Summary Table 1.  Placebo-controlled studies of milk thistle for chronic alcoholic liver disease (n = 6) (continued)

Summary Table 1.  Placebo-controlled studies of milk thistle for chronic alcoholic liver disease (n = 6)

Study
Design
Liver Disease
Subject Characteristics
Outcomes (favoring silymarin unless otherwise noted)

Author: Bunout QUOTE "66" 
66
 

Year: 1992

Country: Chile

Language: Spanish
Study type: RCT/blind 

Intervention/dose/duration: Silymarin (Legalon®)/280 mg daily/446 days

Control: Placebo

Outcome measuresa: AST, GGTP, alk phos, bilirubin, albumin, PT 

Followup interval: Monthly for an average of 15 months

Assessment time points with results reported: Mean of 15 months
Type: Alcoholic liver disease (inactive cirrhosis, active cirrhosis, cirrhosis with alcoholic hepatitis, alcoholic hepatitis, fibrosis)

Include: Positive for alcohol history and symptoms of icterus edema, ascites, or encepholopathy or bilirubin exceeding 2 mg/dL; PT exceeding 75 percent control; albumin less than 3 mg/dL

Exclude: HBV antigen; renal failure; cardiac failure; terminal liver disease

Acuity/severity: Chronic, cirrhosis, no other information

Baseline group similarity: Demos, LFTs appear similar
N: 59 
Mean age: 50

Percent male: 86

Setting: Specialty clinic
Significant: Albumin

Not significant: Child’s score, bilirubin, AST, GGTP, alk phos, PT, survival

Author: Feher QUOTE "70,99,100" 
70,99,100

 QUOTE ""  ADDIN PROCITE ÿ\11\05‘\19\02\00\00\00\00\01\00\00³\07\00\00\1FC:\5CProCite4\5CDatabase\5CGARLIC.pdt\04#220\00\04\00 

 QUOTE ""  ADDIN PROCITE ÿ\11\05‘\19\02\00\00\00\00\01\00\00ª\09\00\00\1FC:\5CProCite4\5CDatabase\5CGARLIC.pdt\05#2759\00\05\00 

Year: 1989/1990

Country: Hungary

Language: Hungarian
Study type: RCT/blind

Intervention/dose/duration: Silymarin (Legalon®)/420 mg daily/180 days

Control: Placebo

Outcome measuresa: AST, ALT, GGTP, alk phos, bilirubin, albumin

Followup interval: 90 and 180 days

Assessment time points with results reported: 90 and 180 days
Type: Chronic alcoholic liver disease (cirrhosis, reactive fibrosis, fatty degeneration)

Include: Alcohol intake exceeding 60 g/d in men and    30 g/d in women for 8 + 4 years; chronic liver disease; no previous corticosteroid or immunosuppressive treatment

Exclude: Not given

Acuity/severity: Chronic, no other information

Baseline group similarity: Demos, LFTs appear similar
N: 36
Mean age: 46

Percent male: 75

Setting: Unclear
Significant: AST, GGTP, MDA

Not significant: (assumed for all) ALT, alk phos, albumin, PT, survival

Author: Lang QUOTE "71" 
71

Year: 1990

Country: Hungary

Language: English
Study type: RCT/blind/three arms

Interventions/dose/duration: Silymarin (Legalon®)/420 mg daily/30 days

AICA-P/600 mg daily/30 days

Control: Placebo

Outcome measuresa: AST, ALT, GGTP, alk phos, albumin

Followup interval: 28 days

Assessment time points with results reported: Weekly for 1 month
Type: Alcoholic cirrhosis

Include: Alcohol intake exceeding 60 g/d in men and    30 g/d women for more than 6 years; histologic diagnosis of micronodular cirrhosis

Exclude: Vascular and/or parenchymal decompensation; +HBsAg

Acuity/severity: Chronic, cirrhosis, no other information

Baseline group similarity: LFTs appear similar
N: 60
Mean age: 45

Percent male: 68

Setting: Unclear
Significant: AST, ALT, GGTP 

Not significant: Bilirubin

Author: Pares QUOTE "68" 
68

Year: 1998

Country: Spain

Language: English
Study type: RCT/blind

Intervention/dose/duration: Silymarin (Legalon®)/450 mg daily/unclear
Control: Placebo

Outcome measuresa: AST, ALT, GGTP, alk phos, bilirubin, albumin, PT

Followup interval: Every 3 months for 2 years

Assessment time points with results reported: Survival at 5 years; all others at 2 years (assumed)
Type: Alcoholic cirrhosis (24 percent had superimposed alcohol hepatitis)

Include: Chronic alcoholism defined as alcohol exceeding 80 g/d men and 60 g/d women for more than 5 years; biopsy or laparoscopic proven alcoholic cirrhosis

Exclude: If ever received colchicine, malotilate, penicillamine, or corticosteroids; life expectancy less than 6 months; drug addicted or pregnant; other known etiologies for cirrhosis (i.e., HBV, autoimmunity, primary biliary cirrhosis, or cryptogenic cirrhosis)

Acuity/severity: Chronic, all cirrhosis, Child’s score A/B/C/ 63/114/14

Baseline group similarity: Demos, LFTs appear similar
N: 200
Mean age: 50

Percent male: 79

Setting: Diagnosis in hospital then outpatient followup.
Significant: 

+ Trend: Encephalopathy, UGIB, survival for HCV-positive patients

Not significant: AST, ALT, GGTP, PT, bilirubin, alk phos, hepatomegaly, splenomegaly, jaundice, ascites, survival

Note: Trend was assessed qualitatively only for this review.

Author: Salmi QUOTE "69" 
69

Year: 1982

Country: Finland

Language: English
Study type: RCT/blind

Intervention/dose/duration: Silymarin (Legalon®)/420 mg daily/28 days

Control: Placebo

Outcome measuresa: AST, ALT, alk phos, bilirubin, histology

Followup interval: Day 28

Assessment time points with results reported: 28 days
Type: Alcoholic liver disease 

Include: Increased AST and ALT for more than 1 month despite order to abstain from alcohol

Exclude: Not given

Acuity/severity: No other information

Baseline group similarity: Aminotransferase levels reported as similar but lower in controls
N: 97
Mean age: 37

Percent male: 86

Setting: Hospital
Significant: AST, ALT, histology

Not significant: Alk phos, bilirubin

Author: Trinchet QUOTE "67" 
67

Year: 1989

Country: France

Language: French
Study type: RCT/blind

Intervention/dose/duration: Silymarin (Legalon®)/420 mg daily/ 90 days
Control: Placebo

Outcome measuresa: AST, GGTP, bilirubin, albumin, PT, histology

Followup interval: 90 days

Assessment time points with results reported: 90 days
Type: Alcoholic hepatitis (50 percent with cirrhosis)

Include: Biopsy-proven alcoholic hepatitis with or without cirrhosis

Exclude: Hepatic encephalopathy; contraindications to liver biopsy; hepatocellular cancer; ascites resistant to diuretics; platelets less than 100,000 per mm; PT less than 50 percent; other diseases limiting survival

Acuity/severity: 58/116 with cirrhosis; no other information

Baseline group similarity: Demos, LFTs appear similar
N: 116
Mean age: 51

Percent male: 67%

Setting: Unclear
Significant: Both silymarin and placebo better with alcohol abstinence 

Not significant: PT, albumin, bilirubin, GGTP, AST, histology (hepatitis, fibrosis)

aResults not necessarily reported for all.  

Abbreviations Used:  AICA-P = amino imidazol carboxamial phosphate; alk phos = alkaline phosphatase; ALT = alanine aminotransferase; AST = aspartase   aminotransferase; demos = demographic variables; GGTP = gammaglutamyl transpeptidase; HbsAg = hepatitis B surface antigen; HBV = hepatitis B virus; HCV =        hepatitis C virus; LFT = liver function test; MDA = malondialdehyde; PT = prothrombin time; RCT = randomized controlled trial; UGIB = upper gastrointestinal bleed.

