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Changes in Consumption of Sugary
Beverages and Artificially
Sweetened Beverages and
Subsequent Risk of Type 2
Diabetes: Results From Three
Large Prospective U.S. Cohorts of
Women and Men

Diabetes Care 2019;42:2181-2189 | https.//doi.org/10.2337/dc19-0734

OBJECTIVE

We evaluated the associations of long-term changes in consumption of sugary
beverages (including sugar-sweetened beverages and 100% fruit juices) and
artificially sweetened beverages (ASBs) with subsequent risk of type 2 diabetes.

RESEARCH DESIGN AND METHODS

We followed up 76,531 women in the Nurses’ Health Study (1986-2012), 81,597
women in the Nurses’ Health Study Il (1991-2013), and 34,224 men in the Health
Professionals’ Follow-up Study (1986-2012). Changes in beverage consumption (in
8-ounce servings/day) were calculated from food frequency questionnaires ad-
ministered every 4 years. Multivariable Cox proportional regression models were
used to calculate hazard ratios for diabetes associated with changes in beverage
consumption. Results of the three cohorts were pooled using an inverse variance—
weighted, fixed-effect meta-analysis.

RESULTS

During 2,783,210 person-years of follow-up, we documented 11,906 incident cases
of type 2 diabetes. After adjustment for BMI and initial and changes in diet and
lifestyle covariates, increasing total sugary beverage intake (including both sugar-
sweetened beverages and 100% fruit juices) by >0.50 serving/day over a 4-year
period was associated with a 16% (95% Cl 1%, 34%) higher diabetes risk in the
subsequent 4 years. Increasing ASB consumption by >0.50 serving/day was
associated with 18% (2%, 36%) higher diabetes risk. Replacing one daily serving
of sugary beverage with water, coffee, or tea, but not ASB, was associated with a 2—
10% lower diabetes risk.

CONCLUSIONS

Increasing consumption of sugary beverages or ASBs was associated with a higher
risk of type 2 diabetes, albeit the latter association may be affected by reverse
causation and surveillance bias.
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The relationship between the consumption
of sugar-sweetened beverages (SSBs) (i.e.,
soft drinks, punches, fruit drinks, sugared
iced tea, and sports drinks) and type 2
diabetes is now supported by substantial
epidemiologic evidence (1,2). Moreover,
several randomized trials have demon-
strated deleterious effects of SSB consump-
tion on cardiometabolic risk factors,
providing further support for this associa-
tion (2). Consumption of 100% fruit juices
has been considered a healthy alternative to
SSBs because of the vitamins and minerals in
fruit juices. However, they typically contain
amounts of sugar and calories similar to
those in SSBs (3,4). Epidemiologic evidence
suggests that 100% fruit juices are also
positively associated with risk of diabetes
(1), raising concerns for the negative health
effects of sugary beverages, regardless of
whether the sugar is added or naturally
occurring (1,3-5). As noncaloric drinks,
artificially sweetened beverages (ASBs)
also appear as healthy alternatives to SSBs.
Randomized controlled trials demonstrated
that replacing SSBs with ASBs has beneficial
effects on body weight (6,7), which should
translate to a lower diabetes risk in the long
term. Still, a recent meta-analysis of 10 pro-
spective cohort studies observed that long-
term ASB consumption was associated
with a higher diabetes risk (1). While this
meta-analysis raises doubts about the
healthy halo of these drinks, it needs to
be interpreted with caution as the associ-
ation of ASB consumption with diabetes
risk may be affected by the reverse cau-
sation bias, i.e., individuals at higher risk
of diabetes may switch from sugary bever-
ages to diet drinks (1,2,8,9).

Data from the National Health and Nu-
trition Examination Survey (NHANES) indi-
cated that SSB consumption has been
declining in the U.S. over the last decade,
along with intakes of fruit juices and ASBs
(8,10,11). However, to our knowledge,
whether longitudinal changes in the con-
sumption of sugary beverages (which in-
clude SSBs and 100% fruit juices) or ASBs
are associated with a subsequent risk of
type 2 diabetes has never been thor-
oughly evaluated.

In the current study, we evaluated the
associations between changes in consump-
tion of sugary beverages (total, SSBs, or
100% fruit juices) and ASBs with subse-
quent type 2 diabetes risk. Our analysis is
based on the repeated assessments of diet
every 4 years over up to 26 years of
follow-up in the Nurses’ Health Study
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(NHS), the NHS Il, and the Health Profes-
sionals’ Follow-up Study (HPFS). We also
used these repeated measurements of
diet to estimate the effect of replacing
sugary beverages with ASBs or other
beverages (water, coffee, tea, or milk)
on subsequent risk of diabetes.

RESEARCH DESIGN AND METHODS

Study Population
The NHS is a prospective cohort study of
121,701 U.S. registered female nurses aged
30-55 years at study inception in 1976 (12).
The NHS Il is a prospective cohort study that
included 116,430 U.S. registered female
nurses aged 2542 years when it was ini-
tiated in 1989 (12). The HPFS is a prospective
cohort study of 51,529 U.S. male health
professionals aged 40-75 years at study
inception in 1986 (13). The three studies
are ongoing, and ~10% of participants
dropped out or were lost during follow-up.
In the three cohorts, diet was thoroughly
assessed every 4 years, and information on
lifestyle practices and occurrence of new-
onset diseases was collected every 2 years,
starting in 1986 in the NHS and the HPFS
and in 1991 in the NHS Il. Because our
primary analysis used the 4-year change
in beverage consumption to evaluate the
risk of type 2 diabetes in the subsequent
4-year period, the year 1990 in the NHS and
HPFS and 1995 in the NHS Il were used as
baseline for the current analysis. We ex-
cluded participants with diabetes, cancer, or
cardiovascular disease or who died prior to
baseline. We also excluded participants
whose last returned questionnaire was at
baseline. Participants in whom change in
beverage consumption was impossible to
calculate because they did not complete
consecutive food-frequency questionnaires
(FFQs) and participants who reported im-
plausible calorie intake (<500 or >3,500
kcal/day for women or <800 or >4,200
kcal/day for men) were excluded from the
intervals with the missing/implausible
data and re-entered when those data
were available/plausible. After exclu-
sions, the current analysis includes
76,531 women in the NHS, 81,597
women in the NHS I, and 34,224 men
in the HPFS (Supplementary Fig. 1).
The study was approved by the in-
stitutional review boards of Brigham and
Women's Hospital and Harvard T.H. Chan
School of Public Health. Completion of
the self-administered questionnaire was
considered to imply informed consent.
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Dietary Assessment

In the three cohorts, dietary information
was collected and updated every 4 years
using a validated FFQ (14). Participants
were asked how often, on average, they
consumed a standard portion size of each
food or beverage, from “never or less
than once per month” to “=6 times per
day.” Questionnaire items on SSBs in-
cluded carbonated and noncarbonated
beverages with sugar (soft drink, punch,
lemonade, fruit drink, or sugared ice tea),
with one glass, bottle, or can (12 ounces)
as the standard serving size. Consump-
tion of 100% fruit juice was ascertained
with apple juice, orange juice, grapefruit
juice, and other fruit juices, with one
small glass (4—6 ounces) as the reference
serving. For the current analysis, daily
consumption of SSBs and fruit juices was
converted into 8-ounce servings and
summed to obtain total daily sugary
beverage consumption. Questionnaire
items on ASBs included low-calorie bev-
erages with or without caffeine, and the
standard portion size was one glass,
bottle, or can (12 ounces). Daily con-
sumption of ASBs was also converted into
8-ounce servings for analysis. Consump-
tion of water, coffee, tea, reduced-fat
milk (0—-2% milk-fat), and whole milk was
also ascertained in the questionnaire
with 8 ounces as the standard serving
size. The amount of sugar and dairy
added to coffee or tea was not assessed
inthe FFQ. In the current analysis, for any
beverage, one serving equals 8 ounces.
The reproducibility and validity of the
FFQ were previously described (14,15).
For instance, in the NHS, the deattenu-
ated correlation coefficients between
the FFQ and multiple dietary records
were 0.84 for soft drinks, 0.56 for fruit
punch, 0.84 for orange juice, 0.36 for
ASBs, 0.81 for reduced-fat milk, 0.78 for
coffee, and 0.93 for tea (15). The corre-
lation coefficient for water (0.53) was
only available in the validation study in
the HPFS (14).

Assessment of Type 2 Diabetes

The primary outcome of the present
analysis was incidence of confirmed
type 2 diabetes. Cases were first identi-
fied by self-report from participants
on the main questionnaire completed
every 2 years. Cases were subsequently
confirmed by the completion of a vali-
dated supplementary questionnaire on
the symptoms, diagnostic tests, and
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treatment of diabetes. Before 1998, criteria
from the National Diabetes Data Group
were used (16-19). The report of at least
one of the following criteria was used to
confirm a case of diabetes: 1) =1 clas-
sic symptoms (excessive thirst, polyuria,
weight loss, or hunger) and fasting glucose
concentrations =7.8 mmol/L or random
glucose concentrations =11.1 mmol/L;
2) =2 elevated glucose concentra-
tions on different occasions (fasting
concentrations =7.8 mmol/L, random
glucose concentrations =11.1 mmol/L,
and/or concentrations of =11.1 mmol/L
after =2 h shown by oral glucose toler-
ance testing) in the absence of symp-
toms; or 3) treatment with hypoglycemic
medication (insulin or oral hypoglycemic
agent). After 1998, cases were defined
using the American Diabetes Association
criteria, which lowered the threshold
for fasting glucose for the diagnosis of
diabetes to 7.0 mmol/L, instead of
7.8 mmol/L (20). The current study
only includes confirmed cases.

Assessment of Covariates

Using the main questionnaires, we col-
lected and updated information on mul-
tiple diabetes risk factors or confounders
(age, race, body weight, cigarette smok-
ing, physical activity, family history of
diabetes, history of hypercholesterol-
emia, high blood pressure, and physical
examination). In women, we ascertained
menopausal status and the use of post-
menopausal hormones and oral contra-
ceptives. Information on alcohol intake
was collected via the FFQs. We used the
2010 Alternative Healthy Index (AHEI),
calculated with FFQ data, as an overall
indicator of diet quality (21).

Statistical Analysis

We calculated each participant’s person-
years from the date of return of the
baseline questionnaire to the date of
diabetes diagnosis, death, or the end
of the follow-up (30 June 2012 for the
NHS, 30 June 2013 for the NHS I, and
31January 2012 for the HPFS), whichever
came first.

We used changes in beverage con-
sumption updated every 4 years as a
time-varying exposure to estimate the
risk of diabetes in the subsequent 4-year
period. For instance, changes in total
sugary beverage consumption between
1986 and 1990 were used to evaluate the
risk of diabetes between 1990 and 1994,

and so on. Participants were divided into
five categories of change in beverage
intakes: no change or relatively stable
consumption (+0.14 serving/day or £1.0
serving/week), increase or decrease in
consumption ranging from 1.0 serving/
week to 0.50 serving/day, and increase or
decrease in consumption by >0.50 serv-
ing/day. To minimize the influence of
outliers, changes in beverage consump-
tion <0.5 and >99.5 percentiles were
recoded into the value of the 0.5 and
the 99.5 percentiles, respectively.

We used time-dependent Cox propor-
tional hazards regression models to cal-
culate hazard ratios (HRs) of type 2
diabetes for changes in beverage con-
sumption. Model 1 was stratified by
calendar year in 4-year intervals and
adjusted for initial age. Model 2 was
further adjusted for race; family history
of diabetes; physical examination during
the 4-year cycle; initial menopausal sta-
tus and postmenopausal hormone (NHS
and NHS Il) and oral contraceptive use
(NHS 1l only); simultaneous change in
smoking status; initial and change in
physical activity level; initial and change
in alcohol consumption; initial and
change in AHEI score (calculated without
the alcohol and sugary beverage compo-
nents); initial and change in intakes of
water, coffee, tea, and milk; initial intakes
of sugary beverages and ASBs; change in
ASB/sugary beverage intake depending
on the main exposure; initial BMI; and
initial calorie intake.

In analyses with change in SSBs or fruit
juices as the main exposure, initial sugary
beverage consumption was replaced
with initial intake of SSBs or fruit juices,
and changes in SSB or fruit juice con-
sumption were mutually adjusted. We
tested foralinear trend across categories
of change in beverage consumption by
treating the median value of each cate-
gory of change as a continuous variable
in the models.

In sensitivity analyses, we fur-
ther adjusted model 2 for concurrent
4-year changes in calorie intake and/or
change in body weight, as these are
believed to be in the causal pathway
between changes in sugary bever-
age consumption and diabetes risk
(22,23). SAS macro %mediate (publicly
available at http://www.hsph.harvard
.edu/donna-spiegelman/software/
mediate/) was then applied, and the for-
mula of 1 — (Bmediator model/Bbase model)*l00
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was used to evaluate the mediation
effect of the concurrent body weight
change on the association between
changes in beverage consumption and
diabetes risk (24). The percentage derived
from the mediation effect reflects the
relative contribution of change in body
weight in the causal pathway between
changes in sugary beverage consumption
and diabetes risk. To address the potential
reverse causation in the relationship be-
tween ASB consumption and diabetes risk
(2), we used a 4-year lagged analysis to
minimize the impact of recent dietary
changes made among higher-risk individ-
uals. We also evaluated the association of
8-year changes in beverage consump-
tion with subsequent 8-year risk of di-
abetes. To address surveillance bias (i.e.,
higher-risk individuals are likely to be
screened for diabetes and diagnosed
more rapidly), we evaluated the asso-
ciation of 4-year change in beverage
consumption and risk of symptomatic
diabetes, ascertained by the report of
at least one symptom of diabetes in
the supplementary questionnaire. Finally,
we conducted stratified analyses accord-
ing to initial diet quality, initial BMI, and
4-year change in physical activity level.
Interactions were tested using likelihood
ratio tests by including cross-product
terms of each stratum and changes in
beverage consumption in the multivari-
able models.

We estimated the effect on diabetes
risk of decreasing the consumption of
sugary beverage and simultaneously in-
creasing the consumption of another
beverage by one daily serving. To do
so, we included in Cox proportional
hazards models all beverages simulta-
neously (initial and change, both contin-
uous, in servings/day of sugary beverage,
ASB, water, coffee, tea, and reduced-fat
milk) and calculated the HR from the
difference in 3 coefficients of changes in
intakes of different beverages and the
95% Cl from the corresponding variances
and covariance (22).

Analyses were conducted separately in
each cohort. Because the three cohorts
have similar design, results were pooled
using an inverse variance—weighted,
fixed-effects meta-analysis. The Q statistic
was used to evaluate heterogeneity be-
tween the cohorts. Statistical analyses
were performed using SAS software ver-
sion 9.4. Statistical significance was con-
sidered at P < 0.05 (two-sided).
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RESULTS

During a total of 2,783,210 person-years
of follow-up, we documented 11,906 in-
cident cases of type 2 diabetes (5,993 in
the NHS, 3,613 in the NHS I, and 2,300 in
the HPFS). Table 1 presents the age-
adjusted characteristics of participants
according to baseline 4-year changes in
total sugary beverage consumption. In-
dividuals who decreased their sugary bev-
erage consumption by >0.50 serving/day
were those with the highest initial sugary
beverage and energy intakes and with the
lowest initial AHEI score. In the first 4-year
period, body weight increased more
among those who increased their sug-
ary beverage consumption than among
those who maintained a stable consump-
tion or decreased their consumption.

Supplementary Table 1 presents the
age-adjusted characteristics of partici-
pants according to baseline 4-year
changes in ASB consumption. Initial
BMI, physical activity level, and AHEI
score, as well as the rates of hyperten-
sion, high cholesterol, family history of
diabetes, and fasting blood glucose
screening, were higher among individu-
als who decreased or increased ASB
consumption by >0.50 serving/day
compared with those who maintained
a stable consumption. Individuals who
increased their ASB consumption tended
to gain less weight than those whose
consumption decreased in the first
4 years of follow-up.

Table 2 presents pooled HRs for in-
cidence of type 2 diabetes according to
updated 4-year changes in beverage
consumption. In the multivariable anal-
ysis, individuals who decreased their
total sugary beverage consumption
by >0.50 serving/day had a risk of di-
abetes in the subsequent 4 years similar
to that of participants who maintained
stable intake. Increasing total sugary
beverage intake by >0.50 serving/day
was associated with a 16% (95% Cl 1%,
34%) higher risk of diabetes compared
with maintaining a stable consumption.
Increasing consumption of only SSBs or
fruit juices by >0.50 serving/day was
associated with a 9% (95% Cl 3%, 17%)
and 15% (95% ClI 7%, 23%) higher risk of
diabetes, respectively. Decreasing ASB
consumption was not associated with
diabetes compared with maintaining a
stable consumption. Increasing ASB con-
sumption by >0.50 serving/day was
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associated with a 18% (95% Cl 2%, 36%)
higher risk of diabetes in the subse-
quent 4-year period compared with the
reference category. Results were sim-
ilar across each cohort (Supplementary
Table 2).

In sensitivity analyses, the main find-
ings were not materially changed after
further adjustment for concurrent
change in calorie intake and/or change
in body weight (Supplementary Table 3).
Weight change statistically explained
27.9% (95% Cl 17.5%, 41.3%) of the linear
trend between changes in total sugary
beverage consumption and diabetes risk,
38.7% (95% Cl 16.1%, 67.4%) of the
association between changes in SSB con-
sumption and diabetes risk, 22.5% (95%
Cl 10.4%, 42.0%) of the association be-
tween changes in fruit juice consumption
and diabetes risk, and 7.1% (95% Cl 2.8%,
16.9%) of the linear trend between
changes in ASB consumption and diabe-
tes risk. The 4-year lagged analysis, the
8-year change analysis, and the analysis
on symptomatic diabetes cases yielded
similar results (Supplementary Table 3).
In stratified analyses (Supplementary
Table 4), no significant interaction was
detected for AHEI, BMI, and change in
physical activity.

Figure 1 presents the pooled HRs for
diabetes risk according to initial and final
consumption of sugary beverages and
ASBs during a 4-year period. Compared
with participants who consumed <1
serving/week of sugary beverage for
4 years, individuals who increased their
consumption from <1 serving/week
to =1 serving/day over a 4-year period
had a higher risk of diabetes in the
subsequent 4 years (HR 1.15, 95% CI
0.98, 1.35). Compared with participants
who consumed <1 serving/week of
sugary beverages for 4 years, individuals
whose consumption decreased from =1
serving/day to <1 serving/week had a
9% (95% Cl —5%, 25%) diabetes risk,
whereas those who consumed =1 serv-
ing/day for 4 years had a 23% (95% ClI
15%, 33%) higher diabetes risk. For ASB,
any increase in consumption was asso-
ciated with a higher risk of diabetes
compared with the reference ASB cate-
gory (<1 serving/week for 4 years).

Figure 2 presents pooled HRs from
substitution models for diabetes associ-
ated with decreasing consumption of
sugary beverages and concomitantly
increasing consumption of another
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beverage by one serving/day. We esti-
mated that replacing one daily serving
of a sugary beverage with one daily
serving of an ASB was not associated
with diabetes risk in the subsequent
4 years. However, replacing a sugary
beverage with water, coffee, tea, or
reduced-fat milk (0-2% fat) was associ-
ated with a 2-10% lower diabetes risk.

CONCLUSIONS

In these three large cohort studies of U.S.
women and men, we observed that in-
creasing total consumption of sugary bev-
erages, which include both beverages with
added sugar (i.e., SSBs) and 100% fruit
juices, or ASBs was associated with a 16—
18% higher risk of type 2 diabetes. Further,
we estimated that replacing one daily
serving of a sugary beverage with water,
coffee, or tea, but not with an ASB, was
associated with a 2-10% lower risk of
diabetes. Overall, our study suggests
that increasing consumption of sugary
beverages and ASBs is associated with a
moderately higher risk of type 2 diabetes.
However, the ASB findings may be af-
fected by reverse causation or surveil-
lance bias, as evidenced by higher rates of
diabetes risk factors and fasting glucose
screening among those who changed
their ASB intake patterns over time.

In accordance with previous studies
associating SSB consumption with dia-
betes incidence (1), we observed that
long-term changes in SSB consumption
were associated with subsequent diabe-
tes risk. The concordance of our obser-
vations with previous studies further
underscores the importance of limiting
SSB consumption and replacing these
beverages with healthy alternatives. Al-
though 100% fruit juices have long been
considered a healthy alternative for SSBs,
recent meta-analyses of prospective co-
hort studies reported a modest positive
association between fruit juice consump-
tion and diabetes risk (1,25). Our study
found that increasing daily fruit juice
intake was associated with higher sub-
sequent risk of diabetes. Our study,
along with previous ones (1,25), sug-
gests that the relationship between
100% fruit juice consumption and dia-
betes risk shares more similarities with
the association between SSB consump-
tion and diabetes, in contrast to the
inverse association between whole fruit
consumption and diabetes (25).
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Table 1—Age-adjusted characteristics of participants according to baseline 4-year changes in total sugary beverage
consumption
Changes in beverage consumption

No change or relatively

Decrease stable Increase

>0.50 serving/ >0.07-0.50 serving/ +0.07 serving/ >0.07-0.50 serving/ >0.50 serving/

day day day day day
NHS
Participants, n 13,122 18,143 15,812 16,658 12,796
Sugary beverage intake,
servings/day

Initial 1.93 (1.38) 0.72 (0.59) 0.39 (0.55) 0.53 (0.61) 0.73 (0.77)

Change —1.21 (0.83) —0.24 (0.12) 0.00 (0.03) 0.24 (0.12) 1.25 (0.85)
Age, years* 57.7 (8.2) 57.8 (7.9) 58.3 (7.7) 58.4 (7.7) 58.3 (7.9)
Initial BMI, kg/m? 25.6 (5.0) 25.4 (4.6) 25.3 (4.6) 25.3 (4.6) 25.4 (4.9)
Weight change, kg 0.7 (5.5) 0.9 (5.1) 1.3 (5.4) 1.6 (5.0) 1.5 (5.4)
Current smoker, % 19.6 17.4 18.7 17.8 19.7
Hypertension, % 34.1 31.0 30.3 31.4 32.7
High cholesterol, % 41.5 40.7 39.9 413 41.0
Family history of diabetes, % 27.0 27.3 28.0 27.5 27.6
Fasting blood glucose screening,

%t 56.2 56.5 55.6 56.3 56.3
Physical activity, MET-h/week

Initial 14.9 (21.2) 15.0 (21.6) 14.7 (20.9) 14.5 (20.6) 14.7 (21.0)

Change 1.8 (23.3) 1.8 (22.6) 2.0 (23.2) 1.7 (21.1) 1.8 (22.2)
Total energy intake, kcal/day

Initial 1,986 (555) 1,766 (505) 1,608 (490) 1,698 (506) 1,770 (527)

Change —239 (478) —81 (425) 0 (419) 56 (422) 194 (467)
AHEI score

Initial 49.0 (10.6) 52.4 (10.5) 55.3 (11.6) 53.8 (11.0) 52.1 (11.2)

Change 4.8 (9.1) 2.8 (8.2) 0.8 (8.1) -1.2 (7.9) —3.0 (8.6)
SSB intake, servings/day

Initial 1.06 (1.35) 0.24 (0.47) 0.11 (0.42) 0.19 (0.47) 0.33 (0.63)

Change —0.73 (0.94) —0.07 (0.20) 0.00 (0.12) 0.10 (0.22) 0.85 (0.96)
Fruit juice intake, servings/day

Initial 0.87 (0.74) 0.48 (0.36) 0.27 (0.33) 0.34 (0.34) 0.40 (0.41)

Change —0.47 (0.52) —0.17 (0.21) 0.00 (0.12) 0.14 (0.22) 0.38 (0.49)
ASB intake, servings/day

Initial 0.68 (1.23) 0.81 (1.29) 0.99 (1.53) 0.77 (1.27) 0.73 (1.26)

Change 0.24 (1.15) 0.08 (1.02) 0.07 (1.12) 0.03 (0.96) —0.06 (1.04)

NHS I
Participants, n 17,816 17,734 14,097 16,359 15,591
Sugary beverage intake,
servings/day

Initial 2.49 (1.85) 0.82 (0.81) 0.41 (0.75) 0.60 (0.81) 0.97 (1.11)

Change —1.50 (1.11) —0.25 (0.12) 0.00 (0.04) 0.24 (0.12) 1.45 (1.04)
Age, year* 40.6 (5.6) 41.3 (5.4) 42.0 (5.4) 41.3 (5.3) 40.6 (5.3)
Initial BMI, kg/m? 245 (5.3) 24.5 (5.1) 24.5 (5.1) 24.6 (5.2) 24.9 (5.6)
Weight change, kg 2.1 (6.4) 2.6 (6.1) 3.2 (6.5) 3.6 (6.4) 3.8 (6.7)
Current smoker, % 12.5 115 115 10.1 11.3
Hypertension, % 8.8 8.0 8.2 8.7 10.4
High cholesterol, % 20.0 19.3 20.2 20.2 22.0
Family history of diabetes, % 34.6 34.3 34.6 339 35.1
Fasting blood glucose screening,

%t 46.1 46.8 47.2 47.0 46.3
Physical activity, MET-h/week

Initial 23.8 (34.5) 24.2 (35.5) 23.6 (32.1) 23.9 (34.4) 23.8 (35.9)

Change —3.0 (31.8) —3.2 (32.4) —2.2 (30.8) —3.2(33.2) —3.4 (34.6)
Total energy intake, kcal/day

Initial 2,038 (566) 1,769 (510) 1,608 (505) 1,701 (513) 1,772 (537)

Change —224 (499) —43 (452) 38 (443) 111 (455) 275 (493)
AHEI score

Initial 44.9 (10.1) 49.1 (10.5) 53.0 (11.4) 51.2 (11.1) 48.4 (11.1)

Change 5.1 (8.9) 2.9 (8.3) 0.3 (8.4) —1.4 (8.48) —3.1(9.0)

Continued on p. 2186
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Table 1—Continued

Changes in beverage consumption

No change or relatively

Decrease stable Increase

>0.50 serving/ >0.07-0.50 serving/ +0.07 serving/ >0.07-0.50 serving/ >0.50 serving/

day day day day day

SSB intake, servings/day

Initial 1.76 (1.84) 0.41 (0.72) 0.21 (0.65) 0.31 (0.70) 0.61 (1.01)

Change —1.13 (1.18) —0.12 (0.24) 0.00 (0.14) 0.12 (0.25) 1.11 (1.14)
Fruit juice intake, servings/day

Initial 0.73 (0.72) 0.41 (0.36) 0.20 (0.30) 0.28 (0.33) 0.36 (0.40)

Change —0.35 (0.52) —0.13 (0.24) 0.00 (0.14) 0.13 (0.24) 0.32 (0.51)
ASB intake, servings/day

Initial 1.06 (1.82) 1.52 (2.04) 1.97 (2.39) 1.55 (2.07) 1.41 (2.05)

Change 0.16 (1.54) —0.06 (1.44) —0.09 (1.63) —0.16 (1.46) —0.38 (1.55)

HPFS
Participants, n 6,820 8,275 6,065 7,316 5,748
Sugary beverage intake,
servings/day

Initial 2.14 (1.46) 0.87 (0.67) 0.55 (0.70) 0.66 (0.67) 0.89 (0.84)

Change —1.25 (0.84) —0.25 (0.12) 0.00 (0.03) 0.25 (0.12) 1.22 (0.81)
Age, year* 56.5 (9.8) 57.6 (9.5) 58.5 (9.5) 57.8 (9.6) 57.1 (9.8)
Initial BMI, kg/m? 25.6 (3.2) 25.5 (3.1) 25.3 (3.2) 25.4 (3.1) 25.3 (3.1)
Weight change, kg 0.4 (4.3) 0.6 (4.1) 0.7 (4.4) 0.9 (4.0) 0.8 (3.9)

Current smoker, % 9.2 8.0 8.8 7.6 8.5

Hypertension, % 24.2 233 23.0 22.7 23.6
High cholesterol, % 29.0 28.7 28.6 29.3 29.1
Family history of diabetes, % 25.2 26.9 26.4 25.6 25.0
Fasting blood glucose screening,

%t 71.3 72.3 72.1 71.9 71.4
Physical activity, MET-h/week

Initial 20.3 (29.5) 19.7 (24.6) 20.0 (25.9) 19.7 (26.7) 20.0 (25.7)

Change 1.4 (27.5) 1.9 (23.7) 1.4 (24.0) 1.9 (25.3) 2.0 (24.2)
Total energy intake, kcal/day

Initial 2,252 (653) 1,990 (597) 1,848 (572) 1,917 (591) 2,006 (624)

Change —313 (532) —136 (474) —50 (454) 17 (485) 184 (525)
AHEI score

Initial 49.9 (11.0) 52.9 (11.1) 55.3 (11.9) 54.5 (11.6) 53.1 (11.6)

Change 4.1(9.2) 2.4 (8.4) 1.0 (8.3) —0.8 (8.4) —2.0 (8.7)
SSB intake, servings/day

Initial 1.29 (1.39) 0.39 (0.58) 0.23 (0.57) 0.30 (0.55) 0.46 (0.69)

Change —0.83 (0.91) —0.12 (0.23) 0.00 (0.14) 0.11 (0.24) 0.79 (0.90)
Fruit juice intake, servings/day

Initial 0.84 (0.81) 0.48 (0.37) 0.33 (0.37) 0.36 (0.34) 0.43 (0.43)

Change —0.40 (0.56) —0.13 (0.23) 0.00 (0.14) 0.13 (0.24) 0.42 (0.56)
ASB intake, servings/day

Initial 0.63 (1.25) 0.73 (1.29) 0.87 (1.58) 0.70 (1.32) 0.68 (1.33)

Change 0.18 (1.08) 0.05 (0.94) 0.00 (1.00) 0.01 (0.89) —0.04 (0.98)

Data are mean (SD) unless otherwise noted and are standardized to the age distribution of the study population. Sugary beverages include both
beverages with added sugar (e.g., SSBs) and 100% fruit juices. SSBs include carbonated and noncarbonated soft drinks, punches, fruit drinks, sugared
iced tea, and sports drinks. ASBs include low-calorie carbonated and noncarbonated beverages that are artificially sweetened. One beverage serving is
8 ounces. *Value is not age adjusted. tValues refer to the first assessment of fasting blood glucose examination (1998 for the NHS, 2001 for the NHS I,
and 2000 for the HPFS).

Several mechanisms may explain the
deleterious effects of sugary beverages
on cardiometabolic health (2). Sugar-
containing liquids have lower satiety
than solid foods containing the same
amount of calories and their consump-
tion stimulates appetite, which may lead to
excessive calorie intake and increased
adiposity and impaired insulin sensitivity
in the long term (2). Excess intake of

fructose, per se, may promote liver fat
accumulation and induce insulin resis-
tance (2), although this hypothesis re-
mains controversial (26,27). The above
mechanisms have been mostly identi-
fied from studies on SSBs, but some
evidence suggests that excess calorie
intake from fruit juices also induces
impairments in glucose homeostasis
(28). Our study suggests that increasing

consumption of sugary beverages, whether
they contain added or naturally occurring
sugar, is associated with a higher risk of
diabetes.

In our main analysis, decreasing sug-
ary beverage consumption was not
differentially associated with diabetes
risk relative to the reference category
of no change. This analysis may be lim-
ited by the moderate amount of sugary



care.diabetesjournals.org

Drouin-Chartier and Associates

2187

Table 2—Pooled HRs (95% ClIs) for incident type 2 diabetes according to categories of updated 4-year changes in beverage

consumption

Changes in beverage consumption

No change or

Decrease relatively stable Increase
>0.50 serving/ >0.07-0.50 +0.07 serving/ >0.07-0.50 >0.50 serving/ P values for
day serving/day day serving/day day trend
Total sugary
beverages
Cases/person-
years 2,505/543,788 2,667/653,244 2,265/581,435 2,304/556,698 3,165/448,048
Model 1 1.07 (0.97, 1.17) 0.95 (0.91, 0.99) 1.00 1.13 (1.04, 1.22) 1.46 (1.28, 1.66) 0.09
Model 2 0.96 (0.87, 1.05) 0.99 (0.95, 1.03) 1.00 1.06 (0.98, 1.16) 1.16 (1.01, 1.34) <0.0001
SSBs
Cases/person-
years 1,863/379,716 2,291/556,655 4,190/1,043,090 1,954/476,621 1,608/327,128
Model 1 1.29 (1.22, 1.37) 1.05 (1.00, 1.10) 1.00 1.07 (1.01, 1.12) 1.33 (1.25, 1.41)* 0.86
Model 2 1.01 (0.94, 1.09) 1.02 (0.95, 1.09) 1.00 1.03 (0.97, 1.09) 1.09 (1.03, 1.17) 0.006*
100% fruit juices
Cases/person-
years 1,088/247,199 3,056/721,009 4,081/1,003,887 2,693/605,468 988/205,648
Model 1 1.06 (1.00, 1.14) 1.06 (1.01, 1.11) 1.00 1.11 (1.05, 1.16) 1.16 (1.08, 1.24) 0.04
Model 2 1.04 (0.96, 1.13) 1.03 (0.97, 1.08) 1.00 1.09 (1.03, 1.14) 1.15 (1.07, 1.23) 0.004
ASBs
Cases/person-
years 2,611/506,409 1,755/422,705 4,136/1,118,683 1,379/336,870 2,025/398,544
Model 1 1.21 (1.09, 1.34) 0.93 (0.89, 0.97) 1.00 1.23 (1.13, 1.33) 1.87 (1.65, 2.12) 0.60
Model 2 1.05 (0.94, 1.17) 1.00 (0.95, 1.04) 1.00 1.03 (0.95, 1.13) 1.18 (1.02, 1.36) 0.001

One beverage serving is 8 ounces. Results of the three cohorts were pooled using an inverse variance—weighted, fixed-effect meta-analysis. Models
were adjusted as follows. Model 1: adjusted for age and stratified by calendar year in 4-yearintervals. Model 2: model 1 adjustments + race (white or
nonwhite); family history of diabetes (yes/no); physical examination during the 4-year cycle (yes/no); menopausal status and postmenopausal
hormone use (premenopausal, postmenopausal + current use, postmenopausal + past use, postmenopausal + never use, or missing indicator)
and oral contraceptive use (never, current, past, or missing indicator); smoking status (never to never, never to current, past to past, past to
current, current to past, current to current, or missing indicator); initial and change in physical activity level (MET-h/week, quintiles); initial
and change in alcohol consumption (g/day, quintiles); initial BMI (<21.0, 21.0-24.9, 25.0-29.9, 30.0-31.9, =32.0 kg/mz); initial calorie intake
(quintiles); initial and change in AHEI score (calculated without the alcohol and sugary beverage components, quintiles); initial and change in
intakes of water, coffee, tea, and milk (servings/day, quintiles or tertiles); initial intakes of sugary beverages, or SSBs and fruit juices, and ASBs
(servings/day; depending on the model, quintiles or tertiles); and changes in ASBs, fruit juices, SSBs, or sugary beverages (servings/day; depending
on the model, quintiles). *P for heterogeneity < 0.05.

beverage reduction over time (10,11).
However, the fact that decreasing sug-
ary beverage consumption was not
associated with a higher risk of diabetes
compared with the reference category
suggests that the deleterious effects asso-
ciated with high initial intakes were miti-
gated by the reduction in consumption.
The latter was further evidenced in our
joint analysis in which individuals who
decreased their total sugary beverage con-
sumption to <1 serving/week over a
4-year period did not have a higher risk
of diabetes compared with individuals who
consumed <1 serving/week for 4 years.
Thus, our results suggest that maintaining
low intakes or decreasing consumption of
sugary beverages to low levels is associ-
ated with a lower diabetes risk.

Like fruit juices, ASBs are often
considered a healthier alternative to
SSBs. We observed that increasing ASB

consumption was associated with a
higher risk of diabetes, but these findings
need to be interpreted with caution.
First, changes in ASB consumption were
inversely correlated with concurrent
weight gain. While this observation is
consistent with previous studies suggest-
ing that replacing SSBs with ASBs may
be beneficial for weight management
(22,29,30), it indicates a discrepancy be-
tween potential intermediate biological
mechanisms linking ASB consumption to
insulin resistance and diabetes onset (31).
Second, relative to individuals who
maintained a stable ASB consumption,
individuals who increased their intake
appeared to be at higher risk of diabetes
and had a greater prevalence of fasting
glucose screening. These observations
are consistent with the possibility of
reverse causation, i.e., individuals at
higher risk are likely to switch from

SSBs to ASBs as a strategy to control
weight, and surveillance bias, i.e., indi-
viduals at higher risk are likely to be
screened more frequently for diabetes
(1,2,9). The presence of this confounding
may overestimate the strength of the
relationship between ASB consumption
and type 2 diabetes risk. However, plau-
sible mechanisms supporting associa-
tions between ASB consumption with
cardiometabolic intermediates have
been proposed. Some artificial sweet-
eners may alter gut microbiota, which
could predispose ASB consumers to
weight gain and insulin resistance
(32,33). Also, the intense sweetness of
artificial sweeteners has also been hy-
pothesized to stimulate appetite and
lead to increased calorie intake (32). Still,
these mechanisms are not consistent
with the modest inverse association be-
tween change in ASB consumption and
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Figure 1—Pooled HRs (95% Cls) for type 2 diabetes according to updated 4-year changes in intakes of sugary beverages (A) and ASBs (B). The vertical
bars represent consumption 4 years later: black bars, <1 serving/week (w); white bars, =1 serving/week to <1 serving/day (d); and gray bars,
=1 serving/day. One beverage serving is 8 ounces. Cox proportional hazards models stratified by calendar year and adjusted for age, race (white or
nonwhite), family history of diabetes (yes/no), physical examination during the 4-year cycle (yes/no), menopausal status and postmenopausal
hormone use (premenopausal, postmenopausal + current use, postmenopausal + past use, postmenopausal + never use, or missing indicator),
oral contraceptive use (never, current, past, or missing indicator), smoking status (never to never, never to current, past to past, past to current,
current to past, current to current, or missing indicator), initial and change in physical activity level (MET-h/week, quintiles), initial and change in
alcohol consumption (g/day, quintiles), initial and change in AHEI score (calculated without the alcohol and sugary beverage components, quintiles),
initial and change in intakes of coffee, tea, milk, and water (quintiles or tertiles), initial and change in intakes of ASBs (for A) or sugary beverages
(for B), initial BMI (<21.0, 21.0-24.9, 25.0-29.9, 30.0-31.9, =32.0 kg/m?), and initial calorie intake (quintiles). Results of the three cohorts were

pooled using an inverse variance—weighted, fixed-effect meta-analysis.

weight gain observed in our cohorts (22).
Notwithstanding the above, our results
do not suggest that consuming ASBs in
place of sugary beverages is associated

with substantial benefits with regard to
diabetes risk. However, we observed
that replacing sugary beverages with
water, coffee, or tea was associated

1 ASB and | Sugary beverage

Hazard ratio (95% CI)
0.99 (0.96, 1.01)*

1 Water and | Sugary beverage — 0.98 (0.95, 1.00)
1 Water and | ASB —— 0.99 (0.97, 1.01)*
1 Coffee and | Sugary beverage . 0.90 (0.88, 0.92)
1 Coffee and | ASB — 0.91 (0.88, 0.93)
1 Tea and | Sugary beverage —— 0.93 (0.90, 0.95)
1 Teaand | ASB —a— 0.94 (0.91, 0.96)
1 Milk (0-2% m.-f.) and | Sugary beverage —— 0.94 (0.91, 0.97)*
1 Milk (0-2% m.-f.) and | ASB —a— 0.94 (0.91, 0.97)*
0.80 0.90 1.00 1.10 1.20

Figure 2—Pooled HRs (95% Cls) for type 2 diabetes associated with increasing consumption of
a beverage and concomitantly decreasing consumption of sugary beverages or ASB by one serving
(8 ounces) per day. Cox proportional hazards models including all beverages simultaneously (initial and
change, both continuous, in servings/day), adjusted for race (white or nonwhite), family history of
diabetes (yes/no), physical examination during the 4-year cycle (yes/no), menopausal status and
postmenopausal hormone use (premenopausal, postmenopausal + current use, postmenopausal +
past use, postmenopausal + never use, or missing indicator), oral contraceptive use (never, current,
past, or missing indicator), smoking status (never to never, never to current, past to past, past to current,
current to past, current to current, or missing indicator), initial and change in physical activity level (MET-
h/week, quintiles), alcohol consumption (g/day, quintiles), and AHEI score (calculated without the
alcohol and sugary beverage components, quintiles), initial calorie intake (quintiles), and initial BMI
(<21.0,21.0-24.9, 25.0-29.9, 30.0-31.9, >32.0 kg/m?). Results of the three cohorts were pooled using
an inverse variance—weighted, fixed-effect meta-analysis. *P for heterogeneity <0.05. m.-f., milk-fat.

with a lower risk of diabetes, which is
consistent with the relationship be-
tween these replacement beverages
and diabetes risk, as previously reported
(34-36).

The design of our study is a major
strength. Indeed, the NHS, the NHS I, and
the HPFS are among the few studies with
long-term repeated assessments of diet,
which allowed us to calculate changes in
beverage consumption (37,38). This el-
ement increases the generalizability of
ourfindings because changesin beverage
consumption were made in a real-world
setting. The large sample size and the
high follow-up rate in the three cohorts
contribute to our ability to detect mod-
erate associations. On the other hand,
the study population is mainly composed
of Caucasian, educated health professionals,
which may limit the generalizability of
our results to other groups. Also, we did
not directly assess decisions leadings to
changes in beverage consumption, and
therefore, underlying reasons to switch
from SSB to ASB, for example, are un-
known. Measurement errors in consump-
tion of sugary beverages and ASBs as well
as other dietary items are inevitable, and
confounding due to unmeasured dietary
items (e.g., amount of sugar or dairy added
to coffee and tea) and random error in the
setting of a prospective cohort study may
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have led to an underestimation of the
relationship between beverage intakes
with diabetes risk. Finally, we cannot ex-
clude the presence of residual confound-
ing, reverse causation, or surveillance bias,
particularly with respect to intentional
switching between types of beverages.
In conclusion, our study suggests that
increasing consumption of sugary bever-
ages including fruit juices is associated
with risk of type 2 diabetes among U.S.
women and men. Decreasing sugary bev-
erage consumption and replacing these
drinks with noncaloric beverages free of
artificial sweeteners like water, coffee, or
tea was associated with a lower risk of
diabetes. Increasing ASB consumption is
also associated with higher diabetes risk,
although reverse causation or surveillance
bias may in part explain this association.

Funding. This study was funded by the National
Institutes of Health with research grants UM1
CA-186107, UM1 CA-176726, UM1 CA-167552,
and DK-112940. J.-P.D.-C. is supported by a
Banting Postdoctoral Fellowship from the Cana-
dian Institutes of Health Research (BPF-156628).
Duality of Interest. J.-P.D.-C. received speaker
and consulting honoraria from the Dairy Farmers
of Canada in 2016 and 2018, outside the
submitted work. No other potential conflicts of
interest relevant to this article were reported.
Author Contributions. J.-P.D.-C. contributed
to the development of the hypotheses, conducted
the analyses, interpreted the data, and drafted,
reviewed, and edited the manuscript. Y.Z. de-
veloped the hypotheses and reviewed and edited
the manuscript. Y.L. contributed to the analyses
and reviewed and edited the manuscript. V.M.
contributed to the development of the hypotheses
and reviewed and edited the manuscript. A.P.,
S.N.B., D.K.T., J.E.M., and W.C.W. reviewed and
edited the manuscript. F.B.H. developed the hy-
potheses, interpreted the data, and reviewed and
edited the manuscript. F.B.H. is the guarantor of
this work and, as such, had full access to all the data
in the study and takes responsibility for the integrity
of the data and the accuracy of the data analysis.
Prior Presentation. Parts of this study were
presented in abstract form at the 79th Scientific
Sessions of the American Diabetes Association,
San Francisco, CA, 7-11 June 2019.

References

1. ImamuraF, O’Connor L, Ye Z, et al. Consump-
tion of sugar sweetened beverages, artificially
sweetened beverages, and fruit juice and in-
cidence of type 2 diabetes: systematic review,
meta-analysis, and estimation of population
attributable fraction. BMJ 2015;351:h3576

2. Malik VS. Sugar sweetened beverages and
cardiometabolic health. Curr Opin Cardiol 2017;
32:572-579

3. Gill JMR, Sattar N. Fruit juice: just another
sugary drink? Lancet Diabetes Endocrinol 2014;
2:444-446

4. Freeman AM, Morris PB, Barnard N, et al.
Trending cardiovascular nutrition controversies.
J Am Coll Cardiol 2017;69:1172-1187

5. World Health Organization. Guideline: Sugars
Intake for Adults and Children, Geneva,World
Health Org., 2015

6. Ebbeling CB, Feldman HA, Chomitz VR, etal. A
randomized trial of sugar-sweetened beverages
and adolescent body weight. N EnglJ Med 2012;
367:1407-1416

7. de Ruyter JC, Olthof MR, Seidell JC, Katan MB.
A trial of sugar-free or sugar-sweetened bever-
ages and body weight in children. N Engl J Med
2012;367:1397-1406

8. Johnson RK, Lichtenstein AH, Anderson CAM,
et al.; American Heart Association Nutrition
Committee of the Council on Lifestyle and Car-
diometabolic Health; Council on Cardiovascular
and Stroke Nursing; Council on Clinical Cardiol-
ogy; Council on Quality of Care and Outcomes
Research; and Stroke Council. Low-calorie sweet-
ened beverages and cardiometabolic health:
a science advisory from the American Heart
Association. Circulation 2018;138:e126—e140
9. deKoningL, Malik VS, Rimm EB, Willett WC, Hu
FB. Sugar-sweetened and artificially sweetened
beverage consumption and risk of type 2 diabetes
in men. Am J Clin Nutr 2011;93:1321-1327

10. Welsh JA, Sharma AJ, Grellinger L, Vos MB.
Consumption of added sugars is decreasingin the
United States. Am J Clin Nutr 2011;94:726-734
11. Rehm CD, Penalvo JL, Afshin A, Mozaffarian
D. Dietary intake among US adults, 1999-2012.
JAMA 2016;315:2542-2553

12. Bao Y, Bertoia ML, Lenart EB, et al. Origin,
methods, and evolution of the three Nurses’ Health
Studies. Am J Public Health 2016;106:1573-1581
13. Rimm EB, Giovannucci EL, Willett WC, et al.
Prospective study of alcohol consumption and
risk of coronary disease in men. Lancet 1991;338:
464-468

14. Feskanich D, Rimm EB, Giovannucci EL, et al.
Reproducibility and validity of food intake mea-
surements from a semiquantitative food fre-
quency questionnaire. J Am Diet Assoc 1993;
93:790-796

15. Salvini S, Hunter DJ, Sampson L, et al. Food-
based validation of a dietary questionnaire: the
effects of week-to-week variation in food con-
sumption. Int J Epidemiol 1989;18:858-867
16. National Diabetes Data Group. Classification
and diagnosis of diabetes mellitus and other
categories of glucose intolerance. Diabetes 1979;
28:1039-1057

17. Manson JE, Rimm EB, Stampfer MJ, et al.
Physical activity and incidence of non-insulin-
dependent diabetes mellitus in women. Lancet
1991,;338:774-778

18. Hu FB, Leitzmann MF, Stampfer MJ, Colditz
GA, Willett WC, Rimm EB. Physical activity and
television watching in relation to risk for type 2
diabetes mellitus in men. Arch Intern Med 2001;
161:1542-1548

19. Field AE, Coakley EH, Must A, et al. Impact of
overweight on the risk of developing common
chronic diseases during a 10-year period. Arch
Intern Med 2001;161:1581-1586

20. Expert Committee on the Diagnosis and
Classification of Diabetes Mellitus. Report of
the Expert Committee on the Diagnosis and
Classification of Diabetes Mellitus. Diabetes
Care 1997;20:1183-1197

Drouin-Chartier and Associates

21. Chiuve SE, Fung TT, Rimm EB, et al. Alternative
dietary indices both strongly predict risk of chronic
disease. J Nutr 2012;142:1009-1018

22. Pan A, Malik VS, Hao T, Willett WC,
Mozaffarian D, Hu FB. Changes in water and
beverage intake and long-term weight changes:
results from three prospective cohort studies. Int
J Obes (Lond) 2013;37:1378-1385

23. Malik VS, Pan A, Willett WC, Hu FB. Sugar-
sweetened beverages and weight gainin children
and adults: a systematic review and meta-analysis.
Am J Clin Nutr 2013;98:1084-1102

24. Lin DY, Fleming TR, De Gruttola V. Estimating
the proportion of treatment effect explained by a
surrogate marker. Stat Med 1997;16:1515-1527
25. Muraki |, Imamura F, Manson JE, et al. Fruit
consumption and risk of type 2 diabetes: results
from three prospective longitudinal cohort stud-
ies. BMJ 2013;347:f5001

26. DiNicolantonio JJ, O’Keefe JH, Lucan SC.
Added fructose: a principal driver of type 2
diabetes mellitus and its consequences. Mayo
Clin Proc 2015;90:372-381

27. Sievenpiper JL, Tappy L, Brouns F. Fructose
as adriver of diabetes: an incomplete view of the
evidence. Mayo Clin Proc 2015;90:984-988
28. Choo VL, Viguiliouk E, Blanco Mejia S, et al.
Food sources of fructose-containing sugars and
glycaemic control: systematic review and meta-
analysis of controlled intervention studies. BMJ
2018;363:k4644

29. Rogers PJ, Hogenkamp PS, de Graaf C, et al.
Does low-energy sweetener consumption affect
energy intake and body weight? A systematic
review, including meta-analyses, of the evidence
from human and animal studies. IntJ Obes (Lond)
2016;40:381-394

30. Mozaffarian D, Hao T, Rimm EB, Willett WC,
Hu FB. Changes in diet and lifestyle and long-term
weight gain in women and men. N EnglJ Med 2011;
364:2392-2404

31. Bray GA, Heisel WE, Afshin A, et al. The science
of obesity management: an Endocrine Society
scientific statement. Endocr Rev 2018;39:79-132
32. Pepino MY. Metabolic effects of non-nutritive
sweeteners. Physiol Behav 2015;152:450-455
33. Nettleton JE, Reimer RA, Shearer J. Reshap-
ing the gut microbiota: impact of low calorie
sweeteners and the link to insulin resistance?
Physiol Behav 2016;164:488-493

34. Bhupathiraju SN, Pan A, Manson JE, Willett
WC, van Dam RM, Hu FB. Changes in coffee intake
and subsequent risk of type 2 diabetes: three
large cohorts of US men and women. Diabeto-
logia 2014;57:1346-1354

35. Pan A, Malik VS, Schulze MB, Manson JE,
Willett WC, Hu FB. Plain-water intake and risk
of type 2 diabetes in young and middle-aged
women. Am J Clin Nutr 2012;95:1454-1460
36. Chen M, Sun Q, Giovannucci E, et al. Dairy
consumption and risk of type 2 diabetes:
3 cohorts of US adults and an updated meta-
analysis. BMC Med 2014;12:215

37. Satija A, Stampfer MJ, Rimm EB, Willett W,
Hu FB. Perspective: are large, simple trials the
solution for nutrition research? Adv Nutr 2018;9:
378-387

38. Pan A, Sun Q, Bernstein AM, Manson JE,
Willett WC, Hu FB. Changes in red meat con-
sumption and subsequent risk of type 2 diabetes
mellitus: three cohorts of US men and women.
JAMA Intern Med 2013;173:1328-1335


http://care.diabetesjournals.org

