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Background: Current guidelines recommend intramuscular botulinum toxin type 
A (BoNT-A) injection as first-line treatment for spasticity, a frequent and impairing 
feature of various central nervous system (CNS) lesions such as stroke. Patients 
with spasticity commonly require BoNT-A injections once every 3 to 4  months. 
We conducted a nationwide, population-based, retrospective cohort study, using 
the French National Hospital Discharge Database (PMSI), to describe BoNT-A use 
for spasticity in clinical practice in France between 2014 and 2020. The PMSI 
database covers the whole French population, corresponding to over 66 million 
persons.

Methods: We first searched the PMSI database for healthcare facility discharge of 
patients who received BoNT-A injections between 2014 and 2020, corresponding 
to the first set. For each BoNT-A-treated patient, we identified the medical condition 
for which BoNT-A may have been indicated. Another search of the PMSI database 
focused on patients admitted for acute stroke between 2014 and 2016 and their 
spasticity-related care pathway (second set). Overall, two subpopulations were 
analysed: 138,481 patients who received BoNT-A injections between 2014 and 
2020, and 318,025 patients who survived a stroke event between 2014 and 2016 
and were followed up until 2020.

Results: Among the 138,481 BoNT-A-treated patients, 53.5% received only one 
or two BoNT-A injections. Most of these patients (N  =  85,900; 62.0%) received 
BoNT-A because they had CNS lesions. The number of patients with CNS lesions 
who received ≥1 BoNT-A injection increased by a mean of 7.5% per year from 
2014 to 2019, but decreased by 0.2% between 2019 and 2020, corresponding 
to the COVID-19 outbreak. In stroke survivors (N  =  318,025), 10.7% were coded 
with post-stroke spasticity, 2.3% received ≥1 BoNT-A injection between 2014 
and 2020, and only 0.8% received ≥3 injections within the 12  months following 
BoNT-A treatment initiation, i.e., once every 3 to 4  months.

Conclusion: Our analysis of the exhaustive PMSI database showed a suboptimal 
implementation of BoNT-A treatment recommendations in France. BoNT-A 
treatment initiation and re-administration are low, particularly in patients with 
post-stroke spasticity. Further investigations may help explain this observation, 
and may target specific actions to improve spasticity-related care pathway.
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1. Introduction

Spasticity can be defined as a disordered sensori-motor control, 
resulting from an upper motor neuron lesion, and presenting as an 
intermittent or sustained involuntary activation of muscles (1). It is a 
frequent and impairing feature of various central nervous system 
(CNS) pathologies, in particular stroke (2, 3). If left untreated, 
spasticity can adversely influence quality of life, since it may interfere 
with routine task performance, contribute to the development of 
muscle contractures and pain, and make hygiene and self-care difficult 
(4). Despite the ease of diagnosis, effective spasticity management is 
often challenging for the clinician, as it is multimodal and tailored to 
individual patient concerns (5). Treatment options include physical 
therapy, bracing, neuromuscular electrical stimulation, surgery, and 
oral and/or injectable medications including baclofen, 
benzodiazepines, tizanidine, dantrolene, and chemodenervation 
agents such as botulinum toxin (BoNT) (6, 7).

Among the pharmacological options, intramuscular botulinum 
toxin type A (BoNT-A) injection is currently recommended as a first-
line focal and reversible treatment for spasticity by many national/
international guidelines (8), including guidelines from France (9). 
BoNT-A acts by blocking acetylcholine release at the neuromuscular 
junction, and, thereby, reduces muscle hyperactivity and spasticity 
(10). Patients with spasticity usually require repeated BoNT-A 
intramuscular injections once every 3 to 4 months (9, 11, 12).

Despite the integral role of BoNT-A in the management of 
spasticity, there are very limited data on its real-world use in patients 
with spasticity. To our knowledge, no nationwide study on the extent 
of BoNT-A use for spasticity has been reported to date. More generally, 
although several researchers have studied the incidence of post-stroke 
spasticity (13), fewer have evaluated treatment patterns in this patient 
population. Accordingly, the primary aim of this real-world, 
population-based analysis of healthcare data was to determine the 
extent of BoNT-A use across France between 2014 and 2020, 
particularly in patients with stroke. By having patient data from 2014–
2020, we  were also able to examine the evolution of spasticity 
management during France’s first two national lockdowns in 2020 
imposed in response to the COVID-19 pandemic and the pandemic’s 
impact on patient management.

2. Materials and methods

2.1. Study design and data source

We carried out a nationwide, population-based, retrospective 
cohort study between 2014 and 2020, using data extracted from the 
French National Hospital Discharge Database (Programme de 
Médicalisation des Systèmes d’Information, PMSI). This study was 
conducted in compliance with all French laws and regulations and the 
Declaration of Helsinki, and was notified to the French Data 
Protection Agency (Commission Nationale de l’Informatique et des 
Libertés, CNIL). According to the French law and the CNIL, the study 
did not require formal ethical approval and persons’ informed 
consents, as it did not involve direct participation of human 
individuals and all extracted data were anonymised.

The PMSI database is a comprehensive claims database that 
includes information on diagnoses and procedures. Diagnoses are 

coded according to the International Classification of Diseases version 
10 (ICD-10), either as main diagnosis, related diagnosis, or 
significantly associated diagnoses. Medical procedures are coded 
according to the French Joint Classification of Medical Procedures 
(Classification Commune des Actes Médicaux, CCAM).

PMSI is an exhaustive database that covers the whole French 
population, corresponding to over 66 million persons. It contains 
standardized discharge summary reports from all inpatients and 
outpatients discharged from public hospitals as well as from inpatients 
discharged from private hospitals in France. Each PMSI record 
provides the following information: administrative information 
including length of hospital stay and geographic location of the 
hospital; demographic data (sex, age); and therapeutic procedures 
coded during each stay. In addition, for inpatients, there is information 
on medical diagnoses; comorbidities managed during the stay; and 
costly drugs and implantable medical devices that were administered. 
The PMSI database also includes an anonymous unique patient 
identifier, which allows to follow all hospital admissions and stays for 
each individual patient, even when the patient has been admitted to 
several healthcare facilities or hospital departments.

The PMSI database does not contain patient charts and does not 
provide clinical information such as the dosage or effectiveness of 
administered drugs, the muscles injected, or the goal of the treatment. 
It also prevents any causal association from being drawn.

2.2. Study population

2.2.1. Patients who received at least one BoNT-A 
injection (first analysis set)

We first searched the PMSI database for healthcare facility 
discharge of patients (both adult and paediatric) who received at least 
one intramuscular BoNT-A injection between 2014 and 2020, using 
the following CCAM codes: PCLB002 and PCLB003. Both codes refer 
to a single session of BoNT-A injection(s) within striated muscles. For 
each patient treated with at least one intramuscular BoNT-A injection, 
we  extracted data on all inpatient diagnoses, and inpatient and 
outpatient stays and performed medical procedures. The conditions 
for which BoNT-A may have been indicated were then identified 
using ICD-10 codes from a primary, related, or significantly 
associated diagnosis.

Figure  1 illustrates in a flow chart the process of selection of 
patients by reason for BoNT-A injection. Our selection approach 
consisted of a step-by-step verification from the most to the least 
certain diagnosis, in order to minimise data loss and data redundancy/
duplication. For instance, from the overall population, i.e., patients 
who received at least one coded BoNT-A injection, we classified those 
having simultaneously a coded CNS lesion. Then, we applied another 
selection criterion to the remaining population to select those who 
had a CNS lesion coded at any hospital stay between 2014 and 2020 
different from the one during which the BoNT-A injection was 
administered. When BoNT-A was administered in relation to more 
than one condition in a single patient, only the most frequently coded 
condition was retained. Hence, each patient had only one condition 
justifying BoNT-A administration recorded in our analysis.

Patients treated with BoNT-A were also analysed according to 
their age, sex, and the type of healthcare facility to which they were 
admitted. Healthcare facilities were classified into the following 
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categories: acute care facilities (Médecine-Chirurgie-Obstétrique, 
MCO); and postoperative and rehabilitation facilities (Soins de Suite 
et de Réadaptation, SSR).

2.2.2. Patients who survived a stroke event 
between 2014 and 2016 (second analysis set)

The second search of the PMSI database was focused on patients 
presenting with stroke between 2014 and 2016 to ensure a longitudinal 
post-stroke care pathway. We identified all patients (both adult and 
paediatric) who were admitted at least once for acute stroke, and 
excluded those who died within 6 months of their admission for this 
event. Patients with stroke who survived after 6 months were followed 
up until 2020.

2.3. Outcomes

In patients who received at least one BoNT-A injection, several 
outcomes were evaluated, such as the total number of BoNT-A 
injections between 2014 and 2020 among all patients and among those 
coded with CNS lesions. The percentage change in the number of 
BoNT-A injections between 2014 and 2020, and the distribution of 
BoNT-A injections between acute care facilities and postoperative/
rehabilitation facilities were also assessed.

In the specific analysis focused on patients with stroke, 
we evaluated the prevalence of post-stroke spasticity, the extent of 
BoNT-A use (at least 1 or 3 injections) in stroke survivors, and the 
median time from stroke onset to the first BoNT-A injection.

FIGURE 1

Selection process of patients by reason for botulinum toxin type A (BoNT-A) injection. CNS, central nervous system; MD, main diagnosis; RD, related 
diagnosis; SAD, significantly associated diagnosis.
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2.4. Statistical analysis

Descriptive analyses were performed using number and 
percentage for categorical variables, and mean, standard deviation, 
median, and first and third quartiles (Q1–Q3) for continuous 
variables. All data underlying this publication were provided by the 
Agence Technique de l’Information sur l’Hospitalisation (ATIH). Data 
analyses were performed by the second author, a biostatistical expert, 
using the SQL server software. Of note, the expert who carried out the 
analyses has followed and validated the mandatory training for access 
to PMSI data. The expert has also made a commitment to the CNIL 
regarding the confidentiality and independence of the research 
laboratories and design offices provided for by the decree of July 
17, 2017.

3. Results

3.1. BoNT-A use in patients who received at 
least one BoNT-A injection

A total of 138,481 patients (both adult and paediatric) who 
received at least one BoNT-A injection (total of 620,416 injections) 
were included in the analysis during the study period. Most of these 
patients (N = 85,900; 62.0%) received BoNT-A because they had CNS 
lesions known to cause spasticity (Table 1). Between 2014 and 2020, 
more than half of patients (74,123/138,430; 53.5%) received only one 
(50,654; 36.6%) or two (23,469; 17.0%) BoNT-A injections.

Overall, the number of BoNT-A injections steadily increased from 
69,721 in 2014 to 101,758 in 2019, resulting in a mean increase of 7.9% 
per year, before plateauing in 2020 compared to 2019, as a small 
increase of only 1.9% was noted between 2019 and 2020. Specifically, 
in the 85,900 patients with CNS lesions, the number of BoNT-A 
injections increased by a mean of 7.3% per year from 2014 to 2019, 
and decreased by 5.3% from 2019 to 2020 (Figure 2A). The number of 
patients with CNS lesions who received at least one BoNT-A injection 
remained however stable during 2019–2020, with a marginal 0.2% 
decrease (Figure 2B).

Figure 3 illustrates the distribution of the number of BoNT-A 
injections per year, according to healthcare facilities. Overall, there 
was a notably higher number of BoNT-A injections performed in 

acute care facilities compared to postoperative/rehabilitation facilities. 
Injections in public acute care facilities, which were exclusively coded 
in the inpatient setting between 2014 and 2016, dramatically shifted 
to outpatient care in 2018 and 2019 at the expense of inpatient care, in 
relation to changes in the invoicing system in France.

3.2. BoNT-A use in patients with stroke

Between 2014 and 2016, a total of 360,740 patients (both adult and 
paediatric) experienced at least one stroke event (385,670 events in 
total), 42,715 of whom died within the first 6 months, leaving 318,025 
patients to be  followed up until 2020. Of these 318,025 stroke 
survivors, 34,019 (10.7%) were coded with post-stroke spasticity, 7,337 
(2.3%) received at least one BoNT-A injection between 2014 and 2020, 
and 2,658 (0.8%) received at least 3 injections within the 12 months 
following BoNT-A initiation. The median (Q1–Q3) time from stroke 
onset to spasticity coding was 92 (17–503) days. Only 21.5% of 
patients coded with post-stroke spasticity received at least one 
BoNT-A injection, with the median (Q1–Q3) time between stroke 
onset and the first BoNT-A injection of 285 (125–670) days (Figure 4). 
An age-specific analysis indicated a steady decrease in the proportion 
of stroke patients treated with at least one BoNT-A injection, from 
8.5% in patients aged <10 years to 0.1% in those aged >90 years 
(Figure 5).

More than half of BoNT-A-treated patients coded with post-
stroke spasticity (4,118/7,377; 55.8%) received at least 3 injections 
between 2014 and 2020. For the 4,118 patients with at least 3 
injections, the peak in the number of patients treated with BoNT-A 
was reached at 9 months following the first injection. Subsequently, the 
number of patients who discontinued BoNT-A therapy surpassed the 
number of those who initiated BoNT-A therapy (Figure 6).

4. Discussion

BoNT-A, administered as a local intramuscular injection, is 
considered as a first-line pharmacological treatment of spasticity, with 
a strong body of evidence for its efficacy and safety in the management 
of both upper and lower limb spasticity (4, 8, 9, 12, 14–17). Clinical 
practice guidelines however support the adoption of an individualised, 

TABLE 1 Types of central nervous system (CNS) lesions for which botulinum toxin type A (BoNT-A) may have been indicated.

CNS lesions known to cause spastic hypertonia and related conditions

  Cerebrovascular diseases (including stroke)

  Multiple sclerosis (MS)

  Congenital CNS disorders (e.g., cerebral palsy, spina bifida)

  CNS genetic disorders

  Infectious and inflammatory CNS disorders excluding MS

  Acquired non-vascular cerebral lesions

  Vertebro-medullary lesions

  Dementia

  Other CNS disorders causing spasticity without well-defined aetiology, excluding anoxia

  Spasticity without well-defined aetiology
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FIGURE 2

Changes between 2014 and 2020 in the number of botulinum toxin type A (BoNT-A) injections (A) in patients with central nervous system (CNS) 
lesions and in the number of patients (B) with CNS lesions treated with BoNT-A. MS, multiple sclerosis.

FIGURE 3

Distribution of the number of botulinum toxin injections in the overall study population, according to healthcare facilities. MCO refers to the acute care 
facilities, and SSR refers to the postoperative and rehabilitation facilities.
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patient-centric approach to the therapeutic use of BoNT-A, as there is 
no clear evidence to guide the optimal dose of BoNT-A per injection 
session, injection sites, and the optimal timing and frequency of 
BoNT-A administration (4, 5, 12, 15, 17). It is recommended to select 
BoNT-A treatment intervals and duration based on individual patient 
needs, with keeping in mind that the effect of BoNT-A injections lasts 
for an average of 3–4 months (12, 15, 17, 18).

Our analysis of the comprehensive French PMSI database aimed 
to reflect a broad range of BoNT-A treatment practices between 2014 

and 2020. To the best of our knowledge, this is the first published 
study evaluating BoNT-A use on such a large scale, as the PMSI 
database is one of the world’s largest continuous homogeneous claims 
databases, covering the whole French population, i.e., over 66 million 
persons (19). Several informative findings were noted in the 
present analysis.

Overall, the number of BoNT-A injections notably increased 
between 2014 and 2019, with a mean increase of 7.3% per year among 
patients with spasticity due to CNS lesions. However, between 2019 

FIGURE 4

Care pathway of patients with stroke in French hospitals between 2014 and 2020. MCO refers to the acute care facilities, and SSR refers to the 
postoperative and rehabilitation facilities.

FIGURE 5

Botulinum toxin treatment rates by age in patients with stroke.
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and 2020, we noted a decrease of 5.3% in the number of BoNT-A 
injections administered. Despite this decrease in the number of 
injections between 2019 and 2020, the number of patients with CNS 
lesions who were treated with BoNT-A for spasticity remained stable 
during this period. Hence, we presume that, during the COVID-19 
outbreak in 2020, there were few patients newly admitted to the 
spasticity clinics in France, and regularly treated patients experienced 
extended delays in repeated BoNT-A injections. These results are in 
line with other real-world studies from Italy and Austria conducted in 
spasticity outpatient clinics, in which the COVID-19 pandemic 
lockdown had a negative impact on spasticity management, with 
increased inter-injection intervals among patients treated with 
BoNT-A for spasticity (20–23).

Among the 318,025 stroke survivors, 10.7% of patients were coded 
with post-stroke spasticity. This figure concurs with another large 
analysis based on German statutory health insurance data reporting a 
spasticity prevalence of 10.2% among survivors within 6 months after 
stroke (24). In a meta-analysis of 22 cohort studies reporting on the 
prevalence of post-stroke spasticity, the pooled prevalence of spasticity 
after stroke was 25.3% and that after the first-ever stroke was 26.7% 
(13). Overall, the observed prevalence of post-stroke spasticity varies 
substantially across studies, ranging from 10% up to 92% depending 
on the sample size and the study methodology (13, 24–26). 
Furthermore, it has been suggested that estimates of incidence and 
prevalence of post-stroke spasticity vary widely due to discrepancies 
in defining and clinically measuring spasticity, as well as variations in 
severity and chronicity of stroke (27). Another interesting finding of 
the present study was that the proportion of patients with post-stroke 
spasticity who received at least one BoNT-A injection was 21.5%. This 
figure is actually higher than that reported in a national 
epidemiological study from Sweden by Forsmark et al. (28), in which 
the mean proportion of patients with disabling spasticity treated with 
BoNT-A was 9.2%. According to the authors, this low nationwide use 
of BoNT-A as a treatment of spasticity can be attributed to a lack of 
consensus on spasticity treatment and insufficient up-to date 
expertise (28).

Importantly, only 7,337 (2.3%) of the 318,025 stroke survivors in 
the current study received at least one BoNT-A injection between 
2014 and 2020. In addition, only 2,658 (0.8%) received at least 3 
injections within the 12 months following BoNT-A initiation, which 
overall corresponds to a BoNT-A injection given once every 
3–4 months, as per guidelines’ recommendations (15). Hence, very 

few stroke survivors seem to have benefited from BoNT-A therapy, 
and even fewer received BoNT-A treatment according to 
recommendations (12, 15, 17). These findings make us speculate about 
the reasons for this limited use of BoNT-A, particularly since cost is 
not an issue. In France, all health-care related expenses for chronic 
diseases such as stroke, including in patients with spasticity, are fully 
reimbursed by the national health insurance (29). The safety of 
BoNT-A treatment is also not an issue, since BoNT-A has consistently 
demonstrated a favourable safety profile in patients with post-stroke 
spasticity (30, 31). In accordance with the study from Sweden by 
Forsmark et  al. (28), potential reasons behind the reduced use of 
BoNT-A in the present study may be a limited physicians’ awareness 
of clinical practice guidelines and of the fact that BoNT-A is a 
recommended first-line pharmacological treatment of spasticity; a 
lack of access to specialists performing BoNT-A injections; or 
ineffectiveness of a first BoNT-A injection leading to BoNT-A 
treatment discontinuation or delays in BoNT-A administration. Either 
way, further investigations on the reasons behind the limited use of 
BoNT-A for spasticity in France are warranted.

In line with our study results regarding the low adherence to 
BoNT-A therapy, a recent retrospective study from Düsseldorf, 
Germany performed among 1,351 patients treated with BoNT-A for 
different neurological indications found that more than half of patients 
discontinue BoNT-A within the first 8 years (32). The authors attribute 
this finding to a loss of interest due to the patients’ symptoms not 
being adequately relieved by BoNT-A therapy; successful 
accomplishment of therapy goals; patients’ inability to attend clinic 
appointments due to logistical problems (e.g., transportation); shorter 
therapy duration due to advanced age, earlier death, or worsening 
disability (e.g., from additional strokes or other comorbidities); or a 
combination of all of the above (32). To optimise adherence to 
BoNT-A therapy over time and to improve the overall outcome of 
rehabilitation following post-stroke spasticity, the use of adjunctive 
treatment including oral medication, physical therapy, occupational 
therapy, other neurolysis, and surgical intervention has been suggested 
(33, 34). Indeed, BoNT-A therapy in association with physical or 
occupational therapy and other multimodal approaches has been 
associated with improved patient outcomes and enhanced quality of 
life after CNS events like stroke (35, 36). To increase the use of 
BoNT-A in association with physical or occupational therapy and 
adjunctive treatments, continuous medical education programmes 
and patient information sessions can help disseminate knowledge 

FIGURE 6

Kinetics of initiation and discontinuation of botulinum toxin type A (BoNT-A) therapy among stroke survivors.
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about the advantages of this comprehensive treatment approach. In 
addition, establishing multidisciplinary care teams that include 
neurologists, rehabilitation specialists, physical therapists, 
occupational therapists, and orthotists can facilitate a collaborative 
approach to patient care and can ensure that BoNT-A injections are 
integrated with other rehabilitation therapies.

The median time between stroke onset and the first BoNT-A 
injection in the current analysis was 285 days or 9.4 months. This time 
interval seems to be long compared to other observational studies 
evaluating BoNT-A use for post-stroke spasticity, in which the average 
time between stroke onset and the first BoNT-A injection was 
3–4 months (37, 38). The long interval between stroke onset and the 
first BoNT-A injection in our analysis may be due to several reasons, 
such as delays in accessing BoNT-A treatment resulting from logistical 
challenges, as well as the delayed diagnosis of post-stroke disabling 
spasticity. Indeed, it can take time for healthcare professionals to 
recognise and assess the extent of spasticity in stroke survivors, 
leading to a delay in initiating BoNT-A treatment (39). Moreover, in 
some cases of post-stroke spasticity, healthcare providers may adopt a 
conservative treatment approach, utilising other interventions like 
physical therapy, occupational therapy, or oral medications before 
resorting to BoNT-A injections. This stepwise approach could result 
in a delay between stroke onset and the first BoNT-A injection (34).

It is essential to emphasise that the appropriate timing of BoNT-A 
injections for spasticity treatment after a stroke depends on individual 
patient circumstances and on the professional judgment of the medical 
team involved in their care (17). However, as spasticity is a form of 
maladaptive plasticity that progresses over time, early initiation of 
BoNT-A therapy is generally encouraged to prevent or reduce 
neurological changes that lead to disabling spasticity (40, 41). Indeed, 
a longitudinal cohort study from Italy performed among 83 patients 
with post-stroke spasticity revealed that BoNT-A should be initiated 
within 3 months after stroke onset in order to obtain a greater 
reduction in muscle tone at 1 and 3 months afterwards (37). 
Nevertheless, the multinational, multicentre, observational early-BIRD 
study (42), which evaluated the real-world effectiveness of BoNT-A in 
patients with post-stroke upper-limb spasticity according to the time 
from stroke event to start of BoNT-A, found that BoNT-A treatment 
was consistently effective in reducing spasticity, whether started early 
(0–7 months) after the stroke event or later (36–443 months). These 
findings highlight the continued benefit of repeated BoNT-A injections 
at various disease stages (42). It is however likely that the early 
initiation of BoNT-A treatment may improve the outcomes of post-
stroke spasticity. Importantly, BoNT-A treatment and follow-up 
should be  offered as needed, without any limitations due to the 
duration of post-stroke spasticity (41). Routine evaluations for 
spasticity following a stroke should also be done indefinitely. Expert 
physicians agree that for patients treated with BoNT-A, a follow-up 
visit should be considered 4–6 weeks after each BoNT-A injection (41).

Our analysis also noted that the younger the patients with stroke, 
the more likely they were treated with BoNT-A injections. Older 
people are more likely to be affected by peripheral neuropathies, which 
may translate into a reduced spasticity prevalence in the elderly (43). 
Indeed, in a cross-sectional study from Sweden assessing the prevalence 
of disabling spasticity one year after first-ever stroke, younger age was 
associated with an increased risk of post-stroke spasticity (44). Younger 
patients with stroke are also more likely to receive BoNT-A injections 
than their older counterparts, as a consequence of the stroke care 
pathway adopted in geriatric rehabilitation, which in France differs 

from the care pathway adopted for younger stroke survivors. In 
geriatric rehabilitation in France, a more palliative approach is usually 
adopted, with fewer pharmacological interventions for stroke-related 
impairments such as spasticity.

In addition, our analysis identified a notably higher number of 
BoNT-A injections performed in acute care facilities compared to 
postoperative/rehabilitation facilities. However, in 2020, the proportion 
of BoNT-A injections performed in public postoperative/rehabilitation 
facilities substantially increased at the expense of public acute care 
outpatient care, for which the number of BoNT-A injections reached its 
peak in 2019. These observations may be related to recent postoperative/
rehabilitation activity funding reforms in France including improved 
BoNT-A reimbursement mechanisms in postoperative/rehabilitation 
facilities, which are likely to lead to a further increase in the number of 
BoNT-A-treated patients as well as BoNT-A injections within 
postoperative/rehabilitation facilities compared to acute care facilities.

There were some limitations to the present study, inherent to 
retrospective electronic health record data analysis (based on ICD-10 
and CCAM codes), including potential bias, missing data, and most 
importantly coding errors, as coding was made by the treating 
physicians and hence relies solely on physicians’ accuracy in selecting 
medical codes. Of note, current ICD-10 coding does not differentiate 
between focal and generalised spasticity, reducing accurate symptom 
tracking. Moreover, the quality of PMSI data depends on the accuracy 
and completeness of the information system. PMSI data usually relate 
to events such as hospital admissions or attendances and not 
individual patients. Another limitation of the PMSI database is that it 
does not contain data from outpatients discharged from private 
hospitals. Furthermore, we  did not have access to data regarding 
BoNT-A dosage or effectiveness. Nevertheless, our analysis is 
strengthened by a large, representative, and contemporary patient 
population, with exhaustive data collection on BoNT-A use. To the 
best of our knowledge, this study is one of the few studies to have used 
a national exhaustive database to explore real-life BoNT-A treatment 
practices. Such approach minimises selection and reporting biases 
inherent to expert center cohorts and questionnaire-based studies, 
while contributing to improve clinical practice.

5. Conclusion

This population-based analysis of the exhaustive PMSI database 
highlights a broad range of BoNT-A treatment practices in France 
between 2014 and 2020. Although BoNT-A is a recommended first-
line pharmacological treatment of spasticity that should be injected 
once every 3–4 months, BoNT-A treatment initiation and 
re-administration were low in the present study, particularly in 
patients with post-stroke spasticity. Further research into the limited 
use of BoNT-A among patients with CNS lesions in France is 
warranted. Future investigations should also target specific actions to 
improve spasticity-related care pathway.

6. Plain language summary

Botulinum toxin type A (BoNT-A) is a drug recommended to 
treat stiffness (spasticity) caused by various brain and spinal cord 
diseases, such as stroke. Usually, patients with spasticity require 
BoNT-A injections once every 3 to 4 months. Using electronic health 
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records from a national hospital registry, we  aimed to describe 
BoNT-A use in clinical practice in France between 2014 and 2020. 
Between 2014 and 2020, a total of 138,481 patients received at least 
one BoNT-A injection. However, during these years, 54% of these 
patients received only one or two BoNT-A injections. The number of 
patients who received BoNT-A to treat spasticity caused by brain and 
spinal cord diseases notably increased between 2014 and 2019 by an 
average of 8% per year, but between 2019 and 2020, this number 
remained stable probably due to the COVID-19 outbreak. In this 
analysis, spasticity affected 11% of stroke survivors. Between 2014 and 
2020, only 2% of stroke survivors received at least one BoNT-A 
injection, and less than 1% of stroke survivors received BoNT-A 
injections once every 3 to 4 months. In summary, the implementation 
of BoNT-A treatment recommendations is not optimal in France. 
Spasticity management should thus be  improved, with further 
research on the reasons for the limited use of BoNT-A for spasticity.

Data availability statement

The data analyzed in this study was obtained from the Agence 
Technique de l'Information sur l'Hospitalisation (ATIH), the following 
licenses/restrictions apply: the datasets were provided under contract 
to Ipsen. Requests to access these datasets should be directed to JL, 
jonathan.levy2@aphp.fr.

Ethics statement

Ethical approval was not required for the study involving humans in 
accordance with the local legislation and institutional requirements. 
Written informed consent to participate in this study was not required 
from the participants or the participants’ legal guardians/next of kin in 
accordance with the national legislation and the institutional requirements.

Author contributions

JL, PK, AF, J-YL, and DB conceptualised and designed the study. 
PK acquired and analysed the data. All authors contributed to the 
article and approved the submitted version.

Funding

This study was funded by Ipsen.

Acknowledgments

The authors thank Thomas Rohban, MD, and Magalie El Hajj, 
PharmD, of Partner 4 Health (Paris, France) for providing medical 
writing support, which was sponsored by Ipsen (Paris, France), in 
accordance with Good Publication Practice guidelines.

Conflict of interest

JL is a consultant for Ipsen, Allergan, and Medtronic. PK is a 
consultant for Ipsen. AF and J-YL are Ipsen employees. DB is a 
consultant for Ipsen, Merz, Allergan, and Medtronic.

Publisher’s note

All claims expressed in this article are solely those of the authors 
and do not necessarily represent those of their affiliated organizations, 
or those of the publisher, the editors and the reviewers. Any product 
that may be evaluated in this article, or claim that may be made by its 
manufacturer, is not guaranteed or endorsed by the publisher.

References
 1. Pandyan AD, Gregoric M, Barnes MP, Wood D, Van Wijck F, Burridge J, et al. 

Spasticity: clinical perceptions, neurological realities and meaningful measurement. 
Disabil Rehabil. (2005) 27:2–6. doi: 10.1080/09638280400014576

 2. Ozcakir S, Sivrioglu K. Botulinum toxin in poststroke spasticity. Clin Med Res. 
(2007) 5:132–8. doi: 10.3121/cmr.2007.716

 3. Trompetto C, Marinelli L, Mori L, Pelosin E, Currà A, Molfetta L, et al. 
Pathophysiology of spasticity: implications for neurorehabilitation. Biomed Res Int. 
(2014) 2014:354906:1–8. doi: 10.1155/2014/354906

 4. Wissel J, Ward AB, Erztgaard P, Bensmail D, Hecht MJ, Lejeune TM, et al. European 
consensus Table on the use of botulinum toxin type a in adult spasticity. J Rehabil Med. 
(2009) 41:13–25. doi: 10.2340/16501977-0303

 5. Ashford S, Fheodoroff K, Jacinto J, Turner-Stokes L. Common goal areas in the 
treatment of upper limb spasticity: a multicentre analysis. Clin Rehabil. (2016) 
30:617–22. doi: 10.1177/0269215515593391

 6. Kuo CL, Hu GC. Post-stroke spasticity: a review of epidemiology, pathophysiology, 
and treatments. Int J Gerontol. (2018) 12:280–4. doi: 10.1016/j.ijge.2018.05.005

 7. Demetrios M, Khan F, Turner-Stokes L, Brand C, McSweeney S. Multidisciplinary 
rehabilitation following botulinum toxin and other focal intramuscular treatment for 
post-stroke spasticity. Cochrane Database Syst Rev. (2013) 5:Cd009689. doi: 
10.1002/14651858.CD009689.pub2

 8. Simpson DM, Hallett M, Ashman EJ, Comella CL, Green MW, Gronseth GS, et al. 
Practice guideline update summary: botulinum neurotoxin for the treatment of 
blepharospasm, cervical dystonia, adult spasticity, and headache: report of the guideline 
development Subcommittee of the American Academy of neurology. Neurology. (2016) 
86:1818–26. doi: 10.1212/WNL.0000000000002560

 9. Yelnik AP, Simon O, Bensmail D, Chaleat-Valayer E, Decq P, Dehail P, et al. Drug 
treatments for spasticity. Ann Phys Rehabil Med. (2009) 52:746–56. doi: 10.1016/j.
rehab.2009.09.005

 10. Ward AB. Spasticity treatment with botulinum toxins. J Neural Transm (Vienna). 
(2008) 115:607–16. doi: 10.1007/s00702-007-0833-2

 11. Ojardias E, Ollier E, Lafaie L, Celarier T, Giraux P, Bertoletti L. Time course 
response after single injection of botulinum toxin to treat spasticity after stroke: 
systematic review with pharmacodynamic model-based meta-analysis. Ann Phys Rehabil 
Med. (2022) 65:101579. doi: 10.1016/j.rehab.2021.101579

 12. French National Authority for Health (Haute Autorité de Santé) Rééducation À La 
phase Chronique De L’avc De L’adulte: pertinence, indications et Modalités 
(rehabilitation in the chronic stage after stroke in adults: relevance, indications, and 
modalities). (2022). Available at: https://www.has-sante.fr/upload/docs/application/
pdf/2022-07/_reco_321_argumentaire_avc_mel_lg_v0_mg.pdf.

 13. Zeng H, Chen J, Guo Y, Tan S. Prevalence and risk factors for spasticity after stroke: 
a systematic review and meta-analysis. Front Neurol. (2021) 11:616097. doi: 10.3389/
fneur.2020.616097

 14. Wissel J, Bensmail D, Ferreira JJ, Molteni F, Satkunam L, Moraleda S, et al. Safety 
and efficacy of Incobotulinumtoxina doses up to 800 U in limb spasticity: the Tower 
study. Neurology. (2017) 88:1321–8. doi: 10.1212/WNL.0000000000003789

 15. Royal College of Physicians. Spasticity in adults: management using botulinum 
toxin. National Guidelines. London: Rcp, (2018). Available at: https://www.rcplondon.
ac.uk/guidelines-policy/spasticity-adults-management-using-botulinum-toxin.

 16. Bensmail D, Wissel J, Laffont I, Simon O, Scheschonka A, Flatau-Baqué B, et al. 
Efficacy of Incobotulinumtoxina for the treatment of adult lower-limb post-stroke 

https://doi.org/10.3389/fneur.2023.1245228
https://www.frontiersin.org/journals/neurology
https://www.frontiersin.org
mailto:jonathan.levy2@aphp.fr
https://doi.org/10.1080/09638280400014576
https://doi.org/10.3121/cmr.2007.716
https://doi.org/10.1155/2014/354906
https://doi.org/10.2340/16501977-0303
https://doi.org/10.1177/0269215515593391
https://doi.org/10.1016/j.ijge.2018.05.005
https://doi.org/10.1002/14651858.CD009689.pub2
https://doi.org/10.1212/WNL.0000000000002560
https://doi.org/10.1016/j.rehab.2009.09.005
https://doi.org/10.1016/j.rehab.2009.09.005
https://doi.org/10.1007/s00702-007-0833-2
https://doi.org/10.1016/j.rehab.2021.101579
https://www.has-sante.fr/upload/docs/application/pdf/2022-07/_reco_321_argumentaire_avc_mel_lg_v0_mg.pdf
https://www.has-sante.fr/upload/docs/application/pdf/2022-07/_reco_321_argumentaire_avc_mel_lg_v0_mg.pdf
https://doi.org/10.3389/fneur.2020.616097
https://doi.org/10.3389/fneur.2020.616097
https://doi.org/10.1212/WNL.0000000000003789
https://www.rcplondon.ac.uk/guidelines-policy/spasticity-adults-management-using-botulinum-toxin
https://www.rcplondon.ac.uk/guidelines-policy/spasticity-adults-management-using-botulinum-toxin


Levy et al. 10.3389/fneur.2023.1245228

Frontiers in Neurology 10 frontiersin.org

spasticity, including pes equinovarus. Ann Phys Rehabil Med. (2021) 64:101376:101376. 
doi: 10.1016/j.rehab.2020.03.005

 17. Francisco GE, Balbert A, Bavikatte G, Bensmail D, Carda S, Deltombe T, et al. A 
practical guide to optimizing the benefits of post-stroke spasticity interventions with 
botulinum toxin a: an international group consensus. J Rehabil Med. (2021) 53:jrm00134. 
doi: 10.2340/16501977-2753

 18. Kaňovský P, Elovic EP, Hanschmann A, Pulte I, Althaus M, Hiersemenzel R, et al. 
Duration of treatment effect using Incobotulinumtoxina for upper-limb spasticity: a 
post-hoc analysis. Front Neurol. (2020) 11:615706. doi: 10.3389/fneur.2020.615706

 19. Bezin J, Duong M, Lassalle R, Droz C, Pariente A, Blin P, et al. The National 
Healthcare System Claims Databases in France, Sniiram and Egb: powerful tools for 
pharmacoepidemiology. Pharmacoepidemiol Drug Saf. (2017) 26:954–62. doi: 10.1002/
pds.4233

 20. Ranza E, Mammi P, Rampello A, Annamaria S, Brianti R. Botulinum toxin therapy 
during the Covid-19 outbreak: experience of an Italian multidisciplinary team. Eur J 
Neurol. (2021) 28:e71–2. doi: 10.1111/ene.14569

 21. Tarantino D, Gnasso R, Migliore F, Iommazzo I, Sirico F, Corrado B. The effects of 
Covid-19 pandemic countermeasures on patients receiving botulinum toxin therapy and 
on their caregivers: a study from an Italian cohort. Neurol Sci. (2021) 42:3071–7. doi: 
10.1007/s10072-021-05282-3

 22. Santamato A, Facciorusso S, Spina S, Cinone N, Avvantaggiato C, Santoro L, et al. 
Discontinuation of botulinum neurotoxin type-a treatment during Covid-19 pandemic: 
an Italian survey in post stroke and traumatic brain injury patients living with spasticity. 
Eur J Phys Rehabil Med. (2021) 57:424–33. doi: 10.23736/S1973-9087.20.06478-3

 23. Teuschl Y, Bancher C, Brainin M, Dachenhausen A, Matz K, Pinter MM. 
Covid-19-related delays of botulinum toxin injections have a negative impact on the 
quality of life of patients with dystonia and spasticity: a single-Center ambulatory care 
study. J Neural Transm (Vienna). (2022) 129:49–53. doi: 10.1007/s00702-021-02430-z

 24. Egen-Lappe V, Köster I, Schubert I. Incidence estimate and guideline-oriented 
treatment for post-stroke spasticity: an analysis based on German statutory health 
insurance data. Int J Gen Med. (2013) 6:135–44. doi: 10.2147/IJGM.S36030

 25. Urban PP, Wolf T, Uebele M, Marx JJ, Vogt T, Stoeter P, et al. Occurence and 
clinical predictors of spasticity after ischemic stroke. Stroke. (2010) 41:2016–20. doi: 
10.1161/STROKEAHA.110.581991

 26. Malhotra S, Pandyan AD, Rosewilliam S, Roffe C, Hermens H. Spasticity and 
contractures at the wrist after stroke: time course of development and their association 
with functional recovery of the upper limb. Clin Rehabil. (2011) 25:184–91. doi: 
10.1177/0269215510381620

 27. Francisco GE, Wissel J, Platz T, Li S. Post-stroke spasticity In: . Clinical pathways 
in stroke rehabilitation: evidence-based clinical practice recommendations. ed. P. Thomas 
Cham (CH): Springer (2021). 149–73.

 28. Forsmark A, Rosengren L, Ertzgaard P. Inequalities in pharmacologic treatment 
of spasticity in Sweden – health economic consequences of closing the treatment gap. 
Health Econ Rev. (2020) 10:4. doi: 10.1186/s13561-020-0261-7

 29. Schnitzler A, Ruet A, Baron S, Buzzi JC, Genet F. Botulinum toxin a for treating 
spasticity in adults: costly for French hospitals? Ann Phys Rehabil Med. (2015) 58:265–8. 
doi: 10.1016/j.rehab.2015.06.004

 30. Masakado Y, Kagaya H, Kondo K, Otaka Y, Dekundy A, Hanschmann A, et al. 
Efficacy and safety of Incobotulinumtoxina in the treatment of lower limb spasticity in 
Japanese subjects. Front Neurol. (2022) 13:832937. doi: 10.3389/fneur.2022.832937

 31. Baricich A, Picelli A, Santamato A, Carda S, de Sire A, Smania N, et al. Safety 
profile of high-dose botulinum toxin type a in post-stroke spasticity treatment. Clin 
Drug Investig. (2018) 38:991–1000. doi: 10.1007/s40261-018-0701-x

 32. Lee JI, Jansen A, Samadzadeh S, Kahlen U, Moll M, Ringelstein M, et al. Long-term 
adherence and response to botulinum toxin in different indications. Ann Clin Transl 
Neurol. (2021) 8:15–28. doi: 10.1002/acn3.51225

 33. Wissel J, Ri S. Assessment, goal setting, and botulinum neurotoxin a therapy in the 
Management of Post-Stroke Spastic Movement Disorder: updated perspectives on best 
practice. Expert Rev Neurother. (2022) 22:27–42. doi: 10.1080/14737175.2021.2021072

 34. Baricich A, Bertoni M, Santamato A, Osio M, Gasperini G, Picelli A, et al. 
Adjunctive treatment and Bont-a for post-stroke spasticity: are we really focusing on the 
patient-Centered goals? Front Neurol. (2023) 14:1134691. doi: 10.3389/
fneur.2023.1134691

 35. Hara T, Momosaki R, Niimi M, Yamada N, Hara H, Abo M. Botulinum toxin 
therapy combined with rehabilitation for stroke: a systematic review of effect on motor 
function. Toxins (Basel). (2019) 11:707. doi: 10.3390/toxins11120707

 36. Patel AT, Wein T, Bahroo LB, Wilczynski O, Rios CD, Murie-Fernández M. 
Perspective of an international online patient and caregiver community on the burden 
of spasticity and impact of botulinum neurotoxin therapy: survey study. JMIR Public 
Health Surveill. (2020) 6:e17928. doi: 10.2196/17928

 37. Picelli A, Santamato A, Cosma M, Baricich A, Chisari C, Millevolte M, et al. Early 
botulinum toxin type a injection for post-stroke spasticity: a longitudinal cohort study. 
Toxins (Basel). (2021) 13:374. doi: 10.3390/toxins13060374

 38. Chung TM, Jacinto LJ, Colosimo C, Bhatia KP, Tiley J, Bhidayasiri R. Botulinum 
neurotoxin-a injection in adult cervical dystonia and spastic paresis: results from the 
input (injection practice, usage and training) survey. Front Neurol. (2020) 11:570671. 
doi: 10.3389/fneur.2020.570671

 39. Bavikatte G, Subramanian G, Ashford S, Allison R, Hicklin D. Early identification, 
intervention and Management of Post-Stroke Spasticity: expert consensus recommendations. 
J Cent Nerv Syst Dis. (2021) 13:11795735211036576. doi: 10.1177/11795735211036576

 40. Rosales RL, Balcaitiene J, Berard H, Maisonobe P, Goh KJ, Kumthornthip W, et al. 
Early Abobotulinumtoxina (Dysport®) in post-stroke adult upper limb spasticity: 
Ontime pilot study. Toxins (Basel). (2018) 10:253. doi: 10.3390/toxins10070253

 41. Baricich A, Wein T, Cinone N, Bertoni M, Picelli A, Chisari C, et al. Bont-a for 
post-stroke spasticity: guidance on unmet clinical needs from a Delphi panel approach. 
Toxins (Basel). (2021) 13:236. doi: 10.3390/toxins13040236

 42. Wissel J, Fheodoroff K, Hoonhorst M, Müngersdorf M, Gallien P, Meier N, et al. 
Effectiveness of Abobotulinumtoxina in post-stroke upper limb spasticity in relation to 
timing of treatment. Front Neurol. (2020) 11:104. doi: 10.3389/fneur.2020.00104

 43. Verdú E, Ceballos D, Vilches JJ, Navarro X. Influence of aging on peripheral nerve 
function and regeneration. J Peripher Nerv Syst. (2000) 5:191–208. doi: 
10.1046/j.1529-8027.2000.00026.x

 44. Lundström E, Terént A, Borg J. Prevalence of disabling spasticity 1 year after first-
ever stroke. Eur J Neurol. (2008) 15:533–9. doi: 10.1111/j.1468-1331.2008.02114.x

https://doi.org/10.3389/fneur.2023.1245228
https://www.frontiersin.org/journals/neurology
https://www.frontiersin.org
https://doi.org/10.1016/j.rehab.2020.03.005
https://doi.org/10.2340/16501977-2753
https://doi.org/10.3389/fneur.2020.615706
https://doi.org/10.1002/pds.4233
https://doi.org/10.1002/pds.4233
https://doi.org/10.1111/ene.14569
https://doi.org/10.1007/s10072-021-05282-3
https://doi.org/10.23736/S1973-9087.20.06478-3
https://doi.org/10.1007/s00702-021-02430-z
https://doi.org/10.2147/IJGM.S36030
https://doi.org/10.1161/STROKEAHA.110.581991
https://doi.org/10.1177/0269215510381620
https://doi.org/10.1186/s13561-020-0261-7
https://doi.org/10.1016/j.rehab.2015.06.004
https://doi.org/10.3389/fneur.2022.832937
https://doi.org/10.1007/s40261-018-0701-x
https://doi.org/10.1002/acn3.51225
https://doi.org/10.1080/14737175.2021.2021072
https://doi.org/10.3389/fneur.2023.1134691
https://doi.org/10.3389/fneur.2023.1134691
https://doi.org/10.3390/toxins11120707
https://doi.org/10.2196/17928
https://doi.org/10.3390/toxins13060374
https://doi.org/10.3389/fneur.2020.570671
https://doi.org/10.1177/11795735211036576
https://doi.org/10.3390/toxins10070253
https://doi.org/10.3390/toxins13040236
https://doi.org/10.3389/fneur.2020.00104
https://doi.org/10.1046/j.1529-8027.2000.00026.x
https://doi.org/10.1111/j.1468-1331.2008.02114.x

	Botulinum toxin use in patients with post-stroke spasticity: a nationwide retrospective study from France
	1. Introduction
	2. Materials and methods
	2.1. Study design and data source
	2.2. Study population
	2.2.1. Patients who received at least one BoNT-A injection (first analysis set)
	2.2.2. Patients who survived a stroke event between 2014 and 2016 (second analysis set)
	2.3. Outcomes
	2.4. Statistical analysis

	3. Results
	3.1. BoNT-A use in patients who received at least one BoNT-A injection
	3.2. BoNT-A use in patients with stroke

	4. Discussion
	5. Conclusion
	6. Plain language summary
	Data availability statement
	Ethics statement
	Author contributions
	Funding
	Conflict of interest
	Publisher’s note

	References

