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Abstract 
Symptoms of Charcot-Marie-Tooth disease (CMT) typically arise in childhood or 

adolescence with gait difficulty most common. A systematic review was conducted to 

synthesize, review and characterise gait in pediatric CMT. Health related electronic 

databases were reviewed with search terms related to CMT and gait. Of 454 articles, 

ten articles describing seven studies met eligibility criteria; samples ranged from 1-

81, included mixed CMT subtypes and had a participant mean age of 13 years. 

Assessments included a variety of methods to examine only barefoot gait. 

Heterogeneity of gait patterns was noted. Children and adolescents with CMT 

walked slower, most likely due to shorter stride length. Common kinematic and 

kinetic abnormalities included significant foot drop during swing, reduced calf muscle 

power and proximal compensatory mechanisms in the lower limb. Little data was 

found to inform typical functional gait characteristics or change over time. Of note, 

barefoot assessment does not reflect function in everyday life where footwear is 

commonly worn. With limited existing literature, future studies of gait in pediatric 

CMT need to evaluate the influence of diagnostic subtypes and disease progression; 

the effect of factors such as footwear and the environment; and to explore changes 

in gait and function throughout childhood and adolescence. 

Key words  
Charcot-Marie-Tooth disease, gait, walking, pediatric, systematic review. 

  

This article is protected by copyright. All rights reserved.



3 
 

Introduction 
Charcot-Marie-Tooth disease (CMT) is one of the most common 

neuromuscular diseases with an incidence of 1 in 2,500, typically diagnosed in 

childhood or adolescence and associated with life-long disability (Pareyson and 

Marchesi, 2009; Jani-Acsadi et al., 2015). Charcot-Marie-Tooth disease results from 

mutations in multiple causative genes giving rise to a wide spectrum of clinical 

phenotypes (Rossor et al., 2013). Individuals with CMT report activity limitations 

including walking difficulties ranging from 17% in early childhood to 57% in 

adolescence (Garcia et al., 1998). Relatively few studies have investigated gait and 

functional ambulation in children with CMT (Burns et al., 2009c; Ferrarin et al., 2012; 

Ounpuu et al., 2013). Children and adolescents report impaired balance leading to 

frequent trips and falls, reduced walking endurance and difficulty running and 

jumping (Scheffers et al., 2012). Clinical phenotype and disease progression is 

variable, with little pediatric longitudinal data available to indicate typical changes in 

gait and function over time. Knowledge of the nature of gait abnormalities in CMT is 

needed by pediatric clinicians to develop targeted treatment and management 

options including education. Currently there are no evidence based clinical 

guidelines in relation to gait and functional ambulation in pediatric CMT. 

The aim of this systematic review is to identify, review and synthesize the 

evidence characterising gait in children and adolescents with CMT. The findings will 

summarise what is known about gait, indicate knowledge gaps and outline where 
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further research is required to assist healthcare clinicians working with children and 

adolescents with CMT and their families. 

  

This article is protected by copyright. All rights reserved.



5 
 

Methods 

Search strategy 

In accordance with the principles of Preferred Reporting Items for Systematic 

Reviews and Meta-analysis (PRISMA) guidelines, the search strategy focussed on 

retrieval of publications indexed in health-related electronic databases (Moyer et al., 

2011). The databases selected were Medline (1946 to August 14th, 2015), Embase 

(1947 to August 14th, 2015), CINAHL (1981 to August 14th, 2015) and 

SPORTSDiscus (1985 to August 14th, 2015). Search terms were customised to each 

database. Supplementary Table 1 provides an example of the Medline search 

strategy.  

The initial search was conducted by one reviewer (RK) and, following removal 

of duplicates, articles were screened for eligibility by two independent reviewers (JM 

and RK). Eligibility criteria included: a diagnosis of Charcot-Marie-Tooth disease 

(CMT) or hereditary motor and sensory neuropathy (HMSN); a primary study 

reporting gait data; at least 50% of the participants aged ≤18 years; English 

language; full-text reports; and human studies only. Initial screening examined titles 

and abstracts, with full texts obtained when necessary. 

Data extraction and quality review 

A standardised data extraction form was developed to capture key study 

details. It was initially piloted on two articles by RK and KC and then finalised. Details 

extracted included study design, participant recruitment source, sample demographic 
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and clinical characteristics, gait measurement systems and test conditions, gait data 

type and statistical analysis methods. Detailed gait results were extracted by one 

reviewer (RK) and confirmed by a second (KC). Where multiple time point data were 

available, only baseline data was extracted. Articles from the same author groups 

were closely examined to identify multiple descriptions of the same data sets. 

Study methodological quality was assessed with a modified version of the Quality 

Index checklist (QI) (Downs and Black, 1998). The original QI was reviewed and 

items not within the scope of the current review relating to interventions and 

longitudinal data were removed. Thirteen items remained with a total possible score 

out of 14. If disagreement occurred between the independent scoring of QI items, the 

third reviewer (JM) adjudicated. For ease of comparison QI scores were converted to 

a percentage of the total score. 
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Results 
The search yielded an initial 454 articles (Fig. 1), with a final yield of ten 

eligible articles (Chan et al., 2007; Newman et al., 2007; Burns et al., 2009a; Burns 

et al., 2009b; Burns et al., 2009c; Rose et al., 2010; Blyton et al., 2011; Ferrarin et 

al., 2012; Ferrarin et al., 2013; Ounpuu et al., 2013). 

- Insert Figure 1 - 

Study and participant characteristics  

Preliminary review of the ten articles identified studies and samples that were 

described in more than one article, with data from seven independent studies 

identified. Notably, two articles appeared to describe gait of one sample (Ferrarin et 

al., 2012; Ferrarin et al., 2013) and another three described a sample from a clinical 

trial of ascorbic acid (Burns et al., 2009a; Burns et al., 2009c; Blyton et al., 2011)1. 

Table 1 lists study characteristics of included articles. 

Study designs included two randomised control trials (RCT), cross-sectional, 

case-control and longitudinal observational studies and a single case study. Both 

RCTs were intervention studies with CMT placebo groups and recorded gait 

characteristics as secondary outcome measures (Burns et al., 2009a; Rose et al., 

2010). Four studies had a primary aim of describing gait characteristics; all 

compared findings to their respective gait laboratory reference group of typically 

developing (TD) controls with statistical analysis (Chan et al., 2007; Newman et al., 

                                            
1 Correspondence with the lead author confirmed that two articles, Blyton et al, 2011 and Burns et al, 
2009c, were post hoc analyses of baseline data from the Ascorbic acid study, Burns et al, 2009a. 
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2007; Ferrarin et al., 2012; Ferrarin et al., 2013; Ounpuu et al., 2013). Two of these 

studies sub-grouped data according to gait patterns (Ferrarin et al., 2012; Ferrarin et 

al., 2013; Ounpuu et al., 2013). One further article compared gait data from the 

ascorbic acid trial (Burns et al., 2009a) to published normative values and grouped 

data into age bands across childhood and adolescence but did not provide statistical 

analysis (Burns et al., 2009c).  

Sample numbers varied widely, ranging from one to 81 with a total of 191 

participants across seven studies. Participant age ranged from 2-52 years with a 

mean of the reported ages of 13 years. Two articles included participants aged over 

18 years (Newman et al., 2007; Rose et al., 2010) with no individual gait data 

available for sub analysis. These articles were retained as the mean age was 14 

years or less. Studies included a mix of CMT subtypes with two of the seven studies 

assessing children with CMT1A only (Burns et al., 2009a; Ferrarin et al., 2012). Age 

at time of diagnosis was noted in three studies and ranged from 4-14 years 

(Newman et al., 2007; Ferrarin et al., 2012; Ounpuu et al., 2013). 

Notably, eligibility criteria varied across studies and were poorly defined in 

some studies. Only three studies reported exclusion of participants whose gait might 

be affected by diseases other than CMT, lower limb injury or surgery (Burns et al., 

2009a; Rose et al., 2010; Ferrarin et al., 2012). One study excluded those unable to 

walk unaided barefoot (Ferrarin et al., 2012).  

Participants in all studies were independently ambulant during gait testing. A 

description of the ability of participants to walk in the community or beyond short 
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distances was not commonly reported, with only three studies describing limitations 

(Newman et al., 2007; Burns et al., 2009b; Burns et al., 2009c). Functional limitations 

included reduced endurance in up to 25% of participants (Newman et al., 2007; 

Burns et al., 2009b), reduced balance (Burns et al., 2009c) and a high falls incidence 

in 47% of children (Burns et al., 2009c). A single study reported inclusion of a child 

with the severe phenotype Dejerine-Sottas disease (DS) who used a power 

wheelchair for longer distances (Rose et al., 2010). Of note, no study utilised a 

standardised assessment tool to describe functional ambulatory ability.  

Foot and ankle impairments were reported in six of the seven studies and 

included reduced range of motion (Burns et al., 2009c; Rose et al., 2010; Ounpuu et 

al., 2013), reduced strength (Burns et al., 2009b; Burns et al., 2009c; Ferrarin et al., 

2012; Ounpuu et al., 2013) and ankle instability/recurrent sprains (Newman et al., 

2007; Burns et al., 2009b; Burns et al., 2009c;). All studies noted the presence of 

foot deformity in some participants. Most studies did not report whether the 

participants used orthotics in daily functional ambulation, with only a single study 

reporting the use of in shoe orthotics (Burns et al., 2009b). 

Gait data 

Gait was measured with a diverse range of methods and measurement 

systems (Table 1). Six studies reported testing at self-selected preferred walking 

speed, with gait testing conditions likely to be barefoot, either as stated or assumed 

from methodology. Reporting of footwear condition varied with five studies explicitly 

describing barefoot testing (Newman et al., 2007; Burns et al., 2009a; Burns et al., 
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2009b; Ferrarin et al., 2012; Ounpuu et al., 2013) and no reports of gait tested in 

footwear or orthotic-footwear combinations. 

Spatio-temporal gait data 

Nine of the ten articles reported spatio-temporal gait data (Table 2). Speed 

was reported in all, cadence in seven and stride length in six. Despite use of detailed 

measurement systems, additional measures were not uniformly reported, such as 

step time, step length and base of support width. Of note, only three articles 

presented speed and stride length data normalised to body anthropometrics, an 

important consideration given the wide range of age groups with subsequent 

variation in participant height and leg length (Newman et al., 2007; Ferrarin et al., 

2012; Ferrarin et al., 2013). Furthermore, in two articles the TD cohort walked at 

speeds matched to the CMT groups to allow for kinematic and kinetic comparison 

(Ferrarin et al., 2012; Ferrarin et al., 2013).  

Speed 

Self-selected gait speed was generally slower in CMT groups compared to 

their TD peers, ranging widely from 0.50 m/sec to 1.25 m/sec. Only three articles 

provided a between-group statistical analysis of speed of CMT and TD or reference 

cohorts. Subgroup analysis in two articles found that more severely affected children 

were significantly slower. Ounpuu and colleagues (2013) found the “typical” and “foot 

drop” subgroups walked significantly slower, in contrast to the “toe walkers” 

subgroup (Ounpuu et al., 2013). Similarly, the most severely impaired foot drop and 

push-off deficit (FD&POD) subgroup in Ferrarin and colleagues’ study walked 
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significantly slower than TD controls, despite group speed matching (Ferrarin et al., 

2012). 

To gain further insight into speed differences, data from five studies (Newman 

et al., 2007; Burns et al., 2009a; Rose et al., 2010; Ferrarin et al., 2013; Ounpuu et 

al., 2013) are presented in Figure 2, relative to two TD cohorts (Newman et al., 2007; 

Ounpuu et al., 2013) and gait speed data from a sample of 62 12-year-old TD 

children (Lythgo et al., 2009). To avoid duplicate reporting, only the initial study of 

the ascorbic acid cohort was included (Burns et al., 2009a). Normalised data 

(Ferrarin et al., 2012) was not included nor the single case study (Burns et al., 

2009b). The wider confidence intervals (CI) in the CMT data indicate greater 

variability in speed and reflect the relatively small sample sizes. Of note is the slower 

outlying data from both CMT groups in the study by Rose and colleagues which 

included mixed subtypes and a child with DS (Rose et al., 2010). Variability in 

average speed of the CMT cohorts is apparent, with the overlapping CI in four of the 

five studies suggesting little difference between gait speeds (Newman et al., 2007; 

Burns et al., 2009a; Ferrarin et al., 2013; Ounpuu et al., 2013). In contrast, TD 

groups’ speeds are relatively homogeneous with narrow CI in the Lythgo data due to 

larger sample size. The CI of only one of the nine CMT groups (Burns et al., 2009a) 

narrowly overlaps Lythgo’s TD data indicating gait speed of most cohorts of children 

with CMT is slower than TD. 

- Insert Figure 2 - 
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Stride length 

Stride length is the distance measured from initial contact of one foot to the 

subsequent initial contact of the same foot. Only two articles provided statistical 

comparison of CMT stride length to TD children; both were speed matched trials 

hence limiting interpretation (Ferrarin et al., 2012; Ferrarin et al., 2013). Normalised 

stride length was significantly reduced in only the most severely impaired subgroup 

of children with CMT (mean difference 0.10 m, ES=1.0) (Ferrarin et al., 2013).  

Cadence 

Cadence, the number of steps per minute, was not significantly different 

between children with CMT and TD (Ferrarin et al., 2012; Ferrarin et al., 2013; 

Ounpuu et al., 2013), however, comparison to speed matched trials in two of these 

articles again limits interpretation (Ferrarin et al., 2012; Ferrarin et al., 2013).  

Step time, step length and base of support width 

Step time is measured as the time between initial contact of one foot and 

initial contact of the next. Step length is the distance from initial contact of one foot to 

initial contact of the opposite foot. Base of support width (BOS) reflects the distance 

from the heel centre of one footprint to the line of progression formed by two 

footprints of the opposite foot. Only one study suggested children with CMT walk 

with comparable step time, reduced step length and wider BOS compared to age-

equivalent norms but provided no statistical analysis (Burns et al., 2009c). 
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Kinematic and kinetic gait data 

Kinematic and kinetic data with reference to TD databases were reported in 

four articles describing three studies (Table 3) (Newman et al., 2007; Ferrarin et al., 

2012; Ferrarin et al., 2013; Ounpuu, et al., 2013). As previously noted, two articles 

speed-matched the TD group to examine alterations independent of speed (Ferrarin 

et al., 2012; Ferrarin et al., 2013). Although kinematic and kinetic differences were 

evident at all levels (hip, knee and ankle); not all were found to be statistically 

significant. Three articles subdivided their cohorts based on gait patterns (Ferrarin et 

al., 2012; Ferrarin et al., 2013; Ounpuu et al., 2013). Ounpuu et al, (2013) grouped 

their cohort based on peak ankle dorsiflexion in terminal stance into “toe-walker” 

(TW), “typical” or “foot drop” (FD) sub-groups. Ferrarin et al, (2012; 2013) identified 

gait patterns through cluster analysis as “pseudo-normal/normal looking” (PN/NL), 

“foot drop” (FD) and “foot drop and push-off deficit” (FD&POD). 

Statistically significant kinematic differences were found at all joints, with the 

majority at the ankle. ‘Foot drop’ or reduced peak dorsiflexion in swing phase was 

reported in all studies. Notably, all studies found abnormal ankle kinetics with 

reduced power generation or reduced positive work in stance (Newman et al., 2007; 

Ferrarin et al., 2012; Ferrarin et al., 2013; Ounpuu et al., 2013). Only two of four 

articles found significant differences in gait patterns at the hip and knee (Newman et 

al., 2007; Ferrarin et al., 2012). Key differences included greater range of hip motion 

and increased hip flexion (Ferrarin et al., 2012), hip abduction and external rotation 
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(Newman et al., 2007), and greater peak knee extension in stance (Newman et al., 

2007). 

Pedobarograph data 

Pedobarography measures pressure distribution where the foot makes 

contact with the underlying surface. Pedobarograph data prior and post corrective 

foot surgery for pes cavus was reported relative to a laboratory reference group 

(Chan et al., 2007). Pre-surgery foot pressure measurements were significantly 

increased over the lateral mid foot (mean 35.2%/body weight, p<0.001) reflecting the 

high medial arched deformity. Forefoot pressure both laterally and medially was 

significantly reduced (Chan et al., 2007) indicating reduced push-off.  

Functional gait data – Six minute walk test (6MWT) 

Functional ambulatory performance measured by the 6MWT varied widely in 

four articles from two studies by Burns and colleagues (Burns et al., 2009a; Burns et 

al., 2009b; Burns et al., 2009c; Blyton et al., 2011). Distance (6MWD) ranged 

markedly from 110 to 710 metres with the largest sample of 65 children walking an 

average of 520 metres (Burns et al., 2009a). Sub-division into cross-sectional age 

groupings and comparison to published norms indicated that 6MWD increased 

throughout early to middle childhood, however appeared to decline in the adolescent 

group.  
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Study quality 

Study quality is detailed in Supplementary Table 2. Study quality varied widely 

from as low as 6/14 (43%) to 14/14 (100%). Key methodological strengths included 

well described patient populations in 8 out of 10 articles and use of valid and reliable 

outcome measures. Weaknesses included insufficient representativeness of study 

populations, with generalizability of study findings excellent in only three articles 

describing well-defined populations and participant selection (Burns et al., 2009a; 

Rose et al., 2010; Blyton et al., 2011). Confounders such as other factors impairing 

gait were not reported in four articles (Chan et al., 2007; Newman et al., 2007; Burns 

et al., 2009b; Ounpuu et al., 2013). Heterogeneity of study methodologies, samples 

and variability in the available data precluded item pooling for meta-analysis.  
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Discussion 

More than 50% of children and adolescents with CMT report difficulty walking, 

yet very few studies have investigated gait deviations in this population. The ten 

articles in this review reported on findings from just seven studies. This review found 

that children with CMT walk more slowly than their TD peers with foot drop in swing, 

reduced calf power at push off and associated compensatory strategies of hip 

flexion, external rotation and abduction in swing indicative of a high stepping gait 

pattern. Few studies described functional ambulation and only one study reported 

gait changes over time.  

Slower walking speed may be due to alterations in stride length and/or 

cadence. The only statistical comparison of stride length data occurred in studies 

that speed-matched trials from TD children (Ferrarin et al., 2012; Ferrarin et al., 

2013). Inspection of the non-normalised stride length data across studies suggests 

stride length is shorter than reported stride length for TD 12-year-olds whilst cadence 

is similar, thus accounting for the slower speed (Burns et al., 2009c; Lythgo et al., 

2009). Notably, stride length was not normalised in all studies, which is an important 

consideration given the wide age range and height/leg length differences of the 

participants. 

Abnormal motion at the ankle contributes to gait dysfunction in children with 

CMT. The high incidence of reported trips and falls are the likely consequence of 

reduced dorsiflexion in swing and increased plantar flexion at initial contact, more 

commonly referred to as “foot drop”. Typical compensatory strategies of hip flexion, 
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external rotation and abduction are adopted to clear the foot in swing. 

Pedobarograph data demonstrates reduced forefoot pressures indicative of 

ineffectual push-off (Chan et al., 2007). Reduced calf power generation at push off 

as shown in kinetic studies contributes to shorter stride length and slower gait speed. 

Additionally, of particular interest, no studies included complex foot models such as 

the Oxford foot model (Stebbins et al., 2006) to provide more accurate and complete 

description of ankle/foot biomechanics. It is recommended that future biomechanical 

studies should include detailed foot modelling as foot posture is a hallmark feature of 

CMT. 

Heterogeneity of disease severity both between sub-types and within sub-

types is well documented in CMT (Pareyson and Marchesi, 2009). The large 

variation in gait characteristics in this review likely reflects the diversity of diagnostic 

sub-types and wide participant age range. The effect of CMT on gait speed is large 

with effect sizes ranging from 1.5 to 2.3 in the groups that walked more slowly. 

Insight into the association between disease severity and speed is provided by 

clinical subgroup analysis, finding that children with foot drop walked slowest 

(ES=2.3) (Ounpuu et al., 2013). Examination of the variation in cross-sectional speed 

data (Fig. 2) relative to sub-types provides further potential insights. The two studies 

including only participants with the typically milder phenotype CMT1A (Burns et al., 

2009a; Ferrarin et al., 2013) reported the fastest average gait speed. No studies 

compared or analysed subtypes separately. The development of CMTPedS as a 

valid and a reliable assessment of disease severity (Burns et al., 2012), together with 
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advances in genetic diagnosis of CMT subtypes, warrants future research to 

investigate links between disease severity, subtype and gait dysfunction in children 

with CMT. 

Consideration of gait beyond the context of an unobstructed level indoor gait 

laboratory environment is needed, as these gait tests are not reflective of day to day 

life for children and adolescents with CMT in their home and community settings. 

The speed and distance requirements of school and community walking have not 

been clearly defined for children. In adults, speed and distance requirements for 

functional community ambulation range up to 1.32 m/sec and 677 metres, 

respectively (Salbach et al., 2014). Functional adult walking speed is estimated to be 

80 cm/sec with speeds below this threshold reflecting limited community ambulation 

(Perry et al., 1995). Data within this review suggests that many children may have 

difficulty walking at speeds required in the community, with some walking 0.20-0.30 

m/sec slower (Rose et al., 2010). Similarly, many children may have difficulty walking 

the distances required within their local communities, with 6MWD ranging from 110-

710 metres (Burns et al., 2009a). Slower gait speed is a potential barrier to 

participation and the ability to keep up with TD peers in school and community 

environments. There are no published minimally clinically important differences 

(MCID) values for gait speed in children, however, in older adults MCID range from 

0.05 m/sec to 0.13 m/sec (Perera et al., 2006). The mean speeds of the CMT 

cohorts are 0.10 – 0.30 m/sec slower than the TD cohorts or TD reference group 
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(Lythgo et al., 2009). This exceeds the adult MCID threshold, suggesting slower 

walking speeds may impact daily life of children and adolescents with CMT. 

In other populations with gait dysfunction researchers have developed 

functional gait classification systems or scales to more accurately describe functional 

ambulation in broader environmental contexts. The Functional Mobility Scale (FMS) 

(Graham et al., 2004) is one example commonly used for children with cerebral 

palsy. The FMS assesses mobility over 5, 50 and 500 metres taking into 

consideration the different environmental contexts of home, school and community. 

The FMS also accounts for uneven surfaces and stairs. No such functional 

ambulatory assessment has been reported in the CMT pediatric gait literature but 

consideration of these factors is equally important to this population, with appropriate 

selection of responsive tools needed. 

It is noteworthy that there were no studies of children walking in footwear 

identified in this review. Whilst assessment of barefoot gait is usual in laboratory 

settings and provides insight into primary biomechanical dysfunction, this does not 

readily translate to “real world” function of walking in school and community settings. 

Children and adolescents with CMT rarely walk barefoot beyond the indoor home 

environment, typically wearing footwear outdoors. Studies in TD children 

demonstrate faster gait with a longer stride length when wearing shoes compared to 

barefoot gait (Lythgo et al., 2009; Wegener et al., 2011). Importantly, some people 

with CMT wear foot orthotics for support of foot and ankle weakness and/or 

biomechanical alignment. Further studies are needed to understand gait in the 
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functional context of footwear, either with or without orthotics, to more closely reflect 

school and community function. 

A number of limitations warrant consideration in this review. Relatively few 

studies, small cohort numbers and the lack of statistical analysis in nearly half of the 

studies limit the findings. Speed-matching in two articles alters interpretation of the 

spatio-temporal data (Ferrarin et al., 2012; Ferrarin et al., 2013). Studies varied in 

quality in terms of control of extraneous or confounding factors, and uncertain 

sample generalisability. Of additional note, no study reported the presence of hip 

dysplasia, which has a reported incidence of up to 8.1% in CMT (Walker et al., 1994) 

and may significantly influence gait. 

This systematic review of cross-sectional studies provided limited insight into 

progression of CMT over time, or the influence of age. It is noteworthy that only a 

single small study examined longitudinal changes in gait during childhood (Ferrarin 

et al., 2013), finding a small non-significant decline over an 18 month period. In 

comparison, several studies span adulthood, some of which include adolescents 

(Berciano et al., 2006; Shy et al., 2008; Verhamme et al., 2009; Milhe De Bovis et 

al., 2014; Pelayo-Negro et al., 2014). As CMT typically emerges during childhood, 

and is known to be progressive more longitudinal pediatric studies are needed. 

Future research should include gait assessment in footwear and usual orthotics, in 

conjunction with evaluations of gait in a functional environmental context to provide 

important insights into real-life performance of children and adolescents with CMT. 

  

This article is protected by copyright. All rights reserved.



21 
 

Acknowledgements 
This research did not receive any funding. 

Conflict of interest statement 
The authors have no conflicts of interest. 

  

This article is protected by copyright. All rights reserved.



22 
 

References 
Berciano J, Gallardo E, Garcia A, Infante J, Mateo I, Combarros O (2006). Charcot-

Marie-Tooth disease type 1A duplication with severe paresis of the proximal 

lower limb muscles: A long-term follow-up study. Journal of Neurology, 

Neurosurgery and Psychiatry 77:1169-1176. 

Blyton F, Ryan MM, Ouvrier RA, Burns J (2011). Muscle cramp in pediatric Charcot-

Marie-Tooth disease type 1A: Prevalence and predictors. Neurology 77:2115-

2118. 

Burns J, Ouvrier R, Estilow T, Shy R, Laurá M, Pallant JF, Lek M, Muntoni F, Reilly 

MM, Pareyson D, Acsadi G, Shy ME, Finkel RS (2012). Validation of the 

Charcot–Marie–Tooth disease pediatric scale as an outcome measure of 

disability. Annals of Neurology 71:642-652. 

Burns J, Ouvrier R, Yiu E, Joseph P, Kornberg A, Fahey M, Ryan M (2009a). 

Ascorbic acid for Charcot–Marie–Tooth disease type 1A in children: a 

randomised, double-blind, placebo-controlled, safety and efficacy trial. The 

Lancet Neurology 8:537-544. 

Burns J, Raymond J, Ouvrier R (2009b). Feasibility of foot and ankle strength 

training in childhood Charcot-Marie-Tooth disease. Neuromuscular Disorders 

19:818-821. 

Burns J, Ryan M, Ouvrier R (2009c). Evolution of foot and ankle manifestations in 

children with CMT1A. Muscle Nerve 39:158-166. 

Chan G, Sampath J, Miller F, Riddle EC, Nagai MK, Kumar SJ (2007). The role of 

the dynamic pedobarograph in assessing treatment of cavovarus feet in 

This article is protected by copyright. All rights reserved.



23 
 

children with Charcot-Marie-Tooth disease. Journal of Pediatric Orthopaedics 

27:510-516. 

Downs SH, Black N (1998). The feasibility of creating a checklist for the assessment 

of the methodological quality both of randomised and non-randomised studies 

of health care interventions. Journal of Epidemiology and Community Health 

52:377-384. 

Ferrarin M, Bovi G, Rabuffetti M, Mazzoleni P, Montesano A, Pagliano E, Marchi A, 

Magro A, Marchesi C, Pareyson D, Moroni I (2012). Gait pattern classification 

in children with Charcot-Marie-Tooth disease type 1A. Gait Posture 35:131-

137. 

Ferrarin M, Lencioni T, Rabuffetti M, Moroni I, Pagliano E, Pareyson D (2013). 

Changes of gait pattern in children with Charcot-Marie-Tooth disease type 1A: 

a 18 months follow-up study. Journal of NeuroEngineering & Rehabilitation 

(JNER) 10:1-11. 

Garcia AMD, Combarros OMD, Calleja JMD, Berciano JMD (1998). Charcot-Marie-

Tooth disease type 1A with 17p duplication in infancy and early childhood: A 

longitudinal clinical and electrophysiologic study. Neurology 50:1061-1067. 

Graham HK, Harvey A, Rodda J, Nattrass GR, Pirpiris M (2004). The Functional 

Mobility Scale (FMS). J Pediatr Orthop 24:514-520. 

Jani-Acsadi A, Ounpuu S, Pierz K, Acsadi G (2015). Pediatric Charcot-Marie-Tooth 

Disease. Pediatric Clinics of North America 62:767-786. 

This article is protected by copyright. All rights reserved.



24 
 

Lythgo N, Wilson C, Galea M (2009). Basic gait and symmetry measures for primary 

school-aged children and young adults whilst walking barefoot and with 

shoes. Gait Posture 30:502-506. 

Milhe De Bovis V, Bensoussan L, Kerzoncuf M, Viton JM, Delarque A, Jouvion A, 

Attaria NS, Thefenne L, Theodoridou E (2014). Long-term use of orthopedic 

shoes improved the gait of a Charcot-Marie-Tooth patient. Annals of Physical 

and Rehabilitation Medicine 57:e122. 

Moyer CA, Seefeldt L, Mann ES, Jackley LM (2011). Does massage therapy reduce 

cortisol? A comprehensive quantitative review. Journal of Bodywork and 

Movement Therapies 15:3-14. 

Newman CJ, Walsh M, O'Sullivan R, Jenkinson A, Bennett D, Lynch B, O'Brien T 

(2007). The characteristics of gait in Charcot-Marie-Tooth disease types I and 

II. Gait Posture 26:120-127. 

Ounpuu S, Garibay E, Solomito M, Bell K, Pierz K, Thomson J, Acsadi G, DeLuca P 

(2013). A comprehensive evaluation of the variation in ankle function during 

gait in children and youth with Charcot-Marie-Tooth disease. Gait and Posture 

38:900-906. 

Pareyson D, Marchesi C (2009). Diagnosis, natural history, and management of 

Charcot-Marie-Tooth disease. Lancet neurol 8:654-667. 

Pelayo-Negro AL, Gallardo E, Garcia A, Sanchez-Juan P, Infante J, Berciano J 

(2014). Evolution of Charcot-Marie-Tooth disease type 1A duplication: a 2-

year clinico-electrophysiological and lower-limb muscle MRI longitudinal 

study. J Neurol 261:675-685. 

This article is protected by copyright. All rights reserved.



25 
 

Perera S, Mody SH, Woodman RC, Studenski SA (2006). Meaningful Change and 

Responsiveness in Common Physical Performance Measures in Older Adults. 

Journal of the American Geriatrics Society 54:743-749. 

Perry J, Garrett M, Gronley JK, Mulroy SJ (1995). Classification of Walking Handicap 

in the Stroke Population. Stroke 26:982-989. 

Rose KJ, Raymond J, Refshauge K, North KN, Burns J (2010). Serial night casting 

increases ankle dorsiflexion range in children and young adults with Charcot-

Marie-Tooth disease: a randomised trial. Journal of physiotherapy 56:113-

119. 

Rossor AM, Polke JM, Houlden H, Reilly MM (2013). Clinical implications of genetic 

advances in Charcot-Marie-Tooth disease. Nature reviews Neurology 9:562-

571. 

Salbach NM, O'Brien K, Brooks D, Irvin E, Martino R, Takhar P, Chan S, Howe J-A 

(2014). Speed and Distance Requirements for Community Ambulation: A 

Systematic Review. Archives of Physical Medicine and Rehabilitation 95:117-

128.e111. 

Scheffers G, Hiller C, Refshauge K, Burns J (2012). Prescription of foot and ankle 

orthoses for children with Charcot-Marie-Tooth disease: a review of the 

evidence. Physical Therapy Reviews 17:79-90. 

Shy ME, Chen L, Swan ER, Taube R, Krajewski KM, Herrmann D, Lewis RA, 

McDermott MP (2008). Neuropathy progression in Charcot-Marie-Tooth 

disease type 1A. Neurology 70:378-383. 

This article is protected by copyright. All rights reserved.



26 
 

Stebbins J, Harrington M, Thompson N, Zavatsky A, Theologis T (2006). 

Repeatability of a model for measuring multi-segment foot kinematics in 

children. Gait Posture 23:401-410. 

Verhamme C, van Schaik IN, Koelman JH, de Haan RJ, de Visser M (2009). The 

natural history of Charcot-Marie-Tooth type 1A in adults: a 5-year follow-up 

study. Brain: A Journal of Neurology 132:3252-3262. 

Walker JLMD, Nelson KRMD, Heavilon JAMD, Stevens DBMD, Lubicky JPMD, 

Ogden JAMD, VandenBrink KAMD (1994). Hip Abnormalities in Children With 

Charcot-Marie-Tooth Disease. Journal of Pediatric Orthopaedics 

January/February 14:54-59. 

Wegener C, Hunt AE, Vanwanseele B, Burns J, Smith RM (2011). Effect of children's 

shoes on gait: a systematic review and meta-analysis. Journal of Foot & Ankle 

Research 4:1-13. 

  

This article is protected by copyright. All rights reserved.



27 
 

Figure legend 

 

Figure 1 Search history and selection flow diagram. 

Figure 2 Average gait speed from selected CMT studies in relation to typically 

developing controls.  
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Table legend 

 

Table 1 Characteristics of included articles. 

Table 2 Spatio-temporal gait data from included articles reported as mean [SD]. 

Table 3 Key statistical analysis of lower limb kinematic and kinetic gait data of 

children with CMT relative to typically developing children. 

 

Supplementary table legend 

 

Supplementary table 1: Example of search strategy. 

Supplementary table 2: Quality Index scores.  
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Abstract 
Symptoms of Charcot-Marie-Tooth disease (CMT) typically arise in childhood or 

adolescence with gait difficulty most common. A systematic review was conducted to 

synthesize, review and characterise gait in pediatric CMT. Health related electronic 

databases were reviewed with search terms related to CMT and gait. Of 454 articles, 

ten articles describing seven studies met eligibility criteria; samples ranged from 1-

81, included mixed CMT subtypes and had a participant mean age of 13 years. 

Assessments included a variety of methods to examine only barefoot gait. 

Heterogeneity of gait patterns was noted. Children and adolescents with CMT 

walked slower, most likely due to shorter stride length. Common kinematic and 

kinetic abnormalities included significant foot drop during swing, reduced calf muscle 

power and proximal compensatory mechanisms in the lower limb. Little data was 

found to inform typical functional gait characteristics or change over time. Of note, 

barefoot assessment does not reflect function in everyday life where footwear is 

commonly worn. With limited existing literature, future studies of gait in pediatric 

CMT need to evaluate the influence of diagnostic subtypes and disease progression; 

the effect of factors such as footwear and the environment; and to explore changes 

in gait and function throughout childhood and adolescence. 

Key words  
Charcot-Marie-Tooth disease, gait, walking, pediatric, systematic review. 
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Introduction 
Charcot-Marie-Tooth disease (CMT) is one of the most common 

neuromuscular diseases with an incidence of 1 in 2,500, typically diagnosed in 

childhood or adolescence and associated with life-long disability (Pareyson and 

Marchesi, 2009; Jani-Acsadi et al., 2015). Charcot-Marie-Tooth disease results from 

mutations in multiple causative genes giving rise to a wide spectrum of clinical 

phenotypes (Rossor et al., 2013). Individuals with CMT report activity limitations 

including walking difficulties ranging from 17% in early childhood to 57% in 

adolescence (Garcia et al., 1998). Relatively few studies have investigated gait and 

functional ambulation in children with CMT (Burns et al., 2009c; Ferrarin et al., 2012; 

Ounpuu et al., 2013). Children and adolescents report impaired balance leading to 

frequent trips and falls, reduced walking endurance and difficulty running and 

jumping (Scheffers et al., 2012). Clinical phenotype and disease progression is 

variable, with little pediatric longitudinal data available to indicate typical changes in 

gait and function over time. Knowledge of the nature of gait abnormalities in CMT is 

needed by pediatric clinicians to develop targeted treatment and management 

options including education. Currently there are no evidence based clinical 

guidelines in relation to gait and functional ambulation in pediatric CMT. 

The aim of this systematic review is to identify, review and synthesize the 

evidence characterising gait in children and adolescents with CMT. The findings will 

summarise what is known about gait, indicate knowledge gaps and outline where 

further research is required to assist healthcare clinicians working with children and 

adolescents with CMT and their families. 
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Methods 

Search strategy 

In accordance with the principles of Preferred Reporting Items for Systematic 

Reviews and Meta-analysis (PRISMA) guidelines, the search strategy focussed on 

retrieval of publications indexed in health-related electronic databases (Moyer et al., 

2011). The databases selected were Medline (1946 to August 14th, 2015), Embase 

(1947 to August 14th, 2015), CINAHL (1981 to August 14th, 2015) and 

SPORTSDiscus (1985 to August 14th, 2015). Search terms were customised to each 

database. Supplementary Table 1 provides an example of the Medline search 

strategy.  

The initial search was conducted by one reviewer (RK) and, following removal 

of duplicates, articles were screened for eligibility by two independent reviewers (JM 

and RK). Eligibility criteria included: a diagnosis of Charcot-Marie-Tooth disease 

(CMT) or hereditary motor and sensory neuropathy (HMSN); a primary study 

reporting gait data; at least 50% of the participants aged ≤18 years; English 

language; full-text reports; and human studies only. Initial screening examined titles 

and abstracts, with full texts obtained when necessary. 

Data extraction and quality review 

A standardised data extraction form was developed to capture key study 

details. It was initially piloted on two articles by RK and KC and then finalised. Details 

extracted included study design, participant recruitment source, sample demographic 

and clinical characteristics, gait measurement systems and test conditions, gait data 

type and statistical analysis methods. Detailed gait results were extracted by one 

reviewer (RK) and confirmed by a second (KC). Where multiple time point data were 
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available, only baseline data was extracted. Articles from the same author groups 

were closely examined to identify multiple descriptions of the same data sets. 

Study methodological quality was assessed with a modified version of the Quality 

Index checklist (QI) (Downs and Black, 1998). The original QI was reviewed and 

items not within the scope of the current review relating to interventions and 

longitudinal data were removed. Thirteen items remained with a total possible score 

out of 14. If disagreement occurred between the independent scoring of QI items, the 

third reviewer (JM) adjudicated. For ease of comparison QI scores were converted to 

a percentage of the total score. 
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Results 
The search yielded an initial 454 articles (Fig. 1), with a final yield of ten 

eligible articles (Chan et al., 2007; Newman et al., 2007; Burns et al., 2009a; Burns 

et al., 2009b; Burns et al., 2009c; Rose et al., 2010; Blyton et al., 2011; Ferrarin et 

al., 2012; Ferrarin et al., 2013; Ounpuu et al., 2013). 

- Insert Figure 1 - 

Study and participant characteristics  

Preliminary review of the ten articles identified studies and samples that were 

described in more than one article, with data from seven independent studies 

identified. Notably, two articles appeared to describe gait of one sample (Ferrarin et 

al., 2012; Ferrarin et al., 2013) and another three described a sample from a clinical 

trial of ascorbic acid (Burns et al., 2009a; Burns et al., 2009c; Blyton et al., 2011)1. 

Table 1 lists study characteristics of included articles. 

Study designs included two randomised control trials (RCT), cross-sectional, 

case-control and longitudinal observational studies and a single case study. Both 

RCTs were intervention studies with CMT placebo groups and recorded gait 

characteristics as secondary outcome measures (Burns et al., 2009a; Rose et al., 

2010). Four studies had a primary aim of describing gait characteristics; all 

compared findings to their respective gait laboratory reference group of typically 

developing (TD) controls with statistical analysis (Chan et al., 2007; Newman et al., 

2007; Ferrarin et al., 2012; Ferrarin et al., 2013; Ounpuu et al., 2013). Two of these 

studies sub-grouped data according to gait patterns (Ferrarin et al., 2012; Ferrarin et 

al., 2013; Ounpuu et al., 2013). One further article compared gait data from the 

                                            
1 Correspondence with the lead author confirmed that two articles, Blyton et al, 2011 and Burns et al, 
2009c, were post hoc analyses of baseline data from the Ascorbic acid study, Burns et al, 2009a. 
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ascorbic acid trial (Burns et al., 2009a) to published normative values and grouped 

data into age bands across childhood and adolescence but did not provide statistical 

analysis (Burns et al., 2009c).  

Sample numbers varied widely, ranging from one to 81 with a total of 191 

participants across seven studies. Participant age ranged from 2-52 years with a 

mean of the reported ages of 13 years. Two articles included participants aged over 

18 years (Newman et al., 2007; Rose et al., 2010) with no individual gait data 

available for sub analysis. These articles were retained as the mean age was 14 

years or less. Studies included a mix of CMT subtypes with two of the seven studies 

assessing children with CMT1A only (Burns et al., 2009a; Ferrarin et al., 2012). Age 

at time of diagnosis was noted in three studies and ranged from 4-14 years 

(Newman et al., 2007; Ferrarin et al., 2012; Ounpuu et al., 2013). 

Notably, eligibility criteria varied across studies and were poorly defined in 

some studies. Only three studies reported exclusion of participants whose gait might 

be affected by diseases other than CMT, lower limb injury or surgery (Burns et al., 

2009a; Rose et al., 2010; Ferrarin et al., 2012). One study excluded those unable to 

walk unaided barefoot (Ferrarin et al., 2012).  

Participants in all studies were independently ambulant during gait testing. A 

description of the ability of participants to walk in the community or beyond short 

distances was not commonly reported, with only three studies describing limitations 

(Newman et al., 2007; Burns et al., 2009b; Burns et al., 2009c). Functional limitations 

included reduced endurance in up to 25% of participants (Newman et al., 2007; 

Burns et al., 2009b), reduced balance (Burns et al., 2009c) and a high falls incidence 

in 47% of children (Burns et al., 2009c). A single study reported inclusion of a child 
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with the severe phenotype Dejerine-Sottas disease (DS) who used a power 

wheelchair for longer distances (Rose et al., 2010). Of note, no study utilised a 

standardised assessment tool to describe functional ambulatory ability.  

Foot and ankle impairments were reported in six of the seven studies and 

included reduced range of motion (Burns et al., 2009c; Rose et al., 2010; Ounpuu et 

al., 2013), reduced strength (Burns et al., 2009b; Burns et al., 2009c; Ferrarin et al., 

2012; Ounpuu et al., 2013) and ankle instability/recurrent sprains (Newman et al., 

2007; Burns et al., 2009b; Burns et al., 2009c;). All studies noted the presence of 

foot deformity in some participants. Most studies did not report whether the 

participants used orthotics in daily functional ambulation, with only a single study 

reporting the use of in shoe orthotics (Burns et al., 2009b). 

Gait data 

Gait was measured with a diverse range of methods and measurement 

systems (Table 1). Six studies reported testing at self-selected preferred walking 

speed, with gait testing conditions likely to be barefoot, either as stated or assumed 

from methodology. Reporting of footwear condition varied with five studies explicitly 

describing barefoot testing (Newman et al., 2007; Burns et al., 2009a; Burns et al., 

2009b; Ferrarin et al., 2012; Ounpuu et al., 2013) and no reports of gait tested in 

footwear or orthotic-footwear combinations. 

Spatio-temporal gait data 

Nine of the ten articles reported spatio-temporal gait data (Table 2). Speed 

was reported in all, cadence in seven and stride length in six. Despite use of detailed 

measurement systems, additional measures were not uniformly reported, such as 

step time, step length and base of support width. Of note, only three articles 
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presented speed and stride length data normalised to body anthropometrics, an 

important consideration given the wide range of age groups with subsequent 

variation in participant height and leg length (Newman et al., 2007; Ferrarin et al., 

2012; Ferrarin et al., 2013). Furthermore, in two articles the TD cohort walked at 

speeds matched to the CMT groups to allow for kinematic and kinetic comparison 

(Ferrarin et al., 2012; Ferrarin et al., 2013).  

Speed 

Self-selected gait speed was generally slower in CMT groups compared to 

their TD peers, ranging widely from 0.50 m/sec to 1.25 m/sec. Only three articles 

provided a between-group statistical analysis of speed of CMT and TD or reference 

cohorts. Subgroup analysis in two articles found that more severely affected children 

were significantly slower. Ounpuu and colleagues (2013) found the “typical” and “foot 

drop” subgroups walked significantly slower, in contrast to the “toe walkers” 

subgroup (Ounpuu et al., 2013). Similarly, the most severely impaired foot drop and 

push-off deficit (FD&POD) subgroup in Ferrarin and colleagues’ study walked 

significantly slower than TD controls, despite group speed matching (Ferrarin et al., 

2012). 

To gain further insight into speed differences, data from five studies (Newman 

et al., 2007; Burns et al., 2009a; Rose et al., 2010; Ferrarin et al., 2013; Ounpuu et 

al., 2013) are presented in Figure 2, relative to two TD cohorts (Newman et al., 2007; 

Ounpuu et al., 2013) and gait speed data from a sample of 62 12-year-old TD 

children (Lythgo et al., 2009). To avoid duplicate reporting, only the initial study of 

the ascorbic acid cohort was included (Burns et al., 2009a). Normalised data 

(Ferrarin et al., 2012) was not included nor the single case study (Burns et al., 

2009b). The wider confidence intervals (CI) in the CMT data indicate greater 
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variability in speed and reflect the relatively small sample sizes. Of note is the slower 

outlying data from both CMT groups in the study by Rose and colleagues which 

included mixed subtypes and a child with DS (Rose et al., 2010). Variability in 

average speed of the CMT cohorts is apparent, with the overlapping CI in four of the 

five studies suggesting little difference between gait speeds (Newman et al., 2007; 

Burns et al., 2009a; Ferrarin et al., 2013; Ounpuu et al., 2013). In contrast, TD 

groups’ speeds are relatively homogeneous with narrow CI in the Lythgo data due to 

larger sample size. The CI of only one of the nine CMT groups (Burns et al., 2009a) 

narrowly overlaps Lythgo’s TD data indicating gait speed of most cohorts of children 

with CMT is slower than TD. 

- Insert Figure 2 - 

Stride length 

Stride length is the distance measured from initial contact of one foot to the 

subsequent initial contact of the same foot. Only two articles provided statistical 

comparison of CMT stride length to TD children; both were speed matched trials 

hence limiting interpretation (Ferrarin et al., 2012; Ferrarin et al., 2013). Normalised 

stride length was significantly reduced in only the most severely impaired subgroup 

of children with CMT (mean difference 0.10 m, ES=1.0) (Ferrarin et al., 2013).  

Cadence 

Cadence, the number of steps per minute, was not significantly different 

between children with CMT and TD (Ferrarin et al., 2012; Ferrarin et al., 2013; 

Ounpuu et al., 2013), however, comparison to speed matched trials in two of these 

articles again limits interpretation (Ferrarin et al., 2012; Ferrarin et al., 2013).  
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Step time, step length and base of support width 

Step time is measured as the time between initial contact of one foot and 

initial contact of the next. Step length is the distance from initial contact of one foot to 

initial contact of the opposite foot. Base of support width (BOS) reflects the distance 

from the heel centre of one footprint to the line of progression formed by two 

footprints of the opposite foot. Only one study suggested children with CMT walk 

with comparable step time, reduced step length and wider BOS compared to age-

equivalent norms but provided no statistical analysis (Burns et al., 2009c). 

Kinematic and kinetic gait data 

Kinematic and kinetic data with reference to TD databases were reported in 

four articles describing three studies (Table 3) (Newman et al., 2007; Ferrarin et al., 

2012; Ferrarin et al., 2013; Ounpuu, et al., 2013). As previously noted, two articles 

speed-matched the TD group to examine alterations independent of speed (Ferrarin 

et al., 2012; Ferrarin et al., 2013). Although kinematic and kinetic differences were 

evident at all levels (hip, knee and ankle); not all were found to be statistically 

significant. Three articles subdivided their cohorts based on gait patterns (Ferrarin et 

al., 2012; Ferrarin et al., 2013; Ounpuu et al., 2013). Ounpuu et al, (2013) grouped 

their cohort based on peak ankle dorsiflexion in terminal stance into “toe-walker” 

(TW), “typical” or “foot drop” (FD) sub-groups. Ferrarin et al, (2012; 2013) identified 

gait patterns through cluster analysis as “pseudo-normal/normal looking” (PN/NL), 

“foot drop” (FD) and “foot drop and push-off deficit” (FD&POD). 

Statistically significant kinematic differences were found at all joints, with the 

majority at the ankle. ‘Foot drop’ or reduced peak dorsiflexion in swing phase was 

reported in all studies. Notably, all studies found abnormal ankle kinetics with 

reduced power generation or reduced positive work in stance (Newman et al., 2007; 
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Ferrarin et al., 2012; Ferrarin et al., 2013; Ounpuu et al., 2013). Only two of four 

articles found significant differences in gait patterns at the hip and knee (Newman et 

al., 2007; Ferrarin et al., 2012). Key differences included greater range of hip motion 

and increased hip flexion (Ferrarin et al., 2012), hip abduction and external rotation 

(Newman et al., 2007), and greater peak knee extension in stance (Newman et al., 

2007). 

Pedobarograph data 

Pedobarography measures pressure distribution where the foot makes 

contact with the underlying surface. Pedobarograph data prior and post corrective 

foot surgery for pes cavus was reported relative to a laboratory reference group 

(Chan et al., 2007). Pre-surgery foot pressure measurements were significantly 

increased over the lateral mid foot (mean 35.2%/body weight, p<0.001) reflecting the 

high medial arched deformity. Forefoot pressure both laterally and medially was 

significantly reduced (Chan et al., 2007) indicating reduced push-off.  

Functional gait data – Six minute walk test (6MWT) 

Functional ambulatory performance measured by the 6MWT varied widely in 

four articles from two studies by Burns and colleagues (Burns et al., 2009a; Burns et 

al., 2009b; Burns et al., 2009c; Blyton et al., 2011). Distance (6MWD) ranged 

markedly from 110 to 710 metres with the largest sample of 65 children walking an 

average of 520 metres (Burns et al., 2009a). Sub-division into cross-sectional age 

groupings and comparison to published norms indicated that 6MWD increased 

throughout early to middle childhood, however appeared to decline in the adolescent 

group.  
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Study quality 

Study quality is detailed in Supplementary Table 2. Study quality varied widely 

from as low as 6/14 (43%) to 14/14 (100%). Key methodological strengths included 

well described patient populations in 8 out of 10 articles and use of valid and reliable 

outcome measures. Weaknesses included insufficient representativeness of study 

populations, with generalizability of study findings excellent in only three articles 

describing well-defined populations and participant selection (Burns et al., 2009a; 

Rose et al., 2010; Blyton et al., 2011). Confounders such as other factors impairing 

gait were not reported in four articles (Chan et al., 2007; Newman et al., 2007; Burns 

et al., 2009b; Ounpuu et al., 2013). Heterogeneity of study methodologies, samples 

and variability in the available data precluded item pooling for meta-analysis.  
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Discussion 

More than 50% of children and adolescents with CMT report difficulty walking, 

yet very few studies have investigated gait deviations in this population. The ten 

articles in this review reported on findings from just seven studies. This review found 

that children with CMT walk more slowly than their TD peers with foot drop in swing, 

reduced calf power at push off and associated compensatory strategies of hip 

flexion, external rotation and abduction in swing indicative of a high stepping gait 

pattern. Few studies described functional ambulation and only one study reported 

gait changes over time.  

Slower walking speed may be due to alterations in stride length and/or 

cadence. The only statistical comparison of stride length data occurred in studies 

that speed-matched trials from TD children (Ferrarin et al., 2012; Ferrarin et al., 

2013). Inspection of the non-normalised stride length data across studies suggests 

stride length is shorter than reported stride length for TD 12-year-olds whilst cadence 

is similar, thus accounting for the slower speed (Burns et al., 2009c; Lythgo et al., 

2009). Notably, stride length was not normalised in all studies, which is an important 

consideration given the wide age range and height/leg length differences of the 

participants. 

Abnormal motion at the ankle contributes to gait dysfunction in children with 

CMT. The high incidence of reported trips and falls are the likely consequence of 

reduced dorsiflexion in swing and increased plantar flexion at initial contact, more 

commonly referred to as “foot drop”. Typical compensatory strategies of hip flexion, 

external rotation and abduction are adopted to clear the foot in swing. 

Pedobarograph data demonstrates reduced forefoot pressures indicative of 
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ineffectual push-off (Chan et al., 2007). Reduced calf power generation at push off 

as shown in kinetic studies contributes to shorter stride length and slower gait speed. 

Additionally, of particular interest, no studies included complex foot models such as 

the Oxford foot model (Stebbins et al., 2006) to provide more accurate and complete 

description of ankle/foot biomechanics. It is recommended that future biomechanical 

studies should include detailed foot modelling as foot posture is a hallmark feature of 

CMT. 

Heterogeneity of disease severity both between sub-types and within sub-

types is well documented in CMT (Pareyson and Marchesi, 2009). The large 

variation in gait characteristics in this review likely reflects the diversity of diagnostic 

sub-types and wide participant age range. The effect of CMT on gait speed is large 

with effect sizes ranging from 1.5 to 2.3 in the groups that walked more slowly. 

Insight into the association between disease severity and speed is provided by 

clinical subgroup analysis, finding that children with foot drop walked slowest 

(ES=2.3) (Ounpuu et al., 2013). Examination of the variation in cross-sectional speed 

data (Fig. 2) relative to sub-types provides further potential insights. The two studies 

including only participants with the typically milder phenotype CMT1A (Burns et al., 

2009a; Ferrarin et al., 2013) reported the fastest average gait speed. No studies 

compared or analysed subtypes separately. The development of CMTPedS as a 

valid and a reliable assessment of disease severity (Burns et al., 2012), together with 

advances in genetic diagnosis of CMT subtypes, warrants future research to 

investigate links between disease severity, subtype and gait dysfunction in children 

with CMT. 

Consideration of gait beyond the context of an unobstructed level indoor gait 

laboratory environment is needed, as these gait tests are not reflective of day to day 
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life for children and adolescents with CMT in their home and community settings. 

The speed and distance requirements of school and community walking have not 

been clearly defined for children. In adults, speed and distance requirements for 

functional community ambulation range up to 1.32 m/sec and 677 metres, 

respectively (Salbach et al., 2014). Functional adult walking speed is estimated to be 

80 cm/sec with speeds below this threshold reflecting limited community ambulation 

(Perry et al., 1995). Data within this review suggests that many children may have 

difficulty walking at speeds required in the community, with some walking 0.20-0.30 

m/sec slower (Rose et al., 2010). Similarly, many children may have difficulty walking 

the distances required within their local communities, with 6MWD ranging from 110-

710 metres (Burns et al., 2009a). Slower gait speed is a potential barrier to 

participation and the ability to keep up with TD peers in school and community 

environments. There are no published minimally clinically important differences 

(MCID) values for gait speed in children, however, in older adults MCID range from 

0.05 m/sec to 0.13 m/sec (Perera et al., 2006). The mean speeds of the CMT 

cohorts are 0.10 – 0.30 m/sec slower than the TD cohorts or TD reference group 

(Lythgo et al., 2009). This exceeds the adult MCID threshold, suggesting slower 

walking speeds may impact daily life of children and adolescents with CMT. 

In other populations with gait dysfunction researchers have developed 

functional gait classification systems or scales to more accurately describe functional 

ambulation in broader environmental contexts. The Functional Mobility Scale (FMS) 

(Graham et al., 2004) is one example commonly used for children with cerebral 

palsy. The FMS assesses mobility over 5, 50 and 500 metres taking into 

consideration the different environmental contexts of home, school and community. 

The FMS also accounts for uneven surfaces and stairs. No such functional 
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ambulatory assessment has been reported in the CMT pediatric gait literature but 

consideration of these factors is equally important to this population, with appropriate 

selection of responsive tools needed. 

It is noteworthy that there were no studies of children walking in footwear 

identified in this review. Whilst assessment of barefoot gait is usual in laboratory 

settings and provides insight into primary biomechanical dysfunction, this does not 

readily translate to “real world” function of walking in school and community settings. 

Children and adolescents with CMT rarely walk barefoot beyond the indoor home 

environment, typically wearing footwear outdoors. Studies in TD children 

demonstrate faster gait with a longer stride length when wearing shoes compared to 

barefoot gait (Lythgo et al., 2009; Wegener et al., 2011). Importantly, some people 

with CMT wear foot orthotics for support of foot and ankle weakness and/or 

biomechanical alignment. Further studies are needed to understand gait in the 

functional context of footwear, either with or without orthotics, to more closely reflect 

school and community function. 

A number of limitations warrant consideration in this review. Relatively few 

studies, small cohort numbers and the lack of statistical analysis in nearly half of the 

studies limit the findings. Speed-matching in two articles alters interpretation of the 

spatio-temporal data (Ferrarin et al., 2012; Ferrarin et al., 2013). Studies varied in 

quality in terms of control of extraneous or confounding factors, and uncertain 

sample generalisability. Of additional note, no study reported the presence of hip 

dysplasia, which has a reported incidence of up to 8.1% in CMT (Walker et al., 1994) 

and may significantly influence gait. 
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This systematic review of cross-sectional studies provided limited insight into 

progression of CMT over time, or the influence of age. It is noteworthy that only a 

single small study examined longitudinal changes in gait during childhood (Ferrarin 

et al., 2013), finding a small non-significant decline over an 18 month period. In 

comparison, several studies span adulthood, some of which include adolescents 

(Berciano et al., 2006; Shy et al., 2008; Verhamme et al., 2009; Milhe De Bovis et 

al., 2014; Pelayo-Negro et al., 2014). As CMT typically emerges during childhood, 

and is known to be progressive more longitudinal pediatric studies are needed. 

Future research should include gait assessment in footwear and usual orthotics, in 

conjunction with evaluations of gait in a functional environmental context to provide 

important insights into real-life performance of children and adolescents with CMT. 
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Figure legend 

 

Figure 1 Search history and selection flow diagram. 

Figure 2 Average gait speed from selected CMT studies in relation to typically 

developing controls.  
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Table legend 

 

Table 1 Characteristics of included articles. 

Table 2 Spatio-temporal gait data from included articles reported as mean [SD]. 

Table 3 Key statistical analysis of lower limb kinematic and kinetic gait data of 

children with CMT relative to typically developing children. 

 

Supplementary table legend 

 

Supplementary table 1: Example of search strategy. 

Supplementary table 2: Quality Index scores.  
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