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Abstract: Diabetes is a continuously growing global concern affecting >10% of adults, which may be
mitigated by modifiable lifestyle factors. Consumption of nuts and their inclusion in dietary patterns
has been associated with a range of beneficial health outcomes. Diabetes guidelines recommend
dietary patterns that incorporate nuts; however, specific recommendations related to nuts have
been limited. This review considers the epidemiological and clinical evidence to date for the role
of nut consumption as a dietary strategy for the prevention and management of type 2 diabetes
(T2D) and related complications. Findings suggest nut consumption may have a potential role in
the prevention and management of T2D, with mechanistic studies assessing nuts and individual
nut-related nutritional constituents supporting this possibility. However, limited definitive evidence
is available to date, and future studies are needed to elucidate better the impact of nuts on the
prevention and management of T2D.

Keywords: nuts; diabetes; glycemic control; insulin resistance

1. Introduction

Type 2 diabetes is one of the most globally challenging and prevalent metabolic
disorders affecting an estimated 1 in 10 adults (10.5% of adults worldwide) [1]. Within
the past 2 years, type 2 diabetes prevalence has risen by 16%, indicating an alarming
growth rate [1]. Complications of diabetes, such as cardiovascular disease, chronic kidney
disease, neuropathy, and retinopathy, and its high medical and other economic expenditures
are a serious cause of concern [2]. Excluding mortality risks associated with COVID-19,
approximately 12.2% of global adult deaths from all-cause are estimated to have occurred
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due to diabetes or its complications in 2021 [2]. Further, 10.6% of adults worldwide have
impaired glucose tolerance, placing them at high risk for developing type 2 diabetes
(T2D) [2].

Lifestyle changes, such as those related to nutrition, underpin a general approach to
diabetes risk minimization and management. Current diabetes guidelines recommend
dietary patterns, such as Mediterranean and vegetarian patterns, which encourage the
consumption of nuts [3-6]. Nuts, represented by tree nuts (almonds, Brazil nuts, cashews,
hazelnuts, macadamias, pecans, pine nuts, pistachios, walnuts) and peanuts (technically
a legume, but sharing a similar nutritional and culinary profile to tree nuts, hence, their
inclusion in the “nuts” classification), are nutrient-dense foods with complex matrices
providing unsaturated fatty acids, plant-protein, non-sodium minerals, phenolic and other
bioactive compounds [7-9].

In this narrative review, we summarize the human evidence currently available
(“Where we are”) for the role of nuts in the prevention and management of T2D and
discuss future directions (“Where we are going”) in terms of what questions may still need
to be addressed and how research may address and inform any knowledge gaps. For this
narrative review, a comprehensive search of PubMed and Cochrane databases through
November 2022 for English language articles of epidemiological, clinical studies, and the
latest reviews and meta-analyses assessing nut consumption (tree nuts and peanuts) and
their components on T2D and related risk factors was conducted. The present article is not a
systematic review; thus, some studies may not have been identified; further, the possibility
of publication bias should be acknowledged. Nonetheless, the authors independently
conducted literature searches, and these findings were further shared and discussed among
an assembly of experts in the field of nut and health research.

2. Effect of Nut Consumption on Measures of Glucose Metabolism

Few epidemiological studies have assessed the association between nut consump-
tion and markers of glycemic control. Table 1 summarizes epidemiological and clinical
findings related to nut consumption and measures of glucose metabolism. To our knowl-
edge, there is a lack of prospective cohort studies that have analyzed markers of glucose
metabolism in individuals with or without diabetes. One prospective population-based
study, conducted within the framework of the Tehran Lipid and Glucose study (TLGS),
presented fasting serum glucose measures following a median 6.2-year follow-up across
tertiles of nut consumption. At 6.2 years, findings showed lower fasting serum glucose
levels in the highest tertile of nut consumption (nut intake: median 8.7 g/week, IQR,
5.3 to 15.8 g/week; fasting glucose: 4.7 £ 0.1 mmol/L) compared to the lowest tertile (nut
intake: median 1.6 g/week, IQR, 0.7 to 2.8 g/week; fasting glucose: 5.3 &= 0.1 mmol/L)
(p = 0.02) [10]. However, there appears to be a shortage of evidence in relation to other
glucose-metabolism-related biomarkers and in individuals with diabetes. Cross-sectional
studies have shown an association between nut consumption and markers of glucose/insulin
homeostasis. One cross-sectional study assessing data from 16,784 American adults (51.8%
women, aged >18 years) participating in the National Health and Nutrition Examination
Survey (NHANES, 2005-2010) evaluated the association between nut intake and markers
of glycemic control [11]. The authors observed that higher nut intake was associated with
significantly lower levels of all diabetes-related biomarkers, including fasting blood glucose,
plasma insulin, homeostasis model assessment-insulin resistance (HOMA-IR), HOMA-{3,
glycated hemoglobin (HbA1c), and oral glucose tolerance test (OGTT) (p < 0.001). Another
cross-sectional study analyzed the association between the frequency of nut consumption
and insulin resistance, measured by HOMA-IR, in 379,310 Koreans [12]. In this study, nut
consumption >5 servings/week (where 1 serving = 15 g) compared to <1 serving/month
was associated with lower HOMA-IR (odds ratio [OR]: 0.90; 95% confidence interval [CI]
0.86 to 0.94). This association was observed to be more prominent in women, participants
with normal glycaemia, and younger age (<40 years).
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Table 1. Summary of findings related to nuts and diabetes related prevention and management.

Variables Finding 1 Level of Evidence 2 Reference

Epidemiological Evidence

Fasting blood glucose 1 + (1]
Plasma insulin K +
HOMA-IR K + [11,12]
HOMA-B i} +
HbAlc 1 + [11]
OGTT J +
Diabetes incidence /e + [13,14]
Diabetes prevalence /< + [13,15-17]
CVD incidence in participants with T2D 1 + [18]
Diabetes mortality 1 ++ [19]

Clinical Trial Evidence

Acute Trial Evidence
In participants free of T2D:

Postprandial glycemia 1 ++ [20-26]
Postprandial insulinemia /e + [21,27,28]
In participants with T2D:
Postprandial glycemia 1 + [21,23,29,30]
Postprandial insulinemia /& + [21,29]
Glucose metabolic clearance rate T + [29]

Longer-term Trial Evidence
In participants free of T2D at baseline:
Diabetes incidence L/ + [31-33]
In participants with T2D at baseline:
Fasting glucose

Fasting insulin
HbAlc

HOMA-IR
In participants with/without T2D at baseline:
Fasting glucose

[30,34-39]

T <3|«
+ |+ + |+

Fasting insulin
HbAlc

HOMA-IR 1

Abbreviations: CVD, cardiovascular disease; HbAlc, glycated hemoglobin; HOMA, homoeostasis model assess-
ment; IR, insulin resistance; OGTT, oral glucose tolerance test; T2D, type 2 diabetes mellitus. 1 Findings are based
on the authors’ review, and assessment of the noted literature, and hence could present some subjectivity. In
general: |, majority of evidence indicated a decrease; 1, majority of evidence indicated an increase; <, majority
of evidence indicated no change observed; | /<, majority of evidence was split between showing a decrease
or no effect on the outcome. Where “majority of evidence” refers to the entirety of the evidence, if a relevant
systematic review and meta-analysis was conducted these findings were used as the basis of this determination.
2 Level of Evidence is based on the authors’ review and assessment and, hence, could present with some subjec-
tivity. In general: +, limited and/or inconsistent evidence from few studies in the denoted type of study design;
++, consistent evidence in several studies in the denoted type of study design.

[40]

T« |2

4|+ |+

When considering evidence from clinical trials, consumption of nuts alone and when
added to high glycemic index (GI) foods show a lowering in postprandial glycemia when
compared to consumption of high GI foods alone. Several acute trials have assessed the
effect of almond intake on postprandial glycemia. In healthy individuals, the consumption
of almonds with white bread was shown to significantly lower the postprandial area under
the insulin concentration vs. time curve when compared to a high GI meal (instant mashed
potatoes) (n = 15) [41] and significantly lower the glucose peak height when compared
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with white bread (n = 9) [27]. In another acute randomized crossover trial conducted
in healthy participants (n = 100 with available data, n = 106 randomized), consumption
of at least 10% of energy from raw almonds resulted in the mean area under the blood
glucose response curve being significantly lowered when compared to consumption of
biscuits [28]. Similar findings were shown for individuals at higher risk of diabetes. In an
acute randomized five-arm crossover trial conducted in individuals with impaired glucose
tolerance (n = 14), participants were randomized to consume whole almonds, almond
butter, defatted almond flour, almond oil, or no almonds that were incorporated intoa 75 g
available carbohydrate-matched breakfast meal. Whole almonds significantly diminished
the second meal and daylong blood glucose incremental area under the curve and elicited
a greater second-meal insulin response [20]. Another acute randomized crossover trial
conducted in individuals with good health (n = 12) and individuals with T2D (n = 7) showed
consumption of 28 g of almonds with a test meal (bagel, juice, and butter) significantly
reduced postprandial glycemia in participants with diabetes but not in participants without
diabetes when compared to the test meal without almonds [21]. For pistachio intake, an
acute trial conducted in healthy individuals (n = 10) showed consumption of pistachios
alone and, when added to white bread at different doses (28 g, 56 g, 84 g), significantly
lowered glycemic responses in comparison to white bread [42]. The addition of pistachios
to other commonly consumed carbohydrate-rich foods (parboiled rice, pasta, potatoes)
also resulted in reduced glycemic responses [42]. Similarly, in an acute trial conducted on
individuals with metabolic syndrome (n = 20), the consumption of pistachios with white
bread significantly lowered the glycemic response and increased insulin secretagogue levels
when compared to white bread alone [22]. For mixed nuts, an acute trial conducted in
individuals with good health (n = 14) and in individuals with T2D (n = 10) showed mixed
nuts at three different doses significantly reduced the glycemic response in comparison
to white bread. The addition of mixed nuts to white bread progressively reduced the
glycemic response of the meal; however, in individuals with T2D, the reduction in glycemic
response was half that seen in healthy individuals [23]. In another acute trial, adults with
overweight/obesity (n = 54) were randomized to consume either mixed nuts or pretzels
and showed pretzel consumption increased glucose and insulin, whereas, with mixed
nuts, no elevation was detected at 60 min post snack consumption [24]. For peanut intake,
an acute trial conducted in men with overweight/obesity (n = 65) who consumed a test
meal of a shake containing conventional peanuts, high-oleic peanuts, or a control biscuit
showed a quicker return of insulin to basal concentrations after consumption of the shakes
containing conventional peanuts and high-oleic peanuts [25].

Several systematic reviews and meta-analyses (SRMAs) of randomized controlled
trials (RCTs) with a duration of at least 3 weeks have been conducted assessing the effect
of a tree nut(s) on markers of glycemic control in people with different health statuses
(the effect of tree nuts on markers of glycemic control in people with diabetes is discussed
in Section 5.2). In 2014, SRMA of 49 RCTs (n = 2226) was conducted to assess the effect
of tree nuts on metabolic syndrome criteria, including fasting glucose. Twenty-six trials
were included (n = 1360) for fasting glucose, which showed tree nuts significantly lowered
fasting glucose compared with the controls (mean difference [MD] = —0.08 mmol/L; 95%
confidence interval [CI] —0.16 to —0.01 mmol/L) [43]. In 2018, a network meta-analysis of
RCTs assessed the effect of different food groups on intermediate disease markers in adults,
including fasting glucose, HbAlc, and HOMA-IR [44]. The results showed nuts were more
effective at reducing fasting blood glucose when compared to red meat and fruits and
vegetables, as well as HOMA-IR when compared to eggs and dairy. No significant effects
were shown for HbAlc. In 2019, another SRMA of 40 RCTs (n = 2832) was conducted
to assess the effect of tree nut or peanut intake in adults on glycemic control, including
fasting glucose, fasting insulin, HbAlc, and HOMA-IR. Nut intake showed a significant
lowering in fasting insulin (28 RCTs; weighted mean difference [WMD]: —0.40 pIU/mL;
95% CI: —0.73, —0.07 pIU/mL; I? = 49.4%) and HOMA-IR (19 RCTs; WMD: —0.23; 95%
CL: —0.40, —0.06; 12 = 51.7%), with no significant effect on fasting glucose or HbAlc [40].
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Subgroup analysis by nut type showed a significant reduction in fasting blood glucose with
pistachio consumption compared with the control (WMD: —5.18 mg/dL; 95% CI: —8.76,
—1.60 mg/dL; I? = 67%). This was supported by another SRMA of RCTs published in 2020,
assessing the effect of pistachio intake on glycemic control in individuals with different
health statuses (type 2 diabetes, prediabetes, and metabolic syndrome), which showed a
significant reduction in fasting glucose and HOMA-IR but not HbAlc or fasting insulin [34].
Tindall et al. also identified a small number of studies that measured outcomes related to
insulin production and HOMA-{ cell function (7 studies), glucose concentrations after a 75-g
OGTT (5 studies), insulin concentrations after a 75-g OGTT (2 studies), insulin sensitivity
(3 studies) and short-term glucose control (2 studies) [40]. Due to a limited number of trials
that measured these endpoints and the heterogeneity in the measurements, a meta-analysis
was not performed. These studies showed no impact of nut intake on outcomes related
to insulin concentrations after a 75 g OGTT and insulin sensitivity, whereas there were
mixed findings for outcomes related to insulin production and HOMA-f cell function,
glucose concentrations after a 75 g OGTT, and short-term glucose control [40]. Several
other SRMAs of RCTs have been conducted between 2020 and 2022, assessing the effect of
a specific nut type and/or the effect of nuts in a specific group of people. These SRMAs
assessed the effect of different types of nuts in healthy adults with overweight/obesity
(10 RCTs) [45], walnuts in middle-aged and older adults (17 RCTs) [46] and individuals with
different health statuses (16 RCTs) [47], cashews (6 RCTs) [48], peanuts (11 RCTs) [49], and
2 SRMAs investigating almonds in individuals with different health statuses (24 RCTs [50],
15 RCTs [51]), all of which showed no impact on markers of glycemic status.

Since the publication of the above-mentioned SRMAs, more recent RCTs in people
without diabetes have been published. In a 6-month RCT, 107 individuals who were over-
weight and at moderate or high risk of T2D were randomized to either an energy-restricted
diet, including 70 g/d of peanuts or an energy-restricted low-fat diet, which showed no
significant differences between groups in regard to HbAlc, fasting glucose, fasting insulin,
2 h glucose, and HOMA-IR [52]. In an 8-week RCT, 40 women were randomized to an
energy-restricted diet without nuts or to an energy-restricted diet containing 45 g/d of nuts
(15 g of Brazil nuts + 30g of cashew nuts), which also showed no significant differences in
markers of glycemic status [53].

3. Nuts and Diabetes Prevention

Table 1 summarizes epidemiological and clinical findings related to nut consumption
and diabetes prevention.

3.1. Epidemiological Evidence

Epidemiological studies conducted to date have shown inconsistent and inconclusive
evidence related to nut consumption and the incidence of T2D. A number of SRMAs
involving cross-sectional or prospective cohort studies have been published investigating
associations between the frequency of nut consumption and the prevalence and/or the
incidence of T2D risk. Most have not reported a significant association when comparing the
highest to the lowest categories of nut consumption, nor were dose-response relationships
observed [54-58]. Only one of these meta-analyses of prospective cohort studies showed
a significant inverse association with the risk of T2D [59]. However, a key limitation
is that most of these SRMAs included studies combining nuts with other plant foods
as the exposure (i.e., peas, seeds, or legumes) and, therefore, the associations cannot be
extrapolated specifically to the possible role of nuts per se [55,58,59]. Additionally, in
some of the observational studies, the associations were adjusted for body weight or
BMI, a potential mediator of the associations [11] and, therefore, possibly attenuating
an association.

In 2021, an updated SRMA of cross-sectional (n = 3) and prospective (n = 5) studies,
including only those with nuts alone as an exposure, was published [13]. The included
studies were conducted in the United States (5 studies), Europe (3 studies), and Asia
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(1 study). Findings from the meta-analyses of the cross-sectional studies (n = 72,559;
7559 cases of T2D) showed no significant association with diabetes prevalence when the
highest compared to the lowest categories of total nut consumption was assessed (OR: 0.91;
95% CI: 0.83 to 1.01). When the prospective cohort studies were analyzed, no associations
with risk of T2D were observed with consumption of total nuts (relative risk [RR]: 1.04:
95% CI: 0.94 to 1.15), tree nuts (RR: 0.98; 95% CI 0.87 to 1.11), or peanuts (RR: 0.95; 95% CI:
0.87 to 1.04). When peanut butter consumption was specifically assessed, it was shown to
be inversely associated with T2D incidence (RR: 0.87; 95% CI: 0.77 to 0.98). Furthermore,
there was no evidence of a linear dose-response or nonlinear dose-response gradient
for the total nut or peanut consumption in prospective cohort studies. Of note, these
analyses were adjusted for baseline BMI. Across all nut exposures evaluated, the certainty
of the evidence was considered to be very low. The reduction in the risk of T2D seen in
sensitivity analyses of this meta-analysis suggested that weight loss or decreased weight
might mediate the reduction in risk, although appropriate statistical mediation analyses
using repeated assessments are needed to confirm this assumption. It is important to
highlight that in relation to the type of tree nuts, only one cross-sectional (n = 27,563) [15]
and one prospective cohort (n = 137,956) study [14] had analyzed the association between
the frequency of walnut consumption and T2D risk, reporting in both cases an inverse
association with the prevalence and incidence of T2D, respectively. Of note, the largest
prospective cohort study involving American adults participating in the Nurses” Health
Study (NHS; 58,063 women aged 52-77 [1998-2008]) and NHS II (79,893 women aged
35-52 years [1999-2009]), free of diabetes, cardiovascular disease, or cancer at baseline,
observed that consumption of >2 servings/week (where 1 serving = 28 g) of walnuts had a
24% (95% CI: 6-38%) lower risk of developing T2D than those that never or almost never
consumed walnuts after adjustment for baseline BMI [14].

Following the publication of the 2021 SRMA by Becerra-Tomas and colleagues, two
additional cross-sectional studies from Italy and Spain involving community-dwelling
adults have been published. Both studies reported no association between nut consumption
and the prevalence of T2D [16,17].

In view of the studies published to date, new research is needed that prospectively
assesses differences in existing cohorts. Moreover, dose-response analyses are warranted in
the future to determine the total amount of nuts associated with possible diabetes-related
health benefits to better inform guidelines and practice.

3.2. Clinical Trial Evidence

Unfortunately, to date, no clinical trials have been conducted with the primary aim of
testing the ability of nut supplementation to reduce or prevent the incidence of diabetes,
probably because such types of trials are very expensive and difficult to perform. However,
data is available in relation to a secondary analysis conducted in the context of the PRED-
IMED (PREvencién con Dleta MEDiterranea) study, a randomized controlled trial aiming
to assess the effect of a Mediterranean diet supplemented with virgin olive oil or nuts in
comparison to a low-fat diet on primary prevention of cardiovascular disease [31].

A sub-analysis of this RCT conducted in participants from one of the 23 recruiting
study centers (located in Reus, Spain) reported a beneficial effect of the Mediterranean diet
enriched with 30 g/day of tree nuts (walnuts, almonds, and hazelnuts) on T2D preven-
tion [31]. Results from the PREDIMED trial as a whole showed a non-significant decrease
in the incidence of T2D when compared to participants in the group receiving the low-fat
dietary advice [32,33]. It is important to recognize that due to the study design, it is not
possible to quantify the beneficial effects secondary to the Mediterranean diet intervention
or the nuts that participants consumed throughout the trial.

4. Nuts and Diabetes Management

Table 1 also summarizes epidemiological and clinical findings related to nut consump-
tion and diabetes management.
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4.1. Epidemiological Evidence

There is a lack of epidemiological evidence for the role of nut consumption in individ-
uals with T2D for glucose control and the management of complications.

Of the available evidence, one prospective analysis including 16,217 men and women,
from the Health Professionals Follow-up Study (HPFS, 1986-2014) and NHS (1980-2014),
respectively, with diabetes mellitus at baseline or diagnosed during follow-up, showed
that higher total nut consumption was associated with a lower risk of cardiovascular
disease (CVD) incidence and mortality [18]. Specifically, for participants who consumed
>5 servings of total nuts per week (1 serving = 28 g), compared to those who consumed
<1 serving per month, multivariate-adjusted hazard ratios (HR; 95% Cls), showed reduc-
tions in total CVD incidence (HR = 0.83; 95% CI: 0.71-0.98; p trend = 0.01), coronary heart
disease incidence (HR = 0.80; 95% CI: 0.67-0.96; p trend = 0.005), CVD mortality (HR = 0.66;
95% CI: 0.52-0.84; p trend < 0.001), and all-cause mortality (HR = 0.69; 95% CI: 0.61-0.77;
p trend < 0.001). For specific types of nuts, higher tree nut consumption was associated
with a lower risk of total CVD, coronary heart disease incidence, and mortality because
of CVD, cancer, and all causes, whereas peanut consumption was associated with lower
all-cause mortality only (all p trend <0.001). This study showed that higher consumption
of nuts, especially tree nuts, may be associated with lower CVD incidence and mortality
among participants with T2D.

A SRMA of four prospective cohort studies (n = 202,751) assessed the relationship
of nut consumption with diabetes-related mortality, indicating higher nut intake to be
associated with reduced risk of mortality from diabetes compared to the lowest intake [19].
A similar response was observed in the dose-response analysis, with a 39% reduction in the
relative risk of diabetes mortality being observed with a one-serving/day (1 serving = 28 g)
increase in nut consumption. Based on the findings of this SRMA and the assumption that
the associations observed between nut consumption and diabetes mortality are causal, the
authors estimated that for the regions assessed (i.e., North and South America, Europe,
Southeast Asia, and Western Pacific), 139,000 deaths due to diabetes may be attributed to a
nut intake below 20 g/day.

4.2. Clinical Trial Evidence

In clinical trials, consumption of nuts alone and when added to high GI foods show
a lowering in postprandial glycemia when compared to the high GI food alone in people
with diabetes. In an acute trial conducted in healthy individuals (n = 14) and in individuals
with T2D (n = 10), mixed nuts at three different doses significantly reduced the glycemic
response in comparison to white bread [23]. As previously noted, this trial also showed
that adding mixed nuts to white bread progressively reduced the glycemic response of
the meal. However, in individuals with T2D, the reduction in glycemic response was
half that seen in healthy individuals. In a randomized crossover trial, the acute effects
of almond intake were assessed in men with T2D (n = 7) randomized to consume a
control (white bread, butter, cheese) and a test (white bread, almonds) meal. The test meal
was found to be associated with lower postprandial glycemia and insulinemia, and an
increased estimated glucose metabolic clearance rate [29]. Almonds were also assessed in
another acute randomized controlled trial involving participants with (n = 7) and without
(n = 12) diabetes [21]. Findings showed consumption of 28 g of almonds with a test meal,
composed of a bagel, juice, and butter, significantly reduced postprandial glycemia in
participants with diabetes but not those without diabetes when compared to the test meal
without almonds.

Several SRMAs of RCTs have been conducted assessing the effect of tree nut(s) on
markers of glycemic control in people with diabetes. In 2014, an SRMA of 12 RCTs assessing
the effect of tree nuts on glycemic control in people with diabetes (n = 240) showed a
significant lowering in fasting glucose (8 comparisons, MD = —0.15 mmol/L; 95% CI:
—0.27, —0.02 mmol/L; 12 = 35%) and HbAlc (8 comparisons, MD = —0.07%: 95% CI:
—0.10, —0.03%; 1?2 = 37%), with no significant effect on fasting insulin or HOMA-IR [35].
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A 2019 SRMA of 40 RCTs (n = 2832) assessing the effect of tree nut or peanut intake in
people with and without diabetes showed no significant effect on fasting glucose or HbAlc,
and subgroup analyses by diabetes status showed no deviation from the main findings
for either outcome [40]. There were a few differences in the inclusion/exclusion criteria
between the 2014 and 2019 SRMAs. The 2019 SRMA [40] included trials using nut oil
or peanuts as a treatment arm, non-isocaloric comparison arms, and studies published
only in English. The 2014 SRMA [35] included only studies using whole tree nuts as the
treatment arm, isocaloric comparison arms, and included studies that were not published
in English. These differences may explain the discrepancy in findings. A more recent
SRMA of RCTs published in 2021 (15 RCTs) assessed the effect of tree nuts on markers
of glycemic control in individuals with T2D and showed no significant impact on fasting
glucose, HbAlc, or postprandial glucose levels; however, the analysis only included RCTs
with a follow-up period of 3 months or less [30]. Between 2020 and 2022 (present day),
several other SRMAs of RCTs have been conducted assessing the effect of a specific nut
type on markers of glycemic control in people with T2D. Two SRMA’s assessed the effect of
almond intake; the first SRMA (8 RCTs) showed a significant lowering in HbAlc but no
impact on fasting glucose, insulin, or HOMA-IR [36], whereas the second SRMA (9 RCTs)
showed no impact on markers of glycemic control, including HbAlc, fasting glucose, and
insulin [37]. Another SRMA assessed the effect of pistachio intake in individuals with T2D,
prediabetes, and metabolic syndrome (6 RCTs), which showed a significant lowering in
fasting glucose and HOMA-IR, but not HbAlc or fasting insulin [34].

Since the publication of the above-mentioned SRMAs, more recent RCTs assessing
the effect of nut consumption on glycemic control in people with diabetes have been
published. In a 3-month RCT, 45 people with T2D were randomized to either an almond-
based, low-carbohydrate diet group or a low-fat diet group. After 3 months, individuals
in the almond-based, low carbohydrate diet group showed a significant improvement in
HbAlc [38]. In another 3-month RCT, 204 individuals with stable coronary artery disease
(~32% of which had diabetes) were randomized to one of three groups: a healthy diet, a
healthy diet plus 30 g/d of pecans or a healthy diet plus 30 mL/d of EVOO. After 12-weeks
there were no significant differences between groups in regard to fasting glucose, HbAlc,
fasting insulin or HOMA-IR [39].

5. Possible Mechanisms of Action of Nuts in Diabetes Prevention and Management

While the possible protective role of nuts in diabetes prevention and management
remains to be established with greater certainty, there is potential for a beneficial impact
given the unique nutritional composition of nuts and the direct and indirect evidence to
date relating relevant dietary constituents with diabetes prevention and management.

There are several proposed and speculative modulatory effects of the constituents of
nuts in the prevention and management of T2D that may act synergistically (summarized
in Figure 1).

Macronutrients, micronutrients, and other bioactive compounds found in nuts have
been suggested to play a role in the regulation of postprandial glycemic and insulinemic
levels. Furthermore, body weight management, control of cellular membrane fluidity and
lipogenic gene expression, anti-inflammatory and antioxidant properties, and protection of
[-cells against glucose toxicity and subsequent impacts on gene expression, microRNAs,
and microbiota/metabolomics leading to regulation of postprandial glucose clearance,
improving pancreatic insulin secretion, and decreasing insulin resistance have also been
implicated with nut consumption or related factors. The following will briefly summarize
available and relevant direct and indirect evidence for possible mechanisms for the impact
of nut consumption on T2D related to macronutrients, micronutrients, other bioactive
compounds, and resulting cellular and molecular mechanisms.
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Figure 1. Summary of potential mechanisms of action for the role nuts may play in diabetes pre-
vention and management. Adapted with permission from Ref. [60]. 2017, Hernandez-Alonso et al.
Abbreviations: CHO, carbohydrate; CMF, cellular membrane fluidity; GI, glycemic index; IR, insulin
resistance; MUFAs, monounsaturated fatty acids; RNA, ribonucleic acid.

5.1. Related to Macronutrient Composition of Nuts
5.1.1. Low Glycemic Index and Fiber

Nuts contain low amounts of available carbohydrates, meaning they do not contribute
significantly to postprandial glycemia [61,62]. However, when nuts are added to foods
with a high available carbohydrate, they demonstrate a dose-dependent reduction in the
glycemic index or relative glycemic response of the composite meal [27,42]. This is thought
to be due to their fat and protein content, which are a source of additional energy when
added to food with highly available carbohydrates [27,61]. Several studies conducted
around 20 years ago demonstrated that an increase in energy density from high-fat, protein,
and/or high-fiber containing foods decreases gastric emptying [27,42,63-65]. Therefore, as
the dose of nuts is increased, the rate of gastric emptying decreases, which may increase
feelings of satiety and would decrease the postprandial glycemic response [27].

Nuts are also a source of dietary fiber [8,9]. Soluble fiber has been shown to increase
the viscosity of intestinal contents and slow down the absorption of nutrients in the
gastrointestinal tract [66]. Consumption of meals/foods containing soluble fiber have been
shown to lower postprandial glycemia [66].

Fiber has also been shown to be resistant to digestion by enzymes in the small intestine
and, as a result, susceptible to fermentation by bacteria in the colon, which leads to the
production of short-chain fatty acids (SCFA) [66]. SCFAs have been shown to reduce hepatic
glucose output and stimulate the secretion of the incretin hormone glucagon-like peptide
1 (GLP-1) [67,68]. GLP-1, as well as other incretins such as gastric inhibitory polypeptide
(GIP), promote the proliferation of beta-cells and their secretion of insulin, which favors the
maintenance of blood glucose levels [69]. As such, the consumption of nuts may slow the
absorption of carbohydrates and stimulate incretin secretion, which can positively impact
glucose homeostasis.
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Furthermore, repeated decreases in postprandial glucose peaks, such as that observed
with nut consumption, have been hypothesized to contribute to decreased inflammation,
oxidation processes, and mitochondrial toxicity, further contributing to reductions in the
risk of diabetes [60].

5.1.2. Fatty Acids: Unsaturated vs. Saturated

Nuts have a high unsaturated fat content [8,9]. Substitution of carbohydrates or
saturated fats (SFA) with unsaturated fats may be responsible for improvements in insulin
sensitivity [40,70]. This was supported by an SRMA of 102 RCTs, which showed replacing
carbohydrates or SFAs with monounsaturated or polyunsaturated fatty acids (MUFAs
or PUFAs, respectively) improved markers of glycemic control, including HbAlc and
HOMA-IR [70,71]. It should be noted that evidence involving the study of PUFAs tended
to include a combination of these fatty acids, including eicosapentaenoic acid (EPA) and
docosahexaenoic acid (DHA) along with alpha-linolenic acid (ALA); whereas, the PUFA
found in nuts is ALA. Accordingly, additional investigation specific to ALA would better
elucidate whether the PUFA content of nuts have the observed beneficial effects observed
across overall PUFAs.

The quality of dietary fat can affect cell membrane composition and function, including
membrane fluidity, insulin receptor binding/affinity, as well as facilitating the movement of
the glucose receptor to the cell surface, which in turn can affect insulin sensitivity [72-75].

Dietary fat quality may also be involved in regulating gene expression and enzyme
activity [72,76]. A diet high in unsaturated fatty acids, in particular, long-chain omega-6
and omega-3 polyunsaturated fatty acids, has been shown to lead to the suppression of
lipogenic genes (genes of lipid synthesis) and induction of genes involved with fatty acid
oxidation, which may reduce hepatic insulin resistance. Saturated fat and monounsaturated
fat, on the other hand, do not appear to impact these same mechanisms. This was supported
by a recent SRMA of 30 RCTs assessing the effect of omega-3 fatty acid supplementation on
several cardiometabolic markers in people with T2D, which showed a significant lowering
in HbAlc, fasting glucose and HOMA-IR [77].

Unsaturated fatty acids from nuts may also stimulate the secretion of GLP-1, which
stimulates the secretion of insulin from beta-cells and promotes the proliferation of beta-
cells and, therefore, improves beta-cell efficiency [70,78,79].

5.2. Related to Micronutrients and Other Bioactive Components of Nuts

A number of minerals, vitamins, and other bioactive components, which may be found
within the nutritional composition of nuts, have been suggested to be protective against
T2D and beneficial in the management of related complications.

5.2.1. Vitamins and Minerals

Nuts, depending on the type, contain relatively high amounts of vitamin E, magne-
sium, and selenium, among other nutrients [7-9]. While direct evidence does not appear to
be currently available for the impact of the content of micronutrients from nut consumption
specifically on the risk and management of T2D, there is evidence from epidemiological
and oral micronutrient supplementation studies suggesting nutrients that are found in
relatively high amounts in nuts may be beneficial.

Evidence from multiple SRMAs has supported the association of specific vitamins
and minerals, analogous to those found in nuts, with markers of glycemic control and pre-
vention of T2D [80-85]. When oral supplementation of antioxidant vitamins and minerals
(such as those found in nuts: vitamin E, selenium, and zinc) were assessed in a SRMA
of RCTs considering people with T2D, supplementation of zinc (30 to 660 mg/day) and
vitamin E (200 to 800 IU/day) reduced HbAlc, and zinc reduced fasting blood sugar. None
of the nut-associated micronutrient supplements were effective in the reduction of insulin,
HOMA-IR, or HOMA-B, and all evidence was considered to be low certainty [85].
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Magnesium has also been associated with beneficial effects on glycemic control. Im-
balances in magnesium status, specifically hypomagnesemia, have been shown to in-
hibit glucose transporter type 4 translocation, increase insulin resistance, and affect lipid
metabolism, oxidative stress, and the antioxidant system of endothelial cells [82]. A
SRMA of 12 observational studies showed significantly lower circulating magnesium
levels in people with prediabetes compared to individuals with good health [83]. Further, a
100 mg/day increase in oral magnesium intake has been associated with a 15% reduction
in T2D risk (SRMA prospective cohort studies, n = 286,668). For perspective, a 100 mg
amount of magnesium is approximately equivalent to the magnesium content in about }
cup of nuts, depending on nut type [8,9]. When considering individuals with T2D, oral
magnesium supplementation, equivalent to just over % cup of nuts, significantly improved
glycemic control indicators, including HbAlc, IL, C-peptide, HOMA-IR, and HOMA-B and
insignificantly decreased fasting blood glucose [86]. However, the impact of magnesium
when consumed as a constituent of nuts may respond differently within the body compared
to an oral magnesium supplement and further investigation may shed light on the possible
role magnesium and/or other micronutrients from the consumption of nuts may have in
the prevention and management of type 2 diabetes.

5.2.2. Phenolics and Other Bioactive Compounds

Nuts are composed of a matrix of other important bioactive compounds, including
polyphenols of various types (e.g., flavonoids, phenolic acids, stilbenes, lignans, other polyphe-
nols) and concentrations (e.g., 126 to 1576 mg total polyphenols per 100 g nuts) [87-89]. There
have been a number of investigations into the polyphenol characteristics of nuts and,
independently, a number of studies have assessed the role of polyphenols in diabetes
progression and management. For example, polyphenols may improve HbAlc and in-
sulin resistance, in addition to having anti-inflammatory and antioxidant properties such
as superoxide dismutase (SOD)-like activity, 1,1-diphenyl-2-picrylhydrazyl (DPPH), and
radical scavenging activity. In these ways, various polyphenols may lower the risk of
developing diabetes and its complications. However, there is limited evidence confirming
the role of polyphenols from nuts in glycemic control, insulin sensitivity, and ultimately
in the prevention and management of diabetes [87,90,91]. Polyphenols in nuts may also
be protective against diabetes by modifying the gut microbiota (discussed further in Sec-
tion 5.4.1). Currently, nuts appear to provide only a small percentage of polyphenols in the
diet based on cohort data and global average nut intake levels [88,89,92]. Yet, consumption
of approximately 50 g/day of nuts could provide the polyphenol dose observed with
reduced T2D incidence [88].

5.3. Related to Body Weight and Adiposity

Approximately 60% to 90% of T2D has been attributable to obesity or weight gain;
moreover, elevated weight can increase the risk of complications and comorbidities in
people with diabetes [93,94] While nuts appear to be relatively high in calculated total
calories and fat, their consumption has not been associated with weight gain nor an
increased risk of overweight or obesity [95]. Conversely, despite their high energy density,
a SRMA of six prospective cohort studies (n = 569,910) and 86 RCTs (n = 5873) indicated nut
intake was associated with lower incidence of overweight/obesity (RR 0.93; 95% CI: 0.88 to
0.98), had no effect on body weight, and meta-regression showed higher nut consumption
to be related to reductions in body weight and body fat [95]. Furthermore, adiposity factors
(i.e., body mass index (BMI) and waist circumference) have been shown to play a role
in mediating the association between nut consumption and markers of glycemic control
(i.e., fasting blood glucose, plasma insulin, HOMA-IR, HbAlc, and OGTT) suggesting a
potential mechanism for the prevention of diabetes risk [11].
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5.4. Related to Cellular and Molecular Mechanisms of Nuts

As briefly noted in Sections 3.1 and 3.2, the nutrient composition and bioactive com-
pounds contained in nuts may play a role in preventing and managing diabetes through
different cellular and molecular mechanisms, including the modulation of gut microbiota,
modifying gene expression, or mediating gene expression through microRNAs (miRNAs).
The following discusses evidence available explicitly related to nuts and these aspects.

5.4.1. Gut Microbiota

Within the complex nutrient matrix of nuts, some of the components, such as fiber
and polyphenols, can reach the colon intact and interact with the gut microbial population
changing its composition and function [66]. The microbial colonic fermentation of undi-
gested fiber and other nutrients from nuts can lead to the production of metabolites, such
as SCFA (e.g., butyrate and propionate), with well-demonstrated positive effects for gut
microbial homeostasis and may serve as a prebiotic [96,97].

SCFAs can induce their beneficial effects on glucose homeostasis by reducing gut
motility and appetite stimulating the expression of peptide YY via the G-protein-coupled
receptors (Gpr4l and Gpr43) [98]. Additionally, SCFAs may activate Gpr41l and Gpr43 on
L-cells subsequently triggering the secretion of GLP-1, which improves glucose homeosta-
sis by increasing the secretion of insulin and decreasing the secretion of glucagon. The
activation of Gpr43 inhibits insulin signalling in adipocytes and fat accumulation in adipose
tissue. Butyrate and propionate promote intestinal gluconeogenesis, reducing the risk of
T2D. Butyrate also suppresses the action of histone deacetylase (HDAC), which induces
insulin resistance by acting in different molecular pathways [99].

Nuts are also rich in polyphenols [87-89], and undigested polyphenols are thought
to exert a prebiotic effect by stimulating the growth and activity of some bacteria, such
as Bifidobacteria, in the digestive tract [100]. Increased levels of fecal Bifidobacteria have
been associated with improved glucose tolerance and diminished inflammatory markers
such as the interleukins IL-6, IL-1x and IL-1f3, tumor necrosis factor «, and monocyte
chemoattractant protein-1 [101].

Considering specific nut types, the effects of almonds on gut microbiota, glycometabolism,
and inflammatory parameters in individuals with T2D have been explored in a systematic
review conducted by Ojo et al. [36]. The results suggest that an almond-based diet could
promote the growth of SCFA-producing bacteria in the gut. Walnuts are also rich in polyphe-
nols and ellagitannins, which are metabolized by intestinal bacteria into urolithins. It has
been shown that walnut supplementation, even if short-term, can impact the metabolism
of ellagitannins to urolithins via gut microbiota by increasing the production of SCFA (such
as acetate, butyrate, and propionate) [102]. This may impact the risk of T2D, as it has been
observed that propionate can reduce serum cholesterol and improve insulin resistance, as
well as promote satiety [103].

5.4.2. Gene Expressions

Some nut components or their metabolites may act at the cellular level, modifying gene
expression. Few studies have analyzed the impact of nut consumption on changes in gene
expression in cells or tissues related to proteins that have important potential effects on
carbohydrate metabolism, insulin resistance, or adiposity. The crossover EPIRDERM Study
assessed the effect of pistachio intake (57 g/d for 4 months) versus a nut-free control diet
on insulin resistance and T2D in participants with prediabetes (n = 54) showing changes in
peripheral leukocyte gene expression and cellular glucose update [78]. Gene expression
data showed that pistachio consumption, compared to control, significantly decreased
the expression of interleukin-6 and resistin. Moreover, pistachio intake was shown to
facilitate glucose transporter gene expression as assessed by SLC2A3 and SLC2A4 which
showed different patterns. For instance, SLC2A4 appeared to be significantly increased
in the control compared to pistachio phases. The percentage of change in cellular glucose
transport activity also differed between the pistachio and control groups. Similarly, a
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significantly increased SLC2A4 protein expression on the surface of lymphocytes has
been described in both individuals with diabetes and impaired glucose metabolism [104].
Consistent with this, attenuation in the expression of glucose transporters, with pistachio
consumption leukocytes, was observed to be significantly expressed in T2D. Therefore,
these results suggest a potential mechanism by which pistachios could lead to an improved
systemic inflammatory profile increasing insulin sensitivity, as has been observed in the
EPIRDERM study.

In a clinical trial conducted in 24 healthy participants, the consumption of hazel-
nuts (40g/d for 6 weeks) did not lead to weight gain, possibly due to the improvement
of the body’s antioxidant capacity by the upregulation of genes [codifying superoxide
dismutase 1 (SOD1), catalase (CAT), macrophage migration inhibitory factor (MIF), per-
oxisome proliferator-activated receptor gamma (PPAR-y), vitamin D receptor (VDR) and
methylenetetrahydrofolate reductase (MTHFR)] implied in oxidant reactions and inflam-
mation [105]. Some of these genes have also been related to insulin resistance or diabetes.

5.4.3. MicroRNAs

Nuts may modulate the expression of genes related to glucose metabolism through
the mediatory effect of nutrients on microRNAs (miRNAs), defined as small non-
coding RNAs with 20 to 25 nucleotides that post-transcriptionally and negatively regulate
gene expression.

In the EPIRDERM Study, seven human circulating miRNAs were selected for anal-
ysis, that are considered widely related to glucose metabolism, insulin resistance status,
prediabetes status, and biomarkers of T2D. The miRNA expression data showed that
of the seven miRNAs studied, after pistachio intervention, circulating miRNA-192 and
375 expressions were significantly lower than in the control phase [78]. Furthermore,
changes in the circulating miRNA-192 and miRNA-375, were positively associated with
plasma glucose, insulin, and HOMA-IR, indicating that an increase in these miRINA levels
mirror an increase in insulin resistance.

Similarly, in another trial involving 10 healthy women, 8 weeks of following a PUFA-
enriched (achieved via daily intake of 30 g of almonds and walnuts) normocaloric diet
resulted in significant modifications to several common miRNAs [106]. Specifically, the
authors found that changes in circulating PUFAs were associated with changes of plasma
miRNA-106a; changes in plasma miRNA-130b and miRNA-221 were associated with
changes in plasma C-reactive protein, and changes in plasma miRNA-125a-5p was associ-
ated with changes in plasma fasting triglycerides and adiponectin.

5.4.4. Metabolomics Modulation

Nutritional metabolomics is an emergent approach to obtaining deeper insights into
diet-disease association that holds great promise in improving our understanding of the
biological effects of nutritional factors and may help to identify potential novel markers of
dietary intake and disease risk [107]. To date, a few studies have evaluated the impact of
nut consumption on plasma or urinary metabolites [108].

Metabolomics has been used as an agnostic machine learning approach to iden-
tify plasma metabolites associated with walnut consumption using data from the PRE-
vencion con Dleta MEDiterranea (PREDIMED) study [109]. A metabolite profile including
19 metabolites (including lipids, purines, acylcarnitines, and certain amino acids) was asso-
ciated with walnut consumption and with a lower risk of T2D incident in a Mediterranean
population at high cardiovascular risk. These findings provide new insights into potential
biological mechanisms explaining the effect of nut consumption on diabetes risk.

6. Current Strengths and Limitations

There are several strengths and limitations of the available evidence. Strengths, in
general, include the relatively long follow-up duration of multiple years observed in the
epidemiological studies and data from various countries allowing for potential general-
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izability of the findings. However, the cross-sectional and prospective cohort studies are
limited by the inability to determine causation. A cross-sectional study design is also
limited by the lack of ability to assess a temporal relationship between the exposure and
the outcome. Additionally, most studies included in this review tended to obtain intake
data via food frequency questionnaires (FFQs). FFQs have inherent weaknesses as they are
subject to possible measurement error and recall bias [110]. Further, data from these FFQs
were limited by the questions asked, as they often assessed a combination of nuts rather
than a specific nut type and did not provide data on their preparation, such as whether
the nuts were salted, spiced, roasted, or raw. Tree nuts and peanuts were often grouped
together in the FFQs and were sometimes also combined within a question, including
seeds and/or legumes. The doses of nut intake studied were also relatively low, even
in the highest quantile of the analyses (with estimated median nut intakes ranging from
0 to 213 g/week), or were not sufficiently described, being presented as times or servings
per day without an equivalent gram amount noted. Moreover, the majority of prospective
cohorts evaluated nut intake at baseline as the dietary exposure; however, dietary habits
may have changed over the course of the study follow-up period. This could have po-
tentially resulted in misclassification of the exposure to nuts, hence biasing results and
possibly explaining null associations observed with T2D. Of note, only a few large cohort
studies have collected repeated measures of nuts and other dietary factors; these include
the Nurses” Health Study and Health Professionals” Follow-up Study [18], in which diet
was assessed every 4 years over 3—4 decades of follow-up. These repeated measures not
only represent long-term dietary habits, but also can reduce measurement errors. Finally, as
aforementioned, some prospective studies assessing the association between the frequency
of nut consumption and diabetes risk have adjusted the analyses for body weight, which is
an important determinant of diabetes and, thus, may lead to an attenuation of potential
associations. Future cohort studies should carefully evaluate the role of body weight in
mediating the association between total and different types of nut consumption and the
risk of T2D.

While evidence from both acute and chronic RCTs in individuals with diabetes sug-
gests nut consumption may improve glycemic control via reductions in fasting glucose
and HbAlc, the effect still needs to be confirmed by updated SRMAs studying individuals
with and without diabetes separately and without mixing interventions of whole nuts with
nut oils or other extracts from nuts. It would also be useful to better understand which
foods should be replaced with nuts in the diet for the most beneficial impact, as the current
trials vary in this regard—some prescribe proportional reductions to all foods, and some
suggest replacing for carbohydrate- or saturated fat-rich foods. In contrast, others provide
no specific instructions on food replacement. Glycemic control assessment methods are
also limited, and there is a lack of direct evidence from clamp studies or from Bergman ’s
minimal model, which may provide a greater understanding of metabolic regulation [111].
Moreover, there is limited trial evidence for the effect of pecans, pine nuts, Brazil nuts,
macadamias, or peanuts in this area. However, since most nut types have similar nutrient
profiles, the findings and associated recommendations are likely to be able to be extended
to include all types of nuts.

In addition to the limitations to the currently available evidence, there are also a
few potential barriers to nut consumption, such as nut-related allergies, cost, dental or
swallowing issues, especially in older adults, and lack of knowledge of health benefits
by health professionals [112]. This, in conjunction with the limited research evidence to
support knowledge and potential recommendations, could potentially explain the relatively
low intake levels of nuts by individuals worldwide [92].

7. Future Directions

Future research is needed to better elucidate the impact of nuts on the prevention and
management of T2D. Given the current research limitations and limited epidemiological
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and clinical trial evidence available, there are several lines of research that could provide
greater insight and better inform diabetes dietary guidelines.

Further investigation via prospective cohorts assessing the impact of nuts on diabetes
incidence and pooled cohort analyses needs to be undertaken. Pooling data from currently
conducted prospective cohorts may provide a relatively cost-effective and informative real-
world way to explore the possible role of nuts in diabetes prevention and complications.
Additionally, more studies in individuals with T2D are needed to demonstrate the impact
of nuts on glycemic control (e.g., HbAlc, etc.). To determine a possible causal effect, con-
ducting larger and longer RCTs (such as a multicentre RCT) evaluating markers of glycemic
control as primary endpoints is needed in order to expand current knowledge to assess the
effect of nuts on diabetes prevention in high-risk participants. Acutely, insulin sensitivity
analysis testing the effect of nut consumption, such as replacing carbohydrates, using the
Bergman Minimal Model of glucose regulation and clamps would aid in increasing the
strength of available evidence.

Further explorations related to metabolomic and metagenomic signatures of nut
consumption in clinical trials and assessing the association in long-term cohort studies of
diabetes incidence and complications would additionally provide greater insights into a
potential diet (nut)-disease (diabetes) association. Then a range of mechanistic molecular
biological studies may be justified when a clear phenomenon, such as reduced insulin
resistance and improved diabetes control, has been established.

8. Conclusions

Of the limited evidence currently available, overall findings suggest higher nut con-
sumption may have beneficial effects on diabetes prevention and management. In particular,
some but not all large cohort studies have found that higher consumption of total nuts,
walnuts, and peanuts was significantly associated with a lower risk of T2D. Moreover,
inclusion of nuts in the diets of individuals may have a beneficial effect on glycemic control
and lower the risk of cardiovascular disease and mortality in those with T2D. In individuals
with T2D, specifically, acute studies have demonstrated reductions in postprandial glucose
levels, and long-term trials have indicated modest positive effects on blood glucose control,
as shown by reductions in HbAlc and fasting blood glucose. Mechanistic pathways provide
further promise for the potential role nut consumption may have in diabetes prevention
and management. Despite all the potential diabetes-related health benefits nuts may pose,
current evidence is not definitive, and there remains much opportunity for future research
to address present weaknesses and limited data in this field to provide more conclusive
evidence on the role of nuts in the prevention and management of diabetes.

Author Contributions: Writing—original draft preparation, S.K.N. and E.V.; writing—review and
editing, SK.N., E.V, CW.CK,, D.J.AJ,EB.H,]JLS., AM., A A. and ].S.-S. All authors have read and
agreed to the published version of the manuscript.

Funding: The NUTS 2022 conference was planned by the Rovira i Virgili University, with all the
expenses of the organization covered by Barcelo Congresos. Barcelo Congresos SA has received
funds from the International Nut & Dried Fruit Council (INC). Researchers did not receive any
additional financial support, aside from travel and accommodation, related to their participation in
the NUTS 2022 conference. Sponsors did not have any role in selecting or inviting the speakers, nor
in the writing or reviewing the proceedings of the conference. S.K.N. is supported by a postdoctoral
fellowship from the Canadian Institutes of Health Research (CIHR, MFE-171207).

Institutional Review Board Statement: Not applicable.
Informed Consent Statement: Not applicable.
Data Availability Statement: Not applicable.

Acknowledgments: We are grateful to the organizers and expert researchers participating in the
NUTS 2022: Where are we and where are we going? conference held in Reus, Spain.



Nutrients 2023, 15, 878

16 of 22

Conflicts of Interest: S.K.N. is a volunteer member of the not-for profit group Plant-Based Canada
and has received a research grant from the INC International Nut and Dried Fruit Council. E.V. is an
employee of Roche and has previously received consulting fees from New Era Nutrition. CW.C.K.
has received grants or research support from the Advanced Food Materials Network, Almond Board
of California, Barilla, Loblaw Brands Ltd., the Peanut Institute, Pulse Canada, and Unilever. He has
received in-kind research support from the Almond Board of California, Barilla, California Walnut
Commission, Kellogg Canada, Loblaw Companies, Nutrartis, Quaker (PepsiCo), the Peanut Institute,
Primo, Unico, Unilever, and WhiteWave Foods/Danone. He has received travel support and/or
honoraria from the Barilla, California Walnut Commission, Canola Council of Canada, General
Mills, International Nut and Dried Fruit Council, International Pasta Organization, Lantmannen,
Loblaw Brands Ltd., Nutrition Foundation of Italy, Oldways Preservation Trust, Paramount Farms,
the Peanut Institute, Pulse Canada, Sun-Maid, Tate & Lyle, Unilever, and White Wave Foods/Danone.
He has served on the scientific advisory board for the International Tree Nut Council, International
Pasta Organization, McCormick Science Institute, and Oldways Preservation Trust. He is a founding
member of the International Carbohydrate Quality Consortium (ICQC), Chair of the Diabetes and Nu-
trition Study Group (DNSG) of the European Association for the Study of Diabetes (EASD), is on the
Clinical Practice Guidelines Expert Committee for Nutrition Therapy of the EASD, and is a Director
of Glycemia Consulting and of the Toronto 3D Knowledge Synthesis and Clinical Trials foundation.
D.J.AJ. has received research grants from Saskatchewan & Alberta Pulse Growers Associations, the
Agricultural Bioproducts Innovation Program through the Pulse Research Network, the Advanced
Foods and Material Network, Loblaw Companies Ltd., Unilever Canada and Netherlands, Barilla,
the Almond Board of California, Pulse Canada, Kellogg’s Company, Canada, Quaker Oats, Canada,
Procter & Gamble Technical Centre Ltd., Bayer Consumer Care, Springfield, NJ, Pepsi/Quaker, Soy
Foods Association of North America, the Coca-Cola Company (investigator initiated, unrestricted
grant), Solae, Haine Celestial, the Sanitarium Company, Orafti, and the Peanut Institute. He has
been on the speaker’s panel, served on the scientific advisory board, and/or received travel support
and/or honoraria from Nutritional Fundamentals for Health (NFH)-Nutramedica, Saint Barnabas
Medical Center, The University of Chicago, 2020 China Glycemic Index (GI) International Conference,
Atlantic Pain Conference, Academy of Life Long Learning, the Almond Board of California, Canadian
Agriculture Policy Institute, Loblaw Companies Ltd., the Griffin Hospital (for the development of the
NuVal scoring system), the Coca-Cola Company, Epicure, Danone, Diet Quality Photo Navigation
(DQPN), Better Therapeutics (FareWell), Verywell, True Health Initiative (THI), Heali AI Corp, Insti-
tute of Food Technologists (IFT), Soy Nutrition Institute (SNI), Herbalife Nutrition Institute (HNI),
Saskatchewan & Alberta Pulse Growers Associations, Sanitarium Company, Orafti, the International
Tree Nut Council Nutrition Research and Education Foundation, the Peanut Institute, Herbalife Inter-
national, Pacific Health Laboratories, Barilla, Metagenics, Bayer Consumer Care, Unilever Canada
and Netherlands, Solae, Kellogg, Quaker Oats, Procter & Gamble, Abbott Laboratories, Dean Foods,
the California Strawberry Commission, Haine Celestial, PepsiCo, the Alpro Foundation, Pioneer
Hi-Bred International, DuPont Nutrition and Health, Spherix Consulting and WhiteWave Foods, the
Advanced Foods and Material Network, the Canola and Flax Councils of Canada, Agri-Culture and
Agri-Food Canada, the Canadian Agri-Food Policy Institute, Pulse Canada, the Soy Foods Association
of North America, the Nutrition Foundation of Italy (NFI), Nutra-Source Diagnostics, the McDougall
Program, the Toronto Knowledge Translation Group (St. Michael’s Hospital), the Canadian College
of Naturopathic Medicine, The Hospital for Sick Children, the Canadian Nutrition Society (CNS), the
American Society of Nutrition (ASN), Arizona State University, Paolo Sorbini Foundation, and the
Institute of Nutrition, Metabolism and Diabetes. He is a member of the International Carbohydrate
Quality Consortium (ICQC). His wife, Alexandra L Jenkins, is a director and partner of INQUIS
Clinical Research for the food industry, his two daughters, Wendy Jenkins and Amy Jenkins, have
published a vegetarian book that promotes the use of the foods described here, The Portfolio Diet
for Cardiovascular Risk Reduction (Academic Press/Elsevier 2020 ISBN:978-0-12- 810510-8), and his
sister, Caroline Brydson, received funding through a grant from the St. Michael’s Hospital Foundation
to develop a cookbook for one of his studies. J.L.S. has received research support from the Canadian
Foundation for Innovation, Ontario Research Fund, Province of Ontario Ministry of Research and
Innovation and Science, Canadian Institutes of health Research (CIHR), Diabetes Canada, American
Society for Nutrition (ASN), International Nut and Dried Fruit Council (INC) Foundation, National
Honey Board (U.S. Department of Agriculture [USDA] honey “Checkoff” program), Institute for the
Advancement of Food and Nutrition Sciences (IAFNS; formerly ILSI North America), Pulse Canada,
Quaker Oats Center of Excellence, The United Soybean Board (USDA soy “Checkoff” program), The



Nutrients 2023, 15, 878 17 of 22

Tate and Lyle Nutritional Research Fund at the University of Toronto, The Glycemic Control and
Cardiovascular Disease in Type 2 Diabetes Fund at the University of Toronto (a fund established by
the Alberta Pulse Growers), The Plant Protein Fund at the University of Toronto (a fund which has re-
ceived contributions from IFF), and The Nutrition Trialists Network Fund at the University of Toronto
(a fund established by an inaugural donation from the Calorie Control Council). He has received food
donations to support randomized controlled trials from the Almond Board of California, California
Walnut Commission, Peanut Institute, Barilla, Unilever/Upfield, Unico/Primo, Loblaw Companies,
Quaker, Kellogg Canada, WhiteWave Foods/Danone, Nutrartis, and Dairy Farmers of Canada. He
has received travel support, speaker fees and/or honoraria from ASN, Danone, Dairy Farmers of
Canada, FoodMinds LLC, Nestlé, Abbott, General Mills, Nutrition Communications, International
Food Information Council (IFIC), Calorie Control Council, International Sweeteners Association, and
International Glutamate Technical Committee. He has or has had ad hoc consulting arrangements
with Perkins Coie LLP, Tate & Lyle, Phynova, and Inquis Clinical Research. He is a former member of
the European Fruit Juice Association Scientific Expert Panel and former member of the Soy Nutrition
Institute (SNI) Scientific Advisory Committee. He is on the Clinical Practice Guidelines Expert
Committees of Diabetes Canada, European Association for the study of Diabetes (EASD), Canadian
Cardiovascular Society (CCS), and Obesity Canada/Canadian Association of Bariatric Physicians
and Surgeons. He serves or has served as an unpaid member of the Board of Trustees and an unpaid
scientific advisor for the Carbohydrates Committee of IAFNS. He is a member of the International
Carbohydrate Quality Consortium (ICQC), Executive Board Member of the Diabetes and Nutrition
Study Group (DNSG) of the EASD, and Director of the Toronto 3D Knowledge Synthesis and Clinical
Trials foundation. His spouse is an employee of AB InBev. A.M. has received funding from the
Almond Board of California and Danon (India). ].S.-S. reported receiving research support from the
Instituto de Salud Carlos III, Ministerio de Educacion y Ciencia, the European Commission, the USA
National Institutes of Health; receiving consulting fees or travel expenses from Instituto Danone
and Abbott Laboratories, receiving nonfinancial support from Patrimonio Comunal Olivarero, the
Almond Board of California, Pistachio Growers and Borges S.A; serving on the board of and receiving
grant support through his institution from the International Nut and Dried Foundation; and personal
fees from Instituto Danone; Serving in the Board of Danone Institute International. The rest of the
authors have declared that no competing interests exist. The funders had no role in the design of the
study; in the collection, analyses, or interpretation of data; in the writing of the manuscript, or in the
decision to publish the results. All other authors declare no conflict of interest. The funders had no
role in the design of the study; in the collection, analyses, or interpretation of data; in the writing of
the manuscript; or in the decision to publish the results.

References

1.  International Diabetes Federation. Diabetes Is “a Pandemic of Unprecedented Magnitude” Now Affecting One in 10 Adults
Worldwide. Diabetes Res. Clin. Pr. 2021, 181, 109133. [CrossRef]

2. International Diabetes Federation IDF Diabetes Atlas 10th Edition. Available online: www.diabetesatlas.org (accessed on
20 November 2022).

3. Mann, J.I.; de Leeuw, I.; Hermansen, K.; Karamanos, B.; Karlstrom, B.; Katsilambros, N.; Riccardi, G.; Rivellese, A.A.; Rizkalla,
S.; Slama, G.; et al. Evidence-Based Nutritional Approaches to the Treatment and Prevention of Diabetes Mellitus. Nutr. Metab.
Cardiovasc. Dis. 2004, 14, 373-394. [CrossRef] [PubMed]

4.  Lifestyle Management: Standards of Medical Care in Diabetes. Diabetes Care 2019, 42, S46-560. [CrossRef] [PubMed]

5. Sievenpiper, J.L.; Chan, C.B.; Dworatzek, P.D.; Freeze, C.; Williams, S.L. Nutrition Therapy. Can. J. Diabetes 2018, 42, 564-579.
[CrossRef] [PubMed]

6. Dyson, PA.; Twenefour, D.; Breen, C.; Duncan, A.; Elvin, E.; Goff, L.; Hill, A.; Kalsi, P; Marsland, N.; McArdle, P; et al. Diabetes
UK Evidence-Based Nutrition Guidelines for the Prevention and Management of Diabetes. Diabet. Med. 2018, 35, 541-547.
[CrossRef]

7. Venkatachalan, M.; Sathe, S.K. Chemical Composition of Selected Edible Nut Seeds. J. Agric. Food Chem. 2006, 54, 4705-4714.
[CrossRef] [PubMed]

8.  Government of Canada Canadian Nutrient File (CNF). Available online: https:/ /food-nutrition.canada.ca/cnf-fce/index-eng jsp
(accessed on 20 November 2022).

9.  U.S. Department of Agriculture (USDA), A.R.S. FoodData Central. Available online: https://fdc.nal.usda.gov/ (accessed on
20 November 2022).

10. Hosseinpour-Niazi, S.; Hosseini, S.; Mirmiran, P.; Azizi, F. Prospective Study of Nut Consumption and Incidence of Metabolic

Syndrome: Tehran Lipid and Glucose Study. Nutrients 2017, 9, 1056. [CrossRef] [PubMed]


http://doi.org/10.1016/j.diabres.2021.109133
www.diabetesatlas.org
http://doi.org/10.1016/S0939-4753(04)80028-0
http://www.ncbi.nlm.nih.gov/pubmed/15853122
http://doi.org/10.2337/dc19-S005
http://www.ncbi.nlm.nih.gov/pubmed/30559231
http://doi.org/10.1016/j.jcjd.2017.10.009
http://www.ncbi.nlm.nih.gov/pubmed/29650114
http://doi.org/10.1111/dme.13603
http://doi.org/10.1021/jf0606959
http://www.ncbi.nlm.nih.gov/pubmed/16787018
https://food-nutrition.canada.ca/cnf-fce/index-eng.jsp
https://fdc.nal.usda.gov/
http://doi.org/10.3390/nu9101056
http://www.ncbi.nlm.nih.gov/pubmed/28946607

Nutrients 2023, 15, 878 18 of 22

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

Mazidi, M.; Vatanparast, H.; Katsiki, N.; Banach, M. The Impact of Nuts Consumption on Glucose/Insulin Homeostasis and
Inflammation Markers Mediated by Adiposity Factors among American Adults. Oncotarget 2018, 9, 31173-31186. [CrossRef]
[PubMed]

Park, S.K.; Oh, C.M,; Jung, J.Y. The Association between Insulin Resistance and the Consumption of Nut Including Peanut, Pine
Nut and Almonds in Working-Aged Korean Population. Public Health Nutr. 2022, 25, 1904-1911. [CrossRef]

Becerra-Tomads, N.; Paz-Graniel, I.; Hernandez-Alonso, P; Jenkins, D.J.A.; Kendall, C.W.C.; Sievenpiper, J.L.; Salas-Salvad¢, J. Nut
Consumption and Type 2 Diabetes Risk: A Systematic Review and Meta-Analysis of Observational Studies. Am. J. Clin. Nutr.
2021, 113, 960-971. [CrossRef]

Pan, A.; Sun, Q.; Manson, J.A.E.; Willett, W.C.; Hu, EB. Walnut Consumption Is Associated with Lower Risk of Type 2 Diabetes in
Women. J. Nutr. 2013, 143, 512-518. [CrossRef]

Arab, L.; Dhaliwal, S.K.; Martin, C.J.; Larios, A.D.; Jackson, N.J.; Elashoff, D. Association between Walnut Consumption and
Diabetes Risk in NHANES. Diabetes Metab. Res. Rev. 2018, 34, €3031. [CrossRef]

Cubas-Basterrechea, G.; Elio, I.; Sumalla-Cano, S.; Aparicio-Obregon, S.; Gonzalez-Antén, C.T.; Mufioz-Cacho, P. The Regular
Consumption of Nuts Is Associated with a Lower Prevalence of Abdominal Obesity and Metabolic Syndrome in Older People
from the North of Spain. Int. ]. Environ. Res. Public Health 2022, 19, 1256. [CrossRef]

Micek, A.; Godos, J.; Cernigliaro, A.; Cincione, R.I; Buscemi, S.; Libra, M.; Galvano, F.; Grosso, G. Total Nut, Tree Nut, and
Peanut Consumption and Metabolic Status in Southern Italian Adults. Int. |. Environ. Res. Public Health 2021, 18, 1847. [CrossRef]
[PubMed]

Liu, G.; Guasch-Ferré, M.; Hu, Y,; Li, Y,; Hu, EB.; Rimm, E.B.; Manson, J.A.E.; Rexrode, KM.; Sun, Q. Nut Consumption in
Relation to Cardiovascular Disease Incidence and Mortality among Patients with Diabetes Mellitus. Circ. Res. 2019, 124, 920-929.
[CrossRef] [PubMed]

Aune, D.; Keum, N.N.; Giovannucci, E.; Fadnes, L.T.; Boffetta, P.; Greenwood, D.C.; Tonstad, S.; Vatten, L.J.; Riboli, E.; Norat,
T. Nut Consumption and Risk of Cardiovascular Disease, Total Cancer, All-Cause and Cause-Specific Mortality: A Systematic
Review and Dose-Response Meta-Analysis of Prospective Studies. BMC. Med. 2016, 14, 207. [CrossRef] [PubMed]

Mori, A.M.; Considine, R.V.; Mattes, R.D. Acute and Second-Meal Effects of Almond Form in Impaired Glucose Tolerant Adults:
A Randomized Crossover Trial. Nutr. Metab. 2011, 8, 6. [CrossRef]

Cohen, A.E,; Johnston, C.S. Almond Ingestion at Mealtime Reduces Postprandial Glycemia and Chronic Ingestion Reduces
Hemoglobin Alc in Individuals with Well-Controlled Type 2 Diabetes Mellitus. Metabolism 2011, 60, 1312-1317. [CrossRef]
Kendall, CW.C.; West, S.G.; Augustin, L.S.; Esfahani, A.; Vidgen, E.; Bashyam, B.; Sauder, K.A.; Campbell, J.; Chiavaroli, L.;
Jenkins, A.L.; et al. Acute Effects of Pistachio Consumption on Glucose and Insulin, Satiety Hormones and Endothelial Function
in the Metabolic Syndrome. Eur. J. Clin. Nutr. 2014, 68, 370-375. [CrossRef]

Kendall, C.W.C.; Esfahani, A.; Josse, A.R.; Augustin, L.S.A.; Vidgen, E.; Jenkins, D.J.A. The Glycemic Effect of Nut-Enriched Meals
in Healthy and Diabetic Subjects. Nutr. Metab. Cardiovasc. Dis. 2011, 21, S34-539. [CrossRef]

Godwin, N.; Roberts, T.; Hooshmand, S.; Kern, M.; Hong, M.Y. Mixed Nuts May Promote Satiety While Maintaining Stable Blood
Glucose and Insulin in Healthy, Obese, and Overweight Adults in a Two-Arm Randomized Controlled Trial. . Med. Food 2019, 22,
427-432. [CrossRef] [PubMed]

Moreira, A.P.B.; Teixeira, T.ES.; Alves, R.D.M.; Peluzio, M.C.G.; Costa, N.M.B.; Bressan, ].; Mattes, R.; Alfenas, R.C.G. Effect
of a High-Fat Meal Containing Conventional or High-Oleic Peanuts on Post-Prandial Lipopolysaccharide Concentrations in
Overweight/Obese Men. . Hum. Nutr. Diet. 2016, 29, 95-104. [CrossRef]

Jenkins, D.J.A.; Kendall, CW.C.; Marchie, A.; Josse, A.R.; Nguyen, T.H.; Faulkner, D.A.; Lapsley, K.G.; Blumberg, J.; Mayer,
J. Almonds reduce biomarkers of lipid peroxidation in older hyperlipidemic subjects. J. Nutr. 2008, 138, 908-913. [CrossRef]
[PubMed]

Josse, AR; Kendall, CW.C.; Augustin, L.S.A ; Ellis, P.R.; Jenkins, D.J.A. Almonds and Postprandial Glycemia-a Dose-Response
Study. Metabolism 2007, 56, 400-404. [CrossRef]

Brown, R.; Ware, L.; Gray, A.R.; Chisholm, A.; Tey, S.L. Snacking on Almonds Lowers Glycaemia and Energy Intake Compared
to a Popular High-carbohydrate Snack Food: An Acute Randomised Crossover Study. Int. |. Environ. Res. Public Health 2021,
18, 10989. [CrossRef]

Bodnaruc, A.M.; Prud’homme, D.; Giroux, I. Acute Effects of an Isocaloric Macronutrient-Matched Breakfast Meal Containing
Almonds on Glycemic, Hormonal and Appetite Responses in Men with Type 2 Diabetes: A Randomized Cross-over Study. Appl.
Physiol. Nutr. Metab. 2020, 45, 520-529. [CrossRef]

Muley, A.; Fernandez, R.; Ellwood, L.; Muley, P.; Shah, M. Effect of Tree Nuts on Glycemic Outcomes in Adults with Type 2
Diabetes Mellitus: A Systematic Review. JBI. Evid. Synth. 2021, 19, 966-1002. [CrossRef]

Salas-Salvadg, J.; Bullé, M.; Babio, N.; Martinez-Gonzalez, M.A.; Ibarrola-Jurado, N.; Basora, J.; Estruch, R.; Covas, M.L; Corella,
D.; Arés, F; 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 2011, 34, 14-19, Erratum in Diabetes Care 2018, 41, 2259-2260. [CrossRef]
[PubMed]

Salas-Salvadg, J.; Bullo, M.; Estruch, R.; Ros, E.; Covas, M.-L,; ria Ibarrola-Jurado, N.; Corella, D.; Ar¢, F.; G6 mez-Gracia, E.;
Ruiz-Gutiérrez, V.; et al. Prevention of Diabetes with Mediterranean Diets. A Subgroup Analysis of a Randomized Trial. Ann.
Intern. Med. 2014, 160, 1-10. [CrossRef] [PubMed]


http://doi.org/10.18632/oncotarget.25168
http://www.ncbi.nlm.nih.gov/pubmed/30131846
http://doi.org/10.1017/S1368980021003803
http://doi.org/10.1093/ajcn/nqaa358
http://doi.org/10.3945/jn.112.172171
http://doi.org/10.1002/dmrr.3031
http://doi.org/10.3390/ijerph19031256
http://doi.org/10.3390/ijerph18041847
http://www.ncbi.nlm.nih.gov/pubmed/33672852
http://doi.org/10.1161/CIRCRESAHA.118.314316
http://www.ncbi.nlm.nih.gov/pubmed/30776978
http://doi.org/10.1186/s12916-016-0730-3
http://www.ncbi.nlm.nih.gov/pubmed/27916000
http://doi.org/10.1186/1743-7075-8-6
http://doi.org/10.1016/j.metabol.2011.01.017
http://doi.org/10.1038/ejcn.2013.275
http://doi.org/10.1016/j.numecd.2011.03.013
http://doi.org/10.1089/jmf.2018.0127
http://www.ncbi.nlm.nih.gov/pubmed/30897012
http://doi.org/10.1111/jhn.12284
http://doi.org/10.1093/jn/138.5.908
http://www.ncbi.nlm.nih.gov/pubmed/18424600
http://doi.org/10.1016/j.metabol.2006.10.024
http://doi.org/10.3390/ijerph182010989
http://doi.org/10.1139/apnm-2019-0559
http://doi.org/10.11124/JBISRIR-D-19-00397
http://doi.org/10.2337/dc10-1288
http://www.ncbi.nlm.nih.gov/pubmed/20929998
http://doi.org/10.7326/M13-1725
http://www.ncbi.nlm.nih.gov/pubmed/24573661

Nutrients 2023, 15, 878 19 of 22

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

Estruch, R.; Ros, E.; Salas-Salvadg, J.; Covas, M.-L,; Corella, D.; Arés, F.; Gémez-Gracia, E.; Ruiz-Gutiérrez, V.; Fiol, M.; Lapetra,
J.; et al. Primary Prevention of Cardiovascular Disease with a Mediterranean Diet Supplemented with Extra-Virgin Olive Oil or
Nuts. N. Engl. ]. Med. 2018, 378, e34. [CrossRef]

Nowrouzi-Sohrabi, P.; Hassanipour, S.; Sisakht, M.; Daryabeygi-Khotbehsara, R.; Savardashtaki, A.; Fathalipour, M. The
Effectiveness of Pistachio on Glycemic Control and Insulin Sensitivity in Patients with Type 2 Diabetes, Prediabetes and Metabolic
Syndrome: A Systematic Review and Meta-Analysis. Diabetes Metab. Syndr. Clin. Res. Rev. 2020, 14, 1589-1595. [CrossRef]
[PubMed]

Viguiliouk, E.; Kendall, CW.C.; Mejia, S.B.; Cozma, A.L; Ha, V.; Mirrahimi, A.; Jayalath, V.H.; Augustin, L.S.A.; Chiavaroli, L.;
Leiter, L.A.; et al. Effect of Tree Nuts on Glycemic Control in Diabetes: A Systematic Review and Meta-Analysis of Randomized
Controlled Dietary Trials. PLoS ONE 2014, 9, 103376, Corrected in PLoS ONE 2014, 9, €109224. [CrossRef] [PubMed]

Ojo, O.; Wang, X.H.; Ojo, O.0.; Adegboye, A.R.A. The Effects of Almonds on Gut Microbiota, Glycometabolism, and Inflammatory
Markers in Patients with Type 2 Diabetes: A Systematic Review and Meta-Analysis of Randomised Controlled Trials. Nutrients
2021, 13, 3377. [CrossRef] [PubMed]

Moosavian, S.P.; Rahimlou, M.; Rezaei Kelishadi, M.; Moradi, S.; Jalili, C. Effects of Almond on Cardiometabolic Outcomes in
Patients with Type 2 Diabetes: A Systematic Review and Meta-Analysis of Randomized Controlled Trials. Phytother. Res. 2022, 36,
1839-1853. [CrossRef] [PubMed]

Ren, M.; Zhang, H.; Qi, ].; Hu, A; Jiang, Q.; Hou, Y.; Feng, Q.; Ojo, O.; Wang, X. An Almond-Based Low Carbohydrate Diet
Improves Depression and Glycometabolism in Patients with Type 2 Diabetes through Modulating Gut Microbiota and Glp-1: A
Randomized Controlled Trial. Nutrients 2020, 12, 3036. [CrossRef]

dos Santos, J.L.; Portal, V.L.; Markoski, M.M.; de Quadros, A.S.; Bersch-Ferreira, A.; Marcadenti, A. Effect of Pecan Nuts and
Extra-Virgin Olive Oil on Glycemic Profile and Nontraditional Anthropometric Indexes in Patients with Coronary Artery Disease:
A Randomized Clinical Trial. Eur. . Clin. Nutr. 2022, 76, 827-834. [CrossRef]

Tindall, A.M.; Johnston, E.A.; Kris-Etherton, PM.; Petersen, K.S. The Effect of Nuts on Markers of Glycemic Control: A Systematic
Review and Meta-Analysis of Randomized Controlled Trials. Am. J. Clin. Nutr. 2019, 109, 297-314. [CrossRef]

Jenkins, D.J.A.; Kendall, CW.C.; Josse, A.R,; Salvatore, S.; Brighenti, F.; Augustin, L.S.A.; Ellis, PR.; Vidgen, E.; Rao, A.V. Almonds
Decrease Postprandial Glycemia, Insulinemia, and Oxidative Damage in Healthy Individuals. J. Nutr. 2006, 136, 2987-2992.
[CrossRef]

Kendall, CW.C; Josse, A.R.; Esfahani, A.; Jenkins, D.J.A. The Impact of Pistachio Intake Alone or in Combination with High-
Carbohydrate Foods on Post-Prandial Glycemia. Eur. J. Clin. Nutr. 2011, 65, 696-702. [CrossRef]

Blanco Mejia, S.; Kendall, C.W.C.; Viguiliouk, E.; Augustin, L.S.; Ha, V.; Cozma, A.I; Mirrahimi, A.; Maroleanu, A.; Chiavaroli, L.;
Leiter, L.A.; et al. Effect of Tree Nuts on Metabolic Syndrome Criteria: A Systematic Review and Meta-Analysis of Randomised
Controlled Trials. BM]J. Open 2014, 4, 4660. [CrossRef]

Schwingshackl, L.; Hoffmann, G.; Igbal, K.; Schwedhelm, C.; Boeing, H. Food Groups and Intermediate Disease Markers: A
Systematic Review and Network Meta-Analysis of Randomized Trials. Am. . Clin. Nutr. 2018, 108, 576-586. [CrossRef] [PubMed]
Eslami, O.; Khorramrouz, F.; Sohouli, M.; Bagheri, N.; Shidfar, F.; Fernandez, M.L. Effect of Nuts on Components of Metabolic
Syndrome in Healthy Adults with Overweight/Obesity: A Systematic Review and Meta-Analysis. Nutr. Metab. Cardiovasc. Dis.
2022, 32, 2459-2469. [CrossRef]

Mates, L.; Popa, D.S.; Rusu, M.E.; Fizesan, I.; Leucuta, D. Walnut Intake Interventions Targeting Biomarkers of Metabolic
Syndrome and Inflammation in Middle-Aged and Older Adults: A Systematic Review and Meta-Analysis of Randomized
Controlled Trials. Antioxidants 2022, 11, 1412. [CrossRef] [PubMed]

Neale, E.P; Guan, V.; Tapsell, L.C.; Probst, Y.C. Effect of Walnut Consumption on Markers of Blood Glucose Control: A Systematic
Review and Meta-Analysis. Br. J. Nutr. 2020, 124, 641-653. [CrossRef]

Jamshidi, S.; Moradi, Y.; Nameni, G.; Mohsenpour, M.A.; Vafa, M. Effects of Cashew Nut Consumption on Body Composition
and Glycemic Indices: A Meta-Analysis and Systematic Review of Randomized Controlled Trials. Diabetes Metab. Syndr. Clin. Res.
Rev. 2021, 15, 605-613. [CrossRef]

Parilli-Moser, I.; Hurtado-Barroso, S.; Guasch-Ferré, M.; Lamuela-Raventés, R.M. Effect of Peanut Consumption on Cardiovascular
Risk Factors: A Randomized Clinical Trial and Meta-Analysis. Front. Nutr. 2022, 9. [CrossRef] [PubMed]

Asbaghi, O.; Moodi, V.; Neisi, A.; Shirinbakhshmasoleh, M.; Abedi, S.; Oskouie, FEH.; Eslampour, E.; Ghaedi, E.; Miraghajani, M.
The Effect of Almond Intake on Glycemic Control: A Systematic Review and Dose—Response Meta-Analysis of Randomized
Controlled Trials. Phytother. Res. 2022, 36, 395-414. [CrossRef]

Lee-Bravatti, M.A.; Wang, J.; Avendano, E.E.; King, L.; Johnson, E.J.; Raman, G. Almond Consumption and Risk Factors for
Cardiovascular Disease: A Systematic Review and Meta-Analysis of Randomized Controlled Trials. Adv. Nutr. 2019, 10, 1076-1088.
[CrossRef] [PubMed]

Petersen, K.S.; Murphy, J.; Whitbread, J.; Clifton, PM.; Keogh, J.B. The Effect of a Peanut-Enriched Weight Loss Diet Compared to
a Low-Fat Weight Loss Diet on Body Weight, Blood Pressure, and Glycemic Control: A Randomized Controlled Trial. Nutrients
2022, 14, 2986. [CrossRef]

Caldas, A.PS.; Rocha, D.M.U.P; Dionisio, A.P.; Hermsdorff, HH.M.; Bressan, ]J. Brazil and Cashew Nuts Intake Improve Body
Composition and Endothelial Health in Women at Cardiometabolic Risk (Brazilian Nuts Study): A Randomised Controlled Trial.
Br. J. Nutr. 2022, 128, 1747-1757. [CrossRef]


http://doi.org/10.1056/NEJMoa1800389
http://doi.org/10.1016/j.dsx.2020.07.052
http://www.ncbi.nlm.nih.gov/pubmed/32947760
http://doi.org/10.1371/journal.pone.0103376
http://www.ncbi.nlm.nih.gov/pubmed/25076495
http://doi.org/10.3390/nu13103377
http://www.ncbi.nlm.nih.gov/pubmed/34684378
http://doi.org/10.1002/ptr.7365
http://www.ncbi.nlm.nih.gov/pubmed/35443097
http://doi.org/10.3390/nu12103036
http://doi.org/10.1038/s41430-021-01045-7
http://doi.org/10.1093/ajcn/nqy236
http://doi.org/10.1093/jn/136.12.2987
http://doi.org/10.1038/ejcn.2011.12
http://doi.org/10.1136/bmjopen-2013-004660
http://doi.org/10.1093/ajcn/nqy151
http://www.ncbi.nlm.nih.gov/pubmed/30535089
http://doi.org/10.1016/j.numecd.2022.07.015
http://doi.org/10.3390/antiox11071412
http://www.ncbi.nlm.nih.gov/pubmed/35883903
http://doi.org/10.1017/S0007114520001415
http://doi.org/10.1016/j.dsx.2021.02.038
http://doi.org/10.3389/fnut.2022.853378
http://www.ncbi.nlm.nih.gov/pubmed/35433776
http://doi.org/10.1002/ptr.7328
http://doi.org/10.1093/advances/nmz043
http://www.ncbi.nlm.nih.gov/pubmed/31243439
http://doi.org/10.3390/nu14142986
http://doi.org/10.1017/S000711452100475X

Nutrients 2023, 15, 878 20 of 22

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.
64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

Luo, C.; Zhang, Y,; Ding, Y.; Shan, Z.; Chen, S.; Yu, M,; Hu, EB.; Liu, L. Nut Consumption and Risk of Type 2 Diabetes,
Cardiovascular Disease, and All-Cause Mortality: A Systematic Review and Meta-Analysis. Am. . Clin. Nutr. 2014, 100, 256-269.
[CrossRef]

Guo, K;; Zhou, Z,; Jiang, Y.; Li, W.; Li, Y. Meta-Analysis of Prospective Studies on the Effects of Nut Consumption on Hypertension
and Type 2 Diabetes Mellitus. ]. Diabetes 2015, 7, 202-212. [CrossRef]

Wu, L.; Wang, Z.; Zhu, J.; Murad, A.L.; Prokop, L.J.; Murad, M.H. Nut Consumption and Risk of Cancer and Type 2 Diabetes: A
Systematic Review and Meta-Analysis. Nutr. Rev. 2015, 73, 409-425. [CrossRef]

Zhou, D; Yu, H.; He, E; Reilly, KH.; Zhang, J.; Li, S.; Zhang, T.; Wang, B.; Ding, Y.; Xi, B. Nut Consumption in Relation to
Cardiovascular Disease Risk and Type 2 Diabetes: A Systematic Review and Meta-Analysis of Prospective Studies. Am. |. Clin.
Nutr. 2014, 100, 270-277. [CrossRef]

Schwingshackl, L.; Hoffmann, G.; Lampousi, A.M.; Kniippel, S.; Igbal, K.; Schwedhelm, C.; Bechthold, A.; Schlesinger, S.; Boeing,
H. Food Groups and Risk of Type 2 Diabetes Mellitus: A Systematic Review and Meta-Analysis of Prospective Studies. Eur. J.
Epidemiol. 2017, 32, 363-375. [CrossRef]

Afshin, A.; Micha, R.; Khatibzadeh, S.; Mozaffarian, D. Consumption of Nuts and Legumes and Risk of Incident Ischemic Heart
Disease, Stroke, and Diabetes: A Systematic Review and Meta-Analysis. Am. J. Clin. Nutr. 2014, 100, 278-288. [CrossRef]
Hernandez-Alonso, P.; Camacho-Barcia, L.; Bull, M.; Salas-Salvadd, J. Nuts and Dried Fruits: An Update of Their Beneficial
Effects on Type 2 Diabetes. Nutrients 2017, 9, 673. [CrossRef]

Jenkins, D.J.A.; Hu, EB.; Tapsell, L.C.; Josse, A.R.; Kendall, C.W.C. Possible Benefit of Nuts in Type 2 Diabetes. ]. Nutr. 2008, 138,
17525-1756S. [CrossRef]

Kendall, CW.C,; Josse, A.R.; Esfahani, A.; Jenkins, D.J.A. Nuts, Metabolic Syndrome and Diabetes. Br. |. Nutr. 2010, 104, 465-473.
[CrossRef]

Calbet, J.A.; MacLean, D.A. Role of Caloric Content on Gastric Emptying in Humans. J. Physiol. 1997, 498, 553-559. [CrossRef]
Hunt, J.N.; Stubbs, D.F. The Volume and Energy Content of Meals as Determinants of Gastric Emptying. J. Physiol. 1975, 245,
209-225. [CrossRef]

Peracchi, M.; Gebbia, C.; Ogliari, C.; Fraquelli, M.; Vigano, R.; Baldassarri, A.; Bianchi, P.A.; Conte, D. Influence of Caloric Intake
on Gastric Emptying of Solids Assessed by 13C-Octanoic Acid Breath Test. Scand. . Gastroenterol. 2000, 35, 814-818. [CrossRef]
Dikeman, C.L.; Fahey, G.C. Viscosity as Related to Dietary Fiber: A Review. Crit. Rev. Food Sci. Nutr. 2006, 46, 649-663. [CrossRef]
Tolhurst, G.; Heffron, H.; Lam, Y.S.; Parker, H.E.; Habib, A.M.; Diakogiannaki, E.; Cameron, J.; Grosse, J.; Reimann, E.; Gribble,
F.M. Short-Chain Fatty Acids Stimulate Glucagon-like Peptide-1 Secretion via the G-Protein-Coupled Receptor FFAR2. Diabetes
2012, 61, 364-371. [CrossRef]

Russell, W.R.; Baka, A.; Bjorck, I.; Delzenne, N.; Gao, D.; Griffiths, H.R.; Hadjilucas, E.; Juvonen, K.; Lahtinen, S.; Lansink, M.; et al.
Impact of Diet Composition on Blood Glucose Regulation. Crit. Rev. Food Sci. Nutr. 2016, 56, 541-590. [CrossRef]

Heppner, KM.; Perez-Tilve, D. GLP-1 Based Therapeutics: Simultaneously Combating T2DM and Obesity. Front. Neurosci. 2015,
9, 92. [CrossRef]

Kim, Y.; Keogh, ].B.; Clifton, P.M. Benefits of Nut Consumption on Insulin Resistance and Cardiovascular Risk Factors: Multiple
Potential Mechanisms of Actions. Nutrients 2017, 9, 1271. [CrossRef]

Imamura, F; Micha, R.; Wu, J.H.Y.; de Oliveira Otto, M.C.; Otite, FO.; Abioye, A .L; Mozaffarian, D. Effects of Saturated Fat,
Polyunsaturated Fat, Monounsaturated Fat, and Carbohydrate on Glucose-Insulin Homeostasis: A Systematic Review and
Meta-Analysis of Randomised Controlled Feeding Trials. PLoS Med. 2016, 13, e1002087. [CrossRef]

Risérus, U.; Willett, W.C.; Hu, EB. Dietary Fats and Prevention of Type 2 Diabetes. Prog. Lipid Res. 2009, 48, 44-51. [CrossRef]
Storlien A’, L.H.; Pan, D.A.; Kriketos, A.D.; O’connor, J.; Caterson, I.D.; Cooney, G.J.; Jenkins, A.B.; Baur, L.A. Skeletal Muscle
Membrane Lipids and Insulin Resistance. Lipids 1996, 31, S261-5265. [CrossRef]

Ginsberg, B.H.; Brown, T.J.; Simon, I.; Spector, A.A. Effect of the Membrane Lipid Environment on the Properties of Insulin
Receptors. Diabetes 1981, 30, 773-780. [CrossRef]

Kien, C.L. Dietary Interventions for Metabolic Syndrome: Role of Modifying Dietary Fats. Curr. Diab. Rep. 2009, 9, 43-50.
[CrossRef]

Clarke, S.D.; Williams, L. The Multi-Dimensional Regulation of Gene Expression by Fatty Acids: Polyunsaturated Fats as Nutrient
Sensors. Curr. Opin. Lipidol. 2004, 15, 13-18. [CrossRef]

Khalili, L.; Valdes-Ramos, R.; Harbige, L.S. Effect of N-3 (Omega-3) Polyunsaturated Fatty Acid Supplementation on Metabolic and
Inflammatory Biomarkers and Body Weight in Patients with Type 2 Diabetes Mellitus: A Systematic Review and Meta-Analysis
of RCTs. Metabolites 2021, 11, 742. [CrossRef]

Hernandez-Alonso, P.; Giardina, S.; Salas-Salvado, J.; Arcelin, P.; Bullo, M. Chronic Pistachio Intake Modulates Circulating
MicroRNAs Related to Glucose Metabolism and Insulin Resistance in Prediabetic Subjects. Eur. J. Nutr. 2017, 56, 2181-2191.
[CrossRef]

Rajaram, S.; Sabaté, ]. Nuts, Body Weight and Insulin Resistance. Br. |. Nutr. 2006, 96, S79-586. [CrossRef]

Vinceti, M.; Filippini, T.; Rothman, K.J. Selenium Exposure and the Risk of Type 2 Diabetes: A Systematic Review and Meta-
Analysis. Eur. ]. Epidemiol. 2018, 33, 789-810. [CrossRef]

Zhao, ].V.; Schooling, C.M.; Zhao, J.X. The Effects of Folate Supplementation on Glucose Metabolism and Risk of Type 2 Diabetes:
A Systematic Review and Meta-Analysis of Randomized Controlled Trials. Ann. Epidemiol. 2018, 28, 249-257.el. [CrossRef]


http://doi.org/10.3945/ajcn.113.076109
http://doi.org/10.1111/1753-0407.12173
http://doi.org/10.1093/nutrit/nuv006
http://doi.org/10.3945/ajcn.113.079152
http://doi.org/10.1007/s10654-017-0246-y
http://doi.org/10.3945/ajcn.113.076901
http://doi.org/10.3390/nu9070673
http://doi.org/10.1093/jn/138.9.1752S
http://doi.org/10.1017/S0007114510001546
http://doi.org/10.1113/jphysiol.1997.sp021881
http://doi.org/10.1113/jphysiol.1975.sp010841
http://doi.org/10.1080/003655200750023174
http://doi.org/10.1080/10408390500511862
http://doi.org/10.2337/db11-1019
http://doi.org/10.1080/10408398.2013.792772
http://doi.org/10.3389/fnins.2015.00092
http://doi.org/10.3390/nu9111271
http://doi.org/10.1371/journal.pmed.1002087
http://doi.org/10.1016/j.plipres.2008.10.002
http://doi.org/10.1007/BF02637087
http://doi.org/10.2337/diab.30.9.773
http://doi.org/10.1007/s11892-009-0009-6
http://doi.org/10.1097/00041433-200402000-00004
http://doi.org/10.3390/metabo11110742
http://doi.org/10.1007/s00394-016-1262-5
http://doi.org/10.1017/BJN20061867
http://doi.org/10.1007/s10654-018-0422-8
http://doi.org/10.1016/j.annepidem.2018.02.001

Nutrients 2023, 15, 878 21 of 22

82.

83.

84.

85.

86.

87.

88.

89.

90.

91.

92.

93.

94.

95.

96.

97.

98.

99.

100.

101.
102.

103.

104.

105.

106.

107.

Feng, J.; Wang, H.; Jing, Z.; Wang, Y.; Cheng, Y.; Wang, W.; Sun, W. Role of Magnesium in Type 2 Diabetes Mellitus. Biol. Trace.
Elem. Res. 2020, 196, 74-85. [CrossRef]

Ebrahimi Mousavi, S.; Ghoreishy, S.M.; Hemmati, A.; Mohammadi, H. Association between Magnesium Concentrations and
Prediabetes: A Systematic Review and Meta-Analysis. Sci. Rep. 2021, 11, 24388. [CrossRef]

Larsson, S5.C.; Wolk, A. Magnesium Intake and Risk of Type 2 Diabetes: A Meta-Analysis. |. Intern. Med. 2007, 262, 208-214.
[CrossRef]

Kazemi, A.; Ryul Shim, S.; Jamali, N.; Hassanzadeh-Rostami, Z.; Soltani, S.; Sasani, N.; Mohsenpour, M.A; Firoozi, D.; Basirat, R.;
Hosseini, R.; et al. Comparison of Nutritional Supplements for Glycemic Control in Type 2 Diabetes: A Systematic Review and
Network Meta-Analysis of Randomized Trials. Diabetes Res. Clin. Pr. 2022, 191, 110037. [CrossRef]

Elderawi, W.A.; Naser, I.A.; Taleb, M.H.; Abutair, A.S. The Effects of Oral Magnesium Supplementation on Glycemic Response
among Type 2 Diabetes Patients. Nutrients 2019, 11, 44. [CrossRef]

Vitale, M.; Masulli, M.; Rivellese, A.A.; Bonora, E.; Cappellini, E; Nicolucci, A.; Squatrito, S.; Antenucci, D.; Barrea, A.; Bianchi, C.;
et al. Dietary Intake and Major Food Sources of Polyphenols in People with Type 2 Diabetes: The TOSCA.IT Study. Eur. J. Nutr.
2018, 57, 679-688. [CrossRef]

Godos, J.; Marventano, S.; Mistretta, A.; Galvano, F.; Grosso, G. Dietary Sources of Polyphenols in the Mediterranean Healthy
Eating, Aging and Lifestyle (MEAL) Study Cohort. Int. J. Food. Sci. Nutr. 2017, 68, 750-756. [CrossRef]

Tresserra-Rimbau, A.; Medina-Remodn, A.; Pérez-Jiménez, J.; Martinez-Gonzalez, M.A.; Covas, M.IL.; Corella, D.; Salas-Salvado, J.;
Gomez-Gracia, E.; Lapetra, J.; Aros, F; et al. Dietary Intake and Major Food Sources of Polyphenols in a Spanish Population at
High Cardiovascular Risk: The PREDIMED Study. Nutr. Metab. Cardiovasc. Dis. 2013, 23, 953-959. [CrossRef]

Xiao, J.B.; Hogger, P. Dietary Polyphenols and Type 2 Diabetes: Current Insights and Future Perspectives. Curr. Med. Chem. 2014,
22,23-38. [CrossRef]

Rienks, J.; Barbaresko, J.; Oluwagbemigun, K.; Schmid, M.; Nothlings, U. Polyphenol Exposure and Risk of Type 2 Diabetes:
Dose-Response Meta-Analyses and Systematic Review of Prospective Cohort Studies. Am. . Clin. Nutr. 2018, 108, 49-61.
[CrossRef]

INC International Nut & Dried Fruit Council. Nuts & Dried Fruits Statistical Yearbook 2019/2020; Reus, Spain, 2021. Available
online: https://inc.nutfruit.org/technical-projects/ (accessed on 20 November 2022).

Wharton, S.; Pedersen, S.D.; Lau, D.C.W.; Sharma, A.M. Weight Management in Diabetes. Can. . Diabetes 2018, 42, S124-5129.
[CrossRef]

Anderson, ].W.; Kendall, CW.C,; Jenkins, D.J.A. Importance of Weight Management in Type 2 Diabetes: Review with Meta-
Analysis of Clinical Studies. J. Am. Coll. Nutr. 2003, 22, 331-339. [CrossRef]

Nishi, S.K.; Viguiliouk, E.; Blanco Mejia, S.; Kendall, C.W.C.; Bazinet, R.P.; Hanley, A.].; Comelli, E.M.; Salas Salvads, J.; Jenkins,
D.J.A.; Sievenpiper, J.L. Are Fatty Nuts a Weighty Concern? A Systematic Review and Meta-Analysis and Dose-Response
Meta-Regression of Prospective Cohorts and Randomized Controlled Trials. Obes. Rev. 2021, 22, €13330. [CrossRef]
Muralidharan, J.; Gali¢, S.; Hernandez-Alonso, P.; Bullo, M.; Salas-Salvado, J. Plant-Based Fat, Dietary Patterns Rich in Vegetable
Fat and Gut Microbiota Modulation. Front. Nutr. 2019, 6, 157. [CrossRef] [PubMed]

Fitzgerald, E.; Lambert, K.; Stanford, J.; Neale, E.P. The Effect of Nut Consumption (Tree Nuts and Peanuts) on the Gut Microbiota
of Humans: A Systematic Review. Br. . Nutr. 2021, 125, 508-520. [CrossRef]

Portincasa, P; Bonfrate, L.; Vacca, M.; de Angelis, M.; Farella, I.; Lanza, E.; Khalil, M.; Wang, D.Q.H.; Sperandio, M.; di Ciaula, A.
Gut Microbiota and Short Chain Fatty Acids: Implications in Glucose Homeostasis. Int. J. Mol. Sci. 2022, 23, 1105. [CrossRef]
Khan, S.; Jena, G. The Role of Butyrate, a Histone Deacetylase Inhibitor in Diabetes Mellitus: Experimental Evidence for
Therapeutic Intervention. Epigenomics 2015, 7, 669-680. [CrossRef]

Cao, H.; Ou, J.; Chen, L.; Zhang, Y.; Szkudelski, T.; Delmas, D.; Daglia, M.; Xiao, J. Dietary Polyphenols and Type 2 Diabetes:
Human Study and Clinical Trial. Crit. Rev. Food Sci. Nutr. 2019, 59, 3371-3379. [CrossRef]

Kim, Y.A.; Keogh, ].B.; Clifton, PM. Polyphenols and Glycemic Control. Nutrients 2016, 8, 17. [CrossRef]

Garcia-Mantrana, I.; Calatayud, M.; Romo-Vaquero, M.; Espin, J.C.; Selma, M.V.; Collado, M.C. Urolithin Metabotypes Can
Determine the Modulation of Gut Microbiota in Healthy Individuals by Tracking Walnuts Consumption over Three Days.
Nutrients 2019, 11, 2483. [CrossRef]

Riviere, A.; Selak, M.; Lantin, D.; Leroy, F.; de Vuyst, L. Bifidobacteria and Butyrate-Producing Colon Bacteria: Importance and
Strategies for Their Stimulation in the Human Gut. Front. Microbiol. 2016, 7, 979. [CrossRef]

Bernat-Karpiriska, M.; Piatkiewicz, P.; Czech, A.; Wierzbicki, P. The Expression of Particular Glucose Transporters and Insulin
Resistance Indicators in the Risk Groups of Type 2 Diabetes—a Two-Year Follow-Up. Endokrynol. Pol. 2012, 63, 212-219.

di Renzo, L.; Cioccoloni, G.; Bernardini, S.; Abenavoli, L.; Aiello, V.; Marchetti, M.; Cammarano, A.; Alipourfard, I.; Ceravolo, I;
Gratteri, S. A Hazelnut-Enriched Diet Modulates Oxidative Stress and Inflammation Gene Expression without Weight Gain. Oxid.
Med. Cell. Longev. 2019, 2019, 4683723. [CrossRef]

Ortega, FJ.; Cardona-Alvarado, M.L; Mercader, ].M.; Moreno-Navarrete, ].M.; Moreno, M.; Sabater, M.; Fuentes-Batllevell, N.;
Ramirez-Chévez, E.; Ricart, W.; Molina-Torres, J.; et al. Circulating Profiling Reveals the Effect of a Polyunsaturated Fatty
Acid-Enriched Diet on Common MicroRNAs. J. Nutr. Biochem. 2015, 26, 1095-1101. [CrossRef] [PubMed]

Guasch-Ferre, M.; Bhupathiraju, S.N.; Hu, F.B. Use of Metabolomics in Improving Assessment of Dietary Intake. Clin. Chem. 2018,
64, 82-98. [CrossRef]


http://doi.org/10.1007/s12011-019-01922-0
http://doi.org/10.1038/s41598-021-03915-3
http://doi.org/10.1111/j.1365-2796.2007.01840.x
http://doi.org/10.1016/j.diabres.2022.110037
http://doi.org/10.3390/nu11010044
http://doi.org/10.1007/s00394-016-1355-1
http://doi.org/10.1080/09637486.2017.1285870
http://doi.org/10.1016/j.numecd.2012.10.008
http://doi.org/10.2174/0929867321666140706130807
http://doi.org/10.1093/ajcn/nqy083
https://inc.nutfruit.org/technical-projects/
http://doi.org/10.1016/j.jcjd.2017.10.015
http://doi.org/10.1080/07315724.2003.10719316
http://doi.org/10.1111/obr.13330
http://doi.org/10.3389/fnut.2019.00157
http://www.ncbi.nlm.nih.gov/pubmed/31681786
http://doi.org/10.1017/S0007114520002925
http://doi.org/10.3390/ijms23031105
http://doi.org/10.2217/epi.15.20
http://doi.org/10.1080/10408398.2018.1492900
http://doi.org/10.3390/nu8010017
http://doi.org/10.3390/nu11102483
http://doi.org/10.3389/fmicb.2016.00979
http://doi.org/10.1155/2019/4683723
http://doi.org/10.1016/j.jnutbio.2015.05.001
http://www.ncbi.nlm.nih.gov/pubmed/26092372
http://doi.org/10.1373/clinchem.2017.272344

Nutrients 2023, 15, 878 22 of 22

108.

109.

110.
111.
112.

Garcia-Aloy, M.; Hulshof, P.J.M.; Estruel-Amades, S.; Osté, M.C ].; Lankinen, M.; Geleijnse, ].M.; de Goede, ].; Ulaszewska, M.;
Mattivi, F.; Bakker, S.J.L.; et al. Biomarkers of Food Intake for Nuts and Vegetable Oils: An Extensive Literature Search. Genes
Nutr. 2019, 14, 7. [CrossRef]

Guasch-Ferré, M.; Hernandez-Alonso, P.; Drouin-Chartier, J.P.; Ruiz-Canela, M.; Razquin, C.; Toledo, E.; Li, J.; Dennis, C.;
Wittenbecher, C.; Corella, D.; et al. Walnut Consumption, Plasma Metabolomics, and Risk of Type 2 Diabetes and Cardiovascular
Disease. J. Nutr. 2021, 151, 303-311. [CrossRef]

Willett, W. Nutritional. Epidemiology, 3rd ed.; Oxford University Press: New York, NY, USA, 2012; ISBN 9780199754038.
Bergman, R.N. Origins and History of the Minimal Model of Glucose Regulation. Front. Endocrinol. 2021, 11, 583016. [CrossRef]
Neale, E.P; Tran, G.; Brown, R.C. Barriers and Facilitators to Nut Consumption: A Narrative Review. Int. |. Environ. Res. Public
Health 2020, 17,9127. [CrossRef]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.


http://doi.org/10.1186/s12263-019-0628-8
http://doi.org/10.1093/jn/nxaa374
http://doi.org/10.3389/fendo.2020.583016
http://doi.org/10.3390/ijerph17239127

	Introduction 
	Effect of Nut Consumption on Measures of Glucose Metabolism 
	Nuts and Diabetes Prevention 
	Epidemiological Evidence 
	Clinical Trial Evidence 

	Nuts and Diabetes Management 
	Epidemiological Evidence 
	Clinical Trial Evidence 

	Possible Mechanisms of Action of Nuts in Diabetes Prevention and Management 
	Related to Macronutrient Composition of Nuts 
	Low Glycemic Index and Fiber 
	Fatty Acids: Unsaturated vs. Saturated 

	Related to Micronutrients and Other Bioactive Components of Nuts 
	Vitamins and Minerals 
	Phenolics and Other Bioactive Compounds 

	Related to Body Weight and Adiposity 
	Related to Cellular and Molecular Mechanisms of Nuts 
	Gut Microbiota 
	Gene Expressions 
	MicroRNAs 
	Metabolomics Modulation 


	Current Strengths and Limitations 
	Future Directions 
	Conclusions 
	References

