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Abstract: Several anticancer properties have been largely attributed to phenolics in in vivo and
in vitro studies, but epidemiologic evidence is still scarce. Furthermore, some classes have not been
studied in relation to gastric cancer (GC). The aim of this study was to assess the relationship between
the intake of phenolic acids, stilbenes, and other phenolics and the risk of developing GC and its
anatomical and histological subtypes. We used data from a multi-case-control study (MCC-Spain)
obtained from different regions of Spain. We included 2700 controls and 329 GC cases. Odds
ratios (ORs) were calculated using mixed effects logistic regression considering quartiles of phenolic
intake. Our results showed an inverse association between stilbene and lignan intake and GC risk
(ORq4 vs. Q1 = 0.47; 95% CI: 0.32-0.69 and ORqy s, 1 = 0.53; 95% CI: 0.36-0.77, respectively). We
found no overall association between total phenolic acid and other polyphenol class intake and GC
risk. However, hydroxybenzaldehydes (ORqy4 vs. @1 = 0.41; 95% CI: 0.28-0.61), hydroxycoumarins
(ORQ4vs. Q1 = 0.49; 95% CI: 0.34-0.71), and tyrosols (ORq4 vs. @1 = 0.56; 95% CI: 0.39-0.80) were
inversely associated with GC risk. No differences were found in the analysis by anatomical or
histological subtypes. In conclusion, a diet high in stilbenes, lignans, hydroxybenzaldehydes,
hydroxycoumarins, and tyrosols was associated with a lower GC risk. Further prospective studies
are needed to confirm our results.

Keywords: diet; epidemiology; gastric cancer; polyphenols; phenolic acids; stilbenes; lignans;
anatomic; histologic; MCC-Spain

1. Introduction

Gastric cancer (GC) is the third leading cause of cancer-related death in the world [1], and its
5-year survival after diagnosis is below 30% in many countries [2]. GC incidence rates vary across
geographical areas, probably due to risk factors such as dietary patterns, lifestyle habits, genetics,
and exposure to carcinogens [3].

Between 10% and 20% of GC patients have a family history—although only 1-3% of them show a
clear Mendelian inheritance pattern—and 80% to 90% are considered sporadic [4]. Thus, environmental
factors seem highly relevant for gastric carcinogenesis and, therefore, a large proportion of GC cases
are potentially preventable.

More than 20% of deaths due to GC are attributed to obesity/overweight, 5% to physical inactivity,
5% to excessive alcohol consumption, and 5% to a poor diet [5], which are all related to lifestyles.
Accordingly, fruit consumption has been identified as a protective factor against GC and this may
partly be due to the fruit’s content of polyphenols (PLPs) [6].

PLPs are secondary metabolites of plants, which can be found in fruit, vegetables, cereals, and their
derived beverages (such as coffee, tea, wine, and juices). These compounds have been shown to exert
preventive properties against a wide range of chronic conditions, including diabetes, cardiovascular
problems, neurodegenerative diseases, and cancer [7,8].

The anticancer properties of PLPs have been largely attributed to their great anti-inflammatory
and antioxidant potential, as well as their ability to modulate signaling pathways and molecular targets.
These mechanisms have been associated with cancer processes such as cell survival, differentiation,
proliferation, migration, hormonal activities, angiogenesis, immune responses, or detoxifying
enzymes [9].

Most of this knowledge has been obtained from in vitro studies, which have mainly focused on
the flavonoid family [10]. Other PLP families, such as phenolic acids, stilbenes, lignans, and other
phenolics, have been less studied; however, epidemiological evidence is still limited [11].
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Since risk factors for GC are different depending on its anatomical and histological subtype [12,13],
we hypothesize that the different classes of PLPs can be associated with different GC types. The aim of
this study was to assess whether the intake of phenolic acids, stilbenes, lignans, and other PLPs was
associated with the risk of developing GC, also according to its anatomical and histological subtypes.

2. Materials and Methods

2.1. Study Population

The multi-case-control (MCC)-Spain study is a multicenter, population-based case-control study
that was carried out in 12 Spanish provinces to examine potential associations between environmental
and genetic factors and the risk of five common cancers. Detailed information on the study design
can be found elsewhere [14]. Cases and controls were recruited from 2008 to 2013 in 16 hospitals.
The inclusion criteria for cases of histologically confirmed gastric tumors were having lived for at least
six months in the area of the hospital and being between 20 and 85 years old. Controls were frequency
matched to the overall distribution of cancer cases by age, sex, and region (province).

For the specific case of GC, MCC-Spain recruited 459 cases of GC and 3440 controls. In the
present study, 329 cases and 2700 controls were included after excluding participants with missing
data (Figure 1).

MCC -Spain multicase-control
gastric cancer database (n = 3899)

v v

Gastric cancer Axvailable controls
cases (n = 459) (n=2344
Missing Alcohol Wissing Alcohol,
consumption, smoking | g > c';ﬁ”;"ﬂ%;gggrnlmm'gg
and socioeconemic [V tatus (7 = 588}
status (n = 110} A4 A 4 stals 1n =
Gastriccancer Available controls
cases(n = 349) (n=2852)
. Missing body mass
Missing body mass > ind = 152
index(n = 20) % ndex (n = 152)
Y hd
Gastriccancer Ayailable controls
cases(n = 329) (n=2700)

Figure 1. Flowchart of the participants’ selection in the multi-case-control (MCC)-Spain study.

All participants signed the informed consent after having been previously informed about the
study. The study was designed according to the Declaration of Helsinki and the Spanish Data Protection
Act 1999, and the ethics committees of the participating institutions approved the MCC-Spain study
protocol [15].

2.2. Classification of Tumors

The pathology information and the rest of records obtained regarding the histology and anatomy
of the GC were reviewed by qualified personnel. Collected clinical information for each gastric
tumor case included anatomical subtype (cardia and non-cardia), extension, and histological subtype
(intestinal and diffuse).

2.3. Variables and Data Collection

Cases and controls were interviewed by trained personnel at baseline. Information on
sociodemographic factors, health behaviors (as physical activity or smoking), medical conditions and
medical treatments, and family history of cancer was collected. In addition, cases and controls reported
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dietary habits, including current and past alcohol consumption (from 30 to 40 years old), mainly with a
self-administered questionnaire.

2.3.1. Assessment of Nutrient Intake

A validated food-frequency questionnaire (FFQ) [16] was collected at recruitment. The MCC-Spain
dietary questionnaire includes questions about the previous year’s frequency of consumption of foods
grouped under ten food categories: (1) Meat (products such as lamb, poultry, beef, pork, eggs, fish and
seafood, and precooked meat-derived food), (2) legumes and vegetables, (3) nuts and fruits, (4) dairy
products, (5) cereals (including bread and pasta), (6) seasonings and sauces, (7) oils and fats, (8) sweets
and snacks, (9) vitamin and mineral supplements, (10) alcoholic and other beverages.

The daily consumption of each food was estimated based on reference tables of food servings.
As in other studies, if a given food was a recipe (e.g., vegetable puree or gazpacho) the list of ingredients
was calculated [17].

2.3.2. Analysis of PLP Intake

The PLP classes considered in the present study were phenolic acids (including hydroxybenzoic
acids, hydroxycinnamic acids, and hydroxyphenylacetic acids) stilbenes, lignans, and other
phenolics (including alkylmethoxyphenols, methoxyphenols, hydroxycoumarins, tyrosols, and other
minor phenolics).

For the analysis of PLP intake, a subset of 58 foods was considered, including legumes and
vegetables, fruits, cereals, sweets and snacks, and alcoholic beverages and others. To estimate PLP
intake, instead of considering the amount of all individual PLP chemical species (glycosides, esters,
etc.) reported for different foods, we used aglycone equivalents. Dietary intake of the aglycone forms
of PLP was estimated from the Phenol-Explorer database [18]. The rationale for this decision was to
standardize data from different analytical methods to facilitate comparisons between studies [19].

PLP intake was calculated in milligrams per day, based on the food consumption data from the
FFQ and the aglycone PLP content of each food referred in the Phenol-Explorer database. Estimation
of the PLP contents involved obtaining the aglycone equivalents for each PLP subgroup and foods
included in the Phenol-Explorer database. No retention factors were applied in the calculation of the
amount of PLP intake.

2.4. Statistical Analysis

Descriptive statistics were used to display characteristics of cases and controls and by the tumor’s
specific location and histology. Comparisons between cases and controls and between anatomical and
histological subtypes were carried out using the Pearson chi square test (x?) for categorical variables.
Depending on the normality of the continuous variables, ANOVA or Kruskal-Wallis tests were used
for qualitative traits. Significance for all statistical tests was set at p < 0.05.

PLP intake values were adjusted for energy intake [20] to estimate isocaloric intake of PLPs,
separately for men and women.

PLP intake was categorized into quartiles according to the sample distribution among controls
stratified by sex, and the lowest consumption category was always used as reference.

As additional analysis, PLP intake was transformed to log2, since the data were right-skewed [21].
This transformation had the same normalizing effect as the energy-adjusted by residual method.
Its interpretation is simpler, given that the odds ratios (ORs) indicate the odds of GC when the intake
is doubled (Supplementary Table S1).

Mixed-effects multivariate logistic regression models were performed to assess the association
between PLP intake and cancer risk, including study area as a random effect term. Values are shown
as OR and 95% confidence interval (CI). Other variables included in the multivariable model were age;
sex; socioeconomic status (low, medium, and high); first-degree family history of GC; physical activity
(as metabolic equivalent task (MET)-h/week); body mass index (BMI); smoking status; consumption of



Nutrients 2020, 12, 3281 50f 16

alcohol, vegetables, red meat, and salt; and total energy intake. Mixed-effects logistic regressions were
performed with Stata statistical software release 13 [22]. Python version 3.14 [23] was used for the
extraction of Phenol-Explorer web data on polyphenol content in foods, and R version 3.6 [24] was
used for the calculation of the PLP intake by individuals.

3. Results

This study includes 329 GC cases and 2700 controls whose characteristics are described in Table 1.
Cases were mostly male (72.6%) and had a higher percentage of family history of GC than that in
controls (16.1 vs. 6.3). In addition, they presented a larger percentage of high alcohol drinkers and
consumed on average more red meat (84.4 vs. 64.0 g/d) and more sodium (3529.3 vs. 3008.6 mg/g).
The average consumption of the PLP subclasses of the entire sample is shown in Table 2, as well as
main food sources for the different PLP subclasses.

Associations between the intake of phenolic classes and subclasses and the odds of developing
GC are shown in Figure 2. Stilbenes were associated with a reduction in the odds of total GC by 53%
(95% CI 0.32-0.69), lignans reduced the risk by 47% (95% CI 0.36-0.77), and hydroxybenzaldehydes by
59% (95% C1 0.28-0.61). The hydroxycoumarin subclass was associated with a 51% (95% CI 0.34-0.71)
reduction in total GC risk, and tyrosols were associated with 44% lower odds of GC (95% CI 0.39-0.80).
Regarding the consumption of other PLP subclass, the risk of total GC increased by 49% (95% CI
1.06-2.10). Hydroxybenzoic acids and hydroxyphenylacetic acids showed protective tendencies and
hydroxycinnamic acids, methoxyphenols, and other PLPs (subclass) tended to increase the risk against
GC although none of these associations were statistically significant.

All cases of GC

. . Analysis |
Hydroxybenzoic acids e
¢ Class H
Hydroxycinnamic acids ¢ fl —0—
Hydroxyphenylacetic acids —0—-—
Phenolic acids —-—’—
Stilbenes 4 .
Lignans —

2 !

] Alkylmethoxyphenols —‘—0—
2 i
S !

g Alkylphenols 4 S S—
Hydroxybenzaldehydes e
Hydroxycoumarins R
Methoxyphenols 1 —v—O—
Tyrosols 4 —_——
Other polyphenols (subclass)* P ——
Other polyphenols —_——
05 1 15 2 25
Qs vs.Qy

Figure 2. Adjusted odds ratios (ORs) and 95% confidence intervals (Cls) of gastric cancer (GC) for
quartile 4 (Q4) vs. quartile 1 (Q1) of polyphenol intake in the MCC-Spain study. Estimated using
unconditional logistic regression models adjusted for age; sex; socioeconomic status; smoking status;
first-degree family history of GC; physical activity; body mass index; alcohol consumption; and
vegetables, red meat, salt, and total energy intake including the study area as a random effect term.
* Other polyphenols (subclass): Estimated ORs and their corresponding 95% confidence intervals for
other polyphenols subclasses (including arbutin, catechol, coumestrol, phenol, phlorin, and pyrogallol).
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Table 1. Characteristics of controls cases of gastric cancer, also by anatomical and histological type.

Cases
Variables Controls . . .
Total By Anatomical Subtypes By Histological Subtypes
(n = 2700) (n = 329) p-Value ! (S:dslz) N((:l n;CZa;gl)la p-Value 2 I(I:ltftll;;l aliﬁ;?; p-Value 3
Age (year) mean (SE) 63.5 (0.2) 65.4 (0.7) 0.001 63.4 (1.3) 66.1 (0.8) 0.036 69.5 (1.0) 61.8 (1.6) 0.000
Sex (men, %) 1522 (56.4) 239 (72.6) 0.000 77 (91.7) 156 (65.6) 0.000 87 (70.7) 45 (60.0) 0.120
High (%) 448 (16.6) 27 (8.2) 9 (10.7) 18 (7.6) 8 (6.6) 8 (10.7)
Socioeconomic status Medium (%) 1361 (50.4) 146 (44.4) 0.000 38 (45.2) 103 (43.3) 0.679 49 (40.2) 34 (45.3) 0.372
Low (%) 891 (33.0) 156 (47.4) 37 (44.1) 117(49.1) 65 (53.3) 33 (44.0)
. . yes 1531 (56.7) 201 (61.1) 65 (77.4) 130 (54.6) 60 (49.2) 45 (60.0)
Smoking status (%) no 1169 433) 128 (38.9) 0.138 19 (22.6) 108 (45.4) 0.000 62 (50.8) 30 (40.0) 0.229
- . es 170 (6.3) 53 (16.1) 11 (13.0) 40 (16.8) 27 (22.1) 13 (17.3)
GC family history (%) }r,10 2530 (93.7) 276 (83.9) 0.000 73 (87.0) 198 (83.2) 0.423 95 (77.9) 62 (82.7) 0.432
Physical activity <8 1374 (50.9) 201 (61.1) 0,000 50 (59.5) 147 (61.8) 0717 66 (54.1) 48 (64.0) 0187
(MET-h/week) >8 1326 (49.1) 128 (38.9) : 34 (40.5) 91 (38.2) : 56 (45.9) 27 (36.0) :
<25 1026 (38.0) 103 (31.3) 21 (25.0) 80 (33.6) 41 (33.6) 32 (42.7)
Body mass index (kg/m2) >25-30 1129 (41.8) 150 (45.6) 0.057 37 (44.0) 110 (46.2) 0.135 59 (48.4) 31 (41.3) 0415
>30 545 (20.2) 76 (23.1) 26 (31.0) 48(20.2) 22 (18.0) 12 (16.0)
0 418 (15.5) 47 (14.3) 8(9.5) 39 (16.4) 22 (18.0) 13 (17.3)
Alcohol consumption <12 1179 (43.7) 103 (31.3) 0,000 16 (19.0) 84 (35.3) 0.002 40 (32.8) 27 (36.0) 0592
(g/day) 12-47 787 (29.1) 101 (30.7) : 34 (40.5) 66 (27.7) : 30 (24.6) 22 (29.4) :
>47 316 (11.7) 78 (23.7) 26 (31.0) 49 (20.6) 30 (24.6) 13 (17.3)

Vegetables total intake (g/d), mean (SE) 1913 (2.4) 180.8 (7.0) 0.112 184.8 (18.3) 177.9 (7.0) 0.821 189.3 (170.1) 185.6 (13.9) 0.626
Red meat intake (g/d), mean (SE) 64.0 (0.8) 84.4(2.9) 0.000 97.50 (6.5) 80.10 (3.3) 0.006 84.6 (4.6) 73.1(5.2) 0.143
Sodium intake (mg/d), mean (SE) 3008.6 (24.0)  3529.3 (86.3) 0.000 3758.6 (200.7)  3443.9 (94.9) 0.175 34032 (144.6)  3821.4 (187.7) 0.044

Total phenolic acid intake (mg/d), mean (SE) 166.5 (2.0) 170.7 (5.4) 0.233 191.0 (12.2) 161.1 (5.8) 0.023 178.4 (10.3) 164.5 (10.6) 0.667

Total stilbene intake (mg/d), mean (SE) 1.9 (0.1) 1.67 (0.2) 0.022 2.4 (0.4) 1.4 (0.2) 0.061 1.6 (0.3) 1.3 (0.3) 0.719

Total lignan intake (mg/d), mean (SD) 2.7 (1.7) 2.5 (1.4) 0.085 2.5 (1.3) 2.5 (1.4) 0.712 2.7 (1.5) 2.4 (1.3) 0.260
Total other polyphenol intake (mg/d), mean (SE) 16.4 (0.3) 16.3 (0.9) 0.844 16.1 (1.1) 15.3 (1.3) 0.395 15.3 (1.3) 18.8 (2.6) 0.305

! Differences in categorical and continuous variables between cases and controls using the Pearson chi square test (x?) and ANOVA or Kruskal-Wallis tests, respectively. 2 Differences in
categorical and continuous variables between cardia and non-cardia groups using the Pearson chi square test (x?) and ANOVA or Kruskal-Wallis tests, respectively. 3 Differences in
categorical and continuous variables between intestinal and diffuse groups using the Pearson chi square test (x2) and ANOVA or Kruskal-Wallis tests, respectively. MET, metabolic
equivalent task.
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Table 2. Associations of polyphenols (PLPs) with gastric cancer (GC), average PLP consumption (mg/day) and percentage of PLP daily intake in all subjects of the

study sorted by the three most consumed foods.

Anatomical Histological PLP Intake Foods with Highest Contribution in All Cases and Controls
PLP Classes Total - - - - mg/day + SD - -
Cardia Non-cardia Intestinal  Diffuse First (%) Second (%) Third (%)
Hydroxybenzoic acids l 1 l l ) 15.73 +11.72 Swiss chard (24.4) Wine (Red) (22.3) Nuts (14.2)
Phenolic Hydroxycinnamic acids ) ) ) T l 150.51 +99.41 Coffee (45) Coffee (decaffeinated) (25) Apple (5.3)
acids Hydroxyphenylacetic acids l l* l l T 071 +1.13 Olives (83.5) Wine (Red) (11.12) Beer (Ale/Regular) (3.8)
Phenolic acids (class) T 1 1 T !
Stilbenes Stilbenes l* 1 1* l 1 1.86 + 3.06 Wine (Red) (92.2) Wine (Rosé) (3.8) Grape (2)
Lignans Lignans 1* g * l l* 2.71 +1.70 Brassica oleracea (22.4) Green bean (17.4) Orange tangerine (11.9)
Alkylmethoxyphenols T T T T T 0.74 + 0.92 Coffee (70.4) Coffee (decaffeinated (22.3)  Beer (Ale/Regular) (7.3)
Alkylphenols ) 1 T T 1 0.09 + 0.09 Coffee (98) Beer (1.8) Cocoa powder (0.2)
Hydroxybenzaldehydes 1* g * 1* l* 0.38 + 0.63 Wine (Red) (92.7) Wine (Rosé) (2.8) Beer (Ale/Regular) (18)
Other Hydroxycoumarins l* l* l* l l 0.07 £0.14 Beer (Ale/Regular) (55.2) Wine (Rosé) (44) Sherry (0.7)
polyphenols Methoxyphenol 1 1 1 T* ! 0.10 £ 0.13 Coffee (100)
Tyrosols 1* g * 1* 1 14.06 + 16.18 Olives (58.2) Olive oil (26.4) Wine (Red) (12.8)
Other polyphenols (subclass) 2 T* T T ™ l 0.89 + 0.90 Coffee (36.9) Orange juice (23.2) Other juice (13.7)
Other polyphenols (class) T T T ™ 1

Other polyphenols (subclass) # This subclass contains the intake of arbutin, catechol, coumestrol, phenol, phlorin, and pyrogallol. T increased risk; | decreased risk; * statistically significant.
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When the association between the intake of PLP and GC was analyzed according to the anatomical
site (Figure 3), results were similar to the results for GC risk. Hydroxyphenylacetic acids showed a
50% decrease (95% CI 0.26-0.96) in the risk of the cardia subtype, stilbenes of 56% (95% CI 0.28-0.70),
and other PLP subclasses of 50% (95% CI 1.01-2.23) for non-cardia GC. Lignans were associated with a
reduction in the odds of both subtypes, a 55% risk reduction (95% CI 0.22-0.93) in cardia GC and 45%
reduction (95% CI 0.35-0.84) in non-cardia GC. Hydroxybenzaldehydes reduced the risk by 59% in
cardia and non-cardia GC and hydroxycoumarin by 61% (95% CI 0.20-0.77) and 55% (95% CI1 0.36-0.84),
respectively. Finally, tyrosols were associated with a 61% (95% CI 0.20-0.77) reduction in cardia GC
risk and 55% reduction (95% CI 0.36-0.84) in non-cardia GC risk.

Anatomical subtype

Analysis A .
Hydroxybenzoic acids - o H
+ cardia - '
i R S W—
Hydroxycinnamic acids - + non-cardia H °
- A
Hydroxyphenylacetic acids P H
—E.‘—.
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T -
'
N :
Stilbenes - = '
—_— A 1
Lignans E
H
K} —_—
g Alkylmethoxyphenols ' -
1] ! e
< '
[} |
= S S N —
kS Alkylphenols - Py '
A H
Hydroxybenzaldehydes '
1
Y — H
Hydroxycoumarins s H
. s
Methoxyphenols B o
—_—
Tyrosols - '
|
—_—
Other polyphenols (subclass)* - ' =
—_—a
Other polyphenols - -
T t T T T T T
0.5 1 15 2 25 3 35 4
Q. vsQ;

Figure 3. Adjusted odds ratios (ORs) and 95% confidence intervals (CIs) of gastric cancer (GC) by
anatomical location for quartile 4 (Q4) vs. quartile 1 (Q1) of polyphenol intake in the MCC-Spain
study. Estimated using unconditional logistic regression models adjusted for age; sex; socioeconomic
status; smoking status; first-degree family history of GC; physical activity; body mass index; alcohol
consumption; and vegetables, red meat, salt, and total energy intake including the study area as a
random effect term. * Other polyphenols (subclass): Estimated ORs and their corresponding 95%
confidence intervals for other polyphenols subclasses (including arbutin, catechol, coumestrol, phenol,
phlorin, and pyrogallol).

According to histological subtypes (Figure 4), we found some differences between PLP groups.
For the intestinal subtype, hydroxycinnamic acids, alkylphenols, and other PLP classes, doubled the
odds of GC risk; while methoxyphenols were associated with an increase of 78% in the odds of GC.
Lignans were associated with a reduction of diffuse GC but were not associated with intestinal subtype.
Hydroxybenzoic acids showed a non-significant tendency to reduce the odds of intestinal GC but
not of the diffuse type. Stilbenes, hydroxybenzaldehydes, and tyrosols showed inverse associations
against both types. Table 2 summarizes the results presented in Figures 2—4.
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Figure 4. Adjusted odds ratios (ORs) and 95% confidence intervals (CIs) of gastric cancer (GC) by
histological subtype for quartile 4 (Q4) vs. quartile 1 (Q1) of polyphenol intake in the MCC-Spain study.
Estimated using unconditional logistic regression models adjusted for for age; sex; socioeconomic
status; smoking status; first-degree family history of GC; physical activity; body mass index; alcohol
consumption; and vegetables, red meat, salt, and total energy intake including the study area as a
random effect term. * Other polyphenols (subclass): Estimated ORs and their corresponding 95%
confidence intervals for other polyphenols subclasses (including arbutin, catechol, coumestrol, phenol,
phlorin, and pyrogallol).

4. Discussion

In the current case-control study, our results suggest an inverse association between stilbene and
lignan intake and GC risk. We found no overall association between total phenolic acid and other
polyphenol classes” intake and this type of cancer. However, the intake of hydroxybenzaldehydes,
hydroxycoumarins, and tyrosols was inversely associated with GC.

By anatomical subsite, no substantial differences were found compared to total GC risk.
By histological subtype, the intake of lignans was inversely associated with diffuse GC and that
of hydroxybenzaldehydes, tyrosols, and stilbenes with both diffuse and intestinal GC. We found a
direct association between hydroxycinnamic acids, phenolic acids, alkylphenols, methoxyphenol,
and other polyphenol subclass intake and intestinal GC risk.

There are hardly any epidemiological studies in which the association between these classes of
PLPs and GC has been assessed [25-27]. Nevertheless, our results are plausible given the results from
in vitro and in vivo studies. Different mechanisms by which PLPs could play a role in the prevention
or treatment of GC have been described in these studies.
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Regarding the stilbene family, both resveratrol and pterostilbene have shown protective effects
against GC. Resveratrol has demonstrated the ability to inhibit the growth of human GC cells by
induction of apoptosis, increasing the cell load in the G0/G1 phase, and decreasing the proportion of
cells in the S and G2/M phases [28]. Resveratrol has also been suggested to show antimicrobial activity
through inhibition of the growth of Helicobacter pylori by suppressing inducible NO synthase (iNOS),
interleukin-8 (IL-8), and Nuclear factor-kappa B (NF-kB) and by activating the factor erythroid 2-related
factor 2/Heme oxygenase 1 (Nrf2/HO-1) pathway [29,30]. Pterostilbene has been shown to induce
apoptosis in GC cells through activation of the caspase cascade via the mitochondrial pathway, through
modification of the cell cycle progress, and through changes in several cycle-regulating proteins [31].
Pterostilbene has higher bioavailability and bioactivity than resveratrol, but its role as a key player in
gastric carcinogenesis has been less widely studied [32].

In line with our results, a cohort study showed an inverse association between lignan intake and
the risk of gastroesophageal carcinoma [26]. Another case-control study that specifically evaluated
GC showed consistent results [25]. This family includes arctigenin, which induces cell cycle arrest
and apoptosis [33]. Moreover, schisandrin B can inhibit proliferation and aberrant mitosis by the
downregulation of cyclin D1 mRNA expression [34]. Schisantherin A induced cell apoptosis and cell
cycle arrest at G2/M phase, inhibited cell migration, induced reactive oxygen species (ROS)dependent
Jun N-terminal kinase (JNK) phosphorylation with higher ROS production, and suppressed the
expression of Nrf2 in in vitro studies [35].

No previous study has reported an inverse association between hydroxybenzaldehyde intake
and GC in particular. However, antimutagenic, anticlastogenic, and anticancer properties have been
attributed to vanillin, a type of hydroxybenzaldehyde [36].

Hydroxycoumarins have shown protective effects on gastric cells: esculin conferred significant
antioxidant and gastroprotective activity and led to a reduction in gastric injury by inhibition of
Nf-kB activation, endogenous prostaglandin and nitric oxide synthesis, and opening of the adenosine
triphosphate-sensitive potassium channel (K ATP) [37,38]; esculetin exhibited antiproliferative effects
against GC cells through inhibition of the insulin-like growth factor 1 (IGF-1)/ phosphoinositide-3-kinase
(PI3K)/ Protein kinase B (Akt ) signaling pathway and induced their apoptosis by a mechanism
dependent on caspase activation [39-41]; 4-hydroxycoumarin has also shown effects of inhibition of
cell proliferation in GC [42].

In the tyrosol family, oleuropein, hydroxytyrosol, and tyrosol have shown antioxidant properties
by preventing gastric oxidative damage and improving total antioxidant capacity and cell membrane
integrity [43,44]. Furthermore, they have been related to antibacterial actions against H. pylori [45].
In this same family, oleuropein-aglycone mono-aldehyde (3,4-DHPEA-EA) and oleuropein-aglycone
di-aldehyde (3,4-DHPEA-EDA) have shown antioxidant activity as well induction of apoptosis in
tumor cell lines, although this has not been specifically studied in GC [46].

By anatomical location, our results showed no differences with respect to total GC. Cardia GC is
more strongly related to obesity, while non-cardia type is more closely related to H. pylori; nevertheless,
both locations have been associated with H. pylori [47,48]. The potential beneficial role of PLPs against
this infection have been already discussed.

Regarding the histological subtype, hydroxycinnamic acids, phenolic acids class, alkylphenols,
methoxyphenol, and other polyphenol subclasses have shown a direct association with the risk of
intestinal GC. This type of GC is often related to environmental factors, diet, and lifestyle, so that our
results may partly explain the observed associations between diet and GC [48]. The main source of
these PLPs in our study was coffee. It has been found that coffee could potentially increase the risk of
GC, although this association has been attributed to the residual confounding effect of tobacco [49,50].
The evidence is still inconsistent.
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Several major sources of PLPs have been more studied than the PLPs themselves. stilbenes,
hydroxybenzaldehydes, and hydroxybenzoic acids are mainly found in red wine, hydroxycoumarins
in beer and wine, and tyrosols and hydroxyphenylacetic acids in olives and olive oil. Nevertheless,
the role of wine consumption in gastric carcinogenesis is a controversial topic due to its alcohol content,
which is a probable risk factor for GC [51,52]. According to the World Cancer Research Fund [53],
the consumption of approximately 30 g or more alcohol per day increases the risk of GC. Despite the
fact that excessive alcohol consumption is related to an increased risk of GC, in this study, 59.2% of
the controls and 45.6% of the cases showed a daily alcohol intake of 0 and 0-12 g/day. In spite of
this, wine has received attention for its hypothesized anticarcinogenic properties. These effects have
been attributed to its PLP contents, more concretely to resveratrol, the most widely studied stilbene
but also to PLPs from other classes (such as flavonoids or phenolic acids) with which they seem to
interact [54,55].

Olive oil has a protective effect against various cancers, including GC, and this property has been
attributed to its high PLP content, which supports our results [56,57].

Foods such as olive oil are found within the Mediterranean diet pattern. The Mediterranean diet
is characterized by a high intake of vegetables, fruits, legumes, whole-grain cereals, nuts, olive oil;
a moderate intake of fish and dairy products; and a low intake of red meat. The properties of this
dietary pattern have been attributed—at least partially—to its richness in antioxidants and polyphenols.
It has been previously observed that a higher adherence to Mediterranean dietary patterns could
reduce the risk of GC [58,59].

We acknowledge that our study may have some limitations. First and given the case-control
design of the study, a possible recall bias in the dietary assessment could have led to a misclassification
of the exposure. Moreover, self-reported dietary information may have led to some misclassification.
However, this misclassification might have been partly reduced because we used a validated FFQ.
In addition, the aglycone content in food was estimated without taking into account the losses during
cooking, since the retention factors were considered. However, this information is not fully complete
for most PLPs, and it may mainly affect to cooked vegetables, which are not large contributors to
total phenolics [60]. Furthermore, factors related to climatic stress, geography, and storage conditions
can influence the content of polyphenols in food [61,62]. Thus, the heterogeneity in the PLP content
of foods grown in different soils, in storage, and in the dietary pattern in each country may explain
part of the variability of between the results from studies. [63]. Another important bias related to
self-reported dietary intake is the social desirability bias, which can lead to underestimation the
alcohol consumption [64]. Additionally, PLPs are extensively metabolized within the human body
after consumption, affecting the bioavailability of PLP [65]. In addition, dietary PLPs are consumed
simultaneously with other nutrients and compounds. It has been hypothesized that the effects of PLPs
may not be explained by a single mechanism of action but rather from many complementary actions of
various molecular, biochemical, and physiological pathways and from the additive and synergistic
interactions with other phytochemicals [66,67]. Furthermore, our analyses were adjusted for potential
confounding variables, but the possible confounding or interactions with other nutrients/compounds
cannot be totally ruled out. Finally, it must also be considered that we have assessed classes or
subclasses and not individual PLPs. Individual PLPs in the same subclass may have very different
bioactivities. Therefore, important associations for individual compounds may have been missed.

On the other hand, our study also shows some strengths. First, we included incident and
histologically confirmed cases, and we report our results by histological subtype and anatomical subsite
of the tumor. Controls were recruited via random selection from the general population in order to
reduce a potential selection bias. Second, our database was built including all the available information
about polyphenol contents in Phenol-Explorer, with a mix of extracted data from chromatography;,
chromatography after hydrolysis data, information from a validated FFQ, and information on a wide
range of potential confounders related to GC. This provides a higher reliability from the viewpoint
of nutritional epidemiology. Third, PLP intake values were adjusted using the residual method,
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and the models were adjusted for vegetable and energy intakes, making it sometimes difficult to obtain
significant associations between PLP intake and GC. Models were calculated in quartiles and log?2 to
facilitate the comparison with other studies. Moreover, we have collected a wide array of potential
confounders that have been included in the statistical models, which reduces residual confounding
and other potential biases. Finally, to our knowledge, this is the first study in which the association
between all these families of PLPs and GC has been addressed, including anatomical and histological
information. This lack of epidemiologic studies precluded us from comparing our results with others.

5. Conclusions

Our results suggest a potential beneficial role of stilbenes, lignans, hydroxybenzaldehydes,
hydroxycoumarins, and tyrosols against GC. Our results can only be supported by in vivo and
in vitro studies or indirectly by studies based on the PLP food sources. Given the identified gap in
epidemiological studies regarding this topic, more prospective research is warranted.

Supplementary Materials: The following are available online at http://www.mdpi.com/2072-6643/12/11/3281/s1,
Figure S1: Quartiles distribution, OR (95% CIs), and Log2 (95% Cls) of all gastric cancer cases according to subclass
of polyphenol intakes in the MCC-Spain study by anatomical site and histological type.

Author Contributions: M.R.-G. wrote the draft of the manuscript; M.R.-G., EV.-S., AJ.M,, and R.Z.-R. were
responsible for data analysis; F.V.-S. and V.M. were responsible for the conception and design of the research.
AJM,N.A,EA,GC-V,MO.-5,1G.-A.,, AM.-B, GE-T,]JJ-M,, J.A,M.D.C, E.T, B.P-G.,, M.P, MK, and VM.
contributed to the design of the study, data collection, and data acquisition. All authors have read and agreed to
the published version of the manuscript.

Funding: The study was partially funded by the “Accion Transversal del Cancer”, approved by the Spanish
Ministry Council on the 11th October 2007, by the Instituto de Salud Carlos III-FEDER (P108/1770, P108/0533,
PI08/1359, PS09/00773-Cantabria, PS09/01286-Ledn, PS09/01903-Valencia, PS09/02078-Huelva, PS09/01662-Granada,
PI11/01403, PI11/01889-FEDER, PI11/00226, PI11/01810, PI11/02213, P112/00488, PI112/00265, P112/01270, P112/00715,
PI12/00150, PI114/01219, P114/0613, PI115/00069, PI15/00914, PI15/01032, PI17CIII/00034), by the Fundacién Marqués
de Valdecilla (API 10/09), by the ICGC International Cancer Genome Consortium CLL (The ICGC CLL-Genome
Project is funded by Spanish Ministerio de Economia y Competitividad (MINECO) through the Instituto de Salud
Carlos III (ISCIII) and Red Tematica de Investigacion del Cancer (RTICC) del ISCIII (RD12/0036/0036)), by the Junta
de Castilla y Le6n (LE22A10-2), by the Consejeria de Salud of the Junta de Andalucia (PI-0571-2009, P1-0306-2011,
salud201200057018tra), by the Conselleria de Sanitat of the Generalitat Valenciana (AP_061/10), by the Recercaixa
(2010ACUP 00310), by the Regional Government of the Basque Country, by the Consejeria de Sanidad de la Region
de Murcia, by the European Commission grants FOOD-CT-2006-036224-HIWATE, by the Spanish Association
Against Cancer (AECC) Scientific Foundation, by the Catalan Government Agency for Management of University
and Research Grants (AGAUR) grants 2017SGR723 and 2014SGR850, by the Fundacién Caja de Ahorros de
Asturias and by the University of Oviedo. IDIBELL is a member of the CERCA Programme, Generalitat de
Catalunya. R.Z.-R. was supported by the “Miguel Servet” program (CP15/00100) from the Institute of Health
Carlos III (Co-funded by the European Social Fund (ESF)-ESF investing in your future). M.R.-G., is supported by
the Ministry of Education of Spain (FPU17/06488) and by University of Leén. ISGlobal acknowledges support
from the Spanish Ministry of Science and Innovation through the “Centro de Excelencia Severo Ochoa 2019-2023"
Program (CEX2018-000806-S) and support from the Generalitat de Catalunya through the CERCA Program.

Conflicts of Interest: The authors declare no conflict of interest.

References

1.  Bray, FA,; Ferlay, ].; Soerjomataram, I.; Siegel, R.L.; Torre, L.A.; Jemal, A. Global cancer statistics 2018:
GLOBOCAN estimates of incidence and mortality worldwide for 36 cancers in 185 countries. CA Cancer
J. Clin. 2018, 6868, 394-424. [CrossRef] [PubMed]

2. Allemani, C.; Matsuda, T.; Di Carlo, V.; Harewood, R.; Matz, M.; Niksic, M.; Bonaventure, A.; Valkov, M.;
Johnson, C.J.; Esteve, J.; et al. Global surveillance of trends in cancer survival 2000-14 (concord-3): Analysis
of individual records for 37 513 025 patients diagnosed with one of 18 cancers from 322 population-based
registries in 71 countries. Lancet 2018, 391, 1023-1075. [CrossRef]

3. Diet, Nutrition, Physical Activity and Cancer: A Global Perspective. Available online: https://www.wcrf.org/
sites/default/files/Summary-of-Third-Expert-Report-2018.pdf (accessed on 10 June 2020).


http://www.mdpi.com/2072-6643/12/11/3281/s1
http://dx.doi.org/10.3322/caac.21492
http://www.ncbi.nlm.nih.gov/pubmed/30207593
http://dx.doi.org/10.1016/S0140-6736(17)33326-3
https://www.wcrf.org/sites/default/files/Summary-of-Third-Expert-Report-2018.pdf
https://www.wcrf.org/sites/default/files/Summary-of-Third-Expert-Report-2018.pdf

Nutrients 2020, 12, 3281 13 of 16

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.
22.

Corso, G.; Roncalli, E; Marrelli, D.; Carneiro, F; Roviello, F. History, pathogenesis, and management of
familial gastric cancer: Original study of John XXIII's family. BioMed. Res. Int. 2013, 2013, 385132. [CrossRef]
[PubMed]

Tessmer, ML.S.; Flaherty, K.T. AACR Cancer Progress Report 2017: Harnessing Research Discoveries to Save
Lives. Clin. Cancer Res. 2017, 2323, 5325. [CrossRef] [PubMed]

Bertuccio, P; Rosato, V.; Andreano, A.; Ferraroni, M.; Decarli, A.; Edefonti, V.; La Vecchia, C. Dietary patterns
and gastric cancer risk: A systematic review and meta-analysis. Ann. Oncol. 2013, 2424, 1450-1458.
[CrossRef] [PubMed]

Pandey, K.B.; Rizvi, S.I. Plant polyphenols as dietary antioxidants in human health and disease. Oxid. Med.
Cell Longev. 2009, 22, 270-278. [CrossRef]

Vitelli-Storelli, F.; Zamora-Ros, R.; Molina, A.].; Fernandez-Villa, T.; Castello, A.; Barrio, J.P.; Amiano, P,;
Ardanaz, E.; Obén-Santacana, M.; Gomez-Acebo, L; et al. Association between Polyphenol Intake and Breast
Cancer Risk by Menopausal and Hormone Receptor Status. Nutrients 2020, 1212, 994. [CrossRef]

Zhou, Y.,; Zheng, J.; Li, Y,; Xu, D.P; Li, S.; Chen, Y.M.; Li, H.B. Natural Polyphenols for Prevention and
Treatment of Cancer. Nutrients 2016, 88, 515. [CrossRef]

Vitelli, S.F.; Molina, A.J.; Zamora-Ros, R. Flavonoids and the Risk of Gastric Cancer: An Exploratory
Case-Control Study in the MCC-Spain Study. Nutrients 2019, 1111, 967. [CrossRef]

Arts, I.C.; Hollman, P.C. Polyphenols and Disease Risk in Epidemiologic Studies. Am. J. Clin. Nutr. 2005,
81, 3175-325S. [CrossRef]

Lunet, N.; Valbuena, C.; Vieira, A.L.; Fernandez-Villa, T.; Roussou, V.; Romaguera, D.; Aragonés, N.;
Obon-Santacana, M.; Guevara, M.; Gomez-Acebo, L; et al. Fruit and Vegetable Consumption and Gastric
Cancer by Location and Histological Type: Case-Control and Meta-Analysis. Eur. ]. Cancer Prev. 2007,
1616, 312-327. [CrossRef] [PubMed]

Wu, H.; Rusiecki, J.A.; Zhu, K,; Potter, ].; Devesa, S.S. Stomach Carcinoma Incidence Patterns in the United
States by Histologic Type and Anatomic Site. Cancer Epidemiol. Biomark. Prev. 2009, 1818, 1945-1952.
[CrossRef] [PubMed]

Castano-Vinyals, G.; Aragones, N.; Perez-Gomez, B.; Martin, V.; Llorca, J.; Moreno, V.; Altzibar, ].M.;
Ardanaz, E.; de Sanjosé, S.; Jiménez-Moleon, ].J.; et al. Population-based multicase control study in common
tumors in spain (MCC-Spain): Rationale and study design. Gac. Sanit. 2015, 2929, 308-315. [CrossRef]
[PubMed]

Ley Orgénica. 15/1999, de 13 de diciembre, de Proteccion de Datos de Caracter Personal. Available online:
https://www.boe.es/eli/es/lo/1999/12/13/15/con (accessed on 1 June 2020).

Garcia-Closas, R.; Garcia-Closas, M.; Kogevinas, M.; Malats, N.; Silverman, D.; Serra, C.; Tardén, A.;
Carrato, A.; Castafio-Vinyals, G.; Dosemeci, M.; et al. Food, nutrient and heterocyclic amine intake and the
risk of bladder cancer. Eur |. Cancer 2007, 4343, 1731-1740. [CrossRef] [PubMed]

Zamora-Ros, R.; Knaze, V.,; Lujan-Barroso, L.; Romieu, I; Scalbert, A.; Slimani, N.; Hjartaker, A.; Engeset, D.;
Skeie, G.; Overvad, K.; et al. Differences in dietary intakes, food sources and determinants of total flavonoids
between Mediterranean and non-Mediterranean countries participating in the European Prospective
Investigation into Cancer and Nutrition (EPIC) study. Br. J. Nutr. 2013, 109109, 1498-1507. [CrossRef]
[PubMed]

Neveu, V,; Perez-Jimenez, J.; Vos, F; Crespy, V.; du Chaffaut, L.; Mennen, L.; Knox, C.; Eisner, R.; Cruz, J.;
Wishart, D.; et al. Phenol-Explorer: An online comprehensive database on polyphenol contents in foods.
Database 2010. [CrossRef]

Balentine, D.A.; Dwyer, ].T.; Erdman, J.W.; Ferruzzi, M.G.; Courtney, G.; Harnly, ] M.; Kwik-Uribe, C.L.
Recommendations on reporting requirements for flavonoids in research. Am. J. Clin. Nutr. 2015, 101101,
1113-1125. [CrossRef]

Willett, W.C.; Howe, G.R.; Kushi, L.H. Adjustment for total energy intake in epidemiologic studies. Am. .
Clin. Nutr. 1997, 65, 12205-1228S. [CrossRef]

Zumel, N.M. Practical Data Science with R; Manning Publications, Co.: Shelter Island, NY, USA, 2014.
StataCorp. Stata Statistical Software: Release 13; StataCorp LP: College Station, TX, USA, 2013.


http://dx.doi.org/10.1155/2013/385132
http://www.ncbi.nlm.nih.gov/pubmed/23484115
http://dx.doi.org/10.1158/1078-0432.CCR-17-2302
http://www.ncbi.nlm.nih.gov/pubmed/28916616
http://dx.doi.org/10.1093/annonc/mdt108
http://www.ncbi.nlm.nih.gov/pubmed/23524862
http://dx.doi.org/10.4161/oxim.2.5.9498
http://dx.doi.org/10.3390/nu12040994
http://dx.doi.org/10.3390/nu8080515
http://dx.doi.org/10.3390/nu11050967
http://dx.doi.org/10.1093/ajcn/81.1.317S
http://dx.doi.org/10.1097/01.cej.0000236255.95769.22
http://www.ncbi.nlm.nih.gov/pubmed/17554204
http://dx.doi.org/10.1158/1055-9965.EPI-09-0250
http://www.ncbi.nlm.nih.gov/pubmed/19531677
http://dx.doi.org/10.1016/j.gaceta.2014.12.003
http://www.ncbi.nlm.nih.gov/pubmed/25613680
https://www.boe.es/eli/es/lo/1999/12/13/15/con
http://dx.doi.org/10.1016/j.ejca.2007.05.007
http://www.ncbi.nlm.nih.gov/pubmed/17596928
http://dx.doi.org/10.1017/S0007114512003273
http://www.ncbi.nlm.nih.gov/pubmed/22980437
http://dx.doi.org/10.1093/database/bap024
http://dx.doi.org/10.3945/ajcn.113.071274
http://dx.doi.org/10.1093/ajcn/65.4.1220S

Nutrients 2020, 12, 3281 14 of 16

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

Python Software Foundation. Python Language Reference. 3.6.5; Python Software Foundation: Wilmington,
DE, USA, 2018.

R Development Core Team. R: A Language and Environment for Statistical Computing. 3.4.3; R Foundation for
Statistical Computing: Vienna, Austria, 2010.

Hernandez-Ramirez, R.U.; Galvan-Portillo, M.V,; Ward, M.H.; Agudo, A.; Ohfate-Ocafia, L.F;
Herrera-Goepfert, R.; Palma-Coca, O.; Lopez-Carrillo, L. Dietary intake of polyphenols, nitrate and nitrite
and gastric cancer risk in Mexico City. Int. ]. Cancer 2009, 125125, 1424-1430. [CrossRef]

Lin, Y,; Wolk, A.; Hakansson, N.; Lagergren, J.; Lu, Y. Dietary intake of lignans and risk of esophageal and
gastric adenocarcinoma: A cohort study in Sweden. Cancer Epidemiol. Biomark. Prev. 2013, 2222, 308-312.
[CrossRef]

Lin, Y,; Yngve, A.; Lagergren, ].; Lu, Y. Dietary intake of lignans and risk of adenocarcinoma of the esophagus
and gastroesophageal junction. Cancer Causes Control 2012, 2323, 837-844. [CrossRef]

Rauf, A.; Imran, M.; Butt, M.S.; Nadeem, M.; Peters, D.G.; Mubarak, M.S. Resveratrol as an anti-cancer agent:
A review. Crit. Rev. Food Sci. Nutr. 2018, 5858, 1428-1447. [CrossRef]

Zhang, X.; Jiang, A.; Qi, B.; Ma, Z.; Xiong, Y.; Dou, J.; Wang, J. Resveratrol Protects against Helicobacter
pylori-Associated Gastritis by Combating Oxidative Stress. Int. ]. Mol. Sci. 2015, 1616, 27757-27769.
[CrossRef]

Zulueta, A.; Caretti, A.; Signorelli, P.; Ghidoni, R. Resveratrol: A potential challenger against gastric cancer.
World. J. Gastroenterol. 2015, 2121, 10636-10643. [CrossRef]

Pan, M.H.; Chang, Y.H.; Badmaev, V.; Nagabhushanam, K.; Ho, C.T. Pterostilbene induces apoptosis and cell
cycle arrest in human gastric carcinoma cells. . Agric. Food. Chem. 2007, 5555, 7777-7785. [CrossRef]
Zhang, X.; Zhang, J.; Xu,L.; Ma, S.; Di, S.; Gao, Y,; Li, X.; Yan, X.; Zhang, H. Emerging Actions of Pterostilebene
on Cancer Research. Zhongguo Fei Ai Za Zhi. 2018, 2121, 931-936. [CrossRef]

Jeong,].B.; Hong, S.C.; Jeong, H.].; Koo, ].S. Arctigenin induces cell cycle arrest by blocking the phosphorylation
of Rb via the modulation of cell cycle regulatory proteins in human gastric cancer cells. Int. Immunopharmacol.
2011, 1111, 1573-1577. [CrossRef]

Liu, X.N.; Zhang, C.Y,; Jin, X.D.; Li, Y.Z.; Zheng, X.Z.; Li, L. Inhibitory effect of schisandrin B on gastric cancer
cells in vitro. World ]. Gastroenterol. 2007, 1313, 6506—-6511. [CrossRef]

Wang, Z.; Yu, K.; Hu, Y;; Su, F; Gao, Z.; Hu, T,; Yang, Y.; Cao, X,; Qian, F. Schisantherin A induces cell
apoptosis through ROS/JNK signaling pathway in human gastric cancer cells. Biochem. Pharmacol. 2020,
173, 113673. [CrossRef] [PubMed]

Durant, S.; Karran, P. Vanillins-A novel family of DNA-PK inhibitors. Nucleic Acids Res. 2003, 3131, 5501-5512.
[CrossRef]

Li, W.; Wang, Y.; Wang, X.; Zhang, H.; He, Z.; Zhi, W.; Liu, F.; Niu, X. Gastroprotective effect of esculin on
ethanol-induced gastric lesion in mice. Fundam. Clin. Pharmacol. 2017, 3131, 174-184. [CrossRef] [PubMed]
Rios, E.R.; Rocha, N.E; Venancio, E.T.; Moura, B.; Feitosa, M.; Carqueira, G.; Soares, PM.; Woods, D.J.;
de Sousa, F.C.; Leal, L.K;; et al. Mechanisms involved in the gastroprotective activity of esculin on acute
gastric lesions in mice. Chem. Biol. Interact. 2010, 188188, 246-254. [CrossRef] [PubMed]

Wang, G.; Lu, M,; Yao, Y.; Wang, ].; Li, J. Esculetin exerts antitumor effect on human gastric cancer cells
through IGF-1/PI3K/Akt signaling pathway. Eur. J. Pharmacol. 2017, 814, 207-215. [CrossRef] [PubMed]
Pan, H.; Wang, B.H.; Lv, W. Esculetin induces apoptosis in human gastric cancer cells through a cyclophilin
D-mediated mitochondrial permeability transition pore associated with ROS. Chem. Biol. Interact. 2015,
242,51-60. [CrossRef] [PubMed]

Kawaii, S.; Tomono, Y.; Ogawa, K.; Sugiura, M.; Tano, M.; Yoshizawa, Y. The antiproliferative effect of
coumarins on several cancer cell lines. Anticancer Res. 2001, 21, 917-923.

Weber, U.S.; Steffen, B.; Siegers, C.P. Antitumor-activities of coumarin, 7-hydroxy-coumarin and its
glucuronide in several human tumor cell lines. Res. Commun. Mol. Pathol Pharmacol. 1998, 9999,
193-206.

Alirezaei, M.; Dezfoulian, O.; Neamati, S.; Rashidipour, M.; Tanideh, N.; Kheradmand, A. Oleuropein prevents
ethanol-induced gastric ulcers via elevation of antioxidant enzyme activities in rats. J. Physiol. Biochem. 2012,
6868, 583-592. [CrossRef]

Sumbul, S.; Ahmad, M.A.; Mohd, A.; Mohd, A. Role of phenolic compounds in peptic ulcer: An overview.
J. Pharm. Bioallied. Sci. 2011, 33, 361-367. [CrossRef]


http://dx.doi.org/10.1002/ijc.24454
http://dx.doi.org/10.1158/1055-9965.EPI-12-1138
http://dx.doi.org/10.1007/s10552-012-9952-7
http://dx.doi.org/10.1080/10408398.2016.1263597
http://dx.doi.org/10.3390/ijms161126061
http://dx.doi.org/10.3748/wjg.v21.i37.10636
http://dx.doi.org/10.1021/jf071520h
http://dx.doi.org/10.3779/j.issn.1009-3419.2018.12.01
http://dx.doi.org/10.1016/j.intimp.2011.05.016
http://dx.doi.org/10.3748/wjg.v13.i48.6506
http://dx.doi.org/10.1016/j.bcp.2019.113673
http://www.ncbi.nlm.nih.gov/pubmed/31629709
http://dx.doi.org/10.1093/nar/gkg753
http://dx.doi.org/10.1111/fcp.12255
http://www.ncbi.nlm.nih.gov/pubmed/27873354
http://dx.doi.org/10.1016/j.cbi.2010.07.020
http://www.ncbi.nlm.nih.gov/pubmed/20678495
http://dx.doi.org/10.1016/j.ejphar.2017.08.025
http://www.ncbi.nlm.nih.gov/pubmed/28847482
http://dx.doi.org/10.1016/j.cbi.2015.09.015
http://www.ncbi.nlm.nih.gov/pubmed/26388407
http://dx.doi.org/10.1007/s13105-012-0177-8
http://dx.doi.org/10.4103/0975-7406.84437

Nutrients 2020, 12, 3281 15 of 16

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

Waterman, E.; Lockwood, B. Active components and clinical applications of olive oil. Altern Med. Rev. 2007,
1212, 331-342.

Servili, M.; Esposto, S.; Fabiani, R.; Urbani, S.; Taticchi, A.; Mariucci, F.; Selvaggini, R.; Montedore, G.F.
Phenolic compounds in olive oil: Antioxidant, health and organoleptic activities according to their chemical
structure. Inflammopharmacology 2009, 1717, 76-84. [CrossRef]

Plummer, M.; Franceschi, S.; Vignat, J.; Forman, D.; de Martel, C. Global burden of gastric cancer attributable
to Helicobacter pylori. Int. ]. Cancer 2015, 136136, 487-490. [CrossRef]

Wild, C.P.; Weiderpass, E.; Stewart, B.W. World Cancer Report: Cancer Research for Cancer Prevention;
International Agency for Research on Cancer: Lyon, France, 2020.

Grosso, G.; Godos, J.; Galvano, F.; Giovannucci, E.L. Coffee, Caffeine, and Health Outcomes: An Umbrella
Review. Annu. Rev. Nutr. 2017, 37, 131-156. [CrossRef] [PubMed]

Poole, R.; Kennedy, O.].; Roderick, P; Fallowfield, ].A.; Hayes, P.C.; Parkes, J. Coffee consumption and health:
Umbrella review of meta-analyses of multiple health outcomes. BMJ 2017, 359, 5024. [CrossRef] [PubMed]
Bagnardi, V.; Rota, M.; Botteri, E.; Tramacera, I.; Islami, F; Fedirko, V.; Scotti, L.; Jenab, M.; Turati, F;
Pasquali, E.; et al. Alcohol consumption and site-specific cancer risk: A comprehensive dose-response
meta-analysis. Br. J. Cancer 2015, 112112, 580-593. [CrossRef] [PubMed]

Wang, P.L.; Xiao, ET.; Gong, B.C.; Liu, EN. Alcohol drinking and gastric cancer risk: A meta-analysis of
observational studies. Oncotarget 2017, 88, 99013-99023. [CrossRef]

World Cancer Research Fund/American Institute for Cancer Research. Continuous Update Project Expert
Report 2018. Alcoholic Drinks and the Risk of Cancer. Available online: dietandcancerreport.org (accessed
on 7 July 2020).

Amor, S.; Chalons, P; Aires, V.; Delmans, D. Polyphenol Extracts from Red Wine and Grapevine: Potential
Effects on Cancers. Diseases 2018, 66, 106. [CrossRef]

Lee, ].A,; Ha, S.K; Cho, E.; Choi, I. Resveratrol as a Bioenhancer to Improve Anti-Inflammatory Activities of
Apigenin. Nutrients 2015, 77, 9650-9661. [CrossRef]

Gaforio, J.J.; Visioli, F; Alarcon-de-la-Lastra, C.; Castafier, O.; Delgado-Rodriguez, M.; Fit6, M.;
Hernandez, A.F; Huertas, ].R.; Martinez-Gonzélez, M.A.; Menéndez, J.A,; et al. Virgin Olive Oil and
Health: Summary of the III International Conference on Virgin Olive Oil and Health Consensus Report,
JAEN (Spain) 2018. Nutrients 2019, 1111, 2039. [CrossRef]

Psaltopoulou, T.; Kosti, R.I.; Haidopoulos, D.; Dimopoulos, M.; Panangiotakos, D.B. Olive oil intake is
inversely related to cancer prevalence: A systematic review and a meta-analysis of 13,800 patients and 23,340
controls in 19 observational studies. Lipids Health Dis. 2011, 10, 127. [CrossRef]

Schwingshackl, L.; Schwedhelm, C.; Galbete, C.; Hoffmann, G. Adherence to Mediterranean Diet and Risk of
Cancer: An Updated Systematic Review and Meta-Analysis. Nutrients 2017, 99, 1063. [CrossRef]

Du, S.; Li, Y.; Su, Z,; Shi, X,; Johnson, N.L.; Li, P.; Zhang, Y.; Zhang, Q.; Wen, L.; Li, K; et al. Index-based
dietary patterns in relation to gastric cancer risk: A systematic review and meta-analysis. Br. |. Nutr. 2020,
123123, 964-974. [CrossRef]

Zamora-Ros, R.; Cayssials, V.; Jenab, M.; Rothwell, J.A.; Fedirko, V.; Aleksandrova, K.; Tjonneland, A.;
Kyro, C.; Overvad, K.; Boutron-Rauault, M.C.; et al. Dietary intake of total polyphenol and polyphenol
classes and the risk of colorectal cancer in the European Prospective Investigation into Cancer and Nutrition
(EPIC) cohort. Eur. ]. Epidemiol. 2018, 3333, 1063-1075. [CrossRef]

Grosso, G.; Bella, F.; Godos, ].; Sciacca, S.; Del Rio, D.; Ray, S.; Galvano, E; Giovannucci, E.L. Possible role of
diet in cancer: Systematic review and multiple meta-analyses of dietary patterns, lifestyle factors, and cancer
risk. Nutr. Rev. 2017, 7575, 405-419. [CrossRef] [PubMed]

Lampe, ].W. Interindividual differences in response to plant-based diets: Implications for cancer risk. Am. J.
Clin. Nutr. 2009, 8989, 15535-1557S. [CrossRef] [PubMed]

Rodriguez-Garcia, C.; Sanchez-Quesada, C.; Gaforio, J. Dietary Flavonoids as Cancer Chemopreventive
Agents: An Updated Review of Human Studies. Antioxidants 2019, 88, 137. [CrossRef] [PubMed]

Heébert, J.R. Social Desirability Trait: Biaser or Driver of Self-Reported Dietary Intake? J. Acad. Nutr. Diet.
2016, 116116, 1895-1898. [CrossRef] [PubMed]

Del Rio, D.; Rodriguez-Mateos, A.; Spencer, ].P.; Tognolini, M.; Borges, G.; Crozier, A. Dietary (poly) phenolics
in human health: Structures, bioavailability, and evidence of protective effects against chronic diseases.
Antioxid. Redox Signal. 2013, 1818, 1818-1892. [CrossRef]


http://dx.doi.org/10.1007/s10787-008-8014-y
http://dx.doi.org/10.1002/ijc.28999
http://dx.doi.org/10.1146/annurev-nutr-071816-064941
http://www.ncbi.nlm.nih.gov/pubmed/28826374
http://dx.doi.org/10.1136/bmj.j5024
http://www.ncbi.nlm.nih.gov/pubmed/29167102
http://dx.doi.org/10.1038/bjc.2014.579
http://www.ncbi.nlm.nih.gov/pubmed/25422909
http://dx.doi.org/10.18632/oncotarget.20918
dietandcancerreport.org
http://dx.doi.org/10.3390/diseases6040106
http://dx.doi.org/10.3390/nu7115485
http://dx.doi.org/10.3390/nu11092039
http://dx.doi.org/10.1186/1476-511X-10-127
http://dx.doi.org/10.3390/nu9101063
http://dx.doi.org/10.1017/S0007114519002976
http://dx.doi.org/10.1007/s10654-018-0408-6
http://dx.doi.org/10.1093/nutrit/nux012
http://www.ncbi.nlm.nih.gov/pubmed/28969358
http://dx.doi.org/10.3945/ajcn.2009.26736D
http://www.ncbi.nlm.nih.gov/pubmed/19297461
http://dx.doi.org/10.3390/antiox8050137
http://www.ncbi.nlm.nih.gov/pubmed/31109072
http://dx.doi.org/10.1016/j.jand.2016.08.007
http://www.ncbi.nlm.nih.gov/pubmed/27665256
http://dx.doi.org/10.1089/ars.2012.4581

Nutrients 2020, 12, 3281 16 of 16

66. Liu, RH. Potential synergy of phytochemicals in cancer prevention: Mechanism of action. J. Nutr. 2004,
134, 34795-3485S. [CrossRef]

67. de Kok, TM,; van Breda, S.G.; Manson, M.M. Mechanisms of combined action of different chemopreventive
dietary compounds: A review. Eur J. Nutr. 2008, 47, 51-59. [CrossRef]

Publisher’s Note: MDPI stays neutral with regard to jurisdictional claims in published maps and institutional
affiliations.

@ © 2020 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
@ article distributed under the terms and conditions of the Creative Commons Attribution

(CC BY) license (http://creativecommons.org/licenses/by/4.0/).



http://dx.doi.org/10.1093/jn/134.12.3479S
http://dx.doi.org/10.1007/s00394-008-2006-y
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Materials and Methods 
	Study Population 
	Classification of Tumors 
	Variables and Data Collection 
	Assessment of Nutrient Intake 
	Analysis of PLP Intake 

	Statistical Analysis 

	Results 
	Discussion 
	Conclusions 
	References

