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OVERVIEW

Introduction
Grape seed extracts are purported to have antioxidant, cardioprotective, antiinflammatory, and antineoplastic 
effects and are promoted as being helpful for general wellness as well as for diverse metabolic, vascular, heart, 
urinary tract, skin, and eye conditions. Extracts of grape seeds, fruit and leaves, as well as juices made from 
grapes, have not been associated with serum enzyme elevations during therapy nor have they been implicated in 
cases of clinically apparent acute liver injury.

Background
Extracts made from grape seeds, leaves or fruit as well as grape juice have antioxidant activity and have been 
purported to be beneficial for health and preventing complications of stress and aging. Grapes (Vitis vinifera) are 
probably native to southern Europe and western Asia, but now comprise multiple subspecies that are grown in 
temperate regions throughout the world. The major uses of grapes are as edible fruit and as liquid in juices and 
wines. Grape horticulture is a major agricultural industry and the products a major component of human 
consumption. Drinking moderate amounts of wine is purported to have health benefits including 
cardioprotective activity, decreasing the risk of coronary artery disease. These claims are based upon 
observational and correlational studies and not prospective, randomized, placebo controlled trials. Drinking 
more than modest amounts of wine and alcohol on a regular basis is clearly associated with many social 
problems, health risks and shortened survival, and recent evidence suggests that even modest amounts of alcohol 
consumption is associated with health risks.

The seeds and leaves of grapes have multiple components with antioxidant and other possible beneficial 
activities and are available as extracts in multiple forms and concentrations alone or in combination with other 
herbal extracts, vitamins, minerals, and nutritional supplements in concentrations of 25 to 500 mg. Grape seed 
extracts are rich in proanthocyanidin which has antioxidant activity in vitro and has been purported to be 
beneficial for many conditions, including systemic arterial hypertension, hypercholesterolemia, coronary artery 
disease, edema, peripheral venous insufficiency, breast induration, pancreatitis, and vision problems. None of 
these claims, however, has been verified in properly designed and adequately powered prospective studies, and 
grape seed extracts have not been approved for any medical condition in the United States by the FDA. On the 
other hand, grape seed, leaf and fruit extracts are well tolerated with no or minimal side effects. Adverse events 
reported in clinical trials have included mild degrees of itchy skin, dizziness, headache, and nausea but a similar 
incidence of these adverse events was often found in patients receiving placebos.



Hepatotoxicity
In multiple, largely short term clinical studies of different preparations and concentrations of grape seed extracts, 
adverse side effects were usually described as uncommon and minimal with no mention of either hepatotoxicity 
or ALT elevations. Few prospective studies have included regular monitoring of liver tests, but those that did 
reported no change in serum aminotransferase levels, and if anything, a slight decrease in alkaline phosphatase 
values. Despite widespread use, there have been no published reports of serum enzyme elevations or clinically 
apparent liver injury attributable to grape extracts.

Likelihood score: E (unlikely cause of clinically apparent liver injury).

Mechanism of Injury
The mechanism by which grape seed extracts might cause liver injury is unknown. Extracts of grape seed 
generally have moderately high levels of polyphenols but low levels of the polyphenolic catechins that are found 
in high levels in green tea (Camellia sinensis).

Outcome and Management
Hepatotoxicity from extracts of grape seed, leaves or fruit has not been reported.
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Table continued from previous page.
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Proanthocyanidin 18206-61-6 C31-H28-O12
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