Supplementary Table 1. Detailed search strategy for each database or search engine
	Database or search engine
	Search strategy

	Medline
	("Silymarin" [MeSH] OR "Silybum marianum" [MeSH] OR "Silymarin" [TIAB] OR "Silybum marianum" [TIAB] OR "Silimarin" [TIAB] OR "Carsil" [TIAB] OR "Karsil" [TIAB] OR "Legalon" [TIAB] OR "Milk thistle" [TIAB] OR "Milk thistles" [TIAB] OR "Carduus marianus" [TIAB] OR "Livergol" [TIAB]) AND ("Drug Therapy" [MeSH] OR "Drug Therapy" [TIAB] OR "Chemotherapy" [TIAB] OR "Chemotherapies" [TIAB] OR "Pharmacotherapy" [TIAB] OR "Pharmacotherapies" [TIAB] OR "Drug Therapies" [TIAB] OR "Chemotherapy-induced hepatotoxicity" [TIAB] OR "Maintenance phase" [TIAB]) AND ("liver" [TIAB] OR "Liver function" [TIAB] OR "Hepatic function" [TIAB] OR "Hepat*" [TIAB] OR "Hepatotoxicity" [TIAB] OR "Hepatotoxicites" [TIAB] OR "Liver toxicity" [TIAB] OR "Liver toxicities" [TIAB] OR "Liver injury" [TIAB] OR "Liver function tests" [TIAB] OR "LFT" [TIAB] OR "fatty liver" [MeSH] OR "fatty liver" [TIAB] OR "Steatohepatitis" [TIAB] OR "Steatohepatitides" [TIAB] OR "Liver Steatosis" [TIAB] OR "Liver Steatoses" [TIAB] OR "Steatosis of Liver" [TIAB] OR "Visceral Steatosis" [TIAB] OR "Visceral Steatoses" [TIAB] OR "liver enzyme" [TIAB] OR "Alanine aminotransferase" [TIAB] OR "aspartate aminotransferase" [TIAB] OR "ALT" [TIAB] OR "AST" [TIAB] OR "serum glutamic oxaloacetic transaminase" [TIAB] OR "serum glutamic pyruvic Transaminases" [TIAB] OR "SGOT" [TIAB] OR "SGPT" [TIAB] "Alkaline Phosphatase" [MeSH] OR "Alkaline Phosphatase" [TIAB] OR "ALP" [TIAB] OR "Bilirubin" [MeSH] OR "Bilirubin" [TIAB] OR "Bilirubin IX alpha" [TIAB] OR "Calcium Salt Bilirubin" [TIAB] OR "Calcium Bilirubinate" [TIAB] OR "delta-Bilirubin" [TIAB] OR "delta Bilirubin" [TIAB] OR "Hematoidin" [TIAB] OR "Monosodium Salt Bilirubin" [TIAB] OR "Disodium Salt Bilirubin" [TIAB])

	Scopus
	(TITLE-ABS-KEY (“Silymarin”) OR TITLE-ABS-KEY (“Silybum marianum”) OR TITLE-ABS-KEY (“Silimarin”) OR TITLE-ABS-KEY (“Carsil”) OR TITLE-ABS-KEY (“Karsil”) OR TITLE-ABS-KEY (“Legalon”) OR TITLE-ABS-KEY (“Milk thistle”) OR TITLE-ABS-KEY (“Milk thistles”) OR TITLE-ABS-KEY (“Carduus marianus”) OR TITLE-ABS-KEY (“Livergol”)) AND (TITLE-ABS-KEY (“Drug Therapy”) OR TITLE-ABS-KEY (“Chemotherapy”) OR TITLE-ABS-KEY (“Chemotherapies”) OR TITLE-ABS-KEY (“Pharmacotherapy”) OR TITLE-ABS-KEY (“Pharmacotherapies”) OR TITLE-ABS-KEY (“Drug Therapies”) OR TITLE-ABS-KEY (“Chemotherapy-induced hepatotoxicity”) OR TITLE-ABS-KEY (“Maintenance phase”)) AND (TITLE-ABS-KEY (“liver”) OR TITLE-ABS-KEY (“Liver function”) OR TITLE-ABS-KEY (“Hepatic function”) OR TITLE-ABS-KEY (“Hepat*”) OR TITLE-ABS-KEY (“Hepatotoxicity”) OR TITLE-ABS-KEY (“Hepatotoxicites”) OR TITLE-ABS-KEY (“Liver toxicity”) OR TITLE-ABS-KEY (“Liver toxicities”) OR TITLE-ABS-KEY (“Liver injury”) OR TITLE-ABS-KEY (“Liver function tests”) OR TITLE-ABS-KEY (“LFT”) OR TITLE-ABS-KEY (“fatty liver”) OR TITLE-ABS-KEY (“Steatohepatitis”) OR TITLE-ABS-KEY (“Steatohepatitides”) OR TITLE-ABS-KEY (“Liver Steatosis”) OR TITLE-ABS-KEY (“Liver Steatoses”) OR TITLE-ABS-KEY (“Steatosis of Liver”) OR TITLE-ABS-KEY (“Visceral Steatosis”) OR TITLE-ABS-KEY (“Visceral Steatoses”) OR TITLE-ABS-KEY (“liver enzyme”) OR TITLE-ABS-KEY (“Alanine aminotransferase”) OR TITLE-ABS-KEY (“aspartate aminotransferase”) OR TITLE-ABS-KEY (“ALT”) OR TITLE-ABS-KEY (“AST”) OR TITLE-ABS-KEY (“serum glutamic oxaloacetic transaminase”) OR TITLE-ABS-KEY (“serum glutamic pyruvic Transaminases”) OR TITLE-ABS-KEY (“SGOT”) OR TITLE-ABS-KEY (“SGPT”) TITLE-ABS-KEY (“Alkaline Phosphatase”) OR TITLE-ABS-KEY (“ALP”) TITLE-ABS-KEY (“Bilirubin”) OR TITLE-ABS-KEY (“Bilirubin IX alpha”) OR TITLE-ABS-KEY (“Calcium Salt Bilirubin”) OR TITLE-ABS-KEY (“Calcium Bilirubinate”) OR TITLE-ABS-KEY (“delta-Bilirubin”) OR TITLE-ABS-KEY (“delta Bilirubin”) OR TITLE-ABS-KEY (“Hematoidin”) OR TITLE-ABS-KEY (“Monosodium Salt Bilirubin”) OR TITLE-ABS-KEY (“Disodium Salt Bilirubin”))

	Web of Science
	(TS=(“silymarin”) OR TS=(“Silybum marianum”) OR TS=(“Silimarin”) OR TS=(“Carsil”) OR TS=(“Karsil”) OR TS=(“Legalon”) OR TS=(“Milk thistle”) OR TS=(“Milk Thistles”) OR TS=(“Carduus marianus”) OR TS=(“livergol”)) AND (TS=(“Hepatotoxicity”) OR TS=(“Hepatotoxicites”) OR TS=(“liver”) OR TS=(“Liver function”) OR TS=(“Hepatic function”) OR TS=(“Hepat*”) OR TS=(“Liver toxicity”) OR TS=(“Liver toxicities”) OR TS=(“Liver injury”) OR TS=(“Liver function tests”) OR TS=(“fatty liver”) OR TS=(“Steatohepatitis”) OR TS=(“Steatohepatitides”) OR TS=(“Liver Steatosis”) OR TS=(“Liver Steatoses”) OR TS=(“Steatosis of Liver”)  OR TS=(“Visceral Steatosis”) OR TS=(“Visceral Steatoses”) OR TS=(“LFT”) OR TS=(“liver enzyme”) OR TS=(“Alanine aminotransferase”) OR TS=(“aspartate aminotransferase”) OR TS=(“ALT”) OR TS=(“AST”) OR TS=(“serum glutamic oxaloacetic transaminase”) OR TS=(“serum glutamic pyruvic Transaminases”) OR TS=(“SGOT”) OR TS=(“SGPT”) TS=(“Alkaline Phosphatase”) OR TS=(“ALP”) OR TS=(“Bilirubin”) OR TS=(“Bilirubin IX alpha”) OR TS=(“Calcium Salt Bilirubin”) OR TS=(“Calcium Bilirubinate”) OR TS=(“delta-Bilirubin”) OR TS=(“delta Bilirubin”) OR TS=(“Hematoidin”) OR TS=(“Monosodium Salt Bilirubin”) OR TS=(“Disodium Salt Bilirubin”)) AND  (TS=(“Drug Therapy”) OR TS=(“Chemotherapy”) OR TS=(“Chemotherapies”) OR TS=(“Pharmacotherapy”) OR TS=(“Pharmacotherapies”) OR TS=(“Drug Therapies”) OR TS=(“Chemotherapy-induced hepatotoxicity”) OR TS=(“chemotherapy-induced hepatic Failure”) OR TS=(“Maintenance phase”)) 

	Google Scholar
	allintitle: ("silymarin" OR "Silybum marianum" OR "Silimarin" OR "Carsil" OR "Karsil" OR "Legalon" OR "Milk thistle” OR “Milk Thistles” OR “Carduus marianus” OR "livergol") AND (“Hepatotoxicity” OR “liver” OR “Liver function” OR “Hepatic function” OR “Hepat*” OR “Liver toxicity” OR “Liver toxicities” OR “Liver injury” OR “Liver function tests” OR “fatty liver” OR “Steatohepatitis” OR “Steatohepatitides” OR “Liver Steatosis” OR “Liver Steatoses” OR “Steatosis of Liver” OR “Visceral Steatosis” OR “Visceral Steatoses” OR "LFT" OR "liver enzyme" OR "Alanine aminotransferase" OR “aspartate aminotransferase” OR "ALT" OR " AST" OR "serum glutamic oxaloacetic transaminase" OR "SGOT" OR "serum glutamic pyruvic Transaminases" OR "SGPT"OR “Alkaline Phosphatase” OR “ALP” OR “Bilirubin” OR “Bilirubin IX alpha” OR “Calcium Salt Bilirubin” OR “Calcium Bilirubinate” OR “delta-Bilirubin” OR “delta Bilirubin” OR “Hematoidin” OR “Monosodium Salt Bilirubin” OR “Disodium Salt Bilirubin”)) AND (“Chemotherapy” OR “Drug Therapy” OR “Chemotherapies” OR “Pharmacotherapy” OR “Pharmacotherapies” OR “Drug Therapies” OR “Chemotherapy-induced hepatotoxicity” OR “chemotherapy-induced hepatic Failure” OR “Maintenance phase”)


Supplementary Table 2. Certainty assessment using the GRADE approach
	Certainty assessment
	Effect
	Number of (intervention/control)
	Certainty
	Importance

	№ of studies
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	ES
	(95%CI)


	
	
	

	AST
	
	
	
	

	6
	Controlled trials
	Not serious 
	 Serious a
	Not serious
	Not serious 
	None
	-7.34
	(-14.00, -0.69)
	442 (218/224)
	⨁⨁⨁◯
Moderate
	CRITICAL

	ALT
	
	
	
	

	6
	Controlled trials
	Not serious 
	Serious a
	Not serious
	Not serious 
	None
	-6.54
	(-12.56, -0.43)
	442 (218/224)
	⨁⨁⨁◯
Moderate
	CRITICAL

	ALP
	
	
	
	

	5
	Controlled trials
	Not serious 
	Very serious a
	Not serious
	Serious b
	None
	-28.51
	(-69.95, 12.93)
	393 (195/198)
	⨁◯◯◯
Very Low
	CRITICAL

	TB
	
	
	
	

	6
	Controlled trials
	Not serious 
	Serious a
	Not serious
	Serious b 
	None
	-0.04
	(-0.14, 0.05)
	442 (218/224)
	⨁⨁◯◯
Low
	CRITICAL


Explanations

a. There is a high heterogeneity for AST (I2 = 94.2%), ALT (I2 = 95.2%), ALP (I2 =98%), TB (I2 =92.7%) (the heterogenicity was explained by subgroup analysis. (AST: gender, study blinding, dose and duration) (ALT: study blinding, dose, duration) (TB: gender, dose and duration))

b. There is no evidence of significant effects of silymarin supplementation on ALP and TB (95%CI including 0)
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Supplementary Fig. 3 panel (A) Assessment of publication bias in the impact of silymarin supplementation on AST
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Supplementary Fig. 3 panel (B) Assessment of publication bias in the impact of silymarin supplementation on ALT
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Supplementary Fig. 3 panel (C) Assessment of publication bias in the impact of silymarin supplementation on ALP
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Supplementary Fig. 3 panel (D) Assessment of publication bias in the impact of silymarin supplementation on TB

