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m Abstract Bone mass is maintained constant between puberty and menopause by
the balance between osteoblast and osteoclast activity. The existence of a hormonal
control of osteoblast activity has been speculated for years by analogy to osteoclast
biology. Through the search for such humoral signal(s) regulating bone formation,
leptin has been identified as a strong inhibitor of bone formation. Furthermore, intra-
cerebroventricular infusion of leptin has shown that the effect of this adipocyte-derived
hormone on bone is mediated via a brain relay. Subsequent studies have led to the
identification of hypothalamic groups of neurons involved in leptin’s antiosteogenic
function. In addition, those neurons or neuronal pathways are distinct from neurons
responsible for the regulation of energy metabolism. Finally, the peripheral mediator of
leptin’s antiosteogenic function has been identified as the sympathetic nervous system.
Sympathomimetics administered to mice decreased bone formation and bone mass.
Converselys-blockers increased bone formation and bone mass and blunted the bone

loss induced by ovariectomy.
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HORMONAL REGULATION OF BONE REMODELING

Because the integrity of the skeleton is a mandatory requisite to vertebrates for
movement in a terrestrial environment, bones are the sites of a complex process
constantly renewing their structure throughout life. This process, called bone re-
modeling, can be briefly described by the sequential action of osteoclasts resorbing
preexisting mineralized bone and the subsequent action of osteoblasts laying down
an extracellular matrix that will eventually become mineralized. This process oc-
curs throughout the skeleton simultaneously to insure its complete renewal within
10 years and to maintain its structural properties and integrity when damaged.
When the balance between bone resorption and bone formation is conserved, bone
mass is kept constant. However, any unbalance between these two processes will
inevitably lead to a pathologic state characterized either by alow bone mass or by a
high bone mass that can potentially impair bone marrow functions. Osteoporosis,
the most frequent bone remodeling disease, is characterized by a relative increased
osteoclastic activity that is not compensated by an increased osteoblastic activity,
leading to a low bone mass and a high risk of fracture (29, 30).

Bone remodeling is regulated by the paracrine or autocrine action of diverse cy-
tokines, growth factors, and hormones, acting either on osteoblasts or osteoclasts.
Several transcription factors (Pu.1, c-fos 4¥; Mi, etc.), cytokines (mcsfl, OPG,
OPGL, etc.) and hormones (estrogen, PTH, etc.) are known to regulate osteoclast
precursor differentiation or osteoclast function (5). Similarly, transcriptional fac-
tors (Cbfal, Osterix) and cytokines (LRP5, PGE2, etc.) regulate osteoblast differ-
entiation and function (13, 22). However, only a few hormones have been identified
to regulate these processes. One experiment performed in our laboratory has sug-
gested the existence of such humoral control of osteoblast function. In a mouse
transgenic model of inducible osteoblast ablation (the osteocalcine-thymidine ki-
nase transgenic mice), mice lost bone as a result of osteoblast deletion and con-
tinuous resorption by osteoclasts (9). However, cessation of osteoblast ablation
led to a strikingly rapid and precise recovery of bone mass. The rapidity and the
precision of this recovery suggested that osteoblasts had a way to sense when they
had to produce a high amount of bone matrix and when they should reduce their
activity at the time bone mass returns to normal. This observation suggested that a
powerful homeostatic system could maintain bone mass and that this system might
be of endocrine nature. Clinical observations have strengthened this hypothesis.

LEPTIN IS AN INHIBITOR OF BONE FORMATION

Two observations taken from the literature drove us to the hormone we were
seeking: Estrogen deprivation at menopause leads to bone loss and obesity to
some extent protects from osteoporosis (19, 31, 40). These observations suggested
that three distinct homeostatic functions, i.e., bone mass, reproduction, and body
weight, could be regulated by the same hormone. Leptin arose as a plausible
candidate because this adipocyte-secreted hormone coregulates two of these
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functions, i.e., reproduction and body weight, through hypothalamic neurons ex-
pressing leptin receptors (1, 16, 18, 43). This hypothesis implicated that the regula-
tion of bone formation, like the regulation of reproduction and body weight, would
be under hypothalamic control. Leptin-deficient and leptin receptor—deficient mice
are morbidly obese and sterile (20). According to the above observations, these
animals should have a low bone mass because of their hypogonadism, and could
be protected to some extent from this bone loss by their obesity. Surprisingly, in
spite of their hypogonadism, leptin signaling—deficient mice have an increased
bone formation rate and consequently 40% more bone than their wild-type lit-
termates (12). This result is extraordinary because this mouse model is the only
known example of a coexistence of a high bone mass and hypogonadism.

Leptin signaling deficiency, and not body weight, is responsible for this in-
creased bone formation. Indeed the “fat-free” A-ZIP/F1 transgenic mice have a
low level of leptin due to their lipodystrophy and also display a high bone mass
phenotype in spite of their low body weight (12, 14). In contrast, melanocortin
receptor 4—deficient mice are strongly obese yet do not display any bone mass
abnormality (21, 34).

LEPTIN EFFECT ON BONE MASS IS
MEDIATED CENTRALLY

The hypothalamus constitutes the main brain center orchestrating the regulation of
many—if not all—homeostatic functions. This part of the brain highly expresses
the signaling form of leptin receptor (6, 18, 35). Our hypothesis that leptin would
regulate bone formation through a central relay implied that leptin delivery by
hypothalamic intracerebroventricular (ICV) infusion would affect bone mass and
rescue the bone phenotype of leptin-deficient mice. It is indeed what we observed.
Minimal dose of leptin ICV infusion led to marked bone loss in both leptin-deficient
and wild-type mice. The same dose of leptin given peripherally was ineffective.
This first result was a strong indication that leptin controls bone formation predom-
inantly through the hypothalamus. A thorough testing of this hypothesis, however,
was required to assess the consequences of leptin’s direct effect on osteoblasts
and bone mass, especially since several in vitro studies reported a direct effect of
supraphysiologic doses of leptin on human or rat osteoblasts or osteoblastic cell
lines (8, 25, 28, 39). In vitro studies led to negative results. Oncostatin M treatment
of mouse primary osteoblasts induced the phosphorylation of Stat3, a downstream
signaling molecule of both oncostatin M receptor (23) and leptin receptor (41).
Treatment with physiologic and supraphysiologic doses of leptin did not induce
Stat3 phosphorylation. Sinab/dbmice have a high bone mass phenotype, os-
teoblasts would be expected to produce more extracellular matrix than wild-type
osteoblasts. However, among other parameters analyzed, in vitro nodule formation
and collagen synthesis by leptin receptor—deficient osteoblasts were undistinguish-
able from wild-type osteoblasts. Finally, and more relevant because of the in vivo
nature of these experiments, transgenic mice overexpressing leptin in osteoblasts
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had a normal bone mass regardless of their age. This sharply contrasts with the
ease with which leptin infusion decreases bone mass when delivered centrally.
These results therefore indicate that leptin does not affect bone mass in vivo by a
direct action on bone (34).

TOWARD THE IDENTIFICATION OF DISTINCT
HYPOTHALAMIC NEURONS OR NEURONAL PATHWAYS
CONTROLLING BONE FORMATION AND BODY WEIGHT

One way to confirm the hypothalamic nature of bone mass regulation and to target
neuronal structures involved in this function is the destruction of discrete regions
of the hypothalamus. Such an approach was used with success five decades ago to
identify hunger and satiety centers located in the basal and lateral hypothalamus
(15). We chose to use the same strategy, in conjunction with genetic studies, to
identify hypothalamic structure(s) and neuropeptides regulating bone formation.
Two distinct neurotoxins—monosodium glutamate (MSG) and goldthioglucose
(GTG)—-can be used to lesion with a certain degree of specificity groups of neu-
rons in the arcuate nuclei (ARC) and ventro-medial hypothalamic (VMH) nuclei,
respectively (11, 27). These two hypothalamic nuclei highly express leptin recep-
tors. MSG treatment did induce a gain of body weight because of the destruction
of ARC neurons but did not affect bone mass, indicating that MSG-sensitive neu-
rons are dispensable for leptin antiosteogenic function. By contrast, destruction of
VMH-GTG-sensitive neurons led to a marked increase in bone mass, reaching a
bone mass similar to the one observealiobmice (34). This result confirmed

the involvement of the hypothalamus in the regulation of bone mass and defined
a specific group of neurons characterized by their anatomical location and their
sensitivity to GTG.

The next question was whether these GTG-sensitive neurons were the neurons
by which leptin was affecting bone mass. To address this question, GTG-treated
mice or control mice were administered leptin ICV. Unlesioned mice did lose bone,
as expected, but GTG-treated mice did not, which indicated that GTG-sensitive
neurons are the target of leptin for its antiosteogenic function. In contrast, MSG-
treated mice infused with leptin ICV lost bone following leptin ICV infusion,
which confirmed that MSG-sensitive neurons are not involved in the control of
bone mass by leptin. This last result, however, does not exclude the existence of
additional neuronal pathways involved in the control of bone mass. In line with
this hypothesis, Baldock and colleagues (2) have shown that arcuate brain-specific
deletion of neuropeptide Y (NPY)-receptor 2 leads to a high bone mass phenotype.
Taken together, these results suggest the existence of distinct hypothalamic centers
or neuronal pathways regulating body weight and bone mass.

Additional observations strengthen this notion. The sum of knowledge accumu-
lated so far points to a main central pathway regulating body weight downstream
of leptin: the melanocortin pathway (10, 26). A legitimate question is whether this
pathway is also involved in leptin central control of bone formation. A negative



Annu. Rev. Nutr. 2003.23:403-411. Downloaded from www.annualreviews.org
by Central College on 01/05/12. For personal use only.

HYPOTHALAMIC CONTROL OF BONE FORMATION 407

answer would suggest that there is a central pathway downstream of leptin control-
ling bone mass independently of body weight. If such a pathway exists, we could
hope to manipulate it to increase bone mass without affecting body weight. To
address this question, we made use of available genetic mutant mice. Agouti yel-
low mice (Ay) and melanocortin receptor MC4R)-deficient mice are two mouse
models of genetic blockade of melanocortin signaling (4, 17, 21, 24). Histomor-
phometric analyses revealed that neither Ay nor MC4R-deficient mice had bone
mass abnormalities. Moreover, treatment of ob/ob mice with the melanocortin ag-
onist MTII did not reveal any bone mass abnormality either. Therefore blocking or
stimulating melanocortin signaling does not affect bone mass, which indicates that
the melanocortin pathway is not involved in the central control of bone mass (34).

THE SYMPATHETIC NERVOUS SYSTEM: A LINK
BETWEEN BRAIN AND BONE

The next question was what is the downstream effector of leptin’s antiosteogenic
function. This is important because the identification of this pathway may lead to
a novel bone-forming therapy. A classic experiment, established decades ago and
called parabiosis, was performed to address the question. This technique has been
used to show the existence of a soluble molecule controlling body weight. The
molecule is absent imb/ob mice (7). Parabiosis betweeab/ob and wild-type

mice resulted in a dramatic loss of body weight indidobmice, which indicated

that a molecule originating from the wild-type mouse and transported through the
blood could rescue the phenotype of tii@obmouse. In the present study, two
ob/obmice were used and therefore there was no leptin in the system. Following
parabiosis, a minimal dose of leptin ICV was administered to a single mouse. There
was no measurable blood circulating leptin indicating that there was no leakage
from the central nervous system to the general circulation. If the effector of leptin
antiosteogenic action is a humoral nature, its effect would be seen not only in
the ICV recipient mouse but also in the controlateral mouse. On the other hand,
if the effector were of neuronal nature, the effect of leptin would be observed
only in the mouse with leptin ICV. The latter possibility was the right one. A
significant bone loss was observed only in the mouse receiving leptin ICV, but
not in the controlateral mouse. This can be explained by the existence of either a
neuronal mediator or a short live humoral mediator. We decided to focus first on
the neuronal mediator based on what was already known about leptin signaling
and human observations.

MODULATION OF THE SYMPATHETIC NERVOUS
SYSTEM—THERAPEUTIC IMPLICATIONS

It has been shown that one of the characteristicslddbmice is a low sympa-
thetic tone (42). In addition, leptin has been shown to increase sympathetic nervous
activity through the VMH nuclei (32). Therefore, we hypothesized that leptin’s
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antiosteogenic action could be mediated through the sympathetic nervous system
(SNS). To address this question, mice deficient in dopagiihgdroxylase (DBH),

an essential enzyme to produce epinephrine and norepinephrine from dopamine,
were analyzed (36, 38). These mice are not obese despite the accumulating evi-
dence that SNS is a negative regulator of body weight. Apart from that, these mice
have been shown to have high concentrations of corticosterone and dopamine,
both conditions known to induce osteopenia (3, 37). Surprisingly, these mice had
high bone mass phenotype (34). More importantly, DBH-deficient mice lost all of
their fat by leptin ICV treatment; however, they did not respond to leptin’s antios-
teogenic effect. These results emphasized two important aspects of leptin biology:
(a) The SNS is not essential for the action of leptin on body weight, aBpthé
antiosteogenic action of leptin is mediated by the SNS, at least partially.

If the SNS is a direct regulator of bone mass, functional adrenergic receptors
must be located on bone cells. If so, which adrenergic receptor is responsible for the
action of leptin on bone? Only thB2 receptor was present on osteoblasts and none
of other post-synaptic beta or alpha receptors were detected. Moreover, primary
osteoblasts produced cAMP in response to a beta agonist treatment, suggesting
that these receptors are functional (34).

Then, modulating sympathetic nervous pathway should affect bone mass, as
modulating leptin signaling does. Isoproterenol was used to mimic an increase in
SNS activity inob/obmice and completely rescued the high bone massbidb
mice, although it did not affect their body weight. The same results were obtained
using wild-type mice. These results suggest that stimulation of the SNS leads to

TABLE 1 Body weight and bone mass effects following manipulation of
leptin, hypothalamic, melanocortic, and sympathetic signaling

Body weight  Bone mass

Leptin signaling deficiency

Leptin ICV

MSG treatment

MSG + leptin ICV

GTG treatment

GTG+ leptin ICV

Melanocortin signaling deficiency

VALY

Melanocortin signaling deficiency ICV
DBH deficiency
Isoproterenol treatment

[V V'V AV N

Propranolol treatment
DBH deficiency+ leptin ICV

PaN
N N
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a decrease in bone mass. Furthermore, as there was no effect on body weight,
the fact that leptin’s actions on body weight regulation and bone metabolism use
different pathways was further strengthened (Table 1).

The last but most important question is the following one: Could antagonists
of the SNS be used to oppose the antiosteogenic action of leptin and increase
bone mass? Wild-type mice treated with propranolol, one of the most commonly
usedg-blockers, had increased bone mass. Again, no effect on body weight was
observed. Moreover, mice treated with propranolol were protected from bone loss
induced by ovariectomy (34). These results suggesigtdockers could be used
to treat osteopenic diseases such as osteoporosis.

Are these findings are clinically relevant? For now, there is no evidence that
treatment withB-blockers is effective against osteoporosis in humans. Prospective
clinical trials are awaited, but it will take several years to reach a clear answer.
However, there is one indication that modulating SNS leads to dysregulation of
bone metabolism in humans. Reflex sympathetic dystrophy is a disease character-
ized by the upregulation of sympathetic nervous system in a localized lesion (33).
It is accompanied by a focal osteopenia and one of the most effective treatments
for this disease is. . B-blockers.

How do these findings relate to the higher bone mass observed in obese people?
It is known that obesity is marked by a state of leptin resistance. Although the
molecular mechanisms of leptin resistance in obesity are not well understood,
obese people can be seen as being functionally deficient in leptin signaling and
therefore one would expect that they would have a high bone mass phenotype. Thus
the high bone mass phenotype of obese people is consistent with these findings.

The Annual Review of Nutritionis online at http://nutr.annualreviews.org

LITERATURE CITED

1. Ahima RS, Saper CB, Flier JS, Elmquist

JK. 2000. Leptin regulation of neuroen-
docrine systemskront. Neuroendocrinol.
21:263-307

. Baldock PA, Sainsbury A, Couzens M, En-

riquez RF, Thomas GP, et al. 2002. Hy-

pothalamic Y2 receptors regulate bone for- 6.

mation.J. Clin. Invest109:915-21

. Bliziotes M, McLoughlin S, Gunness M,

Fumagalli F, Jones SR, Caron MG. 2000.

Bone histomorphometric and biomechani- 7.

cal abnormalities in mice homozygous for
deletion of the dopamine transporter gene.
Bone26:15-19

. Butler AA, Marks DL, Fan W, Kuhn

CM, Bartolome M, Cone RD. 2001. Mela-

5.

8.

nocortin-4 receptor is required for acute
homeostatic responses to increased dietary
fat. Nat. Neurosci4:605-11

Chambers TJ. 2000. Regulation of the dif-
ferentiation and function of osteoclasss.
Pathol.192:4-13

Cohen P, Zhao C, Cai X, Montez JM, Ro-
hani SC, et al. 2001. Selective deletion of
leptin receptor in neurons leads to obesity.
J. Clin. Invest108:1113-21

Coleman DL. 1973. Effects of parabiosis of
obese with diabetes and normal mibea-
betologia9:294—-98

Cornish J, Callon KE, Bava U, Lin C, Naot
D, et al. 2002. Leptin directly regulates
bone cell function in vitro and reduces bone



Annu. Rev. Nutr. 2003.23:403-411. Downloaded from www.annualreviews.org

by Central College on 01/05/12. For personal use only.

410

TAKEDA ® ELEFTERIOU ® KARSENTY

10.

11.

12.

13.

14.

15.

16.

17.

18.

fragility in vivo. J. Endocrinol.175:405— 19.

15

. Corral D, Amling M, Prienel M, Loyer E,

Fuchs S, et al. 1998. Dissociation between
bone resorption and bone formation in os-
teopenic transgenic micBroc. Natl. Acad. 20.
Sci. USA95:13835-40

Cowley MA, Smart JL, Rubinstein M, Cer-
dan MG, Diano S, et al. 2001. Leptin acti-
vates anorexigenic POMC neurons througl21.
aneural network in the arcuate nucleNa-

ture 411:480-84

Debons AF, Silver L, Cronkite EP, Johnson
HA, Brecher G, et al. 1962. Localization

of gold in mouse brain in relation to gold 22.
thioglucose obesityAm. J. Physiol4:743—

50

Ducy P, Amling M, Takeda S, Priemel M, 23.
Schilling AF, et al. 2000. Leptin inhibits
bone formation through a hypothalamic re-
lay: a central control of bone mas8ell
100:197-207

Ducy P, Schinke T, Karsenty G. 2000. The
osteoblast: a sophisticated fibroblast unde24.
central surveillanceScience?289:1501-4
Ebihara K, Ogawa Y, Masuzaki H, Shin-
tani M, Miyanaga F, etal. 2001. Transgenic
overexpression of leptin rescues insulin re25.
sistance and diabetes in a mouse model of
lipoatrophic diabetesDiabetes50:1440—

48

Elmquist JK, Elias CF, Saper CB. 199926.
From lesions to leptin: hypothalamic con-
trol of food intake and body weightleuron
22:221-32

Elmquist JK, Maratos-Flier E, Saper CV,27.
Flier JS. 1998. Unraveling the central
nervous system pathways underlying re-
sponses to leptifNat. Neurosci6:445-50

Fan W, Boston BA, Kesterson RA, Hruby?28.
VJ, Cone RD. 1997. Role of melanocortin-
ergic neurons in feeding and the agouti obe-
sity syndromeNature385:165—-68

Fei H, Okano HJ, Li C, Lee GH, Zhao C,

et al. 1997. Anatomic localization of alter-
natively spliced leptin receptors (Ob-R) in29.
mouse brain and other tissuégoc. Natl.
Acad. Sci. USA4:7001-5

Felson DT, Zhang Y, Hannan MT, Ander-
son JJ. 1993. Effects of weight and body
mass index on bone mineral density in men
and women: the Framingham studyBone
Miner. Res8:567-73

Halaas JL, Gajiwala KS, Maffei M, Cohen
SL, Chait BT, et al. 1995. Weight-reducing
effects of the plasma protein encoded by the
obese genescience269:543-46

Huszar D, Lynch CA, Fairchild-Huntress V,
Dunmore JH, Fang Q, et al. 1997. Targeted
disruption of the melanocortin-4 receptor
results in obesity in miceCell 88:131—
41

Karsenty G, Wagner EF. 2002. Reaching
a genetic and molecular understanding of
skeletal developmeriev. Cell 2:389-406
Levy JB, Schindler C, Raz R, Levy DE,
Baron R, Horowitz MC. 1996. Activation
of the JAK-STAT signal transduction path-
way by oncostatin-M cultured human and
mouse osteoblastic cellE€ndocrinology
137:1159-65

Lu D, Willard D, Patel IR, Kadwell S, Over-
ton L, et al. 1994. Agouti protein is an
antagonist of the melanocyte-stimulating-
hormone receptoNature371:799-802
Maor G, Rochwerger M, Segev Y, Phillip
M. 2002. Leptin acts as a growth factor on
the chondrocytes of skeletal growth centers.
J. Bone Miner. Redl7:1034-43

Marks DL, Cone RD. 2001. Central
melanocortins and the regulation of weight
during acute and chronic diseaggecent
Prog. Horm. Res56:359-75

Olney JW. 1969. Brain lesions, obesity,
and other disturbances in mice treated with
monosodium glutamat&ciencel 64:719—
21

Reseland JE, Syversen U, Bakke I,
Qvigstad G, Eide LG, et al. 2001. Leptin
is expressed in and secreted from primary
cultures of human osteoblasts and promotes
bone mineralizationJ. Bone Miner. Res.
16:1426-33

Riggs BL, Khosla S, Melton LJ 3rd. 1998.
A unitary model for involutional osteoporo-
sis: estrogen deficiency causes both type |



Annu. Rev. Nutr. 2003.23:403-411. Downloaded from www.annualreviews.org

by Central College on 01/05/12. For personal use only.

HYPOTHALAMIC CONTROL OF BONE FORMATION

411

30.

31.

32.

33.

34.

35.

36.

37.

and type Il osteoporosis in postmenopausal
women and contributes to bone loss in ag-
ing men.J. Bone Miner. Red.3:763-73 38.
Riggs BL, Khosla S, Melton LJ 3rd. 2002.
Sex steroids and the construction and con-
servation of the adult skeletoBndocr. Rev.
23:279-302

Riggs BL, Melton LJ 3rd. 1986. Involu- 39.
tional osteoporosidN. Engl. J. Med314:
1676-86

Satoh N, Ogawa Y, Katsuura G, Numata
Y, Tsuji T, et al. 1999. Sympathetic ac-
tivation of leptin via the ventromedial
hypothalamus: leptin-induced increase irt0.
catecholamine secretionDiabetes 48:
1787-93

Schwartzman RJ. 2000. New treatments for
reflex sympathetic dystrophy. Engl. J.
Med.343:654-56

Takeda S, Elefteriou F, Levasseur R, Liu X41.
Zhao L, et al. 2002. Leptin regulates bone
formation via the sympathetic nervous sys-
tem.Cell 111(3):305-17

Tartaglia LA, Dembski M, Weng X, Deng

N, Culpepper J, et al. 1995. Identification42.
and expression cloning of a leptin receptor,
OB-R.Cell 83:1263-71

Thomas SA, Matsumoto AM, Palmiter RD.
1995. Noradrenaline is essential for mousd3.
fetal developmentNature374.:643-46
Thomas SA, Palmiter RD. 1997. Ther-
moregulatory and metabolic phenotypes of

mice lacking noradrenaline and adrenaline.
Nature387:94-97

Thomas SA, Palmiter RD. 1998. Exam-
ining adrenergic roles in development,
physiology, and behavior through targeted
disruption of the mouse dopamine beta-hy-
droxylase genéAdv. Pharmacol42:57-60
Thomas T, Gori F, Khosla S, Jensen MD,
Burguera B, Riggs BL. 1999. Leptin acts
on human marrow stromal cells to enhance
differentiation to osteoblasts and to inhibit
differentiation to adipocytesEndocrinol-
0gy140:1630-38

Tremollieres FA, Pouilles JM, Ribot C.
1993. Vertebral postmenopausal bone loss
is reduced in overweight women: a longi-
tudinal study in 155 early postmenopausal
women. J. Clin. Endocrinol. Metab.77:
683-86

Vaisse C, Halaas JL, Horvath CM, Darnell
JE Jr, Stoffel M, Friedman JM. 1996. Lep-
tin activation of Stat3 in the hypothalamus
of wild-type and ob/ob mice but not db/db
mice.Nat. Genet14:95-97

Young JB, Landsberg L. 1983. Diminished
sympathetic nervous system activity in ge-
netically obese (ob/ob) mousem. J. Phys-
iol. Endocrinol. Metab245:E148—-E54
Zhang Y, Proenca R, Maffei M, Barone M,
Leopold L, Friedman JM. 1994. Positional
cloning of the mouse obese gene and its
human homologueéNature372:425-32



Annu. Rev. Nutr. 2003.23:403-411. Downloaded from www.annuareviews.org

by Central College on 01/05/12. For personal use only.

R
Annual Review of Nutrition

Volume 23, 2003

CONTENTS

FRONTISPIECE—Frank Chytil

ROUGH AND ROCKY ROAD TO THE RETINOID REVOLUTION,
Frank Chytil

MECHANISM AND REGULATION OF SELENOPROTEINSYNTHESIS,
Donna M. Driscoll and Paul R. Copeland

IRON STATUS AND NEURAL FUNCTIONING, John L. Beard and
James R. Connor

INSIGHTS INTO THEPATHOGENESIS OFGALACTOSEMIA, Nancy D. Leslie

DIET AND NUTRITION IN POOR AND MINORITY COMMUNITIES IN THE
UNITED STATES 100 YEARS AGO, Robert Dirks

DIFFERENTAPPROACHES TCDEFINE INDIVIDUAL AMINO ACID
REQUIREMENTS Paul B. Pencharz and Ronald O. Ball

VITAMIN D AND ITS ANALOGS AS REGULATORS OFIMMUNE
ACTIVATION AND ANTIGEN PRESENTATION, Matthew D. Griffin,
Nianzeng Xing, and Rajiv Kumar

NUTRITION AND PREVENTION OF TYPE 2 DIABETES, T. Costacou and
E.J. Mayer-Davis

BioLoGIC MECHANISMS OF THEPROTECTIVE ROLE OF LUTEIN AND
ZEAXANTHIN IN THE EYE, Norman I. Krinsky John T. Landrum, and
Richard A. Bone

NUTRITIONAL REGULATION OF MILK FAT SYNTHESIS, Dale E. Bauman
and J. Mikko Griinari

TROPHIC AND CYTOPROTECTIVENUTRITION FOR INTESTINAL
ADAPTATION, MUCOSAL REPAIR, AND BARRIER FUNCTION,
Thomas R. Ziegler, Mary E. Evans, Concépcierrandez-Esvariz,
and Dean P. Jones

NUTRITION IN THE PERIOPERATIVE PATIENT, Lyn Howard and
Christopher Ashley

PHYSIOLOGY AND MOLECULAR BIOLOGY OF DIETARY IRON
ABSORPTION Silvia Miret, Robert J. Simpsoand Andrew T. McKie

Xiv

17

41
59

81

101

117

147

171

203

229

263

283

Vii



Annu. Rev. Nutr. 2003.23:403-411. Downloaded from www.annuareviews.org
by Central College on 01/05/12. For personal use only.

viii CONTENTS

GUGULIPID: A NATURAL CHOLESTEROL-LOWERING AGENT,
Nancy L. Urizar and David D. Moore

CHALLENGES AND APPROACHES TOREDUCING FOODBORNEI LLNESS,
Catherine E. Woteki and Brian D. Kineman

DIETARY, EVOLUTIONARY, AND MODERNIZING INFLUENCES ON THE
PREVALENCE OF TYPE 2 DIABETES, Leslie Sue Lieberman

IN VIVO MEASUREMENT OFFLUXES THROUGHMETABOLIC
PATHWAYS: THE MISSING LINK IN FUNCTIONAL GENOMICS AND
PHARMACEUTICAL RESEARCH Marc K. Hellerstein

CoMMON ENDOCRINE CONTROL OFBODY WEIGHT, REPRODUCTION
AND BONE MASS, Shu TakedgFlorent Elefteriou, and Gerard Karsenty

INDEXES
Subject Index
Cumulative Index of Contributing Authors, Volumes 19-23
Cumulative Index of Chapter Titles, Volumes 19-23

ERRATA
An online log of corrections té&nnual Review of Nutritioohapters

303

315

345

379

403

41

(if any, 1997 to the present) may be found at http://nutr.annualreviews.org/

3
433
436





