
SPOTLIGHT REVIEW

Mitochondrial adaptations to physiological
vs. pathological cardiac hypertrophy
E. Dale Abel1* and Torsten Doenst2

1Division of Endocrinology, Metabolism and Diabetes, and Program in Molecular Medicine, University of Utah School of Medicine, 15 North 2030 East, Bldg. 533, Rm. 3110B, Salt Lake City,
UT 84112, USA; and 2Department of Cardiothoracic Surgery, University of Jena, 07747 Jena, Germany

Received 4 October 2010; revised 16 December 2010; accepted 12 January 2011; online publish-ahead-of-print 21 January 2011

Abstract Cardiac hypertrophy is a stereotypic response of the heart to increased workload. The nature of the workload
increase may vary depending on the stimulus (repetitive, chronic, pressure, or volume overload). If the heart fully
adapts to the new loading condition, the hypertrophic response is considered physiological. If the hypertrophic
response is associated with the ultimate development of contractile dysfunction and heart failure, the response is
considered pathological. Although divergent signalling mechanisms may lead to these distinct patterns of hypertrophy,
there is some overlap. Given the close relationship between workload and energy demand, any form of cardiac
hypertrophy will impact the energy generation by mitochondria, which are the key organelles for cellular ATP pro-
duction. Significant changes in the expression of nuclear and mitochondrially encoded transcripts that impact mito-
chondrial function as well as altered mitochondrial proteome composition and mitochondrial energetics have been
described in various forms of cardiac hypertrophy. Here, we review mitochondrial alterations in pathological and
physiological hypertrophy. We suggest that mitochondrial adaptations to pathological and physiological hypertrophy
are distinct, and we shall review potential mechanisms that might account for these differences.
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1. Introduction
Cardiac hypertrophy predominantly develops in response to
increased workload, and less commonly in response to genetic
mutations or exposure to growth factors. Increased workload aug-
ments ventricular wall stress,1 and the hypertrophic response is an
adaptation to these changes in wall stress so as to maintain cardiac
output. Cardiac hypertrophy can broadly be divided into pathological
or physiological hypertrophy. Thus, if after an initial phase of compen-
sation, the growth response leads to contractile dysfunction, ventricu-
lar dilation, and heart failure, hypertrophy is considered pathological.
This is the case in conditions of arterial hypertension,2 aortic stenosis,
aortic regurgitation,3 or following experimental aortic constriction.
These examples of pressure overload are considered the main
cause of heart failure in the clinical setting.4– 6 In contrast, if increased
workload is met by a hypertropic response with a new steady state
that does not negatively impact contractile function, then the
response is considered physiological. This is best exemplified by
the impact of chronic exercise training and has been referred to as
the ‘athlete’s heart’.7,8

Although these definitions tend to hold true, a precise distinction
between pathological and physiological hypertrophy is sometimes dif-
ficult and the potential mechanisms that drive the pathophysiology
may sometimes overlap. Here, we shall focus on the metabolic and
specifically mitochondrial alterations found in physiological or patho-
logical hypertrophy (Table 1). To put the findings into perspective, we
need to first address the various models that have been used to
induce experimental cardiac hypertrophy.

2. Models of hypertrophy
Broadly speaking, hypertrophy can be induced by causing either volume
overload or pressure overload. These mechanisms may contribute to
the pathophysiology of physiological or pathological hypertrophy.
Various animal models for both purposes have been reviewed in the
past.9,10 In reviewing metabolic phenotypes in these animal models, it
is important to consider changes that are attributable to left ventricular
hypertrophy (LVH), vs. left ventricular dysfunction (LVD). This is a dis-
tinction which is not always possible as both changes may occur in par-
allel. However, we have recently characterized cardiac function
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following transverse aortic constriction in rats and noted three distinct
phases in the evolution of LVH and LVD that progressively evolve in
relation to the time from the onset of aortic constriction. These are:
(i) compensated hypertrophy, (ii) heart failure with preserved ejection
fraction, and (iii) heart failure with reduced ejection fraction.11

However, a comprehensive analysis of LV haemodynamics in relation
to cardiac metabolism or mitochondrial function has not been per-
formed in most studies of cardiac hypertrophy. Given that the transition
between these phases is not abrupt but gradual, in a given study, it
remains challenging to distinguish metabolic or mitochondrial altera-
tions that are secondary to LVH vs. LVD.

A commonly used model for the induction of pathological hypertro-
phy is that of aortic constriction. Narrowing the aorta between the bra-
chiocephalic trunk and the left carotid artery leads to pressure overload
that mimics aortic stenosis. This results in the generation of a consider-
able pressure gradient (.100 mmHg) with a high rate of survival.12,13

Constriction of the ascending aorta eliminates potential effects of cer-
ebral hypertension but is associated with a higher mortality rate and
is used less frequently. A third aortic constriction model is constriction
of the abdominal aorta, proximal to the renal arteries. Although this
model is often also referred to as a model of pressure overload,
giving rise to pathological hypertrophy, there is usually no acute

significant pressure gradient across the constriction and the underlying
mechanism is likely to be secondary to renovascular hypertension that
results from renal hypoperfusion.14 Nephrectomy, combined with renal
artery stenosis, also induces sustained hypertension, although this
model has been used less often as an experimental model of pressure
overload hypertrophy.15 Non-surgical experimental models of pressure
overload cardiac hypertrophy include inbred rodent strains that are sus-
ceptible to hypertension such as the spontaneously hypertensive rat
(SHR) or the Dahl salt-sensitive hypertensive rat.16,17

Pathological hypertrophy can also be induced by volume overload
that is surgically established by creating an aortovenous fistula. Using
this model, the Dhalla group described three stages of cardiac hyper-
trophy occurring during the first 16 weeks after an aortocaval shunt
was induced.18 After the initial phase of rapid hypertrophy, haemo-
dynamic function is normal or only mildly depressed between 2 and
8 weeks after creating the shunt. Subsequently, decompensation
occurs with pulmonary congestion and reduced cardiac function. A
different model of volume overload that progresses to pathological
hypertrophy is aortic regurgitation. While mild chronic aortic regurgi-
tation was suggested to induce compensated hypertrophy, more
severe aortic regurgitation resulted in eccentric hypertrophy and
the development of congestive heart failure.19

Isometric exercise (e.g. weightlifting) leads to physiological hyper-
trophy, which likely develops in response to intermittent pressure
overload.20 Increased systemic arterial pressure that develops during
this type of exercise, results in concentric hypertrophy of the left ven-
tricle, i.e. increased left ventricular wall thickness without alterations
in the left ventricular chamber size. In contrast, endurance training
(e.g. running, swimming, and cycling) is characterized by isotonic exer-
cise.20 This is associated with increased venous bloodflow to the heart
and adrenergic activation that is akin to volume overload. In contrast
to volume overload that is secondary to aortic regurgitation or aorto-
venous fistulae, the eccentric hypertrophy that develops in response
to endurance training normally does not decompensate. However,
cases of ‘overtraining’ have been described.21

Finally, there are a large number of genetically engineered mouse
models that have been designed to perturb key signalling pathways
that are believed to be involved in physiological or pathological cardiac
hypertrophy.22 Some of these models have also been used to address
potential metabolic and mitochondrial changes that are associated
with pathological or physiological cardiac hypertrophy.23–25

A common theme across the studies that have addressed
metabolic changes in cardiac hypertrophy is the description of
various changes in mitochondrial structure or function.26 In most
cases of pathological hypertrophy, mitochondrial dysfunction has
been described. In contrast, physiological cardiac hypertrophy is
associated with enhanced mitochondrial function. Thus, a distinct
signature found in mitochondria could potentially predict the nature
of the hypertrophic response and help to distinguish physiological
from pathological hypertrophy prior to the inevitable decompensation
that accompanies pathological cardiac hypertrophy.

3. Changes in cardiac metabolism in
physiological vs. pathological
cardiac hypertrophy
Mitochondria are the major site of substrate oxidation in cardiomyo-
cytes. Thus hypertrophy-related changes in myocardial substrate

. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .

Table 1 Key features of pathological vs. physiological
hypertrophy and their mitochondrial alterations

Physiological
hypertrophy

Pathological
hypertrophy

Stimuli Volume overload
(isotonic exercise)

Volume overload (valvular
disease, aortovenous
fistula)

Pressure overload
(isometric
exercise)

Pressure overload (arterial
hypertension, aortic
constriction)

Pregnancy

Foetal gene
expression

Normal Up-regulated

Cardiac function Normal/improved Increasingly impaired
during the time course

Decompensation Not occuring Occuring

Cardiac structure Increased myocyte
volume

Increased myocyte volume

Formation of new
sarcomers

Formation of new
sarcomers

Interstitial fibrosis

Increased rates of
apoptosis

Fatty acid
oxidation

Unchanged or
increased

Decreased

Glucose oxidation Unchanged or
increased

Unchanged

Maybe reduced during
heart failure

Mitochondrial
biogenesis

In accordance to
cellular
hypertrophy

Unchanged during
compensated
hypertrophy

Maybe diminished during
heart failure

ATP production Sufficient Impaired
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oxidation are likely related to mitochondrial function. Studies have
described distinct patterns in myocardial substrate oxidation in patho-
logical and physiological cardiac hypertrophy.

3.1 Fatty acid oxidation
Fatty acid oxidation (FAO) is the main fuel that drives mitochondrial
ATP generation by the adult heart, accounting for �60–90% of
cardiac ATP that is produced. Following uptake and conjugation
with acetyl CoA (FA-CoA), FA-CoA enters the mitochondrion, via
the carnitine acyl transferase shuttle (CPT-1 and CPT-2). CPT-1 is
subject to allosteric regulation by malonyl CoA, and effective transfer
to the mitochondria requires adequate amounts of carnitine. Upon
entering the mitochondrial matrix, FA-CoA undergoes beta oxi-
dation.27 Many groups have described reduced myocardial FAO in
pressure overload cardiac hypertrophy and heart failure.12,28,29

However, during the early stages of hypertrophy, which precede
heart failure, changes in, or potential mechanisms for reduced, FAO
are less clear.

Several studies have described reduced mRNA expression of CPT-1
during pathological hypertrophy 30–32 or reduced flux through
CPT-1.33 However, some studies have reported unchanged 34

or increased expression of CPT-1.35,36 Interestingly, Sorokina et al.33

noted reduced CPT-1 activity, but described a shift from the
mCPT-1 form to the foetal lCPT-1 variant, which was insufficient
to increase FAO. Some groups have also described reduced
carnitine levels, which might further depress fatty acid import into
mitochondria.37,38 Variable results have been described for FAO, with
reports of unchanged 34 or reduced oxidation rate.12,30,37 These
discrepancies might be partially related to the differences in animal
models used for these studies, differences in experimental
conditions, variable degrees of cardiac hypertrophy, and varying
degrees of carnitine deficiency.39

Fewer studies have examined myocardial FAO in exercise-induced
cardiac hypertrophy. Microarray analysis of cardiac genes in treadmill-
trained rats revealed a preferential change in gene expression that
would predict an increase in FAO.40 This contrasted with the gene
expression profile in a model of pathological hypertrophy. Direct
measurements of FAO in exercise-trained rats also revealed an
increase in FAO 41 with isolated working hearts from exercise-trained
rats revealing elevated rates of both glucose oxidation (GO) and FAO.
Taken together, these studies suggest that pathological and physiologi-
cal cardiac hypertrophy exhibit divergent changes in myocardial FA
utilization.

3.2 Lipotoxicity
Accumulation of toxic lipid intermediates has been proposed to con-
tribute to mitochondrial dysfunction, particularly in obesity and dia-
betes.42 Recent studies have suggested that pressure overload
cardiac hypertrophy increases the accumulation of myocardial trigly-
cerides, which could represent a marker for lipotoxicity.43 In addition,
neurohumoral changes in heart failure, such as increased adrenergic
activity,44,45 will increase the delivery of FA to the heart by increasing
adipose tissue lipolysis.46 This increase in FA delivery in combination
with defective fatty acid utilization in heart failure will promote lipid
accumulation in the cardiomyocytes,43,47 which could conrtibute to
mitochondrial dysfunction by various mechanisms.42,48,49

3.3 Cardiolipin
Cardiolopin is one of the most abundant mitochondrial phospholipids,
and mitochondrial cardiolipin composition plays an important role in
regulating the activity of the mitochondrial electron transport
chain.50,51 Its high content of unsaturated fatty acids renders it
prone to reactive oxygen species (ROS)-induced damage.51– 53 Mito-
chondrial cardioliopin content is reduced in heart failure53– 55 and
ischaemia/reperfusion56 and correlates with reduced electron trans-
port chain activities.

3.4 Glucose utilization
Many studies have described an increase in glycolysis in pressure over-
load cardiac hypertrophy,57 without a coordinate increase in glucose
oxidation (GO). Most studies, in which LVH was associated with mea-
surable reductions in contractile function, reveal no changes in GO
during pathological hypertrophy 37,58 or decreased GO rates.59 Akki
et al.30 reported an increase in pyruvate oxidation in a model of
abdominal aortic constriction at the stage of compensated cardiac
hypertrophy. Thus, by the time that LV dysfunction develops, there
is reduced coupling of glycolysis to GO.37,58,59 Interestingly, tri-
carboxylic acid (TCA) cycle flux in pressure overload hypertrophy
that is associated with LV dysfunction is maintained via increased ana-
plerotic flux via glycolytic pyruvate and malic enzyme, thereby bypass-
ing energy-yielding reactions and leading to reduced energetic
efficiency.33 Once overt heart failure has developed, we and others
have observed impaired GO.11,12 Although the relative contribution
of glucose (via glycolysis and GO) relative to FAO in pressure over-
load cardiac hypertrophy is increased, it is important to emphasize
that this substrate switch is unlikely to fully compensate for the
decline in myocardial ATP generation from fatty acids. In contrast,
myocardial GO following treadmill training in rats is increased.41

The coordinate increase in GO and FAO following exercise-induced
cardiac hypertrophy points to an overall increase in mitochondrial
oxidative capacity in physiological cardiac hypertrophy.

4. Changes in mitochondrial
function in pathological vs.
physiological cardiac hypertrophy

4.1 Mitochondrial morphology and
function in the compensated stage of
pathological hypertrophy
It is generally accepted that mitochondrial dysfunction develops in the
failing heart, and in many of these studies the model used was one of
pathological cardiac hypertrophy.26 However, there are a number of
lines of evidence that mitochondrial dysfunction might not necessarily
be present during the early stages of compensatory LVH. In a canine
model of compensated LVH, induced by ascending aortic banding,
there was no evidence of changes in mitochondrial morphology or
mitochondrial function.60 Although pigs with compensated LVH (sec-
ondary to ascending aortic banding) revealed a reduction in phospho-
creatine (PCr)/ATP ratios, this might have been due to reduced
mitochondrial creatine kinase protein and not to impaired mitochon-
drial oxidative capacity per se as these animals maintained the ability
to increase myocardial oxygen consumption (MVO2) in the presence
of the mitochondrial uncoupler dinitrophenol.61,62
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We recently completed a study in rats following transverse aortic
constriction (TAC), and monitored cardiac and mitochondrial func-
tion between 2 and 20 weeks. LV function was normal 2 weeks
post TAC, and despite a reduction in mitochondrial FAO, the respir-
atory capacity of mitochondria exposed to glutamate was increased.
Between 6 weeks and 10 weeks post TAC, these animals developed
congestive heart failure as evidenced by increased lung weights, and
diastolic dysfunction, but with preserved ejection fraction. At the 6
week time point, mitochondrial respirations remained elevated but
subsequently declined and were similar to sham controls at 10
weeks. Mitochondrial dysfunction only developed in parallel, with
the onset of systolic dysfunction and reduced ejection fraction, indi-
cating progressive heart failure.12 Thus, these observations suggest
that diastolic dysfunction precedes systolic dysfunction in the pro-
gression from compensated to decompensated LVH and that this
diastolic dysfunction was not associated with mitochondrial
dysfunction.

In contrast, in the neonatal banded rabbit model, activities of mito-
chondrial complex I and III were reduced at the phase of compensated
cardiac hypertrophy, but this was accompanied by reduced mitochon-
drial ROS and oxidative damage that only became evident after the
transition to heart failure.63 A recent study in dogs with compensated
LVH suggested that relative to controls, hypertrophied hearts did not
lose mitochondrial membrane potential in the context of ischaemia
and re-perfusion injury. However, the increase in mitochondrial mem-
brane potential correlated with an increased risk of arrhythmias.64 In
these studies, diastolic function was not measured, thus, it is not poss-
ible to determine whether the associated mitochondrial dysfunction
could have contributed to diastolic impairment. Thus, additional
studies are required to elucidate the contribution of mitochondrial
function and energetics to diastolic impairment in LVH.

4.2 Mitochondrial morphology and
function after the onset of LV systolic
dysfunction
By the time heart failure ensues in models of pathological LVH, altered
mitochondrial morphology and function are evident. Thus, pigs with
hypertrophic cardiomyopathy revealed swollen cardiac mitochondria
with disrupted cristae and substantial mtDNA depletion. Complex
I- and Complex IV-activity were also reduced in this model of hyper-
trophy.65 Swelling of mitochondria is known to correlate with mito-
chondrial dysfunction and damage, but relatively few studies have
systematically examined mitochondrial morphology in parallel with
measures of mitochondrial function in the evolution of LVH and
heart failure, and the few studies in the literature have not reported
consistent results. For example, ultrastructural changes (increased
mitochondrial size distribution) were noted in the hearts of stroke-
prone SHR rats; however, these changes preceded the onset of
hypertension, suggesting that they could be independent of LVH.66

In contrast, no changes in mitochondrial morphology were noted in
a dog model of right ventricular hypertrophy and congestive heart
failure.67 Disorganization of mitochondrial cristae combined with a
reduction in cristae density has been reported for failing rat hearts
after aortic constriction.11 This study also revealed significant remo-
delling of the mitochondrial proteome, characterized by reduced
content of the majority of FAO proteins and .50% of the electron
transport chain subunits that were detected.11 Rosca et al.68 described
reduced mitochondrial function due to a decrease in respirasomes, in

which several complexes of the electron transport chain unite to
facilitate mitochondrial respiration. Many other studies in varied
models of LVH and heart failure have confirmed the existence of
mitochondrial dysfunction.26,69 –73

The adenine nucleotide translocase (ANT) mediates nucleotide
transfer from mitochondria to cytosol. Thus, impaired ANT activity
could contribute to deficient energy availability in pathological
cardiac hypertrophy. Reduced levels of cardiac ANT has been
reported in some, but not all, models of pressure overload cardiac
hypertrophy.36,74 In contrast, overexpression of ANT ameliorated
cardiac dysfunction in angiotensin II-mediated cardiac hypertrophy,
despite the absence of any baseline changes in ANT expression rela-
tive to control rats.75 Thus, a role for ANT in mediating mitochondrial
dysfunction in pathological cardiac hypertrophy is not clear, but
modulation of ANT could potentially represent a therapeutic strategy
that may enhance mitochondrial function in pathological LVH.

Under physiological conditions, mitochondria are responsible for
generation of most of the superoxides in the cell. Under pathological
conditions such as heart failure, extra-mitochondrial sources of ROS
such as NADPH oxidase also contribute to myocardial oxidative
stress and mitochondrial dysfunction.76,77 Myocardial oxidative stress
has been implicated in the transition from compensated LVH to heart
failure, and evidence exists to support a role for mitochondrial and non-
mitochondrial sources of ROS.76 –78 Oxidative stress can further impair
mitochondrial function by leading to oxidative modifications of mito-
chondrial proteins, mutations of mitochondrial DNA and activation of
the permeability transition pore.79

ROS-induced mitochondrial uncoupling has been hypothesized to
contribute to decreased mitochondrial energetics in conditions
associated with increased FA availability such as obesity and dia-
betes.79–81 Given the increased circulating concentrations of FA in
heart failure, it is theoretically possible that ROS-mediated mitochon-
drial uncoupling could contribute to mitochondrial energetic dysfunc-
tion. Increased levels of mitochondrial uncoupling proteins and
decreased mitochondrial efficiency have been described in the infarc-
tion model of heart failure.82 However, pressure overload hypertro-
phy is associated with repression of uncoupling protein 3
expression.83 Thus, the role of mitochondrial uncoupling in pressure
overload cardiac hypertophy remains to be definitively established.

Taken together, it is reasonable to conclude that compensated LVH
is associated with relatively preserved mitochondrial function and that
the development of mitochondrial dysfunction occurs in parallel with
the development of heart failure. It remains to be definitively proved
if the mitochondrial dysfunction precedes heart failure and plays a role
in the transition from compensated LVH to heart failure (i.e. causa-
tive) or if the change in mitochondrial function represents one of a
number of pathophysiological processes that either contribute to,
or are associated with the transition to heart failure.

4.3 Mitochondrial adaptations to
exercise-induced cardiac hypertrophy
Exercise -induced cardiac hypertrophy is associated with increased
mitochondrial biogenesis in various animal models.26,84 We recently
showed that physiological cardiac hypertrophy induced by swim training
in mice was associated with increased palmitoyl carnitine-supported
mitochondrial respirations and ATP production rates in permeabilized
cardiac fibres.25 The signalling mechanisms that may contribute to
these mitochondrial adaptations will be discussed in detail in the next
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section. A recent study by Huang et al.85 suggested that a bout of
exhaustive exercise in untrained or trained rats could precipitate mito-
chondrial DNA deletions and increased levels of cytochrome C and
caspace 3. These observations raise the possibility that intermittent
bouts of exercise might induce mitochondrial damage that may serve
as a signal to activate the mitochondrial biogenesis programme.

5. Mechanisms linking pathological
or physiological cardiac hypertrophy
with altered mitochondrial function

5.1 Signalling pathways
Most of the studies examining mitochondrial dysfunction in the
context of pathological cardiac hypertrophy have been performed
after the onset of LV dysfunction. Thus, caution is warranted in ascrib-
ing changes in signal transduction that may impact mitochondrial func-
tion in these studies, as the possibility exists that they could be the

result of LV dysfunction and heart failure. Nevertheless, an examin-
ation of differences or similarities in changes in myocardial signal
transduction pathways in pathological vs. physiological cardiac hyper-
trophy might provide some clues to potential mechanisms that might
lead to the divergent mitochondrial phenotypes (Figure 1).

As reviewed by many groups, pressure overload hypertrophy acti-
vates a number of signalling pathways, which are not specifically acti-
vated in relation to exercise-induced or physiological cardiac
hypertrophy.20,86 Moreover, transcriptional profiling has also
suggested that gene expression patterns differ between physiological
hypertrophy, the compensated stage of pressure overload hypertro-
phy, and heart failure.40,87,88 Pathological cardiac hypertrophy is
associated with activation of many signalling pathways, exemplified
by the calineurin/nuclear factor of activated T-cell pathway, histone
deacetylases, phosphatidyl inositol 3 kinase (PI3K)/Akt/FOXO1 (fork-
head)/mammalian target of rapamycin signalling networks, the
ERK-MAPK signalling pathways, G-protein-coupled signalling path-
ways, and others. There has been no systematic evaluation of the
interaction of these signalling networks with regulatory networks

Figure 1 Schematic representation of signalling pathways that may influence mitochondrial function in physiological and pathological cardiac hyper-
trophy. In physiological cardiac hypertrophy, as develops in response to exercise, there is increased activation of Class 1A PI3Ka, PGC-1a, and AMPK,
all of which can promote mitochondrial biogenesis and increase mitochondrial oxidative capacity. Growth factors such as insulin (IR) and IGF-1R
signalling might be required for the mitochondrial adaptation to exercise-induced cardiac hypertrophy. The signalling mechanisms that are activated
in the compensated stage of pathological cardiac hypertrophy are relatively understudied. AMPK activation will increase glucose uptake and glycolysis.
Although mitochondrial respiratory capacity remains relatively intact, FAO rates are decreased despite normal expression of PPAR-a target genes,
suggesting allosteric regulatory mechanisms. There is scant published evidence to support any increase in mitochondrial biogenesis at this stage.
Most studies have focused on the models in which LV dysfunction is present (decompensated). In this stage, there are perturbations in many signalling
pathways that conspire to impair mitochondrial function. These include decreased expression or activity of transcriptional regulators that govern mito-
chondrial biogenesis and oxidative capacity (i.e. PGC-1a, ERRa, and PPAR-a) and decreased transcription of mitochondrial DNA. Increased
G-protein-coupled receptor signalling activates Class1B PI3Kg that leads to constitutive activation of Akt, which may repress mitochondrial function.
Activation of HIF-1a leads to a PPAR-a-mediated increase in FA uptake and lipogenesis that may promote lipotoxicity, which could further impair
mitochondrial function. Reduced cardiolipin content and remodelling of the mitochondrial proteome also contribute to mitochondrial dysfunction.
Mitochondrial dysfunction promotes oxidative stress that leads to a vicious cycle of progressive mitochondrial damage.
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such as peroxisome proliferator activated receptor gamma coactiva-
tor 1a (PGC-1a) that directly regulate mitochondrial biogenesis
and mitochondrial function.

It is clear that in many experimental models of pressure
overload-induced LV dysfunction there is a repression of PGC-1a
expression and/or down-regulation of gene targets of transcription
factors such as peroxisome proliferator activated receptor a

(PPAR-a) or estrogen-related receptor a (ERRa) that are
co-activated by PGC-1a.89 Indeed, mice with genetic deletion of
PGC-1a exhibit increased susceptibility to heart failure when they
are subjected to pressure overload.23,90 The interactions between
pro-hypertrophic signalling pathways and PGC-1a signalling are
incompletely understood. For example, activation of p38MAPK has
been shown to increase PGC-1a activity via direct phosphorylation
of PGC-1a and by releasing its association with a repressor mol-
ecule.91 Thus, activation of p38 MAPK cannot account for the
reduction in PGC-1a signalling that is observed in many models of
pathological cardiac hypertrophy and LV dysfunction. Hypoxia induci-
ble factor-1a (HIF-1a) and PPAR-g have recently been proposed to
mediate in part the substrate switch away from FAO to glycolysis
and to contribute to lipotoxicity in pressure overload hypertrophy.43

However, the interaction of the HIF-1a/PPAR-g signalling axis in LVH
-associated mitochondrial dysfunction remains to be explored.

Class I and Class II histone de-acetylases (HDACs) have been impli-
cated in the regulation of cardiac hypertrophy, with Class I HDACs
promoting hypertrophic remodelling and Class II HDACs suppressing
cardiac hypertrophy.92 Indeed, HDAC inhibitors exhibit profound
effects to suppress pathological cardiac hypertrophy.93 Whether or
not HDAC signalling contributes to the metabolic and mitochondrial
disorders that characterize pathological cardiac hypertrophy are less
well understood. A recent study of cardiomyocyte-restricted deletion
of HDAC3, a Class I HDAC, revealed dramatic cardiac hypertrophy,
and significant up-regulation of PPAR-a targets that resulted in
increased FAO, mitochondrial uncoupling, and lipotoxicity, and pre-
mature death from heart failure.24 The increase in PPAR-a activity
is opposite to what is observed in pressure overload cardiac hypertro-
phy. Moreover, transgenic overexpression of HDAC3 did not induce
cardiac hypertrophy but instead increased cardiomyocyte prolifer-
ation.94 This contrasts with HDAC2 transgenic mice that clearly
develop cardiac hypertrophy.95 Taken together, these models
suggest distinct roles for HDAC isoforms in the regulation of
cardiac hypertrophy and mitochondrial function. However, our
knowledge of how HDACs might or might not contribute to the
mitochondrial dysfunction that accompanies pathological cardiac
hypertrophy remains incomplete. The observations of profound mito-
chondrial dysfunction and lipotoxicity in HDAC3-deficient hearts
should raise caution regarding the use of non-specific HDAC inhibi-
tors in the treatment of pathological cardiac hypertrophy. Prior to
adoption of this therapeutic strategy, a detailed analysis of the role
of respective Class I and Class II HDAC isoforms on mitochondrial
function in the heart under non-stressed conditions and following
induction of pressure overload hypertrophy is clearly warranted.

Although activation of Akt occurs in pathological and physiological
cardiac hypertrophy, activation of the PI3K-Akt signalling pathway has
been shown to be necessary and sufficient for the development of
physiological cardiac hypertrophy.96 Exercise training is associated
with activation of PI3K and Akt signalling in the heart, and is also
associated with induction of PGC-1a content.25 We recently demon-
strated that the activation of mitochondrial respiratory capacity in the

context of physiological cardiac hypertrophy requires PI3K signalling
but is not mediated via activation of Akt. Blocking PI3K signalling pre-
vented the exercise-induced increase in mitochondrial function, but
did not prevent the induction of PGC-1a.25 These observations
suggest that PI3K and PGC-1a signalling act in a coordinated
fashion to enhance mitochondrial respiratory capacity in physiological
cardiac hypertrophy. In contrast, constitutive Akt activation was
associated with repression of mitochondrial function and indeed
eventually leads to heart failure that resembles pathological cardiac
hypertrophy.25,96,97 These data raise the possibility that sustained
Akt activation, which in pressure overload cardiac hypertrophy is
mediated by G-protein-coupled activation of Class 1B PI3Kg, could
play a role in the associated reduction in mitochondrial function. In
contrast, activation of Class 1A PI3K by exercise or growth factors
augments mitochondrial function by activating alternative PI3K-
dependent but Akt-independent signalling pathways that are required
for increasing mitochondrial capacity.

Our studies in mutant mice with impaired insulin or insulin-like
growth factor (IGF)-1 signalling also suggest potential interactions
between growth factor signalling acting via Class 1A PI3K and the
mitochondrial adaptations to pathological or physiological cardiac
hypertrophy. Thus, mice with genetic deletion of insulin receptors
in cardiomyocytes develop mitochondrial dysfunction under non-
stressed conditions,98 but the mitochondrial function declines more
rapidly in these mice when pathological LV remodelling occurs after
coronary artery ligation.99 We have also reported that IGF-1 signalling
alone or in concert with insulin signalling is required for
exercise-induced cardiac hypertrophy.100,101 Of interest, the induc-
tion of PGC-1a by exercise training was prevented in mice that
lack IGF-1 receptor signalling in cardiomyocytes. The failure to
induce PGC-1a was associated with evidence of energetic stress
and activation of AMPK kinase.101 Taken together, these observations
suggest the existence of signalling networks that link growth factors,
their tyrosine kinase receptors, and Class 1A PI3K with the mitochon-
drial adaptations to physiological cardiac hypertrophy.

AMP kinase (AMPK) signalling may promote mitochondrial biogen-
esis.102 –104 AMPK is activated in the heart in pathological hypertrophy
and in response to exercise.105,106 However, it is likely that their con-
tribution to changes in mitochondrial function are distinct in patho-
logical vs. physiological cardiac hypertrophy. In a model of
compensated pressure overload cardiac hypertrophy, the activation
of AMPK was shown to be due in part to reduced energy generation
that occured on the basis of diminished long-chain FAO that could be
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Table 2 Possible mechanisms of mitochondrial
dysfunction in pathological hypertrophy

Potential mechanisms of mitochondrial dysfunction in
pathological hypertrophy

ROS

Altered ANT expression

Cardiolipin loss or peroxidation

Fatty acid and lipid overload

Mitochonrial uncoupling

Impaired mitochondrial biogenesis

Reduced transcriptional signalling of regulators of mitochondria
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reversed by supplying short-chain fatty acids.107 In more severe patho-
logical LVH, it is most likely that the reduction in mitochondrial func-
tion also contributes to the increase in AMPK activity. The activation
of AMPK may play an important role in increasing glycolysis in these
hearts but might not be sufficient to offset reduction in other signal-
ling pathways such as PGC-1a, ERRa, or mitochondrial DNA replica-
tion pathways whose activities are also impaired in pathological
cardiac hypertrophy by mechanisms that are incompletely under-
stood.108 In contrast, we propose that in physiological cardiac hyper-
trophy, multiple signalling pathways, such as activation of PGC-1a and
Class1A PI3K, act in concert with increased AMPK activation to
increase mitochondrial respiratory capacity and promote mitochon-
drial biogenesis (Figure 1).

6. Summary
As summarized in Table 2 and Figure 1, pathological cardiac hypertro-
phy is associated with reduced myocardial FA utilization that corre-
lates with mitochondrial dysfunction, particularly during the
transition to heart failure. Multiple mechanisms might contribute to
this such as oxidative stress and repression of transcriptional net-
works that regulate mitochondrial capacity and biogenesis.
However, it is important to emphasize that these defects might not
necessarily be present in the compensated stages, and whether or
not mitochondrial dysfunction directly contributes to the transition
to heart failure or is occurring in parallel with heart failure remains
to be definitively established. In contrast, physiological cardiac hyper-
trophy is associated with enhanced mitochondrial respiratory capacity
and increased myocardial substrate utilization that likely reflects the
synergistic interactions of multiple signalling pathways such as PI3K,
PGC-1a, and AMPK, which work in concert to increase mitochondrial
biogenesis and metabolic capacity.
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