Table 1.  Key questions and selection criteria for evidence

Questions About Efficacy
Selection Criteria

1.
In adults with alcohol-related liver disease (acute, chronic, cirrhosis, or liver failure), does oral ingestion of milk thistle supplements compared with no supplement, placebo, other oral supplements, or drugs alter physiologic markers of liver function, reduce mortality or morbidity, or improve quality of life?

2.
In adults with viral hepatitis or its sequel (acute viral hepatitis, chronic active viral hepatitis, cirrhosis, or liver failure), does oral ingestion of milk thistle supplements compared with no supplement, placebo, other oral supplements, or drugs alter physiologic markers of liver function, reduce mortality or morbidity, or improve quality of life?

3.
In adults with toxin- or drug-induced (other than alcohol) liver disease (acute, chronic, cirrhosis, or liver failure), does oral ingestion of milk thistle supplements compared with no supplement, placebo, other oral supplements, or drugs alter physiologic markers of liver function, reduce mortality or morbidity, or improve quality of life?

4.
In adults with cholestasis (pregnancy-related or not pregnancy-related), does oral ingestion of milk thistle supplements compared with no supplement, placebo, other oral supplements, or drugs alter physiologic markers of liver function, reduce mortality or morbidity, or improve quality of life?

5.
In adults with primary hepatic malignancy (hepatoma or cholangiocarcinoma), does oral ingestion of milk thistle supplements compared with no supplement, placebo, other oral supplements, or drugs alter physiologic markers of liver function, reduce mortality or morbidity, or improve quality of life?

6.
Do different preparations vary in effectiveness regarding the above disease states and outcomes?
Study type: Initially, randomized controlled trial, then changed to any prospective controlled trial.

Participants: Humans

Intervention group: Supplemental milk thistle

Control group: Placebo, no supplement, other oral supplements, drugs

Outcomes (physiologic): Laboratory or histologic assessment of in vivo liver function

Outcomes (clinical): Morbidity, mortality, hospitalization, quality of life, symptoms, Child’s score (a score or classification system for chronic liver disease)

Questions About Chemical Profiling
Selection Criteria

1.
What are the constituents of commonly available preparations of silymarin that have been used in studies?
Study type: Chemical profiling

Questions About Harms
Selection Criteria

1.
What are the common symptomatic adverse effects of milk thistle, and what is their frequency?

2.
What common serious adverse effects of milk thistle have been established for standard doses or large single doses, and what is their frequency?

3.
What uncommon serious adverse effects of milk thistle have been established for standard doses or large single doses, and what is their frequency?
Study type: Randomized controlled trial, cohort study, case series study, or case report

Participants: Humans

Intervention group: Supplemental milk thistle

Control group: Not required

Outcomes: Any reported adverse effect

Outcomes (clinical): Morbidity, mortality, hospitalization, quality of life, symptoms, Child’s score
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