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Objectives: To investigate the effectiveness of intermittent vs. continuous adjunctive therapies 

following BoNT-A injections for children with cerebral palsy (CP).

Methods: A quasi-experimental study was conducted with 80 participants with CP who 

received adjunctive therapies including physiotherapy and functional electrical stimulation after 

BoNT-A injections. The participants were randomly divided into two groups. In group A, half 

of the participants received intermittently adjunctive therapies. In group B, adjunctive therapies 

were organized continuously for another half. We measured changes in spasticity and dynamic 

spasticity used by the Modified Ashworth Scale and the Modified Tardieu Scale, and gross motor 

function used the Gross Motor Function Measure-88. Measurement of spasticity was carried out 

pre-injections and then 1- and 3-months post-injections. Measurement of gross motor function 

was organized pre- and post-injections. 

Results: The effectiveness of BoNT-A injections presented significant improvement in spasticity 

and gross motor function when it was combined with adjunctive therapies. The continuous 

adjunctive therapies had a greater reduction of spasticity. Both intermittent and continuous 

adjunctive therapies had a significant improvement in gross motor function. 

Conclusions: Our findings add to the evidence of the effectiveness of using different intervals of 

short-term adjunctive therapies for children with CP after BoNT-A injections. 
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Introduction

Botulinum toxin type A (BoNT-A) is a first-line and 

standardized treatment for reducing spasticity in children with 

Cerebral Palsy (CP) [1,2]. In particular, Koman et al. in 1993 

[3] and Graham et al. in 1994 [4] first reported evidence on 

the effectiveness and safety of BoNT-A injections in managing 

dynamic spasticity for children with CP. Spastic CP is the most 

common cause of motor disability in childhood [5,6]. The disability 

of a child, classified by the Gross Motor Function Classification 
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System (GMFCS) [7], provides a common language to describe 

the functional performance and to allow a more accurate subject 

stratification for research and clinical practice [7-10]. Besides, the 

international consensus [11,12] recommends the appropriate 

use of BoNT-A injections including treatment algorithms, doses, 

injection techniques, target muscles, and their safety and efficacy 

in the pediatric population. In light of this consensus [11,12], 

several reliable measurement tools [10,13-16] are widely applied 

for children with CP. Specifically, the Gross Motor Function 

Measure (GMFM-88) [13] is a clinical observational tool to 

measure changes in the gross motor function [10,17]. For target 

muscle selection, the Modified Ashworth Scale (MAS)[15] and 

the Modified Tardieu Scale (MTS) [14] are two clinical rating 

scales to quantify spasticity [11,14-16]. Regarding the injection 

techniques, many researchers [18-21] revealed that the use of 

ultrasound for children with CP is crucial helpful to find targeted 

muscles for BoNT-A injections, such as avoiding the wrong 

target muscles, reducing tone, relieving pain or not requiring 

sedation [22-24]. As discussed in the latest consensus statement 

on the use of BoNT-A injections for pediatric patients [11] and 

other empirical studies [23-28] that suggest a combination of 

adjunctive therapies, especially physiotherapy, enhances the 

effect of ultrasound-guided BoNT-A injections [25,26,28]. Since 

BoNT-A injections are together with physiotherapy, they play 

a key role in effecting changes in lived health (i.e., activities 

and participation) [2,25,28,29] in line with the International 

Classification and Functioning (ICF) [30,31]. Physiotherapy 

following BoNT-A injections can consist of physical exercises that 

aim to reduce lower limb spasticity, improve muscle strength 

and gross motor function, and also to prevent secondary 

complications [2,25,32-34]. Besides, some studies [35-38] found 

that functional electrical stimulation (FES) has been used as an 

adjunct to physiotherapy to support the effectiveness of BoNT-A 

injections and the strength of antagonistic muscles. However, 

depending on the application concerning intervals (e.g., timing 

and frequency), the effectiveness of adjunctive therapies may 

change [26,39,40]. Although adjunctive therapies can enhance 

the effectiveness of BoNT-A injections [27,35,37], there is 

currently no consensus on the content and interval [11,26,40-42]. 

To the best of our knowledge, existing research [11,24,28,36-

38,40,42] shows that the combination of spasticity management 

that comprises BoNT-A injections and physiotherapy together 

with FES can result in the maximized effectiveness for children 

with complex health conditions such as CP. Further clinical 

studies are needed, particularly to examine adjunctive therapies 

used in the combination with BoNT-A injections [1,26,39-41]. 

In Mongolia, except for some studies [43,44] on the outcomes 

of rehabilitation of adults with stroke, there is a lack of studies 

on the outcomes of rehabilitation of children, including cerebral 

palsy. Hence, this study contributes to the knowledge base 

on post-injection spasticity management of evidence-based 

interventions to improve the gross motor function of children 

with CP. Specifically, the aim of our study was to investigate 

the effectiveness of different intervals including intermittent vs. 

continuous adjunctive therapies following BoNT-A injections for 

children with CP.

Material and Methods 

Study design  
We used a quasi-experimental study design to compare the 

results of 2 methods of rehabilitation after BoNT-A injection. 

In group A, half of the participants received intermittently 

adjunctive therapies. In group B, adjunctive therapies were 

organized continuously for another half. We followed two group 

participants who received adjunctive therapies after BoNT-A 

injections forward through time and to collect data. We evaluated 

the outcome of adjunctive therapies before BoNT-A injection and 

during adjunctive therapies at 1 and 3 months and compared the 

two groups. A quasi-experimental study is an intervention study 

and differs from a clinical trial in that it differs in randomization 

and blinding. The interventional design can evaluate our study 

aims concerning both therapeutic agents (e.g., treatments) and 

prevention (e.g., management), and also is more likely to be free 

from biases [45,46].

Sampling and participants
A total of 315 children with CP who had visited the 

outpatient rehabilitation clinic at the Mongolia-Japan Hospital 

of the Mongolian National University of Medical Sciences, from 

November 2018 to January 2022, were registered and screened. 

We conducted a clinical examination of all these children and 

reviewed their medical records. Our clinical examination included 

the measurement of spasticity using the MAS [15] and MTS 

[14], and also the assessment of gross motor function using the 

GMFCS [7]. Spasticity is quantified with the MAS and MTS [16]. 
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The GMFCS is a five-level classification that distinguishes abilities 

and limitations in gross motor function based on a child’s current 

self-initiated movements [7]. The medical records presented 

age, gender, diagnosis, and history of treatment or intervention. 

Based on the medical records and the clinical examination, 

the following inclusion criteria were applied: (a) children aged 

between 24-144 months, (b) who had been diagnosed with 

spastic hemiplegic or diplegic CP, (c) were able to walk and stand 

with or without assistance (GMFCS level II-III), (d) had spasticity 

interfering with the functioning including only toe walking, 

scissoring, and crouch gait, (e) had no fixed contractures, and 

(f) were able to understand and follow commands. We excluded 

children who received chemo denervation treatments within the 

last six months, had previously undergone a selective rhizotomy 

or an orthopedic surgery, and had been diagnosed with epilepsy. 

Besides, children with allergies to the toxin were excluded. 

Finally, 80 children met the inclusion criteria and were invited to 

participate in our study.

Intervention
According to the recent international consensus on the use of 

BoNT-A injections [11], all 80 participants had once ultrasound-

guided injections of BoNT-A (Neuronox®, Medytox Inc., Seoul, 

Korea) to the targeted spasticity muscle. A total dose ranged 

between 50 and 380 units (U) of BoNT-A (0.8 to 3.6 U/kg), using 

4 ml of normal saline to provide a solution containing 50 U/ml. 

Furthermore, injected muscles of every participant were different 

as a result of the spasticity measurement. Particularly, injected 

muscles were the medial and lateral heads of the gastrocnemius, 

the medial hamstrings, and the hip adductors. In each muscle, 

two site injections were performed (1.5 to 3.6 U/kg). Moreover, 

other injected muscles included the tibialis posterior, which was 

injected at one site (0.8 to 1.5 U/kg). 

Within 30 minutes after the ultrasound-guided injections of 

BoNT-A, all participants received the same adjunctive therapy 

(i.e., physiotherapy and FES). Afterward, the participants were 

randomly divided into group A (n=40) and group B (n=40). In 

both groups, the interval of conducting the adjunctive therapy 

was diverse. Participants in group A received the adjunctive 

therapy intermittently (i.e., 5 times per week in the first month, 

no therapy in the second month, and 2 times per week in the 

last month). Group B participants received the adjunctive 

therapy continuously (i.e., 2 times per week throughout 3 

months). Physiotherapy techniques covered various exercises to 

encourage muscle strengthening and stretching. These exercises 

lasted between 20 and 30 minutes for each participant. FES 

was applied to the injected muscles with the aim of boosting 

BoNT-A injections 1-week post-injection. From the second week, 

FES was applied to the antagonistic muscles to improve their 

strengthening. FES lasted 30 minutes for each participant.

Outcome measures
We performed the measurement of changes in (1) spasticity 

and (2) gross motor function in both groups A and B. For the study 

participants, pre- and post-injection measurements are essential 

to review changes in spasticity and gross motor function [22,24]. 

(1) Measurement of changes in spasticity
Lower limb spasticity was measured using the MAS [15], 

and dynamic spasticity was measured using the MTS [14]. The 

measured muscles were bilateral or unilateral hip adductor, 

knee flexor, and plantar flexor. Muscle tone was measured using 

the MAS [15], a 6-point rating scale with a range of 0 to 4. To 

analyze statistically, a MAS grade of 1+ was altered to 2. The 

MAS grades of 2, 3, and 4 were also altered to 3, 4, and 5. For 

the MTS [14], two levels of lower limb joint angle were measured 

after slow and fast stretching of the joint, concerning R2 and R1 

angles. For the period of a rapid stretch of the spastic lower limb 

muscle, R1 was identified as the point in the ROM at which a 

first catch was felt. R2 was identified as the total passive ROM. 

Dynamic spasticity was characterized by R2-R1. We used manual 

goniometry to measure the joint angles for R1 and R2. Spasticity 

and dynamic spasticity were assessed pre-injections and then 1- 

and 3-months post-injections.

(2) Measurement of changes in gross motor function 
We measured changes in the gross motor function of the 

participants using the GMFM-88 [13]. The GMFM-88 is a main 

observational measure that was validated to assess the gross 

motor function of a child with CP. The 88 items of the GMFM are 

grouped into the following five dimensions: (A) lying and rolling, 

(B) sitting, (C) crawling and kneeling, (D) standing, and (E) 

walking, running, and jumping. Besides, the items are scored on 

4-point ordinal scales (0=cannot initiate, 1=initiates, 2=partially 

completes item, and 3=completes item independently). Each 

participant was screened to allow a maximum of three trials for 

each item [13]. Furthermore, changes in the gross motor function 

of the participants were assessed through observation by giving 

Adjunct therapies after BoNT-A injection in a child with CP
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verbal instructions in the physiotherapy room and using some 

necessary equipment (e.g., mats, stairs, and balls). We organized 

this measurement pre-injections and then 3 months post-

injections. 

Testing protocol and reliability
To ensure the reliability of measurements on the spasticity 

[14-16] and gross motor function [13], four health professionals 

independently performed. These health professionals had 

assessed spasticity and gross motor function for 5-10 years of 

experience and also attended several trainings prior to the start of 

this study. Two of them were rehabilitation doctors, who measured 

spasticity. The MAS [15] was used to measure each participant 

and then the MTS [14] was used 30 minutes afterward. With a 

30-min rest period between measurements, inter-rater reliability 

was examined [16]. The other two were physiotherapists, who 

assessed gross motor function. The GMFM-88 [13] lasted 

approximately 1 hour. All results were recorded separately for 

each rater and blinded for the assessment. A third rehabilitation 

doctor compiled and analyzed the data of these four raters. The 

measurements were conducted while the participants were 

emotionally stable (e.g., with no fear). Re-test reliability for each 

spasticity measurement [16] (i.e., pre-injections, 1- and 3-months 

post-injections) and the GMFM-88 [13] (i.e., pre-injections and 3 

months post-injections) was repeated at the next day after.

Statistical analysis

We recorded the following information on our study form and 

then exported it into Excel: age; gender; weight; CP type; GMFCS 

level; target muscle group; dose of BoNT-A injections; pre-

injection and 1- and 3-months post-injection assessment using 

the MAS and MTS [16]; and pre- and post-injection assessment 

using the GMFM-88 [13]. Two independent researchers checked 

all exported data for bias. Afterward, data were analyzed using 

STATA 16 software.

Descriptive statistics were presented as mean and standard 

deviation (SD) for continuous variables. Categorical variables 

were expressed as numbers and percentages. The distribution of 

continuous variables was calculated by the Kolmogorov-Smirnov 

test. Pearson’s chi-square test was used to determine differences 

between categorical variables (i.e., gender, CP type, and GMFCS 

level) in both groups. Furthermore, we used Student’s t-test to 

describe the difference in the mean of continuous variables 

between the two groups. Repeated measure analysis of variance 

(repeated measure ANOVA) was used to assess changes over 

three months for each group. In addition, a mixed effect model 

in repeated measure ANOVA was used to assess whether 

the therapy method had an effect on the results 3 months 

post-injection. The least significant difference (LSD) test is a 

multiple-comparison correction used when several dependent or 

independent statistical tests are being performed simultaneously. 

The least significant difference (LSD) test is used in the context 

of the analysis of variance when the F-ratio suggests rejection of 

the null hypothesis H 0, that is, when the difference between the 

population means is significant. Moreover, statistical differences 

in the GMFM-88 [13] pre- and post-injection were calculated 

using the Paired sample t-test. If the p-value of the hypothesis 

test was less than 0.05, the alternative hypothesis is considered 

statistically significant.

Ethics

This study received ethics approval from the Mongolian 

National University of Medical Sciences in Ulaanbaatar, 

Mongolia (2018/3-16). A parent of each participant confirmed 

their interest and signed an informed consent form before our 

prospective interventional study.

Results

1. Participant characteristics 
A total of 80 participants were invited to attend and 

completed the present study. Table 1 shows the characteristics of 

the participants. Age of the participants ranged from 24 to 128 

months with a mean age of 66.7±24.5 months. In both groups, 

there was no significant difference in general characteristics and 

the dose of BoNT-A injections (Table 1). 

Narantsetseg Tsegmid et al.
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Table 1. Characteristics of the study participants in both groups.

Demographics, baseline clinical 
characteristics, and BoNT-A injection 

doses

Group A
mean±SD or n (%)

(n=40)

Group B
mean±SD or n (%)

(n=40)

p 
value

Age (months) 64.3 (25.4) 69.1 (23.5) 0.262

Gender (male) 27 (67.5%) 21 (52.5%) 0.171

Weight (kg) 16.6 (3.7) 19.8 (7.5) 0.029

CP type (diplegia) 33 (82.5%) 36 (90.0%) 0.301

GMFCS level (II) 15 (37.5%) 18 (45.0%) 0.275

BoNT-A injection dose 

GCM 3.6±0.4 3.0±0.5 0.051

TP 1.0±0.3 1.1±0.3 0.241

MH 1.5±0.1 2.7±0.4 0.118

HA 3.0±0.5 2.7±0.5 0.085

Group A -Intermittently adjunctive therapies. Group B -Continuously adjunctive therapies. GMFCS-gross motor function classification system. BoNT-A- botulinum toxin-A.

2. Changes in spasticity
Table 2 presents changes in spasticity of the participants in 

both groups. The tone of the lower extremity was measured by 

the MAS and MTS to show statistically significant changes. Post-

hoc analysis demonstrated a significant reduction in spasticity 

and dynamic spasticity at both 1- and 3-months post-injection 

compared to pre-injection in each group (p=0.000). Compared 

between the two groups, B group showed a significantly greater 

reduction in spasticity and dynamic spasticity of the ankle 

plantar flexors with knee flexion and extension as well as the 

hip adductor with knee flexion and extension 3 months post-

injection (Table 2, 3).

Variables

Group A 
Mean (SD) p

valuea

Group B
Mean (SD) p 

valuea
Between 
groups
p valuebPre-injection

1 month 
post-

injection

3 months 
post-

injection
Pre-injection

1 month 
post-

injection

3 months 
post-

injection

MAS (scores)

Ankle PF with 
knee flexion

2.89 (0.67) 1.75 (0.73) 1.58 (0.6) 0.000 2.61 (0.59) 1.53 (0.6) 1.42 (1.48) 0.000 0.042

Ankle PF with 
knee extension

3.72 (0.45) 2.67 (0.53) 2.44 (0.61) 0.000 3.55 (0.55) 2.5 (0.6) 1.92 (0.67) 0.000 0.000

Popliteal angle 3.2 (0.8) 2.3 (1.3) 2.3 (1.01) 0.000 3.3 (0.8) 2.2 (1.2) 1.8 (1.2) 0.000 0.762

Hip Add with 
knee flexion

2.83 (0.65) 1.67 (0.71) 1.6 (0.67) 0.000 2.63 (0.69) 1.59 (0.64) 1.41 (0.64) 0.000 0.421

Hip Add with 
knee extension

3.73 (0.45) 2.73 (0.45) 2.62 (0.56) 0.000 3.44 (0.51) 2.48 (0.58) 2.04 (0.71) 0.000 0.001

MTS – R1 (degrees)

Ankle PF with 
knee flexion

-7.78 (9.74) 7.78 (8.32) 7.64 (7.41) 0.000 -2.24 (10.82) 10.92 (7.61) 15 (6.26) 0.000 0.031

Ankle PF with 
knee extension

-14.21 (11.54) -4.58 (7.69) -2.08 (8.05) 0.000
-14.21 
(11.54)

0.79 (8.66) 6.84 (8.09) 0.000 0.021

Popliteal angle 50.6 (16.4) 35.0 (16.3) 27.4 (15.6) 0.000 55.8 (16.3) 33.3 (17.5) 28.3 (15.7) 0.000 0.612

Table 2. Changes in spasticity of the participants in both groups

Adjunct therapies after BoNT-A injection in a child with CP
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Hip Add with 
knee flexion

28.17 (8.15) 39.67 (9.19) 38.33 (8.84) 0.000 32.04 (9.73) 43.15 (9.32) 44.26 (9.48) 0.000 0.036

Hip Add with 
knee extension

15.5 (6.61) 29.33 (8.17) 27.83 (8.48) 0.000 16.48 (7.82) 27.78 (8.13) 32.04 (9.93) 0.000 0.044

MTS - R2 (degrees)

Ankle PF with 
knee flexion

15 (7.93) 25.56 (7.35) 23.47 (6.74) 0.000 20 (6.04) 27.76 (6.01) 28.95 (5.22) 0.000 0.043

Ankle PF with 
knee extension

0.97 (8.6) 12.22 (7.31) 11.67 (6.44) 0.000 7.24 (8.44) 16.58 (7.36) 19.47 (6.34) 0.000 0.013

Popliteal angle 25.0 (16.7) 15.0 (10.0) 11.8 (9.7) 0.000 24.2 (16.6) 15.0 (11.0) 11.7 (9.8) 0.000 0.511

Hip Add with 
knee flexion

49.33 (10.81) 59.0 (9.04) 56.33 (8.5) 0.000 51.85 (10.57) 60.37 (8.98) 60.56 (8.81) 0.000 0.046

Hip Add with 
knee extension

31.17 (10.31) 43.33 (9.32) 40.83 (10.4) 0.000 31.11 (9.84) 43.15 (10.3) 46.11 (9.23) 0.000 0.053

MAS-modified Ashworth scale, MTS-modified Tardei scale. Ankle PF: ankle plantar flexors; Hip Add: hip adductors, Group A - Intermittently adjunctive therapies. Group B - 
Continuously adjunctive therapies, a-Repeated ANOVA test, b- Mixed effect model

Variables

Group A Group B

P-value of measurements differences
Pre-injection 
and 1 month 
post-injection

(p value)

Pre-injection 
and 3 month 
post-injection

(p value)

1 month and 3 
months  

post-injection
(p value)

Pre-injection 
and1 month 

post-injection
(p value)

Pre-injection 
and 3 month 
post-injection

(p value)

1 month and 3 
months  

post-injection
(p value)

MAS (scores)

Ankle PF with knee flexion 0.003 0.000 0.046 0.001 0.000 0.001

Ankle PF with knee extension 0.012 0.000 0.056 0.036 0.000 0.003

Popliteal angle 0.006 0.000 0.097 0.001 0.000 0.045

Hip Add with knee flexion 0.031 0.000 0.088 0.001 0.000 0.023

Hip Add with knee extension 0.041 0.000 0.046 0.012 0.000 0.011

MTS – R1 (degrees)

Ankle PF with knee flexion 0.036 0.000 0.165 0.041 0.000 0.313

Ankle PF with knee extension 0.002 0.000 0.025 0.000 0.000 0.001

Popliteal angle 0.000 0.000 0.017 0.000 0.000 0.001

Hip Add with knee flexion 0.000 0.000 0.000 0.000 0.000 0.000

Hip Add with knee extension 0.000 0.000 0.002 0.000 0.000 0.000

MTS - R2 (degrees)

Ankle PF with knee flexion 0.000 0.000 0.094 0.000 0.000 0.033

Ankle PF with knee extension 0.000 0.000 0.056 0.000 0.000 0.002

Popliteal angle 0.000 0.000 0.035 0.000 0.000 0.010

Hip Add with knee flexion 0.000 0.000 0.061 0.000 0.000 0.205

Hip Add with knee extension 0.000 0.000 0.134 0.000 0.000 0.503

Group A - Intermittently adjunctive therapies. Group B - Continuously adjunctive therapies. MAS- modified Ashworth scale. MTS- modified Tardei scale. Ankle PF-ankle 
plantar flexion. Hip add-hip adductor.

Table 3. Adjustment for multiple comparisons: The least significant difference (LSD) test after repeated measure ANOVA

Narantsetseg Tsegmid et al.
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3. Changes in gross motor function
Table 3 summarizes changes in gross motor function of the 

participants in both groups. 3 months post-injection, gross motor 

function of the participants in each group showed statistically 

significant improvement. However, only for dimension A (i.e., 

lying and rolling) there was no statistical difference in each group 

pre- and post-injection. Between the two groups, changes in the 

GMFM-88 pre- and post-injection were no significant differences 

(Table 4).

Table 4. Changes in gross motor function of the participants in both groups.

GMFM-88 dimensions
Group A

Mean (SD) p
value

Group B
Mean (SD) p

value
Pre-injection Post-injection Pre-injection Post-injection

Lying and Rolling (A) 50.5 (3.16) 50.6 (2.53) 0.323 50.98 (0.16) 51.0 (0.1) 0.324

Crawling and kneeling (B) 55.5 (9.97) 56.7 (8.61) 0.011 56.85 (8.82) 58.33 (5.02) 0.026

Sitting (C) 34.65 (10.43) 36.5 (9.67) 0.000 36.33 (8.12) 38.85 (6.55) 0.000

Standing (D) 16.35 (11.61) 18.93 (11.29) 0.000 20.85 (12.69) 25.55 (10.97) 0.000

Walking, running, jumping (E) 16.18 (19.02) 19.05 (20.01) 0.000 19.7 (17.09) 25.53 (19.21) 0.000

Total 173.18 (44.01) 181.78 (42.44) 0.014 184.7 (38.72) 199.25 (35.31) 0.021

Group A - Intermittently adjunctive therapies. Group B - Continuously adjunctive therapies. GMFM – gross motor function measurement.

Discussion
The present study has shown that the comparison of the 

effectiveness between intervals as intermittent vs. continuous 

adjunctive therapies following BoNT-A injections led to 

reductions in spasticity and improvements in gross motor 

function in children with CP. Our statistical analysis revealed the 

following important findings. Firstly, the effectiveness of BoNT-A 

injections presented significant improvement in changes in 

spasticity and gross motor function after three months when it 

was combined with adjunctive therapies including physiotherapy 

and FES. Secondly, while continuous adjunctive therapy had a 

stronger effect on lower limb spasticity and dynamic spasticity, 

both intermittent and continuous adjunctive therapies had a 

significant effect on gross motor function. Overall, our results 

may add to the current knowledge to optimize spasticity 

management for pediatric CP rehabilitation. Similar to the 

findings of previous research [25,29,33,34,47,48], our study 

confirmed a statistically significant improvement of changes in 

spasticity and gross motor function as a result of the combined 

use of adjunctive therapies and BoNT-A injections. Some study 

results showed significantly greater improvement in GMFM 

scores when BoNT-A treatment was combined with a physical 

therapy program than when BoNT-A was used alone. Before 

BoNT-A injection, mean GMFM values were 58.1 ± 10.9, four 

weeks after injection they were 61.8 ± 11, and six weeks later 

they were 65.2 ± 1 in the group in which botulinum toxin A 

injection was combined with physiotherapy. In our study, the 

GMFM-88 total score was 184.7±38.72 before injection and 

199.25±35.31 at 12 weeks after BoNT-A injection combined 

with physiotherapy and FES. Moreover, the international 

consensus statement [11] recommends those adjunctive 

therapies following BoNT-A injections such as physiotherapy, 

serial casting and transcutaneous electrical nerve stimulation 

for limb hypertonicity. Indeed, BoNT-A injections should only be 

given as part of a comprehensive approach for reducing spasticity 

[9,27]. Besides, the latest worldwide survey [26] found that the 

majority of clinicians often used physiotherapy as an adjunct, 

especially, active exercises and stretching programs within 30 

minutes of BoNT-A injections. In addition to the evidence on the 

combination of physiotherapy [25,28,29], many other studies 

[35,36,39,40,42] suggested that FES should be applied to 

the injected muscles rapidly after BoNT-A injections. Because 

FES may maximize the effectiveness of BoNT-A injections in 

children with spasticity [36,38]. The systematic analysis [35] 

also highlighted the duration of FES coincides with the timing of 

BoNT-A injections, ranging from 30 to 60 minutes. However, the 

worldwide survey [26] describing the context of developing and 

developed countries addressed several barriers in the provision 

of adjunctive therapies (e.g., physiotherapy, casting, and FES). 
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For instance, lack of time, financial resources, and little evidence 

[26,27,39,40]. In the scope of the existing studies [25,28], our 

analysis demonstrated that continuous adjunctive therapies had 

a robust effect on the reduction in spasticity. But the international 

consensus [11] as well as clinical studies [28,39,40] summarized 

that there is a need for further evidence on the exact intervals 

of adjunctive therapies to boost the effectiveness of BoNT-A 

injections. Nonetheless, some systematic reviews [25,41] propose 

that short-term and high-intensity adjunctive therapies have the 

effectiveness following BoNT-A injections. Though, it is crucial to 

conduct a clinical assessment using by tools to measure changes 

in spasticity and gross motor function that are feasible for young 

children who are too young or unable to be involved in some 

evaluation processes through the Rehab-Cycle® [13-16]. Like 

the other clinical studies [2,23,24,32], we used widely applied 

tools and scales to measure changes in spasticity and gross motor 

function of children with CP. Another recent systematic review 

[1] endorsed that the MAS and MTS are still the most widely 

used in measuring spasticity in clinical settings. Nevertheless, 

there are limitations of these scales, in terms of validity and 

reliability issues [16,49]. On the one hand, some studies [16,49] 

revealed inadequate reliability for the MAS to assess lower 

limb spasticity between raters. On the other hand, according 

to various researchers [15,49,50], when the same rater repeats 

the measurement, there is acceptable reliability for the MAS. 

Moreover, studies emphasized that these two scales can be used 

in conjunction to measure lower limb spasticity for optimizing 

therapy option [14,15,49]. In addition to the measurement of 

the spasticity [14-16], it is necessary to assess changes in the 

gross motor function [13]. Many studies [13,17,51,52] and the 

international consensus statements [11,12] presented that the 

GMFM-88 is valid and reliable for clinically meaningful changes 

in gross motor function. In research using BoNT-A injections for 

samples with CP, the GMFM-88 serves as the primary outcome 

measurement [13,51], as shown by our results.

Several limitations of this study should be considered. 

Firstly, in spite of recruiting most of the children with CP who 

visited our rehabilitation clinic for BoNT-A injections, this study 

was conducted in a single setting. Secondly, only one type of 

physiotherapy technique was performed. Thus, the results 

cannot be generalized to all physiotherapy techniques. Finally, 

the findings only captured short-term spasticity management. 

Despite these limitations, a key strength of our study is the use 

of a standardized clinical measurement tool (i.e., GMFM-88) [13] 

and rating scales (i.e., MAS and MTS) [16] in the relatively large 

sample that enabled us to describe changes in spasticity and 

gross motor function undergoing interventions [2,24]. To consider 

the limitations of the tools and scales in our study [13,16], we 

conducted inter-rater and re-test after each measurement with 

a short follow-up. Also, each measurement was performed by 

an independent health professional and blinding was done by a 

third professional.

 Future studies may focus on better understanding 

the origins of changes in spasticity and gross motor function to 

investigate the long-term or priority efficacy of various adjunctive 

therapies. It also needs to be investigated whether the effect 

of combined BoNT-A injection with complementary therapies 

depends on the age and GMFCS level of the child.

Conclusion

Our findings add to the evidence of the effectiveness of using 

various intervals of short-term adjunctive therapies, including 

physiotherapy and FES for children with CP who had BoNT-A 

injections.

Conflict of Interest

The authors state no conflict of interest.

Acknowledgements

The authors acknowledge all the participants and their 

parents for their time and great efforts made in attending our 

study.

References

1.  Multani I, Manji J, Hastings-Ison T, Khot A, Graham K. 

Botulinum toxin in the management of children with cerebral 

palsy. Pediatr Drugs. 2019;21(4):261-281. doi.org/10.1007/

s40272-019-00344-8

2.  Dimitrova R, Kim H, Meilahn J, Chambers HG, Racette BA, 

et al. Efficacy and safety of onabotulinum toxin A with 

standardized physiotherapy for the treatment of pediatric 

lower limb spasticity: A randomized, placebo-controlled, 

Narantsetseg Tsegmid et al.



12          www.cajms.mn

phase III clinical trial. Neuro Rehabilitation. 2022;50(1):33-

46. doi.org/10.3233/NRE-210070

3.  Koman LA, Mooney JF, Smith B, Goodman A, Mulvaney T. 

Management of cerebral palsy with botulinum-A toxin: 

preliminary investigation. J Pediatr Orthop. 1993;13(4):489-

495. doi.org/10.1097/01241398-199307000-00013

4.  Cosgrove AP, Corry IS, Graham HK. Botulinum toxin in 

the management of the lower limb in cerebral palsy. 

Dev Med Child Neurol. 1994;36(5):386-396. doi.

org/10.1111/j.1469-8749.1994.tb11864.x

5.  Aravamuthan BR, Fehlings D, Shetty S, Fahey M, Gilbert 

L, et al. Variability in cerebral palsy diagnosis. Pediatrics. 
2021;147(2). doi.org/10.1542/peds.2020-010066

6.  Gross P, Gannotti M, Bailes A, Horn SD, Kean J, et al. Cerebral 

palsy research network clinical registry: methodology 

and baseline report. Arch Rehabil Res Clin Transl. 
2020;2(3):100054. doi.org/10.1016/j.arrct.2020.100054

7. Gray L, Ng H, Bartlett D. The gross motor function classification 

system: an update on impact and clinical utility. Pediatr 
Phys Ther. 2010;22(3):315-320. doi.org/10.1097/

PEP.0b013e3181ea8e52

8.  Towns M, Rosenbaum P, Palisano R, Wright FV. Should 

the gross motor function classification system be used for 

children who do not have cerebral palsy? Dev Med Child 
Neurol. 2018;60(2):147-154. doi.org/10.1111/dmcn.13602

9.  Williams G, Singer BJ, Ashford S, Hoare B, Hastings-Ison T, et 

al. A synthesis and appraisal of clinical practice guidelines, 

consensus statements and Cochrane systematic reviews for 

the management of focal spasticity in adults and children. 

Disabil Rehabil. 2022;44(4):509-519. doi.org/10.1080/096

38288.2020.1769207

10.  Piscitelli D, Ferrarello F, Ugolini A, Verola S, Pellicciari L. 

Measurement properties of the gross motor function 

classification system, gross motor function classification 

system-expanded & revised, manual ability classification 

system, and communication function classification system 

in cerebral palsy: a systematic review with meta-analysis. 

Dev Med Child Neurol. 2021;63(11):1251-1261. doi.

org/10.1111/dmcn.14910 

11.  Vova JA, Green MM, Brandenburg JE, Davidson L, Paulson 

A, et al. A consensus statement on the use of botulinum 

toxin in pediatric patients. PM R. 2022;14(9):1116-1142. 

doi.org/10.1002/pmrj.12713

12.  Love SC, Novak I, Kentish M, Desloovere K, Heinen F, et al. 

Botulinum toxin assessment, intervention and after-care 

for lower limb spasticity in children with cerebral palsy: 

international consensus statement. Eur J Neurol. 2010;17 

Suppl 2:9-37. doi.org/10.1111/j.1468-1331.2010.03126.x

13.  Alotaibi M, Long T, Kennedy E, Bavishi S. The efficacy of 

GMFM-88 and GMFM-66 to detect changes in gross motor 

function in children with cerebral palsy (CP): a literature 

review. Disabil Rehabil. 2014;36(8):617-627. doi.org/10.3

109/09638288.2013.805820

14.  Haugh AB, Pandyan AD, Johnson GR. A systematic 

review of the Tardieu Scale for the measurement of 

spasticity. Disabil Rehabil. 2006;28(15):899-907. doi.

org/10.1080/09638280500404305

15.  Ghotbi N, Ansari NN, Naghdi S, Hasson S, Jamshidpour 

B, et al. Inter-rater reliability of the Modified Modified 

Ashworth Scale in assessing lower limb muscle 

spasticity. Brain Inj. 2009;23(10):815-819. doi.

org/10.1080/02699050903200548

16.  Yoo M, Ahn JH, Rha DW, Park ES. Reliability of the modified 

ashworth and modified tardieu scales with standardized 

movement speeds in children with spastic cerebral 

palsy. Children (Basel). 2022;9(6). doi.org/10.3390/

children9060827

17.  Salavati M, Krijnen WP, Rameckers EA, Looijestijn PL, 

Maathuis CG, et al. Reliability of the modified gross motor 

function measure-88 (gmfm-88) for children with both 

spastic cerebral palsy and cerebral visual impairment: a 

preliminary study. Res Dev Disabil. 2015;45-46:32-48. doi.

org/10.1016/j.ridd.2015.07.013

18.  Walter U, Dressler D. Ultrasound-guided botulinum toxin 

injections in neurology: technique, indications and future 

perspectives. Expert Rev Neurother. 2014;14(8):923-936. 

doi.org/10.1586/14737175.2014.936387

19.  Kaymak B, Kara M, Tok F, Ulasli AM, Ozturk GT, et al. 

Sonographic guide for botulinum toxin injections of the lower 

limb: EUROMUSCULUS/USPRM spasticity approach. Eur J 
Phys Rehabil Med. 2018;54(3):486-498. doi.org/10.23736/

S1973-9087.17.04667-6

20.  Alter KE, Karp BI. Ultrasound guidance for botulinum 

neurotoxin chemodenervation procedures. Toxins (Basel). 

2017;10(1). doi.org/10.3390/toxins10010018

Adjunct therapies after BoNT-A injection in a child with CP



www.cajms.mn          13Vol.9• No.1• March 2023

21.  Büyükavcı R, Büyükavcı MA. Effects of ultrasound-guided 

botulinum toxin type-A injections with a specific approach in 

spastic cerebral palsy. Acta Neurol Belg. 2018;118(3):429-

433. doi.org/10.1007/s13760-018-0929-5

22.  Bonikowski M, Slawek J. Safety and efficacy of botulinum 

toxin type a preparations in cerebral palsy - an evidence-

based review. Neurol Neurochir Pol. 2021;55(2):158-164. 

doi.org/10.5603/PJNNS.a2021.0032

23.  Choi JY, Jung S, Rha DW, Park ES. Botulinum toxin type a 

injection for spastic equinovarus foot in children with spastic 

cerebral palsy: effects on gait and foot pressure distribution. 

Yonsei Med J. 2016;57(2):496-504. doi.org/10.3349/

ymj.2016.57.2.496

24.  Choi JY, Kim SK, Park ES. The effect of botulinum toxin 

injections on gross motor function for lower limb spasticity 

in children with cerebral palsy. Toxins (Basel). 2019;11(11). 

doi.org/10.3390/toxins11110651

25.  Fonseca PR, Calhes Franco de Moura R, Galli M, Santos 

Oliveira C. Effect of physiotherapeutic intervention on the 

gait after the application of botulinum toxin in children 

with cerebral palsy: systematic review. Eur J Phys Rehabil 
Med. 2018;54(5):757-765. doi.org/10.23736/S1973-

9087.17.04940-1

26.  Schillebeeckx F, Mills PB, Ip A, Schinwelski M, Teixeira JEM, et 

al. Worldwide survey of clinician practice on use of adjunctive 

therapies following botulinum toxin injection for spasticity. 

J Rehabil Med. 2022;54:jrm00320. doi.org/10.2340/jrm.

v54.334

27.  Ip AH, Phadke CP, Boulias C, Ismail F, Mills PB. Practice 

patterns of physicians using adjunct therapies with 

botulinum toxin injection for spasticity: a canadian 

multicenter cross-sectional survey. PM R. 2021;13(4):372-

378. doi.org/10.1002/pmrj.12442

28.  Yana M, Tutuola F, Westwater-Wood S, Kavlak E. The efficacy 

of botulinum toxin A lower limb injections in addition to 

physiotherapy approaches in children with cerebral palsy: 

A systematic review. NeuroRehabilitation. 2019;44(2):175-

189. doi.org/10.3233/NRE-182581

29.  Flemban A, Elsayed W. Effect of combined rehabilitation 

program with botulinum toxin type A injections on gross 

motor function scores in children with spastic cerebral palsy. 

J Phys Ther Sci. 2018;30(7):902-905. doi.org/10.1589/

jpts.30.902

30.  World Health Organization. International Classification of 

Functioning, Disability and Health. Geneva: WHO Press; 

2001. 

31.  Dorjbal D, Cieza A, Gmünder HP, Scheel-Sailer A, Stucki G, 

et al. Strengthening quality of care through standardized 

reporting based on the World Health Organization’s reference 

classifications. Int J Qual Health Care. 2016;28(5):626-633. 

doi.org/10.1093/intqhc/mzw078

32.  Delgado MR, Tilton A, Carranza-Del Río J, Dursun N, 

Bonikowski M, et al. Efficacy and safety of abobotulinumtoxin 

A for upper limb spasticity in children with cerebral palsy: a 

randomized repeat-treatment study. Dev Med Child Neurol. 
2021;63(5):592-600. doi.org/10.1111/dmcn.14733

33.  Biyik KS, Gunel MK, Akyuz EU. How does treadmill training 

contribute to botulinum toxin application plus routine 

physical therapy in ambulatory children with spastic bilateral 

cerebral palsy? A randomized controlled trial. Ir J Med Sci. 
2022. doi.org/10.1007/s11845-022-02960-9

34.  Juneja M, Jain R, Gautam A, Khanna R, Narang K. Effect 

of multilevel lower-limb botulinum injections & intensive 

physical therapy on children with cerebral palsy. Indian J 
Med Res. 2017;146(Supplement):S8-S14. doi.org/10.4103/

ijmr.IJMR_1223_15

35.  Picelli A, Filippetti M, Sandrini G, Tassorelli C, De Icco R, 

e t al. Electrical Stimulation of Injected Muscles to Boost 

Botulinum Toxin Effect on Spasticity: Rationale, Systematic 

Review and State of the Art. Toxins (Basel). 2021;13(5). doi.

org/10.3390/toxins13050303

36.  Elnaggar RK, Alqahtani BA, Elbanna MF. Functional 

outcomes of botulinum neurotoxin-A injection followed by 

reciprocal electrical stimulation in children with cerebral 

palsy: A randomized controlled trial. Restor Neurol Neurosci. 
2020;38(6):431-441. doi.org/10.3233/RNN-201088

37.  Yigitoglu P, Kozanoglu E. Effectiveness of electrical stimulation 

after administration of botulinum toxin in children with 

spastic diplegic cerebral palsy: A prospective, randomized 

clinical study. Turk J Phys Med Rehabil. 2019;65(1):16-23. 

doi.org/10.5606/tftrd.2019.2236

38.  Hamed AS, El-Din Taha T, Matty S. The effect of reciprocal 

electrical stimulation on handgrip and pinch grip strength 

in spastic hemiplegic cerebral palsy child. JMSR. 2021;4(4). 

doi.org/10.4103/jmisr.jmisr_55_21

Narantsetseg Tsegmid et al.



14          www.cajms.mn

39.  Picelli A, Santamato A, Chemello E, Cinone N, Cisari C, et 

al. Adjuvant treatments associated with botulinum toxin 

injection for managing spasticity: An overview of the 

literature. Ann Phys Rehabil Med. 2019;62(4):291-296. doi.

org/10.1016/j.rehab.2018.08.004

40.  Mathevon L, Bonan I, Barnais JL, Boyer F, Dinomais M. 

Adjunct therapies to improve outcomes after botulinum 

toxin injection in children: A systematic review. Ann Phys 
Rehabil Med. 2019;62(4):283-290. doi.org/10.1016/j.

rehab.2018.06.010

41.  Sutherland E, Hill B, Singer BJ, Ashford S, Hoare B, et al. Do 

randomised controlled trials evaluating functional outcomes 

following botulinum neurotoxin-A align with focal spasticity 

guidelines? A systematic review. Disabil Rehabil. 2022:1-9. 

doi.org/10.1080/09638288.2021.2011437

42.  Elnaggar RK, Elbanna MF. Evaluation of independent versus 

integrated effects of reciprocal electrical stimulation and 

botulinum toxin-A on dynamic limits of postural stability 

and ankle kinematics in spastic diplegia: a single-blinded 

randomized trial. Eur J Phys Rehabil Med. 2019;55(2):241-

249. doi.org/10.23736/S1973-9087.18.05196-1

43.  Shirmen B, Oidov B, Tsegmid N, Bayartsogt B, Guntev T, et 

al. The effectiveness of long-term rehabilitation treatment 

after stroke. Cent Asian J Med Sci. 2020;6(3):151-158. doi.

org/10.24079/CAJMS.2020.09.006

44.  Shirmen B, Oidov B, Tsegmid N, Bayartsogt B, Guntev T, et al. 

Stroke from prospective acute inpatient rehabilitation data: 

functional outcomes using the functional independence 

measure. Cent Asian J Med Sci. 2020;6(2):82-90. doi.

org/10.24079/CAJMS.2020.06.005

45.  Thiese MS. Observational and interventional study design 

types; an overview. Biochem Med (Zagreb). 2014;24(2):199-

210. doi.org/10.11613/BM.2014.022

46.  Hallingberg B, Turley R, Segrott J, Wight D, Craig P, et al. 

Exploratory studies to decide whether and how to proceed 

with full-scale evaluations of public health interventions: 

a systematic review of guidance. Pilot Feasibility Study. 

2018;4:104. doi.org/10.1186/s40814-018-0290-8

47.  Aydil S, Akpinar FM, Akpinar E, Beng K, Yagmurlu MF. 

Effectiveness of Multilevel Botulinum Toxin A Injection with 

Integrated Treatment Program on Spasticity Reduction in Non-

Ambulatory Young Children with Cerebral Palsy. Med Princ 
Pract. 2019;28(4):309-314. doi.org/10.1159/000499369

48.  Galen S, Wiggins L, McWilliam R, Granat M. A combination 

of botulinum toxin a therapy and functional electrical 

stimulation in children with cerebral palsy-a pilot study. 

Technol Health Care. 2012;20(1):1-9. doi.org/10.3233/

THC-2011-0648

49.  Meseguer-Henarejos AB, Sanchez-Meca J, Lopez-Pina JA, 

Carles-Hernandez R. Inter- and intra-rater reliability of the 

Modified Ashworth Scale: a systematic review and meta-

analysis. Eur J Phys Rehabil Med. 2018;54(4):576-590. doi.

org/10.23736/S1973-9087.17.04796-7

50.  Yam WK, Leung MS. Interrater reliability of Modified 

Ashworth Scale and Modified Tardieu Scale in children with 

spastic cerebral palsy. J Child Neurol. 2006;21(12):1031-

1035. doi.org/10.1177/7010.2006.00222

51. Salavati M, Rameckers EA, Waninge A, Krijnen WP, 

Steenbergen B, et al. Gross motor function in children with 

spastic Cerebral Palsy and Cerebral Visual Impairment: 

A comparison between outcomes of the original and the 

Cerebral Visual Impairment adapted Gross Motor Function 

Measure-88 (GMFM-88-CVI). Res Dev Disabil. 2017;60:269-

276. doi.org/10.1016/j.ridd.2016.10.007

52.  Ko J, Kim M. Reliability and responsiveness of the gross motor 

function measure-88 in children with cerebral palsy. Phys 
Ther. 2013;93(3):393-400. doi.org/10.2522/ptj.20110374

Adjunct therapies after BoNT-A injection in a child with CP


