APPENDIX TABLES

1 "parkinson's disease" or "parkinson disease" 66099
2 limit 1 to randomized controlled trial 1407
3 2 and apomorphine 27

4 2 and rotigotine 17

5 2 and ropinirole 43

6 2 and pramipexole 61

7 2 and piribedil 12

8 2 and pergolide 25

9 2 and lisuride 14
10 2 and cabergoline 15
11 2 and bromocriptine 86
12 3ordor5or6or7or8or9oril0orill 300

Table A Search Strategy utilized in MEDLINE



11-16 weeks 24-28 weeks
Trial Weeks 1] 11 H+111 Weeks ] 11 H+111
PD Grp. 2000 12 + + + 24 + + +
Rascol 2000° 12 + + + 24 ¥ + "
Shannon 1997° 12 + + + 24 n + ¥
Kulisevsky 1998* 12 + + + 24 + - "
Barone 1999° 14 + + + - - - _
Barone 2010° 12 + + + - - - _
Wong 2003’ 15 + + + - - - -
Kieburtz 2011° 12 + + + - - - _
Blindauer 2003’ 11 + + - - - - -
Thomas 2006"° 11 - + - - - _ _
Poewe 2011™" 12 - - + 26 ¥ ¥ +
Sampaio 2011 - - - - 24 n - ;
Singer 2007* 12 - - + 24 n - +
Watts 2010™ - - - - 28 ¥ - I
Giladi 2007% - - - - 24 + + +
Jankovic 2007*° 12 - - + 28 ¥ - +
Oertel 2006" 12 - + - 24 - - -
Hauser 2010™ 11 - + + - - - -
Brooks 1998" 12 - + - - _ _
Whone 2003 12 - + - 24 ; + -
Navan 2003% 12 - + - - - - -
Korczyn 1999 12 - - + - - - -
Mizuno 2013% 12 + + + - - - -

Table B Early PD trials informing the respective time points and outcomes.




11-16 weeks 24-28 weeks

Weeks I 11 ‘off’ Weeks 1] 11 ‘off’

Schapira 2011 12 + + + 26 - - +
Mizuno 2003% 12 + + - -

Lieberman 1997 12 + + + 25 ¥ + +
Poewe 2007% 16 + + - - - - _
Pinter 1999%° 12 + + + - - - _
Hutton 1996 - - - - 24 - + N
Mizuno 2007 12 + + + - - - _
Trenkwalder 2011 12 + + - - - N N
Pahwa 2007 - - - - 24 ¥ + ¥
Barone 2007% - - - - 26 ¥ + ¥
Guttman 1997 - - - + 24 ¥ + n
Moller 2005> - - - - 24 ¥ + _
LeWitt 2007 - ; - - 24 n n n
Im 2003* 12 - + + - ; - -
Inzelberg 1996 - - - - 24 - + I
Rektoreva 2003* - - - - 24 - + _
Brunt 2002 - - - - 24 - +

Steiger 1996 12 - - + 24 - - +
Koller 2001 12 - - + - - - -
Wermuth 1998+ 11 - - + - - _ B
Rascol 1996* 12 - - + - - _ B
Lieberman 1998% - - - - 24 - - I

Table C Advanced PD trials informing the respective time points and outcomes.
NR=Not reported; (+)=Only abstract publication available.



Early PD Patient Characteristics

Table D Characteristics of the randomized controlled trials of dopamine agonists included in the meta-analysis of

Trial

early Parkinson’s Disease
i Arm

Parkinson Stage I-11: 94%
Study Group  L-dopa/carbidopa 25/100mg tid 60.9(10.5) 66 1.8(1.7) Stage I11: 6%
et al 2000* Stage I-11: 97%
Pramipexole 0.5mg tid 61.5(10.1) 64 1.5(1.4) Stage 111: 3%
Rascol et al Stage I-11: 90%
20002 L-dopa/benserazide  50-1200mg qd 63.0(9.0) 58 2.4(2.3) Stage I11: 10%
Stage I-11: 90%
Ropinirole 0.25-8mg tid 63.0(9.0) 63 2.5(2.8) Stage I11: 10%
irfgg%“ * Placebo NA 62.7 61 18 NA
Pramipexole 0.375-4.5mg qd 62.7 61 1.8 NA
;”1';;;8"45"3’ | _dopa/carbidopa  50/100-50/435mg qd  67.3 70 1.2(05) Mean: 2
Pergolide 0.05-3.0mg qd 63.7(10.5) 60 1.2(0.6) Mean: 2
?gggg‘e etal  placeng NA 61.4(9.9) 69 NA Mean: 2
Pergolide 0.05-0.75mg qd 63.1(8.6) 57 NA Mean: 2
Barone et al Stage I-11: 84%
2010° Placebo NA 67.4(9.0) 51 4.0(3.9) Stage I11: 16%
Stage I-11: 77%
Pramipexole 0.125-1.0mg qd 67.4(9.0) 43 4.0(4.5) Stage I11: 23%
‘2"6829 etal  pjaceno NA 6099.7) 73 43(32) Mean: 2
Pramipexole 0.375-4.5mg qd 58.8(10.9) 66 4.5(3.4) Mean: 2
Kieburtz et Stage I-11: 100%
al 20118 Placebo NA 61.2(11.0) 75 2.8(2.3) Stage I11: 0%
Stage I-11: 100%
Pramipexole 0.5mg tid 62.1(10.2) 63 2.7(2.0) Stage I11: 0%
Stage I-11: 100%
Pramipexole 0.5mg bid 64.1(9.8) 71 2.5(1.8) Stage I11: 0%
Stage I-11: 100%
Pramipexole 0.75mg bid 63.9(9.9) 56 2.7(2.0) Stage I11: 0%
Blindauer et Stage I-11: 85%
al 2003° Placebo NA 62.3(105) 49 1.3(1.4) Stage I11: 15%
Stage I-11: 94%
Rotigotine 4.5mg qd 61.8(9.8) 69 1.2(1.4) Stage I11: 6%
Stage I-11: 92%
Rotigotine 9.0mg qd 60.9(8.3) 77 1.5(2.0) Stage I11: 8%
Stage I-11: 92%
Rotigotine 13.5mg qd 61.3(10.9) 65 1.2(1.0) Stage 111: 8%
Stage I-11: 92%
Rotigotine 18.0mg qd 60.5(10.7) 59 1.1(1.2) Stage 111: 8%
Thomas et al Stage I-11: 100%
2006 Ropinirole 15mg qd 55.3(2.0) 56 NA Stage I11: 0%
Stage I-11: 100%
Pramipexole 2.1mg qd 57.1(2.0) 56 NA Stage 111: 0%
Poewe et al Stage |: 29%
2011" Placebo NA 62.0(9.6) 50 0.9(1.0) Stage II-111: 71%
Stage I: 30%
Pramipexole(IR) 0.125-1.5mg tid 61.7(9.6) 57 1.1(1.4) Stage 11-111: 70%
Stage I: 34%
Pramipexole(ER) 0.375-4.5mg qd 61.3(9.8) 57 1.0(1.2) Stage II-111: 66%




Sampaio et Stage I-11: 87%
al 20112 Placebo NA 62.8(9.0) 63 0.8(0.9) Stage I11: 13%
Stage I-11: 88%
Pramipexole 1.5-4.5mg qd 60.8(11.7) 54 0.1(1.1) Stage I11: 12%
ggggﬁg etal  placeno NA 64.8(10.0) 61 1.4(1.9) Mean: 2
Ropinirole 0.75-24mg qd 65.4(11.4) 63 1.2(1.4) Mean: 2
Sumanirol 1-16mg qd 63.4(9.1) 63 1.4(1.6) Mean: 2
Watts et al L-dopa/carbi . .
2010 pa/carbidopa 50-800mg qd 62.1(7.2) 71 2.7(2.4) Mean: 2
Ropinirole 2-24mg qd 61.4(7.0) 58 2.7(2.1) Mean: 2
Giladi et al Stage I-11: 85%
2007% Placebo NA 60.1 58 1.2 Stage I11: 15%
Stage I-11: 87%
Ropinirole 2-24mg qd 61.6 60 1.3 Stage I11: 13%
Stage I-11: 79%
Rotigotine 2-8mg qd 61.1 55 1.4 Stage I11: 21%
Jankovic et Stage I-11: 81%
al 20076 Placebo NA 64.5(10.7) 60 1.4(1.3) Stage I11: 19%
Stage I-11: 81%
Rotigotine 4.5-13.5mg qd 62.0(10.3) 68 1.3(1.3) Stage I11: 19%
Oertel et al Stage I-11: 100%
2006 L-dopa 50-150mg qd 59.1(9.5) 56 NA Stage I11: 0%
Stage I-11: 100%
Pergolide 0.05-0.75mg qd 58.8(9.3) 58 NA Stage I11: 0%
Hauser et al Stage I: 28%
2010 Placebo NA 63.2(8.7) 46 0.8(1.1) Stage II-111: 72%
Stage I: 26%
Pramipexole (IR) 3.0mg qd 62.0(8.3) 57 0.9(1.2) Stage II-111: 74%
Stage I: 29%
Pramipexole(ER) 3.0mg qd 61.6(9.4) 59 1.1(1.3) Stage I1-111: 71%
Brooks et al 57.0(36-
1998% Placebo NA 72)* 64 2.2(0.4-6.4)*  Stage Il: 64%
59.0(38-
Ropinirole 1-10mg qd 74)* 44 2.3(0.3-9.1)*  Stage Il: 83%
Whone et al Stage I-11: 100%
2003% L-dopa/carbidopa 50-1000mg qd 59.9(9.2) 71 1.4(0.5) Stage I11: 0%
Stage I-11: 100%
Ropinirole 0.75-24mg qd 61.0(8.6) 64 1.3(0.6) Stage I11: 0%
Navan et al 70.0(62-
2003% Placebo NA 78)* 60 3.0(0.8-7)*  Mean: 1
71.0(54-
Pergolide 0.1-4.5mg qd 80)* 60 5.0(0.6-8)* Mean: 1
66.0(55-
Pramipexole 0.125-4.5mg qd 80)* 70 4.0(0.5-10)* Mean: 1
Korczyn et Stage I-11: 91%
al 1999% Bromocriptine 1.25-24.1mg qd 62.7(10.4) 61 2.2(2.1) Stage I11: 9%
Stage I-11: 89%
Ropinirole 0.75-12.0mg qd 63.0(10.3) 61 1.9(1.8) Stage 111: 11%
. Placebo NA NA 42 1.8(1.9) Stage II-111: 81%
Mizuno
2013% Rotigotine 2-16mg qd NA 38 2.0(1.8) Stage I1-111: 77%

bid - twice daily; ER - extended-release; IR - immediate-release; PD - Parkinson's Disease; qd - once daily;

SD - standard deviation tid - three times daily




Advanced PD Patient Characteristics

Table E Characteristics of the randomized controlled trials of dopamine agonists included in the meta-analysis of advanced

Parkinson’s Disease

Dosage

Age mean
(SD/range);

*median

Male (%)

PD History
(SD/range);

*median

Hoehn/Yahr Stage

Placebo NA 60.9(9.7) 52.8 5.9(3.8) (Off) Stage 1V-V: 14%
ilcggﬂrzi‘ e pramipexole (IR)  0.125-15mgtid  62.0(10.3) 56 6.6(4.4) (Off) Stage IV-V: 20%
Pramipexole (ER)  0.375-45mgqd  61.6(9.7) 56.1 6.1(4.0) (Off) Stage IV-V: 12%
Placebo NA 64.0(8.6) 52.3 5.7(7.1) Mean: 2.6(0.8)
g’l”zzg&ozft Bromocriptine 1.25-225mgqd  64.5(7.5) 471 5.0(4.0) Mean: 2.6(0.7)
Pramipexole 0.25-45mgqd  65.5(9.5) 58.8 4.8(4.1) Mean: 2.7(0.7)
Lieberman P1acebo NA 63.3 64.8 9 Mean: 2.6
etal 19972  Pramipexole 0.375-45mgqd  63.4 65.7 9.4 Mean: 2.6
ggg;gs etal pjaceno NA 65.0(10.0) 71 8.4(4.7) NA
Pramipexole 0.375-45mgqd  63.2(9.7) 56 8.4(4.7) NA
Rotigotine 4-16mg qd 64.3(9.0) 66 8.9(4.4) NA
Pinter et al 130 NA 60.7(8.7) 705 8.5(5.2) Stage >=11: 100%
1999% Pramipexole 0.2-5mg qd 59.3(8.3) 58.8 7.8(4.3) Stage >=I1: 100%
;Lf;ggzgt Placebo NA 62.8(89) 646 10.5(5.0) Mean: 2
Cabergoline 0.5-5.0mg qd 63.4(10) 67.5 10.6(5.9) Mean: 2
21"226‘(;‘7‘;? Placebo NA 647(9.3) 550 5.5(4.1) Stage I1-111: 95%
Ropinirole 0.75mg qd 64.9(9.5) 56.2 5.5(3.7) Stage I1-111: 95%
eTrrg?';}Na'd Placebo NA 64.4(106)  64.0 4.9(4.6) NA
2011 NA
Rotigotine 2-16mg qd 64.8(9.3) 64.0 4.6(4.2)
gfgggg Placebo NA 66.0(9.7) 67.9 8.6(5.2) Mean: 2.7(0.6)
Ropinirole 2-24mg qd 66.3(9.2) 58.2 8.6(4.8) Mean: 2.7(0.5)
glazfgggsgt Placebo NA 65.1 615 6.1 Mean: 2.5
Ropinirole 0.75-24mgqd  64.1 62.6 5.6 Mean: 2.6
Placebo NA 637(10.4)  63.9 2'35;8(0'83 (On) Stage I1-V: 100%
gult;g'?as? et Bromocriptine 125-30mgqd  615(9.5 655 7.17(1-23)  (On) Stage 11-V: 100%
Pramipexole 0.375-45mgqd  62.9(10.0)  60.8 6(0.67-36)  (On) Stage 11-V: 100%
g’l"z"(')ggfst Placebo NA 64.7 67.8 7.9 (Off) Stage >=11: 98.9%
Pramipexole 0.375-45mgqd  63.4 62.1 7.6 Stage >=11: 98.3%
Placebo NA 66.3(9.6) 61.7 7.7(4.0) NA
;eé’gé‘%?‘ Rotigotine 8mg qd 66.5(10) 66.1 7.7(4.3) NA
Rotigotine 12mg qd 64.5(10.4)  64.0 7.8(4.6) NA
'2'(‘)10227"" Bromocriptine 1.25-17.5mgqd ~ 60.0(8.3) 51.0 6.4(3.2) Stage I1-111: 97%
Ropinirole 0.75-24mg qd 63.5(10.8)  57.0 6.8(3.8) Stage II-111: 97%
L?;‘i'i’ggggs Bromocriptine 5-40mg qd 71.080) 636 100(4.0)  (On) Stage I1-111: 100%
Cabergoline 0.25-6mg qd 71.0(8.0) 63.6 10.0(4.0) (On) Stage I1-111: 100%




Rektorova

et al 20037 _Pergolide 1.5-4.5mg qd 63.5(7.5) 61.0 NA Mean: 3.0(1.0)
Pramipexole 1.5-4.5mg qd 59.7(7.7) 61.0 NA Mean: 2.8(0.8)
?gggﬁt al Bromocriptine 4.5mg qd 65.1 75.0 95 Stage II-111: 82%
Ropinirole 10mg qd 63.5 72.0 8.5 Stage I1-111: 83%
ZB(:(L)J;tt)“%t al  Bromocriptine 4.5mg qd 64.2 57.0 9.3 Stage I1-111: 73%
Ropinirole 10mg qd 63.5 66.0 9.0 Stage II-111: 74%
ilteligggﬁt Placebo NA 634(7.2)  NA 119(5.4)  (Off) Mean: 3.5(1.4)
Cabergoline 0.5-10mg qd 60.8(9.1) NA 13.6(7.5) (Off) Mean: 3.5(1.0)
X;’gerggtg“ Placebo NA 62.1(9.9) 60.6 9.9(4.1) Stage 11-111: 82%
Pramipexole 0.2-5mg qd 63.2(7.9) 55.6 10.1(5.0) Stage I1-111: 92%
?;;gﬁ' etal  pjaceno NA 63.000.0) 609 8.0(3.0) Stage I-111: 78%
Ropinirole 1-8mg qd 62.0(7.0) 60.9 8.0(2.0) Stage I-111: 82%
Lieberman 1acebo NA NA NA 9.4(6.3) Stage 11-111: 81%
etal 1998  Ropinirole 0.75-24mg qd NA NA 8.6(4.7) Stage I1-111: 81%

bid - twice daily; ER - extended-release; IR - immediate-release; PD - Parkinson's Disease; qd - once daily;
SD - standard deviation tid - three times daily




Early PD Trial Intervention Characteristics

Table F Intervention characteristics of randomized controlled trials of dopamine agonists included in the meta-
analysis of early Parkinson’s Disease

Parkinson
Study
Group et al
2000"

L-dopa/DDCI

25/100mg tid

L-DOPA
Dose

mean (mg/d);
*median

509mg/d

DA dose
mean
(mg/d);
*median

509mg/d

% Patient on other active PD
medication

Anticholinergics: 8%
Amantadine: 22.7%
L-Dopa: 20%
Selegiline: 37.3%

Pramipexole

0.5mg tid

264mg/d

2.78mg/d

Anticholinergics: 4.6%
Amantadine: 20.5%
L-Dopa: 26.5%
Selegiline: 33.1%

Rascol et al
20002

L-dopa/DDCI

50-1200mg qd

753mg/d

753mg/d

L-Dopa: 35%

Ropinirole

0.25-8mg tid

753mg/d

16.5mg/d

L-Dopa: 52%

Shannon et
al 1997°

Placebo

NA

NA

NA

Selegiline: ~66%

Pramipexole

0.375-4.5mg qd

NA

3.8mg/d

Selegiline: ~66%

Kulisevsky
et al 1998"

L-dopa/DDCI

50-100/435mg
qd

435mg/d

435mg/d

NA

Pergolide

0.05-3.0mg qd

435mg/d

2.8mg/d

NA

Barone et
al 1999°

Placebo

NA

NA

NA

(L-Dopa, Amantadine,
Selegiline, or Anticholinergics):
40.4%

Pergolide

0.05-0.75mg qd

NA

2.06mg/d

(L-Dopa, Amantadine,
Selegiline, or Anticholinergics):
34%

Barone et
al 2010°

Placebo

NA

NA

2.51mg/d

L-Dopa: 74%
Amantadine: 22%
MAO-B inhibitors: 13%
Anticholinergics: 9%
Dopaminergics: 6%

Pramipexole

0.125-1.0mg qd

NA

2.18mg/d

L-Dopa: 76%
Amantadine: 25%
MAO-B inhibitors: 13%
Anticholinergics: 6%
Dopaminergics: 5%

Wong et al
2003’

Placebo

NA

NA

NA

Selegiline, Amantadine,
Anticholinergics

Pramipexole

0.375-4.5mg qd

NA

NA

Selegiline, Amantadine,
Anticholinergics

Kieburtz et
al 20118

Placebo

NA

NA

NA

MAO-B inhibitors,
Anticholinergics, and
Amantadine

Pramipexole

0.5mg tid

NA

1.5mg/d

MAO-B inhibitors,
Anticholinergics, and
Amantadine

Pramipexole

0.5mg bid

NA

1.0mg/d

MAQO-B inhibitors,
anticholinergics, and
amantadine

Pramipexole

0.75mg bid

NA

1.5mg/d

MAO-B inhibitors,
anticholinergics, and
amantadine

Blindauer
et al 2003°

Placebo

NA

NA

NA

Anticholinergics: 23.4%
Amantadine: 14.9% Selegiline:
14.9%




Rotigotine

4.5mg qd

NA

4.5mg/d*

Anticholinergics: 12.4%
Amantadine: 18.0% Selegiline:
25.2%

Rotigotine

9.0mg qd

NA

9.0mg/d*

Anticholinergics: 12.4%
Amantadine: 18.0% Selegiline:
25.2%

Rotigotine

13.5mg qd

NA

13.5mg/d*

Anticholinergics: 12.4%
Amantadine: 18.0% Selegiline:
25.2%

Rotigotine

18.0mg qd

NA

18.0mg/d*

Anticholinergics: 12.4%
Amantadine: 18.0% Selegiline:
25.2%

Poewe et al
20111

Placebo

NA

NA

3.2mg/d

(Anticholinergics, MAO-B
inhibitors, Amantadine,
Beta-blockers): 38.3
L-Dopa: 21.4%

Pramipexole-IR

0.125-1.5mg tid

2.9mg/d

(Anticholinergics, MAO-B
inhibitors, Amantadine,
Beta-blockers): 36.2%
L-Dopa: 4.3%

Pramipexole(ER)

0.375-4.5mg qd

2.9mg/d

(Anticholinergics, MAO-B
inhibitors, Amantadine,
Beta-blockers): 40.8%
L-Dopa: 7%

Sampaio et
al 20112

Placebo

NA

NA

NA

Anticholinergics: 18.2%
Amantadine: 27.3%
Rasagiline: 2.7%
Selegiline: 15.5%

Pramipexole

1.5-4.5mg qd

NA

1.5-4.5mg/d

Anticholinergics: 20.9%
Amantadine: 18.3%
Rasagiline: 1.7%
Selegiline: 19.1%

Singer et al
2007*

Placebo

NA

NA

NA

Selegiline, Amantadine,
Anticholinergics

Ropinirole

0.75-24mg qd

NA

<24mg/d

Selegiline, Amantadine,
Anticholinergics

Sumanirole

1-16mg qd

NA

16mg/d*

Selegiline, Amantadine,
Anticholinergics

Watts et al
2010

L-dopa/DDCI

50-800mg qd

364mg/d

284mg/d

Selegiline,

Amantadine, Anticholinergics,
and Catechol-O-
methyltransferase

inhibitors

Ropinirole

2-24mg qd

369mg/d

10mg/d

Selegiline,

Amantadine, Anticholinergics,
and Catechol-O-
methyltransferase

inhibitors

Giladi et al
2007%°

Placebo

NA

NA

NA

Selegiline, Amantadine,
Anticholinergics

Ropinirole

2-24mg qd

NA

14.1mg/d

Selegiline, Amantadine,
Anticholinergics

Rotigotine

2-8mg qd

NA

8mg/d*

Selegiline, Amantadine,
Anticholinergics

Jankovic et
al 20071

Placebo

NA

NA

NA

Amantadine: 20%
MAO-B Inhibitors: 15%
Dopamine Agonists: 2%
Anticholinergics: 7%

Rotigotine

4.5-13.5mg qd

NA

5.7 mg/d

Amantadine: 11%
MAO-B Inhibitors: 12%
Dopamine Agonists: <1%
L-Dopa: 7%




Anticholinergics: 7%

Oertel et al

200617 L-dopa 50-150mg qd 504mg/d 504mg/d Selegiline: 12.3%
Pergolide 0.05-0.75mgqd  NA 3.23mg/d Selegiline: 12.8%
Hauser et MAO-B Inhibitors,
al 2010'® Placebo NA NA NA Amantadine, Anticholinergics
MAO-B Inhibitors,
Pramipexole (IR)  3.0mg qd NA NA Amantadine, Anticholinergics
MAO-B Inhibitors,
Pramipexole(ER)  3.0mg qd NA NA Amantadine, Anticholinergics
glffggglgt Placebo NA NA NA NA
Ropinirole 1-10mg qd NA NA NA
Z}'ggggzgt L-dopa/DDCI 50-1000mg qd  558.7mg/d 558.7mg/d  L-Dopa: 7.5%
Ropinirole 0.75-24mg qd NA 12.2mg/d L-Dopa: 16%
Navan et al L-Dopa: 60%
2003% Amantadine: 10%
Placebo NA 635.4mg/d NA Trihexyphenidyl: 20%
L-Dopa: 60%
Amantadine: 10%
Pergolide 0.1-4.5mg qd 635.4mg/d NA Trihexyphenidyl: 20%
L-Dopa: 60%
Amantadine: 10%
Pramipexole 0.125-45mgqd  635.4mg/d NA Trihexyphenidyl: 20%
Korcyn et Selegeline: 34.1%
al 1999% Amantadine,
Bromocriptine 1.25-24.1mgqd  201.1mg/d 24.1mg/d Anticholinergics
Selegeline: 31.5%
Amantadine,
Ropinirole 0.75-12.0mgqd  223.1mg/d 12.0mg/d Anticholinergics
;Ihzogggfoet Ropinirole 15mg qd NA 15mg/d Not Allowed
Pramipexole 2.1mgqd NA 2.1mg/d Not Allowed
21“226’1"3%? Placebo NA 0.0mg/d NA NA
Rotigotine 2-16mg qd 0.0mg/d NA NA

bid - twice daily; ER - extended-release; IR - immediate-release; PD - Parkinson's Disease; qd - once daily; SD - standard

deviation tid - three times daily




Advanced PD Trial Intervention Characteristics

Table G Intervention characteristics of randomized controlled trials of dopamine agonists included in the meta-

analysis of advanced Parkinson’s Disease

Trial Arm Dosage *median *median medications

Schapira et al
2011%

Placebo

Allowed

NA

L-DOPA
Dose

mean (SD
or range);

596.1mg/d

DA dose
mean (SD
or range);

3.1mg/d

% Patient receiving other

Amantadine: 28.7%
MAO-B Inhibitors: 18%
L-Dopa: 100%
Entacapone: 7.3%
Anticholinergics: 16.9%

Pramipexole

(IR)

0.125-1.5mg tid

619.1mg/d

2.8mg/d

Amantadine: 23.8%
MAO-B Inhibitors: 14.6%
L-Dopa: 100%
Entacapone: 6.7%
Anticholinergics: 14%

Pramipexole
(ER)

0.375-4.5mg qd

565.4mg/d

2.7mg/d

Amantadine: 26.9%
MAO-B Inhibitors: 15.4%
L-Dopa: 100%
Entacapone: 9.7%
Anticholinergics: 14.3%

Mizuno et al
2003%

Placebo

NA

422.43mg/d

NA

L-Dopa: 100%

Bromocriptine

1.25-22.5mg qd

377.88mg/d

17.75mg/d

L-Dopa: 100%

Pramipexole

0.25-4.5mg qd

404.90mg/d

3.24mg/d

L-Dopa: 100%

Lieberman et
al 1997%

Placebo

NA

773.98mg/d

NA

L-Dopa: 100%
Deprenyl: 52%
Anticholinergics: 12%

Pramipexole

0.375-4.5mg qd

633.89mg/d

NA

L-Dopa: 100%
Deprenyl: 58%
Anticholinergics: 14%

Poewe et al
20077

Placebo

NA

814mg/d

NA

L-Dopa: 94%

Selegiline: 15%
Anticholinergics: 10%
Amantadine: 21%
Entacapone:12%
Slow-Release L-Dopa: 22%

Pramipexole

0.375-4.5mg qd

813mg/d

3.1mg/d

L-Dopa: 95%

Selegiline: 20%
Anticholinergics: 12%
Amantadine: 17%
Entacapone: 28%
Slow-Release L-Dopa: 22%

Rotigotine

4-16mg qd

795mg/d

12.95mg/d

L-Dopa: 96%

Selegiline: 14%
Anticholinergics: 6%
Amantadine: 18%
Entacapone: 23%
Slow-Release L-Dopa: 27%

Pinter et al
1999%

Placebo

NA

537.5mg/d

4.08mg/d

L-Dopa: 100%
(MAO-B inhibitors,
amantadine): 66%

Pramipexole

0.2-5mg qd

592.6mg/d

3.59mg/d

L-Dopa: 100%
(MAO-B inhibitors,
amantadine): 73.6%

Hutton et al

Placebo

NA

NA

NA

L-Dopa: 100%




1996%°

Selegiline, Amantadine,
Anticholinergics

L-Dopa: 100%
Selegiline, Amantadine,

Cabergoline 0.5-5.0mg qd NA 0.5-5.0mg/d  Anticholinergics
'2\’(')'027”32‘0 etal  paceno NA 319mg/d  NA L-Dopa: 100%
Ropinirole 0.75mg qd 325mg/d 7.12mg/d L-Dopa: 100%
Trenkwalder L-Dopa: 82%
etal 2011 Anticholinergics, MAO-B
inhibitors, NMDA
Placebo NA NA NA Antagonists, Entacapone,
L-Dopa: 81%
Anticholinergics, MAO-B
inhibitors, NMDA
Rotigotine 2-16mg qd NA 2-16mg/d Antagonists, Entacapone,
ggg}’gf etal  pjaceho NA 613mg/d 20mg/d L-Dopa: 100%
Ropinirole 2-24mg qd 546mg/d 18.8mg/d L-Dopa: 100%
Barone et al L-Dopa: 100%
2007% Selegiline, Amantadine,
Placebo NA 618.1mg/d NA Anticholinergics
L-Dopa: 100%
Selegiline, Amantadine,
Ropinirole 0.75-24mg qd 663.1mg/d 18mg/d* Anticholinergics
g“lt;g;%? et placeho NA NA NA L-Dopa: 100%
Bromocriptine 1.25-30mg qd NA 22.64mg/d L-Dopa: 100%
Pramipexole 0.375-4.5mg qd NA 3.36mg/d L-Dopa: 100%
Moller et al L-Dopa: 100%
2005* Deprenyl: 46.7%
Placebo NA 648.8mg/d NA Anticholinergics: 26.1%
L-Dopa: 100%
Deprenyl: 47.1%
Pramipexole 0.375-4.5mg qd 637.7mg/d 3.7mg/d Anticholinergics: 31.6%
'2-3(‘)’;’3'? etal  placeno NA 753mg/d  NA L-Dopa: 100%
Rotigotine 8mg qd 740mg/d 7.16mg/d L-Dopa: 100%
Rotigotine 12mg qd 760mg/d 9.51mg/d L-Dopa: 100%
Im et al L-Dopa: 100%
2003% Selegiline, Amantadine,
Bromocriptine 1.25-17.5mg qd 681.7mg/d 15.4mg/d Anticholinergics
L-Dopa: 100%
Selegiline, Amantadine,
Ropinirole 0.75-24mg qd 711.1mg/d 7.9mg/d Anticholinergics
;Tzltggg{gg et Bromocriptine 5-40mg qd 641mg/d 22.05mg/d L-Dopa: 100%
Cabergoline 0.25-6mg qd 608mg/d 3.18mg/d L-Dopa: 100%
Zezkéggggv aet Pergolide 1.5-4.5mg qd 491mg/d 3.0mg/d L-Dopa: 100%
Pramipexole 1.5-4.5mg qd 458mg/d 2.7mg/d L-Dopa: 100%
Brunt et al L-Dopa: 100%
20023*° Selegiline, Amantadine,
Bromocriptine 4.5mg qd 781mg/d 18mg/d Anticholinergics
L-Dopa: 100%
Selegiline, Amantadine,
Ropinirole 10mg qd 730mg/d 10mg/d Anticholinergics
Brunt et al L-Dopa: 100%
2002b*° Selegiline, Amantadine,
Bromocriptine 4.5mg qd 694mg/d 25mg/d Anticholinergics
Ropinirole 10mg qd 662mg/d 14mg/d L-Dopa: 100%




Selegiline, Amantadine,
Anticholinergics

Segsretal Pplacebo NA 1002mg/d  NA L-Dopa: 100%
Cabergoline 0.5-10mg qd 706mg/d 5.4mg/d L-Dopa: 100%
2',(0‘2)”132 etal  oicapone 100-200mgtid  489.8mg/d  150mg/d L-Dopa: 100%
Pergolide 5mg qd 481.1mg/d 2.2mg/d L-Dopa: 100%
Wermuth et L-Dopa: 100%
al 1998% Placebo NA 764.4mg/d  4.77mg/d Amantadine, Anticholinergics
L-Dopa: 100%
Pramipexole 0.2-5mg qd 577.1mg/d 4.59mg/d Amantadine, Anticholinergics
Rascol et al L-Dopa: 100%
1996* Selegiline: 7%
Anticholinergics: 2%
Placebo NA NA 3.22mg/d Amantadine
L-Dopa: 100%
Selegiline: 5%
Anticholinergics: 4%
Ropinirole 1-8mg qd NA 3.30mg/d Amantadine
Lieberman et L-Dopa: 100%
al 1998% Selegiline: 55.6%
Anticholinergics: 13%
Placebo NA 792mg/d NA Amantadine: 11.1%

L-Dopa: 100%
Selegiline: 50.5%
0.75- Anticholinergics: 25.3%
Ropinirole 0.75-24mg qd 517mg/d 24mg/d Amantadine: 15.8%

bid - twice daily; ER - extended-release; IR - immediate-release; PD - Parkinson's Disease; qd - once daily; SD - standard
deviation tid - three times daily
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