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PhD from the University of North Carolina, Chapel Hill.  He also was a post-doctoral fellow at the 

Institut für Physiologische Chemie I, Heinrich Heine Universität in Düsseldorf, Germany and at 

the Bowles Center for Alcohol Studies at the University of North Carolina, Chapel Hill.  His 

research has resulted in publication of over 100 journal articles/book chapters, and over 100 

abstracts.  His has also made over 100 invited research presentations throughout the world.  The 

main goal of his research for over 20 years is to study the mechanisms by which liver disease 

initiates and progresses, with a particular emphasis on alcoholic liver disease.  

Alcohol consumption and defining the risk to the liver 

 The liver plays multiple roles in the intact organism.  It is critical for maintaining metabolic 

homeostasis and synthesis of lipids and carbohydrates, it is the major site of synthesis of several 

key proteins (e.g., albumin and clotting factors), and it synthesizes and excretes bile acids, which 

is critical for normal uptake of vitamins, lipids and excretion of many xenobiotics.  Additionally, the 

strategic location of the liver between the intestinal tract and the rest of the body makes it a critical 

organ for clearance of xenobiotics and toxins that enter the portal blood.  As the main detoxifying 

organ in the body, the liver has a high likelihood of toxic injury.  To compensate for this injury, the 

liver also has a tremendous regenerative capacity, which distinguishes it from other vital organs 

(e.g., the brain, heart and lungs) that are far less able to replace functional tissue once it has been 
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destroyed.  However, if this regenerative process is impaired and/or overwhelmed, damage can 

accumulate and cause liver disease. 

Alcohol is highly prevalent in most societies and more than 50% of Americans consume 

alcohol at least once a month.1  Most people are aware that heavy alcohol consumption 

associated with alcohol dependence (i.e., “alcoholism”) is potentially detrimental to your health.  

Alcoholic liver disease (ALD) affects more than 10 million Americans each at a cost of more than 

$166 billion annually to treat the medical consequences of this disease.2  Progression of the 

disease is well characterized and is actually a spectrum of liver diseases, which ranges initially 

from simple steatosis, to inflammation and necrosis (steatohepatitis), to fibrosis and cirrhosis.  

Therapeutic options remain limited to palliative care in the late stages of these devastating 

diseases.  Luckily, ALD is observed in only a minority of even heavy drinkers and is not a major 

concern for most moderate/social drinkers. 

Whereas most Americans are aware of the risks of prolonged heavy drinking, the negative 

impact of moderate or “social” alcohol consumption on health is less well understood.  Indeed, 

most attention has focused on the potential beneficial effects of moderate alcohol consumption 

(e.g., preventing cardiovascular disease).  The National Institute of Alcohol Abuse and Alcoholism 

defines moderate alcohol consumption for women or men as no more than 3 or 4 drinks/day, 

respectively.3  These limits can be easily surpassed with social drinking patterns; for example, 1 

pint of a local microbrew ale or a standard martini is actually the equivalent of ~2 “drinks” (a 

standard drink is defined as 0.6 ounces of pure alcohol).  Furthermore, the speed with which this 

alcohol is consumed is also important; if these 3-4 daily drinks are consumed too quickly (i.e., < 

2 hrs), it is defined as a “binge” episode.4  Binge alcohol consumption is considered risky behavior 

legally, as it usually translates to a Blood Alcohol Concentration (BAC) above the legal driving 

limit.  Furthermore, this level of alcohol appears to be a threshold for negative health effects of 

alcohol consumption.5  More than 20% of all adults and 40% of college age adults report 
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participating in such risky drinking patterns at least once a month in the US.1  Therefore, a large 

portion of the populace are at risk from such consumption behavior. 

The risks of drinking on the liver described above only take into account alcohol 

consumption alone.  However, damage to the liver caused by alcohol has long been known to be 

enhanced by other diseases (e.g., hepatitis virus infection)6 and drugs (e.g., Tylenol)7 that may 

also damage the liver.  Recently, being overweight or obese, which is also a major cause of liver 

disease in the US population,8 has been shown to increase the risk of liver damage from even 

moderate alcohol consumption.9-11  These data suggest that ethanol exposure, even at “safe” 

levels can serve as the second ‘hit’ on the background of underlying liver disease.6  It is therefore 

not uncommon for casual or social drinkers to engage in periodic risky behavior, even if they are 

not an “alcoholic.”  By extension, protecting against acute alcohol-induced liver injury may also 

translate to an effective therapy to protect against the progression of chronic alcohol-induced liver 

disease.12 

What is NTX product? 

 The NTX compound is marketed to be an additive to alcoholic beverages to protect the 

liver from potential damage caused by moderate/social alcohol consumption.  The predominant 

active ingredients in this product are glycyrrhizin and mannitol.  Glycyrrhizin (or glycyrrhizic acid 

or glycyrrhizinic acid) is a plant metabolite found in G. glabra (licorice root) and is the main sweet 

component of licorice.  Structurally, the compound is a triterpenoid saponin glycoside.  It has been 

used for several millennia as a traditional herbal medicine, and the compound has several 

established or potential therapeutic uses in modern medicine.13  The compound is Generally 

Recognized as Safe (GRAS) for use in foods by the US FDA.13  Notable current or historical uses 

for glycyrrhizin include using it as an anti-ulcer agent, antiviral agent, and to enhance 

glucocorticoid (cortisone) and mineralocorticoid (aldosterone) levels.  Several studies have 

indicated that glycyrrhizin may have hepatoprotective properties under several conditions.14  
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Indeed, the compound has been used in Japan to treat hepatitis C for several decades; the 

compound appears to synergistically work with antiviral therapies (e.g., interferon), as well as 

potentially directly blunting hepatic inflammation and necrosis.15  Experimentally, the compound 

has shown to be protective in several models of toxic liver injury16-18 and metals-induced liver 

injury.19  Glycyrrhizin has also been shown to blunt injury in a model of T-cell mediated 

inflammation and fibrosis.20, 21  Mannitol is a sugar alcohol, derived from the reduction of the sugar, 

mannose.  It is used clinically to treat increases in intracranial pressure (e.g., after stroke22), as it 

does not cross the blood: brain barrier.  Mannitol is a well-known diuretic and antioxidant.23, 24   

NTX product protects against liver damage caused by social drinking 

 In a recent placebo-controlled cross-over study, the effect of NTX product on liver damage 

caused by social drinking in human subjects was determined.  Healthy adults with exclusions for 

potential confounding factors (i.e., underlying liver disease) were investigated in this study.  The 

experimental design was to compare placebo and NTX product in healthy patients that were 

exposed to repeated alcohol administration over the course of 12 visits.  Each test subject 

consumed ethanol until they reached a blood alcohol concentration (BAC) of 0.12%; this BAC 

level is what would be expected in an individual consuming 3-4 drink equivalents within a 2 hour 

period.  Chemical detection of aspartate aminotransferase (AST) and alanine aminostransferase 

(ALT) in plasma were used to measure liver damage; AST and ALT are released from damaged 

or dying liver cells into the blood.  Both AST and ALT values increased ~2-fold over the 12 

exposure periods for the placebo arm, and both were above the Upper Limits of Normal (ULM) 

for the US populace.25  The NTX product significantly blunted these increases.   

Potential mechanisms by which NTX product protects the liver from alcohol. 

Alcohol exposure can cause a 'perfect storm' that favors oxidative stress and inflammatory 

liver damage.  The inflammatory response stimulated, and more cytotoxic mediators (e.g., free 

radicals and cytokines).  Furthermore, fatty liver in liver cells sensitizes them to cytotoxic killing 
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by the mediators released by macrophages.  Glycyrrhizin and mannitol individually have several 

mechanisms of action that may explain how NTX product protects the liver from damage effects 

alcohol.  These potential effects will be highlighted in the context of the known or hypothesized 

mechanisms by which alcohol causes liver damage.   

Fatty liver.  The first and most common hepatic change caused by alcohol consumption is 

fatty liver (i.e., steatosis), which occurs rapidly even after one dose of alcohol.26-28  Steatosis is 

considered a benign pathology in the liver, which readily reverses with abstinence.29  However, 

fatty livers are more sensitive to injury and appear to be a key step in liver damage caused by 

ethanol.30  The major mechanism by which alcohol causes fatty liver is via the metabolic stress 

on the organ during metabolism.  The net effect is to favor fat accumulation in liver cells.  

Furthermore, alcohol consumption can induce fat accumulation in the liver by increasing the 

deposition of fatty acids, and decreasing the breakdown and secretion of lipids into the circulation.  

Ultimately, these changes stimulate fat accumulation in the liver by increasing fatty acid supply, 

and concomitantly impairs the liver’s capacity for fatty acid metabolism and secretion.  

Glycyrrhizin has been shown to prevent fatty liver in other experimental and clinical studies.  For 

example, in both clinical and experimental models of hepatitis C infection, glycyrrhizin has shown 

to blunt steatosis.31, 32  A test compound containing glycyrrhizin also protected against steatosis 

in a model of liver damage caused by the combination of carbon tetrachloride (CCl4) and ethanol.33  

Glycyrrhizin also protects against insulin resistance,34, 35 which may contribute to fatty liver caused 

by alcohol.11   

Inflammation.  Inflammation is key factor in liver damage caused by alcohol consumption.  

Alcohol activates macrophages (important inflammatory cells in the liver) to respond more 

aggressively when stimulated and increases the damage caused by inflammation to the liver 

cells.36-38  Glycyrrhizin exerts many effects that may blunt/prevent the inflammatory response 

caused by ethanol.  The compound directly inhibits activation of macrophages and production of 
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proinflammatory mediators.39-41  Furthermore, other studies have shown that glycyrrhizin prevents 

liver cell death.42  Lastly, glycyrrhizin inhibits increases the level of the potent anti-inflammatory 

hormone, cortisol, by blocking it’s breakdown; this hormone is often used to treat acute alcoholic 

hepatitis.29 

Oxidative stress.  Oxidative stress is also proposed to be critically involved in ALD.  Alcohol 

consumption causes an overall decreased antioxidant status and increases the production of 

reactive species (e.g., free radicals) in the liver.43, 44  Several studies have identified protection 

against oxidative stress by glycyrrhizin and mannitol.23, 45  Furthermore, glycyrrhizin has been 

shown to inhibit the prooxidant enzyme, CYP2E1,46 which is a key source of free radicals after 

alcohol exposure.44  The protection against oxidative stress is clearly a potentially important 

mechanism by which NTX product protects the liver from damage.   

Summary and Conclusions 

 The risk that alcohol consumption can damage your liver extends well beyond chronic 

heavy consumption (i.e., alcoholic liver disease), as binge alcohol abuse is on the rise 

Worldwide.47  Furthermore, there is a large portion of the US populace that may already have 

subclinical liver disease that can be exacerbated by even moderate alcohol consumption.  There 

is an increasing need to identify new therapies to treat pathophysiology associated with this 

drinking behavior.  The main components of the NTX product have established safety and efficacy 

in humans that is relevant for the likely mechanisms by which alcohol damages the liver, even in 

social drinkers.  The results of the NTX study and review of basic and clinical literature suggests 

that the NTX product may well be hepatoprotective against alcohol-induced liver injury in 

moderate/social drinkers.   
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