What's new in the diagnosis and treatment?:
Movement disorders

Contents

1. Levodopa challenge test

2. Tilt training treatment in neurogenic
orthostatic hypotension

100 SIS 20201 £ F20| BADS



What's new in the diagnosis and treatment?: Movement disorders

Acute Levodopa Challenge Test

disease

* Levodopa is the gold-standard treatment for Parkinson'’s

* The extent of responsivity of motor symptoms to levodopa is
crucial in diagnosis and management of PD (a key supportive
criterion, UKPDSBB criteria)

*In both clinical and research settings, the extent of motor
benefit provided by a single-dose of levodopa is often sought
using the levodopa challenge test

Systematic review of acute levodopa and apomorphine
challenge tests in the diagnosis of idiopathic Parkinson’s disease.
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Meta-analysis of
sensitivity and
specificity in patients
with an established
clinical diagnosis of
idiopathic Parkinson’s
disease or other
condition.
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Meta-analysis of
sensitivity and
specificity in patients
with newly diagnosed
idiopathic Parkinson’s
disease

Motor response to acute drug challenge may provide useful clues for
the correct diagnosis of parkinsonian syndromes.

Average percent UPDRS motor score improvement in PD,
non-PD, MSA and PSP patients

Dirug PD,% Non-PD,% MSA, % PSP.% NC %

Apomorphine I.5mg  27.1 105 119 124 96
Apomorphine 3.0mg  27.7 9.7 143 58 76
Apomorphine4.5mg 288 118 133 68 M4
Levodopw/carbidopa 208 122 128 134 131

Comparison of PD cases to any other group was statistically
significant (p < (.01, in each case, with Student’s t test).
NC = Unclassified parkinsonian syndrome.

Levodopa challenge had the most convenient trade-off for the
diagnosis of PD (71.1% sensitivity, 71.7% specificity)
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What's new in the diagnosis and treatment?: Movement disorders

Key predictors of outcome for bilateral DBS?

120% of the regular morning levodopa dose plus additional levodopa equivalent
to the dopamine agonist dose
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Acute levodopa challenge test may predict the amount of
postoperative improvement

Predicted postoperative improvement relative to preoperative UPDRS-III off score
= 38 - age x 0.36 + duration x 0.33 + rigidity response to L-dopa x 1.3
+ pull test response to L-dopa x 3.9 + freezing response to L-dopa x 2.4

Simplified by retaining only the three most powerful factors...

Predicted postoperative improvement relative to preoperative UPDRS-III off score
= 34 - age x 0.29 + rigidity response to L-dopa x 1.3 + pull test response to L-dopa x 3.8
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CAPSIT-PD protocol

(the core assessment program for surgical interventional therapies in Parkinson's disease)

The levodopa challenge test was incorporated into the CAPSIT-PD protocol in 1999 and used to
screen PD patients for DBS (%LR )

UPDRS, in the morning after overnight (approximately 12 h) withdrawal of levodopa
20-60min after 1.5 times of usual morning levodopa dose

The best possible ON time by the patient and the examiner.

Motor improvement of at least 30% is an objective response criterion (no fixed limitation!)

Conventionally, DBS is only offered to the patients who fulfill this respanse criterion because
only those symptoms which are improved by levodopa are expected to be improved by DBS.

Different dopamine agonists have different criteria to be paused
before testing

Withdrawal scheme Medication

Ovemnight withdrawal (12 h) Levodopa/Benserazide
|evodopa/Carbidopa
Levodopa/Carbidopa/Entacapone
Entacapone
Amantadine
Safinamide
Selegeline, Rasagiline
Withdrawal >24h Opicapone
Withdrawal >48h Pramipexole, Ropinirole, Rotigotine
Withdrawal =72h Cabergoline
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Acute Levodopa Challenge Test in DE novo PD

Standardized acute LDCT in 144 patients with de novo PD in a prospective, single-center study

(the DeNoPa study)
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What's new in the diagnosis and treatment?: Movement disorders
At/ L-DOPA challenge test
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What's new in the diagnosis and treatment?: Movement disorders

ADAPTATION TO UPRIGHT POSTURE]

NOH

Decreased venous return

Activation of low & high pressure receptors

~700 ml fluid shift
from thorax to lower body
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NOH is not acutely life-threatening, but can be associated with
significant morbidity and mortality (esp. in MSA)
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Prevalence of symptomatic OH within each diagnastic category.

Diagnosis (N Symptomatx OH (%) No symptomatic OH (1)
Idiopathac PD (1125) 18 82
MSA (25} &1 19
DLB (32 31 L]
VP (38) % M
Other (57) 12 88
PSP (26) 3] 49
CBD (14 7 43

Parkinsonism and Related Disorders 17 2011
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Recognition and management of NOH is essential in the
care of patients with PD and atypical parkinsonism
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OH = sustained fall of SBP > 20 mmHg or DBP > 10 mmHg
within 3 min of standing {or HUT)
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Neurogenie OH: Disorder of
noradrenergic neurotransmission
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and severe autonomic failure is a key feature
of “probable” multiple-system atrophy
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Natural History of MSA
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Treatment of Neurogenic OH

Non-pharmacological interventions
Discontinue potentially contributory medications
Alpha-antagonists including drugs for benign
prostatic hypertrophy)
Diuretics
Venodilators
Avoid suddenly standing up
Avoid standing motionless
Leg crossing or calf clenching when standing
Increase fluid and sait intake
Use waist-high stocking compression devices or
sbdominal binders
Elevate head of bed 6-9 inches
Pharmacological interventions
Incresse plasma volume {PRN or daily)
Fludrocortisone PO 0.1-0.2 mg qdaily
Erythropaietin SQ 25-50 units/kg body weight if Hgb less than
12 gdi
Pressor agents (PRN, planned situational use, or regular daily
dosing [listed))
Midodrine PO 2 5-10 mg q4H » Vday
Yohimbine PO 5.4-108 mg TID
Pyridostigmine PO 60 mg TID
Pseudoephednne PO 30 mg TID
Atomoxetine PO 18 mg BID
Other pressor agents
Ergotamine/Caffeine PO 1 mg/100 myg BID
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Clinical Dilemma of management for neurogenic orthostatic
hypotension: pharmacologic or nonpharmacologic?
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