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Extraordinary advances in the understanding of the links between nutrition, metabolism, 
and cardiovascular disease have prompted a systematic reappraisal of knowledge in 
the field. As a result, it is now imperative that clinicians who care for patients with CVD 
or its key risk factors have a solid understanding of the often complex interrelationships 
between cardiovascular health and chronic diseases such as diabetes and obesity.

Written by a team of international thought leaders in cardiology, endocrinology, 
diabetology and nutritional science, this important new book:

Examines and updates the role of obesity, hyperlipidemia, diabetes, hypertension, •	
thrombosis, and aging in atherogenesis
Describes in detail the scientific and clinical evidence of the etiopathogenesis of •	
ischemic heart disease as well as of peripheral and cerebrovascular disease
Focuses on the 6 topics that will be of greatest interest to readers: 1) general nutrition, •	
2) metabolic syndrome and diabetes, 3) hyperlipidemia  and atherosclerosis, 4) 
hypertension and cerebrovascular disease, 5) hemostasis and thrombosis, 6) aging 

Throughout the book, in clear and accessible text, contributors illuminate the close 
relationship between dietary habits, the metabolic processes of nutrients, and
their impact on the cardiovascular system, always with an eye on how the physician  
can use this information to implement better cardiovascular prevention and improve  
patient care. Nutritional and Metabolic Bases of Cardiovascular Disease is ideal for those 
who need to update their knowledge of the links between nutrition, metabolism and 
CVD, from trainees, clinicians and clinical investigators in cardiovascular medicine to 
endocrinologists, diabetologists, and nutritionists.

The Editors thank Professor Alessandro Menotti, Cardioricerche, Rome, Italy, for helping in 
the preparation of the cover picture of this book

w
ith

 website

Companion website
This book is accompanied by a companion website:
www.wiley.com/go/mancini/cardiovascular

The website includes:
Additional  Reference lists  •	
for each chapter

w
ith

 website

www.wiley.com/go/cardiology

9781405182768_hb.indd   1 8/12/10   17:39:47



P1: SFK/UKS P2: SFK Color: 1C

fm BLBK318-Mancini December 1, 2010 15:30 Trim: 10in X 7in Printer Name: Yet to Come



P1: SFK/UKS P2: SFK Color: 1C

fm BLBK318-Mancini December 1, 2010 15:30 Trim: 10in X 7in Printer Name: Yet to Come

Nutritional and
Metabolic Bases of
Cardiovascular
Disease

i



P1: SFK/UKS P2: SFK Color: 1C

fm BLBK318-Mancini December 1, 2010 15:30 Trim: 10in X 7in Printer Name: Yet to Come

Companion website
This book is accompanied by a companion website:

www.wiley.com/go/mancini/cardiovascular

The website includes:

• Additional Reference lists for each chapter

ii



P1: SFK/UKS P2: SFK Color: 1C

fm BLBK318-Mancini December 1, 2010 15:30 Trim: 10in X 7in Printer Name: Yet to Come

Nutritional and
Metabolic Bases of
Cardiovascular Disease

E D I T E D B Y

Mario Mancini MD
Emeritus Professor of Medicine

Department of Clinical and Experimental Medicine

Federico II University Medical School

Naples, Italy

José M. Ordovas PhD
Senior Scientist and Director

Nutrition and Genomics Laboratory

Jean Mayer USDA HNRCA at Tufts University

Boston, MA

USA

Gabriele Riccardi MD
Professor of Endocrine and Metabolic Disease

Department of Clinical and Experimental Medicine

Federico II University Medical School

Naples, Italy

Paolo Rubba MD
Professor of Medicine

Department of Clinical and Experimental Medicine

Federico II University Medical School

Naples, Italy

Pasquale Strazzullo MD
Professor of Medicine

Department of Clinical and Experimental Medicine

Federico II University Medical School

Naples, Italy

A John Wiley & Sons, Ltd., Publication

iii



P1: SFK/UKS P2: SFK Color: 1C

fm BLBK318-Mancini December 1, 2010 15:30 Trim: 10in X 7in Printer Name: Yet to Come

This edition first published 2011 C© 2011 by Blackwell Publishing Ltd

Blackwell Publishing was acquired by John Wiley & Sons in February 2007. Blackwell’s publishing
program has been merged with Wiley’s global Scientific, Technical and Medical business to form
Wiley-Blackwell.

Registered office: John Wiley & Sons Ltd, The Atrium, Southern Gate, Chichester, West Sussex, PO19 8SQ,
UK

Editorial offices: 9600 Garsington Road, Oxford, OX4 2DQ, UK
The Atrium, Southern Gate, Chichester, West Sussex, PO19 8SQ, UK
111 River Street, Hoboken, NJ 07030-5774, USA

For details of our global editorial offices, for customer services and for information about how to apply
for permission to reuse the copyright material in this book please see our website at
www.wiley.com/wiley-blackwell

The right of the author to be identified as the author of this work has been asserted in accordance with
the UK Copyright, Designs and Patents Act 1988.

All rights reserved. No part of this publication may be reproduced, stored in a retrieval system, or
transmitted, in any form or by any means, electronic, mechanical, photocopying, recording or otherwise,
except as permitted by the UK Copyright, Designs and Patents Act 1988, without the prior permission of
the publisher.

Designations used by companies to distinguish their products are often claimed as trademarks. All brand
names and product names used in this book are trade names, service marks, trademarks or registered
trademarks of their respective owners. The publisher is not associated with any product or vendor
mentioned in this book. This publication is designed to provide accurate and authoritative information
in regard to the subject matter covered. It is sold on the understanding that the publisher is not engaged
in rendering professional services. If professional advice or other expert assistance is required, the services
of a competent professional should be sought.

The contents of this work are intended to further general scientific research, understanding, and
discussion only and are not intended and should not be relied upon as recommending or promoting a
specific method, diagnosis, or treatment by physicians for any particular patient. The publisher and the
author make no representations or warranties with respect to the accuracy or completeness of the
contents of this work and specifically disclaim all warranties, including without limitation any implied
warranties of fitness for a particular purpose. In view of ongoing research, equipment modifications,
changes in governmental regulations, and the constant flow of information relating to the use of
medicines, equipment, and devices, the reader is urged to review and evaluate the information provided
in the package insert or instructions for each medicine, equipment, or device for, among other things,
any changes in the instructions or indication of usage and for added warnings and precautions. Readers
should consult with a specialist where appropriate. The fact that an organization or Website is referred to
in this work as a citation and/or a potential source of further information does not mean that the author
or the publisher endorses the information the organization or Website may provide or recommendations
it may make. Further, readers should be aware that Internet Websites listed in this work may have
changed or disappeared between when this work was written and when it is read. No warranty may be
created or extended by any promotional statements for this work. Neither the publisher nor the author
shall be liable for any damages arising herefrom.

Library of Congress Cataloging-in-Publication Data
Nutrition, metabolism, and cardiovascular disease / edited by Mario Mancini ... [et al.].

p. ; cm.
Includes bibliographical references.
ISBN 978-1-4051-8276-8
1. Cardiovascular system–Diseases–Nutritional aspects. I. Mancini, M. (Mario)
[DNLM: 1. Cardiovascular Diseases–etiology. 2. Cardiovascular Diseases–prevention &

control. 3. Metabolic Diseases–complications. 4. Nutritional Physiological Phenomena. 5.
Obesity–complications. 6. Risk Factors. WG 120 N9765 2011]

RC669.N88 2011
616.1′071–dc22 2010015118

A catalogue record for this book is available from the British Library.

This book is published in the following electronic formats: ePDF 9781444318463; Wiley Online Library
9781444318456

Set in 9.5/12 pt. Minion by Aptara R©, Inc., New Delhi, India

1 2011

iv

http://www.wiley.com/wiley-blackwell


P1: SFK/UKS P2: SFK Color: 1C

fm BLBK318-Mancini December 1, 2010 15:30 Trim: 10in X 7in Printer Name: Yet to Come

Contents

Contributor list, viii

Foreword, xvii

Preface, xviii

Section I Nutrition and Obesity

1 Basics of Energy Balance, 3
Luca Scalfi, Fabrizio Pasanisi, & Franco
Contaldo

2 Genotype-Phenotype Associations:
Modulation by Diet and Obesity, 12
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32 Evolution of the Lipid Clinic, 1968–2008, 247
Barry Lewis

Section IV Nutrition, Hypertension, and
Cardiovascular Disease

33 From Abdominal Adiposity to Hypertension:
Mechanisms and Clinical Implications, 257
Albert P. Rocchini

34 Role of the Adipose-Tissue
Renin-Angiotensin-Aldosterone System in
Obesity and Obesity-Associated
Hypertension, 266
Stefan Engeli

35 Relationship of Dietary Electrolyte Intake to
Blood Pressure Regulation and
Hypertension, 273
Francesco P. Cappuccio

36 Genetic Susceptibility and Metabolic Bases of
BP Salt Sensitivity, 282
Ferruccio Galletti & Pasquale Strazzullo

37 Are Sodium and Potassium Intake
Independent Predictors of Cardiovascular and
Cerebrovascular Events?, 290
Pasquale Strazzullo, Gianvincenzo Barba, &
Renato Ippolito

38 Metabolic and Dietary Influences on
Sympathetic Nervous System Activity, 298
Elaine Ku, Tanzina Nasreen, Jeanie Park, & Vito
M. Campese



P1: SFK/UKS P2: SFK Color: 1C

fm BLBK318-Mancini December 1, 2010 15:30 Trim: 10in X 7in Printer Name: Yet to Come

Contents vii

39 Improved Nutrition: Key to Solving the
Populationwide Blood Pressure Problem, 303
Jeremiah Stamler

40 Alcohol and Coffee Intake, BP, and
Cerebrovascular Disorders, 321
Tanika N. Kelly & Jiang He

41 Fruit and Vegetable Consumption,
Hypertension, and Risk of Stroke, 330
Lydia A. Bazzano & Domnica Fotino

42 Complex Dietary Patterns and Blood
Pressure, 337
Alfonso Siani & L. Aldo Ferrara

43 Role of Obesity and Metabolic Alterations in
Hypertensive Renal Disease and in Chronic
Kidney Disease, 345
Carmine Zoccali, Daniela Leonardis, &
Francesca Mallamaci

44 Current Experience and Future Perspectives
forWorldwide Reduction of Dietary Salt
Intake, 353
Naomi M. Marrero, Feng J. He, & Graham A.
MacGregor

Section V Hemostasis and Thrombosis:
From Nutritional Influences to
Cardiovascular Events

45 Risk Factors for Arterial Thrombosis, 367
Giovanni de Gaetano, Romina di Giuseppe, &
Maria Benedetta Donati

46 Platelets, Leukocytes, and Vascular Wall
Interactions in Cardiovascular Disease:
Modulatory Effects of Dietary
Polyphenols, 376
Chiara Cerletti, Serenella Rotondo, & Giovanni
de Gaetano

47 Gene–Environment Interaction in the
Molecular Regulation of Plasma Coagulation
Proteins, 387
Maurizio Margaglione, Elvira Grandone,
Matteo N.D. Di Minno, & Giovanni Di Minno

48 Nutrition and Cardiovascular Disease: ω-3
PUFA, 393
Elena Tremoli, Matteo Nicola Dario Di Minno
& Giovanni Di Minno

49 Nutrition and Cardiovascular Disease:
Homocysteine, 400
Matteo Nicola Dario Di Minno, Elena Tremoli,
& Giovanni Di Minno

Section VI Nutrition, Metabolism, and
the Aging Process

50 Nutrients and Cellular Aging, 411
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Foreword

Examination of trends in cardiovascular disease
indicates that this is in many ways the best of times,
while the worst of times may loom in the future.
Fifty years after William Kannel first introduced
the term “risk factor,” enormous strides have been
made in controlling the epidemic of cardiovascular
disease in industrialized countries by preventive
measures and increasingly successful treatments
focused on the cardinal risk factors of dyslipi-
demia, hypertension and smoking and on their
atherosclerotic sequelae. Age-adjusted death rates
for some major cardiovascular events have been
reduced by more than 50% and the relative focus of
research efforts is shifting toward cancer and other
conditions.

While there is cause for celebration, there is an
even greater need at present to recognize the storm
clouds on the horizon. The world-wide epidemics
of obesity and diabetes are laying the groundwork
for a new “rising tide” of cardiovascular disease
stimulated by mechanistic pathways that are at
present only incompletely understood, and in gen-
eral poorly managed by either preventive or thera-
peutic strategies. To meet this challenge, there is a
pressing need for those interested in cardiovascu-
lar disease to learn what is known and to identify
the many gaping gaps in knowledge about the new
driving forces of the future cardiovascular disease
epidemic.

In this context, the present textbook entitled
Nutritional and Metabolic Bases of Cardiovascular
Disease makes a timely and extremely important
contribution by bringing together in one source
a comprehensive examination of the factors driv-
ing the emerging second epidemic of cardiovas-
cular disease. The Editors, led by Professor Mario
Mancini, have drawn together an international ar-
ray of experts who provide up-to-date profiles of the
state of the knowledge about a wide array of topics.
The vast range of topics related to nutritional and
metabolic aspects of cardiovascular disease are ad-
dressed with sensible grouping of chapters that con-
sider Nutritional Habits and Obesity; the Metabolic
Syndrome and Diabetes; Hypercholesterolemia and
Early Atherosclerosis; Nutrition, Hypertension and
Cerebrovascular Disease; Hemostasis and Throm-
bosis; and Nutrition, Metabolism and the Aging
Process. The comprehensive nature of Nutritional
and Metabolic Bases of Cardiovascular Disease and
its thoughtful arrangement make it an outstanding
source for readers who need up-to-date informa-
tion on a focused topic, those who seek a multi-
faceted view of one or more of the above topic
areas, and for others who want to be comprehen-
sively informed about the basis of the coming wave
of metabolically-driven cardiovascular disease.

Richard B. Devereux, M.D.

xvii
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Preface

At the dawn of the third millennium, cardiovascular
disease still represents the main cause of disability
and death.

This condition is mostly mediated by atheroscle-
rosis and the ensuing atherothrombosis that leads
to ischemic heart, cerebral, and peripheral vas-
cular disease. Our current understanding of the
etiopathogenesis of atherosclerosis and the related
coronary and extracoronary ischemic complica-
tions has greatly progressed, allowing us to make
a strong and determined commitment to primary
and secondary prevention.

Malnutrition due to excess saturated fat intake
is undoubtedly the primary risk factor, as very
keenly perceived and highlighted by Ancel Keys in
Naples back in the 1950s. Here, he had the insight
that the Mediterranean Diet played a protective
role toward coronary heart disease. In fact, this was
quite a rare condition in southern Italy in those
days contrarily to the United States and northern
European countries such as the Netherlands or
Finland, where the habitual consumption of satu-
rated fat was remarkably higher than in southern
Italy. A family predisposition to cardiovascular
diseases does indeed exist and is generally mediated
by hyperlipidemia, high blood pressure, and
thrombophilia; however, even in cases of clear
family history, dietary habits contribute to improve
or worsen the underlying metabolic conditions
that are eventually responsible for the injury to

the heart or vessels. The growing prevalence of
obesity and diabetes, along with the increase in
the elderly population, has further contributed to
the current high trend in cardiovascular diseases
worldwide.

Scientific research has made giant steps in
understating the interaction between nutrition,
metabolism, and molecular genetics in relation to
the causes of cardiovascular diseases; we therefore
felt that the most significant evidence produced
in recent years deserved to be put together in a
monograph. These data have been subdivided
into six separate sections, spacing from nutrition
to obesity (section 1), the metabolic syndrome
to diabetes (section 2), hypercholesterolemia to
atherogenesis (section 3), high blood pressure
to cardio-cerebrovascular diseases (section 4),
hemostasis to atherothrombosis (section 5), and
diet to aging processes (section 6).

There is clearly a common thread in all the sec-
tions: the close relationship between type of dietary
habits, metabolic processes of the nutrients, and
the possibly severe pathogenic consequences on the
cardiovascular system.

We are grateful to all of the authors who
participated in this initiative with their scientific
contributions, and to Wiley-Blackwell who wel-
comed our proposal to publish this book, which
we dedicate to the memory of Ancel Keys, with
gratitude from all his scholars.

xviii
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1 CHAPTER 1

Basics of Energy Balance
Luca Scalfi, Fabrizio Pasanisi, & Franco Contaldo
Federico II University, Naples, Italy

Introduction

The aim of this chapter is to concisely discuss the
basic concepts related to the utilization of energy
in the human body. In addition, background in-
formation is provided about the practical use of
these concepts. These issues are considered in more
detail in chapters of books and other major pub-
lications on human nutrition to whom the reader
may refer for further explanations [1–9]. Other ref-
erences are indicated in the text only for more spe-
cific points. The human being needs energy to sus-
tain life and maintain the structural and functional
integrity of the body. The energy is used by cells
to perform chemical work (synthesis and degra-
dation of molecules), mechanical work (muscular
contraction), and electrical work (maintenance of
ionic gradients across membranes), and eventually
lost in the form of heat or external work or is stored
(mostly in the adipose tissue as triacylglycerols) if
energy balance is positive.

The first law of thermodynamics states that en-
ergy cannot be created or destroyed, but only
transformed. Human body attains energy from
foods where it is stored in the chemical bonds of
macronutrients (carbohydrates, fats, and proteins)
and alcohol. Through biochemical transformation
the energy of nutrients is made available to the
body mostly as adenosine triphosphate (ATP), but
this conversion into high-energy biochemical com-
pounds is an inefficient process, with 50% of the
original energy lost as heat. Furthermore, since a
certain percentage of ATP is needed for the trans-

port, storage, and recycling of macronutrients, ac-
tual ATP yields correspond to 90%, 75%, and 55%
of those expected on the basis of pure oxidation
of fats, carbohydrates, and proteins, respectively.
In other words, the synthesis of one mole of ATP
that can be used by the body requires about 20 kcal
for fats, 24 kcal for carbohydrates, and 33 kcal for
proteins.

Since all the energy used by the body is ultimately
lost as heat (including that related to external work),
energy is usually expressed using the calorie, which
is defined as the amount of heat energy needed to
raise the temperature of 1 ml of water at 15 ◦C by
1 ◦C. Actually, according to the SI system, the unit
for energy is the joule (J), which measures energy in
terms of the mechanical work required to accelerate
a mass of 1 kg with a force of 1 newton through 1 m
along the direction of the force. Because calorie and
joule are small units, considering energy balance,
for practical reasons, kilocalorie (kcal = 1,000 cal),
kilojoule (kJ = 1,000 J), and sometimes megajoule
(MJ = 1,000,000 J) are commonly used in human
nutrition. The equivalence is indicated as 1 kcal =
4.184 kJ (in some texts, 4.186) with the inverse ratio
of 0.239.

Food Energy

The gross energy of food is the energy contained
in the chemical bonds of macronutrients (carbo-
hydrates, fats, and proteins) and alcohol and can
be determined using a bomb calorimeter, which is
an instrument that measures heat production due
to complete oxidation of organic molecules. The
gross energy of food (in kcal/g: 4.10 for carbohy-
drates, 9.45 for fats, 5.65 for proteins, and 7.10 for

Nutritional and Metabolic Bases of Cardiovascular Disease, 1st edition.

Edited by Mario Mancini, José M. Ordovas, Gabriele Riccardi,

Paolo Rubba and Pasquale Strazzullo. c© 2011 Blackwell Publishing Ltd.
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4 SECTION I Nutrition and Obesity

alcohol) is not entirely available to the body. First,
some energy is lost in feces because of incom-
plete absorption of macronutrients from the di-
gestive tract; the energy available after ingestion of
food is termed digestible energy. The absorption
rate of macronutrients is usually considered very
high–97% for carbohydrates, 95% for fats, and 92%
for proteins–but it could be much lower for high-
fiber diets, especially with respect to protein di-
gestibility. Once in the body, carbohydrates and fats
are completely oxidized to water and carbon diox-
ide, but this is not the case for proteins. Nitrogen is
not oxidized to nitrogen oxides, which are toxic, but
to urea, which is much less toxic, and this molecule
still contains a quarter of the chemical energy
of original proteins. Small amounts of other, not
completely oxidized nitrogenous molecules such as
amino acids, 3-methyl-hystidine, and creatinine are
also lost in the urine. The energy made available to
the body after taking into account losses in feces
and urine is termed metabolizable energy; the cor-
responding energy values (kcal/g) are the ones com-
monly used in human nutrition: 3.75 for monosac-
charides, 3.94 for disaccharides, 4.13 for starch, 9.00
for fats (triglycerides composed of long-chain fatty
acids), 4.00 for proteins, and 7.00 for alcohol. A fig-
ure of about 1.5 kcal/g has also been proposed for
dietary fiber, as it can be metabolized (fermented)
in the large bowel by bacteria to short-chain fatty
acids, which can be subsequently absorbed and uti-
lized in the body.

Components of Total Energy
Expenditure

Total energy expenditure (TEE), usually expressed
as 24-hour energy expenditure, comprises three
main components (basal metabolic rate, thermic
effect of food, and energy expenditure due to phys-
ical activity), plus a number of additional compo-
nents that may be relevant in specific circumstances
(Table 1.1).

Basal Metabolic Rate
Basal metabolic rate (BMR) is by far the most im-
portant component of TEE in a very large percent-
age (60%–75%) of individuals, and more markedly
in sedentary people. BMR corresponds to the en-

Table 1.1 Components of energy expenditure.

Basal metabolic rate (BMR)

Thermic effect of food (TEF)

Energy expenditure due to physical activity (EEPA)

Exercise activity thermogenesis (EAT)

Nonexercise activity thermogenesis (NEAT), including

fidgeting

Other thermogenic stimuli

Psychological thermogenesis

Cold-induced thermogenesis

Drug-induced thermogenesis

The term diet-Induced thermogenesis indicates the varia-

tions in BMR and TEF due to true metabolic adaptation to

chronic underfeeding or overfeeding.

ergy needed in basal conditions to sustain the
metabolic activities of cells and tissues and to main-
tain vital functions (e.g., circulatory, respiratory,
gastrointestinal and renal processes, and body tem-
perature) when the subject is awake and alert; sleep-
ing metabolic rate is 5%–10% lower than BMR.

BMR is determined in standard conditions avoid-
ing any effect of food or physical activity, with
the subject lying at physical and mental rest in
a comfortably warm environment (thermoneutral
environment) and in the post-absorptive state. In
practice, according to a realistic protocol, BMR is
measured in the first part of the morning after the
subject has been in the supine position for 30 min-
utes, at least 12 hours after eating food or taking any
stimulants such as coffee or smoking. Heavy phys-
ical activity should also be avoided during the day
prior to the test. Resting metabolic rate (RMR) is
the term used when the conditions for the measure-
ment of BMR are substantially but not completely
met (e.g., because of a shorter fasting period and
heavy physical exercise the day before). RMR is,
therefore, expected to be slightly higher than BMR.
BMR and RMR are usually expressed in kcal/min or,
if extrapolated to 24 hours to be more meaningful,
in kcal/day. In the latter case, the terms basal energy
expenditure (BEE) and resting energy expenditure
(REE) are usually (and more appropriately) used.

A number of factors cause the BMR to vary
among individuals. By far, body size (i.e., body
weight) is the most important one. Heavier peo-
ple have higher metabolic rates than lighter ones.
As metabolic processes that require energy occur
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CHAPTER 1 Basics of Energy Balance 5

almost exclusively within the cytosol and mito-
chondria, BMR is strictly related to fat-free mass
(i.e., body weight minus body lipids) and body cell
mass. Brain, liver, kidney, and heart, which together
represent 5%–6% of body weight, are the most
metabolically active organs, accounting for more
than 50% of BMR. For the same amount of tissue,
their metabolic rate is much higher than that
of skeletal muscles. Indeed, skeletal muscles con-
tribute 20%–30% of BMR in adults because of its
large mass, while adipose tissue (at least in people
of average weigh) contributes to a small extent, as
its metabolic rate per unit of weight is low. As far
as metabolic processes are concerned, protein syn-
thesis, Na-K ATPase pump, and gluconeogenesis
account for a substantial proportion of energy uti-
lization in basal conditions. Furthermore, BMR is
subject to the control of the central nervous system
and the sympathetic nervous system and is related
to hormonal status (i.e., thyroid hormones and
insulin).

In addition, for the same weight and height, BMR
is higher in males than in females even after adjust-
ing for body composition and, in women, is higher
in the luteal compared to the follicular phase. Fur-
thermore, BMR significantly declines with age in
both genders. This trend is not entirely explained
by the changes in body composition observed in
older people; it may also be ascribed to a num-
ber of hormonal and metabolic changes related to
senescence.

Thermic Effect of Food
The thermic effect of food (TEF) is the increase in
energy expenditure occurring after the ingestion of
energetic molecules (carbohydrates, fats, proteins,
and alcohol) and is mostly associated with their
digestion, absorption, and storage. An increase in
energy expenditure can usually be observed from 4
to 6 hours after a mixed meal. Postprandial ther-
mogenesis, specific dynamic action, thermic effect
of feeding, and heat increment of feeding are other
terms used to describe the same phenomenon.

TEF is influenced by the quantity and the type
of macronutrients ingested. The thermogenic re-
sponse is 5%–10% of ingested energy for carbohy-
drates, less than 5% for lipids, and 20%–30% for
proteins, accounting on average for approximately
10%–15% of total energy intake (and TEE, if energy

balance is neutral). The high TEF for proteins is due
not only to the more complex processes of digestion
and absorption but also to substantial postprandial
changes in amino acid metabolism, leading to an
overall increase of protein turnover.

A number of other factors have been indicated
to affect TEF, for instance, overfeeding and un-
derfeeding or physical exercise on the days prior
to the test. Several studies have also shown varia-
tions due to age, genetic factors, weight changes,
and physical fitness. Although these studies are rel-
evant to metabolic and physiological knowledge,
from a practical perspective, it is unlikely that in
healthy individuals, and in the long term, differ-
ences in TEF may significantly influence TEE and
energy balance.

Physical Activity
The third main component of TEE is the energy
expenditure due to physical activity (EEPA), which
is the energy expenditure for physical activities of
all kinds. It is important to stress that physical ac-
tivity does not always match the strict definition of
muscular work, which implies external work per-
formed on the environment. In fact, an increase
in energy expenditure can also occur without any
work in the case of just tensed and stretched mus-
cles (e.g., isometric thermogenesis for standing up
and dynamic thermogenesis for climbing down a
ladder, respectively).

Energy expenditure due to physical activity can
be further split into two components: Exercise activ-
ity thermogenesis (EAT) is the energy used during
sport or fitness exercises, while non-exercise activity
thermogenesis (NEAT) is due to occupational activ-
ities, leisure activities, and any other activity related
to everyday life. In particular, NEAT also comprises
fidgeting (spontaneous physical activity), which is
a condition of restlessness, as manifested by con-
tinuous movements particularly of body segments.
Finally, excess post-exercise oxygen consumption
(EPOC) is an additional small increase in energy
expenditure even after exercise has ceased, which is
related to exercise intensity and duration.

EEPA, which widely varies among individuals as
well as from day to day, depends on the type and
intensity of a certain physical activity and on the
combination of different physical activities over the
day. It may also be influenced by the individual
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6 SECTION I Nutrition and Obesity

habits of motion, as well as the speed and dexterity
with which an activity is performed. The energy cost
of each physical activity is commonly expressed as
a multiple of BMR, and the term correspondingly
used by the World Health Organization (WHO) [1]
is physical activity ratio (PAR). The term metabolic
equivalents (METs) is often used in the same way but
is somewhat different. As a matter of fact, METs are
multiples of resting oxygen consumption and the
latter is not measured but calculated using a fixed
rate of oxygen consumption (in adults, 3.5 mL/kg
of body weight per minute). This means roughly 1.0
kcal/kg of body weight per hour, or 1.2 kcal/min in
a man weighing 70 kg and 1.0 kcal/min in a woman
weighing 60 kg. Comprehensive tables on the en-
ergy cost of different activities are easily available
[1,2]. In general, PAR (or METs) ranges from 1 to 5
(e.g., 1.4 for standing, 3.3–4.5 for walking) but can
reach much higher values (>8) for jogging, running,
and selected occupational activities.

The overall level of physical activity can be de-
fined by computing the ratio of TEE to BEE, termed
physical activity level (PAL), or sometimes phys-
ical activity index (PAI). PAL can be used to de-
scribe physical activity habits, or to express how
sedentary is the lifestyle of individuals. The Insti-
tute of Medicine [2] identified four categories in
adults: sedentary, low active, active, and very ac-
tive with respective PAL ranges of 1.0–1.3, 1.3–1.6,
1.6–1.9, and >1.9. The WHO proposed alternative
classification criteria [1]: sedentary or light activ-
ity lifestyle for PAL = 1.40–1.69, active or moder-
ately active lifestyle for PAL = 1.70–1.99, and vig-
orous or vigorously active lifestyle for PAL >2.00.
For instance, performing one hour of moderate
to vigorous activity every day (brisk walking to
jogging/running, aerobic dancing, cycling, etc.) is
sufficient to maintain an active lifestyle. Indeed,
PALs of >2.00 are uncommon in industrialized
countries.

Other Components of TEE
In addition to the three components already re-
ferred to, other minor thermogenic stimuli may be
mentioned: psychological thermogenesis, as anxi-
ety and stress increase BMR; cold-induced thermo-
genesis, due to exposure to low temperature; and
drug-induced thermogenesis, for instance, related
to the consumption of caffeine, nicotine, or alco-

hol. The actual impact of these factors on TEE is
questionable and cannot easily be evaluated in the
single individual.

In terms of energy balance, additional energy
needs should be considered in specific circum-
stances, such as growth, pregnancy, and lactation.
Briefly, the energy cost of growth is very high in the
first three months of life but declines rapidly to 5%
of energy intake in the second year of life, and then
to 1%–2% until puberty, including both the cost to
synthesize new tissues and the energy deposited in
those tissues. The overall energy cost of pregnancy is
on average approximately 75,000 kcal, being higher
in the second and third trimesters, while during the
first six months postpartum, on average an addi-
tional 675 kcal/day are needed for milk production
if infants are exclusively breastfed.

Variability of TEE

To a very large extent, TEE varies even in people
living in developed countries, where technology,
which promotes a sedentary lifestyle, is commonly
and widely used. All the factors that affect BEE (e.g.,
body weight and composition, age, and gender) also
influence TEE, whereas TEF represents a quite con-
stant and limited component. Large differences in
TEE between subjects of the same gender, age, and
weight (even >2,000 kcal/day) are accounted for
mostly by variance in EEPA. In particular, differ-
ences in NEAT may be of great importance since
most adults are not regularly involved in sporting-
like activities (EAT). The between-subject differ-
ences in NEAT may be related to environmental
and biological factors affecting both occupational
and leisure-time activities, with fidgeting still very
difficult to assess. It should be noted that extremely
high values of TEE can be observed both in indi-
viduals with high levels of physical activity and in
severely obese individuals (see below).

Energy Requirements
Energy requirement is defined by the Food and
Agriculture Organization of the United Nations
(FAO)/WHO/United Nations University (UNU)
Consultation [1] as the amount of food energy
needed to balance energy expenditure in order to
maintain body size, body composition, and a level
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of necessary and desirable physical activity consis-
tent with long-term well-being and good health.
This also includes the energy needed for growth
(children and adolescents), deposition of tissues
during pregnancy, and production of milk during
lactation. According to this definition, energy re-
quirement does not automatically correspond to
TEE in a given individual, for instance, in under-
weight or obese or very sedentary people.

From a practical perspective, in order to avoid
a negative outcome associated with underfeeding
or overfeeding, it is crucial to assess TEE before
commencing nutritional support in the single indi-
vidual [9]. In this case, TEE could not correspond to
energy requirement as above defined, for instance,
in underweight or obese people (lower and higher
than the desirable one, respectively).

Two different basic approaches may be used for
the assessment of TEE [1,2,10], with an accuracy
that is indeed still not completely known, espe-
cially in the single individual. In the first approach
(simplified factorial method), BEE and PAL are
considered [1,10]. BEE is measured by indirect
calorimetry or estimated using predictive formulas
including, in different combinations, easily mea-
surable variables such as gender, age, weight, and
height. As far as adult individuals are concerned,
the most widely used among such formulas are still
those published in 1919 by Harris and Benedict
[11]. The equations proposed by Schofield et al. in
1985 [12] are frequently cited as well; they were de-
rived for each gender and for different age ranges
on the basis of a large number of data collected in
several countries.

Once BEE is measured or estimated, PAL can be
approximated by asking the subject to keep an activ-
ity diary or by using an appropriate questionnaire,
and TEE is accordingly estimated by multiplying
BEE by PAL. In the case of an activity diary, EEPA
could also be calculated in absolute value (kcal/day)
from recorded activities and their duration and then
added to BEE.

The second approach for the assessment of TEE
has been recently recommended by the Institute of
Medicine as part of the Dietary Reference Intakes
project [2]. In this case, BEE is neither measured nor
estimated. Instead, as shown in Table 1.2, gender-
specific equations for TEE are proposed, requiring
four predictive variables: age, height, weight, and

level of physical activity. The latter is expressed as
a coefficient depending on the lifestyle category:
sedentary, low active, active, and very active (see
Table 1.2).

Energy Balance
The difference between the energy made available
to the body (metabolizable energy) and TEE defines
the energy balance. The traditional (static) energy
balance equation is commonly expressed as

Changes in energy stored in the body

= metabolizable energy intake − total

energy expenditure

Neutral energy balance (or energy balance) is when
the two factors are equivalent, with no changes in
body energy stores. Because with common dietary
habits, as observed in industrialized countries, there
is little or no conversion of either proteins or car-
bohydrates to fatty acids, achieving neutral energy
balance also means achieving neutral balance of
each macronutrient.

Positive energy balance occurs when energy ex-
penditure is low or energy intake is high, or with
a combination of these two factors. The opposite
is true for a negative energy balance. Short-term
energy imbalance (over hours or days) is handled
by the body through rapid changes in carbohydrate
balance and glycogen stores, whereas over a pro-
longed period, there are changes in fat mass and
fat-free mass. The amount of fat mass gained or lost
depends on a number of factors, such as the extent
of energy imbalance and the initial BMI. However,
in normal conditions, fat-free mass and fat mass
both increase during weight gain and decrease after
weight loss.

The term adaptation describes the normal phys-
iological responses of humans to different envi-
ronmental conditions to preserve body functions
and well-being as much as possible. Specifically,
the maintenance of energy balance in spite of some
alteration of the steady state may involve behav-
ioral changes, variations in body composition, and
true metabolic adaptation. For instance, changes of
body weight per se are expected to modify differ-
ent components of TEE in a direction that tends
to oppose the original imbalance. Weight gain is
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Table 1.2 Equations to estimate total energy expenditure (TEE) in adults as proposed

by the Institute of Medicine.

associated with an increase in fat-free mass as well
as metabolically active tissues, leading to an increase
in both BEE and the absolute energy cost of phys-
ical activity. On the other hand, true metabolic
adaptation occurs when there are biochemical
changes in cellular energy metabolism that cannot
be related to other factors. In this regard, the term
diet-induced thermogenesis has often been used
to describe possible variations in BMR and TEF
that are due to true adaptation to underfeeding or
overfeeding.

A convincing, consistent example regarding
adaptation and energy expenditure is offered by un-

derfed adult subjects. It is a universal observation
[13,14] that all the components of TEE are affected
by chronic energy deficiency. The decrease in TEF is
due to the reduced food intake and possibly to some
true metabolic adaptation. BEE and EEPA decline
because of the reduction in body mass, but EEPA
declines also because of possible changes in spon-
taneous physical activity (unconscious economy of
activity). Finally, and more interestingly, there is a
decrease in BEE that is greater than it would be ex-
pected from the loss of body mass and fat-free mass
[13,14]. This is a major factor in the protection
against further weight loss, likely to be due to both

      Table not available in this electronic edition.
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a reduction in cellular energy needs and changes in
hormonal status (e.g., thyroid hormones) or in the
activity of the sympathetic nervous system (leading
to a true metabolic adaptation).

Much more difficult is to discuss the issue of
adaptation during positive energy balance.

Since dietary energy excess may vary significantly
from day to day, results obtained in experimental
overfeeding studies can difficult to extrapolate to
everyday life, for instance, because of peculiar char-
acteristics of protocols such as very consistent daily
energy surplus. Indeed, during short-term over-
feeding, the increase in energy expenditure appears
fairly small and possibly related to the type of nutri-
ent, possibly greater for carbohydrates than fats [6].

Overall, adaptive variations in energy expendi-
ture to contrast changes in body weight are more
apparent and effective in chronic energy deficiency
than chronic overfeeding, suggesting a clear pri-
ority in preventing the consequences of weight loss
rather than those of excess body fat. This is in agree-
ment with the observation that food shortages were
more common than food abundance during early
human evolution and more likely to be fatal in the
short term.

Energy Expenditure and Obesity

Obesity is a heterogeneous disorder in which en-
vironmental, individual, and biological factors in-
teract to influence both energy intake and energy
expenditure. Long-term energy balance appears to
be quite efficiently regulated in humans, with a
number of sensitive mechanisms that act to oppose
weight changes. In most average-weight people liv-
ing in industrialized countries, body weight tends
to remain quite constant despite that metabolizable
energy made available to the body ranges between
600,000 and 1,000,000 kcal/yr. On the other hand,
considering that even an energy surplus of only 80
kcal/day (3%–5% of total daily energy intake) is
expected to cause a 4.5-kg increase in body weight
over 12 months, it has been extensively discussed
over the past decades whether alterations, even mi-
nor, in energy expenditure may play a role in the
pathogenesis of overweight and obesity. In other
words, are there abnormalities in TEE and any of
its components that, at least in part, cause weight
gain and lead to excess body fat?

Experimental Studies
Experimental studies in humans focus on differ-
ent conditions: individuals before weight gain, al-
ready obese, or after weight loss. Few longitudinal
data have indicated that low energy expenditure is
a risk factor for weight gain in some groups of sub-
jects who may be prone to obesity, such as adult
Pima Indians and infants of overweight mothers,
but there is no evidence of increased risk in the gen-
eral population or unselected cohorts [15]. How-
ever, in pre-obese as well as post-obese subjects
(i.e., subjects with a clinical predisposition to gain
excess body fat), a trend toward more efficient en-
ergy storage and/or higher food intake associated
with sedentarism has been suggested. In pre-obese
as well as post-obese subjects, some studies have
also suggested that low levels of NEAT and spon-
taneous physical activity represent a risk factor for
weight gain, but data are still preliminary [15,16].
Taken together, these studies support a variable role
of biological factors in the pathogenesis of human
obesity. In fact, a positive association has been de-
scribed between some genotypes and phenotypes
typical of individuals predisposed to obesity. Nev-
ertheless, nongenetic biological factors such as in-
trauterine factors, birth weight, and breastfeeding
may facilitate the onset of obesity later in life.

Considering an achieved condition of excess
body fat, it is widely accepted that BEE is in-
creased in overweight and obese individuals. This
is not surprising because not only do they have a
greater fat-free mass, but in very obese people, fat
mass also significantly contributes to energy ex-
penditure, although the metabolic rate per unit
of weight is low. The equations proposed by the
Institute of Medicine [2] indicate an increase in
BEE of 10.1 and 8.6 kcal/day for each kilogram
of body weight gained in overweight/obese male
and female individuals, respectively. Interestingly,
after adjustment for body composition, there are
no differences in BEE between overweight/obese
individuals and their lean counterparts [15]. Over-
weight people also have a higher EEPA in absolute
terms because they spend a larger amount of en-
ergy to move a greater mass, especially in weight-
bearing activities. If PAL is taken into consideration,
there is evidence that overweight subjects do not
exhibit more sedentary lifestyles, possibly because
of the low mean PAL observed in average-weight



P1: SFK/UKS P2: SFK Color: 1C

c01 BLBK318-Mancini November 8, 2010 6:51 Trim: 10in X 7in Printer Name: Yet to Come

10 SECTION I Nutrition and Obesity

individuals living in industrialized countries [15].
On the other hand, it should be noted that excess
body fat is frequently a physically incapacitating
factor in morbidly obese patients, leading to a re-
duction in physical activity. As far as adaptive ther-
mogenesis is concerned, while the few data available
seem to suggest a similar response to short-term
overfeeding in lean and overweight individuals, sev-
eral studies have demonstrated that TEF is abnor-
mal in obese individuals [15]. However, the dif-
ference, possibly due to the presence of insulin
resistance, is unlikely to be due to an altered adap-
tive thermogenesis, is small, and is unlikely to pro-
duce significant energy imbalance. Overall, when
weight stability is present, TEE is on average much
higher in overweight/obese individuals than in their
average-weight counterparts (energy gap) [17].

Finally, the question of whether obese individ-
uals may have decreased energy requirements after
weight loss has also been addressed. All components
of TEE decline in obese individuals with weight loss,
for example, due to a decrease in body mass, fat-
free mass, or energy intake. On the other hand,
conflicting results are available concerning the hy-
pothesis that post-obese people have a lower BEE
than would be expected on the basis of their body
composition, but this difference would indeed be
very small and unlikely to affect energy balance to
a significant extent [15]. Indeed, it is clear that in
order to maintain energy balance, post-obese peo-
ple have to reduce their energy intake compared
to their previous overweight condition or substan-
tially increase EEAT.

The Epidemiological Approach
Epidemiological studies have given significant re-
sults about the role of energy expenditure in the
pathogenesis of obesity, which are also somewhat in
contrast with those of experimental studies [18,19].
Randomized controlled studies and cohort studies
have evaluated in adults and children the relation-
ships between weight changes and physical activity
(also in combination with diet), occupational and
leisure activities, and household activities. Overall,
there is substantial and consistent evidence that reg-
ular and sustained physical activity may protect, at
least in part, against the increase of body fat and fa-
cilitate maintenance of weight loss in the long term.
Since the measurement of physical activity is com-

plex and usually not very accurate, the actual rela-
tionship could be stronger than the observed one.
It should also be mentioned that physical activity
may influence energy balance in different ways, not
only by increasing energy expenditure but also by
affecting the regulation of food intake.

Similarly, epidemiological studies have also
shown that sedentary lifestyles, which means a high
level of physical inactivity, are also related to weight
gain [18,19]. Several studies in children, adoles-
cents, and young adults show a higher risk of over-
weight/obesity with increased television viewing
(usually >3 hr/day). Indeed, television viewing is
a marker of physical inactivity but may also be as-
sociated with consumption of energy-dense foods
and drinks.

Main Clinical Correlates

The evaluation of energy requirements is important
not only from a theoretical point of view, but also
for clinical purposes. Energy requirements should
be evaluated before commencing every nutritional
therapy, and this is true not only for underweight
and overweight patients and also for those with
conditions such as metabolic syndrome, type 2 dia-
betes, and hyperlipidemia. Physicians should always
be aware of the potential error introduced in nu-
tritional therapy by disregarding this issue, because
the diet should always be tailored to the individual’s
energy needs.

Standardized procedures should be used for esti-
mating BEE and PAL with predictive equations and
questionnaires. The measurement of BEE using a
specific device such as the ventilated hood system
should be encouraged as a standard procedure in
human nutrition to improve the evaluation of en-
ergy requirements in the single individual. EEAT
could be assessed with accelerometers, but the va-
lidity of this approach in the single individual is still
debated.

The increase in TEE due to being overweight is
not a legend, but it is real and consistent. For in-
stance, the equations proposed by the Institute of
Medicine [2] indicate that for the same age, height,
and PAL, TEE is significantly affected by weight not
only in average-weight but also in overweight and
obese individuals. Indeed, there are overweight and


