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ABSTRACT 

 

Purpose: Cross-education of strength has been proposed to be greater when completed by the dominant limb in 

right handed humans. We investigated whether the direction of cross-education of strength and corticospinal 

plasticity are different following right or left limb strength training in right-handed participants. Methods: Changes 

in strength, muscle thickness and indices of corticospinal plasticity were analyzed in 23 adults who were exposed to 

3-weeks of either right-hand strength training (RHT) or left-hand strength training (LHT). Results: Maximum 

voluntary wrist extensor strength in both the trained and untrained limb increased, irrespective of which limb was 

trained, with TMS revealing reduced corticospinal inhibition. Conclusions: Cross-education of strength was not 

limited by which limb was trained and reduced corticospinal inhibition was not just confined to the trained limb. 

Critically, from a behavioral perspective, the magnitude of cross-education was not limited by which limb was 

trained.  

 

ABREVIATIONS 

AMT: Active motor threshold 

CON: Control 

ECR: Extensor carpi radialis muscle 

IHI: Interhemispheric inhibition 

LHT: Left hand training 

MEP: Motor-evoked potential 

MMAX: Maximum compound action potential 

M1: Motor cortex 

MVIC: Maximum voluntary isometric contraction 

1RM: One-repetition maximum 

RHT: Right hand training 

rmsEMG: root mean square electromyography 

sEMG: Surface electromyography 

SICI: Short-interval intracortical inhibition 

TMS: Transcranial magnetic stimulation 
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INTRODUCTION 

It is well recognized that unilateral strength training improves motor performance of not only the practiced 

limb, but also in the unpracticed contralateral homologous limb (Farthing and Zehr 2014; Ruddy and Carson 2013). 

Meta-analyses have shown that, on average, an 8% increase in strength of the untrained limb is observed following 

unilateral strength training and that the magnitude of cross-education is associated with the quantity of practice 

(Carroll et al. 2006; Zult et al. 2014).  

Although the exact locus of neural adaptation that underpin cross-education remain unresolved, previous 

studies showed changes in the primary motor cortex (M1), ipsilateral to the trained limb in the form of increased 

corticospinal excitability (Goodwill et al. 2012; Kidgell et al. 2011), reduced short-interval intracortical inhibition 

(SICI) (Goodwill et al. 2012), reduced interhemsipheric inhibition (IHI) (Hortobagyi et al. 2011) and increases in 

voluntary activation (Lee et al. 2009). Recently, it has been speculated that cross-education may be induced by 

either ‘cross-activation’ (a spill-over of neural drive from the active to the inactive hemisphere), or ‘bilateral access’ 

(development of motor engrams that can be accessed by either hemisphere) (Ruddy and Carson 2013; Lee et al. 

2010). Although these theoretical models are not mutually exclusive, they do suggest that the ‘untrained’ M1, 

ipsilateral to the trained limb, plays a critical role in mediating the cross-education effect (Ruddy and Carson 2013). 

An interesting question to address regarding the directionality effects of cross-education, is that no previous studies 

have addressed whether there are hemispheric differences in the extent of corticospinal excitability and inhibition 

and whether these responses differ when using the dominant or non-dominant limb in right-handed individuals. 

Interestingly, the representation of upper limb muscles and synaptic connectivity within the M1 is larger in the 

dominant hemisphere than the non-dominant hemisphere in right-handed individuals (Hammond 2002) and as such, 

it is possible that the extent of corticospinal excitability and or inhibition, may differ following unilateral strength 

training of either the dominant or non-dominant limb in right-handed individuals.  

Research shows that following motor skill training, certain motor skills only transfer in one direction, either 

direction or not at all (Criscimagna-hemminger et al. 2003; Hinder et al. 2013), suggesting that the novelty and 

complexity of the motor task might be important (Holper et al. 2009). With regards to the cross-education of 

strength, only one study has investigated the directionality effects of cross-education in right-handed individuals 

(Farthing et al. 2005). In this study, right-handed participants completed a 6-week training program of maximal 

isometric ulnar deviation training.  Participants who trained their dominant right arm exhibited a significant cross-

education of strength (~39%) to the untrained non-dominant left arm. However, those that trained their non-

dominant left arm showed a non-significant rise in the cross-education effects to their untrained dominant right arm 

(~9%).  

The clinical efficacy of cross-education has been utilised in immobilization studies (Farthing et al. 2009; 

Farthing et al. 2011; Magnus et al. 2010; Pearce et al. 2012) and following distal wrist fracture (Magnus et al. 2013). 

However, if directionality of cross-education is unidirectional, as previously described (Farthing et al. 2005), then 

one must reconsider the clinical efficacy for the use of cross-education as an intervention following unilateral injury 

to the dominant right limb. Given that much of the cross-education literature has only considered cross-education 
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effects following unilateral strength training of the dominant right limb (Farthing et al. 2007; Hortobagyi et al. 2011; 

Kidgell et al. 2011; Lee et al. 2009), the objective of this study was to examine the directionality effects of cross-

education following unilateral strength training of either the dominant or non-dominant wrist in right-handed 

individuals. A secondary objective was to examine the corticospinal responses associated with unilateral strength 

training and cross-education. Specifically, we hypothesised that, in right limb dominant participants, cross-education 

of strength would be greater following right limb training to the left non-trained limb compared to non-dominant left 

limb training. Furthermore we hypothesised that changes in TMS parameters (MEP amplitude and silent period 

duration) would change in both trained and untrained limbs to reflect the cross-education of strength. 

 

METHODS 

Participants 

23 right handed (assessed by the Edinburgh handedness questionnaire; laterality quotient of 85.0 ± 2.0) 

males (n =11) and females (n = 12) aged 18-36 years were selected on a voluntary basis, and provided written 

informed consent. All participants had not participated in strength training for a minimum of 12 months, and were 

free from any known history of peripheral or neurological impairment, as assessed by pre-screening TMS 

questionnaire. Seven participants (3 males and 4 females, aged 25.20 ± 2.71 years) were randomly allocated to the 

control group, eight participants (4 males and 4 females, 22.20 ± 2.06 years) to right hand training (RHT) and eight 

participants (4 males and 4 females, aged 21.00 ± 2.21 years) to the left hand training (LHT). The study complied 

with the Declaration of Helsinki and was approved by the University Human Research Ethics Committee.  

Experimental design 

Participants were required to attend a familiarisation session to introduce testing procedures. Following the 

familiarisation session, which involved exposure to TMS (establishment of active motor threshold) and strength 

testing, 3 days prior to baseline testing, participants were allocated to either a control (CON), left-hand training 

(LHT) or right-hand training (RHT) group based upon baseline strength. Figure 1 outlines the experimental protocol. 

Participants in the training groups underwent TMS and one repetition maximum (dynamic concentric 1RM) strength 

testing before and after a 3-week supervised strength training program. Control participants only undertook pre- and 

post-testing for TMS and 1RM strength, but were instructed to not specifically strength train, but to maintain their 

current level of physical activity.  Post-training testing was carried out between 24 and 36 hours after the final 

training session. Measures of corticospinal excitability and corticospinal inhibition preceded all performance testing 

to ensure that any neurophysiological changes were as a result of the training intervention and not due to the test 

order.   
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Strength training protocol 

Participants allocated to the LHT and RHT groups participated in supervised strength training 3 times per 

week (9 sessions in total) on non-consecutive days for 3-weeks, which required flexion/extension of the wrist with a 

weighted dumbbell. Training was performed in a seated position with the left or right forearm pronated and rested 

on a horizontal bench, with posture identical to pre and post strength testing procedures. The training took place 

under supervision, and consisted of 4 sets of 6-8 repetitions at 70% 1-RM, with 3 min recovery between sets; an 

electronic metronome guided the repetition timing of 3 s for the concentric phase and 4 s for the eccentric phase 

(Hendy and Kidgell 2013). The duration of each strength training sessions was approximately 20 min. When 

participants were able to complete 4 sets of 8 repetitions, through 20° of wrist flexion /extension, the training load 

was increased by 5%. The control group continued performing typical daily activities without undertaking any 

additional training. 

Dynamic strength testing 

Maximal voluntary dynamic strength of the wrist extensors was determined by a standard unilateral single 

repetition maximum (1RM) test with an adjustable weighted dumbbell. Participants were seated in the isokinetic 

dynamometer, shoulders relaxed and elbow flexed at 90°, with the forearm pronated and fastened firmly on the arm 

rest. The dynamometer attachment was removed and a weighted dumbbell was used to allow for a more functional 

measure of dynamic strength. The wrist was positioned such that the styloid process sat just beyond the edge of the 

arm rest, and the relaxed hand hung free. The researcher placed the dumbbell in the participant’s hand, and 

instructed them to grasp the dumbbell and completely extend the wrist, moving the hand upwards. A trial was 

considered successful when the participant was able to lift the weight from a rested position hanging below the arm 

rest between 15-20° of wrist flexion, to at least 15° beyond horizontal, measured by an electromagnetic goniometer 

(3DM-GX2®, Williston, Vermont, USA). The starting weight of the dumbbell was estimated by the researcher, and 

the weight was increased in increments of 0.25 kg or 0.5 kg as appropriate, until the participant could no longer 

produce a successful trial. Each trial was separated by 3 min rest to prevent fatigue.   

Surface electromyography 

The area of electrode placement was shaved, abraded and cleaned with 70% isopropyl alcohol. Surface 

electromyography (sEMG) was recorded from the right and left extensor carpi radialis (ECR) muscles using bipolar 

Ag-AgCl electrodes. The electrodes for the ECR were positioned at 45% of the distance from the medial epicondyle 

of the humerus to the radial styloid process with an inter-electrode distance of 2 cm (Selvanayagam et al. 2012). A 

common ground was placed on the wrist. sEMG signals were amplified (x1000), band pass filtered (high pass at 13 

Hz, low pass at 1000 Hz), digitized online at 2 kHz, recorded (1 sec) and analysed using Power Lab 4/35 (AD 

Instruments, Bella Vista, Australia). Pre-stimulus root mean square EMG (rmsEMG) activity was determined in the 

wrist extensors 100 ms prior to each TMS stimulus during pre and post testing. Any trial in which pre-stimulus 

rmsEMG exceeded 5 ± 2% of maximal rmsEMG was discarded and the trial repeated. 
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Transcranial magnetic stimulation 

TMS was delivered using two Magstim 2002 stimulators (Magstim Co, Dyfed, UK) connected via a Bistim 

unit and a single 70 mm figure of eight coil. The motor hotspot for the ECR was determined and active motor 

threshold (AMT) was established as the intensity at which at least five of 10 stimuli produced MEP amplitudes of 

greater than 200 µV in the right and left ECR muscle.  To ensure all stimuli were delivered to the optimal motor 

hotspot throughout testing, participants wore a tight fitting cap marked with a latitude-longitude matrix, positioned 

with reference to the nasion-inion and interaural lines. Single-pulse recruitment curves were collected during low 

level isometric contractions of the wrist extensors. Low level contractions were performed by maintaining a straight 

(180˚) wrist and fingers22, which equated to 5 ± 2% of rmsEMG maximum, which was obtained during MVIC 

testing. Consistent muscle activation was confirmed and consistent between testing sessions, by recording pre 

stimulus rmsEMG throughout the session. For a single recruitment curve, 10 stimuli were delivered at each intensity 

(10% stimulator output steps) up to 40% above AMT.  

Corticospinal excitability was determined from the peak-to-peak amplitude of MEPs evoked as a result of 

stimulation and was measured in the left and right ECR muscle, contralateral to the cortex being stimulated. All 

MEP amplitudes were analysed (LabChart 8 software, ADInstruments, Bella Vista, NSW, Australia) after each 

stimulus was automatically flagged with a cursor, providing peak-to-peak values in µV, which were then averaged 

and normalized to the maximal compound action potential (MMAX).   

Corticospinal inhibition was determined by applying ten TMS pulses over the right and left motor cortex at 

each stimulus intensity above AMT (10% stimulator output steps), to evoke a silent period in the left and right ECR, 

during low level voluntary activity (5% ± 2% of rmsEMG maximum). The average duration of the silent period over 

the ten trials was calculated. The beginning of the MEP preceding the silent period and the subsequent onset of the 

EMG signal were manually selected and used to indicate the beginning and end of the silent period, respectively 

Shorter silent period durations imply a reduction in intracortical inhibition, thereby contributing to increased net 

corticospinal excitability, whereas longer silent period durations demonstrate greater intracortical inhibition 

(Calancie et al. 1987). All processing was completed by the same investigator who was blinded to each condition 

(Christie and Kamen 2014). 

To quantify short-interval intracortical inhibition (SICI), 10 single-pulse stimuli and 10 short-interval 

paired-pulse stimuli were delivered in a random order. The stimulator output for the test intensity was set at 120% of 

AMT, which was determined during familiarisation and adjusted if there was a change in AMT following training. 

The conditioning stimulus for paired-pulse stimulation was set at 80% of AMT, the inter-stimulus interval was 3 ms 

(Kidgell et al. 2015). The conditioned MEP amplitude was expressed as a percentage of the unconditioned test MEP 

amplitude to calculate the level of intracortical inhibition. 

Maximum compound muscle action potential 

Direct muscle responses were obtained from the left and right ECR muscle by supramaximal electrical 

stimulation (pulse width 1 ms) of the radial nerve under resting conditions (DS7A, Digitimer, UK). The site of 

stimulation that produced the largest M-wave was located by positioning the bipolar electrodes in the radial groove 
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on the posterior surface of the humerus. An increase in current strength was applied to the radial nerve until no 

further increase was observed in the sEMG amplitude (MMAX). To ensure maximal responses, the current was 

increased an additional 20% and the average MMAX was obtained from five stimuli each separated by 6-9 sec. MMAX 

was recorded at baseline and following the training intervention, to control for possible changes in peripheral muscle 

excitability that could influence MEP amplitude. 

Muscle thickness 

Thickness of the wrist extensors (a combined measure of the posterior forearm musculature in cm) was 

measured with a portable ultrasound device (Sonosite Ultrasound, Springfield, NJ) after a protocol adapted from 

Magnus et al. (2010).  The site of measurement was determined by marking the skin two thirds of the distance 

between the styloid process and the lateral epicondyle while the participant rested their forearm on a bench in a 

pronated position, with the elbow flexed at 90°. The 8- to 15-Hz transducer probe was lubricated with transmission 

gel and placed lightly on the marked area of the skin, ensuring minimal compression of the muscle before 

measurement. The average of six readings served as the final value for muscle thickness. Reproducibility of wrist 

extensor muscle thickness was completed on a subsample of eight participants on two separate occasions, 1 week 

apart (Coefficient of variation of 2.4%). Ultrasonography was performed by the same sonographer who was blinded 

to the training conditions. 

Statistical analysis 

All data was screened for normality using Mauchly’s Test of Sphericity, specifically looking at 

Greenhouse-Geisser and Huynh-Feldt correction to test the equality of variance. To ensure that there were no 

significant differences between groups at baseline, a one-way analysis of variance (ANOVA) was used for all 

dependent variables (1-RM wrist extension strength, rmsEMG, muscle thickness, corticospinal excitability, 

inhibition and SICI. A 3 (group) x 2 (time) multivariate analysis appropriate for multiple dependent variables with 

repeated measure was used to determine any differences between groups for the variables, rmsEMG, MMAX, muscle 

thickness, corticospinal excitability, cortical silent period duration and SICI. If significant main effects were found, a 

Bonferroni correction was used for post-hoc testing to compare group interaction (control, LHT and RHT) by time 

(pre, post) for each dependent variable. The level of significance was set at P < 0.05. SPSS version 23.0 (SPSS Inc., 

Chicago, III) was used for the statistical analysis. All data are presented as mean ± standard deviation (SD). 

 

RESULTS 

Voluntary dynamic strength (1-RM) 

At baseline there were no differences in 1-RM strength between limbs (P = 0.54).	Following unilateral 

strength training there was a significant main effect for TIME (P <0.001) and a GROUP x TIME interaction (P < 

0.001). For the trained limb, Post hoc analyses showed a 22% increase in strength (pre 8.90 ± 2.50 kg compared to 

post 10.80 ± 2.80 kg) following LHT and an 18% increase (pre 9.80 ± 3.00 kg compared to post 11.20 ± 2.60 kg) 

following RHT compared to control (both, P < 0.001). For the untrained limb, Post hoc analyses revealed a 15% 

increase in strength (pre 8.80 ± 2.70 kg compared to post 10.20 ± 3.60 kg) following LHT and a 10% increase (pre 



8	
		

7.90 ± 2.90 kg compared to post 8.74 ± 3.10 kg) following RHT compared to a 1% change in the control (pre 8.40 ± 

2.60 to post pre 8.50 ± 2.62; both, P < 0.001; Figure 2B).There was no difference in the magnitude of strength gain 

overtime for the trained limb (P = 0.42) or the untrained limb between LHT and RHT (P = 0.29).  

 

Muscle thickness 

There was no TIME effect (P = 0.25) or GROUP x TIME interaction for muscle thickness (P = 0.192). 

Muscle thickness for the control group was 1.67 ± 0.09 cm pre and 1.68 ± 0.09 cm post, LHT pre 1.60 ± 0.13 cm pre 

and 1.64 ± 0.14 cm post, RHT pre 1.81 ± 0.13 cm pre and 1.89 ± 0.13 cm post, respectively for the trained wrist 

extensors. For the untrained wrist extensors, muscle thickness was 1.67 ± 0.09 cm pre and 1.69 ± 0.10 cm post, LHT 

pre 1.61 ± 0.12 cm pre and 1.67 ± 0.12 cm post and for RHT pre 1.80± 0.15 cm pre and 1.75 ± 0.15 cm post, 

respectively. 

 

Surface electromyography and MMAX 

Average rmsEMG as a percentage of maximal voluntary EMG was calculated 100 ms before TMS stimulus 

trigger for each stimulus intensity for both single and paired-pulse TMS. At baseline there were no differences in 

average rmsEMG between groups for single-pulse TMS or paired-pulse TMS (all P >0.05) and there were no 

GROUP x TIME interactions (P > 0.05; Table 1) for rmsEMG for single-pulse TMS. For paired-pulse rmsEMG, 

there were also no GROUP x TIME interactions (P > 0.05; Table 1). 

At baseline there were no differences in MMAX between groups (P >0.05) and no GROUP x TIME 

interaction (P > 0.05; Table 1). 

 

Corticospinal excitability  

Figure 3A-C display MEP amplitude as a percentage of MMAX for the contralateral trained M1. For the 

trained wrist extensors, no differences in MEP amplitude at 10% above AMT (expressed as a percentage of MMAX) 

was detected (Mean MEP amplitude 11.50 ± 7.80% of MMAX) between groups at baseline (P = 0.16) and there were 

no GROUP x TIME interactions (P = 0.06).  There were no differences in MEP amplitude at 20% above AMT 

(Mean MEP amplitude 22.70 ± 11.10% of MMAX) between groups at baseline (P = 0.73) and no GROUP x TIME 

interactions present (P = 0.11). Again, there were no differences in MEP amplitude at 30% above AMT (Mean MEP 

amplitude 26.40 ± 10.30% of MMAX) between groups at baseline (P = 0.92) and there were no GROUP x TIME 

interactions (P = 0.08).  Finally, there were no differences in MEP amplitude at 40% above AMT (Mean MEP 

amplitude 31.50 ± 12.10% of MMAX) between groups at baseline (P = 0.96) and there were no GROUP x TIME 

interactions (P = 0.21, Table 1).      

Figure 4A-C displays MEP amplitude as a percentage of MMAX for the ipsilateral untrained M1. For the 

untrained wrist extensors, no differences in MEP amplitude at 10% above AMT was detected (Mean MEP 

amplitude 11.80 ± 11.90% of MMAX) between groups at baseline (P = 0.90) and there were no GROUP x TIME 

interactions (P = 0.27).  There were no differences in MEP amplitude at 20% above AMT (Mean MEP amplitude 21 

± 14.50% of MMAX) between groups at baseline (P = 0.96) and there were no GROUP x TIME interactions (P = 
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0.78).  Again, no differences in MEP amplitude at 30% above AMT was detected (Mean MEP amplitude 26.60 ± 

16.60% of MMAX) between groups at baseline (P = 0.72) and there were no GROUP x TIME interactions (P = 0.36).  

Finally, there were no differences in MEP amplitude at 40% above AMT (Mean MEP amplitude 38.80 ± 18.40% of 

MMAX) between groups at baseline (P = 0.85) and there were no GROUP x TIME interactions (P = 0.59, Table 1).   

 

Corticospinal inhibition 

Silent period duration for the contralateral ‘trained’ and ipsilateral ‘untrained’ M1 for the control, LHT and 

RHT groups are presented in Figure 5A-C and 6A-C respectively. Silent period duration for the contralateral 

‘trained’ M1 for the control, LHT and RHT groups are presented in Figure 5A-C. For the trained wrist extensors, no 

differences in silent period duration were detected at 10% above AMT (Mean SP duration 113 ± 40 ms) between 

groups at baseline (P = 0.80) and there were no GROUP x TIME interactions (P = 0.81). There were no differences 

in SP duration at 20% above AMT (Mean SP duration 157 ± 34 ms) between groups at baseline, P = 0.26), however 

there was a main effect for TIME (P = 0.049), but no GROUP x TIME interaction (P = 0.13). Post hoc testing 

showed that only following LHT, silent period duration reduced by 22 ms (from 172 ± 37 ms to 150 ± 18 ms, P = 

0.01), despite RHT reducing the silent period duration by 12 ms (144 ± 28 ms to 132 ± 35 ms, P = 0.21).  The 

magnitude of change in silent period duration following LHT was not different RHT (P = 0.11) or the control group 

(P= 0.24). Again, there were no differences in silent period duration at 30% above AMT was detected (Mean SP 

duration 183 ± 27 ms) between groups at baseline (P = 0.34) and there were no GROUP x TIME interactions (P = 

0.22). There was a trend over time for a reduction in silent period duration following LHT, with a reduction of 20 ms 

(196 ± 30 ms to 176 ± 27 ms, P = 0.059), and a 10 ms reduction following RHT (176 ± 27 ms to 166 ± 40 ms). 

Finally, there were no differences in silent period duration at 40% above AMT (Mean SP duration 183 ± 27 ms) 

between groups at baseline (P = 0.93), however, there was a main effects for TIME (P = 0.002), but no GROUP x 

TIME interaction (P = 0.15). Following LHT, silent period duration reduced by 14 ms (from 196 ± 35 ms to 182 ± 

30 ms) and RHT reduced the silent period duration by 22 ms (194 ± 15 ms to 1172 ± 28 ms).  There was no 

difference in the magnitude of reduction in silent period duration following left or right limb unilateral strength 

training (group effect; P = 0.89). 

Silent period duration for the ipsilateral ‘untrained’ M1 for the control, LHT and RHT groups are presented 

in Figure 6A-C. For the untrained wrist extensors, no differences in silent period duration were detected at 10% 

above AMT (Mean SP duration 98 ± 39 ms) between groups at baseline (P = 0.89) and there were no GROUP x 

TIME interactions (P = 0.43). There were no differences detected in silent period duration at 20% above AMT 

(Mean SP duration 147 ± 41 ms) between groups at baseline (P = 0.84) and there were no GROUP x TIME 

interactions (P = 0.36). There were no differences detected in SP duration at 30% above AMT (Mean SP duration 

169 ± 31 ms) between groups at baseline (P = 0.32), however, there was a GROUP x TIME interaction (P = 0.004). 

Post hoc analysis showed that following RHT, silent period duration reduced by 22 ms (154 ± 20 ms to 132 ± 25 ms, 

P = 0.001), which was different to the control group (P = 0.001), but not different to the LHT group (P = 0.07). 

However, there was a trend for a reduction in silent period duration following LHT with a reduction of 10 ms (from 

177 ± 332 ms to 167 ± 35 ms, P = 0.07). Finally, there were no differences in silent period duration at 40% above 
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AMT (Mean SP duration 183 ± 30 ms) between groups at baseline (P = 0.47), but there was a GROUP x TIME 

interaction (P < 0.001). Post hoc analysis revealed that silent period duration reduced by 47 ms (171 ± 28 ms to124 

± 29 ms) in the left untrained limb following RHT compared to a 2 ms (188 ± 19 ms to186 ± 26 ms) reduction 

following LHT (P = 0.001) and compared to the control group (P = 0.001).    

 

Intracortical Inhibition 

For the trained wrist extensors, no differences were detected in short-interval intracortical inhibition (mean 

42 ± 29% expressed as a percentage of the test response) between groups at baseline (P = 0.36) and there were no 

GROUP x TIME interactions (P = 0.32). Similarly, for the untrained wrist extensors, there were no differences in 

SICI (mean 40 ± 30% as a percentage of the test response) between groups at baseline (P = 0.86) and there were no 

GROUP x TIME interactions (P = 0.74).   

 

DISCUSSION    

The main objective of the present study was to determine the directionality of transfer effects following 

unilateral strength training of the dominant and non-dominant limb in right-handed individuals. We also examined 

the neural mechanisms thought to be implicated in the cross-education of strength and whether they are implicated 

by strength training either the dominant or non-dominant limb in right-handed individuals. Most notably this study 

provides new information that the cross-education of strength occurred after training the dominant and non-

dominant wrist extensors in right-handed individuals, and that unilateral strength training reduced corticospinal 

inhibition (time effect) depending on the limb trained (group interaction effect). These data contend previous initial 

suggestions that the cross-education of strength is unidirectional (Farthing et al. 2005), however more recently 

Farthing and Zehr (2014) suggested that the effect varies greatly depending on the task and that training the 

dominant side may enhance the effect. Based upon the present experimental design, our findings support the bi-

directional nature of cross-education in right hand dominant participants.  

The Cross-education of strength is similar between dominant and non-dominant sides in right-handed 

individuals. 

The increase in the cross-education of strength observed in the current study is larger than previously 

suggested (7.6%) in a meta-analysis (Carroll et al. 2006); with several other recent cross-education studies showing 

much greater cross-education effects than the aforementioned meta-analysis (Hortobágyi et al. 2011; Kidgell et al. 

2015; Goodwill et al. 2012; Kidgell et al. 2011). Following our training program, the untrained limb increased in 

strength by 10% and 15% for RHT and LHT, respectively, and the magnitude of strength gain for the trained limbs 

were 22% for LHT and 18% for RHT. The large cross-education of strength exhibited in this study, may be related 

to the motor learning effects that are associated with dynamic muscle actions. For example, the change in 

contralateral strength (irrespective of which limb was trained in right-handed individuals) is larger than previous 

studies that did isometric training (Lee et al. 2009; Munn et al. 2005). A previous study employed isometric 

contractions of the ECR, while the current study adopted a dynamic strength training protocol, whereby the timing 

of each repetition was controlled and as such may have resulted in the observed differences (Lee et al. 2009). 
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Dynamic strength training that involves both concentric and eccentric contractions has been shown to increase 

strength when compared with isometric strength training alone and this may also account for the observed 

differences in contralateral strength (Brown et al. 1990). Dynamic contractions might provide more afferent 

feedback that transfers strength uniformly well in both directions in right-handed individuals.    

It is not entirely clear why the current results differ to Farthing et al. (2005), but it might be related to the 

strength training task performed.  This is particularly interesting, given that our study used a less intense strength 

training stimulus, a shorter duration of intervention, a lower training percentage of maximum strength and less 

number of sets compared to the study by Farthing et al. (2005). The degree of asymmetry in the cross-education of 

motor skills depends on several factors, including how skilled, or complex a task is, and theoretically how novel it 

is to those performing it (Holper et al. 2009; Ruddy and Carson 2013). Therefore, unilateral strength training that 

encompasses a component of task complexity (i.e. performing a paced strength training task), conceptually could 

transfer uniformly between limbs, and is evident in the current study. The inclusion of paced repetitions was used to 

add an element of novelty and conceivably task complexity to each repetition via participants pacing their 

movement to an external stimulus provided by a metronome (Holper et al. 2009; Ackerly et al. 2011; Thaut et al. 

2002; Leung et al. 2015). Farthing et al. (2005) suggested that for cross-education to occur in both directions, the 

task must be unfamiliar to both limbs. In the case of that study, isometric ulnar deviation is not a common strength 

exercise, but the exercise failed to transfer strength in both directions.  This is confusing because the current study 

used a similar task that required a gripping action; however, the complexity of guided wrist extension coupled with 

dynamic externally paced repetitions might be the determining point to explain differences between studies, outside 

of the different training intensities and duration of the training period.  The rationale for using a slow controlled 

repetition protocol has been based primarily on previous research suggesting greatest cross-education of strength 

from slower controlled repetitions  and the changes in cortical activation following the complexity of a task 

(Hortobágyi et al. 1997; Holper et al. 2009).There is evidence to show that metronome-paced motor training 

compared to self-paced training of the upper limb is associated with greater use-dependent adaptation of the target 

muscle (Ackerley et al. 2011; Leung et al. 2015).We suspect that the strength training task performed in the current 

study that used different muscles and training task may have resulted in a different motor learning outcome 

compared to previous work, but is not limited to the task alone (Farthing et al. 2005). Although, during maximal 

unilateral muscle contractions, the untrained muscle can exhibit up to greater than 20% of mirror EMG activity 

(Zijdewind et al. 2006),  a limitation to the present study was mirror EMG activity was not measured during 

training. However, we have previously reported during maximal concentric training of the wrist, mirror sEMG 

activity is only 1.5% of maximum EMG activity (Kidgell et al. 2015).  A further limitation could be that measuring 

dynamic strength, via the 1-RM method, is not as sensitive as using torque measures such as dynamometry. 

Nonetheless, dynamic strength is often used clinically to assess voluntary strength and in this instance under the 

constraints of the current experimental design, the cross-education of strength appears to be bi-directional in right-

handed individuals. The current findings also support the directionality effects of cross-education in the clinical 

setting following wrist fracture (Magnus et al. 2013). 
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Corticospinal inhibition is reduced following unilateral strength training. 

TMS studies have shown increased corticospinal excitability, reduced cortical inhibition and reduced 

interhemispheric inhibition in the ipsilateral M1 during varying levels of unilateral muscle activity (Hortobágyi et 

al. 2003; Perez and Cohen 2008; Zijdewind et al. 2006; Hortobágyi et al. 2011; Howatson et al. 2011). We did not 

detect any training-related change in MEP amplitude in either the contralateral ‘trained’ or ipsilateral 

‘untrained’M1, showing that strength training had no effect on corticospinal excitability. The results suggest that 

the strength training program used in this study did not increase the neural excitability of the contralateral untrained 

muscle due to chronic changes in synaptic connectivity within specific neural circuits between hemispheres that 

contribute to the ability to generate force. It is important to recognize that the amplitude of MEPs evoked by single-

pulse TMS is not only affected by the excitability of corticospinal cells at the level of the M1 but also at the level of 

the spinal cord by the excitability of motoneurons innervating the target muscle. In the present study, the 

excitability of the spinal H-reflex pathway was not assessed, however, based upon previous lower-limb cross-

education studies in healthy participants, the H-reflex remains unchanged following unilateral training (Lagerquist 

et al. 2005; Fimland et al. 2009), but increases following stroke (Dragert and Zehr 2013). The results of the current 

study in healthy participants, shows that unilateral strength training of the left or right limb in right-handed 

participants did not alter cortical excitability of the trained and the untrained limb.  

A distinctive contribution of the present study is that we have extended knowledge surrounding the 

potential neural mechanisms contributing to both strength development and the cross-education of strength, as we 

observed a training-related reduction in corticospinal inhibition that was more pronounced in the ipsilateral 

“untrained” M1 following RHT.   At a minimum, this suggests there are asymmetries in the neural adaptations to 

cross-education of strength following dominant and non-dominant strength training in right-handed participants. It 

seems that unilateral strength training of the dominant right limb induces a selective change in the excitability of 

corticospinal cells controlling the intrinsic muscles of the wrist engaged in the task. However, as there were no 

distinct difference in the transfer of strength following RHT or LHT training, this asymmetry in corticospinal 

activity does not seem to underpin the magnitude of change in strength of the untrained limbs respectively.  

However, because the duration of the silent period is proportional to the stimulus intensity and independent of MEP 

amplitude, the large reduction in silent period duration reported in the untrained limb following RHT training at 

higher intensities, shows that interhemsipheric plasticity is greater from the trained M1 to the untrained M1, at least 

in right-hand dominant participants at higher stimulus intensities.   

The result of a reduced silent period duration at several points along the MEP recruitment curve, strongly 

implicates that adjustments in GABAB may form an important neural adaptation that contributes to both strength of 

the trained limb and the cross-education of strength to the untrained limb.  Of noticeable importance, the strength 

training program has affected a specific population of GABAergic cortical neurons, confined to the ipsilateral 

‘untrained’ M1. GABAB are the most widely distributed GABAergic cortical neurons in the M1 and activation of 

GABAB results in the generation of an inhibitory post synaptic potential which hyperpolarizes the postsynaptic 

neuron and makes it more difficult for the initial axon segment to reach the firing threshold required for the 

generation of an action potential in corticospinal cells (Watanabe et al. 2002). At least, for the right hand training 
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group at higher stimulus intensities (i.e. 30 and 40% above AMT), the current findings support a role for reduced 

synaptic efficacy between intracortical inhibitory neurons and corticospinal neurons, showing that the change in 

strength in both limbs are, at least in part, due to modulation of the GABAergic projections within the M1.  

Although the motor system between left and right brain hemispheres are known to be asymmetrical with 

physiological differences between sides contributing to asymmetries in hand function (Amunts et al. 1996), we did 

not observe any difference in motor performance (i.e. voluntary muscle strength) between left and right hand 

training. While the ipsilateral ‘untrained’ M1 in right-handed people differentially modulated corticospinal 

inhibition only at higher TMS intensities, it did not influence the magnitude of cross-education, suggesting that 

other sites within the cerebral cortex, such as cingulate motor areas, dorsal pre-motor cortices and temporal lobe 

regions may contribute to the cross-education of strength following dominant and non-dominant limb training 

(Ruddy and Carson 2013; (Farthing et al. 2007).  

There are several limitations to the present study. The addition of measures at a segmental level, 

particularly cervicomedullary MEPs and H-reflexes, would provide additional information as to the site of 

adaptation within the corticospinal tract following unilateral strength training. Despite these limitations, the current 

data can be extended in the broader context to have important implications in the management of injury (i.e. 

immobilization, stroke) and in attenuating losses in muscle strength across the population (young and older adults) 

irrespective of which limb is trained in right-handed individuals. 

 

CONCLUSION 

The present findings support the notion that the cross-education of strength is not unidirectional and that 

the magnitude of cross-education was not limited by which limb was trained in right-handed individuals; rather, it 

appears to be dependent upon the type of strength training task (i.e. dynamic externally paced contractions). 

Importantly, we have shown that corticospinal inhibition was reduced following RHT at higher TMS intensities, 

indicating that reduced cortical inhibition is an important early neural adaptation following unilateral strength 

training that is not just confined to the trained limb. At least in the current experimental design, cortical inhibition 

plays a greater role than excitability at higher TMS stimulus intensities following RHT compared to LHT. Despite 

this asymmetry in neural adaptation, it had no effect on the directionality of the cross-education of muscle strength 

in right-handed participants. These findings have important clinical relevance for cross-education, showing that the 

transfer of wrist extension strength is not influenced by which limb is trained in right-handed humans, thus being 

particularly important for upper limb stroke rehabilitation. 

ACKNOWLEDGEMENTS		

Many thanks to all the participants for giving their time to partake in this research project. 

CONFLICT OF INTEREST		



14	
	

The authors declare no conflict of interest. 

REFERENCES 

1. Ackerly SJ, Stinear CM, Byblow WD (2011) Promoting use-dependent plasticity with externally-paced 

training. Clin Neurophysiol 122:2462-2468 

2. Brown AB, McCartney N, Sale DG (1990) Positive adaptations to weight-lifting training in the elderly. J 

Appl Physiol 69:1725-1733 

3. Calancie B, Nordin M, Wallin U, Hagbarth KE (1987) Motor-unit responses in human wrist flexor and 

extensor muscles to transcranial cortical stimuli. J Neurophysiol 58:1168-1185 

4. Carroll TJ, Herbert RD, Munn J, Lee M, Gandevia SC (2006) Contralateral effects of unilateral strength 

training: evidence and possible mechanisms. J Appl Physiol 101:1514–1522 

5. Christie A, Kamen G (2014) Cortical inhibition is reduced following short-term training in young and older 

adults. Age 36:749-758 

6. Criscimagna-Hemminger SE, Donchin O, Gazzaniga MS, Shadmehr R (2003) Learned dynamics of 

reaching movements generalize from dominant to nondominant arm. J Neurophysiol 89:168–176 

7. Dragert K, Zehr P (2013) High-intensity unilateral dorsiflexor resistance training results in bilateral 

neuromuscular plasticity after stroke. Exp Br Res 225: 93-104 

8. Farthing JP, Borowsky R, Chilibeck P, Binsted G, Sarty G (2007) Neuro-physiological adaptations 

associated with cross-education of strength. Brain Topogr  20:77-88 

9. Farthing JP, Chilibeck PD, Binsted G (2005) Cross-education of arm muscular strength is unidirectional in 

right-handed individuals. Med Sci Sports Exerc 37:1594–1600 

10. Farthing JP, Krentz JR, Magnus CRA, Barss TS, Lanovaz JL, Cummine J, et al (2011) Changes in 

functional magnetic resonance imaging cortical activation with cross education to an immobilized limb. 

Med Sci Sport Exer 43:1394-1405 

11. Farthing JP, Zehr EP (2014) Restoring symmetry: Clinical applications of cross-education. Exerc Sport Sci 

Rev  42:70-75 

12. Farthing JP (2009) Cross-education of strength depends on limb dominance: Implications for theory and 

application. Exerc Sport Sci Rev  37:179-187 

13. Fimland M, Helgerud J, Solstad GM, Iversen VM, Leivseth G, Hoff J (2009). Neural adaptations underlying 

cross-education after unilateral strength training. Eur J Appl Physiol 107:723-730 

14. Goodwill AM, Pearce AJ, Kidgell DJ (2012) Corticomotor plasticity following unilateral strength training. 

Muscle Nerve 46:384-393 

15. Hammond G (2002) Correlates of human handedness in primary motor cortex: a review and hypothesis. 

Neurosci Biobehav Rev  26:285–292 

16. Hendy AM, Kidgell DJ (2013) Anodal tDCS applied during strength training enhances motor cortical 

Plasticity. Med Sci Sports Exerc 45:1721-1729 

17. Hendy AM, Kidgell DJ (2014) Anodal-tDCS applied during unilateral strength training increases strength 

and corticospinal excitability in the untrained homologous muscle. Ex Brain Res 232:3243-3252 



15	
	

18. Hinder MR, Carroll TJ, Summers JJ (2013) Inter-limb transfer of ballistic motor skill following non-

dominant limb training in young and older adults. Exp Brain Res  227:19-29 

19. Hopler L, Biallas M, Wolf M (2009) Task complexity relates to activation of cortical motor areas during 

uni- and bimanual performance: a functional NIRS study. Neuroimage  46:1105-1113 

20. Hortobagyi T, Lambert NJ, Hill JP (1997) Greater cross education following training with muscle 

lengthening than shortening. Med Sci Sports Exerc 29:107-112 

21. Hortobagyi T, Richardson SP, Lomarev M, Shamim E, Meunier S, Russman H, Dang N, Hallett M (2011) 

Interhemispheric plasticity in humans. Med Sci Sports Exerc 43:1188–1199 

22. Howatson G, Taylor M B, Rider P, Motawar BR, McNally MP, Solnik S, DeVita P, Hortobágyi T (2011) 

Ipsilateral motor cortical responses to TMS during lengthening and shortening of the contralateral wrist 

flexors. Euro J Neurosci 33:978-990 

23. Kidgell DJ, Frazer AK, Daly, RM, Rantailanen T, Ruotsalainen I, Ahtiainen J, Avela J, Howatson G (2015) 

Increased cross-education of muscle strength and reduced corticospinal inhibition following eccentric 

strength training. Neurosci 300:566-575 

24. Kidgell DJ, Stokes MA, Perace AJ (2011) Strength training of one limb increases corticomotor excitability 

projecting to the contralateral homologous limb. Motor Contr 15:247-266 

25. Lagerquist O, Zehr EP, Docherty D (2006) Increased spinal reflex excitability is not associated with neural 

plasticity underlying the cross-education effect J Appl Physiol 100:83-90 

26. Lee M, Gandevia SC, Carroll TJ (2009) Unilateral strength training increases voluntary activation of the 

opposite untrained limb. Clin Neurophysiol 120:802-808 

27. Lee M, Hinder MR, Gandevia SC, Carroll TJ (2010) The ipsilateral motor cortex contributes to cross-limb 

transfer of performance gains after ballistic motor practice. J Phsyiol 588:201-212 

28. Leung M, Rantalainen T, Teo WP, Kidgell DJ (2015) Motor cortex excitability is not differentially 

modulated following skill and strength training. Neurosci 305:99-108 

29. Magnus CRA, Arnold CM, Johnston G, Haas VD, Basran J, Krentz JR, Farthing JP (2013) Cross-education 

for improving strength and mobility following distal radius fractures: A preliminary randomized controlled 

trial. Arch Phys Med Rehabil  94:1247-1255 

30. Magnus CRA, Barss TS, Lanovaz JL, Farthing JP (2010) Effects of cross-education on the muscle after a 

period of unilateral limb immobilization using a shoulder sling and swathe. J Appl Physiol 109:1887-1894 

31. Munn J, Herbert RD, Hancock MJ, Gandevia SC (2005) Resistance training for strength: effect of number of 

sets and contraction speed. Med Sci Sports Exerc 37:1622-1626 

32. Pearce AJ, Hendy AM, Bowen WA, Kidgell DJ (2012) Corticospinal adaptations and strength maintenance 

in the immobilized arm following 3 weeks unilateral strength training. Scan J Med Sci Sports 23:740-748 

33. Perez MA, Cohen LG (2008) Mechanisms underlying functional changes in the primary motor cortex 

ipsilateral to an active hand. J Neurosci 28:5631-5640 

34. Ruddy KL, Carson RG (2013) Neural pathways mediating cross education of motor function. Front Hum 

Neurosci  7:397	 



16	
	

35. Selvanayagam VC, Riek S, Carroll TJ (2012) A systematic method to quantify the presence of cross-talk in 

stimulus-evoked EMG responses: Implications for TMS studies. J Appl Physiol	112:259-265  

36. Thaut MH, Kenyon GP, Hurt CP, McIntosh GC, Hoemberg V (2002) Kinematic optimization of 

spatiotemporal patterns in paretic arm training with stroke patients. Neuropsychol  40:1073-81 

37. Watanabe M, Maemura K, Kanbara K, Tamayama T,Hayasaki H (2002) GABA and GABA Receptors in the 

Central Nervous System and Other Organs. Int Rev Cytol 213:1–47 

38. Zijdewind I, Butler JE, Gandevia SC, Taylor JL (2006) The origin of activity in the biceps brachii muscle 

during voluntary contractions of the contralateral elbow flexor muscles. Ex Brain Res 175:526–535 

39. Zult T, Howatson G, Kádár EE, Farthing JP, Hortobágyi, T (2014) Role of the mirror-neuron system in 

cross-education. Sport Med 44:159-78 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



17	
	

Table 1:	Mean (± SE) for AMT, MMAX, single-pulse TMS pre-stimulus rmsEMG, paired-pulse TMS pre-stimulus at 

80% and 120% AMT (CS, TS respectively) prior to and following 3 weeks of unilateral strength training. 

                              
Control (n = 7)  LHT (n = 8)  RHT (n = 8)  

 
 
 

 
Pre Post  

 
Pre 

 
Post  Pre Post  P value 

AMT  

SI 

cM1 

 

iM1 

29.38 
±1.54 

 
29.00 
± 1.67 

 

29.13 
± 1.42 

 
28.38 
± 1.77 

 

 34.50 
± 4.27 

 
29.50 
± 2.20 

 

31.88 
± 2.45 

 
31.25 
± 2.80 

 

 31.00 
± 2.75 

 
33.43 
± 2.70 

 

32.00 
± 3.14 

 
32.86 
± 3.07 

 

 0.24 
 
 

0.23 

CS 

cM1 

 

iM1 

23.63 
± 1.18 

 
23.13 
±1.38 

  

23.38 
± 1.07 

 
23.88 
± 1.44 

 

 27.63 
± 3.42 

 
24.25 
± 1.69 

 

25.50 
± 1.95 

 
25.63 
±2.10 

  

 24.71 
± 2.25 

 
26.86 
± 2.19 

 

25.43 
± 2.51 

 
26.29 
± 2.44 

 

 0.24 
 
 

0.25 

TS 

cM1 

 

iM1 

35.13 
± 1.89 

 
34.88 
± 1.96 

 

34.88 
±1.78 

 
32.88 
± 2.84 

 

 41.38 
± 5.12 

 
35.38 
± 2.63 

 

38.25 
± 2.94 

 
37.50 
± 3.39 

 

 37.29 
± 3.26 

 
40.00 
± 3.21 

 

38.57 
±3.78 

 
40.57 
± 3.65 

 0.23 
 
 

0.22 

Mwave 

(mV) 

cM1 

 

iM1 

15.04 
± 4.36 

 
17.54 
± 4.17 

 

15.39 
± 4.31 

 
17.87 
± 4.10 

 

 16.70 
± 4.12 

 
17.07 
± 3.47 

 

16.60 
± 4.27 

 
17.60 
± 3.46 

 

 19.33 
± 2.76 

 
20.31 
± 3.37 

 

19.88 
± 2.79 

 
19.94 
± 3.81 

 

 0.58 
 
 

0.44 

 SP rmsEMG 

(%MVCMAX) 

cM1 

 

iM1 

4.40 
± 0.67 

 
4.05 

± 0.74 
 

3.97 
± 0.76 

 
3.64 

± 0.57 
 

 4.82 
± 0.92 

 
4.21 

± 0.68 
 

4.24 
± 0.70 

 
4.93 

± 0.32 
 

 5.57 
± 0.81 

 
4.43 

± 0.52 
 

5.78 
± 1.05 

 
4.18 

± 0.24 
 

 0.53 
 
 

0.38 

 PP rmsEMG 

(%MVCMAX) 

cM1 

 

iM1 

3.29 
± 0.60 

 
3.09 

± 0.38 
 

3.09 
± 0.62 

 
2.90 

± 0.50 
 

 3.11 
± 0.55 

 
2.41 

± 0.19 
 

3.25 
± 0.61 

 
3.27 

± 0.50 
 

 4.50 
± 0.89 

 
3.03 

± 0.20 
 

4.54 
± 1.07 

 
4.16 

± 0.40 
 

 0.71 
 
 

0.11 
 
 

cM1: contralateral cortex (trained limb); iM1: ipsilateral cortex (untrained limb); SI: stimulus intensity; CS: 

conditioning stimulus intensity; TS: test stimulus intensity; Mwave: maximum compound action potential; Single 

pulse (SP) rmsEMG was pooled across all four stimulus intensities (AMT +10, 20, 30 & 40).  P values represent the 

repeted-measures ANOVA for AMT, SI, CS, TS, Mwave, SP rmsEMG, PP rmsEMG for the cMI and iMI. 
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FIGURE LEGENDS 

Figure 1: Schematic representation of the experimental design with measures obtained prior and following three 

weeks of unilateral strength training. Pre and post measures included assessment of peripheral muscle excitability 

(M-waves), corticospinal excitability and inhibition recruitment curves, short-interval intracortical inhibition (SICI) 

and one-repetition maximum (1RM) strength test of the right and left wrist extensors. 

Figure 2A-B: Mean (± SE) changes in 1-RM strength of the right and left wrist extensors following three weeks of 

unilateral strength training. (A) Trained limb; (B) Untrained limb. + denotes significant to baseline; * denotes 

significant control group. 

Figure 3A-C: Mean (± SE) change in MEP amplitude (% MMAX) of the contralateral (trained) motor cortex 

following three weeks of unilateral strength training of the wrist extensors. (A) Right hand trained wrist extensors 

(B) Left hand trained wrist extensors (C) Control (no training). 

Figure 4A-C: Mean (± SE) change in MEP amplitude (% MMAX) of the ipsilateral (untrained) motor cortex 

following three weeks of unilateral strength training of the wrist extensors. (A) Right hand trained wrist extensors 

(B) Left hand trained wrist extensors (C) Control (no training). 

Figure 5A-C: Mean (± SE) changes in silent period duration of the contralateral (trained) motor cortex following 

three weeks of unilateral strength training of the wrist extensors. (A) Right hand trained wrist extensors (B) Left 

hand trained wrist extensors (C) Control (no training). + denotes significant to baseline. 

Figure 6A-C: Mean (± SE) changes in silent period duration of the ipsilateral (untrained) motor cortex following 

three weeks of unilateral strength training of the wrist extensors. (A) Right hand trained wrist extensors (B) Left 

hand trained wrist extensors (C) Control (no training). + denotes significant to baseline; * denotes significant control 

group; ^ denotes significant to left hand trained. 
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Figure 2 
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Figure 3 
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Figure 4 
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Figure 5 

 

 



24	
	

Figure 6 

 


