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ABSTRACT

Aims/Introduction: Although moderate alcohol consumption lowers the risk of type 2
diabetes in European populations, the same cannot be assumed for Japanese patients
with diabetes related to low insulin secretion rather than resistance. We aimed to evaluate
the effects of daily alcohol consumption on glucose tolerance and diabetes development
risk in Japanese populations.

Materials and methods: This retrospective study randomly enrolled 452 men and 659
women aged 4078 years in 2005 (Gifu, Japan). The participants completed a 75-g oral
glucose tolerance test and medical questionnaire. The homeostasis model assessment of
insulin resistance, homeostasis model assessment of B-cell function and insulinogenic
index were used to estimate insulin sensitivity and secretion. The relationships between
alcohol consumption and these parameters were analyzed using logistic regression after
adjusting for potential confounders. The 5-year changes in hemoglobin Alc levels were
also evaluated.

Results: The adjusted odds ratios for elevated homeostasis model assessment of B-cell
function values (<40%) in the 0-19.9 g/day, 200-39.9 g/day and > 40 g/day alcohol con-
sumption groups were 098, 146 and 2.68, respectively. Alcohol consumption induced a
significant decrease in the insulin secretion level among the >40 g/day drinkers, especially
in men. However, there was no risk of increased insulin resistance based on the home-
ostasis model assessment of insulin resistance (<2.5) results. The 5-year risk of elevated
hemoglobin Alc levels (>6.5%) was increased according to increase in alcohol consump-
tion in both men and women.

Conclusions: Daily alcohol consumption was associated with reduced insulin secretion
and an increased diabetes development risk in Japanese populations.
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INTRODUCTION

The effect of moderate alcohol consumption in protecting
against type 2 diabetes development has been reported in a sys-
tematic review and meta-analysis of studies carried out world-
wide (most of them in Europe), and a meta-analysis of 15
prospective observational studies™. In addition, follow-up stud-
ies from Finland®, England* and the USA” have confirmed that
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moderate alcohol consumption lowers the risk of type 2 dia-
betes. However, a systematic review of seven Japanese studies
showed that alcohol intake is a risk factor for diabetes in non-
obese Japanese men®. Of those seven studies’ ", only one pro-
vided 75-g oral glucose tolerance test (OGTT) data’, whereas
five assessed fasting plasma glucose levels®'%, and one carried
out only a questionnaire-based assessment'>. No studies to date
have evaluated the relationship between alcohol consumption
and insulin secretion or resistance in a Japanese population. As
Japanese and FEuropean individuals have different insulin

1207

J Diabetes Investig Vol. 11 No. 5 September 2020

This is an open access article under the terms of the Creative Commons Attribution-NonCommercial License, which permits use, distribution and

reproduction in any medium, provided the original work is properly cited and is not used for commercial purposes.


https://orcid.org/0000-0002-5603-6825
https://orcid.org/0000-0002-5603-6825
https://orcid.org/0000-0002-5062-5522
https://orcid.org/0000-0002-5062-5522
https://orcid.org/0000-0002-7388-5861
https://orcid.org/0000-0002-7388-5861
https://orcid.org/0000-0001-7268-6871
https://orcid.org/0000-0001-7268-6871
mailto:
http://creativecommons.org/licenses/by-nc/4.0/

ORIGINAL ARTICLE
Ueda et al.

secretion abilities'*, the specific risks for diabetes onset associ-
ated with alcohol intake might differ between Japanese and
European/North American populations. The present study
aimed to evaluate the specific relationship between alcohol con-
sumption and impaired glucose tolerance in Japanese people,
using insulin secretion and resistance data.

METHODS

Ethical considerations

All study procedures complied with the ethical requirements of
the national and institutional committees that oversee human
studies, and with the 1964 Declaration of Helsinki and its later
revisions. All participants provided informed consent for inclu-
sion in the Gifu Diabetes Study. The study design was reviewed
and approved by the ethical review committee of the Graduate
School of Medicine, Gifu University (no. 17-107).

Participants and study procedures
This study used data from the Gifu Diabetes Study, which was
carried out in Gifu, Japan. Although the methods used in the
study have been described by Oba et al'” and Nonoyama
et al'®, the procedures are briefly described here. In March
2005, we asked the personal information protection committee
of Gifu city hall to randomly select 2,260 men and 3,010 women
aged 4078 years from the Gifu residential registry, and to pro-
vide information on names and addresses. We requested the
selected residents to participate in the Gifu Diabetes Study by
mail. All participants who provided informed consent were
allowed to select one of 35 participating medical institutions, in
which they underwent an examination and completed a ques-
tionnaire between November 2005 and May 2007. Finally, a
total of 1,097 individuals (449 men and 648 women) partici-
pated in the study, and we could collect the data to create the
database of the Gifu Diabetes Study. Of the 1,097 individuals, 19
were excluded owing to incomplete or unreliable estimates of
daily alcohol consumption and energy intake. Thus, data on
1,078 (441 men and 637 women) individuals were analyzed in
the present study. None of the participants had liver cirrhosis.
All participants visited their chosen facility after an overnight
fast. Their height, weight and blood pressure were measured,
and blood samples were collected for the laboratory tests
including the measurement of hemoglobin Alc (HbAlc),
triglyceride (TG) and gamma-glutamyltranspeptidase (y-GTP)
levels. The levels of HbAlc were measured using the latex-en-
hanced immunoturbidimetry method, which was calibrated
using Japanese Clinical Laboratory Use-certified Reference
Material and corrected to the National Glycohemoglobin Stan-
dardization Program values, based on the recommendation of
the Japanese Diabetes Society'’. To define glucose tolerance
levels, a 75-g OGTT was also carried out, with glucose levels at
2h >200 mg/dL classified as “diabetic,” and >140 mg/dL as
“impaired glucose tolerance,” based on the World Health Orga-
nization criteria'®. The levels of fasting glucose and insulin were
used to calculate the homeostasis model assessment for insulin
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resistance (HOMA-IR) and B-cell function (HOMA-B) values:
HOMA-IR = (fasting plasma glucose [mg/dL] x fasting insulin
[wWU/mL]) / 405; and HOMA-B = (fasting insulin [pU/
mL] x 360) / (fasting plasma glucose [mg/dL] — 63)". We
also used the insulinogenic index (I/I) to evaluate P-cell func-
tion, which was measured as the ratio of incremental insulin
(I) and glucose (G) responses over the first 30 min of the
OGTT (Aly 30 / AGy 30)*°. Body mass index (BMI) was calcu-
lated as weight divided by height squared (kg/m?).

The Food Frequency Questionnaire (FFQ), which is valid
and reproducible in the Japanese population®’, was used to esti-
mate the nutrient intakes including those through alcohol con-
sumption for each individual. In the FFQ, a standard portion
size using natural units usually used in Japan for most food
items, including alcohol drinks, was adopted. The quantity of
alcoholic beverages was assessed using four categories; for
example, one can of beer or less, two cans, three cans, or four
cans or more. Frequencies of alcoholic beverage intake were
assessed using nine response categories ranging from never or
hardly ever to four or more times a day. Shimizu et al*' car-
ried out the FFQ, 3-day dietary recall by dietitian, and 24-h
recall by postal mail and call by a dietitian. They analyzed these
data, and showed the validity and reproducibility of the FFQ.
As portion size information is important for obtaining accurate
nutrient intake habits, including those associated with alcohol,
they suggested that the FFQ can be used to estimate the nutri-
ent intake of each individual in the cohort. The participants
were categorized according to their alcohol consumption level:
non-drinkers and drinkers (0-19.9 g/day, 20.0-39.9 g/day
or > 40 g/day) according to the criteria of the National Health
and Nutrition Survey Japan 2016. According to the National
Health and Nutrition Survey, “those who drink alcohol at a
level which increased the risk of lifestyle-related diseases”
referred to men and women who consumed >40 g or >20 g
pure alcohol, respectively, daily**.

Of the 1,078 included individuals, 603 (237 men and 366
women) attended the 5-year follow up and HbAlc testing
(November 2010 to May 2012). We also evaluated the relation-
ship between alcohol consumption and the 5-year changes in
HbAlc levels. To estimate the glucose tolerance level after
5 years of the first survey, we used HbAlc rather than the
results of the 75-g OGTT according to the National Health and
Nutrition Survey, Japan®?, as recommended by the international
expert committees of Japan,> the USA** and the UK.*

Statistical analysis
To assess the associations of alcohol intake and the glucose
metabolism parameters, we used logistic regression analyses to
calculate the odds ratios (ORs) that were adjusted for potential
confounders (e.g., sex, age, daily caloric intake, smoking and
BMI).

The logistic regression model was: Log (odds) = intercept +
BiG + BA + BsD + B4C + BsS + BB (G: gender, A: age, D:
daily caloric intake [kcal/day], C: alcohol consumption, S:
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smoking, B: BMI). Non-drinkers were included in the reference
group. The other reference values were defined as follows:
blood glucose levels <140 mg/dL at 2 h after the 75-g OGTT,
HOMA-B values >40, HOMA-IR values <2.5, I/I >0.4, y-GTP
levels <68 IU/L (men) and <38 IU/L (women), TG levels
<150 mg/dL, BMI <25 kg/m* BMI change <3.0 kg/m’, systolic
blood pressure <140 mmHg and diastolic blood pressure
<90 mmHg. All statistical analyses were carried out using JMP
software (version 11; SAS Institute Inc., Tokyo, Japan).

RESULTS

The participants were categorized into four groups according to
their alcohol consumption levels, comprising 387 non-drinkers,
453 drinkers who consumed 0-19.9 g/day, 109 drinkers who
consumed 20-39.9 g/day and 129 drinkers who consumed
>40.0 g/day. The non-drinker and 0-19.9 g/day groups pre-
dominantly comprised women (77.3% and 63.4%, respectively),
and the 20-39.9 g/day and >40 g/day groups predominantly
comprised men (70.6% and 85.3%, respectively). The partici-
pants’ average age was 59.6 + 9.9 years (men 60.3 £ 10.0 years,
women 59.0 + 9.8 years), and the average daily caloric intake
was 2,111.3 + 7357 kecal/day (men 2,199.9 £ 720.7 kcal/day;
women 2,050.0 = 740.3 kcal/day). Alcohol consumption was
positively correlated with the average caloric intake, BMI, TG
and y-GTP values. There were significant differences between
the men and women in their average values for age, caloric
intake, BMI, plasma glucose levels at 2 h after the OGTT and
HOMA-IR. However, there were no significant sex-related dif-
ferences in the average values for HOMA-B, I/I and HbAlc
(Table 1).

The ORs for the normal ranges of variables being exceeded
after adjusting for age, sex, daily caloric intake, smoking and
BMI are shown in Table 2. The adjusted ORs for elevated
blood glucose levels at 2 h after the OGTT (=140 mg/dL) were
not significantly different across the alcohol consumption sub-
groups (0.49, 0.70 and 0.85 for the 0-19.9 g/day, 20-39.9 g/day
and > 40 g/day groups, respectively). The adjusted ORs for ele-
vated HOMA-IR (>2.5) and decreased I/I (<0.4) values were
also not significantly different between the alcohol consumption
subgroups. However, the >40.0 g/day group showed a signifi-
cantly higher adjusted OR for decreased HOMA-f values (<40)
compared with the non-drinkers (OR 2.68, 95% CI 1.27-5.74).
Among men, the adjusted OR for decreased HOMA-B values
(<40) was significantly higher in the >40 g/day group compared
with the non-drinkers (OR 3.11, 95% CI 1.30-7.78).

The adjusted ORs for elevated y-GTP levels (>68 for men,
>38 for women) increased with increasing alcohol consumption
levels and was significantly elevated in the >40 g/day group
(OR 3.24, 95% CI 1.38-7.95), especially in men (OR 4.56, 95%
CI 1.73-13.42). There were no significant increases in the
adjusted ORs for elevated TG (=150 mg/dL) and HbAlc (>6.5
%) values according to alcohol consumption (Table 2).

The adjusted ORs for HbAlc levels >6.5% after 5 years were
1.65 (95% CI 0.53-5.61), 3.42 (95% CI 0.62-16.29) and 4.01
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(95% CI 051-1563) in the 0-199 g/day, 20-39.9 g/day
and > 40 g/day groups, respectively. In the sex-specific subanal-
yses, these ORs were also elevated in the 20-39.9 g/day group
(men OR 3.36, 95% CI 0.30-75.55; women OR 3.76, 95% CI
0.18-29.53) and in the >40.0 g/day group (men OR 4.81, 95%
CI 0.50-109.34; women, no participants; Table 3).

DISCUSSION

The present study is the first to provide evidence on the alco-
hol-induced reduction in the degree of insulin secretion in a
randomly selected Japanese population, after adjusting for sex,
age, daily caloric intake, smoking and BMIL Our analyses
showed that the risk of reduced insulin secretion, as demon-
strated by the adjusted ORs for lower HOMA-f values, was
positively associated with alcohol intake and significantly
increased in the group with high alcohol consumption levels
(>40 g/day). The risk of increased insulin resistance (ie.,
adjusted OR for higher HOMA-IR values) was not related to
alcohol consumption.

Several recent studies have examined the relationship
between daily alcohol consumption and type 2 diabetes risk in
the Japanese population’'?. Tsumura et al’ showed that lean
men with high ethanol consumption levels (>50.1 mL/day) had
an increased risk of type 2 diabetes. Watanabe et al'® also
showed that alcohol consumption was a risk factor for diabetes
development among Japanese men and women with a low
BMI. Although those studies both evaluated prospective cohorts
with >1,000 Japanese participants and had an observation per-
iod >5 years, neither evaluated the participants’ insulin secre-
tion and resistance capabilities.

A few studies have also evaluated the relationship between
insulin sensitivity and alcohol consumption in Western popula-
tions****’. Wannamethee et al.* showed that the adjusted OR
for hyperinsulinemia increased with increasing alcohol consump-
tion levels in a British population (up to >60 g/day). Mayer
et al®® evaluated American twins, and found significantly low
serum insulin levels before and 2 h after a 75-g OGTT in the
group with >10 g/day of alcohol consumption, compared with
non-drinkers. Lazarus et al*’ evaluated a population of Ameri-
can military veterans, and found that the lowest fasting insulin
levels were observed in the 10.0-29.9 g/day alcohol consumption
group, compared with the other groups (non-drinkers 0.1-9.9 g/
day, and >30 g/day). Kiechl et al.*® evaluated an Italian popula-
tion, and found significant decreases in the fasting and post-
OGTT insulin concentrations according to increasing alcohol
consumption level (from 0 g/day to >100 g/day). The aforemen-
tioned four reports show that alcohol consumption might induce
reductions in serum insulin levels through improvements in insu-
lin sensitivity in European and American populations. This rela-
tionship might be explained by the findings of Sierksma et al.*
and Ley et al.”°, who showed that an ethanol consumption level
of 40 g/day induced increases in the levels of adiponectin and
fetuin-A, and decreases in the degree of insulin resistance in
Dutch and American populations. It is possible that moderate
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Table 1 | Characteristics of the participants according to alcohol consumption
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Total Alcohol consumption (g of ethanol/day)
Non-drinker 0-199 g 200-399 g >400 g

No. participants 1078 387 453 109 129
Male 441 (409) 88 (227) 166 (36.6) 77 (706) 110 (85.3)
Female 637 (59.1) 299 (77.3) 287 (634) 32 (294) 19 (14.7)

Age (years) 596+ 99 60.1 = 10.1 600 = 99 581 %102 577 90
Male 603 £ 100* 622 £ 10.1 60.7 £ 103 603 £ 103 584 £ 9.1
Female 590 + 98 595+ 100 596 + 96 529+ 79 541 + 83

Calorie intake (kcal/day) 21113 £ 7357 19466 + 699.0 20976 £ 7220 21241 + 6252 2642.7 = 7370
Male 21999 + 720.7% 19433 £ 6343 20725 = 6509 21106 + 6355 26598 + 7456
Female 20500 = 7403 19475 + 7179 21121 £ 7608 2156.7 + 6082 25437 + 696.2

BMI (kg/mz) 230+ 32 228 = 34 230+ 31 229+ 33 238+ 30
Male 238+ 31 239+ 33 238 £ 32 235%33 241+ 28
Female 224 + 31 224+ 33 225+ 29 217 £ 30 220+ 34

Blood glucose level at 2 h of OGTT (mg/dL) 1260 + 472 1244 + 464 1227 £ 422 1272 + 469 1413 + 613
Male 1363 £ 56.2%% 139.1 £ 599 1296 + 486 1350 + 525 1449 + 648
Female 1189 + 382 1200 + 40.7 1188 £ 376 1090 + 218 1214 + 307

HOMA-B 787 £ 612 773+ 477 826+ 616 714 £ 590 751 £ 902
Male 767 £ 67.7 783 £ 548 800 £ 512 709 £ 640 748 £ 957
Female 800 = 564 770 £ 455 84.2 £ 669 725+ 457 773 £ 488

HOMA-IR 15+13 14+ 1.1 16+ 14 14+ 14 1616
Male 16 £ 14* 1.7+ 14 16+ 10 1616 17 £17
Female 14+£13 14+10 1516 1.1+£07 1.1+ 08

I/l 09+ 43 07+63 12+ 31 0716 06+ 06
Male 09+ 24 09+ 09 13+ 38 07+10 06+ 06
Female 09+52 0672 12+ 26 07+ 25 07 06

HbATc 58+ 0.7s 58+ 07 59+ 08 58+ 05 58+ 06
Male 59+ 06 58+ 06 59+ 07 58+ 05 58+ 06
Female 58+ 08 58+ 07 59£08 56 05 57 %05

TG (mg/dL) 109.7 + 69.8 1023 + 508 1086 = 736 1131617 132.7 £ 100.7
Male 1247 £ 73.7%% 1150 + 527 1165 + 584 1285 + 656 1422 = 105.1
Female 993 + 65.1 986 + 49.7 104.1 £ 809 758 £ 264 783 £ 406

v-GTP (IU/L) 330 + 354 256 + 267 301 £ 274 415 £ 404 575+ 589
Male 453 £ 4369 335 £ 244 397+ 313 469 £ 443 620 £ 624
Female 244 + 249 232 + 269 24.7 £ 232 284 + 250 317 £ 159

Data are the mean * standard deviation. Statistically significant difference to female by t-tests *P < 0.05; **P < 0.01; ***P < 0.001. y-GTP, gamma-

glutamyltranspeptidase; BMI, body mass index; HbA1c, hemoglobin Alc; HOMA-B homeostasis model assessment of B-cell function; HOMA-R,
homeostasis model assessment of insulin resistance; I/1, insulinogenic index; OGTT, oral glucose tolerance test; TG, triglycerides.

alcohol consumption levels (approximately <50 g/day) can
improve glucose tolerance through the suppression of insulin
resistance among European and North American individuals,
explaining the relationship between moderate alcohol intake and
a lower incidence of type 2 diabetes among various European
populations®'*,

In contrast, we observed two conflicting findings in the pre-
sent Japanese population. The first is that B-cell function
(HOMA-B) was suppressed by moderate alcohol consumption
(20-39.9 g/day and <40 g/day); however, this level of consump-
tion did not affect insulin resistance (HOMA-IR). The second
is that even a low alcohol consumption level (<20.0 g/day)
increased the risk of diabetes development in both men and
women. To the best of our knowledge, this is the first study to

show the presence of a relationship between alcohol-induced
impaired B-cell function and an increased risk of diabetes in a
Japanese population.

A recent study found that low (<28 g/day) and high (>29 g/
day) alcohol consumption levels were associated with an
increased risk of impaired PB-cell function in Chinese men,*
which supports the present findings and suggests that ethnicity-
related differences should be considered in the evaluation of the
relationship between alcohol consumption and diabetes risk.
The presence of ethnicity-related differences has been con-
firmed in terms of insulin sensitivity and B-cell function among
non-diabetic individuals, with Torréns et al.>® reporting that
Japanese Americans show weaker insulin sensitivity and B-cell
function than non-Hispanic, non-African, non-Chinese and
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Table 2 | Adjusted odds ratios for insulin secretion, resistance and associated factors according to alcohol consumption

Alcohol consumption (g of ethanol/day)

0-199 g 200-399 g >400 g
OR (95% Cl) OR (95% Cl) OR (95% Cl)

Blood glucose level after 120 min 049 (029-082) 070 (0.35-140) 085 (045-162)
Male 052 (027-1 OO)* 079 (0.35-1 72) 088 (042-184)
Female 0.52 (022-1.19) 044 (002-297) 44 (0.02-2.90)

HOMA-B 098 (052-1.84) 146 (065-321) 268 (127-574)*
Male 1.20 (0.54-2. 75) 148 (059-3.77) ( 30-7.78)*
Female 0.73 (0.22— 226) 833 (091-66.73)

I/l 072 043-1.19) 1.07 (0.54-2.08) 1.04 (0.5571 96)
Male (055 99) 161 (0.76-345) 1.51 (0.73—3.16)
Female 0.43 (0.17-1.02) -

HOMA-IR 096 (04& 95) 088 (0.28-248) 1.09 (0.4372.73)
Male 1.03 (040-2.77) 1.23 (0.35-4.18) 1.24 (042-3.78)
Female 069 (021-2.19) - 356 (0.38-2643)

1G 1.58 (0.87-2.93) 197 (091-4.29) 1.60 (0.78-3.33)
Male 1.32 (064-2.80) 204 (0.88-4.84) 161 (0.73-363)
Female 254 (087-8.11) - -

v-GTP 094 (042-2.16) 1.84 (0.69-4.85) 324 (138-795)*
Male 1.13 (043-3.22) 244 (083-761) 4.56 (1.73-1342)*
Female 087 (022-322) - -

Blood pressure 149 (0.93-242) 159 (0.81-3.10) 1.84 (0.99-242)
Male 1.23 (066-232) 150 (0.71-3.22) 193 (095-3.99)
Female 235 (1.09-5.22)* 2.10 (021-1540) -

HbA1c 1.09 (0.51-243) 1.38 (0.50-3.68) 054 (0.17-155)
Male 1.02 (042-2.68) 1.35 (046-4.00) 043 (0.12-142)
Female 1.33 (0.28-6.66) - 347 (0.14-3845)

Adjusted for sex (female as reference), age, calorie intake per day, smoking and body mass index. Alcohol consumption per day was categorized as
non-drinker (the reference group), 0-19.9 g/day, 20.0-39.9 g/day and >40.0 g/day. Normal levels are as follows: blood glucose level <140 mg/dL,
homeostasis model assessment of B-cell function (HOMA-B) >40, I/l >04, homeostasis model assessment of insulin resistance (HOMA-IR) <2.5,
triglycerides (TG) <150 mg/dL, hemoglobin Alc (HbATc) <6.5%, gamma-glutamyltranspeptidase (y-GTP) <68 IU/L (male) and <38 IU/L (female),
blood pressure <90 mmHg (diastolic) and <140 mmHg (systolic). Cl, confidence interval; OR, odds ratio. *Statistically significant (P < 0.05).

Table 3 | Adjusted odds ratios for developing hemoglobin Alc levels of >6.5% at 5 years according to alcohol consumption

n Alcohol consumption (g of ethanol/day)
0-199 g 200-399 g >400 g
OR (95% CI) OR (95% Cl) OR (95% Cl)
HbATCc at first survey 603 107 (052-222) 091 (027-262) 1.10 (0.37-3.06)
Male 237 107 (037-3.37) 082 (0.19-3.11) 093 (0.24-3.52)
Female 366 099 (0.37-265) 1.04 (0.05-641) 282 (039-1337)
HbATcC at 5 years later 603 165 (0.53-561) 342 (062-16.29) 401 (051-1563)
Male 237 1.37 (0.13-30.10) 336 (0.30-7555) 481 (0.50-109.34)
Female 366 1.75 (048-7.10) 376 (0.18-29.53)

Adjust for sex (female as reference), age and calorie intake per day. Alcohol consumption per day was categorized non-drinker (the reference
group), 0~19.9 g/day, 20.0-39.9 g/day and >400 g/day. Cl, confidence interval; HbATc, hemoglobin Alc; OR, odds ratio.

non-Mexican American women. The present results, which  different from those observed in studies carried out in Euro-
show that even lower alcohol consumption levels can reduce  pean populations.

the degree of insulin secretion and increase the risk of diabetes Although we showed that alcohol-induced impaired insulin
onset in Japanese people, are acceptable; however, they are  secretion measured by HOMA-f, I/I — a marker for early phase
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of insulin secretion — was not affected significantly by the
increase in alcohol consumption. No studies thus far show the
relationship between the I/I and daily alcohol consumption, not
only in the Japanese population’’?, but also worldwide'”.
Although seven reports have shown alcohol-induced increases
in diabetes in Japanese people,” " the present study is the first
to report that there were no significant alcohol effects on the I/
I level in the Japanese population.

According to one systematic review and meta-analysis of
insulin response to glucose in an intravenous glucose tolerance
test”, insulin resistance indicated by HOMA-IR is generally
higher in people of white European descent, whereas [-cell
response to glucose stimuli measured by HOMA- and I/I is
lower in Japanese patients. Additionally, cross-sectional studies
of Japanese individuals showed that I/T and HOMA-J are lower
in Japanese patients with normal glucose tolerance, impaired
glucose tolerance and type 2 diabetes in comparison with that
of European individuals, as discussed in the Botnia Study38’39.
One possible reason why the I/I level might not have been
affected by the amount of alcohol consumption is because the
I/T level in Japanese patients is low compared with that in of
European individuals (the average level is approximately one-
third). In addition, alcohol-induced impaired insulin secretion
in the early phase was not significant, although the insulin
secretion level measured by HOMA-P was significantly affected
by the amount of alcohol intake.

We also found that moderate alcohol consumption (levels
>20 g/day) increased the risk of diabetes onset within 5 years
in a randomly selected Japanese population. Although several
reports from Western countries' ™' have found that moder-
ate alcohol intake might reduce the risk of type 2 diabetes
development, few have focused on the differences in the effect
of alcohol consumption on glucose metabolism between Wes-
tern and Japanese populations.

We should recognize that the alcohol intake volume catego-
rization in most Japanese studies is different from those involv-
ing Western countries. Studies in most Western countries
categorize alcohol intake as 0 g/day (non-drinker), <50 g/day
(a couple of glasses of wine/day), 50-100 g/day (a bottle of
wine) and >100 g/day (more than a bottle of wine)'”. How-
ever, most Japanese studies, including the present study, catego-
rized alcohol intake into 0 g/day (non-drinker), <20 g/day (less
than a glass of wine/day), 2040 g/day (one or two glasses of
wine) and >40 g/day (more than a few glasses of wine)®, as
most Japanese individuals do not drink as much alcohol as
Western individuals because of acetaldehyde dehydrogenase
deficiencies.

We showed an increase in diabetes onset risk according to
daily alcohol intake in Japanese patients, which was adjusted
for sex, age, daily energy intake, smoking and BMI. We under-
stand the alcohol-induced increase in type 2 diabetes risk
shown in the present study is similar to habitual risks for dia-
betes, such as overeating or less exercise. We suspect the partic-
ipants who developed diabetes after 5 years might have gone

http://wileyonlinelibrary.com/journal/jdi

through a prediabetes period with relatively low I/I, and alcohol
consumption accelerated the onset of diabetes reducing the
HOMA- levels without depletion of I/L.

It is possible that Japanese and European individuals have
different alcohol-related risks of diabetes, based on their differ-
ences in the pathophysiology of type 2 diabetes; Japanese indi-
viduals are less obese and have greater [-cell dysfunction,
whereas European individuals have greater insulin resistance'*.

As the strength of the present study is that we randomly
selected participants from the Japanese population, and evalu-
ated both insulin secretion and resistance using 75-g OGTT,
our findings show the characteristic pathological mechanisms
of alcohol-induced type 2 diabetes in the Japanese population.

The present study had two limitations. As no clear mecha-
nism was established for the alcohol-induced impairment of
human B-cell function, further intracellular or animal studies
are required to evaluate the direct effects of alcohol on B-cell
function and insulin resistance. Additionally, alcohol consump-
tion was estimated using a self-administered questionnaire, as a
result we were unable to identify ex-drinkers or evaluate drink-
ing patterns. Additional studies are required to evaluate
whether the present findings can be replicated in non-Japanese
Asian populations. Nevertheless, patients with impaired insulin
secretion might benefit from lifestyle guidance with recommen-
dations for appropriate alcohol consumption.

In conclusion, the present findings show that an alcohol con-
sumption level >20 g/day is associated with impaired insulin
secretion and might increase the risk of diabetes onset in Japa-
nese people.
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