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Abstract: Parkinson’s disease (PD) is a neurodegenerative disorder marked by motor and cognitive
impairments. The early prediction of cognitive deterioration in PD is crucial. This work aims to
predict the change in the Montreal Cognitive Assessment (MoCA) at years 4 and 5 from baseline
in the Parkinson’s Progression Markers Initiative database. The predictors included demographic
and clinical variables: motor and non-motor symptoms from the baseline visit and change scores
from baseline to the first-year follow-up. Various regression models were compared, and SHAP
(SHapley Additive exPlanations) values were used to assess domain importance, while model
coefficients evaluated variable importance. The LASSOLARS algorithm outperforms other models,
achieving lowest the MAE, 1.55 £+ 0.23 and 1.56 + 0.19, for the fourth- and fifth-year predictions,
respectively. Moreover, when trained to predict the average MoCA score change across both time
points, its performance improved, reducing its MAE by 19%. Baseline MoCA scores and MoCA
deterioration over the first-year were the most influential predictors of PD (highest model coefficients).
However, the cumulative effect of other cognitive variables also contributed significantly. This study
demonstrates that mid-term cognitive deterioration in PD can be accurately predicted from patients’
baseline cognitive performance and short-term cognitive deterioration, along with a few easily
measurable clinical measurements.

Keywords: Parkinson’s disease; machine learning; cognitive deterioration

1. Introduction

Artificial Intelligence (AI) and machine learning (ML) have revolutionized various
sectors, including healthcare, by enabling the analysis of large datasets. Recent studies [1]
highlight the transformative impact of big data and Al on healthcare, emphasizing the
potential of Al to improve the diagnosis, treatment, and management of diseases through
the intelligent analysis of complex datasets.

Parkinson’s disease (PD) is a progressive neurodegenerative disorder characterized by
a loss of dopaminergic neurons in the substantia nigra. The cardinal motor symptoms for a
PD diagnosis include tremor, rigidity, and bradykinesia [2]. However, cognitive impairment
is a common and disabling feature of PD, affecting up to 70% of patients within 10 years of
their diagnosis [3]. Some PD patients are more susceptible to an early onset of dementia,
but the current lack of clinically validated biomarkers hinders an accurate prognostication
of the rate of cognitive decline [4]. Given the substantial impact of PD-associated dementia
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on independence, caregiver burden, and mortality, there is growing interest in identifying
individuals with early-stage PD who are at higher risk of rapid cognitive decline to facilitate
intervention studies.

The Montreal Cognitive Assessment (MoCA) test is a widely used screening tool for
determining cognitive impairment in PD. It is a brief cognitive assessment that measures
multiple cognitive domains, including attention, memory, language, and visuospatial skills.
The MoCA has been shown to have high sensitivity and specificity for detecting cognitive
impairment in PD [5].

Focusing on PD, ML techniques have advanced significantly in recent years and show
promise for predicting cognitive decline over time. Previous studies using ML methods
have developed accurate prediction models with high degrees of accuracy, sensitivity, and
specificity for mild cognitive impairment and dementia in de novo PD patients, suggesting
that ML techniques may have a significant potential to predict cognitive outcomes [6,7].
However, these models relied on the discretization of cognitive outcomes, single-time-point
data, and complex multi-modal data, which pose challenges for their scalability in clinical
settings (see Section 2 for more information).

In this study, our objective was to predict mid-term cognitive outcomes in early
PD patients from the Parkinson’s Progression Markers Initiative (PPMI) [8] cohort using
multiple ML methods. To achieve this, we evaluated the effectiveness of several easily
measurable demographic and clinical variables at anticipating changes in MoCA scores
over the 4 to 5 years following the baseline visit. We relied on baseline and 1-year changes
in demographic, cognitive, olfactory, autonomic, neuropsychiatric, sleep disorder, and
motor symptoms as predictor variables. Additionally, we assessed the contribution of each
category of variable to the prediction, enhancing the model’s transparency and explicability
for clinical stakeholders. The implications of this study are significant, as they provide
a foundation for identifying patients with early PD who are at higher risk for cognitive
decline, enabling timely interventions and better patient management.

The remainder of the paper is structured as follows: in Section 2, we explain open
research challenges and how they are addressed in this study. In Section 3, we describe the
database, data pre-processing, ML methods, and evaluation metrics used in the experiments.
In Section 4, we present the results of the experiments. In Section 5, we compare our findings
with those of other studies and discuss the limitations of our work. Finally, in Section 6, we
offer some concluding remarks.

2. Related Works

Several studies have addressed the problem of ML for the prediction of cognitive
deterioration in patients with early PD. One of the main databases in the field is PPMI,
which contains a cohort of recently diagnosed PD participants. This PD cohort is comprised
of several subgroups, which include idiopathic PD participants and several genetic PD
participants. Idiopathic means that a disease has no identifiable cause; therefore, its
evolution is less predictable because there are no defined phenotypes. However, none of
the studies specify having selected this subgroup.

In the study by Harvey et al. (2022) [9], a multivariate ML model was developed
to predict cognitive impairment and dementia conversion using clinical, biofluid, and
genetic/epigenetic measures taken from baseline. The researchers found that clinical
variables alone performed best, with only marginal improvements seen when additional
data types were included. This indicates that while the inclusion of multi-modal data can
enhance prediction, clinical measures remain crucial for accurate forecasts.

Similarly, Gorji and Jouzdani (2024) [10] compared the effectiveness of different cog-
nitive scales, specifically the Montreal Cognitive Assessment (MoCA) and the Movement
Disorder Society-Unified Parkinson’s Disease Rating Scale (MDS-UPDRS-I), combined with
DAT SPECT imaging and clinical biomarkers in predicting cognitive decline over five years.
Their findings revealed that the MoCA was the more effective predictor. Additionally,
the incorporation of deep radiomic features from DAT SPECT significantly improved its
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predictive performance, highlighting the importance of advanced imaging techniques in
enhancing the accuracy of predictions.

The research conducted by Salmanpour et al. (2019) [11] focused on optimizing feature
selection and machine learning algorithms to predict MoCA scores in PD patients. By using
robust predictor algorithms and feature subset selection, they achieved high predictive accu-
racy with a minimal set of features. This study underscores the importance of feature selection,
showing that effective prediction can be accomplished with fewer, well-chosen variables.

Hosseinzadeh et al. (2023) [12] combined handcrafted radiomics, deep features from
DAT SPECT, and clinical features to predict cognitive outcomes in PD patients. They found
that clinical features were vital for prediction, and the combination of these with imaging
features yielded the highest accuracy. This demonstrates the critical role of integrating
multi-modal data, but also points to the necessity of identifying which features contribute
most to predictive performance.

Almgren et al. (2023) [13] developed a multimodal ML model to predict continuous
cognitive decline using clinical test scores, cerebrospinal fluid (CSF) biomarkers, brain
volumes from T1-weighted MRI, and genetic variants. The best-performing model com-
bined clinical and CSF biomarkers, suggesting that Alzheimer’s disease-related pathology
significantly contributes to cognitive decline in PD. This study highlights the importance of
considering biomarkers associated with other neurodegenerative diseases in predicting
cognitive outcomes in PD.

Ostertag et al. (2023) [14] approached the prediction of long-term cognitive decline
through a Deep Neural Network with transfer learning from Alzheimer’s disease to PD.
This model used brain MRI and clinical data, demonstrating that knowledge transfer
between neurodegenerative diseases is feasible and can improve prediction in PD. Their re-
sults showed that leveraging models pre-trained on related diseases could yield significant
predictive power, even when direct data on the target disease are limited.

Despite these advancements, challenges remain. Current studies primarily focus on
categorizing PD patients into distinct groups based on their cognitive outcomes. This
discrete approach overlooks the continuous nature of cognitive decline, which varies
significantly among individuals. There is a need for models that capture these continuous
changes, providing a more nuanced understanding of cognitive decline and enabling more
tailored and timely interventions.

Furthermore, many studies use a wide range of predictors from different modalities to
enhance predictive accuracy. While this approach can improve the precision of predictions, it
may hinder the translation of these models into primary care settings due to limited resources
and time constraints. Simplifying predictive models to include a small number of easily
measurable and objective predictor variables is crucial. This will facilitate the application of
these models in primary care settings, ensuring their broader accessibility and utility.

3. Materials and Methods
3.1. Database

The PPMLl is a large scale observational study launched in 2010 to identify the biomark-
ers of PD progression. The PPMI is a collaborative effort between academic institutions,
industry partners, and patient advocacy groups, providing valuable insights into the early
stages of PD and the potential biomarkers of disease progression. The database is an open
access dataset. Data used in the preparation of this manuscript were obtained from the
PPMI database (www.ppmi-info.org/data, accessed on 1 August 2024). Study protocol and
manuals are available at www.ppmi-info.org/study-design, accessed on 1 August 2024.
The data used for this paper were downloaded on December 2021.

We selected demographic variables and motor and non-motor test variables from this
database (these are described in Appendix A). Additionally, the MoCA test (adjusted for
education) was used. The data used are detailed in Table 1. For our analysis, we employed
baseline data (BL) and the deterioration between baseline and first-year measurements
(AY1) of motor, sleep, autonomic, cognitive, and neuropsychiatric variables. These variables
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were transformed to indicate severity (the higher the value, the greater the severity). For the
prediction target, we calculated the deterioration of the total MoCA score from BL to year 4
and 5. At year 4, the overall deterioration rate is 44%, with 17% of subjects having a cognitive
impairment of at least three MoCA points. At year 5, over 41% of the subjects exhibited
some level of deterioration, and almost 20% had a MoCA change of at least three points.

Table 1. Demographics and clinical characteristics of PD patients.

Data Values at Baseline Values at First Year
Demographic

Age at enrollment 60.73 + 9.79

Years of education 1554 + 291

Sex (female/male) (%) 33.99/66.01

Family history of PD (1st/
No 1st degree family with PD)

(%) 87.75/12.25

Duration of PD from diagnosis 6.43 + 641

to enrollment (months)

Race (white/black/ (%) 95.25/0.79/

asian/other) 1.98 /1.98

Olfactory

UPSIT score 2191 + 8.08

Motor (in OFF stage)

MDS-UPDRS I, II, and III score 30.86 + 13.06 36.63 + 15.54
TD-PIGD classification (%) (%)
(TD/PIGD/Indeterminate) 70.75/18.18/11.07 67.19/22.53/10.28
HY Stage (1/2) (%) 50.99/49.01 (%) 31.62/64.82
Sleep

RBDSQ score 3.99 £+ 2.66 39 £ 275
ESS score 5.75 £ 3.39 6.15 £+ 4.07
Autonomic

SCOPA-AUT score 9.32 + 5.94 10.63 £+ 6.35
Cognitive

MoCA score 27.23 + 2.24 26.64 + 2.59
(adjusted for education)

HVLT-R immediate/ 24.88 + 4.78 24.06 + 5.15
total recall

HVLT-R discrimination 981 + 248 985 + 245
recognition

HVLI-R retention 0.87 £ 0.19 0.86 £ 0.19
BJLOT score 13.00 £ 2.02 12.58 £+ 2.22
SFT score 49.19 + 11.24 4942 + 11.15
LNS score 10.76 £+ 2.61 10.66 £+ 2.42
SDMT score 42.00 + 9.39 41.84 + 943
Neuropsychiatric

STAI score 65.68 + 17.78 64.82 + 18.23
GDS score 230 + 244 246 + 2.78
QUIP score 0.31 + 0.65 0.19 + 0.50

The variables used are described and grouped by domains, and their values at baseline and the first year are given
(mean = sd in the case of quantitative variables and percentages in the case of qualitative variables). Abbreviations:
PD = Parkinson’s disease, UPSIT = University of Pennsylvania Smell Identification Test, MDS-UPDRS = Movement
Disorder Society-Unified Parkinson’s Disease Rating Scale, TD = tremor dominant, PIGD = postural instability
and gait difficulty, HY = Hoehn and Yahr, RBDSQ = Rapid Eye Movement Sleep Behavior Disorder Screening
Questionnaire, ESS = Epworth Sleepiness Scale, SCOPA-AUT = Scale for Outcomes in Parkinson’s Disease-Autonomic,
MoCA = Montreal Cognitive Assessment, HVLT-R = Hopkins Verbal Learning Test-Revised, BJLOT = Benton
Judgement of Line Orientation Test, SFT = Semantic Fluency Test, LNS = Letter Number Sequencing, SDMT = Symbol
Digit Modalities Test, STAI = State-Trait Anxiety Inventory, GDS = Geriatric Depression Scale, QUIP = Questionnaire
for Impulsive-Compulsive Disorders.
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The PPMI database contains 693 patients with PD, 395 of whom have idiopathic PD.
The database was cleaned based on various criteria to ensure the reliability and accuracy
of the predictive models. Firstly, only tests performed within a maximum of 6 months
from baseline were considered, resulting in the removal of two patients. This was done to
ensure the data were collected during the same patient phase, as some tests were performed
during the screening phase rather than at baseline. Secondly, for the first-year data, only
tests performed within a maximum of 3 months were considered, minimizing variability in
the timing of the assessments and leading to the exclusion of 51 patients. Thirdly, patients
with missing values in year 4 or 5 for the MoCA variable were removed, resulting in the
exclusion of 82 patients. This was necessary to ensure complete data for reliable model
training and testing. Finally, the coherence in cognitive status between their MoCA score
and an expert medical diagnosis (based on the COGSTATE variable of the database) was
assessed. Specifically, five subjects with a MoCA score lower than 21 points (indicating
dementia according to the JC Dalrymple-Alford et al. study [15]) but normal expert medical
perception were removed, as well as two subjects with no medical perception. These
exclusions were made to maintain consistency and accuracy in the cognitive status data
used for analysis. After applying these exclusion criteria, the study involved 253 subjects.
A summary of the subject selection process can be seen in Figure 1.

PPMI Database:
= Initial Patient Pool
g (n =693) Records excluded
E |
=
S I
= Initial visit interval
&) Sample size of idiopathic PD > 6 months
(n =395) (n=2)
Screening & baseline interval First year interval
< 6 months > 3 months
(n=393) (n=51)
_ 1
= . .
E First year interval Missing target
5 < 3 months (n = 82)
% (n=342) -
- 1
Contradictory findings
Complete outcome values between expert opinion and
(n = 260) actual outcome value
(n=7)
e
= Final iPD cohort
E (n =253)
L

Figure 1. The database was cleaned according to several criteria: non-idiopathic cases, tests from
the same visit performed over an extended interval, a missing value in the prediction target, and
cognitive perceptions that were contradictory to an expert’s clinical assessment.
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3.2. Pre-Processing

To pre-process the data, we implemented a sophisticated missing value imputation
method that uses the patient’s evolution over time to estimate their progression slope.
Initially, minimal missing data were observed across the various categories: 1 out of
10 demographic variables, 9 out of 19 baseline variables, and 7 out of 19 first-year variables
(used to calculate the AY1 variables), with each missing no more than 0.07% of their data.

For the imputation process, we leveraged the longitudinal nature of our data, using
the patients’ progression over time to estimate changes. For example, to impute a missing
baseline variable, we considered the patient’s data from subsequent years (year 1 to year 5).
For missing first-year variables, we considered the data from the baseline and subsequent
years (year 2 to year 5). We calculated the intercept and slope using linear regression on the
available data points, and then used these values for imputation.

In cases where a slope could not be established due to insufficient data points (fewer
than two), we employed an alternative method involving the mean slope of the five nearest
neighbors. This scenario occurred in three instances involving first-year variables. To
identify the closest five neighbors, the data were scaled and the distances between points
calculated using Euclidean distances. We then averaged the slopes derived from these
neighbors, using their data from baseline to year 5. To impute the missing first-year variable,
we added the average slope, derived from the nearest neighbors, to the baseline value.

For categorical variables, missing values were imputed by calculating the mode of
the variable at that specific time point. This method ensures that our imputation strategy
remains consistent and grounded in the underlying data distribution.

Additionally, numerical variables were standardized, and one-hot encoding was
applied to categorical variables to bring all the data into the same space.

3.3. Experimental Setup

Five supervised regression algorithms were trained using a two-level stratified 10-fold
cross-validation approach. In this setup, the outer 10-fold cross-validation (outer-CV) was
employed to evaluate the models, ensuring an unbiased estimation of their performance.
For hyperparameter tuning, we implemented a nested, stratified 10-fold cross-validation
(inner-CV) within each training fold of the outer-CV. This inner-CV was exclusively used
for tuning the hyperparameters, ensuring that the tuning process was isolated from the test
data (see Appendix B for more information).

The algorithms used were a linear regression (LR), decision tree (DT), Support Vec-
tor Machine (SVM), Least Absolute Shrinkage and Selection Operator with Least Angle
Regression (LASSOLARS), and Random Forest (RF). These algorithms were selected to
cover a diverse range of modeling techniques, from linear models (LR) to more complex,
non-linear models (DT, SVM, RF) and regularized regression methods (LASSOLARS). All
these algorithms were implemented using the Python 3.8.10. programming language and
the versatile scikit-learn library. A random seed of 0 was used for consistency across the
algorithms. To validate the algorithms, as in the work by Salmanpour et al. (2019) [11], we
calculated the mean absolute error (MAE) metric between the predicted and actual values.

It is important to include a feature importance analysis to identify which features are
most predictive of cognitive deterioration. For this purpose, we used the SHapley Additive
exPlanations (SHAP) algorithm (see Appendix C). The advantage of this algorithm is that
it allows for the analysis of the importance of groups of variables, categorized according to
their domain (as defined in Table 1).

4. Results

The five algorithms were trained to predict the cognitive deterioration (based on
the changing score of the MoCA test) of each patient in their fourth and fifth year post
diagnosis, using demographic and clinical variables. These algorithms were trained using
baseline variables (BL), the deterioration of variables from the baseline to first year (AY1),
or a combination of both (BL + AY1).
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The results are presented in Figure 2. In total, 30 variables were used for BL and
AY1, while 49 variables were used for BL + AY1. In all three cases, the 10 demographic
variables and the olfactory variable were common. Overall, the BL + AY1 combination
with the LASSOLARS algorithm consistently outperformed the other models, producing
the lowest MAEs of 1.55 + 0.23 and 1.56 £ 0.19 for the fourth- and fifth-year predictions,
respectively. Despite having twice as much clinical information, the improvement obtained
using BL + AY1 was not significantly large. Additionally, some inconsistencies were
observed in the results. While the AY1 data appeared to be more informative than the BL
data, with a lower error for the fourth-year prediction of cognitive deterioration (Figure 2a),
the opposite was observed for the fifth-year MoCA change prediction (Figure 2b).

e . . BL+AY1 (10+1+38)
Error when predicting MoCA deterioration g g1 (10+1+19)

AY1 (10+1+19)

2.0 2.0 m

15 i III i Ih III 1.5“I HI il i
EE10 1.0
2 % E

0.5 0.5

0.0

0.0
LR DT SVM LAS RF LR DT SVM LAS RF
(a) at year 4 (b) at year 5

Figure 2. Mean absolute error (MAE) generated when predicting cognitive deterioration (a) at
year 4 and (b) at year 5. The bars represent the mean of the 10 folds, while the lines indicate the
standard deviation. The MAE values are estimated using the 5 algorithms and the clinical variables
at baseline (BL), the deterioration of the clinical variables from baseline to the first year (AY1), and
a combination of both (BL + AY1). The number of predictors used in each analysis is shown in
parentheses. Abbreviations: LR = linear regression, DT = decision tree, SVM = Support Vector
Machine, LAS = Least Absolute Shrinkage and Selection Operator with Least Angle Regression,
RF = Random Forest.

We further analyzed the LASSOLARS algorithm with BL + AY1, as it provided the
best results. Figure 3 shows the relationship between the predicted and the actual values.
Figure 4 presents a feature importance analysis: part (a) displays the importance of the
domains using SHAP values, excluding the MoCA variable from the cognitive domain.
The clinical variables at the baseline and their first-year change are grouped accordingly;
part (b) extends this view to the importance of the variables through the LASSOLARS
coefficients, focusing on those with a mean coefficient greater than 0.1 in any year. The race
variable is omitted due to its highly imbalanced distribution and minimal impact on the
study’s cases.

From Figure 4, it is evident that the early MoCA score is the most informative, fol-
lowed by the cognitive group. The high positive coefficient of AMoCA suggests that MoCA
deterioration in the first year is a clear indicator of further deterioration in subsequent years.
Conversely, the negative coefficient of MoCA indicated that a greater deterioration is prob-
able if the patient shows a high MoCA score at baseline. Interestingly, the olfactory group
(UPSIT) appears to be the least informative across both years. However, the importance
of the remaining tests is not consistent. For example, when predicting the deterioration at
year 4, the first-year change in the BJLOT test and the baseline values of the SCOPA-AUT
and HY tests are relevant, but they are not when predicting the deterioration at year 5.
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Actual and predicted MoCA deterioration

10.0 10.0
7.5 7.5
5.0 5.0 .
3 3 v i
13 3] VAl LI )
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2] VG & 14 g i
& % & RESREE
0.0 % I | 0.0 ' 5 —t
i H ] sle '} 4 8
| 1y g
-2.5 . : 2.5 o+
7 | : }
-5.0 -5.0
15 215
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actual actual
(a) at year 4 (b) at year 5

Figure 3. Relation between predicted and actual cognitive deterioration (a) at year 4 and (b) at year 5.
The predictions were obtained from the LASSOLARS model trained with baseline and first-year
change data.

Feature importance analysis

MoCA Dt 22 o
Cognitive MR L e B
Autonomic D ot MoCA AMoCA
Motor -4 MoCA
Neuropsychiatric <+
Sleep + ABJLOT
Demographic + HVLT1
Olfactory | SDMT
-4 -2 0 2 4 Cognitive] LNS
SHAP value SFTH
(i) at year 4
BILOT
MOCA = =~ povaupmblbiilibdonn o . « HVLT2
Cognitive +o vl s Autonomic SCOPA
Demographic - - -
Sleep v — TD-PIGD3
Motor R ot Motor| HY
Autonomic -
Neuropsychiatric L AUPDRS
Olfactory | Demographicl Age |W atyear4
_‘4 _'2 (') é "1 SIEEPI REM | atyear 5
SHAP value -1.00 -0.75 -0.50 -0.25 0.0 0.25 0.50 0.75 1.00
(i) at year 5 coeflicients
(a) importance of domains (b) importance of variables

Figure 4. Feature importance analysis of the LASSOLARS model for predicting cognitive deterioration
at year 4 and year 5. (a) Importance of domains: SHAP values are presented, with the domains
ordered from the most to least important in predicting deterioration. (b) Importance of variables:
This graph displays the coefficients of the most significant variables in the LASSOLARS model.
The bars represent the mean of the 10 folds, while the black lines indicate the standard deviation.
A indicates that this is the first-year change, while all the others are baseline values. Variables
are sorted based on their importance in year 4, considering both the domain order established by
the SHAP algorithm and the variable order. Abbreviations: HVLT1 = Hopkins Verbal Learning
Test-Revised immediate/total recall, HVLT2 = Hopkins Verbal Learning Test-Revised discrimination
recognition, TD-PIGD3’ = indeterminate at year 1 in TD-PIGD classification; see the rest in Table 1.

Given the inconsistencies in the variables used for predicting MoCA changes in years
4 and 5, likely due to the intrinsic variability in the test, we trained the LASSOLARS model
to predict the mean MoCA deterioration over years 4 and 5 as a surrogate for mid-term
cognitive decline. As a result, we achieved a 19% improvement in its MAE (see Table 2).
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Table 2. Mean absolute error (MAE) of the three prediction targets using the LASSOLARS algorithm
trained with baseline and first-year change data.

Year 4 Year 5 Mean
MAE 1.55 £+ 0.23 1.56 + 0.19 1.26 £ 0.17

Figure 5 shows the results of this approach. Figure 5a demonstrates that the predictions
are closer to the diagonal compared to Figure 3, where individual year 4 and year 5 scores
were predicted. In Figure 5b, the SHAP diagram confirms the conclusions obtained from
previous steps: the cognitive domain remains the most important, with the MoCA variable
providing the most information, while the olfactory domain is the least informative. Finally,
Figure 5c shows the order of the most relevant variables. Among the cognitive variables, in
addition to the two MoCA variables, the SDMT, HVLT-R immediate/total recall, and LNS
at baseline stand out. These tests assess specific domains of cognition.

Mean graphics
10.0
7.5
AMoCA -
5.0 MoCA
3 MoCA ——
225
3 SDMT —
(=5
e HVLT1 —
=25 LNS B
5.0 Cognitive BJLOT e
SFT -
-1.5
7.5 =50 25 00 25 50 75 100 ABJLOT o
actual
(a) actual and predicted MoCA deterioration HVLT2 —_
Sleep | REM R
Autonomic | SCOPA -
i TD-PIGD3” —
Cognitive Motor
Sleep AUPDRS B
Autonomic -1.00 -0.75 -0.50 -0.25 0.0 0.25 0.50 0.75 1.00
Motor fici
Demographic : coefficients
Neuropsychiatric *~- (c) importance of variables
Olfactory -
4 2 0 2 4
SHAP value

(b) importance of domains

Figure 5. Mid-term cognitive deterioration (mean between year 4 and year 5) predicted with the
LASSOLARS model. Figure (a): the relation between predicted and actual values; Figure (b): the
importance of domain by SHAP value; and Figure (c): the most relevant variables (A indicates
the first-year change and all the others are baseline values). Abbreviations: HVLT1 = Hopkins
Verbal Learning Test-Revised immediate/total recall, HVLT2 = Hopkins Verbal Learning Test-Revised
discrimination recognition, TD-PIGD3’ = indeterminate at year 1 in TD-PIGD classification; see the
rest in Table 1.

To further analyze how the information provided by different variables differs across
years, Figure 6 represents the most relevant variables, ordered by their coefficient, for each
of the prediction targets analyzed. Year 4 appears on the left-hand side, year 5 on the
right-hand side, and the mean in the middle. Lines connect the same variable between year
4 and the mean, and between year 5 and the mean, with different colors corresponding to
different domains. Dashed lines indicate that the corresponding variable is significant in
only two of the three target predictions. According to the figure, the MoCA variables are
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consistently the most important across all prediction targets, with little change between
them. Additionally, when variables are relevant for predicting both years 4 and 5, their
relevance tends to increase when the target is the mean. Conversely, when a variable is
only relevant in two of the three years, its relevance appears to decrease when predicting
the mean target.

Relation between variable importance
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Figure 6. Relation between the LASSOLARS coefficients used for predicting MoCA deterioration
at different time points. The graph is divided into two sections, with the lower section providing a
zoomed-in view. Variables with a A symbol represent changes in the first year, while those without it
represent baseline values. At the bottom of the graph, the mean absolute error (mean = standard devi-
ation) is displayed. Abbreviations: HVLT1 = Hopkins Verbal Learning Test-Revised immediate/total
recall, HVLT2 = Hopkins Verbal Learning Test-Revised discrimination recognition, TD-PIGD3’ = in-
determinate at year 1 in TD-PIGD classification; see the rest in Table 1.

5. Discussion

In this study, we used ML techniques to predict mid-term cognitive outcomes in
early PD patients, using demographic and clinical variables from the early stages of PD as
predictors. We tested several algorithms and selected LASSOLARS, which performed the
best based on the MAE metric.

Predicting cognitive decline is of the utmost importance in PD research. While the di-
agnosis of PD is primarily based on motor symptoms, cognitive impairment is increasingly
recognized as a common and often debilitating non-motor symptom of the disease [2]. In
fact, up to 70% of PD patients will develop cognitive impairment over the course of the
disease [3]. Given that the severity and pattern of cognitive impairment in PD can vary
widely between individuals [4], identifying patients at greater risk of cognitive decline is
crucial for optimizing patient care and patient stratification for clinical trials.

According to our results, the baseline global cognition (baseline MoCA score) and
cognitive decline (MoCA deterioration) after one year were the most determinant factors
for predicting mid-term cognitive scores. This aligns with a previous study that found
baseline MoCA scores to be highly associated with cognitive profiles at 8 years on in the
PPMI cohort [9]. To better understand how different factors collectively influence cognitive
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deterioration, we conducted a deeper analysis of the relative importance of these variables
compared to other clinical variables. Using SHAP values and LASSOLARS coefficients, we
assessed the importance of various predictors.

In addition to the baseline MoCA score and one-year MoCA deterioration, other
cognitive variables were also relevant for the final prediction. However, the models for
year 4 and year 5 did not completely agree on their importance. This inconsistency may be
attributed to two reasons: the similar importance of different domains and the potential
overfitting of the models to noisy variations in the prediction targets. Indeed, obtaining
reliable measurements of cognition for constructing models is challenging due to the
inherent noise present in clinical tests. Averaging cognitive scores from multiple time
points can help mitigate this issue. In our study, we found that averaging the MoCA scores
from years 4 and 5 resulted in lower MAE values than using individual time points. This
approach resolves the inconsistencies found in the models fitted to year 4 and 5, reinforcing
the importance of the predictors selected by both models—the baseline values of SDMT,
HVLT immediate/total recall, LNS, BJLOT, and SFT—and including variables with lower
importance levels that were selected by only one of the models—the baseline values of
HVLT discrimination recognition, SCOPA, and REM and 1-year deterioration of BJLOT
and MDS-UPDRS total.

Several previous studies have attempted to predict cognitive outcomes in PD using
ML algorithms [6,7,11]. However, the prevailing trend in the field is to categorize PD
patients into distinct groups based on their cognitive outcomes, overlooking the continuous
nature of cognitive changes among patients. For instance, Gramotnev et al. (2019) [6]
categorized MoCA score changes into severe and mild-to-moderate cognitive impairment,
while Nguyen et al. (2020) [7] established a cutoff score of 26/27 for MoCA, creating
two categories: normal cognition and mild cognitive impairment (MCI). The use of different
criteria for categorizing MoCA scores makes it challenging to compare results across studies.
Furthermore, the normative data for the MoCA vary with age [16], making it difficult
to establish a universal cutoff value for dichotomizing patients. In contrast, our work
leverages continuous MoCA scores to predict cognitive decline in PD, avoiding the pitfalls
of discretization and allowing for a more nuanced understanding of cognitive changes.

We identified only a single study that predicted cognitive outcomes using MoCA
changes as a continuous variable. In their work, Salmanpour et al. (2019) [11] predicted the
MoCA score at year 4 using non-motor data obtained at baseline and at the first year from
the PPMI database (n = 184 PD). Their best approach used NSGAII [17] for feature subset
selection (selecting six features), combined with LOLIMOT [18] for prediction, achieving a
MAE of 1.68 £ 0.12. When tested on independent data (n = 308 PD), they achieved a MAE
of 1.65. Using the same cohort of patients, we improved their predictions by obtaining
lower MAE:s for the year 4 MoCA change (1.55 £ 0.23) using demographic and clinical
variables. In contrast to their results, the LASSOLARS algorithm provided the best results
in our work. LASSOLARS has advantages over other algorithms, as it automatically adjusts
the number of variables using a regularization method. This feature is particularly useful
when dealing with high-dimensional databases, as it identifies a subset of predictors that
capture the most relevant information while discarding redundant information.

In contrast, models such as DT and RF showed worse performances, likely due
to their sensitivity to the high-dimensional and potentially noisy data. SVM models,
while effective in some scenarios, required extensive hyperparameter tuning and were
more computationally intensive, making them less practical for clinical implementation.
Finally, LR struggled with the high dimensionality of the data and did not incorporate
the regularization needed to handle irrelevant or less important variables, leading to less
accurate predictions.

This study enhances our understanding of cognitive decline in PD by demonstrating
that mid-term cognitive deterioration can be effectively predicted using early short-term
changes in MoCA scores. Our results indicate that incorporating baseline variables from
specific cognitive domains significantly improves predictive performance. By averaging
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MoCA scores over multiple time points, our approach offers robust and scalable predic-
tions, reducing inconsistencies and increasing reliability. These findings suggest that early
cognitive assessments are crucial for predicting cognitive decline, allowing for timely
interventions and better patient management in clinical settings.

To transform these findings into practical clinical applications, several steps must
be taken. First, integrating ML models into clinical workflows requires developing user-
friendly software tools that can be easily adopted by healthcare providers. These tools
should provide clear guidelines on how to input patient data and interpret model pre-
dictions. Training and education programs for clinicians will be essential to ensure they
understand the utility and limitations of these predictive models. Potential challenges in-
clude ensuring the quality and consistency of the input data, as variability in data collection
can affect model accuracy. Standardizing data collection protocols across different clinical
settings will be necessary to mitigate this issue.

One potential limitation of this study is that the results are based on the PPMI cohort
of early-stage PD patients, so caution should be taken when extrapolating the findings to
other populations or later stages of PD. Additionally, the exclusion criteria applied during
the data cleaning process might impact the generalizability of the study results. Another
limitation is that our analyses were based on using clinical data as predictors; incorporating
easily obtainable biological specimens such as blood biomarkers could enhance patient
stratification and improve clinical practice. Lastly, as the patients’ sex did not prove to be a
significant variable, a sex-based analysis was not conducted.

6. Conclusions

This study employed ML techniques to predict mid-term cognitive outcomes in early
PD patients using demographic and clinical variables from the PPMI database. Cognitive
impairment is a prevalent and highly disabling feature of PD, significantly impacting
patients’ quality of life. Certain PD patients are predisposed to experience a more rapid
cognitive decline and earlier onset of dementia. However, accurately predicting the rate of
cognitive deterioration from the early stages of PD remains a clinical challenge that has not
been fully addressed.

The performance of various algorithms was compared, with the LASSOLARS algo-
rithm consistently outperforming others, achieving the lowest MAE for predictions of
year 4 and 5 MoCA scores. The importance of the predictors was assessed using SHAP
values and LASSOLARS coefficients; revealing that the baseline MoCA score and MoCA
deterioration at one-year intervals had the highest coefficients, indicating their significant
contributions to mid-term MoCA score predictions. A LASSOLARS model trained to pre-
dict the mean MoCA deterioration at year 4 and year 5 demonstrated a 19% improvement
in MAE, highlighting its robustness.

In conclusion, our study demonstrates that using a limited number of objective and
easily obtainable predictor variables can lead to the accurate prediction of cognitive out-
comes in early-stage PD patients, providing a promising avenue for the development of
ML models for clinical use. However, this study has some limitations: it is based on the
PPMI cohort of early-stage PD patients, so caution is needed when generalizing to other
populations or later stages of PD. This analysis relied on clinical data as its predictors, but in-
corporating biological specimens like blood biomarkers could enhance patient stratification.
Additionally, a sex-based analysis was not conducted as sex was not a significant variable.
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Appendix A. Test and Questionnaires

This section describes the tests and questionnaires used in the study. These are the
following:

¢  The University of Pennsylvania Smell Identification Test (UPSIT) is a standardized
test used to evaluate a person’s sense of smell. It consists of 40 microencapsulated
odorants embedded in a “scratch and sniff” booklet. The subject must identify each
odorant from a list of four possible choices.

* The Movement Disorder Society-Unified Parkinson’s Disease Rating Scale (MDS-
UPDRS) is a clinical tool used to assess the motor and non-motor symptoms of PD. It
consists of four parts: Part I evaluates non-motor experiences of daily living, Part II
assesses motor experiences of daily living, Part IIl is a motor examination, and Part IV
evaluates motor complications related to treatment.

¢  The Hoehn and Yahr (HY) scale is a system commonly used to describe the progression
of PD based on the severity of symptoms. It classifies the disease into five stages,
ranging from Stage 1 (unilateral involvement only) to Stage 5 (wheelchair-bound or
bedridden unless aided).

¢  The Rapid Eye Movement Sleep Behavior Disorder Screening Questionnaire (RBDSQ)
is used to assess the presence and severity of the Rapid Eye Movement (REM) sleep
behavior disorder (RBD), a condition characterized by the absence of normal muscle
paralysis during REM sleep, leading to movements and behaviors during sleep that
can be harmful. The RBDSQ consists of 10 questions related to RBD symptoms and
behaviors, with a score calculated based on the responses.

¢ The Epworth Sleepiness Scale (ESS) is a questionnaire used to assess a person’s
likelihood of falling asleep during various daily activities. The individual rates their
likelihood of falling asleep in eight different situations on a scale of 0-3.

e The Scale for Outcomes in Parkinson’s Disease - Autonomic (SCOPA-AUT) is a clin-
ical assessment tool used to evaluate the severity of autonomic dysfunction in PD
patients. It consists of 25 items assessing symptoms related to autonomic function,
including cardiovascular, gastrointestinal, genitourinary, thermoregulatory, and pupil-
lomotor functions.

e The Hopkins Verbal Learning Test-Revised (HVLT-R) is a neuropsychological test
used to assess verbal memory and learning abilities. It involves the presentation of
12 words over three learning trials, followed by a delayed recall trial after 20-30 min
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and a recognition trial where the patient identifies the previously presented words
from a list that includes distractors.

*  The Benton Judgement of Line Orientation Test (BJLOT) is a neuropsychological assess-
ment that measures an individual’s ability to perceive and reproduce the orientation
of lines in space. The test consists of 30 black-and-white illustrations of line pairs, with
the individual asked to match the angles to one of several response options.

*  The Semantic Fluency Test (SFT) is a neuropsychological test that assesses a person’s
ability to produce words belonging to a specific category, such as animals or fruits.

*  Letter Number Sequencing (LNS) is a cognitive assessment test that evaluates an
individual’s working memory and attention. The examiner reads a series of alternating
letters and numbers aloud, and the individual is then asked to repeat them back in
numerical and alphabetical order.

¢ The Symbol Digit Modalities Test (SDMT) is a neuropsychological test that assesses
cognitive processing speed and attention. The subject is given a key that pairs specific
numbers with corresponding abstract symbols. They are then presented with a series
of symbols and asked to match each symbol to its corresponding number as quickly
and accurately as possible within a fixed time frame.

¢ The State-Trait Anxiety Inventory (STAI) is a psychological assessment tool used
to measure anxiety in individuals. The inventory consists of two sets of 20 items
each, measuring two different aspects of anxiety: State Anxiety, which refers to an
individual’s current feelings of anxiety, and Trait Anxiety, which refers to their general
tendency to be anxious across different situations.

*  The Geriatric Depression Scale (GDS) is a screening tool used to identify depression in
older adults. It consists of 30 yes/no questions that evaluate the presence and severity
of depressive symptoms, such as feelings of sadness or worthlessness, a loss of interest
in activities, and changes in appetite and sleep patterns.

*  The Questionnaire for Impulsive-Compulsive Disorders (QUIP) is a self-administered
questionnaire that assesses the presence and severity of symptoms related to impulse
control disorders and compulsive behaviors in individuals with PD. The QUIP consists
of 19 questions that evaluate the presence of four types of behaviors: pathological
gambling, hypersexuality, compulsive buying, and binge eating.

Appendix B. Hyperparameters

Optimizing hyperparameters is crucial for enhancing the performance of ML models.
In this study, we used the hyperopt algorithm [19], which is designed for efficient optimiza-
tion in high-dimensional parameter spaces, to fine-tune the parameters of our models. This
process was carried out using the same stratified 10-fold cross-validation approach solely
on the training data of the outer-CV, ensuring the robustness and generalizability of our
predictive models. Hyperopt facilitates a systematic exploration of the parameter space,
replacing traditional, often subjective, manual tuning with a rigorous, reproducible method.
By automating the selection of the best parameters, we aimed to achieve optimal model
performance and ensure consistency in our results across all algorithmic implementations.

The fmin function from the hyperopt library played a crucial role in managing the
optimization process, leveraging the Tree-structured Parzen Estimator (TPE) method—a
Bayesian optimization technique well suited to high-dimensional spaces [20]. We defined
our loss function as the average MAE, and hyperopt marked the evaluations with STA-
TUS_OK to confirm successful trial completions. Our decision tree model’s hyperparame-
ters were tuned over 500 trials to find the optimal settings, ensuring a thorough exploration
of the hyperparameter space defined by dt_space. The trials’ object in the optimization
process acts as a comprehensive log, recording the outcomes of each evaluation, including the
details of the hyperparameters tested and their corresponding performance metrics.

To enhance the robustness of our approach, we optimized the hyperparameters within
each training subset of the outer loop of our cross-validation process. This methodology
incorporates two layers of cross-validation: an outer loop to evaluate the model’s perfor-
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mance and an inner loop to optimize the hyperparameters within each training subset of
the outer loop. Such a methodical setup reinforces the integrity of our model evaluation,
creating more reliable and generalizable results.

For our study, we used the Stratified KFold function from the sklearn library, setting
it to create 10 stratified folds. These samples were arranged in ascending order by their
identification number and were not shuffled. Given the continuous nature of our outcome
variable, we employed the cut function from the pandas library to categorize this variable
into 10 bins of equal width. This categorization was solely for the purpose of creating
stratified folds and was not used in the actual training of our models. This stratification
process was consistently applied in both the outer and inner loops of our cross-validation
to maintain uniformity and integrity in our model evaluation approach.

The LinearRegression function did not require hyperparameter optimization to achieve
an optimal performance. Although LinearRegression includes additional hyperparameters,
such as fit_intercept, to determine whether an intercept should be calculated, these were
not relevant to our specific analysis objectives.

In the LassoLarsCV function, we specified only the cross-validation split through the
cv hyperparameter, which was the same setting used for tuning all other algorithms. All
other hyperparameters were left at their default values, as this algorithm incorporates its
own internal optimization mechanism for estimating regularization parameter alpha.

For the DecisionTreeRegressor function, the following hyperparameters were tuned:

*  The function used to evaluate the quality of a split is referred to as the criterion. Its
supported criteria include squared_error, which calculates the mean squared error
equivalent to the variance reduction and minimizes the L2 loss by using the mean of
each terminal node. Another criterion is friedman_mse, which computes the mean
squared error while incorporating Friedman’s improvement score for evaluating po-
tential splits. Lastly, absolute_error determines the mean absolute error and minimizes
the L1 loss by using the median of each terminal node.

¢ The maximum depth of the tree (max_depth) specifies how deep the tree can grow. If
set to None, the tree will continue to expand until all leaves are pure or until each leaf
has fewer than the specified min_samples_split samples (see below). Alternately, the
tree depth can be explicitly set to values such as 2, 4, 6, 8, or 10.

e The Max_features hyperparameter determines the number of features to evaluate
when identifying the optimal split. If set to None, all features are considered. If set to
sqrt, then max_features is the square root of the total number of features.

¢  The Min_samples_leaf hyperparameter specifies the minimum number of samples
that must be present in a leaf node. The possible values were 1, 2, or 4.

¢  The Min_samples_split hyperparameter defines the minimum number of samples
necessary to divide an internal node. The options for this setting were 2, 5, or 10.

The hyperparameters adjusted for the RandomForestRegressor included the number
of trees in the forest (n_estimators) as well as those previously specified for the Decision-
TreeRegressor. The available options for n_estimators were 100, 200, or 500.

The hyperparameters tuned for the SVR algorithm included:

*  The kernel type, which transforms the input data into higher-dimensional spaces. The
polynomial kernel, denoted as poly, raises the input features to a specified degree,
allowing the SVM to learn complex, non-linear decision boundaries. The Radial Basis
Function (RBF) kernel, or rbf, measures the distance between samples in a Gaussian-
distributed space, effectively managing non-linear separations even when the data
have no clear boundaries. Lastly, the sigmoid kernel mimics the behavior of a neural
network’s activation function, transforming the feature space according to a logistic
function.

*  The kernel coefficient, known as gamma, which has possible values of 1, 0.1, 0.01,
and 0.001

*  The regularization parameter, referred to as C, with choices of 0.1, 1, 10, and 100.
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Appendix C. SHAP

SHAP (SHapley Additive exPlanations) [21] explains machine learning model out-
puts by assessing each feature’s impact on the model’s prediction. It measures how the
presence or absence of a feature affects the prediction, providing a nuanced view of fea-
ture importance that includes interactions between features and their distributions across
the data.

Developed from a game-theoretic perspective, SHAP is grounded in the principles of
Shapley values, a classic method from cooperative game theory used to fairly distribute
the payout among players based on their contribution to the whole game. In the context of
machine learning, SHAP values assign each feature an “importance” value for a particular
prediction, reflecting the contribution of each feature to the prediction relative to a baseline
prediction made in the absence of those features.

A positive SHAP value indicates that the variable has a positive influence on the
final value, meaning that the MoCA deterioration will be greater. Conversely, a negative
SHAP value indicates that the patient will improve their MoCA test value compared to
their baseline.
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