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Early Start Delayed Start Mean Difference Mean Difference Risk of Bias

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% ClI ABCDEFG
1.2.1 Dopamine agonis
PROUD 0.3 10144 210 07 98995 200 17.2% -0.40[-2.34, 154] [I 1111
Subtotal (95% CI) 210 200 17.2% -0.40[-2.34, 1.54]
Heterogeneity. Mot applicable
Test for overall effect: 2 = 0.40 (P = 0.69)
1.2.2 MAOEI
TEMPO 2.4% 7.9173 241 417 87794 130 19.7% -168([-3.49, 0.13] —=— (11111 I
ADAGIO 315 8122 500 381 81652 487 63.1% -0.66[-167, 0.35] n eéeceeeer
Subtotal (95% CI) 750 617 B82.8% -0.90[-1.79, -0.02] L
Heterogeneity: Tau? = 0.00; Chi¥ = 0.93, df = 1{P = 0.34); I = 0%
Test for overall effert: 72 = 2.00 (P = 0.05)
Total (95% CI) 960 817 100.0% -0.82[-1.62,-0.01] |

i 2 . i2 2 ] ] Il Il
Heterogeneity Tau® = 0.00; Chi* = 1.14, df = 2 (P = 0.56); I° = 0% 30 1o 1 -

Test for overall effert: 7 = 1.99 (P = 0.05)

Test for subgroup differences; Chi* = 0.21, df = 1 (P = 0.64), IF = 0%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

X1 B/ —F >V UfRiAE Delayed Start Design

NVA

~
<
~

Risk Ratio
Weight M-H, Random, 95% CI

Placebo
Events Total

Drugs

Study or Subgroup  Events Total

Favours [Early start] Favours [Delayed start]

Risk Ratio
M-H, Random, 95% CI

YT IZR ML LLIEMAOBRREER (54X ) & 75tRtE (UPDRS part )

Risk of Bias
ABCDETFG

2.1.1 Pramipexole

I

PEOUD 194 261 196 274 24.8% 1.04 [0.94, 1.15]

Subtotal (95% CI) 261 274  34.8% 1.04 [0.94, 1.15] '

Total events 154 156

Heterogeneity Mot applicahle

Test for overall effect: 2 = 0.73 (P = 0.47)

2.1.2 Rasagiline

ADACIO 10 581 245 5485 3I0.9% Q.78 [0.67, 0.5]1] -

TEMPO 187 241 102 120 24.4% 1.04 [0.494, 1.16] J

Subtotal (95% CI) 822 725 65.2% 0.91 [0.65, 1.25]

Total events 287 351

Heterogeneity, Tau® = 0.05; Chi’ = 12.41, df = 1 {F = 0.0004); I? = 92%

Test for overall effect: 2 = Q.60 (P = 0.55)

Total (95% CI) 1083 999 100.0% 0.95 [0.79, 1.14] ’

Total events 581 547

Heterogeneity, Taw® = 0.02; Chi* = 13,89, df = 2 (P = 0.0009); | = 86% 0=1 012 0:5 j' % 1:0
Test for overall effe;t: Z=053 (P_ = 0.60) Favorous [Drugs] Favorous [Placebo]
Test for subgroup differences: Chi? = 0062, df = 1P = 0.43), 17 = 0%

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

2 B/ —*x >V UIEARE Delayed Start Design
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Evidence-to-Decision +—7JL
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Is there important
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variability in how much
people value the main
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Does the balance
between desirable and
undesirable effects
favor the intervention or
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HROBMT— I
CQII-1]: B S—2 Ui, TR CRAHTS RGN MR & BIAA T X7,

WROA14T NAZELLGNIEER | FHAETHAAZL FHAETHAALR FHAETHAAZT  NAETHILEES
Type of recommendation TS D WS EEHETD BEHESD BTEEHRET D HEID

Strong recommendation Conditional Conditional Conditional Strong recommendation for

against the intervention recommendation against | recommendation for either  recommendation for the the intervention

the intervention the interventi_on or the intervention
comparison
HI 7E 1 O O O O

HERCERE

Recommendation

(GRADE 1A, #EODGSIAOV#ER |/ IETOANEIE])
(GRADE 1B, #E NI MER | TETFoADEIf )
(GRADE 1C, #Z DM ER | TETFURDEIE))
(GRADE 1D, #R sS4 VER |/ TETVROEIEREICED
(GRADE 2A, ##EDEXIBVHERE )|/ ITETUANDHIE]))
(GRADE 2B, ##ZDE=IFBHRE | TET AN HHd))
(GRADE 2C, #ZED#RXIBVERE | TETFUADEINE))
(GRADE 2D, #3EMD3axIBLMER )/ ITETO XD BEIIEFEIZIED

EL:)s
Justification BRR(CQ) : BHI/R—F 2V EIE, BHE TELLE T RIICEYABRERBTAED,
BEP) BEN—FVUREETHEE
AN : FR—FOVIREICKDEYRE
FEE(C) : BELELY
7 bH.L(0) : UPDRS part Ill, Adverse events
IETFVRADEN: S RATFITAVILEA—DFER, 3 #1777 A) D RCT RNRDMof=. ZIbhL 1 I2DLTIEA
AlZ&Y MD -0.82(95%Cl -1.79~-0.02) LEEIZH DS 12 ZEEBMBED TH o1z, 7OMHL 2 [2DLVTIE
RR 0.95(95%Cl 0.79~1.14) L HEEZE I HH o f-.

IETVRDE £F=HRIINATRADVRAVIFEL, BRI TIEEWNEL= EROIFE—EMSL, 7oA LIZEL
TIERZTIEARWNELED, PTOMIL2 TIEEEEAE Mo 1LERBET L—F A DU LRI ELT=, IEEEEEL
FTHEBELZCGRLTIEAWOEL . FFEESIX UPDRS partlll OREIZDOWTIZEER B A EEREIMERMEEZE L
THEY. 1 BRI L—FEO L=, ZFIOBRMERIC DWW TIXEEREA KR HIMBIEZ - TS A, FREHARA
B0, 1BIESL—RE Y0 Lz, HER/AA T RIZDNTIE, FBZTIHEWNEL, COT®), BT INILOIETF
VRANEIE, UPDRS partlll [£Td 1 THAABIMEREMEITHY, 2EMBIETURADE(E, TCUE) 1&LT=.

FlFERFIE, HIB, ARCDHE: BEHERTCITARERBTHCETESERERETHEFALGNTHY. F
#IIFFIEE EEEHN, TESRYBRHITAERZRINYT D EXBNTEEREFIET S EELLBKLTHLOA TR
HHEERTIETVRIIEN, —A T BHTEH A, BEMERFTEHARMAKRELBLTHERER U BRE
TICEDTFIREFIHE LRSCEFAENERDND, TDHEFEREBREL. AREFLTIEFITELTH
BEFFEZ LRSERDND BBEHHEFERLGT IMILELTHITONID, A2BEFEITAT- delayed start
design3 | TIFMESNTILVEWN, — A L-F/ O REARICE T2 EMMEZ R = RCT TIE, 600mg DEAETHEE
ISEFHSHFHEASHBELTEY., FBATHEE LRISFAREMENH D, LAL. BEMETITARMIGAENEE . L-
FRDOBEENELGLHETAHRBBNSEFEHEDNHRFTOHMAENCLEI|/ESNATINS, TEZRYE
HNSBRBRETDEEREMOBELHY . COREED TEREFB T EMERLTROIDENHD, EFHIDD
AMEEZDDERHDIN, —HCEBRECETICLYBEOCREEFCHEEREL. EEENMETTEILD
HY . —BIEFRAROFFELFIEE EEDEFEZLL,

B ARV, PR TESETRHMIARBRY 5L ERET H(GRADE2C).

MEEEEEE GARNALERERZRETHEFALHT, BHICHIRT ERETHD, LL, BHNAN
FETPEMERICETIIET U RARE BEDOFBRERFBED NSV RE+SERBLTCARERIBT M HIEY
N

YITN—TDREBIR
Subgroup considerations
BEEFMONADNBICEST
EEINEDBHAICE LDk
DIZEHZERTET DTS



£ LDEEBEIE
Implementation
considerations

ERICERY HI5EICHEEERT
BEfTalRet, BAEMAE IS
BHIELS

EZR) YT LR

Monitoring and evaluation

ETDERICHBLE=SYL T

(A FHTIC, LLT A%
IZHRICDVNTOFHEN B ES

RO HEE

Research possibilities

HIM (S EA TR ST, 3%
RO|EDBELLD (FAH

SE AR T E1T 1= delayed start design ZFL = RCT TIER/S2 7T = A& MAOB BHEFID A LRSS T
WV, DRTITAVILEA—DFER., L-F/\OREAERICET 2 ERAMZEEILIz RCT HARIL1HTHY . BH
Mo 5T EETERBINNZONDZZENRESN TS, T, EHNLEMERILEN AR ELRLTEES
otz REDEMERIZATBETHS, Tz, L-F/NZBEEL TIE 600mg I 58 TIX 40 BDRBHETESOHNE
BEIUCAXROTHAERICEZDIENBESNTINS, — A BIEAE CTARMABIAEWNZLE . ARRENS
L-FRDFEENELYEHEHENHRETOHBAENCELRESN TS, REDEFHAHELZEDOE
FOBRMERIZOWTIHFELRN —RIZTDWTIE LEEFRBAL. BB ERTOEELZZREL THSBERERAIRT 5,
Flo AERRICE S TEBEOFREITA > TABRAHERDDEVWSIRENGSNN, BEITREAHERRS
ZENELWNMGAELIELIEHZEWSER N D o1=, TD1=0H. WL THDABEERIET HICHT=> T, FIEEFF
BWONSGUREFELHIERETEIDLENDHD,

BRMNA—F VI RISOVTRHEARLERTHIN, EFVEFRENERZTHY ., BELH. EFRELHA
TROBENDH D FIC. RHBRREZF VNG S BBERSEETHYRBRNAZLENEHIF LSS X EHH
BREETV., EEEELEMFELTVENERDETEE=RIV T TEILELNHS.

BHANSARBEEHBTAENRIOETENHTEINEIN DV TITELHHEDOBRFDOATHY . REOBERHE
MNILETHD, delayed start design [EF/ I 7T =ZXAE &Y MAOB BREFIDRET DA THY . L-F/IZBET 5185
FEESNTWVEN-OESEROREERDOND ARIILEBETEIRAICBFEIDRAXROT EEDOBRNEE. FEHIE
KICETET IMALDEBELVSIBEDH A L-EXDEEHEE CXAFROTLEGO BRNESDLLEZEL
FEERARIZTEROATHY . BETERFEDIETURIIH, RYAREAEETHENIEIZDLTORCT &
THAVHICRETHY . BEMRDEENEEZTHIHEBOND,



CQl1-2 BHA/x— x>y UEDEBEIL L- K3 & L- RN oY gL (K2 73
ZXFBLOMAOBRHEER) D EH S THIBRTRED

LD LD sparing Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI| ABCDEFG
Halloway 2004 -3.4 123 150 1.2 133 151 18.2% -4.70[-7.59 -1.81] ——
Oertel2 QO&PELMOPET -2.8 78 l4e 2.8 2.8 148 22.5% -Ze0[-7.&2, -2.58] —a—
FEascol 2000 FKOS&study -48 BZ 89 -08 1ol 179 21.2% -4.00[-827, -1.73] —a—
Storch 20132 -7.2 TF.2 18 -65 832 17 10.1% -0.70[-5.86, 4.48] I — 7 7
USA Olanow 1995 2.2 1 z1 = 11 19  28.1% -1.70[-2.35, -1.05] = [T X 1 B
Total (95% CI) 424 514 100.0% -3.51[-5.53, -1.48] <
Heterogeneity: Tau® = 3.6%; Chi* = 1861, df = 4 (P = 0.0009; 12 = 73% —iO _15 5‘ lIO

Test for overall effect: £ = 3.40 (P = 0.0007) Favours [L-dopa] Favours [LD sparing)

Risk of bias legend
{A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
{D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

{F) Selective reporting (reporting bias)

(G) Other bias

1 EEEIR (UPDRS part lIl) 3 L- Kzt & L- K/tEEgELE (F/23 7 3T=X b, MAOB FEEXR)

LD DA Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI ABCDEFG
Herskovits 1988 Argentina 329 0 31  0.7% 8.32[0.41, 168.45] — 27020~
Holloway 2004 4 150 4 151 6.7%  1.01[0.25, 4.10] — éeeee
Oertel2006PELMOPET 0 146 5 147 9.4% 0.09 [0.00, 1.61] ~
PKDS009 10 208 9 211 14.6%  1.13[0.45, 2.85] ——
Rascol 2000 FKO56study 5 89 31 179 33.4% 0.28 [0.11, 0.76] —
SydneyMultiple Hely 1994 6 64 10 62 15.8% 0.54[0.18, 1.58] —=T
UK-PDRG Lees 2001 0 249 10 262 17.6% 0.05 [0.00, 0.83]
USABromocriptine Weiner 1993 1 9 1 6 1.8% 0.63[0.03, 12.41] I E—
Total (95% Cl) 944 1049 100.0% 0.50 [0.32, 0.78] '3
Total events 29 70
Heterogeneity: Chi? = 12.60, df = 7 (P = 0.08); I> = 44% I t t {
Test for overall effect: Z = 3.02 (P = 0.002) Olool%avou(:él[LD] Fav;L?rs [DA}OOO

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

2 FBHER 5 L-Fse& L-FosEgk (K¢ 7I=X b, MAOB fEEZ)



LD LD spairing Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Caraceni 2001 10 156 53 162 9.0% 0.20[0.10, 0.37] -

Herskovits 1988 Argentina 1 29 2 31 3.2% 0.53 [0.05, 5.58] —
Holloway 2004 49 150 67 151  10.2% 0.74 [0.55, 0.98] -
Oertel2006PELMOPET 56 146 71 148 10.3% 0.80[0.61, 1.04] ™

PD MED 2014 11 528 491 871 9.3% 0.04 [0.02, 0.07] -

PKDS009 79 208 88 211 10.3% 0.91[0.72, 1.15] b

Rascol 2000 FKO56study 44 89 94 179 10.3% 0.94[0.73, 1.21] -
Riopelle1988 CanadaBRCP 0 39 4 42 2.4% 0.12[0.01, 2.15] I ——

Storch 2013 0 20 2 19 2.3% 0.19[0.01, 3.73] —
UK-PDRG Lees 2001 80 249 181 262 10.4% 0.47[0.38, 0.57] -

USA Olanow 1995 6 49 9 52 7.7% 0.711[0.27, 1.84] /1
USABromocriptine Weiner 1993 2 7 2 10 4.8% 1.43 [0.26, 7.86] e
Utsumi CASTLE 2012 16 46 33 45 9.8% 0.47 [0.31, 0.73] -

Total (95% CI) 1716 2183 100.0% 0.45 [0.27, 0.75] ’

Total events 354 1097

Heterogeneity: Tau? = 0.63; Chi? = 208.65, df = 12 (P < 0.00001); I = 94% 6002 0=1 150 500=

Test for overall effect: Z = 3.08 (P = 0.002) Favours [LD] Favours [LD sparing]
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

3 &K L-F/o& L- F/sEgE (F/8»y77I=X b, MAOB BHEZX)

LD LD sparing Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI ABCDETFG
Holloway 2004 57 150 36 151 13.6% 1.59[1.12, 2.26] -
Oertel2006PELMOPET 8 146 0 147 0.2% 17.12 [1.00, 293.83] ————— 2?2
PD MED 2014 150 528 217 878 62.0% 1.15[0.96, 1.37] |
PKDS009 46 208 34 211 12.8% 1.37[0.92, 2.05] =
Rascol 2000 FKO56study 29 85 39 172 9.8% 1.50[1.00, 2.25] = 7
Utsumi CASTLE 2012 11 46 4 45  1.5% 2.69[0.92, 7.83] — 60066~
Total (95% CI) 1163 1604 100.0% 1.33 [1.16, 1.52] ¢
Total events 301 330

FPe. 2 _ _ 12 0, } } } }
Heterogeneity: Chi* = 8.74, df = 5 (P = 0.12); I* = 43% 0.05 02 & 20

Test for overall effect: Z = 4.06 (P < 0.0001) Favours [LD] Favours [LD sparing]
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

A EBEORRZLE) (V7)) v IF7) L- K/ L- Rsmdegns (K782 v 73 =X b, MAOB [EEX)



LD LD sparing Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
Caraceni 2001 42 156 56 317 12.5% 1.52 [1.07, 2.17] ——
Herskovits 1988 Argentina 1 31 0 29 0.7% 2.81[0.12, 66.40] >
Holloway 2004 46 150 15 151 9.8% 3.09[1.80, 5.28] —_—
Oertel2006PELMOPET 48 146 24 147 11.3% 2.01[1.31, 3.11] —
PD MED 2014 190 528 121 878 14.6% 2.61[2.14, 3.19] -
PKDS009 44 208 20 211 10.4% 2.23[1.36, 3.65] —
Rascol 2000 FKO56study 40 89 36 179  12.2% 2.23 [1.54, 3.24] -
Riopelle1988 CanadaBRCP 0 38 0 39 Not estimable
SydneyMultiple Hely 1994 35 64 17 62 10.9% 1.99[1.26, 3.17] -
UK-PDRG Lees 2001 134 249 117 262 14.8% 1.21[1.01, 1.44] -
USABromocriptine Weiner 1993 5 9 1 6 1.9% 3.33[0.51, 21.89] — 222227272
Utsumi CASTLE 2012 3 46 0 45 0.8%  6.85[0.36, 128.97] » 800066~
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Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias
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