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1 | INTRODUCTION

| Lewis J. Macgregor?

| Stuart D. R. Galloway?

The interactions between CHO dosage and neuromuscular regulation following fa-
tiguing endurance exercise are not well understood. Fifteen well-trained male cy-
clists completed 4 experimental trials of 120-min submaximal cycling (95% lactate
threshold) during which water (0 g CHO-h™") or CHO beverages (20, 39, or 64 g
CHO-h_l) were consumed every 15 minutes, at a rate of 1 L-h_l, followed by a work-
matched time trial ~30 minutes. Maximal voluntary contraction (MVC), M-wave
twitch potentiation and torque, motor unit recruitment and firing rate were recorded
pre- and post-cycling. Time trial performance improved following 39 and 64 versus
Oand20 g CHO-h™!, with no effect of CHO dose on any pre- to post-neuromuscular
function measures. Pre- to post-cycling exercise: (1) MVC, and M-wave amplitude
and duration declined by —21.5 Nm, and —4.9 mV and —7.1 ms, respectively; (2)
peak evoked torque remained unchanged; (3) Firing rate of early- and mid-recruited
motor units increased by 0.93 pps and 0.74 pps, respectively, with no change in
later-recruited motor units. Thus, central drive to early- and mid-recruited motor
units increases as a result of endurance cycling, due to a likely fatigue compensa-
tory mechanism. However, CHO availability does not appear to influence increased

neuromuscular drive.
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in central motor output and peripheral mechanisms of mus-
cle fatigue has been theorized, such that increased motor

Fatigue during endurance exercise becomes more central
vs. peripheral in origin, as duration increases. This shift
forms part of an overarching pacing strategy governing
skeletal muscle recruitment to maintain homeostasis in an
attempt to delay fatigue.2 A relationship between changes

unit firing rate can partially compensate for peripheral con-
tractile fatigue, as has been illustrated by increased elec-
tromyographic activity during submaximal contractions to
fatigue.3 Fatigue during prolonged exercise results in di-
minished force generating capacity of working muscles®;
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while effective pacing ensures that performance is main-
tained throughout an endurance task.” Yet neuromuscular
recruitment increases by steadily recruiting more motor
units® to compensate for fatigue-induced reduction of lower
threshold motor unit firing rates.’

Centrally and peripherally derived sources of fatigue can
be discerned experimentally8 by stimulation of specific sites
along the pathway from the central nervous system (CNS)
to muscle force production.9 Formation of M-wave following
peripheral nerve stimulation is often used to investigate neu-
romuscular propagation and muscle fiber electrical conduc-
tance characteristics,10 while individual motor unit discharge
onto the sarcolemma can be recorded using decomposition
electromyography (dEMG). Adoption of these assessments
in conjunction permits characterization of fatigue, based
on origin of impairments. Previously, using dEMG, Stock
et al'' and Harwood et al'? have demonstrated a reduction
in mean motor unit firing rates following isometric and dy-
namic submaximal fatigue protocols, respectively. Such a
reduction may be modulated by metabolically activated in-
hibitory afferent signals.13 Elsewhere, we have previously
shown that eccentric exercise, which preferentially acti-
vates higher-threshold motor units,'*'® can reduce the firing
rate specifically of later-recruited motor units, in both the ab-
sence'” and presence'® of force deficits. Taken together, these
findings reinforce the understanding that fatigue-associated
neural control strategy is task-dependent and therefore may
be different following other exercise modalities such as en-
durance cycling. Accordingly, the mode, intensity, and dura-
tion of exercise may all influence neuromuscular alterations.

The development of fatigue in prolonged endurance cy-
cling typically coincides with the depletion of endogenous
carbohydrate (CHO) stores,'®?! which can be delayed with
the consumption of exogenous CHO that modifies endoge-
nous CHO utilization in a dose-dependent manner.”* We
have previously demonstrated in a parallel study of the same
cohort that ingestion of CHO at a rate >39 g-h™' leads to
endogenous glycogen sparing during exercise.”> CHO inges-
tion also preserves neuromuscular drive, as reflected by re-
duced EMG amplitude, attenuating peripheral fatigue during
steady-state cycling to exhaustion’; but there are few data
that allude to what aspect of the neural strategy is altered in
response to feeding CHO. Further research has proposed the
existence of a muscle “glycostat” whereby chemoreceptor
sensing of low glycogen stores could provide afferent feed-
back to the CNS to regulate the neural control strategy at the
muscle, optimizing pacing strategy by regulating exercise
intensity based on glycogen availability.25 It is possible that
CHO ingestion during endurance exercise may modulate neu-
ral control strategy at the level of the muscle. Rauch et al®
manipulated pre-exercise muscle glycogen content prior to
120 minutes steady-state cycling followed by a maximal
time trial performance; performance improved with elevated

muscle glycogen content due to CHO loading, while pacing
strategies were adjusted such that time trials were completed
with similar depleted muscle glycogen levels irrespective of
starting muscle glycogen content. Therefore, in a time trial or
race task, optimal pacing for maximizing performance will
ensure that, regardless of CHO availability, task completion
will always occur with similar levels of fatigue.”® Yet, we
have little understanding of the interactions between CHO
availability and neural processes during endurance-based fa-
tigue conditions.

As far as we are aware, there are no studies document-
ing motor unit firing behavior after endurance cycling ac-
tivity with different CHO ingestion rates. According to the
“glycostat” theory, it could be suggested that altered neural
control strategies, dependant on CHO availability, would be
adopted en route to a similar fatigue state upon task comple-
tion, with these varying strategies placing dissimilar demand
on muscles, leading to differences in peripheral fatigue sta-
tus. Therefore, the aim of the present study was to investigate
the immediate motor unit firing pattern changes following
fatiguing endurance cycling with different carbohydrate in-
gestion rates between 0 and 64 g-h™'. We hypothesized that
during the steady-state portion of the protocol, increasing
CHO dose would attenuate the increase in surface electromy-
ography (sEMG) amplitude. Whereas, from pre- to post-ex-
ercise we hypothesized a reduction in firing rates from low
threshold motor units, with no differences between the differ-
ent CHO conditions, driven by the same end point of fatigue
achieved through differentiated pacing strategies within the
performance time trial, and thus leading to varying markers
of peripheral fatigue.

2 | MATERIALS AND METHODS

2.1 | Participants

Fifteen well-trained male cyclists were recruited from re-
gional cycling and triathlon clubs between January 2012 and
January 2013. The mean + SD characteristics of the partici-
pants were: age 33.1 + 10.3 years, body mass 69.1 + 8.5 kg,
height 165.9 + 6.5 cm, peak power output (PPO) 399 + 39 W,
and VO« 64 = 9 mL-kg_lmin_l. Participants were re-
quired to have been training > 6 h/week for > 3 years. Each
individual had the procedures and associated risks explained
prior to providing written informed consent to participate in
the study, which was approved by the departmental research
ethics committee in accordance with the 2008 Declaration
of Helsinki. Prior to their first laboratory visit, participants
completed a 2-day food and activity diary, while following
habitual dietary intake. Before each experimental trial, they
were asked to replicate this dietary intake and activity as
closely as possible. Additionally, participants were asked to



* L wiLEY

NEWELL ET AL.

completely refrain from exercise for 24 hours prior to visiting
the laboratory.

2.2 | Study design

In a double-blind, placebo-controlled, randomized cross-
over design, participants visited the laboratory 6 times (2
preliminary visits and 4 intervention trials) over a 6-week
period. Trials were completed 7 days apart with each visit
commencing at the same time of day. During the first pre-
liminary visit, following 10-h overnight fast, participants
completed assessment of lactate threshold, VO,,,,., and PPO
on a cycle ergometer (Lode Excalibur; Lode BV, Groningen,
The Netherlands), exactly as described by Newell et al”’
Mean + SD Ilactate concentration at lactate threshold was

2.1 + 0.4 mmol-L™" (52% + 6% of PPO). During the sec-
ond visit, participants completed a full familiarization trial.
The familiarization trial and 4 subsequent intervention trials
were identical and are summarized in Figure 1A. Trials in-
volved first the determination of compound motor unit ac-
tion potential (M-wave), MVC, and individual motor unit
firing characteristics. Following these initial assessments,
participants completed 120 minutes steady-state submaximal
cycling exercise at 95% of lactate threshold (197 + 28 W).
During familiarization, water was ingested every 15 minutes
throughout the cycling bout, at a fluid ingestion rate of 1 L h!.
Thereafter, during intervention trials, participants consumed,
in a randomized order, either a control (0%), 2%, 3.9%, or
6.4% CHO solutions, ingested at a rate of 1 L-h™" giving a
final ingestion rate of 0, 20, 39, and 64 g CHO-h™". To ensure
double blinding, all CHO solutions were flavor matched and
prepared in advance by an independent researcher who was
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not present during intervention trials, drinks were delivered
in identical opaque containers. At 15-min intervals through-
out the 120 minutes, SEMG was captured from vastus later-
alis for 30 seconds. The steady-state cycle was followed by a
maximal performance task to induce exhaustive fatigue; this
task involved a work target simulated time trial specific to
each individual (538 + 52 kJ). Immediately following com-
pletion of the time trial, participants repeated pre-exercise as-
sessments in an identical order to before.

2.3 | Methodology

On arrival to the laboratory, participants emptied their
bladder and bowel prior to nude body mass measurement.
Participants wore the same cycling attire for each of their
trials, to reduce thermoregulatory variability. A pair of Ag/
AgCl self-adhesive electrodes (PNS Dual Element Electrode;
Vermed, VT, USA) were affixed to the skin over the vastus
lateralis of the participant’s right leg, with an inter-electrode
distance of 20 mm, in accordance with SENIAM guide-
lines.”® The site was first prepared by carefully shaving,
cleansing with rubbing alcohol, and abrading. A reference
electrode was secured to the elbow of the participant’s right
arm. Immediately proximal to the bipolar electrode configu-
ration, a surface array dEMG sensor (Delsys, Inc, Boston,
MA, USA) was fixed to the skin; the sensor was first cleaned
with rubbing alcohol, before adhering to the prepared skin
with adhesive tape. The sensor consisted of 5 cylindrical pin
electrodes, each 0.5 mm in diameter, protruding from the
housing (2 X 3 cm). The pins are blunted, such that they make
an indentation when pressed firmly against the skin, but do
not puncture the epidermis. Four of the 5 pins are arranged at
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A, Timeline of measures during the 4 intervention trial laboratory visits. MVC, maximal isometric voluntary contraction; TRAP,

trapezoidal trace task; sEMG, surface electromyography; PPO, peak power output; TT, time trial task. [M-wave assessment ~3 mins; MVC

(excluding warm-up) ~3 minutes; TRAP ~1 minutes. SEMG capture = 30 seconds]. B, Trapezoidal force target template (TRAP) that participants

were required to follow during submaximal contraction: (1):3 seconds quiescent period; (2). linear increase in force production from 0% to 70% of

pre-exercise maximal isometric voluntary contraction (MVC); (3):10 seconds steady isometric hold; (4): linear reduction in force from 70% of pre-

exercise MVC to 0; (5):3 seconds quiescent period
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the corners of a 5 X 5 mm square; the fifth (reference) pin is
in the center of the square, equidistant from each of the other
4, such that the inter-electrode distance is 3.6 mm.”’ A 5-cm-
diameter reference electrode (HE-R DermaSport Electrode;
American Imex, Irvine, CA, USA) was secured over the pa-
tella of the right leg.

Participants were next coupled to an isokinetic dyna-
mometer (Biodex System 3, Medical Systems, Shirley, NY,
USA) for assessment of MVC and neuromuscular measures.
All tests were performed on the right leg, with a knee joint
angle of 60° (0° = full extension).”” The lateral femoral epi-
condyle was visually aligned with the axis of rotation of the
dynamometer and the limb was secured using a strap posi-
tioned proximal to the lateral malleolus. Seat positions were
adjusted to suit each individual participant’s anthropometric
characteristics, and participants were secured in the required
position with a single strap across the upper left leg. The final
positioning of each participant was recorded during familiar-
ization and replicated throughout each intervention trial, to
ensure constancy.

For assessment of M-wave, a 2-cm-diameter self-adhesive
cathode (Axelgaard Manufacturing Co., Ltd., Fallbrook, CA,
USA) was affixed to the skin in the femoral triangle. Cathode
position was determined by locating the pulse of the femoral
artery and marking the site 1 cm laterally to this point along
the inguinal fold. The anode (HE-R DermaSport Electrode;
American Imex, Irvine, CA, USA) was placed over the glu-
teus maximus. Stimuli were 2.5 ms, square wave pulses de-
livered from a constant current variable voltage stimulator
(STMISOL™": Linear Isolated Stimulator; Biopac Systems
Inc, Goleta, CA, USA). A progressive incremental stimula-
tion protocol was adopted, commencing with a current am-
plitude of 10 mA and increased by 10 mA increments until
no further increase in evoked twitch torque was observed
despite increasing stimulation amplitude. A period of 15 s
separated each stimulation, to avoid any potentiation effect.
Peak evoked twitch torque and associated M-wave peak-to-
peak amplitude and duration in response stimulation were
measured.

Participants next performed knee extension MVC with
the dynamometer positioning maintained as described above;
additional straps were fastened across participants’ chest and
pelvis, in accordance with the manufacturers’ instructions.
Initially participants completed a standardized warm-up con-
sisting of two sets of 3 X 5 seconds isometric contractions;
with 30-s recovery between repetitions and between sets. For
the first set, participants contracted at an intensity perceived
to be 50% of maximum effort; for the second set, the intensity
of contraction was 75% of perceived maximum,'® and visual
feedback was available on a computer monitor positioned in
front of the dynamometer seat, as an output guide. Following
this warm-up, 3 X 5 seconds maximal effort isometric knee
extensions were performed with 60-s recovery between each
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effort. Participants were instructed to contract maximally as
quickly as possible, and consistent verbal encouragement
was provided by the same investigator throughout, to ensure
maximum effort.>! During contractions, participants were in-
structed to cross their arms in front of their chest. To maintain
internal validity, the same investigator was present through-
out all testing.’> The contraction eliciting the highest peak
torque was designated MVC.

A 60-s recovery period followed MVC assessment, be-
fore participants performed a submaximal isometric muscle
action tracing a trapezoidal template (TRAP) consisting of
7 seconds linear ramp up from 0% to 70% of pre-exercise
MVC, followed by a 10-s steady force period maintaining
70%, then a 7-s linear reduction in force from 70% to 0%
(Figure 1B). The template and output feedback trace were
visible on a computer monitor positioned directly in front of
the dynamometer. Participants were required to follow the
template as closely as possible with their output trace and
were provided with verbal encouragement to ensure they
achieved and maintained the correct force level. This contrac-
tion provided a stationary signal, sufficiently long to allow
reliable decomposition of the EMG signal via EMGworks®
4.0 Analysis software (Delsys, Inc, Boston, MA, USA). The
knee extensors were completely relaxed for 3 seconds, be-
fore and after the contraction (Figure 1B); visual inspection
of the quiescent portions at either end of the signal con-
firmed that vastus lateralis was relaxed during these peri-
ods.'® If required, the dEMG sensor position was amended
to ensure a minimum 4:1 signal to noise ratio was attained
prior to recording. The dEMG array recorded 4 separate bi-
polar EMG signals via a Bagnoli 16-channel EMG system
(Delsys, Inc, Boston, MA, USA); analog signals were low-
pass (fourth-order Butterworth, 24 dB/octave slope, 1750 Hz
cut-off) and high-pass (second-order Butterworth, 12 dB/
octave slope, 20 Hz cut-off) filtered prior to sampling at a
rate of 20 KHz. % Analysis of dEMG is described in full
in supplementum: dEMG analysis. Excluding warm-up, as-
sessment lasted ~7 minutes. Assessments of M-wave, MVC,
and TRAP were repeated immediately following the time
trial performance task. Post-exercise measurement protocols
were identical to those described above (including the num-
ber of attempted MVC repetitions), except for the number of
stimulation intensity increments required to elicit a plateau in
evoked twitch torque, and that no warm-up contractions were
completed prior to MVC due to the short transfer time from
cycle ergometer to isokinetic dynamometer.

Participants transferred from the isokinetic dynamom-
eter to the cycle ergometer and first cycled for 45 seconds
at 70% of PPO, maintaining a fixed, self-selected ca-
dence. During this 45-s period, sSEMG was captured using
the bipolar electrode array described above, sampled via
Acknowledge® 3.8.1 software (Biopac Systems Inc, Goleta,
CA, USA) integrated with Biopac MP100 hardware (Biopac
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Systems Inc, Goleta, CA, USA) at a sampling rate of
2000 Hz and anti-aliased with a 500 Hz low-pass filter and
a 10 Hz high-pass filter. The Biopac MP100 system had an
input impedance and common mode rejection ratio of 2 MQ
and > 110 dB, respectively. During all subsequent SEMG
sampling during cycling exercise, the same self-selected ca-
dence was adopted and maintained (93 + 4 rpm). All SEMG
signals captured throughout this period were normalized to
the activity recorded at 70% of PPO.* Ergometer positions
were adjusted to suit each individual participant; position-
ing was recorded during familiarization and replicated for
each participant throughout subsequent trials. Participants
completed 120-min cycling at 95% of their lactate threshold;
at 15-min intervals, and immediately following completion
of the time trial, 10 mL of venous blood was obtained using
a vacutainer containing ethylenediamine tetra-acetic acid,
and stored on ice before being centrifuged at 3500 rpm for
10 minutes at 4°C. Aliquots of plasma were stored at —80°C
until subsequent analysis. Plasma lactate and glucose were
analyzed using enzymatic colorimetric methods on an au-
tomated analyzer (Ilab Aries, Instrumentation Laboratory,
Warrington, UK). sEMG was also captured at 15-min in-
tervals (30 s sampling window). SEMG signals were root
mean square (RMS) processed; average RMS was calcu-
lated for a moving window 200 ms time period across the
entire waveform.’® RMS processing was performed via the
data collection software, in accordance with the manufac-
turer’s guidelines. Immediately following the 120 minutes
cycle, participants completed a time trial performance
task, during which no data were recorded. An individual-
ized workload target was calculated: work target (J) = (0.7
- PPO) - 1800. A linear factor, 70% W,,,, divided by pre-
ferred cadence (rpmz), was entered into the cycle ergome-
ter.2”7 Participants were instructed to complete their work
target as quickly as possible; their progress toward comple-
tion was visible on a computer monitor directly in front of
the ergometer. No further feedback nor encouragement was
provided during the performance task. Such a time trial pro-
tocol has been previously validated by Jeukendrup et al’’
and has shown high reliability.

2.4 | Statistical analysis

Vastus lateralis M-wave could only be satisfactorily elicited
via the femoral nerve in 15 of 20 individuals who were ini-
tially enrolled in the study. Thus, only data on 15 participants
were collected. After data were assessed for normal distribu-
tion (Ryan-Joiner test), comparisons were performed using
a three factor repeated measures (treatment [4] X period
(order) [4] X time [2]) analysis of variance (ANOVA) for
pre- to post-cycling comparisons, and (treatment [4] X period
(order) [4] x time [8]) for sSEMG, and (treatment [4] X period

(order) [4] x time [10]) for blood lactate. If no significant
effect of period was observed, then period was removed as
a covariate and the analysis re-run. Tukey post hoc analy-
sis was performed where appropriate (Minitab 18 statistical
software; Minitab Ltd., Coventry, UK). If no significant ef-
fect of treatment was observed, data were pooled, and com-
parisons were performed using paired # test (pre-exercise vs.
post-exercise). All data are presented as mean + SD, with sta-
tistical significance set at P < .05. Where significant effects
were observed, partial 772 effect sizes (nzp) were calculated

by: ’72p = SSconditions/(SSconditions + Sserror)'

3 | RESULTS

31 | MVC

MVC peak torque significantly (F 14y = 9.42, P = .003,
nzp = 0.10) declined by —21.5 Nm [95% CI: —27.89 to
—15.12] (Figure 2A) following the cycle protocols with no
significant treatment effect (P = .635) nor significant interac-
tion (P = .99) between time X treatment.

3.2 | M-Wave and peak evoked torque

M-wave peak-to-peak amplitude (F; 14y = 12.11, P = .001,
1", = 0.12) and duration (F, 4= 9.79, P = .002, n°, = 0.09)
significantly declined, following the cycle protocols, by
—4.9 mV [95% CI: —=7.81 to —2.13] and —7.1 ms [95% CI.:
—12.09 to —2.46], respectively, but with no differences be-
tween treatments (P = .75; P = .85), or interaction (P = .83;
P = 27) between time x treatment (Figure 2B). Whereas,
peak evoked torque remained unchanged following cycling
(P = .86) with no differences between treatments (P = .94)

and no interaction (P = .99) between time x treatment
(Figure 2C).
3.3 | sEMG amplitude

Throughout the 2-h steady-state cycle, RMS remained un-
changed from the first measurement (15 minutes) (P = .287),
with no difference between treatments (P = .120) (Table S3).

3.4 | Motor unit firing characteristics

The total number of motor units detected during the sub-
maximal TRAP contractions was not significantly differ-
ent across time (P = .36) or treatment (P = .78) conditions
(Table S1). Mean motor unit firing rate significantly (F; ;4
= 7.50, P = .007, nzp = 0.03) increased by 0.68 pps [95%
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FIGURE 2 Mean + SD peak knee extensor torque produced during maximal isometric voluntary contraction A, peak-to-peak amplitude of

M-wave following peripheral femoral nerve stimulation B, peak twitch torque evoked following peripheral femoral nerve stimulation C, and motor

unit firing rates during TRAP submaximal isometric contraction D, pre- and post-cycling tasks (120-min steady-state at 95% of lactate threshold,

consuming 0, 20, 39, or 64 g h~! CHO solution; followed by a maximal effort time trial task performed under identical conditions across each of
the 4 trials). * = significant difference between pre- and post-cycling task (P < .05)

CI: 0.22 to 1.14] (Figure 2D) following the cycling tasks. As
there were no differences between treatments (P = .928), the
4 conditions were pooled and motor units were separated by
tertiles; early-recruited motor unit mean firing rates signifi-
cantly increased (Zsg, = 2.23, P = .03) by 0.93 pps [95% CIL:
—0.71 to 2.57] and mid- (¢s9) = 1.73, P = .01) by 0.74 pps
[95% CI: —0.29 to 1.77] whereas, later-recruited (ts9)=1.21,
P = .196) firing rates did not change [95% CI: —0.67 to 0.21]
(Figure 3).

3.5 | Blood lactate and glucose

Blood lactate increased significantly (Fg 4= 8.41, P <.001,
nzp = 0.14) over time (Figure 4), but was not different be-
tween treatments (P = .27) nor was there an interaction
between time x treatment (P = 1.00). Immediately fol-
lowing time trial completion, plasma glucose concentra-
tion was 4.80 + 1.56 mmol L_l, 492 + 1.73 mmol L_l,
4.77 + 1.65 mmol L™', and 4.92 + 1.84 mmol L™" for 0, 20,
39,and 64 g h™!, respectively.

3.6 | Time trial performance

Time to complete the performance task was significantly
(F(3,14) =3.57, P = .022, nzp = 0.07) affected by treatment,
with 39 gh™" (-186.4 s, 8.3%) and 64 gh™" (=174.9 s, 7.8%)
both significantly faster than 0 g h™' (2241.3 + 392.9 s)
(Figure 5). Power output sustained during the performance
task was 247 + 46 W, 260 + 44 W, 267 + 41 W, and
266 + 43 W for 0, 20, 39, and 64 g- h_l, respectively.

4 | DISCUSSION

In this study, we aimed to investigate acute changes in motor
unit firing patterns, following prolonged endurance exercise
sustained until fatigue, with different rates of CHO inges-
tion. We hypothesized a reduction in motor unit firing rates
among low threshold motor units, irrespective of CHO in-
gestion rate. Post-exercise fatigue was evident, with MVC
reduced by ~9% for all CHO conditions. This decline in peak
torque was accompanied by reduced M-wave amplitude and
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gether, these findings appear symptomatic of CNS-derived evated mean firing rates of early- and mid-recruited motor
fatigue. Concurrently, and in contrast to our hypothesis, units, while the behavior of later-recruited motor units re-

the mean firing rate of motor units was seen to increase mained unchanged.
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FIGURE 4 Mean + SD blood lactate, throughout the 2 hours
submaximal cycle exercise task, and post-maximal effort time trial task
(TT). All conditions have been pooled. * = significantly different from
time 0 (P < .05). # = significantly different from time 15 (P < .05). $ =
significantly different from all other time points

The performance task was completed faster when 39 g-h_1
(~180 s faster) and 64 g~h_1 (~175 s faster) were ingested
compared with 0 g-h™'. This improved performance was
not due to altered neuromuscular status at onset of the time
trial task, as RMS remained unchanged throughout the 2-h
steady-state cycle (from 15 minutes onwards) irrespective of
CHO ingestion rate. We did not observe a characteristic pro-
gressive increase in SEMG amplitude that has traditionally

3839 nor indeed the

been reported during sustained exercise,
decrease reported elsewhere, during prolonged cycling with
intermittent increases in intensity.40 Instead, improved per-
formance may be explained by metabolic regulation of en-
dogenous liver glycogen stores during steady-state cycling.41
As a consequence of improved performance time, total exer-
cise duration was shorter in 39 and 64 g-h™' conditions than
0 g~h_]. Regardless of the duration, because the same amount
of work had to be completed in the time trial performance
task,” it could be expected that participants reached a similar
overall level of fatigue following completion of exercise on
each trial day. This assertion is supported by the similar MVC
decrement of 9% reported for all trials (Figure 2A). Our data
appear to support the notion that absolute work completed,
rather than intensity of work, is the determining factor for
fatigue.zs’42 Thomas et al' suggested that following different
exercise durations (4, 20, and 40 km cycling time trials), the
manifestation of fatigue was task-dependant. Shorter dura-
tion time trial tasks (~6 min) demonstrated a prevalence to-
ward peripheral fatigue, in contrast to longer duration tasks
(>30 min) which induced predominantly central fatigue,
highlighted by decreased voluntary activation. Therefore,
given the cycling task in the present study was ~ 2.5 h it
would be expected that central processes were responsible
for impairments in muscle function. However, the increased
firing of early- and mid-recruited motor units we observed

CHO ingestion (g-h'1)

FIGURE 5 Mean + SD time trial performance time with
individual responses in solid circles overlaid, immediately following
120-min steady-state cycling at 95% of lactate threshold, after
consuming 0, 20, 39, or 64 g h™' CHO solution. * = significantly
different from 0 g h™" (P < .05)

would appear to be a compensatory response, indicating that
perhaps peripheral factors are still contributing to fatigue fol-
lowing this task.

Our observed reductions in MVC following prolonged
endurance exercise are similar to those described else-
where* ™40 demonstrating that the exercise bout used in-
duced similar levels of fatigue as in previously reported
investigations. It is noteworthy that we observed no reduc-
tion in peak twitch torque. While these specific observations
directly contrast the response reported following short-du-
ration supramaximal cycling,47 suggesting that neural con-
trol of skeletal muscle is intensity- and duration-dependent,
this finding is also in contrast to previous observations
from longer cycling bouts. *6# Throughout the 2-h steady-
state cycle, blood lactate concentration increased and re-
mained elevated above baseline, with further increases
to ~6.3 mmol L™ (0, 20, 39, and 64 g h™") observed imme-
diately following the time trial task (Figure 4). Decreased
extracellular pH, which accompanies elevated blood lactate
concentration, has been seen to decrease M-wave ampli-
tude.* In agreement with our findings, previous investiga-
tions have reported reduced M-wave amplitude in the later
stages of long-duration exercise,* and following > 2-h cy-
cling and running.5 0 Interestingly however, despite reduced
M-wave amplitude, we observed no reduction in evoked
torque, suggesting no change in rate of E-C coupling from
pre- to post-exercise.”' Post-exercise decrease in M-wave
amplitude suggests that action potential synaptic transmis-
sion may have become impaired. However, such impairment
would indicate that some muscle fibers were not recruited
by the stimulation, in which case evoked torque would
also have been hampered. If we consider that M-wave,
but not evoked torque, was impaired, then these changes



* L wiLEY

NEWELL ET AL.

may reinforce the suggestion that fatigue induced during
endurance exercise is predominantly central in origin.1 It
is understood that during endurance fatigue, excitation to
the motor neuron pool increases as a compensatory mecha-
nism for decreases in motor unit twitch force.”*>* Increased
motor unit firing rates have been reported during repeated
contractions to failure.>**> It remains unclear, however,
what central compensation our findings demonstrate, given
the apparent lack of peripheral inhibition.

It is plausible that peripheral factors contributed more
substantially than it would at first appear, to our observed
functional impairments. We cannot rule out that measurement
of evoked torque lacked the necessary sensitivity to detect
these peripheral alterations. Given the time-sensitive nature
of recordings post-exercise, coupled with the heavy volitional
demand being placed on participants, it was not feasible to
superimpose stimulation pulses over MVC in order to eluci-
date interpolated twitch; therefore, maximal activation was
not assessed in the current study. While voluntary activa-
tion would have presented a valid assessment of peripheral
fatigue,56 our priority was to capture motor unit firing be-
havior using dEMG. Nonetheless, caution is necessary when
interpreting our present findings in relation to central fatigue.
A potential counter to peripheral fatigue underlying our ob-
served muscle impairments is that the sample of motor units
assessed is intended to provide a snapshot of the entire motor
unit pool for vastus lateralis; this does not describe the behav-
ior of the motor unit pool as a whole. As such, while higher
firing rates during contraction at the same absolute force may
be a compensation for fatigue of muscle fibers, it is not pos-
sible to discern other aspects of the motor unit pool behavior.
Although the same number of motor units was identified pre-
and post-exercise (Table S1), and there were no observable
alterations in recruitment threshold (Table S2), there may
have been a reduction in the total number of motor units re-
cruited at 70% of pre-exercise MVC (TRAP). Future research
should endeavor to fully investigate peripheral fatigue along-
side centrally driven fatigue responses. Nonetheless, despite
uncertainty as to the source of fatigue during this exercise
bout, the lack of differences between CHO dose remains
striking and warrants further inquiry.

Two distinct methods to extract constituent MUAPTS
from sEMG signals have been developed. Commonly, these
methods are referred to as high density (HD) EMG,”’ using
blind source separation algorithmsg; or precision decom-
position EMG (dEMG),29’54’59 which relies on active elec-
trodes, with small surface-eclectrode interface. Due to the
blind source separation approach, HD EMG relies upon a
large number of channels being sampled simultaneously,
typically utilizing grids of ~16 electrodes.®” These large
grids are highly dependent on positioning relative to the
muscle and could be susceptible to a loss of sensitivity if
there is a change in muscle architecture, as all channels
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FIGURE 6 Example from a single participant, showing the linear

relationship between mean firing rate and recruitment threshold of
motor units identified during TRAP submaximal isometric contraction

must be included in the decomposition algorithm, regard-
less of signal quality. With this in mind, it may be consid-
ered preferable to utilize a small surface-electrode interface
(as with dEMG) in situations where a change in muscle
architecture is expected, such as in the knee extensors fol-
lowing cycling exercise.®’ While we cannot be sure that the
same motor units were recorded pre- and post-exercise, nor
across different conditions, we observed no difference in
the total number of motor units recruited (~30 per trial),
nor the accuracy of decomposition (~92%), across mea-
surements (Table S1). In contrast to our hypothesis, fatigue
was accompanied by an increase in mean motor unit fir-
ing rate of earlier-recruited motor units. Previously, Stock
et al'! observed a decrease in motor unit firing rates fol-
lowing an acute isometric fatiguing protocol, reiterating the
previously discussed point that fatigue is task specific. Our
observed increase in overall mean firing rate was driven
by early- (+0.93 pps) and mid-recruited motor units (+0.74
pps). De Luca et al® reported that motor units are recruited
in a predictable and reliable fashion according to the “onion
skin” principle. This principle describes an inverse relation-
ship between motor unit firing rate and recruitment thresh-
old (Figure 6). With the “onion skin” principle in mind,
coupled with the order of size recruitment principle,®® our
results could suggest that elevated firing rates are occurring
in those motor units associated with fatigue-resistant (type
I) muscle fibers.%* In this instance, earlier-recruited motor
units increase their firing rates following fatigue-inducing
exercise, to generate the same absolute force compared with
pre-exercise firing rates.

It is interesting that motor unit firing rate increased
post-fatigue to a similar extent irrespective of CHO dose
ingested. While CHO ingestion > 39 g h™! facilitated
improved time trial performance, the work-matched
nature of the task resulted in similar fatigue status
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post-exercise. Given the reported impact of CHO sens-
ing65’66 and ingestion67 on neuromuscular drive, it may
have been expected that the observed increase in post-ex-
ercise firing rate could be directly related to CHO avail-
ability. However, we observed no difference in the firing
rate response between 0 g h™' and 20, 39, or 64 g h!
CHO ingestion rates (Figure 2D). This finding suggests
that CHO-modified afferent signaling is (at least, ex-
clusively) not responsible for increasing neuromuscular
drive when compensating for fatigue-induced functional
impairment.

In conclusion, this is the first study to report increased
motor unit firing rates, specifically of earlier-recruited
motor units, following endurance cycling activity. Since
motor unit firing was observed pre- and post-exercise, at
the same absolute contraction force (70% of pre-exercise
MVC), it appears that central drive to early- and mid-re-
cruited motor units was altered, increasing mean firing
rate to achieve the required force output. Additionally, we
have shown for the first time that CHO ingestion during
prolonged, work-matched exercise, has no impact on sub-
sequent fatigue-induced alterations
recruitment.

in neuromuscular

5 | PERSPECTIVE

CHO supplementation is routinely used by athletes during
endurance activity to avoid glycogen depletion, therefore
sustaining performance.68 However, uncertainty exists over
the impact of different CHO doses on neuromuscular func-
tion following an exhaustive performance task. This is the
first study in a well-trained group of cyclists to characterize
motor unit governed fatigue following prolonged exhaustive
endurance exercise under conditions of altered exogenous
CHO availability. Extent of fatigue was similar irrespective
of CHO dose and corresponding performance task comple-
tion time; likely fatigue compensatory effects were observed
through increases in firing of low-mid threshold motor units.
As these motor units activate slow to mid twitch muscle fib-
ers, this insight brings novel and important information to
athletes, coaches, and practitioners seeking to plan recov-
ery and subsequent training from endurance tasks that in-
clude exhaustive performance tasks with or without CHO
supplementation.

ACKNOWLEDGMENTS

Funding for the present work was provided by Lucozade
Ribena Suntory Ltd., Uxbridge, UK to University of Stirling.
We would like to thank 1) Dr Paola Contessa for techni-
cal support concerning dEMG; 2) Mr Zacharias Nikolaou

for assistance during data analysis; and 3) Ms Gillian
Dreczkowski for her technical assistance.

ORCID

Michael L. Newell "= https://orcid.
org/0000-0002-2276-6555

Lewis J. Macgregor "= https://orcid.
org/0000-0003-2310-6468

Stuart D. R. Galloway http://orcid.
org/0000-0002-1622-3044

Angus M. Hunter "= https://orcid.org/0000-0001-7562-6145

REFERENCES

1. Thomas K, Goodall S, Stone M, Howatson G, Gibson ASC, Ansley
L. Central and peripheral fatigue in male cyclists after 4-, 20-, and
40-km time trials. Med Sci Sports Exerc. 2015;47(3):537-546.

2. St Clair Gibson A, Swart J, Tucker R. The interaction of psycho-
logical and physiological homeostatic drives and role of general
control principles in the regulation of physiological systems, exer-
cise and the fatigue process—The integrative governor theory. Eur J
Sport Sci. 2018;18(1):25-36.

3. Taylor JL, Allen GM, Butler JE, Gandevia SC. Supraspinal fatigue
during intermittent maximal voluntary contractions of the human
elbow flexors. J Appl Physiol. 2000;89:305-313.

4. Lepers R, Hausswirth C, Maffiuletti N, Brisswalter J, van Hoecke
J. Evidence of neuromuscular fatigue after prolonged cycling exer-
cise. Med Sci Sports Exerc. 2000;32(11):1880-1886.

5. Atkinson G, Peacock O, Passfield L. Variable versus constant
power strategies during cycling time-trials: prediction of time
savings using an up-to-date mathematical model. J Sports Sci.
2007;25(9):1001-1009.

6. Tucker R, Rauch L, Harley YX, Noakes TD. Impaired exercise per-
formance in the heat is associated with an anticipatory reduction in
skeletal muscle recruitment. Pfliigers Archiv.2004;448(4):422-430.

7. Moritani T, Muro M, Nagata A. Intramuscular and surface elec-
tromyogram changes during muscle fatigue. J Appl Physiol.
1986;60(4):1179-1185.

8. Abbiss CR, Laursen PB. Models to explain fatigue during pro-
longed endurance cycling. Sports Med. 2005;35:865-898.

9. Kent-Braun JA. Noninvasive measures of central and pe-
ripheral activation in human muscle fatigue. Muscle Nerve.
1997;20(S5):98-101.

10. Cupido C, Galea V, McComas A. Potentiation and depression of the
M wave in human biceps brachii. J Physiol. 1996;491(2):541-550.

11. Stock MS, Beck TW, DeFreitas JM. Effects of fatigue on motor
unit firing rate versus recruitment threshold relationships. Muscle
Nerve. 2012;45(1):100-109.

12. Harwood B, Choi I, Rice CL. Reduced motor unit discharge
rates of maximal velocity dynamic contractions in response
to a submaximal dynamic fatigue protocol. J Appl Physiol.
2012;113(12):1821-1830.

13. McManus L, Hu X, Rymer WZ, Lowery MM, Suresh NL. Changes
in motor unit behavior following isometric fatigue of the first dorsal
interosseous muscle. J Neurophysiol. 2015 May;113(9):3186-3196.

14. Nardone A, Romano C, Schieppati M. Selective recruitment
of high-threshold human motor units during voluntary isotonic
lengthening of active muscles. J Physiol. 1989;409(1):451-471.


https://orcid.org/0000-0002-2276-6555
https://orcid.org/0000-0002-2276-6555
https://orcid.org/0000-0002-2276-6555
https://orcid.org/0000-0003-2310-6468
https://orcid.org/0000-0003-2310-6468
https://orcid.org/0000-0003-2310-6468
http://orcid.org/0000-0002-1622-3044
http://orcid.org/0000-0002-1622-3044
https://orcid.org/0000-0001-7562-6145
https://orcid.org/0000-0001-7562-6145

* L wiLEY

15.

16.
17.
18.
19.
20.
21.
22.
23.
24.
25.
26.

27.

28.
29.
30.

31.

32.

33.

34.

NEWELL ET AL.

Howell J, Fuglevand AJ, Walsh M, Bigland-Ritchie B. Motor unit
activity during isometric and concentric-eccentric contractions
of the human first dorsal interosseus muscle. J Neurophysiol.
1995;74(2):901-904.

Linnamo V, Moritani T, Nicol C, Komi P. Motor unit activation
patterns during isometric, concentric and eccentric actions at dif-
ferent force levels. J Electromyogr Kinesiol. 2003;13(1):93-101.
Balshaw TG, Pahar M, Chesham R, Macgregor LJ, Hunter AM.
Reduced firing rates of high threshold motor units in response to
eccentric overload. Physiol Rep. 2017;5(2).e13111.

Macgregor LJ, Hunter AM. High-threshold motor unit firing re-
flects force recovery following a bout of damaging eccentric exer-
cise. PLoS One. 2018;13(4):e0195051.

Coggan AR, Coyle EF. Reversal of fatigue during prolonged ex-
ercise by carbohydrate infusion or ingestion. J Appl Physiol.
1987;63(6):2388-2395.

Coyle EF, Coggan AR, Hemmert M, Ivy JL. Muscle glycogen utili-
zation during prolonged strenuous exercise when fed carbohydrate.
J Appl Physiol. 1986;61(1):165-172.

Nybo L. CNS fatigue and prolonged exercise: effect of glucose
supplementation. Med Sci Sports Exerc. 2003;35(4):589-594.
Newell M, Wallis G, Hunter A, Tipton K, Galloway S. Metabolic
responses to carbohydrate ingestion during exercise: associations
between carbohydrate dose and endurance performance. Nutrients.
2018;10(1):37.

King AJ, O'Hara JP, Morrison DJ, Preston T, King RF. Carbohydrate
dose influences liver and muscle glycogen oxidation and perfor-
mance during prolonged exercise. Physiol Rep. 2018;6(1):e13555.
Nikolopoulos V, Arkinstall MJ, Hawley JA. Reduced neuromus-
cular activity with carbohydrate ingestion during constant load cy-
cling. Int J Sport Nutr Exerc Metab. 2004;14(2):161-170.

Rauch H, Gibson ASC, Lambert E, Noakes T. A signalling role for
muscle glycogen in the regulation of pace during prolonged exer-
cise. Br J Sports Med. 2005;39(1):34-38.

Tucker R, Noakes TD. The physiological regulation of pac-
ing strategy during exercise: a critical review. Br J Sports Med.
2009;43(6):el.

Newell ML, Hunter AM, Lawrence C, Tipton KD, Galloway SD.
The ingestion of 39 or 64 g- hr— 1 of carbohydrate is equally effec-
tive at improving endurance exercise performance in cyclists. Int J
Sport Nutr Exerc Metab. 2015;25(3):285-292.

Hermens HJ, Freriks B, Disselhorst-Klug C, Rau G. Development
of recommendations for SEMG sensors and sensor placement pro-
cedures. J Electromyogr Kinesiol. 2000;10(5):361-374.

Nawab SH, Chang S-S, De Luca CJ. High-yield decom-
position of surface EMG
2010;121(10):1602-1615.
Knapik JJ, Wright JE, Mawdsley RH, Braun J. Isometric, isotonic,
and isokinetic torque variations in four muscle groups through a
range of joint motion. Phys Ther. 1983;63(6):938-947.

Nybo L, Nielsen B. Hyperthermia and central fatigue during pro-
longed exercise in humans. J Appl Physiol. 2001;91(3):1055-1060.
Halperin I, Pyne DB, Martin DT. Threats to internal validity in
exercise science: a review of overlooked confounding variables. /nt
J Sports Physiol Perform. 2015;10(7):823-829.

De Luca CJ, Contessa P. Hierarchical control of motor units in vol-
untary contractions. J Neurophysiol. 2011;107(1):178-195.

Hu X, Suresh AK, Rymer WZ, Suresh NL. Assessing altered
motor unit recruitment patterns in paretic muscles of stroke

signals. J Clin Neurophysiol.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

survivors using surface electromyography. J Neural Eng.
2015;12(6):066001.

Albertus-Kajee Y, Tucker R, Derman W, Lambert M. Alternative
methods of normalising EMG during cycling. J Electromyogr
Kinesiol. 2010;20(6):1036-1043.

Higg G, Melin B, Kadefors R. Applications in Ergonomics.
Electromyogr: Physiol, Eng, Noninvasive Appl. 2004;343-364.
Jeukendrup A, Saris WH, Brouns F, Kester AD. A new val-
idated endurance performance test. Med Sci Sports Exerc.
1996;28(2):266-270.

Hikkinen K, Komi PV. Electromyographic and mechanical char-
acteristics of human skeletal muscle during fatigue under volun-
tary and reflex conditions. Electroencephalogr Clin Neurophysiol.
1983;55(4):436-444.

Crenshaw A, Karlsson S, Gerdle B, Friden J. Differential responses
in intramuscular pressure and EMG fatigue indicators during
low-vs. high-level isometric contractions to fatigue. Acta Physiol
Scand. 1997;160(4):353-361.

St Clair Gibson A, Schabort E, Noakes T. Reduced neuromuscu-
lar activity and force generation during prolonged cycling. Am J
Physiol Regul Integr Comp Physiol. 2001;281(1):R187-R196.
Romijn JA, Coyle EF, Sidossis LS, et al. Regulation of endogenous
fat and carbohydrate metabolism in relation to exercise intensity
and duration. Am J Physiol. 1993;265(3 Pt 1):E380-E391.

Black MI, Jones AM, Blackwell JR, et al. Muscle metabolic and
neuromuscular determinants of fatigue during cycling in dif-
ferent exercise intensity domains. J Appl Physiol. 2016;122(3):
446-459.

Bigland-Ritchie B, Furbush F, Woods J. Fatigue of intermittent
submaximal voluntary contractions: central and peripheral factors.
J Appl Physiol. 1986;61(2):421-429.

Decorte N, Lafaix P, Millet G, Wuyam B, Verges S. Central and
peripheral fatigue kinetics during exhaustive constant-load cycling.
Scand J Med Sci Sports. 2012;22(3):381-391.

Bentley DJ, Smith PA, Davie AJ, Zhou S. Muscle activation of
the knee extensors following high intensity endurance exercise in
cyclists. Eur J Appl Physiol. 2000;81(4):297-302.

Lepers R, Maffiuletti NA, Rochette L, Brugniaux J, Millet GY.
Neuromuscular fatigue during a long-duration cycling exercise. J
Appl Physiol. 2002;92(4):1487-1493.

Fernandez-del-Olmo M, Rodriguez F, Marquez G, et al. Isometric
knee extensor fatigue following a Wingate test: peripheral and cen-
tral mechanisms. Scand J Med Sci Sports. 2013;23(1):57-65.
Lepers R, Millet GY, Maffiuletti NA. Effect of cycling cadence on
contractile and neural properties of knee extensors. Med Sci Sports
Exerc.2001;33(11):1882-1888.

Place N, Lepers R, Deley G, Millet GY. Time course of neuro-
muscular alterations during a prolonged running exercise. Med Sci
Sports Exerc. 2004;36(8):1347-1356.

Racinais S, Girard O, Micallef J, Perrey S. Failed excitability of
spinal motoneurons induced by prolonged running exercise. J
Neurophysiol. 2007;97(1):596-603.

Avela J, Kyrolainen H, Komi PV. Altered reflex sensitivity after
repeated and prolonged passive muscle stretching. J Appl Physiol.
1999;86(4):1283-1291.

De Ruiter C, Elzinga M, Verdijk P, Van Mechelen W, De Haan A.
Changes in force, surface and motor unit EMG during post-exer-
cise development of low frequency fatigue in vastus lateralis mus-
cle. European J Appl Physiol. 2005;94(5-6):659-669.



NEWELL ET AL.

WILEY-L2

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

Contessa P, Letizi J, De Luca G, Kline JC. Contribution from
motor unit firing adaptations and muscle coactivation during fa-
tigue. J Neurophysiol. 2018;119(6):2186-2193.

Adam A, De Luca CJ. Firing rates of motor units in human vas-
tus lateralis muscle during fatiguing isometric contractions. J App!/
Physiol. 2005;99(1):268-280.

Contessa P, De Luca CJ, Kline JC. The compensatory interaction
between motor unit firing behavior and muscle force during fa-
tigue. J Neurophysiol. 2016;116(4):1579-1585.

Folland JP. Measurement of maximum muscle activation
with the interpolated twitch technique. J Appl Physiol (1985).
2009;107(1):365-368.

Zwarts MJ, Stegeman DF. Multichannel surface EMG: basic as-
pects and clinical utility. Muscle Nerve. 2003;28(1):1-17.

Negro F, Muceli S, Castronovo AM, Holobar A, Farina D. Multi-
channel intramuscular and surface EMG decomposition by
convolutive blind source separation. J Neural Eng. 2016;13(2):
026027.

De Luca CJ, Adam A, Wotiz R, Gilmore LD, Nawab SH.
Decomposition of surface EMG
2006;96(3):1646-1657.

Muceli S, Poppendieck W, Negro F, et al. Accurate and rep-

signals. J Neurophysiol.

resentative decoding of the neural drive to muscles in humans
with multi-channel intramuscular thin-film electrodes. J Physiol.
2015;593(17):3789-3804.

Brancaccio P, Limongelli FM, D’Aponte A, Narici M, Maffulli
N. Changes in skeletal muscle architecture following a cy-
cloergometer test to exhaustion in athletes. J Sci Med Sport.
2008;11(6):538-541.

De Luca CJ, Gonzalez-Cueto JA, Bonato P, Adam A. Motor unit
recruitment and proprioceptive feedback decrease the common
drive. J Neurophysiol. 2009;101(3):1620-1628.

63.

64.

65.

66.

67.

68.

Henneman E. The size-principle: a deterministic output
emerges from a set of probabilistic connections. J Exp Biol.
1985;115(1):105-112.

Scott W, Stevens J, Binder-Macleod SA. Human skeletal muscle
fiber type classifications. Phys Ther. 2001;81(11):1810-1816.
Bazzucchi I, Patrizio F, Felici F, Nicold A, Sacchetti M.
Carbohydrate mouth rinsing: Improved neuromuscular perfor-
mance during isokinetic fatiguing exercise. Int J Sports Physiol
Perform. 2017;12(8):1031-1038.

Jeffers R, Shave R, Ross E, Stevenson EJ, Goodall S. The effect of
a carbohydrate mouth-rinse on neuromuscular fatigue following
cycling exercise. Appl Physiol Nutr Metab. 2015;40(6):557-564.
Campenella B, Mattacola CG, Kimura IF. Effect of visual feed-
back and verbal encouragement on concentric quadriceps and
hamstrings peak torque of males and females. Isokinet Exerc Sci.
2000;8(1):1-6.

Vitale K, Getzin A. Nutrition and supplement update for the
Nutrients.

endurance athlete: review and recommendations.

2019;11(6):1289.

SUPPORTING INFORMATION
Additional supporting information may be found online in
the Supporting Information section.

How to cite this article: Newell ML, Macgregor LJ,
Galloway SDR, Hunter AM. Prolonged cycling
exercise alters neural control strategy, irrespective of
carbohydrate dose ingested. Transl Sports Med.
2021:;4:88-99. https://doi.org/10.1002/tsm2.187



https://doi.org/10.1002/tsm2.187

