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Preface

Food is health, personal, regional, national, and international security. To defend the ascendant
French Empire, Napoleon Bonaparte turned to food science and technology and offered a monetary
reward to anyone who could invent a process of preserving foods for his soldiers. Nicholas Appert,
a French brewer and Paris chef, spent the next 14 years perfecting canning partridges, vegetables,
and gravies. After he had perfected the process of sealing food in airtight jars, he sent samples to
Napoleon’s army. The soldiers rated the food excellent and fresh. Canning was born, and Napoleon
personally awarded the equivalent of $5000 to Nicolas Appert in 1809. Since that time, processed
and preserved foods have saved billions of lives worldwide.

Globalization has created unprecedented opportunities for the food industry from farm to the
human gut. Restaurants, including fast food and sit-in restaurants or school cafeterias, are bour-
geoning around the world as convenience and world travel have become the way of life. To feed the
world, food has to be processed and preserved. Food scientists and engineers develop processed
foods that fill the world’s food supermarket shelves and are used in restaurants, hospital and school
cafeterias, and at home.

Food is medicine. The food that we consume from breakfast to dinner or at movie times is
metabolized, and the metabolites have an impact on our health, mood, behavior, and performance
throughout our lives. Louis-Camille Maillard (1878—1936), a French chemist and physician, reported
in 1912 that in the human body reactive sugars such as glucose or fructose continuously react with
proteins containing lysine, arginine, or histidine amino acid to produce compounds known as
advanced glycation end products (AGEs) that play a role in the pathogenesis of chronic diseases,
particularly diabetes. It took until the 1970s when scientists began to understand that AGEs mediate
the complications of illnesses such as diabetes and tissue modification during human aging. In the
presence of excess glucose or fructose, the sugar can also auto-oxidize and form reactive dicarbon-
yls, such as methylglyoxal, and the latter reacts with proteins to form AGEs.

Food is a biological material obtained from land animals, birds, fish, vegetables, fruits, or seeds,
after the animal or bird has been slaughtered or the fruit or vegetable has been cut. Beef sirloin is
a cut from a slaughtered cow. Salmon or catfish filet is a cut from a slaughtered salmon or catfish.
Cheese is a by-product of milk fractionation. As such, foods contain variable amounts of carbohy-
drates, lipids, minerals, proteins, vitamins, pigments, and micronutrients and are very susceptible
to biochemical interactions and microbial deterioration. Food scientists and engineers develop pres-
ervation techniques to keep food safe and palatable.

The discovery of fire gave humans the ability to prepare healthy and safe food from raw animal
or agricultural products. Louis Pasteur discovered and demonstrated the ability of heat treatment to
kill microorganisms in food and make food safer. While Pasteur focused on the efficacy of cooking
at low temperature to develop safe and healthy foods, there are several other forms of heat treatment
that can be applied to raw agricultural products to prepare tasty meals.

Cooking food is not only an art, but a combination of art and science such as chemistry, and
involves the interactions of carbohydrates, lipids, proteins, minerals, vitamins, salt, and micronutri-
ents at temperatures that can range from freezing to flame temperatures. According to the French
chemist Antoine Lavoisier, nothing is lost during cooking but matter is transformed. During cook-
ing, new desirable and undesirable chemicals are generated.

In recent years, convenience in many sectors of life has become essential for business. To meet
consumer demand for convenience, thermal and nonthermal techniques have been developed that
deliver food that is tasty and microbiologically safe. At the same time, consumers have been accus-
tomed to an open-ended high temperature and short-time cooking techniques that encompass bak-
ing, frying, grilling, broiling, bricking, microwaving, or searing food as the easy answer to deliver
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tasty and flavorful foods. Despite warnings by medical doctors and certain media, it has been
reported that the American eating habit worsened in 2013 compared to years before.

According to Lavoisier and Maillard, the application of high temperatures to a biological mix-
ture such as food cannot go without consequences. The Maillard reaction is responsible for the flavor
of baked, barbecued, broiled, grilled, roasted, seared, microwaved, or flamed foods. As the cook-
ing temperature increases, the Maillard reaction generates a mixture of flavorful, often toxic, and
sometime carcinogenic compounds in foods depending on the cooking conditions. Reactive dicar-
bonyls are bioavailable and easily react with proteins or enzymes and disrupt protein or enzyme
functionality. About 10% of ingested AGEs remain inside the body, accumulate in different tissues
over time, and induce oxidative stress. Chronic oxidative stress induces chronic inflammation; and
chronic inflammation is the hallmark of chronic degenerative diseases, including obesity, diabetes,
eye disease, anemia, kidney diseases, hypertension, osteoporosis, sarcopenia, cardiovascular dis-
ease, multiple sclerosis, cancer, and Parkinson’s and Alzheimer’s diseases. Therefore, diet-related
diseases, including obesity and others, and food safety issues cannot be addressed by chefs and
nutritionists alone without the critical involvement of food scientists and engineers.

This book is divided into three parts. Part I describes the Maillard reaction in layman’s terms to
let those in culinary schools and cafeterias understand the chemistry that goes on when food ingre-
dients are mixed in the presence of heat. Inflammation in health and disease focuses on maternal
in utero inflammation as a risk factor for adulthood disease. In Chapter 3, the author presents some
of the tastiest and popular foods ever designed by mankind that are yet rich in inflammatory AGE:s.

Part IT of the book links the Maillard reaction products to chronic inflammatory degenera-
tive diseases, including obesity, diabetes, hypertension, kidney, atherosclerosis, osteoporosis, eye
health, multiple sclerosis, erectile dysfunction, insomnia, cancer, and Parkinson’s and Alzheimer’s
diseases. Through each chronic disease, the risk factors, including foods, are presented and protec-
tive foods are suggested.

Part IIT of the book covers champagne, caviar, good cuisine, and ice wine. The gut is the epicen-
ter of healthy life, suggesting that healthy gut is healthy life. The most coveted diets, including the
Western, traditional Mediterranean, and the Okinawan diets, are discussed. However, in between
the West and Japan, there are regions called the “Blue Zones” where centenarians live and are active
members of their communities. The adoption of Japanese and Mediterranean diets has brought
significant confusion in food outlets where consumers are presented westernized variations of the
Japanese or Mediterranean foods that are unfortunately AGEs rich.

Champagne, caviar, good cuisine, and ice wine help develop a healthy pantry both at home and
away from home. Cooking techniques are discussed, including advantages and disadvantages asso-
ciated with each technique. It is suggested that healthy gut and healthy life start with a good cuisine
at or away from home that addresses healthy children’s foods because children represent the future.
The health benefits of champagne and caviar are presented, and ice wine is introduced as the dessert
wine for laisser le bon temps rouler.
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PART |

The Maillard Reaction and Foods

The Maillard reaction (MR), referred to in honor of the French chemist and medical doctor
Louis Camille Maillard (1878—1936) who first enunciated the process in 1912, is one of the most
important interactions in food systems especially in the restaurant industry. The reaction occurs
between a reactive aldehyde usually a reducing sugar and an amine group and is favored by heat.
The MR affects the aroma, appearance, and flavor of several types of foods including bread crust,
pizza, peanut butter, cheese, condensed sweetened milk, roasted coffee, roasted chicory, grilled
poultry or red meat, dry soups, biscuits, protein and cereal bars, breakfast cereals, beer, and cola.
The MR also affects the nutritional quality of foods that have undergone the reaction.

Chapters 1 and 2 describe the MR and elaborate on the reaction so that we all can understand
why this reaction is very important to all chefs, culinologists, food services, restaurant industry,
school and hospital cafeterias, parents, individuals, and students in culinary schools and culinology.
Caramelization is considered as a special case of the MR and will also be discussed because it is an
important nonenzymatic browning reaction of interest to all groups mentioned earlier.

The MR delivers tasty foods that are very good to the palate. Yet it is being shown that the tasty
foods that billions of individuals crave for around the world are proinflammatory. Books, review
papers, research papers, proceedings, and monographs have been and are being written on both
the positive effects of the MR on gastronomy and the side effects of inflammation. These chapters
concisely address both aspects.






CHAPTER 1

Introduction to the Maillard Reaction

1.1 INTRODUCTION

This chapter will cover the basic of the Maillard reaction (MR) that students in culinary schools
and culinology, chefs, and individuals in the restaurant industry need to know because they develop
MR regularly in several aspects of their occupation in the kitchen. However, before describing the
MR, a brief introduction on the history of modern restaurant is presented.

The first contemporary restaurant “Le Restaurant Boulanger” opened in Paris, France, in 1765
and was developed by Mr. Boulanger also known as Champ d’Oiseau. Before 1765, Mr. Boulanger
was selling a bouillon made from a meat juice concentrate that he developed to help people restore
strength especially women after labor/childbirth or individuals who were tired. Because he was
using food to restore strength in people, Mr. Boulanger was called a “restaurateur” or the person
who restores strength and health. Unlike the inns that opened for certain hours, where there was no
menu and the food selected by the chef was served to all customers sitting on several joint tables,
Boulanger developed a premise that opened all day and where customers sat on a single table,
ordered from a menu, and were served by a server. He named the venue “restaurant,” meaning a
place to restore strength.

Other businessmen embraced Mr. Boulanger’s idea and started serving bouillons made of meat
and vegetables to the weak and sick. In 1782, Antoine Beauvilliers opened the first high-end con-
temporary restaurant in Paris, named it “Grande Taverne de Londres” and served his customers
foods similar to what was served at Versailles and wine in bottle similar to restaurants in London.
Grande Taverne de Londres remained the best restaurant in Paris for more than 20 years. The
French Revolution contributed to the rise of the restaurant business in France. The revolution left
several chefs unemployed. Many regional leaders moved to Paris leaving their families behind
in the country side. Several restaurants opened in Paris where chefs trained in some of the best
culinary schools found employments and became “restaurateurs.” By 1789, there were hundreds of
restaurants in Paris, and by 1810, the number went up to about 3000.

In the United States, the first French-style restaurant opened in Boston in 1794. Customers sat on
single tables, the food was brought on the table, and customers served themselves. The gold rush in
California (1848—1855) saw the rise of the restaurant industry on the West Coast. Expensive French
food, champagne, and oysters were served to gold prospectors when they “hit it rich.”

The industrial revolution whereby individuals had to perform duties far away from home and
in offices also contributed to the development of the restaurant industry and convenient foods. In
order to run a cost-effective business, the restaurant industry had to rely on cost-effective ingredi-
ents. It turned out that ready-made food ingredients were more cost-effective than make-as-you-go
ingredients. Globalization and the development of middle class in emerging economies in Asia,
Middle East, Africa, and South America are also contributing to the proliferation of restaurants in
every country around the globe.



4 THE MAILLARD REACTION RECONSIDERED: COOKING AND EATING FOR HEALTH

At the farm gate, produce can be classified into different categories including (1) produce that
are ready to eat as food such as berries, certain fruits, and nuts and (2) produce that require further
processing including coffee, milk, cereals, eggs, meat, seafood, certain fruits and vegetables, and
oilseeds. However, in some cases, ready-to-eat foods can also be used as ingredients in operations
such as baking or frying.

The food industry uses appropriate technologies including drying at low or high temperature
and precooking at low or high temperature to provide ready-to-use ingredients or foods depending
on applications. For instance, butter can be used as spread (ready-to-eat food) or as ingredient for
making waffles, rolls, potato salad, or frying foods. Similarly, cheese can be used as is on sand-
wiches or added to dough for lasagna or pizza preparation.

Recent studies have shown that several food ingredients or ready-to-eat foods are rich in proin-
flammatory compounds. The following paragraphs first explain how some processing technologies
turn natural produce into proinflammatory food ingredients or ready-to-eat foods. Similarly, the
paragraph shows how cooking in restaurants, school cafeteria, hospital, correction cafeteria, or at
home can also turn healthy produce into proinflammatory compounds for the human body.

1.2 THE MAILLARD REACTION IN FOOD PROCESSING AND COOKING
1.2.1 Definition

The MR occurs between a reducing sugar (Table 1.1) and available amine group in the amino
acid lysine, guanidino side of the amino acid arginine, or imidazole side of the amino acid histidine
in a protein, an amino acid, peptide, protein hydrolyzate, phospholipid, or nucleic acid (Table 1.2).
Table 1.3 lists some dietary sources of reducing compounds.

1.2.2 Steps and Benefits of the Maillard Reaction in Food Processing and Cooking

In 1912, Louis Camille de Maillard, a French chemist and physician, discovered that when a
reducing sugar such as glucose or fructose is in the presence of a long-lived protein such as col-
lagen or lens proteins at body temperature, the sugar binds to the protein and the sugar—protein
complex may play a major role in the development and progression of chronic diseases, particu-
larly diabetes [1]. The reaction between such a protein and carbohydrate has been named “the
Maillard reaction.” The MR occurs as part of normal human aging process but is accelerated
under pathological conditions whereby the body contains unusual and unnecessary high levels
of sugar.

The MR can also rapidly occur in foods during processing or cooking when a protein and
reactive sugar (including lactose, which is the sugar in milk; ribose, which is the sugar in meat;
fructose, which is the sugar in most fruits, honey, or most soft drinks) with or without fats are
heat-treated at temperatures such as 32°C, which is as low as the cheese making temperature.
The reaction is accelerated by heat and is fast forwarded when the protein and sugar react under
dry heating conditions including baking, blackening, braising, broiling, frying, grilling, roasting,
sautéing, or searing.

Since several food products or ingredients contain a mixture of proteins rich in amino acid
lysine, arginine, or histidine and reactive sugar and are processed at a temperature close to or
higher than the body temperature, the MR occurs regularly during cooking. The reaction becomes
complex when nucleic acids (found in baker’s yeast) and/or lipids (fats or oils) are involved in. Food
composition, type of sugar, temperature of cooking, moisture content, acidity of food, and method
of cooking are very critical to the completion of MR. When the reaction occurs in presence of lipids,
yeast, and temperature, more flavorful compounds are formed.



INTRODUCTION TO THE MAILLARD REACTION 5

Table 1.1 Reducing Sugars and Some of Their Dietary Sources

Glucose (dextrose)
Grapes
Fruits and vegetables (apple, date, fig, pepper, tomato, onion, and others)
Grain products
Fructose
High-fructose corn syrup
Maple syrup
Watermelon
Most fruits
Xylose
Corn cob
Pecan shell
Cottonseed hulls
Ribose
Meat
Ribose 5-phosphate
Human and mammalian cells
Sucrose (hydrolyzes into glucose + fructose during freezing, dehydration, or storage)
Sugar cane
Maple syrup
Lactose (hydrolyzes into glucose and galactose)
Human milk
Cow’s milk
Goat milk
Camel milk
Maltose (glucose + glucose)
Malt
Maltose syrup
L-rhamnose
Buckthorn
Okra
Arabinose
Plant gums
Galactose
Lactose
Pectin
Mucilages

In foods, the MR is best illustrated by the crust on bread or pizza, roasted coffee, peanut or nut
butter, and the dark brown color in beer, on flamed chicken, barbecued beef roast, or many other
foods (Figure 1.1). As the cooking temperature increases, the MR gives food a distinct aroma and
flavor that enhance the palatability of the cooked food. Broiling or grilling meat, grilling cheese,
flaming chicken, frying meat or fish, searing fish or pizza, sautéing food, or roasting nuts with or
without sugar all expose foods to MR.

Once initiated, the speed of the MR increases during most standard food storage conditions
even in food products that contain very little amounts of water. The MR occurs in dry milk powder,
condensed and evaporated milk, and protein and cereal bars during storage. The MR is amplified
when the food product is stored at very high temperature.
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Table 1.2 Reactive Primary or Secondary Amine Groups and Food Sources

e-Amine group of lysine

Guanidino group of arginine

Imidazole group of histidine

Phosphatidylcholine (found in egg yolk and soyabean oil)
Phosphatidylethanolamine (found in egg yolk and soyabean oil)
Phosphatidylserine (found in egg yolk and soyabean oil)
Deoxyribonucleic acid (found in yeast)

Ribonucleic acid (found in yeast)

Milk

Cream

Butter

Egg whites and yolks

Nuts and nut fragments

Cocoa solids

Collagen and gelatin

Cereal flour and starch

Oilseed and legumes

Whey

Red meat

Poultry

Fish

Seaweeds

Table 1.3 Dietary Sources of and Reducing Compounds

Corn starch
Maltodextrins
Aldehydes
Ketones
Orthophenols
Ethanol

Fruit juices
Ascorbic acid

Figure 1.1 Classical example of MR.
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1.2.3 Desirable Attributes of the Maillard Reaction

Since the discovery by Robert Ling on the malt flavor and the relentless pursuit of the MR by
food scientists and engineers, several in food research and industry have doubled down on the MR
for tastier and more flavorful foods. Others have looked at economic and technological consider-
ations and investigated other attributes such as improved organoleptic, antioxidative, and emulsify-
ing properties and even anticarcinogenic properties of the MR. Recent studies are revealing and
challenging. The next paragraphs will briefly delineate some of the desirable attributes such as
aroma, flavor, taste, and color that food scientists and flavorists have been encouraging when pro-
moting the MR in food product development. Bread, biscuit, breakfast cereals, and processed milk
are universal foods and typical examples of food products that draw their worldwide acceptability
because of the MR.

1.2.3.1 Improved Aroma and Flavor of Cooked Foods

The MRs impart desirable aroma to the food and enhance food palatability. Both volatile and non-
volatile flavor compounds are also formed during the MR, and food manufacturers and chefs/cooks need
it to improve and enhance the sensory attributes of heat-treated food. Flavor formation during the MR is
the function of the type of amino acids in the protein, sugar, temperature, pH, time, and moisture content.
Sugar and amino acid composition often dictate the type of flavor compounds formed. For instance, the
interaction between the amino acid cysteine and ribose derived from nucleotide in meat muscle leads to
the formation of sulfur-containing compounds that characterize the flavor of cooked meat. Bread, rice,
and popcorn flavor is mostly associated with the amino acid proline [2]. In roasted coffee, the MR is
associated with the nutty and roasted flavor/aroma, bitter, burnt, and astringent flavor/aroma.

1.2.3.2 Improved Colors and Increased Palatability

Because we eat with our eyes, toasted cereal, roasted red meat and coffee, or brewed beer have
colors that make these foods or beverages very appealing to the eye. The MR imparts desirable
aroma and colors that enhance the color and palatability of the foods mentioned earlier and others
including pizza, lasagna, dark beer, macaroni and cheese, protein and cereal bars, and peanut butter.
The list of foods that are palatable because of the MR is very extensive and can include a wide range
of food products in grocery stores.

1.2.4 Undesirable Attributes and Health Significance of the Maillard Reaction

As well, several undesirable products are also formed during and depending on the extent of the
MR. The early stage of MR is associated with the formation of small but very reactive molecules
including glyoxal, methylglyoxal, 3-deoxyglucosone, and reductones [3-5]. It is the high chemical
reactivity of these small molecules that drives the MR to the development of several undesirable
molecules including advanced glycation end products (AGEs) and melanoidins. Some of these small
molecules include hydrogen peroxide, acrylamide found in some types of French fries, furans found
in bread crust, dicarbonyls found in some carbonated beverages and AGEs that characterize indi-
viduals with diabetes or high blood sugar, and sugar-bound insulin that cause insulin insensitivity
in individuals who develop insulin resistance.

1.2.4.1 Loss of Color and Darkening of the Final Product

Excessive MR can lead to undesirable product color change. Excessive dark color on barbecued
or roasted meat is a good example of excessive MR. Dark roasted coffee is another good example.
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1.2.4.2 Loss of Protein Biological Value

Lysine is an essential amino acid that is in high amount in meat, egg, and fish. During the MR,
the biological value of the lysine is lost. Animal studies have shown that when the MR is formed
between a reducing sugar and a protein rich in lysine, the lysine in the ensuing complexes cannot
be used by animals for growth. This reduction in nutritive value has also been shown in humans.

1.2.4.3 Effect on Allergenicity

Nuts contain allergens that affect more than 1% of the U.S. population, which represents more
than 3 million people [6]. There are specific proteins in nuts that once ingested the consumer devel-
ops an allergic reaction. For instance, Ber e 1 protein is the major allergen in Brazil nut. Ara h 1,
Ara h 2, and Ara h 3 are the major allergens in peanut. Amandin is the major allergen in almond.
During MR, proteins react with sugars, and it has been shown that higher temperature unfolds the
protein and exposes it more than when the nut is not heat-treated. The unfolding exposes more
interaction sites and it has been shown that roasted nuts lead sensitive individuals to develop more
allergic reactions. Therefore, in most cases, the MR does not reduce the allergenicity of nuts. For
instance, Beyer et al. [7] investigated the allergenicity of two US varieties of peanut that were
boiled, fried, or roasted. The allergenicity of Ara h 1, Ara h 2, and Ara h 3 were compared by a
clinical chemistry technique known as immunolabeling using sera from eight patients allergic to
peanut. Boiling and frying peanut reduced the amount of the marker of allergenicity also known as
immunoglobulin E (IgE) bound to Ara h 1, Ara h 2, or Ara h 3. Roasting increased the amount of
IgE bound to Arah 1, Arah 2, and Ara h 3 suggesting an increase in protein allergenicity. The aller-
genicity of peanut flour has also been reported in certain individuals [8]. Amandin is not affected
by blanching, roasting, or autoclaving [9,10].

1.2.4.4 Hydrogen Peroxide

Roasted coffee is one the best known MR products. Hydrogen peroxide has been identified as
a major product in MR mixture and coffee such as espresso [11]. In freshly brewed coffee, high
levels of hydrogen peroxide that can stimulate inflammation have been measured [12]. The toxicity
of hydrogen peroxide has been established as this oxidant enters the cell and increases the levels of
oxygen radicals causing inflammation and cell death.

Coffee is such a popular beverage that research has often been controversial on the health
benefits of this dark liquid. While Muscat et al. [12] reported on the high levels and toxicity of per-
oxide in coffee, Boettler et al. [13] analyzed several coffee extracts to identify antioxidant activities
from brewed coffee. Chlorogenic acid is high in coffee. Inside the human body, chlorogenic acid is
metabolized into caffeic acid. However, high levels of caffeic acid in the order of micromolar con-
centration are needed to demonstrate the antioxidative activity of coffee. Paur et al. [14] ascribed the
health benefits of coffee to roasting, the dark roasted coffee being excellent against inflammation.

1.2.4.5 Acrylamide

Acrylamide is a well-known bioavailable neurotoxin [15,16]. Several investigators have docu-
mented in experimental animals and discussed the mutagenic and carcinogenic effects of heterocy-
clic compounds and acrylamide generated during the MR [17-19]. High levels of acrylamide can be
detected on bread crust, in biscuits, coffee, cookies, corn chips, roasted almonds, potato products
including French fries and potato crisps. While the daily intake may be low between 0.3 ug/kg body
weight and 0.6 ug/kg body weight, regular consumption of food containing acrylamide can lead to
organ accumulation of this carcinogen [20].
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Since acrylamide was identified in foods by scientists in Europe and the United States, several
studies have been performed in Sweden to determine whether there was an association between
dietary acrylamide and certain types of cancer. The association between acrylamide intake and
colorectal cancer was examined in a population-based prospective cohort of 45,306 Swedish
men [21]. The men were followed for an average of 9.3 years during which 676 men developed
colorectal cancer. It was concluded that there was no evidence that dietary acrylamide in amounts
consumed by Swedish men is a risk factor for colorectal cancer. Mucci et al. [22] also found no
evidence of association between dietary acrylamide consumed in Sweden and cancer of the bladder
(N = 263), large bowel (N = 591), or kidney (N = 133). There was no association between dietary
acrylamide and colorectal cancer in Swedish women [23]. Pelucchi et al. [24] who also carried a
meta-analysis of epidemiological studies and found no association between acrylamide and human
cancer suggested that although epidemiological studies have found no association between dietary
acrylamide and cancer in Sweden further epidemiological studies that enroll large populations with
broad exposure contrasts are warranted. While the epidemiological observations and analyses in
Sweden have shown no association between dicarbonyls and colon cancer, these data cannot be
literally translated to other countries. Rather, studies should be performed in every country where
consumption of acrylamide-rich products such as French fries and roasted almonds are high.

The toxicity of acrylamide on male reproductive system has been demonstrated in animal stud-
ies and involves side effects in sperm nucleus and tail, depletion of antioxidant proteins, and testis
DNA damage [25,26].

1.2.4.6 Furans

The flavor of breakfast cereals, pasta, coffee, commercial baby foods, and some infant formula
is associated with the presence of compounds known as furans. Hydroxymethylfurfural and meth-
ylfurfural, which are prototypes of furans, have been identified in foods mentioned earlier [27].
The genotoxicity of the MR products has also been documented [28—31]. Whereas most coverage
on hydroxymethylfurfural and furfural has been on their flavor-enhancing ability, the effects of
chronic ingestion of these molecules have never been investigated. It may be useful to know the
metabolism of these compounds.

1.2.4.7 Reactive Dicarbonyl Compounds

Flavor generation is one of the hallmarks of the MR. Certain carbonated beverages contain-
ing high-fructose corn syrup contain very reactive molecules known as a-dicarbonyl compounds
including glyoxal, methylglyoxal, and deoxyglucosone. Some of these carbonated beverages also
contain furans such as 5-hydroxymethylfurfural (5-HMF) [32,33]. Methylglyoxal is abundant in
beverages containing high-fructose corn syrup as demonstrated by Tan et al. [33] who measured a
range of 83.19—-493.83 ug per serving size (354 mL). Tan et al. also measured methylglyoxal in diet
beverages free of fructose corn syrup and found methylglyoxal at a range of 25.13—111.51 pg per
serving size (354 mL). The highest levels of methylglyoxal per serving size were found in root beer
(269 pg/354 mL or can), decaffeinated coffee (140.7 pg/cup), cola drinks (81.4 pug/354 mL or can),
brewed coffee (75.6 ug/cup) [34], and honey (from as low as 100 mg/kg to as high as 1200 mg/kg)
[35]. Argpyrimidine is a methylglyoxal-derived AGE that is formed by the interaction of methyl-
glyoxal and arginine amino acid of a protein. Argpyrimidine has been detected at levels as high
as 162 + 9.05 pmol/mg protein in familial amyloidotic polyneuropathy patients and not in healthy
control individuals [36]. Methylglyoxal binds to arginine residue in proteins to form an imidazole
derivative. Methylglyoxal can bind to any short- or long-lived arginine-containing protein such as
protamine P1 that packages sperm DNA in all mammals [37,38]. Binding to arginine may have a
detrimental effect on the vasodilator nitric oxide productivity and efficacy. Nitric oxide is associated
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with erectile function. The potential side effects of too much exogenous or dietary dicarbonyls in
diets on erectile function are not known. Reduced nitric oxide levels and activity impairs the car-
diovascular system. Recently, Price and Knight [39] suggested that high levels of methylglyoxal in
diabetes exacerbate the levels of protein-reducing sugar complex also known as AGEs, inflamma-
tion and may account for diabetes complication including immune suppression in diabetes.

1.2.4.8 Pyridines and Heterocyclic and Mutagenic Compounds

Pyridine is a volatile flavor compound in cooked meat as a result of the interaction between
lipids and MR products [40,41]. Pyridines are well-known mutagens.

The presence of reducing sugars, amino acids, and large amount of creatine in meat or fish muscle
creates favorable conditions for the formation of mutagenic heterocyclic amine compounds during
frying-induced MR. The higher the cooking temperature, the faster and higher the levels of mutagens
and carcinogens generated during the MR. Heterocyclic amines are commonly known mutagens. The
level of mutagens formed is always a function of heating temperature suggesting that heating foods
at temperatures below 100°C often leads to nondetectable levels of creatinine or other carcinogens/
mutagens. High levels of pyridine, 3.3 pug/100 g duck meat, were detected when the duck meat was
pan-fried. In charcoal-grilled duck meat up to 17.8 ug of pyridine per 100 g of meat was detected.
Pan-frying and charcoal-grilling of duck meat also showed significant amounts, said 0.42 pg of het-
erocyclic amine formed per 100 g of meat. Heterocyclic amines from cooked meat are mutagens and
carcinogens [42].

1.2.4.9 Advanced Glycation End Products

The MR generates AGEs such as carboxymethyllysine (CML), pyrraline, pentosidine, and
furosine. Chronic exposure to or ingestion of AGE-rich diets (Figure 1.2) can, over time, impair
the functions of cells that regulate the passage of macromolecules and circulating cells from blood
to tissues also known as endothelial cells. Impairment of endothelial cells leads to or accelerates
vascular dysfunction. About 10% of ingested AGEs is bioavailable. Bioavailable AGEs or AGE
metabolites may interact with their receptor also known as RAGE and trigger a cascade of reac-
tions that involve enhanced oxidative stress, inflammation, and the development of a wide range of

Figure 1.2 Fried foods combo.
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Figure 1.3 Potential effects of AGEs on the development of chronic degenerative diseases.

chronic degenerative diseases as shown in Figure 1.3. Because of AGEs association with several
degenerative diseases, its inhibition or reduction in foods has been proposed and pushed by sev-
eral investigators including Paul Thornalley [43—45], Helen Vlassara research group [46—49], and
Thomas Henle [50-54], or discounted by others [55,56].

Recent studies have focused on the fate of dietary AGEs inside the human body. Evaporated
milk, bread crust [57], breakfast cereals [58], infant formulas [59], roasted nuts and seeds [60], bar-
becue sauces [61], fried meat and sausages [57,62], and ice cream [63] are rich sources of CML and
possibly other AGEs. Some have suggested that daily ingestion by humans of foods or beverages rich
in AGEs including CML, or their precursors such as methylglyoxal and fructoselysine, increases the
pool of endogenous AGEs, whereas reduced intake of dietary AGEs reduces endogenous levels of
AGE:s [64-66]. In one human study, 21 volunteers on high-AGE diet for 1 week gained weight and
had impaired insulin sensitivity [66]. A clinical study in Taiwan investigated the association of diets
with high or low levels of AGEs (pentosine, CML, and furosine) and serum AGEs (pentosine, CML,
and furosine) and inflammatory markers including interleukin-1 alpha (IL-1a), monochemoattrac-
tant protein-1 (MCP-1), and glycated low-density lipoprotein (LDL) in type 2 diabetic patients [67].
Diabetic patients in two groups, one group (N = 50) on low daily intake of AGEs (< 300 pg) and
the other group (V= 68) on high daily intake of AGEs (> 300 pg) were compared to control healthy
subjects (N = 74). The study lasted 7 days during which all subjects completed a dietary record. The
results showed that diabetic patients who consumed high-AGE diet had significantly higher plasma
levels of AGEs, HbAlc, glycated LDL, LDL, and LDL cholesterol compared to diabetic patients on
low-AGE diet and control subjects. Similarly, diabetic patients on high-AGE diet had significantly
higher plasma levels of inflammatory biomarkers IL-1a, tumor nuclear factor-alpha (TNF-a), and
MCP-1 compared to diabetic patients on low-AGE diet and control subjects. The activity of the anti-
oxidant enzyme superoxide dismutase was lower in diabetic patients on high-AGE diet than diabetic
patients on low-AGE diet than control subjects.
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The rationale of investigating the correlation of dietary intake of AGEs and plasma levels of
AGEs in diabetes patients is threefold: (1) Circulating AGEs is the hallmark that threatens the
lives of diabetic patients, (2) more people are prediabetic or developing diabetes, and (3) the high
medical costs and reduced productivity and life expectancy associated diabetes are causes of
concern.

In the human or vertebrate body, these AGEs accumulate over the years and bind to long-lived
proteins such as the plasma proteins, artery proteins, cholesterol-bound proteins also known as
LDLs, lens proteins, heart proteins, muscle proteins, breast tissue proteins, and penis proteins and
completely alter the functions of these proteins. In the presence of lipids, the latter react with pro-
teins to form advanced lipid oxidation products (ALEs). A reactive sugar can also oxidize to form
very small reactive compounds known as glyoxal or methylglyoxal that can combine with proteins
to form AGEs. Lipids under heat can oxidize and generate glyoxal or methylglyoxal that are prone
to bind to proteins and generate AGEs.

Several research groups have analyzed a variety of foods and reported that very high levels of
AGEs can easily be found in a wide range of ready-to-eat foods or ingredients for humans or pets.
Bacon, cheese, peanut butter, and red and poultry meat contain high levels of AGEs. Butter contains
very high levels of ALEs. For instance, raw milk has undetectable levels of AGEs, but the process-
ing of milk generates a wide range of food ingredients or products that are enriched in AGEs. As
shown in Figure 1.4, from milk we obtain fresh milk, butter, condensed milk, cheese, and powder
milk. Butter is made by churning milk and is highly enriched in saturated fat. Butter is also high in
ALEs. Sweetened condensed milk is made with high levels of sugars allowing the MR to take place
in the presence of milk proteins and the heat treatment used for sterilization. During storage, the
MR proceeds and more AGEs are formed during storage until consumption.

Cheese is produced at a temperature that is warm and AGE formation increases during cheese
ripening and early storage. It has been shown that during prolonged storage, AGE levels decrease,
but it is not known what the by-products of AGEs are. Powder milk is produced by spray drying
liquid milk on a very hot surface to generate dried particles. The high temperature facilitates or

v . ' . .
Homogenized milk Butter Condensed milk Cheese Powder milk
low AGEs high ALEs high AGEs high AGEs high AGEs

Pasta, soups, desserts

i

Figure 1.4 The MR during milk processing and the domino effect of a food or food ingredient containing high
levels of AGEs.
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exacerbates the MR giving a resulting milk powder that is very rich in AGEs. Storage of milk pow-
der, whether nonfat or high fat, exacerbates the MR and the formation of more AGEs. Given the
prevalence of butter, cheese, or milk powder in cooking at home or restaurant, a silent killer (AGEs)
gets into food unnoticed and is consumed daily as often as people can consume foods containing
milk products. Even if minute amounts are consumed at every meal, at the end of the day because
these AGEs are present in every piece of food from breakfast to movie theater popcorn, the cumula-
tive effect is that substantial amounts of AGEs are ingested every day. When most individuals rely
on the very same dietary pattern where AGEs are found everywhere, AGEs become part of daily
ingested unhealthy compounds (Figure 1.4).

Peanut butter is full of AGEs and not really health enhancing. Since peanut butter is AGE- and
ALE-rich and can be consumed all day long in different types of foods including bread sandwich,
cracker sandwich, cookies, and cereal bars and other different types of snacks, peanut butter is an
excellent, although perhaps unwelcome, carrier of AGEs and ALEs into the human body (Figure 1.5).

The domino effect of red meat can also be presented. Nowadays, red meat can be consumed
at breakfast, lunch, dinner, and in snacks (Figure 1.6). Due to the omnipresence of AGEs in red
meat, spreading red meat consumption through all the daily meals may not be a good idea for
healthy living.

Fructose is the sweetener in many food products from breakfast foods and beverages to
evening-time beverages and foods. Because fructose is very reactive, fructose is a good pre-
cursor of AGEs. And because fructose is found in almost every food and beverages offered in
commerce, fructose-containing foods are excellent warehouses of AGEs. Consumption of these
foods and beverages leads to body accumulation of AGEs or AGE precursors such as methylg-
lyoxal (Figure 1.7).

Some investigators have argued that there was no evidence that ingested AGEs accumulate
inside the human body [55,68]. Others have reported that AGEs such as CML-modified human

Raw low AGEs Roasted high AGEs

Figure 1.5 Peanut butter as an excellent source of AGEs and the domino effect of peanut butter as a source
of high levels of AGEs.
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Red meat or poultry
raw or cooked
high levels of AGEs

Figure 1.6 The domino effect of raw or cooked red meat as a source of high levels of AGEs.

Corn

. v '
Corn flour Corn oil High fructose corn syrup
no AGEs no or low ALEs very reactive

Beverages

Figure 1.7 The domino effect of high-fructose corn syrup in food products.

serum albumin or glycolaldehyde-modified f-lactoglobulin are unable to bind to their receptor
RAGE [69,70]. However, there are more investigators who have pointed out the negative effects of
dietary AGEs on human health [56,71] than those who promote AGEs as health enhancing.

1.2.4.10 Insulin Glycation

Sugar—insulin complex also known as glycated insulin leads to decreased efficacy of insu-
lin overtime (Figure 1.8). Abdel-Wahab et al. [72] were first to report the presence of glycated
insulin in the pancreatic islets of normal animals and elevated levels of glycated insulin and
proinsulin within the pancreas islets in both insulin-dependent and independent diabetic ani-
mal models. The same group injected glycated and nonglycated insulin to mice and observed
that the extent of insulin glycation was inversely related to insulin biological activity and could
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Figure 1.8 Reduced insulin sensitivity due to insulin glycation.

be related to glucose intolerance in diabetes [73]. They also questioned if glycated insulin could
also be identified in humans with diabetes. McKillop et al. [74] demonstrated the presence of
glycated insulin in the plasma and islets of diabetic animals supporting the hypothesis that
glycated insulin plays a role in the pathogenesis of diabetes. McKillop et al. [75] also identi-
fied glycated insulin as a significant proportion of total circulating insulin in both humans
and animals with type 2 diabetes. They suggested that glycated insulin may exhibit impaired
biological activity including glucose clearance compared to native insulin. Finally in 2003,
Lindsay et al. [76] demonstrated the presence of elevated levels of circulating glycated insulin
in type 2 diabetic subjects. Recently, Oliveira et al. [77] showed that methylglyoxal, a precur-
sor of AGEs found in baked foods, honey [78] including manuka honey that has high levels of
methylglyoxal [79], and several soft drinks [33] can modify insulin and impair insulin biologi-
cal activity including glucose regulation. While the antibacterial activity of honey is ascribed
to methylglyoxal, the in vivo health benefits of this molecule are food for thought when honey
is added to foods.
Can the MR products formation be prevented? Yes! Go to Chapter 7, please.

1.3 CARAMELIZATION

Caramel is one of the most extensively used colorants by the flavor, drug, carbonated soft
drink, and beverage industries. It is obtained by the process known as caramelization whereby
sugar is heated at temperature higher than 149°C or above its melting point under alkaline
(pH 9) or acidic conditions (pH 3) in absence of a nitrogen-containing compound such as amino
acid, peptide, or protein. Créme brulée and Madeira wine are a delight for many food connois-
seurs around the world. These two products are typical examples of caramelization products.
Caramelization can occur in the presence or absence of water. In the same food, caramelization
and MR may occur simultaneously. For instance during bread baking, starch is degraded into
small reducing sugar molecules and the reducing sugar can be part of both browning reactions.
As the pH of the reaction increases to alkaline region or the acidity decreases, thermal degrada-
tion of fructose generates high levels of reactive carbonyl compounds that polymerize into brown
compounds. The chemical and physical properties of caramel products depend on temperature,
pH, and heating time. Caramel products are a mixture of volatiles and nonvolatiles with a wide
range of molecular size [80].
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There are four types of caramels, Type -1V, obtained when food-grade sugars are heated with

. Sodium hydroxide (class I)

. Sodium hydroxide and sulfur dioxide mixture or in the form of sodium sulfite or metabisulfite (class II)

. Ammonia (class III)

. Sugar heated with sulfur dioxide and ammonia as is or sugar heated with ammonium sulfite, ammo-
nium hydrogen sulfite, sodium sulfite, sodium hydrogen sulfite, or sodium metabisulfite (class IV)

AW N~

The only color allowed in vinegar, alcoholic beverages including whisky, beer and liqueur,
soft drink beverages, desserts, ice cream, and malt bread is caramel. Information on the speci-
fications for caramel colors can be obtained in Licht et al. [81]. Caramel I has no net charge,
Caramel Color IT and I'V carry negative charge, and Caramel III carries a positive charge. Most
soft drinks contain negatively charged tannins derived from plant barks or roots and as a result
most soft drinks are negatively charged. To avoid flocculation/precipitation of the tannins, soft
drink manufacturers select caramels with isoelectric point below the beverage pH. Because
most soft drinks have pH around or below pH 3, class IV caramel, which has a pl between
0.5 and 2.0, is often selected and is stable in citric or phosphoric acid. Non-cola beverages with
pH >3.5 can accommodate and remain stable with class I caramels including DDW #525, 528,
or 570, which are slightly negatively charged. Class III caramel including DDW #301 and 304
has a pI between pH 5.0 and pH 7.0. This class caramel is used for a soft drink commonly used
in Latin America under the name of Malta because this beverage is positively charged and has
a pH around 4.0.

Caramel also protects food or beverage flavor from light deterioration. Caramel can substitute
for gums and be used as emulsifiers in beverage formulations containing essential oils. In soft
drinks caramel dosage varies from lowest in ginger ale (0.002%) and increases in products such
as apple drinks, cream soda, Malta, energy drink, guarana, root beer, and cola (0.45%). Additional
information on the use of caramel single-strength versus caramel double-strength can be found at
www.caramel.com.

1.4 CURRENT AND FUTURE DIRECTIONS IN MAILLARD REACTION

The MR is as old as human civilization, although it was formally discovered in 1912 and was
right away associated with diabetes. For decades, the food and beverage industries used it to develop
flavorful and tasty food products. Since the 1970s, the association of the MR with chronic diseases
has been investigated in research laboratory and clinics around the world. Despite the plethora
of information on the potential health side effects associated with chronic consumption of MR
product-rich foods, research findings have not completely translated into public warnings sufficient
enough to move the majority away from reducing the consumption of MR product-rich foods.
While several reasons can be put forward to explain the slow progress toward reducing the con-
sumption of MR product-rich foods, it is important to suggest that the majority of people cannot
think out of the box to develop tasty and flavorful foods without using reducing sugars, amino com-
pounds, and high temperatures. However, the next chapters will show that it is possible to eat tasty
and flavorful foods without the MR.

As more and more consumers become aware of the risks over benefits associated with the MR,
there will be less abuse of the reaction as it has been in recent years with increased consumption of
broiled, fried, and roasted foods. At the same time, the culinologists, chefs, and food scientists are
being challenged to develop tasty and flavorful foods and beverages that are either MR product—less
or MR product—free. Knowledge of the factors that affect the reaction is important to guide food
developers into moving away from chronic use of the MR.


http://www.caramel.com.

INTRODUCTION TO THE MAILLARD REACTION 17

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

REFERENCES

. Maillard LC. Action des acidesamines sur les sucres: Formation des melanoidines par voie methodique.

CR Academy of Sciences (Paris) 1912;154:66—68.

. Van Boekel M. Formation of flavour compounds in the Maillard reaction. Biotechnology Advances

2006;24:230-233.

. Hodge JE. Dehydrated foods, chemistry of browning reactions in model systems. Journal of Agricultural

and Food Chemistry 1953;1:928-943.

. Odani H, Shinzato T, Usami J et al. Imidazolium crosslinks derived from reaction of lysine with glyoxal

and methylglyoxal are increased in serum proteins of uremic patients: Evidence for increased oxidative
stress in uremia. FEBS Letters 1998:427:381-385.

. Puscasu C, Birlouez-Aragon I. Intermediary and/or advanced Maillard products exhibit prooxidant

activity on Trp: In vitro study on a-lactalbumin. Food Chemistry 2002;78:399-406.

. Sicherer SH, Muifioz-Furlong A, Godbold JH, Sampson HA. US prevalence of self-reported pea-

nut, tree nut, and sesame allergy: 11-year follow-up. Journal of Allergy and Clinical Immunology
2010;125:1322-1326.

. Beyer K, Morrowa E, Li X-M et al. Effects of cooking methods on peanut allergenicity. Journal of

Allergy and Clinical Immunology 2001;107:1077-1081.

. Hourihane JOB, Kilburn SA, Nordlee JA et al. An evaluation of the sensitivity of subjects with peanut

allergy to very low doses of peanut protein: A randomized, double-blind, placebo-controlled food chal-
lenge study. Journal of Allergy and Clinical Immunology 1997;100:596-600.

. Roux KH, Teuber SS, Robotham JM, Sathe SK. Detection and stability of the major almond allergen in

foods. Journal of Agricultural and Food Chemistry 2001;49:2131-2136.

Albillos SM, Al-Taher F, Maks N. Increasing extractability of protein for allergen detection after food
processing. Food Chemistry 2011;127:1831-1834.

Hegele J, Munch G, Pischetsrieder M. Identification of hydrogen peroxide as a major cytotoxic compo-
nent in Maillard reaction mixtures and coffee. Molecular Nutrition & Food Research 2009;53:760-769.
Muscat S, Pelka J, Hegele J et al. Coffee and Maillard products activate NF-kB in macrophages via H,0O,
production. Molecular Nutrition & Food Research 2007;51:525-535.

Boettler U, Sommerfeld K, Volz N et al. Coffee constituents as modulators of Nrf2 nuclear trans-
location and ARE (EpRE)-dependent gene expression. The Journal of Nutritional Biochemistry
2011;22:426-440.

Paur I, Balstad TR, Blomhoff R. Degree of roasting is the main determinant of the effects of coffee on
NF-kB and EpRE. Free Radical Biology and Medicine 2010;48:1218—1227.

Bologna LS, Andrawes FF, Barvenik FW et al. Analysis of residual acrylamide in field crops. Journal
of Chromatographic Science 1999;37:240-244.

Durham HD, Pena SD, Carpenter S. The neurotoxins 2,5-hexanedione and acrylamide promote aggre-
gation of intermediate filaments in cultured fibroblasts. Muscle & Nerve 2004;6:631-637.

Tareke E, Rydberg P, Karlsson P et al. Analysis of acrylamide, a carcinogen formed in heated food-
stuffs. Journal of Agricultural and Food Chemistry 2002;50:4998-5006.

Friedman M. Biological effects of Maillard browning products that may affect acrylamide safety
in food: Biological effects of Maillard products. Advances in Experimental Medicine and Biology
2005;561:135-156.

Zhang Y. Formation and reduction of acrylamide in Maillard reaction: A review based on the current
state of knowledge. Critical Reviews in Food Science and Nutrition 2007;47:521-542.

Claus A, Carle R, Schieber A. Acrylamide in cereal products: A review. Journal of Cereal Science
2008;47:118-133.

Larsson SC, Akesson A, Bergkvist L, Wolk A. Dietary acrylamide intake and risk of colorectal cancer
in a prospective cohort of men. European Journal of Cancer 2009;45:513-516.

Mucci L, Dickman P, Steineck G et al. Dietary acrylamide and cancer of the large bowel, kidney, and
bladder: Absence of an association in a population-based study in Sweden. British Journal of Cancer
2003;88:84—89.

Mucci LA, Adami HO, Wolk A. Prospective study of dietary acrylamide and risk of colorectal cancer
among women. International Journal of Cancer 2006;118:169—-173.



18

24

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.
39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

THE MAILLARD REACTION RECONSIDERED: COOKING AND EATING FOR HEALTH

. Pelucchi C, La Vecchia C, Bosetti C et al. Exposure to acrylamide and human cancer—A review and
meta-analysis of epidemiologic studies. Annals of Oncology 2011;22:1487-1499.

Rayburn JR, Friedman M. L-Cysteine, N-acetyl-L-cysteine, and glutathione protect Xenopus laevis
embryos against acrylamide-induced malformations and mortality in the Frog Embryo Teratogenesis
Assay. Journal of Agricultural and Food Chemistry 2010;58:11172-11178.

Friedman MA, Zeiger E, Marroni DE, Sickles DW. Inhibition of rat testicular nuclear kinesins (krp 2;
KIFC5A) by acrylamide as a basis for establishing a genotoxicity threshold. Journal of Agricultural and
Food Chemistry 2008;56:6024-6030.

Ramirez-Jiménez A, Garcia-Villanova B, Guerra-Hernandez E. Hydroxymethylfurfural and methylfur-
fural content of selected bakery products. Food Research International 2000;33:833—838.

Somoza V. Five years of research on health risks and benefits of Maillard reaction products: An update.
Molecular Nutrition & Food Research 2005;49:663—672.

Ikan R. The Maillard Reaction: Consequences for the Chemical and Life Sciences. John Wiley & Sons,
Chichester, U.K.; 1996.

Wang HY, Qian H, Yao WR. Melanoidins produced by the Maillard reaction: Structure and biological
activity. Food Chemistry 2011;128:573-584.

Ahmad S, Dixit K, Shahab U et al. Genotoxicity and immunogenicity of DNA-advanced glycation
end products formed by methylglyoxal and lysine in presence of Cu?*. Biochemical and Biophysical
Research Communications 2011;407:568-574.

Lo CY, Li S, Wang Y et al. Reactive dicarbonyl compounds and 5-(hydroxymethyl)-2-furfural in car-
bonated beverages containing high fructose corn syrup. Food Chemistry 2008;107:1099-1105.

Tan D, Wang Y, Lo CY et al. Methylglyoxal: Its presence in beverages and potential scavengers. Annals
of the New York Academy of Sciences 2008;1126:72-75.

Hayashi T, Shibamoto T. Analysis of methyl glyoxal in foods and beverages. Journal of Agricultural
and Food Chemistry 1985;33:1090-1093.

Adams CJ, Manley-Harris M, Molan PC. The origin of methylglyoxal in New Zealand manuka
(Leptospermum scoparium) honey. Carbohydrate Research 2009;344:1050-1053.

Van Nguyen C. Toxicity of the AGEs generated from the Maillard reaction: On the relationship of food-
AGEs and biological-AGEs. Molecular Nutrition & Food Research 2006;50:1140—1149.

Hammoud SS, Nix DA, Zhang H et al. Distinctive chromatin in human sperm packages genes for
embryo development. Nature 2009;460:473—478.

Balhorn R. The protamine family of sperm nuclear proteins. Genome Biology 2007;8:227.

Price CL, Knight SC. Methylglyoxal: Possible link between hyperglycaemia and immune suppression?
Trends in Endocrinology & Metabolism 2009;20:312-317.

Whitfield FB, Mottram DS. Volatiles from interactions of Maillard reactions and lipids. Critical Reviews
in Food Science & Nutrition 1992;31:1-58.

Mottram DS. Flavor compounds formed during the Maillard reaction. In: Parliament TH, Morello
MJ, McGorrin RJ (eds.), Thermally Generated Flavors. ACS Symposium Series. ACS Publications,
Washington, DC; 1994, pp. 104-126.

Liao G, Wang G, Zhang Y et al. Formation of heterocyclic amines during cooking of duck meat. Food
Additives & Contaminants: Part A 2012;29:1668-1678.

Thornalley PJ. Modification of the glyoxalase system in human red blood cells by glucose in vitro.
Biochemical Journal 1988;254:751.

Thornalley PJ. Dietary AGEs and ALEs and risk to human health by their interaction with the receptor
for advanced glycation endproducts (RAGE)—An introduction. Molecular Nutrition & Food Research
2007;51:1107.

Rabbani N, Adaikalakoteswari A, Rossing K et al. Effect of Irbesartan treatment on plasma and uri-
nary markers of protein damage in patients with type 2 diabetes and microalbuminuria. Amino Acids
2012;42(5):1627-1639.

Uribarri J, Woodruff S, Goodman S et al. Advanced glycation end products in foods and a practical
guide to their reduction in the diet. Journal of the American Dietetic Association 2010;110:911-916.
Mericq V, Piccardo C, Cai W et al. Maternally transmitted and food-derived glycotoxins A factor pre-
conditioning the young to diabetes? Diabetes Care 2010;33:2232-2237.

Vlassara H, Striker GE. AGE restriction in diabetes mellitus: A paradigm shift. Nature Reviews
Endocrinology 2011;7:526-5309.



INTRODUCTION TO THE MAILLARD REACTION 19

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

Cai W, Ramdas M, Zhu L et al. Oral advanced glycation endproducts (AGEs) promote insulin resistance
and diabetes by depleting the antioxidant defenses AGE receptor-1 and sirtuin 1. Proceedings of the
National Academy of Sciences 2012;109:15888—-15893.

Forster A, Kiithne Y, Henle T. Studies on absorption and elimination of dietary maillard reaction prod-
ucts. Annals of the New York Academy of Sciences 2005;1043:474—481.

Schwenger V, Morath C, Schonfelder K et al. An oral load of the early glycation compound lactu-
loselysine fails to accumulate in the serum of uraemic patients. Nephrology Dialysis Transplantation
2006;21:383-388.

Henle T. Dietary advanced glycation end products—A risk to human health? A call for an interdisciplin-
ary debate. Molecular Nutrition & Food Research 2007;51:1075-1078.

Ilchmann A, Burgdorf S, Scheurer S et al. Glycation of a food allergen by the Maillard reaction enhances
its T-cell immunogenicity: Role of macrophage scavenger receptor class A type I and II. Journal of
Allergy and Clinical Immunology 2010;125:175-183.

Pischetsrieder M, Henle T. Glycation products in infant formulas: Chemical, analytical and physiologi-
cal aspects. Amino Acids 2012;41:1111-1118.

Ames JM. Evidence against dietary advanced glycation endproducts being a risk to human health.
Molecular Nutrition & Food Research 2007;51:1085-1090.

Tessier FJ, Birlouez-Aragon I. Health effects of dietary Maillard reaction products: The results of
ICARE and other studies. Amino Acids 2012;42:1119-1131.

Assar SH, Moloney C, Lima M et al. Determination of Ne-(carboxymethyl) lysine in food systems by
ultra performance liquid chromatography-mass spectrometry. Amino Acids 2009;36:317-326.
Delgado-Andrade C, Rufidn-Henares JA, Morales FJ. Study on fluorescence of Maillard reaction com-
pounds in breakfast cereals. Molecular Nutrition & Food Research 2006;50:799-804.

Sebekova K, Saavedra G, Zumpe C et al. Plasma concentration and urinary excretion of Ne-(carboxy-
methyl) lysine in breast milk—and formula-fed infants. Annals of the New York Academy of Sciences
2008;1126:177-180.

Yaacoub R, Saliba R, Nsouli B et al. Formation of lipid oxidation and isomerization products during
processing of nuts and sesame seeds. Journal of Agricultural and Food Chemistry 2008;56:7082-7090.
Chao P-C, Hsu C-C, Yin M-C. Analysis of glycative products in sauces and sauce-treated foods. Food
Chemistry 2009;113:262-266.

Hartkopf J, Pahlke C, Liidemann G, Erbersdobler H. Determination of Ne-carboxymethyllysine by
a reversed-phase high-performance liquid chromatography method. Journal of Chromatography A
1994;672:242-246.

Drusch S, Faist V, Erbersdobler H. Determination of Ne-carboxymethyllysine in milk products by a
modified reversed-phase HPLC method. Food Chemistry 1999;65:547-553.

Uribarri J, Peppa M, Cai W et al. Dietary glycotoxins correlate with circulating advanced glycation end
product levels in renal failure patients. American Journal of Kidney Diseases 2003;42:532-538.
Uribarri J, Peppa M, Cai W et al. Restriction of dietary glycotoxins reduces excessive advanced glycation
end products in renal failure patients. Journal of the American Society of Nephrology 2003;14:728-731.
Sebekova K, Somoza V. Dietary advanced glycation endproducts (AGEs) and their health effects—PRO.
Molecular Nutrition & Food Research 2007;51:1079-1084.

Chao P-C, Huang C-N, Hsu C-C et al. Association of dietary AGEs with circulating AGEs, glycated LDL,
IL-1a and MCP-1 levels in type 2 diabetic patients. European Journal of Nutrition 2010;49:429-434.
Pischetsrieder M. Special issue: Are dietary AGEs/ALEs a health risk. Molecular Nutrition & Food
Research 2007;51:1069-1119.

Buetler TM, Leclerc E, Baumeyer A et al. Ne-carboxymethyllysine-modified proteins are unable
to bind to RAGE and activate an inflammatory response. Molecular Nutrition & Food Research
2008;52:370-378.

Buetler TM, Latado H, Leclerc E et al. Glycolaldehyde-modified p-lactoglobulin AGEs are unable to
stimulate inflammatory signaling pathways in RAGE-expressing human cell lines. Molecular Nutrition
& Food Research 2011;55:291-299.

Calder PC, Ahluwalia N, Brouns F et al. Dietary Factors and Low-Grade Inflammation in Relation to
Overweight and Obesity. Cambridge University Press, Cambridge, U.K.; 2011.

Abdel-Wahab YH, O’Harte FP, Ratcliff H et al. Glycation of insulin in the islets of Langerhans of nor-
mal and diabetic animals. Diabetes 1996;45:1489-1496.



20

73.

74.

75.

76.

77.

78.

79.

80.

81.

THE MAILLARD REACTION RECONSIDERED: COOKING AND EATING FOR HEALTH

Abdel-Wahab Y, O’Harte F, Boyd A et al. Glycation of insulin results in reduced biological activity in
mice. Acta Diabetologica 1997;34:265-270.

McKillop A, McCluskey J, Boyd A et al. Production and characterization of specific antibodies for eval-
uation of glycated insulin in plasma and biological tissues. Journal of Endocrinology 2000;167:153-163.
McKillop A, Abdel-Wahab Y, Mooney M et al. Secretion of glycated insulin from pancreatic p-cells in
diabetes represents a novel aspect of f-cell dysfunction and glucose toxicity. Diabetes & Metabolism
2002;28:3561-3569.

Lindsay J, McKillop A, Mooney M et al. Demonstration of increased concentrations of circulating
glycated insulin in human Type 2 diabetes using a novel and specific radioimmunoassay. Diabetologia
2003;46:475-478.

Oliveira LM, Lages A, Gomes RA et al. Insulin glycation by methylglyoxal results in native-like aggre-
gation and inhibition of fibril formation. BMC Biochemistry 2011;12:41.

Weigel K, Opitz T, Henle T. Studies on the occurrence and formation of 1, 2-dicarbonyls in honey.
European Food Research and Technology 2004;218:147-151.

Mavric E, Wittmann S, Barth G, Henle T. Identification and quantification of methylglyoxal as the
dominant antibacterial constituent of Manuka (Leptospermum scoparium) honeys from New Zealand.
Molecular Nutrition & Food Research 2008;52:483—4809.

Lee G, Lee C. Inhibitory effect of caramelisation products on enzymic browning. Food Chemistry
1997;60:231-235.

Licht B, Shaw K, Smith C et al. Development of specifications for caramel colours. Food and Chemical
Toxicology 1992;30:383-387.



Feferences

Chapter™:1: Introduction to the Maillard
Reaction

1. Maillard LC. Action des acidesamines sur les sucres:
Formation des melanoidines par voie methodigue. CR Academy
of Sciences (Paris) 1912;154:66-68.

2. %an Boekel M. Formation of Bavour compounds in the
Maillard reaction. Biotechnology Advances 2686;24:238-233.

3. Hodge JE. Dehydrated foods, chemistry of browning
reactions in model systems. Journal of Agricultural and
Food Chemistry 1953;1:928-943.

4. 0Odani H, Shinzato T, Usami J et al. Imidazolium
crosslinks derived from reaction of lysine with glyoxal

and methylglyoxal are increased in serum proteins of uremic
patients: Evidence for increased oxidative stress in
uremia. FEBS Letters 1998;427:381-385.

5. Puscasu C, Birlouez-Aragon I. Intermediary and/or
advanced Maillard products exhibit prooxidant activity on
Trp: In vitro study on o-lactalbumin. Food Chemistry

2082 ;78:399-466.,

6. Sicherer SH, Mufioz-Furlong @, Godbold JH, Sampson HA. US
prevalence of self-reported peanut, tree nut, and sesame
allergy: 11-year follow-up. Journal of Allergy and Clinical
Immunology 2616;125:1322-1326.

7. Beuer K, Morrowa E, L1 ¥-M et al. Effects of cooking
methods on peanut allergenicity. Journal of Allergy and
Clinical Immunology 2681;187:1677-1681.

8. Hourihane JOB, Kilburn SA, Nordlee JA et al. An
evaluation of the sensitivity of subjects with peanut
allergy to very low doses of peanut protein: A randomized,
double-blind, placebo-controlled food challenge study.
Journal of Allergy and Clinical Immunology
1997; 186 :596-666,

9. Roux KH, Teuber 55, Robotham JM, Sathe SK. Detection and
stability of the major almond allergen in foods. Journal
of Agricultural and Food Chemistry 2661;49:2131-2136.

1a. Albillos SM, Al-Taher F, Maks M. Increasing
extractability of protein for allergen detection after food
processing. Food Chemistry 2811;127:1831-1834.



11. Hegele J, Munch G, Pischetsrieder M. IdentiBcation of
hydrogen peroxide as a major cytotoxic component in
Maillard reaction mixtures and coffee. Molecular Nutrition
& Food Research 2669;53:766-769.

12. Muscat 5, Pelka J, Hegele J et al. Coffee and Maillard
products activate NF-kB in macrophages wia H 2 0 2
production. Molecular Nutrition & Food Research
2067;51:525-535.

13. Boettler U, Sommerfeld K, wolz N et al. Coffee
constituents as modulators of Nrf2 nuclear translocation
and ARE (EpRE)-dependent gene expression. The Journal of
Nutritional Biochemistry 2811;22:426-446.

14. Paur I, Balstad TR, Blomhoff R. Cegree of roasting is
the main determinant of the effects of coffee on NF-kB and
EpRE. Free Radical Biology and Medicine 2616;48:1218-1227.

15. Bologna LS, Andrawes FF, Barvenik FW et al. Analuysis of
residual acrylamide in Beld crops. Journal of
Chromatographic Science 1999;37:246-244.

16. Durham HD, Pena 5D, Carpenter 5. The neurotoxins
2,5-hexanedione and acrylamide promote aggregation of
intermediate Blaments in cultured Bbroblasts. Muscle &
Nerve 2084;6:631-637.

17. Tareke E, Rudberg P, Karlsson P et al. Analysis of
acrylamide, a carcinogen formed in heated foodstuffs.
Journal of Agricultural and Food Chemistry
2B62;50:4998-56086,

18. Friedman M. Biological effects of Maillard browning
products that may affect acrylamide safety in food:
Biological effects of Maillard products. Advances in
Experimental Medicine and Biology 2665;561:135-156.

19. Zhang %. Formation and reduction of acrylamide in
Maillard reaction: A review based on the current state of
knowledge. Critical Rewviews in Food Science and Nutrition
2007;47:521-542.

26, Claus A, Carle R, Schieber A. Acrylamide in cereal
products: A review. Journal of Cereal Science
2ep8;47:118-133.

21. Larsson SC, Akesson &, Bergkvist L, Wolk @. Dietary
acrylamide intake and risk of colorectal cancer in a



prospective cohort of men. European Journal of Cancer
2009;45:513-516.

22. Mucci L, Dickman P, Steineck G et al. Dietary
acrylamide and cancer of the large bowel, kidney, and
bladder: absence of an association in a population-based
study in Sweden. British Journal of Cancer 2663;88:84-89.

23. Mucci LA, Adami HO, Wolk A. Prospective study of
dietary acrylamide and risk of colorectal cancer among
women. International Journal of Cancer 2666;118:169-173.

24. Pelucchi C, La Yecchia C, Bosetti C et al. Exposure to
acrylamide and human cancer-a review and meta-analusis of
epidemiologic studies. Annals of Oncology
2B11;22:1487-1499.

25. Rayburn JR, Friedman M. l-Cysteine,
N-acetyl-1l-cysteine, and glutathione protect Xenopus laevis
embryos against acrylamide-induced malformations and
mortality in the Frog Embryo Teratogenesis Assay. Journal
of Agricultural and Food Chemistry 2616;58:11172-11178.

26. Friedman MA, Zeiger E, Marroni DE, Sickles DH.
Inhibition of rat testicular nuclear kinesins (krp 2;
KIFCSA) by acrylamide as a hasis for establishing a
genotoxicity threshold. Journal of Agricultural and Food
Chemistry 2665;56:6624-66036.

27. Ramirez-Jiménez A, Garcla-Villanova B, Guerra-Hernandez
E. Hydroxumethylfurfural and methylfurfural content of
selected bakery products. Food Research International

2066 ;33:833-838.

28. Somoza V. Fiwve years of research on health risks and
benefits of Maillard reaction products: An update.
Molecular MWutrition & Food Research 2665;49:663-672.

29. Ikan R. The Maillard Reaction: Consequences for the
Chemical and Life Sciences. John Wiley & Sons, Chichester,
.K.; 1996.

38. Wang HY, Qian H, Yao WR. Melanoidins produced by the
Maillard reaction: Structure and biological activity. Food
Chemistry 2611;128:573-584.

31. Ahmad S, Dixit K, Shahab U et al. Genotoxicity and
immunogenicity of DWA-adwvanced glucation end products
formed by methylglyoxal and luysine in presence of Cu 2+ .
Biochemical and Biophysical Research Communications



2011;467:568-574.

32. Lo CY, LLI S, HWang ¥ et al. Reactive dicarbonyl
compounds and S- (hydroxumethyl) -2-furfural in carbonated
heverages containing high fructose corn syrup. Food
Chemistry 26@58;167:1699-1165.

33. Tan D, Wang ¥, Lo C¥ et al. Methylglyoxal: Its presence
in beverages and potential scavengers. Annals of the New
York Academy of Sciences 2888;1126:72-75.

34. Hayashi T, Shibamoto T. Analusis of methyl gluoxal in
foods and beverages. Journal of Agricultural and Food
Chemistry 1985;33:1696-1693.

35. Adams CJ, Manley-Harris M, Molan PC. The origin of
methylgluyoxal in New Zealand manuka (Leptospermum
scoparium) honey. Carbohydrate Research 2669;344:1856-1653,

36. wan Nguyen C. Toxicity of the AGEs generated from the
Maillard reaction: 0On the relationship of food- AGEs and
bhiological-AGEs. Molecular Nutrition & Food Research
2BRh;50:1148-1149,

37. Hammoud S5, Wix DA, Zhang H et al. Distinctive
chromatin in human sperm packages genes for embryo
development. Mature 2669;466:473-478.

38. Balhorn R. The protamine family of sperm nuclear
proteins. Genome Biology 28a7;8:227.

39. Price CL, Knight SC. Methylgluoxal: Possible link
bhetween huperglycaemia and immune suppression? Trends in
Endocrinology & Metabolism 28@9;26:312-317.

46, WhitBeld FB, Mottram DS. VYolatiles from interactions of
Maillard reactions and lipids. Critical Rewiews in Food
Science & Nutrition 1992;31:1-58.

41. Mottram DS. Flavor compounds formed during the Maillard
reaction. In: Parliament TH, Morello MJ, McGorrin RJ
(eds.), Thermally Generated Flavors. ACS Sumposium Series.
ACS Publications, Washington, DC; 1994, pp. 184-126.

42. Liao G, Wang G, Zhang ¥ et al. Formation of
heterocyclic amines during cooking of duck meat. Food
Additives & Contaminants: Part A 2612;29:1668-1678.

43. Thornalley PJ. ModiBcation of the glyoxalase sustem in
human red blood cells by glucose in witro. Biochemical



Journal 1988;254:751.

44, Thornalley PJ. Dietary AGEs and ALEs and risk to human
health by their interaction with the receptor for advanced
glycation endproducts (RAGE)-An introduction. Molecular
Nutrition & Food Research 2667;51:1167.

45. Rabbani M, Adaikalakoteswari A, Rossing K et al. Effect
of Irbesartan treatment on plasma and urinary markers of
protein damage in patients with tupe 2 diahetes and
microalbuminuria. Amino Acids 2612;42(5):1627-1A39.

46. Uribarri J, Woodruff S, Goodman 5 et al. Advanced
glycation end products in foods and a practical guide to
their reduction in the diet. Journal of the American
Dietetic Association 2616;116:911-916.

47. Mericg ¥, Piccardo C, Cail W et al. Maternally
transmitted and food-derived glucotoxins A& factor
preconditioning the young to diabetes? Diahetes Care
2B18;33:2232-2237.

48. wlassara H, Striker GE. AGE restriction in diabetes
mellitus: A paradigm shift. Nature Reviews Endocrinology
2a11;7:526-539.

49, Cal W, Ramdas M, Zhu L et al. Oral advanced glucation
endproducts (AGEs) promote insulin resistance and diahetes
by depleting the antioxidant defenses AGE receptor-1 and
sirtuin 1. Proceedings of the Mational Academy of Sciences
2012;169:15888-15893.

5¢. Forster @, Kihne ¥, Henle T. Studies on absorption and
elimination of dietary maillard reaction products. Annals
of the New York Academy of Sciences 2865;1643:474-481.

51. Schwenger ¥, Morath C, Schonfelder K et al. én oral
load of the early glycation compound lactuloselysine fails
to accumulate in the serum of uraemic patients. Nephrology
Dialysis Transplantation 2886;21:383-388.

52. Henle T. Dietary advanced gluycation end products-a risk
to human health? A& call for an interdisciplinary debate.
Molecular MNutrition & Food Research 2667;51:1675-1678.

53. Ilchmann A&, Burgdorf 5, Scheurer 5 et al. Glycation of
a food allergen by the Maillard reaction enhances its
T-cell immunogenicity: Role of macrophage scavenger
receptor class A type I and II. Journal of Allergy and
Clinical Immunology 2616;125:175-183.



54. Pischetsrieder M, Henle T. Glycation products in infant
formulas: Chemical, analytical and physiological aspects.
Amino Acids 2812;41:1111-1118.

55. Ames JM. Evidence against dietary advanced gluycation
endproducts being a risk to human health. Molecular
Mutrition & Food Research 26@7;51:1685-1696.

56. Tessier FJ, Birlouez-Aragon I. Health effects of
dietary Maillard reaction products: The results of ICARE
and other studies. Amino Aclds 2612;42:1119-1131.

57. Assar SH, Moloney C, Lima M et al. Determination of
Ne- (carboxymethyl) lysine in food systems by ultra
performance liguid chromatography-mass spectrometry. Amino
Acids 2869;36:317-326.

55. Delgado-andrade C, RuBan-Henares JA, Morales FJ. Study
on Buorescence of Maillard reaction compounds in breakfast
cereals. Molecular Nutrition & Food Research
2006;50:799-504 ,

59. Sebekovd K, Saavedra G, Zumpe C et al. Plasma
concentration and urinary excretion of Ne-(carboxumethyl)
lysine in breast milk-and formula-fed infants. Annals of
the MNew York Academy of Sciences 2665;1126:177-186.

68, Yaacoub R, Saliba R, Nsouli B et al. Formation of lipid
oxidation and isomerization products during processing of
nuts and sesame seeds. Journal of Agricultural and Food
Chemistry 26685;56:7682-7696.,

61. Chao P-C, Hsu C-C, ¥in M-C. Analysis of gluycative
products in sauces and sauce-treated foods. Food Chemistry
2089;113:262-266.

62. Hartkopf J, Pahlke C, Lidemann G, Erbersdobler H.
Determination of We-carboxumethullusine by a

reversed-phase high-performance liguid chromatography
method. Journal of Chromatography A 1994;672:242-246.

63. Drusch S, Faist ¥, Erbersdobler H. Determination of
Ne -carboxumethyllysine in milk products by a modifed
reversed-phase HPLC method. Food Chemistry 1999;65:547-553.

64. Uribarri J, Peppa M, Cal W et al. Dietary glycotoxins
correlate with circulating advanced glycation end product
levels in renal failure patients. American Journal of
Kidney Diseases 2883;42:532-538.



65. Uribarri J, Peppa M, Cai W et al. Restriction of
dietary glucotoxins reduces excessive advanced gluycation
end products in renal failure patients. Journal of the
American Society of Nephrology 2663;14:728-731.

66. Sebekovd K, Somoza W. Dietary advanced glycation
endproducts (AGEs) and their health effects-PRO. Molecular
Mutrition & Food Research 26@7;51:1679-1684.

67. Chao P-C, Huang C-N, Hsu C-C et al. Association of

dietary AGEs with circulating AGEs, glycated LDL, IL-1x
and MCP-1 levels in type 2 diabetic patients. European

Journal of Nutrition 2616;49:429-434.

68. Pischetsrieder M. Special issue: Are dietary AGEsS/ALES
a health risk. Molecular Nutrition & Food Research
2ea7;51:1669-1119.

69. Buetler TM, Leclerc E, Baumeyer A et al.
Ne-carboxumethyllysine-modifled proteins are unable to bind
to RAGE and activate an inBammatory response. Molecular
Nutrition & Food Research z@88;52:376-378.

78. Buetler TM, Latado H, Leclerc E et al.
Glycolaldehyde-modiBled B-lactoglobulin AGEs are unable to
stimulate inBammatory signaling pathways in RAGE-expressing
human cell lines. Molecular Nutrition & Food Research
2611;55:291-299,

71. Calder PC, Ahluwalia N, Brouns F et al. Dietary Factors
and Low-Grade Inflammation in Relation to Overweight and
Obesity. Cambridge University Press, Cambridee, U.K.; 2611,

72. fbdel-Wahab ¥H, 0'Harte FP, Ratcliff H et al. Glycation
of insulin in the islets of Langerhans of normal and
diabetic animals. Diahetes 1996;45:1489-1496.

73. fAbdel-Wahab ¥, 0O'Harte F, Boud A et al. Glycation of
insulin results in reduced biological activity in mice.
Acta Diabetologica 1997:;34:265-276.

74. MckKillop A, McCluskey J, Boud A et al. Production and
characterization of specilic antibodies for ewvaluation of
glycated insulin in plasma and biological tissues. Journal
of Endocrinology 2666;167:153-163.

75. Mckillop A, Ahdel-Wahab %, Mooney M et al. Secretion of
glycated insulin from pancreatic p-cells in diabetes
represents a novel aspect of p-cell dysfunction and glucose



toxicity. Diabetes & Metabolism 2662;25:3561-3569.

76. Lindsay J, Mckillop A, Mooney M et al. Demonstration
of increased concentrations of circulating glycated
insulin in human Type 2 diabetes using a nowvel and speciBic
radioimmunoassay. Diabetologia 2663;46:475-478.

77. 0liveira LM, Lages A, Gomes RA et al. Insulin gluycation
by methylglyoxal results in native-like aggregation and
inhibition of Bbril formation. BMC Biochemistry 2811;12:41.

78. Heigel K, Opitz T, Henle T. Studies on the occurrence
and formation of 1, 2-dicarbonyls in honey. European Food
Research and Technology 2884;218:147-151.

79. Mavric E, Wittmann S, Barth G, Henle T. IdentiBication
and guantiBication of methylgluoxal as the dominant
antibacterial constituent of Manuka (Leptospermum
scoparium) honeys from New Zealand. Molecular Mutrition &
Food Research z2665;52:483-489.

88. Lee G, Lee C. Inhibitory effect of caramelisation
products on enzymic browning. Food Chemistry
1997;66:231-235.

81. Licht B, Shaw K, Smith C et al. Development of
specifications for caramel colours. Food and Chemical
Toxicology 1992;38:383-387.



Chapter™:2: Basic Understanding of
Inf lammat ion

1. Barker DJ, Osmond C. Infant mortality, childhood
nutrition, and ischaemic heart disease in England and
HWales. The Lancet 1986;327:1877-1681.

2. Barker DJ. The fetal and infant origins of adult
disease. BMI 1996;361:1111.

3. Harding JE. The nutritional basis of the fetal origins
of adult disease. International Journal of Epidemiology
2061;36:15-23. Atherosclerosis and cardiovascular disease
fAsthma and airway disease Cancer Ca taract and eye
disorders Diabetes Chronic inflammation Ohesity Kidney
diseases Erectile dysfunction Rheumatoid arthritis Insomnia
Skin disorders @lzheimer Stroke Park inson’s Huntington
Other neurological disorders Allergy and autoimmune
diseases

Figure 2.2 Potential health risks associated with chronic
consumption of Maillard reaction-rich food products.

4. Calkins K, Devaskar SU. Fetal origins of adult disease.
Current Problems in Pediatric and Adolescent Health Care
2011;41:158-176.

5. Barker D0J, Gelow J, Thornburg K et al. The early

origins of chronic heart failure: Impaired placental growth
and initiation of insulin resistance in childhood. European
Journal of Heart Failure 2616;12:819-825.

6. Heijmans BT, Tohi EMW, Stein AD et al. Persistent
epigenetic differences associated with prenatal exposure to
famine in humans. Proceedings of the Wational Academy of
Sciences 2868;165:17846-17649.

7. Murphy VE, Smith R, Giles WB, Clifton ¥L. Endocrine
regulation of human fetal growth: The role of the mother,
placenta, and fetus. Endocrine Reviews 2666;27:141-169.

8. Delisle H. Foetal programming of nutrition-related
chronic diseases. Santé (Montrouge, France) 26@2;12:56.

9. Barker D0J, Osmond C, Kajantie E, Eriksson JG. Growth and
chronic disease: Findings in the Helsinki Birth Cohort.
Annals of Human Biology 2889;36:445-455.

16. Barker DJ, Martyn CN. The maternal and fetal origins of
cardiovascular disease. Journal of Epidemiology and



Community Health 1992;46:8.

11. Jackson AAa. Mutrients, growth, and the development of
programmed metabolic function. In: Short and Long Term
Effects of Breast Feeding on Child Health, Koletzko B,
Fleischer Michaelsen K, Hernell, 0 {(Eds.), Springer; 266z,
pp. 41-55,

12. Barker D. Fetal origins of cardiovascular disease.
Annals of Medicine 1999;31:3.

13. Tamashiro KL, Moran TH. Perinatal environment and its
inBuences on metabolic programming of offspring.
Physinology & Behavior 2816;186:568-566.

14. Dyer J5, Rosenfeld CR. Metabolic imprinting by
prenatal, perinatal, and postnatal overnutrition: A
review. In: Seminars in Reproductive Medicine. The Ohio
State University College of Medicine, Thieme Medical
Publishers, Columbus, Ohio; 2611, pp. 266-276.

15. Gluckman PD, Hanson MA, Cooper C, Thornburg KL. Effect
of in utero and early-life conditions on adult health and
disease. Mew England Journal of Medicine 2668;359:61-73.

16. Seckl JR, Holmes MC. Mechanisms of disease:
Glucocorticoids, their placental metabolism and fetal
‘programming’ of adult pathophysiology. Nature Clinical
Practice Endocrinology & Metabolism 2667;3:479-488.

17. Rogers LK, Velten M. Maternal inBammation, growth
retardation, and preterm birth: Insights into adult
cardiovascular disease. Life Sciences 2611;89:417-421.

18. Catalano PM, Presley L, Minium J, Hauguel-de Mouzon S.
Fetuses of obese mothers develop insulin resistance in
utero. Diashetes Care 2689;32:1676-1686.

19. Barker D. In utero programming of cardiowvascular
disease. Theriogenology 28885;53:555-574.

26, ferts L, Van fAssche FA. Intra-uterine transmission of
disease. Placenta 2663;24:965-911.

21. Simeoni U, Barker DJ. Offspring of diahetic pregnancy:
Long-term outcomes. In: Seminars in Fetal and Neonatal
Medicine. Elsevier; z689;14:119-124.

22. Dabelea D, Pettitt DJ, Hanson EL et al. Birth weight,
type 2 diabetes, and insulin resistance in Pima Indian



children and young adults. Diabetes Care 1999;22:944-95a4,

23. Dabelea D, Knowler HWC, Pettitt 0J. Effect of diabetes
in pregnancy on offspring: Follow-up research in the Pima
Indians. Journal of Maternal-Fetal and MNeonatal Medicine
2060;9:83-88.

24. Lucas A, Fewtrell M, Cole T. Fetal origins of adult
disease-The hypothesis rewvisited. BMJ 1999;319:245.

25. Morley R. Fetal origins of adult disease. In: Seminars
in Fetal and Neonatal Medicine. Elsevier; 2666;11:73-78.

26. Roberts C. The effects of stress on food choice, mood
and bodyweight in healthy women. Mutrition Bulletin
2008;33:33-39.

27. Sullivan E, Grove K. Metabolic imprinting in obesity.
Forum of Nutrition 2616;63:186-194.

28. Bayol S, Simbi B, Bertrand J, Stickland N. Offspring
from mothers fed a ‘junk food’ diet in pregnancy and
lactation exhibit exacerbated adiposity that is maore
pronounced in females. The Journal of Physiology
2BRE;586:3219-3230.

29. Herrick K, Phillips DI, Haselden 5 et al. Maternal
consumption of a high-meat, low-carbohydrate diet in late
pregnancy: Relation to adult cortisol concentrations in the
offspring. Journal of Clinical Endocrinology & Metabolism
2B63;88:3554-35604.

38. Muhlhausler BS, 0Ong 2%. The fetal origins of obesity:
Early origins of altered food intake. Endocrine, Metabolic
& Immune Disorders: Drug Targets 2611;11:189-197.

31. Shankar K, Harrell A, Liu ¥ et al. Maternal obesity at
conception programs ohesity in the offspring. American
Journal of Physiology: Regulatory, Integrative and
Comparative Physiology 2668;294:R528-R5385.

32. Rooney K, Ozanne 5. Maternal over-nutrition and
offspring obesity predisposition: Targets for preventative
interventions. International Journal of Ohesity
2011;35:883-89a,

33. Chen M, Zhang L. Epigenetic mechanisms in developmental
programming of adult disease. Drug Discovery Today
2a11;16:1667-1018.



34. Barker D. The fetal and infant origins of disease.
European Journal of Clinical Investigation
1995;25:457-463.

35. Roseboom TJ, Wan Der Meulen JH, Rawelli AC et al.
Effects of prenatal exposure to the Dutch famine on adult
disease in later life: An overview. Twin Research
2pel;4:293-2948.

36. Roseboom T, Painter R, de Rooij 5. Prenatal famine
exposure and long-term conseguences for anthropometry and
adult health. In: Handbook of Anthropometry, Preedu, VR
(Ed.}, Springer; 2612, pp. 1621-1632.

37. Wald WJ. Folic acid and the prevention of neural-tube
defects. Mew England Journal of Medicine 2664;356:181-1672,

38. Scholl TO, Johnson WG. Folic acid: InBuence on the
outcome of pregnancy. The American Journal of Clinical
Nutrition 26@6;71:1295s-1363s.

39. Laurence K, James N, Miller MH et al. Double-blind
randomised controlled trial of folate treatment before
conception to prevent recurrence of neural-tube defects.
British Medical Journal (Clinical Research Ed.)
1981;282:1589.

46, Milunsky A, Jick H, Jick 55 et al. Multivitaminsfolic
acid supplementation in early pregnancy reduces the
prevalence of neural tube defects. JAMA 1989;262:2847-2852.

41. Blencowe H, Cousens S, Modell B, Lawn J. Folic acid to
reduce neonatal mortality from neural tube disorders.
International Journal of Epidemiology 2616;39:i116-1121.

42. Roseboom TJ, wan der Meulen JH, Osmond C et al.
Coronary heart disease after prenatal exposure to the
Dutch famine, 1944-45. Heart 2666;84:595-598.

43, Quilter CR, Cooper MWW, Cliffe KM et al. Impact on
offspring methylation patterns of maternal gestational
diabetes mellitus and intrauterine growth restraint suggest
common genes and pathways linked to subsequent tupe 2
diabetes risk. FASEE Journal 2614;28:4868-4879.

44, Brown LD. Endocrine regulation of fetal skeletal muscle
growth: Impact on future metabolic health. The Journal of

Endocrinology 2614;221:R13-R29.

45, Plagemann A, Harder T, Schellong K et al. Early



postnatal life as a critical time window for determination
of long-term metabolic health. Best Practice & Research:
Clinical Endocrinology & Metabolism 2612;26:641-653.

46. Berends LM, Ozanne SE. Early determinants of tupe-2
diabetes. Best Practice & Research: Clinical Endocrinology
& Metabolism 2612;26:569-586.

47. Tiniakos DG, Yos MB, Brunt EM. Monalcoholic fatty liver
disease: Pathology and pathogenesis. Annual Review of
Pathological Mechanical Disease 2616;5:145-171.

48. Aalisi A, Cianfarani S, Manco M et al. Mon-alcoholic
fatty liver disease and metabolic syndrome in adolescents:
Pathogenetic role of genetic background and intrauterine
environment. Annals of Medicine 2612;44:29-48.

49, Sullivan E, NWousen E, Chamlou K, Growve K. The impact of
maternal high-fat diet consumption on neural development
and behavior of offspring. International Journal of Obesity
Supplements 2812;2:57-513.

56. George LA, Zhang L, Tuersunjiang N et al. Early
maternal undernutrition programs increased feed intake,
altered glucose metabolism and insulin secretion, and liver
function in aged female offspring. American Journal of
Physiology: Regulatory, Integrative and Comparative
Phuysiology 2612;362:R795-R864.

51. Tan KC, Shiu SW, HWong ¥, Tam ¥. Serum advanced
glycation end products (AGES) are associated with insulin
resistance. Diabetess/Metabolism Research and Rewiews
2011;27:488-492,

52. ¥wlassara H, Striker GE. The role of adwvanced glucation
end-products in the etiology of insulin resistance and
diabetes. 2616;6:14-19.

53. Semba RD, Fink JC, Sun K et al. Serum
carboxumethyl-lysine, a dominant advanced glycation end
product, is associated with chronic kidney disease: The
Baltimore longitudinal study of aging. Journal of Renal
Nutrition 2616;26:74-81.

54. Peppa M, Uribarri T, Cal W et al. Glycoxidation and
inBammation in renal failure patients. American Journal of
Kidney Diseases 2884;43:696-695,

85. Uribarri J, Cai W, Peppa M et al. Circulating
glycotoxins and dietary advanced gluycation endproducts:



Two links to inBammatory response, oxidative stress, and
aging. The Journals of Gerontology Series A: Biological
Sciences and Medical Sciences 2667;62:427-433.

56. Uribarri J, Stirban A, Sander D et al. Single oral
challenge by advanced glycation end products acutely
impairs endothelial function in diabetic and nondiabetic
subjects. Diabetes Care 2887;36:2579-2582.

57. Koschinsky T, He C-J, Mitsuhashi T et al. Orally
absorbed reactive glycation products (glycotoxins): An
environmental risk factor in diabetic nephropathy.
Proceedings of the Wational Academy of Sciences
1997;94:6474-6479.

58. Stirban A, Negrean M, Stratmann B et al. Adiponectin
decreases postprandially following a heat- processed meal
in individuals with type 2 diabetes: An effect prevented by
henfotiamine and cooking method. Diabetes Care
2BR7;30:2514-2516.

59. Stirban A, Negrean M, Gotting C et al. Dietary advanced
g¢lycation endproducts and oxidative stress: In wivo

effects on endothelial function and adipokines. Annals of
the MNew York Academy of Sciences 2668;1126:276-279.



Chapter™:3: So Tasty and Yet
Proinf lammatory

1. Uribarri J, Woodruff 5, Goodman 5 et al. Advanced
glycation end products in foods and a practical guide to
their reduction in the diet. Journal of the American
Dietetic Association 2616;116:911-916.

2. Puangsombat K, Gadgil P, Houser TA et al. Occurrence of
heterocyclic amines in cooked meat products. Meat Science
2012:;90:739-746.

3. Azadbakht L, Esmaillzadeh A. Red meat intake is
assocliated with metabolic syndrome and the plasma
C-reactive protein concentration in women. The Journal of
Nutrition 2669;139:335-339.

4. Pan A, Sun @, Bernstein AM et al. Red meat consumption
and risk of type 2 diabetes: 3 cohorts of US adults and an
updated meta-analysis. The American Journal of Clinical
Nutrition 2611;94:1688-1696.

5. Zheng W, Lee SA. Well-done meat intake, heterocuclic
amine exposure, and cancer risk. Nutrition and Cancer
2009;61:437-446.,

6. Linos E, Willett WC, Cho E, Frazier L. Adolescent diet
in relation to breast cancer risk among premenopausal
women. Cancer Epidemiology Biomarkers & Prewvention

201635 19:689-696.

7. Richman EL, KenBeld SA, Stampfer MJ et al. Egg, red
meat, and poultry intake and risk of lethal prostate cancer
in the prostate-specilic antigen-era: Incidence and
survival. Cancer Prevention Research 2611;4:2116-2121.

8. Sharma S, Cao ¥, Wilkens LR et al. Well-done meat
consumption, MAT1 and NATZ acetylator genotypes and
prostate cancer risk: The multiethnic cohort study. Cancer
Epidemiology Biomarkers & Prevention 2616;19:1866-1874.

9. L1 D, Day RS, Bondy ML et al. Dietary mutagen exposure
and risk of pancreatic cancer. Cancer Epidemiology,
Biomarkers & Prevention 2667;16:655-661.

16. Butler LM, Sinha R, Millikan RC et al. Heterocuclic
amines, meat intake, and association with colon cancer in
a population-based study. American Journal of Epidemiology
2063;157:434-445.



11. Anderson KE, Mongin 5J, Sinha R et al. Pancreatic
cancer risk: Associations with meat-derived carcinogen
intake in the Prostate, Lung, Colorectal, and Owvarian
Cancer Screening Trial (PLCO) cohort. Molecular
Carcinogenesis 2612;51:128-137.

12. Heinen MM, Verhage BA, Goldbohm RA, wan den Brandt PA.
Meat and fat intake and pancreatic cancer risk in the
Netherlands Cohort Study. International Journal of Cancer
2B69;125:1118-1126.

13. Phillips DH. Polycyclic aromatic hydrocarbons in the
diet. Mutation Research/Genetic Toxicology and
Environmental Mutagenesis 1999;443:139-147.

14. Hull GL, Woodside JV, Ames JM, Cuskelly GJ.

Ne- (carboxymethyl) lysine content of foods commonly
consumed in a Western style diet. Food Chemistry
2a12;131:176-174,

15. Ahmed N, Mirshekar-Syahkal B, Kennish L et al. Assay of
advanced gluycation endproducts in selected heverages and
food by liguid chromatography with tandem mass
spectrometric detection. Molecular Mutrition & Food
Research 28@5;49:691-699.

16. Wiguet-Léridon C, Tessier FJ. QuantiBcation of
Ne-carboxumethyl-lysine in selected chocolate- Bavoured
drink mixes using high-performance liguid
chromatography-linear ion trap tandem mass spectrometry.
Food Chemistry 2611;126:655-663.

17. Lopez-Garcia E, Schulze MB, Fung TT et al. Major
dietary patterns are related to plasma concentrations of
markers of inBammation and endothelial dysfunction. The
American Journal of Clinical Mutrition 2684;86:1629-1635.

18. Fung TT, Rimm EB, Spiegelman D et al. Association
hetween dietary patterns and plasma biomarkers of obesity
and cardiovascular disease risk. The American Journal of
Clinical Nutrition 2661;73:61-67.

19. Tiang %, Hengel M, Pan C et al. Determination of toxic
alpha-dicarbonyl compounds, gluoxal, methylglyoxal, and
diacetyl, released to the headspace of lipid commodities
upon heat treatment. Journal of Agricultural and Food
Chemistry 2613;61:1667-1671.

26, Price CL, kKnight SC. Methuylgluoxal: Possible link
bhetween huperglycaemia and immune suppression? Trends in



Endocrinology and Metabolism 2669;26:312-317.

21. Price CL, Hassi HOA, English MR et al. Methylgluoxal
modulates immune responses: Relevance to diabetes. Journal
of Cellular and Molecular Medicine 2616;14:1886-1815.

22. More 55, Vartak AP, VWince R. The butter Bavorant,
diacetyl, exacerbates beta-amyloid cytotoxicity. Chemical
Research in Toxicology 28612;25:2683-2691.

23. More S5, Raza A, ¥ince R. The butter Bavorant,
diacetyl, forms a covalent adduct with 2-deoxuyguanosine,
uncoils DMA, and leads to cell death. Journal of
fAgricultural and Food Chemistry 2612;66:3311-3317.

24. Gibis M, Weiss J. Formation of heterocyclic amines in
salami and ham pizza toppings during baking of frozen
pizza. Journal of Food Science 2613;78(6):C832-CE385.

25. De Marzo AM, Platz EA, Sutcliffe S et al. InBlammation
in prostate carcinogenesis. Nature Reviews Cancer
2aa7;7:256-269,

26. Ferguson LR. Dietary inBuences on mutagenesis—Hhere is
this Beld going? Environmental and Molecular Mutagenesis
2010;51:969-918,

27. Bravo A, Herrera JC, Scherer E et al. Formation of
o-dicarbonyl compounds in beer during storage of Filsner.
Journal of Agricultural and Food Chemistry
2B68;56:41534-4144,

28. Rodrigues J, Barros A, Cruz J, Ferreira A.
Determination of diacetyl in beer using differential-pulse
polarography. Journal of the Institute of Brewing
1997;163:311-314.

29. Barros A, Rodrigues T, Almeida P, Oliva-Teles M.
Determination of glyoxal, methulgluoxal, and diacetul in
selected beer and wine, by HPLC with UY spectrophotometric
detection, after derivatization with 0O-phenylenediamine.
Journal of Liguid Chromatography & Related Technologies
1999;22:2061-2869.

38, Tan D, Wang ¥, Lo CY¥ et al. Methylglyoxal: Its presence
in beverages and potential scavengers. Annals of the New
York Academy of Sciences 2888;1126:72-75.

31. Lo C-%, L1 5, Wang ¥ et al. Reactive dicarbonyl
compounds and S- (hydroxumethyl) -2-furfural in carbonated



heverages containing high fructose corn syrup. Food
Chemistry 26@58;167:1699-1165.

32. Cross AJ, Ferrucci LM, Risch A et al. A& large
prospective study of meat consumption and colorectal
cancer risk: An investigation of potential mechanisms
underlying this association. Cancer Research
2010;70:2486-2414 .

33. Toporcov TH, Antunes JL, Tavares MR. Fat food habitual
intake and risk of oral cancer. Oral Oncology
2064 ;40:925-931 .,

34. Tareke E, Rydherg P, Karlsson P et al. Analuysis of
acrylamide, a carcinogen formed in heated foodstuffs.
Journal of Agricultural and Food Chemistry
2B62;50:4998-56086,

35. Rydberg P, Eriksson S, Tareke E et al. Factors that
inBuence the acrylamide content of heated foods. Advances
in Experimental Medicine and Biology 2665;561:317-328.

36. Lineback DR, Coughlin JR, Stadler RH. Acrylamide in
foods: A review of the science and future considerations.
Annual Review of Food Science and Technology 2612;3:15-35.

37. Parzefall W. Minireview on the toxicity of dietary
acrylamide. Food and Chemical Toxicology
2ong;46:1366-1364.

38. Caldas ED, Jardim AN. Exposure to toxic chemicals in
the diet: Is the Brazilian population at risk? Journal of
Exposure Science & Environmental Epidemiology 2812;22:1-15.

39. Halford WG, Curtis T¥, Muttucumaru W et al. The
acrylamide problem: A plant and agronomic science issue.
Journal of Experimental Botany 2612;63:2841-2851.

46, Sinha R, Park ¥, Graubard BI et al. Meat and
meat-related compounds and risk of prostate cancer in a
large prospective cohort study in the United States.
Americal Journal of Epidemiology 2669;176:1165-1177.

41. Chen %¥C, Chen BH. Determination of polycyclic aromatic
hydrocarbons in fumes from fried chicken legs. Journal of
fAgricultural and Food Chemistry 2663;51:4162-4167.

42, Sugimura T. Nutrition and dietary carcinogens.
Carcinogenesis 26@6;21:387-395.



43. Tessier FJ, Birlouez-Aragon I. Health effects of
dietary Maillard reaction products: The results of ICARE
and other studies. Amino Aclds 2612;42:1119-1131.

44, Basak 5, Sengor GF, Karakoc FT. The detection of
potential carcinogenic PAH using HPLC procedure in two
different smoked Bsh, case study: Istanbul/Turkey. Turkish
Journal of Fisheries and Aguatic Sciences 2616;16:351-355.

45, Akpambang V, Purcaro G, Lajide L et al. Determination
of polycuyclic aromatic hydrocarbons (PAHs) in commonly
consumed Nigerian smokedsgrilled Bsh and meat. Food
Additives and Contaminants 2689;26:1696-1163.

46. Djinovic J, Popovic A, Jira W. Polycyclic aromatic
hydrocarbons (PAHs) in different tuypes of smoked meat
products from Serbia. Meat Science 26685;86:449-456.

47. Lin H, Jiang J, Li D. Potential hazards in
smoke-Bavored Bsh. Journal of Ocean University of China
2aag;7:294-295.

48. Cal W, Ramdas M, Zhu L et al. Oral advanced glucation
endproducts (AGEs) promote insulin resistance and diahetes
by depleting the antioxidant defenses AGE receptor-1 and
sirtuin 1. Proceedings of the Mational Academy of Sciences
2012;169:15888-15893.

49, Gomaa EA, Gray JI, Rabie 5 et al. Polycyclic aromatic
hydrocarbons in smoked food products and commerical liguid
smoke Bavourings. Food Additives & Contaminants
1993;16:563-521.

56. Duedahl-Dlesen L, Christensen JH, Héjgard & et al.
InBuence of smoking parameters on the concentration of
polycyclic aromatic hydrocarbons (PAHs) in Danish smoked
fish. Food Additives and Contaminants 2816;27:1294-1365.

51. ¥isciano P, Perugini M, Conte F, Amorena M. Polucuyclic
aromatic hudrocarbons in farmed rainbow trout
(Oncorhynchus mykiss) processed by traditional Bue gas
smoking and by liguid smoke Bavourings. Food and Chemical
Toxicology 2868;46:1469-1413.

52. Stumpe-¥iksna I, Bartkevics ¥, Kukare @, Morozovs A.
Polycyclic aromatic hydrocarbons in meat smoked with
different tupes of wood. Food Chemistry 2668;116:794-797.

53. Guillén MD, Sopelana P, Partearroyo MA. Polycyclic
aromatic hydrocarbons in liguid smoke Bavorings obtained



from different types of wood. Effect of storage in
poluethylene Basks on their concentrations. Journal of
fAgricultural and Food Chemistry 2666;45:5683-5887.

54. Reinik M, Tamme T, Roasto M et al. Polycyclic aromatic
hydrocarbons (PAHS) in meat products and estimated PAH
intake by children and the general population in Estonia.
Food Additives and Contaminants 2667;24:429-437.

55. Cho IH, Peterson DG. Chemistry of bread aroma: A
review. Food Science and Biotechnology 2616;19:575-582.

56. Becalski A, Lau BP-%, Lewis D, Seaman SH. Acrylamide in
foods: Occurrence, sources, and modeling. Journal of
fgricultural and Food Chemistry 2663;51:862-868.

57. Amrein TM, Lukac H, Andres L et al. Acrylamide in
roasted almonds and hazelnuts. Journal of Agricultural and
Food Chemistry 2685;53:7819-7825.

58. Zhang G, Huang G, Xiao L et al. Acrylamide formation in
almonds (Prunus dulcis): InBuences of roasting time and
temperature, precursors, wvarietal selection, and storage.
Journal of Agricultural and Food Chemistry
2B11;59:8225-8232.

53. Amrein TM, éndres L, Schonbachler B et al. Acrylamide
in almond products. European Food Research and Technology
2085;221:14-18.

68, Olmez H, Tuncay F, Ozcan M, Demirel S. @& surwvey of
acrylamide levels in foods from the Turkish market. Journal
of Food Composition and Analusis 2665;21:564-568.

61. Mergiz C, Dinmez I. Chemical composition and nutritive
value of Pinus pinea L. seeds. Food Chemistry
2004 ;86:365-368.

62. Ryan E, Galvin K, 0’Connor TP et al. Fatty acid pro@le,
tocopherol, sgualene and phytosterol content of brazil,
pecan, pine, pistachio and cashew nuts. International
Journal of Food Sciences and Nutrition 2686;57:219-228.

63. Pasman WJ, Heimerikx J, Rubingh CM et al. The effect of
Korean pine nut oil on in wvitro CCK release, on appetite
sensations and on 2ut hormones in post-menopausal
overweight women. Lipids in Health and Disease 2888;7:16.

64. Crespo JF, James JM, Fernandez-Rodriguez C, Rodriguez
J. Food allergy: Nuts and tree nuts. British Journal of



Nutrition 26@6;96:95.

65. Capuano E, Oliviero T, Acar OC et al. Lipid oxidation
promotes acrylamide formation in fat-rich model sustems.
Food Research International 2616;43:1621-1626.

66. Herrera-Rodriguez MB, Maldonado JM, Perez-VWicente R.
Light and metabolic regulation of HAS1, HAS1.1 and HASZ,
three asparagine synthetase genes in Helianthus annuus.
Plant Phusiology and Biochemistry: PPB/Societe Francaise
de Physiologie Wegetale 2884;42:511-518.

67. Herrera-Rodriguez MB, Perez-Vicente R, Maldonado JM.
Expression of asparagine synthetase genes in sunBower
(Helianthus annuus) under various environmental stresses.
Plant Phusiology and Biochemistry: PPB/Societe Francaise
de Physiologie Vegetale 2887;45:33-38.

68. Simonovska B, Vowvk I, Glavnik ¥, Cernelic K. Effects of
extraction and high-performance liguid chromatographic
conditions on the determination of lutein in spinach.
Journal of Chromatography A 2813;1276:95-1681.

69. Maeda M, Matsubara K, Yoshida H, Mizushina Y.
Anti-cancer effect of spinach glucoglycerolipids as
angiogenesis inhibitors based on the selective inhibition
of DNA polumerase activity. Mini-Reviews in Medicinal
Chemistry 2611;11:32-38.

78. Port AM, Ruth MR, Istfan NW. Fructose consumption and
cancer: Is there a connection? Current Opinion in
Endocrinology, Diabetes and Obesity 2612;19:367-374.

71. Taylor E, Curhan G. Fructose consumption and the risk
of kidney stones. Kidney International 2667;73:287-212.

72. Basaranoglu M, Basaranoglu G, Sabuncu T, Senturk H.
Fructose as a key player in the development of fatty liver
disease. HWorld Journal of Gastroenterology
2813;19:1166-1172.

73. wos MB, Lavine JE. Dietary fructose in nonalcoholic
fatty liver disease. Hepatology 2613;57:2525-2531.

74. Momura K, Yamanouchi T. The role of fructose-enriched
diets in mechanisms of nonalcoholic fatty liver disease.
The Journal of NWutritional Biochemistry 2612;23:283-2885.

75. MNeuschwander-Tetri BA. Nonalcoholic steatohepatitis and
the metabolic syndrome. The American Journal of the



Medical Sciences 26©5;336:326-335.

76. Ghanim H, Mohanty P, Pathak R et al. Orange juice or
fructose intake does not induce oxidative and inBammatory
response. Diabetes Care 2887;36:1466-1411.

77. McMahon DJ, Adams S, McManus W. Hardening of
high-protein nutrition bars and sugar/spolyol-protein phase
separation. Journal of Food Science 2869;74:E312-E321.

78. Hu FB, Malik ¥S. Sugar-sweetened heverages and risk of
ohesity and type 2 diabetes: Epidemiologic evidence.
Physiology & Behavior 2616;18@:47-54,

79. Johnson RK, Appel LT, Brands M et al. Dietary sugars
intake and cardiovascular health: A scientific statement
from the American Heart Association. Circulation
2e69;120:1811-1620,

88. Okado A, Kawasaki ¥, Hasuike ¥ et al. Induction of
apoptotic cell death by methylglyoxal and 3-deoxuglucosone
in macrophage-derived cell lines. Biochemical and
Biophysical Research Communications 1996;225:219-224.

81. Fukunaga M, Miyata S, Liu BF et al. Methylgluoxal
induces apoptosis through activation of p38 MAPK in rat
Schwann cells. Biochemical and Biophysical Research
Communications 2864;326:689-695.

2. Makauama K, Nakayama M, Terawaki H et al. Carbonated
soft drinks and carhbonyl stress burden. The Journal of
Toxicological Sciences 2889;34:699-762.

83. MNakauama K, Nakayama M, Iwabuchi M et al. Plasma
alpha-oxoaldehyde levels in diabetic and nondiabetic
chronic kidney disease patients. american Journal of
Nephrology 2668;28:871-878.

4. Hang ¥, Jia ¥, Chang T et al. Attenuation of
hypertension development by scavenging methylgluoxal in
fructose-treated rats. Journal of Hypertension

2008;26: 765772,

85. Beisswenger PJ, Howell SK, Melson RG et al.
Alpha-oxoaldehyde metabolism and diabetic complications.
Biochemical Society Transactions 2663;31:1358-1363.

86. Kang JH. ModiBcation and inactivation of human Cu,
Zn-superoxide dismutase by methylglyoxal. HMolecules and
Cells 2883;15:194-199.



87. Miller KB, Hurst WJI, Paune MJ et al. Impact of
alkalization on the antioxidant and Bawvanol content of
commercial cocoa powders. Journal of Agricultural and Food
Chemistry 26885;56:8527-8533.

88. Erbersdobler HF, Somoza V. Forty years of
furosine-Forty years of using Maillard reaction products as
indicators of the nutritional guality of foods. Molecular
Nutrition & Food Research z@67;51:423-436.

89. Mojska H, Gielecinska I. Studies of acrylamide level in
coffee and coffee substitutes: InBuence of raw material

and manufacturing conditions. Roczniki Panstwowego Zakladu
Higieny 2613;64:173-181.

96, Anese M, MNicoli MC, Verardo G et al. Effect of wvacuum
roasting on acrylamide formation and reduction in coffee
heans. Food Chemistry 2614;145:168-172. PART II The
Maillard Reaction and Health Disorders The HMaillard
reaction products also known as advanced glycation end
products (AGEsS) hind to

their receptors and induce oxidative stress that in turn
induces low-grade inBammation. Chronic

low-grade inBammation upgrades to inBammation. As a result
of chronic inBammation, insulin

resistance develops. Insulin resistance is the common
denominator for several chronic inBamma

tory degenerative diseases including obesity, diabetes,
hypertension, kidney, atherosclerosis, osteo

porosis, eye health, multiple sclerosis, erectile
dysfunction, insomnia, Parkinson’s disease, cancer,

and Alzheimer’s disease. Therefore, unhealthy diets link
the Maillard reaction products to several

chronic degenerative disease development. Through each
chronic disease, the risk factors and the

assoclation or lack of AGEs have been established. Dietary
approaches to prevent the development

of the disease are presented and protective foods are
suggested.



Chapter™>4: Obesity

1. Troke RC, Tan TM, Bloom SR. The future role of gut
hormones in the treatment of obesity. Therapeutic Advances
in Chronic Disease 2814;5:4-14.

2. Bray GA, ClearBeld MB, Fintel DJ, Nelinson DS.
Overweight and ohesity: The pathogenesis of cardiometabolic
risk. Clinical Cornerstone 2889;9:36-48; discussion 41-32.

3. Bhattacharya J, Sood N. Who pays for ohesity? The
Journal of Economic Perspectives 2611;25:139-158.

4. Flegal KM, Carroll HMD, 0Ogden CL, Curtin LR. Prevalence
and trends in obesity among US adults, 1999-2608. JAMA
2816;383:235-241.

5. Aronne LJ, Nelinson DS, Lillo JL. Ohesity as a disease
state: A new paradigm for diagnosis and treatment. Clinical
Cornerstone 2889;9:9-29,

6. Dhingra R, Sullivan L, Jacgues PF et al. Soft drink
consumption and risk of developing cardiometabolic risk
factors and the metabolic syndrome in middle-aged adults in
the community. Circulation 2887;116:456-488.

7. Gupta N, Shah P, Mayyar 5, Misra A. Childhood obesity
and the metabolic syndrome in developing countries. Indian
Journal of Pediatrics 2813;88(Suppl. 1):528-537.

8. Christakis NA, Fowler JH. Social contagion theory:
Examining dynamic social networks and human behawvior.
Statistics in Medicine 2613;32:556-577.

9. Christakis NA, Fowler JH. The spread of ohesity in a
large social network over 32 years. The New England
Journal of Medicine 2687;357:378-379.

18. ¥ia @, Grant SF. The genetics of human ohesity. Annals
of the New York Academy of Sciences 2613;1281:178-19a.

11. Fox C5, Pencina MJ, Heard-Costa NL et al. Trends in the
association of parental history of obesity over 68 years.
Ohesity (Silver Spring) 2813.

12. Bray GA. The epidemic of obesity and changes in food
intake: The Buoride hypothesis. Physiology & Behavior
2064;82:115-121.

13. Johnson W, Kywik KO, Skytthe A et al. Education modiBes



genetic and environmental inBuences on BMI. PL0OS One
2a11:6:216294.

14. Shang O, HWang H, Song % et al. Serological data
analyses show that adenowvirus 36 infection is associated
with obesity: A meta-analysis involving 5739 subjects.
Nhesity (Silver Spring) 26G13.

15. Yamada T, Hara kK, Kadowaki T. Association of adenovirus
36 infection with ohesity and metabolic markers in humans:
A meta-analusis of ohserwvational studies. PLoS One
2012;7:ed2031.

16. Donohoe CL, 0O'Farrell MJ, Doyle SL, Reynolds Jv. The
role of obesity in gastrointestinal cancer: Ewvidence and
opinion. Therapeutic Advances in Gastroenterology
2814;7:38-50.

17. Renehan AG, Tyson M, Egger M et al. Body-mass index and
incidence of cancer: A systematic review and meta-analysis
of prospective ohservational studies. Lancet
2068;371:569-573.

18. Opel N, Redlich R, Grotegerd D et al. Ohesity and major
depression: Body-mass index (BMI) is associated with a
severe course of disease and speciBic neurostructural
alterations. Psychoneuroendocrinology 2615;51:219-226.

19. Blumel JE, Chedraui P, fAedo S et al. Ohesity and its
relation to depressive sumptoms and sedentary lifestyle in
middle-aged women. Maturitas 2615;86:166-165.

26, Liu A, Tipton R, Pan W et al. Tart cherry juice
increases sleep time in older adults with insomnia
(838.9). The FASEB Journal 2814;28:838-839.

21. Robert L, Molinari T, Ravelojaona ¥ et al. Age- and
passage-dependent upregulation of Bbroblast elastase-type
endopeptidase activity. Role of advanced glycation
endproducts, inhibition by fucose- and rhamnose-rich
oligosaccharides. Archives of Gerontology and Geriatrics
2018;50:327-331.

22. HMinch G, Taneli ¥, Schraven E et al. The
cognition-enhancing drug tenilsetam is an inhibitor of
protein crosslinking by advanced glycosylation. Journal of
Meural Transmission: Parkinson’s Disease and Dementia
Section 1994;8:193-268.

23. HWirasathien L, Pengsuparp T, Suttisri R et al.



Inhibitors of aldose reductase and advanced glycation
end-products formation from the leaves of Stelechocarpus
cauliflorus R.E. Fr. Phytomedicine 2667;14:546-558.

24, Faridi 2, Wiike ¥, Dutta S et al. Acute dark chocolate
and cocoa ingestion and endothelial function: & randomized
controlled crossover trial. The American Journal of
Clinical Wutrition 2668;88:58-63.

25. Katz DL, Doughty K, Ali A. Cocoa and chocolate in human
health and disease. Antioxidants & Redox Signaling zai1l.

26. Mash DT, Slutzky AR. Gluten sensitivity: New epidemic
or new myth? Proceedings (Baylor University Medical
Center) 2614;27:377-378.

27. Gotsis E, Anagnostis P, Mariolis A et al. Health
bhenefits of the mediterranean diet: An update of research
over the last 5 years. Anglology 2614,

28. Rupnick Ma, Panigrahy D, Zhang C¥ et al. Adipose
tissue mass can be regulated through the wvasculature.
Proceedings of the MWational Academy of Sciences of the
United States of America 2662;99:16736-16735.

29. Losso JM. Targeting excessive angiogenesis with
functional foods and nutraceuticals. Trends in Food
Science & Technology 2683;14:455-468.

38. Karki N. Dedicated to my parents. In: Loulsiana State
University; 2811.

31. Jombai T. In witro inhibitory activity of black seed
0il and potassium chloride against biomarkers of triple
negative hreast cancer. Master’s thesis, Agricultural and
Mechanical College, Louisiana State University, Baton
Rouge, LA; 2811.

32. Deckers K, wan Boxtel MP, Schiepers 07 et al. Target
risk factors for dementia prevention: A systematic review
and Delphi consensus study on the evidence from
observational studies. International Journal of Geriatric
Psychiatry 2614,

33. Donnelly JE, Blair SN, Jakicic JM et al. American
College of Sports Medicine Position Stand. Appropriate
physical activity interwvention strategies for weight loss
and prevention of weight regain for adults. Medicine and
Science in Sports and Exercise 26©89;41:459-471.



34. HWadden Ta, West DS, Neiberg EH et al. One-year weight
losses in the Look AHEAD study: Factors associated with
success. Dhesity (Silver Spring) 2009;17:713-722.

35. L1 ¥H, Lin S, Guo H et al. Effectiveness of a
school-based physical activity intervention on obesity in
school children: A nonrandomized controlled trial. BMC
FPublic Health 2614;14:1282.

36. Surekha T, Himabindu %, Sriharibabu M, Pandey AK.
Impact of physical activity on ovarian reserve markers in
normal, overweight and obese reproductive age women. Indian
Journal of Physiology and Pharmacology 2614;58:162-165.

37. Santos M, Rodriguez-Gonzalez GL, Ihanez C et al. Adult
exercise effects on oxidative stress and reproductive
programming in male offspring of obese rats. American
Journal of Physiology: Regulatory, Integrative and
Comparative Physiology 2614;368:R219-R225.

38. Abate M. How ohesity modiBles tendons (implications for
athletic activities). Muscles, Ligaments and Tendons
Journal 2614;4:298.

39. Kar 55, Dube R. Childhood obesity-an insight into
preventive strategies. Avicenna Journal of Medicine
2014;4:88-93.



Chapter™:5: Diabetes Mellitus

1. Kallionpaa H, Laajala E, 0ling ¥ et al. Standard of
hygiene and immune adaptation in newborn infants. Clinical
Immunology 2@14; 155:136-147.

2. Songini M, Lombardo C. The Sardinian way to type 1
diabetes. Journal of Diabetes Science and Technology 2@1é;
4:1248-1255.

3. Basile KJ, Guy VC, Schwartz S, Grant 5F. Owverlap of
genetic susceptibility to type 1 diasbetes, type 2

diabetes, and latent autoimmune diabetes in adults. Current
Diabetes Reports 2614; 14:55@,

4. Fonseca C, Domingues MR, Simoes C et al. Reactivity of
Tyr-Leu and Leu-Tyr dipeptides: IdentiBcation of oxidation
products by liguid chromatography-tandem mass spectrometry.
Journal of Mass Spectrometry 2669; 44:681-693.

5. MNaughton MJ, Ruggiero AM, Lawrence JH et al.
Health-related guality of life of children and adolescents
with type 1 or type 2 diabetes mellitus: SEARCH for
Diabetes in Youth Study. Archives of Pediatrics &
Adolescent Medicine 2688; 162:649-657.

6. Fagot-Campagna A, Pettitt DJ, Engelgau MM et al. Type 2
diabetes among North American children and adolescents: An
epidemiologic review and a public health perspective.
Journal of Pediatrics 2686; 136:664-672.

7. Barger MK. Maternal nutrition and perinatal outcomes.
Journal of Midwifery & Women’s Health 2616; 55:582-511.

8. Hul E, Reddy M, Brawvis ¥ et al. Fasting among pregnant
women with diabetes during Ramadan. International Journal
of Clinical Practice 2812; 66:918-911.

9. ¥u C¥, Zhu HH, Zhu ¥M. Diabetes and cancer:
Associations, mechanisms, and implications for medical
practice. World Journal of Diabetes 2@14; 5:372-384.

16. Fu J, Prasad HC. Changing epidemiocology of metabolic
syndrome and type 2 diabetes in Chinese youth. Current
Diabetes Reports 2614; 14:447.

11. Basit A, Riaz M, Fawwad A. Improving diabetes care in
developing countries: The example of Pakistan. Diabetes
Research and Clinical Practice 2815; 187:224-232.



12. Shang L, 0'Loughlin J, Tremblay A, Gray-Donald K. The
assocliation between food patterns and adiposity among
Canadian children at risk of overweight. Applied
Physiology, Mutrition, and Metabolism 2613; 39:195-2@1.

13. Burgoine T, Forouhi NG, Grif@in 5J et al. Associations
hetween exposure to takeaway food outlets, takeaway food
consumption, and body weight in Cambridgeshire, UE:
population based, cross sectional study. British Medical
Journal 2614; 348:g1464.

14. Drewnowski A, Rehm CD. Energy intakes of US children
and adults by food purchase location and by specific food
source. Nutrition Journal 2613; 12:59.

15. Kato N. Insights into the genetic basis of tupe 2
diabetes. Journal of Diabetes Investigation 2813;
4:233-244,

16. Baler LJ, Hanson RL. Genetic studies of the etiology of
type 2 diabetes in Pima Indians: Hunting for pieces to a
complicated puzzle. Diabetes 2664; 53:1181-1186.

17. Egede LE, Dagogo-Jack 5. Epidemiology of type 2
diabetes: Focus on ethnic minorities. The Medical clinics
of Morth America 2865; 89:949-975, wiii.

18. Hamman RF, Bell RA, Dabelea D et al. The SEARCH for
Diabetes in Youth study: Rationale, Bndings, and future
directions. Diahetes Care 2614; 37:3336-3344.

19. Fleischhacker SE, Ewenson KR, Rodriguez DA, Ammerman
AS. A systematic review of fast food access studies.
Ohesity Reviews: An Official Journal of the International
Association for the Study of Obesity 2611; 12:ed466-e471.

26, Richmond TK, Spadano-Gasbarro JL, Walls CE et al.
Middle school food environments and racials ethnic
differences in sugar-sweetened beverage consumption:
Findings from the Healthy Choices study. Prewventive
Medicine 2&13; 57:735-738.

21. Azar KM, Chen E, Holland AT, Palaniappan LP. Festival
foods in the immigrant diet. Journal of Immigrant and
Minority HealthsCenter for Minority Public Health 2813;
15:953-968.

22. Chatterjee R, Yeh HC, Edelman 0, Brancati F. Potassium
and risk of Type 2 diabetes. Expert Review of
Endocrinology & Metabolism 2811; 6:665-672.



23. Srivastava TN, Young DB. Impairment of cardiac function
by moderate potassium depletion. Journal of Cardiac
Failure 1995; 1:195-26@.

24. He FJ, MacGregor GA. BeneBcial effects of potassium on
human health. Physiologia Plantarum 2668; 133:725-735.

25. Colditz GA, Manson J, Stampfer MJ et al. Diet and risk
of clinical diabetes in women. The American Journal of
Clinical Wutrition 1992; 55:1618-1623.

26. Rowe JW, Tobin JD, Rosa RM, Andres R. Effect of
experimental potassium deBiciency on glucose and insulin
metabolism. Metabolism 1986; 29:498-562.

27. Finken MIJ, Keijzer-ween M, Dekker F et al. Preterm
hirth and later insulin resistance: Effects of hirth
weight and postnatal growth in a population based
longitudinal study from birth into adult life.
Diabetologia 2666; 49:478-485.

28. ¥wictora CG, Adair L, Fall C et al. Maternal and child
undernutrition: Conseguences for adult health and human
capital. The Lancet 26@8; 371:346-357.

29. Adair LS, Martorell R, Stein AD et al. Size at birth,
weight gain in infancy and childhood, and adult blood
pressure in 5 low-and middle-income-country cohorts: When
does weight gain matter? The American Journal of Clinical
Nutrition 2@69; 89:1383-1392.

38. Morris SA, Osmond C, Gigante D et al. Size at birth,
weight gain in infancy and childhood, and adult diabetes
risk in Bve low-or middle-income country hirth cohorts.
Diabetes Care z2@12; 35:72-79.

31. Barker DJ, Hales CN, Fall CH et al. Type 2
{non-insulin-dependent) diabetes mellitus, hypertension and
hyperlipidaemia (syndrome ¥): Relation to reduced fetal
growth. Diabetologia 1993; 36:62-67.

32. Barker DJ. Fetal origins of coronary heart disease.
British Medical Journal 1995; 311:171-174.

33. Hales C, Barker D, Clark P et al. Fetal and infant
growth and impaired glucose tolerance at age 64. British

Medical Journal 1991; 383:1619-1622.

34. Kaijser M, Bonamy AKE, Akre 0O et al. Perinatal risk



factors for diabetes in later life. Diabetes 2669;
558:523-526.

35. Langley-Evans 5, McMullen S. Developmental origins of
adult disease. Medical Principles and Practice 2618;
19:87-98.

36. Mokhashi M, Mercante D, Simonsen W et al. Low birth
weight is not associated with tupe 2 diahetes in African
American children in New Orleans. The Journal of the
Louisiana State Medical Society: Official 0Organ of the
Louisiana State Medical Society 2811; 163:44-47.

37. Kanaka-Gantenbein C. Fetal origins of adult diabetes.
fnnals of the Wew York Academy of Sciences 281@;
1285:99-185.

38. Reunolds REM. Corticosteroid-mediated programming and
the pathogenesis of ohesity and diabetes. The Journal of
Steroid Biochemistry and Molecular Biology 2616; 122:3-9.

39. Mcmillen IC, Rohinson J5. Developmental origins of the
metabolic syndrome: Prediction, plasticity, and
programming. Physiological Reviews 2865; 85:571-633.

46, HWel JN, Sung FC, Li CY¥ et al. Low hirth weight and high
birth weight infants are both at an increased risk to have
type 2 diabetes among schoolchildren in Taiwan. Diabetes
Care 20@3; 26:343-348.

41. Lalla E, Papapanou PN. Diabetes mellitus and
periodontitis: A tale of two common interrelated diseases.
MNature Reviews Endocrinology 2é11; 7:738-748.

42. Marchetti E, Monaco A, Procaccini L et al. Periodontal
disease: The inBuence of metabolic syndrome. Nutrition &
Metabolism 2612; 9:88.

43. Ducat L, Philipson LH, Anderson BJ. The mental health
comorbidities of diabetes. The Journal of the American
Medical Association 2614; 312:691-692.

44, Wilson ¥. Cognitive impairment in patients with
diabetes. Mursing Standard 2a12; 27:44-49.

45, Koekkoek PS, Rutten GE, Biessels GJ. Cognitive
disorders in diabetic patients. Handbook of Clinical

Neurology 2814; 126:145-166.

46. Mayeda ER, Whitmer RA, Yaffe K. Diashetes and cognition.



Clinics in Geriatric Medicine 2615; 31:161-115.

47. Harding JL, Shaw JE, Peeters A et al. Cancer risk among
people with Type 1 and Type 2 diabetes: Disentangling true
assoclations, detection bias, and reverse causation.
Diabetes Care 2615; 38: 264-276.

48. Zhang C, Yang G, Ling ¥ et al. The early diagnosis of
pancreatic cancer and diabetes: What's the relationship?
Journal of Gastrointestinal Oncology 2614; 5:481-488.

49, Anwar MA, Kheir WA, Eid 5 et al. Colorectal and
prostate cancer risk in diabetes: Metformin, an actor
hehind the scene. Journal of Cancer 2614; 5:736-744,

58. Prasad C, Imrhan ¥, Marotta F et al. Lifestyle and
advanced glucation end products (AGEs) burden: Its
relevance to healthy aging. Aging and Disease 2614,
5:212-217.

51. Yamagishi 5. Role of advanced glycation end products
(AGEs) and receptor for AGEs (RAGE) in wascular damage in
diabetes. Experimental Gerontology 2611; 46:217-224.

52. McLean MH, Dieguez D, Miller LM, Young HA. Does the
microbiota play a role in the pathogenesis of autoimmune
diseases? Gut 2614; 64(2):332-341.

53. Munuaka PM, KhalBpour E, Ghia JE. External inBuence of
early childhood estahlishment of gut microbiota and
subseguent health implications. Frontiers in Pediatrics
28145 2:1@89.

54. Baban B, Penberthy WT, Mozaffari MS. The potential role
of indoleamine 2,3 dioxygenase (IDO) as a predictive and
therapeutic target for diabetes treatment: A mythical
truth. The EPMA Journal 2616; 1:46-55.

55. Grant WB. Epidemiology of disease risks in relation to
vitamin D insufBciency. Progress in Biophysics and
Molecular Biology 2666; 92:65-79.

56. Schatz DA, Levine SR, Atkinson MA. It’s time to mow the
GRAS in tupe 1 diabetes. Diabetes 2611; 66:2669-2671.

57. McTavish L, Wiltshire E. Effective treatment of
hypoglycemia in children with type 1 diahetes: A randomized
controlled clinical trial. Pediatric Diahetes 2611;
12:381-387.



58. Esser N, Legrand-Poels 5, Piette J et al. InBlammation
as a link between ohesity, metabolic syndrome and tupe 2
diabetes. Diabetes Research and Clinical Practice 2614;
185:141-158.

59. Kaur J. A comprehensive review on metahbolic sundrome.
Cardiology Research and Practice 2614; 2614:943162.

68, Lasselin J, Capuron L. Chronic low-grade inBlammation in
metabolic disorders: Relewvance for behavioral sumptoms.
Neuroimmunomodulation 2@14; 21:95-161.

61. Stitt AW, Jenkins AJ, Cooper ME. Advanced glucation end
products and diabetic complications. Expert Opinion on
Investigational Drugs 2682; 11:1265-1223.

62. Semba RD, Fink JC, Sun K et al. Serum
carboxumethyl-lysine, a dominant advanced glycation end
product, is associated with chronic kidney disease: The
Baltimore longitudinal study of aging. Journal of Renal
Nutrition 2e16; 26:74-81.

63. waleri C, Pozzilli P, Leslie D. Glucose control in
diabetes. DiabetessMetabolism Research and Reviews 2664;
2a:51-58.

64. Malik S, Popkin BM, Bray GA et al. Sugar-sweetened
heverages, obesity, type 2 diabetes mellitus, and
cardiovascular disease risk. Circulation 2618;
121:1356-1364.

65. Peppa M, Uribarri T, ¥lassara H. Diahetes and advanced
g¢lycoxidation end-products. Diabetes and Cardiowvascular
Disease 2082; 2:275-287.

66. Tarabusi v, Cavazza C, Pasgui F et al. Quality of diet,
screened by the Mediterranean diet guality index and the
evaluation of the content of advanced glycation
endproducts, in a population of high school students from
Emilia Romagna. Mediterranean Journal of Nutrition and
Metabolism 2616; 3:153-157.

67. Larsson SC, Kumlin M, Ingelman-Sundberg M, Holk A.
Dietary long-chain n-3 fatty acids for the prevention of
cancer: A review of potential mechanisms. The American
Journal of Clinical MNutrition 2664; 79:935-945.

68. Rossi T, Gallo C, Bassani B et al. Drink your
prevention: Beverages with cancer preventive
phytochemicals. Polskie Archiwum Medycuny Wewnetrznej 2614;



124:713-722.

69. Ceriello A, Esposito K, La Sala L et al. The protective
effect of the Mediterranean diet on endothelial resistance
to GLP-1 in type 2 diabetes: A4 preliminary report.
Cardiovascular Diahetology 2a14d; 13:146.

78. Shankar B, Hawkes C. India has a problem with palm oil.
British Medical Journal 2613; 347:f6665.

71. Basu 5, Babiarz K5, Ebrahim S et al. Palm oil taxes and
cardiovascular disease mortality in India:
Economic-epidemiologic model. British Medical Journal 2613;
347:fe048.

72. ¥ian TK, Omar MA, Ying LW et al. Reheated palm oil
consumption and risk of atherosclerosis: Evidence at
ultrastructural level. Evidence-Based Complementary and
Alternative Medicine: eCAM 2612; 2612:828176.

73. Mahdy 2A, Siraj HH, Khaza’ai H et al. Does palm oil
vwitamin E reduce the risk of pregnancy induced
hypertension? Acta Medica (Hradec Kralove) 2613;
56:1684-189.

74. Chen BK, Seligman B, Farguhar JW, Goldhaber-Fiebert JD.
Multi-Country analysis of palm oil consumption and
cardiovascular disease mortality for countries at different
stages of economic development: 1986-1997. Globalization
and Health 2611; 7:45.

75. Fattore E, Fanelli R. Palm oil and palmitic acid: A
review on cardiovascular effects and carcinogenicity.
International Journal of Food Sciences and Nutrition 2813;
A4 :648-659.

76. McMamara DJ. Palm oil and health: A case of manipulated
perception and misuse of science. Journal of the American
College of Nutrition 2616; 29:2465-2445.

77. Freeman DJ. Effects of maternal obesity on fetal growth
and body composition: Implications for programming and
future health. Seminars in Fetal and Neonatal Medicine
281e; 15:113-118.

78. Yajnik CS. Nutrient-mediated teratogenesis and
fuel-mediated teratogenesis: Two pathwaus of intrauterine
programming of diahetes. International Journal of
Gynecology & Obstetrics 2889; 164:527-531.



79. Dabelea D. The predisposition to ohesity and diabetes
in offspring of diabetic mothers. Diabetes Care 2887;
3B:5169-5174.

88. Heidland A, Sehekowva K, Schinzel R. Advanced glucation
end products and the progressive course of renal disease.

American Journal of Kidney Diseases: The Official Journal

of the National Kidney Foundation 2861; 35:5166-5186.

81. Colwell JA. Prevention of diabetes complications. Clin
Cornerstone 1998; 1:58-71.

2. Malandrucco I, Pasgualetti P, Giordani I et al.
Very-low-calorie diet: A guick therapeutic tool to improve
B cell function in morbidly obese patients with tupe 2
diabetes. The American Journal of Clinical Nutrition 2812;
95:669-613.

83. Pereira MA, Kartashov AI, Ebbeling CB et al. Fast-food
habits, weight gain, and insulin resistance (the CARDIA
studyl: 15-year prospective analusis. The Lancet 28a5;
365:36-42,

84. Benalla W, Bellahcen S, Bnouham M. Antidiabetic
medicinal plants as a source of alpha glucosidase
inhibitors. Current Diabetes Reviews 2616; 6:247-254,

85. Uribarri J, Cai W, Sandu 0 et al. Diet-derived advanced
glycation end products are major contributors to the

body’s AGE pool and induce inBammation in healthy subjects.
fnnals of the Wew York Academy of Sciences 2885,
1843:461-466.

86. Stirban A, Negrean M, Stratmann B et al. Benfotiamine
prevents macro-and microwvascular endothelial dysfunction
and oxidative stress following a meal rich in adwvanced
glycation end products in individuals with type 2
diabetes. Diabetes Care 2666; 29:2064-2671.

87. Singh R, Barden A, Mori T, Beilin L. Adwvanced glucation
end-products: A review. Diabetologia 2661; 44:129-146.

88. Uribarri J, Peppa M, Cali W et al. Restriction of
dietary glucotoxins reduces excessive advanced gluycation
end products in renal failure patients. Journal of the
American Society of Nephrology 2e63; 14:728-731.

89. Dembinska-kKiec A, Mykkanen 0, Kiec-Wilk B, Mukkanen H.
Antioxidant phytochemicals against type 2 diabetes. The
British Journal of MWutrition 2668; 99:E5169-E5117.



96, Losso JM. Targeting excessive angiogenesis with
functional foods and nutraceuticals. Trends in Food
Science & Technology 2863; 14:455-468.

91. Soares R. Angiogenesis in the metabolic syndrome.
Oxidative Stress, Inflammation and Angiogenesis in the
Metabolic Sundrome, Soares R and Costa C (Eds.), 2889;
5:85-99.

92. Biscetti F, Straface G, Pitocco D et al. Peroxisome
proliferator-activated receptors and angiogenesis.
Mutrition, Metabolism and Cardiovascular Diseases 28@9;
19:751-759.

93. Babu PY, Liu D, Gilbert ER. Recent adwvances 1in
understanding the anti-diabetic actions of dietary
avonolds. The Journal of Nutritional Biochemistry 2813;
24:1777-1789.

94, Zhang 2, Ding ¥, Dal ¥ et al.
Epigallocatechin-3-gallate protects pro-inBammatory
cytokine induced injuries in insulin-producing cells
through the mitochondrial pathway. European Journal of
Pharmacology 2611; 676:311-316.

95. Masamune A, Satoh M, Kikuta K et al. Ellagic acid
blocks activation of pancreatic stellate cells.
Biochemical Pharmacology 28@a5; 76:869-378.

96. Chao CY%, Mong MC, Chan KC, %in MC. Anti-glycative and
anti-inBammatory effects of caffeic acid and ellagic acid
in kidney of diabetic mice. Molecular Wutrition & Food
Research 2@16; 54:388-395.

97. Banini AE, Boyd LC, Allen JC et al. Muscadine grape
products intake, diet and blood constituents of
non-diabetic and type 2 diabetic subjects. Nutrition 2666;
22:1137-1145.

98. Muthenna P, Akileshwari C, Reddy GB. Ellagic acid, a
new antiglycating agent: Its inhibition of

M- (carboxymethyl) lysine. The Biochemical Journal 2612;
4472:221-238.

99. Min SW, Ryu SN, Kim DH. Anti-inBammatory effects of
bhlack rice, cyanidin-3-0-p-d-glucoside, and its
metabolites, cyanidin and protocatechuic acid.
International Immunopharmacology 2616; 16:959-966.



166. Kunkel SD, Suneja M, Ebert SM et al. mRNA expression
signatures of human skeletal muscle atrophy identify a
natural compound that increases muscle mass. Cell
Metabolism 2611; 13:627-638.

161. Cazzola R, Camerotto C, Cestaro B. Anti-oxidant,
anti-glycant, and inhibitory activity against alphaamylase
and alpha-glucosidase of selected spices and culinary
herbs. International Journal of Food Sciences and
Nutrition 2e11; 62:175-184.

162. El-Beshbishy H, Bahashwan 5. Hupoglycemic effect of
hasil (Ocimum basilicum) agueous extract is mediated
through inhibition of alpha-glucosidase and alpha-amylase
activities: An in witro study. Toxicology and Industrial
Health 2612; 28:42-5@.

183. Wang 5, Zhang C, Yang G, Yang ¥. Biological properties
of 6-gingerol: A brief review. Matural Product
Communications 2614; 9:1627-1636.

164. Arablou T, Aryaeian N, walizadeh M et al. The effect
of ginger consumption on glycemic status, lipid prof@le and
some inBammatory markers in patients with type 2 diabetes
mellitus. International Journal of Food Sciences and
Nutrition 2614; 65:515-528.

165. Mahluji S, Ostadrahimi A, Mobasseri M et al.
Anti-inBammatory effects of zingiber officinale in tupe 2
diabetic patients. Advanced Pharmaceutical Bulletin 2@813;
3:273-276.

166. Rani MP, Padmakumari KP, Sankarikutty B et al.
Inhibitory potential of ginger extracts against enzumes
linked to type 2 diahetes, inBammation and induced
oxidative stress. International Journal of Food Sciences
and Nutrition 2611; 62:166-118.

167. Akash M5, Rehman K, Chen 5. Spice plant Allium cepa:
Dietary supplement for treatment of type 2 diabetes
mellitus. Nutrition 2614; 36:1128-1137.

1658. Taj Eldin IM, Ahmed EM, Elwahab HMA. Preliminary study
of the clinical hypoglycemic effects of allium cepa (red
onion) in Type 1 and Type 2 diahetic patients.
Environmental Health Insights 2e16; 4:71-77.

169, Giaccio M. Crocetin from saffron: An active component
of an ancient spice. Critical Reviews in Food Science and
Nutrition 26@4; 44:155-172.



116. Mousavi SH, Tayarani N2, Parsaee H. Protective effect
of saffron extract and crocin on reactive oxygen
species-mediated high glucose-induced toxicity in PC1Z2
cells. Cellular and Molecular Meurobiology 261@;
3@:185-191.

111. 0Ochiai T, Shimeno H, Mishima K et al. Protective
effects of carotenoids from saffron on neuronal injury

in witro and in wivo. Biochimica et Biophysica Acta 28a7;
1776:578-584.

112, Losso JN. The biochemical and functional food
properties of the bowman-birk inhibitor. Critical Reviews
in Food Science and Mutrition 2668; 48:94-118.

113. Dal H, Ciric B, Zhang G¥, Rostami A. Interleukin-1é
plays a crucial role in suppression of experimental
autoimmune encephalomyelitis by Bowman-Birk inhibitor.
Journal of Meuroimmunology 2@12; 245:1-7.

114. Kobauashi H. Prewvention of cancer and inBammation by
soybean protease inhibitors. Frontiers in Bioscience
(Elite Ed) 2813; 5:966-973.

115. Hernandez-Ledesma B, Hsieh CC, de Lumen BO.
Antioxidant and anti-inBammatory properties of cancer
prevent ive peptide lunasin in RAW 264.7 macrophages.
Biochemical and Biophysical Research Communications 2e@9;
396:883-868.

116. Cam A, Sivaguru M, Gonzalez de Mejia E. Endocutic
mechanism of internalization of dietary peptide lunasin
into macrophages in inBammatory condition associated with
cardiovascular disease. PL0S One 2613; 8:e72115.

117. Liu J, Jia SH, Kirherger M, Chen W. Lunasin as a
promising health-heneBicial peptide. European Review for
Medical and Pharmacological Sciences 2614; 18:2676-2a75.

118. Saha 5, Sadhukhan P, Sil1 PC. Genistein: A
phytoestrogen with multifaceted therapeutic properties.
Mini-Reviews in Medicinal Chemistry 2614; 14:926-94a.

119. Rajaram S. Health henefits of plant-derived
alpha-linolenic acid. The american Journal of Clinical
Nutrition 2e14; 166:4435-4485.

126, Tatsumi %, Morimoto A, Deura K et al. Effects of
soybean product intake on fasting and postload



hypergluycemia and type 2 diabetes in Japanese men with high
body mass index: The Saku Study. Journal of Diabetes
Investigation 2613; 4:626-633.

121. Fel BB, Ling L, Hua C, Ren SY¥. Effects of soubean
oligosaccharides on antioxidant enzume activities and
insulin resistance in pregnant women with gestational
diabetes mellitus. Food Chemistry 2614; 158:429-432.

122. Miraghajani M5, Najafabadi MM, Surkan PJ et al. Soy
milk consumption and blood pressure among type 2 diabetic
patients with nephropathy. Journal of Renal Nutrition: The
0fficial Journal of the Council on Renal Mutrition of the
MNational Kidney Foundation 2813; 23:277-282.

123. Ranilla LG, Apostolidis E, Genovese MI et al.
Evaluation of indigenous grains from the Peruwian Andean
region for antidiabetes and antihypertension potential
using in vitro methods. Journal of Medical Food 2889,
12:784-713.

124. Dixit AA, Azar KM, Gardner CD, Palaniappan LP.
Incorporation of whole, ancient grains into a modern Asian
Indian diet to reduce the burden of chronic disease.
Nutrition Reviews 2611; 69:479-488.

125, Lu FR, Shen L, Qin % et al. Clinical ohservation on
trigonella foenum-graecum L. total saponins in combination
with sulfonylureas in the treatment of type 2 diabetes
mellitus. Chinese Journal of Integrative Medicine z28asg;
14:56-68,

126. Madar Z, Stark AH. New legume sources as therapeutic
agents. The British Journal of Mutrition 2662; 88(Suppl
3):5287-529¢2.

127. Yao ¥, Cheng ¥, Wang L et al. Biological potential of
sixteen legumes in China. International Journal of
Molecular Sciences 2611; 12:7848-7658.

128. Lim E, Hollingsworth K, Aribisala B et al. Rewversal of
type 2 diabetes: Wormalisation of beta cell function in
assocliation with decreased pancreas and liver
triacylglycerol. Diabetologia 2611; 54:2566-2514.

129. Friedberg CE, Janssen MJFM, Heine RJ, Grobbee DE. Fish
0il and glycemic control in diahetes: A meta-analysis.

Diabetes Care 1998; 21:494-586,

136. Hanefeld M, Fischer S, Julius U et al. Risk factors



for myocardial infarction and death in newly detected
NIDDM: The Diabetes Interwvention Study, 11-year follow-up.
Diabetologia 1996; 39:1577-1583.

131. Goldberg RB, Jacohson TA. Effects of niacin on glucose
control in patients with dyslipidemia. Mayo Clinic
Proceedings 2668; 83(4):476-478.

132. Harris WS, Bulchandani D. Why do omega-3 fatty acids
lower serum triglycerides? Current Opinion in Lipidology
2e86; 17:387.

133. Bordia A, Verma 5, Srivastava K. Effect of ginger
(Zingiber ofBcinale Rosc.) and fenugreek (Trigonella
foenumgraecum L.) on hlood lipids, blood sugar and platelet
aggregation in patients with coronary artery disease.
Prostaglandins, Leukotrienes and Essential Fatty Acids
1997; S56:379-384.

134. Gupta A, Gupta R, Lal B. Effect of Trigonella
foenum-graecum (fenugreek) seeds on glycaemic control and
insulin resistance in type 2 diabetes mellitus: A double
blind placebo controlled study. The Journal of the
Association of Physicians of India 2661; 49:1857.

135. Losso JN, Holliday DL, Finley JW et al. Fenugreek
hread: A treatment for diabetes mellitus. Journal of
Medicinal Food 26@9; 12:1646-1649.

136. Devi BA, Kamalakkannan N, Prince PS. Supplementation
of fenugreek leaves to diabetic rats. Effect on
carbohydrate metabolic enzumes in diabetic liver and
kidney. Phutotherapy Research 2ee3; 17:1231-1233.

137. Annida B, Stanely Mainzen Prince P. Supplementation of
fenugreek leaves lower lipid proBle in
streptozotocin-induced diabetic rats. Journal of Medicinal
Food 2@@d; 7:153-156.

138. Pungcharoenkul K, Thongnopnua P. Effect of different
curcuminoid supplement dosages on total in wiwvo
antioxidant capacity and cholesterol lewvels of healthy
human subjects. Phytotherapy Research 2611.

139. Baum L, Cheung 3kkK, Mok YCT et al. Curcumin effects on
blood lipid proBle in a 6-month human study.
Pharmacological Research 2887; 56:569-514.

146, Ramlrez-Bosca @, Soler @, Carrion M& et al. én
hydroalcoholic extract of Curcuma longa lowers the apo



Bsapo A ratio: Implications for atherogenesis prevention.
Mechanisms of Ageing and Development Z666; 119:41-47.

141. Gupta SC, Patchwa 5, Koh W, Aggarwal BBE. Discovery of
curcumin, a component of golden spice, and its miraculous
bhiological activities. Clinical and Experimental
Pharmacology and Physiology 2812; 39:283-299.

142. “adav ¥R, Aggarwal BB. A component of the golden
spice, targets multiple angiogenic pathways. Cancer
Biology & Therapy 2611; 11:236-241.

143. Naito M, Wu ¥, Momura H et al. The protective effects
of tetrahudrocurcumin on oxidative stress in
cholesterol-fed rabhits. Journal of Atherosclerosis and
Thrombosis 2662; 9:243-258.

144. Zhongfa L, Chiu M, Wang T et al. Enhancement of
curcumin oral absorption and pharmacokinetics of
curcuminoids and curcumin metabolites in mice. Cancer
Chemotherapy and Pharmacology 2614; 69:679-689.

145. Anand P, Kunnumakkara AB, Newman RA, Ag<garwal BE.
Binavailability of curcumin: Problems and promises.
Molecular Pharmaceutics 2667; 4:867-818.

146. Newvius E, Srivastava P, Basu 5. Oral ingestion of
Capsaicin, the pungent component of chili pepper, enhances
a discreet population of macrophages and confers protection
from autoimmune diabetes. Mucosal Immunology 2@11;

5:76-86.

147. Kang JH, Tsuyoshi G, Le Ngoc H et al. Dietary
capsalcin attenuates metabolic dysregulation in genetically
obese diabetic mice. Journal of Medicinal Food 2611;
14:318-315.

148. Snitker S, Fujishima ¥, Shen H et al. Effects of novel
capsinoid treatment on fatness and energy metabolism in
humans: Possible pharmacogenetic implications. The American
Journal of Clinical Mutrition 2669; 89:45-56.

149. Dhuley JW, Raman PH, Mujumdar AM, Waik SR. Inhibition
of lipid peroxidation by piperine during experimental
inBammation in rats. Indian Journal of Experimental Biology
1993; 31:443-445,

156. Srinivasan K. Black pepper and its pungent
principle-piperine: A review of diverse physiological
effects. Critical Reviews in Food Science and Mutrition



2097; 47:735-748.

151. Diwan ¥, Poudyal H, Brown L. Piperine attenuates
cardiovascular, liver and metabolic changes in high
carbohydrate, high fat-fed rats. Cell Biochemistry and
Biophysics 2813; 67:297-364.

152. Chithra ¥, Leelamma 5. Hypolipidemic effect of
coriander seeds (Coriandrum satiwvum): Mechanism of action.
Plant Foods for Human MNutrition (Formerly Qualitas
Flantarum) 1997; S51:167-172.

153. Dhanapakiam P, Joseph JM, Ramaswamy % et al. The
Cholesterol lowering property of coriander seeds
(Coriandrum sativum): Mechanism of action. Journal of
Environmental Biology 26867; 29:53.

154. Rafehi H, Verwveris K, Karagiannis TC. Controversies
surrounding the clinical potential of cinnamon for the
management of diahetes. Diabetes, Obesity & Metabolism
2812; 14:433-499,

155. kKhan A, Safdar M, kKhan MMA et al. Cinnamon improves
glucose and lipids of people with type 2 diabetes.
Diabetes Care 2683; 26:3215-3218.

156. “anschoonbeek K, Thomassen BJW, Senden JH et al.
Cinnamon supplementation does not improve glycemic control
in postmenopausal type 2 diabetes patients. The Journal of
Nutrition 2686; 136:977-986.

157. Kirkham S, Akilen R, Sharma S, Tsiami A. The potential
of cinnamon to reduce blood glucose levels in patients with
type 2 diabetes and insulin resistance. Diabetes, Obesity
and Metabolism 2669; 11:1166-1113.

158. Ashraf R, Aamir K, Shaikh AR, ahmed T. Effects of
garlic on dyslipidemia in patients with type 2 diabetes
mellitus. Journal of Ayub Medical College, Abbottabad zees;
17:60-64,

159. Kang MJ, Kim JH, Choi HN et al. Hypoglycemic effects
of Welsh onion in an animal model of diabetes mellitus.
Mutrition Research and Practice 2616; 4:486.

166. Leiherer A, Mundlein A, Drexel H. Phytochemicals and
their impact on adipose tissue inBammation and diabetes.
Vascular Pharmacology 2613; 58:3-26.

161. “adav A%, Bhatnagar D. Chemo-preventive effect of Star



anise in M-nitrosodiethylamine initiated and phenobarbital
promoted hepato-carcinogenesis. Chemico-Biological
Interactions 2867; 169:287-214.

162. Yang CH, Chang FR, Chang HW et al. Investigation of
the antioxidant activity of Illicium werum extracts
Journal of Medicinal Plants Research 2612; 6:314-324.

163. Patil 5B, Ghadyale WA, Taklikar S5 et al. Insulin
secretagogue, alpha-g¢lucosidase and antioxidant activity of
some selected spices in streptozotocin-induced diabetic
rats. Plant Foods for Human Nutrition 2611; 66:85-98.

164. Rau 0, HWurglics M, Paulke A et al. Carnosic acid and
carnosol, phenolic diterpene compounds of the labiate
herbs rosemary and sage, are activators of the human
peroxisome proliferator-activated receptor gamma. Flanta
Medica z2686; 72:881-887.

165. Christensen KB, Jorgensen M, Kotowska D et al.
Activation of the nuclear receptor PPARZamma by
metabolites isolated from sage (Salvia ofBcinalis L.).
Journal of Ethnopharmacology 2616; 132:127-133.

166. Kianbakht 5, Dabaghian FH. Improved glycemic control
and lipid proBle in hyperlipidemic type 2 diabetic patients
consuming Salvia ofBicinalis L. leaf extract: A randomized
placebo. Controlled clinical trial. Complementary

Therapies in Medicine 2813; 21:441-446.

167. Lipina C, Hundal HS. Carnosic acid stimulates glucose
uptake in skeletal muscle cells via a PME-1/ PP2A/FPKBE
signalling axis. Cellular Signalling 2614; 26:2343-2349.

168. Murugan AC, Karim MR, Yusoff MB et al. New insights
into seaweed poluphenols on glucose homeostasis.
Pharmaceutical Biology 2615:1-11.

169. Kellogg J, Grace MH, Lila MA. Phlorotannins from
filaskan seaweed inhibit carbolutic enzyme activity. Marine
Drugs 2@1d; 12:5277-5294.

174. Brown ES, Allsopp PJT, Magee PJ et al. Seaweed and
human health. Nutrition Reviews 2814; 72:265-216.

171. Kim M5, Kim J¥, Choi WH, Lee S5. Effects of seaweed
supplementation on hlood glucose concentration, lipid
profile, and antioxidant enzume activities in patients with
type 2 diabetes mellitus. Nutrition Research and Practice
2e98; 2:62.



172. Singh U, Jialal I. Alpha-lipoic acid supplementation
and diabetes. Nutrition Reviews 2868; 66:646-657.

173. Menelaou E, Kachatryan A, Losso JW et al. Lutein
content in sweetpotato leaves. HortScience 2886;
41:1269-1271.

174. Saxena A, Vikram NK. Role of selected Indian plants in
management of type 2 diabetes: A review. The Journal of
Alternative & Complementary Medicine Ze64d; 16:369-378.

175. Singh N, Gupta M. Regeneration of heta cells in islets
of Langerhans of pancreas of alloxan diahetic rats by
acetone extract of Momordica charantia (Linn.) (bitter
gourd) fruits. Indian Journal of Experimental Biology

2e6a7; 45:1655.

176. ¥iang L, Huang ¥, Chen L et al. The reparative effects
of Momordica Charantia Linn. extract on HITT1S pancreatic
heta-cells. Asia Pacific Journal of Clinical Mutrition
2e67; 16:249-252.

177. Winkelman M. Ethnobotanical treatments of diabetes in
Baja California Worte. Medical Anthropology 1989;
11:255-268.

178. Jelodar GA, Maleki M, Motadauen M, Sirus 5. Effect of
fenugreek, onion and garlic on blood glucose and
histopathology of pancreas of alloxan-induced diabetic
rats. Indian Journal of Medical Sciences 2665; 59:64.

179, Kim K, Kim HY. Bitter melon (Momordica charantia)
extract suppresses cytokineinduced activation of MAPK and
NF-kB in pancreatic p-cells. Food Science and Biotechnology
2611; 26:531-535.

186. Kumar BD, Mitra A, Manjunatha M. In witro and in vivo
studies of antidiabetic Indian medicinal plants: A review.
Journal of Herbal Medicine and Toxicology 2669; 3:9-14.

181. MNourparvar @, Bulotta A, Di Mario U, Perfetti R. Movel
strategies for the pharmacological management of tupe 2
diabetes. Trends in Pharmacological Sciences z2@a4d;
25:86-91.

182. Acharya S, Basu 5, Thomas J. Medicinal properties of
fenugreek (Trigonella foenum-graecum L.): A review of the
evidence based information. Advances in Medicinal Plant
Research 2867; 2867:81-122.



183. Prabhakar PK, Dohle M. Mechanism of action of natural
products used in the treatment of diabetes mellitus.
Chinese Journal of Integrative Medicine 2611; 17:563-574.

184. Blum A, Loerz C, Martin HJT et al. Momordica charantia
extract, a herbal remedy for tupe 2 dishetes, contains a
specific 11p-hydroxysteroid dehuydrogenase type 1 inhibitor.
The Journal of Steroid Biochemistry and Molecular Biology
2012; 128:51-55.

185. Suresh P, Kavitha CN, Babu SM et al. Effect of ethanol
extract of trigonella foenum graecum (fenugreek) seeds on
freund’s adjuvant-induced arthritis in albino rats.
Inflammation 2612; 35:1-8.

186. Jung DH, Park HJ, Byun HE et al. Diosgenin inhibits
macrophage-derived inBammatory mediators through
downregulation of CKZ, JNK, NF-kB and AP-1 actiwvation.
International Immunopharmacology 2616; 16:1647-1654,

187. Anuradha CY. Aminoacid support in the prewvention of
diabetes and diabetic complications. Current Protein &
Peptide Science 2616; 16:8.

188. Chambers BK, Camire ME. Can cranberry supplementation
benefit adults with type 2 diabetes? Dishetes Care 2883;
26:2695-2696.

189. Pinto M5, Ghaedian R, Shinde R, Shetty K. Potential of
cranberry powder for management of hyperglycemia using

in witro models. Journal of Medicinal Food 2616é;
13:1836-1644 .

1946, Liu H, Wang W, khoo C et al. Cranberry phytochemicals
inhibit glycation of human hemoglobin and serum albumin by
scavenging reactive carbonyls. Food & Function 2611;
2:475-482.

191. Flack JM, Masser SA, Levy PD. Therapy of hypertension
in African Americans. American Journal of Cardiovascular
Drugs: Drugs, Devices, and 0Other Interventions 2611;
11:83-92.

192. Papademetriou ¥, Kaoutzanis C, Dumas M et al.
Protective effects of angiotensin-converting enzume
inhibitors in high-risk African american men with coronary
heart disease. The Journal of Clinical Hypertension
(Greenwich) 2689; 11:621-626.



193. He FJ, Burnier M, Macgregor GA. Nutrition in
cardiovascular disease: Salt in hypertension and heart
failure. European Heart Journal 2611; 32:3673-3686.

194. Franz MJ, Wheeler ML. Nutrition therapy for diabetic
nephropathy. Current Diabetes Reports 2663; 3:412-417.

195. Bhatti SK, 0'Keefe JH, Lavie CJ. Coffee and tea: Perks
for health and longevity? Current Opinion in Clinical
MNutrition and Metabolic Care 2613; 16:688-697.

196. Grosso G, Stepaniak U, Micek & et al. Association of
daily coffee and tea consumption and metahbolic sundrome:

Results from the Polish arm of the HAPIEE study. European
Journal of Nutrition 2614, doi: 16.19087/580394-914-0739-6.

197. Artero A, Tarin JJ, Cano A. The impact of moderate
wine consumption on health. Maturitas 2615; §6:3-13.

198. Cho JM, Chang SY¥, Kim DB et al. Effects of
physiological guercetin metabolites on
interleukin-1betainduced inducible MOS expression. The
Journal of Mutritional Biochemistry 2612; 23:1394-1482.

199. Fallucca F, Porrata C, Fallucca 5, Pianesi M. InBuence
of diet on gut microbiota, inBammation and tupe 2 diabetes
mellitus. First experience with macrobiotic Ma-Pi 2 diet.
DiabetessMetabolism Research and Reviews 2614; 38(Suppl

1) :48-54.,

268, Kim M5, Lee M3, Kown DY. InBammation-mediated obesity
and insulin resistance as targets for nutraceuticals.
fnnals of the Wew York Academy of Sciences 2811;
1229:146-146.

261, Gupta R, Mathur M, Katariuya P et al. Evaluation of
antidiabetic and antioxidant activity of Moringa oleifera
in experimental diabetes. Journal of Diashetes 2612;
4:164-171.

262, Coskun 0, Kanter M, Korkmaz a, Oter 5. Quercetin, a
avonold antioxidant, prevents and protects
streptozotocin-induced oxidative stress and beta-cell
damage in rat pancreas. Pharmacological Research 28a5;
51:117-123.

263, Loke WM, Hodgson JM, Proudfoot JM et al. Pure dietary
avonoids guercetin and (-)-epicatechin augment nitric oxide
products and reduce endothelin-1 acutely in healthy men.
The American Journal of Clinical Nutrition 26@8;



g5:1818-1825.

264, Shirai M, Moon JH, Tsushida T, Terao J. Inhibitory
effect of a guercetin metabolite, guercetin
3-0-pD-glucuronide, on lipid peroxidation in liposomal
membranes. Journal of Agricultural and Food Chemistry
2e61; 49:5682-5688.

265, Bansal T, Awasthi A, Jaggi M et al. Pre-clinical
evidence for altered absorption and biliary excretion of
irinotecan (CPT-11) in combination with guercetin: Possible
contribution of P-glycoprotein. Life Sciences 2688,
83:258-259.

266, Choi JS, Piao ¥J, Kang KW. Effects of guercetin on the
hioavailahility of doxorubicin in rats: Role of C¥P3A4 and
P-gp inhibition by guercetin. Archives of Pharmacal
Research 2811; 34:667-613.

267, Choi SJ, Shin SC, Chol J5. Effects of myricetin on the
binavailability of doxorubicin for oral drug delivery in
Rats: Possible role of C¥P3A4 and P-glycoprotein inhibition
by myricetin. Archives of Pharmacal Research 2@11;
34:369-315.

268, Peng ¥, Ma J, Chen F, HWang M. Maturally occurring
inhibitors against the formation of advanced gluycation
end-products. Food & Function 2@&11; 2:289-361.

269, verma S, Jain ¥, Katewa 5. Blood pressure lowering,
brinolysis enhancing and antioxidant activities of cardamom
(Elettaria cardamomum). Indian Journal of Biochemistry and
Biophysics 2889; 46(6):563-586,

218, Lin HH, Chen JH, Wang CJ. Chemopreventive properties
and molecular mechanisms of the bioactive compounds in
Hibiscus sabdariffa Linne. Current Medicinal Chemistry
2811; 18:1245-1254.

211. wenkatesh S, Thilagavathi J, Shyam Sundar D.
Anti-diabetic activity of Bowers of Hibiscus rosasinensis.
Fitoterapia 2668; 79:79-81.

212. venkatesan T, Sorimuthu Pillai 5. Antidiabetic
activity of gossypin, a pentahudroxuBavone glucoside, in
streptozotocin-induced experimental diabetes in rats.
Journal of Diabetes 2612; 4:41-46.

213. Mousavi A, Wafa M, Neyestani T et al. The effects of
green tea consumption on metabolic and anthropometric



indices in patients with Type 2 diabetes. Journal of
Research in Medical Sciences: The Official Journal of
Isfahan University of Medical Sciences 2613; 18:1886-1686.

214. Keske MA, Ng HL, Premilovac D et al. Vascular and
metabolic actions of the green tea poluphenol
epigallocatechin gallate. Current Medicinal Chemistry 2615;
22:59-6/9,

215. Rajendran P, Rengarajan T, Mandakumar W et al.
kKaempferol, a potential cytostatic and cure for inBammatory
disorders. European Journal of Medicinal Chemistry 2@14;
B6:163-112.

216. Levy-Shraga ¥, Lerner-Geva L, Boyko ¥ et al. Tupe 1
diabetes in pre-school children - long-term metabolic
control, associated autoimmunity and complications.
Diabetic Medicine: A Journal of the British Diahetic
Association 2612; 29:1291-1296.

217. Hummel K, McFann KK, Realsen J et al. The increasing
onset of Tupe 1 diahetes in children. The Journal of
Pediatrics 2812; 161:652-657.el.

218. Patterson CC, Dahlguist GG, Gyurus E et al. Incidence
trends for childhood type 1 diabetes in Europe during
1989-2683 and predicted new cases 2865-26: A multicentre
prospective registration study. The Lancet 2889;
373:2827-2033.

219, Virtanen 5, Hypponen E, L&ara E et al. Cow’'s milk
consumpt ion, disease-assoclated autoantibodies and Tupe 1
diabetes mellitus: A follow-up study in siblings of
diabetic children. Diabetic Medicine 1998; 15:738-738.

226, Merriman TR. Type 1 diabetes, the A1 milk hypothesis
and witamin D deBciency. Diabetes Research and Clinical
Practice 2669; 83:149-156.

221, Sadauskaité-ruehne ¥, Ludvigsson J, Padaiga 2 et al.
Longer breastfeeding is an independent protective factor
against development of tupe 1 diabetes mellitus in
childhood. Diabetes/Metabolism Research and Reviews z664;
260:158-157.

222. Shehadeh W, Shamir R, Berant M, Etzioni A. Insulin in
human milk and the prewvention of type 1 diabetes. Pediatric

Diabetes 2681; 2:175-177.

223. vaarala 0, Ilonen J, Ruohtula T et al. Removal of



bhovine insulin from cow’s milk formula and early
initiation of beta-cell autoimmunity in the FINDIA pilot
study. Archives of Pediatrics and Adolescent Medicine
2e12; 2811:15589,

224, Savilahti E, Saarinen KM. Early infant feeding and
type 1 diabetes. European Journal of Nutrition 2669;
48:243-249.

225. fikerblom H. The trial to reduce IDDM in the
genetically at risk (TRIGR) study: Recruitment,
intervention and follow-up. Diabetologia 2611; S54:627-633.

226. Knip M. Diet, gut, and tupe 1 diahetes: Role of
wheat-derived peptides? Diabetes 2669; 58:1723-1724.

227. Muntoni 5. Epidemiological association between some
dietary habits and the increasing incidence of tupe 1
diabetes worldwide. Annals of Nutrition and Metabolism
2pBh; SA:11-19,.

228. Buyken AE, Toeller M, Heitkamp G et al. Glucemic
index in the diet of European outpatients with tupe 1
diabetes: Relations to glycated hemoglobin and serum
lipids. The aAmerican Journal of Clinical Wutrition z@ail;
73:574-581.

229, ¥Wirtanen 5, Takkinen HM, Mevalainen J et al. Early
introduction of root wvegetables in infancy associated with
advanced B-cell autoimmunity in young children with human
leukocyte antigen-conferred susceptibility to Tupe 1
diabetes. Diabetic Medicine 2611; 28:965-971.

238, Thomas C, Wightingale CM, Donin AS et al.
Socio-economic position and tupe 2 diabetes risk factors:
Patterns in UK children of South Asian, black
African-Caribbean and white European origin. PLoS One
2e12; 7:e32619.

231. Sharkey JR, Nalty C, Johnson CM, Dean HR. Children’s
very low food security is associated with increased
dietary intakes in energy, fat, and added sugar among
Mexican-origin children (6-11 y) in Texas horder Colonias.
BMC Pediatrics 2812; 12:16.

232. Dart AB, Sellers EA, Martens PJ et al. High burden of
kidney disease in youth-onset Tupe 2 diahetes. Diabetes
Care 2612; 35:1265-1271.



Chapter™:6: Hypertension

1. Drenjancevic-Peric I, Jelakovic B, Lombard JH et al.
High-salt diet and hypertension: Focus on the
renin-angiotensin system. Kidney & Blood Pressure Research
2811;34:1-11.

2. Montezano AC, Touyz RM. Molecular mechanisms of
hypertension-Reactive oxygen species and antioxidants: A
hasic science update for the clinician. The Canadian
Journal of Cardiology 2612;28:288-295.

3. Cornwell EY, Waite LJ. Social network resources and
management of hypertension. Journal of Health and Social
Behavior 2612;53:215-231.

4. Taddei 5. Blood pressure through aging and menopause.
Climacteric 2869;12(Suppl. 1):36-4@,

5. Pimenta E, Oparil 5. Management of hypertension in the
elderly. MNature Reviews Cardiology 2612;9:286-296.

6. Tan %Y, Gast GC, wvan der Schouw %¥T. Gender differences
in risk factors for coronary heart disease. Maturitas
2018;65:149-166,

7. Wisentin S, Grumolato F, Nardelli GB et al. Early
origins of adult disease: Low birth weight and wascular
remodeling. Atherosclerosis 2814;237:391-399.

8. Alexander BT, Dasinger JH, Intapad 5. Effect of low
hirth weight on women’s health. Clinical Therapeutics
2814536:1913-1923.

9. Hall JL, Duprez DA, Barac A, Rich 35. A review of
genetics, arterial stiffness, and blood pressure in
African Americans. Journal of Cardiovascular Translational
Research 2812;5:382-368.

1@. Duprez DA, Jacobs DR, Jr., Lutsey PL et al.
Racesethnic and sex differences in large and small artery
elasticity-Results of the multi-ethnic study of
atherosclerosis (MESA). Ethnicity & Disease
20893 19: 243-258.

11. Bielinski SJ, Lynch AI, Miller MB et al. Genome-wide
linkage analysis for loci affecting pulse pressure: The
Family Blood Pressure Program. Hypertension
2085;46:1286-1293.



12. Landsberg L, Molitch M. Diabetes and hypertension:
Pathogenesis, prevention and treatment. Clinical and
Experimental Hypertension 2884;26:621-628.

13. Qi @, Forman JP, Jensen MK et al. Genetic
predisposition to high blood pressure associates with
cardiovascular complications among patients with tupe 2
diabetes: Two independent studies. Diabetes
2B12;61:3826-3832.

14. Tekola-Auele F, Adeyemo AA, Rotimi CW. Genetic
epidemiology of type 2 diabetes and cardiovascular
diseases in Africa. Progress in Cardiovascular Diseases
2015;56:251-268,

15. Hall JE, Granger JP, do Carmo JM et al. Hupertension:
Physiology and pathophysiology. Comprehensive Phusiology
2B12;2:2393-2442.

16. Holecki M, Dulawa J, Chudek J. Resistant hupertension
in wisceral obesity. European Journal of Internal Medicine
2012;23:643-648,

17. Whelton PK, Appel LT, Sacco RBL et al. Sodium, blood
pressure, and cardiovascular disease: Further ewvidence
supporting the American Heart Association sodium reduction
recommendations. Circulation 2612;126:2886-2889.

18. CDC grand rounds: Dietary sodium reduction-Time for
choice. Morbidity and Mortality Weekly Report
2812;61:89-91.

19. Control CfD, Prevention. ¥Wital signs: Food categories
contributing the most to sodium consumptionUnited States,
2o07-2088, Morbidity and Mortality Weekly Report
2812;61:92.

26, Palar K, Sturm R. Potential societal savings from
reduced sodium consumption in the U.5. adult population.
American Journal of Health Promotion 2669;24:49-57,

21. kKola L, Sumaili E, Krzesinski J-M. How to treat
hypertension in blacks: Review of the evidence. Acta
Clinica Belgica 2889;64:466-476.

22. Richardson SI, Freedman BI, Ellison DH, Rodriguez CJ.
Salt sensitivity: A review with a focus on nonHispanic
bhlacks and Hispanics. Journal of the American Society of
Hypertension 2613;7:178-179.



23. Antonios TF, MacGregor GA. Deleterious effects of salt
intake other than effects on blood pressure. Clinical and
Experimental Pharmacology & Phusiology 1995;22:186-184.

24. Delahaye F. Should we eat less salt? Archives of
Cardiovascular Diseases 2613;166:324-332.

25. Thijssen 5, Kitzler TM, Levin MW. Salt: Its role in
chronic kidney disease. Journal of Renal Wutrition
2068;15:18-26.

26. He FJ, MacGregor GA. Reducing population salt intake
worldwide: From evidence to implementation. Progress in
Cardiovascular Diseases 2616;52:363-382.

27. Meneton P, Jeunemaitre ¥, de Wardener HE, MacGregor GA.
Links between dietary salt intake, renal salt handling,
blood pressure, and cardiovascular diseases. Physiological
Reviews 2685;85:679-715.

28. Addo J, Agyemang C, Smeeth L et al. A review of
population-based studies on hypertension in Ghana. Ghana
Medical Journal 2612;46:4-11.

29. Stabouli 5, Papakatsika 5, Kotsis V. The role of
ohesity, salt and exercise on blood pressure in children
and adolescents. Expert Review of Cardiowvascular Therapy
2B11;9:753-761.

36. Boegehold MA. The effect of high salt intake on
endothelial function: Reduced wascular nitric oxide in the
absence of hypertension. Journal of Vascular Research
2015;50:455-467 .

31. DiNicolantonio JJ, Niazi AK, Sadaf R et al. Dietary
sodium restriction: Take it with a grain of salt. The
American Journal of Medicine 2613;126:951-955,

32. Kanbay M, Chen ¥, Solak ¥, Sanders PW. Mechanisms and
conseguences of salt sensitivity and dietary salt intake.
Current Opinion in Mephrology and Hypertension
2011;26:37-43.

33. Aaron KJ, Sanders PW. Role of dietary salt and
potassium intake in cardiovascular health and disease: A
review of the evidence. Mayo Clinic Proceedings
2015;88:987-995,

34. Bray GA. Soft drink consumption and ohesity: It is all
about fructose. Current Opinion in Lipidology



2818;21:51-57.

35. Feig DI. Sugar-sweetened beverages and hypertension.
Future Cardiology 2616;6:773-776.

36. Chen L, Caballero B, Mitchell OC et al. Reducing
consumpt ion of sugar-sweetened beverages is associated with
reduced blood pressure: A prospective study among United
States adults. Circulation 2616;121:2398-2466.

37. Madero M, Perez-Pozo SE, Jalal D et al. Dietary
fructose and hypertension. Current Hypertension Reports
2811;13:29-35.

38. Johnson RJ, Segal MS, Sautin ¥ et al. Potential role of
sugar (fructose) in the epidemic of hypertension, obesity
and the metabolic syndrome, diabetes, kidney disease, and
cardiovascular disease. The American Journal of Clinical
Nutrition 2667;86:899-966.

39. Bortsov AY, Liese AD, Bell RA et al. Sugar-sweetened
and diet beverage consumption is associated with
cardiovascular risk factor profile in youth with tupe 1
diabetes. Acta Diahetologica 2611;48:275-282.

46, Savoca MR, Mackey ML, Evans CD et al. Association of
ambulatory blood pressure and dietary caffeine in
adolescents. American Journal of Hupertension
2005;18:116-128,

41. Cohen DL, Townsend RR. Does consumption of
high-caffeine energy drinks affect blood pressure? The
Journal of Clinical Hupertension 2666;5:744-745.

42. Grossman E, Messerli FH. High blood pressure: A side
effect of drugs, poisons, and food. Archives of Internal
Medicine 1995;155:456-466,

43. Mitchell ES, Slettenaar M, wd Meer N et al.
Differential contributions of theobromine and caffeine on
mood, psychomotor performance and blood pressure.
Physinology & Behavior 2811;184:816-822.

44, Rogers PJ, Smith JE, Heatherley 5V, Pleydell-Pearce CH.
Time for tea: Mood, hlood pressure and cognitive
performance effects of caffeine and theanine administered
alone and together. Psychopharmacology 2668;195:569-577.

45. Kurtz AM, Leong J, Anand M et al. Effects of
caffeinated versus decaffeinated energy shots on blood



pressure and heart rate in healthy young wvolunteers.
Pharmacotherapy 2613;33:779-786.

46. Schirone M, Tofalo R, Fasoli G et al. High content of
bhiogenic amines in Pecorino cheeses. Food Microbiology
2013;34:137-144.,

47. Bonetta S, Carraro E, Coisson JD et al. Detection of
biogenic amine producer bacteria in a typical Italian goat
cheese. Journal of Food Protection 2668;71:2865-269,

48. Bunkova L, Bunka F, Mantlova G et al. The effect of
ripening and storage conditions on the distribution of
tyramine, putrescine and cadaverine in Edam-cheese. Food
Microhiology 2616;27:386-888.

49, Shulman KI, Tailor SA, HWalker SE, Gardner DM. Tap
(draft) heer and monoamine oxidase inhibitor dietary
restrictions. Canadian Journal of Psychiatry
1997;42:316-312.

58. Maguire JJ, Parker WA, Foord SM et al. International
Union of Pharmacology. LXXII. Recommendations for trace
amine receptor nomenclature. Pharmacological Reviews
2e69;61:1-8.

51. Shulman KI, Walker SE, Mackenzie 5, kKnowles 5. Dietary
restriction, tyramine, and the use of monoamine oxidase
inhibitors. Journal of Clinical Psuychopharmacology
1989;9:397-462,

52. Chotimarkorn C, Silalai N, Chaitanawisuit M.
Post-mortem changes in farmed spotted Babylon snail
(Bahylonia areolata) during iced storage. Food Science and
Technology International 2816;16:277-284.

53. HWalker SE, Shulman KI, Tailor SA, Gardner D. Tyramine
content of previously restricted foods in monoamine
oxidase inhibitor diets. Journal of Clinical
Psychopharmacology 19965 16:3853-388.

54. Gardner DM, Shulman KI, HWalker SE, Tailor SA. The
making of a user friendly MAOI diet. The Journal of
Clinical Psychiatry 1996;57:99-164,

55. Jaubert MP, Jin 2, Russo C et al. Alcohol consumption
and ambulatory blood pressure: A communitybased study in an
elderly cohort. American Journal of Hypertension
2015;27:688-694,



56. HWaskiewicz A, Sygnowska E. Alcohol intake and
cardiovascular risk factor profile in men participating in
the WOBASZ study. Kardiologia Polska 2613;71:359-365.

57. Jones A, McMillan MR, Jones EW et al. Habitual alcohol
consumption is associated with lower cardiowvascular stress
responses—A novel explanation for the known cardiovascular
bhenelits of alcohol? Stress 2613;16:369-376.

58. Stoutenberg M, Lee DC, Sul ¥ et al. Prospective study
of alcohol consumption and the incidence of the metabolic
syndrome in US men. The British Journal of Nutrition
2013;118:9a1-916,

59. Briasoulis A, Agarwal ¥, Messerli FH. Alcohol
consumption and the risk of hypertension in men and women:
A systematic review and meta-analysis. The Journal of
Clinical Hypertension (Greenwich) 2612;14:792-798.

68, Oberg M, Jaakkola M3, Hoodward A et al. HWorldwide
burden of disease from exposure to second-hand smoke: A
retrospective analysis of data from 192 countries. Lancet
2811;377:139-146.

61. White WB. Smoking-related morbidity and mortality in
the cardiovascular setting. Preventive Cardiology
2e87;16:1-4.,

62. ¥wirdis A, Giannarelli C, Meves MF et al. Cigarette
smoking and hypertension. Current Pharmaceutical Design
2018;16:2518-2525.

63. Houston MC. The role of nutrition, nutraceuticals,
vitamins, antioxidants, and minerals in the prevention and
treatment of hypertension. Alternative Therapies in Health
and Medicine 2613;19(Suppl. 1):32-49.

64. Ferrannini E, Cushman HWC. Diabetes and hypertension:
The bad companions. Lancet 2812;386:661-616.

65. Ramirez-velez R. In utero fetal programming and its
impact on health in adulthood. Endocrinologia y nutricion:
Organo de la Sociedad Espanola de Endocrinologia y
Nutricion 2612;59:383-393.

66. Franklin BA. Prewventing exercise-related cardiovascular
events: Is a medical examination more urgent for phusical

activity or inactivity? Circulation 2614;129:1681-1884.

67. Frisoli TM, Schmieder RE, Grodzicki T, Messerli FH.



Beyond salt: Lifestyle modiBications and blood pressure.
European Heart Journal 2611;32:3681-3687.

68. Sacks FM, Obarzanek E, Windhauser MM et al. Rationale
and design of the Dietary Approaches to Stop Hypertension
trial (DASH). A multicenter controlled-feeding study of
dietary patterns to lower blood pressure. Annals of
Epidemiology 1995;5:168-118.

69. DeSimone JA, Beauchamp GE, Drewnowski A, Johnson GH.
Sodium in the food supply: Challenges and opportunities.
Nutrition Reviews 2613;71:52-59.

78, Karanja M, Lancaster KJ, Yollmer WM et al.
Acceptability of sodium-reduced research diets, including
the Dietary Approaches To Stop Hypertension diet, among
adults with prehypertension and stage 1 hypertension.
Journal of the American Dietetic Association
2B67;107:1530-1538.

71. Gutierrez OM, Anderson C, Isakova T et al. Low
socloeconomic status associates with higher serum
phosphate irrespective of race. Journal of the American
Society of Mephrology 2616;21:1953-1966.

72. Harlan WR, Landis JR, Schmouder EL et al. Blood lead
and blood pressure. Relationship in the adolescent and
adult US population. The Journal of the American Medical
Association 1985;253:538-534.

73. Frithz G, Ronguist G. Increased red cell content of Zn
2+ 1in essential hypertension. Acta Medica Scandinavica
1979;205:647-649.

74. Tubek S. Role of zinc in regulation of arterial blood
pressure and in the etiopathogenesis of arterial
hypertension. Biological Trace Element Research
2pe7;117:39-51.

75. Kim J. Dietary zinc intake is inversely associated with
systolic blood pressure in young obese women. MNutrition
Research and Practice 2@13;7:386-384.

76. Appel LJ, Moore TJ, Obarzanek E et al. A clinical trial
of the effects of dietary patterns on blood pressure. DASH
Collaborative Research Group. The Mew England Journal of
Medicine 1997;336:1117-1124.

77. Chobanian AY, Bakris GL, Black HR et al. The seventh
report of the joint national committee on prewvention,



detection, evaluation, and treatment of high blood
pressure: The JWC 7 report. The Journal of the American
Medical Association 26@3;289:2566-2572.

78. Kanal H, Tokunaga K, Fujioka S et al. Decrease in
intra-abdominal visceral fat may reduce hlood pressure in
ohese hypertensive women. Hupertension 1996;27:125-129.

79. Aucott L, Poohalan A, Smith WCS et al. Effects of
weight loss in overweight/obese individuals and long-term
hypertension outcomes a systematic review. Hypertension
2B65;45:1835-1841.,

g8. Stevens WJ, Corrigan 5A, Obarzanek E et al. Height loss
intervention in phase 1 of the trials of hypertension
prevention. Archives of Internal Medicine 1993;153:849.

81. Beilin LJ, Puddey IB. Alcohol and hypertension an
update. Hupertension 2686:;47:1635-1635.

82. ¥in ¥, He J, Frontini MG et al. Effects of alcohol
reduction on blood pressure: 8 meta-analysis of randomized
controlled trials. Hypertension 2661;358:1112-1117.

83. Phelan S. Smoking cessation in pregnancy. Obstetrics
and Gunecology Clinics of MNorth America 2614;41:255-266.

84. Jain G, Jaimes EA. Nicotine signaling and progression
of chronic kidney disease in smokers. Biochemical
Pharmacology 2613;86:1215-1223.

85. Leone A. Smoking and hypertension: Independent or
additive effects to determining vascular damage? Current
Vascular Pharmacology 2611;9:585-593.

86. Keast RSJ, Breslin PAS. An overview of hinary
taste-taste interactions. Food Quality and Preference
2003;14:111-124.,

87. James WP, Ralph A, Sanchez-Castillo CP. The dominance
of salt in manufactured food in the sodium intake of
afBuent societies. Lancet 1987;1:426-429.

88. Mattes RD, Donnelly D. Relative contributions of
dietary sodium sources. Journal of the American College of
Mutrition 1991;16:383-393.

89. HWorld Health Organization. Reducing salt intake in
populations. Report of a WHO Forum and Technical Meeting,
Paris, France, Octoher 5-7, 2886, World Health



Organization, Genewva, Switzerland; 2667.

96, van ¥Wliet BN, Campbell NR. Efforts to reduce sodium
intake in Canada: Why, what, and when? The Canadian
Journal of Cardiology 2611;27:437-445.

91. Belz MC, Ryan LA, Arendt EK. The impact of salt
reduction in bread: A review. Critical Reviews in Food
Science and Nutrition 2612;52:514-524.

92. Leandro SM, Furukawa LN, Shimizu MH et al. Low birth
weight in response to salt restriction during pregnancy is
not due to alterations in uterine-placental blood Bow or
the placental and peripheral reninangiotensin sustem.
Physiology & Behavior 2688;95:145-151.

93. Koleganova MW, Piecha G, Ritz E et al. Both high and low
maternal salt intake in pregnancy alter kidney development
in the offspring. American Journal of Physiology: Renal
Phuysiology 2611;361:F344-F354.

94. Das U. Hypertension as a low-grade systemic inBammatory
condition that has its origins in the perinatal period.
Journal of the Association of Phusicians of India
2006;54:133-142.

95. Obarzanek E, Proschan MA, Yollmer WM et al. Individual
blood pressure responses to changes in salt intake:
Results from the DASH-sodium trial. Hypertension
2005;42:459-467 .,

96. Cook MR, Cutler JA, Obarzanek E et al. Long term
effects of dietary sodium reduction on cardiowvascular
disease outcomes: Ohserwvational follow-up of the trials of
hypertension prevention (TOHFP). The British Medical
Journal 26@7;334:885-888.

97. Henney JE, Taylor CL, Boon CS. Strategies to Reduce
Sodium Intake in the United States. Mational Academy
Press, HWashington, DC; 2618,

98. Bolhuis DP, Temme EHM, Koeman FT et al. A salt
reduction of Sé% in bread does not decrease hbread
consumption or increase sodium intake by the choice of
sandwich Bllings. The Journal of Mutrition
2811;141:2249-2255.

93, Dotsch M, Busch T, Batenburg M et al. Strategies to
reduce sodium consumption: A food industry perspective.
Critical Reviews in Food Science and Mutrition



2069;49:841-851.

166, Strauss 5. Parse the salt, please. Nature Medicine
20103 16:841-843,

161. Liem DG, Miremadi F, Keast RS. Reducing sodium in
foods: The effect on Bavor. Nutrients 2611;3:694-711.

162. Cappuccio FP, MacGregor GA. Does potassium
supplementation lower blood pressure? A meta-analusis of
published trials. Journal of Hypertension 1991;9:465-473.

183. McCarron DA, Morris CD, Henry HJ, Stanton JL. Blood
pressure and nutrient intake in the United States. Science
[(New “ork, NY) 1984;224:1392.

164. Khaw KT, Barrett-Connor E. Dietary potassium and
stroke-associated mortality. The Mew England Journal of
Medicine 1987;316:235-246,

165. Ascherio A, Rimm E, Hernan M et al. Intake of
potassium, magnesium, calcium, and Bber and risk of stroke
among US men. Circulation 1998;98:1195-1264.

166. Larsson SC, Wirtamo J, Wolk A. Potassium, calcium, and
magnesium intakes and risk of stroke in women. American
Journal of Epidemiology 2811;174:35-43.

167, Kotchen TA. Contributions of sodium and chloride to
MNaCl-induced hypertension. Hupertension 2665;45:849-85@.

165. Beaglehole R, Bonita R, Horton R et al. Priority
actions for the non-communicable disease crisis. Lancet
2811;377:1438-1447.

169. He F, MacGregor G. Effect of longer-term modest salt
reduction on blood pressure. Cochrane Database of
Systematic Reviews 2664;3:C08a4937.

116. He FJ, Jenner kH, MacGregor GA. WASH-World action on
salt and health. Kidney International 2616;75:745-753.

111. Sasaki N. The salt factor in apoplexy and
hypertension: Epidemiological studies in Japan. In: Yamori
¥, Lovenberg W, Freis ED (eds.), Prophulactic Approach to
Hypertensive Diseases. Rawven Press, New York; 1979, pp.
467-474.

112. Karppanen H, Merwvaala E. Sodium intake and
hypertension. Progress in cardiovascular diseases



2096;49:59-75.

113. Williams B, Poulter NR, Brown MJ et al. Guidelines

for management of hypertension: Report of the fourth
working party of the British Hupertension Society, 2664-BHS
IY. Journal of Human Hypertension 2664;18:139-185.

114. Campbell M, Kwong MM. 2818 Canadian hypertension
education program recommendations: An annual update.
Canadian Family Physician Medecin de Famille Canadien
2016;56:649-653,

115. Kim H, Song HJ, Han HR et al. Translation and
validation of the dietary approaches to stop hypertension
for koreans intervention: Culturally tailored dietary
guidelines for Korean Americans with high blood pressure.
The Journal of Cardiovascular Nursing 2613;28:514-523.

116. Tyson CC, Mwankwo C, Lin PH, Svetkey LP. The Dietary
Approaches to Stop Hypertension (DASH) eating pattern in
special populations. Current Huypertension Reports

20125 14:388-596.

117. Epstein DE, Sherwood A, Smith PJ et al. Determinants
and conseguences of adherence to the dietary approaches to
stop hypertension diet in african-american and white adults
with high blood pressure: Results from the ENCORE trial.
Journal of the Academy of MNutrition and Dietetics
2812;112:1763-1773.

118. Staf@leno BA, Tangney CC, Wilbur J et al. Dietary
approaches to stop hypertension patterns in older latinos
with or at risk for hypertension. The Journal of
Cardiovascular Nursing 2613;28:338-347.

119. Pietinen P, Uusitalo U, Nissinen A. Intersalt: an
international study of electrolyte excretion and blood
pressure. Results for 24 hour urinary sodium and potassium
excretion. The British Medical Journal 1988;297:319-328.

126. Dickinson BD, Hawvas 5. Reducing the population burden
of cardiovascular disease by reducing sodium intake: A
report of the Council on Science and Public Health.
Archives of Internal Medicine 26@7;167:1466-1468.

121. Havas 5, Dickinson BD, Wilson M. The urgent need to
reduce sodium consumption. The Journal of the American

Medical Association 2667;298:1439-1441.

122. HWebster JL, Dunford EK, Hawkes C, Meal BC. Salt



reduction initiatives around the world. Journal of
Huypertension 2611;29:1843.

123. Earl GL, Henstenhurg JA. Dietary approaches to
hypertension: A call to pharmacists to promote lifestyle
changes. Journal of the American Pharmacists Association
2012;52:637-645.

124. Nguyen S, Lustig RH. Just a spoonful of sugar helps
the blood pressure 2o up. Expert Review of Cardiovascular
Therapy 2616;8:1497-1499.



Chapter™:7: Atherosclerosis

1. Liu ¥, Chen KJ. Atherosclerosis, wascular aging and
therapeutic strategies. Chinese Journal of Integrative
Medicine 2612;18:83-87.

2. Lusis AJ. Atherosclerosis. MNature 2086;487:233-241.

3. McGillicuddy FC, Roche HM. Mutritional status, genetic
susceptibility, and insulin resistance- important
precedents to atherosclerosis. Molecular Nutrition & Food
Research 2812;56:1173-1184.

4. Smith IJ, Aversa 2, Hasselgren PO et al. Calpain
activity is increased in skeletal muscle from gastric
cancer patients with no or minimal weight loss. Muscle
MNerve 2811;43:418-414.

5. Khan A, Krishna M, Baker 5F et al. Cathepsin B
expression and its correlation with tumor- associated
laminin and tumor progression in gastric cancer. Archives
of Pathology & Laboratory Medicine 1998;122:172-177.

6. Sloane BF. Cathepsin B and cystatins: Evidence for a
role in cancer progression. Seminars in Cancer Biology
199651:137-152.

7. ¥eh HY, Klesius PH. Channel catBsh, Ictalurus punctatus,
cysteine proteinases: Cloning, characterisation and
expression of cathepsin H and L. Fish and Shellfish
Immunology 2889;26:332-338.

8. Dalet-Fumeron ¥, Guinec N, Pagano M. In witro activation
of pro-cathepsin B hy three serine proteinases: Leucocyte
elastase, cathepsin G, and the urokinase-type plasminogen
activator. FEBS Letters 1993;332:251-254,

9. Guinec M, Dalet-Fumeron %, Pagano M. “In wvitro” study of
hasement membrane degradation by the cysteine proteinases,
cathepsins B, B-like and L. Digestion of collagen IV,
laminin, Bbronectin, and release of gelatinase activities
from basement membrane Bbronectin. Biological Chemistry
HoppesSeyler 1993;374:1135-1146.

16. Guinec N, Dalet-Fumeron ¥, Pagano M. Digestion in vitro
of basal membrane, hovine lens capsule, by human liver
lysosome cathepsins B, H and L and ascitic Buid tumor
cathepsin B from ovarian adenocarcinoma. Pathologie
Biologie (Paris) 1996;38:9858-992.



11. Marian AJ. The enigma of genetics etiology of
atherosclerosis in the post-GHAS era. Current
Atherosclerosis Reports 2012;14(4) :295-299.

12. Lakatta EG. Arterial and cardiac aging: Major
shareholders in cardiovascular disease enterprises.
Circulation 2663;167:496-497.

13. Mercuro G, Deidda M, Piras 8 et al. Gender determinants
of cardiovascular risk factors and diseases. Journal of
Cardiovascular Medicine 2616;11:2a7.

14. Lyons TJ. Glycation and oxidation: A& role in the
pathogenesis of atherosclerosis. The American Journal of
Cardiology 1993;71:B26-B31.

15. Aronson D, RayBeld EJ. How huyperglycemia promotes
atherosclerosis: Molecular mechanisms. Cardiovascular
Diabetology ze62;1:1.

16. Basta G, Schmidt AM, De Caterina R. Advanced glucation
end products and vascular inBammation: Implications for
accelerated atherosclerosis in diabetes. Cardiowascular
Research 2864;63:582-592.

17. Stenvinkel P, Heimblrger 0, Paultre F et al. Strong
association between malnutrition, inBammation, and
atherosclerosis in chronic renal failure. Kidney
International 1999;55:1899-1911.

18. Bucala R, Makita 2, vega G et al. ModiBcation of low
density lipoprotein by advanced glucation end products
contributes to the dyslipidemia of diabetes and renal
insufBciency. Proceedings of the National Academy of
Sciences 1994;91:9441-9445,

19. Lukens J, Dixit ¥, Kanneganti T. InBammasome activation
in ohesity-related inBammatory diseases and autoilmmunity.
Discovery Medicine 2611;12:65.

26, Galea J, Armstrong J, Gadsdon P et al. Interleukin-1R
in coronary arteries of patients with ischemic heart
disease. Arteriosclerosis, Thrombosis, and Vascular Biology
1996; 16: 1608- 1866,

21. Blankenberg S, Tiret L, Bickel C et al. Interleukin-18
is a strong predictor of cardiovascular death in stable

and unstable angina. Circulation 2662;166:24-38.

22. Mallat 2, Corhaz A, Scoazec A et al. Expression of



interleukin-18 in human atherosclerotic plagues and
relation to plague instability. Circulation
2ea1;164:1598-1663.

23. Barlovic DP, Soro-Paavonen A, Jandeleit-Dahm KA. RAGE
bhiology, atherosclerosis and diabetes. Clinical Science
2811;121:43-55,

24. Shibata M, Glass CK. Macrophages, oxysterols and
atherosclerosis. Circulation Journal 2616;74:2645-2651.

25. Standridge JB. Hypertension and atherosclerosis:
Clinical implications from the ALLHAT trial. Current
Atherosclerosis Reports 2885;7:132-139.

26. Mason RP. Optimal therapeutic strategy for treating
patients with hypertension and atherosclerosis: Focus on
olmesartan medoxomil. “ascular Health and Risk Management
2811;7:485-416,

27. Garcia JM, Cata JP, Dougherty PM, Smith RG. Ghrelin
prevents cisplatin-induced mechanical hyperalgesia and
cachexia. Endocrinology 2888;149:455-466.

28. Dinarello CA. Anti-inBammatory agents: Present and
future. Cell 2616;146:935-958.

29. Sell DR, Monnier WM. Molecular basis of arterial
stiffening: Role of glycation-A mini-review. Gerontology
2012;58:227-237.

38. Staprans I, Pan ¥M, Rapp JH, Feingold KR. The role of
dietary oxidized cholesterol and oxidized fatty acids in

the development of atherosclerosis. Molecular Nutrition &
Food Research z26@5;49:1675-1682.

31. More 55, Vartak AP, Vince R. The butter Bavorant,
diacetyl, exacerbates beta-amyloid cytotoxicity. Chemical
Research in Toxicology 2812;25(16) :2083-2091.

32. Curtis PJ, Kroon PA, Hollands WJ et al. Cardiovascular
disease risk biomarkers and liver and kidney function are
not altered in postmenopausal women after ingesting an
elderberry extract rich in anthocuyanins for 12 weeks. The
Journal of Nutrition 2669;139:2266-2271.

33. Sacks FM, Obarzanek E, HWindhauser MM et al. Rationale
and design of the Dietary Approaches to Stop Hypertension
trial (DASH). A multicenter controlled-feeding study of
dietary patterns to lower blood pressure. Annals of



Epidemiology 1995;5:168-118.

34. Swvetkey LP, Simons-Morton D, Yollmer WM et al. Effects
of dietary patterns on blood pressure: Subgroup analysis
of the Dietary Approaches to Stop Hypertension (DASH)
randomized clinical trial. Archives of Internal Medicine
1999;159:235-293.

35. Uribarri J, Woodruff S, Goodman 5 et al. Advanced
glycation end products in foods and a practical guide to
their reduction in the diet. Journal of the American
Dietetic Association 2616;116:911-916.

36. Peppa M, Uribarri T, ¥lassara H. The role of advanced
glycation end products in the development of
atherosclerosis. Current Diabetes Reports 2664;4:31-36.

37. Hu T, He #¥W, Jiang JG, ¥u ¥L. Huydroxytyrosol and its
potential therapeutic effects. Journal of Agricultural and
Food Chemistry 2614;62:1449-1455.

38. Tourlouki E, Polychronopoulos E, Zeimbekis A et al. The
‘secrets’ of the long livers in Mediterranean islands: The
MEDIS study. European Journal of Public Health
2016;20:659-664,

39. Ueshima H. Explanation for the Japanese paradox:
Prevention of increase in coronary heart disease and
reduction in stroke. Journal of Atherosclerosis and
Thrombosis 2667;14:278-286.

46, Wood AD, Strachan AA, Thies F et al. Patterns of
dietary intake and serum carotenoid and tocopherol status
are associated with hiomarkers of chronic low-grade
systemic inBammation and cardiovascular risk. The British
Journal of Nutrition 2614;112:1341-1352.

41. George TW, Paterson E, HWaroonphan 5 et al. Effects of
chronic consumption of fruit and vegetahle puree-based
drinks on vasodilation, plasma oxidative stability and
antioxidant status. Journal of Human Nutrition and
Dietetics 2612;25:477-487.

42. Stockley C, Teissedre PL, Boban M et al.
Binavailability of wine-derived phenolic compounds in
humans: A review. Food & Function 2612;3:995-1667.

43. Kapil ¥, Webb A7, Ahluwalia A. Inorganic nitrate and
the cardiovascular system. Heart 2616;96:1763-1789.



44, Kim JK, Moore DJ, Maurer DG et al. Acute dietary
nitrate supplementation does not augment submaximal forearm
exercise hyperemia in healthy young men. Applied
Physiology, Mutrition, and Metabolism 2614;46:122-128.

45, Bettini S, Houdeau E. 0Oral exposure to titanium dioxide
(TiO 2 ) nanoparticles: From translocation through oral

and intestinal epithelia to fate and effects in the
organism. Biologie Aujourd’hul 2e14;268:167-175.

46, Karmakar A, Zhang @, Zhang Y. Meurotoxicity of
nanoscale materials. Journal of Food and Drug Analusis
2014;22:147-166,



Chapter™:8: Kidney Inflammation

1. Hariharan D, Vellanki K, Kramer H. The HWestern diet and
chronic kidney disease. Current Hypertension Reports
2815;17:529.

2. Finkelstein EA, Zuckerman L. The Fattening of America:
How the Economy Makes Us Fat, If It Matters, and HWhat to
Do About It. John Wiley & Sons, Hoboken, New Jersey, 2@i1é,

3. Narayan KM, Boyle JP, Thompson TJ et al. Lifetime risk
for diabetes mellitus in the United States. The Journal of
the American Medical Association 2863;296:1884-1894.

4. Flegal KM, Carroll HMD, 0Ogden CL, Curtin LR. Prevalence
and trends in obesity among US adults, 1999-2608. The
Journal of the American Medical Association
2A16;383:235-241.

5. Odermatt A. The Western-style diet: A major risk factor
for impaired kidney function and chronic kidney disease.
American Journal of Physiology: Renal Physiology
2B11;381:F919-931.

6. Feng J¥, Hou FF, Liang M et al. Restricted intake of
dietary advanced glycation end products retards renal
progression in the remnant kidney model. Kidney
International 2687;71:981-911.

7. Semba RD, Micklett EJ, Ferrucci L. Does accumulation of
advanced glycation end products contribute to the aging
phenotype? The Journals of Gerontology Series A: Biological
Sciences and Medical Sciences 2616;65:963-975.

8. Reddy ¥P, Beyaz A. Inhibitors of the Maillard reaction
and AGE breakers as therapeutics for multiple diseases.
Drug Discovery Today 2086;11:646-654,

9. Thomas MC, Forbes JM, Cooper ME. Advanced glycation end
products and diabetic nephropathy. American Journal of
Therapeutics 2665;12:562-572.

16. Hartog JW, VRIES AP, Lutgers HL et al. Accumulation of
advanced glycation end products, measured as skin
autoBluorescence, in renal disease. Annals of the New York
Academy of Sciences 2885;1843:299-367.

11. Meerwaldt R, Hartog JW, Graaff R et al. Skin
autoBluorescence, a measure of cumulative metabolic stress
and advanced glycation end products, predicts mortality in



hemodialusis patients. Journal of the American Society of
Nephrology 2865;16:3687-3693.

12. Stitt AW. AGEs and diabetic retinopathy. Investigative
Ophthalmology & Wisual Science 2616;51:4867-4874.

13. Semba RD, Fink JC, Sun K et al. Serum
carboxumethyl-lysine, a dominant advanced glycation end
product, is associated with chronic kidney disease: The
Baltimore longitudinal study of aging. Journal of Renal
Nutrition 2616;26:74-81.

14. ¥lassara H, Torreggiani M, Post JB et al. Role of
oxidantssinBammation in declining renal function in
chronic kidney disease and normal aging. Kidney
International 2689;76:53-511.

15. Mohar DS, Barseghian A, Haider W et al. Atherosclerosis
in chronic kidney disease: Lessons learned from glucation
in diabetes. The Medical Clinics of MNorth America
2012;96:57-A5.

16. Steiber AL. Chronic kidney disease: Considerations for
nutrition interventions. Journal of Parenteral and Enteral
Nutrition 2614;38:418-426.

17. Soumura M, Kume 5, Isshiki K et al. Oleate and
eicosapentaenoic acid attenuate palmitate-induced
inBammation and apoptosis in renal proximal tubular cell.
Biochemical and Biophysical Research Communications
2010;402:265-271.

18. Koyama T, Kume 5, Koya D et al. SIRT3 attenuates
palmitate-induced ROS production and inBammation in
proximal tubular cells. Free Radical Biology & Medicine
2B11;51:1258-1267.

19. Tao JL, HWen ¥B, Shi BY et al. Endoplasmic reticulum
stress is involved in podocyte apoptosis induced by
saturated fatty acid palmitate. Chinese Medical Journal
2B12;125:3137-3142.

26, Moshfegh A, Goldman J, Cleveland L. What we eat in
America, MHAMES 2661-2662: Usual nutrient intakes from
food compared to dietary reference intakes. US Department
of Agriculture, Agricultural Research Serwvice, HWashington,
DC, 2885, p. 9.

21. Lentine K, HWrone EM. New insights into protein intake
and progression of renal disease. Current Opinion in



Nephrology and Hypertension 2864;13:333-336.

22. Lin J, Fung TT, Hu FB, Curhan GC. Association of
dietary patterns with albuminuria and kidney function
decline in older white women: A subgroup analusis from the
Murses® Health Study. émerican Journal of Kidney Diseases
2011;57:245-254,

23. Beasley JM, Katz R, Shlipak M et al. Dietary protein
intake and change in estimated GFR in the Cardiovascular
Health Study. Nutrition 2614;36:794-799.

24. Ohta ¥, Tsuchihashi T, Kiuohara K, Oniki H. High salt
intake promotes a decline in renal function in
hypertensive patients: A 18-year obserwvational study.
Hypertension Research 2613;36:172-176.

25. Manunta P, Hamilton BPF, Hamlun JM. Salt intake and
depletion increase circulating levels of endogenous
ouabain in normal men. American Journal of Physiology:
Regulatory, Integrative and Comparative Physiology
2866 ;298:R553-R559.

26. Toussaint WD, Pedagogos E, Tan 5J et al. Phosphate in
early chronic kidney disease: Associations with clinical
outcomes and a target to reduce cardiovascular risk.
Nephrology (Carlton) 2612;17:433-444,

27. Chue CD, Edwards NC, Davis LJ et al. Serum phosphate
but not pulse wave velocity predicts decline in renal
function in patients with early chronic kidney disease.
Nephrology, Dialysis, Transplantation 2611;26:2576-2582.

28. Moranne 0, Froissart M, Rossert J et al. Timing of
onset of CkD-related metabolic complications. Journal of
the American Society of Nephrology 2669;26:164-171.

29. Carrero JJ, Cozzolino M. MNutritional therapy, phosphate
control and renal protection. Mephron Clinical Practice
2614;126:1-7.

38. Niwa T. Uremic toxicity of indoxyl sulfate. Nagoua
Journal of Medical Science 2816;72:1-11.

31. Lin CJ, Liu HL, Pan CF et al. Indoxyl sulfate predicts
cardiovascular disease and renal function deterioration in
advanced chronic kidney disease. Aarchives of Medical
Research 2812;43:451-456.

32. Sabatino A, Regolisti G, Brusasco I et al. Alterations



of intestinal barrier and microbiota in chronic kidney
disease. Mephrology, Dialusis, Transplantation
2015;30:924-933,

33. Ramezani A, Raj D5. The gut microbiome, kidney disease,
and targeted interwventions. Journal of the American
Society of Mephrology 2614;25:657-676.

34. Zorbas ¥G, Federenko ¥F, Naexu A. Renal function in
endurance trained volunteers during prolonged restriction
of muscular activity. Panminerva Medica 1996;38:98-185.

35. Johansen KL, Chertow GM, Ng AY et al. Physical activity
levels in patients on hemodialusis and healthy sedentary
controls. Kidney International 2666;57:2564-257@.

36. dos Reis Santos I, Danaga AR, de Carwvalho Aguiar I

et al. Cardiovascular risk and mortality in endstage renal
disease patients undergoing dialysis: Sleep study,
pulmonary function, respiratory mechanics, upper airway
collapsibility, autonomic nervous activity, depression,
anxiety, stress and quality of life: A prospective, double
blind, randomized controlled clinical trial. BMC Nephrology
2813;14:215.

37. Hiesse C. Kidney transplantation epidemiology in
France. Nephrologie & Therapeutigue 2613;9:441-458.

38. Meek RL, LeBoeuf RC, Saha 54 et al. Glomerular cell
death and inBammation with high-protein diet and diabetes.
Nephrology, Dialysis, Transplantation 2613;28:1711-172@.

39. Marckmann P, 0Osther P, Pedersen AN, Jespersen B.
High-protein diets and renal health. Journal of Renal
Nutrition 2615;25:1-5.

46, Mallipattu SK, Uribarri J. Advanced glycation end
product accumulation: A new enemy to target in chronic
kidney disease? Current Opinion in Mephrology and
Huypertension 2614;23:547-554.

41. Appel LJ, Moore TJ, Obarzanek E et al. A clinical trial
of the effects of dietary patterns on blood pressure. DASH
Collaborative Research Group. The Mew England Journal of
Medicine 1997;336:1117-1124.

42. Lambers Heerspink HJT, Holtkamp FA, Parwving HH et al.
Moderation of dietary sodium potentiates the renal and
cardiovascular protective effects of angiotensin receptor
blockers. Kidney International 2612;82:336-337.



43. Yu MW, Luying S, Haivan W, ¥iaomei L. Importance and
benefits of dietary sodium restriction in the management of
chronic kidney disease patients: Experience from a single
Chinese center. International Urology and MNephrology
2012;44:549-556,

44, Campbell KL, Johnson DW, Bauer JD et al. A randomized
trial of sodium-restriction on kidney function, Buid volume
and adipokines in CKD patients. BMC Mephrology 2614;15:57.

45. Khan SR. Reactive oxugen species, inBammation and
calcium oxalate nephrolithiasis. Translational Andrology
and Urology 2614;3:256-276.

46. Sherman RA, Mehta 0. Phosphorus and potassium content
of enhanced meat and poultry products: Implications for
patients who receive dialysis. Clinical Journal of the
American Society of Nephrology 2669;4:1376-1373.

47. Ritz E, Hahn K, Ketteler M et al. Phosphate additives
in food-A health risk. Deutsches Arztehlatt International
2a172;199:49-55,

48. Kalantar-Zadeh K, Gutekunst L, Mehrotra R et al.
Understanding sources of dietary phosphorus in the
treatment of patients with chronic kidney disease. Clinical
Journal of the American Society of Mephrology
2B18;5:519-534,

49, Foley REM, Collins AT, Herzog CA et al. Serum phosphorus
levels associate with coronary atherosclerosis in young
adults. Journal of the American Society of Nephrology
2009;20:397-4604 ,

58. Dhingra R, Sullivan LM, Fox CS et al. Relations of
serum phosphorus and calcium levels to the incidence of
cardiovascular disease in the community. Archives of
Internal Medicine 2667;167:879.

51. Ohnishi M, Razzague MS. Dietary and genetic evidence
for phosphate toxicity accelerating mammalian aging. The
FASEE Journal 2616;24:3562-3571.

52. Martin KJ, Gonzalez EA. Prevention and control of
phosphate retentionshyperphosphatemia in CKDMBD: HWhat is
normal, when to start, and how to treat? Clinical Journal
of the American Society of Nephrology 2611;6:446-446,

53. Uribarri J, Calvo MS. Introduction to dietary



phosphorus excess and health. Annals of the New York
Academy of Sciences 2613;1361:iii-iv.

54. MNadkarni GM, Uribarri J. Phosphorus and the kidney:
HWhat is known and what is needed. Advances in Mutrition
2614:5:98-163.

85. Filipowicz R, Beddhu 5. Optimal nutrition for
predialysis chronic kidney disease. Advances in Chronic
Kidney Disease 2613;26:175-186.

S6. Riccio E, Di Wuzzi A, Pisani A. Nutritional treatment
in chronic kidney disease: The concept of nephroprotection.
Clinical and Experimental Nephrology 2615;19:161-167.

57. Maguib MT. Kidney disease in the ohese patient.
Southern Medical Journal 2614;167:481-485.

58. Giordano M, Ciarambino T, Castellino P et al.
Long-term effects of moderate protein diet on renal
function and low-grade inBammation in older adults with
type 2 diabetes and chronic kidney disease. Nutrition
2814;30:1845-1849,



Chapter™:9: Osteoporosis

1. Kanis JA, Burlet N, Cooper C et al. European guidance
for the diagnosis and management of osteoporosis in
postmenopausal women. Osteoporosis International
20B5;19:399-428.

2. NIH Consensus Development Panel on Osteoporosis
Prevention D, Therapy. Osteoporosis prevention, diagnosis,
and therapy. The Journal of the American Medical
Association 2661;285:2323-2324.

3. Delmas PD, Eastell R, Garnero P et al. The use of
bhiochemical markers of bone turnover in osteoporosis.
Osteoporosis International 2ee@;11:52-517.

4. Albanese CV, De Terlizzi F, Passariello R. Quantitative
ultrasound of the phalanges and D¥A of the lumbar spine
and proximal femur in evaluating the risk of osteoporotic
vertebral fracture in postmenopausal women. La Radiologia
Medica 2611;116:92-161.

Figure 9.12 Cereals are a good source of inorganic
phosphates.

Figure 9.13 Edamame.

5. Ensrud KE, Thompson DE, Cauley JA et al. Prevalent
vertebral deformities predict mortality and hospitalization
in older women with low bone mass. Fracture Intervention
Trial Research Group. Journal of the American Geriatrics
Society 2668;48:241-249.

6. Cooper C. The crippling conseguences of fractures and
their impact on quality of life. The American Journal of
Medicine 1997;163:125-175; discussion 175-195.

7. Pisani P, Renna MD, Conversano F et al. Screening and
early diagnosis of osteoporosis through ¥-ray and
ultrasound based technigues. World Journal of Radiology
281355:398-418.

8. Reginster J¥, Burlet M. Osteoporosis: A still increasing
prevalence. Bone 2086;38:54-59.

9. Samelson EJ, Hannan MT. Epidemiology of osteoporosis.
Current Rheumatology Reports 2066;8:76-33.

16. El-Heis MA, Al-kKamil EA, Kheirallah KA et al. Factors
associated with osteoporosis among a sample of Jordanian



women referred for investigation for osteoporosis. Eastern
Mediterranean Health Journal 2613;19:459-464.

11. Agrawal T, Verma AK. Cross sectional study of
osteoporosis among women. Medical Journal, Armed Forces
India 2613;69:168-171.

12. Hamilton CJ, Reid LS, Jamal SA. Organic nitrates for
osteoporosis: An update. BonekEy Reports 2613;2:259.

13. MWatts MNB. Osteoporosis in men. Endocrine Practice
2013;19:834-838.

14. Malhotra W, Mithal A. Osteoporosis in Indians. The
Indian Journal of Medical Research 2668;127:263-268.

15. Schwarz P, Jorgensen NR, Abrahamsen B. Status of drug
development for the prevention and treatment of
osteoporosis. Expert Opinion on Drug Discovery
2B14;9:245-253.

16. Thauer SHW, Stolshek BS, Gomez Rey G, Seare JG. Impact
of osteoporosis on high-cost chronic diseases. walue in
Health 2614;17:43-56,

17. Omsland TK, Emaus N, Tell G5 et al. Mortality following
the Brst hip fracture in Norwegian women and men
(1999-2668) . A NOREPOS study. Bone 2614;63:81-86.

18. Cao ZH, Gu DH, Lin @Y et al. Effect of pu-erh tea on
body fat and lipid pro@les in rats with diet-induced
ohesity. Phytotherapy Research 2611;25:234-238.

19. Richards J, Rivadeneira F, Inouye M et al. Bone mineral
density, osteoporosis, and osteoporotic fractures: A
genome-wide association study. The Lancet
2B6E;371:1585-1512.

26, Burge R, Dawson-Hughes B, Solomon DH et al. Incidence
and economic burden of osteoporosis-related fractures in
the United States, 2665-2625. Journal of Bone and Mineral
Research 2867;22:465-475.

21. Tarride JE, Hopkins RB, Leslie WD et al. The burden of
illness of osteoporosis in Canada. Osteoporosis
International 2612;23:2591-2686,

22. Randell AG, Nguyen T¥, Bhalerao N et al. Deterioration
in guality of life following hip fracture: A prospective
study. Osteoporosis International 2666;11:468-466.



23. Mitchell BD, Streeten EA. Clinical impact of recent
genetic discoveries in osteoporosis. The Application of
Clinical Genetics 2613;6:75-85.

24. Lane ME. Epidemiology, etiology, and diagnosis of
osteoporosis. American Journal of Obstetrics and
Gynecology 2886;194:53-511.

25. Cauley JAa. DeBning ethnic and racial differences in
osteoporosis and fragility fractures. Clinical
Orthopaedics and Related Research 2611;469:1891-1899.

26. Tsvetov G, Lewvy 5, Benbassat C et al. InBuence of
number of deliveries and total breast-feeding time on bone
mineral density in premenopausal and young postmenopausal
women. Maturitas 2614;77:249-254.

27. Beaulieu LJ, Razzano LCD, Levine LR. Transient
osteoporosis of the hip in pregnancy: Rewiew of the
literature and a case report. Clinical Orthopaedics and
Related Research 1976;115:165-168.

28. Lo JC, Burnett-Bowie SA, Finkelstein JS. Bone and the
perimenopause. Obstetrics and Gunecology Clinics of Morth
America 2611;38:563-517.

29. Mendoza-Romo MA, Ramirez-arriola MC, Velasco-Chavez JF
et al. Parity and menarche as risk factors of

osteoporosis in postmenopausal Mexican women. Ginecologia y
Obstetricia de Mexico 2613;81:133-139.

3@, Qiu C, Chen H, Wen J et al. Associations between age at
menarche and menopause with cardiovascular disease,
diabetes, and osteoporosis in Chinese women. The Journal of
Clinical Endocrinology & Metabolism 2613;95:1612-1621.

31. Seselj M, Nahhas RW, Sherwood RJ et al. The inBuence of
age at menarche on cross-sectional geometry of bone in
young adulthood. Bone 2612;51:38-45.

32. Yonewama R, Shimizu H, Beppu M. Correlation of bone
status in mothers and daughters and the improvement of
hone status. Journal of Orthopaedic Science
20058;13:405-412 .,

33. Maalouf G, Gannage-Yared M, Ezzedine J et al. Middle
East and Morth Africa consensus on osteoporosis. Journal of
Musculoskeletal and Weuronal Interactions 2667;7:131.



34. Kanis Ja, Johnell 0, De Laet C et al. International
variations in hip fracture probabilities: Implications for
risk assessment. Journal of Bone and Mineral Research
2Be2;17:1237-1244.,

35. Cummings SR, Melton LJ. Epidemiology and outcomes of
osteoporotic fractures. The Lancet 26862;359:1761-1767.

36. Morales-Torres J, Gutierrez-Urena 5. The burden of
osteoporosis in Latin America. 0Osteoporosis International
2064 15:625-632 .

37. Silverman SL, Madison RE. Decreased incidence of hip
fracture in Hispanics, Asians, and blacks: California
Hospital Discharge Data. American Journal of Public Health
1988;78:1482-1483.

38. Leslie WD. Clinical review: Ethnic differences in bone
mass--clinical implications. The Journal of Clinical
Endocrinology and Metabolism 2612;97:4329-4348.

39. Clark GR, Duncan EL. The genetics of osteoporosis.
British Medical Bulletin 2615;113:73-81

46, vestergaard P. Discrepancies in bone mineral density
and fracture risk in patients with type 1 and type 2
diabetes-A meta-analysis. Osteoporosis International
2007;18:427-444,

41. Bonds DE, Larson JC, Schwartz AY et al. Risk of
fracture in women with tupe 2 diabetes: The Women’s Health
Initiative Observational Study. Journal of Clinical
Endocrinology & Metabolism 2886;91:3464-3418.

42. Saller A, Magegi 5, Romanato G et al. Diabetes and
osteoporosis. Aging Clinical and Experimental Research
2008;20:280-289,

43. Schwartz av, Hillier TA, Sellmeyer DE et al. 0Older
women with diabetes hawve a higher risk of falls A
prospective study. Diabetes Care 2662;25:1749-1754.

44, Vatanparast H, Baxter-Jones A, Faulkner RA et al.
Positive effects of wvegetable and fruit consumption and
calcium intake on hone mineral accrual in hoys during
growth from childhood to adolescence: The University of
Saskatchewan Pediatric Bone Mineral Accrual Study. The
American Journal of Clinical Nutrition 2685;82:766-766.

45, Zhu K, Greenfleld H, Zhang Q@ et al. Growth and bone



mineral accretion during puberty in Chinese girls: A
ve-year longitudinal study. Journal of Bone and Mineral
Research 2668;23:167-172.

46. Booth A, Camacho P. A Closer look at calcium absorption
and the beneBts and risks of dietary wversus supplemental
calcium. Postgraduate Medicine 2613;125:73-81.

47. Sanders KM, Nowson CA, Kotowicz MA et al. Calcium and
hone health: Position statement for the Australian and New
Zealand Bone and Mineral Society, Osteoporosis Australia
and the Endocrine Society of Australia. The Medical
Journal of Australia 2669;196:316-326.

48. Abate M, Vanni D, Pantalone A, Salini ¥. Cigarette
smoking and musculoskeletal disorders. Muscles, Ligaments
and Tendons Journal 2613;3:63-69.

49, Ayo-Yusuf 0A, Olutola BG. Epidemiological association
between osteoporosis and combined smoking and use of snuff
among South African women. Nigerian Journal of Clinical
Practice 2814;17:174-177.

58, Callreus M, McGuigan F, Akesson K. Adverse effects of
smoking on peak bone mass may be attenuated by higher body
mass index in young female smokers. Calcified Tissue
International 2613;93:517-525.

51. Taes ¥, Lapauw B, vanbillemont G et al. Early smoking
is associated with peak bone mass and prevalent fractures
in young, healthy men. Journal of Bone and Mineral Research
2018;25:379-387.

52. Kim KH, Lee CM, Park SM et al. Secondhand smoke
exposure and osteoporosis in never-smoking postmenopausal
women: The Fourth Korea MNational Health and Nutrition
Examination Surwvey. Osteoporosis International
2015;24:523-532.

53. Harter DL, Busnello FM, Dibi RP et al. Association
bhetween low bone mass and calcium and caffeine intake
among perimenopausal women in Southern Brazil:
Cross-sectional study. Sao Paulo Medical Journal
2813;131:315-322.

54. Hallstrom H, Buyberg L, Glunn & et al. Long-term coffee
consumption in relation to fracture risk and bone mineral
density in women. American Journal of Epidemiology
2813;178:59958-9a9.



55. El Maghraoui A, Ghazi M, Gassim 5 et al. Risk factors
of osteoporosis in healthy Moroccan men. BMC
Musculoskeletal Disorders 2616;11:148.

56. vondracek SF, Hansen LB, McDermott MT. Osteoporosis
risk in premenopausal women. Pharmacotherapy: The Journal
of Human Pharmacology and Drug Therapy 2669;29:385-317.

57. Hallstrom H, Wolk &, Glunn &, Michagélsson K. Coffee,
tea and caffeine consumption in relation to osteoporotic
fracture risk in a cohort of Swedish women. Osteoporosis
International 2666;17:1855-1664.

58. Jha RM, Mithal A, Malhotra W, Brown EM. Pilot
case-control investigation of risk factors for hip
fractures in the urban Indian population. BMC
Musculoskeletal Disorders z616;11:49.

59. Lu PZ, Lai CY¥, Chan HWH. Caffeine induces cell death wia
activation of apoptotic signal and inactiwvation of

survival signal in human osteoblasts. International Journal
of Molecular Sciences 2668;9:698-718.

68. Hannan MT, Tucker KL, Dawson-Hughes B et al. Effect of
dietary protein on hone loss in elderly men and women: The
Framingham Osteoporosis Study. Journal of Bone and Mineral
Research 2066;15:2584-2512.

61. Dawson-Hughes B, Harris 55. Calcium intake inBuences
the association of protein intake with rates of bone loss
in elderly men and women. The American Journal of Clinical
Nutrition 2e62;75:773-779.

62. Kerstetter JE, Looker AC, Insogna KL. Low dietary
protein and low bone density. Calcified Tissue
International Ze66;66:313.

63. Kim J, Kim B, Lee H et al. The relationship between
prevalence of osteoporosis and proportion of daily protein
intake. Korean Journal of Family Medicine 2613;34:43-48.

64. Devine A, Dick IM, Islam AF et al. Protein consumption
is an important predictor of lower limb hone mass in
elderly women. The American Journal of Clinical MNutrition
2B65;81: 1423-1428.

65. Chiu JF, Lan 5J, Yang CY et al. Long-term wegetarian
diet and bone mineral density in postmenopausal Taiwanese
women. Calcified Tissue International 1997;:66:245-249.



66. Sellmeyer DE, Stone KL, Sebastian A, Cummings SR. A
high ratio of dietary animal to vegetable protein

increases the rate of hone loss and the risk of fracture in
postmenopausal women. Study of Osteoporotic Fractures
Research Group. The American Journal of Clinical Nutrition
2001;73:118-122.

67. Frassetto LA, Todd KM, Morris RC, Jr., Sebastian A.
Worldwide incidence of hip fracture in elderly women:
Relation to consumption of animal and vegetable foods. The
Journals of Gerontology. Series A, Biological Sciences and
Medical Sciences 2686 ;55:H585-M592.

68. Ballard TL, Specker BL, Binkley TL, “ukowich MD. Effect
of protein supplementation during a 6-month strength and
conditioning program on areal and volumetric bone
parameters. Bone 2886;33:898-984,

69. Heaney RP, Layman DK. Amount and type of protein
inBuences haone health. The American Journal of Clinical
Nutrition 2668;87:15675-15765.

78. vatanparast H, Bailey DA, Baxter-Jones AD, Whiting SJ.
The effects of dietary protein on bone mineral mass in
young adults may be modulated by adolescent calcium intake.
The Journal of Nutrition 2667;137:2674-2679.

71. Kristensen M, Jensen M, Kudsk J et al. Short-term
effects on bone turnover of replacing milk with cola
heverages: A 16-day interventional study in young men.
Osteoporosis International 28@5;16:1863-1868.

72. Szulc P, Samelson ET, Kiel DP, Delmas PD. Increased
bhone resorption is associated with increased risk of
cardiovascular events in men: The MINOS study. Journal of
Bone and Mineral Research 2669;24:2623-2631.

73. Tucker KL, Morita K, Qiao N et al. Colas, but not other
carbonated beverages, are associated with low bone mineral

density in older women: The Framingham Osteoporosis Study.

The American Journal of Clinical Nutrition

2006384 :936-942,

74. Peterson JW, Muzzey KL, Haytowitz D et al.
Phylloguinone (witamin K1) and dihydrophylloguinone
content of fats and oils. Journal of the American 0il
Chemists’ Society 2602;79:641-646.

75. Troy LM, Jacques PF, Hannan MT et al.
Dihydrophylloguinone intake is associated with low bone



mineral density in men and women. The American Journal of
Clinical Nutrition 2667;86:564-568.

76. Fujita ¥, Iki M, Tamaki J et al. Association between
vitamin K intake from fermented soubeans, natto, and bone
mineral density in elderly Japanese men: The Fujiwara-kyo
Osteoporosis Risk in Men (FORMEM) study. Osteoporosis
International 2612;23:785-714.

77. Booth SL, Broe KE, Gagnon DR et al. Witamin K intake
and bone mineral density in women and men. The American
Journal of Clinical Mutrition 2663;77:512-516.

78. Fratoni ¥, Brandi ML. B VWitamins, homocysteine and bone
health. Nutrients 2615;7:2176-2192.

79. Lopez-Larramona G, Lucendo &, Gonzalez-Delgado L.
Alcoholic liver disease and changes in bone mineral
density. Revista espanola de enfermedades digestivas:
Organo oficial de la Sociedad Espanola de Patologia
Digestiva 2614;165:669-621.

88. Abrahamsen B, Brask-Lindemann 0, Rubin KH, Schwarz P. A
review of lifestyle, smoking and other modiBable risk
factors for osteoporotic fractures. BonekEy Reports
2614;3:574.

1. Seibel MJ, Cooper M3, Zhou H. Glucocorticoid-induced
osteoporosis: Mechanisms, management, and future
perspectives. The Lancet: Diabetes & Endocrinology
2813;1:59-70.

82. Pereira REM, Carwvalho JF, Paula AP et al. Guidelines for
the prevention and treatment of glucocorticoidinduced
osteoporosis. Revista brasileira de reumatologia
2012;52:580-593,

83. Buehring B, Wiswanathan R, Binkley N, Busse H.
Glucocorticoid-induced osteoporosis: An update on effects
and management. The Journal of Allergy and Clinical
Immunology 2613;132:1619-1636.

84. armas LA, Zena M, Lund R, Heaney RP. Calcium absorption
response to cholecalciferol supplementation in
hemodialusis. Clinical Journal of the American Society of
Nephrology 2813;8:1663-1668.

85. Targownik LE, Bernstein CN, Leslie WD. InBammatory
bhowel disease and the risk of osteoporosis and fracture.
Maturitas 2613;76:315-319.



86. Ma DF, Qin L@, Wang PY, Katoh R. Soy isoflavone intake
inhibits bone resorption and stimulates hone formation in
menopausal women: Meta-analusis of randomized controlled
trials. European Journal of Clinical NWutrition
20058;62:155-161.

87. Kaufman JM, Lapauw B, Goemaere 5. Current and future
treatments of osteoporosis in men. Best Practice &
Research: Clinical Endocrinology & Metaholism
2014;28:871-554.

88. McClung MR, Grauer A, Boonen S et al. Romosozumab in
postmenopausal women with low bone mineral density. The
MNew England Journal of Medicine 2614;376:412-42@.

89. Rivas A, Romero A, Mariscal-Arcas M et al.
Mediterranean diet and bone mineral density in two age
groups of women. International Journal of Food Sciences and
Nutrition 2613;64:155-161.

98, Bristow SM, Gamble GD, Stewart A et al. Acute and
3-month effects of microcrystalline hydroxyapatite,
calcium citrate and calcium carbonate on serum calcium and
markers of bone turnover: A randomised controlled trial in
postmenopausal women. The British Journal of Nutrition
2814;112:1611-1628.

91. Grober U, Spitz J, Reichrath J et al. ¥Witamin D: Update
2613: From rickets prophylaxis to general preventive
healthcare. Dermatoendocrinol 2613;5:331-347.

92. Puel C, Coxam ¥, Dawvicco MJ. Mediterranean Diet and
Osteoporosis Prevention. Medecine Sciences
200723 756766,

93. Pérez AR, Velasco AR. Adherence to mediterranean diet
and bone health. Wutricion Hospitalaria 2614;29: 989-996.

94. Garcia-Martinez 0, Riwvas A, Ramos-Torrecillas J et al.
The effect of olive oil on osteoporosis prevention.
International Journal of Food Sciences and Nutrition
2014;65:834-848,

95. Zhu K, Prince RL. Lifestyle and osteoporosis. Current
Osteoporosis Reports 2614;1-8.

96. Pampaloni B, Bartolini E, Brandi ML. Parmigiano
Reggiano cheese and hone health. Clinical Cases in Mineral
and Bone Metabolism 2611;8:33-36.



97. Stransk] M, Rysava L. Nutrition as prevention and
treatment of osteoporosis. Phusiological Researchs Academia
Scientiarum Bohemoslovaca 26@9;58:57-511.

98. wan den Heuwel EG, Muys T, van Dokkum W, Schaafsma G.
Nligofructose stimulates calcium absorption in adolescents.
The American Journal of Clinical Nutrition 1999;69:544-548.

99, Casco G, VWeluz GA, Alvarado CZ. SavorPhos as an
all-natural phosphate replacer in water- and oilbased
marinades for rotisserie birds and boneless-skinless
bhreast. Poultry Science 2813;92:3236-3243.

166, Kilic B, Simsek A, Claus JR, Atilgan E. Encapsulated
phosphates reduce lipid oxidation in both ground chicken
and ground beef during raw and cooked meat storage with
some inBuence on color, pH, and cooking loss. Meat Science
2814;97:93-163,

181, Jarvis N, Clement AR, 0'Bryan CA et al. Dried plum
products as a substitute for phosphate in chicken
marinade. Journal of Food Science 2612;77:5253-257.

162. Bonjour JP, Kraenzlin M, Levasseur R et al. Dairy in
adulthood: From foods to nutrient interactions on bone and
skeletal muscle health. Journal of the American College of
Nutrition 2613;32:251-263.

183. Pes GM, Tolu F, Dore MP et al. Male longewity in
Sardinia: A review of historical sources supporting a
causal link with dietary factors. European Journal of
Clinical Nutrition 2614.



Chapter™:16: Eye Health

1. Kandarakis SA, Piperi C, Topouzis F, Papavassiliou AG.

Emerging role of advanced glycation-end products (AGEsS) in
the pathobiology of eye diseases. Progress in Retinal and

Eye Research 2614;42C:85-162.

2. MNagaraj RH, Linetsky M, 5titt AW. The pathogenic role of
Maillard reaction in the aging eye. Amino Acids
2a12542:1285-12728,

3. Uribarri J, Woodruff S, Goodman S5 et al. Adwvanced
glycation end products in foods and a practical guide 1o
their reduction in the diet. Journal of the American
Dietetic Association 2816;116:911-916.

4. ¥Wlassara H, Uribarri J. Advanced glycation end products
(AGE) and diabetes: Cause, effect, or both? Current
Diabetes Reports 2614;14:453.

5. Goldberg T, Cai W, Peppa M et al. Advanced glycoxidation
end products in commonly consumed foods. Journal of the
American Dietetic Association 2664;164:1287-1291.

6. Menelaou E, Kachatryan A, Losso JN et al. Lutein
content in sweetpotato leaves. HortScience
faees41:1269-1271.

7. Ahmed 55, Lott MM, Marcus DM. The macular xanthophylls.
Survey of Ophthalmology 28@5;56:183-193.

8. Thurnham DI. Macular zeaxanthins and lutein—-A review of
dietary sources and hioavailability and some relationships
with macular pigment optical density and age-related
macular disease. Mutrition Research Rewviews
2aRT; P8 1653-179.

9. Lakshminarayana R, Raju M, Krishnakantha TP, Baskaran V.
Determination of major carotenoids in a few Indian leafy
vegetables by high-performance liguid chromatography.
Journal of Agricultural and Food Chemistry
2085;53:2838-2842.

1a. Bernstein PS, Yoshida MD, Katz NB et al. Raman
detection of macular carotenoid pigments in intact human
retina. Investigative Ophthalmology & Wisuwal Science
19958;39:2083-2811.

11. Gellermann W, Ermakow IV, Ermakova MR et al. In vivo
resonant Raman measurement of macular carotenold pigments



in the young and the aging human retina. Journal of the
Optical Society of America. A, Optics, Image Science, and
Vision 2862;19:1172-1186.

12. Nickerson ML, Bosley AD, HWeiss JS et al. The UBIAD1
prenyltransferase links menaguinone-4 [corrected] sunthesis
to cholesterol metabolic enzumes. Human Mutation
2015;34:317-529.

13. SanGiovanni JP, Chew EY. The role of omega-3 long-chain
polyunsaturated fatty acids in health and disease of the
retina. Progress in Retinal and Eue Research
2ep5;24:87-135.

14. SanGiovanni JP, Chew EY, Agron E et al. The
relationship of dietary omega-3 long-chain polyunsaturated
fatty acid intake with incident age-related macular
degeneration: AREDS report no. 23. Archives of
Ophthalmology 2668;126:1274-1279.

15. Kalloniatis M, Loh CS, Acosta ML et al. Retinal amino
acid neurochemistry in health and disease. Clinical &
Experimental Optometry 2813;96:316-332.

16. Schweiggert EM, Kopec RE, Villalobos-Gutierrez MG

et al. Carotenocids are more bioavailable from papaua than
from tomato and carrot in humans: A randomised cross-over
study. The British Journal of Nutrition 2614;111:498-495,

17. Zhang MK, Zhang MP, Mazourek M et al. Regulatory
control of carotenoid accumulation in winter sguash during
storage. FPlanta 2614;248:1663-1674.

18. Kalt W, Blumberg JB, McDonald JE et al. IdentiBication
of anthocyanins in the liver, euye, and hrain of
blueberry-fed pigs. Journal of Agricultural and Food
Chemistry 26@5;56:765-712.

19. Mencucci R, Fawuzza E, Boccalini C et al.
CoQlé-containing eye drops prevent UVEB-induced cornea cell
damage and increase cornea wound healing hy preserving
mitochondrial function. Investigative Ophthalmology &
Yisual Science 2814;55:7266-7271.

26, Jing L, Kumari 5, Mendelev N, Li PA. Coenzume Qlé
ameliorates ultraviolet B irradiation induced cell death
through inhibition of mitochondrial intrinsic cell death
pathway. International Journal of Molecular Sciences
2B11;12:8382-8315.



21. Thornton J, Edwards R, Mitchell P et al. Smoking and
age-related macular degeneration: A review of association.
Eye (London) 2665;19:935-944.

22. Clemons TE, Milton RC, Klein R et al. Risk factors for
the incidence of Advanced Age-Related Macular Degeneration
in the Age-Related Eye Disease Study (AREDS) AREDS report
no. 19. Ophthalmology 2865;112:533-539.

23. Christen WG, Glynn RJ, Manson JE et al. A prospective
study of cigarette smoking and risk of age-related macular
degeneration in men. The Journal of the American Medical
Association 1996;276:1147-1151.

24. Khan JC, Thurlby DA, Shahid H et al. Smoking and age
related macular degeneration: The number of pack uears of
cigarette smoking is a major determinant of risk for both
geographic atrophy and choroidal neovascularisation. The
British Journal of Ophthalmology Z2666;96:75-84.

25. Kanthan GL, Mitchell P, Burlutsky G, Wang JJ. Alcohol
consumption and the long-term incidence of cataract and
cataract surgery: The Blue Mountains Eye Study. American
Journal of Ophthalmology 2816;156:434-446.,

26. Hang 5, Wang JJ, HWong TY. Alcohol and eye diseases.
Survey of Ophthalmology 28858;53:512-525.

27. Hammond BR, Jr., Ciulla TA, Snodderly DM. Macular
pigment density is reduced in obese subjects.
Investigative Ophthalmology & Wisual Science 28682;43:47-56,



Chapter™:11: Multiple Sclerosis

1. Panagiotakos DB, Chrysohoou C, Siasos G et al.
Sociodemographic and lifestyle statistics of oldest old
people (»8@ years) living in ikaria island: The ikaria
study. Cardiology Research and Practice 2611;20611:679187.

2. Lublin FD, Reingold SC. DeBning the clinical course of
multiple sclerosis: Results of an international survey.
National Multiple Sclerosis Society (USA) Advisory
Committee on Clinical Trials of Mew Agents in Multiple
sclerosis. Meurology 1996;46:987-911.

3. Hedstrom AK, Akerstedt T, Hillert J et al. Shift work at
young age is associated with increased risk for multiple
sclerosis. Annals of Neurology 2611;76:733-741.

4. Ponsonby AL, Lucas RM. Shift work and multiple
sclerosis. Annals of Neurology 2611;76:680-683.

5. Frost P, Kolstad HA, Bonde JP. Shift work and the risk
of ischemic heart disease—f systematic review of the
epidemiologic evidence. Scandinavian Journal of HWork,
Environment & Health 28©9;35:163-179.

6. Akerstedt T. Shift work and disturbed sleep/wakefulness.
Occupational Medicine (London) 26883;53:89-94.

7. Bove R, Chitnis T. Sexual disparities in the incidence
and course of MS. Clinical Immunology 2613;149:281-21@.

8. Ramagopalan SV, Valdar W, Criscuoli M et al. Age of
puberty and the risk of multiple sclerosis: A population
hased study. European Journal of Meurology 2669;16:342-347.

9. Mowry EM, Pesic M, Grimes B et al. Clinical predictors
of early second event in patients with clinically isolated
syndrome. Journal of Neurology 2669;256:1061-1866,

14. Burrell AM, Handel AE, Ramagopalan SY et al. Epigenetic
mechanisms in multiple sclerosis and the major
histocompatibility complex (MHC). Discovery Medicine
2B11;11:187-196.

11. HWergeland S, Torkildsen 0, Myhr KM et al. Dietary
vitamin D3 supplements reduce demyelination in the
cuprizone model. PLoS One 2811;6:e26262.

12. D’Hooghe M B, Magels G, Bissay ¥, De Keyser J.
ModiBlable factors inBuencing relapses and disability in



multiple sclerosis. Multiple Sclerosis 2616;16:773-785.

13. Sundstrom P, MNystrom L. Smoking worsens the prognosis
in multiple sclerosis. Multiple Sclerosis
2ong;14:1631-1635.

14. Pender MFP, Burrows SR. Epstein-Barr wirus and multiple
sclerosis: Potential opportunities for immunotherapy.
Clinical & Translational Immunology 2614;3:e27.

15. Paschos K, Smith P, Anderton E et al. Epstein-barr
virus latency in B cells leads to epigenetic repression

and CpG methylation of the tumour suppressor gene Bim. PLOS
Pathogens 2069;5:e1606492.

16. Goldberg T, Cai W, Peppa M et al. Advanced
g¢lycoxidation end products in commonly consumed foods.
Journal of the American Dietetic Association
2864;104:1287-1291.

17. Uribarri J, Woodruff S, Goodman 5 et al. Advanced
glycation end products in foods and a practical guide to
their reduction in the diet. Journal of the American
Dietetic Association 2616;116:911-916.

18. Assar 5H, Moloney C, Lima M et al. Determination of
Ne- (carboxymethyl) lysine in food systems by ultra
performance liguid chromatography-mass spectrometry. Amino
Acids 2869;36:317-326.

19. ¥lassara H, Cai W, Crandall J et al. InBammatory
mediators are induced by dietary glycotoxins, a major risk
factor for diabetic angiopathy. Proceedings of the National
Academy of Sciences 2682;99:15596.

26, Uribarri J, Peppa M, Cal W et al. Restriction of
dietary glucotoxins reduces excessive advanced gluycation
end products in renal failure patients. Journal of the
American Society of Nephrology 2663;14:728-731.

21. Bengmark 5. Advanced glycation and lipoxidation end
products—AmpliBers of inBammation: The role of food.
Journal of Parenteral and Enteral Nutrition
2007;31:430-448,

22. wan Nguyen C. Toxicity of the AGEs generated from the
Maillard reaction: 0On the relationship of food- AGEs and
bhiological-AGEs. Molecular Nutrition & Food Research
2BRh;50:1148-1149,



23. Henle T. Maillard reaction of proteins and advanced
glycation end products (AGEs) in food. Process- Induced
Food Toxicants 206@9:215-242.

24. Gilgun-Sherki ¥, Melamed E, Offen D. The role of
oxidative stress in the pathogenesis of multiple sclerosis:
The need for effective antioxidant therapy. Journal of
Neurology 2664;251:261-268.

25. Tasset I, Aguera E, Sanchez-Lopez F et al. Peripheral
oxidative stress in relapsing-remitting multiple
sclerosis. Clinical Biochemistry 2612;45:448-444,

26. Bizzozero 0OA, DeJesus G, Bixler HA, Pastuszun A.
Evidence of nitrosative damage in the brain white matter

of patients with multiple sclerosis. Weurochemical Research
2005;36:139-149,

27. Calabrese V, Scapagnini G, Ravagna A et al. Disruption
of thiol homeostasis and nitrosative stress in the
cerebrospinal Buid of patients with active multiple
sclerosis: Evidence for a protective role of
acetylcarnitine. Weurochemical Research 2663;28:1321-1328.

28. Holmoy T. The immunology of multiple sclerosis: Disease
mechanisms and therapeutic targets. Minerva Medica
2008:;99:119-148,

29. Lanz T¥, Opitz CA, Ho PP et al. Mouse mesenchumal stem
cells suppress antigen-specific TH cell immunity
independent of indoleamine 2,3-dioxugenase 1 (IDO1). Stem
Cells and Development 2616;19:657-668.

36. 0Opitz CA, Litzenhurger UM, Lutz C et al. Toll-like
receptor engagement enhances the immunosuppressive
properties of human hone marrow-derived mesenchumal stem
cells by inducing indoleaminez,3-dioxygenase-1 wvia
interferon-beta and protein kinase R. Stem Cells
2009;27:969-919,

31. 0leen-Burkey M, Cyhaniuk A, Swallow E. Retrospective US
database analysis of persistence with glatiramer acetate
vs. avallable disease-modifuing therapies for multiple
sclerosis: 2e61-2616. BMC Neurology 2614;14:11.

32. Sobocki P, Pugliatti M, Lauer K, Kohelt G. Estimation
of the cost of MS in Europe: Extrapolations from a
multinational cost study. Multiple Sclerosis
2B67;13:1854-16864 .



33. Rice CM, Sun M, Kemp K et al. Mitochondrial sirtuins-A
new therapeutic target for repair and protection in
multiple sclerosis. The European Journal of Neuroscience
2B12;35:18587-1893.

34. Adelman G, Rane 3G, ¥illa KF. The cost burden of
multiple sclerosis in the United States: A systematic
review of the literature. Journal of HMedical Economics
20155 16:639-647.

35. Wip#@er P, Harrer A, Pilz G et al. Recent developments
in approved and oral multiple sclerosis treatment and an
update on future treatment options. Drug Discowvery Today
2811;16:8-21.

36. Inoue M, Williams KL, 0Oliver T et al. Interferon-beta
therapy against EAE is effective only when development of
the disease depends on the NLRP3 inBammasome. Science
Signaling 2812;5:ra3s.

37. Minagar A. Current and future therapies for multiple
sclerosis. Scientifica 2613;2613:249161.

38. Greenberg BM, Frohman EM. Immune-mediated muelopathies.
Continuum (Minneapolis, Minn.) 2815;21:121-131.

39. Guarda G, Braun M, Staehli F et al. Type I interferon
inhibits interleukin-1 production and inBammasome
activation. Immunity 2611;34:213-223.

46, Saguil A, Kane 5, Farnell E. Multiple sclerosis: A
primary care perspective. American Family Physician
2014;90:644-652 .

41. Yadav ¥, Bewer C, Jr., Bowen J et al. Summary of
evidence-based guideline: Complementary and alternative
medicine in multiple sclerosis: Report of the guideline
development subcommittee of the American Academy of
MNeurology., Meurology 2614;82:1683-1692.

42. Schwarz 5, Knorr C, Geiger H, Flachenecker P.
Complementary and alternative medicine for multiple
sclerosis. Multiple Sclerosis 2e68;14:1113-1119.

43, Riccio P. The molecular basis of nutritional
intervention in multiple sclerosis: A narrative review.
Complementary Therapies in Medicine 2611;19:228-237.

44, ¥lassara H, Uribarri J. Advanced glycation end products
(AGE) and diabetes: Cause, effect, or both? Current



Diabetes Reports 2614;14:453.

45. Sternberg 2, Sternberg D, Drake A et al. Disease
modifying drugs modulate endogenous secretory receptor for
advanced gluycation end-products, a new hiomarker of
clinical relapse in multiple sclerosis. Journal of
Neuroimmunology 2814;274:197-261.

46. Sternberg 2, Ostrow P, %“aughan M et al. AGE-RAGE in
multiple sclerosis brain. Immunological Investigations
2011;46:197-265,

47. L1 J, Liu D, Sun L et al. Advanced glycation end
products and neurodegenerative diseases: Mechanisms and
perspective. Journal of Neurological Sciences 2812;317:1-5.

48. wvon Geldern G, Mowry EM. The inBuence of nutritional
factors on the prognosis of multiple sclerosis. Nature
Reviews Meurology 2612;8:678-689.

49, Magachinta 5, Akoh CC. Spray-dried structured lipid
containing long-chain polyunsaturated fatty acids for use
in infant formulas. Journal of Food Science
2013;78:C1523-C1528.

5@. Hurrell R. InBuence of the Maillard reaction on the
nutritional wvalue of foods. The Maillard Reaction in Food
Processing, Human MWutrition and Phuysiology, Finot, P.A.;
feschbacher, H.U; Hurrell, R.F.; and Liardon, R. (Eds.}),
245-258, 1994.

51. Uribarri J, Cai W, Sandu 0 et al. Diet-derived advanced
glycation end products are major contributors to the

body’s AGE pool and induce inBammation in healthy subjects.
fAnnals of the Mew York Academy of Sciences

208551043 :461-466.,

52. Hegele J, Buetler T, Delatour T. Comparative LC-MS/MS
profiling of free and protein-bound early and adwvanced
glycation-induced lysine modiBications in dairy products.
fAnalytica Chimica Acta 2688;617:85-96.

53. Drusch S, Faist ¥, Erbersdobler H. Determination of
Ne -carboxumethyllysine in milk products by a modifed
reversed-phase HPLC method. Food Chemistry 1999;65:547-553.

54. Missler 5, Wasilchuk B, Merritt C, Jr. Separation and
identiBication of cholesterol oxidation products in dried
egg preparations. Journal of Food Science 1985;56:595-595.



55. Morgan J, Armstrong D. QuantiBication of cholesterol
oxidation products in egg yolk powder spray- dried with
direct heating. Journal of Food Science 1992;57:43-45.

56. Obara @, Obiedzifski M, Kotczak T. The effect of water
activity on cholesterol oxidation in spray-and
freeze-dried egg powders. Food Chemistry 2666;95:173-179.

57. Sahin S, Aksungar FB, Topkaua AE et al. Increased
plasma homocysteine lewvels in multiple sclerosis. Multiple
Sclerosis 26@87;13:945-946,

58. Ramsaransing G5, Fokkema MR, Teelken & et al. Flasma
homocysteine levels in multiple sclerosis. Journal of
Neurology, Meurosurgery, and Psuchiatry 2666;77:189-192.

59. Zoccolella S5, Tortorella C, Iaffaldano P et al.
Elevated plasma homocysteine levels in patients with
multiple sclerosis are associated with male gender. Journal
of Meurology 2612;259:2165-2116.

68, Del Wesco AP, Gasparino E, Grieser Dde 0 et al. Effects
of methionine supplementation on the expression of
oxidative stress-related genes in acute heat stress-exposed
broilers. The British Journal of Nutrition
2815;113:549-559,

61. Swank REL, Goodwin J. Review of M5 patient survival on a
Swank low saturated fat diet 1. Nutrition 2683;19:161-162.

62. Swank R, Backer J. The geographic incidence of multiple
sclerosis in Morway. Transactions of the American
MNeurological Association 1958;51:274.

63. Swank R, Goodwin J. How saturated fats may be a
causative factor in multiple sclerosis and other diseases.
Nutrition 26@3;19:478-478.

64. Bhargava P, Mowry EM. Gut microbiome and multiple
sclerosis. Current Meurology and Meuroscience Reports
2614;14:492,

65. Catanzaro R, Anzalone MG, Calabrese F et al. The gut
microbiota and its correlations with the central nervous
system disorders. Panminerwva Medica 2615;57:127-143.

B6. XU MO, Cao HL, Wang WA et al. Fecal microbiota
transplantation broadening its application heyond
intestinal disorders. World Journal of Gastroenterology
2015;21:102-111.



67. Holick MF. The D-lightful vitamin D for child health.
Journal of Parenteral and Enteral Nutrition
2817;36:95-195,

68. Ascherio A, Munger K. Epidemiology of multiple
sclerosis: From risk factors to prevention. Seminars in
Neurology 26858 Feb;28(1):17-28.

69. Cantorna MT. Witamin D and multiple sclerosis: An
update. Mutrition Reviews 2888;66:5135-5138.

78, Geffard M, De Bisschop L, Duleu 5 et al. Endotherapia:
A new frontier in the treatment of multiple sclerosis and
other chronic diseases. Discovery Medicine 2616;16:443.

71. Capek P, Hribalova ¥, Svandova E et al.
Characterization of immunomodulatory polysaccharides from
Salvia offcinalis L. International Journal of Biological
Macromolecules 2863;33:113-119.

72. Chohan M, MWaughton DP, Jones L, Opara EI. An
investigation of the relationship between the
antiinBammatory activity, poluphenolic content, and
antioxidant activities of cooked and in witro digested
culinary herbs. Oxidative Medicine and Cellular Longevity
2B12;2012:627843.

73. Scapagnini G, Vasto 5, Abraham NG et al. Modulation of
Nrf2/ARE pathway by food poluphenols: A nutritional
neuroprotective strategy for cognitive and
neurodegenerative disorders. Molecular Weurobiology
2011;44:192-261,

74, Sun @, Zheng ¥, Zhang ¥ et al. Movel immunoregulatory
properties of EGCG on reducing inBammation in EAE.
Frontiers in Bioscience (Landmark Ed) 2613;18:332-342.

75. Herges K, Millward JM, Hentschel W et al.
Neuroprotective effect of combination therapy of glatiramer
acetate and epigallocatechin-3-gallate in neuroinBammation.
PLoS One 26811;6:e25456.

76. Scholey A, Gibhs A, Neale C et al. Anti-stress effects
of lemon balm-containing foods. Nutrients
2814;6:48085-4821.

77. Sasaki K, El Omri A, Kondo S et al. Rosmarinus
officinalis polyphenols produce anti-depressant like
effect through monoaminergic and cholinergic functions



modulation. Behawvioural Brain Research 2613;238:86-94.

78. Dharmappa KK, Kumar RY, Nataraju A& et al.
Anti-inBammatory activity of oleanolic acid by inhibition
of secretory phospholipase A2. Planta Medica
2009;75:211-215.



Chapter™:12: Erectile Dysfunction

1. NIH Consensus Conference. Impotence: NIH consensus
development panel on impotence. The Journal of the
American Medical Association 1993;276:83-96.

2. Corman A, Chewret-Measson M, Gehchan N. Importance of
patient’s choice in the treatment of erectile dysfunction.
Presse Med 2812;41:593-597.

3. Kemp-Harper B, Schmidt HH. cGMP in the wvasculature.
Handbook of Experimental Pharmacology 2669;191:447-467.

4. Huang SA, Lie JD. Phosphodiesterase-5 (PDE) inhibitors
in the management of erectile dysfunction. P&T: A
Peer-Reviewed Journal for Formulary Management
2013;38:467-419.

5. Aytac I, Mckinlay J, Krane R. The likely worldwide
increase in erectile dysfunction between 1995 and 2825 and
some possible policy conseguences. BJU International
1999;84:56-56.

6. Weber MF, Smith DP, 0'Connell DL et al. Risk factors for
erectile dysfunction in a cohort of 188 477 Australian
men. The Medical journal of Australia 2613;199:187-111.

7. Wang F, Dai S, Wang M, Morrison H. Erectile dysfunction
and fruitsvegetable consumption among diabetic Canadian
men. Urology 2613;82:1336-1335.

8. Burke RM, Evans JD. AwanaBll for treatment of erectile
dysfunction: Rewview of its potential. Vascular Health and
Risk Management 2612;8:517.

9. Melman A, Gingell JC. The epidemiology and
pathophysiology of erectile dysfunction. The Journal of
Urology 1999;161:5-11.

1a. Feldman HA, Johannes CB, Derby CA et al. Erectile
dysfunction and coronary risk factors: Prospective results
from the Massachusetts male aging study. Preventive
Medicine 2@@6;36:328-338.

11. Esposito K, Giugliano F, Maiorino MI, Giugliano D.
Dietary factors, Mediterranean diet and erectile
dysfunction. The Journal of Sexual Medicine
2018;7:2338-2345.

12. Chen K, Mi H, Gao ¥ et al. Metabolic syndrome: A



potential and independent risk factor for erectile
dysfunction in the Chinese male population. Urology
2a17;80:1287-1292.

13. Yao F, Huang %, Zhang % et al. Subclinical endothelial
dysfunction and low-grade inBammation play roles in the
development of erectile dysfunction in young men with low
risk of coronary heart disease. International Journal of
Andrology 2612;35:653-659.

14. Mastalir ET, Carwalhal GF, Portal YL. The effect of
simvastatin in penile erection: A randomized,
double-blind, placehbo-controlled clinical trial
(Simvastatin treatment for erectile dysfunction-STED
TRIAL). International Journal of Impotence Research
2011;23:242-248.

15. Cal ¥, Tian ¥, Wu T et al. The role of statins in
erectile dysfunction: A systematic review and metaanalusis.
Asian Journal of Andrology 2814;16:461-466.

16. Nicolosi A, Glasser DB, Moreira ED, ¥illa M. Prevalence
of erectile dysfunction and associated factors among men
without concomitant diseases: A& population study.
International Journal of Impotence Research

20655 15:253-257.

17. Cartledge JJ, Eardley I, Morrison JF. Advanced
g¢lycation end-products are responsible for the impairment
of corpus cavernosal smooth muscle relaxation seen in
diabetes. BJU International 2861;87:462-467.

18. Usta MF, Bivalacqgua TJ, Yang DY et al. The protective
effect of aminoguanidine on erectile function in
streptozotocin diabetic rats. Journal of Urology
2863;178:1437-1442.

19. Dan A, Chakraborty K, Mondal M et al. Erectile
dysfunction in patients with diabetes mellitus: Its
magnitude, predictors and their bio-psycho-social
interaction: A study from a developing country. Asian
Journal of Psychiatry 2614;7:58-65.

26, Thorve VS, Kshirsagar aD, Wyawahare NS et al.
Diabetes-induced erectile dysfunction: Epidemiology,
pathophysiology and management. Journal of Diabetes and Its
Complications 2611;25:129-136.

21. Usta MF, Kendirci M, Gur 5 et al. The breakdown of
preformed advanced glycation end products reverses



erectile dysfunction in streptozotocin-induced diabetic
rats: Preventive wversus curative treatment. The Journal of
Sexual Medicine 2886;3:242-256; discussion 256-242,

22. Malavige LS, Jayaratne 5D, Kathriarachchi ST et al.
Erectile duysfunction is a strong predictor of poor guality
of life in men with Type 2 diabetes mellitus. Diabetic
Medicine: A Journal of the British Diabetic Association
2014;31:699-766,

23. Lasker GF, Pankey EA, Kadowitz PJ. Modulation of
soluble guanylate cyclase for the treatment of erectile
dysfunction. Physiology (Bethesda) 2613;28:262-269.

24, Cao 5, ¥in ¥, Wang % et al. Smoking and risk of
erectile dysfunction: Systematic review of ohservational
studies with meta-analysis. PLOS One 2613;5:e668443.

25. Meldrum DR, Gambone JC, Morris MA et al. Lifestuyle and
metabolic approaches to maximizing erectile and wvascular
health. International Journal of Impotence Research
2e12;24:61-685.

26. Garcia-Cruz E, Pigueras M, Gosalbez D et al. Erectile
dysfunction and its sewverity are related to the number of
cardiovascular risk factors. Actas Urologicas Espanolas
2012;86:291-295,

27. Ryan JG, Gajra] J. Erectile dysfunction and its
assocliation with metabolic syndrome and endothelial
function among patients with tupe 2 diabetes mellitus.
Journal of Diabetes and Its Complications 2612;26:141-147.

28. Glina S, Sharlip ID, Hellstrom WJ. Modifying risk
factors to prevent and treat erectile dysfunction. The
Journal of Sexual Medicine 2613;16:115-119.

29. Geetha P, Aravind BS, Pallavi G et al. Sexual
dysfunction (Krcchra Vyavaya) in obesity (Sthaulya):
Validation by an ohserwvational study. Ancient Science of
Life 2612;32:76-81.

36. akin ¥, Gulmez H, Bozkurt & et al. Usage of neck
circumference as novel indicator of erectile dysfunction: A
pilot study in Turkish population. Andrologia
2814;1:699-766,

31. Esposito K, Giugliano F, Di Palo C et al. Effect of
lifestyle changes on erectile duysfunction in obese men: A
randomized controlled trial. The Journal of the American



Medical Association 26@4;291:2978-2984.

32. Munes KP, Labazi H, HWebb RC. Mew insights into
hypertension-associated erectile dysfunction. Current
Opinion in Mephrology and Hupertension 2612;21:163-17@.

33. Manolis A, Doumas M. Antihypertensive treatment and
sexual duysfunction. Current Hypertension Reports
2012;14:285-292 .

34. Doumas M, Douma 5. The effect of antihypertensive drugs
on erectile function: A proposed management algorithm. The
Journal of Clinical Huypertension (Greenwich)
2066;8:359-364.

35. Cordero A, Bertomeu-Martinez ¥, Mazon P et al. Erectile
dysfunction may improve by blood pressure control in
patients with high-risk hypertension. Postgraduate Medicine
2B18;122:51-56,

36. Gregorian RS, Golden KA, Bahce A et al.
Ant idepressant - induced sexual dysfunction. The Annals of
Pharmacotherapy 2862;36:1577-1589.

37. Jackson G. The importance of risk factor reduction in
erectile dysfunction. Current urology reports
20a7;8:463-466.

38. Meller SM, Stilp E, Walker CM, Mena-Hurtado C. The link
bhetween vasculogenic erectile dysfunction, coronary artery
disease, and peripheral artery disease: Role of metabolic
factors and endovascular therapy. Journal of Invasive
Cardiology 2613;25:313-319.

39. Rajfer J, Valeriano J, Sinow R. Early onset erectile
dysfunction is usually not associated with abnormal
cavernosal arterial InBlow. International Journal of
Impotence Research 2613;25:217-228.

46, Banks E, Joshy G, Abhavaratna WP et al. Erectile
dysfunction severity as a risk marker for cardiovascular
disease hospitalisation and all-cause mortality: A
prospective cohort study. PLOS Medicine 2613;16:el18a1372.

41. ¥wlachopoulos C, Rokkas K, Ioakeimidis N et al.
Prevalence of asymptomatic coronary artery disease in men
with wasculogenic erectile dysfunction: A& prospective
angiographic study. European Urology 2665;45:996-1882;
discussion 166z2-1663.



42. Kroeger M, Belldegrun A5, Pantuck AJ. Pomegranate
extracts in the management of men’s urologic health:
Scientific rationale and preclinical and clinical data.
Evidence-Based Complementary and Alternative Medicine
2013;2013: 701434 .

43. Giugliano F, Maiorino MI, Bellastella G et al.
Adherence to Mediterranean diet and erectile dysfunction

in men with type 2 diahetes. The Journal of Sexual Medicine
2018;7:1911-1917.

44, Schroeder R, Garrison JM, Jr., Johnson MS. Treatment of
adult obesity with hariatric surgery. American Family
Physician 2611;84:865-814.

45. Rao SR, Kini S, Tamler R. Sex hormones and bariatric
surgery in men. Gender Medicine 2611;5:366-311.

46. Kapoor D, Clarke 5, Channer KS, Jones TH. Erectile
dysfunction is associated with low biocactive testosterone
levels and visceral adiposity in men with type 2 diabetes.
International Journal of Andrology 2667;36:566-587.

47. khoo J, Ling PS5, Tan J et al. Comparing the effects of
meal replacements with reduced-fat diet on weight, sexual
and endothelial function, testosterone and guality of life
in ohese Asian men. International Journal of Impotence
Research 2614;26:61-66.

48. Esposito K, Ciotola M, Giugliano F et al. Mediterranean
diet improves erectile function in subjects with the
metabolic syndrome. International Journal of Impotence
Research 2866;18:465-418.

49, Li H, Kong ®B, Zhang HL, HWu J. Adherence to
Mediterranean diet and erectile duysfunction in men with
type 2 diabetes. The Journal of Sexual Medicine 2811;8:631.

56, Willcox BJ, Willcox DC. Caloric restriction, caloric
restriction mimetics, and healthy aging in Okinawa:
Controversies and clinical implications. Current Opinion in
Clinical Wutrition and Metabolic Care 2614;17:51-58.

51. Willcox DC, Scapagnini G, Willcox BJ. Healthy aging
diets other than the Mediterranean: A focus on the
Okinawan diet. Mechanisms of Ageing and Dewvelopment
2614;136-137, 148-162.

52. Panagiotakos DB, Chrysohoou C, Siasos G et al.
Sociodemographic and lifestyle statistics of oldest old



people (»86 years) living in ikaria island: The ikaria
study. Cardiology Research and Practice 2611;2611:679187.

53. Hibasami H, Moteki H, Ishikawa K et al. Protodioscin
isolated from fenugreek (Trigonella foenumgraecum L.)
induces cell death and morphological change indicative of
apoptosis in leukemic cell line H-6&, but not in gastric
cancer cell line KATO III. International Journal of
Molecular Medicine 2663;11:23-26.

54. Muraki E, Chiba H, Taketani K et al. Fenugreek with
reduced bitterness prewvents diet-induced metabolic
disorders in rats. Lipids in Health and Disease 2812;11:58.

55. Adimoelja A. Phytochemicals and the breakthrough of
traditional herbs in the management of sexual
dysfunctions. International Journal of Andrology
2066;23(Suppl 2):82-84.

56. Stohs SJ, Hartman MJ. Review of the safety and efBcacy
of moringa oleifera. Phytotherapy Research
2015;29:796-804 .

57. Prabsattroo T, HWattanathorn J, Iamsa-Ard S et al.
Moringa oleifera leaves extract attenuates male sexual
dysfunction. American Journal of Meuroscience 2812;3:17-24.

58. Mathur M. Herbal aphrodisiac their need, biology and
status: Global and regional scenario. Journal of Natural
Products 2612;5:131-146.

59. Deka M, Kalita CJT, Sarma G. Traditional use of
fertility inducing plants used by the herbal practitioners
in some parts of the state Assam, M E India, a survey
report. International Journal of Science and Advanced
Technology 2@11;1:133-142.

68, La vignera 5, Condorelli R, Vicari E et al. Phusical
activity and erectile dysfunction in middle-aged men.
Journal of Andrology 2612;33:154-161.

61. La Favor JD, Anderson EJ, Dawkins JT et al. Exercise
prevents Western diet-associated erectile dysfunction and
coronary artery endothelial dysfunction: Response to acute
apocynin and sepiapterin treatment. American Journal of
Physiology: Regulatory, Integrative and Comparative
Physiology 2613;365:R423-R434.



Chapter™:13: Insomnia and Sleep Disorders

1. Tan ¥, Saarinen A, HMikkola TM et al. Effects of exercise
and diet interwventions on obesity-related sleep disorders
in men: Study protocol for a randomized controlled trial.
Trials 2613;14:235.

2. Dhayon MM. Epidemiology of insomnia: What we know and
what we still need to learn. Sleep Medicine Rewviews
2ReZ;6:97-111.

3. Sivertsen B, Pallesen 5, Glozier N et al. Midlife
insomnia and subseqguent mortality: The Hordaland health
study. BMC Public Health 2@14;14:726.

4. Chong %, Fryer CD, Gu @. Prescription sleep aid use
among adults: United States, 2065-2616. NCHS Data Brief
2813;127:1-8.

5. Blumel JE, Cano A, Mezones-Holguin E et al. A
multinational study of sleep disorders during female
mid-life. Maturitas 2612;72:359-366.

6. Umlauf MG, Bolland AC, Bolland KA et al. The effects of
age, gender, hopelessness, and exposure to wviolence on
sleep disorder symptoms and daytime sleepiness among
adolescents in impoverished neighborhoods. Journal of Youth
and Adolescence 2815;44:518-542.

7. Piccolo RS, Yang M, Bliwise DL et al. Racial and
socioeconomic disparities in sleep and chronic disease:
Results of a longitudinal investigation. Ethnicity &
Disease 2013;23:499-567.

8. Chen WC, Lim PS, Wu HWC et al. Sleep hehavior disorders
in a large cohort of chinese (Taiwanese) patients
maintained by long-term hemodialysis. American Journal of
Kidney Diseases: The Official Journal of the National
Kidney Foundation 2686;48:277-284.

9. Annamalai A, Palmese LB, Chwastiak LA et al. High rates
of obstructive sleep apnea sumptoms among patients with
schizophrenia. Psychosomatics 2615;56:59-66.

1a. Dickerson S5, Connors LM, Fayad A, Dean GE. Sleep-wake
disturbances in cancer patients: MNarrative review of
literature focusing on improving guality of life outcomes.
Nature and Science of Sleep 2814;6:85-168.

11. Garland SM, Johnson JA, Savard J et al. Sleeping well



with cancer: A systematic review of cognitive behavioral
therapy for insomnia in cancer patients. Neuropsychiatric
Disease and Treatment 2814;16:1113-1124.

12. Dahiva 5, Ahluwalia MS, HWalia HK. Sleep disturbances in
cancer patients: Underrecognized and undertreated.
Cleveland Clinic Journal of Medicine 2613;86:722-732.

13. Iuer S5R. Sleep and type 2 diabetes mellitus- clinical
implications. The Journal of the Association of Phusicians
of India 2612;66:42-47.

14. Ayas NT, Hirsch AfA, Laher I et al. WNew frontiers in
ohstructive sleep apnoea. Clinical Science (London)
2014;127:209-216.

15. Aurora BN, Punjabi WM. 0Obstructive sleep apnoea and
type 2 diabetes mellitus: A bidirectional association. The
Lancet: Respiratory Medicine 2613;1:329-338.

16. Palma Ja, Urrestarazu E, Iriarte J. Sleep loss as risk
factor for neurologic disorders: A review. SleepMed
2013;14:229-236.

17. Brass 5D, Li CS, Auerbach 5. The underdiagnosis of
sleep disorders in patients with multiple sclerosis.
Journal of Clinical Sleep Medicine: Official Publication of
the American Academy of Sleep Medicine 2614;16:1825-1831.

18. Sutton EL. Psychiatric disorders and sleep issues. The
Medical Clinics of Morth America 2614;98:1123-1143.

19. Motivala 5J. Sleep and inBammation:
Psychoneuroimmunology in the context of cardiowvascular
disease. Annals of Behavioral Medicine: A Publication of
the Society of Behavioral Medicine 2611;42:141-152.

26, Meier-Ewert HK, Ridker PM, Rifai W et al. Effect of
sleep loss on C-reactive protein, an inBammatory marker of
cardiovascular risk. Journal of the American College of
Cardiology 2664;43:673-683.

21. Buysse DJ, Angst J, Gamma & et al. Prewvalence, course,
and comorbidity of insomnia and depression in young
adults. Sleep 2688;31:473-486.

22. Sivertsen B, Lallukka T, Salo P et al. Insomnia as a
risk factor for ill health: Results from the large
population-based prospective HUNT Study in MNorway. Journal
of Sleep Research 2614;23:124-132.



23. LeBlanc M, Merette C, Savard J et al. Incidence and
risk factors of insomnia in a population-hased sample.
Sleep 2089;32:1627-1637.

24. Morin CM, LeBlanc M, Daley M et al. Epidemiology of
insomnia: Prevalence, self-help treatments, consultations,
and determinants of help-seeking behaviors. SleepMed
2BBRh;7:123-139,

25. Morin CM, Belanger L, LeBlanc M et al. The natural
history of insomnia: A population-based 3-year
longitudinal study. Archives of Internal Medicine
2069;169:447-453.

26. Pigeon WR, Bishop TH, Marcus JA. Adwvances in the
management of insomnia. F1888Prime Reports 2614;6:48.

27. Hashizume ¥%. The importance of sleep in the mental
health. Nihon rinsho. Japanese Journal of Clinical
Medicine 2614;72:341-346.

28. Sivertsen B, Krokstad 5, @verland 5, Mykletun A. The
epidemiology of insomnia: Associations with physical and
mental health: The HUNT-2 study. Journal of Psychosomatic
Research 2869;67:169-116.

29. Shochat T, Umphress T, Israel AG, Ancoli-Israel 5.
Insomnia in primary care patients. Sleep 1999:;22(Suppl
21 :5359-5365.

38. Ancoli-Israel 5. Sleep and aging: Prewvalence of
disturbed sleep and treatment considerations in older
adults. The Journal of Clinical Psuychiatry 2664;66:24-36;
quiz 42-23.

31. Baglioni C, Battagliese G, Feige B et al. Insomnia as a
predictor of depression: A meta-analytic evaluation of
longitudinal epidemiological studies. Journal of Affective
Disorders 2611;135:16-19.

32. Pigeon WR, Pinguart M, Conner K. Meta-analusis of sleep
disturbance and suicidal thoughts and behaviors. The
Journal of Clinical Psychiatry 2812;73:e1166-e1167.

33. Leger D, Morin CM, Uchivama M et al. Chronic insomnia,
guality-of-life, and utility scores: Comparison with good
sleepers in a cross-sectional international surwvey.
SleepMed 2612;13:43-51.



34. Patel SR, Malhotra A, Gao ¥ et al. A prospective study
of sleep duration and pneumonia risk in women. Sleep
28172;35:97-1a1.

35. Gamaldo CE, Gamaldo A, Creighton J et al. Ewvaluating
sleep and cognition in HIY. Journal of Acquired Immune
Deficiency Syndromes 2613;63:689-616.

36. Cohen S, Doyle WJI, Alper CM et al. Sleep habits and
susceptibility to the common cold. Archives of Internal
Medicine 2669;169:62-67.

37. Depner CM, Stothard ER, HWright KP, Jr. Metabolic
conseguences of sleep and circadian disorders. Current
Diabetes Reports 2614;14:587.

38. Kasasbeh E, Chi DS, Krishnaswamy G. InBammatory aspects
of sleep apnea and their cardiovascular conseguences.
Southern Medical Journal 2666;99:58-67; guiz 68-59, 81.

39. Libby P, Ridker PM, Maseri A. InBammation and
atherosclerosis. Circulation 2662;165:1135-1143.

4@, Budhiraja R, Budhiraja P, Quan SF. Sleep-disordered
bhreathing and cardiovascular disorders. Respiratory Care
2616;55:1322-1332; discussion 1336-1322.

41. Pimenta E, Stowasser M, Gordon RD et al. Increased
dietary sodium is related to severity of ohstructive sleep
apnea in patients with resistant hypertension and
hyperaldosteronism. Chest 2813;143:975-983.

42. Fernandez-Mendoza J, “gontzas AM, Liao D et al.
Insomnia with objective short sleep duration and incident
hypertension: The Penn State Cohort. Hypertension
2012;660:929-935,

43. ¥Wozoris NT. Insomnia sumptom freguency and hypertension
risk: A population-hased study. The Journal of Clinical
Psuchiatry 2614;75:616-623.

44, Canivet C, Wilsson PM, Lindeberg SI et al. Insomnia
increases risk for cardiovascular events in women and in
men with low socioeconomic status: A longitudinal,
register-based study. Journal of Psychosomatic Research
2014;76:292-299,

45, Lazaratou H, Soldatou A, Dikeos D. Medical comorbidity
of sleep disorders in children and adolescents. Current
Opinion in Psychiatry 2612;25:391-397.



46. Leger D, Beck F, Richard JB, Godeau E. Total sleep time
severely drops during adolescence. FPLoOS One 2812;7:e45264,

47. Sivertsen B, Pallesen 5, Sand L, Hysing M. Sleep and
body mass index in adolescence: Results from a large
population-based study of Norwegian adolescents aged 16 to
19 years. BMC Pediatrics 2614;14:284.

48. Coughlin JW, Smith MT. Sleep, obesity, and weight loss
in adults: Is there a rationale for providing sleep
interventions in the treatment of obesity? International
Review of Psychiatry 2614;26:177-188.

49, Taheri S. The link between short sleep duration and
ohesity: We should recommend more sleep to prevent obesity.
Archives of Disease in Childhood 2666;91:881-884.

56, Zimmerman M, McGlinchey JB, Young D, Chelminski I.
Diagnosing major depressive disorder I: A psychometric
evaluation of the DSM-IY sumptom criteria. The Journal of
Nervous and HMental Disease 26@6;194:158-163.

51. Schwartz 0J, Kohler HC, Karatinos G. Symptoms of
depression in individuals with obstructive sleep apnea may
bhe amenable to treatment with continuous positive airway
pressure. Chest 2085;128:1364-1369.

52. Renom-Guiteras A, Planas J, Farriols C et al. Insomnia
among patients with advanced disease during admission in a
Palliative Care Unit: A prospective obserwvational study on
its freguency and association with psychological, phusical
and environmental factors. BMC Palliative Care 2614;13:46.

53. Hayley AC, Williams LJ, wenugopal K et al. The
relationships between insomnia, sleep apnoea and
depression: Findings from the American Wational Health and
Nutrition Examination Survey, 2865- 2668, The Australian
and New Zealand Journal of Psuychiatry 2615;49:156-174.

54. Barnes JC, Meldrum RC. The impact of sleep duration on
adolescent development: A genetically informed analusis of
identical twin pairs. Journal of Youth and Adolescence
2015;44:489-506,

55. Pigeon WR, HWoosley JA, Lichstein KL. Insomnia and
hypnotic medications are associated with suicidal ideation
in a community population. Archives of Suicide Research:
Official Journal of the International Academy for Suicide
Research 2614;18:176-184.



S6. Wigg CMD, Filgueiras A, Gomes MdM. The relationship
between sleep guality, depression, and anxiety in patients
with epilepsy and suicidal ideation. Arguivos de
Neuro-Psiguiatria 2614;72:344-348.

57. Don Richardson J, Cyr K5, Nelson C et al. Sleep
disturbances and suicidal ideation in a sample of
treatment-seeking Canadian Forces members and wveterans.
Psychiatry Research 2614;218:118-123.

58. Luyster FS, Kip KE, Buysse DJ et al. Traditional and
nontraditional cardiovascular risk factors in comorbid
insomnia and sleep apnea. Sleep 2814;37:593-668.

59. Anderson 5L, Vande Griend JP. Quetiapine for insomnia:
A review of the literature. American Journal of
Health-System Pharmacy: 0Official Journal of the American
Society of Health-System Pharmacists 2614;71:394-482.

66, Gulyani S, Salas RE, Gamaldo CE. Sleep medicine
pharmacotherapeutics overview: Today, tomorrow, and the
future (Part 1: Insomnia and circadian rhythm disorders).
Chest 2612;142:1659-1668.

61. Meredith SE, Juliano LM, Hughes JR, Grif@iths RR.
Caffeine use disorder: A comprehensive rewview and research
agenda. Journal of Caffeine Research 2613;3:114-138.

62. Drake C, Roehrs T, Shambroom J, Roth T. Caffeine
effects on sleep taken @, 3, or 6 hours hefore going to
bed. Journal of Clinical Sleep Medicine: Official
Publication of the American Academy of Sleep Medicine
2013;9:1195-1266.

63. Porkka-Heiskanen T, Zitting KM, Wigren HK. Sleep, its
regulation and possihble mechanisms of sleep disturbances.
Acta Physiologica (Oxford) 2613;2868:311-328.

64. Singh MM, Sahota P. Sleep-related headache and its
management. Current Treatment Options in MNeurology
2013;15:704-722 .

65. Whittier A, Sanchez S, Castaneda B et al. Eveningness
chronotype, daytime sleepiness, caffeine consumption, and
use of other stimulants among peruvian university students.
Journal of Caffeine Research 2614;4:21-27.

66. Aurora EM, Crainiceanu C, Caffo B, Punjabl NM.
Sleep-disordered breathing and caffeine consumption:



Results of a community-based study. Chest 2612;142:631-638.

67. Phillips-Bute BG, Lane JD. Caffeine withdrawal sumptoms
following brief caffeine deprivation. Physiology &
Behavior 1997;63:35-39.

68. Morup PHW. Sleeping disturbances and
pharmacologicals/nonpharmacological interwventions in old
people. Annales Universitatis Mariae Curie-Sklodowska:
Sectio D: Medicina 2862;57:538-534.

69. Mathis J, Schreier D. Daytime sleepiness and driving
bhehaviour. Therapeutische Umschau. Rewue Therapeutigue
2014;71:679-686.

78. Chakravorty S, Jackson N, Chaudhary W et al. Daytime
sleepiness: Associations with alcohol use and sleep
duration in americans. Sleep Disorders 2614;2614:959152.

71. Thakkar MM, Sharma R, Sahota P. Alcohol disrupts sleep
homeostasis. Alcohol 2615;49:299-316.

72. Katagiri R, Asakura K, Kobayashi 5 et al. Low intake of
vegetables, high intake of confectionary, and unhealthy
eating habits are associated with poor sleep guality among
middle-aged female Japanese workers. Journal of
Occupational Health 2614;56:359-368.

73. Peuhkuri K, Sihvola N, Korpela R. Diet promotes sleep
duration and guality. Nutrition Research 2612;32:389-319.

74. Leach MJ, Page AT. Herbal medicine for insomnia: A
systematic review and meta-analusis. Sleep Medicine
Reviews 2614;24C:1-12.

75. Zick SM, Wright BD, Sen A, Arnedt JT. Preliminary
examination of the efBcacy and safety of a standardized
chamomile extract for chronic primary insomnia: A
randomized placebo-controlled pilot study. BMC
Complementary and Alternative Medicine 2611;11:78.

76. Pigeon WR, Carr M, Gorman C, Perlis ML. Effects of a
tart cherry juice heverage on the sleep of older adults
with insomnia: A pilot study. Journal of Medicinal Food
20183;13:579-533.

77. Howatson G, Bell PG, Tallent J et al. Effect of tart
cherry juice (Prunus cerasus) on melatonin levels and
enhanced sleep guality. European Journal of Nutrition
2012;51:969-916.



78. Liu A, Tipton R, Pan W et al. Tart cherry juice
increases sleep time in older adults with insomnia
(838.9). The FASEB Journal 2814;28:838-839.

79. waltonen M, Wiskanen L, Kangas A-P, Koskinen T. Effect
of melatonin-rich night-time milk on sleep and activity in
elderly institutionalized subjects. Wordic Journal of
Psuychiatry 26685;59:217-221.

88. Laird D, Drexel H. Experimenting with food and sleep.
I. Effects of varying types of foods in offsetting sleep
disturbances caused hy hunger pangs and gastric
distress-children and adults. Journal of the American
Dietetic Association 1934;16:89-94.

1. Hwang E, Shin 5. The effects of aromatherapy on sleep
improvement: A systematic literature review and
meta-analusis. Journal of Alternative and Complementary
Medicine 2615;21:61-68.

g2. Lillehei AS, Halcon LL. A& systematic rewview of the
effect of inhaled essential oils on sleep. Journal of
Alternative and Complementary Medicine 2614;26:441-451.

83. Herrera CP, Smith K, Atkinson F et al. High-glucaemic
index and -glycaemic load meals increase the awvailability
of tryptophan in healthy volunteers. The British Journal of
Nutrition 2611;165:1661-1686.

84. Yonewama 5, Sakural M, Nakamura K et al. Associations
bhetween rice, noodle, and bread intake and sleep guality
in Japanese men and women. PLOS One 2614;9:e165198.

85. Murakami K, Sasaki S, Takahashi ¥ et al. Dietary
glycemic index and load in relation to metabolic risk
factors in Japanese female farmers with traditional dietary
habits. The American Journal of Clinical MNutrition
2BRh;83:1161-1169.

86. Makashima M, Sakurai M, Nakamura K et al. Dietary
glycemic index, glycemic load and blood lipid levels in
middle-aged Japanese men and women. Journal of
Atherosclerosis and Thrombosis 2616;17:1682-1695.

87. Sakurai M, Nakamura K, Miura K et al. Dietary glucemic
index and risk of type 2 diabetes mellitus in middle-aged
Japanese men. Metabolism: Clinical and Experimental
2012;61:47-55.



88. Willett W, Manson J, Liu 5. Glycemic index, glucemic
load, and risk of type 2 diabetes. The American Journal of
Clinical Nutrition 2662;76:2745-2865.

89. Lin H-H, Tsai P-5, Fang 5-C, Liu J-F. Effect of
kiwifruit consumption on sleep guality in adults with
sleep problems. Asia Pacific Journal of Clinical Nutrition
2e11;26:169.

98. Huang ¥, Mazza G. Application of LC and LC-MS to the
analysis of melatonin and serotonin in edihble plants.
Critical Reviews in Food Science and Nutrition
2011;51:269-284,

91. Paredes 50, Korkmaz A, Manchester LC et al.
Phytomelatonin: A& review. Journal of Experimental Botany
2069;60:57-09.

92. 0ike H, 0Dishi K, Kobori M. Nutrients, clock genes, and
chrononutrition. Current Nutrition Reports 2614;3:284-21Z2.

93. Bravo R, Matito 5, Cubero J et al. Tryptophan-enriched
cereal intake improwves nocturnal sleep, melatonin,
serotonin, and total antioxidant capacity lewvels and mood
in elderly humans. Age (Dordrecht) 2613;35:1277-1285.

94. Bannal M, Kawai W, Ono K et al. The effects of glucine
on subjective daytime performance in partially
sleep-restricted healthy volunteers. Frontiers in Meurology
2812;3:61.



Chapter™:14: Parkinson’s Disease

1. Lees AJ, Hardy J, Revesz T. Parkinson’s disease. Lancet
2695 373:12655-2066.

2. Guerrero E, Vasudewvaraju P, Hegde ML et al. Recent
advances in alpha-synuclein functions, advanced glycation,
and toxicity: Implications for Parkinson’s disease.
Molecular Meurcbiology 2613;47:525-536.

3. Forno LS. Meuropathology of Parkinson’s disease. Journal
of Neuropathology and Experimental Meurology
1996;55:259-272.

4. Canning CG, Paul 55, Nieuwboer A. Prewvention of falls in
Parkinson’s disease: A review of fall risk factors and the
role of physical interwventions. Meurodegenerative Disease
Management 2814;4:283-221.

5. Wong SL, Gilmour H, Ramage-Morin PL. Parkinson’s
disease: Prevalence, diagnosis and impact. Health Reports
2@14;25:16-14,

6. Canning CG, Sherrington C, Lord SR et al. Exercise for
falls prevention in Parkinson disease: A randomized
controlled trial. Neurology 2815;84:364-312.

7. Goedert M, Spillantini MG, Del Tredici K, Braak H.
166 years of Lewy pathology. Nature reviews. Neurology
2813;9:13-24.

8. Goetz CG. The history of Parkinson’s disease: Early
clinical descriptions and neurological therapies. Cold
Spring Harbor Perspectives in Medicine 2611;1:a988862.

Figure 14.3 Traditional Mediterranean diet.

9. Hegde ML, Vasudevaraju P, Rao KJ. DNA induced
folding/Bbrillation of alpha-synuclein: New insights in
Parkinson’s disease. Frontiers in Bioscience (Landmark Ed)
2016;15:418-436.

16. Nuytemans K, Theuns J, Cruts M, Van Broeckhowen C.
Genetic etiology of Parkinson disease associated with
mutations in the SMCA, PARKZ, PINK1, PARKY, and LRRKZ
genes: A mutation update. Human Mutation 2616;31:763-786.

11. Musshaum RL, Ellis CE. Alzheimer’s disease and
FParkinson’s disease. The Mew England Journal of Medicine
2ae3;348:1356-1364.



12. Benavides 0, Alburguergue D, Chana-Cuewvas P. Burden
among caregivers of patients with Parkinson disease.
Revista Medica de Chile 2613;141:326-326.

13. Kowal 5L, Dall TM, Chakrabarti R et al. The current and
projected economic burden of Parkinson’s disease in the
United States. Movement Disorders: 0Official Journal of the
Movement Disorder Society 2813;28:311-318.

14. Defebvre L. Parkinson’s disease: Role of genetic and
environment factors. Involvement in everyday clinical
practice. Revue Neurologigue 2616;166:764-769.

15. Chen J, Guan £, Wang L et al. Meta-analysis:
Overweight, obesity, and Parkinson’s disease. International
Journal of Endocrinology 2814;2614:2639368.

16. Jiang W, Ju C, Jiang H, Zhang 0. Dairy foods intake and
risk of Parkinson’s disease: A dose-response meta-analuysis
of prospective cohort studies. European Journal of
Epidemiology 2614;29:613-619.

17. Collier TJ, Kanaan NM, Kordower JH. Ageing as a primary
risk factor for Parkinson’s disease: Evidence from studies
of non-human primates. Nature Reviews Neuroscience
2011;12:359-566.

18. Fereshtehnejad SM, Lokk J. Active aging for individuals
with Parkinson’s disease: DeBnitions, literature review,
and models. Parkinson’s Disease 2614;2614:739718.

19. Driver JA, Logroscino G, Gaziano JM, Kurth T. Incidence
and remaining lifetime risk of Parkinson disease in
advanced age. Neurology 2889;72:432-435.

26, Martin I, Dawson YL, Dawson TM. The impact of genetic
research on our understanding of Parkinson's disease.
Progress in Brain Research 2816;183:21-41.

21. Whiteford HA, Ferrari AJ, Degenhardt L et al. The
g¢lobal burden of mental, neurological and substance use
disorders: an analysis from the global burden of disease
study 2816. PLOS One 2015;16:e8116824.

22. HWooten GF, Currie LJ, Bovbjerg WE et al. Are men at
greater risk for Parkinson’s disease than women? Journal

of Meurology, MWeurosurgery, and Psuychiatry 2664;75:637-639.

23. Whitton PS. InBammation as a causative factor in the



aetiology of Parkinson’s disease. British Journal of
Pharmacology 2667;156:963-976.

24. Abbott RD, Ross GW, White LR et al. Midlife adiposity
and the future risk of Parkinson’s disease. Neurology
2eRz2;59:1651-16857.

25. Whitmer RA, Gunderson EF, Barrett-Connor E et al.
Ohesity in middle age and future risk of dementia: A 27
year longitudinal population based study. BMT
2065;330:1368.

26. Hu G, Jousilahti P, Nissinen A& et al. Body mass index
and the risk of Parkinson disease. Meurology
2086;67:1955-1959.

27. Spielman LJ, Little JP, Klegeris A. InBammation and
insulin/IGF-1 resistance as the possible link between
ohesity and neurodegeneration. Journal of Neuroimmunology
2e14;273:8-21.

28. Tsuruta R, Fujita M, Ono T et al. Hypergluycemia
enhances excessive superoxide anion radical generation,
oxidative stress, early inBlammation, and endothelial injury
in forebrain ischemiasreperfusion rats. Brain Research
2018;1389:155-163.

29. Mercer LD, Kelly BL, Horne MK, Beart PM. Dietary
poluphenols protect dopamine neurons from oxidative
insults and apoptosis: Investigations in primary rat
mesencephalic cultures. Biochemical FPharmacology
2005;69:339-545.

38. Simon KC, Chen H, Schwarzschild M, Ascherio A.
Hypertension, hypercholesterolemia, diahetes, and risk of
Parkinson disease. Neurology 2667;69:1688-1695.

31. Scigliano G, Musicco M, Soliveri P et al. Reduced risk
factors for wvascular disorders in Parkinson disease
patients: A case-control study. Stroke: A Journal of
Cerebral Circulation 2666;37:1184-1188.

32. Woo KS, Chook P, Lolin ¥I et al. Huperhomocysti(e)inemia
is a risk factor for arterial endothelial dysfunction in
humans. Circulation 1997;96:2542-2544.

33. Brouwer M, Koeman T, wan den Brandt PA et al.
Occupational exposures and Parkinson’s disease mortality in
a prospective Dutch cohort. Occupational and Environmental
Medicine 2815;72:448-455.



34. Zhang P, Tian B. Metabolic syndrome: An important risk
factor for Parkinson’s disease. Oxidative Medicine and
Cellular Longewvity 2614;2614:729194,

35. Horie K, Miyata T, Yasuda T et al. Immunohistochemical
localization of advanced glycation end products,
pentosidine, and carboxumethyllusine in lipofuscin pigments
of alzheimer’s disease and aged neurons. Biochemical and
Biophysical Research Communications 1997;236:327-332.

36. Reddy S, Bichler I, Hells-Knecht KJI et al.

MNe- (Carboxymethyl) lysine is a dominant advanced glycation
end product (AGE) antigen in tissue proteins. Biochemistry
1995;34:16872-18873.

37. Castellani RJ, Harris PL, Saure LM et al. Active
glycation in neuroBhbrillary pathology of Alzheimer disease:
MNe- (carboxymethyl) lysine and hexitol-lysine. Free Radical
Biology and Medicine 2681;31:175-186.

38. wlassara H, Uribarri J. Glycoxidation and diabetic
complications: Modern lessons and a warning? Reviews in
Endocrine & Metaholic Disorders 2664;5:181-188.

39. Goldberg T, Cai W, Peppa M et al. Advanced
g¢lycoxidation end products in commonly consumed foods.
Journal of the American Dietetic Association
2864;104:1287-1291.

46, Uribarri J, Woodruff S, Goodman 5 et al. Advanced
glycation end products in foods and a practical guide to
their reduction in the diet. Journal of the American
Dietetic Association 2616;116:911-916.

41. Tan D, Wang %, Lo CY¥ et al. Methylglyoxal: Its presence
in beverages and potential scavengers. Annals of the New
York Academy of Sciences 2888;1126:72-75.

42. Mallipattu SK, Uribarri J. Advanced glycation end
product accumulation: A new enemy to target in chronic
kidney disease? Current Opinion in Mephrology and
Huypertension 2614;23:547-554.

43. ¥lassara H, Uribarri J. Advanced glycation end products
(AGE) and diabetes: Cause, effect, or both? Current
Diabetes Reports 2614;14:453.

44, Hest RK, Moshier E, Lubitz I et al. Dietary advanced
glycation end products are associated with decline in



memory in young elderly. Mechanisms of Ageing and
Development 2614;146:16-12.

45. Lee D, Park CHW, Paik SR, Choi KY¥. The modiBication of
alpha-sunuclein by dicarbonyl compounds inhibits its
bril-forming process. Biochimica et Biophysica Acta
2089;1794:421-438.

46. Padmaraju Vv, Bhaskar JIJ, Prasada Rao UT et al. Role of
advanced glycation on aggregation and ODNA hinding
properties of alpha-synuclein. Journal of Alzheimer’s
Disease 2611;24(Suppl 2):211-221.

47. Chen L, Wei ¥, Wang ¥, He R. Ribosylation rapidly
induces alpha-synuclein to form highly cytotoxic molten
g¢lobules of advanced glycation end products. PLoS One
2010;5:29052.

48. Guerrero E, Vasudewvaraju P, Hegde ML et al. Recent
advances in o-synuclein functions, advanced glycation, and
toxicity: Implications for Parkinson’s disease. Molecular
Neurohiology 2613;47:525-536.

49, Dalfo E, Portero-0tin M, Auala ¥ et al. Evidence of
oxidative stress in the neocortex in incidental Lewy body
disease. Journal of Meuropathology and Experimental
Neurology 26@85;64:816-836.

56. Salahuddin P, Rabbani G, Khan RH. The role of advanced
glycation end products in wvarious types of
neurodegenerative disease: A therapeutic approach. Cellular
& Molecular Biology Letters 2@14;19:467-437.

51. Lannuzel A, Hoglinger GU, Champy P et al. Is atupical
parkinsonism in the Caribbean caused by the consumption of
Annonacae? Journal of Neural Transmission: Supplementum
2006;76:153-157.

52. Lannuzel A, Hoglinger GU, Verhaeghe S et al. Atupical
parkinsonism in Guadeloupe: & common risk factor for two
closely related phenotypes? Brain: A Journal of Neurology
2067;139:316-827.

53. Torres MP, Rachagani 5, Purohit ¥ et al. Graviola: A
novel promising natural-derived drug that inhibits
tumorigenicity and metastasis of pancreatic cancer cells
in witro and in wivo through altering cell metabolism.
Cancer Letters Z@12;323:29-4@.

54. Dal ¥, Hogan 5, Schmelz EM et al. Selective growth



inhibition of human breast cancer cells by graviola fruit
extract in vitro and in wvivo involving downregulation of
EGFR expression. Wutrition and Cancer 2611;63:795-8481.

55. Gao ¥, Chen H, Fung TT et al. Prospective study of
dietary pattern and risk of Parkinson disease. The
American Journal of Clinical Mutrition 2667;86:1486-1494,

56. Okubo H, Miyake ¥, Sasaki S et al. Dietary patterns and
risk of Parkinson’s disease: A case-control study in

Japan. European Journal of MNeurology: The Official Journal
of the European Federation of Meurological Societies
2012;19:681-638.

57. Abbott RD, Ross GW, White LR et al. Environmental,
life-style, and physical precursors of clinical Parkinson’s
disease: Recent Bndings from the Honolulu-fAsia Aging Study.
Journal of Meurology 2663;256(5uppl 3):III36-III39.

58. Costa J, Lunet MW, Santos C et al. Caffeine exposure and
the risk of Parkinson’s disease: & systematic review and
meta-analusis of ohserwvational studies. Journal of
Alzheimer’s Disease 2016;26(Suppl 1):5221-5238.

59. Ascherio A, Zhang SM, Hernan MA et al. Prospective
study of caffeine consumption and risk of Parkinson’s
disease in men and women. Annals of Meurology
2081;56:56-63.

68, Tanaka K, Miyake ¥, Fukushima W et al. Intake of
Japanese and Chinese teas reduces risk of Parkinson’s
disease. Parkinsonism & Related Disorders 2611;17:446-454,

61. Alcalay BN, Gu ¥, Mejla-Santana H et al. The
association between Mediterranean diet adherence and
Parkinson’s disease. Movement Disorders: Official Journal
of the Movement Disorder Society 26812;27:771-774.

62. D1 Giovanni G. A diet for dopaminergic neurons? Journal
of Meural Transmission. Supplementa 2669;73:317-331.



Chapter™:15: Cancer

1. Hanahan D, Weinberg RA. The hallmarks of cancer. Cell
caeas1ae:57-7a.

2. Hanahan D, Weinherg RA. Hallmarks of cancer: The next
generation. Cell 2811;144:646-674.

3. Carmeliet P. Cardiovascular biology. Creating unigue
hlood wvessels. MNature 2861;412:868-869.

4. Gilkes DM, Semenza GL. Role of hypoxia-inducible factors
in breast cancer metastasis. Future Oncology
281359:1623-1636.

5. vadlapatla RK, Vadlapudi AD, Mitra AK. Hypoxia-inducible
factor-1 (HIF-1): A potential target for intervention in
ocular neovascular diseases. Current Drug Targets
2313;14:919-935.

6. Tang CM, Yu J. Hypoxia-inducible factor-1 as a
therapeutic target in cancer. Journal of Gastroenterology
Hepatology 2813;28:461-465,

7. Losso JN, Bawadi HA. Hypoxia inducible factor pathways
as targets for functional foods. Journal of Agricultural
and Food Chemistry 2685;53:3751-3768.

8. Lambrechts D, Lenz HT, de Haas S et al. Markers of
response for the antiangiogenic agent bhewvacizumab. Journal
of Clinical Oncology: Official Journal of the American
Society of Clinical Oncology 2613;31:1219-1234.

9. Augustin HG. Angiogenesis research—-Quo wvadis?. Der
Ophthalmologe: Zeitschrift der Deutschen
Ophthalmologischen Gesellschaft 2e63;166:1084-11@.

16. Jain RK. Antiangiogenesis strategies revisited: From
starving tumors to alleviating hypoxia. Cancer Cell
2814326 :605-622 .

11. De Milito A, Fais 5. Tumor acidity, chemoresistance and
proton pump inhibitors. Future Oncology 2665;1:779-786.

12. Ban JJ, Lee M, Im W, Kim M. Low pH increases the yield
of exosome isolation. Biochemical and Biophysical Research
Communications 2615;461:76-79.

13. Losso JN, Truax RE, Richard G. Trans-reswveratrol
inhibits hyperglycemia-induced inBammation and connexin



downregulation in retinal pigment epithelial cells. Journal
of Agricultural and Food Chemistry 2616;58:8246-8252.

14. Ham M, Moon A. InBammatory and microenvironmental
factors involved in breast cancer progression. Archives of
Pharmacal Research 2613;36:1419-1431.

15. Momi N, Kaur 5, Krishn SR, Batra SK. Discowvering the
route from inBammation to pancreatic cancer. Minerwva
Gastroenterologica e Dietologica 2612;58:283-297.

16. Saito K, Kihara K. C-reactive protein as a bilomarker
for urological cancers. Nature Reviews: Urology
2811;8:659-666.

17. Solinas G, Marchesi F, Garlanda C et al.
InBammat ion-mediated promotion of invasion and metastasis.
Cancer Metastasis Reviews 2616;29:243-248.

18. Lin ¥, Totsuka ¥, He ¥ et al. Epidemiology of
esophageal cancer in Japan and China. Journal of
EpidemiologysJapan Epidemiological Association
2015;23:233-242.

19. Siegel R, MWaishadham D, Jemal A. Cancer statistics,
2613, A Cancer Journal for Clinicians 2613;63:11-34.

26, Siegel R, Ma J, Zou 2, Jemal A. Cancer statistics,
2614, A Cancer Journal for Clinicians 2614;64:9-29.

21. Jang R, Darling G, HWong RK. Multimodality approaches
for the curative treatment of esophageal cancer. Journal of
the Mational Comprehensive Cancer Metwork 2615;13:229-238.

22. Alexandre L, Long E, Beales IL. Pathophysiological
mechanisms linking ohesity and esophageal adenocarcinoma.
World Journal of Gastrointestinal Pathophysiology
2B14;5:534-549,

23. Jiao L, Kramer JR, Chen L et al. Dietary consumption of
meat, fat, animal products and advanced glycation
end-products and the risk of Barrett’s oesophagus.
Alimentary Pharmacology & Therapeutics 2613;38:817-824.

24. Meyerhardt JA, Sato K, Niedzwiecki D et al. Dietary
glycemic load and cancer recurrence and surwvival in
patients with stage III colon cancer: Findings from CALGE
89863. Journal of the Mational Cancer Institute
2812;104:1702-1711.



25. Sieri S, Krogh ¥, Agnoli C et al. Dietary glycemic
index and glucemic load and risk of colorectal cancer:
Results from the EPIC-Italy study. International Journal of
Cancer 2814;36:2923-2931.

26. Fuchs MA, Sato K, Niedzwiecki D et al. Sugar-sweetened
heverage intake and cancer recurrence and surwival in
CALGE 89863 (Alliance). PLoS One 2614;9:299816.

27. Pericleous M, Mandair D, Caplin ME. Diet and
supplements and their impact on colorectal cancer. Journal
of Gastrointestinal Oncology 2613;4:469-423.

28. Yadav D, Lowenfels AB. The epidemiology of pancreatitis
and pancreatic cancer. Gastroenterology
2a13;144:1252-1261.

29. Thiebaut AC, Jiao L, Silverman DT et al. Dietary fatty
acids and pancreatic cancer in the WIH-AARP diet and
health study. Journal of the National Cancer Institute
2e69;101:1881-1611.

36. Jiao L, Stolzenherg-Solomon R, Zimmerman TP et al.
Dietary consumption of advanced glycation end products and
pancreatic cancer in the prospective WNIH-AARP Diet and
Health Study. The American Journal of Clinical Mutrition
2815;101:126-134.

31. Chan JM, Gong 2, Holly EA, Bracci PM. Dietary patterns
and risk of pancreatic cancer in a large population-based
case-control study in the San Francisco Bay Area: Nutrition
and Cancer 2613;65:157-164.

32. Inoue-Choi M, Flood A, Robien K, Anderson K. Nutrients,
food groups, dietary patterns, and risk of pancreatic
cancer in postmenopausal women. Cancer Epidemiology,
Biomarkers & Prewvention: A Publication of the American
fAssociation for Cancer Research, cosponsored by the
American Society of Prewventive Oncology 2611;26:711-714.

33. Michaud DS, Skinner HG, Wu K et al. Dietary patterns
and pancreatic cancer risk in men and women. Journal of
the MWational Cancer Institure 2665;97:518-524.

34. Bhandari R, Kelley GA, Hartley TA, Rockett IR.
Metabolic syndrome is associated with increased breast
cancer risk: A systematic review with meta-analusis.
International Journal of Breast Cancer 2614;2614:189384.

35. Esposito K, Chiodini P, Capuano A et al. Metabolic



syndrome and postmenopausal breast cancer: Systematic
review and meta-analysis. Menopause 2613;26:1361-1389.

36. Hauner D, Hauner H. Metabolic syndrome and breast
cancer: Is there a link? Breast Care (Basel)
2014;9:277-281.

37. Scalera A, Tarantino G. Could metabolic syndrome lead
to hepatocarcinoma via non-alcoholic fatty liver disease?
World Journal of Gastroenterology 2614;26:9217.

38. Klein J, Dawson LA, Tran TH et al. Metaholic
syndrome-related hepatocellular carcinoma treated by
volumetric modulated arc therapy. Current Oncology
2814;21:e340-344,

39. Stocks T, Bjorge T, Ulmer H et al. Metahbolic risk
score and cancer risk: Pooled analusis of sewven cohorts.
International Journal of Epidemiology 2615, doi:
18.1893/1 jes/dyveal.

46, Esposito K, Chiodini P, Colao A et al. Metabolic
syndrome and risk of cancer: 8 systematic review and
meta-analusis. Diahetes Care 2612;35:2462-2411.

41. Albuguergue RC, Baltar YT, Marchioni DM. Breast cancer
and dietary patterns: A systematic review. MNutrition
Reviews 2614;72:1-17.

42. Stern MC, Umbach DM, %Yu MC et al. Hepatitis B,

aflatoxin B(1), and p53 codon 249 mutation in

hepatocellular carcinomas from Guangxi, People’s Republic
of China, and a meta-analusis of existing studies. Cancer
Epidemiology, Biomarkers & Prevention: A Publication of the
American Association for Cancer Research, Cosponsored by
the American Society of Preventive Oncology
2e61;18:617-625.

43. Michaelsson K, Wolk A, Langenskiold S et al. Milk
intake and risk of mortality and fractures in women and
men: Cohort studies. BMT 2614;349:g6615.

44, Schwingshackl L, Hoffmann G. Adherence to Mediterranean
diet and risk of cancer: A sustematic review and
meta-analusis of ohserwvational studies. International
Journal of Cancer 2614;135:1884-1897.

45, Grosso G, Buscemi S, Galvano F et al. Mediterranean
diet and cancer: Epidemiological evidence and mechanism of
selected aspects. BMC Surgery 2613;13(Suppl 2):514.



46. MNielsen SE, Young JF, Daneshvar B et al. Effect of
parsley (Petroselinum crispum) intake on urinary apigenin
excretion, blood antioxidant enzumes and hiomarkers for
oxidative stress in human subjects. The British Journal of
Nutrition 1999;81:447-455.

47. Tong ¥, Pelling JC. Targeting the PI3K/Akt/mTOR axis by
apigenin for cancer prewvention. Anti-Cancer Agents in
Medicinal Chemistry 2613;13:971-978.

48. Shukla S, Gupta 5. Apigenin: A promising molecule for
cancer prevention. Pharmaceutical Research
2010;27:962-978.

49, Aggarwal BB, Yan Kuiken ME, Iuer LH et al. Molecular
targets of nutraceuticals derived from dietary spices:
Potential role in suppression of inBammation and
tumorigenesis. Experimental Biology and Medicine (Maywood)
2669;234:825-849.

58, Panda 5, Kar A. Apigenin (47,5,7-trihydroxyBavone)
regulates hyperglycaemia, thuroid dysfunction and lipid
peroxidation in alloxan-induced diabetic mice. The Journal
of Pharmacy and Pharmacology 2667;59:1543-1548.

51. Yunoki K, Sato M, Seki K et al. Simultaneous
guantification of plant glyceroglucolipids including
sulfoguinovosyldiacylglycerol by HPLC-ELSD with binary
gradient elution. Lipids 2889;44:77-83.

52. Crous-Bou M, Fung TT, Prescott J et al. Mediterranean
diet and telomere length in Nurses’ Health Study:
Population based cohort study. BMJ 2614;349:26674.

53. Willcox BJ, Willcox DC. Caloric restriction, caloric
restriction mimetics, and healthy aging in Okinawa:
Controversies and clinical implications. Current Opinion in
Clinical Wutrition and Metabolic Care 2614;17:51-58.

54. Willcox BJ, Willcox DC, Todoriki H et al. Caloric
restriction, the traditional Okinawan diet, and healthy
aging: The diet of the world’s longest-lived people and its
potential impact on morbidity and life span. Annals of the
MNew York Academy of Sciences 2667;1114:434-455,

55. Yang %, Zhang D, Feng N et al. Increased intake of
vegetables, but not fruit, reduces risk for hepatocellular
carcinoma: A meta-analysis. Gastroenterology
2814;147:1831-1842.



56. Le LT, Sabate J. Bewond meatless, the health effects of
vegan diets: Findings from the Adventist cohorts.
Nutrients 2614;6:2131-2147.

57. Orlich MJ, Singh PN, Sabate J et al. Vegetarian dietary
patterns and mortality in Adventist Health Study 2. JAMA
Internal Medicine 2813;173:1236-1238.

58. Fraser GE. Vegetarian diets: What do we know of their
effects on common chronic diseases? The American Journal
of Clinical Nutrition 2869;89:16675-16125.

59. Nebeling LC, Miraldi F, Shurin 5B, Lerner E. Effects of
a ketogenic diet on tumor metabolism and nutritional

status in pediatric oncology patients: Two case reports.
Journal of the American College of Mutrition

1995; 14:262-268 .

68, Zuccoli G, Marcello N, Pisanello A et al. Metabolic
management of gliohlastoma multiforme using standard
therapy together with a restricted ketogenic diet: Case
report. Mutrition & Metabolism (London) 2816;7:33.

61. Schmidt M, Pfetzer N, Schwab M et al. Effects of a
ketogenic diet on the guality of life in 16 patients with
advanced cancer: A pilot trial. Nutrition & Metabolism
{London) 2811;8:54.

62. Allen BG, Bhatia 5K, Anderson CM et al. Ketogenic diets
as an adjuvant cancer therapy: History and potential
mechanism. Redox Biology 2814;2C:963-974.

63. Whalen KA, McCullough M, Flanders WD et al. Paleolithic
and Mediterranean diet pattern scores and risk of

incident, sporadic colorectal adenomas. American Journal of
Epidemiology 2614;186:1888-1697.

64. Hutton JL, Martin L, Field CJ et al. Dietary patterns
in patients with advanced cancer: Implications faor
anorexia-cachexia therapy. The American Journal of Clinical
Nutrition 2666;84:1163-1176.

65. Perboni 5, Inui A. Anorexia in cancer: Role of
feeding-regulatory peptides. Philosophical Transactions of
the Royal Society of London: Series B, Biological Sciences
28R 361:1281-1289.

66. Ebadi M, Mazurak WC. Evidence and mechanisms of fat
depletion in cancer. Nutrients 2614;6:5286-5297.



67. Ringseis R, Keller T, Eder K. Mechanisms underluing the
anti-wasting effect of L-carnitine supplementation under
pathologic conditions: Evidence from experimental and
clinical studies. European Journal of Nutrition
2B13;52:1421-1442.

68. Losso JM, Holliday DL, Finley JW et al. Fenugreek
hread: A treatment for diabetes mellitus. Journal of
Medicinal Food 26@9;12:1646-1649.

69. Kim HY, Okubo T, Juneja LR, Yokozawa T. The protective
role of amla (Emblica ofBicinalis Gaertn.) against
fructose-induced metabolic sundrome in a rat model. The
British Journal of Nutrition 2616;183:562-512.

78, Koshy SM, Bobhy 2, Hariharan AP, Gopalakrishna SM. Amla
(Emblica ofBicinalis) extract is effective in preventing
high fructose diet-induced insulin resistance and
atherogenic dyslipidemic profile in ovariectomized female
albino rats. Menopause 2812;19:1146-1155.

71. Kumar SA, Brown L. Seaweeds as potential therapeutic
interventions for the metabolic sundrome. Rewviews in
Endocrine & Metaholic Disorders 2613;14:299-368.

72. Maeda H, Tsukui T, Sashima T et al. Seaweed carotenoid,
fucoxanthin, as a multi-functional nutrient. Asia Pacific
Journal of Clinical Nutrition 2668;17(Suppl 1):196-199.

73. Teas J, Baldedn ME, Chiriboga DE et al. Could dietary
seaweed reverse the metabolic sundrome? Asia Pacific
Journal of Clinical Wutrition 2669;18:145.

74. Kellow WJ, Coughlan MT, Savige G5, Reid CM. Effect of
dietary prebiotic supplementation on adwanced glycation,
insulin resistance and inBammatory biomarkers in adults
with pre-diabetes: A study protocol for a double-blind
placebo-controlled randomised crossover clinical trial. BMC
Endocrine Disorders z614;14:55.

75. Smith RN, Agharkar AS, Gonzales EB. A rewview of
creatine supplementation in age-related diseases: More
than a supplement for athletes. FlégéResearch 2814;3:222.

76. Zick SM, Sen A, Han-Markey TL, Harris RE. Examination
of the association of diet and persistent cancer-related
fatigue: A pilot study. Oncology Mursing Forum
2015;40:E41-E49,



77. George SM, Alfano CH, Neuhouser ML et al. Better
postdiagnosis diet guality is associated with less
cancer-related fatigue in breast cancer surwvivors. Journal
of Cancer Survivorship: Research and Practice
2B14;8:686-687.

78. Bansode FW, Arya KR, Singh RK, Warender T.
Dose-dependent effects of Asparagus adscendens root (AARR)
extract on the anabolic, reproductive, and sexual
bhehavioral activity in rats. Pharmaceutical Biology
2015;53:192-208,

79. Guest DD, Evans EM, Rogers LQ. Diet components
assocliated with perceived fatigue in breast cancer
survivors., European Journal of Cancer Care 2613;22:51-59.



Chapter™:16: Alzheimer’s Disease

1. Alzheimer A. Oher eine eigennartige Erkrankung der
Hirnrinde. Allg Zeitschr Psychiatr 1967;64:146-148.

2. Mayeux R. Epidemiology of neurodegeneration. Annual
Review of MNeuroscience 26863;26:81-184.

3. Lopez OL. The growing burden of Alzheimer’s disease. The
American Journal of Managed Care 2611;17(Suppl
13):5339-5345.

4. Barnes DE, Yaffe K. The projected effect of risk factor
reduction on Alzheimer’s disease prevalence. The Lancet
Neurology 2611;18:5819-828.

5. Cho MJ, Lee J¥, Kim BS et al. Prevalence of the major
mental disorders among the Korean elderly. Journal of
Korean Medical Science 2811;26:1-1@.

6. Qiu C, Kivipelto M, won Strauss E. Epidemiology of
Alzheimer’s disease: Occurrence, determinants, and
strategies toward interwvention. Dialogues in Clinical
Meuroscience 2869;11:111-128.

7. Kalaria RN, Maestre GE, Arizaga R et al. Alzheimer’s
disease and vascular dementia in developing countries:
Prevalence, management, and risk factors. The Lancet
Neurology 26858;7:812-826.

8. Chen JH, Lin KP, Chen ¥C. Risk factors for dementia.
Journal of the Formosan Medical Association
208695 188:754-764 .,

9. Takeda M, Tanaka T, Okochi M. Editorial: New drugs for
Alzheimer’s disease in Japan. Psychiatry and Clinical
Neurosciences 2611;65:399-464,

16. Musshaum RL, Ellis CE. Alzheimer’s disease and
FParkinson’s disease. The Mew England Journal of Medicine
2ae3;348:1356-1364.

11. Fjellstrom C, Starkenberg A, HWesslen A et al. To be a
good food provider: An exploratory study among spouses of
persons with alzheimer’s disease. American Journal of
Alzheimer’s Disease and O0ther Dementias 2818;25:521-576.

12. Association. As. Prevalence and cost of Alzheimer. 2@16.

13. Pasinetti GM, Eberstein JA. Metabolic syndrome and the



role of dietary lifestyles in Alzheimer’s disease. Journal
of Meurochemistry 2668;166:1563-1514.

14. Kiencke P, Daniel D, Grimm C, Rychlik R. Direct costs
of alzheimer’s disease in Germany. The European Journal of
Health Economics: Health Economics in Prewvention and Care
2011;12:533-539.

15. Stanger 0, Fowler B, Pilertzik K et al. Homocusteine,
folate and vitamin B12 in neuropsuchiatric diseases: Review
and treatment recommendations. Expert Rewiew of
Neurotherapeutics 2669;9:1393-141Z2.

16. Troen BR. The biology of aging. The Mount Sinai Journal
of Medicine, MNew York 28683;78:3-22.

17. Jorm AF, Jolley D. The incidence of dementia: A
meta-analusis. Neurology 1998;51:728-733.

18. Barak %, Aizenberg D. Is dementia preventable? Focus on
filzheimer’s disease. Expert Review of Meurotherapeutics
2a16;16:1689-1698.

19. Kukull WA, Higdon R, Bowen JD et al. Dementia and
Alzheimer disease incidence: A prospective cohort study.
Archives of Meurology 28662;59:1737-1746.

2. Igbal K, Grundke-Igbal I. Aalzheimer’s disease, a
multifactorial disorder seeking multitherapies. Alzheimers
Dement 2918;6:426-424.

21. Igbal K, Grundke-Ighal I. Opportunities and challenges
in developing Alzheimer disease therapeutics. Acta
MNeuropathologica 2611;122:543-549.

22. Minati L, Edginton T, Bruzzone MG, Giaccone G. Current
concepts in Alzheimer’s disease: @ multidisciplinary
review., American Journal of alzheimer’s Disease and Other
Dementias 2669;24:95-121.

23. Zhang CE, Wei W, Liu ¥H et al. Hyperhomocuysteinemia
increases beta-amyloid by enhancing expression of
gamma-secretase and phosphorylation of amyloid precursor
protein in rat brain. The american Journal of Pathology
2869;174:1481-1491.

24. Herrmann W, Obeid R. Homocuysteine: & hiomarker in
neurodegenerative diseases. Clinical Chemistry and
Laboratory Medicine 2611;49:435-441,



25. Smach MAa, Jacob W, Golmard JL et al. Folate and
homocysteine in the cerebrospinal Buid of patients with
Alzheimer’s disease or dementia: & case control study.
European Meurology 2611;65:278-275.

26. Faux NG, Ellis KA, Porter L et al. Homocysteine,
vitamin B12, and folic acid levels in Alzheimer’s disease,
mild cognitive impairment, and healthy elderly: Baseline
characteristics in subjects of the Australian Imaging
Biomarker Lifestyle study. Journal of Alzheimer’s Disease
2011;27:969-922,

27. Denham H. Free radical theory of aging. Mutation
Research/DNAging 1992;275:257-2664.

28. Troen BR. The hiology of aging. Mount Sinal Journal of
Medicine 2663;76:3-22.

29. Harper ME, Bewilacgua L, Hagopian K et al. Ageing,
oxidative stress, and mitochondrial uncoupling. Acta
Physiologica Scandinavica 28a4;182:321-331.

36. Pak JW, Herbst A, Bua E et al. Mitochondrial DNA
mutations as a fundamental mechanism in physiological
declines associated with aging. Aging Cell 2683;2:1-7.

31. Gatz M, Reynolds CA, Fratiglioni L et al. Role of genes
and environments for explaining Alzheimer disease.
Archives of General Psychiatry 2666;63:168-174.

32. Jarvik L, LaRue A, Blacker D et al. Children of persons
with Alzheimer disease: What does the future hold?
Alzheimer Disease and Assoclated Disorders 2868;22:6-28.

33. Egensperger R, Kosel 5, Schnopp MM et al. Association
of the mitochondrial tRNA(A4336G) mutation with
Alzheimer’s and Parkinson’s diseases. Meuropathology and
Applied Meurobiology 1997:;23:315-321.

34. Coon KD, Myers AJ, Cralg DW et al. A high-density
whole-genome association study reveals that APOE is the
major susceptibility gene for sporadic late-onset
filzheimer’s disease. Journal of Clinical Psychiatry
2007;68:613-618.

35. George-Hyslop PH. Molecular genetics of @lzheimer’s
disease. Biological Psychiatry 2e66;47:183-199.

36. Mosconi L, Berti ¥, Swerdlow RH et al. HMaternal
transmission of Alzheimer’s disease: Prodromal metabolic



phenotype and the search for genes. Human Genomics
2a10;4:178-193.

37. ¥iang ¥, ¥u G, Weigel-van aken KA. Lactic acid induces
aberrant amyloid precursor protein processing by promoting
its interaction with endoplasmic reticulum chaperone
proteins. PLOS One 2616:;5:e13826.

358. HMuller U, Winter P, Graeber MB. Alois Alzheimer’s case,
Auguste 0., did not carry the N141I mutation in PSENZ
characteristic of Alzheimer disease in Volga Germans.
Archives of Meurology 2611;68:1216-1211.

39. Yu CE, Marchani E, Nikisch G et al. The N141I mutation
in PSENZ: Implications for the guintessential case of
Alzheimer disease. Archives of Meurology 2616;67:631-633.

4¢. Beard CM, Kokmen E, 0’Brien PC, Kurland LT. Are
patients with alzheimer’s disease surviving longer in
recent years? Neurology 1994;44:1869-1871.

41. Ripich DM, Petrill SA, HWhitehouse PJ, Ziol EW. Gender
differences in language of AD patients: A longitudinal
study. Neurology 1995;45:299-362,

42. Kalaria RN, Maestre GE, Arizaga R et al. Alzheimer’s
disease and vascular dementia in developing countries:
Prevalence, management, and risk factors. The Lancet
Neurology 26658;7:812-826.

43. Cho MJ, Lee J¥, Kim BS et al. Prevalence of the major
mental disorders among the Korean elderly. Journal of
Korean Medical Science 2811;26:1-16.

44, Kidd PM. Alzheimer’s disease, amnestic mild cognitive
impairment, and age-associated memory impairment: Current
understanding and progress toward integrative prevention.
Alternative Medicine Rewview: A Journal of Clinical
Therapeutic 2668;13:85-115.

45, Zigman WB, Devenny DA, Krinsky-McHale 57 et al.
Alzheimer’s disease in adults with down syndrome.
International Rewiew of Research in Mental Retardation
20058536 163-145,

46. Krinsky-McHale 57, Devenny DA, Gu H et al. Successful
aging in a 7@-year-old man with down syndrome: A case
study. Journal of Intellectual & Developmental Disability
20058;46:215-228.



47. werghese PB, Castellano JM, Holtzman DM. Apolipoprotein
E in Aalzheimer’s disease and other neurological disorders.
The Lancet Meurology 2611;18:241-252.

48. Dekosky ST, Ahrahamson EE, Ciallella JR et al.
Association of increased cortical soluble abetadz levels
with diffuse plagues after severe brain injury in humans.
Archives of Meurology 2687;64:541-544,

49, Pratico D, Uryu K, Leight 5 et al. Increased lipid
peroxidation precedes amyloid plague formation in an
animal model of Alzheimer amyloidosis. The Journal of
Neuroscience: The Official Journal of the Society for
Neuroscience 2661;21:4183-4187.

58. McGrath LT, McGleenon BM, Brennan S et al. Increased
oxidative stress in Alzheimer’s disease as assessed with
4-hydroxunonenal but not malondialdehyde. OJM

2001394 :485-49a,

51. Drake J, Petroze R, Castegna A et al. 4-Hudroxunonenal
oxidatively modiBes histones: Implications for Alzheimer’s
disease. Neuroscience Letters 2664;356:155-158.

52. kKeller JM, Schmitt FA, Scheff SW et al. Evidence of
increased oxidative damage in subjects with mild cognitive
impairment. Meurology 2665;64:1152-1156.

53. Ding G, Dimayuga E, Keller JN. Oxidative damage,
protein synthesis, and protein degradation in Aalzheimer’s
disease. Current Alzheimer Research 2667;4:73-79.

54. ¥Witek MP, Bhattacharua K, Glendening JM et al. Advanced
glycation end products contribute to amyloidosis in
Alzheimer disease. Proceedings of the National Academy of
Sciences of the United States of America

1994;91:4766-4774.

55. Yan 50, Chen ¥, Schmidt aM et al. Glycated tau protein
in Alzheimer disease: A mechanism for induction of oxidant
stress. Proceedings of the National Academy of Sciences of
the United States of America 1994;91:7787-7791.

56. Sato T, Shimogaito N, Hu ¥ et al. Toxic adwvanced
glycation end products (TAGE) theory in Alzheimer’s
disease. American Journal of Alzheimer’s Disease and Other
Dementias 2@66;21:197-268.

57. Smith MA, Sayre LM, Witek MP et al. Early AGEing and
Alzheimer’s. Nature 1995;374:316.



58. Luth HJ, Ogunlade ¥, Kuhla B et al. Age- and
stage-dependent accumulation of advanced glycation end
products in intracellular deposits in normal and
Alzheimer’s disease brains. Cerebral Cortex
2005;15:211-228,

59. Ko LW, Ko EC, MWacharaju P et al. an immunochemical
study on tau glycation in paired helical Blaments. Brain
Research 1999;836:361-313.

68, fad G, Abbott B, Abdallah J et al. Search for new
particles in two-jet Bnal states in ¥ TeVY proton-proton
collisions with the ATLAS detector at the LHC. Phusical
Review Letters 2616;165:161861.

61. Srikanth v, Maczurek A, Phan T et al. Advanced
g¢lycation endproducts and their receptor RAGE in
filzheimer’s disease. Meurobiology of Aging 2611;32:763-777.

62. Prat A, Behrendt M, Marcinkiewicz E et al. A novel
mouse model of Alzheimer’s disease with chronic estrogen
deficiency leads to g£lial cell activation and hupertrophy.
Journal of Aging Research 2811;2611:251517.

63. Thambisetty M, Simmons A, Welayudhan L et al.
fssociation of plasma clusterin concentration with
severity, pathology, and progression in Alzheimer disease.
Archives of General Psychiatry 2616;67:739-748.

64. Clark IA, Alleva LM, ¥Wissel B. The roles of TNF in
brain dysfunction and disease. Pharmacology & Therapeutics
2010;128:519-543.

5. Guglielmotto M, Aragno M, Tamagno E et al. AGEs/RAGE
complex upregulates BACEL wvia NF-kappaB pathway
activation. Meurobiology of Aging 2612;33:196 ell3-el27.

66. Milionis HJ, Florentin M, Giannopoulos 5. Metabolic
syndrome and Alzheimer’s disease: @ link to a wvascular
hypothesis? CNS Spectrums 2888;13:666-613.

67. Faroogui AA, Faroogul T, Panza F, Frisardi ¥. Metabolic
syndrome as a risk factor for neurological disorders.
Cellular and Molecular Life Sciences 2612;69:741-762.

68. Garcia-Lara JM, Aguilar-Navarro 5, Gutierrez-Robledo
LM, Avila-Funes JA. The metabolic syndrome, diabetes, and
filzheimer’s disease. Revista de Investigacion Clinica
2016;62:343-349.



69. Whitmer RA, Gunderson EP, Quesenberry CP, Jr. et al.
Body mass index in midlife and risk of Alzheimer disease
and vascular dementia. Current Alzheimer Research
2pe7;4:183-169,

78, Qiu C, Kivipelto M, von Strauss E. Epidemiology of
Alzheimer’s disease: Occurrence, determinants, and
strategies toward interwvention. Dialogues in Clinical
Neuroscience 2869;11:111-128.

71. Sun M-K, Alkon DL. Links between @lzheimer’s disease
and diabetes. Drugs of Today 2666;42:451.

72. Zhao WQ, Townsend M. Insulin resistance and
amyloidogenesis as common molecular foundation for tupe 2
diabetes and Alzheimer’s disease. Biochimica et Biophysica
Acta 2689;1792:482-496.

73. Craft S, Peskind E, Schwartz MW et al. Cerebrospinal
uid and plasma insulin levels in Alzheimer’'s disease:
Relationship to severity of dementia and apolipoprotein E
genotype. Meurology 1998:;56:164-168.

74, Craft 5. The role of metabolic disorders in Alzheimer
disease and vascular dementia: Two roads converged.
Archives of Meurology 2689;66:366-365,

75. Baker LD, Cross DJ, Minoshima S et al. Insulin
resistance and Alzheimer-1like reductions in regional
cerebral glucose metabolism for cognitively normal adults
with prediabetes or early tupe 2 diabetes. Archives of
Neurology 2611;68:51-57.

76. Arvanitakis Z, Wilson RS, Bienias JL et al. Diabetes
mellitus and risk of Alzheimer disease and decline in
cognitive function. Archives of Meurology 2664;61:661-666.

77. Akomolafe A, Beiser A, Meigs JB et al. Diabetes
mellitus and risk of developing Alzheimer disease: Results
from the Framingham Study. Archives of Neurology
2BRh;63:1551-1555.

78. Irie F, Fitzpatrick AL, Lopez OL et al. Enhanced risk
for Aalzheimer disease in persons with type 2 diabetes and
APOE epsilond: The Cardiowvascular Health Study Cognition
Study. Archives of Neurology 266G5;65:39-93.

79. Roberts RO, Geda YE, Knopman DS et al. Association of
duration and severity of diabetes mellitus with mild



cognitive impairment. Archives of Meurology
20Rg;65: 1066-1073.

88, Xu W, Qiu C, Gatz M et al. Mid- and late-life diahetes
in relation to the risk of dementia: A& populationbased twin
study. Diabetes 2669;58:71-77.

81. Williams JW, Plassman BL, Burke J, Benjamin 5.
Preventing Alzheimer’s disease and cognitive decline.
Evidence ReportsTechnology Assessment (Full Report)
2n1e:1-727.

82. Biessels GJ, Kappelle LJ. Increased risk of alzheimer’s
disease in Tupe II diabetes: Insulin resistance of the
brain or insulin-induced amyloid pathology? Biochemical
Society Transactions 2685;33:1641-1644,

83. wvan den Berg E, Dekker JM, Nijpels G et al. Blood
pressure levels in pre-diabetic stages are associated with
worse cognitive functioning in patients with tupe 2
diabetes. DiabetessMetabolism Research and Reviews
2009;25:657-664 .

84. Ruis C, Biessels GJ, Gorter KJ et al. Cognition in the
early stage of type 2 diabetes. Diabetes Care
2eR9;32:1261-1265.

85. Kennelly SP, Lawlor BA, Kenny RA. Blood pressure and
the risk for dementia: A double edged sword. Ageing
Research Reviews 2869;8:61-78.

86. Kester MI, wan der Flier WM, Mandic G et al. Joint
effect of hypertension and AFPOE genotype on CSF biomarkers
for Alzheimer’s disease. Journal of Alzheimer’s Disease
2B16;20:18583-1894,

87. Panza F, Capurso C, D’ Introno & et al. Total
cholesterol levels and the risk of mild cognitive
impairment and alzheimer’s disease. Journal of the
American Geriatrics Society 28G7;55:133-135.

88. Panza F, Frisardi ¥, Seripa D et al. Apolipoprotein E
genotypes and neuropsychiatric sumptoms and syndromes in
late-onset Alzheimer’s disease. Ageing Research Reviews
2812;11:87-163.

89. Solomon A, Kivipelto M, Wolozin B et al. Midlife serum
cholesterol and increased risk of alzheimer’s and vascular
dementia three decades later. Dementia and Geriatric
Cognitive Disorders 2669;28:75-86.



96, Forti P, Pisacane N, Rietti E et al. Metabolic sundrome
and risk of dementia in older adults. Journal of the
American Geriatrics Socilety 2816;58:457-492.

91. Zhuo JM, Wang H, Pratico D. Is hyperhomocysteinemia an
Alzheimer’s disease (AD) risk factor, an aD marker, or
neither? Trends in Pharmacological Sciences
2611;32:562-571.

92. Behl C. Oestrogen as a neuroprotective hormone. Mature
Reviews Meuroscience 2882;3:433-442.

93. Manthey D, Behl C. From structural bhiochemistry to
expression proBling: Neuroprotective activities of
estrogen. Meuroscience 2886;138:845-856.

94. Dhandapani KM, Brann DW. Role of astrocytes in
estrogen-mediated neuroprotection. Experimental
Gerontology 2667;42:76-75.

95. Wegeto E, Benedusi ¥V, Maggi A. Estrogen
anti-inBammatory activity in brain: A therapeutic
opportunity for menopause and neurodegenerative diseases.
Frontiers in MNeuroendocrinology 2668;29:567-519.

96. Morinaga A, Ono K, Takasaki J et al. Effects of sex
hormones on Alzheimer’s disease-associated betaamyloid
oligomer formation in witro. Experimental MNeurology
2811;228:298-362.

97. MNumakawa T, Matsumoto T, Mumakawa % et al. Protective
action of neurotrophic factors and estrogen against
oxidative stress-mediated neurodegeneration. Journal of
Toxicology 2811;2811:485194 .

98. Habauzit D, Flouriot G, Pakdel F, Saligaut C. Effects
of estrogens and endocrine-disrupting chemicals on cell
differentiation-survival-proliferation in brain:
Contributions of neuronal cell lines. Journal of
Toxicology and Environmental Health, Part B: Critical
Reviews 2611;14:366-327.

99, Eckert A, Schmitt K, Gotz J. Mitochondrial
dysfunction—-The beginning of the end in Alzheimer’s
disease? Separate and synergistic modes of tau and
amyloid-beta toxicity. Alzheimer;s Research & Therapy
2811;3:15.

166, Manczak M, Park BS, Jung %, Reddy PH. Differential



expression of oxidative phosphorylation genes in patients
with alzheimer’s disease: Implications for early
mitochondrial dysfunction and oxidative damage.
Neuromolecular Medicine 2664;5:147-162.

161. Mosconi L, Pupi A, De Leon MJ. Brain £lucose
hypometabolism and oxidative stress in preclinical
filzheimer’s disease. Annals of the New York Academy of
Sciences 20@8;1147:186-195.

162. Reddy PH. Mitochondrial dusfunction in aging and
Alzheimer’s disease: Strategies to protect neurons.
Antioxidants & Redox Signaling 2667;9:1647-1658.

163. Devi L, Prabhu BM, Galati DF et al. Accumulation of
amyloid precursor protein in the mitochondrial import
channels of human Alzheimer’s disease brain is associated
with mitochondrial dysfunction. The Journal of
Neuroscience: The Official Journal of the Society for
Neuroscience 2666;26:9657-9668.

164. Caspersen C, Wang N, Yao J et al. Mitochondrial abeta:
A potential focal point for neuronal metabolic dysfunction
in Alzheimer’s disease. FASEB Journal: 0fficial Publication
of the Federation of American Societies for Experimental
Biology 26@5;19:2646-2641.

185, Santos R¥, Correla SC, Wang ¥ et al. Aalzheimer’s
disease: Diverse aspects of mitochondrial malfunctioning.
International Journal of Clinical and Experimental
Pathology 2616;3:576-581.

166. Lin MT, Simon DK, Ahn CH et al. High aggregate burden
of somatic mtDNA& point mutations in aging and alzheimer’s
disease brain. Human Molecular Genetics 2662;11:133-145.

167. Reddy PH. Role of mitochondria in neurodegenerative
diseases: Mitochondria as a therapeutic target in
filzheimer’s disease. CNS Spectrums 2069;14:8-13; discussion
16-18.

168. Morris MS, Jacques PF, Rosenberg IH, Selhub TJ.
Hyperhomocysteinemia associated with poor recall in the
third National Health and Nutrition Examination Survey. The
American Journal of Clinical Nutrition 26&1;73:927-933.

189, Morris MC. The role of nutrition in Alzheimer’s
disease: Epidemiological evidence. European Journal of
Neurology 26@9;16(5uppl 1):1-7.



114. Allen LH. Causes of witamin B1Z and folate def@ciency.
Food and Wutrition Bulletin 2668;29:526-534; discussion
535-527.

111. de Jager J, Kooy A, Lehert P et al. Long term
treatment with metformin in patients with type 2 diabetes
and risk of witamin B-12 deliciency: Randomised placeho
controlled trial. BMJ 2616;346:c2181.

112. 0Obeid R, Herrmann W. Mechanisms of homocysteine
neurotoxicity in neurodegenerative diseases with special
reference to dementia. FEBS Letters 2606;586:2994-3665.

113. Hashimoto M, Hossain S. Neuroprotective and
ameliorative actions of polyunsaturated fatty acids
against neuronal diseases: BeneBicial effect of
docosahexaenoic acid on cognitive decline in Alzheimer’s
disease. Journal of Pharmacological Sciences
2811;116:156-162.

114. 0Oster T, Pillot T. Docosahexaenoic acid and sunaptic
protection in Alzheimer’s disease mice. Biochimica et
Biophysica Acta 2816;1861:791-798.

115. Bazan NG, Molina MF, Gordon WC. Docosahexaenoic acid
signalolipidomics in nutrition: SigniBcance in aging,
neuroinBammation, macular degeneration, Alzheimer’s, and
other neurodegenerative diseases. Annual Rewiew of
Nutrition 2611;31:321-351.

116. Ramesh BM, Rao TS, Prakasam A et al. Neuronutrition
and alzheimer’s disease. Journal of alzheimer’s Disease
2018;19:1123-1139.

117. Panza F, Solfrizzi ¥, Colacicco AM et al.
Mediterranean diet and cognitive decline. Public Health
Nutrition 26@4;7:959-963.

118. Grimm MO, Rothhaar TL, Grosgen 5 et al. Trans fatty
acids enhance amyloidogenic processing of the Alzheimer
amyloid precursor protein (APP). The Journal of Mutritional
Biochemistry 2612; 23:1214-1223.

119. Newton W, McManus A. Consumption of Bsh and
Alzheimer’s disease. The Journal of MNutrition Health and
Aging 2@11;15:551-4552.

126, Zhang W, Li P, Hu ¥ et al. Omega-3 polyunsaturated
fatty acids in the hrain: Metabolism and neuroprotection.
Frontiers in Bioscience: A Journal and Yirtual Library



2812;17:2653-2674,

121. Goldberg T, Cai W, Peppa M et al. Advanced
g¢lycoxidation end products in commonly consumed foods.
Journal of the American Dietetic Association
2864;104:1287-1291.

122. Uribarri J, Cai W, Sandu 0 et al. Diet-derived
advanced gluycation end products are major contributors to
the body’s AGE pool and induce inBammation in healthy
subjects. Annals of the New York Academy of Sciences
208551043 :461-466.,

123. Bengmark S. Advanced glycation and lipoxidation end
products—AmpliBers of inBammation: The role of food.
Journal of Parenteral and Enteral Nutrition
2007;31:430-448,

124. van Nguyen C. Toxicity of the AGEs generated from the
Maillard reaction: 0On the relationship of foodAGEs and
bhiological-AGEs. Molecular Nutrition & Food Research
2BRh;50:1148-1149,

125. Uribarri J, Woodruff S, Goodman S5 et al. Advanced
glycation end products in foods and a practical guide to
their reduction in the diet. Journal of the American
Dietetic Association 2616;116:911-916.

126. Meltretter J, Pischetsrieder M. Application of mass
spectrometry for the detection of glycation and oxidation
products in milk proteins. Annals of the New York Academy
of Sciences 2668;1126:134-148.

127. Meltretter J, Becker CM, Fischetsrieder M.
Identification and site-specilic relative guantiBication of
heta-lactoglobulin modiBications in heated milk and dairy
products. Journal of Agricultural and Food Chemistry
2BRE;56:5165-5171.

128. Neade T, Uribarri J. Diet, inBammation, and chronic
kidney disease: Getting to the heart of the matter.
Seminars in Dialysis 2688;21:331-337.

129. Cattaneo S, Masotti F, Pellegrino L. Liguid infant
formulas: Technological tools for limiting heat damage.
Journal of Agricultural and Food Chemistry

2089;57: 18689-16694 .

136, Broxmeyer L. Thinking the unthinkable: alzheimer’s,
Creutzfeldt-Jakob and Mad Cow disease: The age-related



reemergence of wirulent, foodborne, bovine tuberculosis or
losing your mind for the sake of a shake or hurger.
Medical Hypotheses 2665;64:699-765,

131. Solfrizzi v, Panza F, Frisardi ¥ et al. Diet and
filzheimer’s disease risk factors or prevention: The current
evidence. Expert Review of Neurotherapeutics
2011;11:677-708.

132. Chen BK, Seligman B, Farguhar JW, Goldhaher-Fiebert
J0. Multi-Country analysis of palm oil consumption and
cardiovascular disease mortality for countries at different
stages of economic development: 1986-1997. Global Health
2811;7:45,

133. Debray FG, Lambert M, Mitchell GA. Disorders of
mitochondrial function. Current Opinion in Pediatrics
2008;20:471-482 .

134. Schurr A. Lactate, glucose and energy metabolism in
the ischemic brain (Rewiew). International Journal of
Molecular Medicine 2662;16:131-136.

135. Houer 5, Oesterreich K, HWagner 0. Glucose metabolism
as the site of the primary abnormality in earlyonset
dementia of Alzheimer type? Journal of Neurology
1988;235: 143-148.

136. Gottfries CG, Kjallguist A, Ponten U et al.
Cerebrospinal Buid pH and monoamine and 2lucolytic
metabolites in alzheimer’s disease. The British Journal of
Psychiatry: The Journal of Mental Science
1974;124:23a-287.

137. Parnetti L, Gaiti A, Polidori MC et al. Increased
cerebrospinal Buid puruvate levels in Alzheimer’s disease.
Neuroscience Letters 1995;199:231-233.

138. Brewer GJ. Effects of acidosis on the distribution of
processing of the heta-amyloid precursor protein in
cultured hippocampal neurons. Molecular and Chemical
Neuropathology 1997;31:171-186.

139. Redjems-Bennani W, Jeandel C, Lefebwre E et al.
fAbnormal substrate levels that depend upon mitochondrial
function in cerebrospinal Buid from Alzheimer patients.
Gerontology 1998;44:368-364.

144, Koleva, II, wan Beek TA, Soffers AE et al. Alkaloids
in the human food chain-Natural occurrence and possible



adverse effects. Molecular Mutrition & Food Research
2812;56:30-52.

141. Surh ¥J. More than spice: Capsaicin in hot chili
peppers makes tumor cells commit suicide. Journal of the
MNational Cancer Institute 2682;94:1263-1265.

142. vorobeuchik ¥, Gordin ¥, Mao J, Chen L. Combination
therapy for neuropathic pain: A review of current evidence.
CNS Drugs 2611;25:1623-1634.

143. HWeng CJ, Yen GC. Chemopreventive effects of dietary
phytochemicals against cancer invasion and metastasis:
Phenolic acids, monophenol, poluphenol, and their
derivatives. Cancer Treatment Reviews 2612;38:76-87.

144. Bode AM, Dong 2. The two faces of capsaicin. Cancer
Research 2611;71:2869-2814.

145. Shin CY¥, Shin J, Kim BM et al. Essential role of
mitochondrial permeability transition in wanilloid
receptor 1-dependent cell death of sensory neurons.
Molecular and Cell Meuroscience 2663;24:57-68.

146. Pakaski M, Hugyecz M, Santha P et al. Capsaicin
promotes the amyloidogenic route of brain amyloid
precursar protein processing. Meurochemistry International
2009;54:426-438,

147. Daviglus ML, Plassman BL, Pirzada A& et al. Risk
factors and preventive interventions for Alzheimer
disease: State of the science. Archives of Neurology
2B11;68:1185-1194.

148. Durazzo TC, Meyerhoff DJ, Mixon S5J. Chronic cigarette
smoking: Implications for neurocognition and brain
neurobiology. International Journal of Environmental
Research and Public Health 2616;7:3766-3791.

149. Collins MA, MNeafsey EJ, Mukamal KJ et al. Alcohol in
moderation, cardioprotection, and neuroprotection:
Epidemiological considerations and mechanistic studies.
Alcoholism, Clinical and Experimental Research
2009;33:206-219,

156. Cleophas TJ. Wine, heer and spirits and the risk of
myocardial infarction: A systematic review. Biomedicine &

Pharmacotherapy 1999;53:417-423.

151. Gupta 5, Warner J. Alcohol-related dementia: A



21st-century silent epidemic? The British Journal of
Psychiatry: The Journal of Mental Science 2668;193:351-353.

152. Harper C, Kril J, Daly J. Are we drinking our neurones
away? British Medical Journal (Clinical Research Ed.)
1987;294:534-536.

153, Brust JC. Ethanol and cognition: Indirect effects,
neurotoxicity and neuroprotection: A review. International
Journal of Environmental Research and Public Health
2018;7:1548-1557.

154. Sobel E, Dunn M, Dawvanipour Z et al. Elevated risk of
Alzheimer’s disease among workers with likely
electromagnetic Beld exposure. Meurology 1996:;47:1477-1481.

155. Davanipour 2, Sohel E. Long-term exposure to magnetic
elds and the risks of Alzheimer’s disease and breast
cancer: Further biological research. Pathophysiology
2009;16:149-156.

156. Sharp ES, Gatz M. Relationship between education and
dementia: An updated systematic review. Alzheimer Disease
and Associated Disorders 2611;25:289-364.

157. Middleton LE, Barnes DE, Lui LY, ¥Yaffe K. Phusical
activity over the life course and its association with
cognitive performance and impairment in old age. Journal of
the American Geriatrics Society 2616;58:1322-1326.

158. Hamer M, Chida ¥. Physical activity and risk of
neurodegenerative disease: A systematic review of
prospective evidence. Psychological Medicine 2689;39:3-11.

159. Speck CE, Kukull WA, Brenner DE et al. History of
depression as a risk factor for Alzheimer’s disease.
Epidemiology 1995;6:366-369.

166, Aznar S, Knudsen GM. Depression and Alzheimer’s
disease: Is stress the initiating factor in a common
neuropathological cascade? Journal of Alzheimer’s Disease
2011;23:177-193.

161. Ballard C, Corbett A, Jones EL. Dementia: Challenges
and promising developments. The Lancet Neurology
2611;16:7-9.

162. Hogervorst E, Sadiimim T, Yesufu A& et al. High tofu
intake is associated with worse memory in elderly
Indonesian men and women. Dementia and Geriatric Cognitive



Disorders 26@8;26:56-57.

163. Hogervorst E, Mursjid F, Priandini D et al. Borobudur
revisited: Soy consumption may be associated with better
recall in younger, hut not in older, rural Indonesian
elderly. Brain Research 2811;1379:266-212.

164, fAssociation As. 2814 Alzheimer’s disease facts and
Bzures. Alzheimer’s & Dementia 2614;16:e47-892.

165. Bray GA. The epidemic of obesity and changes in food
intake: The Fluoride Hypothesis. Physiology & Behavior
2opd;82:115-121.

166. Mattson MP, Duan W, Guo Z. Meal size and freguency
affect neuronal plasticity and vulnerability to disease:
Cellular and molecular mechanisms. Journal of
Neurochemistry 26@3;84:417-431.

167. Jansson ET. Alzheimer disease is substantially
preventable in the United States—-Review of risk factors,
therapy, and the prospects for an expert software suystem.
Medical Hypotheses 2665;64:968-967.

168. Parachikova A, Green KN, Hendrix C, LaFerla FHM.
Formulation of a medical food cocktail for alzheimer’s
disease: BeneBcial effects on cognition and neuropathology
in a mouse model of the disease. PLoS One 2616;5:e14615.

169. Gubandru M, Margina D, Tsitsimpikou C et al.
filzheimer’s disease treated patients showed different
patterns for oxidative stress and inBammation markers. Food
and Chemical Toxicology: An International Journal

Published for the British Industrial Biological Research
Association 2613;61:269-214.

174. Adeghate E, Donath T, Adem A. Alzheimer disease and
diabetes mellitus: Do they have anything in common?
Current Alzheimer Research 2613;16:669-617.

171. ¥Witek MP, Bhattacharya K, Glendening JM et al.
Advanced glucation end products contribute to amyloidosis
in Alzheimer disease. Proceedings of the National Academy
of Sciences of the United States of America
1994;91:4766-4774.

172. L1 ¥, Liu ¥, Wang 2, Jiang ¥. Clinical trials of
amyloid-based immunotherapy for alzheimer’s disease: End
of beginning or beginning of end? Expert Opinion an
Biological Therapy 2613;13:1515-1522.



173. Lim %%, Maruff P, Pietrzak RH et al. Effect of amyloid
on memory and non-memory decline from preclinical to
clinical Alzheimer’s disease. Brain: @ Journal of Neurology
2814;137:221-231.

174. Perrone L, Grant WB. Observational and ecological
studies of dietary advanced glucation end products in
national diets and Alzheimer’s disease incidence and
prevalence. Journal of alzheimer’s Disease
2015;45:965-979,

175. Gu Y, Nieves JW, Stern ¥ et al. Food combination and
Alzheimer disease risk: A protective diet. Archives of
Neurology 2616;67:699-786,

176. Srikanth ¥, Westcott B, Forbes J et al.
Methylgluyoxal, cognitive function and cerehral atrophy in
older people. The Journals of Gerontology. Series A,
Biological Sciences and Medical Sciences 2613;68:68-73.

177. Masterjohn C, Park %, Lee J et al. Dietary fructose
feeding increases adipose methuylgluoxal accumulation in

rats in association with low expression and activity of

glyoxalase-2. Nutrients 2813;5:3311-3328.

178. Tan D, HWang %, Lo CY¥ et al. Methylglyoxal: Its
presence in beverages and potential scavengers. Annals of
the Mew York Academy of Sciences 2668;1126:72-75.

179. Southern L, Williams T, Esiri MM. Immunohistochemical
study of N-epsilon-carboxymethyl lusine (CHML) in human
brain: Relation to wvascular dementia. BMC Meurology
2ea7;7:35.

186. Beeri M5, Moshier E, Schmeidler J et al. Serum
concentration of an inBammatory glucotoxin, methylgluoxal,
is associated with increased cognitive decline in elderly
individuals. Mechanisms of Ageing and Development
2811;132:583-587.

181. ¥Yaffe K, Lindguist K, Schwartz av et al. Advanced
glycation end product level, diabetes, and accelerated
cognitive aging. Neurology 2611;77:1351-1356.

182. Hest RK, Moshier E, Lubitz I et al. Dietary advanced
glycation end products are associated with decline in
memory in young elderly. Mechanisms of Ageing and
Development 2614;146:16-12.



183. Hsu TM, Kanoski SE. Blood-brain barrier disruption:
Mechanistic links hetween Hestern diet consumption and
dementia. Frontiers in Aging Neuroscience 2614;6:88.

184. Barberger-Gateau P, Raffaitin C, Letenneur L et al.
Dietary patterns and risk of dementia: The ThreeCity cohort
study. Neurology 2867;69:1921-1936.

185. Gustaw-Rothenberg K. Dietary patterns associated with
Alzheimer’s disease: Population based study. International
Journal of Environmental Research and Public Health
2089;6:1335-1348.

186. Hughes TF, Andel R, Small BJ et al. Midlife fruit and
vegetable consumption and risk of dementia in later life
in Swedish twins. The American Journal of Geriatric
Psychiatry: 0fficial Journal of the American Association
for Geriatric Psychiatry 2816;18:413-426.

187. Solfrizzi v, Panza F. Mediterranean diet and cognitive
decline. A lesson from the whole-diet approach: HWhat
challenges lie ahead? Journal of Alzheimer’s Disease
2014;39:283-286.

188. Titowva 0OE, Ax E, Brooks ST et al. Mediterranean diet
habits in older individuals: Associations with cognitive
functioning and brain wolumes. Experimental Gerontology
2013;48:1443-1448.

189. Lourida I, Soni M, Thompson-Coon J et al.
Mediterranean diet, cognitive function, and dementia: A
systematic review. Epidemiology 2613;24:479-489.

196. Psaltopoulou T, Sergentanis TM, Panagiotakos DB et al.
Mediterranean diet, stroke, cognitive impairment, and
depression: A meta-analysis. Annals of Neurology
2015;74:580-591,

191. Deckers K, wan Boxtel MP, Schiepers 0J et al. Target
risk factors for dementia prevention: A systematic review
and Delphi consensus study on the evidence from
observational studies. International Journal of Geriatric
Psuychiatry 2615;36:234-246.

192. valls-Pedret C, Lamuela-Raventos RM, Medina-Remon A
et al. Poluphenol-rich foods in the Mediterranean diet
are associated with hetter cognitive function in elderly
subjects at high cardiovascular risk. Journal of
Alzheimer’s Disease 2012;29:773-782.



193. Scarmeas M, Luchsinger JA, Maueux R, Stern Y.
Mediterranean diet and Alzheimer disease mortality.
Neurology 2867;69:1684-1693.

194. Ozawa M, Ohara T, Ninomiya T et al. Milk and dairy
consumption and risk of dementia in an elderly Japanese
population: The Hisayama Study. Journal of the American
Geriatrics Society 2614;62:1224-1236.

195. Crichton GE, Murphy KJ, Bryan J. Dairy intake and
cognitive health in middle-aged South Australians. Asia
Pacific Journal of Clinical Nutrition 2616;19:161-171.

196. Garcia S, Calwvo D, Spitznagel MB et al. Dairy intake
is associated with memory and pulsatility index in heart
failure. The International Journal of MNeuroscience
2815;125:247-252.

197. Singh B, Parsaik Ak, Mielke MM et al. Association of
Mediterranean diet with mild cognitive impairment and
filzheimer’s disease: a systematic review and meta-analusis.
Journal of Alzheimer’s disease 2814;39:271.

195. vercambre MM, Berr C, Ritchie K, Kang JH. Caffeine and
cognitive decline in elderly women at high wascular risk.
Journal of alzheimer’s Disease 2613;355:413-421.

199. Cao C, HWang L, Lin ¥ et al. Caffeine synergizes with
another coffee component to increase plasma GCSF: Linkage
to cognitive beneBts in Alzheimer’s mice. Journal of
Alzheimer’s Disease 2011;25:323-335.

268, Gelber RP, Petrowvitch H, Masaki KH et al. Coffee
intake in midlife and risk of dementia and its
neuropathologic correlates. Journal of Alzheimer’s Disease
2011;23:607-615.

261, Kim J, Yu A, Choi BY et al. Dietary patterns and
cognitive function in Korean older adults. European
Journal of MNutrition 2615;54:369-318.

262, Power SE, 0O'Connor EM, Ross RP et al. Dietary
g¢lycaemic load associated with cognitive performance in
elderly subjects. European Journal of Nutrition
26014;54:557-568.

263, Dal ¥, Kamal Ma. Fighting Alzheimer’s disease and type
2 diabetes: Pathological links and treatment strategies.
CNS & Neurological Disorders Drug Targets 2614;13:271-282.



264, ¥u WL, won Strauss E, Qiu CX et al. Uncontrolled
diabetes increases the risk of alzheimer’s disease: A
population-based cohort study. Diabetologia
2B6R9;52:10831-1839.

265, Tangney CC, Li H, Wang % et al. Relation of DASH- and
Mediterranean-like dietary patterns to cognitive decline in
older persons. Neurology 2814;83:1416-1416.

2686, Morris MC, Tangney CC, HWang ¥ et al. MIND diet
associated with reduced incidence of alzheimer’s disease.
Alzheimer’s & Dementia: The Journal of the alzheimer’s
Assocliation 2615, doi: 19.1816/j. jalz.2614.11.6869.

267, Cherbuin N, Anstey KJ. The Mediterranean diet is not
related to cognitive change in a large prospective
investigation: The PATH Through Life study. The American
Journal of Geriatric Psychiatry: 0fficial Journal of the
American Association for Geriatric Psychiatry
2012;20:635-639,

268. Singh M, Chhillar N, Banerjee B et al. Organochlorine
pesticide levels and risk of Alzheimer’s disease in north
Indian population. Human & Experimental Toxicology
2013;32:24-38.

269, Gambhir IS, Khurana ¥, Kishore D et al. A
clinico-epidemiological study of cognitive function status
of community-dwelling elderly. Indian Journal of Psuchiatry
2014;56:365-374,

216, Dhikav ¥, Singh P, Anand KS. Medication adherence
survey of drugs useful in prevention of dementia of
filzheimer’s type among Indian patients. International
Psychogeriatrics/IPA 2613;25:1469-1413.

211. Purohit OP, Batheja NO, Sano M et al. Proflles of
filzheimer’s disease-related pathology in an aging urban
population sample in India. Journal of Alzheimer’s Disease
2011;24:187-196.

212. Chan KY, Wang W, Wu JJT et al. Epidemiology of
Alzheimer’s disease and other forms of dementia in China,
1996-2616: A systematic review and analysis. Lancet
2B13;381:2016-2623.

213. Carrillo MC, Bain LJ, Frisoni GB, Weiner MHW. HWorldwide
Alzheimer’s disease neuroimaging initiative. Alzheimer’s &
Dementia: The Journal of the Alzheimer’s Association
2B12;8:337-342.



214, Zhang %, ®¥u ¥, Nie H et al. Prevalence of dementia and
major dementia subtypes in the Chinese populations: A
meta-analusis of dementia prevalence surveys, 1986-2a1@.
Journal of Clinical Weuroscience: 0Official Journal of the
MNeurosurgical Society of Australasia 2612;19:1333-1337.

215. Ye BS, Seo SW, Cho H et al. Effects of education on
the progression of early- versus late-stage mild cognitive
impairment. International Psychogeriatrics/IPA
2015;25:597-666,

216. Kandalepas PC, Vassar R. The normal and pathologic
roles of the Alzheimer’s beta-secretase, BACELl. Current
Alzheimer Research 2614;11:441-449.

217. wassar R, Kuhn PH, Haass C et al. Function,
therapeutic potential and cell biology of BACE proteases:
Current status and future prospects. Journal of
Neurochemistry 2614;136:4-28.

218. Hamaguchi T, 0Ono K, Yamada M. Rewview: Curcumin and
filzheimer’s disease. CNS MNeuroscience & Therapeutics
20103 16:285-297.

219. Karakaya T, Fusser F, Prvulovic D, Hampel H. Treatment
options for tauopathies. Current Treatment Options in
Neurology 2612;14:126-136.

226, ahmed F, Ghalib RM, Sasikala P, Ahmed KE.
Cholinesterase inhihitors from botanicals. Pharmacognosy
Reviews 2613;7:121-136.

221. Aazza S, Lyoussi B, Miguel MG. Antioxidant and
antiacetylcholinesterase activities of some commercial
essential oils and their major compounds. Molecules
2811;16:7672-7694,

222. Chaiyana W, Saeio K, Hennink WE, Okonogi 5.
Characterization of potent anticholinesterase plant oil
bhased microemulsion. International Journal of Pharmaceutics
2B16;401:32-48,

223. Orhan I, kKartal M, Kan %, Sener B. Actiwvity of
essential oils and individual components against acetyl-
and butyrylcholinesterase. Zeitschrift fur Naturforschung.
C 2895;63:547-553.

224, 0Oboh G, Olasehinde TA, Ademosun AOD. Essential oil from
lemon peels inhibit key enzumes linked to



neurodegenerative conditions and pro-oxidant induced lipid
peroxidation. Journal of 0Oleo Science 2614;63:373-381.

225. Kaufmann 0, Dogra AK, Wink M. Myrtenal inhibits
acetylcholinesterase, a known Alzheimer target. The
Journal of Pharmacy and Pharmacology 2611;63:1368-1371.

226. Jukic M, Politeo 0, Maksimovic M, Milos M. In wvitro
acetylcholinesterase inhibitory properties of thumol,
carvacrol and their derivatives thumoguinone and
thymohydroguinone. Phytotherapy Research 2667;21:259-261.

227. aArendash GW, Jensen MT, Salem N, Jr. et al. A diet
high in omega-3 fatty acids does not improwve or protect
cognitive performance in Alzheimer’s transgenic mice.
Neuroscience 2667;149:286-362.

228. Panza F, Frisardi ¥, Imbimbo BF et al. REWIEMW:
Gamma-Secretase inhibitors for the treatment of
Alzheimer’s disease: The current state. CNS Neuroscience &
Therapeutics 2616;16:272-284.

229. 0Oehlrich D0, Berthelot DJ, Gijsen HJ. gamma-Secretase
modulators as potential disease modifying antiglzheimer’s
drugs. Journal of Medicinal Chemistry 2611;54:669-698.

238, Pardini M, Serrati C, Guida S et al. Souwvenaid reduces
behavioral deBcits and improves social cognition skills in
frontotemporal dementia: A proof-of-concept study.
Neuro-Degenerative Diseases 28115;15:58-62.

231. Engelborghs 5, Gilles C, Ivanoiu A, Vandewoude M.
Rationale and clinical data supporting nutritional
intervention in Alzheimer’s disease. Acta Clinica Belgica
2014;69:17-24.

232. Shah RC, Kamphuis PJ, Leurgans S et al. The 5-Connect
study: Results from a randomized, controlled trial of
Souvenaid in mild-to-moderate aAlzheimer’s disease.
filzheimer’s Research & Therapy 2613;5:59.

233. 0lde Rikkert MG, “erhey FR, Blesa R et al.
Tolerability and safety of souvenaid in patients with mild
flzheimer’s disease: Results of multi-center, 24-uweek,
open-label extension study. Journal of Alzheimer’s Disease
2015;44:471-488,

234, sShah R. The role of nutrition and diet in Alzheimer
disease: A systematic review. Journal of the American
Medical Directors Association 2613;14:398-462.



235. Morris MC, Evans DA, Tangney CC et al. Relation of the
tocopherol forms to incident Alzheimer disease and to
cognitive change. The American Journal of Clinical
Nutrition 2665;81:568-514.

236. Nolan JM, Loskutowa E, Howard AN et al. Macular
pigment, wvisual function, and macular disease among
subjects with alzheimer’s disease: én exploratory study.
Journal of Alzheimer’s Disease 2014;42:1191-1282.

237. Nakajima A, Ohizumi ¥, Yamada K. Anti-dementia
activity of nobiletin, a citrus Bavonoid: A review of
animal studies. Clinical Psychopharmacology and
Neuroscience: The Official Scientific Journal of the
Korean College of MWeuropsychopharmacology 2614;12:75-82.
PART III Champagne, Cawviar, Good Cuisine, and Ice HWine

Part III entitled “Champagne, Caviar, Good Culsine, and Ice
Hine” invites the reader to enjoy

life and embrace food as a lifelong weapon against some
disease development. You are what you eat.

The gut is the epicenter of healthy life, suggesting that
healthy gut is healthy life. The most coveted

diets including the MWestern, traditional Mediterranean, and
Okinawan diets are discussed. The diets

of the centenarians who live in the “Blue Zones” and remain
active members of their communities

at wery advanced ages are also described. The differences
hetween the Hestern and Mediterranean

diets are revealed.

A healthy pantry at home or away from home is the starting
point for healthy eating. The reader

iz inwvited to think out of the traditional box and develop
a healthy pantry. Food preparation tech

nigues including their advantages and disadvantages are
presented. Responsible entities and adults

should know how to address healthy eating to the children
and youth because they represent the



future and can develop better eating hahits. Laisser le bon
temps rouler with champagne, caviar,

good cuisine, and ice wine because after all life should he
good.
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