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In yeast, there is a constant growth yield during proliferation on non-fermentable substrate where the ATP
generated originates from oxidative phosphorylation. This constant growth yield is due to a tight adjustment be-
tween the growth rate and the cellular mitochondrial amount. We showed that this cellular mitochondrial
amount is strictly controlled bymitochondrial biogenesis.Moreover, the Ras/cAMPpathway is the cellular signaling
pathway involved in the regulation of mitochondrial biogenesis, with a direct relationship between the activity of
this pathway and the cellular amount of mitochondria. The cAMP protein kinase Tpk3p is the catalytic subunit
specifically involved in the regulation of mitochondrial biogenesis through regulation of the mitochondrial ROS
production. An overflow of mitochondrial ROS decreases mitochondrial biogenesis through a decrease in the tran-
scriptional co-activatorHap4p,which can be assimilated tomitochondria quality control.Moreover, the glutathione
redox state is shown as being an intermediate in the regulation of mitochondrial biogenesis. This article is part of a
Special Issue entitled: 18th European Bioenergetic Conference.

© 2014 Elsevier B.V. All rights reserved.
1. Introduction

In living cells, growth is the result of coupling between substrate
catabolism and multiple metabolic processes that can be assumed to
take place during net biomass formation and maintenance processes
(i.e. maintenance of ionic gradients, protein, lipid, and nucleic acid turn-
over) [1,2]. If one considers cells for which most of the ATP flux is gen-
erated through oxidative phosphorylation, when cell energy demand
varies, the activity of oxidative phosphorylation should be modulated.
Twomechanisms, which are not exclusive, can account for such a regu-
lation. Short-term adaptation relies on a flux modulation through every
functional unit of the mitochondrial oxidative phosphorylation, where-
as long-term adaptation to various rates of ATP utilization can be
achieved by modifying the number of these functional units, i.e. mito-
chondrial amount — which refers to the number of respiratory chain
units as assessed by mitochondrial cytochromes measurement—. If
one considers large variations in ATP turnover, it is highly likely that
the amount of enzymes involved in the oxidative phosphorylation path-
way plays a significant role in this process in order to allow a constant
yield of ATP synthesis —.see below— [3–6]. Moreover, the trade-off be-
tween rate and yield of ATP synthesis in heterotrophic organisms has
opean Bioenergetic Conference.
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been highlighted as a possible major mechanism of cooperation and
competition involved in the evolutionary aspects of energy metabolism
[7]. Consequently, the molecular mechanisms involved in the adjust-
ment of energy production to energy demand are of particular interest.

In mammalian cells, both the above-mentioned short-term and
long-term regulations have been described. An example that illustrates
a short-term kinetic regulation is the cAMP-induced phosphorylation
degree of complex I that is a key regulating step modulating the oxida-
tive phosphorylation capacity when glioma cell proliferation varies
[8,9]. The long-term modulation of mitochondrial amount is well
known in muscle. Indeed, experiments from the 1960s have shown an
increase in mitochondrial marker enzymes associated with an increase
in thenumber and shapeofmitochondria in response to exercise [10,11].
Muscle mitochondrial content can be increased by 50–100% within
6 weeks of endurance training. Chronic contractile activity produced
by electrical stimulation of themotor nerve canmimic thismitochondri-
al biogenesis. Williams et al. [12] were the first to show that chronic
contractile activity led to increases in mRNA levels encoding nuclear
and mitochondrial gene products.

As highlighted in [7], there is a trade-off between rate and yield of
ATP synthesis in heterotrophic organisms. Indeed, short-term and
long-term regulationmechanisms are not equivalent in terms of energy
transduction efficiency. This was well studied in the yeast Saccharomyces
cerevisiae [5,13,14]. A short-term kinetic regulation of the respiratory
chain will induce a modulation of the flux through the respiratory chain
units. Under steady-state conditions, where ATP synthesis matches ATP
consumption, the growth yield may depend on two variables: 1) the
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Fig. 1. Relationship between growth rate and the amount of mitochondrial cytochromes.
The cellular content in c c1 (●), b ( ), and a a3 (◊) hemes was calculated as described
inDejean et al. 2000, taking into account the respectivemolar extinction coefficient values
and the reduced minus oxidized spectra recorded using a dual beam spectrophotometer
(Aminco DW2000). Growth was measured spectrophotometrically by assessing the
turbidity at 600 nm. Dry weight determinations were performed on samples of cells
harvested throughout the growth period and washed twice in distilled water. For each
strain, the relationship between dry weight and optical density was determined. The
cells were grown aerobically at 28 °C in a synthetic minimal medium (0.175% yeast nitro-
gen base (Difco), 0.2% casein hydrolysate (Merck), 0.5% (NH4)2SO4, 0.1% KH2PO4 (w/v),
pH 5.5, 20mg·L−1 L-tryptophan (Sigma), 20mg·L−1 L-uracil (Sigma), 40mg·L−1 adenine
hydrochloride (Sigma) with 2% lactate (w/v) as carbon source.
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fraction of ATPutilized for cellmaintenance vs. that used for biomass syn-
thesis per se and 2) the amount of ATP synthesized per oxygen consumed
during oxidative phosphorylation [i.e., ATP-to-O ratio (ATP/O)]. The actu-
al ATP/O has been shown, in vitro in isolated mitochondria, to vary ac-
cording to the proton leak, the degree to which the redox proton pump
slips [13,14], and the functional steady state of mitochondria. Indeed,
ATP/O varies from zero under non phosphorylating conditions (state 4)
to the maximal value that can be sustained in the presence of saturating
amounts of Pi, ADP, and respiratory substrate (state 3). Thus, by extrapo-
lating these results to the in vivo situation, the growth yield should be
decreased when the ATP turnover decreases, because the amount of re-
spiratory substrate consumption required to compensate for the proton
leak and proton slippage increases. Furthermore, if one considers the
case of adjusting ATP synthesis by adjusting the amount of mitochondria
(long-term regulation), the flux through the respiratory chain units can
be constant and thus the energy transduction efficiency will be constant.

The complete thermodynamic description of growth processes has
been obtained by establishing the balanced chemical reactions for anab-
olism and catabolism. A crucial parameter for growth evaluation is its
yield, i.e. the efficiency of the transformation processes from substrate
consumption to biomass formation. The quantification of enthalpy
efficiency – the energy converted into biomass divided by the energy
input – has been successfully achieved for microorganisms [15–17]
as well as for cultured mammalian cells [18]. This approach is based on
the continuous measurement of heat production and on the exhaustive
determination of substrates and by-products, thus allowing the con-
struction of enthalpy balances (see [1,19] for reviews). Using this ap-
proach, we have previously shown [20] that the enthalpic growth yield
remains constant during any growth phase in yeast on respiratory
substrate (i.e. exponential and transition phases). This constant enthalpic
growth yield is owed to a tight adjustment of mitochondrial amount to
cellular energy demand [20]. This indicates that molecular mechanisms
are involved in the growth yield homeostasis allowing a constant yield
all throughout growth for a considered strain. In this review, we will
develop the mechanisms involved in the regulation of mitochondrial
amount by mitochondrial biogenesis in yeast proliferating on non-
fermentable substrate. The signal transduction pathway involved and
the cellular consequences of a deregulation of this pathway will be
addressed, more particularly in the case of mitochondrial ROS (reactive
oxygen species) generation and their cellular consequences.

1.1. Growth yield homeostasis in respiring yeast is due to a strict mitochon-
drial content adjustment

As stipulated above, we have shown that during yeast cell prolifera-
tion on non-fermentable substrate, the growth yield is constant which-
ever the growth phase. By comparing a number of yeast – S. cerevisiae –
strains that have very different growth rates, we were able to show that
the growth rate is directly proportional to the cellular amount of mito-
chondrial cytochromes that allow the quantification of the amount of
mitochondrial respiratory chains within a cell (Fig. 1). Moreover, we
have shown that in all these strains, the same amount of oxygen is nec-
essary to generate 1 g of dry weight [5], which implies that the growth
yield is constant. Consequently, in these conditions, the growth rate
depends strictly on the cellular amount of mitochondria. In order to go
further in the understanding of this process, we investigated themolec-
ular mechanisms involved in the adjustment of mitochondrial amount
to cell energy demand.

1.2. Cellular adjustment of mitochondrial content is due to
mitochondrial biogenesis

The main process involved in the adjustment of ATP synthesis in re-
sponse to energy demand is a modulation of cellular mitochondrial
amount. Two processes are known to control the cellular steady state
of mitochondrial amount: mitochondrial biogenesis and mitochondrial
degradation. These two processes govern the turnover of themitochon-
drial compartment. In order to determine whether one of these or both
were involved in the cellular adjustment of mitochondrial amount, we
assessed bothmitochondrial autophagy (mitophagy) andmitochondrial
biogenesis in yeast proliferating on non-fermentable substrate (Fig. 2).
Both autophagy – that is required for the induction of mitophagy –

and mitophagy itself were evaluated in growing yeast thanks to the
stability of the GFP protein [21,22]. Autophagy was assessed using
ATG8-GFP [22]. Indeed, autophagy-related protein 8 (Atg8) is an
ubiquitin-like protein required for the formation of autophagosomal
membranes. The transient conjugation of ATG8 to the autophagosomal
membrane through an ubiquitin-like conjugation system is essential
for autophagy in eukaryotes. Once the autophagosome is ready for
fusion with the lysosome, Atg8p gets degraded in the autolysosome.
This can be detected by following the GFP protein itself thanks to its
stability (Fig. 2A).Mitophagywas assessed in a similarway, as described
previously [21] using IDP-GFP, a fusion between mitochondrial
isocitrate dehydrogenase and the GFP — Fig. 2B. Fig. 2A&B shows that
there is neither an autophagic nor a mitophagic process in growing
yeast. Moreover, in yeast, the Hap complex (Hap2/3/4/5 — Scheme 1)
has been shown to be involved in the specific induction of genes
involved in gluconeogenesis, metabolism of alternate carbon sources,
respiration, and mitochondrial development. Indeed, the disruption of
any subunits of this complex renders the cells unable to grow on non-
fermentable carbon sources [23–26]. Many genes involved in energy
metabolism have been shown to be regulated by this complex [27–29].
Assessment of the activity of this complex as a whole – thanks to a previ-
ously described lacZ reporter gene – [30] showed no significant variation
during yeast growth on non-fermentable substrate (data not shown).
Moreover, previouswork fromour laboratory has shown that the activity
of this complex is proportional to the amount of the HAP4 subunit
[31]. We thus assessed Hap4p amount in growing yeast, and found
that there is a constant amount of Hap4p all throughout growth
(Fig. 2C). This data and the fact that the activity of the Hap complex
is constant throughout growth indicate a constant mitochondrial



Fig. 2.Mitophagy is not induced during cell proliferation whereas mitochondrial biogen-
esis is constant. Yeast cells of the strain BY4742 (Mat a; his3Δ1; leu2Δ0; lys2Δ0;
ura3Δ0)werefirst transformedwith a plasmid expressing either a fusion protein between
theAtg8p and theGFP (Atg8–GFP—A)or a fusion protein between the isocitrate dehydro-
genase and the GFP (Idp–GFP— B). Idp–GFP and Atg8–GFP are reporters of the autophagy
and mitophagy processes, respectively (see text for details). Positive controls were
induced by the addition of rapamycin (0.2 μg/ml) to the culture medium. The cells were
grown aerobically at 28 °C in a synthetic minimal medium (0.175% yeast nitrogen base
(Difco), 0.2% casein hydrolysate (Merck), 0.5% (NH4)2SO4, 0.1% KH2PO4 (w/v), pH 5.5,
20 mg·L−1 L-tryptophan (Sigma), 40 mg·L−1 adenine hydrochloride (Sigma) with 2%
lactate (w/v) as carbon source. At the indicated time points during growth, cells were
collected and protein extracts were resolved by SDS-PAGE in reducing conditions and
analyzed by Western-blot with a GFP-antibody (Roche) or Hap4 antibody following the
manufacturer's instructions.

Scheme 1. The HAP complex — master regulator of the mitochondrial biogenesis in the
yeast Saccharomyces cerevisiae. The four subunits constituting the complex are represent-
ed here with size in line with the predicted molecular weights of each subunit. Hap2p,
Hap3p and Hap5p are the DNA-binding subunits and Hap4p is the activating subunit.
The mitochondrial proteins encoding genes regulated by the complex are also indicated.
See text for references.
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biogenesis rate. This shows that in exponentially proliferating yeast, cel-
lular mitochondrial content is tightly controlled by mitochondrial
biogenesis.

These results raise the question of the role of this tight regulation of
mitochondrial biogenesis on cell proliferation. Indeed, the decision to
divide is executed either through mitochondrial proliferation, with
DNA synthesis, membrane synthesis, mitosis released from energy-
limitation and allowed to proceed, or it is made elsewhere to drive
DNA replication, membrane synthesis, and the signal to the mitochon-
dria is permissive only, to provide the required fuel for a decision
made elsewhere. Results from our laboratory [31] and others show
that there is a tight link between cellular phosphate potential andmito-
chondrial biogenesis. This has been shown in two different ways: either
upon uncoupling of the respiratory chain bydeletion of the ATPsynthase
epsilon subunit –which induces a decrease in cellular phosphate poten-
tial and an increase inmitochondrial biogenesis – (Dr E. Tetaud personal
communication) or by manipulating the activity of the Ras/cAMP path-
way in yeast [31]. These results tend to show that the signal to the
mitochondria is permissive only, to provide the fuel required for a deci-
sion made elsewhere.
1.3. ROS-induced down-regulation of mitochondrial biogenesis

We then investigatedmolecular signals that govern the regulation of
mitochondrial biogenesis. We were able to show that the Ras/cAMP
pathway is the key signal transduction pathway involved in this process
(Scheme 2). Indeed, the ccs1-1 yeast strain, mutated in the ira2 gene
encoding an activating protein of the Ras-GTPase activity, exhibiting
an overactivation of the Ras/cAMP pathway, was characterized in the
late exponential phase by a higher cellular respiration associated
with a higher cytochrome content [32–34]. Moreover, yeast mutants
with over-activated Ras/cAMP pathway (i.e., Ras2(val19), Δira1-
Δira2) or with a constitutive downstream activation of protein kinases
A (i.e.,Δbcy1) showed an increase in the cellularmitochondrial amount
[35,36]. In contrast, loss of Ras activity (i.e., Ras2 mutant) resulted in a
slight decrease in this amount [35]. The yeast harbors three A kinase cat-
alytic subunits, which have greater than 75% identity and are encoded
by the TPK (TPK1, TPK2 and TPK3) genes [37]. Although they are redun-
dant for viability and functions such as glycogen storage regulation,
the three A kinases are not redundant for other functions such as
pseudohyphal growth, regulation of genes involved in trehalose degra-
dation and water homeostasis as well as iron uptake, which are all
regulated by Tpk2p [38–40]. Tpk1p is required for the de-repression of
branched chain amino acid biosynthesis genes that seem to have a
second role in the maintenance of iron levels and DNA stability within
mitochondria [41]. These data provide evidence for a specificity of sig-
naling through the three PKA catalytic subunits. In order to elucidate a
potential role of one ormore of these subunits in the regulation of mito-
chondrial biogenesis in response to energy demand during growth, we
investigated the role of each one of the TPKs in this process. We have
shown that the yeast protein kinase Tpk3p is the catalytic subunit
involved in the regulation of mitochondrial amount [42]. In the absence
of the yeast protein kinase Tpk3p, a significant decrease in cellularmito-
chondrial amount occurs,when cells are grown in non-fermentableme-
dium [42]. This generates a drastic decrease in cell growth in the Δtpk3
cells versus the wild type cells, since when yeast cells are grown on re-
spiratory substrate, energy transformation processes involve oxidative
phosphorylation [5]. Briefly, in Δtpk3 cells (i) respiratory rates are de-
creased in these cells when compared to the wild type cells, (ii) cellular
mitochondrial content that was assessed quantitatively by measuring
the amount of mitochondrial cytochromes namely aa3, b and cc1 is de-
creased, and (iii) growth rate is decreased. We further investigated
the mechanisms involved in the regulation of mitochondrial biogenesis
via the yeast protein kinase Tpk3p. We showed that the decrease in
mitochondrial content in the Δtpk3 cells originates in a decrease in mi-
tochondrial biogenesis. Indeed, the activity of the transcription factors
(HAP complex) involved in this process is decreased in the Δtpk3 cells

image of Scheme�1


Fig. 3. Oxidative stress inducers decrease the level of Hap4p. Wild type yeast cells were
grown aerobically at 28 °C in a synthetic minimal medium (0.175% yeast nitrogen base
(Difco), 0.2% casein hydrolysate (Merck), 0.5% (NH4)2SO4, 0.1% KH2PO4 (w/v), 2% lactate
(w/v) (Prolabo), pH 5.5, 20mg·L−1 L-tryptophan (Sigma), 40mg·L−1 adenine hydrochlo-
ride (Sigma) and 20 mg·L−1 L-uracil. H2O2 (400 μM), Diamide (1 mM) or Antimycine A
(0.1 μg·mgdryweight−1)was added to the culture and cellswere collected at the indicat-
ed time points and protein extracts were resolved by SDS-PAGE in reducing conditions.
Analyses by Western-blot were performed with a polyclonal antibody against Hap4p.
The protein Ade4p was probed as loading control.

Scheme 2. The Ras/cAMP pathway in the yeast Saccharomyces cerevisiae. The synthesis of
cAMP by the adenylate cyclase is favored by the active forms (GTP-bound) of the Ras1,2
proteins. In a similarway to theirmammalian counterparts, the activation of the cAMPde-
pendent protein kinases (PKA) catalytic subunits (Tpk1,2,3p) ismediated by the release of
the regulatory subunit (Bcy1p) after cAMP-binding. The regulation of the cAMP concen-
tration is also dependent on the activity of phosphodiesterases (Pde1,2p) which degrade
cAMP in AMP. See text for references.
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[43]. Moreover, we showed that the decrease in Hap complex activity
is due to an oxidative stress as shown by reversion of theΔtpk3 cell phe-
notype by an antioxidant as well as by the overexpression of Sod1p—

superoxide dismutase. The oxidative stress originates from an increase
in mitochondrial ROS production due to the loss of cAMP dependent
regulation of mitochondrial ROS production by Tpk3p protein kinase
[43]. This was the first report showing that the activity of the HAP com-
plex is sensitive to ROS signaling, clearly involving ROS inmitochondria-
to-nucleus signaling. This ROS-induced decrease in the amount of HAP
complex is due to a ROS-induced decrease in the amount of Hap4p
(functional homolog of PGC1α in mammalian cells) [43]. Moreover,
this oxidative-stress sensitivity of Hap4p is a general phenomenon
since other oxidative stress inducers also induce a decrease in the
amount of this protein (Fig. 3).

Interestingly, in the Δtpk3 cells, although the cells sense the oxida-
tive stress and respond to it by increasing the amount of antioxidant
enzymes (i.e. superoxide dismutase and catalase), this increase is not
sufficient to suppress the overflow of reactive oxygen species. Such an
increase can be deleterious to the cell and is often associated with a
mitochondrial malfunction. Through this signaling pathway, the cell
protects itself by decreasing mitochondrial biogenesis and thus the
amount of dysfunctional mitochondria. Hence, oxidative stress down-
regulates mitochondrial biogenesis.

1.4. The glutathione redox state, an intermediate in mitochondrial
biogenesis regulation?

In order to further investigate the molecular mechanisms involved
in the regulation of Hap4p by oxidative stress, we used a yeast strain
in which the activity of the Ras/cAMP pathway can be modulated
through exogenous addition of cAMP. In this conditions, various con-
centrations of cAMPwill induce various levels of activation of this path-
way and thus of Tpk3p. Cellular cAMP content is under tight control, in
particular through its degradation by the type 2 phosphodiesterase
gene (PDE2) product. The OL556 strain is an engineered S. cerevisiae
strain that allows manipulation of intracellular cAMP through its addi-
tion in the extracellular medium [44]. In this strain, the gene encoding
Pde2p is deleted, and Cdc25p activity is attenuated by a pointmutation.
Extracellular cAMP concentrations of 1–3 mM were used, and led to
physiological variations of the intracellular cAMP concentration from 4
to 50 μM [44–46]. As previously shown with Ras/cAMP overactivated
strains, cAMP treatment induced an overall increase in mitochondrial
amount within the cell proportional to the intracellular cAMP concen-
tration. It should be stressed here that this is associated with a decrease
in cellular phosphate potential [31], which again sustains the idea that
the signal to themitochondria is permissive only, to provide the fuel re-
quired for a decision made elsewhere. The increase in mitochondrial
amount in due to an increased activity of the HAP complex driven by a
regulation in the amount of Hap4p, the master regulator of this com-
plex. This increase in Hap4p amount originated in an increase in the
protein stability. Moreover, since we had previously shown a crucial
role of mitochondrial ROS in the mitochondria-to-nucleus signaling
(see above), we investigated whether the cellular redox state was part
of the molecular mechanisms governing the regulation of cellular mito-
chondrial amount andwere able to show that an increase in the activity
of the Ras/cAMP pathway induced an increase in the intracellular gluta-
thione redox state. Cellularmechanisms thatmaintain redox homeosta-
sis are crucial, because they provide a buffer against conditions thatmay
perturb the redox environment of cells and/or induce oxidative stress
[47–49]. The abundance of glutathione (1–10 mM) in cells and its low
redox potential (−240mV)make the glutathione system amajor intra-
cellular redox buffer in most cells [49–51]. Evidence is now accumulat-
ing that cell fate and proliferation depend on its redox status [52–55].
We showed that a crucial intermediate in the process of redox control
of mitochondrial biogenesis and cell growth is the glutathione redox
state. Moreover, the transcriptional complex in charge of mitochondrial
biogenesis, the HAP complex, is a key component of this system. It is
noteworthy that recent analysis of the cellular consequences of glutathi-
one depletion demonstrated a down-regulation of genes that encode
mitochondrial proteins and are regulated by the HAP complex [56].
Using the Δglr1 strain, which has a highly oxidized redox status, mito-
chondrial biogenesis is highly impaired, and this can be reversed by
the addition of reduced glutathione to the cells. Altogether, this shows
that a crucial intermediate in the regulation ofmitochondrial biogenesis
is the glutathione redox state, which controls the amount of Hap4p
through its stabilization, the master regulator of mitochondrial biogen-
esis [31]. It is very interesting to note that it has been recently demon-
strated that in mammalian cells, the control of PGC1α activity also
relies on the glutathione redox state [57].

image of Fig.�3
image of Scheme�2
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2. Conclusion

It is well-established that mitochondrial amount within a cell can
vary massively in both unicellular and multicellular organisms. Mito-
chondria are central platforms in the energy metabolism since they
are key sites for ATP production, through the oxidative phosphorylation
system (OXPHOS). Thus, one of themain goals of the variation of themi-
tochondrial amount is to adapt to the variation of the energy demand.
As highlighted in this review article, modulating the mitochondrial
amount rather than the flux of the OXPHOS machinery allows mainte-
nance of a constant yield of the oxidative phosphorylation machinery
and thus allows growth yield homeostasis.

In this adaptation process, the regulation of the synthesis of newmi-
tochondrial proteins (mitochondrial biogenesis) has emerged as a key
step. The identification of the transcription factors regulating the
expression of the genes encoding for mitochondrial proteins helped to
make huge steps forward. Numerous studies are performed to identify
the regulatory elements of the activity of these transcription factors.
Our previously published studies and the data presented in this article
point to the role of oxidative agents in the regulation of the mitochon-
drial biogenesis in the yeast Saccharomyces cerevisiae through the regu-
lation of the co-activator Hap4p. Similar observations have been made
about its mammalian counterpart (Pgc1α), notably in severe patho-
physiological conditions. Mitochondria being one of the main sites of
ROSproduction, the ROS-mediated downregulation of themitochondri-
al biogenesis can be considered like a protective quality-control process.
We also showed that the glutathione redox state is an intermediary for
the sensing of cell redox stress by the transcription factors involved in
the mitochondrial biogenesis regulation. Post-translational conse-
quences of cellular redox perturbation most likely constitute one of
the main regulatory processes and the question of the relationship be-
tween the cell proliferation and its redox status is a highly discussed re-
search field. Supplementary studies should be performed to address the
involvement of other redox players in thefine-tuned regulation ofmito-
chondrial biogenesis.

Acknowledgement

This work was supported by the Ligue contre le Cancer, the Agence
Nationale de la Recherche and the CNRS (Conseil National de la
Recherche Scientifique). We thank the Comité de Dordogne & Gironde
de la Ligue Nationale Contre le Cancer. The authors wish to thank Dr.
Camougrand for scientific advice in the monitoring of autophagy and
mitophagy processes. Atg8-GFP was a kind gift of Dr Klionsky and Idp-
GFPwas a kind gift of DrAbeliovich. The authorswish to thankDrBenoît
Pinson for the kind gift of anti-Ade4 antibody.

References

[1] L. Gustafsson, Microbiological calorimetry, Thermochem. Acta 193 (1991) 145–171.
[2] H.V.Westerhoff, K.J. Hellingwerf, K. VanDam, Thermodynamic efficiency ofmicrobial

growth is low but optimal for maximal growth rate, Proc. Natl. Acad. Sci. U. S. A. 80
(1983) 305–309.

[3] E.M. Fontaine, A. Devin, M. Rigoulet, X.M. Leverve, The yield of oxidative phos-
phorylation is controlled both by force and flux, Biochem. Biophys. Res. Commun.
232 (1997) 532–535.

[4] A. Devin, M. Rigoulet, Regulation of mitochondrial biogenesis in eukaryotic cells,
Toxicol. Mech. Methods 14 (2004) 271–279.

[5] A. Devin, L. Dejean, B. Beauvoit, C. Chevtzoff, N. Avéret, O. Bunoust, M. Rigoulet,
Growth yield homeostasis in respiring yeast is due to a strict mitochondrial content
adjustment, J. Biol. Chem. 281 (2006) 26779–26784.

[6] A. Devin, M. Rigoulet, Mechanisms ofmitochondrial response to variations in energy
demand in eukaryotic cells, Am. J. Physiol. Cell Physiol. 292 (2007) C52–C58.

[7] T. Pfeiffer, S. Schuster, S. Bonhoeffer, Cooperation and competition in the evolution
of ATP-producing pathways, Science 292 (2001) 504–507.

[8] M. Martin, B. Beauvoit, P.J. Voisin, P. Canioni, B. Guérin, M. Rigoulet, Energetic and
morphological plasticity of C6 glioma cells grown on 3-D support; effect of transient
glutamine deprivation, J. Bioenerg. Biomembr. 30 (1998) 565–578.

[9] P. Pasdois, C. Deveaud, P. Voisin, V. Bouchaud, M. Rigoulet, B. Beauvoit, Contribution
of the phosphorylable complex I in the growth phase-dependent respiration of C6
glioma cells in vitro, J. Bioenerg. Biomembr. 35 (2003) 439–450.
[10] P.D. Gollnick, D.W. King, Effect of exercise and training onmitochondria of rat skeletal
muscle, Am. J. Physiol. 216 (1969) 1502–1509.

[11] J.O.Holloszy, Biochemical adaptations inmuscle. Effects of exercise onmitochondrial
oxygen uptake and respiratory enzyme activity in skeletal muscle, J. Biol. Chem. 242
(1967) 2278–2282.

[12] R.S. Williams, M. Garcia-Moll, J. Mellor, S. Salmons, W. Harlan, Adaptation of skeletal
muscle to increased contractile activity. Expression nuclear genes encoding mito-
chondrial proteins, J. Biol. Chem. 262 (1987) 2764–2767.

[13] V. Fitton, M. Rigoulet, R. Ouhabi, B. Guérin, Mechanistic stoichiometry of yeast mito-
chondrial oxidative phosphorylation, Biochemistry 33 (1994) 9692–9698.

[14] R. Ouhabi, M. Rigoulet, J.L. Lavie, B. Guérin, Respiration in non-phosphorylating yeast
mitochondria. Roles of non-ohmic proton conductance and intrinsic uncoupling,
Biochim. Biophys. Acta 1060 (1991) 293–298.

[15] A. Blomberg, C. Larsson, L. Gustafsson, Microcalorimetric monitoring of growth
of Saccharomyces cerevisiae: osmotolerance in relation to physiological state, J.
Bacteriol. 170 (1988) 4562–4568.

[16] Z. Dermoun, J.P. Belaich, Microcalorimetric study of Escherichia coli aerobic growth:
kinetics and experimental enthalpy associated with growth on succinic acid, J.
Bacteriol. 140 (1979) 377–380.

[17] Z. Dermoun, J.P. Belaich, Microcalorimetric study of Escherichia coli aerobic growth:
theoretical aspects of growth on succinic acid, J. Bacteriol. 143 (1980) 742–746.

[18] R.B. Kemp, P.M. Evans, Y. Guan, An enthalpy balance approach to the study of
metabolic activity in mammalian cells, J. Therm. Anal. Calorim. 49 (1997) 755–770.

[19] U. von Stockar, L. Gustafsson, C. Larsson, I. Marison, P. Tissot, E. Gnaiger, Thermody-
namic considerations in constructing energy balances for cellular growth, Biochim.
Biophys. Acta (BBA) Bioenerg. 1183 (1993) 221–240.

[20] L. Dejean, B. Beauvoit, B. Guérin, M. Rigoulet, Growth of the yeast Saccharomyces
cerevisiae on a non-fermentable substrate: control of energetic yield by the amount
of mitochondria, Biochim. Biophys. Acta 1457 (2000) 45–56.

[21] D. Journo, A.Mor,H. Abeliovich,Aup1-mediated regulationof Rtg3duringmitophagy,
J. Biol. Chem. 284 (2009) 35885–35895.

[22] T. Shintani, D.J. Klionsky, Cargo proteins facilitate the formation of transport
vesicles in the cytoplasm to vacuole targeting pathway, J. Biol. Chem. 279
(2004) 29889–29894.

[23] S.L. Forsburg, L. Guarente, Communication between mitochondria and the nucleus
in regulation of cytochrome genes in the yeast Saccharomyces cerevisiae, Annu.
Rev. Cell Biol. 5 (1989) 153–180.

[24] S. Hahn, J. Pinkham, R. Wei, R. Miller, L. Guarente, The HAP3 regulatory locus of
Saccharomyces cerevisiae encodes divergent overlapping transcripts, Mol. Cell. Biol.
8 (1988) 655–663.

[25] D.S. McNabb, Y. Xing, L. Guarente, Cloning of yeast HAP5: a novel subunit of a
heterotrimeric complex required for CCAAT binding, Genes Dev. 9 (1995) 47–58.

[26] J. Olesen, S. Hahn, L. Guarente, Yeast HAP2 and HAP3 activators both bind to
the CYC1 upstream activation site, UAS2, in an interdependent manner, Cell 51
(1987) 953–961.

[27] S. Buschlen, J.M. Amillet, B. Guiard, A. Fournier, C. Marcireau, M. Bolotin-Fukuhara,
The S. cerevisiaeHAP complex, a key regulator ofmitochondrial function, coordinates
nuclear andmitochondrial gene expression, Comp. Funct. Genomics 4 (2003) 37–46.

[28] V.D. Dang, M. Valens, M. Bolotin-Fukuhara, B. Daignan-Fornier, A genetic screen to
isolate genes regulated by the yeast CCAAT-box binding protein Hap2p, Yeast 10
(1994) 1273–1283.

[29] C. Fondrat, A. Kalogeropoulos, Approaching the function of new genes by detection of
their potential upstream activation sequences in Saccharomyces cerevisiae: application
to chromosome III, Comput. Appl. Biosci. 12 (1996) 363–374.

[30] L. Guarente, M. Ptashne, Fusion of Escherichia coli lacZ to the cytochrome c gene of
Saccharomyces cerevisiae, Proc. Natl. Acad. Sci. U. S. A. 78 (1981) 2199–2203.

[31] E.D. Yoboue, E. Augier, A. Galinier, C. Blancard, B. Pinson, L. Casteilla, M. Rigoulet, A.
Devin, cAMP-induced mitochondrial compartment biogenesis: role of glutathione
redox state, J. Biol. Chem. 287 (2012) 14569–14578.

[32] F. Bussereau, C.H. Dupont, E. Boy-Marcotte, L. Mallet, M. Jacquet, The CCS1 gene from
Saccharomyces cerevisiae which is involved in mitochondrial functions is identified as
IRA2 an attenuator of RAS1 and RAS2 gene products, Curr. Genet. 21 (1992) 325–329.

[33] C.H. Dupont, M. Rigoulet, M. Aigle, B. Guérin, Isolation and genetic study of triethyltin-
resistant mutants of Saccharomyces cerevisiae, Curr. Genet. 17 (1990) 465–472.

[34] C.H. Dupont, M. Rigoulet, B. Beauvoit, B. Guérin, Mitochondrial modifications in a
single nuclear mutant of Saccharomyces cerevisiae affected in cAMP-dependent
protein phosphorylation, Curr. Genet. 17 (1990) 507–513.

[35] L. Dejean, B. Beauvoit, O. Bunoust, B. Guérin, M. Rigoulet, Activation of Ras cascade
increases the mitochondrial enzyme content of respiratory competent yeast,
Biochem. Biophys. Res. Commun. 293 (2002) 1383–1388.

[36] L. Dejean, B. Beauvoit, A.P. Alonso, O. Bunoust, B. Guérin, M. Rigoulet, cAMP-
induced modulation of the growth yield of Saccharomyces cerevisiae during re-
spiratory and respiro-fermentative metabolism, Biochim. Biophys. Acta 1554
(2002) 159–169.

[37] T. Toda, I. Uno, T. Ishikawa, S. Powers, T. Kataoka, D. Broek, S. Cameron, J. Broach, K.
Matsumoto, M. Wigler, In yeast, RAS proteins are controlling elements of adenylate
cyclase, Cell 40 (1985) 27–36.

[38] X. Pan, J. Heitman, Cyclic AMP-dependent protein kinase regulates pseudohyphal
differentiation in Saccharomyces cerevisiae, Mol. Cell. Biol. 19 (1999) 4874–4887.

[39] X. Pan, J. Heitman, Protein kinase A operates a molecular switch that governs yeast
pseudohyphal differentiation, Mol. Cell. Biol. 22 (2002) 3981–3993.

[40] L.S. Robertson, G.R. Fink, The three yeast A kinases have specific signaling functions
in pseudohyphal growth, Proc. Natl. Acad. Sci. U. S. A. 95 (1998) 13783–13787.

[41] L.S. Robertson, H.C. Causton, R.A. Young, G.R. Fink, The yeast A kinases differentially
regulate iron uptake and respiratory function, Proc. Natl. Acad. Sci. U. S. A. 97 (2000)
5984–5988.

http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0005
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0010
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0010
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0010
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0015
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0015
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0015
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0020
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0020
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0025
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0025
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0025
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0030
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0030
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0035
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0035
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0040
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0040
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0040
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0045
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0045
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0045
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0050
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0050
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0055
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0055
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0055
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0060
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0060
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0060
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0065
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0065
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0070
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0070
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0070
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0075
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0075
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0075
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0080
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0080
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0080
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0085
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0085
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0090
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0090
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0285
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0285
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0285
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0095
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0095
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0095
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0100
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0100
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0105
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0105
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0105
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0110
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0110
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0110
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0115
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0115
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0115
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0120
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0120
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0125
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0125
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0125
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0130
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0130
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0130
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0135
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0135
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0135
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0140
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0140
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0140
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0145
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0145
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0150
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0150
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0150
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0155
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0155
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0155
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0160
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0160
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0165
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0165
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0165
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0170
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0170
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0170
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0175
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0175
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0175
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0175
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0180
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0180
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0180
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0185
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0185
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0190
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0190
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0195
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0195
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0200
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0200
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0200


1098 E.D. Yoboue et al. / Biochimica et Biophysica Acta 1837 (2014) 1093–1098
[42] C. Chevtzoff, J. Vallortigara, N. Avéret, M. Rigoulet, A. Devin, The yeast cAMP protein
kinase Tpk3p is involved in the regulation of mitochondrial enzymatic content
during growth, Biochim. Biophys. Acta 1706 (2005) 117–125.

[43] C. Chevtzoff, E.D. Yoboue, A. Galinier, L. Casteilla, B. Daignan-Fornier, M.
Rigoulet, A. Devin, Reactive oxygen species-mediated regulation of mitochon-
drial biogenesis in the yeast Saccharomyces cerevisiae, J. Biol. Chem. 285
(2010) 1733–1742.

[44] R.B. Wilson, G. Renault, M. Jacquet, K. Tatchell, The pde2 gene of Saccharomyces
cerevisiae is allelic to rca1 and encodes a phosphodiesterase which protects the
cell from extracellular cAMP, FEBS Lett. 325 (1993) 191–195.

[45] A. Noubhani, O. Bunoust, B.M. Bonini, J.M. Thevelein, A. Devin, M. Rigoulet, The
trehalose pathway regulates mitochondrial respiratory chain content through
hexokinase 2 and cAMP in Saccharomyces cerevisiae, J. Biol. Chem. 284 (2009)
27229–27234.

[46] J.M. Thevelein, M. Beullens, F. Honshoven, G. Hoebeeck, K. Detremerie, B. Griewel,
J.A. denHollander, A.W. Jans, Regulation of the cAMP level in the yeast Saccharomyces
cerevisiae: the glucose-induced cAMP signal is notmediated by a transient drop in the
intracellular pH, J. Gen. Microbiol. 133 (1987) 2197–2205.

[47] A. Delaunay, D. Pflieger, M.B. Barrault, J. Vinh, M.B. Toledano, A thiol peroxidase
is an H2O2 receptor and redox-transducer in gene activation, Cell 111 (2002)
471–481.

[48] G.G. Perrone, S.X. Tan, I.W. Dawes, Reactive oxygen species and yeast apoptosis,
Biochim. Biophys. Acta 1783 (2008) 1354–1368.
[49] F.Q. Schafer, G.R. Buettner, Redox environment of the cell as viewed through the
redox state of the glutathione disulfide/glutathione couple, Free Radic. Biol. Med.
30 (2001) 1191–1212.

[50] C. Hwang, A.J. Sinskey, H.F. Lodish, Oxidized redox state of glutathione in the endo-
plasmic reticulum, Science 257 (1992) 1496–1502.

[51] A. Meister, M.E. Anderson, Glutathione, Annu. Rev. Biochem. 52 (1983) 711–760.
[52] L. Atzori, J.M. Dypbukt, K. Sundqvist, I. Cotgreave, C.C. Edman, P. Moldéus, R.C.

Grafström, Growth-associated modifications of low-molecular-weight thiols and pro-
tein sulfhydryls in human bronchial fibroblasts, J. Cell. Physiol. 143 (1990) 165–171.

[53] D.E.Hutter, B.G. Till, J.J. Greene, Redox state changes indensity-dependent regulation
of proliferation, Exp. Cell Res. 232 (1997) 435–438.

[54] W.G. Kirlin, J. Cai, S.A. Thompson, D. Diaz, T.J. Kavanagh, D.P. Jones, Glutathione
redox potential in response to differentiation and enzyme inducers, Free Radic.
Biol. Med. 27 (1999) 1208–1218.

[55] M. Rigoulet, E.D. Yoboue, A. Devin, Mitochondrial ROS generation and its regulation:
mechanisms involved in H(2)O(2) signaling, Antioxid. Redox Signal. 14 (2011)
459–468.

[56] A. Ayer, S.X. Tan, C.M. Grant, A.J. Meyer, I.W. Dawes, G.G. Perrone, The critical role of
glutathione in maintenance of the mitochondrial genome, Free Radic. Biol. Med. 49
(2010) 1956–1968.

[57] K. Aquilano, S. Baldelli, B. Pagliei, S.M. Cannata, G. Rotilio, M.R. Ciriolo, p53 orchestrates
the PGC-1α-mediated antioxidant response upon mild redox and metabolic imbal-
ance, Antioxid. Redox Signal. 18 (2013) 386–399.

http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0205
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0205
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0205
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0210
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0210
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0210
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0210
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0215
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0215
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0215
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0220
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0220
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0220
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0220
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0225
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0225
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0225
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0225
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0230
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0230
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0230
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0235
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0235
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0240
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0240
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0240
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0245
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0245
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0250
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0255
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0255
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0255
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0260
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0260
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0265
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0265
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0265
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0270
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0270
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0270
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0275
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0275
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0275
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0280
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0280
http://refhub.elsevier.com/S0005-2728(14)00070-X/rf0280

	The role of mitochondrial biogenesis and ROS in the control of energy supply in proliferating cells
	1. Introduction
	1.1. Growth yield homeostasis in respiring yeast is due to a strict mitochondrial content adjustment
	1.2. Cellular adjustment of mitochondrial content is due to mitochondrial biogenesis
	1.3. ROS-induced down-regulation of mitochondrial biogenesis
	1.4. The glutathione redox state, an intermediate in mitochondrial biogenesis regulation?

	2. Conclusion
	Acknowledgement
	References


