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Issues to consider in the 
management of  PD

• Efficacy 

• Safety 

• Simplicity 

• Drugs availability and Costs 

• MD experience  

• At risk populations (age, comorbidities, ….) 

• Patient preferences, needs, expectations, awareness, 
information 
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Costs

• Levodopa                                 Inexpensive  

• Anticholinergics                    Inexpensive 

• Dopamine agonists               Some are expensive 

• MAO-B inhibitors                   Some are expensive 

• COMT inhibitors                     Expensive 
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Initiation of  symptomatic therapy

• Neuroprotective or disease-modifying? 

• Therapy does not need to be started at time of  
diagnosis for all patients. 

• Treatment should be initiated when symptoms cause 
the patient disability or discomfort.  

• GOAL:  improving function and quality of  life.
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Initial symptomatic therapy of  PD

Level A 

- Levodopa  

- Dopamine against  

- MAOB inhibitors 

Need to consider 

- Efficacy 

- Complications with L-dopa 

- Complications with DA and 
MAOB-I
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Lancet, 2014

• Open label, pragmatic, randomized newly diagnosed 
PD patients 1:1:1 into levodopa, DA agonist, MAO-BI. 
N=1620.  

• After initial Rx, patients and doctors were free to use any 
additional medications or stop the medications.  

• Followed for up to 7 yrs, median = 3yrs. Primary 
outcome = PDQ-39 scores. Pre-specified 6 pts as a 
meaningful difference.
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P D Q - 3 9  M O B I L I T Y  S C O R E S

Lancet, 2014
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R I S K  O F  D E V E L O P I N G  
C O M P L I C AT I O N S  I N  L E V O D O PA  A N D  
L E V O D O PA - S PA R I N G  G R O U P S

Lancet, 2014
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Lancet, 2014

P D Q - 3 9  M O B I L I T Y  S C O R E S
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Risk factors for motor complications from L-dopa

• Disease severity                  Yes 

• Duration of treatment          Yes/No 

• Dose of Levodopa                Yes 

• Young age                             Yes 

• Female gender                      Yes 

• Pulsatility                               Uncertain 
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The practice to withhold levodopa 
therapy with the objective of delaying 
the occurrence of motor complications is 
not justified. 
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Movement Disorders, Vol. 28, No. 8, 2013
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Movement Disorders, Vol. 28, No. 8, 2013
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Fibrosis Associated With 
Dopamine Agonist Therapy in PD

Term Bromocriptine Pergolide Piribedil Pramipexole

Alveolitis 1 - - -

Alveolitis fibrosing 2 1 - -

Atelectasis 1 - - -

Fibrosis mediastinal 1 - - -

Pleural pain 2 1 - -

Pleural fibrosis 40 21 - -

Pleurisy 81 25 - -

Pleural effusion 59 38 1 -

Pericardial effusion - 2 - -

Periocarditis - 6 - -

Retroperitoneal fibrosis 29 19 1 -

Pulmonary fibrosis 30 18 - -

Total 246 131 2 0

Muller T, Fritze J. Clin. Neuropharmacol. Vol. 26, No. 3, 2003
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TALK TO BOTH THE PATIENT AND THE SPOUSE/
PARTNER BEFORE  STARTING Rx AND AT EVERY 
SUBSEQUENT VISIT
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At baseline the following antidepressants (daily dose) were allowed: 
amitriptyline, 50 mg or less; trazodone hydrochloride, 100 mg or less; 
citalopram hydrobromide, 20 mg or less; sertraline hydrochloride, 100 
mg or less; paroxetine hydrochloride, 30 mg or less; and escitalopram 
oxalate, 10 mg or less. There was no restriction in tyramine dietary intake.

There were no serious adverse events in the combined rasagiline-
antidepressant group suggestive of serotonin syndrome.

JAMA Neurol. 2015
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Panisset, Pharmacotherapy 2014
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Initial symptomatic therapy of  PD: Summary 

• No long term advantage to levodopa sparing strategies.  

• Long term outcomes are similar, regardless of which 
medication is started first.  

• Young patients at greater risk of motor complications 
are also at greater risk of ICD and DAWS. 
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Lancet, 2015
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continuous subcutaneous 
apomorphine infusion (CSAi)

Chronic pump system for 
advance PD

Levodopa-Carbidopa Intestinal Gel 
(LCIG)
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Andrew Lees, Highlights of a Satellite Symposium Held at the XX World 
Congress on  Parkinson’s Disease and Related Disorders, 2013
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LCIG & CSAi: non-motor symptoms 

prospective, open-label, nonrandomized, multicenter Movement Disorders, Vol. 30, No. 4, 2015
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Advantages 
of  CSAi

• Improves motor and non 
motor symptoms. 

• The least invasive device 
aided therapy. 

• Entirely reversible. 

• No upper age limit. 

• An option for patients 
with slight to moderate 
dementia.

Advantages 
of  LCIG

• Improves motor and non-
motor symptoms. 

• The effects on motor 
symptoms have been varied 
in a randomized controlled 
trial. 

• No upper age limit.  

• An option for patients with 
slight to moderate dementia.  

• Possible monotherapy.
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Jonathan Timpka, movement disorders clinical practice. 2016  
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Refractory Motor complications 

Levodopa effect 

Pronounced dementia  

Slight to moderate dementia  

Age > 70 - 75 

Contraindications for brain surgery 

Severe tremor  

Disabling dyskinesia  

Significant depression  

Contraindications for PEG-J   

  All advance therapy options available  
 

Continue with oral/
transdermal therapy

Device-aided therapy  
CSAi or LCIGi 

DBS 

DBS or LCIGi 

CSAi or LCIGi 

CSAi or DBS 

Discuss risk/benefit of each 
option 
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