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Abstract (max. 200 words) 

     It is well known that a training intervention leads to mitochondrial adaptations with increased skeletal muscle mitochondrial biogenesis and 

function. Studies have recently indicated that skeletal muscle mitochondrial function is important for athletic performance. During exercise 

reactive oxygen species are released from skeletal muscle potentially leading to adaptations but maybe also to fatigue. Focus has been on how 

chronic antioxidant supplementation affects a training adaptation, where some studies are reporting an abolished adaptation. Whether acute 

antioxidant supplementation could have a positive effect on fatigue and performance is interesting and highly relevant in sports where athletes are 

competing over several consecutive days or on the same day, with preliminary competitions in the morning and finals in the afternoon, where it is 

important for the athletes to recover fast. 

     This review provides an overview of the effects of acute antioxidant supplementation and whether it leads to improved performance and/or 

faster recovery in humans. 

 

Introduction 

     Winning medals at the Olympic Games are settled down to tenths of a second, which is why a lot of time and effort are put into optimization 

for the athletes. The format in many sports events demands maximal performance more than one time per day, or competing many days in a row 

at high intensities. This setup makes it very important for the athletes to recover fast. It has been reported that performance decreases (1% in race 

speed) from qualifying to finals (during the same day) in 4000 meter track cycling1, which could indicate lack of recovery. Other studies have 

reported the same drop in performance with multiple maximal efforts over the course of one day2,3. These studies imply that intense exercise 

lasting approximately 4 min can lead to a drop in performance when another bout of intense exercise is performed the same day a few hours later. 

It needs to be mentioned that high intensity exercise bouts lasting more than 1 min are highly dependent on aerobic energy metabolism, where the 

mitochondria are important. 

     Development of muscle fatigue during intense exercise is a very complex process that at the end leads to a decrease in maximal force or power 

production4. Disturbances in different ions (hydrogen, potassium and calcium) in the contractile filaments are linked to muscle fatigue5. During 

high intensity aerobic exercise a transient increase in reactive oxygen species (ROS) production from the skeletal muscle is seen6, which is 

beneficial for a training adaptation7, but potentially negative for performance. The transient increase in ROS might affect potassium handling and 

calcium sensitivity negatively leading to decreased performance8. Studies have shown that mitochondrial oxidative phosphorylation capacity is 

important for aerobic energy metabolism during intense exercise9. Interestingly it has been reported that incubating isolated skeletal muscle 

mitochondria with H2O2 leads to a reduced state 3 respiration and increased state 4 respiration, indicating that the mitochondria are less efficient, 

which is supported by a reduced P/O ratio10. These ex-vivo data indicates that the capacity to produce ATP is diminished if ROS production is 

high during intense exercise, and the efficiency to produce ATP is reduced (lower P/O ratio), leading to a lower total energy production. 

     During competition it could make sense to try to reduce ROS production in order to improve performance and recovery. The antioxidative 

system will scavenge ROS production11, and is increased after a training period11, but whether acute supplementation with antioxidants will be 

beneficial in regard to performance and recovery is not that well investigated. 

     The present review will focus on how acute antioxidant supplementation will influence performance and / or recovery in athletes, competing 

more than one time per day or consecutive days. Focus will primarily be on oral antioxidant supplementation.   

 

Methods 

     A literature search was conducted in the database PubMed, with a focus on acute antioxidant supplementation, performance and recovery.  

 

Exercise and mitochondrial function (reactive oxygen species production) 
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     It is well established that training interventions improves mitochondrial function, this is seen with an improved mitochondrial respiratory 

capacity, content9 and antioxidative capacity12. Hans Hoppeler looked at mitochondrial volume density using electron microscopy before and 

after 6 weeks of endurance training and found an increased mitochondrial volume density13. Different training modalities improves mitochondrial 

function. It has been reported that as little 

as 14 days of high intensity training 

improves mitochondrial respiratory 

capacity and mitochondrial content, with 

no changes in intrinsic mitochondrial 

respiratory capacity14. Endurance training 

for 6 weeks improves mitochondrial 

content as well as respiratory capacity, 

but with a reduced intrinsic 

mitochondrial respiratory capacity15.  

This reduced intrinsic mitochondrial 

respiratory capacity indicates that 

mitochondrial volume is increased more 

than mitochondrial respiratory capacity, 

which might reduce production of ROS 

during exercise. 

     Davies and colleagues reported that 

ROS production increased during 

exercise and provided a stimulus for 

mitochondrial biogenesis16. Mito-

hormesis describes the relationship of 

low exposure to a stressor will lead to 

beneficial adaptations17, during acute 

exercise ROS will transient increase and 

will lead to a training adaptation 

(mitochondrial biogenesis)7. The early 

study by Davies reported increased ROS 

production following exercise, but the analysis was done on whole muscle tissue16, and it was therefore not possible to distinguish between 

mitochondrial or cytosolic derived ROS. Henriquez-Olguin published a review in 2020 highlighting the importance of being able to distinguish 

between cytosolic and mitochondrial derived ROS production in relation to adaptation6. In this review they report that cytosolic ROS is increased 

during exercise whereas mitochondrial ROS is increased post exercise6. These studies indicate that production of ROS during and after exercise is 

an important signaling molecule for training adaptations (see figure 1). Some studies have shown that removing this signal (ROS) during a 

training intervention with antioxidant supplementation (chronic exposure to training and antioxidant supplementation) will lead to abolished 

adaptations18-20. It seems as if previous training status could have an influence on the adaptation after antioxidant supplementation19, unfortunately 

VO2peak was not reported in the study, which would have been interesting. 

 

Reactive oxygen species and athletic performance 

     As highlighted in the previous section ROS production from the skeletal muscle (cytosolic and mitochondrial derived) seems to be important 

in order to induce a training adaptation, and removing this signal with antioxidant supplementation leads to abolished adaptations. Focusing on 

optimizing performance and reducing fatigue during competition it might be relevant to scavenge ROS with acute antioxidant supplementation.  

     Accumulation of ROS has been linked to the development of fatigue21-23. During exercise oxygen uptake increases in an intensity dependent 

manner, increasing flux through the electron transport system, leads to an intensity dependent increased ROS production from skeletal 

muscle16,24,25. At higher intensities the endogenous antioxidant defense system are not able to scavenge the ROS produced thereby leading to 

fatigue and potentially reduced performance (see figure 1). Different mechanisms has been speculated to be responsible for the development of 

fatigue with high ROS accumulation and impaired calcium handling being some of them. Therefore is seems reasonable to try to manipulate ROS 

production acutely with antioxidant supplementation in order to improve performance and reduce fatigue.  

 

Antioxidants supplements 

 

     In table 1 the antioxidants mostly used as supplements to improve performance are listed with their function briefly described. 

Antioxidant Function 

Beetroot juice (nitric oxide) It is suggested that it leads to increased blood flow and efficiency in the working muscle26 

Coenzyme Q10 Important for the transport of electrons in the electron transport system in the mitochondria – leading to 

energy production and an important antioxidant27 

N-acetyl cysteine (NAC) Important antioxidant leading to increased concentration of glutathione28 

Vitamin C Protects cells from oxidative damage. Potential improvement in aerobe capacity leading to improved 

performance29 

Vitamin E Protects cells from oxidative damage. Potential improvement in aerobe capacity leading to improved 

performance29 

Polyphenols Antioxidative properties potentially leading to mitochondrial biogenesis30,31 

  

Acute antioxidant supplementation and exercise performance 

 
Figure 1: The left side of the figure shows effects of a long-term training intervention, and how 

antioxidant supplementation could abolish a training adaptation. The right side shows the 

speculated effect of acute antioxidant supplementation on performance and fatigue. In both 

situations the increased ROS production after one bout of exercise is important. 
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     In the following section data from studies using acute oral antioxidant supplementation will be covered with focus on performance and 

recovery, but studies using intravenous infusion will also briefly be mentioned. Acute supplementation is considered to be less than or equal to 7 

days. The antioxidants mentioned in Table 1 will be discussed. 

 

Beetroot juice (nitric oxide) 

 

Table 2: Studies investigating the effects of beetroot juice supplementation on performance and recovery. 

Reference Supplement Participants Exercise/test Impact on performance/recovery 

Esen et al.32 12.8 mmol NO-
3 

supplemented 3 

h pre exercise 

Trained rugby 

players (n=12) 

Crossover design 

The Prone Yo-Yo IR1 test and 

countermovement jumps (CMJ) 

No differences were seen in either Yo-Yo 

test or CMJ 

Behrens Jr et 

al.33 

6.4 mmol NO-
3 

supplemented 

2.5 h pre 

exercise 

Males and 

females with 

obesity (n=16; 

11 males and 5 

females) 

Crossover design 

Time to exhaustion test at 90% of 

maximal workload 

An increased TTE was seen after beetroot 

juice supplementation, this was 

accompanied by a reduced oxygen 

consumption at the given intensity. 

Lopéz-Samanes 

et al.34 

6.4 mmol NO-
3 

supplemented 3 

h pre exercise 

Elite female 

hockey players 

(n=11) 

Crossover design 

CMJ & isometric handgrip strength 

& 20 m sprint and repeated sprint 

ability test. Simulated hockey match 

play 

No differences were seen in 

neuromuscular performance or match-play 

demands. 

Gleen et al.35 

 

8 g of citrulline-

malate (CM) 

(precursor to 

nitric oxide) 1 h 

pre exercise 

Female master 

athletes tennis 

players (n=17) 

Crossover design 

Grip strength, vertical power, 

Wingate test (anaerobic cycling 

performance) 

Grip strength increased after CM 

supplementation. Vertical power did not 

change. Peak power and average power 

during the Wingate test increased with CM 

supplementation. 

Sandbakk et al.36 614 mg nitrate 

2.5 h pre 

exercise  

Male elite cross-

country skiers 

(n=9) (VO2peak: 

69.3±5.8 

ml/min/kg) 

Crossover design 

Running economy (at 10 and 14 

km/h with 1% incline. 180 m and 5 

km time trial running performance. 

No differences were seen in running 

economy or time trial (180 m or 5 km) 

after acute supplementation. 

Gills et al.37 8 g of citrulline-

malate (CM) 

(precursor to 

nitric oxide) 1 h 

pre exercise 

Recreational 

active males 

(n=28) 

Crossover design 

Aerobic cycling test (time to 

exhaustion (TTE)) and a 30 sec 

Wingate test 

No difference was seen in TTE or total 

work completed during the aerobic test or 

mean and peak power during the Wingate 

test. 

MacLeod et al.38 6 mmol NO-
3 

supplemented 2 

h pre exercise 

Trained male 

cyclist (VO2peak > 

60ml/min/kg) 

At normoxia and 

moderate 

hypoxia (2500 

m) 

15 min steady state exercise at 50% 

of maximum power output and 10 

km time trial 

No difference was seen in either steady 

state exercise or time trial after beetroot 

juice supplementation. Mean power output 

during the time trial was higher in 

normoxia compared to hypoxia. 

Wickham et al.39 12.8 mmol NO-
3 

supplemented 2 

h pre exercise 

Recreational 

active females 

(n=12) 

10 min at 50% of VO2peak and 10 min 

at 70% of VO2peak followed by a time 

trial (4 kJ/kg body mass) 

No difference was found in oxygen 

consumption during the two different 

exercise intensities or time trial 

performance. 

Clifford et al.40 A low and high 

supplementation 

with beetroot 

juice. 

Concentration is 

not given. 

Recreational 

active males 

(n=30) allocated 

to either low or 

high beetroot 

juice or placebo 

(10 in each 

group= 

Muscle damaging exercise bout 

(100-drop jumps). Counter 

movement jump (CMJ) height was 

measured post the muscle damaging 

exercise and again 24, 48 and 72 h 

after. 

CMJ height was rescued faster with 

beetroot juice supplementation compared 

with placebo.  

Pressure pain threshold was also improved 

in the two supplemented groups. 

Clifford et al.41 Beetroot juice 

supplementation 

for 3 days 

Team-sports 

players (n=20) 

20 maximal-effort 30 m sprints. 

Counter movement jump (CMJ) 

height was measured during 

supplementation an 24 hours after 

last sprint test. 

No difference was seen in sprint 

performance between the two groups. 

CMJ height was rescued faster with 

supplementation. 

Jiaqi et al.42 6.45 or 12.9 

mmol NO-
3 

supplemented 

Recreational 

active women 

(n=13) 

8 x 1 min bouts of cycling at 85% of 

peak power output with 1 min active 

recovery. Heart rate (HR), blood 

HR at work and in the recovery period was 

improved with both supplementations and 

with no difference between the two 
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2.5 h pre 

exercise 

lactate and rating of perceived 

exertion (RPE) were assessed. 

concentrations. RPE was also improved 

with both supplementations and with no 

difference between the two concentrations. 

Moreno-

Heredero et al.43 

6.4 mmol NO-
3 

supplemented 3 

h pre exercise 

Competitive 

swimmers 

(n=18; 9 females 

and 9 males) 

Crossover design 

2 x (6 x 100 m) maximal effort with 

40 sec rest between repetitions and 3 

min between sets 

100 m times showed no differences 

between groups. Although the 

supplemented groups decreased the 6th 

repetition of set 2 compared to the same 

repetition in set 1. 

Esen et al.44 12.8 mmol NO-
3 

supplemented 3 

h pre exercise 

Male gymnasts 

at an 

international 

level (n=10) 

Crossover design 

Maximal strength of the upper-leg 

and upper-arm & muscular 

endurance 

No differences were seen in strength or 

endurance. 

Bailey et al.45 5.1 mmol NO-
3 

supplemented for 

6 days 

Recreational 

active males 

(n=7) 

Crossover design 

4 min bouts of exercise at low and 

high exercise intensity was 

performed.  

A reduced oxygen consumption was seen 

after supplementation at low and high 

exercise intensity. Indicating an improved 

efficiency. 

Bailey et al.46 6 g of l-arginine 

was ingested 1 h 

pre exercise 

Recreational 

active males 

(n=9) 

Crossover design 

6 min bouts of exercise at low and 

high exercise intensity was 

performed. 

A reduced oxygen consumption was seen 

after supplementation at low and high 

exercise intensity. Indicating an improved 

efficiency. 

Vanhatalo et al.47 5.2 mmol NO-
3 

was ingested 2.5 

h pre exercise 

and 

supplemented for 

5 days more 

Recreational 

active 

participants 

(n=8; 3 females 

and 5 males)  

Crossover design 

Two 5 min exercise bouts at 90% of 

gas exchange threshold (GET) was 

done followed by an incremental 

ramp test. 7 min rest in between and 

additionally 3 min baseline at 20W 

or unloaded was done (total of 10 

min rest) 

A reduced oxygen consumption was seen 

after 2.5 h and 5 days ingestion / 

supplementation at moderate intensity 

(90% GET). During the incremental test, 

no differences were seen in oxygen 

consumption. 

 

     Beetroot juice containing nitrate or precursors to nitric oxide has been tested acutely in many different participants ranging from elite athletes 

to recreational active participants at different ages. 

     Behrens Jr. et al. investigated the effect of nitrate supplementation 2.5 h before exercise composing of at time to exhaustion test at 90% of 

maximal workload in males and females with obesity. An increased time to exhaustion was found accompanied by a reduced oxygen 

consumption at the given intensity33. Investigating recreational active participants some studies are reporting a beneficial effect of nitrate 

supplementation with a reduced oxygen consumption at a given exercise intensity45-47. In another study in recreational active females heart rate at 

work and during recovery was lowered with supplementation, indicating a beneficial effect of nitrate42. Clifford and colleagues investigated the 

effect of recovery after muscle damaging exercise in recreational active males, and found that countermovement jumps and pressure pain 

threshold was improved with supplementation40. Additional two studies investigated the effect of nitrate supplementation in recreational active 

participants on an aerobic time trial37,39 or a Wingate test37, where no differences were found in any of the measured outcomes.  

     When looking at the acute effect of nitrate supplementation in more trained participants the picture is a little more blurry.  

     Moreno-Heredero and colleagues investigated the effect of nitrate on swimming performance on 2 sets of 6 repetitions and found no overall 

effect of the supplementation although some of the repetitions were improved after supplementation43. In a study in trained male gymnasts no 

effect were seen after nitrate supplementation on maximal strength or muscular endurance44. Clifford and colleagues investigated the effect of 3 

days of nitrate supplementation in team-sports players, and found no differences in maximal sprint effort (20 times 30 m sprint), 

countermovement jump height (used as a measure for recovery) was measured as well and was improved in the supplemented group41. Acute 

nitrate supplementation has also been investigated in trained cyclist and elite cross-country skiers, where focus was on steady state exercise and 

time trial performance, where no effect was seen on either of the outcomes after acute nitrate supplementation36,38. Isometric handgrip strength, 

sprint abilities and countermovement jump was measured in elite female hockey players, no beneficial effect was seen after ingestion34. A Yo-Yo 

test and a countermovement jump test was performed in trained rugby players, and no changes were seen in the outcomes after ingestion of 

nitrate32. A precursor to nitric oxide (citrulline-malate) was given to female master athletes tennis players, and grip strength, vertical power and a 

wingate test were performed. Grip strength and the wingate test improved after ingestion of the precursor, with no changes in vertical power35. 

     Beetroot juice (nitrate) seems to have an effect in recreational active participants and participants with obesity when it comes to time to 

exhaustion or oxygen consumption at a given exercise intensity, although not all studies are supporting this. In more trained athletes the results 

are not that positive, where no effects are seen when it comes to sprint performance, steady state exercise or time trial performance. Interestingly 

it seems to be beneficial for older athletes when it comes to ingestion of nitrate. Overall there is a huge difference in response to 

ingestion/supplementation of beetroot juice depending on training status, body composition and age.   

 

Coenzyme Q10 

     Few studies have been conducted with acute Coenzyme Q10 (CoQ10) supplementation. Reviews on long-term supplementation is available, but 

is not the scope of this review48,49.  

 

Table 3: Studies investigating the effects of Coenzyme Q10 supplementation on performance and recovery. 

Reference Supplement Participants Exercise/test Impact on performance/recovery/stress 

markers 
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Diaz-Castro et al.50  3 days: Ubiquinone, 

120 mg / day, oral 

Highly trained males 

(n=20) 

50 km run Stress markers was not increased to the same 

extent in the Q10 group 

Zheng et al.51 1 day: Ubiquinone, 

30 mg, oral 

Non active males 

(n=11) 

10 min on a stationary 

bike at 30% of HRR 

Increased fat oxidation during exercise 

Cooke et al.52 1 day: 200 mg 

fastmelt CoQ10 

formulation 

Aerobic trained 

(n=22) & untrained 

(n=19) males and 

females 

50 repetition isokinetic 

leg extension test & 30 

sec wingate test & 

maximal 

cardiopulmonary test 

No differences were observed in the 3 

different performance test after acute 

supplementation with Q10. No difference was 

seen in stress markers between the two 

groups in 8-Isoprostane, but an increase over 

time during the different test performed. 

Abbreviations: HRR: Heart Rate Reserve      

 

     Highly trained male participants were investigated in a cross-sectional design before and after 50 km run, where half was supplemented with 

CoQ10 3 days pre race50. Due to the design of the study no performance parameters were recorded, but different stress markers were measured 

(hydroperoxides, isoprostanes, 8-OHdG), these markers were all increased in both groups, but to a lesser extent in the CoQ10 supplemented group. 

     Administration of 30 mg CoQ10 before 10 min of low intensity exercise in non-active males increased fat oxidation during exercise51. In a 

study by Cooke and colleagues, one administration of CoQ10 or placebo was given to a mixture of trained and untrained males and females 

participants52. They performed three different test; Isokinetic leg extension (muscle endurance), Wingate test (anaerobic power) and a maximal 

cardiopulmonary test (aerobic power) and looked into different markers for oxidative stress. There were no effect of CoQ10 supplementation on 

the different performance test or markers for oxidative stress52. The Authors are not looking into the effect of training status and gender in their 

primary outcomes, which would have been very interesting, they are stating that there are some trends in relation to muscle CoQ10 content, where 

male participants and trained participants seems to have higher levels of muscle CoQ10 content. 

     Few studies have investigated the acute effect of CoQ10 supplementation on performance, recovery and oxidative stress, and it seems as if 

there are no effect on performance after acute supplementation.  

 

 

Table 4: Studies investigating the effects of NAC supplementation on performance and recovery. 

Reference Supplement Participants Exercise/test Impact on performance/recovery 

Christensen et 

al.53 

NAC (20mg/kg 

body weight) 

was ingested 1 h 

pre exercise 

Well-trained 

cyclist (VO2peak: 

69±7 ml/min/kg) 

(n=11) 

Crossover design 

Two performance test (4 min)was 

done on the same day with 90 min 

rest in between  

Mean power and peak oxygen consumption 

during the tests was not different between 

the groups. Participant’s readiness to the 

performance test was not different between 

the groups, but was reduced in both groups 

at the last test on the same day. 

Smith et al.54 NAC (70mg/kg 

body weight) 

was ingested 1 h 

pre exercise 

Healthy non-

endurance 

trained males 

(n=8) 

Handgrip strength with bloodflow 

and oxygenation  

No differences were found in any of the 

measured outcomes between the two groups. 

Rhodes et al.55 NAC (1 g/day) 

for 6 days 

Semi-elite male 

rugby players 

(n=17; NAC 

(n=8) and 

placebo (n=9)) 

Muscle soreness  and sprint 

performance were measured at 

baseline and on day 5 and 6 of 

supplementation. 

No clear results, but it seems as if muscle 

soreness was improved after the test at day 5 

but worsened after the test on day 6. 

Performance was improved from test day 5 

to test day 6 

Childs et al.56 NAC (10mg/kg 

body weight) 

combined with 

vitamin C (12.5 

mg/kg body 

weight for 7 days 

Healthy 

untrained males 

(n=14; NAC + 

vitamin C (n=7) 

and placebo 

(n=7)) 

Induced an exercise for muscle 

damage and followed markers for 

oxidative stress during the 

following 7 days. 

Markers for oxidative stress and muscle 

damage increased in the days following the 

muscle damaging exercise bout in the 

supplemented group. 

Tan et al.57 NAC (70mg/kg 

body weight) 

was ingested 1 h 

pre exercise 

Recreational 

active males 

(VO2peak: 52±8 

ml/min/kg) 

(n=16) 

  

1 hour heavy-intensity cycling 

followed by a time-to-exhaustion 

test 

No differences were found in exercise 

performance after NAC supplementation. 

Corn et al.58 NAC (70mg/kg 

body weight) 

was ingested 1 h 

pre exercise 

Recreational 

active males 

(n=7) 

Crossover design 

Time to fatigue (at 80, 90, 100 and 

110 % of peak power output) and 

critical power. 

NAC improved time to fatigue at 80% of 

peak power output, but no other differences 

were observed. 

Bailey et al.59 Intravenous 

infusion of NAC 

(125mg/kg/h for 

15 min followed 

by 25mg/kg/h for 

Recreational 

active males 

(n=8) (VO2peak: 

51±9 ml/min/kg) 

Crossover design 

Endurance exercise test were 

performed 

No differences were seen in the performance 

test. 
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the rest of the 

exercise protocol  

Medved et al.60 Intravenous 

infusion of NAC 

(125mg/kg/h for 

15 min followed 

by 25mg/kg/h for 

the rest of the 

exercise protocol  

Active males 

(VO2peak: 

52.3±2.8 

ml/min/kg) (n=8) 

Crossover design 

45 min at 70% of VO2peak followed 

by exercise at 90% of VO2peak until 

fatigue 

No differences were found in the two 

performance test, but it seems as those 

participants with the highest VO2peak had an 

improved performance after NAC infusion. 

Medved et al.61 Intravenous 

infusion of NAC 

(125mg/kg/h for 

15 min followed 

by 25mg/kg/h for 

the rest of the 

exercise protocol  

Well-trained 

males (VO2peak: 

65.6±2.2 

ml/min/kg) (n=8) 

Crossover design 

45 min at 70% of VO2peak followed 

by exercise at 90% of VO2peak until 

fatigue 

Time to fatigue increased with app. 25% 

after NAC infusion in well trained males. 

Abbreviations: NAC: N-acetyl cycteine; VO2peak: Peak maximal oxygen uptake 

 

N-acetyl cysteine (NAC) 

     Christensen and Bangsbo used a crossover design to test if acute oral supplementation with NAC would have a positive effect on performance 

using a test lasting 4 minutes53. The study was conducted in well-trained cyclist (VO2peak: 69±7 ml/min/kg) using a NAC supplementation of 20 

mg/kg bodyweight, the performance test conducted was separated by 90 minutes. No differences were seen in mean power output between trial 1 

and 2 and no effect of NAC supplementation was observed. Total antioxidant capacity was also measured in plasma throughout the test day, and 

no differences were found53, a limitation to the study was, that NAC was not measured during the intervention. 

     In a study by Smith and colleagues, NAC supplementation (70 mg/kg bodyweight) was given orally 1 h before exercise (handgrip), where 

blood flow and oxygenation was measured. NAC and total cysteine was measured after supplementation and was increased in the NAC group 

compared with the placebo, indicating that the supplementation was taken. Time to exhaustion, blood flow at rest and during exercise and 

oxygenation were not different between the two conditions54. 

     Rhodes and colleagues investigated the effect of six days of oral NAC (1 g) or placebo supplementation on muscle soreness and sprint 

performance in semi-professional male rugby players55. The performance test were place at baseline and on day 5 and 6 of the supplementation, 

muscle soreness were monitored every day. In general there were no clear results from this study, but it seems as if performance was improved 

from day 5 to day 6, results on muscle soreness seems to be improved after the test on day 5, but worsened after the test on day 6. 

     In a study by Childs and colleagues eccentric exercise was used to induce muscle damage, which was followed by combined vitamin C (12.5 

mg / kg body weight) and NAC (10 mg / kg body weight) supplementation for 7 days56. Lipid Hydroperoxides, 8-isoprostanes, total antioxidant 

capacity and bleomycin Detectable iron were all increased in the supplemented group 2-4 days after the muscle injury, indicating that 

supplementation with vitamin C and NAC post-injury increases tissue damage and oxidative stress.  

     Tan and colleagues investigated the combination of beetroot (12.4 mmol of NO3
-)) and NAC (70 mg / kg body weight) or only NAC in 

recreational active males (VO2peak: 52±8 ml/min/kg), in this study beetroot was supplemented for 6 days prior to the intense exercise test and 

NAC was supplemented 1 hour prior to exercise57.  No changes were found in exercise performance after the two different supplementation 

regimes compared with a placebo condition. 

     Time to fatigue and critical power was measure after acute oral NAC supplementation (70 mg/kg), and increase in glutathione was seen pre 

exercise in the NAC group58. An improved time to fatigue was seen at 80% of Pmax in the NAC group and critical power was increased as well, 

indicating that acute NAC supplementation has an effect on performance. In this study no information is given on subjects VO2peak. 

     Bailey and colleagues used a different approach, where they were infusing NAC during exercise59. Infusion of 125 mg/kg/h for 15 minutes 

followed by 25 mg/kg/h for the rest of the exercise bout. NAC was measured and increased after infusion as expected, but no change was seen in 

exercise tolerance, the authors highlights the significant inter-subject variability in response to exercise, indicating that NAC supplementation 

might be beneficial for some athletes, but that it needs to be individualized.  

     Medved and colleagues60 also infused NAC (125 mg/kg/h for 15 minutes followed by 25 mg/kg/h for the rest of the exercise bout) to 

participants (VO2peak: 52.3±2.8 ml/min/kg), the performance protocol was 45 min at 70% of VO2peak followed by 90% of VO2peak to fatigue. No 

differences were found in time to fatigue at the whole group level, but those participants with the highest VO2peak, showed improved time to 

fatigue compared with those with a lower VO2peak. These data indicates that there could be a major difference in the response to acute NAC 

supplementation depending on fitness level. These data was supported by the same authors using the same approach, but where focus was on 

more trained participants (VO2peak: 65.6±2.2 ml/min/kg), where time to fatigue increased by over 25%61. Interestingly NAC was measured in 

skeletal muscle in this study and was increased at fatigue61, which could indicate that when NAC is given intravenously it reached the muscle and 

a positive effect is seen. 

     It seems as if acute oral NAC supplementation does not have any massive effect on performance or recovery from the studies mentioned in 

this section. This could be because of the bioavailability of the compound. It has been reported that N-Acetyl cysteine ethyl ester (NACET), has a 

better pharmacokinetic profile compared with NAC62, which is something to be considered for future studies. Studies that infuses NAC 

intravenously seems to have a better effect, but this approach is not very practical and there could be issues with approval of intravenous delivery. 

Furthermore it also seems as if the effects could be related to fitness level but also to the protocol used for the performance test in relation to 

length and intensity, when NAC is given intravenously and the performance test last longer (>45 min) infusion has a positive effect61,63. 

 

Vitamin C and E or combined 

 

Jo
ur

na
l P

re
-p

ro
of



7 

 

Table 5: Studies investigating the effects of vitamin C and/or E supplementation on performance and recovery. 

Reference Supplement Participants Exercise/test Impact on performance/recovery 

Lee et al.64 Vitamin C was 

ingested 1 h pre 

exercise 

Middle aged 

triathlon athletes 

(n=12; males 

(n=9) and 

females (n=3)) 

(VO2peak: 46±7 

ml/min/kg) 

90 min of exercise at 70% of 

VO2peak 

No differences were seen in the exercise 

performance test. 

Martínez-Ferrán 

et al.65  

Vitamin C and E 

was ingested 2 h 

pre exercise 

Recreational 

endurance 

trained male 

runners (n=18; 

(n=9 in vitamin 

and n=9 in 

placebo)) 

8 bouts of 1 km running at 75% 

of maximum heart rate, with a 

focus on exercise-induced 

muscle damage (EIMD) 

No differences were seen in EIMD between the 

groups. 

Thompson et 

al.66 

1 g vitamin C 

was ingested 2 h 

pre exercise  

Active males 

(VO2peak: 55±1 

ml/min/kg) (n=9) 

Crossover design 

Muscle soreness and isokinetic 

muscle function was measured. 

No effect of vitamin C ingestion was seen. 

67de Oliveira et 

al.67 

Vitamin C 

(500mg/day) and 

vitamin E 

(400UI/d) was 

supplemented for 

7 days. 

Football athletes 

(n=21) 

Plyometric jumping and strength 

resistance sets to exhaustion was 

measured. Delayed-onset of 

muscle soreness (DOMS) was 

measured before and 24, 48 and 

72 h after exercise. 

Oxidative stress markers was increased the 

days after exercise in the placebo group, but 

was not increased in the supplemented group. 

Vitamin C and E supplementation did not 

improve DOMS.  

 

     Lee and colleagues tested the effect of vitamin C on exercise performance in middle aged trained triathletes (males and females) and found no 

effect of supplementation on exercise performance64.Vitamin C and E supplementation has been investigated in relation to delayed-onset of 

muscle soreness and exercise-induced muscle damage, where no improvements were observed after supplementation65,66. Delayes-onset of 

muscle soreness was investigated after Vitamin C and E supplementation and was not improved, but different oxidative stress markers were 

increased the days after exercise in the non supplemented group67. 

     In summary vitamin C and/or E does not seem to have a positive impact when it comes to performance or recovery after exercise in relation to 

delayed-onset of muscle soreness. 

 

Polyphenols 

     Polyphenols (PP) derives from different fruits and possesses antioxidant and anti-inflammatory properties. 

 

Table 6: Studies investigating the effects of polyphenols supplementation on performance and recovery. 

Reference Supplement Participants Exercise/test Impact on performance/recovery 

Cases et al.68 290 mg PP from 

green tea, grape 

and pomegranate 

ingested 1 h pre 

exercise 

Recreational 

active males 

(n=15) 

Crossover design 

4x30 sec 

Wingate test 

with 4-5 min 

recovery 

Increased peak power and average power during the Wingate 

test.  

Oh et al.69 72 mg PP from 

Ecklonia cava 

ingested 30 min 

pre exercise 

Recreational 

active males 

(n=20) 

Crossover design 

Maximal 

incremental 

treadmill test 

Increased time to exhaustion was found in the PP groups  as 

well as a 6.5% non-significant increase in VO2peak. 

Deley et al.70 500 mg PP from 

grape and appels 

(n=24) and 

placebo (n=24) 

Recreational 

active males 

(n=48) 

Randomized 

controlled trial 

Time to 

exhaustion at 

70% of maximal 

aerobic power 

Increased time to exhaustion in the PP group. 

Trexler et al.71 1000 mg 

pomegranate 30 

min pre exercise 

Recreational 

active males 

(n=19) 

Crossover design 

Three treadmill 

runs to 

exhaustion at 90, 

100 and 110% of 

peak velocity 

Increased time to exhaustion at 90 and 100 % of peak velocity 

after PP ingestion. 

Crum et al.72 1000 mg 

pomegranate 

ingested 2.5 h 

pre exercise 

Highly trained 

cyclist (n=8) 

(VO2peak: 

74.4±6.2 

ml/min/kg) 

3 times 6 min 

(50, 65, 80% of 

VO2peak followed 

by a time to 

Time to exhaustion was not different between group, but was 

lower at altitude compared to sea level. It seems as if there was 

a numeric increase driven by 1 participant. VO2peak was 

increased in PP at altitude compared with placebo at altitude. 
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Crossover design 

 

fatigue at 100% 

VO2peak. 

This was done at 

sea level and 

1657 m altitude. 

Decroix et al.73 900 mg cocoa 

flavonols 

ingested 1.5 h 

and 3 h pre 

exercise 

Well trained 

cyclist (n=12) 

(VO2peak: 

63.0±3.5 

ml/min/kg) 

Crossover design 

 

Two cycling 

time trials (TT) 

were conducted 

(30 min at 75% 

of peak power 

output) with 100 

min rest 

Power output during the two time trials was not different 

although TT1 tended to be improved with cocoa flavonols. 

Plasma markers for oxidative stress was not different between 

the groups. 

Keane et al.74 60 ml 

Montmorency 

cherry 

concentrate 

ingested 1.5 h 

pre exercise. 

Polyphenol dose 

not given. 

Trained cyclist 

(n=10) (VO2peak: 

59.0±7.0 

ml/min/kg) 

Crossover design 

 

2 different setup 

for each 

experimental 

condition. 1: 6 

min moderate & 

6 min intense 

cycling 

continued to 

exhaustion & 2: 

followed by an 

all-out 60 sec 

sprint 

No differences were seen in time to exhaustion, but an increase 

in peak power and work done during the 60 sec sprint 

Labonté et al.75 800 mg 

polyphenols was 

ingested before 

exercise, specific 

time not given  

Elite athletes 

(n=12; 2 females 

and 10 males) 

Crossover design 

3 km time trial 

on an ergometer 

bike 

No difference in time trial performance, but heart rate was 

significantly lower 2 and 5 min post exercise in the PP group. 

Parenteau et al.76 0.7 g/kg body 

mass of 

cranberry 

powder ingested 

1-3 h pre 

exercise 

Endurance 

athletes (n=14; 6 

females and 8 

males) 

400 and 1500 m 

time trial 

running 

No differences were seen after acute administration of PP on 

either 400 or 1500 m time trial. 

Roelofs et al.77 1000 mg 

pomegranate 

ingested 30 min 

pre exercise 

Recreational 

resistance trained 

(n=19) 

Crossover design 

Bench and leg 

press rep. to 

failure at 80% 

1RM and 10x6 

sec cycle sprints 

with 30 sec rest 

No differences were seen in bench or leg press repetitions. For 

the 6 sec sprints no differences were observed although 

average power was higher in PP in sprint 5 and peak power 

was higher in sprint 5 and 7, but no main effect of treatment. 

Watanabe et al.78 500 mg quercetin 

glycosides with 

300 ml water, 

post 

measurements 

were done 1 h 

after ingestion 

Young males 

(n=13) 

Firing rates of 

motor units 

recruited at 30-

50% of maximal 

voluntary 

contraction 

torque (MVC) 

MVC was increased after ingestion of PP. 

Abbreviations: PP: Polyphenols 

 

     Cases and colleagues supplemented recreational active men 1 h before exercise with 290 mg of PP (green tea, grape and pomegranate), and 

found increased peak power and average power during four 30 sec Wingate test68. Improved time to exhaustion and a 6.5% non-significant 

increase in VO2peak was seen after ingestion of 72 mg Ecklonia cava 30 min before exercise in recreational active males compared with 

placebo69. Deley and colleagues performed a randomized controlled study measuring time to exhaustion after 500 mg ingestion of PP from grape 

and apple the evening before and 1 h pre exercise. They found an improved time to exhaustion in the PP group70. It would have been interesting 

to have a baseline measurement since it is a randomized controlled trial and not a crossover design. Trexler et al. investigated the effect of 1000 

mg pomegranate 30 min pre exercise in recreationally active males and found improved time to exhaustion at 90 and 100% of peak running 

velocity71. 

     Polyphenols (1000 mg pomegranate given 2.5 h before exercise) was tested in highly trained cyclist at sea level and at altitude (1657 m)72. No 

differences were found in time to exhaustion (TTE) either at sea level or at altitude, but one participant increased TTE dramatically in both 

conditions, which again highlights the individual response to a supplementation72. Maximal oxygen uptake was increased at altitude after PP 

ingestion with no changes at sea level. In another study in well trained cyclist no effect was seen on time trial performance after acute 

supplementation although a tendency was observed for a beneficial effect of PP. This was accompanied by no changes in plasma oxidative stress 

markers73. Keane and colleagues investigated the effect of Montmorency cherry concentrate given 1.5 h before exercise and looked at time to 
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exhaustion during an intense cycling exercise as well as a 60 sec sprint performance and found no differences in time to exhaustion but an 

improved sprint performance with PP (increased peak power and work done)74. Running performance were investigated in endurance athletes 1-3 

h after ingestion of cranberry powder, no effect was seen on 400 and 1500 m running performance76. 

     Strength and anaerobic power was evaluated with or without 1000 mg pomegranate 30 min before exercise in recreational active men. No 

differences were observed in either numbers of repetitions in bench and leg press at 80% of 1RM or in sprint performance (10 x 6 sec sprints on a 

bicycle ergometer)77. Quercitin (500 mg) was ingested and motor units recruitment was measured at 30-50% of maximal voluntary contraction 

and was found improved after PP ingestion78.  

     It seems as if time to exhaustion is improved with PP ingestion immediately prior to exercise in recreationally active participants, but more 

trained participant is not getting similar benefits from PP ingestion. 

 

Conclusion 

     In conclusion, it seems as if the different antioxidants review in this paper, does not have a major effect on performance or recovery, when oral 

supplemented acutely to highly trained participants. When looking into less trained participants there seems to be an effect of both recovery as 

well as performance, when using some of the antioxidant mentioned. Furthermore is also seems as if the effects are more beneficial when it 

comes to middle-aged or older participants. Infusion with NAC in highly trained participants seems to be beneficial in regard to performance. 

    Fitness level and age seems to be important in relation to the effects of acute oral supplementation with different antioxidants. This discrepancy 

might be related to the level of oxidative stress at baseline in the participants, but this needs to be investigated further.  

 

 

References 

1 Christensen, P. M. & Bangsbo, J. Influence of Prior Intense Exercise and Cold Water Immersion in Recovery for Performance and 

Physiological Response during Subsequent Exercise. Front Physiol 7, 269, doi:10.3389/fphys.2016.00269 (2016). 

2 Christensen, P. M., Shirai, Y., Ritz, C. & Nordsborg, N. B. Caffeine and Bicarbonate for Speed. A Meta-Analysis of Legal 

Supplements Potential for Improving Intense Endurance Exercise Performance. Front Physiol 8, 240, doi:10.3389/fphys.2017.00240 

(2017). 

3 Nielsen, H. B., Secher, N. H., Christensen, N. J. & Pedersen, B. K. Lymphocytes and NK cell activity during repeated bouts of 

maximal exercise. Am J Physiol 271, R222-227, doi:10.1152/ajpregu.1996.271.1.R222 (1996). 

4 Gandevia, S. C. Spinal and supraspinal factors in human muscle fatigue. Physiol Rev 81, 1725-1789, 

doi:10.1152/physrev.2001.81.4.1725 (2001). 

5 McClean, C. & Davison, G. W. Circadian Clocks, Redox Homeostasis, and Exercise: Time to Connect the Dots? Antioxidants (Basel) 

11, doi:10.3390/antiox11020256 (2022). 

6 Henriquez-Olguin, C., Meneses-Valdes, R. & Jensen, T. E. Compartmentalized muscle redox signals controlling exercise metabolism 

- Current state, future challenges. Redox Biol 35, 101473, doi:10.1016/j.redox.2020.101473 (2020). 

7 Hoppeler, H. Molecular networks in skeletal muscle plasticity. J Exp Biol 219, 205-213, doi:10.1242/jeb.128207 (2016). 

8 Hostrup, M. & Bangsbo, J. Limitations in intense exercise performance of athletes - effect of speed endurance training on ion handling 

and fatigue development. J Physiol 595, 2897-2913, doi:10.1113/JP273218 (2017). 

9 Granata, C., Jamnick, N. A. & Bishop, D. J. Training-Induced Changes in Mitochondrial Content and Respiratory Function in Human 

Skeletal Muscle. Sports Med 48, 1809-1828, doi:10.1007/s40279-018-0936-y (2018). 

10 Tonkonogi, M., Walsh, B., Svensson, M. & Sahlin, K. Mitochondrial function and antioxidative defence in human muscle: effects of 

endurance training and oxidative stress. J Physiol 528 Pt 2, 379-388, doi:10.1111/j.1469-7793.2000.00379.x (2000). 

11 Flensted-Jensen, M., Gram, M., Dela, F., Helge, J. W. & Larsen, S. Six weeks of high intensity cycle training reduces H(2)O(2) 

emission and increases antioxidant protein levels in obese adults with risk factors for type 2 diabetes. Free Radic Biol Med 173, 1-6, 

doi:10.1016/j.freeradbiomed.2021.07.020 (2021). 

12 Powers, S. K., Ji, L. L. & Leeuwenburgh, C. Exercise training-induced alterations in skeletal muscle antioxidant capacity: a brief 

review. Med Sci Sports Exerc 31, 987-997, doi:10.1097/00005768-199907000-00011 (1999). 

13 Hoppeler, H. et al. Endurance training in humans: aerobic capacity and structure of skeletal muscle. J Appl Physiol (1985) 59, 320-

327, doi:10.1152/jappl.1985.59.2.320 (1985). 

14 Jacobs, R. A. et al. Improvements in exercise performance with high-intensity interval training coincide with an increase in skeletal 

muscle mitochondrial content and function. J Appl Physiol (1985) 115, 785-793, doi:10.1152/japplphysiol.00445.2013 (2013). 

15 Meinild Lundby, A. K. et al. Exercise training increases skeletal muscle mitochondrial volume density by enlargement of existing 

mitochondria and not de novo biogenesis. Acta Physiol (Oxf) 222, doi:10.1111/apha.12905 (2018). 

16 Davies, K. J., Quintanilha, A. T., Brooks, G. A. & Packer, L. Free radicals and tissue damage produced by exercise. Biochem Biophys 

Res Commun 107, 1198-1205, doi:10.1016/s0006-291x(82)80124-1 (1982). 

17 Merry, T. L. & Ristow, M. Mitohormesis in exercise training. Free Radic Biol Med 98, 123-130, 

doi:10.1016/j.freeradbiomed.2015.11.032 (2016). 

18 Merry, T. L. & Ristow, M. Do antioxidant supplements interfere with skeletal muscle adaptation to exercise training? J Physiol 594, 

5135-5147, doi:10.1113/JP270654 (2016). 

19 Ristow, M. et al. Antioxidants prevent health-promoting effects of physical exercise in humans. Proc Natl Acad Sci U S A 106, 8665-

8670, doi:10.1073/pnas.0903485106 (2009). 

20 Gomez-Cabrera, M. C. et al. Oral administration of vitamin C decreases muscle mitochondrial biogenesis and hampers training-

induced adaptations in endurance performance. Am J Clin Nutr 87, 142-149, doi:10.1093/ajcn/87.1.142 (2008). 

21 Reid, M. B. et al. Reactive oxygen in skeletal muscle. I. Intracellular oxidant kinetics and fatigue in vitro. J Appl Physiol (1985) 73, 

1797-1804, doi:10.1152/jappl.1992.73.5.1797 (1992). 

22 Reid, M. B., Stokic, D. S., Koch, S. M., Khawli, F. A. & Leis, A. A. N-acetylcysteine inhibits muscle fatigue in humans. J Clin Invest 

94, 2468-2474, doi:10.1172/JCI117615 (1994). 

23 Reid, M. B. Invited Review: redox modulation of skeletal muscle contraction: what we know and what we don't. J Appl Physiol 

(1985) 90, 724-731, doi:10.1152/jappl.2001.90.2.724 (2001). 

Jo
ur

na
l P

re
-p

ro
of



10 

 

24 Bailey, D. M. et al. Epr spectroscopic evidence of free radical outflow from an isolated muscle bed in exercising humans: functional 

significance of decreasing intracellular PO2 vs. increasing O2 flux. Adv Exp Med Biol 540, 297-303, doi:10.1007/978-1-4757-6125-

2_42 (2003). 

25 Jackson, M. J., Edwards, R. H. & Symons, M. C. Electron spin resonance studies of intact mammalian skeletal muscle. Biochim 

Biophys Acta 847, 185-190, doi:10.1016/0167-4889(85)90019-9 (1985). 

26 Nyberg, M. et al. Nitrate-rich beetroot juice ingestion reduces skeletal muscle O(2) uptake and blood flow during exercise in sedentary 

men. J Physiol 599, 5203-5214, doi:10.1113/JP281995 (2021). 

27 Hidalgo-Gutierrez, A. et al. Metabolic Targets of Coenzyme Q10 in Mitochondria. Antioxidants (Basel) 10, 

doi:10.3390/antiox10040520 (2021). 

28 Elbini Dhouib, I. et al. A minireview on N-acetylcysteine: An old drug with new approaches. Life Sci 151, 359-363, 

doi:10.1016/j.lfs.2016.03.003 (2016). 

29 Ryan, M. J. et al. Vitamin E and C supplementation reduces oxidative stress, improves antioxidant enzymes and positive muscle work 

in chronically loaded muscles of aged rats. Exp Gerontol 45, 882-895, doi:10.1016/j.exger.2010.08.002 (2010). 

30 Davis, J. M., Murphy, E. A., Carmichael, M. D. & Davis, B. Quercetin increases brain and muscle mitochondrial biogenesis and 

exercise tolerance. Am J Physiol Regul Integr Comp Physiol 296, R1071-1077, doi:10.1152/ajpregu.90925.2008 (2009). 

31 Devaraj, S. et al. Supplementation with a pine bark extract rich in polyphenols increases plasma antioxidant capacity and alters the 

plasma lipoprotein profile. Lipids 37, 931-934, doi:10.1007/s11745-006-0982-3 (2002). 

32 Esen, O., Karayigit, R. & Peart, D. J. Acute beetroot juice supplementation did not enhance intermittent running performance in 

trained rugby players. Eur J Sport Sci 23, 2321-2328, doi:10.1080/17461391.2023.2230942 (2023). 

33 Behrens, C. E., Jr. et al. Acute beetroot juice supplementation improves exercise tolerance and cycling efficiency in adults with 

obesity. Physiol Rep 8, e14574, doi:10.14814/phy2.14574 (2020). 

34 Lopez-Samanes, A. et al. Beetroot juice ingestion does not improve neuromuscular performance and match-play demands in elite 

female hockey players: a randomized, double-blind, placebo-controlled study. Eur J Nutr 62, 1123-1130, doi:10.1007/s00394-022-

03052-1 (2023). 

35 Glenn, J. M., Gray, M., Jensen, A., Stone, M. S. & Vincenzo, J. L. Acute citrulline-malate supplementation improves maximal 

strength and anaerobic power in female, masters athletes tennis players. Eur J Sport Sci 16, 1095-1103, 

doi:10.1080/17461391.2016.1158321 (2016). 

36 Sandbakk, S. B. et al. Effects of acute supplementation of L-arginine and nitrate on endurance and sprint performance in elite athletes. 

Nitric Oxide 48, 10-15, doi:10.1016/j.niox.2014.10.006 (2015). 

37 Gills, J. L., Glenn, J. M., Gray, M., Romer, B. & Lu, H. Acute citrulline-malate supplementation is ineffective during aerobic cycling 

and subsequent anaerobic performance in recreationally active males. Eur J Sport Sci 21, 77-83, doi:10.1080/17461391.2020.1722757 

(2021). 

38 MacLeod, K. E. et al. Acute Beetroot Juice Supplementation Does Not Improve Cycling Performance in Normoxia or Moderate 

Hypoxia. Int J Sport Nutr Exerc Metab 25, 359-366, doi:10.1123/ijsnem.2014-0129 (2015). 

39 Wickham, K. A. et al. No effect of beetroot juice supplementation on exercise economy and performance in recreationally active 

females despite increased torque production. Physiol Rep 7, e13982, doi:10.14814/phy2.13982 (2019). 

40 Clifford, T., Bell, O., West, D. J., Howatson, G. & Stevenson, E. J. The effects of beetroot juice supplementation on indices of muscle 

damage following eccentric exercise. Eur J Appl Physiol 116, 353-362, doi:10.1007/s00421-015-3290-x (2016). 

41 Clifford, T. et al. Effects of Beetroot Juice on Recovery of Muscle Function and Performance between Bouts of Repeated Sprint 

Exercise. Nutrients 8, doi:10.3390/nu8080506 (2016). 

42 Jiaqi, Z., Zihan, D., Heung-Sang Wong, S., Chen, Z. & Tsz-Chun Poon, E. Acute effects of various doses of nitrate-rich beetroot juice 

on high-intensity interval exercise responses in women: a randomized, double-blinded, placebo-controlled, crossover trial. J Int Soc 

Sports Nutr 21, 2334680, doi:10.1080/15502783.2024.2334680 (2024). 

43 Moreno-Heredero, B., Morencos, E., Morais, J. E., Barbosa, T. M. & Veiga, S. A Single Dose of Beetroot Juice not Enhance 

Performance during Intervallic Swimming Efforts. J Sports Sci Med 23, 228-235, doi:10.52082/jssm.2024.228 (2024). 

44 Esen, O., Fox, J., Karayigit, R. & Walshe, I. Acute Beetroot Juice Supplementation Has No Effect on Upper- and Lower-Body 

Maximal Isokinetic Strength and Muscular Endurance in International-Level Male Gymnasts. Int J Sport Nutr Exerc Metab 34, 164-

171, doi:10.1123/ijsnem.2023-0202 (2024). 

45 Bailey, S. J. et al. Dietary nitrate supplementation enhances muscle contractile efficiency during knee-extensor exercise in humans. J 

Appl Physiol (1985) 109, 135-148, doi:10.1152/japplphysiol.00046.2010 (2010). 

46 Bailey, S. J. et al. Acute L-arginine supplementation reduces the O2 cost of moderate-intensity exercise and enhances high-intensity 

exercise tolerance. J Appl Physiol (1985) 109, 1394-1403, doi:10.1152/japplphysiol.00503.2010 (2010). 

47 Vanhatalo, A. et al. Acute and chronic effects of dietary nitrate supplementation on blood pressure and the physiological responses to 

moderate-intensity and incremental exercise. Am J Physiol Regul Integr Comp Physiol 299, R1121-1131, 

doi:10.1152/ajpregu.00206.2010 (2010). 

48 Drobnic, F., Lizarraga, M. A., Caballero-Garcia, A. & Cordova, A. Coenzyme Q(10) Supplementation and Its Impact on Exercise and 

Sport Performance in Humans: A Recovery or a Performance-Enhancing Molecule? Nutrients 14, doi:10.3390/nu14091811 (2022). 

49 Fernandes, M. S. S. et al. Coenzyme Q10 Supplementation in Athletes: A Systematic Review. Nutrients 15, doi:10.3390/nu15183990 

(2023). 

50 Diaz-Castro, J. et al. Coenzyme Q(10) supplementation ameliorates inflammatory signaling and oxidative stress associated with 

strenuous exercise. Eur J Nutr 51, 791-799, doi:10.1007/s00394-011-0257-5 (2012). 

51 Zheng, A. & Moritani, T. Influence of CoQ10 on autonomic nervous activity and energy metabolism during exercise in healthy 

subjects. J Nutr Sci Vitaminol (Tokyo) 54, 286-290, doi:10.3177/jnsv.54.286 (2008). 

52 Cooke, M. et al. Effects of acute and 14-day coenzyme Q10 supplementation on exercise performance in both trained and untrained 

individuals. J Int Soc Sports Nutr 5, 8, doi:10.1186/1550-2783-5-8 (2008). 

53 Christensen, P. M. & Bangsbo, J. N-Acetyl cysteine does not improve repeated intense endurance cycling performance of well-trained 

cyclists. Eur J Appl Physiol 119, 1419-1429, doi:10.1007/s00421-019-04132-7 (2019). 

54 Smith, J. R. et al. Acute supplementation of N-acetylcysteine does not affect muscle blood flow and oxygenation characteristics 

during handgrip exercise. Physiol Rep 4, doi:10.14814/phy2.12748 (2016). 

Jo
ur

na
l P

re
-p

ro
of



11 

 

55 Rhodes, K. M., Baker, D. F., Smith, B. T. & Braakhuis, A. J. Acute Effect of Oral N-Acetylcysteine on Muscle Soreness and Exercise 

Performance in Semi-Elite Rugby Players. J Diet Suppl 16, 443-453, doi:10.1080/19390211.2018.1470129 (2019). 

56 Childs, A., Jacobs, C., Kaminski, T., Halliwell, B. & Leeuwenburgh, C. Supplementation with vitamin C and N-acetyl-cysteine 

increases oxidative stress in humans after an acute muscle injury induced by eccentric exercise. Free Radic Biol Med 31, 745-753, 

doi:10.1016/s0891-5849(01)00640-2 (2001). 

57 Tan, R. et al. Physiological and performance effects of dietary nitrate and N-acetylcysteine supplementation during prolonged heavy-

intensity cycling. J Sports Sci 40, 2585-2594, doi:10.1080/02640414.2023.2176052 (2022). 

58 Corn, S. D. & Barstow, T. J. Effects of oral N-acetylcysteine on fatigue, critical power, and W' in exercising humans. Respir Physiol 

Neurobiol 178, 261-268, doi:10.1016/j.resp.2011.06.020 (2011). 

59 Bailey, S. J. et al. Influence of N-acetylcysteine administration on pulmonary O(2) uptake kinetics and exercise tolerance in humans. 

Respir Physiol Neurobiol 175, 121-129, doi:10.1016/j.resp.2010.10.002 (2011). 

60 Medved, I., Brown, M. J., Bjorksten, A. R. & McKenna, M. J. Effects of intravenous N-acetylcysteine infusion on time to fatigue and 

potassium regulation during prolonged cycling exercise. J Appl Physiol (1985) 96, 211-217, doi:10.1152/japplphysiol.00458.2003 

(2004). 

61 Medved, I. et al. N-acetylcysteine enhances muscle cysteine and glutathione availability and attenuates fatigue during prolonged 

exercise in endurance-trained individuals. J Appl Physiol (1985) 97, 1477-1485, doi:10.1152/japplphysiol.00371.2004 (2004). 

62 Giustarini, D., Milzani, A., Dalle-Donne, I., Tsikas, D. & Rossi, R. N-Acetylcysteine ethyl ester (NACET): a novel lipophilic cell-

permeable cysteine derivative with an unusual pharmacokinetic feature and remarkable antioxidant potential. Biochem Pharmacol 84, 

1522-1533, doi:10.1016/j.bcp.2012.09.010 (2012). 

63 McKenna, M. J. et al. N-acetylcysteine attenuates the decline in muscle Na+,K+-pump activity and delays fatigue during prolonged 

exercise in humans. J Physiol 576, 279-288, doi:10.1113/jphysiol.2006.115352 (2006). 

64 Lee, E. et al. Enhancing Supplemental Effects of Acute Natural Antioxidant Derived from Yeast Fermentation and Vitamin C on 

Sports Performance in Triathlon Athletes: A Randomized, Double-Blinded, Placebo-Controlled, Crossover Trial. Nutrients 15, 

doi:10.3390/nu15153324 (2023). 

65 Martinez-Ferran, M. et al. Effects of Acute Vitamin C plus Vitamin E Supplementation on Exercise-Induced Muscle Damage in 

Runners: A Double-Blind Randomized Controlled Trial. Nutrients 14, doi:10.3390/nu14214635 (2022). 

66 Thompson, D. et al. Muscle soreness and damage parameters after prolonged intermittent shuttle-running following acute vitamin C 

supplementation. Int J Sports Med 22, 68-75, doi:10.1055/s-2001-11358 (2001). 

67 de Oliveira, D. C. X., Rosa, F. T., Simoes-Ambrosio, L., Jordao, A. A. & Deminice, R. Antioxidant vitamin supplementation prevents 

oxidative stress but does not enhance performance in young football athletes. Nutrition 63-64, 29-35, doi:10.1016/j.nut.2019.01.007 

(2019). 

68 Cases, J. et al. Supplementation with a Polyphenol-Rich Extract, PerfLoad((R)), Improves Physical Performance during High-

Intensity Exercise: A Randomized, Double Blind, Crossover Trial. Nutrients 9, doi:10.3390/nu9040421 (2017). 

69 Oh, J. K. et al. Effect of supplementation with Ecklonia cava polyphenol on endurance performance of college students. Int J Sport 

Nutr Exerc Metab 20, 72-79, doi:10.1123/ijsnem.20.1.72 (2010). 

70 Deley, G., Guillemet, D., Allaert, F. A. & Babault, N. An Acute Dose of Specific Grape and Apple Polyphenols Improves Endurance 

Performance: A Randomized, Crossover, Double-Blind versus Placebo Controlled Study. Nutrients 9, doi:10.3390/nu9080917 (2017). 

71 Trexler, E. T., Smith-Ryan, A. E., Melvin, M. N., Roelofs, E. J. & Wingfield, H. L. Effects of pomegranate extract on blood flow and 

running time to exhaustion. Appl Physiol Nutr Metab 39, 1038-1042, doi:10.1139/apnm-2014-0137 (2014). 

72 Crum, E. M., Che Muhamed, A. M., Barnes, M. & Stannard, S. R. The effect of acute pomegranate extract supplementation on oxygen 

uptake in highly-trained cyclists during high-intensity exercise in a high altitude environment. J Int Soc Sports Nutr 14, 14, 

doi:10.1186/s12970-017-0172-0 (2017). 

73 Decroix, L. et al. Acute cocoa Flavanols intake has minimal effects on exercise-induced oxidative stress and nitric oxide production in 

healthy cyclists: a randomized controlled trial. J Int Soc Sports Nutr 14, 28, doi:10.1186/s12970-017-0186-7 (2017). 

74 Keane, K. M., Bailey, S. J., Vanhatalo, A., Jones, A. M. & Howatson, G. Effects of montmorency tart cherry (L. Prunus Cerasus) 

consumption on nitric oxide biomarkers and exercise performance. Scand J Med Sci Sports 28, 1746-1756, doi:10.1111/sms.13088 

(2018). 

75 Labonté, K., Couillard, C., Motard-Bélanger, A, MParadis, M-E., Couture, P., Lamarche, B. Acute Effects of Polyphenols from 

Cranberries and Grape Seeds on Endothelial Function and Performance in Elite Athletes. Sports  1, 55-68, doi:10.3390/sports1030055 

(2013). 

76 Parenteau, F., Puglia, V. F., Roberts, M., Comtois, A. S. & Bergdahl, A. Cranberry supplementation improves physiological markers 

of performance in trained runners. Phys Act Nutr 27, 8-14, doi:10.20463/pan.2023.0032 (2023). 

77 Roelofs, E. J., Smith-Ryan, A. E., Trexler, E. T., Hirsch, K. R. & Mock, M. G. Effects of pomegranate extract on blood flow and 

vessel diameter after high-intensity exercise in young, healthy adults. Eur J Sport Sci 17, 317-325, 

doi:10.1080/17461391.2016.1230892 (2017). 

78 Watanabe, K. & Holobar, A. Quercetin ingestion modifies human motor unit firing patterns and muscle contractile properties. Exp 

Brain Res 239, 1567-1579, doi:10.1007/s00221-021-06085-w (2021). 

 

Jo
ur

na
l P

re
-p

ro
of



Highlights: 

The effects of acute antioxidant supplementation on performance and fatigue in human participants 

with different cardiorespiratory fitness levels, age and weight was reviewed. 

- Beetroot supplementation seems to have a positive effect in recreational active participants, 

which is not the case in highly trained athletes. 

- NAC does not seem to have a beneficial effect on performance and fatigue when given orally.  

- Polyphenols seems to have a beneficial effect in recreational active participants, which is not 

the case in highly trained athletes. 

- Fitness level and age seems to be important in relation to the effects of acute oral antioxidant 

supplementation on performance and fatigue. 

Jo
ur

na
l P

re
-p

ro
of



No competing interest are related to this review 

Jo
ur

na
l P

re
-p

ro
of


