Orthostatic hypotension in alpha-synucleinopathy
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A157199 1 1hausinns3fiade “probable” MSA (fiaudasan @)

A sporadic, progressive, adult (> 30 y)-onset disease characterized by

¢ Autonomic failure involving urinary incontinence (inability to control the release of urine from the bladder,
with erectile dysfunction in males) or an orthostatic decrease of blood pressure within 3 min of standing

by at least 30 mm Hg systolic or 15 mm Hg diastolic and

® Poorly levodopa-responsive parkinsonism (bradykinesia with rigidity, tremor, or postural instability) or

® A cerebellar syndrome (gait ataxia with cerebellar dysarthria, limb ataxia, or cerebellar oculomotor

dysfunction)

A15°99 2 Inauwinatdady “possible” MSA (Aatdasan ©¥)

A sporadic, progressive, adult (> 30 y)-onset disease characterized by

® Parkinsonism (bradykinesia with rigidity, tremor, or postural instability) or

® A cerebellar syndrome (gait ataxia with cerebellar dysarthria, limb ataxia, or cerebellar oculomotor

dysfunction) and

® At least one feature suggesting autonomic dysfunction (otherwise unexplained urinary urgency, frequency
or incomplete bladder emptying, erectile dysfunction in males, or significant orthostatic blood pressure

decline that does not meet the level required in probable MSA) and

® At least one of the additional features




A5°99 3 9INITUANIDY 9 NPT “possible” MSA (Fautasain @)

Possible MSA-C or MSA-P

- Babinski sign with hyperreflexia

- Stridor

Possible MSA-P

- Rapidly progressive parkinsonism

- Poor response to levodopa

- Postural instability within 3 y of motor onset

- Gait ataxia, cerebellar dysarthria, limb ataxia, or cerebellar oculomotor dysfunction
- Dysphagia within 5 y of motor onset

- Atrophy on MRI of putamen, middle cerebellar peduncle, pons, or cerebellum

- Hypometabolism on FDG-PET in putamen, brainstem, or cerebellum

Possible MSA-C

- Parkinsonism (bradykinesia and rigidity)

- Atrophy on MRI of putamen, middle cerebellar peduncle, or pons
- Hypometabolism on FDG-PET in putamen

- Presynaptic nigrostriatal dopaminergic denervation on SPECT or PET
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UnfvasnmsUayale @ >



A519% 4 LNeuTin1538ady Dementia with Lewy body (Aaudasain ©9)

Essential for a diagnosis of DLB is dementia, defined as a progressive cognitive decline of
sufficient magnitude to interfere with normal social or occupational functions, or with usual daily activities.
Prominent or persistent memory impairment may not necessarily occur in the early stages but is usually
evident with progression. Deficits on tests of attention, executive function, and visuo-perceptual ability may

be especially prominent and occur early.

Core clinical features (The first 3 typically occur early and may persist throughout the course.)
- Fluctuating cognition with pronounced variations in attention and alertness.

- Recurrent visual hallucinations that are typically well formed and detailed.

- REM sleep behavior disorder, which may precede cognitive decline.

- > 1 spontaneous cardinal features of parkinsonism: these are bradykinesia, rest tremor, or rigidity

Supportive clinical features

- Severe sensitivity to antipsychotic agents

- Postural instability

- Repeated falls

- Syncope or other transient episodes of unresponsiveness

- Severe autonomic dysfunction, e.g., constipation, orthostatic hypotension, urinary incontinence
- Hypersomnia

- Hyposmia

- Hallucinations in other modalities

- Systematized delusions

- Apathy, anxiety, and depression.

Indicative biomarkers
- Reduced dopamine transporter uptake in basal ganglia demonstrated by SPECT or PET.
- Abnormal (low uptake) 123iodine-MIBG myocardial scintigraphy.

- Polysomnographic confirmation of REM sleep without atonia.

Supportive biomarkers

- Relative preservation of medial temporal lobe structures on CT/MRI scan.

- Generalized low uptake on SPECT/PET perfusion/metabolism scan with reduced occipital activity + the
cingulate island sign on FDG-PET imaginsg.

- Prominent posterior slow-wave activity on EEG with periodic fluctuations in the pre-alpha/ theta range.




Probable DLB can be diagnosed if:

a. > 2 core clinical features of DLB are present, with or without the presence of indicative biomarkers, or

b. Only one core clinical feature is present, but with > 1 indicative biomarkers.

Probable DLB should not be diagnosed on the basis of biomarkers alone

Possible DLB can be diagnosed if:
a. Only one core clinical feature of DLB is present, with no indicative biomarker evidence, or

b. > 1 indicative biomarker is/are present but there are no core clinical features

DLB is less likely:

a. In the presence of any other physical illness or brain disorder including cerebrovascular disease, sufficient
to account in part or in total for the clinical picture, although these do not exclude a DLB diagnosis and may
serve to indicate mixed or multiple pathologies contributing to the clinical presentation, or

b. If parkinsonian features are the only core clinical feature and appear for the first time at a stage of

severe dementia.
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