controlled study was
conducted in accordance …”
	Therapist were blinded and the procedures were informed.

	Assessor blinding
	No
	---
	No details of assessor blinding are provided.

	Less than 15% dropouts
	Yes
	“All enrolled patients completed the study.”
	Data from more than 85% of the subjects initially allocated to groups is obtained for at least one key outcome.

	Intention-to-treat analysis
	Yes
	“All enrolled patients completed the study.”
	Intention-to-treat analysis method was used.

	Between-group statistical comparison
	Yes
	---
	Between-group statistical analysis were performed, and results are reported.

	Point measures and variability
	Yes
	---
	Data of point measure and measure of variability for at least one key outcome is reported.

	Derosa G. (2016)

	Eligibility criteria specified
	Yes
	(Section 2.2)
	Eligibility criteria were specified.

	Random allocation
	Yes
	“Randomization was done using a drawing of envelopes with randomization codes prepared by a statistician.”
	Subjects were randomly allocated.

	Concealed allocation
	Yes
	“Both B. aristata/S. marianum and placebo were identical, opaque, white capsules supplied in coded bottles to ensure the blind status of the study.”
	Concealment was maintained.

	Groups similar at baseline
	Yes
	(Table 1)
	Groups were similar at baseline.

	Subject blinding
	Yes
	“Both B. aristata/S. marianum and placebo were identical, opaque, white capsules supplied in coded bottles to ensure the blind status of the study.”
	Subjects were blinded and the procedures were informed.

	Therapist blinding
	Yes
	“…6-months, double-blind, randomized, placebo-controlled, clinical trial …”
	Therapist were blinded and the procedures were informed.

	Assessor blinding
	No
	---
	No details of assessor blinding are provided.

	Less than 15% dropouts
	Yes
	(Figure 1)
	Data from more than 85% of the subjects initially allocated to groups is obtained for at least one key outcome.

	Intention-to-treat analysis
	Yes
	(Figure 1)
	Intention-to-treat analysis method was used.

	Between-group statistical comparison
	Yes
	---
	Between-group statistical analysis were performed, and results are reported.

	Point measures and variability
	Yes
	---
	Data of point measure and measure of variability for at least one key outcome is reported.

	Guarino G. (2017)

	Eligibility criteria specified
	Yes
	“Inclusion criteria were: age between …”
	Eligibility criteria were specified.

	Random allocation
	Yes
	“All enrolled subjects were randomized into two groups …”
	Subjects were randomly allocated.

	Concealed allocation
	Yes
	“…placebo (P) took tablets which were indistinguishable from BS in terms of size, shape, color, smell, and taste.”
	Concealment was maintained.

	Groups similar at baseline
	Yes
	(Table 1)
	Groups were similar at baseline.

	Subject blinding
	Yes
	“This was a double-blind, placebo-controlled study conducted in …”
	Subjects were blinded and the procedures were informed.

	Therapist blinding
	Yes
	“This was a double-blind, placebo-controlled study conducted in …”
	Therapist were blinded and the procedures were informed.

	Assessor blinding
	No
	---
	No details of assessor blinding are provided.

	Less than 15% dropouts
	Yes
	“All enrolled patients completed the study.”
	Data from more than 85% of the subjects initially allocated to groups is obtained for at least one key outcome.

	Intention-to-treat analysis
	Yes
	“All enrolled patients completed the study.”
	Intention-to-treat analysis method was used.

	Between-group statistical comparison
	Yes
	---
	Between-group statistical analysis were performed, and results are reported.

	Point measures and variability
	Yes
	---
	Data of point measure and measure of variability for at least one key outcome is reported.



