Summary Table 2.  Placebo-controlled studies of milk thistle for chronic liver disease, mixed etiologies (n = 6) (continued)


Summary Table 2.  Placebo-controlled studies of milk thistle for chronic liver disease, mixed etiologies (n = 6)

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

Author: Fintelmann QUOTE "73" 
73

Year: 1980

Country: Germany

Language: German
Study type: RCT/blind

Intervention/dose/duration: Silymarin(Legalon®)/not given/not given
Control: Placebo 

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

Followup interval: Days 1, 3, 7, 10, 14, 21, 28

Assessment time points with results reported: Had to read off graphs, but all followups
Type: Toxic liver disease, any etiology (usually alcohol)

Include: Clinical and laboratory evidence of toxic liver damage

Exclude: Not given

Acuity/severity: No other information

Baseline group similarity: No information except age and gender “similar”
N: 66
Mean age: Not given

Percent male: Not given

Setting: Unclear
Significant: ALT, GGTP

Not significant: AST, bilirubin, alk phos

Author: Fintelmann QUOTE "72" 
72

Year: 1970

Country: Germany

Language: German
Study type: Cohort with comparison group/blinding unclear

Intervention/dose/duration: Silymarin (Legalon®)/6 tablets daily/42 days
Control: Placebo

Outcome measuresa: Bilirubin, alk phos, AST, ALT

Followup interval: 42 days

Assessment time points with results reported: 42 days
Type: Alcoholic liver disease, also other causes of fatty liver (pure parenchymal fatty degeneration, fatty degeneration and reactive inflammation, cirrhosis transformation in progress) 

Include: Biopsy-proven fatty liver, including early cirrhosis without portal hypertension, assignment stratified by diabetes mellitus, obesity, alcohol intake

Exclude: Not given

Acuity/severity: All degrees of fatty liver including early cirrhosis without portal hypertension

Baseline group similarity: LFTs appear similar
N: 50
Mean age: Not given 

Percent male: Not given

Setting: Unclear
Significant: AST (categorical)

Not significant: AST (continuous), ALT, alk phos

Author: Tanasescu QUOTE "74" 
74

Year: 1988

Country: Romania

Language: English
Study type: RCT, randomization stratified by type of disease: CPH, CAH, HCV/blind

Intervention/dose/duration: Silymarin (Silimarina®)/210 mg silybin equivalents daily/ 40 days

Control: Placebo

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

Followup interval: 40 days

Assessment time points with results reported: 40 days
Type: CPH, CAH, hepatic cirrhosis, etiology not given

Include: Diagnosis based on hepatic biopsy; clinical and laboratory data on CAH and CPH patients; some hepatic cirrhosis patients did not have hepatic biopsy; medium forms of disease; both sexes; 20 to 60 years old; basic disease from 1 to 10 years

Exclude: Not given

Acuity/severity: Chronic, no other information

Baseline group similarity: Age, LFTs appear similar
N: 177
Mean age: 53

Percent male: 47

Setting: Hospital

CAH
CPH
HCV





Significant: 








+ Trend:

ALT






Not significant:
ALT, GGTP, bilirubin, alk phos, PT
GGTP, bilirubin, alk phos, PT
ALT, GGTP, bilirubin, alk phos, PT





Note: Trend was assessed qualitatively only for this review.

Author: Ferenci QUOTE "75" 
75

Year: 1989

Country: Austria

Language: English
Study type: RCT/blind

Intervention/dose/duration: Silymarin (Legalon®)/420 mg daily/ mean 41 months, range 2 to 6 years
Control: Placebo

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

Followup interval: 4 years

Assessment time points with results reported: 2 and 4 to 5.5 years for survival
Type: Alcoholic and nonalcoholic cirrhosis; cirrhosis with alcoholic hepatitis

Include: Diagnosis of cirrhosis within 2 years before entering study

Exclude: End-stage liver disease; known malignancies; primary biliary cirrhosis; immunosuppressive therapy 

Acuity/severity: Chronic, cirrhosis, Child’s score A/B/C 89/69/12

Baseline group similarity: Demos, LFTs appear similar
N: 170
Mean age: 57

Percent male: 72

Setting: Primary care/community clinic, specialty clinic, hospital
Significant: Survival (alcohol disease, Child’s score A)

Not significant: (No data given; reported only as not significant) AST, ALT, GGTP, bilirubin, survival (nonalcohol disease, Child’s score B and C)

Correspondence from Ferenci, Oct. 10, 1999: Length of treatment was variable. All patients were treated for 2 years (original primary endpoint) and were continued on the same therapy until the last patient that entered completed 2 years of therapy. Mortality was 27/83 in placebo group and 20/83 in silymarin group.

Author: Benda QUOTE "76" 
76

Year: 1980

Country: Germany

Language: German
Study type: RCT/blind 

Intervention/dose/duration: Silymarin (Legalon®)/420 mg daily/ Unclear
Control: Placebo MVI

Outcome measuresa: Survival

Followup interval: 4 years

Assessment time points with results reported: 4 years
Type: Alcoholic and nonalcoholic cirrhosis

Include: Biopsy-proven cirrhosis

Exclude: Moribund; poor compliance; immunosuppressive treatment in the past year; prednisone in past 6 months; D-penicillamine in past 3 months; primary biliary cirrhosis; Wilson’s disease

Acuity/severity: Chronic, cirrhosis, no other information

Baseline group similarity: No information
N: 172
Mean age: Not given 

Percent male: Not given

Setting: Unclear 
Significant: 

+ Trend: Survival

Not significant: 

Note: Trend was assessed qualitatively only for this review.

Author: Marcelli QUOTE "77" 
77

Year: 1992

Country: Italy

Language: English
Study type: RCT/blinding unclear

Intervention/dose/duration: Silipide(/240 mg daily/90 days
Control: Placebo

Outcome measuresa: AST, ALT, bilirubin, albumin, PT

Followup interval: 90 days

Assessment time points with results reported: 90 days
Type: CPH, etiology unknown

Include: Biopsy confirmed CPH, ALT, or AST 1.5 or greater than 2 times normal limits in past year 

Exclude: Other forms of liver disease (non-CPH) or decompensated disease; treatment with interferon antivirals, immunosuppressants, or immunomodulators within past 6 months

Acuity/severity: Chronic, no other information

Baseline group similarity: Demos appear similar; higher AST and ALT in Silipide( group
N: 65
Mean age: 48

Percent male: 71

Setting: Specialty clinic
Significant: AST, ALT

Not significant: Bilirubin, albumin, PT

aResults not necessarily reported for all.  Abbreviations used:  alk phos = alkaline phosphatase; ALT = alanine aminotranferase; AST = aspartase aminotranferase; CAH = chronic active hepatitis; CPH = chronic persistent hepatitis; demos = demographic variables; GGTP = gammaglutamyl transpeptidase; HCV = hepatitis C virus; LFT = liver function test; MVI = multivitamin; PT = prothrombin time; RCT = randomized controlled trial.

