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Abstract: Lateral trunk flexion (LTF) and its severe form, called Pisa syndrome (PS), are highly
invalidating axial postural abnormalities associated with Parkinson’s disease (PD). Management
strategies for LTF lack strong scientific evidence. We present a real-life, longitudinal study evaluating
long-term efficacy of botulinum toxin (BoNT) injections in axial muscles to reduce LTF and PS in PD.
A total of 13 PD patients with LTF > 5◦ received ultrasound- and electromyography-guided BoNT
injections every 4 months. Seven untreated matched PD patients with LTF served as controls and their
changes in posture after 18 months were compared with those of seven patients continuing BoNT over
12 months. 53.8% of patients continued the BoNT injections for at least 12 months. Various individual
LTF responses were observed. Overall, BoNT-treated patients obtained a not statistically significant
improvement of LTF of 17 ± 41% (p = 0.237). In comparison, the seven untreated PD patients suffered
a deterioration in LTF over 12 months by 36 ± 45% (p = 0.116), showing a significantly different
trajectory of posture change (p = 0.026). In conclusion, repeated BoNT injections in axial muscles
showed varying effects in managing PD-associated LTF, suggesting that: (a) a relevant number of
patients with LTF can benefit from BoNT; (b) long-term treatment could prevent LTF worsening;
(c) an instrumented, personalized approach is important; and (d) there is a need for prospective,
long-term studies.

Keywords: botulinum toxin; lateral trunk flexion; Pisa syndrome; Parkinson’s disease

Key Contribution: Our data support the potential of the use of Botulinum toxin injections in axial
muscles to treat lateral trunk flexion in Parkinson’s disease and suggest treating early cases to prevent
further worsening. A personalized approach based on EMG and US guidance seems more efficacious.

1. Introduction

Patients with Parkinson’s disease (PD) often suffer from axial postural abnormalities,
leading to greater motor impairment, severe back pain, increased risk of falling and disabil-
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ity, and reduced quality of life [1–3]. Among axial postural abnormalities, Pisa syndrome
(PS), defined as a >10 degrees lateral trunk flexion appearing while sitting or standing,
is an invalidating axial motor symptom observed in about 10% of PD patients [3,4]. Re-
cently, a milder form of PS called ‘Lateral trunk flexion’ (LTF) has been defined by the
International Parkinson and Movement Disorder Society (MDS) Task Force on Postural
Abnormalities as an involuntary lateral bending of the trunk with an angle ranging from
5 to 10 degrees [5]. The pathophysiology of PS and LTF is likely multifactorial, and several
central and peripheral mechanisms have been implicated, such as dystonia, impaired
proprioception, basal ganglia dysfunction, abnormal sensorimotor integration, vestibular
impairment, cognitive dysfunction, drugs, rigidity, muscle atrophy/fatty degeneration,
and myopathy of paraspinal muscles [1,2,6–12].

The best management options of PS are not yet adequately supported by scientific
evidence. Currently, the available options provided by expert opinion are: (a) revision of
dopaminergic therapy, (b) rehabilitation programs, (c) botulinum toxin (BoNT) treatment,
(d) deep brain stimulation (DBS), (e) spinal surgery [13,14]. Some literature findings suggest
attempting treatment with BoNT injections in hyperactive paraspinal and non-paraspinal
muscles. Indeed, few trials and case reports showed an improvement of PS after BoNT
injections in paraspinal and non-paraspinal muscles [15–19]. However, due to the lack of
standardization in the injection protocol and limited data regarding the muscles involved
in axial postural abnormalities, the scientific evidence remains limited. Finally, to date, no
longitudinal studies have been published on the long-term effect of BoNT in improving PS
and LTF.

In this context, we present a real-life, longitudinal, observational study to analyze
the short- and long-term efficacy of BoNT injections in axial muscles for treating both LTF
(>5 and ≤10 degrees) and PS (>10 degrees) [5] in PD patients at our center. We aimed to
analyze the rate of patients improving after the first, second, and third course of BoNT
injections and the rate of patients opting for continuing the therapy over 1 year, comparing
their degrees of lateral trunk flexion versus a cohort of PD untreated patients with PS,
followed up in another center and serving as a control group.

2. Results

We included in the analysis 13 PD patients (eight males; seven females) with LTF
(n = 5) and PS (n = 8) [5]. The mean age at baseline was 68.8 ± 9 years, with a PD duration
of 12.7 ± 6.2 years. The baseline angle of flexion while standing in a relaxed trunk position
was 11.2 ± 4.6 degrees, while the visual analogue scale (VAS) score for back pain was
6 ± 3 [20]. Table 1 shows the main clinical and demographic characteristics of the BoNT-
treated patients prior to treatment (T0).

Table 1. Clinical and demographical characteristics of the BoNT-treated patients at baseline (T0).

BoNT-Treated Patients (n = 13)
Mean ± SD

Age (yrs) 68.8 ± 9
PD duration (yrs) 12.7 ± 6.2

Age at PD onset (yrs) 56.1 ± 11.9
Age at PS onset (yrs) 64.8 ± 11.3

PS duration (yrs) 4.1 ± 5
Latency PD onset, PS onset (yrs) 9.4 ± 6

MDS-UPDRS III 39.8 ± 15.3
MDS-UDPRS IV 2.5 ± 2.5

Angle of LTF at baseline (degree) 11.2 ± 4.6
VAS score 6 ± 3

PDQ-8 score 23.6 ± 20.3
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Table 1. Cont.

BoNT-Treated Patients (n = 13)
Mean ± SD

Total LEDD (mg) 933.9 ± 390.5
Levodopa LEDD (mg) 723.1 ± 359.6

Dopamine Agonist LEDD (mg) 158.8 ± 116.3
Botulinum Toxin (BoNT); Parkinson’s Disease (PD); Pisa syndrome (PS); Movement Disorder Society Unified
Parkinson’s Disease Rating Scale (MDS-UPDRS); Lateral Trunk Flexion (LTF); Visual Analogue Scale (VAS); The
Parkinson’s Disease Questionnaire (PDQ-8); Levodopa equivalent daily dose (LEDD).

2.1. Long-Term Treatment Outcome

Out of the total 13 patients, 53.8% (n = 7) continued their BoNT treatment for over
12 months; 30.8% (n = 4) received a single treatment course, and 15.4% (n = 2) received two
treatment courses. Among the six patients who discontinued treatment within the first
two courses, two patients discontinued because they died from causes unrelated to PD,
while the remaining four patients discontinued treatment due to lack of efficacy (i.e., no
perceived improvement in posture and/or in back pain/discomfort).

When comparing the angle of flexion at T0 (prior to BoNT treatment) with the last
follow-up (at least 1 year after starting BoNT treatment of paravertebral muscles), we
observed a mild improvement (from 10.4 ± 2.8 degrees to 9.2 ± 6.4 degrees; p = 0.237),
which is statistically not significant. Please refer to Figure 1 and Table 2 for a detailed
representation of the angle of deviation at each available follow-up and to Figure 2 for a
patient’s picture as an example.

Two patients exhibited a worsening lateral flexion angle at T1 (1 month after the first
BoNT treatment), but by the last follow-up, their angles had improved. Four patients
showed improvements both at T1 and the last follow-up. One patient experienced posture
worsening both at T1 and at the last follow-up.
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Table 2. Treatment and outcome of long-term follow-up patients at different time points.

Pt Time 0 4 Months 8 Months 12 Months 16 Months 20 Months

1
Angle 10.3◦ 6.3◦ 8.5◦ NA 7.2◦ 8.5◦

Side of trunk
flexion Right Right Right Right Right Right

Treatment Right IL 50U
Right LT 50U

Right IL 50U
Right LT 50U

Right IL 50U
Right LT 50U

Right IL 50U
Right LT 50U

Right IL 50U
Right LT 50U

Right IL 50U
Right LT 35U
Left LT 15U

2
Angle 13.2◦ 18.4◦ 26.1◦ 13.2◦ 20.2◦ 22◦

Side of trunk
flexion Right Right Right Right Right Right

Treatment Right IL 50U
Right LT 50U

Left IL 50U
Left LT 50U

Left IL 50U
Left LT 50U

Left IL 50U
Left LT 50U

Left IL 50U
Left LT 50U

Left IL 50U
Left LT 50U

3
Angle 11.9◦ 5.4◦ 3.7◦ 4.6◦ NA NA
Side of trunk
flexion Left Left Left Left Left Left

Treatment Left IL 50U
Left LT 50U

Left IL 50U
Left LT 50U

Left IL 50U
Left LT 50U

Left IL 50U
Left LT 50U

Left IL 40U
Left LT 40U
Right IL 15U
Right LT 15U

Left IL 40U
Left LT 40U
Right IL 15U
Right LT 15U

4
Angle 14.1◦ 12.2◦ NA 13.6◦ 14.4◦ 12.5◦

Side of trunk
flexion Right Right Right Right Right Right

Treatment Right IL 50U
Right LT 50U

Right IL 50U
Right LT 50U

Right IL 50U
Right LT 50U
Left IL 20U
Left LT 20U

Right IL 50U
Right LT 50U
Left IL 20U
Left LT 20U

Right IL 40U
Right LT 30U
Left IL 15U
Left LT 15U

Right IL 40U
Right LT 30U
Left IL 15U
Left LT 15U

5
Angle 8.3◦ 16.8◦ 10.9◦ 7.3◦ 5.1◦ NA
Side of trunk
flexion Right Right Right Right Right Right

Treatment Right IL 50U
Right LT 50U

Right IL 15U
Right LT 35U
Left IL 50U
Left LT 35U

Right IL 15U
Right LT 35U
Left IL 50U
Left LT 35U

Right IL 15U
Right LT 35U
Left IL 50U
Left LT 35U

Right IL 15U
Right LT 35U
Left IL 50U
Left LT 35U

Right IL 15U
Right LT 35U
Left IL 50U
Left LT 35U

6
Angle 6◦ 3.9◦ 2.4◦ 5.2◦ 2.9◦ 3.4◦

Side of trunk
flexion Left Left Left Left Left Left

Treatment Left IL 50U
Left LT 50U

Left IL 50U
Left LT 50U

Left IL 50U
Left LT 50U

Left IL 50U
Left LT 50U

Left IL 50U
Left LT 50U

Left IL 50U
Left LT 50U

7
Angle 9.3◦ 10.3◦ 10.4◦ 8.3◦ NA

-Side of trunk
flexion Right Right Right Right Right

Treatment Right IL 50U
Right LT 50U

Right IL 50U
Right LT 50U
Left IL 20U
Left LT 20U

Right IL 50U
Right LT 50U
Left IL 20U
Left LT 25U

Right IL 50U
Left IL 20U
Left LT 25U

Right IL 50U
Left IL 25U
Left LT 25U

Patient (Pt); Iliocostalis lumborum (IL); Longissimus thoracis (LT); Patients treated but angles of LTF not available
(NA); Patients not treated (-).

2.2. Untreated Control Group and Comparison with Long-Term BoNT-Treated Group

The untreated control group consisted of seven PD patients with PS (four males; three
females) matched with the seven PD patients treated with BoNT for over 12 months. Their
mean age at baseline was 69.7 ± 3.2 years, with a PD duration of 7.7 ± 5.8 years. The base-
line angle of trunk flexion while standing in a relaxed trunk position was 15.1 ± 4.3 degrees.
Table 3 shows the main clinical and demographic characteristics of PS untreated controls
and long-term treated patients.
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Figure 2. Assessment of LTF degrees in a long-term BoNT-treated patient. The degree calculation was
performed with the NeuroPostureApp (http://www.neuroimaging.uni-kiel.de/NeuroPostureApp/,
accessed on 1 May 2023).

Table 3. Clinical and demographical characteristics of the long-term BoNT-treated patients and
untreated control patients at baseline (T0).

Long-Term BoNT-Treated
Patients (n = 7)

Mean ± SD

Untreated Control Patients
(n = 7)

Mean ± SD
p Value

Age (yrs) 67 ± 10.7 69.7 ± 3.2 0.805

PD duration (yrs) 12.3 ± 6.6 7.7 ± 5.8 0.209

Age at PD onset (yrs) 54.7 ± 13.3 59.8 ± 6.9 0.805

Age at PS onset (yrs) 64.8 ± 10.8 66 ± 4.4 1

PS duration (yrs) 2.4 ± 2.2 3.7 ± 3.3 0.620

Latency PD onset, PS onset (yrs) 10.8 ± 6.4 6.2 ± 4.3 0.097

MDS-UPDRS III 34.7 ± 12.2 31.6 ± 8.2 0.805

MDS-UDPRS IV 2.4 ± 2.2 1.3 ± 2.2 0.318

Angle of LTF at baseline (degree) 10.4 ± 2.8 15.1 ± 4.3 0.038 *

VAS score 6 ± 3.3 5.8 ± 2.6 0.818

PDQ-8 score 19.2 ± 13.3 28.6 ± 13.8 0.209

Total LEDD 804.2 ± 249.7 860.4 ± 302.6 0.805

Botulinum Toxin (BoNT); Parkinson’s Disease (PD); Pisa syndrome (PS); Movement Disorder Society Unified
Parkinson’s Disease Rating Scale (MDS-UPDRS); Lateral Trunk Flexion (LTF); Visual Analogue Scale (VAS); The
Parkinson’s Disease Questionnaire (PDQ-8); Levodopa equivalent daily dose (LEDD); statistically significant
difference (*).

The two groups did not significantly differ in motor impairment (measured us-
ing the Movement Disorder Society Unified Parkinson’s Disease Rating Scale—MDS

http://www.neuroimaging.uni-kiel.de/NeuroPostureApp/
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UPDRS—part III) [21], years of PD and lateral trunk flexion duration, age, and other
clinical/demographical characteristics. However, there was a significant difference in
baseline flexion degrees, which were higher in the control group (p = 0.038) (Table 3).

The angles of lateral trunk flexion in the control group changed from 15.1 ± 4.3 degrees
at baseline to 20.2 ± 7.4 degrees in the follow-up (p = 0.116) (Figure 3). The comparison
of changes of lateral trunk flexion degrees over time between the two groups (treated
and untreated control group) was significantly different (p = 0.026), with degrees of un-
treated control group deteriorating by an average of 36%, and those of BoNT-treated group
improving of an average of 17%.
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Figure 3. Degrees of trunk flexion of BoNT-treated group vs. untreated control group.

2.3. Short-Term Treatment Outcome

Comparing variables at T0 and T1, at a group level, we did not observe a sig-
nificant change in the angle of lateral trunk flexion in a relaxed trunk position (from
11.2 ± 4.6 degrees to 12.4 ± 7.5 degrees; p = 0.507). The VAS score changed from 6 ± 3
to 5 ± 3.3 (p = 0.606), and the quality of life measured using the Eight-Item Parkinson’s
Disease Questionnaire (PDQ-8) [22] from 23.6 ± 20.3 to 19.8 ± 14 (p = 0.878).

The clinical and demographical characteristics at baseline of patients who continued
BoNT treatment long-term and those who underwent only one or two treatment cycles are
available in Table 4. The duration of LTF or PS was different between long- and short-term
groups (2.4 ± 2.2 vs. 6.2 ± 6.8; p = 0.057), albeit not significant, while the T0 lateral trunk
flexion angles were similar between groups (10.4 ± 2.8 degrees vs. 12.2 ± 6.2 degrees;
p = 0.886).
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Table 4. Clinical and demographical characteristics of the long-term follow-up vs. short-term
follow-up patients.

Long-Term Follow-Up
Patients (n = 7/13)

Mean ± SD

Short-Term Follow-Up
Patients (n = 6/13)

Mean ± SD
p Value

Age (yrs) 67 ± 10.7 71 ± 7 0.886

Age at PD onset (yrs) 54.7 ± 13.3 57.8 ± 11 0.775

Age at PS onset (yrs) 64.9 ± 10.8 64.8 ± 12.9 0.943

PS duration (yrs) 2.4 ± 2.2 6.2 ± 6.8 0.057

Latency PD onset, PS onset (yrs) 10.8 ± 6.4 7.7 ± 5.8 0.473

MDS-UPDRS III 34.7 ± 12.2 45.7 ± 17.6 0.253

MDS-UDPRS IV 2.4 ± 2.2 2.6 ± 3.1 1

Angle of trunk flexion at
baseline—Relax (degree) 10.4 ± 2.8 12.2 ± 6.2 0.886

Baseline VAS score 6 ± 3.3 6.2 ± 2.9 0.935

Total LEDD 804.2 ± 249.7 1085.2 ± 490.1 0.252

Botulinum Toxin (BoNT); Parkinson’s Disease (PD); Pisa syndrome (PS); Movement Disorder Society Unified
Parkinson’s Disease Rating Scale (MDS-UPDRS); Visual Analogue Scale (VAS); The Parkinson’s Disease Question-
naire (PDQ-8); Levodopa equivalent daily dose (LEDD).

3. Discussion

This is the first study reporting the long-term use of BoNT for treating PS and LTF
in PD. Our findings, based on real-world observational data, indicate that about half of
patients treated with BoNT opted in accordance with the clinician to continue to be treated
for over 12 months. Moreover, this study results suggest that patients who benefit the most
and choose to continue BoNT treatment are those with a shorter duration of trunk flexion.
Finally, we found that patients treated over 12 months did not significantly worsen their
posture over time, while a similar untreated control group of PD patients with PS showed
a worsening of their posture over time.

Few prior studies have reported promising outcomes using BoNT for PS patients.
Bonanni et al. conducted a blind cross-over study with BoNT and placebo in nine PD
patients with lateral axial dystonia, defined as a lateral trunk flexion >15 degrees toward
one side, which increased during walking and disappeared in the recumbent position, char-
acterized by continuous electromyographic (EMG) activity of lumbar paraspinal muscles
ipsilateral to the bending side [15]. 125 UI of Abobotulinumtoxin-A was injected under
EMG-guidance into four sites in the paraspinal muscles, 2 to 2.5 cm lateral to spinous
processes at level L2–L5 on the side of the trunk flexion for a total dose of 500 U. No patient
reported benefit after the placebo, while treatment was effective in six patients, and four
out of six patients continued to receive BoNT for 2 years after the study [15].

In a randomized placebo-controlled trial, Tassorelli et al. enrolled 26 PD patients
with PS (>10 degrees of lateral trunk flexion) [16]. The experimental group (group A) was
treated with incoBoNT-A before the 4-week rehabilitation program. The control group
(group B) received saline before rehabilitation. The injection was performed if the EMG
pattern was characterized by involuntary tonic activity longer than 500 ms. The Authors
treated < 6 sites per patient, with a maximum dose of 50 UI per site and a total dose per
patient of between 50 and 200 UI. They demonstrated that PS was significantly reduced
versus baseline in patients receiving BoNT treatment compared to placebo [16].

Another study evaluated the efficacy of BoNT-A under MRI, US- and EMG-guided
injections in 15 PS patients [19]. PS was defined as a lateral trunk flexion of at least
10 degrees improved by passive mobilization and supine positioning, and the injection
protocol consisted of OnaBoNT-A (dissolved as 100 units in 2 mL of saline) injected under
US and EMG guidance in muscles with pathological muscular hyperactivity on EMG
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study when standing and absence of severe muscle atrophy on MRI. Out of the 13 patients
available for follow-up, they have reported that 84.6% of patients (11 out of 13) ameliorated
at least 5 degrees, while pain improved in all patients [19]. In addition, two other case
reports showed an improvement of posture in PS after BoNT treatment [17,18].

Altogether, these studies show the potential of BoNT injection in treating PS and LTF
in PD. However, these studies were based on the analysis of posture after one course of
BoNT treatment; moreover, some variability in outcomes has been observed, possibly due
to the difference in treatment approaches. Indeed, the three studies differed for treatment
dosages, dilution levels, injection sites, and use of ultrasound guidance. Furthermore, the
differing definitions of lateral trunk flexion have led to the inclusion of heterogeneous
patient samples, partially contributing to the difference in results. The MDS Task Force on
Postural Abnormalities has recently defined cut-off values to standardize the definition
of axial postural abnormalities on the coronal plane, dividing the ‘Lateral trunk flexion’
(≥5 degrees to ≤10 degrees) from its severe form, which is called ‘PS’ (>10 degrees) [5].
Shared terminology and cut-offs are crucial for early identification and estimation of the
axial postural abnormality to prompt early interventions [5,13]. Our findings further
support this notion by suggesting that individuals with a shorter duration of LTF or its
severe form (i.e., PS) may obtain the greatest benefits from BoNT treatment [23]. Data
obtained from our observational study endorse the current expert opinion hypothesis
on the relevance of early intervention before the axial postural abnormality reaches the
threshold of degrees to be diagnosed with PS [13]. Noteworthy, the group of patients
treated with BoNT in the long term did not experience deterioration of posture over time,
while a longitudinal untreated control group of patients with PS with similar clinical and
demographic characteristics showed a significant worsening of the lateral trunk flexion
over time. The small sample size and the retrospective study design notwithstanding, these
data suggest that BoNT treatment offered in LTF might act as a measure to prevent further
worsening of lateral trunk flexion, even in case of lack of improvement.

The muscles to target and the dosages of BoNT in this study have been chosen based
on previous literature and our center’s experience in treating axial hyperactive muscles
(e.g., dystonic patients and PD patients with postural abnormalities). However, other
muscles, such as abdominal muscles and quadratus lumborum, have been previously
indicated as involved in the postural abnormality related to PD-associated PS [24]. Another
controversial aspect can be related to the exact point for muscle injection, considering that
both longissimus thoracis and iliocostalis lumborum are long muscles [25,26]. We opted to
inject at the level of maximal spine flexion (i.e., fulcrum), but the possibility of performing
multiple injections in the same muscles could be considered.

As anticipated, our study has several limitations, including the small sample size and
a retrospective study design. However, trunk flexion degrees were assessed by objective
measurement, and the fact that it is a real-life study with longitudinal, long-term data
on both treated and untreated PD patients with LTF or PS is a novel contribution to the
existing literature. It is important to consider in the interpretation of results three other
main aspects: (1) except for the follow-up assessment performed 1 month after the first
BoNT injection, all other evaluations of BoNT-treated patients were performed 4 months
after the BoNT injection, possibly reducing our ability to detect short-term improvement
provided by the treatment; (2) the control group is based on patients with a diagnosis of
PS, thus showing higher degrees of trunk flexion at baseline than the BoNT treated group:
whether this aspect impacted the progression of trunk flexion over time is difficult to know;
(3) the criteria for defining a clinically significant improvement in degrees of lateral trunk
flexion still need to be established. Previous studies on PS considered 5◦ as a potentially
significant change [16,19,27]; however, this is an arbitrary cut-off not supported by clinical
evidence and it seems not suitable in patients with LTF, for which smaller changes could be
of clinical importance.
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4. Conclusions

In conclusion, a longitudinal randomized controlled trial with adequate sample size
and standardized definitions of LTF and injection procedures will be necessary to obtain
strong evidence on the efficacy of BoNT in patients with LTF and PS. Meanwhile, we believe
our data contribute to supporting the use of BoNT injections for treating PD-related LTF
and PS. Considering our findings and the recent position paper of experts in the field [13],
we recommend to: (a) pay attention to early cases and indicate early treatment before
the development of severe trunk flexion, and (b) prefer a personalized approach based
on EMG and US guidance for appropriate muscle targeting rather than a standardized
injection protocol.

5. Materials and Methods
5.1. Study Population

Consecutive outpatients with a diagnosis of idiopathic PD complicated by LTF (defined
as a reversible flexion of the trunk in the coronal plane between 5 and 10 degrees) [5], or
PS (defined as a reversible flexion of the trunk in the coronal plane > 10 degrees) [5], were
evaluated for treatment with BoNT injection by a movement disorder expert of Città della
Salute e della Scienza di Torino, Molinette Hospital, University of Turin, between January
2021 and January 2022. Inclusion criteria were: a diagnosis of idiopathic PD according to the
Movement Disorders Society criteria [28], the presence of involuntary lateral trunk flexion
of >5 degrees which could be improved by passive mobilization and supine positioning [5],
a Hoehn and Yahr (H&Y) stage [28] between II and IV, and the ability to walk unaided for
at least one minute. Exclusion criteria included a history of spine surgery or orthopedic
diseases known to affect posture, and a diagnosis of dementia, defined as a Mini-Mental
State Examination score of <24/30 [29].

5.2. Clinical Assessment

As per the clinical practice routine in our center, patients underwent total spine
radiography in a standing and a dorsal-lumbar spine Magnetic resonance Imaging (MRI)
(1.5 Tesla), with sequences allowing the assessment of the paravertebral, abdominal, and
iliopsoas muscles.

Patients’ motor disability was evaluated by means of the Movement Disorder Society
Unified Parkinson’s Disease Rating Scale (MDS-UPDRS) part III, while non-motor and
motor experience of daily living impairment was assessed by MDS-UPDRS part I and II,
respectively, and motor fluctuations by MDS-UPDRS part IV [21]. Health-related quality
of life was assessed with the PDQ-8 and back pain was measured using the VAS [20,22].
Demographic data and all medications were recorded, and the levodopa equivalent daily
dose (LEDD) was calculated using a validated conversion formula [30].

5.3. Posture Assessment

Standardized pictures were captured for each patient in coronal view while standing
in a relaxed trunk position. LTF or PS degrees were determined from pictures using the
validated NeuroPostureApp according to the perpendicular method (the angle between
(a) the line connecting the midpoint feet with L5 or the pubic symphysis and (b) the line
connecting the pubic symphysis with the jugulum or L5 and C7 spinous processes) [5,31,32].
We repeated this iconographic evaluation for all patients one month after the initial BoNT
injection and before each subsequent treatment course.

The ability to revert the posture misalignment by passive maneuver or in a supine
lying position was verified in all patients before the first BoNT treatment.

5.4. Ultrasound- and Electromyography-Guided BoNT Injection

Before the first BoNT course, electrophysiological activity of the following muscles
on both sides were assessed by needle electromyography (Medtronic Keypoint portable
4-channel electromyography) under the guidance of ultrasonography (US, Alpinion E-
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Cube 8) [33]: longissimus, iliocostalis (at lumbar and thoracic levels adjusted for each
patient according to the fulcrum of spine curvatures), internal and external abdominal
oblique muscles. Muscles were evaluated with patients under different testing conditions:
(i) while sitting without any upper limb or trunk support (with the patient’s trunk main-
tained in a relaxed position); (ii) during a trunk passive mobilization (recording the muscle
activity with the trunk maintained in an upright straight position by an operator); and
(iii) during self-realignment of the trunk, with a specific maneuver normally activating
the muscle under evaluation. When muscles showed EMG activity at rest, maneuvers
of muscle deactivation were used and recorded (antagonists’ activation). The motor unit
action potentials (MUAPs) were visually inspected for each testing condition.

The patient was then treated at the beginning (T0) by injection of 100 Units of On-
abotulinum toxin-A (OnaBonT-A/Botox®), diluted in 2 mL of saline under US and EMG
guidance, in the longissimus thoracis and the iliocostalis lumborum from the same side
of the LTF (50 UI for each muscle). All patients were reassessed with the same method-
ology 1 month after BoNT injection (T1). The patients were then reassessed 4 months
(T2), 8 months (T3), and 12 months (T4) after the first BoNT injection (T0), with the same
methodology, before the following courses of BoNT treatment.

Starting from T2, all treatments were personalized for each patient under the guidance
of US and EMG if satisfactory results were not achieved after the initial standardized
injection course. Specifically, BoNT injections were then performed in longissimus thoracis
and/or iliocostalis lumborum muscles with pathological muscular hyperactivity on EMG
when sitting without support. When muscular hyperactivity was observed bilaterally,
bilateral injections were also performed, typically with higher doses reserved for the more
active muscle. Doses of OnaBonT-A varied from 15 to 50 units for each injected muscle
(Figure 4).

Toxins 2023, 15, x FOR PEER REVIEW 11 of 13 
 

 

 
Figure 4. Treatment and follow-up of the study sample. 

Author Contributions: Conceptualization: C.A.A., U.D. and L.L.; Methodology: C.L., C.A.A., E.P. 
and M.P.; Formal analysis and investigation: C.L., E.P., U.D., M.P., M.G., M.T., C.G., F.M., G.M. and 
C.A.A.; Writing—original draft preparation: C.L. and C.A.A.; Writing—review and editing: E.P., 
U.D., M.P., M.G., M.T., C.G., F.M., G.M., L.L. and C.A.A.; Supervision: C.A.A., G.M. and L.L. All 
authors have read and agreed to the published version of the manuscript. 

Funding: This research received no external funding. 

Institutional Review Board Statement: The study was conducted in accordance with the Declara-
tion of Helsinki, and approved by the Ethics Committee of the University of Turin (protocol code 
516/2021 on 23 December 2021). 

Informed Consent Statement: Informed consent was obtained from all subjects involved in the 
study. 

Data Availability Statement: The data supporting this study’s findings are available from the cor-
responding author upon reasonable request. 

Conflicts of Interest: The authors declare no conflict of interest. 

References 
1. Doherty, K.M.; van de Warrenburg, B.P.; Peralta, M.C.; Silveira-Moriyama, L.; Azulay, J.-P.; Gershanik, O.S.; Bloem, B.R. Pos-

tural deformities in Parkinson’s disease. Lancet Neurol. 2011, 10, 538–549. https://doi.org/10.1016/S1474-4422(11)70067-9. 
2. Barone, P.; Santangelo, G.; Amboni, M.; Pellecchia, M.T.; Vitale, C. Pisa syndrome in Parkinson’s disease and parkinsonism: 

Clinical features, pathophysiology, and treatment. Lancet Neurol. 2016, 15, 1063–1074. https://doi.org/10.1016/S1474-
4422(16)30173-9. 

3. Tinazzi, M.; Gandolfi, M.; Ceravolo, R.; Capecci, M.; Andrenelli, E.; Ceravolo, M.G.; Bonanni, L.; Onofrj, M.; Vitale, M.; Catalan, 
M.; et al. Postural Abnormalities in Parkinson’s Disease: An Epidemiological and Clinical Multicenter Study. Mov. Disord. Clin. 
Pract. 2019, 6, 576–585. https://doi.org/10.1002/mdc3.12810. 

4. Ashour, R.; Jankovic, J. Joint and skeletal deformities in Parkinson’s disease, multiple system atrophy, and progressive supra-
nuclear palsy. Mov. Disord. 2006, 21, 1856–1863. https://doi.org/10.1002/mds.21058. 

5. Tinazzi, M.; Geroin, C.; Bhidayasiri, R.; Bloem, B.R.; Capato, T.; Djaldetti, R.; Doherty, K.; Fasano, A.; Tibar, H.; Lopiano, L.; et 
al. Task Force Consensus on Nosology and Cut-Off Values for Axial Postural Abnormalities in Parkinsonism. Mov. Disord. Clin. 
Pract. 2022, 9, 594–603. https://doi.org/10.1002/mdc3.13460. 

6. Artusi, C.A.; Montanaro, E.; Tuttobene, S.; Romagnolo, A.; Zibetti, M.; Lopiano, L. Pisa Syndrome in Parkinson’s Disease Is 
Associated With Specific Cognitive Alterations. Front. Neurol. 2019, 10, 577. https://doi.org/10.3389/fneur.2019.00577. 

7. Mikami, K.; Shiraishi, M.; Kamo, T. Effect of subjective vertical perception on lateral flexion posture of patients with Parkinson’s 
disease. Sci. Rep. 2022, 12, 1532. https://doi.org/10.1038/s41598-022-05587-z. 

Figure 4. Treatment and follow-up of the study sample.

Author Contributions: Conceptualization: C.A.A., U.D. and L.L.; Methodology: C.L., C.A.A., E.P.
and M.P.; Formal analysis and investigation: C.L., E.P., U.D., M.P., M.G., M.T., C.G., F.M., G.M. and
C.A.A.; Writing—original draft preparation: C.L. and C.A.A.; Writing—review and editing: E.P., U.D.,
M.P., M.G., M.T., C.G., F.M., G.M., L.L. and C.A.A.; Supervision: C.A.A., G.M. and L.L. All authors
have read and agreed to the published version of the manuscript.

Funding: This research received no external funding.



Toxins 2023, 15, 566 11 of 12

Institutional Review Board Statement: The study was conducted in accordance with the Declaration
of Helsinki, and approved by the Ethics Committee of the University of Turin (protocol code 516/2021
on 23 December 2021).

Informed Consent Statement: Informed consent was obtained from all subjects involved in the study.

Data Availability Statement: The data supporting this study’s findings are available from the
corresponding author upon reasonable request.

Conflicts of Interest: The authors declare no conflict of interest.

References
1. Doherty, K.M.; van de Warrenburg, B.P.; Peralta, M.C.; Silveira-Moriyama, L.; Azulay, J.-P.; Gershanik, O.S.; Bloem, B.R. Postural

deformities in Parkinson’s disease. Lancet Neurol. 2011, 10, 538–549. [CrossRef] [PubMed]
2. Barone, P.; Santangelo, G.; Amboni, M.; Pellecchia, M.T.; Vitale, C. Pisa syndrome in Parkinson’s disease and parkinsonism:

Clinical features, pathophysiology, and treatment. Lancet Neurol. 2016, 15, 1063–1074. [CrossRef] [PubMed]
3. Tinazzi, M.; Gandolfi, M.; Ceravolo, R.; Capecci, M.; Andrenelli, E.; Ceravolo, M.G.; Bonanni, L.; Onofrj, M.; Vitale, M.; Catalan,

M.; et al. Postural Abnormalities in Parkinson’s Disease: An Epidemiological and Clinical Multicenter Study. Mov. Disord. Clin.
Pract. 2019, 6, 576–585. [CrossRef] [PubMed]

4. Ashour, R.; Jankovic, J. Joint and skeletal deformities in Parkinson’s disease, multiple system atrophy, and progressive supranu-
clear palsy. Mov. Disord. 2006, 21, 1856–1863. [CrossRef] [PubMed]

5. Tinazzi, M.; Geroin, C.; Bhidayasiri, R.; Bloem, B.R.; Capato, T.; Djaldetti, R.; Doherty, K.; Fasano, A.; Tibar, H.; Lopiano, L.; et al.
Task Force Consensus on Nosology and Cut-Off Values for Axial Postural Abnormalities in Parkinsonism. Mov. Disord. Clin.
Pract. 2022, 9, 594–603. [CrossRef]

6. Artusi, C.A.; Montanaro, E.; Tuttobene, S.; Romagnolo, A.; Zibetti, M.; Lopiano, L. Pisa Syndrome in Parkinson’s Disease is
Associated with Specific Cognitive Alterations. Front. Neurol. 2019, 10, 577. [CrossRef]

7. Mikami, K.; Shiraishi, M.; Kamo, T. Effect of subjective vertical perception on lateral flexion posture of patients with Parkinson’s
disease. Sci. Rep. 2022, 12, 1532. [CrossRef]

8. Yao, M.-S.; Zhou, L.-C.; Tan, Y.-Y.; Jiang, H.; Chen, Z.-C.; Zhu, L.; Luo, N.-D.; Wu, Q.-Z.; Kang, W.-Y.; Liu, J. Gait Characteristics
and Brain Activity in Parkinson’s Disease with Concomitant Postural Abnormalities. Aging Dis. 2020, 11, 791–800. [CrossRef]

9. Tang, H.; Chen, Y.; Cen, Z.; Ouyang, Z.; Lou, D.; Tan, Y.; Luo, W. The link between lateral trunk flexion in Parkinson’s disease and
vestibular dysfunction: A clinical study. Int. J. Neurosci. 2021, 131, 521–526. [CrossRef]

10. Bissolotti, L.; Ruggeri, J.; Rota, M.; Calza, S.; Cosimo, C. Muscle echo intensity of abdominal wall in Parkinson’s disease and
healthy controls: A cross sectional study. Neurol. Sci. 2020, 41, 3201–3207. [CrossRef]

11. Formaggio, E.; Masiero, S.; Volpe, D.; Demertzis, E.; Gallo, L.; Del Felice, A. Lack of inter-muscular coherence of axial muscles in
Pisa syndrome. Neurol. Sci. 2019, 40, 1465–1468. [CrossRef] [PubMed]

12. Kataoka, H.; Sawa, N.; Ueno, S. Identification of a new target muscle for treatment in patients with Parkinson’s disease who have
lateral trunk flexion? J. Neurol. Sci. 2015, 358, 435–439. [CrossRef] [PubMed]

13. Geroin, C.; Artusi, C.A.; Nonnekes, J.; Aquino, C.; Garg, D.; Dale, M.L.; Schlosser, D.; Lai, Y.; Al-Wardat, M.; Salari, M.; et al. Axial
Postural Abnormalities in Parkinsonism: Gaps in Predictors, Pathophysiology, and Management. Mov. Disord. 2023, 38, 732–739.
[CrossRef]

14. Etoom, M.; Alwardat, M.; Aburub, A.S.; Lena, F.; Fabbrizo, R.; Modugno, N.; Centonze, D. Therapeutic interventions for Pisa
syndrome in idiopathic Parkinson’s disease. A Scoping Systematic Review. Clin. Neurol. Neurosurg. 2020, 198, 106242. [CrossRef]
[PubMed]

15. Bonanni, L.; Thomas, A.; Varanese, S.; Scorrano, V.; Onofrj, M. Botulinum toxin treatment of lateral axial dystonia in Parkinsonism.
Mov. Disord. 2007, 22, 2097–2103. [CrossRef] [PubMed]

16. Tassorelli, C.; De Icco, R.; Alfonsi, E.; Bartolo, M.; Serrao, M.; Avenali, M.; De Paoli, I.; Conte, C.; Pozzi, N.; Bramanti, P.; et al.
Botulinum toxin type A potentiates the effect of neuromotor rehabilitation of Pisa syndrome in Parkinson disease: A placebo
controlled study. Park. Relat. Disord. 2014, 20, 1140–1144. [CrossRef]

17. Santamato, A.; Ranieri, M.; Panza, F.; Zoccolella, S.; Frisardi, V.; Solfrizzi, V.; Amoruso, M.T.; Amoruso, L.; Fiore, P. Botulinum
toxin type A and a rehabilitation program in the treatment of Pisa syndrome in Parkinson’s disease. J. Neurol. 2010, 257, 139–141.
[CrossRef]

18. Dupeyron, A.; Viollet, E.; Coroian, F.; Gagnard, C.; Renard, D.; Castelnovo, G. Botulinum Toxin-A for treatment of Pisa syndrome:
A new target muscle. Parkinsonism Relat. Disord. 2015, 21, 669–670. [CrossRef]

19. Artusi, C.A.; Bortolani, S.; Merola, A.; Zibetti, M.; Busso, M.; De Mercanti, S.; Arnoffi, P.; Martinetto, S.; Gaidolfi, E.; Veltri, A.;
et al. Botulinum toxin for Pisa syndrome: An MRI-, ultrasound- and electromyography-guided pilot study. Parkinsonism Relat.
Disord. 2019, 62, 231–235. [CrossRef]

20. Elfving, B.; Lund, I.; Lüning Bergsten, C.; Bostrom, C. Ratings of pain and activity limitation on the visual analogue scale and
global impression of change in multimodal rehabilitation of back pain—analyses at group and individual level. Disabil. Rehabil.
2016, 38, 2206–2216. [CrossRef]

https://doi.org/10.1016/S1474-4422(11)70067-9
https://www.ncbi.nlm.nih.gov/pubmed/21514890
https://doi.org/10.1016/S1474-4422(16)30173-9
https://www.ncbi.nlm.nih.gov/pubmed/27571158
https://doi.org/10.1002/mdc3.12810
https://www.ncbi.nlm.nih.gov/pubmed/31538092
https://doi.org/10.1002/mds.21058
https://www.ncbi.nlm.nih.gov/pubmed/16941460
https://doi.org/10.1002/mdc3.13460
https://doi.org/10.3389/fneur.2019.00577
https://doi.org/10.1038/s41598-022-05587-z
https://doi.org/10.14336/AD.2019.0929
https://doi.org/10.1080/00207454.2020.1825419
https://doi.org/10.1007/s10072-020-04440-3
https://doi.org/10.1007/s10072-019-03821-7
https://www.ncbi.nlm.nih.gov/pubmed/30895398
https://doi.org/10.1016/j.jns.2015.09.014
https://www.ncbi.nlm.nih.gov/pubmed/26375624
https://doi.org/10.1002/mds.29377
https://doi.org/10.1016/j.clineuro.2020.106242
https://www.ncbi.nlm.nih.gov/pubmed/32979681
https://doi.org/10.1002/mds.21694
https://www.ncbi.nlm.nih.gov/pubmed/17685467
https://doi.org/10.1016/j.parkreldis.2014.07.015
https://doi.org/10.1007/s00415-009-5310-4
https://doi.org/10.1016/j.parkreldis.2015.03.027
https://doi.org/10.1016/j.parkreldis.2018.11.003
https://doi.org/10.3109/09638288.2015.1116618


Toxins 2023, 15, 566 12 of 12

21. Goetz, C.G.; Tilley, B.C.; Shaftman, S.R.; Stebbins, G.T.; Fahn, S.; Martinez-Martin, P.; Poewe, W.; Sampaio, C.; Stern, M.B.; Dodel,
R.; et al. Movement Disorder Society-sponsored revision of the Unified Parkinson’s Disease Rating Scale (MDS-UPDRS): Scale
presentation and clinimetric testing results. Mov. Disord. 2008, 23, 2129–2170. [CrossRef]

22. Jenkinson, C.; Fitzpatrick, R.; Peto, V.; Greenhall, R.; Hyman, N. The PDQ-8: Development and validation of a short-form
parkinson’s disease questionnaire. Psychol. Health 1997, 12, 805–814. [CrossRef]

23. Schulz-Schaeffer, W.J.; Margraf, N.G.; Munser, S.; Wrede, A.; Buhmann, C.; Deuschl, G.; Oehlwein, C. Effect of neurostimulation
on camptocormia in Parkinson’s disease depends on symptom duration. Mov. Disord. 2015, 30, 368–372. [CrossRef] [PubMed]

24. Tomazini Martins, R.; Elstner, K.E.; Skulina, C.; Rodriguez-Acevedo, O.; Read, J.W.; Rowe, D.B.; Ibrahim, N. Limitations of
Electromyography in the Assessment of Abdominal Wall Muscle Contractility Following Botulinum Toxin A Injection. Front.
Surg. 2019, 6, 16. [CrossRef] [PubMed]

25. Yi, K.H.; Lee, K.L.; Lee, J.H.; Hu, H.W.; Kim, H.J. Guidance to trigger point injection for treating myofascial pain syndrome:
Intramuscular neural distribution of the quadratus lumborum. Clin. Anat. 2022, 35, 1100–1106. [CrossRef] [PubMed]

26. Yi, K.H.; Lee, H.J.; Lee, J.H.; Lee, K.L.; Kim, H.J. Effective botulinum neurotoxin injection in treating iliopsoas spasticity. Clin. Anat.
2021, 34, 431–436. [CrossRef]

27. Bovens, A.M.; van Baak, M.A.; Vrencken, J.G.; Wijnen, J.A.; Verstappen, F.T. Variability and reliability of joint measurements.
Am. J. Sports Med. 1990, 18, 58–63. [CrossRef]

28. Postuma, R.B.; Berg, D.; Stern, M.; Poewe, W.; Olanow, C.W.; Oertel, W.; Obeso, J.; Marek, K.; Litvan, I.; Lang, A.E.; et al. MDS
clinical diagnostic criteria for Parkinson’s disease. Mov. Disord. 2015, 30, 1591–1601. [CrossRef]

29. Chapman, K.R.; Bing-Canar, H.; Alosco, M.L.; Steinberg, E.G.; Martin, B.; Chaisson, C.; Kowall, N.; Tripodis, Y.; Stern, R.A. Mini
Mental State Examination and Logical Memory scores for entry into Alzheimer’s disease trials. Alzheimers Res. Ther. 2016, 8, 9.
[CrossRef]

30. Tomlinson, C.L.; Stowe, R.; Patel, S.; Rick, C.; Gray, R.; Clarke, C.E. Systematic review of levodopa dose equivalency reporting in
Parkinson’s disease. Mov. Disord. 2010, 25, 2649–2653. [CrossRef]

31. Margraf, N.G.; Wolke, R.; Granert, O.; Berardelli, A.; Bloem, B.R.; Djaldetti, R.; Espay, A.J.; Fasano, A.; Furusawa, Y.; Giladi, N.;
et al. Consensus for the measurement of the camptocormia angle in the standing patient. Parkinsonism Relat. Disord. 2018, 52, 1–5.
[CrossRef] [PubMed]

32. Available online: http://www.neuroimaging.uni-kiel.de/NeuroPostureApp/ (accessed on 1 May 2023).
33. Alter, K.E.; Karp, B.I. Ultrasound Guidance for Botulinum Neurotoxin Chemodenervation Procedures. Toxins 2017, 10, 18.

[CrossRef] [PubMed]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.

https://doi.org/10.1002/mds.22340
https://doi.org/10.1080/08870449708406741
https://doi.org/10.1002/mds.26081
https://www.ncbi.nlm.nih.gov/pubmed/25678310
https://doi.org/10.3389/fsurg.2019.00016
https://www.ncbi.nlm.nih.gov/pubmed/31024925
https://doi.org/10.1002/ca.23918
https://www.ncbi.nlm.nih.gov/pubmed/35655442
https://doi.org/10.1002/ca.23670
https://doi.org/10.1177/036354659001800110
https://doi.org/10.1002/mds.26424
https://doi.org/10.1186/s13195-016-0176-z
https://doi.org/10.1002/mds.23429
https://doi.org/10.1016/j.parkreldis.2018.06.013
https://www.ncbi.nlm.nih.gov/pubmed/29907329
http://www.neuroimaging.uni-kiel.de/NeuroPostureApp/
https://doi.org/10.3390/toxins10010018
https://www.ncbi.nlm.nih.gov/pubmed/29283397

	Introduction 
	Results 
	Long-Term Treatment Outcome 
	Untreated Control Group and Comparison with Long-Term BoNT-Treated Group 
	Short-Term Treatment Outcome 

	Discussion 
	Conclusions 
	Materials and Methods 
	Study Population 
	Clinical Assessment 
	Posture Assessment 
	Ultrasound- and Electromyography-Guided BoNT Injection 

	References

