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Abstract

Background—Type 2 diabetes (T2DM) has reached epidemic proportions. Women with
gestational diabetes mellitus (GDM) are at high risk for T2DM after pregnancy. Adherence to
healthful dietary patterns has been inversely associated with T2DM in the general population;
however whether these dietary patterns are associated with progression to T2DM among a
susceptible population is unknown.

Methods—4,413 participants from the Nurses’ Health Study Il cohort with prior GDM were
followed from 1991-2005. The alternate Mediterranean Diet (aMED), Dietary Approaches to Stop
Hypertension (DASH), and alternate Healthy Eating Index (aHEI) dietary pattern adherence scores
were derived from post-GDM validated food-frequency questionnaire, with cumulative average
updating every 4 years. Multivariable Cox proportional hazards models estimated the relative risk
(HR) and 95% confidence intervals [95% CI].

Results—491 cases of incident T2DM were observed over 52,743 person-years. All three
patterns were inversely associated with T2DM risk adjusting for age, total calories, age at first
birth, parity, ethnicity, parental diabetes, oral contraceptive use, menopause, and smoking.
Comparing participants with highest adherence (quartile 4) versus lowest (quartile 1), the aMED
pattern was associated with 40% lower risk of T2DM (HR=0.60 [95% CI: 0.44, 0.82] p-
trend=0.0019), DASH with 46% lower risk (HR=0.54 [95% CI: 0.39, 0.73] p-trend=0.0002), and
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aHEI with 57% lower risk (HR=0.43 [95% CI: 0.31, 0.59] p-trend<0.0001). Adjustment for body
mass index (BMI) moderately attenuated these findings.

Conclusions—Adherence to healthful dietary patterns is associated with lower T2DM risk
among women with a history of GDM. The inverse associations were partly mediated by BMI.

INTRODUCTION

Type 2 diabetes (T2DM) has become an epidemic in the United States and globally. More
alarmingly, many individuals have developed complications by the time they receive the
diagnosis, including cardiovascular disease, renal dysfunction, and retinopathy,
underscoring the importance of identifying high risk populations in need of targeted
prevention. One such high risk group is women who developed glucose intolerance during
pregnancy; it is estimated that up to one-third of parous women with diabetes have a history
of gestational diabetes mellitus (GDM).1 Compared to women with a history of
normoglycemic pregnancies, those with prior GDM have more than a 7-fold increased risk
of developing T2DM.2 There is limited longitudinal research following women from the
time of their GDM pregnancy to the development of T2DM many years later. Further,
studies of major risk factors, particularly modifiable risk factors, for the progression to
T2DM among this high risk population are sparse.

Several healthful dietary patterns including the alternate Mediterranean Diet (aMED),
Dietary Approaches to Stop Hypertension (DASH), and alternate Healthy Eating Index
(aHEl), have been inversely associated with T2DM risk and other cardiovascular disease
endpoints in the general population,3- but rarely investigated among women a history of
GDM. In the present study, we aim to quantify the association of adherence to these
healthful dietary patterns with T2DM risk among women with a history of GDM with
prospective follow-up of 16 years. Findings from the present study may help identify dietary
patterns that would be crucial for post-partum and life-long dietary modifications to prevent
T2DM.

SUBJECTS AND METHODS

Study Population

The study population is composed of women with a history of GDM in the Nurses’ Health
Study Il (NHS 1), an ongoing prospective cohort established in 1989 with the enrollment of
166,671 female nurses, ages 2444 at baseline. Questionnaires are distributed every two
years to update lifestyle and medical characteristics and to capture incident health outcomes.
Follow-up for each questionnaire cycle is greater than 90%. This study has been approved
by the institutional review board of the Partners Health Care System (Boston, MA, USA),
with participants’ consent implied by the return of the questionnaires.

Participants were eligible if they reported a history of GDM at baseline (1991). Women also
became eligible during follow-up if they reported incident GDM through the 2001
questionnaire, as the update of GDM occurrence ceased after 2001. GDM was assessed via
self-report of a physician’s diagnosis, which has been previously validated against medical
records (94% confirmed) in a subgroup of this population.® Participants were restricted from
analysis if they reported chronic disease (T2DM, cardiovascular disease event, cancer) at
baseline, prior to their GDM pregnancy, or before the return of their first post-GDM FFQ, a
multiple birth pregnancy, missing dietary exposure information, more than 70 FFQ items
left blank, or unrealistic total energy intake (<500, >3,500 kilocalories/day).
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Exposure Assessment

In 1991 and every 4 years thereafter, participants complete a semi-quantitative food
frequency questionnaire (FFQ).” The FFQ captures usual intake of several common food
items over the past year and has been extensively validated.8-10 Three dietary pattern
adherence scores (aMED, DASH, and aHEI) were computed for each FFQ cycle after the
first reported GDM pregnancy. Scoring methods and justification for inclusion of
components have been described in detail elsewhere.11-13 Total scores are the sum of points
earned across all dietary components, with a higher score indicating greater adherence,
ranging from 0-8 for aMED, 8-39 for DASH, and 2.5-87.5 for aHEI.

Briefly, to derive the aMED score, participants were assigned 1 point for being above the
median of servings/day for the following components: fruit, vegetables, legumes and soy,
nuts, fish and seafood, whole grains, monounsaturated-to-saturated fatty acid ratio
(MUFA:SFA). Red and processed meat was scored 1 point for being below the median
intake and one point for for moderate alcohol (5-15 grams/day).1* We conducted a
sensitivity analysis removing MUFA:SFA, since the primary source of MUFA in Western
diets (beef and dairy) differs from the traditional Mediterranean diets (plant-based oils).1®

To derive DASH scores women were assigned 1-5 points based on their quintile of intake
(servings/day) of: fruit, vegetables, nuts, legumes and soy, red and processed meats, whole
grains, low-fat dairy, sodium (milligrams).16 Sweetened beverages were derived from
quartiles of usual intake, as there was less variability. Scoring was reversed for red and
processed meats, sugar-sweetened beverages, and sodium, receiving more points for less
consumption.

For the aHEI pattern, points were allotted for intake of each component on a scale from 0-
10, with 10 indicating adherence to the recommended levels of servings/day, 0 for the worst
intake, and intermediate scores categorized proportionately for: fruit, vegetables, nuts and
soy, white-to-dark meat ratio, cereal fiber (grams), alcohol, polyunsaturated-to-saturated
fatty acid ratio (grams), frans fat (% total energy). Multivitamin use was scored giving 2.5
points for 0—4 years of use and 7.5 points for =5 years of use.

Outcome Assessment

Participants reporting a physician’s diagnosis of T2DM are mailed a supplemental
questionnaire. Confirmed cases are defined from this additional information according to the
National Diabetes Data Group classification 17 as those reporting at least one of the
following: =1 classic symptoms (excessive thirst, polyuria, unintentional weight loss,
hunger) and fasting plasma glucose concentration =140 mg/dL (7.8 mmol/L) or random
plasma glucose =200 mg/dL (11.1 mmol/L); no symptoms but =2 elevated plasma glucose
concentrations on more than one occasion (fasting =140 mg/dL, random =200, 2-hour oral
glucose tolerance test =200 mg/dL); or hypoglycemic medication use (insulin or oral
hypoglycemic agent). Diagnostic criteria was changed in June 1998 to adopt a new
diagnostic threshold for fasting plasma >126 mg/dL (7.0 mmol/L).18 A subgroup validation
study was conducted in a similar cohort of US female nurses, comparing our classification
against medical records with high accuracy (98%).19

Covariate Assessment

Age was computed from date of birth to date of questionnaire return for each risk set. Body
mass index (BMI; kilograms/meters?), from self-reported height and weight, was highly
correlated with measured weight among a random subset of Boston-area cohort participants
(r=0.97).20 Total physical activity was ascertained by frequency of engaging in common
recreational activities, from which MET-hours per week were derived. The questionnaire-
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based estimates correlated well with detailed activity diaries in a prior validation study
(r=0.56).21 Other relevant covariables captured on the biennial questionnaires included age
at first birth, oral contraceptive use, months of breastfeeding, menopausal status, smoking
status, self-reported race and ethnicity, and parental history of hypertension and diabetes.
Parity was defined as the number of pregnancies lasting greater than 6 months.

Statistical Analysis

Baseline characteristics were derived from the questionnaire period in which participants
first reported a GDM pregnancy. Dietary pattern adherence scores were updated as the
cumulative average of all scores since GDM to reduce random within-person error and to
represent long-term usual intake.22 Updating ceased if a participant reported incident
chronic disease (cardiovascular disease, cancer) to reduce reverse causation. Missing
exposure data was carried forward from the most recent post-GDM FFQ for which data
were captured. Follow-up time was computed from the date of GDM diagnosis to the date of
T2DM diagnosis, death, or return of the 2005 questionnaire, whichever came first. We
computed pair-wise Pearson correlations between scores to assess overlap of the exposures.

Cox proportional hazards models stratified by time since GDM diagnosis were used to
estimate the relative risks (HR) and 95% confidence intervals [95% CI] for associations
between dietary pattern adherence and risk of incident T2DM. Scores were analyzed
continuously for a 1 interquartile range (IQR) increase in adherence, and categorically in
quartiles, with the lowest adherence (Q1) as the reference group. Chi? tests for trend across
quartiles were computed by modeling the median scores of each quartile as a continuous
variable. Our first multivariable model adjusted for age and total energy intake. Additional
multivariable models further adjusted for possible confounders including parity, age at first
birth, race and ethnicity, parental history of diabetes, oral contraceptive use, menopausal
status, smoking status, physical activity, and subsequently, BMI. Alcohol intake was also
included in DASH models, as this was not a component of the score and is a potential
lifestyle confounder. BMI was included in the model separately as it is also a plausible
intermediate between exposure and outcome. The proportion of the associations mediated by
BMI was estimated with a SAS macro developed by Spiegelman and colleagues (Harvard
School of Public Health, Mediate SAS: www.hsph.harvard.edu/faculty/donna-spiegelman/
software/mediate/). This computes the magnitude (%) of mediation, as well as the 95% ClI
and p-value for significance.23 Time-varying lifestyle covariables were updated biennially.
Categorical covariables included an indicator variable for missing data, if necessary.

Secondary analyses assessed effect modification by overweight status (BMI: <25 vs. >25),
age (<35 vs. =35) parental history of diabetes (nhone vs. either parent), and physical activity
(MET-hours per week: 0-15.4 vs. 215.5). P-values for heterogeneity were derived from 1
degree of freedom -2 log likelihood ratio test chi? statistics, comparing the main effects
model with and without the addition of the multiplicative interaction terms.

An analysis of each patterns’ components was also conducted, modeling all components
simultaneously to assess a 1 point increase in total score by a given dietary factor. This was
performed to assess whether the contribution of any one individual component or
components explained the association observed between total scores and diabetes risk. In an
additional sensitivity analysis to address the potential of screening bias, we restricted cases
to those reporting at least 1 classic diabetic symptom at the time of diagnosis. SAS version
9.1 was used for all analyses (SAS Institute Inc., Cary, NC, USA).
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Overall 4,413 participants with a history of GDM met our inclusion criteria, contributing
52,743 person-years of observation. On average, participants in the fourth quartile (highest
adherence) of each pattern score had a lower BMI, consumed more alcohol, had a higher
percent of total calories from carbohydrates and a lower percent from animal fat, were less
likely to be current smokers, and were less likely to have a parental history of diabetes
(Table 1). The dietary pattern adherence scores were significantly correlated with one
another (p<0.0001). During 16 years of observation, 491 (11.1%) participants developed
T2DM. Mean time from GDM to development of T2DM was 13.8 years (median=13.5,
range=2.0-27.6). Mean age at diagnosis of T2DM was 46.5 years (median=46.7;
range=32.4-59.8).

All three dietary pattern adherence scores were strongly and inversely associated with
T2DM risk after adjusting for age and total energy intake (Model 1) (Table 2). Adjustment
for other confounders (Model 2) did not substantially change the findings; however,
adjustment for BMI (Model 3) partially attenuated the effect estimates for all three dietary
patterns. Breastfeeding did not impact results. Independent of BMI, a 1 IQR increase in
score adherence to the aMED dietary pattern was associated with a 15% lower diabetes risk
(IQR=2.0; HR=0.84 [95%CI: 0.73, 0.96] p=0.014), a 10% lower risk for DASH (IQR=7.0;
HR=0.86 [95% CI: 0.73, 1.03] p=0.097), and aHEI with a 17% lower risk (IQR=15.0;
HR=0.77 [95% CI: 0.64, 0.93] p=0.0073). BMI was estimated to mediate 41% (19-63%,
p=0.0003) of the association between aMED pattern adherence and diabetes risk, 39% (15—
64%, p=0.0018) of the DASH pattern, and 50% (28-72%, p<0.0001) of the aHEI pattern.

Tests for heterogeneity did not suggest effect modification by parental history of diabetes,
age, BMI, or physical activity level, for all three dietary patterns. When we assessed the
association between a 1-point increase by an individual pattern component in the
multivariable model, including all other components simultaneously, several factors within
the dietary patterns trended towards an inverse association with incident T2DM. For the
aMED pattern this included vegetable intake, fish and seafood, and moderate alcohol
consumption. For DASH, vegetables, lower red and processed meat, and decreased sugar-
sweetened beverages were inverse. For the aHEI pattern this included vegetables, an
increased white-to-dark meat ratio, cereal fiber, moderate alcohol consumption, and long-
term multivitamin use. In addition, removing the MUFA:SFA ratio from the aMED score
produced similar results, and inclusion of only symptomatic T2DM cases gave similar effect
estimates although statistical power was reduced.

DISCUSSION

In this large prospective cohort of 4,413 women with a history of GDM, we found that
adherence to healthful dietary patterns, in particular the alternate Healthy Eating Index, is
inversely associated with progression to T2DM. The significant association persisted even
after the adjustment of other risk factors of T2DM.

Direct comparisons of dietary patterns were not performed for several reasons. First, we
utilized previously published scoring methods to estimate adherence to each of the patterns,
which produce substantially different scales; thus, differences in precision of exposure
measurement may partially explain differences in observed effect estimates. Second, all
scores were significantly and inversely associated with T2DM risk, with broadly
overlapping 95% confidence intervals. Analyses to detect minor differences might therefore
be statistically underpowered. Finally, there are several common components shared by the
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dietary patterns, suggesting that in general, an overall healthful dietary pattern may be
beneficial for the prevention of T2DM.

Our findings are consistent with previous findings between diet and T2DM in the general
population;2* however, we are unaware of previous studies investigating healthful dietary
patterns and T2DM risk among the high risk population of women with a history of GDM.
The recent Diabetes Prevention Program clinical trial enrolled individuals with impaired
glucose tolerance at baseline, including 350 women with a history of GDM.2> GDM
participants in the lifestyle intervention (diet and physical activity advice) experienced a
reduced risk of T2DM compared to placebo (53% vs. 49%). Inference from this intervention
study was limited by the relatively small sample size (GDM N= 350, T2DM cases n=122).
Moreover, the intervention effect was not specific to dietary modifications only.

Plausible biological mechanisms may explain the observed associations between healthful
dietary patterns and the delay or prevention of progression of GDM to T2DM. Evidence
suggests that women with prior GDM have diminished B-cell function. Thus, factors that
increase insulin sensitivity may minimize B-cell compensation, preserving their capacity
over time.26:27 Carbohydrate quality, vegetables, fruit, low red and processed meat intake,
and low saturated fat are common characteristics between the dietary patterns included in
this analysis. Carbohydrate quality, reflected by intake of whole grains and cereal fiber, may
mitigate B-cell demands by blunting intestinal glucose absorption and downstream insulin
burden.8 Glycemic index and glycemic load are measures of this insulin rise after glucose
uptake and have been associated with chronic hyperglycemia and hyperinsulinemia.2
Vegetables and fruit are high in micronutrients such as magnesium, antioxidants like
vitamins C and E, phytochemicals, and fiber, leading to reductions in free radical-induced
oxidative stress, a pathology correlated with pancreatic tissue damage.30-3! Fish and seafood
was inversely associated with diabetes risk as a component of the aMED dietary pattern in
our study, and is a source of omega-3 polyunsaturated fatty acids, vitamin D, protein, and
selenium. Current evidence between polyunsaturated fatty acids and diabetes risk is mixed.
Inverse associations in the observational literature have largely not been supported by short-
term trials of fatty acid supplementation and markers of insulin resistance;32 thus, it is
unclear which elements of seafood might benefit diabetes risk.

Increases in healthful dietary factors may also incur a benefit by replacing harmful food
options. For example, substitution of red meat servings with several other foods (nuts, fish,
whole grains, poultry) was associated with lower T2DM risk in a previous analysis
conducted among initially healthy women.33 Constituents of red and processed meat include
heme iron, a pro-oxidant that may lead to increased oxidative stress and damage similar to
that described above.3* Nitrosamines in processed red meats are created during digestion
and with certain cooking methods, and have been associated with insulin resistance,
decreased insulin secretion, and diabetes in animal studies.3® Finally, the mechanism by
which moderate alcohol consumption may prevent diabetes is unclear, although
consumption has been associated with improved insulin sensitivity and HDL concentration,
and suppressed gluconeogenesis.36

Although several macronutrients, micronutrients, and individual foods have been associated
with diabetes risk, assessment of dietary patterns offers a comprehensive and complimentary
approach of the association between diet and disease. Additionally, dietary patterns may be
more applicable to public health interventions, as people tend to consume complex and
diverse meals rather than individual components in isolation. Analyzing food patterns also
accounts for any interactions or synergistic effects between individual foods or nutrients.
Other strengths of this analysis include our adjustment for several confounding lifestyle
factors. With the exception of BMI, changes in the effect estimates after adjustment for
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several well-known diabetes risk factors were minimal; thus, it seems unlikely that
unmeasured or residual confounding would account for the observed associations. Exposure
assessment by validated FFQ was an additional strength of this analysis and cumulative
update of repeated exposure measures reduced misclassification from random within-person
error and better represented long-term intake. Long-term prospective follow-up eliminates
recall bias, and allowed us to observe participants from GDM exposure to incident T2DM.
With almost 500 cases there was adequate statistical power.

There are some limitations to this analysis. First, since the majority of our study population
is Caucasian Americans, we are unable to ascertain whether our findings are similar across
other race and ethnic groups. However, the relative homogeneity of our population
advantageously reduces potential sources of unmeasured confounding. Second, screening
bias is a concern when there is a potential for more health-conscious women to regularly see
a physician, thus increasing their chance of receiving a medical diagnosis. Similar results
were seen when we restricted cases to symptomatic T2DM, minimizing concerns for this
bias.

In summary, we observed significant inverse associations between increased adherence to
the aMED, DASH, and aHEI dietary patterns and incident T2DM, in this large prospective
study of women at high risk with a history of GDM and long-term follow-up. Identifying
post-partum modifiable risk factors and increased education is crucial for the early
prevention of T2DM among this high risk population. The novel study suggests that public
health efforts targeting women with a history of GDM may consider encouraging diets rich
in whole grains, fruit and vegetables, protein sources such as white meat, seafood, nuts and
legumes, and a reduced intake of red and processed meats and sugar-sweetened beverages.

Acknowledgments

Dr. Zhang is supported by the Intramural Research Program of the Eunice Kennedy Shriver National Institute of
Child Health & Human Development, National Institutes of Health. Dr. Tobias had full access to all of the data in
the study and takes responsibility for the integrity of the data and the accuracy of the data analysis.

Sources of financial support: DK58845, CA50385, P30 DK46200-18

Abbreviations

GDM gestational diabetes mellitus
aMED alternate Mediterranean Diet
DASH Dietary Approaches to Stop Hypertension
aHEI alternate Healthy Eating Index
NHSII Nurses’ Health Study 11
FFQ food frequency questionnaire
BMI body mass index
References

1. Cheung NW, Byth K. Population health significance of gestational diabetes. Diabetes Care. Jul;
2003 26(7):2005-2009. [PubMed: 12832303]

2. Bellamy L, Casas JP, Hingorani AD, Williams D. Type 2 diabetes mellitus after gestational
diabetes: a systematic review and meta-analysis. Lancet. May 23; 2009 373(9677):1773-1779.
[PubMed: 19465232]

Arch Intern Med. Author manuscript; available in PMC 2013 November 12.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Tobias et al.

Page 8

. Liese AD, Nichols M, Sun X, D’Agostino RB Jr, Haffner SM. Adherence to the DASH Diet is

inversely associated with incidence of type 2 diabetes: the insulin resistance atherosclerosis study.
Diabetes Care. Aug; 2009 32(8):1434-1436. [PubMed: 19487638]

. Fung TT, McCullough M, van Dam RM, Hu FB. A prospective study of overall diet quality and risk

of type 2 diabetes in women. Diabetes Care. Jul; 2007 30(7):1753-1757. [PubMed: 17429059]

. Salas-Salvado J, Bullo M, Babio N, et al. Reduction in the Incidence of Type 2 Diabetes With the

Mediterranean Diet: Results of the PREDIMED-Reus nutrition intervention randomized trial.
Diabetes Care. Jan; 34(1):14-19. [PubMed: 20929998]

. Solomon CG, Willett WC, Rich-Edwards J, et al. Variability in diagnostic evaluation and criteria for

gestational diabetes. Diabetes Care. Jan; 1996 19(1):12-16. [PubMed: 8720526]

. Willett, W. Nutritional Epidemiology. Second. New York: Oxford University Press; 1998.

8. Willett WC, Reynolds RD, Cottrell-Hoehner S, Sampson L, Browne ML. Validation of a semi-

10

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

quantitative food frequency questionnaire: comparison with a 1-year diet record. J Am Diet Assoc.
Jan; 1987 87(1):43-47. [PubMed: 3794132]

. Willett WC, Sampson L, Stampfer MJ, et al. Reproducibility and validity of a semiquantitative food

frequency questionnaire. Am J Epidemiol. Jul; 1985 122(1):51-65. [PubMed: 4014201]

. Salvini S, Hunter DJ, Sampson L, et al. Food-based validation of a dietary questionnaire: the
effects of week-to-week variation in food consumption. Int J Epidemiol. Dec; 1989 18(4):858-
867. [PubMed: 2621022]

Fung TT, McCullough ML, Newby PK, et al. Diet-quality scores and plasma concentrations of
markers of inflammation and endothelial dysfunction. Am J Clin Nutr. Jul; 2005 82(1):163-173.
[PubMed: 16002815]

Fung TT, Chiuve SE, McCullough ML, Rexrode KM, Logroscino G, Hu FB. Adherence to a
DASH-style diet and risk of coronary heart disease and stroke in women. Arch Intern Med. Apr
14; 2008 168(7):713-720. [PubMed: 18413553]

McCullough ML, Feskanich D, Stampfer MJ, et al. Diet quality and major chronic disease risk in
men and women: moving toward improved dietary guidance. Am J Clin Nutr. Dec; 2002 76(6):
1261-1271. [PubMed: 12450892]

Fung TT, Hu FB, McCullough ML, Newby PK, Willett WC, Holmes MD. Diet quality is
associated with the risk of estrogen receptor-negative breast cancer in postmenopausal women. J
Nutr. Feb; 2006 136(2):466—472. [PubMed: 16424129]

Willett WC, Sacks F, Trichopoulou A, et al. Mediterranean diet pyramid: a cultural model for
healthy eating. Am J Clin Nutr. Jun; 1995 61(6 Suppl):1402S-1406S. [PubMed: 7754995]

Sacks FM, Obarzanek E, Windhauser MM, et al. Rationale and design of the Dietary Approaches
to Stop Hypertension trial (DASH). A multicenter controlled-feeding study of dietary patterns to
lower blood pressure. Ann Epidemiol. Mar; 1995 5(2):108-118. [PubMed: 7795829]

Group NDD. Classification and diagnosis of diabetes mellitus and other categories of glucose
intolerance. National Diabetes Data Group. Diabetes. Dec; 1979 28(12):1039-1057. [PubMed:
510803]

Report of the Expert Committee on the Diagnosis and Classification of Diabetes Mellitus. Diabetes
Care. Jul; 1997 20(7):1183-1197. [PubMed: 9203460]

Manson JE, Rimm EB, Stampfer MJ, et al. Physical activity and incidence of non-insulin-
dependent diabetes mellitus in women. Lancet. Sep 28; 1991 338(8770):774-778. [PubMed:
1681160]

Rimm EB, Stampfer MJ, Colditz GA, Chute CG, Litin LB, Willett WC. Validity of self-reported
waist and hip circumferences in men and women. Epidemiology. Nov; 1990 1(6):466-473.
[PubMed: 2090285]

Wolf AM, Hunter DJ, Colditz GA, et al. Reproducibility and validity of a self-administered
physical activity questionnaire. Int J Epidemiol. Oct; 1994 23(5):991-999. [PubMed: 7860180]
Hu FB, Stampfer MJ, Rimm E, et al. Dietary fat and coronary heart disease: a comparison of
approaches for adjusting for total energy intake and modeling repeated dietary measurements. Am
J Epidemiol. Mar 15; 1999 149(6):531-540. [PubMed: 10084242]

Lin DY, Fleming TR, De Gruttola V. Estimating the proportion of treatment effect explained by a
surrogate marker. Stat Med. Jul 15; 1997 16(13):1515-1527. [PubMed: 9249922]

Arch Intern Med. Author manuscript; available in PMC 2013 November 12.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Tobias et al.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

Page 9

Esposito K, Kastorini CM, Panagiotakos DB, Giugliano D. Prevention of type 2 diabetes by dietary
patterns: a systematic review of prospective studies and meta-analysis. Metab Syndr Relat Disord.
Dec; 8(6):471-476. [PubMed: 20958207]

Ratner RE, Christophi CA, Metzger BE, et al. Prevention of diabetes in women with a history of
gestational diabetes: effects of metformin and lifestyle interventions. J Clin Endocrinol Metab.
Dec; 2008 93(12):4774-4779. [PubMed: 18826999]

Buchanan TA, Xiang AH, Peters RK, et al. Preservation of pancreatic beta-cell function and
prevention of type 2 diabetes by pharmacological treatment of insulin resistance in high-risk
hispanic women. Diabetes. Sep; 2002 51(9):2796-2803. [PubMed: 12196473]

Xiang AH, Peters RK, Kjos SL, et al. Effect of pioglitazone on pancreatic beta-cell function and
diabetes risk in Hispanic women with prior gestational diabetes. Diabetes. Feb; 2006 55(2):517-
522. [PubMed: 16443789]

de Munter JS, Hu FB, Spiegelman D, Franz M, van Dam RM. Whole grain, bran, and germ intake
and risk of type 2 diabetes: a prospective cohort study and systematic review. PLoS Med. Aug.
2007 4(8):e261. [PubMed: 17760498]

Brand-Miller JC, Thomas M, Swan V, Ahmad ZI, Petocz P, Colagiuri S. Physiological validation
of the concept of glycemic load in lean young adults. J Nutr. Sep; 2003 133(9):2728-2732.
[PubMed: 12949357]

Garcia-Bailo B, EI-Sohemy A, Haddad PS, et al. Vitamins D, C, and E in the prevention of type 2
diabetes mellitus: modulation of inflammation and oxidative stress. Biologics. 5:7-19. [PubMed:
21383912]

Hamer M, Chida Y. Intake of fruit, vegetables, and antioxidants and risk of type 2 diabetes:
systematic review and meta-analysis. J Hypertens. Dec; 2007 25(12):2361-2369. [PubMed:
17984654]

Feskens EJ. The prevention of type 2 diabetes: should we recommend vegetable oils instead of
fatty fish? Am J Clin Nutr. Aug; 94(2):369-370. [PubMed: 21733879]

Pan A, Sun Q, Bernstein AM, et al. Red meat consumption and risk of type 2 diabetes: 3 cohorts of
US adults and an updated meta-analysis. Am J Clin Nutr. Aug 10.

Zhang C, Schulze MB, Solomon CG, Hu FB. A prospective study of dietary patterns, meat intake
and the risk of gestational diabetes mellitus. Diabetologia. Nov; 2006 49(11):2604-2613.
[PubMed: 16957814]

Tong M, Neusner A, Longato L, Lawton M, Wands JR, de la Monte SM. Nitrosamine exposure
causes insulin resistance diseases: relevance to type 2 diabetes mellitus, non-alcoholic
steatohepatitis, and Alzheimer’s disease. J Alzheimers Dis. 2009; 17(4):827-844. [PubMed:
20387270]

Pietraszek A, Gregersen S, Hermansen K. Alcohol and type 2 diabetes. A review. Nutr Metab
Cardiovasc Dis. Jun 3.

Arch Intern Med. Author manuscript; available in PMC 2013 November 12.



Page 10

Tobias et al.

IN@D Jo A1oisty e yim uswom Buowe sajirenb 8100s ouasaype ussned Aseaip Ag sonsusioeleys suljeseq

NIH-PA Author Manuscript

@y vwe (999 Tv.  (999)Gv.  (929) 199 (r'29) 922  (5°€9) 809 1aneN
snyeis Bunjows
(re)sor  (T1m)ver  (06)Tor  (TTT)SIT  (88)S6  (0°TT) SOT +
(eerdore  Qta)twe (9ea)voe  (voz)ste  (0ve)8se  (€22) €12 €
) vis  (Tyw) ey (Ovw) ey (9sv) 8y (Lsv)zer  (OvY) Tey z
(902)6ec  (0T2)vee  (90z)oce  (roz)8Te  (98T)00z  (802) 66T 1
Ared
(606) ¥SOT  (T'T6) ¥TOT  (8'06) GTOT  (€°06) €96  (1°06) 06  (T'16) 2.8 ueiseaned
(udalad) u
(sv) 561 (ov) oot (sv) ogT (sv) oTT (sv) g6t (sv) ot peo o1wadA|9
(sTee (81) L€ w1ze (81)8°€ (L1)9¢ (8T)5¢ (Rep/swelB) ye4 suesy
(¥) a1 Q)12 (¥) a1 Q)12 () g1 (9)1e (Kep/1e0x9) Yed [eLIUY
(@0t (@¢r (@ ot (e)er (@) ot (@¢t (Rep/1eioe) V4S
()11 @t (@11 @t (@er (@ ¢t (Rep/1edios) V4NN
(e) 61 (¥) 61 (€) oz (¥) 61 ()61 (¥) 61 (Kep/1eax9s) usloid
(L) es () v (1) es (8 Lv (D es (8) v (Rep/readios) sq.ed
(029) 0eze  (06%) 009T  (0¥S) 02Tz (0¥S) 089T  (OvS) ozzz  (0TS) 0T9T (Rep/rea>) ABisuz [eoL
(09)6¢ (9€) 60 (6'v) L2 v 6T Sv)Te (CRIL:N? (Aep/swielB) joyod|v
(rog)oez (z8r)szt  (rve)eze (18n)eet (eve)STe (18T TET (38amysnoy-13N) vd
(6v)oee  (Bve1e (6w oee (6w 9oee  (6weee  (6v)zee INQ9 Xxapu] 1e aby
(Te)ote  (6€)gTe  (1€dzTe  (@e)9o1e  (1e)T1C  (6€) 812 8T e INg
(99)9sz  (rdesge  (69)zoe  (02)ose (09)z9z (12) 08 (sierBw/sweibory) ING
(8v)ese  (@v)eLe  @v)18e  (6¥)6Le  (B¥)T8  (8¥)ELE aby
(L9)ves (owgse (caooe (TaoLt (L1099 (9051 81005 1810
(uotpernaq prepuels) ues N
6ST'T ETT'T 8IT'T 190'T 110T 196 u
48 10 4] 10 148 10
I3He HSva aane

T alqel

NIH-PA Author Manuscript

NIH-PA Author Manuscript

Arch Intern Med. Author manuscript; available in PMC 2013 November 12.



Page 11

Tobias et al.

@O 1uapioul Joy Aoueubaid xapul Jo Jeak pue ‘NQO 1uafenald 1oy TEET = auljaseq
v

aiuenb=0 ‘syuedionued Jo Jaquinu=u ‘spioe Aey pajeines=y4S ‘spioe Alje) palein)esunouow=y-4 N\ ‘Se110jedo|I=[ed ‘sinoy jusjeAinba
J1j0qeIsw=sInoy-] JIA ‘A1ARde [ealsAyd=vd ‘xapul ssew Apog=|Ag ‘Xapu| Buire3 AuijesH areulslje=|3He ‘uoisusuadAH dois 01 sayoeosddy Alelsigd=HSWQ ‘1910 UeaueLIa)Ipa|A sreusae=a3ne

NIH-PA Author Manuscript

(8€)olz  (e8e)ste  (eer)e6te  (LSsa)vie (2S2)TLe  (S92) vGe  seieqeld 4o AloisiH [ejudied
(098) 66  (c68)266  (958)956  (c06)€96 (6'58) 926  (£'68) S8 Jang
(eet)tor  (9om)8TT  (G¥T) 29T (¥e)oot  (0¥T)TST  (S°0T) 00T JansN

asn aAndasenuo) |eIO
(9°2) 88 (8%T) S91 (0929 (M6t (69¥.  (LGT)0ST wsung
(082)vze  (g81) 90z  (z2)voe  (96T)60C (v'Sz)vie  (802) 66T ised

(uoireineQ prepueis) ues N
6ST'T EIT'T 8TT'T 190'T 110'T 156 u
0O 10 ie] 10 rO 10
I3He HSva aane

NIH-PA Author Manuscript

NIH-PA Author Manuscript

Arch Intern Med. Author manuscript; available in PMC 2013 November 12.



Page 12

sleak-uositad=Ad ‘[eAsaiul

80UspIU0=]D oMkl pJezey=yH ‘xapu| Bune AyyeaH aleussije=|gHe ‘uoisusuadAH dois 01 sayoeolddy Arelalg=HSYQ ‘1910 UeauelIa)ipalA sieulale=a3IAe ‘Snijjaw sa1agelp [euolelsab=|NaO
(+9€ 'SE-T€ '06-82 '£2-92 'S2—1Z '£2> [2010Ba1ed 1, W/B%) ING + 1€ 18P0

(+ST ‘PT-T ‘0 :Aep/sweld) joyooje :Ajuo sisAjeur

HSWA ‘(sajenb :yaamysinoy-1 JIN) Alanoe [eaisAyd [e10 ‘(qualind ‘Jawioy ‘Janau) sniels Bursjows ‘(fesnedousw-isod ‘[esnedousw-Liad ‘jesnedouswald) snyels jesnedouswl ‘(JaAsU ‘JaLLI0) JUaIIND) asn
aAndadenuod [elo ‘(ou ‘sak) saragelp g adAy Jo A1oisty ejuased ‘(Jaylo ‘UelSy ‘OluedSIH ‘UBDLIBW/-UBDLY ‘UeISEINED) AJIDIUYI8/adel (+0€ ‘62—G2 ‘v2—2T) UMIq Isiiy Je abe ‘(+v ‘€ ‘z ‘T) Alued + :z |apoN
(Aep/reay) axeiul ABisus |10} ‘(syiuow) abe :T [9poIA

Tobias et al.

groo  [e6'0'9r0l 690 [66°0 ‘¥5°0] vL0 [20°T '09°0] 080 0T € 19PON
10000> [650 ‘T€0] €70 [18:0 ‘sv0] 090 [¥6°0 ‘s5°0] 2L0 0T 2 19pOIN
10000> [850 ‘T€°0] 340 [08°0 ‘9t0] 09°0 [t6'0 ‘€50l 0.0 0T T 13PON
» . _ (911) (Ad 000'T 42d 1e1)
(6'9) Se6'21/68  (¢'6) €e0'eT/02T  (9'6) €69'€T/0T »
280°€T/2ST Ad/s3sed
I3He
zr00  [v6°0 ‘60l 890 [¥11 ‘v9°0] 680 [e6°0 'T5°0] 690 0T € 19pON
20000  [gL0'6e0] ¥5°0 [00°T ‘85°0] 110 [68°0 ‘T5°0] 190 0T 2 19pOIN
10000> [690 ‘80l 150 [s6°0 ‘95°0] €0 [¥8°0 ‘67701 ¥9°0 0T T 13PON
» . _ (ter) (Ad 000'T 42d 1e1)
(0 9vz'e1/66  (8°6) 6vZ'€T/0eT  (0'8) 9TL'ET/OTT »
2€5'TT/eST Ad/s3sed
HSva
£ro [s0'T ‘'s6°0] 9.0 [zz1'99°0] 060 [oT°T '29°0] €80 0T € 19pON
61000  [280'vrol 090 [¥0T ‘25°0] 110 [26025°0] v.'0 0T Z 19pOIN
rrooo 080 ‘vv0] 09°0 [eoT'2570] 110 [96°0 ‘95°0] 7.0 0T T [3PON
, . _ (e11) (Ad 000'T 42d 1e1)
(62 £2r'eT/90T  (L'6) T96'0T/90T  (8'8) T9T'9T/2vT »
86T'CT/LET Ad/s3sed
a3ne
pues-d  [10 %g6] dH [1D 9%s6] dH [10 %s6] dH [eoue josen]
0O €0 [4e] 10

Arch Intern Med. Author manuscript; available in PMC 2013 November 12.

Ao Jo Aioisiy e yum uawom Buowe ysu salagelp g adA1 pue $a109s adualaype uianed Areiaip Jo ssjiuendd

¢?olqel

NIH-PA Author Manuscript NIH-PA Author Manuscript NIH-PA Author Manuscript



