International Journal of /
* Environmental Research m\DP|
and Public Health F

Article

The Association between Alcohol Consumption and
[3-Cell Function and Insulin Sensitivity in

Korean Population

Min-Gyu Yoo t, Hyo-Jin Kim f, Han Byul Jang, Hye-Ja Lee * and Sang Ick Park *
Center for Biomedical Sciences, Korea National Institute of Health, Cheongju 28159, Korea;
yoomingku@korea.kr (M.-G.Y.); yo2412@korea.kr (H.-].K.); greatstar@korea.kr (H.B.J.)

* Correspondence: hyejalee@korea.kr (H.-J.L.); parksi@nih.go.kr (S.I.P.);

Tel.: +82-43-719-8692 (H.-].L.); +82-43-719-8690 (S.I.P.); Fax: +82-43-719-8602 (H.-J.L. & S.I.P)
t These authors contributed equally to this work.

Academic Editor: Icro Maremmani
Received: 1 September 2016; Accepted: 27 October 2016; Published: 14 November 2016

Abstract: This cross-sectional study was performed to examine the association between alcohol
consumption and insulin secretion and sensitivity using the Korean Genome and Epidemiology Study.
Alcohol consumption levels were categorized into four groups: (i) abstainers, (ii) low (<5 g/day),
(iii) intermediate (<30 g/day), and (iv) high (>30 g/day) alcohol consumption. (-cell function
and insulin sensitivity were estimated using the insulinogenic index (IGlg)), and Matsuda insulin
sensitivity index (ISI), respectively. IGlgp and ISI were dichotomized into high and low groups using
median cut-off values and four groups were defined (G-I: high IGIgo /high ISI; G-1I: high IGl¢( /low ISI;
G-III: low IGlgg/high ISI; and G-IV: low 1Glgy/low ISI). Men consumed 26.5 g alcohol per day on
average, whereas women only consumed 5.7 g/day, so women were excluded from subsequent
analyses due to their low drinking levels. Alcohol consumption was positively associated with
high-density lipoprotein (HDL) cholesterol, aspartate aminotransferase (AST), and triglycerides (TG)
in men, but was negatively associated with IGl4 (p < 0.05). TG levels were only increased in
individuals with decreased insulin sensitivity (G-II) or decreased (3-cell function (G-III) with high
alcohol consumption. In addition, alcohol consumption increased HDL cholesterol in the four
groups (p < 0.001). In subjects with decreased insulin sensitivity (G-II), intermediate and high
alcohol consumption increased the risk of high cholesterol and TG. In individuals with decreased
-cell function (G-III), alcohol consumption increased the risk of high TG and high AST levels.
High alcohol consumption was significantly associated with reduced insulin secretion. In addition,
alcohol consumption was related to some metabolic risk factors depending on insulin secretion
or sensitivity.
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1. Introduction

The prevalence of diabetes mellitus is increasing worldwide as well as in Korea. According to the
World Health Organization, diabetes is a major health problem that causes multiple complications,
including coronary artery diseases, cerebrovascular diseases, and diabetic neuropathy. Type 2 diabetes
mellitus (T2DM) is caused by (3-cell dysfunction and the deterioration of glycemic control [1], as well
as impaired insulin secretion and sensitivity [2].

Several studies have reported that alcohol consumption is a risk factor for T2DM, possibly due
to its effects on insulin sensitivity and secretion [3,4]. Moreover, it has been shown that high alcohol
consumption increases the risk of both T2DM and pre-diabetes [5], and in some cases is an independent
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risk factor for pre-diabetes [6]. In contrast, other studies have shown that light and moderate alcohol
consumption protects against T2DM [7,8].

Moderate alcohol consumers with reduced risk of T2DM had increased insulin sensitivity [9,10]
through the increase of adiponectin levels. Also, the increase of adiponectin levels after moderate
alcohol consumption was associated with improved insulin sensitivity [10]. On the other hand,
two studies found that alcohol consumption is associated with (3-cell dysfunction [11,12], which is
a major risk factor for T2DM. There is no convincing evidence supporting a link between alcohol
consumption and -cell function and insulin sensitivity, both of which are major indicators for T2DM.

According to the Korean National Health and Nutrition Examination Survey in 2013, the alcohol
consumption rate in Korea was 75.3% for men compared to 45.7% for women [13]. In addition,
recent studies have demonstrated that high alcohol consumption is associated with a higher risk of
diabetes in Korean populations [14,15]. It has recently been reported in a Korean cohort study that
-cell function is a more effective predictor than insulin sensitivity in the incidence of T2DM [16].
In the current study, we examined the association between alcohol consumption and (3-cell function
and insulin sensitivity to determine the possible role of relevant glycemic measures (IGlgy for 3-cell
function and ISI for insulin sensitivity) in the association of alcohol consumption with metabolic risk
factors. The link between alcohol consumption and metabolic risk factors was also investigated.

2. Materials and Methods

2.1. Study Population

Data released from the National Biobank of Korea, the Centers for Disease Control and Prevention
(Republic of Korea), and data derived from 10,030 individuals who participated in the Ansung and
Ansan cohort study (Korean Genome and Epidemiology Study, KoGES) were used. All of the subjects
were adults aged 4069 years who resided in either rural Ansung or urban Ansan and were enrolled
in 2001 and 2002. Detailed information regarding the procedures and design of the Ansung and Ansan
study has previously been reported [17]. Individuals with missing data regarding alcohol consumption
(n = 306) and glucose and insulin levels (n = 2125) were excluded. Finally, a total of 7599 participants
(3608 men and 3991 women) were included in this study.

All of the participants provided informed written consent. The study protocol was approved by
the Korean National Institute of Health’s Institutional Review Board (2016-02-17-PE-A).

2.2. Anthropometric and Biochemical Analyses

Body mass index (BMI) was calculated as weight divided by height squared. The fasting plasma
concentrations of glucose, total cholesterol, triglycerides (TG), and high-density lipoprotein (HDL)
cholesterol were measured using a Hitachi 747 chemistry analyzer (Hitachi Ltd., Tokyo, Japan)
following the manufacturer recommendations. Low-density lipoprotein (LDL) cholesterol levels
were calculated using the following formula:

LDL cholesterol = Total cholesterol — HDL cholesterol — % 1
The glycated hemoglobin (HbAlc) level was determined by high performance liquid
chromatography (Variant II: BioRad Laboratories, Hercules, CA, USA). The plasma insulin
concentrations were measured with an immunoradiometric assay kit (INS-IRMA kit; Biosource,
Nivelles, Belgium) using a gamma counter system (Packard Instrument Company, Meriden, CT, USA).
Information on physical activity was obtained using a survey with an open question about
the hours spent in a typical day at the following levels of physical activity intensity: low intensity,
including walking, cleaning, and washing; medium intensity, including fast walking and regular
exercise; and high intensity, including athletics, running, and mountain climbing. The amount of
physical activity was classified as none or low, medium, and high intensity exercise. Each type of
exercise was defined as >30 min/day.
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2.3. Pancreatic B-Cell Function and Insulin Sensitivity

Pancreatic 3-cell function and insulin sensitivity were estimated using the oral glucose tolerance
tests (OGTT, 75 g). Plasma was obtained 0 min, 60 min, and 120 min after the OGTT to measure
plasma glucose and insulin concentrations. Plasma glucose concentrations were measured using
the hexokinase method. Plasma insulin concentrations were measured as previously mentioned.
The 60-min insulinogenic index (IGIg) [18] was calculated using Equation (1):

(insulin60 — insuling, ;‘1—%)

IGIg = @)

(glucose60 — glucose), %"»
Insulin sensitivity was estimated using the OGTT (75 g) and Matsuda insulin sensitivity index

(ISI) after 0 min, 60 min, and 120 min [19]. ISI was calculated using Equation (2):

ISI — 10000 o)

\/ (glucosey, 7&) x (insulino, ;—E) x (mean glucose, ) x (mean insulin, I%f)

The participants were categorized into four groups (G-I, G-1I, G-1II, and G-IV) according to their
IGIgp and ISI scores (G-I: high IGlgp/high ISI; G-1I: high IGlgo/low ISI; G-III: low IGlg /high ISI;
and G-IV: low IGlgg/low ISI). G-I is a reference group. The median value for each index was used to
determine the high and low cut-offs [16].

2.4. Alcohol Consumption

Alcohol consumption levels were categorized into four groups: participants who did not consume
alcohol (abstainers) and those with low (<5 g/day), intermediate (<30 g/day), and high (>30 g/day)
alcohol consumption [20]. Consumed alcohol refers to the collective intake of beer, soju, wine, and
liquor in the previous month. The grams of alcohol consumed per day were calculated based on the
percentage of alcohol in liquor, the mass of ethanol in 1 liter of liquor, and the glass size (Equation (3)).

f alcohol in li 7 1 1 .
Alcohol (g/day) = percentage of alcohol in 1;:1(1)10%r x 0.789 x 10 x glass size 3)

2.5. Statistical Analysis

Descriptive statistics (mean + SD or percent) were calculated to present characteristics of the
study population according to sex, alcohol consumption, and groups according to IGlgy and ISI scores.
Student’s t tests were used for comparisons between continuous variables, and chi-square tests were
used for categorical variables. General linear models (Duncan test as a post-hoc test) were used to
compare clinical characteristics and metabolic risk factors by alcohol consumption, the four groups
according to IGIgp and ISI scores, and alcohol consumption in the four groups according to IGIgy and ISI
scores. Multiple logistic regression analyses were performed for the associations of the metabolic risk
factors with alcohol consumption in the four groups according to IGlgy and ISI scores. The association
of alcohol consumption with metabolic risk factors was estimated after adjusting for area of residence
(Ansung and Ansan), age (continuous), smoking (continuous), and BMI (continuous). Abnormal
metabolic risk factors were defined as follows: high total cholesterol (>200 mg/dL), low HDL
cholesterol (<40 mg/dL), high TG (>150 mg/dL), high LDL cholesterol (>125 mg/dL), high aspartate
aminotransferase (AST) (>40 IU/L), and high alanine aminotransferase (ALT) (>40 IU/L). All of the
analyses were performed using SAS 9.4 (SAS Institute, Cary, NC, USA). Statistical tests were two-sided,
and a p value < 0.05 was considered statistically significant.

3. Results

General characteristics of the participants in the study are shown in Table 1. The mean alcohol
consumption and fasting glucose levels were 26.5 g/day and 88.0 mg/dL for men and 5.7 g/day and
83.8 mg/dL for women, respectively. The percentage of high alcohol consumption for men was 20.4%,
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whereas that of women was 2.2%. The prevalence of diabetes mellitus was 11.3% for men and 9.0% for
women. The geometric means (95% confidence interval, CI) for the IGIgy and ISI were 9.9 (9.7-10.1)
for men and 8.8 (8.7-9.0) for women. Age, BMI, waist circumference, systolic and diastolic blood
pressure, HDL-cholesterol, TG, LDL-cholesterol, AST, and ALT significantly differed between men
and women (p < 0.05). In the following analyses we excluded women because of the information of
minimal alcohol consumption only available in women.

Table 1. General characteristics of Korean population.

Total Men Women Value 6
(n = 7599) (1 = 3608) (m=3991) P Yrue
Age (years) 52.1+89 515+ 87 52.6 £9.0 <0.001
Alcohol consumption (g/day) 20.8 +28.6 26.5 +30.9 57 +11.2 <0.001
Body mass index (kg/m?) 24.6 £3.1 243 +29 24.8 +3.2 <0.001
Waist circumference (cm) 82.6 + 8.8 83776 81.7 £9.7 <0.001
Systolic blood pressure (mmHg) 121.6 +18.4 122.1 +16.9 121.1 +19.7 0.025
Diastolic blood pressure (mmHg) 80.4 +11.4 82.1+10.9 789 £11.7 <0.001
Fasting glucose (mg/dL) 85.8 £17.1 88.0 £18.1 83.8 £16.0 <0.001
HbAlc (%) 57+0.7 58409 58+0.9 0.149
Total cholesterol (mg/dL) 191.6 £ 35.6 191.5 £ 35.9 191.6 + 35.3 0.902
HDL-cholesterol (mg/dL) 44.7 £10.1 43.5 +10.0 45.8 +10.1 <0.001
Triglycerides (mg/dL) 149.5 £+ 68.5 159.8 £72.5 140.5 + 63.4 <0.001
LDL-cholesterol (mg/dL) 116.0 £+ 32.0 114.8 £ 329 117.0 £31.1 0.004
AST (IU/L) 298 £17.8 32.6 +20.8 274 +14.1 <0.001
ALT (IU/L) 279 +£223 33.0 £ 25.6 233+ 17.6 <0.001
IGIgo ! 5.7 (5.5-5.9) 5.4 (5.1-5.6) 6.0 (5.8-6.3) <0.001
1512 8.9(8.8-9.00 9.9(9.7-10.1)  8.8(8.7-9.0) <0.001
Physical activity 3
Low (%) 85.5 79.3 91.2 <0.001
Medium (%) 36.7 38.2 35.3 0.009
High (%) 35.7 38.8 334 <0.001
Type 2 diabetes (%) ® <0.001
Pre-diabetes 36.7 49.0 344
Diabetes 79 11.3 9.0
B-cell function and insulin sensitivity (%) 3 <0.001
G-1 17.2 18.5 16.3
G-I 328 29.2 35.8
G-III 29.0 323 26.1
G-IV 21.0 20.0 21.8
Alcohol consumption (%) 3% <0.001
Abstainers 54.0 29.8 75.6
Low 16.3 145 18.1
Intermediate 18.9 35.3 41
High 10.8 20.4 2.2

All data except physical activity, type 2 diabetes, 3-cell function and insulin sensitivity, alcohol consumption,
IGlg, and ISI are represented as mean =+ standard deviation (SD)s. 1 Insulin secretion refers to the insulinogenic
index (IGI4) and is shown as the geometric mean (95% confidence interval, CI). 2 Insulin sensitivity refers
to the Matsuda index (ISI) and is shown as the geometric mean (95% CI). ® Physical activity, type 2 diabetes,
B-cell function and insulin sensitivity, and alcohol consumption are represented as percentages. 4 The medians
were used as the cut-offs for separating IGlg and composite ISI values into high and low groups. ® Alcohol
consumption was categorized as follows: Abstainers were individuals who did not consume alcohol; low,
<5 g/day; intermediate, <30 g/day; and high, >30 g/day. © Student’s t tests were used for continuous
variables and the chi-square tests were used for categorical variables by sex. HDL, high-density lipoprotein;
LDL, low-density lipoprotein; AST, aspartate aminotransferase; ALT, alanine aminotransferase; HbAlc,
glycated hemoglobin.

The clinical characteristics of the participants were shown depending on alcohol consumption
levels (Table 2). The BMI, waist circumference, systolic/diastolic blood pressure, fasting glucose,
HbAl1c, total cholesterol, HDL cholesterol, TG, AST, and ALT increased with increase of alcohol
consumption (p < 0.05), whereas LDL cholesterol and IGls) decreased with increase of alcohol
consumption (p < 0.05).

Table 3 shows clinical information according to (3-cell function and insulin sensitivity. Age, alcohol
consumption, BMI, waist circumference, systolic/diastolic blood pressure, fasting glucose, HbAlc,
total cholesterol, HDL cholesterol, TG, LDL cholesterol, AST, and ALT significantly differed among the
four groups (p < 0.01). The frequencies of type 2 diabetes and high levels of alcohol consumption were
1.6% and 16.6%, respectively, in both increased {3-cell function and increased insulin sensitivity (G-I);
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4.2% and 17.9%, respectively, in only decreased insulin sensitivity (G-II); 23.1% and 22.4%, respectively,
in only decreased {3-cell function (G-1II); and 24.6% and 23.4%, respectively, in both decreased (3-cell
function and decreased insulin sensitivity (G-1V) (p < 0.05).

Table 2. Clinical characteristics according to alcohol consumption in men.

Abstainers Low Intermediate High p Value
n 1068 523 1288 729 -

Age (years) 535+£89% 520+ 85" 51.0£87°¢ 503 £8.6¢ <0.001
Body mass index (kg/m?) 2414+30°¢ 242 +2.8b¢ 244 42820 2454297 0.013
Waist circumference (cm) 832+8.0P 828 £7.6" 84.0£752 842 +752 <0.001
Systolic blood pressure (mmHg) 120.9 + 16.8° 119.9 + 17.4° 1229 +17.1% 1243 +17.4% <0.001
Diastolic blood pressure (mmHg) 80.3 +10.5° 80.3 +10.4° 82.8+10.8° 83.6 +11.67 <0.001
Fasting glucose (mg/dL) 87.8 £21.1°¢ 873 £182¢ 90.0 +22.8"P 948 £289°? <0.001
HbA1c (%) 56+1.0° 5.7 4+ 0.82b 58 +092 59+1.02 0.009
Total cholesterol (mg/dL) 188.6 +35.0° 191.9 £34.0° 192.7 £36.52 193.1 £38.92 0.006
HDL-cholesterol (mg/dL) 404+ 8.84 4254 88¢ 44.7 +10.3° 46.8 +10.72 <0.001
Triglycerides (mg/dL) 151.0 £ 70.3¢ 152.8 +69.6 164.1 £ 74.0° 1714 £77.12 <0.001
LDL-cholesterol (mg/dL) 117.1 £31.32 117.6 £31.02 1135+ 33.8" 110.0 £35.4 ¢ <0.001
AST (IU/L) 30.3+£23.0°¢ 29.1+£10.3°¢ 34.0+251° 36.5+£23.82 <0.001
ALT (IU/L) 33.0 + 463 2P 30.5+19.5 34.0 £30.6° 35.0£23.82 0.048
IGIg ! 6.0 (5.5-6.5) 2 6.1 (5.4-6.9)? 5.3(49-5.7)2 4.3(3.9-4.8)? <0.001
I1S12 9.8(9.5-10.2)*  10.2(9.7-10.6)*  9.8(9.5-10.1)*  10.1(9.7-10.5) * 0.523

All data except IGlg4 and ISI are represented as mean + SD. Alcohol consumption was categorized as follows:
abstainers, low (<5 g/day), intermediate (<30 g/day), and high (>30 g/day). ! Insulin secretion refers to IGl¢
and is shown as the geometric mean (95% CI). 2 Insulin sensitivity refers to ISI and is shown as the geometric
mean (95% CI). ® General linear models and post-hoc (Duncan) were used to assess variables between different
levels of alcohol consumptions. *<4 Significant differences of means between alcohol consumption levels by
Duncan test (a: highest mean; d: lowest mean; a >b > ¢ > d).

Table 4 shows the metabolic risk factors characteristics according to alcohol consumption and (3-cell
function and insulin sensitivity. HDL cholesterol increased with increasing alcohol consumption for all
four groups (p < 0.05). Moreover, TG increased with increasing alcohol consumption in only decreased
insulin sensitivity (G-1I) and in only decreased [3-cell function (G-III) (p <0.05), whereas total cholesterol
increased with increasing alcohol consumption in only decreased insulin sensitivity (G-II) (p <0.05). LDL

cholesterol, AST, and ALT levels were increased in only decreased (3-cell function (G-III) (p <0.05).

Table 3. General and clinical characteristics by 3-cell function and insulin sensitivity in men.

G-I G-I1 G-I G-IV p Value 3
n 622 1057 1166 723 -
Age (years) 50.8+8.7¢ 50.4 £85¢ 53.1+£9.0° 519 + 8.4° <0.001
Alcohol consumption (g/day) 2324+284° 24943055 279432320 29.3+31.0? 0.005
Body mass index (kg/m?) 235+25¢ 254 +282 2324274 2514+28P <0.001
Waist circumference (cm) 814+ 69" 86.6 £7.3° 809 +7.2°P 86.0+7.12 <0.001
Systolic blood pressure (mmHg) 1188 +1569 122.74+ 165" 121.1+17.2°¢ 126.0 £ 1722 <0.001
Diastolic blood pressure (mmHg) 80.0 £10.2 ¢ 83.0£109° 81.0 £109°¢ 842 +£109? <0.001
Fasting glucose (mg/dL) 809 +7.54 86.8 + 103 84.6 £13.9°¢ 1009 +£29.12 <0.001
HbAlc (%) 55+03¢ 5.6+ 04° 56+ 0.6° 61+11°2 <0.001
Total cholesterol (mg/dL) 1858 +33.6> 196.3 43552 185.8 + 35.2P 197.7 £ 37472 <0.001
HDL cholesterol (mg/dL) 442 +98P 413 +884 459 4+10.82 424493°¢ <0.001
Triglycerides (mg/dL) 1439+ 62.0° 1766 £ 7487 1421 +654° 1804 +7747  <0.001
LDL cholesterol (mg/dL) 1125+ 321>  1185+3262  110.64+32.8°  117.0-+33.8° <0.001
AST (IU/L) 299 +£11.0° 312+132° 341+2462 349 £28.22 <0.001
ALT (IU/L) 279 +£145¢ 35.6 +22.1° 30.0+25.1¢ 384+3472 <0.001
Physical activity !
Low (%) 84.8 85.1 84.9 87.0 0.237
Medium (%) 38.8 36.0 372 35.8 0.285
High (%) 39.1 33.6 39.1 339 <0.001
Type 2 diabetes (%) ! <0.001
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Table 3. Cont.

G-I G-Il G-I G-IV p Value 3
Prediabetes 27.2 415 36.5 457
Diabetes 1.6 4.2 23.1 24.6

Alcohol consumption (%) 0.024

Abstainers 32.6 30.0 28.3 28.4
Low 17.1 14.7 14.6 11.8
Intermediate 33.7 375 34.7 36.5
High 16.6 17.9 224 234

All data except physical activity, type 2 diabetes, and alcohol drinking are represented as mean 4 SD. ! Physical
activity, type 2 diabetes, and alcohol consumption are represented as percentages. 2 Alcohol consumption is
categorized as follows: Abstainers were individuals who did not consume alcohol. Low, <5 g/day; intermediate,
<30 g/day; and high, >30 g/day. 3 p values were determined using general linear models and post-hoc (Duncan)
for continuous variables and chi-square tests for categorical variables in the four groups according to f3-cell
function and insulin sensitivity. *<4 Significant differences of means between the four groups by Duncan test.

60f 11

Table 4. Metabolic risk factors by alcohol consumption and (3-cell function and insulin sensitivity in men.

Abstainers Low Intermediate High p Value
G 183.6+322  1849+402 187.5+452 189.4 +39° 0.435
Total cholesterol G-Il 189.7 £2.6° 197143272 199.7 +£3.82 20044312 <0.001
(mg/dL) G-Il 183.0 22  190.6+29°? 187.1+£352P 1853 +282b 0.121
G-IV 19794292  1972+392 1982 4+ 5.0° 199.5 +3.72 0.962
G-I 40.7+09¢ 429411° 463+ 132 480+1.12 <0.001
HDL cholesterol G-I 384+06° 409 +0.8P 423+09P 4434082 <0.001
(mg/dL) G-I 42140749 442409°¢ 473 +1.0P 4924082 <0.001
G-IV 392+0.7b 409 409" 4374122 4514092 <0.001
GI 1417 £6.02  1375+73°2 1449 +8.4° 1513 £7.32 0.384
Triglycerides G-I 158.1+£56° 171.8+7.0Pc 1849 +823P 19464682 <0.001
(mg/dL) G-I 130.1 £ 4.1 13474 55P 1482+ 652 15324532 <0.001
G-IV 181.6 £ 632  176.7 842 176.3 +10.62 187.1 £ 8.0° 0.563
GI 1146 £312 1138 +38°? 111.7 £ 4.4° 110.4 +3.82 0.656
LDL cholesterol G-I 1187 £252  1205+3.12 119.4 +£3.62 1153 +3.0° 0.465
(mg/dL) G-It 1147 £2.02  1180+272 108.8 +£3.2°P 1042 +£2.6° <0.001
G-IV 1206 +272 1186 +3.62 1162+ 462 1155+352 0.449
G1 278+1.0¢ 273+13¢ 31.0+£15P 344+13° <0.001
AST G-I 306+1.02 3044122 313+14° 326+12°2 0.350
(TU/L) G-I 291+15¢ 284+20° 358 +23° 404+192 <0.001
G-1v 30.8 £22°P 31.8 +3.02P 37.0 + 3.82b 384+282 0.026
G 265+ 1.4b¢ 245+17°¢ 289 £192b 3224172 <0.001
ALT G-I 3454162 3604212 362 +24° 359 +20° 0.758
(Iu/L) G-It 283+ 16" 265+21° 30.0 £252b 341+20° 0.009
GV 3794272 36.4+372 39.7 £4.7° 389 £352 0.886

All data are represented as mean + SD. Alcohol consumption was categorized as abstainers, low (<5 g/day),
intermediate (<30 g/day), high (>30 g/day). *>°9 In each row, different letters indicate significant differences

of metabolic risk factor means between alcohol consumption levels by Duncan test.

Multivariate logistic regression analyses were performed to determine whether alcohol
consumption was associated with metabolic risk factors related to 3-cell function and insulin sensitivity
(Table 5). In considering participants with only decreased insulin sensitivity (G-II), participants with
high alcohol consumption showed an increased risk of high total cholesterol (odds ratio (OR) 1.94;
95% CI, 1.19-3.16) and high TG (OR, 1.99; 95% CI, 1.21-3.27) compared with abstainers (p < 0.001).
Among participants with only decreased (3-cell function (G-III), alcohol consumption increased the
risk of high TG (OR, 1.65; 95% CI, 1.02-2.67) and high AST (OR, 3.57; 95% CI, 1.86-6.84) compared
with abstainers (p < 0.05). In contrast, alcohol consumption was associated with a decreased risk of
hypo-HDL cholesterolemia, regardless of IGlgy and ISI scores groups (p < 0.001).
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Table 5. Metabolic risk factors by alcohol consumption and -cell function and insulin sensitivity in men.

7 of 11

G-I G-II G-III G-IV
Abstainers Low Intermediate ~ High Abstainers Low Intermediate High Abstainers  Low Intermediate High Abstainers  Low Intermediate High
High total 1 1.08 0.89 0.84 1 1.45 1.86 ** 1.94 ** 1 0.84 0.84 1.14 1 1.56 111 1.16
cholesterol (054-2.16)  (0.51-156)  (0.44-1.62) (0.83-2.53)  (1.23-2.82)  (1.19-3.16) (048-1.48) (0.54-1.31) (0.71-1.84) (0.73-3.37)  (0.66-1.88)  (0.65-2.06)
Low HDL 1 0.84 0.34 *#+* 0.20 *** 1 0.54* 0.40 *** 0.30 *** 1 0.58* 0.35 *** 0.24 *** 1 0.74 0.35 *** 0.23 ***
cholesterol (043-1.61)  (0.20-0.60)  (0.10-0.41) (0.31-0.94)  (0.27-0.61)  (0.18-0.49) (0.34-1.00)  (0.23-0.54)  (0.15-0.40) (0.36-1.54)  (0.21-0.59)  (0.13-0.42)
High 0.71 0.84 0.94 1 1.35 1.83 ** 1.99 ** 1 0.73 112 1.65* 1 1.29 1.01 131
triglycerides (0.35-143)  (0.49-145)  (0.50-1.75) (078-2.36)  (121-277)  (1.21-3.27) (043-1.38)  (0.72-1.75)  (1.02-2.67) 0.60-2.78)  (0.59-1.72)  (0.73-2.37)
High LDL 1 1.14 0.67 0.70 1 1.65 1.37 1.05 1 0.87 0.66 0.72 1 0.74 0.80 0.70
cholesterol (0.56-2.31)  (0.38-1.20)  (0.36-1.36) (0.92-2.95)  (0.89-2.13)  (0.63-1.76) (0.50-1.51)  (0.43-1.03) (0.44-1.17) (0.34-1.61)  (0.47-1.36)  (0.39-1.26)
Hich AST 1 0.70 2.31 2.35 1 1.76 1.44 1.59 1 0.54 1.85 3.57 *** 1 115 1.12 131
& (0.18-2.74)  (0.97-5.53)  (0.89-6.24) (0.80-3.90)  (0.77-2.69)  (0.78-3.24) (0.19-1.56)  (0.97-3.52) (1.86-6.84) (043-3.10) (0.58-2.17)  (0.64-2.68)
Hieh ALT 1 1.40 1.24 1.39 1 1.44 1.24 0.95 1 0.39 0.82 1.23 1 0.95 0.57* 0.66
2 (052-3.77)  (0.55-2.83)  (0.56-3.47) (0.76-2.73)  (0.76-2.00)  (0.54-1.67) (0.17-0.90)  (0.48-1.41)  (0.70-2.15) (0.43-2.09)  (0.33-0.99)  (0.36-1.20)

Alcohol consumption was categorized into abstainers; low (<5 g/day); intermediate (<30 g/day); high (>30 g/day); Multivariate logistic regression models were adjusted for area of
residence, age, smoking, and body mass index. All data are represented as odds ratios (95% CI); * p < 0.05; ** p < 0.01; *** p < 0.001.
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4. Discussion

The current study identified the association between alcohol consumption, IGlgg for 3-cell function
and ISI for insulin sensitivity, and metabolic risk factors, and we also determined the link between
alcohol consumption and metabolic risk factors. High alcohol consumption was associated with
increased waist circumference, blood pressure, fasting glucose levels, HDL cholesterol, TG, and AST
levels, and lower levels of LDL cholesterol and IGlg. Participants with only decreased insulin
sensitivity had an increased waist circumference, blood pressure, fasting glucose, total cholesterol, TG,
and LDL-cholesterol, and decreased HDL-cholesterol levels. In addition, high alcohol consumption
was associated with higher levels of total cholesterol and TG in subjects with only decreased insulin
sensitivity. Participants with only decreased insulin sensitivity who consumed high levels of alcohol
were also more likely to have hypertriglyceridemia compared to abstainers.

Previous studies have shown a U- or J-shaped relationship between alcohol consumption and the
incidence of diabetes mellitus. Although light to moderate alcohol consumption was associated with a
lower risk of diabetes mellitus [7,8], the pathological mechanisms underlying alcohol consumption in
diabetes mellitus are complex. Some studies have suggested that moderate alcohol consumption
is associated with improved insulin sensitivity [9,10], whereas a meta-analysis of intervention
studies revealed no relationship between moderate alcohol consumption and insulin sensitivity [21].
In addition, studies investigating the effects of alcohol consumption on 3-cell function are conflicting.
A cross-sectional study reported that insulin secretion was not significantly associated with alcohol
consumption [22]; however, other studies have shown that alcohol consumption is associated with
-cell dysfunction [11,12]. Similar results were observed in the current study, in that higher alcohol
consumption was associated with lower insulin secretion, but not insulin sensitivity. However, when
participants were categorized into four groups according to the extent of 3-cell function and insulin
sensitivity, alcohol consumption was significantly associated with metabolic risk factors such as total
cholesterol and TG.

Insulin resistance and (3-cell dysfunction are major risk factors for type II diabetes. Nevertheless,
the effects of alcohol consumption on insulin resistance and {3-cell dysfunction remain unclear. Several
studies have reported that alcohol consumption is associated with lipid profiles, but the effects of
alcohol consumption on cholesterol profiles are inconsistent. Total and HDL cholesterol had positive
associations with alcohol consumption, whereas LDL cholesterol is not positively associated [23-25].
In a study performed in a middle-aged Chinese population, men who consumed >30 g alcohol/day
had significantly higher total cholesterol levels compared to abstainers, and alcohol consumption
was positively associated with HDL cholesterol [24]. A meta-analysis also confirmed that alcohol
consumption significantly increased HDL cholesterol levels [25]. These findings are consistent with
the positive association between alcohol consumption and total cholesterol and HDL cholesterol in
the current study. Also, HDL cholesterol was increased in alcohol consumers from all four groups
according to the extent of 3-cell function and insulin sensitivity.

There is a positive relationship between TG concentration and alcohol consumption [23,24].
In a cross-sectional study of Korean men, heavy drinkers (>360 g alcohol/week) exhibited an
increased risk of hypertriglyceridemia compared to non-drinkers [23]. In middle-aged Chinese men,
alcohol consumption was positively associated with TG [24]. These findings were confirmed by the
current study which revealed that TG levels increased with increasing alcohol consumption. Notably,
an increased risk of hypertriglyceridemia was observed in participants with only decreased insulin
sensitivity or in only decreased (3-cell function who consumed high levels of alcohol. It is well
established that hypertriglyceridemia is closely linked to insulin resistance. A recent randomized
controlled trial reported that reduced TG concentrations were significantly associated with improved
insulin sensitivity [26]. However, the association between lipid profiles including TG and both insulin
sensitivity and insulin secretion depending on alcohol consumption has not been yet determined.

The liver aminotransferases, AST and ALT, are also associated with an increased risk of T2DM,
and several studies have shown that alcohol consumption and insulin resistance are increasingly
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common causes of metabolic aberrations in the liver [27,28]. Ethanol could work in concert to aggravate
cellular injury and fat accumulation [29]. Also, serum ALT activities might be linked with insulin
resistance and the biochemical changes occurring during hepatic gluconeogenesis and inflammation
(or both) [30,31]. An increase in ALT, but not AST, is associated with a decline in insulin sensitivity [30].
AST and ALT are similar in non-drinkers and individuals who consume <1 drink/day; however, they
are increased in individuals who consume 1-2 or >2 drinks/days [32,33]. Also, TG was increased in
moderate or high drinkers but not in abstainers or light drinkers, and HDL cholesterol was increased
with the increase in drinking [33]. In the current study, AST and ALT levels with TG were higher in
the intermediate and high alcohol consumption groups compared to abstainers and the low alcohol
consumption group. Also, HbAlc and total and HDL cholesterol were increased in the low alcohol
consumption group without the change of AST and ALT levels. In addition, ALT levels were higher in
subjects with decreased insulin sensitivity (G-Il and G-IV) than with decreased 3-cell function (G-I and
G-III); AST differed from ALT.

This study has two limitations. First, it has a cross-sectional design; therefore, cause is difficult
to determine. However, 3-cell function and insulin sensitivity were assessed, and many pre-diabetic
participants also had decreased insulin sensitivity. Therefore, this study may represent the effects
of alcohol consumption in pre-diabetic subjects. A second limitation of this study is that the type of
alcohol was not considered.

5. Conclusions

In summary, alcohol consumption was negatively associated with 3-cell function, and high
alcohol consumption was associated with an increased risk of hypertriglyceridemia in subjects with
only decreased insulin sensitivity or only decreased (3-cell function. Thus, these data suggest that
alcohol consumption may be harmful to individuals at high risk of developing T2DM. Additional
studies are required to examine the causal effects of alcohol consumption on the development of T2DM.

Acknowledgments: This work was supported by grants from the Korea National Institute of Health
(2016-N164001-00). This study was performed using data from the Korean Genome Analysis Project (4845-301),
the Korean Genome and Epidemiology Study (4851-302), and the Korean Biobank Project (4851-307, KBP-2016-015)
supported by the Korean Center for Disease Control and Prevention.

Author Contributions: Min-Gyu Yoo and Hyo-Jin Kim analyzed and drafted the article. Hye-Ja Lee,
Han Byul Jang, and Sang Ick Park conceived and designed the research.

Conflicts of Interest: The authors declare that they have no competing interests.

References

1.  Turner, R.; Cull, C,; Holman, R. United Kingdom Prospective Diabetes Study 17: A 9-year update
of a randomized, controlled trial on the effect of improved metabolic control on complications in
non-insulin-dependent diabetes mellitus. Ann. Intern. Med. 1996, 124, 136-145. [CrossRef] [PubMed]

2. Stumvoll, M.; Gerich, ]. Clinical features of insulin resistance and beta cell dysfunction and the relationship
to type 2 diabetes. Clin. Lab. Med. 2001, 21, 31-51. [PubMed]

3.  Zilkens, R.R.; Burke, V.; Watts, G.; Beilin, L.J.; Puddey, I.B. The effect of alcohol intake on insulin sensitivity
in men: A randomized controlled trial. Diabetes Care 2003, 26, 608-612. [CrossRef] [PubMed]

4. Lazarus, R.; Sparrow, D.; Weiss, S.T. Alcohol intake and insulin levels. The Normative Aging Study.
Am. |. Epidemiol. 1997, 145, 909-916. [CrossRef] [PubMed]

5. Cullmann, M.; Hilding, A.; Ostenson, C.G. Alcohol consumption and risk of pre-diabetes and type 2 diabetes
development in a Swedish population. Diabet. Med. 2012, 29, 441-452. [CrossRef] [PubMed]

6.  Zhang, SW,; Liu, YJ.; Wang, G.; Xiao, X.C.; Gang, X.K,; Li, F;; Sun, C.L.; Gao, Y.; Wang, G.X. The Relationship
between Alcohol Consumption and Incidence of Glycometabolic Abnormality in Middle-Aged and Elderly
Chinese Men. Int. ]. Endocrinol. 2016, 2016, 1983702. [CrossRef] [PubMed]


http://dx.doi.org/10.7326/0003-4819-124-1_Part_2-199601011-00011
http://www.ncbi.nlm.nih.gov/pubmed/8554206
http://www.ncbi.nlm.nih.gov/pubmed/11321936
http://dx.doi.org/10.2337/diacare.26.3.608
http://www.ncbi.nlm.nih.gov/pubmed/12610009
http://dx.doi.org/10.1093/oxfordjournals.aje.a009050
http://www.ncbi.nlm.nih.gov/pubmed/9149662
http://dx.doi.org/10.1111/j.1464-5491.2011.03450.x
http://www.ncbi.nlm.nih.gov/pubmed/21916972
http://dx.doi.org/10.1155/2016/1983702
http://www.ncbi.nlm.nih.gov/pubmed/26981121

Int. ]. Environ. Res. Public Health 2016, 13, 1133 10 of 11

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

Baliunas, D.O.; Taylor, B.J.; Irving, H.; Roerecke, M.; Patra, J.; Mohapatra, S.; Rehm, J. Alcohol as a risk factor
for type 2 diabetes: A systematic review and meta-analysis. Diabetes Care 2009, 32, 2123-2132. [CrossRef]
[PubMed]

Li, X.H.; Yu, EE; Zhou, Y.H.; He, J. Association between alcohol consumption and the risk of incident type
2 diabetes: A systematic review and dose-response meta-analysis. Am. J. Clin. Nutr. 2016, 103, 818-829.
[CrossRef] [PubMed]

Beulens, J.W.; van Beers, R.M.; Stolk, R.P,; Schaafsma, G.; Hendriks, H.F. The effect of moderate alcohol
consumption on fat distribution and adipocytokines. Obesity 2006, 14, 60-66. [CrossRef] [PubMed]
Hendriks, H.E]. Moderate alcohol consumption and insulin sensitivity: Observations and possible
mechanisms. Ann. Epidemiol. 2007, 17, 540-542. [CrossRef]

Yue, F; Zhang, X.; Zhang, H.; Jiang, X.; Gao, L.; Zhao, J. Association of alcohol consumption with the
impaired beta-cell function independent of body mass index among Chinese men. Endocr. J. 2012, 59,
425-433. [CrossRef] [PubMed]

Xu, M.; Zhou, Y.; Xu, B.; Sun, J.; Wang, T.; Lu, ].; Lai, S.; Bi, Y.; Wang, W.; Ning, G. Associations of smoking
and alcohol consumption with impaired beta-cell function in Chinese men. J. Diabetes 2016, 8, 434—441.
[CrossRef] [PubMed]

Ministry of Health and Welfare, Korea Centers for Disease Control and Prevention. Korea Health Statistics
2013: Korea National Health and Nutrition Examination Survey (KNHANES VI-1); Ministry of Health and
Welfare: Sejong, Korea, 2014.

Hong, S.W,; Linton, J.A.; Shim, ].Y.; Kang, H.T. High-risk drinking is associated with a higher risk of diabetes
mellitus in Korean men, based on the 2010-2012 KNHANES. Alcohol 2015, 49, 275-281. [CrossRef] [PubMed]
Jang, H; Jang, W.M.; Park, ].H.; Oh, J.; Oh, M.K,; Hwang, S.H.; Kim, Y.I; Lee, ].S. Alcohol consumption and
the risk of type 2 diabetes mellitus: Effect modification by hypercholesterolemia: The Third Korea National
Health and Nutrition Examination Survey (2005). Asia Pac. |. Clin. Nutr. 2012, 21, 588-593. [PubMed]

Ohn, ].H.; Kwak, S.H.; Cho, YM.; Lim, S.; Jang, H.C.; Park, K.S.; Cho, N.H. 10-year trajectory of beta-cell
function and insulin sensitivity in the development of type 2 diabetes: A community-based prospective
cohort study. Lancet Diabetes Endocrinol. 2016, 4, 27-34. [CrossRef]

Kim, Y.; Han, B.G. Cohort Profile: The Korean Genome and Epidemiology Study (KoGES) Consortium.
Int. ]. Epidemiol. 2016. [CrossRef]

Matthews, D.R.; Hosker, ].P.; Rudenski, A.S.; Naylor, B.A.; Treacher, D.F.; Turner, R.C. Homeostasis model
assessment: Insulin resistance and beta-cell function from fasting plasma glucose and insulin concentrations
in man. Diabetologia 1985, 28, 412—419. [CrossRef] [PubMed]

Matsuda, M.; DeFronzo, R.A. Insulin sensitivity indices obtained from oral glucose tolerance testing:
Comparison with the euglycemic insulin clamp. Diabetes Care 1999, 22, 1462-1470. [CrossRef] [PubMed]
Baik, I; Shin, C. Prospective study of alcohol consumption and metabolic syndrome. Am. |. Clin. Nutr. 2008,
87,1455-1463. [PubMed]

Schrieks, I.C.; Heil, A.L.; Hendriks, H.E.,; Mukamal, K.J.; Beulens, J.W. The effect of alcohol consumption
on insulin sensitivity and glycemic status: A systematic review and meta-analysis of intervention studies.
Diabetes Care 2015, 38, 723-732. [PubMed]

Riserus, U.; Ingelsson, E. Alcohol intake, insulin resistance, and abdominal obesity in elderly men. Obesity
2007, 15, 1766-1773. [CrossRef] [PubMed]

Lee, K.S; Park, C.Y;; Meng, K.H.; Bush, A.; Lee, S.H.; Lee, W.C.; Koo, ] W.; Chung, C.K. The association of
cigarette smoking and alcohol consumption with other cardiovascular risk factors in men from Seoul, Korea.
Ann. Epidemiol. 1998, 8, 31-38. [CrossRef]

Hao, L,; Xie, Y.; Wu, G.; Cheng, A.; Liu, X.; Zheng, R.; Huo, H.; Zhang, ]J. Protective Effect of Hericium
erinaceus on Alcohol Induced Hepatotoxicity in Mice. Evid. Based Complement. Alternat. Med. 2015, 2015,
418023. [CrossRef] [PubMed]

Brien, S.E.; Ronksley, PE.; Turner, B.J.; Mukamal, K.J.; Ghali, W.A. Effect of alcohol consumption on biological
markers associated with risk of coronary heart disease: Systematic review and meta-analysis of interventional
studies. BM]J 2011, 342, d636. [CrossRef] [PubMed]


http://dx.doi.org/10.2337/dc09-0227
http://www.ncbi.nlm.nih.gov/pubmed/19875607
http://dx.doi.org/10.3945/ajcn.115.114389
http://www.ncbi.nlm.nih.gov/pubmed/26843157
http://dx.doi.org/10.1038/oby.2006.8
http://www.ncbi.nlm.nih.gov/pubmed/16493123
http://dx.doi.org/10.1016/j.annepidem.2007.01.009
http://dx.doi.org/10.1507/endocrj.EJ12-0003
http://www.ncbi.nlm.nih.gov/pubmed/22447141
http://dx.doi.org/10.1111/1753-0407.12314
http://www.ncbi.nlm.nih.gov/pubmed/25991060
http://dx.doi.org/10.1016/j.alcohol.2015.02.004
http://www.ncbi.nlm.nih.gov/pubmed/25920001
http://www.ncbi.nlm.nih.gov/pubmed/23017317
http://dx.doi.org/10.1016/S2213-8587(15)00336-8
http://dx.doi.org/10.1093/ije/dyv316
http://dx.doi.org/10.1007/BF00280883
http://www.ncbi.nlm.nih.gov/pubmed/3899825
http://dx.doi.org/10.2337/diacare.22.9.1462
http://www.ncbi.nlm.nih.gov/pubmed/10480510
http://www.ncbi.nlm.nih.gov/pubmed/18469271
http://www.ncbi.nlm.nih.gov/pubmed/25805864
http://dx.doi.org/10.1038/oby.2007.210
http://www.ncbi.nlm.nih.gov/pubmed/17636095
http://dx.doi.org/10.1016/S1047-2797(97)00113-0
http://dx.doi.org/10.1155/2015/418023
http://www.ncbi.nlm.nih.gov/pubmed/25960751
http://dx.doi.org/10.1136/bmj.d636
http://www.ncbi.nlm.nih.gov/pubmed/21343206

Int. ]. Environ. Res. Public Health 2016, 13, 1133 11 of 11

26.

27.

28.

29.
30.

31.

32.

33.

Digenio, A.; Dunbar, R.L.; Alexander, V.J.; Hompesch, M.; Morrow, L.; Lee, R.G.; Graham, M.].; Hughes, S.G.;
Yu, R.; Singleton, W.; et al. Antisense-Mediated Lowering of Plasma Apolipoprotein C-III by Volanesorsen
Improves Dyslipidemia and Insulin Sensitivity in Type 2 Diabetes. Diabetes Care 2016, 39, 1408-1415.
[CrossRef] [PubMed]

Rimm, E.B.; Williams, P; Fosher, K.; Criqui, M.; Stampfer, M.]. Moderate alcohol intake and lower risk of
coronary heart disease: Meta-analysis of effects on lipids and haemostatic factors. BMJ 1999, 319, 1523-1528.
[CrossRef] [PubMed]

Alatalo, PI.; Koivisto, H.M.; Hietala, ].P.; Puukka, K.S.; Bloigu, R.; Niemela, O.]. Effect of moderate alcohol
consumption on liver enzymes increases with increasing body mass index. Am. J. Clin. Nutr. 2008, 88,
1097-1103. [PubMed]

Diehl, A.M. Obesity and alcoholic liver disease. Alcohol 2004, 34, 81-87. [CrossRef] [PubMed]

Vozarova, B.; Stefan, N.; Lindsay, R.S.; Saremi, A.; Pratley, R.E.; Bogardus, C.; Tataranni, P.A. High alanine
aminotransferase is associated with decreased hepatic insulin sensitivity and predicts the development of
type 2 diabetes. Diabetes 2002, 51, 1889-1895. [CrossRef] [PubMed]

Hanley, A.].; Williams, K.; Festa, A.; Wagenknecht, L.E.; D’Agostino, R.B., Jr.; Haffner, S.M. Liver markers
and development of the metabolic syndrome: The insulin resistance atherosclerosis study. Diabetes 2005, 54,
3140-3147. [CrossRef] [PubMed]

Ruhl, C.E.; Everhart, ].E. Joint effects of body weight and alcohol on elevated serum alanine aminotransferase
in the United States population. Clin. Gastroenterol. Hepatol. 2005, 3, 1260-1268. [CrossRef]

Hiramine, Y.; Imamura, Y.; Uto, H.; Koriyama, C.; Horiuchi, M.; Oketani, M.; Hosoyamada, K.; Kusano, K;
Ido, A.; Tsubouchi, H. Alcohol drinking patterns and the risk of fatty liver in Japanese men. J. Gastroenterol.
2011, 46, 519-528. [CrossRef] [PubMed]

® © 2016 by the authors; licensee MDPI, Basel, Switzerland. This article is an open access
@ article distributed under the terms and conditions of the Creative Commons Attribution

(CC-BY) license (http:/ /creativecommons.org/licenses/by/4.0/).


http://dx.doi.org/10.2337/dc16-0126
http://www.ncbi.nlm.nih.gov/pubmed/27271183
http://dx.doi.org/10.1136/bmj.319.7224.1523
http://www.ncbi.nlm.nih.gov/pubmed/10591709
http://www.ncbi.nlm.nih.gov/pubmed/18842799
http://dx.doi.org/10.1016/j.alcohol.2004.07.010
http://www.ncbi.nlm.nih.gov/pubmed/15670669
http://dx.doi.org/10.2337/diabetes.51.6.1889
http://www.ncbi.nlm.nih.gov/pubmed/12031978
http://dx.doi.org/10.2337/diabetes.54.11.3140
http://www.ncbi.nlm.nih.gov/pubmed/16249437
http://dx.doi.org/10.1016/S1542-3565(05)00743-3
http://dx.doi.org/10.1007/s00535-010-0336-z
http://www.ncbi.nlm.nih.gov/pubmed/20967556
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Materials and Methods 
	Study Population 
	Anthropometric and Biochemical Analyses 
	Pancreatic -Cell Function and Insulin Sensitivity 
	Alcohol Consumption 
	Statistical Analysis 

	Results 
	Discussion 
	Conclusions 

