WCQ2 EHEHEICHT HAREICDONT
CQ2-1 7z=T7 VI FT7%22Y 2ETHA—F Y REZICEWT L- F/38H

ISRV TPITZR MEMRZDBDRED

DA Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI A
DA (B) Germany 1983 -34 278 20 03 3.66 20 1.0% -3.70[-5.71,-1.69) ¢ ?
DA (B) interntl 1997 1.2 432 81 -03 436 76 2.2% -0.90 [-2.26, 0.46] — *
DA (C) spain -3.33 3.4797 14 -247 3914 12 05% -0.86[-3.73,2.01] - =% [ @®
DA (C) UK 1996 -2 2.3335 18 -07 224 16 1.7% -1.30[-2.84, 0.24] = ?
DA (C) USA 1 -2.08 3.21 89 -0.77 3.32 46  2.9% -1.31[-2.48,-0.14] —— ?
DA (Pe) N America -1.8 48117 189 -0.2 47862 187 4.2% -1.60[-2.57,-0.63] —E @
DA (PR) Aust/Germ -2.3 2.6857 23 04 3.528 37 16% -2.70[-4.28,-1.12] — @®
DA (PR) CLEOPATRA -2.8 2.8284 200 -09 5 100 3.6% -1.90[-2.96,-0.84] e @
DA (PR) Denmark -1.2  2.908 29 -0.6 3.0157 29 1.7% -0.60[-2.12,0.92] - 1 )
DA (PR) Europe -1.94 26382 174 -0.12 3.0858 180 11.2% -1.82[-2.42,-1.22] = ?
DA (PR) Interntl -2.6 4.2973 71 -0.3 4.3589 76 2.0% -2.30[-3.70,-0.90] B *
DA (PR) US/Canada -24 3.4296 174 -0.7 36722 172 7.1% -1.70[-2.45,-0.95] e ®
DA (R) China 2013 Zhang -2.1 258 175 -04 247 169 14.0% -1.70[-2.23,-1.17] = ?
DA (R) EASE-PD -2.1 454 201 -03 441 190 51% -1.80[-2.69,-0.91] — &8 @®
DA (R) France/Eng -1.74 235 23 -222 3.02 23 1.6% 0.48[-1.08, 2.04] = = = @
DA (R) Japan 2014 mizuno -1.9 3 166 -04 27 84 7.4% -1.50[-2.24,-0.76] — ?
DA (R) UK/Israel -1.33 2.3331 42 -0.75 2.8142 22 21% -0.58[-1.95,0.79] ST @
DA (R) USA -1.53 4.2691 90 -1.22 3.7129 53 22% -0.31[-1.64,1.02] T @
DA (Ro) CLEOPATRA -25 3.5444 201 -09 5 100 3.3% -1.60[-2.70, -0.50] = @
DA (Ro) Intnl 2014 Nicholas -2.4 27147 94 -15 2702 108 7.1% -0.90[-1.65,-0.15] & ®
DA (Ro) Japan 2014 nomoto -2.1 3.1 86 -0.7 2.8 86 5.1% -1.40[-2.28, -0.52] —= ?
DA(Ro) Mizuno 2014 PRD -1.4 29 164 -04 27 84 7.5% -1.00[-1.73,-0.27] =% @
DA(Ro) PREFER -2.7 3.8269 113 -0.9 3.3817 119 4.6% -1.80[-2.73,-0.87] — @®
Total (95% CI) 2437 1989 100.0% -1.48 [-1.68, -1.28] ¢

Heterogeneity: Chi? = 29.12, df = 22 (P = 0.14); 12 = 24% ; f f ;

Test for overall effect: Z = 14.53 (P < 0.00001) 4 = D Ao placebg .
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 FRIVFPIZRb o+ 7EBEEOEREDR

DA Control Mean Difference Mean Difference Ri ias

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI A B F G
DA (B) Germany 1983 -178 191.1838 20 -30 141.1853 20 2.9% -148.00 [-252.16, -43.84] s 2R ??
DA (B) interntl 1997 -56 184.3112 84 -23.5 120.7132 83 13.9% -32.50 [-79.70, 14.70] & @~ [ I
DA (C)USA 1 -1756 292.7462 109 -255 82.5233 54 8.9% -149.50 [-208.70, -90.30] — D@ @~
DA (Pe) N America -235.3 550.0466 189 -51.4 550.0002 187 2.5% -183.90 [-295.09, -72.71] - ®- @
DA (PR) Denmark -150.7 196.9236 33 -10.6 120.9805 33 5.0% -140.10[-218.95, -61.25] T @~ @2
DA (PR) Internt| -85.4 148.9661 79 -235 120.7132 83 17.7%  -61.90[-103.77,-20.03] T @~ @~
DA (PR) US/Canada -209.48 272532 179 -452 115.8044 172 16.4% -164.28 [-207.79, -120.77] . @®-2 { X
DA (R) China 2013 Zhang 0 0 0 0 0 0 Not estimable DD [ 2
DA (R) EASE-PD -278 192.9551 201 -164 164.0302 190 24.7% -114.00 [-149.43, -78.57] - ®® @~
DA (R) UK/Israel -157.03 262.0158 41 -131.43 213.4139 22 2.2% -25.60 [-145.54, 94.34] — @2 D
DA (R) USA -235.93 246.7469 94 -56.32 200.5397 54 5.8% -179.61[-252.75, -106.47] B ®-2 @~
Total (95% Cl) 1029 898 100.0% -110.74 [-128.36, -93.11] ¢

Heterogeneity: Chi? = 31.30, df = 9 (P = 0.0003); I* = 71% et —t

Test fo?overtzll effect: Z = 12.31 (P(<0.00001) ) ~200=190_ 0 100,200
Favours [experimental] Favours [control]

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 BRIy 7I=X b L- F&8HOREDERE



Experimental Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI A B EFG
DA (C) spain -447 51539 17 -254 36056 13 4.8% -1.93[-5.07,1.21] ~ ®-2 PO@
DA (C) USA 1 2.7 86074 105 -1.1 80098 54 6.4% -1.60[-4.30, 1.10] T D& ®®
DA (Pr) : H Kong /Taiw 72 89095 50 -0.55 7.9363 54 4.4% -6.65[-9.90, -3.40] s PR @022
DA (PR) Aust/Germ -13.2 109721 33 -45 94855 44 21% -8.70[-13.38,-4.02] @2 ([ 1 B
DA (PR) CLEOPATRA -10.3 8.0465 174 -4.43 124773 180 9.9% -5.87[-8.05,-3.69] —— @®@® ®e -
DA (PR) Europe -10.3 12.0037 174 -4.43 11.1356 180 8.0% -5.87 [-8.28, -3.46] —— 2@ ([ 1 X
DA (R) China 2013 Zhang 63 1008 175 -07 903 169 11.5% -5.60 [-7.62, -3.58] — 2@ ®@®
DA (R) EASE-PD 65 126748 194 -17 124455 183 7.3% -4.80 [-7.34, -2.26] — @® @@
DA (R) Japan 2014 mizuno 95 97 166 -45 87 84 83% -5.00[-7.37,-2.63] —%5— D@ @S
DA (Ro) CLEOPATRA 87 7.9984 204 -43 93464 101 104% -4.40 [-6.53, -2.27) = @@ ®e-
DA (Ro) Intnl 2014 Nicholas 5.9 76 94 25 82 105 9.7% -3.40[-5.60,-1.20] —& @~ (1 B
DA (Ro) Japan 2014 nomoto ~ -10.1 9 8 -44 74 8 7.7% -5.70[-8.16,-3.24] = 2@ @e
DA(Ro) Mizuno 2014 PRD -10.9 81 164 -45 87 84 94% -6.40[-8.64,-4.16] = @® ®® -

Total (95% Cl) 1636 1337 100.0% -4.96 [-5.65, -4.28] ¢

Heterogeneity: Chi2 = 18.80, df = 12 (P = 0.09); I> = 36% S 1=0 5 ps 5 1=0

Test for overall effect: Z = 14.21 (P < 0.00001) Favours [experimental] Favours [control]

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 Ky 7I3=X b F D UPDRS partlll X 27 OXEFR
Experimental Control Odds Ratio Odds Ratio Risk of Bias

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI ABC F G
DA (B) Germany 1983 78 84 77 83 25% 1.01[0.31, 3.28] ?272@ ?2?
DA (C) spain 9 23 6 20 1.7% 1.50 [0.42, 5.35] — ®0 2@
DA (C) UK 1996 17 19 11 18 05%  5.41[0.94, 30.97] —— 22@® (1]
DA (C) USA 1 115 123 58 65 22% 1.73[0.60, 5.02] = ?2272@® ®~2
DA (PR) Aust/Germ 27 34 32 44 26% 1.45[0.50, 4.19] T ®2® ®~2
DA (PR) CLEOPATRA 140 201 65 101 11.7%  1.27[0.77,2.11] T F@® @~
DA (PR) Denmark 32 36 25 33 13%  2.56([0.69, 9.48] T @20 @~
DA (PR) Interntl 79 80 77 83 04% 6.16[0.72,52.33] T @72@ @~
DA (PR) US/Canada 171 181 158 179  3.9% 2.27 [1.04, 4.98) = ®20 @®-
DA (R) China 2013 Zhang 130 175 107 170 12.5% 1.70 [1.07, 2.69] —— 22@® ®-
DA (R) EASE-PD 129 202 106 191 17.6% 1.421[0.95, 2.12] il e @~
DA (R) France/Eng 21 23 18 23 07% 2.92[0.50, 16.89] —r T ®2® @~
DA (R) Japan 2007 102 121 80 122 56%  2.82[1.52 5.22] —_ 272@® @® -
DA (R) Japan 2014 mizuno 130 167 59 85 7.7% 1.55[0.86, 2.79] T 22@ @~
DA (R) UK/Israel 35 46 16 22 23% 1.19[0.38, 3.80] —E— ®2® 2@
DA (Ro) CLEOPATRA 141 204 65 101 12.0%  1.24[0.75, 2.05] T @® ®-
DA (Ro) Intnl 2014 Nicholas 295 406 78 198 12.8% 4.09 [2.86, 5.85] b ®°@® @~
DA (Ro) Japan 2014 nomoto 82 87 77 87  2.0% 2.13[0.70, 6.51] T 2272@® @~
DA(Ro) PREFER 0 0 ) Not estimable @@P@® @® -
Total (95% Cl) 2212 1625 100.0% 1.95 [1.67, 2.28] ¢
Total events 1733 1115

Heterogeneity: Chi? = 32.24, df = 17 (P = 0.01); 12 = 47% 150
Test for overall effect: Z = 8.40 (P < 0.00001) Favours [control]

001 0.1 1
Favours [experimental]

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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7 LIDJ anticipated effects?
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Is there important
uncertainty about or
variability in how
much people value the
main outcomes?
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ROELLTEL
FIH?

Does the balance
between desirable and
undesirable effects
favor the intervention
or the comparison?
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Is the option
acceptable to key
stakeholders?
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Ho1- (MD=-110.74 95%CI-128.36 -93.11

BEHITIX, TI5IREY—ILIX (BT Mean difference(MD) — 114.83, $HEDE T4

959%CI -143.01 -86.65

Mean difference(MD) — 119.81, 95%CI -150.63 > 60 %
p<0.00001) THo1zo ZNMDTI=XMIIRARERH 1~2 RETH
YT IERETH 1=,

#B®D UPDRSpart MRAAFIZRAL TIXR/NZU 7T A REETEALIC

-89.00

WELTLV=(MD= - 496 95%CI -5.65 -4.28 1?36 % p<0.00001),
BEFITIX, T5IREY—)LIX (B FFE Mean difference(MD) — —6.26,
95%CI -7.64 -4.88 2 0% p<0.00001) OE=A—)LI1%(3 &F3ZZ Mean

difference(MD) — 5.20, 95%CI -6.52 -3.88 10 % p<0.00001) AF
FUIE 4 B2 Mean difference(MD) — —4.92, 95%CI -6.04 -3.79 P
28% p<0.00001 TH>t=, ZTDMDTIT =R FIRAEERN 172 HER T
HYBH IR THo1=. BIERICELTIE DA BTEAIZES Mo
p<0.00001) ZEXITIE, A1

AN)LIAYUIF (3 HFE OR 2.08, 95%CI 1.01 4.29

(MD=195 95%CI 167 228 IP47%
I2 0% p=0.05) 7
SIREY—)LIX(5HIE OR 168, 95%CI1.16 242 120% p=0.05
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CQ2-1]: v =T Vv 747 % 2d HHITHI =% Y UIREBEFICB W T L- KA KX 7 a =2 |

A D ~NE D
HRDZ4T

Type of recommendation

$I7E
HERER

Recommendation

B i

Justification

EELBVWCLEHESD | RELAVCLERETS RIS LZRETS  EETH-Lz

(FELVESR) (B (LR #2295 GEL
We recommend against We suggest not offering this We suggest offering this ;Eﬁ)
offering this option option option

We recommend
offering this option

O O O O

R DITI VT A TREREET HDETE/ A A—F VR DBEICK /ST
J_AMEMADEFIRET S GRADE2A

THEIE: CNETORCTIX60RFIESANERTHY ., SEEIZRTHERICEL
TIETUANGEL =6, BMEDFERICHLTITETEZET S,

(GRADE 1A, #BEDBREIALV#RE | ITETVRADEIE])

(GRADE 1B, #IENDA=IELMER | TET ADOEId))

(GRADE 1C, #ZEDRXMEVEE | TETFURADEINE))

(GRADE 1D, #3ZDsax54 R ITET AN EIERIZIED)

(GRADE 2A, #ENDESIBLV#E| IETOANDEIE])

(GRADE 2B, #END&SIBVER | TETORADEIF])

(GRADE 2C, #Z2NDMSIBNHER | ITETFURADEIE))

(GRADE 2D, #3ZD5axIBL#R )/ ITET ADEIERIZIED

FIrAL(O) 1 ATBRIDEMBHE, 2 L-F/REFIDHEIR. 3 A BED UPDRS motor score (D

WEME. 4 B

IETVRADEM: VRATITAYILEA—DHER, 234 (2437 A) D RCT BEDMot=. 7okl

1 [ZDLTIEM AIZLY MD-1.48 (95%CI-1.68~-1.28) LB EITHASE =, PIMIL 2 12DVTHA

AIZ&Y MD -110.74 (95%CI-128.36~-93.11) EFEITHE TE =, 7VMILSITDNT DA HTH

BITHEL TV (MD-4.96 (95%Cl-5.65~-4.28) ,BI{ERIEN ABHTELIZE N> (OR 1.95

167-2.28).

IEFVRANDE: L-F/FEHRICELTEEEENTIE TV ROEMN LT, ZOMD T

FMILDIETUADEEL IETVADERIE &L=,

FlmEFFHLE, BB, AR OHE:

FIRZT7IZRCDOHRATT IbHL1~IIZELTIEREAFEONLH, BIERIFES. B, &

B OREROT LAEREANABTHECE, F-LWThoRBLRER 6 N AROERADHE

THY ., REERICHESEER ICD PERBEE ., DEABEELRL) FEBINTLVEL, £<O DA (F

BEFEAETE—A 1000 BREEOEMELLL-OIARNDMBITEETHD, ERICELTIEES

BEAEANHTE2EEEEA- L TCHAZRETDILELNHD,

HE: 7 A IRREE T HETH/NA—X Y UROBEICK/NSVTIZRMEMA S EE
12%9 3% GRADE2A

IS EERIE:
RRSUT7IZRMME L-FARBRFEHBATHIET. ATBROERDR. LR AREFHREDR.
UPDRS motor score DHREMENHINER. IBR. Ef. SRFROT7 . IELEDEIERANLHY
FENBETHD,




I L—TOBRSEIE CNFETO RCT TITFEH 60 BATF DEENRRTHH=0. mBEITITHERICITERT S,
Subgroup considerations
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XAEHHBEICE, EDLSIEH

EZRETINMRETS

EEELDEREIER
Implementation considerations
Ry S8 A ML A
girﬁﬁ’ri, BREMLELIZRENEL

EZRYLY LS EHIERICE T 2RIERETERE=4—T 3.,
Monitoring and evaluation
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Research possibilities
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CQ2-2
fiifEsE (COMT PEEZ. MAO-B FEEZEE. (2 b
A BRED

—_—

7774

TxTUVTFHT HETHETH/ A —F Y REBEICBWLNT R/
. V2P I FR)

%
z

CQ2-2-1 7z 7V IF7 #E2THETHA—F 0V REEICEWNT COMT H

BEREMABNED

DA Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCDEFG
COMTI ComQolL 2005 1 014 174 -09 02 96 22.0% -0.10][-0.15,-0.05] = 270000
COMTI INT-02 2003 -0.86 0.29 99 -0.54 0.39 63 3.6% -0.32[-0.43,-0.21] = 2720000
COMTI LARGO 2005 -1.2 015 218 -04 0.15 218 56.5% -0.80[-0.83,-0.77] m 20000~
COMTI Sth Korea 2002 -1.5 0.26 98 -1 0.23 99 9.5% -0.50[-0.57,-0.43] * 27720@72@® 2
COMTI UK/ Irish 2003 11 026 115 -03 038 57 3.7% -0.80[-0.91,-0.69] i 0006068 -
COMTI(E) Celomen 2002  -1.6 022 129 -09 04 74 46% -0.70[-0.80,-0.60] e Peeee® 2
Total (95% Cl) 833 607 100.0% -0.60 [-0.62, -0.57] {
Heterogeneity: Chiz = 714.85, df = 5 (P < 0.00001); I> = 99% 1 _0{5 5 ofs 1
Test for overall effect: Z = 55.12 (P < 0.00001) Favours [experimental] Favours [control]
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 COMT FHEX : # 7 R o %&EfashR
Experimental Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI A

COMTI ComQolL 2005 -30 829708 174 5 58.9837 96 35.8% -35.00 [-52.06, -17.94] = ?

COMTI INT-02 2003 -31.8 172.3318 99 9.9 93.5802 63 6.2% -41.70 [-82.77, -0.63] 1 ?

COMTI LARGO 2005 -19 82.8307 218 5 828307 218 43.1% -24.00 [-39.55, -8.45] = @

COMTI Nomecomt 1998 -87 274.0049 85 15 292.9536 86 1.4% -102.00 [-187.01, -16.99] ?

COMTI Sth Korea 2002 -51.6 154.5311 98 -0.7 130.0449 99 6.5% -50.90 [-90.80, -11.00] = ?

COMTI UK/ Irish 2003 -33 386.8077 115 26 372.5843 57 0.7%  -59.00 [-178.81, 60.81] _ ]

COMTI(E) Celomen 2002 -54 134.0467 93 27 102.0069 42 6.2% -81.00[-122.16, -39.84] S @

Total (95% CI) 882 661 100.0%  -35.68 [-45.90, -25.47] 0

Heterogeneity: Chi? = 9.96, df = 6 (P = 0.13); 12 = 40% _2'00 _1'00 0 160 260

Test for overall effect: Z = 6.85 (P < 0.00001)

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 COMT BRE : L- K/ &F| DRERIR

Favours [experimental]

Favours [control]



Experimental Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI ABC G
COMTI ComQolL 2005 -5 99673 174 -2.9 10.0375 96 10.5% -2.10[-4.59, 0.39] = 272@ ?
COMTI INT-02 2003 -7.8 21131 12 -71  1.5935 12 29.3% -0.70[-2.20, 0.80] - 2272@® @
COMTI LARGO 2005 -3.2 7.3824 218 -05 7.3824 218 34.2% -2.70[-4.09, -1.31] - ®20 ?
COMTI Nomecomt 1998 -3 13.4605 85 4.2 125194 86  4.3% -7.20[-11.10,-3.30] . 200 ?
COMTI Sth Korea 2002 -3.3 11.4834 98 -1.2 95519 99 75% -2.10[-5.05, 0.85] = 272@® ?
COMTI UK/ Irish 2003 -45 119034 115 -4.3 12.6082 57 42% -0.20[-4.13,3.73] 1 @@® ?
COMTI(E) Celomen 2002  -33 99673 172 -0.1 100375 88 9.9% -3.20([-5.77,-0.63] — @@ ?
Total (95% Cl) 874 656 100.0% -2.14 [-2.95, -1.33] ¢
Heterogeneity: Chi? = 12.24, df = 6 (P = 0.06); I?=51% p 1=0 5 o 5 140
Test for overall effect: Z = 5.19 (P < 0.00001) Favours [experimental] Favours [control]
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
X3 COMTBAZEE : # >k UPDRSpart Il 2 37 OESR

Experimental Control Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
COMTI ComQoL 2005 113 174 47 96 20.3% 1.93[1.16, 3.21] .
COMTI INT-02 2003 68 99 30 63 11.0% 2.41[1.26, 4.63] ST T
COMTI Japan 2007 98 114 79 113 10.7% 2.64 [1.36, 5.12] T
COMTI LARGO 2005 62 227 53 229 36.7% 1.25[0.82, 1.91] .
COMTI Seesaw 1997 100 103 97 102 2.7% 1.72[0.40, 7.39] N
COMTI UK/ Irish 2003 105 115 48 57 5.3% 1.97 [0.75, 5.16] T
COMTI(E) Celomen 2002 170 197 77 104 13.2% 2.21[1.21,4.01] i -
Total (95% Cl) 1029 764 100.0% 1.84 [1.46, 2.32] ‘
Total events 716 431

Heterogeneity: Chi? = 5.44, df = 6 (P = 0.49); I = 0%

Test for overall effect: Z = 5.15 (P < 0.00001) i o 1 iy 10

Favours [experimental] Favours [control]

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

4 COMTPREXR : 2IfEF
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CQ2-2-2 wxzT7YVIHT7 22T HETH/ I—F Y REEICH LT MAOB

FEEEA MR BRED

DA Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
MAOBI (R) China 2013 -1.748 169 119 -0.691 144 125 41.5% -1.06[-1.45,-0.66] —
MAOBI (R) LARGO 2005 -1.18 2.2349 222  -04 22147 218 37.4% -0.78[-1.20,-0.36] —
MAOBI (R) PRESTO 2005 -1.85 24413 149 -0.91 25219 159 21.1% -0.94[-1.49,-0.39] —
Total (95% Cl) 490 502 100.0% -0.93 [-1.18, -0.67] B

Heterogeneity: Chi? = 0.90, df = 2 (P = 0.64); > = 0% ) 3 0
Test for overall effect: Z=7.15 (P < 0.00001)

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 MAOBPAEE : 7 7 D&EMEIER

Favours [experimental] Favours [control]

Experimental Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCDEFG
MAOBI (R) China 2013 -11.55 46 119 -45 277 125 68.3% -7.05 [-16.64, 2.54] 0000680 -
MAOBI (R) LARGO 2005 -24 849281 222 5 85.0454 218 24.9% -29.00 [-44.88, -13.12] s ‘ @ . ‘..
MAOBI (R) PRESTO 2005 -36 133.0515 149 -12 1419832 159 6.7% -24.00 [-54.72, 6.72] @2 [ 1 I
MAOBI: (SE/De) FIn -425.5 310.0085 20 -168.1 310.0098 18 0.2% -257.40 [-454.81, -59.99] 272@ 2@ 2
Total (95% ClI) 510 520 100.0% -14.04 [-21.96, -6.12] |

Heterogeneity: Chiz = 11.69, df = 3 (P = 0.009); I2 = 74% _5=00 _2=50 s zéo 560

Test for overall effect: Z = 3.47 (P = 0.0005)

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 MAOBPFEEX : L- F/8K0BEMR

Favours [experimental] Favours [control]

Experimental Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCDEFG

MAOBI (R) LARGO 2005 -34 74498 222 -0.5 7.3824 218 100.0% -2.90[-4.29, -1.51]

Total (95% Cl) 222 218 100.0% -2.90 [-4.29, -1.51] L

200000

Heterogeneity: Not applicable .
Test for overall effect: Z = 4.10 (P < 0.0001) Favours [experimental]
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

33 MAOBBEEZ : &K UPDRS part Il X 37 0iEMR

4 2 0 2 4

Favours [control]



Experimental Control Odds Ratio Odds Ratio Risk of Bias

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
MAOBI (R) China 2013 27 119 21 125 23.8% 1.45[0.77, 2.74]

MAOBI (R) LARGO 2005 51 231 53 229 624% 0.94 [0.61, 1.46]

MAOBI (R) PRESTO 2005 142 149 138 159 9.4% 3.09 [1.27, 7.49] T
MAOBI (SE/De) FIn 15 20 11 18 4.4% 1.91[0.48, 7.64] S
Total (95% ClI) 519 531 100.0% 1.31 [0.95, 1.80] ®

Total events 235 223

Heterogeneity: Chi? = 6.18, df = 3 (P = 0.10); I?=51%

Test for overall effect: Z = 1.65 (P = 0.10) g1 - 1 10 109

Favours [experimental] Favours [control]

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

X4 MAOBBEZEE : BIfEH
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CQ[2-2-2] : mz7IL AT BREEETHHETH/ A—FLYUREZEICBNT L-R/REFTR /S 7T RS DM
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RO

Type of recommendation

521
HRXER

Recommendation

BEH
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Subgroup considerations
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EiE EDEEEE
Implementation considerations
ST 88 ML A%
girﬁﬁ'ri, ARG EIZREAEL
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option

O O O

O
WRX.DITIITF7 Z2EFTHETHNA—FOVREFIZE VT MAOB
PREEEMNZSZEEIRET S (GRADE2C)
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(GRADE 1D, #3E D434 ER |/ TETO XD BEIIEFEIZIED
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CQ2-2-3 T xzT7VVIHT7 2T HETH N N—F VY VREFIZBWTA R B

Y

—_—

ST74 Y VEMZBRED

Experimental Control Mean Difference Mean Difference Ris! ias

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI A B F G
IST Hauser 2003 20mg 14 26 26 05 25 29 29% -1.90[-3.25-055 — @@ @~
IST Hauser 2003 40mg 44 25 28 05 27 29 29% -1.60[2.95,-0.25] @@ @~
IST Hauser 2008 16 3 112 09 26 113 97% -0.70[-1.43,0.03] — ([ 1) ®2
IST LeWItt 2008 40mg 179 2764 129 -064 2733 66 7.9% -1.15[-1.96,-0.34] —_— @2 ® -
IST Mizuno 2010 20mg -1.31 36 115 -066 35 118 6.3% -0.65[-1.56, 0.26] —_— ®- @2
IST Mizuno 2010 40mg 458 28 124 066 35 118 8.1% -0.92[1.72, -0.12] —— @®~ ®~
IST Mizuno 2013 20mg 099 28 120 -0.23 3 123  9.8% -0.76[-1.49,-0.03] — @~ ®-
IST Mizuno 2013 40mg 096 26 123 -0.23 3 123 10.6% -0.73[-1.43,-0.03] — @® 2 @2
IST Pourcher 2012 20mg ~ -1.1 24 149 13 25 146 16.7%  0.20[-0.36, 0.76] o ®® @~
IST Pourcher 201240mg ~ -1.5 2.9 145 -13 25 146 13.5% -0.20 [-0.82, 0.42] — ([ 1] @~
IST Stacy 2008 20mg 137 24568 155 -0.6 24232 77 11.8% -0.77 [-1.44,-0.10] —_— ®2 @2
Total (95% Cl) 1226 1088 100.0% -0.61 [-0.84, -0.38] 3

Heterogeneity: Chi? = 18.11, df = 10 (P = 0.05); I2 = 45% _’2 =1 o i é

Test for overall effect: Z = 5.24 (P < 0.00001) Favours [experimental] Favours [control]

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 ARNST74) v AT7BEOEREDHE

Experimental Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
IST Hauser 2003 20mg -19 15 26 04 75 29 6.7% -2.30[-5.09, 0.49] I~
IST Hauser 2003 40mg 06 74 28 04 75 29 35% 0.20[-3.67,4.07]
IST Hauser 2008 -32 87 112 -19 87 113 10.1% -1.30[-3.57,0.97] =% | -
IST LeWItt 2008 40mg 04 74 129 -02 74 66 10.8% -0.20[-2.39, 1.99] "
IST Mizuno 2010 20mg -6.1 108 115 -39 95 118 7.6% -2.20[-4.81,0.41] - = [
IST Mizuno 2010 40mg 59 112 124 -39 95 118 7.6% -2.00[-4.61,0.61] 1=
IST Mizuno 2013 20mg 37 72 120 -28 76 123 15.0% -0.90[-2.76, 0.96] — &
IST Mizuno 2013 40mg -49 84 123 -28 76 123 13.0% -2.10[-4.10,-0.10] — &
IST Pourcher 2012 20mg -08 82 144 -08 85 146 14.1% 0.00[-1.92, 1.92] ——
IST Pourcher 2012 40mg 29 99 145 -08 85 146 11.6% -2.10[-4.22,0.02] -
Total (95% CI) 1066 1011 100.0% -1.27 [-1.99, -0.55] L 3

Heterogeneity: Chi? = 5.86, df = 9 (P = 0.75); I? = 0%

Test for overall effect: Z = 3.45 (P = 0.0006) 4 2 0 2 4

Favours [experimental] Favours [control]

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 AXNSTT74Y»:FvEDUPDRSpart Il X 37 OXEER



Experimental Control Odds Ratio Odds Ratio Risk of Bias

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI A B
IST Hauser 2003 20mg 47 54 21 29 1.7% 2.56 [0.82, 7.98] 7 ® W
IST Hauser 2008 91 115 87 115 8.9% 1.22[0.66, 2.27] 3 @@
IST LeWItt 2008 40mg 86 129 38 66 8.2% 1.47 [0.80, 2.71] i @~
IST Mizuno 2010 20mg 70 118 69 119 13.7% 1.06 [0.63, 1.77] = @2
IST Mizuno 2010 40mg 74 125 69 119 14.1% 1.05[0.63, 1.75] T @2
IST Mizuno 2013 20mg 80 123 65 126 11.0% 1.75[1.05, 2.91] [ @® -
IST Mizuno 2013 40mg 74 124 65 126 12.7% 1.39 [0.84, 2.29] ™= ®-
IST Pourcher 2012 20mg 124 149 115 151 9.4% 1.55[0.88, 2.75] : B @@
IST Pourcher 2012 40mg 128 152 115 151 8.9% 1.67 [0.94, 2.97] = @@
IST Stacy 2008 20mg 98 163 43 77 11.4% 1.19 [0.69, 2.06] o @2
Total (95% CI) 1252 1079 100.0% 1.37 [1.14, 1.63] ¢

Total events 872 687

Heterogeneity: Chi = 5.11, df =9 (P = 0.82); I’ = 0%
Test for overall effect: Z = 3.40 (P = 0.0007)

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

X 3

AZRANZT74 Y > BV

0.01

0.1

1

Favours [experimental]

10
Favours [control]

100
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Type of recommendation

521
HRXER

Recommendation
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Justification
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Subgroup considerations
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ERETINRETS
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Implementation considerations
S-S T S8 A ML A%
gﬁrﬁm, ARG EIZREAEL
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(BB VERR) (BBLMHERR) (BBLHERR) L9 5 GRL
We recommend against We suggest not offering this We suggest offering this *Eﬁ)
offering this option option option

We recommend
offering this option

O O O O

WRI.IxT7)oTHT 22T HETHNA—FOVREBEBICBLVTARNST
T4V MABEFIRET 5 (GRADE20C).

NHEIE  ABOATORIEZTHS=012, B TOEMIET->TLVAN
BIZTHEETEILENDD.

(GRADE 1A, #ENDiESIAV#R |/ IETOANDEIE])

(GRADE 1B, #EDA=IEMER | TETVADOEId )

(GRADE 1C, #ZEDRXME VR | TETFVADEINE))

(GRADE 1D, ##E DRGSR |/ TETVADEIIEEIZIED

(GRADE 2A, #EDK=IBULV#E |/ ITETVADEISE])

(GRADE 2B, #EDA=IBULMER | ITET ADOEId))

(GRADE 2C, #ZNDASIBNHRE | ITETFURADEINE))

(GRADE 2D, #3ZD5axIBL#R )/ ITET ADEIERIZIED

£ER(CQ):

BEP) /—FVUUK

HAD: ARFSTI1YY

®EB(C) : 5tk

TP IbAL(0) 1 ATHEDERE DR 2L-F/HEIDFEEHR. 3 A D UPDRD part IRI7
DHREHDR. 4BIEHA
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CQ2-2-4 7 xzT7UVIFT7 2T BETHI—FVYUREFICELWT/ =Y

I FZEIMZBRED

Control
Mean

Experimental

Study or Subgroup Mean SD Total

SD Total Weight

Mean Difference Mean Difference
IV, Fixed, 95% CI IV, Fixed, 95% CI

Risk of Bias
ABCDEFG

Zonisamide Murata 2007
Zonisamide Murata 2015

-1.3 25 68
-0.72 1968 121

02 25
-0.003 1.966

61
129

Total (95% Cl) 189
Heterogeneity: Chiz = 0.57, df = 1 (P = 0.45); I = 0%
Test for overall effect: Z = 3.73 (P = 0.0002)

190

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

M1 YV=¥3IF:77EEOERDE

Experimental Control

Study or Subgroup Mean SD Total Mean SD Total Weight

24.2%
75.8%

100.0%

110 [-1.96,-0.24] +——=———

-0.72 [-1.20, -0.23] ——
i

-0.81 [1.23, -0.38]

4 05 0 05 1
Favours [experimental] Favours [control]

Mean Difference
IV, Fixed, 95% CI

Mean Difference
IV, Fixed, 95% CI

020000
0000006~

Risk of Bias
ABCDEFG

Zonisamide Murata 2007
Zonisamide Murata 2015

57 6.8 60 -28 6.8 63
-4 65 120 -21 54 129

27.8%
72.2%

Total (95% CI) 180
Heterogeneity: Chi? = 0.48, df = 1 (P = 0.49); I? = 0%
Test for overall effect: Z = 3.37 (P = 0.0008)

192 100.0%

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

K2 V=% 3IF:#*Eo0UPDRSpart IlRa7

Control
Events Total Weight

Experimental

Study or Subgroup Events  Total

[ —

L
<&

-2.90 [-5.30, -0.50]
-1.90 [-3.39, -0.41]

-2.18 [-3.44, -0.91]

10 5 0 : !
Favours [experimental] Favours [control]

DHEFHER

Odds Ratio
M-H, Fixed, 95% CI

Odds Ratio
M-H, Fixed, 95% CI

10

020000
000000~

Risk of Bias
CDEFG

Zonisamide Murata 2007
Zonisamide Murata 2015

62 85
78 128

54 83 37.1%
65 131 62.9%

Total (95% CI)
Total events 140 119
Heterogeneity: Chi? = 0.05, df = 1 (P = 0.83); I?= 0%
Test for overall effect: Z=2.12 (P = 0.03)

213 214 100.0%

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

M3 V=%3IF:ales

1.45[0.75, 2.79]
1.58 [0.97, 2.59)]

1.53 [1.03, 2.28]

-
_._
»

I

01 02 05 1 2 5
Favours [experimental] Favours [control]
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IR 2R(CQ) :
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A : J=H3K
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FObAL(Q): 1 A7BHOEMRESR 2L-F/XBFDOFEZNR. 3 48D UPDRD part X7
DHREHE 4 BEA
IETVRADEH:. 7IOMHLIZDOWTIEMAIZEY MD-081  (95%CI-1.23~-0.38) EHFEIZHEA
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CQ2-3 TxT7YUrIA7 BRE*Z2THETH/S—F VY VREBFICBWLWTINE
R EEITO NED

Experimental Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean SD_Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
DBS Deuscl 2006 -19.6 15.1 71 -04 9.5 72 10.8% -19.20 [-23.34, -15.06] —
DBS Okun 2012 -16.1  9.1043 100 -2.1 9.1043 35 15.0% -14.00 [-17.50, -10.50] "
DBS Schupbach 2013 -17.5 11.1355 123 -1.2 11.2694 127 23.9% -16.30[-19.08,-13.52] -
DBS Weaver 2009 -12.3 111115 121 -1.7 93639 134 28.7% -10.60[-13.14, -8.06] -
DBS Williams 2010 -17.2 131 162 -04 133 153 21.7% -16.80[-19.72,-13.88] -
Total (95% Cl) 577 521 100.0% -14.74 [-16.10, -13.38] ¢

e Chi2 = = = . 12 = 789, + + + +
Heterogeneity: Chi? = 17.99, df = 4 (P = 0.001); I =78% 20 -0 0 10 20

Test for overall effect: Z = 21.28 (P < 0.00001) Favours [experimental] Favours [control]
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

M1 BOEZRRIE . A+ 7o UPDRSpart Il X 37 niiExhE

Experimental Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD_Total Mean SD _Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI ABCDEFG
DBS Deuscl 2006 -593 548 71 -95 390 71 8.3% -498.00 [-654.45, -341.55] 207208
DBS Okun 2012 -492  436.997 101 -131 436.997 35 7.2% -361.00[-529.00, -193.00] @80 @
DBS Schupbach 2013 -363.3 216.0293 124 2458 211.8652 127 72.5% -609.10 [-662.05, -556.15] =] (11 BX 1 &
DBS Weaver 2009 -296 661.1343 121 15 327.7893 134 12.0% -311.00 [-441.22, -180.78] S 207200
Total (95% Cl) 417 367 100.0% -546.27 [-591.36, -501.19] ¢

Heterogeneity: Chi? = 22.99, df = 3 (P < 0.0001); I> = 87%

Test for overall effect: Z = 23.75 (P < 0.00001) 000; =000 Y B00% . 1000

Favours [experimental] Favours [control]

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 BORERRIE : L- R/ REAEORER



s\(

Experimental Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
DBS Deuscl 2006 -9.5 15.2094 71 0.2 11.1436 73 11.7% -9.70[-14.06, -5.34]
DBS Schupbach 2007 0 0 0 0 0 0 Not estimable
DBS Schupbach 2013 -7.8 13.3626 124 0.2 123964 127 21.9% -8.00[-11.19, -4.81] ==
DBS Weaver 2009 -7.7 111115 121 04 8.1934 134 38.2% -8.10[-10.52, -5.68] -
DBS Williams 2010 -5 141 160 -03 11.1 150 28.2% -4.70[-7.52,-1.88] —
Total (95% CI) 476 484 100.0% -7.31[-8.80, -5.81] L 2

ity Chi2 = g - 2= 419 t : t t
Heterogeneity: Chi*=5.04, df =3 (P =0.17); = 41% 20 10 0 10 20

Test for overall effect: Z = 9.59 (P < 0.00001)

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 BORERRIE : EFOBDORESR

Experimental

Control

Mean Difference

Favours [experimental] Favours [control]

Mean Difference

Risk of Bias

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

DBS Deuscl 2006 2 49576 68 0.5 4.0997 67 23.8% 1.50[-0.03, 3.03]

DBS Schupbach 2013 1.3 4.4542 124 0.6 4.5078 127 454% 0.70[-0.41, 1.81]

DBS Weaver 2009 0.2 6.1113 121 -09 4.6819 134 30.8% 1.10[-0.25, 2.45]

Total (95% CI) 313 328 100.0% 1.01[0.27,1.76] @

Heterogeneity: Chi? = 0.71, df = 2 (P = 0.70); I = 0% . 1=0 5 s E 1=0
Test for overall effect: Z = 2.66 (P = 0.008) Favours [experimental] Favours [control]

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

R ANk =T N B/ 38R
4 BORBRRIEL © SBABEREN DRE
Experimental Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCDEFG
DBS Deuscl 2006 -0.3 7.2643 65 0.6 6.2441 69 42.1% -0.90[-3.20, 1.40] EY EX T
DBS Schupbach 2013 -1.3 6.6543 123 24 9.0155 127 57.9% -3.70[-5.66,-1.74] 290008
Total (95% ClI) 188 196 100.0% -2.52 [-4.01, -1.03] (]
ity: Chi2 = = = 12 =709 ! + | } |

Heterogeneity: Chi? = 3.30, df = 1 (P = 0.07); I =70% 100 50 0 50 100

Test for overall effect: Z = 3.31 (P = 0.0009)

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

5 BORBRRIE : 5 DICBEd 2 E

Favours [experimental] Favours [control]



Experimental Control 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
DBS Deuscl 2006 10 71 373 127% 3.43[0.98, 11.94] > 8207208~
DBS Okun 2012 14 101 4 35 16.1% 1.21[0.43, 3.44] = + 2007
DBS Schupbach 2013 68 124 56 127 37.8% 1.24 [0.97, 1.60] - * 2@@® 7
DBS Williams 2010 65 183 26 183 33.4% 2.50 [1.67, 3.75] —i— 000200
Total (95% Cl) 479 418 100.0% 1.78 [1.04, 3.04] e

Total events 157 89

Heterogeneity: Tau? = 0.18; Chi? = 10.70, df = 3 (P = 0.01); I? = 72%

Test for overall effect: Z=2.11 (P = 0.03) 0.2 05 d 2 8

Favours [experimental] Favours [control]

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

6 BCRERRIE : FIICBET 2 AHHE
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Type of recommendation
HI| TE 4F

HRXERE

Recommendation

B

Justification

EELBVWCLEHESD | RELAVCLERETS  ERITHLZRETDS EET oL

(FELVESR) (LR (B VR 95 (58LVELE)
We recommend against We suggest not offering this We suggest offering this We recommend
offering this option option option offering this option

WEX:VITIVTAT REEETHETHN—F VI RBEICBLTIRRE
FHBEEEITOEHIRET S (GRADE2C)

fTHEIAE:

(GRADE 1A, #BRDig3a0V#R |/ TEFUOADHEIE))
(GRADE 1B, ¥R Digsa 2| TETFVANDEH))
(GRADE 1C, #ZNiasMa R TETANDEINME])
(GRADE 1D, #3R sS4 VER |/ TETVROEIIEREICED
(GRADE 2A, #RDBEIFLHR | IETVADEIE])
(GRADE 2B, #3BNDMEIBLH#E| ITETUADEIH))
(GRADE 2C, #REND&XIBL\HRE ) TETUOADHENME])
(GRADE 2D, #3EMD3axIBLER )/ TETo XD BEIIEFEIZIED
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AWM : BGEEREEE
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A ORRIDERES R

2: AT DESEKRDBRENR
3:L-FBREREORENR

4 EFOHEORENR
5
6

—_

GERENBEE~NDEE

D DERANDEE
7 FEHEFDLDIZKDEHIE
IETVADER:. RCT TIX IR TRABDOIRETHY . Weaver DRI 60 51 0D % B BRI
BLEENDIN., TIMIALIEF 2 DDFRBEFED=ELED THo1=. TIMAL1IZDONTIE 1 HIXDHD
RETHoT=.. 7IFAL2IZDLVTIE MD -14.74 (95%CI-16.10~-13.38) & DBS B THEIZHEL
T=o 7MAL 3 [ZEELTIE WMD -546.27 (95%CI-591.36~-501.19) & DBS B THEIZHETZ!-. 7
A LAIZEAL TIX WMD -7.31 (95%C1 -8.80~-5.81) & DBS H#THEIZHEL TV =, 7IMILSIC
BLTIE WMD 1.01 (95%Cl 0.27~ 1.76 ) DBS B THEIZEARLTWM=(, 7VrAL 6 IZEALTIE
WMD-2.52 (95%CI -4.01~-1.03 ) & DBS B THEICHEL TV, TOMILT7IZEALTIENAED
MZELDT=0 . A PO— L ELD LB T HE,
IETVADE: WTFhOTIRALENLTRDYRYITREELZNM, 2, 3, 6ICBILTIXIFE—FHEMN
B<E5IZ8, 6IETEEELEZTHY .. ERMLBIET RO EILMEIELT =,

FlamEAFl4E, 818, AROHE:

BESHHEITH T DRREPRIBAE BRISERTRRZ X A 7R OESHEROBENRE SV L-
FABEREDREENRIFASNTHLIH., FHiZ0LOICETIEEAD RS TR ITONEL, F
WEIEDEFELLTIELM, BE, HRTARLGENHIFON, EITLY1~10%EFE5DENS
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BREFIE., EEHRERPEHE) ICEYBEARBREEAERZNA, BEREZEETHETODIARMEIK
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I N—TOREEIE
Subgroup considerations

BERFON ADARICLHTHSE
XDBEDODBEICIE, EDKIITEH

FRETIORETS
EHFOEREE FIEOBREREE. LK EERRORENENHHN, BARE~OEE. FHZOLOILS

Im&lementation considerations EHHELRIY/[DI0H . EEICESEHIET 5,

= .(Z%Mgéi%ﬁlglﬁiﬁbgg% DM D study THIEHSNTLS:EY. DBS #1153 L CIIRBOHIWNFE. HRARES KU

GERLE, BRERGLIMENEL | r U RORMERITEET 2L ONT — ATIIETHEESNTHY. RIEBRAHES A
U BN BB,

E= 4S5 LT SEBNA GHE DI . DA O . BAEEOTE BEUCNLOMBEOTHO—DREELS,
Monitoring and evaluation

EET BRICBBELGE=FUL T T
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DUVTOEHEA B ED

HRDATRENY AHIZHTHARNEEB LT RCT HBE,
Research possibilities

ISR BELRARLRAT, FE0
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