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Aim: This systematic review aimed to evaluate the comparative efficacy, safety and cost-effectiveness
of safinamide (50/100 mg) versus rasagiline (1 mg) in managing Parkinson’s disease (PD). Materials &
methods: Randomized clinical trials were identified through systematic searches of PubMed, Embase
and Cochrane databases (last searched September 2023). Eligibility criteria included studies assessing
Unified Parkinson’s Disease Rating Scale (UPDRS) scores, On/Off time and adverse events. Risk of bias
was evaluated using funnel plots, and data synthesis employed odds ratios, number needed to treat
(NNT) and incremental cost-effectiveness ratios, calculated using the current costs of safinamide and
rasagiline in Spain. Results: Thirteen trials (n = 4157 participants) were included. Safinamide demonstrated
greater efficacy (NNT-UPDRS: 6 vs 8) and safety (number needed to harm-serious adverse events: 135
vs 83) compared with rasagiline. The benefit-risk balance of safinamide was superior, as evidenced by
higher likelihood of being helped over harmed ratios. Cost-effectiveness analysis revealed lower costs
per NNT for On/Off time with safinamide. While rasagiline treated more patients within a fixed budget,
safinamide achieved better responder-to-nonresponder ratios. Conclusion: Safinamide showed superior
efficacy, safety and cost-efficiency compared with rasagiline, supporting its use as a preferred adjunct
therapy for PD. Limitations include reliance on clinical trial data and Spanish cost models. Future research
incorporating real-world evidence is warranted.

Plain language summary
What is this article about? Parkinson’s disease (PD) is a condition that affects the brain and causes
movement problems such as stiffness, shaking and difficulty with balance. As PD gets worse over time,
people with the condition may also experience memory and thinking problems. To help manage these
symptoms, doctors often use medicines that improve movement and reduce complications. Two such
medicines are safinamide and rasagiline, which are used alongside another common treatment called
levodopa.

This study compared safinamide and rasagiline to find out which one works better, is safer and is more
cost-effective for treating people with PD. Researchers looked at results from 13 studies involving over
4000 people. They measured how well each medicine improved symptoms, how often they caused side
effects and how much they cost.
What were the results? The results showed that safinamide worked slightly better than rasagiline in
improving symptoms and had fewer serious side effects. Safinamide also helped reduce the amount
of time people spent in ‘Off’ periods (times when their usual medicine stops working well). Although
rasagiline could treat more people for the same budget, safinamide was more effective in helping people
improve their symptoms.
What do the results mean? This study helps healthcare providers decide which medicine might be the
best option for people with PD, considering both the benefits and the costs. However, the findings are
based on clinical trial data and future research is needed to confirm these results in real-world settings.
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Parkinson’s disease (PD) is a chronic and progressive neurodegenerative disorder that is clinically manifested by
symptoms such as bradykinesia, tremor, rigidity and postural instability [1]. Additionally, a considerable proportion
of individuals with PD eventually develop dementia, further complicating the management of the disease and
exacerbating its impact on health systems and caregivers [1].

Although PD predominantly affects older adults, it is not exclusive to this age group as younger individuals may
also develop the condition [2]. Epidemiological data indicate a higher prevalence of PD among males compared
with females [2]. The etiology of PD remains elusive; however, genetic predispositions, and environmental factors,
have been implicated in increasing the risk of developing PD [3].

Global statistics from 2019 report that more than 8.5 million individuals are living with PD [4]. Projections
indicate a significant escalation in the burden of PD over the coming decades [5]. The burgeoning prevalence of PD
imposes considerable challenges on societal structures, individual lives and healthcare systems [6].

Despite the growing impact of PD, health and welfare systems in many nations remain underprepared to handle
the complications associated with an aging population [7]. Thus, there is a pressing need for effective management
strategies and the development of innovative treatments to mitigate the progression of PD and alleviate its societal
and economic burdens [7].

Since the introduction of levodopa, it has remained the cornerstone of PD treatment due to its effectiveness,
tolerability and cost-effectiveness [8]. However, chronic use of levodopa often leads to motor complications as the
disease progresses [8]. In response, adjunct therapy with monoamine oxidase B (MAO-B) inhibitors like safinamide
and rasagiline, has become a validated strategy to mitigate these side effects after being approved by the EMA [9–11].
Numerous studies have affirmed the efficacy and safety of these MAO-B inhibitors when used in conjunction with
levodopa [9].

In the current economically strained healthcare environment, assessing both the efficacy and the economic
efficiency of new therapies is imperative [12]. Therefore, there is a critical need for studies that evaluate both the
efficacy and safety of treatments in conjunction with their associated costs.

This study aims to assess the cost-effectiveness of the MAO-B inhibitor safinamide (50/100 mg) compared with
rasagiline (1 mg) from an evidence-based medicine perspective. This evaluation will help determine which therapy
offers the best value in health in managing PD within the constraints of current healthcare budgets.

Materials & methods
The present study adheres to established guidelines and has been structured in accordance with the Preferred
Reporting Items for Systematic Reviews and Meta-Analyses statement [13].

Literature search
We conducted searches of the PubMed, Embase and Cochrane Review databases up to September 2023. The
search strategy used was: ((Parkinson disease[Title/Abstract]) AND (safinamide[Title/Abstract])) and ((Parkinson
disease[Title/Abstract]) AND (rasagiline[Title/Abstract])).

Study selection
Titles and abstracts of all retrieved citations were independently screened by two reviewers to identify potentially
relevant publications, extract the data and evaluate the bias risk.

Inclusion criteria were randomized controlled trials (RCTs), participants diagnosed with PD, comparison of
safinamide and/or rasagiline with placebo, availability of quantitative outcomes including Unified Parkinson’s
Disease Rating Scale (UPDRS), On/Off time or adverse events.

Exclusion criteria included nonhuman studies, reviews or meta-analyses, studies without extractable efficacy or
safety data, duplicates or secondary analyses of previously published pivotal trials.

Data extraction
Data elements extracted from the studies included the size of the control group and intervention group, ‘Off time’,
‘On time’, change in the UPDRS score, number of patients achieving a change in UPDRS score of at least 30%
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above baseline (responder patients), number of patients with serious adverse events (SAE; a drug-related adverse
event was defined as any unexpected or detrimental event in the participant related to the drug) and number of
patients withdrawing the drug due to adverse events.

The minimum time horizon has been 24 weeks of treatment.
All calculations were weighted according to the size of the control group and intervention group.

Costs used in the pharmacoeconomic analysis
For the analysis, only the direct costs associated with the current medication at the ex-factory price in Spain were
considered, and all costs are presented in Euros (€), as detailed in Supplementary Table 1.

Assessment of risk of bias in selected studies
Publication bias was evaluated using funnel plots. Subgroup analyses with direct comparisons for prespecified
variables were also conducted. Additionally, sensitivity analyses were performed to assess the robustness of the
results by repeating the analyses using a Bayesian hierarchical model and both a fixed-effect model and a random-
effects model.

Data analysis & statistical methods
In this study, we employed several statistical metrics to assess the therapeutic efficacy and safety of the treatments
under investigation, including the number needed to treat (NNT), number needed to harm (NNH), and the
likelihood of being helped or harmed (LHH). Net efficacy adjusted for risk (NEAR) a simple quantitative indicator
of risk: benefit developed by Boada JN et al. [14], was also used. For the combined analysis of quantitative data
(number of hours in On time/Off time and UPDRS scale score), the difference-in-differences (Diff and Diff )
analysis methodology was used.

In this study, a comprehensive pharmacoeconomic evaluation was conducted to determine the economic viability
and potential healthcare impact of the investigated therapies. The pharmacoeconomic metrics used included cost-
effectiveness analysis (CEA), incremental cost-effectiveness ratio (ICER) and a budget impact analysis using a fixed
pharmacy budget of €100,000 per year.

All the formulas used are detailed in Supplementary Figure 1 [15].

Statistical analysis
Calculations were performed for the probabilities of improvement on the odds ratios (OR) with a 95% CI were
calculated for dichotomous outcomes, and mean differences with a 95% CI were calculated for continuous
outcomes. For dichotomous outcomes, absolute effects were also calculated based on the pooled ORs and the initial
risk (the average incidence rate in the placebo group).

UPDRS, SAE and withdrawals analyses were conducted using IBM SPSS version 26 (IBM; Armonk, NY,
USA). Data comparison from the various studies analyzed were processed with Meta-Essentials (Erasmus Research
Institute of Management) [16], and a calculator for meta-analysis developed by J Primo, recommended by the
GENESIS group of the SEFH, for obtaining data corresponding to the OR/risk ratio for two subgroups (e.g., drug
vs placebo) [17].

Heterogeneity among trials within each comparison was assessed using the I2 statistic.

Results
Included studies
Figure 1 illustrates the flowchart of the search strategy employed in this study.

The search yielded 45 citations that included studies in English or Spanish that compared study drugs with
placebo (controlled clinical trial or controlled study or meta-analysis or RCT or systematic review), analyzed the
required variables and were free text.

After removing articles that did not meet the inclusion/exclusion criteria, 13 phase III RCTs, documented across
13 publications [18–30], were selected for analysis.

Treatment versus placebo
Treatment (combined data of safinamide and rasagiline) versus placebo analysis results are summarized in Table 1.
The UPDRS analysis, incorporating data from 13 studies with 3713 patients, revealed a statistically significant
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Figure 1. Flow diagram of identification of studies.

Table 1. Combined safinamide and rasagiline treatment versus placebo.
Studies Patients Odds ratio (IC 95%) p-value Q p-value I2 (%)

UPDRS 13 3713 2.02 (1.65–2.47) 0.00000 22.19 0.036 46

SAEs 12 4061 1.06 (0.76–1.49) 0.89738 11.10 0.43 22

Withdrawals 15 4157 0.96 (0.95–0.96) 0.70417 7.90 0.89 0

SAE: Serious adverse event; UPDRS: Unified Parkinson’s Disease Rating Scale.

(p < 0.0001) OR of 1.97 (95% CI: 1.75–2.22) when compared with placebo. Heterogeneity was moderate,
indicated by an I2 of 46%, despite a Q of 22.19. For SAEs, the integration of data from 12 studies including 4061
patients demonstrated an OR of 1.06 (95% CI: 0.76–1.49), which was not statistically different from placebo. The
heterogeneity for this metric was low, with an I2 of 22% and a Q of 11.10 (p = 0.43). In the case of withdrawals,
pooling results from 15 studies with 4157 patients showed an OR of 0.96 (95% CI: 0.95–0.96), indicating no
significant difference from comparators. This outcome displayed minimal heterogeneity, with an I2 of 0% and a Q
of 7.94 (p = 0.89), suggesting a consistent effect across studies.
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Table 2. Efficacy and safety of safinamide and rasagiline.
Treatment Studies Parameter n Odds ratio (IC 95%) NNT or NNH

Rasagiline 8 UPDRS 1742 1.91 (1.46–2.50) 8

Safinamide 5 1971 2.17 (1.23–3.84) 6

Rasagiline 12 SAEs 1769 1.20 (0.83–1.74) 83

Safinamide 6 2292 0.88 (0.53–1.47) 135

Rasagiline 12 Withdrawals 1865 0.96 (0.77–1.21) 214

Safinamide 6 2292 0.96 (0.66–1.39) 460

NNH: Number needed to harm; NNT: Number needed to treat; SAE: Serious adverse event; UPDRS: Unified Parkinson’s Disease Rating Scale.

Good outcome Bad outcomeBetter with treatment

Placebo

Placebo Safinamide

Rasagiline

Figure 2. Cates plot of Unified Parkinson’s Disease Rating Scale of safinamide and rasagiline.

Efficacy & safety of safinamide & rasagiline versus placebo
Number needed to treat

The study examined the effect of two treatments, rasagiline and safinamide, on the UPDRS (Table 2 and Figure 2).
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For rasagiline, data from eight studies involving 1742 patients showed an NNT-UPDRS of 8 with an OR of
1.91 (95% CI: 1.46–2.50). Safinamide was evaluated across five studies including 1971 patients, indicating an
NNT-UPDRS of 6 with an OR of 2.17 (95% CI: 1.23–3.84), suggesting a higher efficacy.

Number needed to harm

NNH analysis of rasagiline and safinamide is presented in Table 2. SAE data for rasagiline was extracted from
12 studies including 1769 patients, and indicated an OR of 1.20 (95% CI: 0.83–1.74) with a NNH-SAE of 83.
Safinamide was assessed in six studies with 2292 patients, showing an OR of 0.88 (95% CI: 0.53–1.47). The
NNH-SAE for safinamide was determined to be 135, suggesting an even lower risk of causing harm compared with
rasagiline. No statistically significant increase in withdrawal rates compared with the control were found in both
cases.

Regarding the analysis of withdrawals, rasagiline was assessed across 12 studies involving 1865 patients. The
OR for withdrawals was 0.96 (95% CI: 0.80–1.16). The NNH for treatment withdrawals was calculated to be
214, indicating that one additional patient would discontinue treatment for every 214 patients treated compared
to the control. Safinamide was examined in six studies with a larger sample size of 2292 patients. The OR of
0.96 (95% CI: 0.66–1.39) also indicates no significant difference in withdrawal rates compared with the control,
similar to rasagiline. However, the NNH- withdrawals for safinamide is substantially higher at 460, implying that
withdrawals are even less frequent compared with rasagiline.

Likelihood of being helped over harmed

Results of LHH are presented in Supplementary Table 2. Higher LHH ratios for safinamide were found in both
LHH-SAEs and LHH withdrawals when compared with rasagiline. The data suggests that safinamide offers a more
favorable balance between effectiveness and safety.

NNT of drugs adjusted for risk of an adverse event

The NNT-NEAR results are systematically presented in Supplementary Table 3. For both SAEs and withdrawals,
safinamide demonstrated a superior efficacy ratio when compared with rasagiline, adjusted for the risk of adverse
events. The results brought by this efficacy ratio underscore the favorable balance between therapeutic benefits and
safety risks associated with safinamide.

Diff & diff analysis

Results of the NNT diff and diff analysis are presented in Supplementary Table 4. Lower NNT values for safinamide
were found across all efficacy parameters, including Off time, On time and UPDRS, when compared with rasagiline.
The data suggests that safinamide is more effective in reducing Off time, increasing On time and improving UPDRS
scores.

Pharmacoeconomy
Results from a comprehensive cost-effectiveness analysis are presented in Figure 3 and Supplementary Table 5.
As can be inferred from the results, the differences between the two drugs are minimal in several parameters
(NNT; NNT-NEAR-SAE; NNT-NEAR-Withdrawals; and NNT-UPDRS). However, safinamide showed to be
more efficient when compared with rasagiline in the variables ‘NNT-On time’ and ‘NNT-Off time’.

Results from the ICER are summarized in Figure 4 and Supplementary Table 6. The cost of achieving greater
efficacy with safinamide ranged from €1409.27 (NNT-Time Off ) to €8171.36 (NNT-UPDRS).

Finally, the outcomes of a budget analysis conducted with a fixed pharmacy budget of €100,000/year are
presented in Table 3. The OR figures indicate the number of times the responder/nonresponder ratio is better for
safinamide versus rasagiline. As can be seen from the results presented, safinamide was superior to rasagiline in all
cases.

Discussion
To our knowledge, this is the first study that compares the efficacy, safety and costs of safinamide versus rasagiline for
the treatment of PD, as no other meta-analyses or systematic reviews have been published on this subject. Taking
into account the considered parameters, the analysis revealed that safinamide consistently surpassed rasagiline
across efficacy and safety metrics, including NNT, NNH and the LHH. Moreover, when evaluating the combined
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Figure 3. Cost-effectiveness comparison (per year).
ICER: Incremental cost-effectiveness ratio; NEAR: Net efficacy adjusted for risk; NNT: Number needed to treat; SAE:
Serious adverse event; UPDRS: Unified Parkinson’s Disease Rating Scale.

measures of efficacy and safety (NNT-NEAR), safinamide also demonstrated superior performance. In terms
of cost-efficacy, safinamide outperformed rasagiline with respect to both NNT and NNT-NEAR. Additionally,
safinamide presented lower costs per NNT for both On time and Off time. Although rasagiline could potentially
treat a larger number of patients within a predefined pharmacy budget, safinamide showcased a more favorable
responder to nonresponder ratio in all evaluated scenarios, emphasizing its superior efficacy and cost-efficiency.
This comprehensive analysis underscores safinamide as a potentially more advantageous choice for the management
of PD, considering both clinical outcomes and economic feasibility.

Given the financial strain on many healthcare systems, there is a critical need for treatment decisions that
consider not only efficacy and safety but also economic impact [31]. Comprehensive evaluations can support
clinicians, pharmacists and health managers in selecting cost-effective options. This is especially vital in PD, where
increasing prevalence and treatment costs heighten the need for strategic, evidence-based therapy choices [32,33].

Previous studies have explored the efficacy, safety and cost-effectiveness of MAO-B inhibitors for PD, though
with differing methodologies. In contrast, our study applies a comprehensive framework using NNT, NNH,
LHH and NEAR to evaluate clinical outcomes, alongside a robust pharmacoeconomic analysis incorporating
CEA, ICER and budget impact. These metrics – particularly NNT and NNH – help balance benefit and risk,
and are widely recognized, including by the Spanish Society of Hospital Pharmacy [34–37]. Favorable profile of
safinamide is supported by its dual mechanism of action – enhancing dopaminergic transmission and modulating
glutamate – along with its reversibility, selectivity and superior bioavailability, distinguishing it among MAO-B
inhibitors [38,39].

In healthcare management, the efficacy and safety of a drug, while crucial, are insufficient in isolation and must be
complemented by favorable pharmacoeconomics [40]. Consequently, we have incorporated several analyses including
CEA, ICER and assessments of the number of patients treatable within a fixed pharmacy budget of €100,000/year.
CEA is fundamental as it evaluates the economic value of a drug by comparing the costs incurred to achieve specified
health outcomes, thereby aiding decisions on drug coverage and patient access [41]. ICER plays a pivotal role in
this context by providing a ratio that juxtaposes the additional cost of a drug against its health benefits relative
to alternatives [42]. At last, assessing how many patients can be treated within a predetermined budget provides
a tangible measure of the financial implications of drug selection. Our findings indicate that safinamide is more
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Figure 4. Incremental cost-effectiveness ratio.
ICER: Incremental cost-effectiveness ratio; NEAR: Net efficacy adjusted for risk; NNT: Number needed to treat; SAE:
Serious adverse event; UPDRS: Unified Parkinson’s Disease Rating Scale.

Table 3. Number of patients treated with a fixed pharmacy budget (€100,000/year).
Treatment Treated R NR Ratio R/NR OR

NNT-UPDRS Rasagiline 140 17 124 0.14
1.40

Safinamide 109 17 91 0.19

NNT-NEAR-SAE Rasagiline 140 21.07 119.42 0.18
1.24

Safinamide 109 20 89 0.22

NNT-NEAR-WITHDRAWALS Rasagiline 140 20 120 0.17
1.21

Safinamide 109 18 90 0.20

NNT-TIME Off Rasagiline 140 6 134 0.05
4.98

Safinamide 109 21 88 0.23

NNT-TIME ON Rasagiline 140 9 132 0.06
1.54

Safinamide 109 10 99 0.10

NNT-UPDRS Rasagiline 140 14.05 126.45 0.11
1.37

Safinamide 109 14 94 0.15

Ex-factory price costs used: rasagiline; €711.75/year; safinamide: €920.77/year.
NR: Nonresponder; NEAR: Net efficacy adjusted for risk; NNT: Number needed to treat; R: Responder ; SAE: Serious adverse event; UPDRS: Unified Parkinson’s
Disease Rating Scale.

cost-effective, particularly evident in the ‘Off time’ and ‘On time’ metrics, where it demonstrates lower NNTs and
costs per NNT compared with rasagiline. Furthermore, safinamide tends to yield a more favorable response ratio
under fixed budget constraints in critical treatment areas. Although the cost per NNT may be marginally higher in
some instances, the overall advantages in terms of treatment outcomes and enhanced capability to manage severe
symptoms could justify the additional expenditure. In this regard, it is also important to consider broader economic
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impacts and health service metrics when analyzing the cost and effectiveness of any drug. The quality-adjusted
life year (QALY) has served as the benchmark metric in these analyses worldwide for more than three decades,
offering a standardized measure to assess how various medical interventions extend and improve the quality of
patient life [43]. Within the framework of the Spanish National Health Service, a comprehensive study utilizing
data from 17 regional health services established that the average cost per QALY ranges between €22,000 and
€25,000 [44,45]. In the present study, QALY was not calculated because current controversies regarding QALYs
impede their application in clinical decision-making [46]. For this reason, NNT, a standard clinical decision-making
metric, was used [47]. The data collected showed that the incremental cost of treating with safinamide over rasagiline
ranges from €1409.27 to €8171.36 in the efficacy parameters studied. Therefore, all the metrics studied indicated
that the cost of improving the efficacy of the treatment in a patient by changing from rasagiline to safinamide is at
least two-times lower than the established QALY threshold in Spain. This data should be taken into consideration
when underscoring the economic viability of opting for safinamide, given its higher cost-effectiveness.

Concerning the economic analysis, it is also to be highlighted that this study focused solely on the monetary
value of each treatment, yet the full economic impact of PD encompasses a broader array of costs directly affecting
patients, their families and caretakers. A recent multinational, real-world, cost-of-illness study reported that only 9–
32% of the total expenditures related to PD management in European countries correspond to drug treatments [33].
In contrast, these costs reach up to 62% and 68% in Japan and the US, respectively [33]. Therefore, it is important
to note that other costs should also be considered in the comprehensive picture of PD management. While the
literature lacks comprehensive analyses of the impact of safinamide and rasagiline on the overall costs of managing
PD patients, other general cost studies can be interpreted to hypothesize the potential economic costs. Research
indicates that PD patients who are better controlled, as measured by the UPDRS and ‘Off time’, incur lower care
costs [48,49]. These observation supports the hypothesis that more effective disease management could also reduce
the indirect costs associated with PD. Because safinamide resulted in a treatment that induce a lower UPDRS
and lower Off time over rasagiline it is possible to speculate that safinamide also provides a lower indirect cost in
the management of PD patients. In this context, the direct economic advantages observed with safinamide over
rasagiline in this study might represent only a fraction of the total economic benefits that safinamide treatment
could offer. Future research is needed to explore this hypothesis.

The results of the present study should be interpreted taking into account several limitations. The compara-
tive analysis of safinamide versus rasagiline was performed using a modeling methodology rather than a direct
comparison, which could impact the applicability of the findings. Regarding the cost estimation, as mentioned,
it is important to note that the present study only considered medication costs, which can significantly influence
the total cost-effectiveness assessment. Moreover, the costs used reflect the current prices established in Spain, a
condition that may differ from other countries or that may vary substantially in the future. Finally, the dataset is
exclusively derived from clinical trials; therefore, for a comprehensive evaluation of these medications in routine
practice settings, the incorporation of real-world data is essential. It is also important to note that while all trials
included in this review evaluated safinamide or rasagiline as adjunctive treatments to levodopa, there may have
been variations in the background therapies, baseline UPDRS scores, age and disease duration among the enrolled
patients. These differences may introduce heterogeneity that could influence efficacy and safety outcomes. As
individual patient-level data were not available for our analysis, we could not perform adjustments for baseline
comparability. This limitation should be considered when interpreting the results, as it represents a potential source
of indirect comparison bias. Future studies aiming to perform a similar comparison in this condition would benefit
from addressing these limitations to better inform clinical and economic decision making. Despite these limitations,
we consider this study to be both unique and significant. To the best of our knowledge, this is the first report on
the comparative cost-effectiveness of safinamide and rasagiline in the treatment of PD.

Conclusion
In conclusion, notwithstanding its intrinsic limitations, the indirect comparative analysis performed in this study
suggests that safinamide exhibits enhanced efficacy and safety profiles, both individually and when considering the
combination of the selected variables, compared with rasagiline. From a cost-effectiveness perspective, safinamide
outperformed rasagiline in terms of the NNT and the NNT-NEAR. In this sense, it is to note that although rasagiline
allows for a higher number of patients to be treated within a fixed pharmacy budget, the responder/nonresponder
ratio for safinamide was superior across all comparisons. In a landscape where healthcare systems are experiencing
financial strain, the significance of these findings in informing clinical practice, pharmaceutical management and
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healthcare policy cannot be overstated. Substantiating these observations will require future research complemented
by real-world data, which promises to provide valuable and robust insights for clinicians, hospital pharmacists and
health administrators.

Summary points

• Parkinson’s Disease (PD) overview: PD is a chronic, progressive neurodegenerative disorder characterized by
symptoms like bradykinesia, tremor, rigidity and postural instability. It also leads to dementia in many patients,
increasing the burden on healthcare systems and caregivers.

• Treatment challenges: Levodopa remains the primary treatment for PD, but long-term use leads to motor
complications. Adjunct therapies like MAO-B inhibitors (e.g., safinamide and rasagiline) are efficacious and safe
and help mitigate these side effects.

• Need of the study: In the current economically strained healthcare environment, assessing the efficacy and
cost-effectiveness of new therapies is imperative. There is a critical need for studies that evaluate
treatments’ efficacy, safety and associated costs.

• Study objective: This study evaluates the cost-effectiveness of the MAO-B inhibitors safinamide versus rasagiline
in managing PD, focusing on efficacy, safety and economic impact within healthcare budget constraints.

• Methodology: The study followed Preferred Reporting Items for Systematic Reviews and Meta-Analyses
guidelines, analyzing data from 13 randomized controlled trials to compare the efficacy, safety and
pharmacoeconomic metrics of safinamide and rasagiline.

• Key findings: Safinamide demonstrated superior efficacy and safety over rasagiline, with lower number needed
to treat and higher likelihood of being helped over harmed ratios and better Unified Parkinson’s Disease Rating
Scale scores. It also showed better cost-effectiveness in reducing ‘Off time’ and improving ‘On time’ in PD
patients. Moreover, safinamide showed a more favorable benefit-risk balance and lower likelihood of treatment
withdrawals.

• Pharmacoeconomic analysis: Safinamide was more cost-effective than rasagiline, with lower incremental costs for
achieving clinical benefits. However, rasagiline could treat more patients within a fixed pharmacy budget, though
safinamide had a better responder-to-nonresponder ratio.

• Clinical relevance: The study highlights the need for data-driven treatment decisions in financially strained
healthcare systems, prioritizing therapies that balance efficacy, safety and economic feasibility.

• Limitations: The study relied on indirect comparisons and clinical trial data, excluding real-world evidence. Cost
analyses were based on Spanish medication prices, which may not reflect global variations.

• Conclusion: Safinamide offers a more favorable balance of efficacy, safety and cost-effectiveness compared with
rasagiline, making it a potentially superior choice for PD management. Further research with real-world data is
needed to validate these findings.
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