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Abstract

BACKGROUND: Metformin has shown potential to improve metabolic efficiency in short-intense efforts,
prolonged-continuous efforts and recovery after supramaximal effort (i.e., phosphocreatine resynthesis).
Metformin administration may be beneficial for high-intensity interval training session. The aim of the
present study was to investigate the acute metformin administration effects on performance, rating of
perceived exertion (RPE), blood lactate, blood glucose and neuromuscular parameters related to a
swimming series of high-intensity.

METHODS: A double-blind, cross-over, randomized and placebo-controlled study was carried out. Seven
healthy swimmers ingested MET (500mg) or placebo capsule on different days and performed a typical
glycolytic session of high-intensity (i.e., lactate production objective). Bout time, RPE, neuromuscular
parameters, blood lactate and glucose were analyzed. Cohen’s d analysis with inference based on
magnitude was adopted (confidence interval set at 90%).

RESULTS: There was an improvement in the performance of the second effort (72/28/0). Blood glucose
during the series presented possible effects for decrease (96/3/1, 78/21/0,93/6/1 after the 4th, 6th and
8th effort respectively) followed by a possible increase effect at the end of the series (1/6/93).Blood
lactate showed a similar behavior of a possible decrease during the series (94/5/1, 60/40/0,90/9/1 after
the 4th, 6th and 8th effort respectively), followed by a possible increase effect at the end of the series
(1/5/94). It was evidenced a possible increase effect on voluntary activation for lower limbs (91/8/1)
without characterization of central and peripheral fatigue.

CONCLUSION: Metformin alters physiological parameters during and after maximal intermittent efforts in
swimming without enhancement on performance.

Introduction

Metformin (MET) has been studied for more than 50 years as a treatment for type Il diabetes (1). It has
been well reported that metformin is an antihyperglycemic drug since it increases peripheral glucose
uptake mediated by AMP-activated protein kinase (AMPK), increases the translocation of glucose
transporters 4 (GLUT-4) (2, 3), induces glycolysis (4) and suppresses gluconeogenesis in the liver (5, 6).
Furthermore, the metformin mildly inhibits ATP production in mitochondria, changes the AMP/ATP ratio,
and as consequence glycolysis and phosphocreatine metabolism (7). Despite these interferences on the
energy system in pathological or cell culture conditions, the ergogenic metformin effects on healthy
subjects have been poorly studied (8-11), and the lack is even greater when related to the athletes (8, 9).

In healthy volunteers, a meta-analysis concluded that metformin ingestion increases the aerobic capacity
(i.e., ventilatory anaerobic threshold), but not maximum oxygen uptake (12). The acute effect of
metformin in healthy subjects not change the maximum oxygen uptake during a graded exercise test, but
induces a lower level of blood lactate concentration on low-intensity exercise (10). Regarding
performance, chronic metformin treatment (3 days) increased the muscle glycogen content, but was not
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enough to improve the endurance performance (13). On the other hand, the evidence of acute metformin
effect on high-intensity exercise still not clear. The acute administration of metformin enhanced the time
to exhaustion at 110% of maximal oxygen uptake and the fast component of the Excess Post-Exercise
Oxygen Consumption (EPOC fast), increasing the anaerobic alactic contribution (8). Thus, three positives
shreds of evidence on acute metformin and exercise can be postulated in healthy individuals to date: i)
increases the aerobic capacity; ii) induces a lower level of blood lactate concentration on low-intensity
exercise iii) increases time to exhaustion at 110% of maximal oxygen uptake; iv) increases the
phosphocreatine resynthesis. In this context, it is expected in athletes that acute metformin may be
beneficial for maintaining efforts during training series in order to improve EPOC fast, phosphocreatine
resynthesis and recovery.

Swimming sport is characterized by different efforts magnitudes either performed continuously
(competition context) or at different distances intermittently (training context). In some specific training
series, the swimmer can be submitted to high-intensity intermittent efforts, in which anaerobic
metabolism is predominant during bouts and the aerobic pathway is required for recovery during the
recovery intervals (14). In addition to the possible benefits inherent in the aforementioned metabolic
pathways of metformin, a possible benefit for swimming training would be related to drug's capacity to
potentiate blood glucose uptake and maintenance through the muscle (6, 15), a response that may
attenuate peripheral fatigue development (16) (i.e., reduction of energy substrates) and consequently
increases tolerance in high-intensity interval exercises.

Thus, the aim of this study was to investigate if the acute effects of metformin administration improve
the swimmers' performance during high-intensity training. In order to explain the expected enhancement
in performance, this study also proposed to verify the metformin effects on neuromuscular fatigue and
physiological parameters (blood glucose and lactate).

Materials & Methods

Participants

Seven male swimmers with age of 21 + 3 height of 179.9 £+ 7.9 cm, weight of 72.7 + 7.7 kg who were
regularly training in the last two months prior to the study and had at least 2 years of experience
(university and regional level) participated in this study. Their 50m front crawl performance represents
66.1% of the 25-meters pool World Record.

Experimental design

A randomized double-blind cross-over model was used and evaluations performed in two different days.
Participants ingested a capsule containing 500 mg of metformin or 500 mg of the placebo 90 minutes
prior to the exercise (the final 15 minutes of the absorption time counted on the heating for the series) (8).
The experimental and placebo situations were separated by 72 hours, regarding the MET wash-out (17,
18).
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Participants were instructed to ingest the capsule with a light feed (e.g., fruits, cereals and foods less
greasy) and not to use coffee, energy drinks, supplements or alcoholics 24 hours prior to the evaluations.
Before each evaluation, swimmers performed a 15 minutes standardized warm-up (coordinated by the
head coach) which was repeated identically for the two evaluation days.

The chosen typical series had 10 maximal bouts of 50 m with 3-minute interval (Vel-2). Time and Rating
of Perceived Exertion (RPE) were monitored each bout during the series. Blood lactate ([Lac]) and glucose
(IGli]) were measured before, during the series and in the recovery. In addition, the neuromuscular fatigue
of the elbow extensor and knee extensor muscles was evaluated with electrical stimulation technique,
being the procedure applied previously and immediately after the efforts. One week before the experiment
all participants were familiarized with the neuromuscular techniques. The familiarization consisted of
perform maximal voluntary contraction (MVC) with electrical stimuli on the portion analyzed (elbow
extensor and knee extensor muscles) in an isometric force analyzing chair.

Metformin intake

A 99.6% pure metformin was administered, while placebo was composed of aerosil (1%), microcrystalline
cellulose (10%) and maize starch (89%). Both contents were encapsulated in a laboratory specialized,
which used rapid release capsules (size: 23.3 mm, diameter: 8.18 mm, volume: 95 ml, capacity 950 mg).
Capsules intake were administered approximately 90 minutes prior to each typical swimming session of
high-intensity intermittent training (i.e.Vel-2)(14). There were no reports of adverse reactions or
sensations after capsules intake.

Collection and analysis of blood samples

All the procedure involving blood samples was carried out by the responsible researchers, which preceded
70% alcohol asepsis for posterior manual lobe puncture with a stainless-steel sterilizing lancet (Wiltex),
sterilized with single use Gamma Ray. Twenty-five microliters (25 pL) of blood were punctured from the
earlobe into previously calibrated and heparinized capillary tubes. Samples were immediately deposited
in 1.5 ml Eppendorf tubes containing 50 pl Sodium Fluoride (NaF-1%) for further analysis on an
electrochemical lactimeter (Yellow Springs Instruments Model 2300, Ohio, USA).

Samples of [Lac] e [Gli] were collected at rest, each 2 bouts (during the series), immediately after the end
of exercise and during the recovery (3, 5, 7 e 10 minutes after the last bout).

Typical swimming training

Consisted of 10 maximum bouts of 50 m, separated by 3 min of passive interval, this series is in
accordance with the models proposed by Maglischo et al. (14) who characterized this training series with
a anaerobic training or velocity training model due to the metabolic predominance of the efforts and the
short interval. This model was chosen due to the characteristic loss of performance between efforts (19).

Neuromuscular fatigue measurement
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Neuromuscular fatigue was assessed by the measurement of muscle strength and stimulation in the
analyzed muscle. The electrical stimulation was assessed by a prototype of an electric stimulator
developed for this purpose with a capacity of 200 V peak-to-peak (Bioestimulador, Insight®, RibeirdoPreto
— Brazil). All efforts were performed against load cells positioned towards the ankle and the wrist of the
participant (CSR-1T, MK Control® Sao Paulo, Brazil) and the data acquisition was done in Labview 2015
environment (National Instruments®) with 1000Hz frequency.

Neuromuscular parameters of the extensor muscles of the knee and elbow were measured by double
electric pulses (duration of 1 ms and intervals of 10 ms) applied to the muscular belly. Two round
electrodes (3 cm diameter) were used on triceps brachii (EletrodosAutoadesivos CF3200 ValuTrode®) (20)
and two 5 x 9 cm electrodes were used on quadriceps femoris (EletrodosAutoadesivos CF5090
ValuTrode®).

After the trichotomy and skin cleaning by abrasion and alcohol 70% of the anatomical points of each
musculature, the electrodes were bound in the regions suitable to muscle stimulation. For elbow extensor
muscles neuromuscular fatigue evaluation, the cathode electrode was positioned at the end of the long
head of the triceps brachii muscle, near the lowest border of the deltoid muscle, and the anode electrode
was positioned in the distal tendon of the triceps brachii, near to the olecranon (21). For knee extensor
muscles neuromuscular fatigue evaluation, the cathode was positioned in the upper limit of the
vastuslateralis muscle and the anode positioned at the lowest limit of the same musculature (22).

Muscular strength was measured in a chair built to measure the elbow and knee extension of isometric
strength. The participant remained with the trunk secured to the chair so that the dominant arm (intended
for evaluation) remained relaxed and parallel to the trunk with an elbow flexed in 90°. For the power
assessment of the lower limbs, the participant sat with his dominant leg at 90° of knee flexion. The load
cells, used to measure the force by deformation during the accomplishment of muscular contraction,
were fastened the respective bracelet/ankle and fixed in inextensible adjustable handles that allowed the
measurement of the force exerted by the extension of the knee and elbow.

In the knee extensor neuromuscular fatigue evaluation two MVC and a progressive electrostimulation test
(PET) was performed as first and second step. The PET has the purpose of finding the best intensity for
stimulation and was composed of a progressive electrical pulse with the analyzed muscles relaxed (10
mA increase at each stimulus). The third step consisted of 5-seconds duration MVC (moment which the
peak force - PFy was verified) with an electrical stimualtion during the MVC and other stimulation 3-
second at the end of the MVC(with the relaxed muscles)(23). The difference between PF, and the force
evocated was Twitch Superimposed (TSk) and the difference between relaxed force and force evocated
was Twitch Potentiated (TPg). The voluntary activation of the knee extensor muscles was calculated with
a formula proposed by Allen (24) (Equation 1).
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Equation 1. VAg (%) =[1 - (TSx / TP)] * 100

VA - voluntary activation; TSy — Twitch Superimposed (represents the difference between maximum
force rate and stimulation force evocate); TPc— Twitch Potentiated (force evocated with relaxed muscles
after maximum voluntary contraction test).

The neuromuscular fatigue evaluation for elbow extensor muscles was performed in two stages, the
accomplishment of a PET, to establish the best stimulation intensity, and in a second moment a single
pulse was applied with the relaxed muscles. The difference between relaxed force and force evocated
was Twitch Control (TCqtg).

Statistical analysis

The data were processed through version 20.0 SPSS (IBM corp®©, Armonk, New York, USA). Magnitude-
based inference analysis was used as a mathematical procedure between subjects (MET vs Placebo) to
establish effect size, confidence interval (set at 90%) and qualitative inference in order to identify the

” oo

effect of metformin for “decrease”, “increase” or “trivial” effects (25).

Effect probabilities were identified according to their propensity to be substantially positive, negative (>
5%) or trivial. Thus, the changes were qualitatively assessed as follows: <1% = Highly unlikely; 1% -5% =
Very unlikely; 5% -25% = Unlikely; 25% -75% = Slight possibility; 75% -95% = Possible; 95% -99% = High
possibility (26). Due to data density and aiming a better result compiled, blood lactate, blood glucose,
RPE and performance had their statistics ordered for moment effect (fixed values) while the
neuromuscular parameters were ordered for time effect (A%).

Results

The statistical procedure indicated that at rest the intake of metformin might have a possible effect of
reduced blood glucose (86/13/1). After the 4°, 6° and 8° bouts, there were possible effect of reduce blood
glucose (95/3/1,78/21/0,93/6/1 respectively), whereas at the end of the swimming training was found

a possible increasing effect (1/6/93). Metformin shows a possible effect of reduced blood glucose on the
5-minutes recovery (92/7/1) (Figure 1).

Metformin shows no effects on resting blood lactate. However, it was possible to find possible decrease
effects at the end of the 4°, 6° and 8° bout (94/5/1, 60/40/0, 90/9/1 respectively). Metformin intake
evidenced a possible increase effect after the last bout (1/5/94). A possible reduce effect occurred on the
5-minutes recovery (91/8/1) (Figure 2).

Statistical analysis applied to neuromuscular parameters indicates a possible increase effect on VA,
(91/8/1) and a possible decrease effect on TPy (1/8/91) (Table 1).
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Par. Placebo A% Metformin A% Effect Increa Infere

size + se/ nce
confid
ence Trivial
Pre Post Pre Post |an|terv /
(90%)  Reduc
e

TCrp 264+ 225+ -155 235+ 186+ -20,2 -0,08 0/99/ Very
(N) 6,8 9,8 6,8 6,8 +0,06 1 likely
trivial

TSk 421+ 382+ -11,1 491+ 353+ -284 -0,52 1/8/9  Likely
(N) 34,3 32,3 46,1 36,2 +042 1 -ive

TPy 261,8 2206 -156 2726 2305 -153 002+ 0/100 Most
0,02

(N) +205 +627 +372 +471 , /0 likely

trivial

PFy 645,3 602,1 -6,7 659,1 668,8 41 006+ 0/100 Most

(N) +951 + +480 + 0,05 /0 likely

105,9 104,9 trivial

VA 864+ 861+ 03 847+ 882+ 35 0,53+ 91/8/ Likely
0,42 1 +ive

(%) 11,7 10,8 11,4 10,7

Table 1. Neuromuscular parameters in mean * standard deviation before and after the typical series in
two different conditions (placebo and metformin intake). Difference between conditions, effect size,
confidence interval and qualitative inference of the magnitude-based inference analysis.

Par. — Parameter; A% - variation percentile; TCg — Twitch Control of elbow extensor muscles; VAi —
Voluntary activation of knee extensor muscles; TSy — Twitch Superimposed applied on quadriceps
femoris; TP —Twitch Potentiated of knee extensor muscles; PFy — Peak force of knee extensor muscles.

Despite the similar behavior in each condition, metformin intake showed a possible reduce effect on RPE
response after the first bout (70/29/1) and possible increase effect after the seventh effort (0/40/60)
(Figure 3).

A general overview indicates that MET does not improve performance in a large scale. Only the second
bout shows a possible decrease effect on bout time (72/28/0) (Figure 4).

Discussion

The present study is the first to investigate the acute metformin intake in athletes on performance and
physiological parameters during a typical high-intensity exercise series. We found that metformin does
improve performance only on the second bout in a swimming typical series. Physiological and
neuromuscular results can explain and support other implications about metformin intake.

Page 7/22



Metformin is mainly related to the maintenance of blood glucose (7), thus, it was expected that in pre-
training conditions with healthy subjects there were no evident signs of the MET alterations for lactate
and blood glucose (10). Although the present study evidences that metformin intake during rest may
have a blood glucose lowering effect in swimmers, it is important to emphasize that this effect may have
been due to an increase in the blood glucose depletion provided by the effort made in the warm-up.

Metformin intake showed a possible reduced effect on blood glucose followed by a sudden increase
during the recovery time (Figure 1). Among the few studies investigating the metformin effects on
exercise involving healthy participants, Johnson et al. (10) evidenced that during an aerobic exercise the
blood glucose has a slight tendency to reduce when associated with metformin intake, however, this
evidence was not significant.

During recovery, it was also possible to note that metformin promoted an "early" recovery behavior by
blood glucose when compared to placebo (Figure 1), a situation possibly resulting from a higher uptake
of glucose (2, 27, 28). Johnson et al. (10) investigated the metformin effects for healthy subjects, and
showed that after an aerobic exercise the metformin had slightly lowered blood glucose levels than the
placebo group, however, no difference was found. The difference between the responses for the two
studies may be a consequence of the group training status, since athletes have a capillary and blood flow
greater than sedentary ones facilitating glucose transport and consequently uptake (29, 30).

Metformin capability to increase the glycolysis rate, consequently increasing lactate production, has
already been demonstrated in studies using cell cultures and rats (4, 31). However, as found in the study
of Learsi et al. (8), which involved the metformin and exercise in healthy subjects, the present study did
not present alterations of this parameter during the rest period.

Despite its behavior at rest, during the typical series, metformin showed a tendency to reduce lactate
production from the 2nd to the 8th bout followed by an expressive increase at the end of the series
(Figure 2),corroborated by the study of Johnson et al. (10) who verified a similar effect in healthy subjects
performing high-intensity exercises after MET uptake. Considering that [Lac’] after supramaximal efforts
are associated with glycolysis index (8, 32) and that the typical series model was composed of maximal
50 m maximum efforts, the present study evidence suggest that there was glycolysis reduction during the
efforts, contrasting a smaller use of the lactic anaerobic pathway (33).

Lower [Lac], that characterize discrete decrease of glycolysis (Figure 2) during the series, may indicate
that another energetic pathway would have benefited from this metabolic change occurred with similar
performance response (Figure 4). In this scenario, the absence of pathway analysis by oxygen
consumption limits final conclusions regarding the relationship between the metabolic pathways
triggered during and after the typical series. However, a study involving oxygen consumption analysis in
healthy individuals after metformin intake evidenced that the anaerobic alactic pathway was
potentialized during a supramaximal effort (8).
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Learsi et al. (8) showed that metformin improves performance in a supramaximal effort without change
in [Lac] when compared with placebo situation, suggesting the increase of the alactic anaerobic
contribution. Despite the intensity of the bouts during the series, the only performance improvement
occurred in the second bout accompanied by reduction of [Lac]. Analyzing this situation, and considering
the aerobic participation in the series intervals, it is strongly hypothesized that metformin plays a
different role in continuous efforts.

Another important consideration is that reducing the [Lac] has not been a facilitator for performance
improvement, since acidosis increases the hydrogen ion accumulation (H*) reducing the efficiency of the
creatine-phosphate system (34). If metformin significantly increased ADP and phosphocreatine (35)
resulting in increased creatine kinase, consequently favoring the alactic anaerobic pathway (8), the 50 m
performance would have a discreet decrease during the series compared with placebo situation. This
hypothesis would be confirmed for two reasons: due to the time of effort in agreement with the
production of the energy pathway (50 m bout presented an average time of 30s in this study), and the
rest between the bouts (3min) favored the complete resynthesizes of the alactic anaerobic pathway (34).
Although these results indicate that the aerobic pathway may undergo alterations after metformin intake,
Braun et al. (9) did not find differences in the parameters related to the oxidative pathway.

At the end of the series, a possible increase effect of [Lac] after metformin intake (1/5/94) was found,
while in the 5th minute of the recovery the MET intake had a possible decrease effect on the same
parameter (91/8/1). These responses contrast a different behavior after ingestion of the two compounds
(evident in Figure 2), which the accumulation and removal process (until the 7th minute) of [Lac] became
"faster” for metformin condition. This behavior becomes even more evident when it is observed that the
peak of lactate accumulation after metformin intake occurred at the end of the typical series, whereas
after the placebo intake the same physiological situation occurred at the 5th minute (Figure 2).

Although Johnson et al. (10) not investigating the [Lac] recovery in the short-term, it has been shown that
after more than 30 min the [Lac] recovery is more efficient with the metformin intake. Emphasizing the
metformin ability to mediate metabolic changes via AMPK (36), it is suggested that the [Lac] reduction at
the end of an effort may be associated with an increase in the aerobic contribution, however, further
investigations involving training in healthy people are required to study the [Lac’] recovery kinetics after
metformin intake (10).

Considering the [Lac] participants and the effort performed on the series (10 bouts with maximum
intensity), it is possible that this scenario facilitates the establishment of neuromuscular fatigue (37).
Due to the increased blood glucose uptake promoted by metformin, the present study had the
complementary objective to verify if the metformin is able to promote better support of the efforts during
the series (2). The results indicated that the TS, parameter suffered a possible reduction effect,
demonstrating a recovery from the central pathway or, as may have happened in this case, the metformin
may have favored the central pathway before the series beginning (38).

Page 9/22



In addition to the central pathway recovery, the typical series performed was not able to cause peripheral
fatigue in the elbow extensor and knee extensor muscles, considering that the two parameters related to
such fatigue (TCrg and TP respectively) did not present a significant effect size (38) (Table 1).

The literature lacks research on neuromuscular fatigue in swimming training models; however, studies
have shown that a 100 m maximal bout on swimming can generate neuromuscular fatigue and modify
the electrical response of upper limbs (39) as well as a 200 m maximum effort (40). There is evidence
that the peripheral fatigue process affects lower limbs on a smaller scale in swimming, since much of the
swimming propulsion is concentrated in upper limbs (40).

Instead to the above mentioned maximum continuous efforts, the absence of peripheral fatigue from the
typical series can be explained by its intermittent characteristics, since the intermittent during a task that
requires high-strength levels has the capacity to present lower levels of neuromuscular fatigue for
muscles such as the triceps brachii when compared to continuous exercises (41).

The possible increase effect of VA¢ corroborates the TSy reduction parameter, indicating a facilitation by
the metformin for post-activation potentiation of lower limbs, considering that lower limb are less
required in swimming and consequently more spared of the fatigue process (40). In addition, metformin
increases the recruitment of GLUT-4 (2, 3) which has the function of increasing intramuscular calcium
during contraction (42), fundamental for post-activation potentiation to occur and increase muscle
voluntary activation (43).

Another potential effect that has been studied for metformin is its ability to inhibit the Mammalian Target
of Rapamycin (mTOR) pathway resulting in increased AMPK activity (44). The mTOR pathway plays an
important role as a signal of the nervous system under chronic pain conditions, so it is possible that
metformin may attenuate sensation of pain (44). Considering the sensations of performing a high-
intensity exercise as in the typical series, it was evidenced in two possible (and slight) effects of this drug
(after the 1st and 7th bout), indicating that the participants had different fatigue sensations. However, the
representation of these scattered results in the general context of the series (two slight effects in 10
moments - Figure 3) are inconclusive and possibly this effect is not associated with fatigue sensations.

Finally, despite the possible effects found for neuromuscular fatigue, blood lactate and glucose,
metformin promoted a single performance improvement within the typical series (2nd effort - Figure 4).
Due to this was the first study involving metformin for athletes in a typical series in swimming, there is no
ecological comparative scientific evidence. Even though the study of Learsi et al. (8) demonstrated a
performance improvement in a high-intensity exercise, it is important to note that in the present study,
which also used high-intensity efforts, used intermittent efforts with shorter durations. Therefore, the
energetic metabolism involved in the task may be different.

Learsi et al. (8) evidenced that the anaerobic alactic pathway could be favored without altering the total
anaerobic capacity, however, this would explain a possible improvement in the performance of high-
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intensity and short duration efforts. In the present study the series used could be strongly favored by the
anaerobic alactic pathway in the first efforts, however, no consistent results were found in a general view.

It is concluded that metformin alters metabolic functions in healthy individuals during intermittent
exercise and recovery. The results showed that metformin was able to improve the central pathway
response before the beginning of the exercise and to increase the voluntary activation; consequently, this
neuromuscular alteration increases the post-activation potentiation of skeletal muscle. The
neuromuscular mechanism in addition to metformin should still be studied in different situations with
greater time-course.

Finally, it was possible to conclude that, besides not altering the fatigue sensation of the participants, the
metformin improved performance only in the second bout, but not in the other series on a typical
swimming training. In neuromuscular aspects, metformin has effects that can be interpreted as beneficial
in a sports setting.
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Figure 1

Left figure represents the real behavior of blood glucose; R - Rest. Right figure shows magnitude-based
inference analysis between-conditions. Trivial area (grey) threshold is -0.2 to 0.2 and bars indicate + 90%
confidence limits.
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Left figure represents the real behavior of blood glucose; R - Rest. Right figure shows magnitude-based
inference analysis between-conditions. Trivial area (grey) threshold is -0.2 to 0.2 and bars indicate + 90%
confidence limits.
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Left figure represents the real behavior of blood glucose; R - Rest. Right figure shows magnitude-based
inference analysis between-conditions. Trivial area (grey) threshold is -0.2 to 0.2 and bars indicate + 90%

confidence limits.
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Left figure represents the real behavior of blood lactate; R - Rest. Right figure shows magnitude-based
inference analysis between-conditions. Trivial area (grey) threshold is -0.2 to 0.2 and bars indicate + 90%

confidence limits.
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Left figure represents the real behavior of blood lactate; R - Rest. Right figure shows magnitude-based
inference analysis between-conditions. Trivial area (grey) threshold is -0.2 to 0.2 and bars indicate + 90%

confidence limits.
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Left figure represents the real behavior of blood lactate; R - Rest. Right figure shows magnitude-based
inference analysis between-conditions. Trivial area (grey) threshold is -0.2 to 0.2 and bars indicate + 90%

confidence limits.

Page 17/22



Rating of perceived exertion of each bout

12 5 —= Placebo 1 Reduce Trivial Increase
11 ‘M etfarmin ‘l"-j ————— 707231 - Possibly -ive
o O < = §
@ g . T _ I P -! e 0/52/48 - Possibly trivial
= 1 e 1 i 3e e 0/2:648 - Very hikely tiivial
c 94 e
'-g T S - 49+ e 29/T1/0 - Possibly trivial
g °] W T
> A 50 . 0/100/0 - Most Fkely rivial
o " ; W T 1
E 6 - i 54 — DT 525 - Likely trivial
g 5| [ I .\ 1 P ——  040/5D - Possibly +ive
© . A
fﬁ‘ 4 15 4 8°- . 010040 - Mot likely wivial
m 34 I l ge = 01 00/0 - Mot fikely trivial
=
© o 1 1094 . 0410000 - Mot likely trivial
o
Vs R Ay Eel e LER LY b 050 025 000 025 080
0 1 2 3 £ 5 6 T i) 5 10 2 X + y £
50-meters bout Effect Size
Figure 3

Left figure represents the real rating of perceived exertion behavior. Right figure shows magnitude-based
inference analysis between-conditions. Trivial area (grey) threshold is -0.2 to 0.2 and bars indicate + 90%
confidence limits.
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Figure 3

Left figure represents the real rating of perceived exertion behavior. Right figure shows magnitude-based
inference analysis between-conditions. Trivial area (grey) threshold is -0.2 to 0.2 and bars indicate + 90%
confidence limits.
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Figure 3

Left figure represents the real rating of perceived exertion behavior. Right figure shows magnitude-based
inference analysis between-conditions. Trivial area (grey) threshold is -0.2 to 0.2 and bars indicate + 90%
confidence limits.
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Figure 4

0.50

Left figure represents the real performance behavior. Right figure shows magnitude-based inference
analysis between-conditions. Trivial area (grey) threshold is -0.2 to 0.2 and bars indicate + 90%

confidence limits.
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Figure 4

0,50

Left figure represents the real performance behavior. Right figure shows magnitude-based inference
analysis between-conditions. Trivial area (grey) threshold is -0.2 to 0.2 and bars indicate + 90%

confidence limits.
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Left figure represents the real performance behavior. Right figure shows magnitude-based inference
analysis between-conditions. Trivial area (grey) threshold is -0.2 to 0.2 and bars indicate + 90%
confidence limits.
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