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Key points

� Satellite cell activation and fusion accompany resistance exercise training.
� Aerobic exercise training is capable of inducing subtle muscle fibre hypertrophy; however, the

role of satellite cell activation during aerobic exercise-induced muscle adaptation is unknown.
� Twelve weeks of aerobic training in sedentary subjects yielded an increase in myosin heavy

chain type I and type II muscle fibre cross-sectional area.
� Satellite cell activation and myonuclear addition occurred only in myosin heavy chain type I

fibres, with no change in myosin heavy chain type II fibres.
� These results help us better understand the role of satellite cells in muscle fibre adaptation to

aerobic exercise, and suggest differential fibre type regulation of the myonuclear domain.

Abstract In the present study, we sought to determine the effect of a traditional, 12 week aerobic
training protocol on skeletal muscle fibre type distribution and satellite cell content in sedentary
subjects. Muscle biopsies were obtained from the vastus lateralis [n = 23 subjects (six male and
17 female); body mass index 30.7 ± 1.2 kg m−2] before and after 12 weeks of aerobic training
performed on a cycle ergometer. Immunohistochemical analyses were used to quantify myosin
heavy chain (MyHC) isoform expression, cross-sectional area and satellite cell and myonuclear
content. Following training, a decrease in MyHC hybrid type IIa/IIx fibre frequency occurred, with
a concomitant increase in pure MyHC type IIa fibres. Pretraining fibre type correlated with body
mass index, and the change in fibre type following training was associated with improvements
in maximal oxygen consumption. Twelve weeks of aerobic training also induced increases in
mean cross-sectional area in both MyHC type I and type IIa fibres. Satellite cell content was also
increased following training, specifically in MyHC type I fibres, with no change in the number
of satellite cells associated with MyHC type II fibres. With the increased satellite cell content
following training, an increase in myonuclear number per fibre also occurred in MyHC type I
fibres. Hypertrophy of MyHC type II fibres occurred without detectable myonuclear addition,
suggesting that the mechanisms underlying growth in fast and slow fibres differ. These data
provide intriguing evidence for a fibre type-specific role of satellite cells in muscle adaptation
following aerobic training.
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Introduction

While the necessity of satellite cells, or muscle stem cells, in
the regenerative response following skeletal muscle injury
has been well demonstrated (Lepper et al 2011; McCarthy
et al 2011; Murphy et al 2011; Sambasivan et al 2011),
their role in response to exercise remains equivocal. For
instance, resistance training studies in humans have shown
a concomitant increase in satellite cell content and myo-
nuclear number with muscle hypertrophy, presumed to
be the result of satellite cell fusion (Kadi & Thornell,
2000; Roth et al 2001; Petrella et al 2006, 2008; Verdijk
et al 2009). From this association it is often assumed
that satellite cell fusion is a requirement for muscle
hypertrophy. This assumption is further reinforced by
rodent irradiation studies that demonstrate a necessity
for satellite cells during overload-induced hypertrophy
(Rosenblatt & Parry, 1992; Rosenblatt et al 1994; Adams
et al 2002). However, more recent research has challenged
this assumption, where several groups using transgenic
mouse models have shown robust muscle growth in the
absence of satellite cell fusion (Amthor et al 2009; Blaauw
et al 2009; McCarthy et al 2011). While debate exists about
the necessity of satellite cells during muscle hypertrophy,
in typical conditions satellite cell activation/fusion and
myonuclear accretion accompany muscle growth.

A lack of consensus exists for the role of satellite cells
during aerobic exercise. Previous work in rodent models
using both voluntary wheel running and forced treadmill
running have shown increased satellite cell content
(Kurosaka et al 2009; Shefer et al 2010). Certain aerobic
training studies in human subjects have demonstrated
increases in the satellite cell pool (Charifi et al 2003; Verney
et al 2008), while others failed to do so (Snijders et al 2011).
With high-intensity interval training, evidence from
human studies supports a role for satellite cell activation
in muscle adaptation and remodelling, independent of
myofibre hypertrophy (Joanisse et al 2013).

Satellite cells may contribute differentially to muscle
adaptation to training based on fibre type. Historical
studies in rodents have shown higher satellite cell content
in muscles with higher type I than type II myosin heavy
chain (MyHC) expression (Schmalbruch & Hellhammer,
1977; Gibson & Schultz, 1983). Human skeletal muscle
displays a more ‘mixed’ fibre type distribution and does
not appear to demonstrate fibre type-specific satellite cell
content at baseline (Kadi et al 2006; Verdijk et al 2009;
Mackey et al 2014). In contrast, data from humans suggest
satellite cell activation specifically in hybrid I/IIa fibres
following high-intensity interval training (Joanisse et al
2013) and in type II fibres following resistance training
(Verdijk et al 2009). These data provide evidence for
fibre type-specific activation of satellite cells; however,
the role of satellite cell activation in adaptation following
traditional aerobic exercise in humans is unknown.

In the present study, we sought to determine the effect of
a 12 week aerobic training protocol on skeletal muscle fibre
type distribution and satellite cell content in sedentary
subjects. We hypothesized that the aerobic training
would induce an increase in MyHC type I satellite cell
content, contributing to fibre type-specific adaptation to
exercise.

Methods

Ethical approval

The participants signed consent forms approved by
the Institutional Review Board from the University of
Kentucky which is in accordance with the standards set
by the latest revision of the Declaration of Helsinki.

Human subjects

Twenty-three sedentary subjects (six male and 17 female)
were studied, with an average age of 47.6 years and body
mass index (BMI) of 30.7 kg m−2. Subjects were classified
as non-diabetic from results of an oral glucose tolerance
test. Subject characteristics can be found in Table 1. Sub-
jects were deemed sedentary based on physical activity
self-reports of fewer than two sessions of structured
exercise per week lasting <30 min. Subjects were not
taking any medications known to affect muscle, such as
angiotensin-converting enzyme inhibitors, angiotensin II
receptor blockers, statins, steroids or antidiabetic drugs.
Subjects treating mild hypertension with β-blockers or
diuretics were allowed to participate in the study.

Study design

Following screening, subjects underwent a basal dual
energy X-ray absorptiometry (DEXA) scan and maximal
oxygen consumption (V̇O2 max) testing to assess pretraining
values. During V̇O2 max testing, subjects’ heart rate, blood
pressure and rating of perceived exertion were monitored,
and ventilation and expired air samples were measured by a
metabolic cart (Vmax Encore Metabolic Cart; CareFusion,
San Diego, CA, USA) for the determination of O2 uptake.
Percutaneous muscle biopsies were then sampled from
the vastus lateralis using a Bergström 5 mm muscle
biopsy needle with suction. Following the collection of the
muscle biopsy (pretraining), subjects underwent a 12 week
aerobic training programme consisting of three sessions
per week of 45 min on a cycle ergometer (Monark Sports
& Medical, Stockholm, Sweden) at 70% of their heart rate
reserve. Following successful completion of the training
programme (no more than six missed sessions), a second
muscle biopsy (post-training) was collected, and the sub-
jects repeated DEXA and V̇O2 max testing. Post-training
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biopsies and testing were performed within 48 h following
completion of the last training session. The design of the
study can be seen in Fig. 1.

Immunohistochemistry

Muscle tissue samples (�50 mg) were mounted in
tragacanth gum on cork immediately after biopsy
and frozen in liquid nitrogen-cooled isopentane
to be processed for immunohistochemical analysis.
Seven-micrometre-thick sections were cut in a cryostat,
and sections were allowed to air dry for 1 h. For
Pax7/MyHC type I/laminin staining, slides were fixed
for 10 min in ice-cold acetone, endogenous peroxidases
were blocked with 3% H2O2, and then slides were
incubated overnight in anti-laminin (#ab14055; Abcam,
Cambridge, MA, USA) and anti-MyHC I antibodies
[BA.D5; IgG2b; Developmental Studies Hybridoma Bank
(DSHB), Iowa City, IA, USA] at 4°C. The next day,
slides were incubated in goat anti-chicken IgG1 AF488
(#A11039; Invitrogen, Grand Island, NY, USA) and
goat anti-mouse IgG2b, AF647 (#A21242; Invitrogen)
for 1 h and then blocked for 1 h in 2.5% normal
horse serum. Slides were incubated overnight at 4°C
in anti-Pax7 antibody (DSHB), followed by goat
anti-mouse biotin secondary antibody (#115-065-205;
Jackson Immuno Research, West Grove, PA, USA) for
1 h, and reacted with streptavidin–horseradish peroxidase
included with the TSA kit (#T20935; Invitrogen). Slides
were co-stained with 4′,6-diamidino-2-phenylindole
(DAPI, #D35471; Invitrogen) prior to being mounted
with fluorescent mounting media (Vectashield, #H-1000;
Vector Laboratories Inc., Burlingame, CA, USA). In a sub-
set of subjects (n = 9), the relative frequency of satellite
cells associated with MyHC type IIx was determined as
described above for MyHC type I, except that anti-MyHC
IIx (6H1; IgM; DSHB) was used, detected using goat
anti-rabbit IgM, AF647 (#A21245; Invitrogen). Relative
frequencies of satellite cells associated with MyHC type
I and IIa/IIx fibres were determined by quantifying both
stains and merging results, with the remaining unstained
fibres counted as pure type IIa fibres and associated satellite
cells.

For fibre typing, unfixed slides were incubated over-
night at room temperature with antibodies against
MyHC isoforms type I, type IIa (SC.71; IgG1) and
type IIx from DSHB. The next day, slides were incubated
with immunoglobulin-specific secondary antibodies,
namely goat anti-mouse IgG2b AF647 (#A21242), goat
anti-mouse IgG1 AF488 (#A21121) and goat anti-mouse
IgM biotin (#626840), all from Invitrogen, and then
15 min in streptavidin–Texas Red (#SA-5006; Vector
Laboratories Inc.). Slides were postfixed in methanol prior
to mounting with fluorescent mounting media.

Table 1. Subject characteristics

Characteristic Mean ± SEM Range

n 23 (6 male, 17 female)
Age (years) 47.6 ± 2.7 26–68
Body mass index (kg m−2) 30.7 ± 1.2 23.3–41.8
V̇O2 max pretraining

(ml kg−1 min−1)
30.2 ± 2.2 19.4–53.2

V̇O2 max post-training
(ml kg−1 min−1)

32.4 ± 2.8∗ 17.4–53.7

Fasting glucose (mg dl−1) 84.8 ± 1.3 73–100
2 h glucose (mg dl−1) 121.7 ± 5.7 70–187

Abbreviation: V̇O2 max, maximal oxygen uptake. ∗P = 0.06 from
pretraining value.

Image acquisition and analysis

Images were captured at ×20 magnification at room
temperature with a Zeiss upright microscope (AxioImager
M1; Zeiss, Oberkochen, Germany) and analysis carried out
using the AxioVision Rel software (v4.8). To capture the
entire muscle cross-section required between five and 15
images (pretraining biopsy, 282 ± 48 fibres per subject;
post-training biopsy, 198 ± 24 fibres per subject) to be
analysed. Fibre type-specific satellite cell abundance was
assessed using Pax7 staining in conjunction with MyHC
type I/laminin, or MyHC type IIx/laminin, and only those
loci that were scored as Pax7+ and DAPI+ within the
laminin border were counted. The DAPI+/Pax7− nuclei
residing within the laminin border were counted as myo-
nuclei and identified with their associated fibre type
(MyHC type I or II).

Statistical analysis

Student’s paired t tests were performed to compare
each dependent variable pre- and post-training, with
significance set at P � 0.05. Where appropriate,
correlations were tested by assessing the existence of a
linear fit between the various outcome measures, with

Figure 1. Study design
Subjects underwent pretraining testing prior to collection of a
muscle biopsy from the vastus lateralis before undergoing a 12 week
aerobic training programme. Following training, a second muscle
biopsy was collected, and testing was repeated.
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significance set at P � 0.05. All analyses were done with
SigmaStat 12.0 (Systat Software Inc., San Jose, CA, USA).

Results

Training induced improvements in oxidative capacity,
correlated with changes in fibre type composition

Following the 12 week aerobic training protocol, the mean
V̇O2 max tended to increase in subjects (Table 1). This was
associated with a fibre type shift, assessed on sections
with MyHC isoform-specific antibodies (Fig. 2). Type I
(Fig. 2A), type IIa (Fig. 2B) and type IIx fibres (Fig. 2C),
overlaid in Fig. 2D (enabling identification of hybrid
fibres), were counted. As shown in Fig. 3A, there was an
increase in the relative proportion of MyHC type IIa fibres
and a decrease in the proportion of MyHC type IIa/IIx
hybrid fibres. No change was observed in the frequency
of MyHC type I fibres (P > 0.05). A positive correlation
existed between the relative proportion of MyHC type IIa
fibres gained and the increase in V̇O2 max that occurred
with training (P < 0.05; Fig. 3B). Prior to beginning
the training protocol, a positive correlation between BMI

and relative frequency of MyHC type IIa/IIx hybrid fibres
existed (P < 0.05; Fig. 3C); in all circumstances, all MyHC
type IIx-expressing fibres (Fig. 2C) co-expressed MyHC
type IIa (Fig. 2B), with the shift to a pure MyHC type IIa
phenotype associated with increased oxidative capacity.
No effect of age or gender was observed in the fibre
type frequency. Whole-body lean mass and leg lean mass
were unchanged with training, as was whole-body fat
mass. Leg fat mass decreased following the training period
(P < 0.05).

Training induced increases in mean fibre
cross-sectional area (CSA) in both MyHC type I and
type IIa fibres

The mean CSA of MyHC type IIa fibres increased following
the 12 weeks of aerobic training, as did the CSA of MyHC
type I fibres (Fig. 4A). Mean CSA of MyHC type IIa/Iix
fibres showed a trend to increase as well, but did not
reach statistical significance (P > 0.05). Pooled CSA also
demonstrated an increase (Fig. 4B). When presented as
a binned histogram, a clear rightward shift in fibre size

Figure 2. Representative immunohistochemical image of myosin heavy chain (MyHC) fibre type
identification
Panels are MyHC type I (pink; A), MyHC type IIa (green; B), MyHC type IIx (red; C) and the fused image (D). Scale
bar represents 100 μm.
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distribution was observed (Fig. 4C; shown by fibre type in
Fig. 5A–C). No effect of age or gender was observed in the
change in fibre CSA with training.

Increased satellite cell content and increased
myonuclear number with training occurs only in
MyHC type I fibres

Figure 6 shows fibre type-specific satellite cell content,
assessed immunohistochemically with antibodies against
MyHC type I (Fig. 6C), laminin (Fig. 6D) and Pax7
(Fig. 6E), co-stained with DAPI (Fig. 6F). The location
of satellite cells underneath the basal lamina allows for
their identification with the associated fibre (MyHC type
I or II), as seen in the fused images in Fig. 6A and B.

No significant difference in satellite cells associated
with MyHC type I and II fibres was apparent pre-
training (Fig. 7A). Following training, a clear increase

in satellite cell content occurred exclusively in MyHC
type I fibres (Fig. 7B). This increase resulted in an
alteration in the relative distribution of satellite cells so
that a greater proportion of satellite cells were associated
with MyHC type I than with type II fibres after the
12 weeks of aerobic training (Fig. 7C). Although the over-
all abundance of type II fibre-associated satellite cells
was unaffected by training (Fig. 7B), there was a shift
in the relative distribution of satellite cells in MyHC
type IIa compared with type IIa/IIx fibres; abundance
was relatively unchanged in pure type IIa fibres and
decreased in type IIa/IIx fibres with training (Fig. 7D).
No effect of age or gender was observed in satellite cell
content.

Myonuclear content was quantified by counting
DAPI+/Pax7− nuclei residing within the laminin border
(Fig. 8A). Myonuclei were localized to either MyHC
type I or II fibres using an antibody against MyHC
type I. Supportive of the MyHC type I-dependent increase

Figure 3. Twelve weeks of aerobic training yields a decrease in MyHC hybrid IIa/IIx fibre frequency and
an increase in MyHC type IIa fibre frequency
A, quantification of MyHC fibre type from immunohistochemical analysis, presented as mean fibre type
frequency + SEM. B, correlation of the change in relative frequency of MyHC type IIa fibres with the change
in maximal oxygen consumption (V̇O2 max) following 12 weeks of aerobic training. C, correlation of pretraining
MyHC hybrid IIa/IIx fibre frequency and body mass index (BMI). ∗Significantly different from pretraining value
(P < 0.05).
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in satellite cell content following training, myonuclear
accretion occurred in only MyHC type I fibres (Fig. 8B).

Discussion

The purpose of this study was to define the adaptations
in satellite cell content and muscle fibre type distribution
that occur following a 12 week traditional aerobic exercise
programme in sedentary individuals. We found a shift in
relative fibre type distribution, with a decrease in hybrid
MyHC type IIa/IIx fibres and a concomitant increase in
pure MyHC type IIa fibres and no change in the frequency
of type I fibres. However, following training we found
a significant increase in the number of satellite cells,
specifically associated with MyHC type I fibres, which
was accompanied by an increase in myonuclear content
in MyHC type I fibres and type I fibre hypertrophy.
Surprisingly, we also found an increase in mean CSA
of MyHC type IIa fibres, which was not associated with
increased satellite cell abundance or myonuclear number.
These results provide intriguing evidence for a potential
fibre type-specific role of satellite cells during aerobic

training and for different mechanisms underlying fast and
slow myofibre growth.

Overall increases in satellite cell content following
traditional aerobic training have previously been observed
in older men (Charifi et al 2003), but no changes were
observed following 6 months of aerobic training in sub-
jects with type 2 diabetes (Snijders et al 2011). While
subjects in the study by Snijders et al (2011) had similar
BMI to those in the present study, subjects in the pre-
sent study were younger, did not have type 2 diabetes
and participated in a more controlled aerobic training
programme. Snijders et al (2011) used a variety of aerobic
exercise modalities, including walking, cycling and skiing
during training sessions. In the present study, the use of
cycling alone may have led to greater stimulation of leg
extensors than a programme involving walking, leading to
enhanced recruitment of satellite cells.

We report, for the first time, an increase in MyHC type I
fibre satellite cell content following aerobic training. In
comparison, a recent study by Joanisse et al (2013), using
a 6 week high-intensity interval training programme,
did not find an increase in MyHC type I satellite cell
content, but rather an increase in satellite content in hybrid

Figure 4. Twelve weeks of aerobic training yields an increase in mean fibre cross-sectional area (CSA)
and in mean fibre CSA of MyHC types I and IIa
A, mean fibre CSA (in square micrometres) of MyHC type I, IIa and IIa/IIx fibres presented as means + SEM. B, pooled
mean fibre CSA presented as means + SEM. C, histogram distributions of pooled fibre CSA. ∗Significantly different
from pretraining value (P < 0.05).
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type I/IIa fibres. Unlike the study by Joanisse et al (2013),
the intensity of our training protocol was insufficient to
promote transition of type IIa fibres to type I/IIa hybrids.
The increase in MyHC type I satellite cell content observed
in the present study was accompanied by myonuclear
accretion and hypertrophy of MyHC type I fibres. It has

Figure 5. Histogram distributions of individual MyHC fibre
CSA following 12 weeks of aerobic training demonstrate
rightward shifts
Myosin heavy chain type I CSA presented as a binned histogram (A),
MyHC type IIa CSA presented as a binned histogram (B) and MyHC
type IIa/IIx CSA presented as a binned histogram (C).

been shown that MyHC type I fibres are more insulin
sensitive than their type II counterparts (Henriksen et al
1990; He et al 2001), and interventions aimed at inducing
positive adaptations in type I fibres are likely to serve to
improve substrate utilization.

Following 12 weeks of aerobic training, we found an
increase in overall mean fibre CSA, which included an
increase in the CSA of both MyHC type I and IIa fibres.
Aerobic training in humans is not traditionally associated
with muscle fibre hypertrophy; however, several studies
have demonstrated increased fibre CSA in adults of varying
ages (Harber et al 2009b; Hudelmaier et al 2010; Konopka
et al 2010; McPhee et al 2010; Harber et al 2012). The
study by Harber et al (2012) employed a similar training
regimen to the one used in the present study, which
resulted in a comparable increase in the CSA of MyHC
type I fibres. The use of a cycle ergometer, or a similar
cycling exercise, during aerobic training may facilitate
greater recruitment of muscle fibres than other forms
of aerobic exercise, contributing to fibre hypertrophy.
An emergent body of literature also exists demonstrating
increased muscle protein synthesis following an acute bout
of aerobic exercise (Sheffield-Moore et al 2004; Harber
et al 2009a; Durham et al 2010). This increase in protein
synthesis, if extrapolated over the course of a training
protocol, could help explain the increase in muscle fibre
size observed in the present study.

Following training, a reduction in the frequency
of hybrid fibres occurred along with an increase in
MyHC type IIa fibre frequency. The frequency of MyHC
type IIa/IIx hybrid fibres was strongly correlated with
subject BMI pretraining. Muscle fibre type is known
to correlate with obesity (Tanner et al 2002), and the
greater frequency of MyHC type IIa/IIx hybrid fibres
associated with higher BMI is indicative of the detrained
state of the subjects (Larsson & Ansved, 1985). The
frequency of hybrid fibres was significantly reduced with
training, and the relative increase in MyHC type IIa
frequency was correlated with improvements in maximal
oxygen consumption. While the frequency of MyHC
type I fibres remained relatively unchanged with training,
the decrease in hybrid IIa/IIx fibres and subsequent
increase in pure MyHC type IIa fibres could contribute
to the positive changes in oxygen consumption observed
following training. Similar fibre type distribution changes
have been seen in other studies of younger adults (Harber
et al 2012) and provide important evidence for the effect
of aerobic training on muscle health. Several rodent
studies have established that fibre type transitions can
occur in the absence of satellite cell activation (Rosenblatt
& Parry, 1993; Adams et al 2002; Fry et al 2014),
suggesting that the fibre type-specific increase in satellite
cell content/myonuclear addition are not involved in a
MyHC isoform shift in the present study. However, recent
work by Joanisse et al (2013) provides evidence for satellite

C© 2014 The Authors. The Journal of Physiology C© 2014 The Physiological Society
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cell mediation of non-hypertrophic remodelling of hybrid
muscle fibres, potentially contributing to fibre type trans-
itions independent of fusion.

Both MyHC type I and IIa fibres had significant
increases in mean CSA following 12 weeks of aerobic

training, yet satellite cell activation and myonuclear
accretion were observed only in MyHC type I fibres,
suggesting that type II fibre growth in response to
aerobic training is less reliant on satellite cell fusion. In
contrast, following resistance training in humans, satellite

Figure 6. Representative immunohistochemical image of fibre type-specific satellite cell identification
A, fused image demonstrating laminin (green), Pax7 (yellow), MyHC type I (pink) and 4′,6-diamidino-2-phenylindole
(DAPI; blue) with MyHC type I satellite cells denoted by white arrowheads and a MyHC type II satellite cell
denoted by a white arrow. Scale bar represents 50 μm. B, fused image demonstrating satellite cell location within
laminin (green), costained with DAPI (blue), and MyHC type I satellite cells denoted by white arrowheads and a
MyHC type II satellite cell denoted by a white arrow. C, single-channel image demonstrating MyHC type I (pink).
D, single-channel image demonstrating laminin (green). E, single-channel image demonstrating Pax7 (yellow).
F, single-channel image demonstrating DAPI (blue).

C© 2014 The Authors. The Journal of Physiology C© 2014 The Physiological Society



J Physiol 592.12 Fibre type satellite cell content increases with aerobic training 2633

Figure 7. Following 12 weeks of aerobic training, an increase in satellite cell content associated with
MyHC type I fibres occurred
A, quantification of satellite cell content, expressed as mean satellite cells per fibre + SEM. B, quantification of
fibre type-specific satellite cell content, expressed as mean satellite cells per fibre + SE. C, relative frequency of
satellite cells associated with MyHC type I and II fibres, expressed as mean frequency + SEM. D, relative frequency
of satellite cells associated with MyHC type IIa and IIa/IIx fibres in a subset of subjects (n = 9), expressed as mean
frequency + SEM. ∗Significantly different from pretraining value (P < 0.05). †Significantly different from MyHC
type IIa value (P < 0.05).

Figure 8. Following 12 weeks of aerobic training, an increase in myonuclear number in MyHC type I
fibres occurred
A, representative image demonstrating MyHC type I (pink), laminin (green), Pax7 (yellow) and DAPI (blue). Myo-
nuclei associated with MyHC type I fibres are denoted by white arrowheads; myonuclei associated with MyHC
type II fibres are denoted by white arrows; a satellite cell is denoted by a yellow arrowhead; and an interstitial
nucleus is denoted by a yellow arrow. Scale bar: 100 μm. B, quantification of myonuclei in MyHC type I and II
fibres, expressed as mean myonuclei per fibre + SEM. ∗Significantly different from pretraining value (P < 0.05).

C© 2014 The Authors. The Journal of Physiology C© 2014 The Physiological Society
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cell activation and/or myonuclear addition have been
reported in MyHC type II fibres (Petrella et al 2006,
2008; Verdijk et al 2013). The increase in MyHC type II
fibre CSA in those studies (>20%) was more robust
than in the present study (12%), potentially necessitating
satellite cell fusion. However, our results suggest that the
type II fibre myonuclear domain is somewhat flexible,
able to expand to support modest growth. The myo-
nuclear domain theory posits that each myonucleus in
a fibre is responsible for governing a defined volume of
cytoplasm, and during fibre hypertrophy, the expansion
of cytoplasmic volume necessitates the addition of new
myounclei (from satellite cells) to maintain a relatively
constant myonuclear domain. Increases in mean MyHC
type I and IIa CSA were similar with training, yet
the increase in myonuclei per fibre was over 3-fold
higher in MyHC type I fibres (10 and 3%, respectively).
These data imply that regulation of the myonuclear
domain during adaptation following aerobic training may
occur in a fibre type-specific fashion, where remodelling
and growth of MyHC type I fibres necessitates fusion
of satellite cells, whereas the myonuclear domain of
MyHC type IIa fibres is less fixed. Early work in spinal
cord-injured rats suggested that myonuclear domain
size is more tightly regulated in predominantly MyHC
type I versus MyHC type II muscles (Dupont-Versteegden
et al 2000). The differential expansion of the
satellite cell pool during fibre hypertrophy following
aerobic training provides intriguing evidence for fibre
type specificity of satellite cell function in humans
during muscle adaptation and warrants further study.
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