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INTRODUCTION

Non-alcoholic fatty liver disease (NAFLD) is often defined as a hepatic triglyceride 
content of more than 5.56% not due to excessive alcohol consumption (1). NAFLD covers 
a broad clinical spectrum, ranging from the most common feature, hepatic steatosis, to 
non-alcoholic steatohepatitis (NASH), and liver cirrhosis (2), and increases the risk of end-
stage liver disease and liver-related and all-cause mortality (3-6). Although the incidence 
of NAFLD is underreported and varies widely (7), the prevalence has risen considerably 
over the last two decades (8) to 14 to 34% of the general population in Europe (9, 10), Asia (11) 
and the United States of America (7, 11). The prevalence of NAFLD in obesity might even 
be as high as 90% (12), possibly due to excessive calorie intake (13). It is the leading cause of 
chronic liver diseases worldwide (14), and is also strongly associated with the metabolic 
syndrome (15) and cardiovascular diseases (16) 

Excessive alcohol consumption(17) is a well-established risk factor of both hepatic 
steatosis (liver fattening) and liver disease. Current guidelines to prevent or reduce 
liver fat accumulation therefore recommend that heavy alcohol consumption should 
be discouraged (18). However, there is much controversy whether moderate alcohol 
consumption should also be discouraged, as there are studies indicating that light to 
moderate alcohol consumption might be protective in relation to fatty liver and (extra)
hepatic complications (18-23), whereas in a mendelian randomization study it has been 
suggested there is no beneficial effect of moderate alcohol consumption on the severity 
of nonalcoholic fatty liver disease (24). Moreover, it has been shown that liquid food leads 
to less satiety and more postprandial hunger (25). Particularly alcohol is very inefficient in 
activating the satiety mechanism, and consuming alcohol during meals might lead to 
higher food consumption (26). 

In addition, sugar sweetened beverages (SSB), but not diet sodas have been associated 
with fatty liver (27). This suggests that energy-containing drinks in general, or specifically 
dietary sugars may increase liver fat as well (28, 29). As the relative contributions of different 
types of non-alcoholic and alcoholic beverages consumption to liver fat accumulation 
remain unclear, we aimed to directly compare the associations of consumption of 
alcoholic beverages and non-alcoholic energy-containing and non-energy containing 
beverages with hepatic triglyceride content in a large sample of the general population. 
Insight in these associations may contribute to lifestyle guidelines, especially with 
regard to beverages, for both primary and secondary prevention aims. 

ABSTRACT 

Background
Fatty liver is the leading cause of chronic liver diseases and increases the risk of 
cardiovascular disease. Besides alcohol consumption, energy-containing non-alcoholic 
beverages may contribute to liver fat accumulation. 

Objective
We aimed to study the consumption of alcoholic and non-alcoholic beverages and their 
mutual replacement in relation to hepatic triglyceride content (HTGC) in middle-aged 
men and women. 

Methods
In this cross-sectional analysis, HTGC was assessed by 1H-MRS. Habitual consumption 
of alcoholic and non-alcoholic beverages was assessed using a validated food frequency 
questionnaire. All beverages were converted to standard servings and to percent of 
total energy intake (En%). We performed linear regression to examine the association 
of alcoholic and non-alcoholic beverages with HTGC, adjusted for age, sex, smoking, 
education, ethnicity, physical activity, total energy intake and total body fat. We studied 
replacement of alcoholic beverages with non-alcoholic beverages per serving/d and per 
5 En%/d. 

Results
After exclusion of individuals with missing values, 1,966 participants (47% men) were 
analyzed, with a mean ± SD age of 55 ± 6 years, BMI of 26 ± 4 kg/m2, and HTGC of 5.7 ± 7.9 %. 
Each extra alcoholic serving per day was associated with more liver fat (1.09 times, 95% CI: 
1.05, 1.12). Replacing 5 En% of alcoholic beverages with milk was associated with less liver 
fat (0.89 times, 95% CI: 0.81, 0.98), whereas replacement with 5 En% of sugar sweetened 
beverages was associated with liver fat to a similar extent as the alcoholic beverages (1.00 
times, 95% CI: 0.91, 1.09).

Conclusion
In a population-based cohort, consumption of each extra daily alcoholic beverage was 
associated with more liver fat. In isocaloric replacement, milk was associated with less 
liver fat, whereas sugar sweetened beverages were equally associated with liver fat. This 
suggests that intake of alcohol and sugars may contribute to liver fat accumulation. 
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We assessed the reproducibility of the habitual consumption of different beverages 
in a random subgroup of 100 participants who completed the FFQ for a second time 
approximately three months after the baseline measurement. The individual measurement 
intraclass correlation coefficients of the different beverages were 0.63 for sugar sweetened 
beverages, 0.81 for milk, 0.82 for coffee, 0.91 for tea, 0.79 for beer, 0.82 for wine, 0.67 for mixed 
drinks and 0.89 for liquor, which can be considered good to excellent(33). 

1H-MR spectroscopy of liver fat content
1H-MR spectroscopy of the liver was performed on a 1.5 Tesla whole-body MR scanner 
(Philips Medical Systems, Best, the Netherlands), and spectra were obtained as described 
previously (34). 1H-MRS data were fitted using Java-based magnetic resonance user 
interface software (jMRUI version 2.2, Leuven, Belgium) (35). Hepatic triglyceride content 
relative to water was calculated as (signal amplitude of triglyceride) / (signal amplitude 
of water) x 100. 

Data collection of covariates
In the baseline questionnaire, participants reported smoking behaviour in three 
categories: current, former or never smoking (reference group). Ethnicity was reported 
by self-identification in eight categories which we grouped into white (reference group) 
and other. Highest level of education was reported in 10 categories according to the 
Dutch education system and grouped into high (including higher vocational school, 
university, and post-graduate education) versus low education (reference group). 
Physical activity during leisure time was reported using the Short Questionnaire to 
Assess Health-enhancing physical activity and was expressed in MET-hours per week 
(36). Data collection on other covariates has been described previously (30). 

Statistical analyses
In the NEO study there is an oversampling of persons with a BMI of 27 kg/m2 or higher. 
To correctly represent associations in the general population (37), adjustments for this 
oversampling were made. This was done by weighting individuals towards the BMI 
distribution of participants from the Leiderdorp municipality (38), whose BMI distribution 
was similar to the BMI distribution of the general Dutch population (39) (Supplemental 
table 1). All results were based on weighted analyses. Consequently, the results apply to 
a population-based study without oversampling of individuals with a BMI ≥ 27 kg/m2. 
As a result of the weighting, only percentages and proportions can be given instead of 
numbers of participants. Baseline characteristics are displayed in percentages or means 
(standard deviations) for the total population, and stratified by sex and categories of 
alcohol consumption. 

METHODS

Study design and study population
The Netherlands Epidemiology of Obesity (NEO) study is a population-based cohort study 
in 6671 individuals aged 45 to 65 years, with an oversampling of persons with a BMI of 27 
kg/m2 or higher. Men and women aged between 45 and 65 years with a self-reported BMI 
of 27 kg/m2 or higher living in the greater area of Leiden (in the West of The Netherlands) 
were eligible to participate in the NEO study. In addition, all inhabitants aged between 
45 and 65 years from one municipality (Leiderdorp) were invited irrespective of their 
BMI, allowing for a reference distribution of BMI. Detailed information about the study 
design and data collection has been described elsewhere (30).

The present study is a cross-sectional analysis of the baseline measurements of the 
participants with a measurement of hepatic triglyceride content (HTGC). For our 
analyses we excluded participants with an implausibly high or low total energy intake 
(<600kcal or >5000kcal) and missing data on beverage consumption or potential 
confounding factors. The study was approved by the medical ethics committee of the 
LUMC and all participants gave written informed consent.

Beverage consumption
Habitual consumption of beverages of all participants was estimated using a semi-
quantitative food frequency questionnaire, which was originally designed to study dietary 
fat intake (31, 32). Consumption of alcoholic and non-alcoholic beverages was assessed 
in absolute frequency (times per day, week, month). Participants were asked about 
consumption of different alcoholic beverages (beer, wine, liquor and mixed drinks (such 
as cocktails). For each alcoholic beverage we used a standard serving as based on the Dutch 
Food Composition Database (NEVO-2011): 200 grams for beer, 110 for wine, 50 for liquor and 
258 for mixed long drinks so that each consumption contained 10 grams of alcohol. Non-
alcoholic beverages were also converted to standard servings: 200 grams for non-alcoholic 
beers, 125 grams for coffee and tea, 150 grams for milk and 150 grams for sugar-sweetened 
beverages (NEVO-2011). Non-alcoholic beverages were divided into energy-containing 
(non-alcoholic beers, milk and sugar sweetened beverages) or non-energy containing (tea 
and coffee without milk) beverages. No information on water consumption or diet sodas 
was collected using the FFQ . After the conversion to standard servings, all non-alcoholic 
beverages were also summed up into one variable. The same was done for all alcoholic 
beverages. Total alcoholic beverage consumption was divided into subcategories: 0 to 0.5 
grams of alcohol per day (g/d) (including abstainers), 0.5 to 5 g/d, 5 to 15 g/d for women and 
5-30 g/day for men and lastly >15 g/d for women and >30 g/d for men. 
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milk, and non-alcoholic beer) in relation to HTGC, to examine to what extent the caloric 
content contributes to liver fat content. To study whether the associations are specific 
for liver fat, we additionally adjusted all three models for total body fat.
	
To examine to what extent consumption of alcoholic beverages was associated with liver 
fat content in participants without a fatty liver, we stratified the analyses by the arbitrary 
cut-off point of 5.56% which indicates a fatty liver. Next to that, we stratified by the 
rs738409 single nucleotide polymorphism (SNP) in the PNPLA3 gene that is associated 
with diffuse fat deposition in the liver and may promote NASH, fibrosis and cirrhosis 
throughout the liver (40), to investigate whether the associations differ between carriers 
and non-carriers of the SNP. 

As a means of sensitivity analysis, we repeated the substitution analysis based on 
servings after taking into account the milk and sugar potentially added to coffee and 
tea. In the analyses with categories of alcohol consumption, we repeated the analyses 
after excluding alcohol abstainers (0 g/d) from the reference group. Additionally, 
we performed the models after exclusion of participants with diabetes type 2 or 
cardiovascular disease, as they might have changed their drinking habits after being 
diagnosed, or might potentially react differently to sugars. 

All above mentioned analyses were pre-defined, and analyses not pre-specified are 
considered exploratory. We performed all analyses using STATA statistical Software 
(Statacorp, College Station, Texas, USA), version 14.

RESULTS

In total, 6,671 participants were included in the NEO study between September 2008 and 
October 2012, of whom 2,580 underwent a liver fat measurement by 1H-MRS. However, 
due to the limited time slot that was available per participants did not allow time 
for a repeat examination when technical failures were present (n=497), leaving 2,083 
participants with a successful liver fat measurement. After exclusion of participants 
with extreme energy intake (n=18), missing dietary data (n=26), missing data on 
potential confounding factors (n=1 for smoking, n=16 for education, n=2 for ethnicity, 
n=44 for physical activity in leisure time, n=3 for total body fat and n=6 for visceral 
adipose tissue) and one participant for whom the log transformation of the liver fat 
could not be calculated, 1,966 participants were included in the analyses. Baseline 
characteristics of these participants are presented in table 1. Participants with higher 

We performed linear regression analyses to examine the association between alcohol 
consumption and liver fat. We performed three different models and also stratified each 
model by sex, due to the known differences in both alcohol consumption and liver fat 
content between men and women. Because of the skewed distribution of HTGC, we 
used the natural logarithm of this variable in the analyses. For an easier interpretation 
of these results, we back transformed the regression coefficients towards a ratio (using 
exp(beta)) with 95% confidence interval. Such ratio, for example 1.2, can be interpreted 
as 1.2 times HTGC for each extra serving per day, which would reflect an increase in HTGC 
from, for example, 5% to 6%.We first performed linear regression analysis to examine the 
association of alcohol consumption as a categorical variable (0 to 0.5 g/d (reference),≥0.5 
to 5 g/d, ≥5 to 15 g/d for women and ≥5 to 30 g/d for men, and ≥15 g/d for women and≥30 
g/d for men) with HTGC. We tested for a linear trend (p=0.01) and also added a quadratic 
term (p=0.49) to the model to check for non-linearity. 

Then, we studied alcohol consumption as a continuous outcome in three different 
ways. Firstly, we studied the association between one serving of alcohol (total alcohol, 
beer, wine, mixed drinks and liquor) and one serving of non-alcoholic beverages (sugar 
sweetened beverages, milk, coffee, tea and non-alcoholic beer) per day and liver fat 
content. This was done in both a crude model and a multivariable linear regression 
model, which was adjusted for age, sex, smoking, education, ethnicity, physical activity 
and total energy intake. Models studying separate alcoholic beverages were additionally 
adjusted for all other alcoholic beverages, and models on non-alcoholic beverages were 
additionally adjusted for all other non-alcoholic beverages. 

Secondly, we studied the effect of substituting one serving of an alcoholic beverage 
with one serving of a non-alcoholic beverage. In these substitution models we included 
a sum variable of all beverages, in addition to each beverage separately, except for the 
beverage to be substituted, in this case alcoholic beverages. Instead of total energy 
intake, these substitution models were adjusted for caloric intake from food only, to 
adjust for possible confounding when substituting different beverages. Accordingly, the 
regression coefficients can be interpreted as the relative change in HTGC if one serving/d 
of an alcoholic beverage was substituted by one serving/d of a non-alcoholic beverage. 

Third, in addition to the substitution analyses based on servings, we also performed 
an isocaloric substitution model of alcoholic beverages with energy-containing non-
alcoholic beverages. This model was adjusted for both caloric intake from beverages 
and caloric intake from food. In these analyses 5 En% of alcoholic beverages is replaced 
with 5 En% of energy containing non-alcoholic beverages (sugar-sweetened beverages, 
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Table 2 displays the association between different categories of alcohol consumption 
and liver fat content. Despite a linear trend (P for trend 0.01), light and moderate 
consumption were not significantly associated with liver fat (Table 2). Compared with 
no alcohol consumption (0-0.5 g/d), high alcohol consumption (>15 g/d for women 
and >30 g/d for men) was associated with more liver fat, for total alcohol consumption 
(1.28 times, 95% CI: 1.06, 1.55), beer consumption (1.39 times, 95% CI: 1.08, 1.80) and wine 
consumption (1.28 times, 95% CI: 1.04, 1.58) (Table 2). Results were similar when excluding 
alcohol abstainers (0g/d) from the reference group (data not shown). 

Table 3 shows the associations between consumption of different alcoholic beverages as 
continuous variables and liver fat content. Each extra alcoholic serving was associated 
with more liver fat (1.09 times, 95% CI: 1.06; 1.13). When additionally adjusted for total 
body fat to examine whether the associations were specific for liver fat, associations 
attenuated for liquor and mixed drinks, although total alcoholic beverages remained 
associated with more liver fat (1.09 times, 95% CI: 1.05, 1.12). 

The associations of non-alcoholic beverages are shown in table 4. In the total population, 
each extra serving of non-alcoholic beverages was associated with less liver fat (0.97 
times, 95% CI: 0.95, 0.99). Consumption of coffee (0.96 times for each extra serving, 95% 
CI: 0.93, 0.99), tea (0.97 times, 95% CI: 0.94; 1.00) and milk (0.95 times, 95% CI: 0.89; 1.00) 
was also associated with less liver fat. Results did not differ after exclusion of participants 
with diabetes type 2 or cardiovascular disease or when taking the milk and sugar added 
to coffee and tea into account (data not shown). 

Table 5 shows that substituting one alcoholic serving with one non-alcoholic serving 
was associated with less liver fat (0.90 times, 95% CI: 0.86, 0.94) in the total population 
after adjustment for potential confounding factors and total body fat. Of the different 
non-alcoholic beverages, replacement with milk (0.88 times, 95% CI: 0.82, 0.95), tea (0.89 
times; 95% CI: 0.85; 0.94) and coffee (0.88 times, 95% CI: 0.84; 0.92) was associated with less 
liver fat. Results were similar when taking the milk and sugar added to coffee and tea 
into account (data not shown). 

Isocaloric substitution of 5 En% of alcoholic beverages with 5 En% of non-alcoholic 
beverages (table 6) showed that substitution of alcohol with milk was associated with 
less HTGC (0.89 times, 95% CI: 0.81, 0.98) in the total population. Replacing 5 En% of 
alcohol with 5 En% of sugar sweetened beverage was associated with liver fat equally 
strong as with alcohol (1.00 times, 95% CI: 0.91, 1.09). 

alcohol consumption were more often smokers and had on average a higher education. 
Hepatic triglyceride content and the prevalence of a fatty liver was also higher in the 
categories with higher alcohol consumption. Whereas men on average have a higher 
coffee and beer consumption, women have a higher tea consumption. 
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After stratifying the analyses by the cut-off point of fatty liver (HTGC>5.56%), associations 
between alcohol consumption and liver fat were similar in both groups (Supplemental 
table 2). Regarding the PNPLA3 polymorphism, the association between each alcoholic 
beverage and HTGC was similar in both groups (1.14 times for each alcoholic serving extra; 
95% CI: 1.07, 1.21 for GC and GG carriers and 1.09 times; 95% CI: 1.04, 1.15 for CC carriers). 

Table 4. Relative change in HTGC and 95% confidence intervals per 1 serving/d higher consumption of non-

alcoholic beverages in participants of the Netherlands Epidemiology of Obesity study, men and women 

between 45 and 65 years of age with direct assessment of hepatic triglyceride content by 1H-MRS1

    Crude Multivariable Multivariable + TBF
Relative change (95% CI) Relative change (95% CI) Relative change (95% CI)

Non-alcoholic beverages (total)
Total 0.98 (0.95; 1.00) 0.97 (0.94; 0.99) 0.97 (0.95; 0.99)
Men 0.98 (0.95; 1.01) 0.99 (0.95; 1.02) 0.98 (0.95; 1.01)

Women 0.95 (0.91; 0.98) 0.94 (0.91; 0.97) 0.95 (0.92; 0.98)
SSB2

Total 1.07 (1.01; 1.14) 1.05 (0.99; 1.11) 1.03 (0.98; 1.08)
Men 1.04 (0.97; 1.12) 1.07 (0.99; 1.15) 1.02 (0.96; 1.09)

Women 1.05 (0.96; 1.14) 1.02 (0.93; 1.11) 1.03 (0.95; 1.11)
Milk2

Total 1.00 (0.94; 1.07) 0.94 (0.88; 1.00) 0.95 (0.89; 1.00)
Men 0.92 (0.86; 1.00) 0.91 (0.84; 0.99) 0.92 (0.86; 0.99)

Women 1.02 (0.91; 1.13) 0.96 (0.87; 1.07) 0.97 (0.89; 1.06)
Coffee (without sugar or milk)2

Total 1.01 (0.98; 1.04) 0.96 (0.93; 0.99) 0.96 (0.93; 0.99)
Men 1.00 (0.96; 1.04) 0.99 (0.95; 1.03) 0.99 (0.95; 1.02)

Women 0.95 (0.91; 0.99) 0.92 (0.88; 0.96) 0.92 (0.88; 0.96)
Tea (without sugar or milk)2

Total 0.92 (0.89; 0.95) 0.96 (0.92; 0.99) 0.97 (0.94; 1.00)
Men 0.96 (0.92; 1.02) 0.98 (0.93; 1.03) 1.00 (0.94; 1.05)

Women 0.95 (0.92; 0.99) 0.94 (0.90; 0.98) 0.95 (0.91; 0.99)
Non-alcoholic beer2

Total 1.35 (0.99; 1.84) 1.13 (0.88; 1.45) 1.09 (0.86; 0.99)
Men 1.22 0.90; 1.65) 1.18 (0.89; 1.57) 1.17 (0.90; 1.52)

Women 0.82 (0.40; 1.70) 0.88 (0.49; 1.59) 0.73 (0.49; 1.10)
1Multivariable: adjusted for age, sex, smoking, education, ethnicity, physical activity in leisure time and total energy 
intake. Results are based on analyses weighted towards the body mass index distribution of the general population 
(n=1,966), and derived from beta coefficients with 95% confidence intervals from linear regression analyses and expressed 
as a relative change. Such ratio, for example 1.2, can be interpreted as 1.2 times HTGC for each extra serving per day, which 
would reflect an increase in HTGC from, for example, 5% to 6%. CI, confidence interval; HTGC, hepatic triglyceride content; 
TBF, total body fat.
2Additionally adjusted for all other non-alcoholic beverages. Servings equal 150 grams for SSB, 150 grams for milk, 125 
grams for tea and coffee, and 200 grams for non-alcoholic beer. 

Table 2. Relative change in HTGC and 95% confidence intervals for different categories of alcohol 

consumption in participants of the Netherlands Epidemiology of Obesity study, men and women between 

45 and 65 years of age with direct assessment of hepatic triglyceride content by 1H-MRS

0 to 0.5 g/d ≥0.5 to 5 g/d
≥5 to 15 g/d women

≥5 to 30 g/d men
≥15 g/d women

≥30 g/d men
P-trend

Alcohol (total)
Multivariable-adjusted1relative 
change (95% CI)

1 (ref) 1.05 (0.87, 1.25) 1.07 (0.90, 1.28) 1.28 (1.06, 1.55) 0.01

Proportion of population, % 13.7 22.2 41.0 23.1
Beer2

Multivariable-adjusted relative 
change (95% CI)

1 (ref) 0.94 (0.83, 1.08) 1.10 (0.93, 1.29) 1.39 (1.08, 1.80) 0.03

% 48.1 27.5 18.5 6.0
Wine2

Multivariable-adjusted relative 
change (95% CI)

1 (ref) 1.01 (0.88, 1.16) 1.02 (0.89, 1.18) 1.28 (1.04, 1.58) 0.16

% 23.3 32.7 34.8 9.3
1Adjusted for age, sex, smoking, education, ethnicity, physical activity in leisure time, total energy intake and total body 
fat. Results are based on analyses weighted towards the body mass index distribution of the general population (n=1,966), 
and derived from beta coefficients with 95% confidence intervals from linear regression analyses and expressed as a 
relative change compared with the reference category. Such ratio, for example 1.2, can be interpreted as 1.2 times HTGC for 
each extra serving per day, which would reflect an increase in HTGC from, for example, 5% to 6%.CI, confidence interval; 
HTGC, hepatic triglyceride content.
2Additionally adjusted for other alcoholic beverages. Servings equal 200 grams for beer and 110 grams for wine. 

Table 3. Relative change in HTGC and 95% confidence intervals per 1 serving/d higher consumption of 

alcoholic beverage in participants of the Netherlands Epidemiology of Obesity study, men and women 

between 45 and 65 years of age with direct assessment of hepatic triglyceride content by 1H-MRS1

Crude Multivariable Multivariable + TBF
Relative change (95% CI) Relative change (95% CI) Relative change (95% CI)

Alcohol (total)
Total 1.15 (1.11; 1.19) 1.09 (1.06; 1.13) 1.09 (1.05; 1.12)
Men 1.11 (1.07; 1.15) 1.11 (1.07; 1.15) 1.09 (1.05; 1.13)

Women 1.05 (1.07; 1.15) 1.09 (1.00; 1.18) 1.10 (1.02; 1.19)
Beer2

Total 1.14 (1.09; 1.19) 1.07 (1.02; 1.11) 1.08 (1.03; 1.13)
Men 1.08 (1.04; 1.13) 1.08 (1.04; 1.13) 1.09 (1.04; 1.15)

Women 0.95 (0.84; 1.07) 1.02 (0.89; 1.17) 1.06 (0.96; 1.17)
Wine2

Total 1.13 (1.06; 1.20) 1.13 (1.06; 1.21) 1.11 (1.05; 1.18)
Men 1.13 (1.06; 1.21) 1.13 (1.06; 1.21) 1.08 (1.02; 1.15)

Women 1.12 (1.02; 1.24) 1.13 (1.02; 1.26) 1.15 (1.04; 1.28)
Liquor2

Total 1.64 (1.45; 1.86) 1.22 (1.08; 1.38) 1.06 (0.93; 1.21)
Men 1.33 (1.17; 1.50) 1.24 (1.10; 1.40) 1.10 (0.97; 1.26)

Women 1.28 (0.66; 2.48) 0.95 (0.52; 1.73) 0.62 (0.37; 1.04)
Mixed drinks2

Total 1.56 (1.34; 1.83) 1.18 (1.00; 1.40) 0.97 (0.83; 1.15)
Men 1.26 (1.09; 1.47) 1.18 (1.00; 1.40) 0.98 (0.83; 1.16)

Women 1.74 (0.95; 3.20) 1.53 (0.86; 2.71) 1.12 (0.63; 1.97)
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Table 6. Relative change in HTGC and 95% confidence intervals per 5 En% of alcoholic beverage substitution 

by non-alcoholic beverages in participants of the Netherlands Epidemiology of Obesity study, men and 

women between 45 and 65 years of age with direct assessment of hepatic triglyceride content by 1H-MRS1

Crude Multivariable Multivariable + TBF
Relative change (95% CI) Relative change (95% CI) Relative change (95% CI)

Non-alcoholic beverages (total)
Total 0.91 (0.83; 0.98) 0.94 (0.87; 1.02) 0.94 (0.87; 1.01)
Men 0.90 (0.81; 1.00) 0.90 (0.81; 1.01) 0.88 (0.81; 0.97)

Women 0.99 (0.86; 1.14) 0.96 (0.84; 1.10) 0.96 (0.85; 1.09)
Milk
Total 0.86 (0.77; 0.97) 0.88 (0.79; 0.98) 0.89 (0.81; 0.98)
Men 0.82 (0.71; 0.95) 0.80 (0.69; 0.92) 0.82 (0.72; 0.93)

Women 0.98 (0.82; 1.17) 0.94 (0.79; 1.13) 0.94 (0.81; 1.10)
SSB 

Total 0.95 (0.85; 1.06) 1.01 (0.91; 1.12) 1.00 (0.91; 1.09)
Men 1.00 (0.86; 1.17) 1.04 (0.89; 1.22) 0.97 (0.85; 1.10)

Women 1.01 (0.87; 1.19) 0.98 (0.85; 1.14) 0.99 (0.86; 1.13)
1Multivariable: adjusted for age, sex, smoking, education, ethnicity, physical activity in leisure time, total energy 
intake of beverages, total energy intake from food, and all beverages except for alcohol and itself. Results are based on 
analyses weighted towards the body mass index distribution of the general population (n=1,966), and derived from beta 
coefficients with 95% confidence intervals from linear regression analyses and expressed as a relative change. Such ratio, 
for example 1.2, can be interpreted as 1.2 times HTGC for each extra serving per day, which would reflect an increase in 
HTGC from, for example, 5% to 6%. CI, confidence interval; HTGC, hepatic triglyceride content; SSB, sugar sweetened 
beverage; TBF, total body fat.

DISCUSSION

In this population-based cohort of 1,966 middle aged men and women with directly 
assessed liver fat content, consumption of each extra alcoholic serving per day was 
associated with more liver fat, with larger increases in liver fat with excessive alcohol 
consumption. Replacing one alcoholic beverage by one non-alcoholic beverage was 
associated with less liver fat. Whereas isocaloric replacement of alcohol with milk was 
associated with less liver fat, isocaloric replacement with sugar sweetened beverages was 
equally associated with liver fat. 

This study was conducted within a large cohort study, in which hepatic triglyceride 
content has been directly assessed by 1H-MRS. We used substitution analysis to directly 
compare different types of beverages and their association with liver fat to each other. 
The comparative nature of our study can contribute to translation to recommendations 
in clinical practice, as we have shown that consumption of both alcohol and sugar 
sweetened beverages is associated with more liver fat, whereas milk, tea and coffee are 
associated with less liver fat. More importantly, replacing alcohol with sugar sweetened 
beverages is therefore equally associated with liver fat, and replacing it with milk, tea 

Table 5. Relative change in HTGC and 95% confidence intervals per 1 serving/d of alcoholic beverage 

substitution by non-alcoholic beverage in participants of the Netherlands Epidemiology of Obesity study, 

men and women between 45 and 65 years of age with direct assessment of hepatic triglyceride content by 
1H-MRS1

Crude Multivariable Multivariable + TBF
Relative change (95% CI) Relative change (95% CI) Relative change (95% CI)

Non-alcoholic beverages (total)
Total 0.85 (0.81; 0.88) 0.89 (0.85; 0.93) 0.90 (0.86; 0.94)
Men 0.89 (0.85; 0.93) 0.90 (0.86; 0.95) 0.91 (0.87; 0.96)

Women 0.91 (0.83; 0.99) 0.87 (0.79; 0.95) 0.86 (0.80; 0.94)
Tea (without sugar or milk)1

Total 0.81 (0.78; 0.85) 0.87 (0.83; 0.92) 0.89 (0.85; 0.94)
Men 0.88 (0.82; 0.94) 0.90 (0.84; 0.96) 0.92 (0.86; 0.99)

Women 0.88 (0.79; 0.97) 0.86 (0.78; 0.94) 0.86 (0.79; 0.94)
Coffee (without sugar or milk)1

Total 0.85 (0.81; 0.89) 0.88 (0.84; 0.92) 0.88 (0.84; 0.92)
Men 0.89 (0.84; 0.94) 0.90 (0.85; 0.95) 0.91 (0.86; 0.96)

Women 0.88 (0.79; 0.97) 0.84 (0.76; 0.92) 0.83 (0.77; 0.91)
Milk1

Total 0.86 (0.80; 0.92) 0.87 (0.81; 0.93) 0.88 (0.83; 0.94)
Men 0.83 (0.77; 0.91) 0.84 (0.77; 0.91) 0.86 (0.80; 0.92)

Women 0.94 (0.82; 1.09) 0.90 (0.78; 1.03) 0.89 (0.79; 1.00)
SSB1

Total 0.93 (0.87; 1.00) 0.98 (0.92; 1.04) 0.96 (0.91; 1.02)
Men 0.96 (0.89; 1.03) 1.00 (0.92; 1.08) 0.96 (0.90; 1.03)

Women 0.99 (0.88; 1.11) 0.95 (0.84; 1.06) 0.94 (0.85; 1.04)
1Multivariable: adjusted for age, sex, smoking, education, ethnicity, physical activity in leisure time, total energy intake of 
food, a sum variable of all beverages and all beverages except for alcohol and itself. Results are based on analyses weighted 
towards the body mass index distribution of the general population (n=1,966), and derived from beta coefficients with 
95% confidence intervals from linear regression analyses and expressed as a relative change. Such ratio, for example 1.2, 
can be interpreted as 1.2 times HTGC for each extra serving per day, which would reflect an increase in HTGC from, for 
example, 5% to 6%.CI, confidence interval; HTGC, hepatic triglyceride content; SSB, sugar sweetened beverages; TBF, total 
body fat.
1Servings equal 125 grams for tea and coffee, 150 grams for milk and 150 grams for SSB. 
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in a recent review an association between moderate alcohol consumption and decreased 
NASH and fibrosis was shown, it was also observed that heavy episodic drinking may 
accelerate fibrosis progression (49). Most of the studies on alcohol consumption, 
however, including ours, did not take drinking habits into account, only habitual total 
amount of alcohol consumed. However, even though certain drinking patterns such 
as drinking outside mealtimes and drinking multiple different alcoholic beverages 
lead to an increased risk of developing alcohol related liver damage (50), it seems to be 
the cumulative consumption that is most strongly associated with the progression of 
alcoholic fatty liver disease (42). Although current literature is in disagreement about the 
role of moderate alcohol consumption, none of these studies performed substitution 
analysis to take into account that a person does not simply stop drinking alcohol but 
may replace the alcoholic beverages with other drinks. Moreover, results from a recent 
mendelian randomization suggest that there is no beneficial effect of moderate alcohol 
consumption on the severity of non-alcoholic fatty liver disease (24). In our study, light 
and moderate alcohol consumption were not associated with less liver fat, which is in 
line with these findings. 

Additionally, isocaloric replacement of alcohol with milk was associated with less 
liver fat in our study. This indicates that it is not caloric intake per se that leads to liver 
fat accumulation. The exact mechanism behind the seemingly negative association 
between dairy and liver fat remains unknown, although it is in agreement with current 
literature. Established biomarkers of dietary dairy fat intake have been associated with 
higher hepatic and systemic insulin sensitivity, lower fasting glucose concentrations 
and less liver fat (51). Moreover, higher low-fat fermented dairy product consumption has 
also been associated with a decreased risk of developing type 2 diabetes in a prospective 
study (52). 
 	
Importantly, isocaloric replacement of alcohol with sugar sweetened beverage 
consumption was equally associated with liver fat. Taken together with our results on 
substitution with milk, this suggest a role for sugars in liver fat accumulation. Our 
results are in line with recent findings from the Framingham Heart Study that showed 
a significant dose-response relationship between sugar sweetened beverages and fatty 
liver disease, but not for diet soda intake (27). However, replacement of sugar sweetened 
beverages with other beverages was not investigated in this study. 

Multiple underlying mechanisms have been proposed through which sugar sweetened 
beverages might contribute to the development of diabetes and cardiometabolic 
diseases not only via overall weight gain, but also independently through the metabolic 

or coffee is associated with less liver fat. This can be translated into clear advice for 
patients diagnosed with fatty liver and who are advised to stop consuming alcohol. 
Lastly, extensive phenotype measurements have been performed, allowing adjustment 
for many potential confounding factors. However, inherent to the observational, cross-
sectional design we cannot exclude residual confounding by lifestyle factors.

Due to the cross-sectional design, a limitation of this substitution analysis is that 
it is modelled on a group level rather than on an individual level. All participants 
completed a semi-quantitative FFQ , based on which we estimated the habitual beverage 
consumption. Although alcohol consumption might have been misreported, intra-
class correlations of the beverages showed good to excellent reproducibility. Moreover, 
by adjusting our analyses for total energy intake we partly corrected for potential 
misreporting. A limitation of the FFQ is that it did not take drinking habits into account, 
so we cannot make any statements on the potential role of drinking patterns. Also no 
information on diet sodas or water was available, so no statements on these beverages 
can be made. Nevertheless, this will not have influenced the isocaloric substitution 
models, as only energy-containing beverages were taken into account in this analysis. 
Results from these isocaloric substitution models suggest that it is not energy per se, but 
possibly sugars that contribute to liver fat accumulation.

Alcohol is mainly metabolized in the liver (41), and can induce fatty liver by increasing 
the fatty acid synthesis in the liver. Together with the impaired oxidation of these 
compounds caused by an increased accumulation of the reduced form of nicotinamide 
adenine dinucleotice (NADH), alcohol consumption may lead to increased triglyceride 
synthesis, which is the main form of stored fat stored in the liver (42). Although many 
studies investigated the association between light to moderate alcohol consumption 
and liver fat, results have been inconsistent and inconclusive, and the exact mechanism 
remains unidentified. A prospective randomized study concluded that moderate red 
wine consumption during three months increased HTGC in subjects without steatosis 
at baseline (43), whereas red wine consumption during four weeks in another randomized 
controlled trial did not significantly increase liver fat compared to de-alcoholized 
red wine (44). Additionally, Ekstedt et al. concluded from their long-term follow-up 
study that moderate alcohol consumption was associated with fibrosis progression in 
patients with NAFLD and that they should be advised to refrain from heavy episodic 
drinking (45). Modest wine consumption has been associated with reduced prevalence of 
suspected (NA)FLD in other studies (19, 21, 46, 47). In another study, light to moderate alcohol 
consumption had a potentially protective effect against insulin resistance in severely 
obese patients, but not on the severity of activity and stage of liver disease (48). Although 
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with sugar sweetened beverages.

116  |  CHAPTER 5 CONSUMPTION OF ALCOHOLIC AND SUGAR-SWEETENED BEVERAGES IS ASSOCIATED WITH INCREASED LIVER FAT CONTENT  |  117

5 5



32.	 Verkleij-Hagoort AC, de Vries JH, Stegers MP, Lindemans J, Ursem NT, Steegers-Theunissen RP. Validation of the 

assessment of folate and vitamin B12 intake in women of reproductive age: the method of triads. Eur J Clin Nutr 

2007;61(5):610-5.

33.	 Cicchetti DV. Guidelines, criteria, and rules of thumb for evaluating normed and standardized assessment 

instruments in psychology. Psychol Assess 1994;6(4):284.

34.	 Van Der Meer RW, Hammer S, Lamb HJ, Frolich M, Diamant M, Rijzewijk LJ, De Roos A, Romijn JA, Smit JW. Effects 

of short-term high-fat, high-energy diet on hepatic and myocardial triglyceride content in healthy men. J Clin 

Endocrinol Metab 2008;93(7):2702-8.

35.	 Naressi A, Couturier C, Devos J, Janssen M, Mangeat C, De Beer R, Graveron-Demilly D. Java-based graphical user 

interface for the MRUI quantitation package. Magnetic Resonance Materials in Physics, Biology and Medicine 

2001;12(2-3):141-52.

36.	 	Wendel-Vos GW, Schuit AJ, Saris WH, Kromhout D. Reproducibility and relative validity of the short questionnaire 

to assess health-enhancing physical activity. J Clin Epidemiol 2003;56(12):1163-9.

37.	 	Korn EL, Graubard BI. Epidemiologic studies utilizing surveys: accounting for the sampling design. Am J Public 

Health 1991;81(9):1166-73.

38.	 Lumley T. Analysis of complex survey samples. Journal of Statistical Software 2004;9(1):1-19.

39.	 Ministerie van VWS. Internet: https://www.volksgezondheidenzorg.info/onderwerp/overgewicht/cijfers-context/

huidige-situatie (accessed February 20 2017).

40.	 Speliotes EK, Butler JL, Palmer CD, Voight BF, Hirschhorn JN. PNPLA3 variants specifically confer increased risk for 

histologic nonalcoholic fatty liver disease but not metabolic disease. Hepatology 2010;52(3):904-12. doi: 10.1002/

hep.23768.

41.	 Zakhari S. Overview: how is alcohol metabolized by the body? Alcohol Research 2006;29(4):245.

42.	 Liu J. Ethanol and liver: Recent insights into the mechanisms of ethanol-induced fatty liver. World Journal of 

Gastroenterology : WJG 2014;20(40):14672-85. doi: 10.3748/wjg.v20.i40.14672.

43.	 Kechagias S, Zanjani S, Gjellan S, Leinhard OD, Kihlberg J, Smedby O, Johansson L, Kullberg J, Ahlstrom H, Lindstrom 

T, et al. Effects of moderate red wine consumption on liver fat and blood lipids: a prospective randomized study. 

Ann Med 2011;43(7):545-54. doi: 10.3109/07853890.2011.588246.

44.	 Beulens JW, Beers RM, Stolk RP, Schaafsma G, Hendriks HF. The effect of moderate alcohol consumption on fat 

distribution and adipocytokines. Obesity 2006;14(1):60-6.

45.	 Ekstedt M, Franzen LE, Holmqvist M, Bendtsen P, Mathiesen UL, Bodemar G, Kechagias S. Alcohol consumption 

is associated with progression of hepatic fibrosis in non-alcoholic fatty liver disease. Scand J Gastroenterol 

2009;44(3):366-74. doi: 10.1080/00365520802555991.

46.	 Moriya A, Iwasaki Y, Ohguchi S, Kayashima E, Mitsumune T, Taniguchi H, Ikeda F, Shiratori Y, Yamamoto K. Alcohol 

consumption appears to protect against non-alcoholic fatty liver disease. Aliment Pharmacol Ther 2011;33(3):378-

88. doi: 10.1111/j.1365-2036.2010.04520.x.

47.	 Hamaguchi M, Kojima T, Ohbora A, Takeda N, Fukui M, Kato T. Protective effect of alcohol consumption for fatty 

liver but not metabolic syndrome. World J Gastroenterol 2012;18(2):156-67. doi: 10.3748/wjg.v18.i2.156.

48.	 	Cotrim HP, Freitas LA, Alves E, Almeida A, May DS, Caldwell S. Effects of light-to-moderate alcohol consumption on 

16.	 Targher G, Day CP, Bonora E. Risk of cardiovascular disease in patients with nonalcoholic fatty liver disease. N Engl 

J Med 2010;363(14):1341-50. doi: 10.1056/NEJMra0912063.

17.	 Lieber CS. Alcoholic fatty liver: its pathogenesis and mechanism of progression to inflammation and fibrosis. 

Alcohol 2004;34(1):9-19.

18.	 Liangpunsakul S, Chalasani N. What should we recommend to our patients with NAFLD regarding alcohol use? 

Am J Gastroenterol 2012;107(7):976-8. doi: 10.1038/ajg.2012.20.

19.	 	Dunn W, Xu R, Schwimmer JB. Modest wine drinking and decreased prevalence of suspected nonalcoholic fatty 

liver disease. Hepatology 2008;47(6):1947-54. doi: 10.1002/hep.22292.

20.	 Dunn W, Sanyal AJ, Brunt EM, Unalp-Arida A, Donohue M, McCullough AJ, Schwimmer JB. Modest alcohol 

consumption is associated with decreased prevalence of steatohepatitis in patients with non-alcoholic fatty liver 

disease (NAFLD). Journal of Hepatology 2012;57(2):384-91. doi: http://dx.doi.org/10.1016/j.jhep.2012.03.024.

21.	 Gunji T, Matsuhashi N, Sato H, Fujibayashi K, Okumura M, Sasabe N, Urabe A. Light and Moderate Alcohol 

Consumption Significantly Reduces the Prevalence of Fatty Liver in the Japanese Male Population. Am J 

Gastroenterol 2009;104(9):2189-95.

22.	 Fan J-G, Farrell GC. Epidemiology of non-alcoholic fatty liver disease in China. Journal of Hepatology 2009;50(1):204-

10. doi: http://dx.doi.org/10.1016/j.jhep.2008.10.010.

23.	 Schrieks IC, Heil AL, Hendriks HF, Mukamal KJ, Beulens JW. The effect of alcohol consumption on insulin sensitivity 

and glycemic status: a systematic review and meta-analysis of intervention studies. Diabetes Care 2015;38(4):723-32.

24.	 Sookoian S, Flichman D, Castano GO, Pirola CJ. Mendelian randomisation suggests no beneficial effect of moderate 

alcohol consumption on the severity of nonalcoholic fatty liver disease. Aliment Pharmacol Ther 2016;44(11-

12):1224-34. doi: 10.1111/apt.13828.

25.	 Leidy HJ, Apolzan JW, Mattes RD, Campbell WW. Food form and portion size affect postprandial appetite sensations 

and hormonal responses in healthy, nonobese, older adults. Obesity 2010;18(2):293-9.

26.	 Yeomans MR. Alcohol, appetite and energy balance: is alcohol intake a risk factor for obesity? Physiol Behav 

2010;100(1):82-9.

27.	 Ma J, Fox CS, Jacques PF, Speliotes EK, Hoffmann U, Smith CE, Saltzman E, McKeown NM. Sugar-sweetened 

beverage, diet soda, and fatty liver disease in the Framingham Heart Study cohorts. J Hepatol 2015;63(2):462-9. doi: 

10.1016/j.jhep.2015.03.032.

28.	 	Lanaspa MA, Ishimoto T, Li N, Cicerchi C, Orlicky DJ, Ruzycki P, Rivard C, Inaba S, Roncal-Jimenez CA, Bales ES, et 

al. Endogenous fructose production and metabolism in the liver contributes to the development of metabolic 

syndrome. Nat Commun 2013;4:2434. doi: 10.1038/ncomms3434.

29.	 McDevitt RM, Bott SJ, Harding M, Coward WA, Bluck LJ, Prentice AM. De novo lipogenesis during controlled 

overfeeding with sucrose or glucose in lean and obese women. Am J Clin Nutr 2001;74(6):737-46.

30.	 de Mutsert R, den Heijer M, Rabelink TJ, Smit JW, Romijn JA, Jukema JW, de Roos A, Cobbaert CM, Kloppenburg 

M, le Cessie S, et al. The Netherlands Epidemiology of Obesity (NEO) study: study design and data collection. Eur J 

Epidemiol 2013;28(6):513-23. doi: 10.1007/s10654-013-9801-3.

31.	 Feunekes GI, Van Staveren WA, De Vries J, Burema J, Hautvast J. Relative and biomarker-based validity of a food-

frequency questionnaire estimating intake of fats and cholesterol. Am J Clin Nutr 1993;58(4):489-96.

118  |  CHAPTER 5 CONSUMPTION OF ALCOHOLIC AND SUGAR-SWEETENED BEVERAGES IS ASSOCIATED WITH INCREASED LIVER FAT CONTENT  |  119

5 5



steatosis and steatohepatitis in severely obese patients. Eur J Gastroenterol Hepatol 2009;21(9):969-72. doi: 10.1097/

MEG.0b013e328328f3ec.

49.	 	Ajmera VH, Terrault NA, Harrison SA. Is moderate alcohol use in nonalcoholic fatty liver disease good or bad? A 

critical review. Hepatology 2017;65(6):2090-9. doi: 10.1002/hep.29055.

50.	 Bellentani S, Saccoccio G, Costa G, Tiribelli C, Manenti F, Sodde M, Saveria Croce L, Sasso F, Pozzato G, Cristianini 

G, et al. Drinking habits as cofactors of risk for alcohol induced liver damage. The Dionysos Study Group. Gut 

1997;41(6):845-50.

51.	 Kratz M, Marcovina S, Nelson JE, Yeh MM, Kowdley KV, Callahan HS, Song X, Di C, Utzschneider KM. Dairy fat intake 

is associated with glucose tolerance, hepatic and systemic insulin sensitivity, and liver fat but not β-cell function 

in humans–. Am J Clin Nutr 2014;99(6):1385-96.

52.	 O’Connor LM, Lentjes MA, Luben RN, Khaw K-T, Wareham NJ, Forouhi NG. Dietary dairy product intake and incident 

type 2 diabetes: a prospective study using dietary data from a 7-day food diary. Diabetologia 2014;57(5):909-17.

53.	 Malik VS. Sugar sweetened beverages and cardiometabolic health. Curr Opin Cardiol 2017;32(5):572-9.

54.	 Malik VS, Popkin BM, Bray GA, Després J-P, Willett WC, Hu FB. Sugar-sweetened beverages and risk of metabolic 

syndrome and type 2 diabetes: a meta-analysis. Diabetes Care 2010;33(11):2477-83.

55.	 Sluik D, Engelen AI, Feskens EJ. Fructose consumption in the Netherlands: the Dutch National Food Consumption 

Survey 2007-2010. Eur J Clin Nutr 2015;69(4):475-81. doi: 10.1038/ejcn.2014.267.

56.	 Bray GA. How bad is fructose? Am J Clin Nutr 2007;86(4):895-6.

57.	 Jensen T, Abdelmalek MF, Sullivan S, Nadeau KJ, Green M, Roncal C, Nakagawa T, Kuwabara M, Sato Y, Kang DH, 

et al. Fructose and sugar: A major mediator of non-alcoholic fatty liver disease. J Hepatol 2018;68(5):1063-75. doi: 

10.1016/j.jhep.2018.01.019.

58.	 Taskinen MR, Soderlund S, Bogl LH, Hakkarainen A, Matikainen N, Pietilainen KH, Rasanen S, Lundbom N, Bjornson 

E, Eliasson B, et al. Adverse effects of fructose on cardiometabolic risk factors and hepatic lipid metabolism in 

subjects with abdominal obesity. J Intern Med 2017;282(2):187-201. doi: 10.1111/joim.12632.

59.	 Cox CL, Stanhope KL, Schwarz JM, Graham JL, Hatcher B, Griffen SC, Bremer AA, Berglund L, McGahan JP, Havel PJ, et 

al. Consumption of fructose-sweetened beverages for 10 weeks reduces net fat oxidation and energy expenditure 

in overweight/obese men and women. Eur J Clin Nutr 2012;66(2):201-8. doi: 10.1038/ejcn.2011.159.

120  |  CHAPTER 5 CONSUMPTION OF ALCOHOLIC AND SUGAR-SWEETENED BEVERAGES IS ASSOCIATED WITH INCREASED LIVER FAT CONTENT  |  121

5 5



SUPPLEMENTARY FILES

Supplemental table 1. Body Mass Index distribution of participants of the Netherlands Epidemiology of 

Obesity study from the Leiderdorp municipality and the resulting weighting factors for the different BMI 

categories as used in the statistical analyses
Body Mass Index n (%) Weighting factor
≥30 kg/m2 268 (16.0) 1
≥29-30 kg/m2 83 (5.0) 1.304461
≥28-29 kg/m2 103 (6.2) 1.472934
≥27-28 kg/m2 151 (9.0) 2.458912
≥26-27 kg/m2 172 (10.3) 4.445434
≥25-26 kg/m2 190 (11.4) 8.668198
<25 kg/m2 704 (42.0) 10.26279
Total 1,671

Supplemental table 2. Relative change in HTGC and 95% confidence intervals in stratifications on HTGC, 

alcohol consumption and PNPLA3 gene in participants of the Netherlands Epidemiology of Obesity study, 

men and women between 45 and 65 years of age with direct assessment of hepatic triglyceride content by 
1H-MRS1

Multivariable Multivariable + TBF
Relative change (95% CI) Relative change (95% CI)

Alcohol (total) - per 1 unit/day higher consumption
HTGC<5.56% 1.05 (1.01; 1.09) 1.04 (1.00; 1.08)
HTGC≥5.56% 1.01 (0.99; 1.04) 1.02 (1.00; 1.05)

PNPLA3 II 1.09 (1.04; 1.15) 1.06 (1.02; 1.11)
PNPLA3 IM+MM 1.14 (1.07; 1.21) 1.12 (1.06; 1.19)

Non-alcoholic (total) - per 1 unit/day higher consumption
HTGC<5.56% 0.97 (0.95; 0.99) 0.97 (0.95; 0.99)
HTGC≥5.56% 1.00 (0.98; 1.02) 1.00 (0.98; 1.02)

PNPLA3 II 0.96 (0.92; 0.99) 0.95 (0.92; 0.98)
PNPLA3 IM+MM 0.99 (0.95; 1.03) 0.99 (0.96; 1.03)

Non-alcoholic (total) - per 1 unit/day of alcoholic beverage substitution
HTGC<5.56% 0.93 (0.89; 0.97) 0.94 (0.90; 0.97)
HTGC≥5.56% 0.99 (0.95; 1.02) 0.98 (0.95; 1.01)

PNPLA3 II 0.89 (0.84; 0.95) 0.91 (0.87; 0.96)
PNPLA3 IM+MM 0.87 (0.81; 0.93) 0.89 (0.83; 0.95)

Non-alcoholic (total) - per 5 En% of alcoholic beverage substitution
HTGC<5.56% 0.94 (0.88; 1.01) 0.95 (0.90; 1.02)
HTGC≥5.56% 0.98 (0.91; 1.06) 0.97 (0.90; 1.04)

PNPLA3 II 0.98 (0.88; 1.08) 0.99 (0.90; 1.08)
PNPLA3 IM+MM 0.87 (0.74; 1.01) 0.87; 0.77; 0.99)
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