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1. ABSTRACT

As the average lifespan in Western countries
continues to expand, health care for the aged has become
an increasingly important research focus. While clinicians
and vertebrate researchers have frequently concentrated on
specific age-related diseases, particularly
neurodegenerative diseases such as Alzheimer’s and
Parkinson’s Diseases, researchers working with
invertebrate genetic model systems have gained important
insights into global mechanisms of lifespan determination.
Still others have employed biochemical and molecular
approaches to elucidate processes contributing to common
diseases of the elderly, such as cancer and diabetes. In
between the broad focus on organismal aging and the more
narrow focus on cellular dysfunction is the study of aging
at the level of individual organ function. This review will
attempt to highlight recent advances in the area of age-
related deterioration of organ function provided by the use
of transgenic model organisms, with a view toward
incorporating these observations into a framework provided
by both broader theories of the aging process and studies of
cellular function during aging.

2. CONCEPTS OF ORGANISMAL AGING

2.1. Antagonistic pleiotropy
Each species, despite evident individual variation

in lifespan, is observed to have a maximal, as well as a

reproducible mean lifespan. The lifespan of a particular
species often differs significantly from other species
occupying similar evolutionary niches (1,2), suggesting that
lifespan cannot solely be a product of environmental
hazard, but must be under some sort of genetic control as
well. However, one of the principal evolutionary questions
inherent in the study of aging is how selection could favor a
genetic program that promotes the demise of the
individuals expressing the program.

One attempt to explain this apparent paradox is
the idea of “antagonistic pleiotropy” (3). This concept,
similar in some respects to the “disposable soma” idea (4),
is based on the assumption that evolutionary selection has
its maximal effect during early life, when reproductive
facility is maximized. Thus, selection could favor retention
of alleles with pleiotropic effects, which simultaneously
increase fitness during early life, while reducing fitness in
later life. Despite the intuitive attractiveness of this
proposal, to this point there have been surprisingly few
examples of genes that can be unambiguously classified as
examples of antagonistic pleiotropy (5). On the other hand,
selection programs in fruit flies have demonstrated that
flies can be successfully bred for late-life reproduction and
extended lifespan, but that such selection indeed results in a
corresponding decline in early-life reproductive fitness
(6,7).
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Some of the best examples of individual genetic
components that have the potential to behave as
antagonistically pleiotropic genes are genes that regulate
signals produced in the gonad which affect fertility and
lifespan in nematodes (8,9) and fruit flies (10). Such
mutations can also fit into the “disposable soma” paradigm,
which predicts that lifespan may be dependent on the
relative level of resources allocated to germ-line
maintenance and fertility as opposed to maintenance of
somatic tissue. According to this theory, lifespan is
primarily a reflection of tradeoffs between reproductive
levels in early life and late-life somatic repair and
maintenance (11,12). Other experiments have
demonstrated, however, that the connection between
fecundity and lifespan is not absolute and that manipulation
of lifespan can occur without recourse to changes in
reproductive fitness (13). Another frequently cited
example of a genetic pathway, which acts in an
antagonistically pleiotropic fashion, is the Insulin/IGF
signaling pathway, which will be discussed in the following
section.
2.2. Genetic program of lifespan

In contrast to the idea that aging occurs as an
accidental consequence of selection for early development
and fertility is the idea that there exists a conserved genetic
program to regulate lifespan across the animal kingdom
(14). In this theory, the immense variety of lifespan in
varying species can be accounted for in much the same way
as the immense variety of morphological forms, by the
careful tweaking of timing and levels of expression of
highly conserved regulatory modules and by levels of
circulating hormonal messengers (15). This idea is
supported anecdotally by the fact that different breeds of
domesticated animal species exhibit high variation in
lifespan, suggesting that lifespan is itself a “trait” which
can be bred for. In contrast to developmental regulation,
however, genetic regulation of lifespan is still poorly
understood, and inherently difficult to separate from
environmental factors which have profound, but frequently
stochastic, effects on an individual’s lifespan.

The best example of such a genetic module for
lifespan regulation is the insulin/IGF signaling pathway
(16). Lowering the levels of signaling through this
pathway by mutation in several different components or
upstream regulators has been shown to extend lifespan in
worms (17-20), flies (21-23) and mice (24-26). This
pathway exerts its effects on lifespan by inactivating a
conserved transcriptional regulator FOXO, also known to
affect lifespan in multiple organisms (27-30). Adipose
tissue appears to be a key tissue for the activity of
insulin/IGF signaling to influence lifespan, as tissue
specific knockdowns or overexpression of negative
components in adipose derivatives increases lifespan in
worms (31), flies (32,33) and mice (34).

Another source of examples of genetic regulation
of lifespan comes from studies of stress response. Acute
exposure to stress, termed “hormesis”, can induce a
transcriptional response of genes, which protect cellular
macromolecules and DNA against stress-induced damage
(35). Overexpression of such genes can also extend

lifespan under some circumstances (36-40). These
observations suggest a possible modular genetic program
whereby lifespan can be set by modifying the level of
expression of factors which protect cells and organs from
accumulating damage. Ultimately, each of these broad
attempts to explain the general process of aging begs the
question of how these mechanisms actually work. Such
questions have led to more specific theories of how aging
occurs at the cellular level, which we discuss in the
following section.

3. CONCEPTS OF CELLULAR AGING

3.1. Cellular senescence
A critical component in maintenance of somatic

tissues is the preservation of DNA integrity of the mitotic
cell. Somatic cells are capable of a variable, but finite,
number of cell divisions after which they reach a state of
terminal growth arrest, frequently termed “cellular
senescence”. This state can be brought on either by
progressive telomere shortening, or by various forms of
accumulated damage to their genetic material. Many
sources of potential damage to nuclear as well as
mitochondrial DNA exist. External environmental sources,
such as radiation, toxins and diet, as well as toxic
byproducts of cellular reactions, such as Reactive Oxygen
Species (ROS), can produce damage to DNA (41,42). Such
damage can produce point mutations and genomic
rearrangements, which may contribute to organismal
senescence. Indeed, such mutations have been
demonstrated to increase with age (43). Additionally, cells
of several tissue types undergo “replicative senescence”, in
which cells exit the cell cycle and undergo characteristic
changes in morphology (44). These changes are frequently
accompanied and predicted by a progressive shortening of
telomeres (45) and mutations affecting telomere
maintenance can accelerate aging (46,47).

Maintenance of the complicated cellular
machinery dedicated to DNA repair is essential to delaying
cellular senescence and one of the best characterized
“progeroid” disorders in humans has been attributed to a
mutation in a key upstream regulator of DNA repair, the
ataxia-telangiectasia mutated kinase (ATM) (48). A
complex relationship also exists between induction of the
repair response and induction of the stress-induced
apoptotic response (49), and it has been proposed that
cellular senescence itself involves tradeoffs between
protection against cancer and long-term maintenance of
mitotic cell populations (50).

3.2. Oxidative stress
Another postulated determinant of the rate of

aging of various species (51) is the rate at which cells
undergo oxidative stress as a consequence of mitochondrial
ROS generation (52). ROS are generated as a byproduct of
essential biochemical reactions during cellular respiration,
but can accumulate to damaging levels if produced more
rapidly than antioxidant proteins such as Cu, Zn
Superoxide Dismutase (SOD) and catalase can remove
them. Thus, an organism with an increased activity level
may be expected to accumulate higher ROS.
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In support of this model, houseflies exhibit
increased levels of ROS generation and protein
modification, as well as a decreased lifespan (53).
Interestingly, the amount of oxygen consumption by
houseflies during an average lifespan is the same under
different metabolic conditions, while the rate of oxygen
consumption varies inversely with the length of life (54).
Additionally, replicative senescence of primary cell
cultures can be delayed by culturing under conditions of
lowered oxygen (55) or by increasing levels of ROS-
scavenging enzymes (56). The correlation with lifespan is
bolstered by recent microarray experiments establishing
that changes in gene expression induced by oxidative stress
are broadly similar to changes in gene expression during
aging (35).

Further evidence is provided by RNAi-based
screens in worms for mutations which increased lifespan,
as the largest class of such genes identified were genes
affecting mitochondrial electron transport (57).
Additionally, mutations in components of respiratory-chain
complexes have been shown to extend lifespan (58). In
both worms and flies, upregulation of the stress-activated
JNK kinase increases both lifespan and stress resistance
(40,59,60).

On the other hand, evidence also exists to suggest
that the relationship between metabolic rate and lifespan is
not a simple inverse relationship as the free radical-
dependent “rate of living” hypothesis (61) would suggest.
For example, the most consistent and well-characterized
intervention that causes lifespan extension in multiple
model organisms is that of “Caloric Restriction” (62).
However, a regime of reduced caloric intake does not
reduce, and, if anything, actually increases metabolic rate
in yeast (63). Furthermore, mutations that increase lifespan
in flies do not necessarily reduce metabolic rate (22,64).

In summary, each of the ideas touched on in this
section has a wide experimental backing, but none can
satisfactorily explain the phenomenon of aging by itself.
Each of these mechanisms plays a significant role, and
indeed, there are many points at which each mechanism can
interact with the others. For example, the Sir2 family of
histone deacetylases is known to affect both lifespan and
stress resistance (62-64). This family, known as sirtuins,
can also be linked to apoptosis through its interactions with
p53 (65-67) and to regulation of insulin signaling through
its interactions with the Foxo family of forkhead
transcription factors (68-70).

Foxo, in turn, is a direct target of insulin
signaling (27,29,71) and its transcriptional targets include
genes necessary to respond to oxidative stress (72-75).

The fact that such genes as p53 and Foxo can be
used as examples supporting the roles of antagonistic
pleiotropy, conserved genetic plan, oxidative stress and
cellular senescence is strong evidence that these
mechanisms of aging operate in a cooperative, overlapping
fashion and are far from being mutually exclusive. Perhaps
the best paradigm for understanding the aging process is to

view it as a complex network of ongoing changes and
responses to a lifetime’s accumulated internal and external
threats to cellular and tissue integrity. Such a network can
be theorized to consist of many linkages connected through
a few critical “nodes”, of which p53, Foxo and Sir2 would
be examples (76,77).

Although understanding the global aging process
is of immeasurable value to human health, the most
immediate promise for therapeutic intervention is likely to
be at the level of modulating age-related changes in
specific organ function. How then does this network of
mechanisms operate at the level of organ systems to cause
the operative dysfunction that ultimately results in the
limiting of an individual’s lifespan? The next section of
this review will discuss evidence for genetic and metabolic
mechanisms for age-related changes in specific organs.
Since cardiovascular dysfunction is the leading cause of
mortality in the elderly population (78), we will focus on
the heart as an operative example of such mechanisms at
play in an aging organ system.

4. CARDIOVASCULAR AGING IN MAMMALS

4.1. Age-related changes in the cardiovascular system
A number of physiological changes in the

cardiovascular system are associated with advanced age in
humans (78-81). Increase in cardiomyocyte cell size and
heart weight without changes in cardiomyocyte numbers
correlate with increased incidence of left ventricular
hypertrophy (82). Although stroke volume and ejection
fraction are unchanged, defects in diastolic filling increase
with age (83), resulting from prolonged action potential
delaying relaxation (84). These changes have clear
physiological import, as incidences of atrial fibrillation and
congestive heart failure also increase with age, even absent
evident pathology (78). Response to stimulation by
exercise or catecholamines is also reduced with age
(85,86), perhaps due to a degeneration of sympathetic nerve
supply (87). Aging hearts are also less tolerant to transient
ischemic stress (88,89).

Age-related changes in the heart also occur at the
cellular level as cardiomyocytes from aging hearts display
reduced contractility, with prolonged contraction duration
(90). Gene expression also alters in the heart with age as a
gradual switch from the alpha form to the beta form of
myosin heavy chain takes place (91,92), while expression
of key regulators of contractile activity, such as Troponin T
and SERCA2 are downregulated (93).

Additional changes occur in both the cardiac
conduction system and the vasculature of vertebrates with
age, and these changes are further compounded by
increased susceptibility to environmental hazard-induced
pathologies, such as atherosclerosis and hypertension (79).
Since these changes are not modeled well in invertebrate
systems with open circulatory systems, the remainder of
this review will focus on adverse age-related change in the
myocardium itself. How do these changes in a single organ
relate to the broad mechanistic regulation of lifespan
discussed in the first section? In the following sections, we
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discuss the role of two major aging mechanisms in
mammalian cardiac tissue, Insulin/IGF signaling and
oxidative stress.

4.2. Mechanisms of mammalian cardiac aging
The relationship between insulin/IGF signaling

and cardiac performance is complex (94). The interactive
axis of deterioration in metabolic control, known as the
“metabolic syndrome”, relates obesity, insulin resistance
and cardiovascular dysfunction in a self-perpetuating web
of regulatory abnormality which is a major target of
ongoing research (95,96). With respect to cardiac aging,
insulin/IGF signaling may have both indirect systemic
effects as a result of bodily alteration in hormone
concentrations and direct effects in the myocardium and
vasculature. Further complicating analysis, these effects
need not always act in the same direction with regard to
cardiac health.

It is clear that insulin signaling is necessary for
the proper growth and development of the mammalian
heart, as cardiac-specific knockout of the insulin receptor
gene in mice generates hearts which are reduced both in
overall size and in the size of individual cardiomyocytes
(97), whereas overexpression of IGF1 Receptor (98) or the
downstream kinase Akt (99) increases the size of murine
hearts dramatically.

The effect of such signaling on cardiac function,
on the other hand, remains somewhat controversial and
appears to be highly context-dependent (100). For
example, dwarf mice which exhibit low circulating levels
of IGF-1, GH and prolactin have dramatically extended
lifespan, but exhibit reduced cardiac contractility with age
(101). Conversely, IGF-1 administration has been shown
to protect hearts from apoptosis following myocardial
infarction (102). This protective role may be confined to
damage-induced apoptosis rather than normal aging, as
studies tracking markers of apoptosis in aging hearts
suggest that apoptosis is not dramatically elevated in the
myocardium of aging hearts, but is greatly increased in
diseased hearts (103).

In addition to its role as a survival factor
protecting against damage-induced apoptosis, chronic
overexpression of IGF-1 in cardiomyocytes under normal
physiological conditions can improve calcium uptake by
the sarcoplasmic reticulum and improve diastolic function
(104). However, chronic IGF-1 administration in murine
hearts counterbalances such short-term benefits by
eventually inducing pathological cardiac hypertrophy
(105).

Cardiac-specific inhibition of the kinase PDK1,
which is essential for Insulin signaling through PI3K in
diverse organisms (106), generates hearts with thinner
ventricular walls and enlarged ventricles which are
susceptible to spontaneous heart failure (107). It should be
noted, however, that such hearts have a reduction in
cardiomyocyte cell size but not cell number, exactly the
opposite profile seen in normal aging (81), suggesting that
Insulin/IGF activity may have binary effects in the aging

heart, protecting against accumulated damage, while
causing changes in cell size and number which, in turn,
contribute to age-induced cardiomyopathy. In support of
this idea, cardiac-specific knockout of the PI3K antagonist
PTEN leads to hypertrophy and also causes a decrease in
contractility (108). Meanwhile, cardiac-specific knockout
of the insulin receptor (97) or its downstream kinase Akt
(109) reduces cardiomyocyte size postnatally, while
increasing glucose uptake and cytosolic glycolysis at the
expense of fatty acid oxidation, thus retaining a fetal
pattern of cardiac energy utilization (97).

An additional role in age-related heart failure
may come from the effect of insulin signaling on
endothelial cell senescence (110). Upregulation of AKT in
vascular cells decreases replicative lifespan and increases
apoptosis in a Foxo-dependent manner, thus promoting
atherosclerosis and, indirectly, heart failure (111).
Returning to the idea of oxidative stress as a critical force
in driving age-related dysfunction, decreasing AKT activity
in these cells causes upregulation of ROS-scavenging
enzymes, such as MnSOD, and this activity is important for
promoting endothelial cell survival (111).

Indeed, the accumulation of ROS in cardiac
tissue may be a major contributing factor to the aging of the
myocardium as well, as canine hearts undergoing pacing
accumulate ROS and activate a stress response dependent
on the adaptor protein p66Shc which increases apoptosis of
cardiomyocytes (112). Mice engineered to undergo
increased levels of spontaneous mutation in mtDNA
develop a syndrome of age-related symptoms including
cardiomyopathy early in life (113), although, interestingly,
the ROS levels are not dramatically increased.

There is likely to be significant linkage between
levels of ROS accumulation and levels of insulin signaling,
as caloric restriction (CR) in mice lowers oxidative stress
(114) and circulating IGF-1 levels (115,116), and CR-
dependent ROS reduction in rat liver tissue can be reversed
by insulin treatment (117).

Thus, the role of insulin/IGF signaling in the
aging heart is complex (Figure 1), with protective effects
against acute damage and an essential role for postnatal
growth, but also exhibiting effects on later regulation of
cell size and cell number, as well as intermediary
metabolism, which may contribute to the chronic age-
related deterioration in function known as “senescent
cardiomyopathy”. Insulin/IGF signaling in the heart may
thus be an example of antagonistic pleiotropy in action.
Clearly, the transition from fetal to adult cardiac form and
function requires insulin/IGF activity, insuring selection
pressure for retaining such activity in cardiomyocytes.
However, later in life, the same signaling axis seems to
promote deleterious age-related changes. Additional
complexity is added by the variation in activity between
insulin and IGF-1 as well as the highly variable effects of
various isoforms of IGF-1 and other downstream factors
(118). In the last section, we will turn our attention to the
role of invertebrate model systems, where fewer pathway
components and a lower degree of complexity may
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contribute to clarifying the role of insulin signaling in aging
cardiac tissue.

4.3. Cardiac aging in invertebrate model systems
Invertebrate model systems have traditionally

been employed primarily to address broad experimental
questions regarding lifespan, where the tractability of such
genetic models as yeast, worms and flies has been
invaluable. Recently, invertebrate models have begun to
show their facility for addressing questions of age-related
changes in organ systems as well. This section will discuss
recent work on aging hearts in fruit flies and attempt to
integrate results from this simpler genetic model with what
is known about aging vertebrate hearts.

In both worms and flies, valuable descriptions of
age-related muscle deterioration in wild-type stocks have
set the background for future work to unravel genetic
combinations that may slow or reverse such muscle
wasting. For example, in aging fly muscle, accumulation
of ROS contributes to age-related upregulation of apoptosis
(119). Meanwhile, worms have been nimbly employed to
demonstrate that even genetically identical animals undergo
stochastic variation in rates of muscle deterioration with
age, and that nervous tissue tends to be much better
preserved during normal aging than muscle (120). Well-
characterized locomotor defects that accumulate with age
in worms have been solidly attributed to a decline in
muscle integrity, rather than an inability to respond to
sensory cues (121). Interestingly, these declines are
delayed in animals carrying mutations in homologs of the
insulin receptor (120) or in PI3K (121). Additionally, age-
related declines in the structural integrity of the epidermis
have been described in worms, and resulting increases in
bacterial infection have been proposed as the primary cause
of death for nematodes in the laboratory (122).

Since worms do not have a fluid-pumping organ
with developmental homology to the vertebrate heart, the
fruit fly is the most suitable genetic model for modeling
human heart disease and age-related pathology (123). Age-
related changes in fruit fly cardiac function have recently
been described, with changes in resting heart rate
(124,125), maximal heart rate (124), rhythmicity (K. Ocorr
and R.B., unpublished.) and ability to respond to external
electrical pacing (23,125), showing clear age-dependent
declines.

Since insulin/IGF signaling plays a complicated
role in aging human heart performance (see above), the
simpler fly system which only has one insulin family
receptor (21), which plays diverse roles relating regulation
of size, nutrient intake and lifespan (15,16), was employed
to examine the direct role of insulin signaling in cardiac
tissue. Heart-specific overexpression of the Insulin
Receptor hastens the increase in pacing-induced failure rate
in young flies, while reducing insulin signaling in the heart
by cardiac-specific overexpression of the PI3K antagonist
PTEN or of Foxo prevents any perceptible age-related
decline in heart function (23). Reduction of levels of
circulating insulin-like peptide cause developmental delays
and high early mortality, but produce flies which are both

long-lived and maintain youthful levels of cardiac
performance at advanced ages (23). Significantly, cardiac-
specific interventions affecting insulin signal transduction
in flies do not affect overall lifespan (23), suggesting
insulin signaling controls lifespan through systemic
circulatory effects, but that there exist separate Insulin
Receptor-dependent mechanisms, acting autonomously
within single organs in parallel to systemic effects, which
regulate the “aging” rate of those organs.

In both flies and vertebrates, insulin action on
cardiac tissue appears to involve production of secondary
hormones, since hyperglycemia-induced cardiac
dysfunction in vertebrate cell culture can be reversed by
treatment with 17beta-estradiol (126) or other isoflavones
(127). In flies, the abrogation of cardiac age-related
decline caused by mutation in the Insulin Receptor
substrate homolog chico can be reversed by treatment with
the sesquiterpenoid Juvenile Hormone analog methoprene
(R.J.W., M. Tatar and R.B., unpublished).

The relationship between cardiomyocyte growth
and cardiac aging may also be conserved between flies and
vertebrates. In vertebrates, cardiomyocyte size increases
with age while numbers decrease (82). Meanwhile, in flies,
while no evidence exists for changes in cell number with
age, inhibition of growth-promoting genes such as S6K and
TOR, improves cardiac function with age, while
overexpression of the translation initiation factor eif4E
hastens age-related cardiac deterioration (R.J.W. and R.B.,
unpublished), suggesting that activation of the growth
program in cardiomyocytes may be a causative agent in the
age-related decline in cardiac function.

When comparing data from flies and vertebrates,
it is possible to hypothesize that in vertebrates, which
undergo significant postnatal growth, insulin signaling is
necessary for proper size control of the cardiac tissue. In
addition, IGF-1 seems to perform a critical task in
promoting regeneration and replacement of damaged tissue
through its roles as a mitogen and cell survival factor. In
addition to these positive roles, insulin signaling may also
be involved in allocation of resources to somatic
maintenance as opposed to growth (Figure 1). In this
context, insulin signaling is likely to contribute to age-
related changes that lead to “senescent cardiomyopathy”,
characterized by gradual changes in energy utilization,
increases in ROS-induced stress responses and apoptosis.

In flies, where no post-natal growth exists and the
number of cardiac cells is determined during
metamorphosis, the positive roles in adult cardiac
maintenance are not observed, leaving the fly heart as a
clear, simplified model for regulation of cardiac
metabolism during aging by insulin signaling (Figure 1).
Indeed, genetic screens in flies have recently been
employed to identify mutations, which improve late-life
cardiac performance (R.J.W. and R.B., unpublished).

Using the fly heart to understand the relationship
between changes in Insulin signaling and metabolic
changes in cardiac tissue will be one of many ways in
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which invertebrate models will continue to contribute to the
understanding of aging mechanisms in the heart and
elsewhere.

5. REFERENCES

1. Cutler, R.G.: Evolution of human longevity and the
genetic complexity governing aging rate. Proc Nat Acad
Sci USA 72, 4664-4668 (1975)

2. Martin, G. M.: Genetic and evolutionary aspects of
aging. Fed Proc 38, 1962-1967 (1979)

3. Williams, G.C.:Pleiotropy, natural selection, and the
evolution of senescence. Evolution 11, 398-411 (1957)

4.Kirkwood, T.B.L.: Evolution of ageing. Nature 270, 301 -
304 (1977)

5.Leroi, A.M., A.Bartke, G. De Benedictis, C. Franceschi,
A. Gartner, E. Gonos, M.E. Feder, T. Kivisild, S.Lee, N.
Kartaf-Ozer, M.Schumacher, E. Sikora, E. Slagboom, M.
Tatar, A.L. Yashin, J. Vikg, B. Zwaan: What evidence is
there for the existence of individual genes with antagonistic
pleiotropic effects? Mech Ageing Dev 126, 421-429 (2005)

6. Rose, M.: Laboratory evolution of postponed senescence
in Drosophila melanogaster. Evolution 38, 1004-10108
(1984)

7. Sgro, C.M., L. Partridge: A delayed wave of death from
reproduction in Drosophila. Science 286, 2521-2524 (1999)

8. Hsin, H., C. Kenyon: Signals from the reproductive
system regulate the lifespan of C. elegans. Science 399,
362-366 (1999)

9. Arantes-Oliveira, N., J. Apfeld, A. Dillin, C. Kenyon:
Regulation of life-span by germ-line stem cells in
Caenorhabditis elegans. Science 295, 502-505 (2002)

10. Simon, A.F., C.F. Shih, A. Mack, S. Benzer: Steroid
control of longevity in Drosophila melanogaster. Science
299, 1407-1410 (2003)

11. Kirkwood, T.B.L., R. Holliday: The evolution of aging
and longevity. Proc R Soc Lond B Biol Sci 205, 531-546
(1979)

12. Kirkwood, T.B. L., M. R. Rose: Evolution of
senescence: Late survival sacrificed for reproduction.
Philos Trans R Soc Lond B Biol Sci B332, 15-24 (1991)

13. Partridge, L., D. Gems, D.J. Withers: Sex and death:
What’s the connection? Cell 120, 461-472 (2005)

14. Kenyon, C.:The plasticity of aging: Insights from long-
lived mutants. Cell 120, 449-460 (2005)

15. Tatar, M., A. Bartke, A. Antebi: The endocrine
regulation of aging by insulin-like signals. Science 299,
1346-1351 (2003)

16. Barbieri, M., M. Bonafe, C. Franceschi, G.
Paolisso:Insulin/IGF-1 signaling pathway: An
evolutionarily conserved mechanism of longevity from
yeast to humans. Am J Physiol Endocrinol Metab 285,
E1064-1071 (2003)

17. Kenyon, C., J. Chang, E. Gensch, A. Rudner, Tabtiang,
R: A C. elegans mutant that lives twice as long as wild-
type. Nature 366, 461-464 (1993)

18. Kimura, K.D., H.A. Tissenbaum, Y. Liu, G. Ruvkun:
daf-2, an insulin receptor-like gene that regulates longevity
and diapause in Caenorhabditis elegans. Science 277, 942-
946 (1997)

19. Lee, R.Y., J. Hench, G. Ruvkun: Regulation of C.
elegans DAF-16 and its human ortholog FKHRL1 by the
daf-2 insulin-like signaling pathway. Curr Biol 11, 1950-
1957 (2001)

20.Wolkow, C.A., M.J. Munoz, D.L. Riddle, G. Ruvkun:
Insulin receptor substrate and p55 orthologous adaptor
proteins function in the Caenorhabditis elegans daf-
2/insulin-like signaling pathway. J Biol Chem 277, 49591-
49597 (2002)

21. Tatar, M., A. Kopelman, D. Epstein, M.-P. Tu, C.M.
Yin, R.S. Garofalo: A mutant Drosophila insulin receptor
homolog that extends life-span and impairs neuroendocrine
function. Science 292, 107-110 (2001)

22. Clancy, D.J., D. Gems, L.G. Harshman, S. Oldham, H.
Stocker, E. Hafen, S.J. Leevers, L. Partridge: Extension of
life-span by loss of CHICO, a Drosophila insulin receptor
substrate protein. Science 292, 104-106 (2001)

23.Wessells, R.J., E. Fitzgerald, J.R. Cypser, M. Tatar, R.
Bodmer: Insulin regulation of heart function in aging fruit
flies. Nat Genet 36, 1275-1281 (2004)

24. Brown-Borg, H.M., K.E. Borg, C.J. Meliska, A. Bartke:
Dwarf mice and the ageing process. Nature 384, 33. (1996)

25. Flurkey, K., J. Papaconstantinou, D.E. Harrison: The
Snell dwarf mutation Pit1(dw) can increase lifespan in
mice. Mech Ageing Dev 123, 121-130 (2002)

26. Holzenberger, M., J. Dupont, B. Ducos, P. Leneuve, A.
Geloen, P.C. Even, P. Cervera, Y. LeBouc: IGF-1 receptor
regulates lifespan and resistance to oxidative stress in mice.
Nature 421, 182-187 (2003)

27. Henderson, S.T., T.E. Johnson: daf-16 integrates
developmental and environmental inputs to mediate aging
in the nematode C. elegans. Curr Biol 11,1975-1980 (2001)

28. Lin, K., H. Hsin, N. Libina, C. Kenyon: Regulation of
the Caenorhabditis elegans longevity protein DAF-16 by
insulin/IGF-1 and germline signaling. Nat Genet 28, 139-
145 (2001)

29. Junger, M.A., F. Rintelen, H. Stocker, J.D. Wasserman,
M. Vegh, T. Radimerski, M.E. Greenberg, E. Hafen: The



Age-related cardiac deterioration

45

Drsophila forkhead transcription factor FOXO mediates the
reduction in cell number associated with reduced insulin
signaling. J Biol 2, 20 (2003)

30. Wang MC, D. Bohmann, H.R. Jasper: JNK extends life
span and limits growth by antagonizing cellular and
organism-wide responses to insulin signaling. Cell 121,
115-25 (2005)

31. Libina, N., J.R. Berman, C. Kenyon: Tissue-specific
activities of C. elegans DAF-16 in the regulation of
lifespan. Cell 115, 489-502 (2003)

32Giannakou, M.E., M.Goss, M.A. Junger, E. Hafen, S.J.
Leevers, L. Partridge: Long-lived Drosphila with
overexpressed dFOXO in adult fat body. Science 305, 361
(2004)

33. Hwangbo, D.S., B. Gershman, M.-P. Tu, M. Palmer, M.
Tatar: Drosophila dFOXO controls lifespan and regulates
insulin signaling in brain and fat body. Nature 429, 562-
566 (2004)

34. Bluher, M., B.B. Kahn, C.R. Kahn: Extended longevity
in mice lacking the insulin receptor in adipose tissue.
Science 299, 572-574 (2003)

35. Landis, G.N., D. Abdueva, D. Skvortsov, J. Yang, B.E.
Rabin, J. Carrick, S. Tavare, J. Tower: Similar gene
expression patterns characterize aging and oxidative stress
in Drosophila melanogaster. Proc Natl Acad Sci USA 101,
7663-7668 (2004)

36. Hsu, A.L., C.T. Murphy, C. Kenyon: Regulation of
aging and age-related disease by DAF-16 and heat-shock
factor. Science 300, 1142-1145 (2003)

37. Orr, W.C., R.J. Mockett, J.J. Benes, R.S. Sohal: Effects
of overexpression of copper-zinc and manganese
superoxide dismutases, catalase, and thioredoxin reductase
genes on longevity in Drosophila melanogaster. J Biol
Chem 278, 26418-26422 (2003)

38. Sun, J., J. Tower: FLP recombinase-mediated induction
of Cu/Zn-superoxide dismutase transgene expression can
extend the life span of adult Drosophila melanogaster flies.
Mol Cell Biol 19, 216-228 (1999)

39. Sun, J., D. Folk, T.J. Bradley, J. Tower: Induced
overexpression of mitochondrial Mn-superoxide dismutase
extends the life span of adult Drosophila melanogaster.
Genetics 161, 661-672 (2002)

40. Wang MC, D. Bohmann, H.R. Jasper: JNK extends life
span and limits growth by antagonizing cellular and
organism-wide responses to insulin signaling. Cell 121,
115-25 (2005)

41. Karanjawala, Z.E., M.R. Lieber: DNA damage and
aging. Mech Ageing Dev 125, 405-416 (2004)

42. Lombard, D.B., K.F. Chua, R. Mostoslavsky, S. Franco,
M. Gostissa, F.W. Alt: DNA repair, genome stability, and
aging. Cell 120, 497-512 (2005)

43. Vijg, J: Somatic mutations and aging: A re-evaluation.
Mutat Res 447, 117-135 (2000)

44. Ben-Porath, I., R.A.Weinberg: When cells get
stressesd: An integrative view of cellular senescence. J Clin
Invest 113, 8-13 (2004)

45. Itahana, K., J. Campisi, G.P. Dimri: Mechanisms of
cellular senescence in human and mouse cells.
Biogerontology 5, 1-10 (2004)

46. Lee, H.W., M.A. Blasco, G.J. Gottlieb, J.W. Horner2nd ,
C.W. Grieder, R.A. DePinho: Essential role of mouse
telomerase in highly proliferative organs. Nature 392, 569-
574 (1998)

47. Rudolph, K.L., S. Chang, H.W. Lee, M. Blasco, G.J.
Gottlieb, C. Greider, R.A. DePinho: Longevity, stress
response, and cancer in aging telomerase-deficient mice.
Cell 96, 701-712 (1999)

48. Shiloh, Y., M.B. Kastan: ATM: genome stability,
neuronal development, and cancer cross paths. Adv Cancer
Res 83, 209-254 (2001)

49. Meek, D.W.: The p53 response to DNA damage. DNA
Repair 3, 1049-1056 (2004)

50. Campisi, J.: Senescent cells, tumor suppression, and
organismal aging: Good citizens, bad neighbors. Cell 120,
513- 522 (2005)

51. Harman, D.: Aging: A theory based on free radical and
radiation chemistry. J Gerontol 11, 298-300 (1956)

52. Balaban, R.S., S. Nemoto, T. Finkel: Mitochondria,
oxidants, and aging. Cell 120, 483-495 (2005)

53. Sohal, R.S., S. Agarwal, A. Dubey, W.C. Orr: Protein
oxidative damage is associated with life expectancy of
houseflies. Proc Nat Acad Sci USA 90, 7255-7259 (1993)

54. Sohal, R.S.: Relationship between metabolic rate,
lipofuscin accumulation and lysosomal enzyme activity
during aging in the adult housefly, Musca domestica. Exp
Gerontol 16, 347-355 (1982)

55. Packer, L., K. Fuehr: Low oxygen concentration
extends the lifespan of cultured human diploid cells.Nature
267, 423-425 (1977)

56. Serra, V., T. von Zglinicki, M. Lorenz, G. Saretzki:
Extra-cellular superoxide dismutase is a major antioxidant
in human fibroblasts and slows telomere shortening. J Biol
Chem 278, 6824-6830 (2003)

57. Lee, S.S., R.Y. Lee, A.G. Fraser, R.S. Kamath, J.
Ahringer, G. Ruvkun: A systematic RNAi screen identifies
a critical role for mitochondria in C. elegans longevity. Nat
Genet 33, 40-48. (2003)

58. Dillin, A., A.L. Hsu, N. Arantes-Oliveira, J. Lehrer-
Graiwer, H. Hsin, A.G. Fraser, R.S. Kamath, J. Ahringer,



Age-related cardiac deterioration

46

C. Kenyon: Rates of behavior and aging specified by
mitochondrial function during development. Science 298,
2398-2401(2002)

59. Wang MC, D. Bohmann, H.R. Jasper: JNK extends life
span and limits growth by antagonizing cellular and
organism-wide responses to insulin signaling. Cell 121,
115-25 (2005)

60. Oh, S.W., A. Mukhopadhyay, N. Svrzikapa, F. Jiang,
R.J.Davis, H.A. Tissenbaum: JNK regulates lifespan in
Caenorhabditis elegans by modulating nuclear
translocation of forkhead transcription factor/DAF-16. Proc
Natl Acad Sci USA 102, 4494-4499 (2005)

61. Pearl, D.: The Rate Of Living (London: University of
London Press). (1928)

62. Bordone, L., L. Guarente: Calorie restriction, SIRT1
and metabolism: Understanding longevity. Nat Rev Mol
Cell Biol 6, 298-305 (2005)

63. Lin, S.J., M. Kaeberlein, A.A. Andalis, L.A. Sturtz,
P.A. Defossez, V.C. Culotta, G.R. Fink, L. Guarente:
Calorie restriction extends Saccharomyces cerevisiae
lifespan by increasing respiration. Nature 418, 344-348
(2002)

64. Marden, J.H., B. Rogina, K.L. Montooth, S.L. Helfland:
Conditional tradeoffs between aging and organismal
performance of Indy long-lived mutant flies. Proc Natl
Acad Sci USA 100, 3369-3373 (2003)

65. Luo, J., A.Y. Nikolaev, S. Imai, D. Chen, F. Su, A.
Shiloh, L. Guarente, W. Gu: Negative control of p53 by
Sir2 promotes cell survival under stress. Cell 107, 137-148
(2001)

66. Langley, E., Pearson, M., Faretta, M., Bauer, U.M.,
Frye, R.A., Minucci, S., Pelicci, P.G., Kouzarides, T.
(2002). Human SIR2 deacetylates p53 and antagonizes
PML/p53-induced cellular senescence. EMBO J 21, 2383-
2396.

67. Cheng, H.L., R. Mostoslavsky, S. Saito, J.P. Manis, Y.
Gu, P. Patel, R. Bronson, E. Appella, F.W. Alt, K.F. Chua:
Developmental defects and p53 hyperacetylation in Sir2
homolog (SIRT1) deficient mice. Proc Natl Acad Sci USA
100, 10794-10799 (2003)

68. Brunet, A., L.B. Sweeney, J.F. Sturgill, K.F. Chua, P.L.
Greer, Y. Lin, H. Tran, S.E. Ross, R. Mostoslavsky,
H.Y.Cohen, L.S. Hu, H.L. Cheng, M.P. Jedrychowski, S.P.
Gygi, D.A. Sinclair, F.W. Alt, M.E. Greenberg: Stress-
dependent regulation of FOXO transcription factors by the
SIRT1 deacetylase. Science 303, 2011-2015 (2004)

69. Howitz, K.T., K.J. Bitterman, H.Y. Cohen, D.W.
Lamming, S. Lavu, J.G. Wood, R.E. Zipkin, P. Chung, A.
Kisielewski, L.L. Zhang, B. Scherer, D.A. Sinclair: Small
molecule activators of sirtuins extend Saccharomyces
cerevisiae lifespan. Nature 425, 191-196 (2003)

70. Motta, M.C., N. Divecha, M. Lemieux, C. Kamel, D.
Chen, W. Gu, Y. Bultsma, M.W. McBurney, L. Guarente:
Mammaliam SIRT1 represses forkhead transcription
factors. Cell 116, 551-563 (2004)

71. Puig O, M.T. Marr, M.L. Ruhf, R. Tjian: Control of cell
number by Drosophila FOXO: downstream and feedback
regulation of the insulin receptor pathway. Genes Dev 17,
2006-20 (2003)

72. Nemoto, S., T. Finkel: Redox regulation of forkhead
proteins through a p66shc-dependent signaling pathway.
Science 295, 2450-2452 (2002)

73. Kops, G.J., T.B. Danses, P.E. Polderman, I. Saarloos,
K.W. Wirtz, P.J. Coffer, T.T. Huang, J.L. Bos, R.H.
Medema, B.M. Burgering: Forkhead transcription factor
FOXO3a protects quiescent cells from oxidative stress.
Nature 419, 316-321 (2002)

74. Murphy, C.T., S.A. McCarroll, C.I. Bargmann, A.
Fraser, R.S. Kamath, J. Ahringer, H. Li, C. Kenyon: Genes
that act downstream of DAF-16 to influence the lifespan of
Caenorhabditis elegans. Nature 424, 277-283 (2003)

75. McElwee, J., K. Bubb, J.H. Thomas: Transcriptional
outputs of the Caenorhabditis elegans forkhead protein
DAF-16. Aging Cell 2, 111-121 (2003)

76. Promislow, D.E., S.D. Pletcher: Advice to an aging
scientist. Mech Ageing Dev 123, 841-850 (2002)

77. Pletcher, S.D.: Vital connections. Sci Aging Knowledge
Environ 19:pe19 (2004)

78. Lakatta, E.G., D. Levy: Arterial and cardiac aging:
Major shareholders in cardiovascular disease enterprises:
Part II: The aging heart in health: Links to heart disease.
Circulation 107, 346-354 (2003)

79. Lakatta, E.G., D. Levy: Arterial and cardiac aging:
Major shareholders in cardiovascular disease enterprises:
Part I: Aging arteries: a setup for vascular disease.
Circulation 107, 139-146 (2003)

80. Ferrari, A.U., A. Radaelli, M. Centola: Invited review:
Aging and the cardiovascular system. J Appl Physiol 95,
2591-2597 (2003)

81.Yang, X., N. Sreejan, J. Ren: Views from within and
beyond: Narratives of cardiac contractile dysfunction under
senescence. Endocrine 26, 127-137 (2005)

82. Gerstenblith, G., J. Frederiksen, F.C. Yin, N.J. Fortuin,
E.G. Lakatta, M.L. Weisfeldt: Echocardiographic
assessment of a normal adult aging population. Circulation
56, 273-278 (1977)

83. Rodeheffer, R.J., G. Gerstenblith, L.C. Becker, J.L.
Fleg, M.L. Weisfeldt, E.G. Lakatta: Exercise cardiac output
is maintained with advancing age in healthy human
subjects: Cardiac dilation and increased stroke volume



Age-related cardiac deterioration

47

compensate for a diminished heart rate. Circulation 69,
203-213 (1984)

84. Lakatta, E.G., G. Gerstenblith, C.S. Angell, N.W.
Shock, M.L. Weisfeldt: Diminished inotropic response of
aged myocardium to catecholamines. Circ Res 36, 262-269
(1975)

85. Lakatta, E.G., G. Gerstenblith, C.S. Angell, N.W.
Shock, M.L. Weisfeldt: Prolonged contraction duration in
aged myocardium.J Clin Invest 55, 61-68 (1975)

86. Fleg, J.L., F. O’Connor, G. Gerstenblith, L.C. Becker,
J. Clulow, S.P. Schulman, E.G. Lakatta: Impact of age on
the cardiovascular response to dynamic upright exercise in
healthy men and women. J App Physiol 78, 890-900 (1995)

87. McLean, M.R., P.B. Goldberg, J. Roberts: An
ultrastructural study of the effects of age on sympathetic
innervation and atrial tissue in the rat. J Mol Cell Cardiol
15, 75-92 (1983)

88. Sadek, H.A., A.C. Nulton-Persson, P.A. Szweda, L.I.
Szweda: Cardiac ischemia/reperfusion, aging, and redox-
dependent alterations in mitochondrial function. Arch
Biochem Biophys 420, 201-208 (2003)

89. Simkhovich, B.Z., P. Marjoram, C. Poizat, L. Kedes,
R.A. Kloner: Age-related changes of cardiac gene
expression following myocardial ischemia/reperfusion.
Arch Biochem Biophys 420, 268-278 (2003)

90. Chiamvimonvat, N: Diastolic dysfunction and the aging
heart. J Mol Cell Cardiol 34, 607-610 (2002)

91. Annoni, G., G. Luvara, B. Arosio, N. Gagliano, F.
Fiordaliso, D. Santambrogio, G. Jeremic, L. Mircoli, R.
Latini, C. Vergani, S. Masson: Age-dependent expression
of fibrosis-related genes and collagen deposition in the rat
myocardium. Mech Ageing Dev 101, 57-72 (1998)

92. van der Velden, J., A.F. Morrman, G.J. Stienen: Age-
dependent changes in myosin composition correlate with
enhanced economy of contraction in guinea-pig hearts. J
Physiol 507, 497-510 (1998)

93. Lakatta, E.G.: Cardiovascular aging research: The next
horizons. J Am Geriatr Soc 47, 613-625 (1999)

94. Opgaard, O.S., P.H. Wang: IGF-1 is a matter of heart.
Growth Horm IGF Res 15, 89-94 (2005)

95. Eckel, R.H., S.M. Grundy, P.Z. Zimmet: The metabolic
syndrome. Lancet 365, 1415-1428 (2005)

96. Sharma, A.M., V.T. Chetty: Obesity, hypertension and
insulin resistance. Acta Diabetol 42, Suppl.1:S3-S8. (2005)

97. Belke, D.D., S.B. Betuing, M.J. Tuttle, C. Gravelau,
M.E. Young, M. Pham, D. Zhang, R.C. Cooksey, D.A.
McClain, S.E. Litwin, H. Taegtmeyer, D. Severson, C.K.
Kahn, E.D. Abel: Insulin signaling coordinately regulates

cardiac size, metabolism, and contractile protein isoform
expression. J Clin Invest 109, 629-639 (2002)

98. McMullen, J.R., T. Shioi, W.Y. Huang, L. Zhang, O.
Tarnavski, E. Bisping, M. Schinke, S. Kong, M.C.
Sherwood, J. Brown, L. Riggi, P.M. Kang, S. Izumo: The
insulin-like growth factor 1 receptor induces physiological
heart growth via the phosphoinositide 3-kinase (p110alpha)
pathway. J Biol Chem 279, 4782-4793 (2004)

99. Shioi, T., J.R. McMullen, P.M. Kang, P.S. Douglas, T.
Obata, T.F. Franke, L.C. Cantley, S. Izumo: Akt.Protein
kinase B promotes organ growth in transgenic mice. Mol
Cell Biol 22, 2799-2809 (2002)

100. Kaplan, R.C., H.D. Strickler, T.E. Rohan, R.
Muzumdar, D.L. Brown: Insulin-like growth factors and
coronary heart disease. Cardiol Rev 13, 35-39 (2005)

101. Ren, J., H.M. Brown-Borg: Impaired cardiac
excitation-contraction coupling in ventricular myocytes
from Ames dwarf mice with IGF-1 deficiency. Growth
Horm IGF Res 12, 99-105 (2002)

102. Li, Q., B. Li, X. Wang, A. Leri, K.P. Jana, Y. Liu, J.
Kajstura, R. Baserga, P. Anversa: Overexpression of
insulin-like growth factor-1 in mice protects from myocyte
death after in farction, attenuating ventricular dilation, wall
stress, and cardiac hypertrophy. J Clin Invest 100, 1991-
199 (1997)

103. Chimenti, C., J. Kajstura, D. Torella, K. Urbanek, H.
Heleniak, C. Colussi, F. Di Meglio, B. Nadal-Ginard, A.
Frustaci, A. Leri, A. Maseri, P. Anversa: Senescence and
death of primitive cells and myocytes lead to premature
cardiac aging and heart failure. Circ Res 93, 604-613
(2003)

104. Torella, D., M. Rota, D. Nurzynska, E. Musso, A.
Monsen, I. Shiraishi, E. Zias, K. Walsh, A. Rosenweig,
M.A. Sussman, K. Urbanek, B. Nadal-Ginard, J. Kajstura,
P. Anversa, A. Leri: Cardiac stem cell and myocyte aging,
heart failure, and insulin-like growth factor-1
overexpression. Circ Res 94, 514-524 (2004).

105. Delaughter, M.C., G.E. Taffet, M.L. Fiorotto, M.L.
Entman, R.J. Schwartz: Local insulin-like growth factor I
expression induces physiologic, then pathologic, cardiac
hypertrophy in transgenic mice. FASEB J 13, 1923-1929
(2004)

106. Storz, P., A. Toker: 3’-phosphoinositide-dependent
kinase-1 (PDK-1) in PI 3-kinase signaling. Front Biosci 7,
886-902 (2002)

107. Mora, A., A.M. Davies, L. Bertrand, I. Sharif, G.R.
Budas, S. Jovanovic, V. Mouton, C.R. Kahn, J.M. Lucocq,
G.A. Gray, A. Jovanovic, D.R. Alessi: Deficiency of PDK1
in cardiac muscle results in heart failure and increased
sensitivity to hypoxia. EMBO J 22, 4666-4676 (2003)



Age-related cardiac deterioration

48

108. Crackower, M.A., G.Y. Oudit, I. Kozieradzki, R.
Sarao, H. Sun, T. Sasaki, E. Hirsch, A. Suzuki, T. Shioi, J.
Irie-Sasaki, R. Sah, H.Y. Cheng, V.O. Rybin, G. Lembo, L.
Fratta, A.J. Oliveira-dos-Santos, J.L. Benovic, C.R. Kahn,
S. Izumo, S.F., Steinberg, M.P. Wymann, P.H. Backx, J.M.
Penninger: Regulation of myocardial contractility and cell
size by distinct PI3K-PTEN signaling pathways. Cell 110,
737-749 (2002)

109. Shiojima, I., M. Yefremashvili, Z. Luo, Y. Kureishi,
A. Takahashi, J. Tao, A. Rosenzweig, C.R. Kahn, E.D.
Abel, K. Walsh: Akt signaling mediates postnatal heart
growth in response to insulin and nutritional status. J Biol
Chem 277, 37670-37677 (2002)

110. Minamino, T., H. Miyauchi, K. Tateno, T. Kunieda, I.
Komuro: Akt-induced cellular senescence: Implication for
human disease. Cell Cycle 3, 449-451 (2004)

111. Miyauchi, H., T. Minamino, K. Tateno, T. Kuneida,
H. Toko, I. Komuro Akt negatively regulates the in vitro
lifespan of human endothelial cells via a p53/p21-
dependent pathway. EMBO J 23, 212-220 (2004)

112. Longo, V.D.: Ras: The other pro-aging pathway. Sci
Aging Knowl Environ 39, pe36 (2004)

113. Trifunovic, A., A. Wredenberg, M. Falkenberg, J.N.
Spelbrink, A.T. Rovio, C.E. Bruder, Y.M. Bohlooly, S.
Gidlof, A. Oldfors, R. Wibom, J. Tornell, H.T. Jacobs,
N.G. Larsson: Premature aging in mice expressing
defective mitochondrial DNA polymerase. Nature 429,
417-423 (2004)

114. Masoro, E.J.: Possible mechanisms underlying the
antiaging actions of caloric restriction. Toxicol Pathol 24,
738-741 (1996)

115. Breese, C.R., R.L. Ingram, W.E. Sonntag: Influence of
age and long-term dietary restriction on plasma insulin-like
growth factor-I (IGF-1), IGF-1 gene expression, and IGF-1
binding proteins. J Gerontol 46, B180-B187 (1991)

116. Sonntag, W.E., J.E. Lenham, R.L. Ingram: Effects of
aging and dietary restriction on tissue protein synthesis:
Relationship to plasma insulin-like growth factor-1. J
Gerontol 47, B159-163 (1992)

117. Lambert, A.J., B.J. Merry: Effect of caloric restriction
on mitochondrial reactive oxygen species production and
bioenergetics: Reversal by insulin. Am J Physiol Regul
Integr Comp Physiol 286, R71-R79 (2004)

118. Winn, N., A. Paul, A. Musaro, N. Rosenthal: Insulin-
like growth factor isoforms in skeletal muscle aging,
regeneration, and disease. Cold Spring Harb Symp Quant
Biol 67, 507-518 (2002)

119. Zheng, J., S.W. Edelman, G. Tharmarajah, D.W.
Walker, S.D. Pletcher, L. Seroude: Differential patterns of
apoptosis in response to aging in Drosophila. Proc Nat
Acad Sci USA 102, 12083-12088 (2005)

120. Herndon, L.A., P.J. Schmeissner, J.M. Dudaronek,
P.A. Brown, K.M. Listner, Y. Sakano, M.C. Paupard, D.H.
Hall, M. Driscoll: Stochastic and genetic factors influence
tissue-specific decline in ageing C. elegans. Nature 419,
808-814 (2002)

121. Glenn, C.F., D.K. Chow, L. David, C.A. Cooke, M.S.
Gami, W.B. Iser, K.B. Hanselman, I.G. Goldberg, C.A.
Wolkow: Behavioral deficits during early stages of aging in
Caenorhabditis elegans result from locomotor deficits
possibly linked to muscle frailty. J Gerontol A Biol Sci Med
Sci 59, 1251-1260 (2004)

122. Garigan, D., A.L. Hsu, A.G. Fraser, R.S. Kamath, J.
Ahringer, C. Kenyon: Genetic analysis of tissue aging in
Caenorhabditis elegans: a role for heat-shock factor and
bacterial proliferation. Genetics 161, 1101-1112 (2002)

123. Bier, E., R. Bodmer: Drosophila , an emerging model
for cardiac disease. Gene 342, 1-11 (2004)

124. Paternostro, G., C. Vignola, D.U. Bartsch, J.H.
Omens, A.D. McCulloch, J.C. Reed: Age-associated
cardiac dysfunction in Drosphila melanogaster. Circ Res
25, 1053-1088 (2001)

125. Wessells, R.J., R. Bodmer, Screening assays for heart
function mutants in Drosophila. Biotechniques 37, 58-60,
62, 64 passim (2004)

126. Ren, J., K.K. Hintz, Z.K. Roughead, J. Duan, P.B.
Colligan, B.H. Ren, K.J. Lee, H. Zeng: Impact of estrogen
replacement on ventricular myocyte contractile function
and protein kinase B/Akt activation. Am J Phsyiol Heart
Circ Physiol 284, H1800-H1807 (2003)

127.Hintz, K.K., J. Ren: Phytoestrogenic isoflavones
daidzein and genistein reduce glucose-toxicityinduced
cardiac contractile dysfunction in ventricular myocytes.
Endocr Res 30, 215-223 (2004)

Key Words: Heart, Cardiac Aging, Invertebrate,
Drosophila, Review

Send correspondence to: Dr. Rolf Bodmer, The Burnham
Institute of Medical Research, Center for Neuroscience and
Aging, 10901 North Torrey Pines Read, La Jolla, CA
92037, USA, Tel: 858-713-6295, Fax: 858-713-6293, E-
mail: rolf@burnham.org

http://www.bioscience.org/current/vol12.htm


