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Abstract 

Background The ability to start and stop locomotion in response to different situations is an essential survival 
strategy in mammals. Mammalian locomotion is controlled by central pattern generators in the spinal cord, which are 
modulated by higher centers, particularly by the stimulation of the midbrain locomotor region. The midbrain locomo-
tor region consists of the pedunculopontine nucleus and cuneiform nucleus, each having different roles in animals. 
Optogenetic activation of the cuneiform nucleus increases locomotion activities, whereas that of pedunculopontine 
nucleus decreases them. In neurological disorders such as Parkinson’s disease, patients exhibit disturbed locomotion 
controls, including freezing of gait, which is defined as “a brief, episodic absence or marked reduction in the forward 
progression of the feet despite the intention to walk.” However, the details and pathophysiological mechanisms 
of freezing of gait remain unclear.

Methods In this study, we aimed to elucidate the mechanisms underlying freezing of gait using a two-dimensional 
neuromusculoskeletal model fixed on the sagittal plane. This model consisted of a body with seven links and 18 
muscles as well as a neural system including the brainstem and spinal cord. We developed a normal condition model 
and then derived a model of abnormal brainstem activity by modifying the parameters of the pedunculopontine 
nucleus and cuneiform nucleus during the initial 3 s of walking.

Results The normal models walked successfully following internal parameter optimization using standard genetic 
algorithms. In an abnormal model, 156 freezing of gait events were detected among 40,000 parameter sets using 
a freezing of gait-identifying algorithm. Hierarchical cluster analysis identified four clusters of parameters, based 
on the intensities of the pedunculopontine nucleus and cuneiform nucleus activity, differentiated in physiological 
movement types during freezing of gait events that were similar to the clinical classification types of freezing of gait.

Conclusions Our results indicate that pedunculopontine nucleus and cuneiform nucleus activities could be linked 
with freezing of gait and that different modifications of those activities could generate observed freezing of gait 
subtypes. Our models can provide insights relevant for understanding the pathophysiological mechanisms of freezing 
of gait and are expected to assist in the classification of freezing of gait subtypes.
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Background
The ability to start and stop locomotion in response to 
different situations is an essential survival strategy in 
mammals, including humans. Mammalian locomotion 
is controlled by central pattern generators (CPGs) in 
the spinal cord, which generate the basic rhythm of gait 
and coordinate the flexor and extensor muscles through 
motor neuron activity [1, 2]. CPGs are modulated by 
higher centers, particularly by the stimulation of the 
midbrain locomotor region (MLR), which allows the 
initiation and termination of locomotion [3, 4].

In decerebrated cats, wherein spinal cord connections 
are disconnected from the cerebrum, locomotion can 
be induced by stimulating the MLR [4], which indicates 
that the MLR is responsible for locomotion. The MLR 
consists of the pedunculopontine nucleus (PPN) and 
cuneiform nucleus (CnF), each having different roles in 
animals [5–11]. In studies using the optogenetic activa-
tion of MLR glutamatergic neurons in mice, locomotor 
activity increased with CnF stimulation and decreased 
with PPN stimulation [7–9]. However, the effect of 
MLR activity on bipedal locomotion in humans remain 
unclear [12]. Although functional abnormalities in 
MLR activity have been identified in the pathological 
gait related to walking initiation, bipedal locomotion is 
difficult to validate using data from quadrupedal rats.

Freezing of gait (FOG) is defined as “a brief, episodic 
absence or marked reduction in the forward progres-
sion of the feet despite the intention to walk” [13]. It 
is common in Parkinson’s disease (PD) or progressive 
supranuclear palsy, inducing falls and injuries [14, 15]. 
To prevent such incidents, several methods have been 
proposed for identifying FOG in daily life, including 
the use of wearable devices [16, 17]. However, because 
the direct investigation of areas responsible for bipedal 
locomotion in humans, such as the brainstem and 
spinal cord, is technically and ethically difficult, the 
pathogenesis of FOG remains unclear. Moreover, thera-
peutic medications have not been consistently effective 
in FOG treatment [18], and several clinical subtypes 
exist (complete akinesia, shuffling with small steps, 
and trembling in place) [19, 20], which complicates the 
development of tailored treatments for this condition. 
Therefore, clarifying FOG pathogenesis may help iden-
tify rehabilitation methods tailored to each severity and 
subtype, medication adjustments, and might aid the 
development of effective devices.

Several neuromusculoskeletal models of bipedal loco-
motion have been used to investigate the biomechanics 
and motor control of human gait [21–26]. The forward 
dynamics simulation technique allows the generation of 
various modeled physical and neural changes, offering 

a “what if ” approach with great potential for the causal 
investigation of pathological conditions [27–30].

The aim of this study was to computationally elucidate 
the pathogenesis of FOG and its subtypes using a two-
dimensional neuromusculoskeletal model. We hypoth-
esized that by modifying the CnF and PPN activity 
parameters in the MLR model, FOG would be observed 
and its classification would resemble the clinical sub-
types. In particular, we verified the primary factors of 
FOG by modeling the MLR in the brainstem and CPG 
in the spinal cord and by simulating gait using the low-
est possible number of components. We investigated 
whether FOG could be observed during the initial 3  s 
of walking by modifying the parameters of the CnF and 
PPN neurons in the MLR model. We identified FOGs 
occurring based on 40,000 parameter sets of PPN and 
CnF neurons using an FOG-identifying algorithm. The 
identified FOGs were then grouped using hierarchical 
cluster analysis (HCA) for comparison with the qualita-
tive FOG classification used in clinical practice. We con-
firmed that the resulting classification of FOG resembled 
clinical findings by modifying the activities in the MLR 
model. Our findings provide insights into FOG patho-
genesis and lay a strong foundation for future clinical 
research in this field.

Methods
Musculoskeletal model
We developed a two-dimensional musculoskeletal model 
that included the head, arms, torso (HAT), thighs, shanks, 
and feet (Fig.  1). Segment size and inertia parameters 
were set as described by Jo and Massaquoi, Ichimura and 
Yamazaki, and Ichimura et al. [24, 28, 30] (see Additional 
file 1). All joints were modeled as pin joints and had a lin-
ear viscous component. The hip, knee, and ankle joints had 
viscosity coefficients of 1.09, 3.17, and 0.943 Nms  rad−1, 
respectively [25, 28, 30]. The angles of the knee and ankle 
joints have limited ranges of motion, from − 2.8 to − 0.1 rad 
and − 1.0 to 0.54 rad, respectively. When these joint angles 
are beyond their limits, they are subject to linear elastic 
and damping torque. The elastic and viscous coefficients 
were 2.0 ×  103 Nm  rad−1 and 3.0 ×  102 Nms  rad−1 for the 
knee joint and 2.0 ×  103 Nm  rad−1 and 3.0 × 10 Nms  rad−1 
for the ankle joint [25]. When the heels or toes contact the 
ground, they receive the ground reaction forces generated 
by the spring and damper. The coefficients of the springs 
and dampers were 5.0 ×  103 N  m−1 and 1.0 ×  102 Ns  m−1 in 
the horizontal direction and 2.5 ×  104 N  m−1 and 1.0 ×  103 
Ns  m−1 in the vertical direction, respectively. Nine pri-
mary muscles were placed in each leg (Fig. 1): the gluteus 
maximus, iliopsoas (IL), biceps femoris long head, rectus 
femoris, biceps femoris short (BFS), vastus, gastrocnemius, 
soleus, and tibialis anterior. When muscles receive signals 
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from the corresponding α-motoneurons, they generate 
muscle tension through force–length and force–velocity 
relationships. We used the following muscle model [22, 25, 
30]:

where Fm is the muscle tension produced by the m-th 
muscle, FCE

m  is the maximum muscle tension, k(ξm) is 

(1)

Fm = F
CE
m · k(ξm) · h(ηm) · αm + FPD

m + FPE
m ,

k(ξm) = 0.32+ 0.71exp(−1.112(ξm − 1.0))sin(3.722(ξm − 0.656)),

h(ηm) = 1+ tanh(3.0ηm),

FPD
m = cPDm L̇m,

FPE
m = kPEm (exp

(

15
(

Lm − Lm
))

− 1.0),

the force–length relationship, h(ηm) is the force–veloc-
ity relationship, αm is the stimulus signal from the corre-
sponding α-motor neuron (0 ≤ αm  ≤ 1), FPD

m  and FPE
m  are 

the forces generated by the damping and elastic elements, 

respectively. ξm and ηm are the normalized muscle length 
and contraction velocity divided by the muscle optimum 
length Lm and the muscle maximum contraction veloc-
ity L̇m , respectively. Thus, ξm = Lm/Lm,ηm = L̇m/L̇m , 

Fig. 1 Schematic of the neuromusculoskeletal model. a The model consisted of the midbrain locomotor region (MLR) in the brainstem, 
central pattern generators (CPGs) in the spinal cord, and a musculoskeletal model. The MLR consisted of the pedunculopontine nucleus (PPN) 
and cuneiform nucleus (CnF), with their activities modulated by excitatory signals from the higher center. The PPN modulated posture control 
in the musculoskeletal model with inhibitory signals, and the CnF modulated activity in the CPG model with excitatory signals. The musculoskeletal 
model consisted of seven links representing the HAT (head, arms, and torso), thighs, shanks, and feet, and the muscles consisted of (1) gluteus 
maximus (GM), (2) iliopsoas (IL), (3) biceps femoris long head (BFL), (4) rectus femoris (RF), (5) biceps femoris short head (BFS), (6) vastus (VA), (7) 
gastrocnemius (GC), (8) soleus (SO), and (9) tibialis anterior (TA). The CPG model consisted of 12 internal units (u1, …, u12) generating hip, knee, 
and ankle oscillators. The output of the CPG model corresponded to each muscle model. b PPN and CnF activities in response to stimulation (gray 
line) over 0.01 s at 2 s. PPN showed long-lasting activity, whereas CnF showed short-lasting activity, as reported by Dautan et al. [9]. Red and blue 
indicate PPN and CnF activities, respectively. c CPG activity without feedback. Each neuron exhibited periodic activity
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and L̇m are the muscle length and contraction velocity, 
respectively. cPDm  is the viscosity coefficient, and kPEm  is the 

modulus of the elastic elements. These parameters were 
previously used by Aoi et al. and Ogihara and Yamazaki 
[22, 25] and were determined based on anatomical draw-
ings and the models proposed by Davy and Audu [31] 
(see Additional file 1).

Nervous system model
Biological experiments have shown that CnF and PPN ana-
tomically connect with each other and with inputs from 
different brain regions, respectively [7, 9]. We, therefore, 
constructed an MLR model consisting of PPN and CnF 
with such connections. This model was based on the Mat-
suoka model [32], which is widely used as a neural rate 
model [21–23, 30, 33]. To investigate locomotion control 
by MLR in the brainstem and CPG in the spinal cord, we 
modeled them computationally. The MLR model consists 

of the PPN and CnF, which are described by the following 
equations:

(2)

τPPNu̇PPN = −uPPN + wPPN←CnFmax(0, uCnF)− βPPNuPPN + wHCHC
PPN

(t),

τCnFu̇CnF = −uCnF + wCnF←PPNmax(0, uPPN)− βCnFuCnF + wHCHC
CnF

(t),

HCPPN(t) =

{

sPPN(0.0 ≤ t ≤ 3.0)
1.0(3.0 < t)

,

HCCnF(t) =

{

sCnF(0.0 ≤ t ≤ 3.0)
1.0 (3.0 < t)

,

where uPPN and uCnF are variables representing the inter-
nal states of PPN and CnF neurons, respectively; τPPN 
and τCnF are time constants; and βPPN , βCnF , and wHC 
are coefficients. wPPN←CnF is the connection weight from 
the CnF neuron to the PPN neuron and, wCnF←PPN is 
the connection weight from the PPN neuron to the CnF 
neuron. HCPPN(t) and HCCnF(t) indicate external inputs 
from a higher center. sPPN and sCnF indicate activity 
intensities of PPN and CnF neurons, respectively. Based 
on previous electrophysiological studies [7, 9], the input 
from CnF to PPN was larger ( wPPN←CnF = 0.10 ) than the 
input from PPN to CnF ( wCnF←PPN = 0.01 ), and the time 
constants were set to relative values such that PPN was 
larger than CnF. An additional text file presents the other 
parameter values (see Additional file 1). We used the fol-
lowing mathematical model for the spinal cord that pro-
duces the gait rhythm as a CPG [21]:

Fig. 2 Simulation results of the normal locomotion model. a Stick diagram of the normal model. b Midbrain locomotor region (MLR) activation, 
central pattern generator (CPG) activation, and leg acceleration during 15 s of walking. c Joint angles. d Muscle activations. A gait cycle is the period 
of events during locomotion from the time one foot contacts the ground until the same foot contacts the ground again. The solid lines represent 
the mean of the five gait cycles (steps 4 to 8) of the left leg in one simulation, and the shaded region represents the standard deviation (SD). The 
gray areas represent measured data [40] (μ ± 2 SD). R is the correlation coefficient, and S represents cosine similarity
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 where ui is the internal state of the i-th neuron and vi 
is a variable representing the self-inhibitory effect of 
the i-th neuron. τi and τ ′i  are time constants, β is a coef-
ficient, and wCPG

ij  is a connecting weight from the j-th 
neuron to the i-th neuron. u0 is the external input weight 
of the CnF neuron. Feedi is a feedback signal from the 
musculoskeletal system. θ segl  is the segment angle (l 
∈ {HAT, thigh, shank, foot} for each leg), GRFs is the ver-
tical ground reaction force ( s ∈ {left limb, right limb} ), 
and wFeed

k  is the weight coefficient ( k = 1, . . . , 16 ). Param-
eter values are as shown in an additional text file (see 
Additional file  1). yi excites α-motor neurons, which 
in turn activate the muscles. The α-motor neurons also 
receive feedback signals from various reflexes, such as 
the postural control and the cross-stretch reflex. α-Motor 
neuron output αm and reflex output were calculated as 
follows:

where wα
mi and wPOS

o  are weight coefficients 
( o = 1, . . . , 23 ), Pm is posture control affected by PPN 
neurons, and θj is the joint angle (j ∈ {hip, knee, ankle} ). 
The parameter values and physical responses in the pos-
ture controls are listed in an additional text file (see Addi-
tional file 1).

Thus, increased uPPN in the PPN model decreased 
postural control and increased uCnS in the CnF model 
increased activity in the CPG model. These activity alter-
ations assumed that PPN stimulation decreases muscle 
tone and that CnF stimulation increases locomotion [6, 
9].

Generation of normal and abnormal locomotion
Our model features 49 free parameters ( u0 , wFeed

k  , wCPG
ij  , 

and wPOS
o  ) that need to be adjusted to generate adequate 

behaviors. These parameters were optimized to acquire 
bipedal locomotion using a standard genetic algorithm 
(GA) [22, 23, 30]. First, the free parameters were opti-
mized using the GA with a message-passing interface, 
which is a library for parallel computing, to simulate a 
normal gait. We employed the evaluation function J to 
maximize, which is given by the following equation:

(3)

τiu̇i =− ui +
∑12

j=1
wCPG
ij yj − βvi + u0u

CnF

+ Feedi

(

{θ
seg
l }l , {GRFs}s|{w

Feed
k }k

)

,

τ ′i v̇i = −vi + yi,

yi = max(0,ui),

(4)αm = 2.0

1.0+exp
(

0.25
(

∑18
i=1w

α
miyi+

1.0

uPPN
Pm

(

{θj}j ,{θ
seg
l }l ,{GRFs}s|{w

POS
o }o

))) − 1.0,

where D is the distance walked until the model falls, S 
is the number of steps, T  is the locomotion duration, P 
=  − 2.5 is the penalty applied when the model falls, and C 
is the gross metabolic cost of transport [34]. M and V rep-
resent body mass, and walking speed, respectively. Ėm is 
the metabolic energy consumption of all muscles [35]. All 
programmes were written in C language, and the fourth-
order Runge–Kutta method was used for the numerical 
solution of the differential equations. The time-step size 
was set to 0.1  ms. We performed five simulations with 
five different random number generator seeds in the 
normal model and confirmed that the simulation results 
were uniquely determined. We observed stable bipedal 
locomotion for 15  s, with no qualitative differences in 
locomotion patterns owing to differences in seeds.

We then modified the parameters of the PPN and CnF 
models to set gait initiation difficulty in the FOG. Based 
on a previous report that 70% of FOGs last less than 5 s 
[17], the PPN and CnF neurons changed only during the 
initial 3 s of walking (Eq. 2). For a thorough investigation, 

the values of sPPN and sCnF were permutatively changed 
from 0.00 to 2.00 in increments of 0.01 (40,000 values).

Data processing
After gait simulations with 40,000 different parameter 
sets of PPN and CnF neurons, we detected the FOG 
from the simulation results using an FOG-identifying 
algorithm that is clinically used [17]. This open-source 
algorithm was used to analyze the correlation of angu-
lar velocity between the right and left lower legs and 
the freezing ratio calculated from the acceleration of the 
lower leg. The freezing ratio was defined as the power 
in the freezing band (3–10  Hz) divided by the power 
in the locomotor band (0–3  Hz) using the Fast Fourier 
Transform method, with a larger ratio indicating greater 
freezing. If the correlation between the left and right leg 
was low and the freezing ratio was high, this algorithm 
declared a FOG episode. In clinical practice, wearable 
inertial sensors allow the implementation of this algo-
rithm. The area under curve (AUC) value for FOG iden-
tification was approximately 0.9 versus clinical raters, 
which was highly functional.

The detected FOG simulations were analyzed using 
HCA [36], which identified clusters based on two 

(5)
J =

{

1.5D + 0.5S + 0.1T + P + 5.0(D < 10m),

1.0D + 0.2S + P + 25
C + 20.0(D ≥ 10m),

C = 1.0
TMV

∫ T
t=0

∑18
m=1Ėmdt,
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variables, sPPN and sCnF . Euclidean distance was selected 
as the metric, and Ward’s linkage method was employed 
for this analysis [37–39]. Individual clusters were seri-
ally combined in the HCA to form new clusters. This 
process ended by grouping all trials into a single cluster 
that formed a hierarchical tree (dendrogram). The final 
number of clusters was decided by the agglomeration 
coefficient while increasing the number of clusters and 
employing a stopping rule (a large percentage increase in 
the coefficient decrease followed by a plateau) [36–39]. 
The number of clusters was also verified by visual inspec-
tion of the dendrogram.

Statistical analysis
After forming clusters, one-way analysis of variance was 
performed for leg motion and effective forward motion 
based on the qualitative FOG classification used in clini-
cal practice [19, 20]. The leg motion and effective forward 
motion corresponded to the freezing ratio and walking 
distance, respectively, during the first 3 s of walking. The 
normality of variables was tested using the Shapiro–Wilk 
test, and the equality of variances was tested using the 
Levene’s test. When these assumptions were not met, 
the nonparametric Kruskal–Wallis test was used. When 
a significant main effect was observed, a post-hoc com-
parison (t-test or Mann–Whitney U test) was performed 
to compare variables among clusters. Statistical signifi-
cance was set at P < 0.05 and adjusted using Bonferroni’s 
correction. All statistical analyses were performed using 

R (version 4.3.0). In addition, to validate the normal loco-
motion model, we used the measured gait data reported 
by Bovi et. al. [40]. The data included mean values and 
standard deviations for joint angles and muscle activities 
during one gait cycle in 20 healthy adults.

Results
Generation of normal locomotion
After 2000 generations of the GA, the normal model 
(Fig.  1) achieved a stable gait (Fig.  2a). The gait pattern 
qualitatively mimicked human bipedal locomotion. The 
PPN and CnF neurons in the MLR model immediately 
reached a steady-state value of 1.0 during walking (MLR 
model parameters: sPPN=1.0, sCnF=1.0), and periodic 
waveforms were observed in the CPG activations and 
right lower leg anterior–posterior acceleration (Fig.  2b). 
These results indicate that this model had a steady-state 
normal gait. Figure  2c and d show the joint angles and 
muscle activation, respectively. To validate the simulation 
results, we calculated the correlation coefficient (R) and 
cosine similarity (S) between the simulation and meas-
ured data [40]. The IL and BFS of the muscle activations 
were not compared with the simulation results because 
of the lack of measurement data [40]. IL activity is pre-
sent mainly in the middle and BFS activity at the begin-
ning and end of the gait cycle, which was qualitatively 
comparable to our simulation results [41]. Thus, the gait 
of the normal model was qualitatively and quantitatively 
similar to those reported in the previous studies [25, 26].

Fig. 3 Three typical gait patterns under abnormal conditions. a sPPN = 0.84, sCnF = 1.56. b sPPN = 1.52, sCnF = 0.56. c sPPN = 1.14, sCnF = 0.00. Columns 
from left to right show a stick diagram of the model, midbrain locomotor stimulation (MLR) activation, central pattern generator (CPG) activation, 
and leg acceleration. Red and blue in column 2 indicate pedunculopontine nucleus (PPN) and cuneiform nucleus (CnF) activities, respectively
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Gait patterns under abnormal conditions
The values of sPPN and sCnF were permutatively varied 
from 0.00 to 2.00 in 0.01 increments only during the ini-
tial 3 s of walking. Among the simulation results obtained 
with these 40,000 parameter sets, 3,184 models walked 
without falling. Figure 3 shows three representative gait 
simulations. Figure  3a illustrates a case without marked 
variation in CPG activation or leg acceleration, indicat-
ing a steady gait. Figure 3b and c illustrate cases with low 
CPG activation and leg acceleration activity at the begin-
ning of walking, implying a freeze-like gait. Thus, we 
observed different gait patterns for different parameters.

Characteristics of the clusters
We created a heat map based on walking distance to 
visually understand the differences in gait (Fig. 4a). Sub-
sequently, the FOG-identifying algorithm [17] was used 
to determine FOG instances. As shown in Fig.  4b, the 
red area around the normal gait (model parameters: 
sPPN=1.0, sCnF=1.0) disappeared, and parameter com-
binations that were not identified as FOGs turned gray. 
Finally, HCA based on sPPN and sCnF was applied to the 
156 models identified as FOG. A large increase in the 
agglomeration coefficient reduction rate was observed 
between clusters 3 and 4 (57.46%), followed by an 
increase of 28.21% between clusters 4 and 5 and 25.31% 
between clusters 5 and 6, indicating a plateau in the 
reduction rate. Therefore, we set the number of clusters 

to four. This result was verified by visual inspection of the 
dendrogram (Fig. 4b). Clusters 1 (green), 2 (red), 3 (pur-
ple), and 4 (yellow) contained 27, 64, 53, and 12 models, 
respectively (see Additional file 2).

Comparison of FOG characteristics among clusters
Based on the clinical classification [19, 20], we compared 
the walking distance and freezing ratio during the initial 
3  s of walking among the clusters (Fig.  5). As shown in 
Fig.  5a, walking distances were the shortest in cluster 1 
and longest in cluster 4. Walking distances significantly 
differed among clusters. As shown in Fig. 5b, the freez-
ing ratio was lower in cluster 1 and higher in clusters 2 
and 3. Thus, cluster 1 exhibited little forward movement 
and leg motion during FOG, whereas cluster 4 exhibited 
a gait similar to that of the FOG-negative model. Clusters 
2 and 3 exhibited FOG intermediate to that of clusters 1 
and 4. Time series plots of walking distance, leg accelera-
tion, joint angles, and muscle activities in these clusters 
are presented in Additional file 1.

Discussion
We used the gait model consisting of a body with seven 
links and 18 muscles as well as a neural system with MLR 
and CPG controllers and confirmed to walk successfully 
following the fitting of the internal parameters using the 
GA. We investigated whether FOG could be observed 
under conditions of abnormal brainstem activity by 

Fig. 4 Heat map based on walking distance and identified clusters. a Based on the values of the sPPN and sCnF parameters, walking distances 
over 15 s are indicated by color changes. b FOG instances were determined using the FOG-identifying algorithm [17] followed by hierarchical 
cluster analysis. Clusters 1–4 are shown in green, red, purple, and yellow, respectively. Gray indicates parameter combinations, whose results were 
not identified as FOGs. PPN, pedunculopontine nucleus; CnF, cuneiform nucleus
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Fig. 5 Differences in FOG characteristics among clusters. The central line of the boxplot indicates the median value, and upper and lower hinges 
indicate the first and third quartiles of data, respectively. Clusters 1–4 are shown in green (n = 27), red (n = 64), purple (n = 53), and yellow (n = 12), 
respectively. FOG- is the group of instances not identified as FOG by identifying the algorithm. Asterisks represent significant differences (∗P < 0.05, 
∗∗P < 0.01 Mann–Whitney U test with Bonferroni’s correction). a Walking distances during the initial 3 s of walking (Kruskal–Wallis test: P < 0.001; 
Mann–Whitney U test with Bonferroni’s correction: P < 0.001 for cluster 1 vs. cluster 2, P < 0.001 for cluster 1 vs. cluster 3, P < 0.001 for cluster 1 vs. 
cluster 4, P < 0.001 for cluster 2 vs. cluster 3, P < 0.001 for cluster 2 vs. cluster 4, P < 0.001 for cluster 3 vs. cluster 4). b Freezing ratio during the initial 3 s 
of walking (Kruskal–Wallis test: P < 0.001; Mann–Whitney U test with Bonferroni’s correction: P < 0.001 for cluster 1 vs. cluster 2, P < 0.001 for cluster 1 
vs. cluster 3, P ≥ 1.00 for cluster 1 vs. cluster 4, P ≥ 1.00 for cluster 2 vs. cluster 3, P = 0.070 for cluster 2 vs. cluster 4, P = 0.187 for cluster 3 vs. cluster 4)

Fig. 6 Hypothetical scheme for categorizing clusters and FOG types. Each cluster based on pedunculopontine nucleus (PPN) and cuneiform 
nucleus (CnF) parameters was mapped to the clinical classification of FOG [19, 20], according to differences in FOG characteristics (Fig. 3). Leg 
motion and effective forward motion correspond to the freezing ratio and walking distance during the first 3 s of walking, respectively. Complete 
akinesia: no observable motion of the legs, shuffling with small steps: FOG associated with very small shuffling steps and with minimal forward 
movement, trembling in place: FOG with some leg trembling but no effective forward motion
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modifying the parameters of the PPN and CnF models 
during only the initial 3  s of walking. An identification 
algorithm [17] was used to test for the presence of FOG 
among the 40,000 simulated parameter sets. HCA was 
carried out on the identified 156 instances, and four clus-
ters were identified. Comparisons of physical movements 
during FOG revealed differences among the clusters. Our 
results present evidence that modifications in PPN and 
CnF activities may be linked with the pathogenesis of 
FOG and its subtypes (Fig. 6), providing potential objec-
tive explanations for the qualitative clinical classification 
of FOG [19, 20].

Applicability of simulation
The FOG simulations in this study were based on 
reported physiological findings, indicating the validity 
of replicating real-world scenarios in this type of model. 
Caggiano et al. [7], Josset et al. [8], and Dautan et al. [9] 
showed that changes in CnF and PPN activities modu-
late differences in walking speed and locomotor patterns 
in mice. However, designing appropriate animal models 
to investigate FOG is difficult because of its depend-
ence on intentional locomotor activity and environmen-
tal responses [12]. Computer simulations, such as those 
employed in the present study, which incorporate experi-
mental findings, are thus an effective means of investigat-
ing FOG. As the FOG-identifying algorithm is also used 
in clinical settings [17], our approach facilitates compari-
sons between models and patient reports as well as vali-
dation of the model outputs.

Differences between subtypes in the FOG model
Functionally different PPN and CnF activities may affect 
each other, resulting in the appearance of FOG subtypes. 
In Fig.  6, cluster 1 was assumed to represent complete 
akinesia because both leg motion and effective forward 
motion were rarely observed. These observed behaviors 
were caused by a remarkable weakening in CnF activity 
and a consequent decrease in CPG activity. The simula-
tion results support a study protocol design of deep brain 
stimulation (DBS) of the CnF [42] and indicate that the 
occurrence of FOG was decreased by stimulating the 
spinal cord with CPG [43]. Both PPN and CnF activities 
were higher in clusters 2 and 3 than in cluster 1. Cluster 
2 showed high PPN activity, correlated with lower mus-
cle tone, and consequently effective forward motion was 
observed. This cluster was therefore assumed to repre-
sent shuffling with small steps. Cluster 3 showed lower 
PPN activity than cluster 2, correlated with a higher mus-
cle tone, and consequently effective forward was limited. 
This cluster was therefore assumed to represent trem-
bling in place. However, the boundary between clusters 
2 and 3 was vague (Fig. 4). This attribution is supported 

by the findings of a previous study wherein shuffling with 
small steps was difficult to separate from trembling in 
place, even when observed by experts [20].

Implications for FOG interventions
Treatment of FOG requires methods tailored to its vari-
ations. Although L-dopa, a medication used to treat PD, 
is used for treating FOG, its efficacy has been inconsist-
ent [18], as has the application of visual and auditory cue 
stimulations [44, 45]. The results of the present study 
suggest that these unclear intervention effects may be 
explained by the anatomical and functional differences 
between the CnF and PPN. The CnF has several connec-
tions to the midbrain, which is believed to receive visual 
and auditory information. In contrast, the PPN has many 
connections to the basal ganglia [7, 9], which likely ena-
ble its susceptibility to medications such as L-dopa [46]. 
Based on these findings, the modulation of CnF and PPN 
activities may be effective for treating FOG depend-
ing on the specific type, as shown in Fig.  6. For exam-
ple, for instances connected to cluster 2, intervention 
with cue stimulation may be more effective than L-dopa 
administration.

Although DBS is an effective therapy for PD [47], its 
efficacy for FOG has been inconsistent [48]. The DBS in 
FOG treatment often targets the MLR, especially around 
the PPN. The PPN DBS provides benefits in postural sta-
bility and fall prevention [49, 50]; however, its effects are 
limited and may be reduced, especially when stimulat-
ing nerves with advanced degeneration [51]. In contrast, 
Goetz et al. (2019) reported that electrode placement in 
the CnF, or in a region bordering it, was associated with 
improved FOG in DBS [52]. These findings indicate that 
effective DBS stimulation areas may differ depending on 
the subtype or symptom of FOG. As shown in Fig. 6, the 
results of this study may provide insights relevant for 
selecting stimulation areas for specific FOG subtypes.

Limitations and future work
The simplified skeletal model used in this study ena-
bled us to gain a comprehensive understanding of the 
pathophysiology. However, the model was limited to two 
dimensions, and the neural models were mathematically 
abstracted without explicitly including the cerebral corti-
cal and subcortical functions.

In the skeletal model, the number of joints and seg-
ments were limited and did not explicitly include 
the arms. Arm swings during gait contribute to the 
dynamic balance [53], and therefore our model could 
not probably simulate recovery from postural instabil-
ity. In addition, although reduced arm swing during 
gait was reported in PD [54], no significant difference 
in arm swing with or without FOG was noted [55]. 
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Our model could be useful if limited to observing FOG 
features while walking on flat surfaces. In the muscle 
model, we only used a certain parameter set for healthy 
subjects and did not simulate the gait of other popu-
lations, such as the elderly [56] or frail [57]. Thus, the 
model was not adapted to individual physical charac-
teristics. This limited use of parameter sets was due to 
the focus on simulation of changes in brainstem activ-
ity. Consequently, we observed alterations in gait due 
to changes in neural activity on the computer. In the 
neural models, it was difficult to analyze differences in 
spike firing among individual neurons because we used 
the rate model. In addition, we modeled the brainstem 
as the MLR, with only the PPN and CnF associated 
with gait. Our models are not suitable for discussing 
changes in neural dynamics due to networks connect-
ing multiple brain regions and various ion channels. In 
particular, the cerebral cortex and subcortical measure-
ment data during FOG [58, 59] are difficult to interpret 
using only this model. Rather, our model specializes 
in the minimum necessary neural function of gait by 
imposing such limitation to represent a closed-loop 
system in human gait.

Increasing the complexity of the model, for exam-
ple, by adding more detailed structures [26, 60] or 
higher-level neural models [33, 61], would be a reason-
able step to improve our findings. We plan to measure 
large amounts of FOG event data and investigate more 
detailed and individualized FOG instances by combin-
ing large-scale models with actual patient data. Several 
clinical issues, such as those regarding the conditions 
under which FOG event is more likely to occur or its 
change over time, need to be resolved.

Conclusions
We investigated the pathogenesis of FOG and its sub-
types using a two-dimensional neuromusculoskeletal 
model. In the simulation, the parameters of the PPN 
and CnF models in the brainstem were modified during 
the initial 3 s of walking, resulting in instances of FOG 
comparable to reported observations. A comprehensive 
examination of 40,000 PPN and CnF parameter sets 
suggests that the generation of FOG and its subtypes 
may be due to changes in the activities of these two 
nuclei. These results suggest insights into the develop-
ment of rehabilitation methods tailored to each sever-
ity and subtype, medication adjustments, and effective 
rehabilitation devices.

Abbreviations
CnF  Cuneiform nucleus
CPG  Central pattern generator
FOG  Freezing of gait

GA  Genetic algorithm
HAT  Head, arms, torso
HCA  Hierarchical cluster analysis
IL  Iliopsoas
MLR  Midbrain locomotor region
PD  Parkinson’s disease
PPN  Pedunculopontine nucleus

Supplementary Information
The online version contains supplementary material available at https:// doi. 
org/ 10. 1186/ s12984- 025- 01596-x.

Additional file 1. 

Additional file 2.

Acknowledgements
We would like to thank Dr. Hiroaki Hobara and Dr. Genki Hisano for insight-
ful discussions regarding this study. We are grateful to Dr. Hase Kazunori for 
advice on the numerical simulations. We also thank all the members of the 
digital human research team at AIST for their continuous support.

Author contributions
DI designed and implemented the computer simulation study in consultation 
with MS. DI analyzed the data in consultation with KW and RH. All authors 
read and approved the final manuscript.

Funding
This work was supported in part by JSPS KAKENHI [grant numbers JP21K21242 
and JP23K16665] and by the Council for Science, Technology and Innovation 
“Cross-ministerial Strategic Innovation Promotion Program (SIP), Development 
of foundational technologies and rules for expansion of the virtual economy” 
(funding agency: NEDO).

Data availability
All data generated or analyzed during this study are included in this published 
article and its supplementary information files.

Declarations

Ethics approval and consent to participate
Not applicable.

Consent for publication
Not applicable.

Competing interests
The authors declare no competing interests.

Author details
1 Artificial Intelligence Research Center, National Institute of Advanced 
Industrial Science and Technology, Tokyo, Japan. 2 School of Physical Therapy, 
Faculty of Rehabilitation, Reiwa Health Sciences University, Fukuoka, Japan. 
3 Department of Dementia Medicine, Kawasaki Medical School, Okayama, 
Japan. 4 Department of Brain and Neurosciences, Faculty of Medicine, Tottori 
University, Tottori, Japan. 

Received: 21 May 2024   Accepted: 28 February 2025

References
 1. Brown TG. On the nature of the fundamental activity of the nervous 

centres; together with an analysis of the conditioning of rhythmic activity 
in progression, and a theory of the evolution of function in the nervous 
system. J Physiol. 1914;48:18–46.

https://doi.org/10.1186/s12984-025-01596-x
https://doi.org/10.1186/s12984-025-01596-x


Page 11 of 12Ichimura et al. Journal of NeuroEngineering and Rehabilitation           (2025) 22:73  

 2. Dimitrijevic MR, Gerasimenko Y, Pinter MM. Evidence for a spinal central 
pattern generator in Humans. Ann N Y Acad Sci. 1998;860:360–76.

 3. Bedford TG, Loi PK, Crandall CC. A model of dynamic exercise: The decer-
ebrate rat locomotor preparation. J Appl Physiol. 1992;72:121–7.

 4. Whelan P. Control of locomotion in the decerebrate cat. Prog Neurobiol. 
1996;49:481–515.

 5. Sherman D, Fuller PM, Marcus J, Yu J, Zhang P, Chamberlin NL, et al. Ana-
tomical location of the mesencephalic locomotor region and its possible 
role in locomotion, posture, cataplexy, and Parkinsonism. Front Neurol. 
2015;6:140.

 6. Takakusaki K, Chiba R, Nozu T, Okumura T. Brainstem control of locomo-
tion and muscle tone with special reference to the role of the mesopon-
tine tegmentum and medullary reticulospinal systems. J Neural Transm. 
2016;123:695–729.

 7. Caggiano V, Leiras R, Goni-Erro H, Masini D, Bellardita C, Bouvier J, et al. 
Midbrain circuits that set locomotor speed and gait selection. Nature. 
2018;553:455–60.

 8. Josset N, Roussel M, Lemieux M, Lafrance-Zoubga D, Rastqar A, Bretzner F. 
Distinct contributions of mesencephalic locomotor region nuclei to loco-
motor control in the freely behaving mouse. Curr Biol. 2018;28:884–901.

 9. Dautan D, Kovács A, Bayasgalan T, Diaz-Acevedo MA, Pal B, Mena-Segovia 
J. Modulation of motor behavior by the mesencephalic locomotor 
region. Cell Rep. 2021;36: 109594.

 10. Fougère M, van der Zouwen CI, Boutin J, Neszvecsko K, Sarret P, Ryczko 
D. Optogenetic stimulation of glutamatergic neurons in the cuneiform 
nucleus controls locomotion in a mouse model of Parkinson’s disease. 
Proc Nat Acad Sci U S A. 2021;118: e2110934118.

 11. Masini D, Kiehn O. Targeted activation of midbrain neurons restores 
locomotor function in mouse models of Parkinsonism. Nat Commun. 
2022;13:504.

 12. Snijders AH, Takakusaki K, Debu B, Lozano AM, Krishna V, Fasano A, et al. 
Physiology of freezing of gait. Ann Neurol. 2016;80:644–59.

 13. Nutt JG, Bloem BR, Giladi N, Hallett M, Horak FB, Nieuwboer A. Freezing 
of gait: moving forward on a mysterious clinical phenomenon. Lancet 
Neurol. 2011;10:734–44.

 14. Kerr GK, Worringham CJ, Cole MH, Lacherez PF, Wood JM, Silburn PA. 
Predictors of future falls in Parkinson disease. Neurology. 2010;75:116–24.

 15. Okuma Y, de Lima ALS, Fukae J, Bloem BR, Snijders AH. A prospective 
study of falls in relation to freezing of gait and response fluctuations in 
Parkinson’s disease. Parkinsonism Relat Disord. 2018;46:30–5.

 16. Mancini M, Bloem BR, Horak FB, Lewis FJG, Nieuwboer A, Nonnekes J. 
Clinical and methodological challenges for assessing freezing of gait: 
future perspectives. Mov Disord. 2019;34:783–90.

 17. Mancini M, Shah VV, Stuart S, Curtze C, Horak FB, Safarpour D, et al. Meas-
uring freezing of gait during daily life: an open-source, wearable sensors 
approach. J Neuroeng Rehabil. 2021;18:1.

 18. Espay AJ, Fasano A, Van Nuenen BF, Payne MM, Snijders AH, Bloem BR. 
‘On’ state freezing of gait in Parkinson disease: a paradoxical levodopa-
induced complication. Neurology. 2012;78:454–7.

 19. Schaafsma JD, Balash Y, Gurevich T, Bartels AL, Hausdorff JM, Giladi N. 
Characterization of freezing of gait subtypes and the response of each to 
levodopa in Parkinson’s disease. Eur J Neurol. 2003;10:391–8.

 20. Kondo Y, Mizuno K, Bando K, Suzuki I, Nakamura T, Hashide S, et al. Meas-
urement accuracy of freezing of gait scoring based on videos. Front Hum 
Neurosci. 2022;16: 828355.

 21. Taga G, Yamaguchi Y, Shimizu H. Self-organized control of bipedal loco-
motion by neural oscillators in unpredictable environment. Biol Cybern. 
1991;65:147–59.

 22. Ogihara N, Yamazaki N. Generation of human bipedal locomotion by a 
bio-mimetic neuro-musculo-skeletal model. Biol Cybern. 2001;84:1–11.

 23. Hase K, Yamazaki N. Computer simulation study of human locomotion 
with a three-dimensional entire-body neuro-musculo-skeletal model. I. 
Acquisition of normal walking. JSME Int J Ser C. 2002;45:1040–50.

 24. Jo S, Massaquoi SG. A model of cerebrocerebello-spinomuscular 
interaction in the sagittal control of human walking. Biol Cybern. 
2007;96:279–307.

 25. Aoi S, Ogihara N, Funato T, Sugimoto Y, Tsuchiya K. Evaluating functional 
roles of phase resetting in generation of adaptive human bipedal walking 
with a physiologically based model of the spinal pattern generator. Biol 
Cybern. 2010;102:373–87.

 26. Song S, Geyer H. A neural circuitry that emphasizes spinal feed-
back generates diverse behaviours of human locomotion. J Physiol. 
2015;593:3493–511.

 27. Song S, Geyer H. Predictive neuromechanical simulations indicate why 
walking performance declines with ageing. J Physiol. 2018;596:1199–210.

 28. Ichimura D, Yamazaki T. A pathological condition affects motor modules 
in a bipedal locomotion model. Front Neurorobot. 2019;13:79.

 29. Bruel A, Ghorbel SB, Di Russo A, Stanev D, Armand S, Courtine G, et al. 
Investigation of neural and biomechanical impairments leading to 
pathological toe and heel gaits using neuromusculoskeletal modelling. J 
Physiol. 2022;600:2691–712.

 30. Ichimura D, Hobara H, Hisano G, Maruyama T, Tada M. Acquisition of 
bipedal locomotion in a neuromusculoskeletal model with unilateral 
transtibial amputation. Front Bioeng Biotechnol. 2023;1:1130353.

 31. Davy DT, Audu ML. A dynamic optimization technique for predicting 
muscle forces in the swing phase of gait. J Biomech. 1987;20:187–201.

 32. Matsuoka K. Sustained oscillations generated by mutually inhibiting 
neurons with adaptation. Biol Cybern. 1985;52:367–76.

 33. Kuniyoshi Y, Kuriyama R, Omura S, Gutierrez CE, Sun Z, Feldotto B, et al. 
Embodied bidirectional simulation of a spiking cortico-basal ganglia-cer-
ebellar-thalamic brain model and a mouse musculoskeletal body model 
distributed across computers including the supercomputer Fugaku. Front 
Neurorobot. 2023;17:1269848.

 34. Koelewijn AD, Heinrich D, van den Bogert AJ. Metabolic cost calculations 
of gait using musculoskeletal energy models, a comparison study. PLoS 
ONE. 2019;14: e0222037.

 35. Minetti AE, Alexander RM. A theory of metabolic costs for bipedal gaits. J 
Theor Biol. 1997;186:467–76.

 36. Hair JF, Babin BJ, Anderson RE, Black WC. Multivariate data analysis. 8th ed. 
Cengage Learning; 2019.

 37. Phinyomark A, Osis S, Hettinga BA, Ferber R. Kinematic gait pat-
terns in healthy runners: a hierarchical cluster analysis. J Biomech. 
2015;48:3897–904.

 38. Jauhiainen S, Pohl AJ, Äyrämö S, Kauppi JP, Ferber R. A hierarchical cluster 
analysis to determine whether injured runners exhibit similar kinematic 
gait patterns. Scand J Med Sci Sports. 2020;30:732–40.

 39. Ichimura D, Amma R, Hisano G, Murata H, Hobara H. Spatiotemporal gait 
patterns in individuals with unilateral transfemoral amputation: a hierar-
chical cluster analysis. PLoS ONE. 2022;17:e027959337.

 40. Bovi G, Rabuffetti M, Mazzoleni P, Ferrarin M. A multiple-task gait analysis 
approach: kinematic, kinetic and EMG reference data for healthy young 
and adult subjects. Gait Posture. 2011;33:6–13.

 41. Rose J, Gamble JG. Human walking. 3rd ed. Lippincott Williams & Wilkins; 
2005.

 42. Chang SJ, Cajigas I, Guest JD, Noga BR, Widerström-Noga E, Haq I, et al. 
Deep brain stimulation of the cuneiform nucleus for Levodopa-resistant 
freezing of gait in Parkinson’s disease: study protocol for a prospective, 
pilot trial. Pilot Feasibility Stud. 2021;7:117.

 43. Milekovic T, Moraud EM, Macellari N, Moerman C, Raschellà F, Sun S, et al. 
A spinal cord neuroprosthesis for locomotor deficits due to Parkinson’s 
disease. Nat Med. 2023;29:2854–65.

 44. Ginis P, Nackaerts E, Nieuwboer A, Heremans E. Cueing for people with 
Parkinson’s disease with freezing of gait: a narrative review of the state-of-
the-art and novel perspectives. Ann Phys Rehab Med. 2018;61:407–13.

 45. Tosserams A, Keijsers N, Kapelle W, Kessels RP, Weerdesteyn V, Bloem 
BR, et al. Evaluation of compensation strategies for gait impairment in 
patients with Parkinson disease. Neurology. 2022;99:e2253–63.

 46. Galazky I, Zaehle T, Sweeney-Reed CM, Neumann J, Heinze HJ, Voges J, 
et al. Neuronal oscillations of the pedunculopontine nucleus in progres-
sive supranuclear palsy: Influence of Levodopa and movement. Clin 
Neurophys. 2020;13:414–9.

 47. Limousin P, Foltynie T, Opris I. Long-term outcomes of deep brain stimula-
tion in Parkinson disease. Nat Rev Neurol. 2019;15:234–42.

 48. Chang SJ, Cajigas I, Opris I, Guest JD, Noga BR. Dissecting brainstem loco-
motor circuits: Converging evidence for cuneiform nucleus stimulation. 
Front Syst Neurosci. 2020;14:64.

 49. Wang H, Gao H, Jiao T, Luo Z. A meta-analysis of the pedunculopontine 
nucleus deep-brain stimulation effects on Parkinson’s disease. NeuroRe-
port. 2016;27:1336–44.

 50. Wang JW, Zhang YQ, Zhang XH, Wang YP, Li JP, Li YJ. Deep brain stimula-
tion of pedunculopontine nucleus for postural instability and gait 



Page 12 of 12Ichimura et al. Journal of NeuroEngineering and Rehabilitation           (2025) 22:73 

disorder after Parkinson disease: A meta-analysis of individual patient 
data. World Neurosurg. 2017;102:72–8.

 51. Benarroch EE. Pedunculopontine nucleus functional organization and 
clinical implications. Neurology. 2013;80:1148–55.

 52. Goetz L, Bhattacharjee M, Ferraye MU, Fraix V, et al. Deep brain stimula-
tion of the pedunculopontine nucleus area in Parkinson disease: MRI-
based anatomoclinical correlations and optimal target. Neurosurgery. 
2019;84:506–18.

 53. Matuszewska A, Syczewska M. Analysis of the movements of the upper 
extremities during gait: Their role for the dynamic balance. Gait Posture. 
2023;100:82–90.

 54. Cole HM, Silburn AP, Wood MJ, Worringham JC, Kerr KG. Falls in Parkin-
son’s disease: Kinematic evidence for impaired head and trunk control. 
Mov Disord. 2010;25:2369–78.

 55. Nanhoe-Mahabier W, Snijders AH, Delval A, Weerdesteyn V, Duysens J, 
Overeem S, et al. Walking patterns in Parkinson’s disease with and with-
out freezing of gait. Neuroscience. 2011;182:217–24.

 56. Fan Y, Li Z, Han S, Lv C, Zhang B. The influence of gait speed on the stabil-
ity of walking among the elderly. Gait Posture. 2016;47:31–6.

 57. Dapp U, Vinyard D, Golgert S, Krumpoch S, Freiberger E. Reference values 
of gait characteristics in community-dwelling older persons with differ-
ent physical functional levels. BMC Geriatr. 2022;22:713.

 58. Pozzi NG, Canessa A, Palmisano C, Brumberg J, Steigerwald F, Reich MM, 
et al. Freezing of gait in Parkinson’s disease reflects a sudden derange-
ment of locomotor network dynamics. Brain. 2019;142:2037–50.

 59. Weiss D, Schoellmann A, Fox MD, Bohnen NI, Factor SA, Nieuwboer A, 
et al. Freezing of gait: understanding the complexity of an enigmatic 
phenomenon. Brain. 2020;143:14–30.

 60. Ausborn J, Shevtsova NA, Caggiano V, Danner SM, Rybak IA. Computa-
tional modeling of brainstem circuits controlling locomotor frequency 
and gait. Elife. 2019;8:e43587.

 61. Navarro-López EM, Çelikok U, Şengör NS. A dynamical model for the 
basal ganglia-thalamo-cortical oscillatory activity and its implications in 
Parkinson’s disease. Cogn Neurodyn. 2021;15:693–720.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.


	Abnormal activity in the brainstem affects gait in a neuromusculoskeletal model
	Abstract 
	Background 
	Methods 
	Results 
	Conclusions 

	Background
	Methods
	Musculoskeletal model
	Nervous system model
	Generation of normal and abnormal locomotion
	Data processing
	Statistical analysis

	Results
	Generation of normal locomotion
	Gait patterns under abnormal conditions
	Characteristics of the clusters
	Comparison of FOG characteristics among clusters

	Discussion
	Applicability of simulation
	Differences between subtypes in the FOG model
	Implications for FOG interventions
	Limitations and future work

	Conclusions
	Acknowledgements
	References


