Multiple choice questions: Single choice

According to the 'proteinopathy vs proteinopenia' debate in Parkinson's disease, what is the central therapeutic dilemma regarding α-synuclein?
A.Whether to enhance its clearance via autophagy or the proteasome system.
B.Whether to lower total α-synuclein to prevent aggregation or restore its functional, soluble form.
C.Whether to target monomeric α-synuclein or the fully formed Lewy bodies.
D.Whether α-synuclein pathology originates in the brain or the gut.


What is the primary reason motor symptoms of Parkinson's disease typically appear only after the disease has been progressing for years?
A.Lewy bodies only begin to form right before the motor diagnosis is made.
B.Current diagnostic tools can only detect the disease once motor symptoms are present.
C.The prodromal phase is defined by the appearance of the first motor symptoms.
D.A significant loss of dopaminergic neurons (>50%) must occur before symptoms manifest.


Why are therapies like Levodopa and Deep Brain Stimulation (DBS) considered symptomatic rather than disease-modifying?
A.They successfully reverse the loss of dopaminergic neurons.
B.They are only effective during the early prodromal phase of the disease.
C.They primarily work by clearing aggregated α-synuclein from the brain.
D.They target the downstream effects of dopamine loss without halting the underlying pathology.

The development of a single, universally effective drug for all synucleinopathies (like PD, MSA, and DLB) is challenged by which concept?
A.The existence of different structural 'strains' of misfolded α-synuclein associated with different diseases.
B.The universal agreement that Lewy bodies are the primary toxic species in all related diseases.
C.The high cost and long duration of the drug development pipeline.
D.The fact that all synucleinopathies are caused by a single genetic mutation.




What is a major advantage of drug repurposing, as exemplified by the investigation of GLP-1 receptor agonists for Parkinson's disease?
A.It guarantees efficacy in the new disease because the mechanism is identical.
B.The repurposed drug is always more effective than therapies designed specifically for the disease.
C.It eliminates the need for Phase III clinical trials.
D.The drug has a known safety profile and reduced development time and cost.

The Seeding Amplification Assay (SAA) is a promising biomarker for Parkinson's disease. What is the fundamental principle behind how it works?
A.It uses pathological α-synuclein 'seeds' from a patient's fluid to trigger the aggregation of monomeric protein in a lab test.
B.It measures the level of neuroinflammation by detecting specific cytokines in the cerebrospinal fluid.
C.It uses antibodies to detect specific genetic mutations like LRRK2 or GBA.
D.It directly measures the amount of functional, soluble α-synuclein in a sample.

Patient stratification is considered essential for improving clinical trials for disease-modifying therapies (DMTs). What is the main goal of this approach?
A.To ensure that all participants in a trial receive the active drug instead of a placebo.
B.To lower the overall cost of clinical trials by reducing the number of participants needed.
C.To exclusively recruit patients with the most severe motor symptoms for all trials.
D.To r assess group patients into more biologically homogeneous cohorts to reduce variability and a drug's effect.

Which of the following describes a key uncertainty in the therapeutic strategy of targeting Lewy bodies (LBs) in Parkinson's disease?
A.Whether LBs are present in both genetic and sporadic forms of Parkinson's disease.
B.Whether LBs are definitively protective, toxic, or a consequence of another process.
C.Whether LBs can be visualized using modern imaging techniques.
D.Whether LBs are exclusively composed of α-synuclein fibrils.

In the context of Parkinson's disease drug development, what is the primary purpose of a Phase II clinical trial?
A.To monitor the drug's long-term effects and performance in real-world conditions after it has been approved.
B.To test the drug's safety, tolerability, and pharmacology in a small group of healthy volunteers.
C.To confirm efficacy and safety in a large population of several thousand patients before approval.
D.To get the first indication of the drug's efficacy and determine the optimal dosing in a small group of patients.

How can cell therapy using stem-cell-derived dopaminergic neurons be considered both a symptomatic and a potentially disease-modifying therapy?
A.It clears existing Lewy bodies and also prevents the formation of new ones.
B.It is symptomatic for motor issues and disease-modifying for non-motor issues like constipation.
C.It completely halts the propagation of misfolded α-synuclein throughout the brain.
D.It acts symptomatically by replacing lost dopamine and is potentially disease-modifying by restoring neural networks long-term.

The 'brain-first' vs. 'body-first' hypothesis for Parkinson's disease suggests that:
A.The disease is either a proteinopathy (brain-first) or a proteinopenia (body-first).
B.All cases of Parkinson's disease begin with pathology in the gut microbiome.
C.Parkinson's disease may have different starting points in different individuals, requiring different treatment strategies.
D.Genetic cases are always 'brain-first' while sporadic cases are always 'body-first'.






A therapeutic strategy aiming to lower total endogenous α-synuclein carries what significant potential risk?
A.It would only be effective for patients with the LRRK2 genetic mutation.
B.It could accelerate the propagation of existing α-synuclein aggregates.
C.It would increase the rate of Lewy body formation as a compensatory mechanism.
D.It may interfere with the essential physiological functions of α-synuclein, such as synaptic vesicle trafficking.

What percentage of Parkinson's disease clinical trials are currently focused on developing disease-modifying therapies (DMTs) versus symptomatic therapies?
A.90% DMTs, 10% Symptomatic
B.75% DMTs, 25% Symptomatic
C.45% DMTs, 55% Symptomatic
D.10% DMTs, 90% Symptomatic

The heterogeneity of Lewy bodies. What is a key implication of this for developing therapies?
A.Lewy bodies in different brain regions or cell types may look and behave differently, complicating therapeutic targeting.
B.The complexity of Lewy bodies means they are only found in late-stage, sporadic PD.
C.Heterogeneity proves that Lewy bodies are purely protective and should not be targeted.
D.Because they are all structurally identical, a single drug can easily target all Lewy bodies.

According to the provided statistics, what is the projected trend for the prevalence of Parkinson's disease by the year 2050?
A.The prevalence is expected to more than double, increasing by over 100%.
B.A 60% increase, matching the growth seen over the past 20 years.
C.The number of cases is expected to remain stable at around 10 million worldwide.
D.A slight decrease due to advances in symptomatic treatments.




