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Preface


The Agency for Healthcare Research and Quality (AHRQ), formerly the Agency for Health Care Policy and Research, through its Evidence-based Practice Centers (EPCs), sponsors the development of evidence reports and technology assessments to assist public and private-sector organizations in their efforts to improve the quality of health care in the United States.  The reports and assessments provide organizations with comprehensive, science-based information on common, costly medical conditions and new health care technologies.  The EPCs systematically review the relevant scientific literature on topics assigned to them by AHRQ and conduct additional analyses when appropriate prior to developing their reports and assessments.


To bring the broadest range of experts into the development of evidence reports and health technology assessments, AHRQ encourages the EPCs to form partnerships and enter into collaborations with other medical and research organizations. The EPCs work with these partner organizations to ensure that the evidence reports and technology assessments they produce will become building blocks for health care quality improvement projects throughout the Nation.  The reports undergo peer review prior to their release.


AHRQ expects that the EPC evidence reports and technology assessments will inform individual health plans, providers, and purchasers as well as the health care system as a whole by providing important information to help improve health care quality.


We welcome written comments on this evidence report.  They may be sent to:  Director, Center for Practice and Technology Assessment, Agency for Healthcare Research and Quality, 6010 Executive Blvd., Suite 300, Rockville, MD 20852.

John M. Eisenberg, M.D.


Douglas B. Kamerow, M.D.

Director




Director, Center for Practice and Technology
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The authors of this report are responsible for its content.  Statements in the report should not be construed as endorsement by the Agency for Healthcare Research and Quality or the U.S. Department of Health and Human Services of a particular drug, test, treatment, or other clinical service.



Structured Abstract

Objectives.  This evidence report summarizes studies of efficacy and adverse effects of milk thistle in humans with alcohol, viral, or toxin-related liver disease.

Search Strategy.  English and non-English citations were identified through December 1999 from 11 electronic databases, references of pertinent articles and reviews, manufacturers, and technical experts.

Selection Criteria.  Selection criteria regarding efficacy were placebo-controlled trials of milk thistle.  For adverse effects, all studies in humans were used.

Data Collection and Analysis.  Abstractors independently abstracted data from published reports.  Relationships between clinical outcomes and methodologic characteristics were examined in evidence tables and graphic summaries.  Exploratory meta-analyses were used to examine possible patterns of effects.

Main Results.

· Sixteen prospective placebo-controlled trials were identified.

· Interpreting the evidence was difficult because of inadequate reporting and study design regarding severity of liver disease, subject characteristics, and potential confounders.  Outcome measures, dose, duration, and followup widely varied among studies.

· Four of six studies of chronic alcoholic liver disease reported significant improvement in at least one parameter of liver function or histology with milk thistle. 

· In three of six studies that reported multiple outcome measures, at least one outcome measure improved significantly with milk thistle compared with placebo, but there were no differences between milk thistle and placebo for one or more of the other outcome measures in each study.  

· Three studies evaluated the effects of milk thistle on viral hepatitis.  The acute hepatitis study showed no improvement in liver function.  Improvement in aspartate aminotransferase and bilirubin was significant in the study of acute hepatitis.  Two studies of chronic viral hepatitis showed improvement in aminotransferases with milk thistle in one and a trend toward histologic improvement in the other.

· There were two studies of patients with alcoholic or nonalcoholic cirrhosis.  In one study, milk thistle showed a positive effect, but no data were given.  In the other, milk thistle showed a trend toward improved survival and significantly improved survival for subgroups with alcoholic cirrhosis or Child’s Group A severity.

· Two trials specifically studied alcoholic cirrhosis.  One showed no improvement in liver function, hepatomegaly, jaundice, ascites, or survival but did show nonsignificant trends favoring milk thistle in the incidence of encephalopathy, gastrointestinal bleeding, and death in subjects with hepatitis C.  The other reported significant improvements in aminotransferases with milk thistle.

· Three trials evaluated thistle as therapy or prophylaxis in the setting of hepatotoxic drugs; results were mixed.

· Meta-analyses generally showed small effect sizes, some statistically significant and some not, favoring milk thistle.

· Available evidence does not define milk thistle’s effectiveness across preparations or doses.

· Little evidence is available regarding causality, but evidence suggests milk thistle is associated with few, generally minor, adverse effects.

Conclusions.  Milk thistle’s efficacy is not established. Published evidence is clouded by poor design and reporting.  Possible benefit has been shown most frequently, but inconsistently, for aminotransferases, but laboratory tests are the most common outcome measure studied.  Survival and other clinical outcomes have been studied less, with mixed results.  Future research should include definition of multifactorial mechanisms of action, well-designed clinical trials, and clarification of adverse effects.
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