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Unveiling the influence of daily dietary patterns on
brain cortical structure: insights from bidirectional
Mendelian randomization}
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Cognitive impairment is a significant concern in aging populations. This study utilized Mendelian randomization
analysis to explore the impact of dietary habits and macro-nutrients on cortical structure. A bidirectional
Mendelian randomization approach was employed, incorporating large-scale genetic data on dietary habits
and brain cortical structure. The results did not reveal significant causal relationships between dietary factors
and overall cortical structure and thickness. However, specific dietary factors showed associations with cortical
structure in certain regions. For instance, fat intake affected six cortical regions, while milk, protein, fruits, and
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water were associated with changes in specific regions. Reverse analysis suggested that cortical thickness
influenced the consumption of alcohol, carbohydrates, coffee, and fish. These findings contribute to under-
standing the potential mechanisms underlying the role of dietary factors in cognitive function changes and
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Introduction

Cognitive impairment is observed during the aging process,
spanning from mild cognitive impairment to Alzheimer’s
disease (AD). This condition is prevalent in all individuals.
According to the 2021 mortality statistics from the National
Center for Health Statistics in the United States, AD is the
leading cause of death." Current treatment approaches primar-
ily focus on alleviating symptoms,” The amalgamation of stem
cell therapy and nanoparticles in current research holds prom-
ising potential for advancing our understanding and enhan-
cing approaches to the diagnosis, treatment, and study of neuro-
degenerative diseases.” However, despite these promising
developments, there remains a deficit in effective interventions
for cognitive impairment disorders. This indicates the need
for preventive measures to mitigate the burden of cognitive
impairment in the post-aging period.

Certain dietary patterns have been found to reduce the risk
of cognitive impairment. High adherence to the
Mediterranean diet (MeDi)* and the Mediterranean-DASH
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provide evidence supporting the existence of the gut—brain axis.

intervention for Neurodegenerative Delay diet® (MIND) has
been associated with a decreased risk of cognitive impairment,
as evidenced by clinical trials and meta-analyses.*” In addition
to dietary patterns, variations in the intake ratios of specific
nutrients, including protein, fat, and carbohydrates, can exert
an influence on cognitive function.® A deficiency of dietary
fiber, a type of carbohydrate, is associated with cognitive
impairment and has been linked to disruptions in gut micro-
biota in mouse models, ultimately contributing to cognitive
decline.’

To investigate the potential correlation between dietary pat-
terns, nutrients, and changes in brain structure, recent studies
examining the relationship between diet and imaging bio-
markers have shown that greater adherence to MeDi is associ-
ated with greater brain volume'® and greater frontal, parietal
and occipital volumes and mean cortical thickness (TH),
higher intake of legumes and fish was related to increased cor-
tical TH, while higher intake of carbohydrates and sugars was
associated with lower olfactory cortex TH.'' While there is a
correlation suggested by these studies between dietary pat-
terns, nutrients, and brain structure, it remains unclear
whether any causal relationship exists.

Mendelian randomization (MR) is a novel approach to
assess the causal relationship between risk factors associated
with outcomes using genetic instrumental variables (IVs). MR
analysis has been utilized to investigate causal relationships
between alcohol consumption,'® coffee intake,"® cereal con-
sumption,™ and cognitive function, as well as associations
between systemic inflammatory markers,"® blood biochemistry
traits,'® and cortical structure. However, the causal relation-
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ship between dietary habits, macro-nutrients, and cortical
structure has not been firmly established.

In conclusion, we know that diet has a certain impact on
cognitive function, and there is an association between dietary
measures and changes in brain structure as assessed by MRI.
However, the directionality of this association remains uncer-
tain. In this study, we employed a two-sample MR analysis to
elucidate the potential causal relationship between 19 dietary
habits and four macro-nutrients on brain cortical structure
(Fig. 1), providing feasible strategies for early prevention and
improvement of cognitive impairment.

Materials and methods
Data sources for dietary factors

The data on dietary factors used in this study were derived
from recent large-scale genome-wide association study (GWAS)
on dietary habits."” Here, the genetic heritability and GWAS
analysis were reported for both single food item quantitative traits
and principal component-derived dietary patterns analyzed using
food frequency questionnaire data from 449210 individuals of
European ancestry in the UK. For all variables, linear mixed
model association tests were performed using the BOLT-LMM
software (V2.3.2) to account for relatedness. LDstore v1.157 was
employed to calculate linkage disequilibrium (LD) and identify
Single nucleotide polymorphisms (SNPs) in high LD (+* > 0.80)
with any of the 77229 SNPs in the 95% credible set. Strict
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Bonferroni correction thresholds (P < 0.05/460317 = 1.09 x 107)
were applied to all pairwise tests between 143 dietary habits and
3219 highly correlated or overlapping Neale Lab GWAS traits. A
total of 814 LD-independent loci (defined as >500 kb apart) were
identified, surpassing genome-wide significance (P < 5.0 x 107%).
For more detailed information about this study, please refer to
the published research.

Data sources for macronutrients

The summary statistics of GWAS related to dietary composition
were derived from the SSGAC19 consortium.'® GWAS analyses
were conducted on four dietary composition phenotypes—rela-
tive intake of fat, carbohydrates, protein, and sugar—in indi-
viduals of European ancestry. The initial discovery analysis was
performed within the UK Biobank, and replication analyses
were conducted in several other GWAS cohorts, including
ALSPAC, DietGen, EPIC InterAct, Fenland, FHS, HRS, Lifelines,
RSI/II/III, and WHI (GARNET, HIPFX, and WHIMS+). Notably,
DietGen specifically analyzed the intake of fat, protein, and
carbohydrates as a percentage of total energy intake. Hence,
the final sample sizes were Nsugar = 235391 and Nfat =
Nprotein = Ncarbohydrate = 268 922. The relative intake of
carbohydrates, fat, and protein was assessed through compre-
hensive food questionnaires, measuring either the intake from
the previous day (UKB) or habitual intake (other cohorts). The
relative intake was defined as constant nutrient intake
adjusted for total energy intake. Standard quality control
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Fig. 1 Using Mendelian randomization to study the causal relationship between dietary factors and cortical brain structure.
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measures were applied to each GWAS dataset to ensure data
integrity and accuracy.

Data sources for the surface area (SA) and TH of the cerebral
cortex

The GWAS data related to cortical brain structure were
obtained from the ENIGMA consortium."® MRI was used to
measure the SA and TH of the cortical regions in a total of
51665 individuals from 60 cohorts worldwide. The cortical
regions were roughly parcellated based on the Desikan-
Killiany atlas, defining 34 regions, and the boundaries
between sulcal landmarks were determined to demarcate the
regions.”® Genetic associations were computed using an addi-
tive model within each cohort, adjusting for covariates such as
age, age squared, sex, age-by-sex interaction, the first four mul-
tidimensional scaling components, diagnostic status (when
cohorts followed a case-control design), and scanner-specific
virtual variables if applicable. It is important to note that our
study utilized results from 49 cohorts of European ancestry
participants from the ENIGMA consortium, excluding the UK
Biobank (n = 23 909).

Selection of genetic IVs

This study employed the following criteria to select IVs. (1)
SNPs that reached the genome-wide significance level (P < 5.0
x 107®) for association with each dietary habit category were
considered as potential IVs. (2) LD of SNPs was calculated
using data from European samples of the 1000 Genomes
Project as a reference, with a truncation threshold of R* <
0.001 and a clustering window of 10 000 kb. When SNPs were
in LD, the SNP with the lowest P-value was retained. (3) To
account for horizontal pleiotropy, methods such as MR-Egger
and MR-PRESSO were employed in this study. MR-PRESSO
global test was used to identify horizontal pleiotropy.
MR-PRESSO outlier test was used to assess heterogeneity and
obtain significant P-values for each SNP, thereby excluding
horizontal pleiotropy. (4) The effect allele was inferred using
allele frequency information, which is referred to as “action
27,

MR analysis

In this study, we employed several different MR methods,
including inverse-variance weighted (IVW), MR-Egger,
weighted median, weighted mode, and MR-PRESSO, to assess
the causal relationship between dietary habits and cortical
brain structure. The primary MR analysis was conducted using
the IVW method. This method combines Wald ratio estimates
for each SNP into a single causal estimate for each risk factor,
where each estimate is obtained by dividing the SNP-outcome
association by the SNP-exposure association. If there is no
horizontal pleiotropy, the IVW results are unbiased.”! The
flowchart of the study is shown in Fig. 2. To assess the poten-
tial impact of horizontal pleiotropy, we conducted MR-Egger
regression. MR-Egger regression is based on the InSIDE
(Instrument Strength Independent of Direct Effect) assump-
tion, which states that the intercept term is equal to zero in
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the absence of horizontal pleiotropy. If the intercept term is
zero, it suggests the absence of horizontal pleiotropy, and the
results of MR-Egger regression are consistent with IVW.>? In
the presence of horizontal pleiotropy, the slope coefficient of
MR-Egger regression provides a consistent estimate of the
causal effect. Additionally, MR-PRESSO was employed to test
for pleiotropy. Its function includes identifying horizontal
pleiotropy and analyzing it by removing significant outliers to
detect and attempt to reduce horizontal pleiotropy.>®

We calculated the F-statistic for each valid SNP using the
following algorithm:>*

FStatistic( ﬁ)f ) .
se(fy)

If the corresponding F-statistic is greater than 10, it is con-
sidered to have no significant weak instrument bias.

A false discovery rate (FDR) was used to correct all P value.
The significance threshold was set at g.adjusted < 0.05. When
P <0.05 and g > 0.05, it is considered that there is a potential
association between dietary habits and cortical brain structure.
Therefore, our results fall into two scenarios: (1) if the results
of action 2 are significant and remain significant after FDR
correction, it indicates a highly significant association; (2) if
the results of action 2 are significant but become non-signifi-
cant after FDR correction, it suggests a potential association.

We also performed a reverse MR analysis on dietary habits
to further evaluate their potential causal impact on cortical
structure. In this step, due to the limited number of SNPs
available for some cortical regions, we used a P-value threshold
of P< 5.0 x 107, consistent with the methodology employed in
the forward MR analysis.

Results
Selection of IVs

In the initial stage, under the genome-wide significance
threshold (P < 5.0 x 107%), a total of 97 275 SNPs were identi-
fied across 23 dietary habits. Additional details regarding the
selected instrumental instruments can be found in ESI 2.}
Following clumping and harmonization, a total of 2749 IVs
were identified. For detailed information on IVs related to
each dietary habit and cortical brain regions, please refer to
ESI 3.1 Subsequently, by removing SNPs identified to have
multicollinearity through MR-PRESSO outlier test and
MR-Egger regression (both MR-PRESSO global test P > 0.05
and MR-Egger regression P > 0.05), we ensured that the
remaining IVs were free from any horizontal pleiotropy.

Diet and global analysis

At the global level, we conducted MR analyses on SA and TH of
the global cortical brain using 23 different dietary habits. We
employed five MR(IVW, MR-Egger, weighted median, weighted
mode, and MR-PRESSO) analysis methods and found that
increased frequency of total beef intake (f = 5763.16; 95% CI:

This journal is © The Royal Society of Chemistry 2023
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Fig. 2 The whole workflow of MR analysis.

1202.48, 10323.83; P = 0.013) and daily cup consumption of
tea (f = 3423.52; 95% CI: 703.01, 6144.02; P = 0.014) were
associated with increased SA, but showed no causal relation-
ship with TH. Drinking hot water temperature (f = —0.029;
95% CI: —0.05, —0.01; P = 0.017) and frequency of non-oily fish
intake (§ = —0.029; 95% CI: —0.05, —0.01; P = 0.005) were
associated with decreased TH, but showed no causal relation-
ship with SA. However, after FDR correction, none of the above
results remained statistically significant (g = 0.12, 0.12, 0.20,

This journal is © The Royal Society of Chemistry 2023
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0.11). Additional detailed information can be found in ESI 1,
Sections 1.2 and 1.4, as well as Table 3.2 in ESI 3,7 providing
further insights into the data.

Association between dietary habits and cortical TH and SA in
34 brain regions

At the level of functional parcellation analysis, we conducted
MR analysis on 34 globally weighted brain regions, examining
their SA and cortical TH in relation to 23 dietary habits. All the

Food Funct., 2023, 14,10418-10429 | 10421
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Table 1 Full significant association of MR estimates for the association between food type and cerebral cortex. SA: surface area; THICK: thickness;
freshfruit_piecesperday: pieces of fresh fruit per day; milk_typeused_bin5: milk type: full cream; milk_typeused_bin9: milk type: skimmed; water_-

glassesperday: glasses of water per day

Food type (exposure) Cerebral cortex (outcome) MR method nsnp F 95% CI p-Value g-Value
Fat SA_inferiortemporal IVW(MRE) 5 31.6 (55.76, 172.99) 1.30x107* 2.95x107°
SA_middletemporal IVW(MRE) 5 31.6  (47.51,105.34) 2.20x1077  7.48x107°
SA_parsopercularis IVW(MRE) 5 31.6 (-119.97, —36.4) 2.40x 107" 4.08x107°
SA_postcentral IVW(MRE) 5 31.6  (32.6,138.9) 1.60x107° 218 x 1072
THICK_caudalmiddlefrontal ~IVW(MRE) 5 31.6  (-0.03,-0.02) 1.50x107°  1.02x1077
THICK_superiorfrontal IVW(MRE) 5 31.6  (=0.05,-0.01) 4.00x107°  4.53x1072
Freshfruit_piecesperday = THICK insula IVW(MRE) 74 29.36  (0.02, 0.06) 3.80 x 107> 2.58x 1073
Milk_typeused_bin5 SA_precentral IVW(MRE) 5 31.64  (—713.99,-139.89)  3.60 x 10~° 4.08 x 107>
SA_supramarginal IVW(MRE) 5 31.64  (152.16,443.11) 6.10x107°  1.28x107°
THICK_entorhinal IVW(MRE) 5 31.64  (0.06,0.22) 5.60x107"  7.62x107°
THICK _insula IVW(MRE) 5 31.64  (—0.11, —0.05) 2.40x10™°  8.16x107°
THICK_precuneus IVW(MRE) 5 31.64  (—0.06, —0.03) 4.00x1072 272 x1071°
Milk_typeused_bin9 SA_lingual IVW(MRE) 5 3223  (-182.41,-51.51)  4.60x107*  1.56 x 107>
SA_precentral IVW(MRE) 5 3223 (93.89, 440.72) 2.50x10™°  4.25x 1072
SA_superiorfrontal IVW(MRE) 5 32.23  (100.25, 318.47) 1.70x10™* 116 x 1072
THICK_entorhinal IVW(MRE) 5 32.23  (—0.22, —0.06) 1.10x10™° 249 x 1072
Protein THICK _frontalpole IVW(MRE) 7 32.04  (—0.16, —0.04) 6.30x107*  4.28x107>
Water_glassesperday SA_lateraloccipital IVW(MRE) 59 28.58  (53.81, 186.86) 3.90 x 107* 2.65x 1072

results from this stage can be obtained from Table 1.1 and 1.3
in ESI 1, as well as Table 3.1 in ESI 3.1 Our findings revealed
significant influences of 6 dietary habits on the cortical struc-
ture of 18 functional brain regions (Table 1). As shown in
Fig. 3, specifically, an increase in the daily consumption of
fresh fruits was associated with higher TH in the insula (8 =
0.041; 95% CI: 0.02, 0.06; ¢ = 0.0026). The use of whole milk
significantly impacted the cortical structure of 5 brain regions,
with increased SA in the supramarginal (8 = 297.63; 95% CI:
152.16, 443.11; g = 0.0013) and increased TH in the entorhinal
(= 0.14; 95% CI: 0.06, 0.22; g = 0.0076), and decreased SA in
the precentral (f = —426.94; 95% CI: —713.99, —139.89; q =
0.041), TH in the insula (8 = —0.079; 95% CI: —0.11, —0.05; ¢ =
0.000082), and precuneus (f = —0.043; 95% CIL: —0.06, —0.03; ¢
= 0.00000000027). The consumption of skim milk had signifi-
cant effects on the cortical structure of 4 brain regions,
increasing SA in the precentral (f = 267.30; 95% CI: 93.89,
440.72; g = 0.043) and superior frontal (8 = 209.36; 95% CI:
100.25, 318.47; ¢ = 0.012), while decreasing SA in the lingual (3
= —116.96; 95% CI: —182.41, —51.51; g = 0.016) and TH in the
entorhinal (f = —0.14; 95% CI: —0.22, —0.06; g = 0.025). A
higher daily water intake was associated with increased SA in
the lateral occipital (8 = 120.34; 95% CI: 53.81, 186.86; q =
0.027). In the presence of fat intake, the cortical structure of 6
brain regions showed changes, including increased SA in the
inferior temporal (8 = 114.37; 95% CI: 55.76, 172.99; g =
0.0029), middle temporal (f = 76.43; 95% CI: 47.51, 105.34; g =
0.0000075), and postcentral (f = 85.75; 95% CI: 32.60, 138.90;
g = 0.022), and decreased SA in the pars opercularis (f =
—78.18; 95% CI: —119.97, —36.4; g = 0.0041), and TH in the
caudal middle frontal (8 = —0.024; 95% CI: —0.03, —0.02; ¢ =
0.00000010) and superior frontal (f = —0.030; 95% CI: —0.05,
—0.01; g = 0.045), as well as decreased TH in the frontal pole (3
= —0.10; 95% CI: —0.16, —0.04; ¢ = 0.043) in response to
protein consumption.

10422 | Food Funct., 2023, 14,10418-10429

Sensitivity analyses

In this study, all MR methods produced consistent estimates
of the direction of causal association in the results. The forest
plot, funnel plot, leave-one-out plot, and scatter plots are pro-
vided in the ESI 9 (Fig. 3-101). The F-statistics for all IVs were
greater than 10, indicating the mitigation of bias caused by
weak IVs. Additionally, as shown in ESI 4, based on the ana-
lysis of MR-Egger regression intercept, there was no significant
evidence of directional horizontal pleiotropy.

Reverse MR analysis

Detailed information on the selected IVs for reverse MR ana-
lysis can be found in ESI 6.1 Subsequently, in ESI 7,f we
present the SNPs after clumping and harmonization. Based on
the results of the reverse MR analysis, as shown in ESI 5
(Tables 5.3 and 5.41), we found significant evidence of associ-
ation between brain cortical structure and dietary factors
(Table 2). As depicted in Fig. 4, we observed that an increase in
cortical TH in the caudal anterior cingulate (cACC) promotes
the use of carbohydrates (f = 0.29; 95% CI: 0.12, 0.45; g =
0.031), while an increase in TH in the lateral orbitofrontal and
lateral occipital inhibits the use of coffee (f = —0.29, —0.48;
95% CI: —0.45, —0.13; —0.71, —0.24; g = 0.01, 0.0037).
Moreover, an increase in TH in the paracentral region sup-
presses the consumption of oily fish (f = —0.47; 95% CI: —0.72,
—0.23; g = 0.012), and an increase in TH in the cACC inhibits
alcohol intake (f = —0.18; 95% CI: 0.28, —0.09; g = 0.0095).
Additionally, an increase in SA in the medial orbitofrontal
cortex (OFC) suppresses the consumption of non-oily fish (f =
—0.00027; 95% CI: 0, 0, g = 0.000018). We found that, following
sensitivity analysis (see ESI 9), the causal relationships
between them are unlikely to be biased by horizontal
pleiotropy.

This journal is © The Royal Society of Chemistry 2023
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Fig. 3 Mendelian randomization results of causal effects between food type and cortical regions.

95% CI

55.76. 172.99
47.51, 105.34
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32.6.138.9
-0.03. -0.02
-0.05. -0.01
0.02, 0.06
-713.99, -139.89
152.16, 443.11
0.06. 0.22
-0.11, -0.05
-0.06. -0.03
-182.41, -51.51
93.89. 440.72
100.25, 318.47
-0.22, -0.06
-0.16. -0.04
53.81, 186.86

P-value

1.30E-04
2.20E-07
2.40E-04
1.60E-03
1.50E-09
4.00E-03
3.80E-05
3.60E-03
6.10E-05
5.60E-04
2.40E-06
4.00E-12
4.60E-04
2.50E-03
1.70E-04
1.10E-03
6.30E-04
3.90E-04
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q-value

2.95E-03
7.48E-06
4.08E-03
2.18E-02
1.02E-07
4.53E-02
2.58E-03
4.08E-02
1.28E-03
7.62E-03
8.16E-05
2.72E-10
1.56E-02
4.25E-02
1.16E-02
2.49E-02
4.28E-02
2.65E-02

Table 2 Full significant association of MR estimates for the association between cerebral cortex and food type. SA: Surface area; THICK: Thickness;
alcohol_overallfreq: Alcohol consumption; coffee_cupsperday: Cups of coffee per day; nonoilyfish_overallfreq: Non-oily fish consumption; oilyfi-
sh_overallfreq: Oily fish consumption

This journal is © The Royal Society of Chemistry 2023

Fig. 4 Mendelian randomization results of causal effects between cortical regions and food type.

Cerebral cortex (exposure) Food type(outcome) MR method nsnp F 95% CI p-Value g-Value
THICK_caudalanteriorcingulate ~ Alcohol_overallfreq IVW(MRE) 10 20.72  (-0.28,-0.09)  1.40x10™*  9.52x107°
Carbohydrate IVW(MRE) 9 20.72  (0.12, 0.45) 6.30x107*  3.09x 1072
THICK _lateraloccipital Coffee_cupsperday IVW(MRE) 13 20.75  (=0.71,-0.24)  5.50x107°  3.74x 107>
THICK_lateralorbitofrontal Coffee_cupsperday IVW(MRE) 7 20.6 (=0.45, —0.13) 4.20x107* 1.43 x 1072
SA_medialorbitofrontal Nonoilyfish_overallfreq IVW(MRE) 10 22.02 (0,0) 2.70 x 1077 1.84x107°
THICK_paracentral Oilyfish_overallfreq IVW(MRE) 14 20.25 (=0.72, —0.23) 1.80x 107" 1.22x1072
Cerebral cortex(exposure) Food type(outcome) Beta 95% CI P-value q-value
THICK caudalanteriorcingulate  alcohol overallfreq = -0.18 -0.28,-0.09 1.40E-04  9.52E-03
THICK caudalanteriorcingulate ~ Carbohydrate - 0.29 0.12,0.45 6.30E-04  3.09E-02
THICK lateraloccipital coffee cupsperday - -0.48 -0.71,-0.24  5.50E-05  3.74E-03
THICK lateralorbitofrontal coffee cupsperday . -0.29 -0.45,-0.13  4.20E-04  1.43E-02
SA_medialorbitofrontal nonoilyfish_overallfreq -2.70E-04 0,0 2.70E-07  1.84E-05
THICK paracentral oilyfish_overallfreq - -0.47 -0.72,-0.23  1.80E-04  1.22E-02
-1 06 0 05081
«Protect Risk—
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Discussion

In this study, we systematically assessed the causal relation-
ship between genetically predicted dietary preferences and
brain cortical structure. Multiple dietary habits were found to
influence the structure of specific brain regions, and altera-
tions in the cortical structure of certain regions also affect
dietary habits, suggesting potential interactions between
dietary habits and cortical structure of the brain. Our results
indicate that while certain dietary habits may have an impact
on the overall cortical TH or SA of the brain, the effects are not
statistically significant.

Our study revealed that the consumption of whole milk is
associated with a decrease in the SA of the precentral gyrus, as
well as a decrease in the cortical TH of the insula and precuneus.
Whole milk contains milk fat.>> which is high in saturated fatty
acids (SFAs) and has been associated with atherosclerosis, cardio-
vascular diseases,”®*” cognitive decline, and dementi.*®** The
precuneus, a densely connected central region in the brain,*° is
involved in the default mode network (DMN).*' and plays a
crucial role in AD development.®* The precentral gyrus, known as
the primary motor cortex, is actively involved in cognitive activi-
ties.*® Previous studies have found reduced gray matter volume in
the precentral gyrus of carriers of the apolipoprotein E (APOE)-e4
allele, which is a recognized risk gene for AD.>* The anterior
insula has been implicated in cognitive neurodegenerative dis-
orders, including AD-related hallucinations. Therefore, it can be
inferred that certain non-beneficial components present in whole
milk may contribute to cognitive impairments related to AD by
altering the cortical TH of the brain. The underlying mechanisms
warrant further investigation.

Skimmed milk, characterized by its reduced fat content
compared to whole milk, consequently exhibits a lower con-
centration of SFAs. Our research findings indicate that the con-
sumption of skim milk leads to an increase in SA within the
precentral gyrus, as opposed to the impact of whole milk con-
sumption. This observation substantiates our earlier hypoth-
esis that SFAs in whole milk may exert an influence on cortical
structures associated with cognition. Furthermore, the intake
of skim milk results in an augmented SA within the superior
frontal cortex, while fat consumption elicits an opposing
effect. Aggressive behavior in patients with AD has been linked
to cortical TH in the left superior frontal gyrus (SFG),***” and
an appropriate dietary fat intake may mitigate this symptom
by reducing the SA of the superior frontal cortex. Notably, it is
intriguing to observe that the consumption of skim milk con-
currently diminishes TH in the entorhinal cortex and SA in the
lingual cortex, whereas an opposing protective effect is noted
for TH in the entorhinal cortex when whole milk is consumed.
The entorhinal and lingual cortices are recognized brain struc-
tures associated with AD,”®*? and it is worth noting that high
blood glucose levels are a recognized risk factor for AD. The
influence of whole milk on the timing of gastric emptying may
favor the regulation of blood glucose.*® This could potentially
elucidate the protective effect of whole milk on the presence of
TH in the entorhinal cortex.
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The relationship between dietary fat intake and the heigh-
tened risk of AD has been extensively investigated. Prior
studies have established a connection between elevated fat and
saturated SFA intake with hyperinsulinemia, which, in turn,
has been associated with an increased susceptibility to AD.*"*?
Consistent with these findings, our results showed that fat
consumption resulted in a reduction in SA of the pars opercu-
laris cortex, as well as the TH of the caudal middle frontal and
superior frontal cortices. Intriguingly, we also observed an
increase in the SA of the inferior temporal, middle temporal,
and postcentral cortices. It is noteworthy that ketone bodies,
metabolic byproducts of fat metabolism, have been suggested
to protect against neuronal loss by preventing apoptosis and
necrosis. Consequently, the ketogenic diet has gained interest
as a potential therapy for neurodegenerative conditions such
as AD.** This proposition may offer an explanation for the
observed increase in SA within specific brain regions as identi-
fied in our study.

Fresh fruits are key components of the MeDi, known for
their rich antioxidants and vitamins. These antioxidants and
anti-inflammatory polyphenols in fruits and vegetables are
believed to have anti-aging effects.** Recent research has indi-
cated that the consumption of fruits rich in vitamin C, gera-
niol, anthocyanins, and total flavonoids, such as strawberries,
may lower the risk of AD.*> Correspondingly, our findings
support this hypothesis by showing an increase in cortical TH
of the insula associated with fresh fruit consumption.

Limited research exists regarding the role of protein in the
diet of individuals with AD. Some researchers propose that a
sufficient lifelong protein supply may have preventive effects
against AD.*®*” Additionally, the right frontal pole has
emerged as a significant predictor of prodromal symptoms in
AD patients.*® Contrary to expectations, our findings reveal a
reduction in the cortical TH of the frontal pole associated with
protein consumption. Notably, an animal study demonstrated
that AD mice fed a high-protein/low-carbohydrate diet exhibi-
ted lower brain weight compared to those on a standard diet,*
aligning with our results. Nonetheless, further investigation is
required to determine the implications of these findings on
the aging human brain.

Our study revealed that a higher daily water consumption is
associated with an increase in the cortical SA of the lateral
occipital region. However, despite numerous studies on temp-
erature,®® lithium,* and aluminum®® content in drinking
water in relation to AD, there is currently a lack of research
exploring the correlation between water intake volume and AD.

In our reverse MR analysis, we observed that an increase in
the cortical TH of the cACC was associated with higher carbo-
hydrate intake and reduced alcohol consumption. The ACC
plays a pivotal role in the brain’s reward circuitry. Research
has shown that foods rich in sugar and fat can enhance the
brain’s response to food and associative learning independent
of food cues or rewards.> This suggests that frequent con-
sumption of sugary foods may lead to changes in brain
activity, reinforcing a preference for such foods. Additionally,
alcohol addiction progresses through various stages, with posi-
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tive reinforcement being characteristic of early-stage addiction
and later stages involving negative reinforcement.>*>*> Alcohol
and certain opioid drugs can reduce mesolimbic dopamine
signaling in the midbrain after dependence and cessation,
resulting in a loss of reward and pleasure.’®>® The midbrain-
limbic reward pathway has been targeted in addiction treat-
ment with some success.>® This may explain the observed
increase in ACC cortical TH in the reward circuitry and the
subsequent reduction in alcohol consumption. Nevertheless,
further research is required to fully comprehend the complex
relationship between ACC cortical TH, carbohydrate intake,
and alcohol consumption.

An increase in cortical TH in the lateral occipital and lateral
OFC is linked to a decrease in coffee consumption. The OFC
receives information related to the taste, smell, visual, and tex-
tural properties of food.°® Additionally, the OFC handles
various forms of reward-related data, including social cues,®
while the lateral OFC plays a role in processing aversive and
subjectively unpleasant stimuli.®> A study has demonstrated
that a larger SA of the lateral OFC reliably predicts reduced
indulgence in calorie-dense foods.®® Similarly, considering the
involvement of the lateral OFC in modulating behavior during
punishment or non-rewarding stimuli,*"®> we speculate that
the decrease in caffeine intake may be due to the greater sensi-
tivity of the larger lateral OFC cortical TH to the non-rewarding
attributes of caffeine. The lateral occipital cortex is responsible
for the processing and analysis of visual information. Research
has indicated that brain regions involved in prioritizing visual
processing, reward, and sensory experience, including the
lateral occipital cortex, exhibit differential blood oxygen level
dependent activity based on the energy density of food, with
higher reactivity to high-energy density foods compared to low-
energy density foods.®’ Coffee, being a low-energy density
food, may not elicit significant sensitivity in the lateral occipi-
tal cortex, which appears to be more responsive to high-energy
density foods.

Finally, we observed that an increase in the cortical SA of
the medial OFC is associated with a decrease in the consump-
tion of non-oily fish, while an increase in the cortical TH of
the paracentral region is associated with a decrease in the con-
sumption of oily fish. Omega-3 fatty acids, an important com-
ponent of oily fish, have been found to improve brain function
and slow the progression of dementia.®® However, there is cur-
rently no research available on the association between the
cortical structure of the medial orbitofrontal and paracentral
regions and omega-3 fatty acids.

Our study provides evidence suggesting that dietary factors
can influence the TH or SA of specific brain regions. However,
the underlying mechanisms remain unclear. Increasing evi-
dence suggests a close association between neurological and
psychiatric disorders and disturbances in gut microbial com-
position, leading to the formulation of the microbe-gut-brain
axis concept. This concept posits that the gut microbiota may
participate in neuroendocrine-immune regulation, influencing
neuropsychiatric disorders.®® Importantly, dietary patterns
have been shown to alter gut microbiota composition,®” and
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the interplay between environmental risk factors associated
with cognitive impairment can shape the gut microbiota’s
species composition. Furthermore, certain dietary and hypoxic
stress-responsive bacteria derived from the gut microbiota may
disrupt hippocampal function and cognition.®® it is plausible
that the microbial-gut-brain axis serves as one of the mecha-
nisms through which diet impacts cerebral cortex structure.
However, the precise biological mechanisms involved in this
process warrant further investigation.

This study has several limitations. Firstly, the participants
we selected were all of European descent, so the causal
relationship between dietary factors and cortical structure in
other populations remains unclear. Secondly, in the reverse
MR analysis, we used a significance threshold of P < 5 x 107°
to select IVs, which may include false positive variants and
introduce bias. However, when we used a more stringent sig-
nificance threshold of P < 5 x 1078, several food items did not
have available IVs, and these unselected SNPs may also be
associated with the outcomes of interest. Moreover, previous
studies have successfully identified bidirectional causal
relationships between adult physical activity and depression
using more lenient P-values (P < 1 x 10~°).%° Therefore, in our
reverse MR analysis, we adopted a more lenient threshold to
identify potential associations between cortical structure and
dietary factors. Finally, although our study provides some evi-
dence for the causal relationship between dietary factors and
cortical structure, the detailed biological mechanisms under-
lying these relationships still require further investigation.

Conclusions

In conclusion, this two-sample MR study revealed causal
relationships between certain dietary habits and cortical TH or
SA in the brain. Further research is needed to elucidate the
impact of dietary habits on cortical structure, including the
specific mechanisms involved. This study contributes to
further elucidating the potential mechanisms by which dietary
factors play a role in cognitive function changes, and provides
evidence for the existence of the gut-brain axis.
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