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Major	issues	

•  Control	of	motor	symptoms	–	monotherapy	
•  Control	of	motor	symptoms	as	an	adjunct	to	
levodopa	

•  Treatment	of	motor	complicaCons:	
– For	the	treatment	of	motor	fluctuaCons	
– For	the	treatment	of	dyskinesia	

•  Treatment	of	non-motor	symptoms	
•  PrevenCon/delay	of	clinical	progression	



Major	players	in	PD	therapy	

•  Levodopa	
•  Dopamine	agonists	
•  COMT	inhibitors	
•  MAO-B	inhibitors	
•  AnCcholinergics	
•  Amantadine	
•  Others	(e.g.	clozapine,	zonisamide)	















Control	of	motor	symptoms	–	monotherapy/1	

•  Efficacious	
– Piribedil,	pramipexole,	pramipexole	ER,	ropinirole,	
roCgoCne,	cabergoline,	dihydroergocrypCne,	
pergolide	

– Standard	and	controlled	released	(CR)	
formulaCons	of	levodopa	

– Selegiline,	rasagilin		



Control	of	motor	symptoms	–	monotherapy/2	

•  Likely	efficacious	
– Ropinirole	PR,	bromocripCne,	lisuride	
– AnCcholinergics	
– Amantadine	

•  Insufficient	evidence	
– Rapid	onset	oral	formulaCons,	infusion	
formulaCon	of	levodopa	

– Orally	disintegraCng	selegiline	
– All	other	



Control	of	motor	symptoms	as	an	adjunct	to	
levodopa	

•  Efficacious	
–  the	dopamine	agonists	piribedil,	pramipexole,	
pramipexole	PR,	ropinirole,	roCgoCne,	
apomorphine,	bromocripCne,	cabergoline,	
pergolide	

– Tolcapone,	rasagiline,	zonisamide	
– Entacapone	(only	in	PD	paCents	with	motor	
fluctuaCons	

•  Likely	efficacious	
– Lisuride,	anCcholinergics,	amantadine	



Treatment	of	motor	complicaCons/1	
	motor	fluctuaCons	

•  Efficacious	
– pramipexole,	ropinirole,	ropinirole	ER,	roCgoCne,	
apomorphine,	pergolide,	standard	oral	levodopa,	
entacapone,	tolcapone,	rasagiline	

•  Likely	efficacious	
– BromocripCne,	cabergoline,	infusion	formulaCons	
of	levodopa	

•  Insufficient	evidence		
– For	all	other	intervenCons		

(including	piribedil,	pramipexole	ER,	dihydroergocrypCne,	lisuride,	rapid	onset	oral	
levodopa,	CR	levodopa,	selegiline,	oral	disintegraCng	selegiline,	zonisamide)			



Treatment	of	motor	complicaCons/2	
	dyskinesias	

•  Efficacious	
– Clozapine	
– Amantadine	
–  (DBS)	

•  Likely	efficacious	
–  Infusion	formulaCon	of	levodopa	

•  Insufficient	evidence	
– For	other	therapies	



Non-motor	symptoms	in	PD	
•  Depression,	mood	disorders,	anxiety	disorders,	apathy,	and	faCgue	
•  CogniCve	dysfuncCon	and	demenCa	
•  Psychosis	
•  MedicaCon-related	impulse	controls	disorders	and	other	compulsive	behaviors	
•  Autonomic	dysfuncCon	

–  OrthostaCc	hypotension	
–  Sexual	dysfuncCon	
–  GastrointesCnal	dysfuncCon	
–  Sialorrhea	
–  SweaCng	

•  Disorders	of	sleep	and	wakefulness	
–  RBD	
–  Sleep	fragmentaCon	and	insomnia	

•  DayCme	Sleepiness	and	sudden	onset	of	sleep	













PrevenCon/delay	of	clinical	progression	

•  Unlikely	efficacious:	
– Pergolide	

•  Insufficient	evidence:	
– Any	other	treatment	

	





Ongoing	clinical	trials	of	disease-modifying	
therapies	for	PD	in	2015	



Ongoing	clinical	trials	of	disease-modifying	
therapies	for	PD	in	2015	(contd.)	



Levodopa-based	approaches	in	development	

Poewe	&	Antonini,	Mov.	Disord.	2015	



Non-dopamine	targets	and	candidate	drugs	

Rascol	et	al.,	Mov	Disord	2011	



New	drugs	or	formulaCons	for	the	treatment	of	
motor	complicaCons	2013-2015	



New	drugs	or	formulaCons	for	the	treatment	of	
motor	complicaCons	2013-2015	(contd.)	
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