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Clinical diagnosis
"Parkinsonism”

"red flags" for
suspected
atypical
parkinsonism

Clinical dystonia spasticity dysarthria ataxia dementia parkinsonism optic atrophy

Suspicion
MRI

Step 1. Is it dystonia?
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dystonia mimic (Table 1) or at
other mavement disorder

- bulbar dysfunction

- earlyinstability

- cognitive dysfunction
- oculomotor abnormalities
- inspiratorysighs

- emotional incontinence

- abnormal postures

- severe autonomic failure

no )[ Diagnostic work-up aimed at

/N

Step 2. Could the dystonia be yes . Stop drug,
Imaging medication-induced or be caused if possible start detoxification
Confirmation by loxic agents? (Tabla 2)

|
Perform brain MR
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Gene tests

suggestive for genetic
form

( positive family history

Molecular PANK2 C19orfl2 WDR4S5 COASY PLA2G6 FA2H ATP13A2 FTL CP
Confirmation NBIA gene panel / exome

dystonia? (Table 3) l
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Step 4. Ffurl'n:n recommendad biochamical investigatons If possibla:
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to help guide the diagnosis of patients lm

with a rare neurological disorder
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Step 5. Next-generation sequencing {Supplement 1)
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Is speech effortful

Is it a leukodystrophy?

> N
and/or misarticulated? Yes No
1 No Yes
" Are there frequent Yes
s bbbl . Appropriate diagnostic
Is language decline 1 No MRI pattern suggestwe?
leading and progressive? repebiat Yes

approach
Yes _

Targeted testing NGS / WES
(genetic, biochemical)

phrases affected?
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Is understanding of Yes
word meaning affected?
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Severe word meaning deficit

Consider measurement of
ASA, beta-Gal, VLCFA and

» : Yes .
L [FrR pm‘_’ I : | homocysteine
_ i Diagnosis?

Yes
The complete document lists a number of tests used at ERN-RND centres 1

No

es scan show alternative cause of language decline?

Do

for PPA subtyping. We distinguish between tests that are typically used by Disease-specific e o -
the clinician during the clinical assessment and tests to be administered by management 1agnosIS:

a neuropsychologist or speech therapist during a more formal and exten-

sive neurolinguistic or neuropsychological assessment. The purpose is to

serve as a guide for neurologists and other specialties who are less expe-
rienced in PPA subtyping.

Refer to
multidispciplinary expert
panel (CPMS)

Two accessible clinical reviews explaining the basics of PPA subtyping are
Vandenberghe, 2016, and Marshall et al, 2018.9

ERN-RND roll-out concept for Diagnostic Flowcharts ERN-RND Disease Groups

¢+ Mapping of existing diagnostic flowcharts and algorithms ¢ Ataxias and Hereditary Spastic Paraplegias

¢ Consent on diagnostic flowchart for the different disease groups ¢ Atypical Parkinsonism and genetic PD

¢ Apply consented diagnostic procedure across ERN-RND Dystonia, Paroxysmal Disorder and Neurodegeneration with Brain lon Accumulation
¢ Follow-up activities needed for reaching consensus and possibly as basis for diagnostic guideline Frontotemporal Dementia

¢ Proposal to all ERN-RND centres to implement flowcharts Huntingtons’ Disease and other Choreas

¢ Dissemination of ERN-RND endorsed flowcharts to clinicians in Europe (website, newsletter, ...) Leukodystrophies
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