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AU mm@%ﬂﬁi(zsm P=0.002) TH 5 Z & D3 S iz,

FUEME (Heterogeneity) (oW TCik, Q=188 (P=0.97). P=0%Th1 ., #&
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INHORERL Y HEEALET S A N v (B E2REEHT D2
L& o T, TARZMAPHENRIEO IR M#R TirfE (AUCosh) | Z A EICTK
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J-1 RCT -1 0 0 0 PPS -1 0 0 -1 0 0 0 0 0 FHEE - 14638 & 533.3 | 5545 + 304.8 - - 1350.3 & 430.2 | 4659 + 287.8 - -1135 p<0.05 -88.6 p<0.01
J-2 RCT -1 0 0 0 PPS -1 0 0 -1 0 0 0 0 0 FHEE - 1201.0 =+ 361.0 | 550.0 =+ 234.0 - - 1143.0 =+ 365.0 | 499.0 + 216.0 - -58.0 - -51.0 p<0.05
J-3 RCT 0 0 0 0 PPS -1 0 0 -1 0 0 0 0 0 FHEE - 1660.0 & 584.4 | 651.0 + 328.9 - - 1571.0 & 5195 | 612.0 =+ 299.9 - -89.0 p<0.01 -39.0 p<0.01
J-4 RCT 0 0 0 0 PPS -1 0 0 -1 0 0 0 0 0 FEHEE - - 635.0 & 234.0 - - - 596.0 &+ 246.0 - - - -39.0 p<0.05
J-5 RCT 0 0 0 0 PPS -1 0 0 -1 0 0 0 0 0 FHEE - 1731.4 = 403.1 | 711.2 =+ 241.1 - - 1622.4 & 4296 | 6553 + 244.1 - -109.0 p<0.05 -55.9 -
J-6 RCT 0 0 0 0 PPS -1 0 0 -1 0 0 0 0 0 FHEE - 1595.0 =+ 4940 | 677.0 =+ 295.0 - - 1513.0 =+ 427.0 | 623.0 + 261.0 - -82.0 p<0.05 -54.0 p<0.01
J-7 RCT 0 0 0 0 PPS -1 0 0 -1 0 0 0 0 0 EHEE - - 897.0 + 386.0 - - - 847.0 + 389.0 - - - -50.0 p<0.05
J-8 RCT -1 0 0 -1 FAS 0 0 0 -1 0 0 0 0 0 FEHEE - 973.6 + 526.8 | 398.6 & 272.7 - - 793.4 &+ 3437 | 311.9 & 176.4 - -180.2 p<0.05 -86.7 -
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C TS5t o) B&MARERERED LS NG 50
MRTHA> RCT XERE 12—+ -
ETIL Random effect model Hik DerSimonian—-Laired;%
Py BT T TERRIAE (26 ) pyn BT
MRIEE TiEE HEE 14.64[-24.09, -5.19] P<0.005
[Table 1)
Treatment Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
hironaka(2008) 2165 59.1 26 231.4 s 26 7.0% -14.30 [-50.70, 20.90] —
kanehira(2014) 2352 54.2 TT 252.% 517 7 3l9% -17.30[-34.03, -0.57] —=]
kishimoto(2007) 175.3 B55.1 13 202.5 59.6 13 3.9% -27.20[-75.18, 20.78] —
Kishimoto(2009) 135.2 55.5 12 171.5 B2.& 12 2.8% -36.30 [-92.60, 20.00] —
sato(2008) 206 58 42 215 55 42 15.2% -3.00 [-22.17, 15.17] —_—
shinoda2old) 212.5 582 78 224.2 673 7E 22.9% -11.70[-31.45, 8.05] ——
tanaka(2011) 222 BB.252 73 224 76.0416 72 16.2% -12.00 [-35.45, 11.45] —_—
Total (95% CI) 321 321 100.0% -14.64 [-24.09, -5.19] -
Forest Plot Heterogeneity Tau? = 0.00; Chi2 = 1.27, df = 6 (P = 0.971 ¥ = 0%
Test for owerall effect: Z = 3.04 (P = 0.002) -1o00 ’g%“[mem Control 100
AU HREFIRIZDONTIE, 2=3.04, P<0.005( P=0.002), 3R EDKE(F-14.64T, 95 WEFERE[-24.09, -5.191&72Y), #
ENENEETHot=(Table 1)
[Figure 1]
Funnel Plot of Standard Error by Difference in means
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[Figure 2]
Funnel Plot
Funnel Plot of Standard Error by Difference in means
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AAURARINAT RIZDUNTIE, Figure 11257 F Y. Funnel PlotDFEREL T, HEHICIERFRIEA RSN 1=, Trim & Fill
methodZ{To7=& % (Figure 2) MR EBAAAMISHL T DD TAVEABMEN =, BMZ DR, HEEOKES(E-14.01
T. 95 %{SHXM X [-23.33 -4.69] LY AR BRI IO TN THY. MEMREIEEDTETH 21,
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SITTITATI (ML AT 5 AR (R ORISR M P HEIED L REMHT 5
prra— i BE B AN = > 7o fe B -, =
P S PRI EACOROORA ERFOD, ) BEAILIE T+ R )2 (R OER
C TSR ] B HRRFED EREIFET 50
BRETHA1 RCT Bk 2R 7[a—F -
ETFIL Random effect model ik DerSimonian-Lairedj%
- =
HRIEE Egggwﬂanmﬁ(sﬁ%ﬁ) HAalE -18.76[-31.86, -5.67]1 P<0.01
[Table 2]
Treatment Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight 1V, Random, 95% CI v, Randem, 95% CI
hironaka(2 008 2585 83.3 26 2737 98,5 26 7.1%  -15.20[-€4.20, 33.80] |
kanehira(2 014) 214.6 7E 77 3369 £9.6 77 32.4% -22.320[-45.32, 0.72] ——
kishimatof2 0071 219.5 103.% 13 255.2 B88.3 13 3.1% -35.70 [-109.66, 38.26] —
kishimoto{2 009) 166.8 BE.1 12 1985 107.2 1z 2.8% -2L1L.70[-105.49, 46.09] ——
sato(2008) 245 78 42 257 77 42 15.4% -12.00 [-45.36, 21.36] —_—T
shinoda(2 014 2ELS B2.2 TE 2975 93.8 7e 22.4%  -16.00[-43.68, 11.68] —_—T
FOI’ESt P|Dt tanaka(Z011) 291 94.5384 73 308 102528 73 16.7% -15.00[-50.04, 14.04] —_—
Total (95% CI) 321 321 100.0% -18.76 [-31.86, -5.67] -
Tersfof overall et £ < 3814 - o8 T 0050 et Contra 1
AU FHEESRITDONTIE, 2=2.81, P<0.01(P=0.005), SR ENDKEE(F-18.76T. 95 WEREXM[-31.86, -5.671&4Y, #i
EMENEETHoT-(Table 2),
[Figure 3]
Funnel Plot of Standard Error by Difference in means
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[Figure 4]
Funnel Plot
Funnel Plot of Standard Error by Difference in means
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SITTITRATA it T AU (RIS O BRI R NP PIEREIHED L REMHT 55
=457 EfpERaN =] LA (22 RE B —
P P DI EAT PR DR (EREM T, ¢) BB ILIET 5 RS (R OBR
[¢) TS5t o) B&MARERERED LS NG 50
MRTHA> RCT XERE 12—+ -
ETIL Random effect model Hik DerSimonian—-Laired;%
7 =
MRIEE E%@;M&Mﬂﬁuﬁrﬁ) HEE -22.78[-38.72, -6.84] P<0.01
[Table 3)
Treament Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI IV, Random, 95% CI
hironaka(2008) 264.6 96 26 2913 117.5 26 7.5% -26.70[-85.02, 31.62] —_—1
kanehira{2014) 340.4 86.6 77 367.6 B89.2 77 23.5% -27.20[-56.57, 2.17] —
kishimaoto(2007) 224.8 122.2 1z 2629 120 12 2.9% -43.10[-128.20,48.00] ——————— [
kishimoto(2 0091 157.4 798 12 195.& 114.5 12 4.1% -38.20[-117. 16, 40.76] —
sata(2 009) 228 B85 42 243 88 42 18.6% -15.00[-52.00, 22.00] —_—
shinoda(2014) 217.7 101.2 78 32245 115.2 78 21.9% -16.80[-50.83, 17.23] —_—
Forest Plot tanaka(2z0ll) 227 11730732 7z 244 1307233 7z 15.6%  -22.00[-62 28, 18.38] 1
Total (95% CI) 321 321 100.0% -22.78 [-38.72, -6.84] -
Teer ot overat aitact 2 = 280 6 = a.00m T TR ERNCIN- I
AU HREFRICDONTIE, 2=2.80, P<0.01(P=0.005), IR EDKEE(E-22.78T, 95 %{ZFXMI[-38.72, -6.84] &5V, AR
NEETHoT=(Table 3),
[Figure 5]
Funnel Plot of Standard Error by Difference in means
[}
10
= 20
s
I}
B
g“’ 30
&
40
50 — — —
-50 -40 -30 20 -10 o 10 20 30 40 50
Difference in means
[Figure 6]
Funnel Plot _ i
Funnel Plot of Standard Error by Difference in means
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SITTITATA sttt T R AR (R ORISR NP DERHED £ REIHT B
BERADLLIZmMA P ERFENOOCTOHDRA (ZIER P S = . .
P o {4 B 5 85 200me,/dL 3k ) I(E) HIHLET R RN (BHEHE) DIRER
C TS5tk [¢) BRmEPHEERED EREIH T M
HMETYAY RCT XikEk 7[=2—F -
ETIL Random effect model Ak DerSimonian-Lairedi%
B ERHED
HRIEE REMR TETE(AUC 0-6h)  [#Hi&TE -94.15[-163.87, -24.43] P<0.01
FHEE
[Table 4)
Treatment Control Mean Difference Mean Difference
Study or Subgroup Mean [300] SD [300] Total Mean [300] SD [300] Total Weight IV, Random, 95% CI [300] IV, Random, 95% CI [300]
hironaka(2 0081 1,350.3 430.2 1,463.8 533.3 26 7.0% -112.50 [-376.87, 143.87] —
kanehira{2014) 1,622.4 429.6 77 1,731.4 403.1 F728.1%  -100.00[-240.58, 22.58] =
kishimoto(2007) 1,121.2 576.5 13 1,292.7 536.1 13 2.7% -171.50 [-599.44, 256 44] —
kishimoto(2 008) FAz4 2437 1z 9736 526.8 1z 3.8% -180.20 [-536.09, 175.69] - 1
satn(2009) 1,142 265 42 1,201 361 42 20.2% -58.00[-212.26, 97.26] —_—
shinoda2014) 1,512 427 7e 1,595 4394 78 23.1% -82.00[-226.91, 62.91] —
tanaka(2o1l) 1,571 513.4754 73 L6580 584,402 73 15.1% -89.00 [-268.37, 90.37] e
Forest Plot Total (95% CI) 321 321 100.0% -94.15 [-163.87, -24.43] >
B R S T B SSg TTTe o5t
AU HEHRICONTIE, Z=2.65, P<0.01(P=0.008), 1R EDKEX(F-94.15T, 95 %{SHEAX[-163.87, -24.43]1 &5V AR
NEETHoI=(Table 4),
[Figure 7)
Funnel Plot of Standard Error by Difference in means
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[Figure 8]
Funnel Plot
Funnel Plot of Standard Error by Difference in means
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7 =5 v P —! — —
MRIEER EmEe HalE 8.22[-13.35, -3.08] P<0.005
[Table 5]
Treatment Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
hiranaka(2008) 53.1 388 26 T4E 336 26 5.8% -1070[-32.01, 10.61] —
kanehira(2014) 73T 266 77 B2z 321 T O304% -8.50[-17.81, 0.81] ——
kishimata(2007) 68.7 366 13 87.9 334 12 36%  -1920[-4632, 7.92] —_—r
Kishimoto{2009) 54.9 30.3 12 757 41.3 1z 3.1% -20.80 [-49.78, 8.18] —
Kishinagai2014) 116 54.4 76 123.8 54 76 5.9% =7.80[-25.03, 2.43] -1
sato(200s) 29 8 42 107 42 42 2.0% -8.00[-25.13, 2.13] .
shinodadz014) 54.1 4.5 78 711 338 78 23.0% =7.00[-17.72, 2.72] 1
Forest Plot tanaka(Z011) 62 38448 73 65 40,1568 73 16.2% -4.00 [-16.75, 8.75] I
Total (95% CI) 397 397 100.0% -8.22 [-13.35, -3.08] L 3
Heterogeneity: Tau® = 0.00; Chi* = 1.88, df = 7 (P = 0.97]; I’ = 0% o iz S o
Test for overall effect: Z = 3.14 (F = 0.002) Treatment Control
AU REZRIZDONTIE, Z=3.14, P<0.005(P=0.002). SR ED K EE(Z-8.22T, 95 ${EREXM[-13.35, -3.08]1 &4 Y EH
ENEETHof-(Table 5),
[Figure 9]
Funnel Plot of Standard Error by Difference in means
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[Figure 10]
Funnel Plot of Standard Error by Difference in means
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C PAT [6) B RHREHED EREIGET5H
HRETHAY RCT X EREL EEY -
EFIL Random effect model ik DerSimonian-Laired;%
AB i o RS R E (38 RE)
Py & 4T o - — -
MRIER T HAafE 12.87[-21.48,-4.27] P<0.005
[Table 6]
Treatment Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
hironaka(2008) 111.1 607 26 122.2 59.8 26 6.9% -11.10[-43.85, 21.65] —
kanehira(2014) 153 487 77 1666 51 77 29.8% -1360([-2935 2 15]
kishimata{2007) 112.8 83.5 12 1405 56.6 1z 2.5% -27.70[-72.94, 18.54] T
kishimoto(2009) 86.5 6132 12 102.7 64.9 1z 2.9% -16.20[-66.71, 34.21] T E—
kishinaga(2014) 202.5 851 TE 218 84 TE 9.7% -1550([-43 18, 12 18] I —
sato(2009) 128 57 42 149 &0 42 11.8% -11.00[-26 03, 14.03] — 1
Forest Plot shinoda2014) 1321 60.2 78 1445 52.5 78  20.0%  -11.40([-30.66, 7.86] —
tanaka(2011) 131 B5.7888 ] 141 €9.2064 T3 15.4% -10.00[-31.90, 11.90] —_—
Total (95% CI) 397 397 100.0% -12.87 [-21.48, -4.27] -
Heterageneity Tau? = 0.00; Chi? = 058, df = 7 (P = 1.00); I’ = 0% .*;0 2‘5 2' 5'0
Test for overall effect: Z = 2.93 (P = 0.003) " reatment Control
AV FEERHRIZDONTIE, Z=2.93. P<0.005(P=0.003). IR EDKEE(F-12.87T. 95 WEREXM[-21.48, -4.27]1 &7V 4 5%
EREETHot=(Table 6)
[Figure 11]
Funnel Plot of Standard Error by Difference in means
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Treatment Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
hironakai(2 008) 117.2 742 26 13297 805 26 6.9% -2250[-64.58, 19.58] E———
kanehirai2 014]) 1788 69 77 1973 667 77 26 7% -1850[-39.94, 2. 94] — =
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@f?ﬁ?ﬁ'ﬁgu e?fuect Z=2 95‘(P = 0.003) ' -100 frgatment Contmlso 100
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[Table 8)
Treatmen Control Mean Difference Mean Difference
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O $EE | PPS A (FHE) I L o
74 2) 2 /5 [=£5) a4
C-1 RCT 0 0 0 -1 PPS -1 0 0 -1 0 0 0 0 0 - 146.0 + 21.7 - = - 136.5 + 21.0 - -9.5 p<0.01
C-2 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 - 150.6 + 29.5 = = = 140.5 + 32.6 - -10.1 p<0.05
C-3 RCT 0 0 0 0 PPS -1 0 0 -1 0 0 0 0 0 918 =177 162.7 = 24.6 70.9 - 90.7 =77 152.2 + 225 61.5 -10.5 p<0.05
C-5 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 89.7 + 6.6 183.9 + 29.1 94.2 = 88.6 =+ 4.7 160.7 + 20.9 721 -23.2 p<0.05
C-5(2) RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 84.0 + 225 1453 = 314 61.3 - 86.5 + 14.7 122.2 + 18.1 35.7 -23.1 p<0.01
C-6 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 101.7 + 12.6 176.8 + 214 75.1 = 101.9 =+ 11.1 ] 1624 + 15.3 60.5 -14.4 p<0.01
C-8 RCT 0 0 0 -1 PPS 0 0 0 -1 0 0 0 0 0 89.3 *+ 6.4 139.7 = 18.3 50.4 - 90.9 + 7.7 131.5 + 17.9 40.6 -8.2 p<0.05
C-9 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 - 167.7 = 244 = = = 156.9 + 19.2 - -10.8 p<0.01
C-10 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 985 +93 170 &= 19.8 71.5 - 98.6 + 11.3 155.8 + 18.8 57.2 -14.2 p<0.05
C-12 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 - 158 = 10.5 = = 145 = 11.0 - -13.0 p<0.05
C-14 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 F - 163 = 14.0 - - 153.5 + 16.7 = -9.5 p<0.05
C-15 RCT 0 0 0 -1 PPS 0 0 0 -1 0 0 0 0 0 I 905 =+ 11.0 155.3 + 17.9 64.8 = 929 + 10.8 151.1 + 16.3 58.2 —4.2 -
C-16 RCT 0 0 0 0 PPS -1 0 0 -1 0 0 0 0 0 I - 170.6 + 22.6 = - - 161.6 + 21.9 = -9.0 p<0.01
C-17 RCT 0 0 0 0 PPS -1 0 0 -1 0 0 0 0 0 I 90.3 = 5.8 163.6 = 17.5 73.3 = 91.0 £ 73 157.9 + 17.7 66.9 -5.7 p<0.05
C-17(2) RCT 0 0 0 0 PPS -1 0 0 -1 0 0 0 0 0 ba 100.8 =+ 8.1 1521 = 27.0 51.3 - 99.8 + 8.9 146.0 + 28.3 46.2 —6.1 =
C-18 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 I - 147.9 + 30.7 - = = 139.7 + 32.3 - -8.2 p<0.05
Cc-19 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 I 94.1 =+ 133 167.2 = 34.0 73.1 - 99.10 =+ 15.0 | 164.8 = 29.1 65.7 -2.4 =
C-20 RCT 0 0 0 -1 FAS 0 0 0 -1 0 0 0 0 0 I 927 *+= 113 165.9 + 344 73.2 = 89.8 + 10.3 155.2 + 21.3 65.4 -10.7 -
C-21 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 I 932 =+ 140 157.9 £+ 234 64.7 = 89.4 + 12.7 146.6 + 26.3 57.2 -11.3 p<0.05
C-22 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 I - 128 += 17.7 - = = 118.5 + 23.6 - -9.5 p<0.05
C-23 RCT 0 0 0 -1 FAS 0 0 0 -1 0 0 0 0 0 I - 163 = 17.0 = - - 157 = 18.0 = -6.0 p<0.05
C-25 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 I 1036 += 11.9 195.2 + 30.3 91.6 = 1051 += 124 | 177 &+ 20.7 71.9 -18.2 p<0.01
J—1 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 I - 143.8 = 29.9 = - - 130.1 + 30.1 = -13.7 p<0.01
J—2 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 I - 156 + 23.0 - - = 146.5 + 234 - -9.5 p<0.01
J=3 RCT 0 0 0 0 FAS -1 0 0 -1 0 0 0 0 0 I - 159.2 + 27.1 - - 148.6 + 25.8 = -10.6 p<0.01
J—4 RCT 0 0 0 -1 FAS 0 0 0 -1 0 0 0 0 0 I 96.0 =+ 10.0 171 = 13.0 75.00 - 97.0 + 10.0 163 + 16.0 66.0 -8.0 -
J=5 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 e 101.6 + 9.7 180.6 = 12.1 79.0 = 1002 + 7.3 167.4 + 11.6 67.2 -13.2 p<0.01
J—6 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 I - 171.5 + 29.7 - - = 153.5 + 20.9 = -18.0 p<0.01
J=7 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 I 80.5 =+ 8.8 139 = 11.9 58.5 - 80.1 +179 125.9 + 13.0 45.8 -13.1 p<0.05
J—8 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 I - 138 + 24.0 - - = 134 + 18.0 - -4.0 -
J—9 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 I - 131 + 26.0 - - - 123 = 21.0 - -8.0 p<0.05
J—10 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 B 826 *+ 176 1246 + 155 42.0 - 819 =178 117.6 + 14.7 35.7 -1.0 p<0.01
J=11 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 e 892 + 7.2 143.2 = 249 54.0 = 896 +79 141.1 £+ 23.6 51.5 =21 =
J—12 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 - 138.6 + 34.1 = = = 129 + 36.6 - -9.6 p<0.05
J—13 RCT 0 0 0 -1 FAS 0 0 0 -1 0 0 0 0 0 - 117.5 = 15.9 = = - 110.3 + 17.3 - -7.2 =
J—14 RCT 0 0 0 0 PPS -1 0 0 -1 0 0 0 0 0 - 136 = 16.3 = = = 131 = 11.9 - -5.0 p<0.01
J—15 RCT 0 0 0 0 PPS -1 0 0 -1 0 0 0 0 0 1146 + 11.9 208.7 *+ 30.7 94.1 = 113.6 =+ 14.3 | 200.9+ 31.5 87.3 -9.8 p<0.05
J—16 RCT 0 0 0 -1 PPS -1 0 0 -1 0 0 0 0 0 - 162.9 + 16.5 = = = 1544 + 15.0 - -8.5 p<0.05
J—17 RCT 0 0 0 -1 FAS 0 0 0 -1 0 0 0 0 0 - 162.6 = 20.5 = = - 157.5 + 20.6 - -5.1 p<0.05
J—18 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 80.6 =+ 6.3 778 =+ 6.7 -2.8 = 80.8 =+ 3.5 788 + 7.7 -2.0 1.0 -
P
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1| 532 N N o by N e
RS DRER/ AT R BRI TR IR D /AT R S EHON®OE
@&iRH
P TONN ] R —— — " - TAE
. R St DS FeorhLIE| ITTFAS OCeES Pty NAFR N RE (B _ | SR (RME) | sima pyy 9 ABE (RIME) | v AR (R1E) s
HEI—F | HEFFA> | Soanlk |70 208 smE e pps | FIAL = DRZ | ONA | OB | @79rHL | EED DRIEE  |(FOELEER | (Fomme | OV pfE (TiyfE a2 | (Pt | A ARTIgE ofE st pfE axy
F—4 £) [=E5) wE) I=E3) g
C-3 RCT 0 0 0 0 PPS -1 0 0 -1 0 0 0 0 0 EHEE 918 = 7.7 135.9 + 389 441 - 90.7 £ 7.7 1334 + 329 42.7 = -2.5 -
C-5 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 EHEE 89.7 = 6.6 159.7 + 278 70.0 = 88.6 + 47 142 + 215 53.4 - -17.7 =
C-5(2) RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 EHEE 84.0 *+ 225 145.5 + 333 61.5 = 86.5 + 14.7 129 + 26.0 42.5 - -16.5 =
C-6 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 SEHEE 101.7 + 12.6 163.8 + 26.7 62.1 - 101.9 + 11.1 150.7 = 20.1 48.8 = -13.1 p<0.05
C-8 RCT 0 0 0 -1 FAS 0 0 0 -1 0 0 0 0 0 EEE 893 + 64 109.8 + 27.0 20.5 - 909 + 7.7 105.2 + 25.6 14.3 = -4.6 -
C-9 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 EEE = 151.2 + 364 - - = 141.2 = 29.1 = = -10.0 p<0.05
C-10 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 EEE 98.5 = 9.3 157.1 £ 225 58.6 - 98.6 = 11.3 1413 £ 179 42.7 = -15.8 p<0.05
C-12 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 EEE = 135 + 10.5 - - = 124 = 11.0 = = -11.0 p<0.05
C-14 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 EEE - 131.5 + 23.7 - - - 121.6 = 188 = = -9.9 p<0.05
C-15 RCT 0 0 0 -1 PPS -1 0 0 -1 0 0 0 0 0 EiEE 905 + 110 149.3 + 204 58.8 - 929 + 10.8 146 + 25.2 53.1 = -3.3 -
C-16 RCT 0 0 0 0 PPS -1 0 0 -1 0 0 0 0 0 EiEE = 155 + 22.6 - - = 149.9 + 184 = = -5.1 p<0.05
C-17 RCT 0 0 0 0 PPS -1 0 0 -1 0 0 0 0 0 EiEE 90.3 + 58 140.6 + 233 50.3 - 910 =73 137.5 = 25.0 46.5 = -3.1 -
C-17(2) RCT 0 0 0 0 PPS -1 0 0 -1 0 0 0 0 0 EiEE 100.8 + 8.1 131.6 = 30.7 30.8 - 99.8 + 89 128.9 + 313 29.1 = -2.7 -
Cc-19 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 EiEE 9410 + 133 153.5 + 32.0 59.4 - 99.10 + 15.0 | 1464 + 349 47.3 = =741 -
C-20 RCT 0 0 0 -1 FAS 0 0 0 -1 0 0 0 0 0 EiEE 927 + 11.3 142.3 + 29.7 49.6 - 89.8 + 10.3 1434 £+ 30.8 53.6 = 1.1 -
C-21 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 EiEE 93.2 + 140 139.7 + 323 46.5 - 89.4 + 12.7 1354 + 378 46.0 = -4.3 -
C-22 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 EiEE = 106.8 = 26.3 - - = 96.6 = 229 = = -10.2 p<0.05
C-24 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 EiEE = 139 + 310 - - = 129 + 29.0 = = -10.0 p<0.05
C-25 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 EiEE 103.6 + 11.9 173.7 £ 428 70.1 - 105.1 =+ 124 | 153.6 &+ 340 48.5 = -20.1 p<0.05
J-3 RCT 0 0 0 0 FAS -1 0 0 -1 0 0 0 0 0 EiEE = 135.5 + 33.2 - - = 125.2 + 32.6 = = -10.3 p<0.05
J-4 RCT 0 0 0 -1 FAS 0 0 0 -1 0 0 0 0 0 EiEE 96 + 10 195 + 35.0 99.0 - 97 £ 10 176 + 36.0 79.0 = -19.0 -
J-7 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 EiEE 80.5 =+ 88 150.8 + 27.2 70.3 - 801 +79 1244 + 289 44.3 = -26.4 =
J-9 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 EiEE = 106 + 30.0 - - = 98 + 20.0 = - -8.0 p<0.05
J—10 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 EHEE 826 + 76 904 + 120 7.8 - 819 =78 909 + 155 9.0 - 0.5 -
J-11 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 EiEE 89.2 + 7.2 1234 £+ 315 34.2 - 896 + 79 121.8 + 36.7 32.2 - -1.6 -
J-12 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 EiEE = 128.9 + 346 - - = 120.7 = 39.8 = - -8.2 p<0.05
J-14 RCT 0 0 0 0 PPS -1 0 0 —1 0 0 0 0 0 EiEE = 121.3 + 26.7 - - = 114 + 258 = - -7.3 p<0.05
J-15 RCT 0 0 0 0 PPS -1 0 0 —1 0 0 0 0 0 EiEE 1146 = 119 2211 + 472 106.5 = 113.6 + 143 218.1 + 4741 104.5 = -0.2 =
J-18 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 FEiEE 80.6 + 6.3 75 £ 6.9 -5.6 - 80.8 + 35 758 = 74 -5.0 - 0.8 -
mp
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NAT7 ARG
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C-1 RCT 0 0 0 -1 PPS -1 0 0 -1 0 0 0 0 0 EHEE - 572 *+ 269 = - - 489 + 27.8 - - -8.3 p<0.05
C-4 RCT 0 0 0 -1 FAS 0 0 0 -1 0 0 0 0 0 EHEE - 120.1 =+ 459 = - - 110.6 = 35.8 - - -9.5 p<0.05
Cc-7 RCT -1 0 0 0 FAS 0 0 0 -1 0 0 0 0 0 EHEE - 270.2 + 46.8 = - - 2453 + 30.5 - - -24.9 p<0.05
C-8 RCT 0 0 0 -1 FAS 0 0 0 -1 0 0 0 0 0 EHEE - 469 + 246 = - - 34.2 + 31.6 - - -12.7 p<0.05
C-11 RCT 0 0 0 0 PPS -1 0 0 -1 0 0 0 0 0 EHEE - 481 + 25.7 = - - 39.5 + 278 - - -8.6 p<0.05
C-13 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 EHEE - 926 + 223 = - - 82.0 + 210 - - -10.6 p<0.05
C-14 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 EHEE - 68.7 =+ 26.9 - - - 58.2 + 239 - - -10.5 p<0.05
C-16 RCT 0 0 0 0 PPS -1 0 0 -1 0 0 0 0 0 EHEE - 1223 =+ 434 = - = 113.1 =+ 39.7 = = -9.2 =
C-17 RCT 0 0 0 0 PPS -1 0 0 -1 0 0 0 0 0 EHEE - 88.0 + 28.7 - = = 80.6 + 274 = = =74 p<0.05
C-19 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 FEHEE - 98.8 =+ 394 - - = 79.4 + 41.1 = = -19.4 p<0.05
C-24 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 FEHEE - 258.5 + 38.0 = = = 249.2 + 36.8 = = -9.3 p<0.05
J-1 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 EHEE = 2445 + 478 = = = 2295 + 427 = = -15.0 p<0.01
J-2 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 FEHEE - 266.6 + 37.2 = = = 2554 + 320 = = -11.2 p<0.05
J-3 RCT 0 0 0 0 FAS -1 0 0 -1 0 0 0 0 0 EHEE = 728 *+ 41.2 = = = 59.7 =+ 36.3 = = -13.1 p<0.05
J-6 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 EHEE = 1054 =+ 411 = = = 742 + 304 = = -31.2 p<0.05
J-7 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 FEHEE - 97.3 =+ 325 = = = 716 + 226 = = -25.7 =
J-8 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 FEHEE - 30.1 =+ 18.6 - = = 23.3 = 198 = = -6.9 p<0.01
J-9 RCT 0 0 0 0 FAS 0 0 0 0 0 0 0 0 0 FEHEE - 213.6 =+ 40.3 = = = 201.1 =+ 29.1 = = -12.5 p<0.05
J-14 RCT 0 0 0 0 PPS -1 0 0 0 0 0 0 0 0 EHEE - 2274 + 318 - - 2185 =+ 26.9 - -8.9 p<0.05
J-15 RCT 0 0 0 0 PPS -1 0 0 -1 0 0 0 0 0 FEHEE - 399 =+ 76 = = = 388 =+ 77 = - -8.0 =
J-16 RCT 0 0 0 —1 PPS -1 0 0 -1 0 0 0 0 0 FEHEE - 941 =+ 30.3 = = = 83.2 + 223 = -10.9 p<0.05
P
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1449 = 209
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(p<0.00001) TH 1=
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Table 1
[ } Treatment Control Mean Difference Mean Difference

Study or Subgroup Mean 5D Total Mean 5D Total Weight 1V, Random, 95% CI IV, Random, 95% CI
Asakura 2010 122 21 40 121 26 40 2.5% -B.00 [-18.26, 2.3&] — 1
Fujiwara 19495 1259 13.0108 ] 134 11.8754 =1 1.8% -12.10[-25.31, -0.83]
Fukuda 2002 167.4 11.& 30 1806 12.1 30 F.oek -132.20[-1%.20, -7.20] —
Fukuda 2002-2 155.8 18.8 23 170 19.8 23 2.2% -14.20[-25.36, -32.04]
Fukushima 2002 140.5 22 6466 20 1506 285161 20 0.75% -10.10[-29.33, 9.19] —
Hamamoto 2007 148.6 25.772% 46 1592 27 1293 46 2.3% -10.60[-21.41, 0.21]
Inoue 2005 157.5 2006 33 1le2.6 205 33 2.8% =510 [-15.02, 4.82] e
Iwatsuka 2007 122 ELoN 42 13EB.& 4.1 42 1.2% -9.60 [-24.73, 5.52] —
Kajimoto 2005 193 & 9.4 4 2034 2.8 ) 0.2% -9.80[-43.24%, 23.69]
Kaneda 2005 152.2 22.4566 30 162.7 24.6475 30 1.9% -10.50[-22.43, 1.43] r
Kawai 2004 154.4 1% 200 1629 16.% 20 2.9% -B.50[-18.27, 1.27] T
Kawai 2005 157 18 21 163 17 21 2.4% -5.00 [-16.59, 4.53] —
Kawasaki 2000 164.8 2491 20 1672 24 20 1.1% -2.40[-18.41, 13.61] ——
Kishimata 2000 156,93 19.2258 27 167.7 24.421% 27 2.0%  -10.80 [-22.52, 0.92]
Kishimoto 2009 1102 17.220% 12 117.% 15 2349 12 1.5% -F20[-20.52, £.12] —
Kishinaga 2014 121 11.% 40 136 163 40 T.0% -5.00[-11.25, 1.25] —
Maeda 2001 155.2 21.32 25 1659 34.4 25 1.1% -10.70 [-26.56, 5.16] .
Maruyama 2005 788 7.7 5 778 6.7 5 3.4% 1.00 [-7.95, 9.85] e
mMizushima 1993 1215 17.9 22 1387 18.% 22 2.4% -8.20 [-18.90, 2.50] —
Moriguchi 2004 134.7 323 34 1475 0.7 34 1.2% -8.20[-23.18, £.78] —
Marita 2005 145 10,9982 21 158 10.539% 21 G.4% -13.00[-19.52, -6.48] —
Makagawa 2003 118.% EEN 28 128 17.7 28 2.3% -9.50 [-20.43, 1.42] r
Fayu 2000 163 1& 7 171 1% 7 1.2% -8.00[-23.27, 7.27] —

Forest P|0t Saiki 2008 146.5 23.4 42 156 22 42 2.8% -850 [-19.42, 0.42]
Saiki 2008-2 13001 3001 24 1438 28.9 24 0.49%  -12.70 [-30.67, 2.27] —
Sekizaki 2001 146 & 263 0 1578 232.4 20 1.7% -11.20[-23.90, 1.20] r
Shinohara 1594 151.1 1&.3 35 1553 17.4 35 4.2% -4.20[-12.22, 3.82] —_—T1
Shiota 2001 136.5 21 40 146 21.7 40 3.1%  -9.50[-18.86, -0.14]
Showa 2005 141.1 232.60&8 432 1422 2491832 43 265 -2.10 [-12.36, B.1&] e —
Sumi 2003 162.4 15.3 IO 17EE 21.4 20 2.1% -14.40[-23 .81, -4.99]
Sumi 2003-2 177 2007 3001852 30.3 30 l.ex -18.20[-31.33, -5.07]
Taguchi 2008 134 18 19 138 24 149 1.5% -4.00 [-17.459, 9.49] —
Takeuchi 2001 157.9 17.7 34 1636 17.% 4 3.9% -5.70 [-14.07, 2.67] ——
Takeuchi(2) 2001 146 283 35 1521 27 35 1.6% -5.10 [-19.06, £ 8&] — —
Takeyasu 2006 153.5 16624 29 163 14.0014 29 4.3% -9.50[-17.43, -1.57] —
Tamura 20032 1el.& 219 29 1706 22.6 29 2.1% -9.00 [-20.45, 2.45%] —
Tokunaga 15495 1535 20,871 40 1715 257254 40 2.2% -18.00[-29.26, -6.74] e —
Wakabayashi 1999 1607 20871 10 1838 290583 10 0.6% -23.20[-45.39, 101 44—
Wakabayashii2) 1995 122.2 18.12g2 24 1453 31.2535 24 1.2% -23.10[-37.55, -8.61] _—
Yamasaki 2006 117.& 14.7 27 1246 15.% 27 4.25% -7.00 [-15.06, 1.0&]
Total (95% CI) 1094 1094 100.0% -9.12 [-10.77, -7.47] L ]
Heterogeneity: Tau? = 0.00; Chi® = 28.92, df = 29 (P = 0.88); I = 0% _2'0 —iO 1:0 2:0

Test for overall effect; £ = 1081 (P < 0.00001)

Treatment control
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[Figure 2]

Funnel Plot Funnel Plot of Standard Error by Difference in means
0 i
5
®
®
®
s
] 10
= : ®
=
=
B
w
15
20 s " 4 " . - Y " |
-50 -40 -30 -20 0 10 20 30 40 50
Difference in means

AR BDNRNAT RIZDULTIE, Figure 1I127R3EEY. Funnel PlotDFEREL T, REMLIERTENARONT-, COIEAFRESE
FHIET B L, Trim & Fill method| 2K YFHIEF 1T o1=(Figure 2), IR EMNEARIZHLTIOOTOVEAEBMEN ., ZDHIEERDKE
BLELTIE. A EDAKEE(E-8.08T. 95 WEFEXEL[-9.65, —6.52]L%4Y . BEDARANEESNEL, HEEVRTEEDEETH
Y, FBRICKELGERZIIR NG, T,

[Table 2]

Treatment Control Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Asakura 2010 12= 21 40 1=1 26 40 rot estimable
Fujiwara 1935 12,3 12.0108 = 123 11.8734 = 4.3% -12.10[-25.21, -0.83]
Fulkuda 2002 1e7.4 11.& 0 1806 12.1 =0 Mot estimable
Fukuda 2002-2 155.8 18.8 23 170 12.8 23 S.1% -14.20 [-25.26, -2.04] e —
Fukushima 2002 140.5 22 64665 20 1506 295161 20 Mot estimahble
Harnarmotao 2007 145 6 25 7729 45 1592 27 1293 45 S 4% -10.60 [-21.41, 0.21] —
Inoue 2005 157.5 208 22 1626 205 2= Mot estimahble
watsuka 2007 123 BB 42 138.6 4.1 42 Mot estimable
Kajimoto 2005 13z.6 BN 2 203.4 2.8 =] (a9 —-2.80 [-43.23, 23.63]
Kaneda 2005 152.2 22.4566 IO 1627 24.6475 20 4.5% -1l0.50 [-22.4Z2, 1.4Z] —
Kawai 2004 154 4 15 20 162.3 16.5 20 Mot estimable
Kawai 2005 157 15 21 163 17 21 Mot estimable
Kawasaki 2000 164 8 29.1 20 1672 =4 =0 Mot estimahble
Kishimoto 2000 126,93 19,2258 27 1877 24.4213 27 Mot estimable
Kishimoto 2003 1102 17.2205 12 117.5 15.3=343 12 Mot estimable
Kishinaga 2014 1z1 11.3 40 126 16.2 40 Mot estimable
Maeda 2001 155 .2 21.2 25 1659 4.4 25 Mot estimahble
Maruyama 2005 788 7.7 =3 Fr.a8 5.7 =3 7.G% 1.00 [-7.95, 9.95] I e
Mizushima 1935 121.5 172 22 1237 182 22 Mot estimahble
Moriguchi 2004 1297 2.z 24 1474 207 =4 rMot estimakle
Morita 2005 145 10,9382 21 158 1lo.5=393 21 14.0% -13.00 [-15.52, -&.45] I —
Makagawa 20032 118.5% 226 28 128 177 28 Mot estimable
Faan 2000 162 16 s 171 1= s Mot estimable
Saiki 2008 1455 23 .4 42 156 2% 42 Mot estimahble
Saiki 2008-2 1z0.1 =01 24 14z 8 29.9 24 Mot estimahble
Sekizaki 2001 146 & 262 20 15749 22.4 0 4.0% -11.20[-22 50, 1.30] —
Shinohara 1333 151.1 1.2 2% 155.% 17.3 e Mot estimable
Shiota 2001 126.5 21 40 146 21.7 40 7o 1l% —2.50 [-18.86, -0.14] —
Shoya 2005 141.1 22 60658 43 1422 24 9183 43 & 0% -2 10 [-12. 25, 8.1&] I
Sumi 2003 162 4 15 .= I0 1FE. 8 21.4 0 Fol%m -14 40 [-23 81, -4 .99] —
Sumi 2003 -2 177 207 20 14952 0= =0 2T 1B 20[-21. 22, -5 .07] e ——
Taguchi 2008 1z4 1= 13 1z8 24 13 rMot estimakle
Takeuchi 2001 1572 17.7 =4 16=.6 175> = B5.8% 5. 70 [-14.07, 2.67] —
Takeuchif2) 2001 146 28.2 25 152.1 27 3= 3.8% —6.10 [-12.08, 6. 86] —_— T
Takeyasu 2006 1525 16 694 29 162 140014 29 9. 8% -2.50[-17.42, -1.57] —_—
Tamura 2003 161.& 219 29 1706 226 29 < &% -9.00 [-20.45, 2.45] —_—
Tokuhaga 1939 15=2.5 20871 40 1715 29 7254 40 Mot estimahble

160.7 20871 10 1829 239,032 10 Mot estimahble
Wakabayashii2) 1333 122.2 18 1262 24 145,32 E21.3535 2 2.1% -23.10[-27.53, -8.61]
ramasaki 2006 117.& 14.7 27 124.& 15.5% 27 Mot estimalkle
Total (95% CI) 466 466 100.0% -9.90 [-12.46, -7.34] <
Heterogeneity Tau? = 1.132; Chi2 = 16.64, df = 16 (P = 0.41); 12 = 4% —s—to 5%
Test for overall effect: 2 = 7.57 (P < 0.00001) Treatment control

[Table 3]
%0)1‘mo)ﬂg$ﬁ Treatment Control Mean Difference Mean Difference

D )(9 @'JE /Z \*ﬁ Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
'l-'ﬁ]j Asakura 2010 122 21 40 121 26E 40 745 -8.00 [-18 26, 2.326] —
. E&"J#/\*ﬁ Fujivwwara 1995 1259 13.0108 8 139 11.8794 8 Mot estimable
RS2 7] Fukuda 2002 167.4 1l.& 20 le0.& 1z2.1 0 Mot estimable
Fukuda 2002 -2 155.8 is.8 22 170 13.8 2= Mot estimahble
Fukushima 2002 140.5 22 6466 20 1506 295161 20 2. 1% 1010 [-22. 29, 9.19] e — E—
Hamamoto 2007 148.6 257723 46 155.2 27.1233 4 Mot estimable
Inoue 2005 157.5 20.6 2z lez.g 20.% EXd 8.0% =510 [-15.02, 4.82] e
lwatsuka 2007 129 EL-N - 42 12856 4.1 42 3.5% -9.60 [-24 .73, 5 53] T
Kajimotao 2005 192 & 5.4 9 202 4 2.8 9 Mot estimable
Kaneda 200% 152.2 22.4566 20 162.7 24.647% 0 Mot estimable
Kawwai 2004 154 4 15 20 1823 16.5 20 8.3% -850 [-18.27, 1.27] —
Eawai 2005 157 18 21 163 17 21 0% -5 00 [-16.59, 4.59] I
Kawasaki 2000 1e4.8 23,1 20 167.2 EL 20 Mot estimable
Kishirmoto 2000 1569 192258 27 16e7.7 24.4213 27 Mot estimable
Kishimoto 2009 1102 17 2205 12 1175 15 93249 12 4. 5% =720 [-20.52, 6.12] —_— 1
Kishinaga 2014 121 119 40 126 16 2 40 20 2% =500 [-11.25, 1.25] —
Maeda 2001 155.2 21z 25 1les.3 =44 25 Mot estimable
Maruwyama 2005 788 7.7 3 F7.E [0 3 Mot estimakble
Mizushima 1299 12 1.5 172 22 1357 18.2 22 Mot estimable
Moriguchi 2004 123.7 2.3 =4 14732 0.7 =4 3.5% —-8.20 [-23.18, £.78] — 1
Morita 2003 145 10,9982 21 158 10.52399 21 Mot estimable
Makagawa 2003 118.5 236 28 128 17.7 28 [ -9.50 [-20.42, 1.42] —
Faas 2000 1&= 16 s 171 1= s Mot estimable
Saiki 2008 1465 22.4 42 15& 2z 42 8.0% -9.50 [-19.42, 0.42] —
Saiki 2008-2 1201 =01 24 14z 8 29.9 24 2.7% -12. 7O [-20.&7, 2.27] e —
Sekizaki 2001 146 & 26.2 20 1573 23.4 Els) Mot estimable
Shinohara 1333 1>1.1 1e.= =5 1535.3 17.3 3 mot estimable
Shiota 2001 1265 21 40 14 21.7 40 Mot estimable
Shoya 2005 141.1 22 6068 43 14322 24 9182 43 Mot estimahble
Sumi 2003 162 4 15 .2 0 17E.8 21.4 20 Mot estimahble
Sumi 2002-2 177 20.7 20 1352 0.z 0 Mot estimable
Taguchi 2008 1=4 1= 1% 1z8 24 14 4. 3% -4 00 [-17. 49, 9. 49] e E—
Takeuchi 2001 1579 17.7 24 1636 17.5 34 Mot estimable
Takeuchi(2l 2001 146 28.3 =5 152.1 27 3 mot estimable
Takeyasu 2006 15=2.5 16,694 29 162 14.0014 239 Mot estimable
Tamura 2003 161.6& 21.2 29 170.6 22.6 29 Mot estimable
Tokunaga 19%% 15=2.5 20,871 40 1715 25 7254 40 Mot estimable
Wakabayashi 1933 160.7 20.871 10 1823 29,0582 10 1.6% -22.20[-45.23, -1.01]
Wakabayashii2) 1999 122.2 151262 24 145 =2 =21 32535 24 Mot estimahble
Wamasaki 2006 117 & 14.7 27 1246 15.% 27 12 2% =700 [-15. 06, 1.06] —
Total (95% CI) 412 412 100.0% -7.46 [-10.27, -4.65] <
Heterogeneity, Tau? = 0 00; Chi? = 4. 11, df = 14 (P = 0.99); 17 = 0% _2'0 —iO 1I0 2=0
Test for owverall effect: 2 = 5 20 (P <« 0.00001) Treatment control
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[Table 4] Treatment Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Asakura 2010 a8 20 40 106 20 40 4 5% -B.00[-19.17, 2.17] —
Fujivara 15955 124 4 28.85 8 1508 27.1525 a8 0.7% -26.40[-53 85, 1.05] +
Fukuda 2002-2 141.2 17.9 22 1571 22.5 23 4. 0% -15 80 [-27.55, -4.05] —
Hamamoto 2007 1252 32 5552 46 1355 323 2334 46 1% -10.30[-23.74, 3.14] e —
lwatsuka 2007 120.7 Z9.8 42 1285 246 42 2.2% -B.20[-24.15, 7.75] —_—
Kajimata 2005% 2055 565 9 2081 585 9 0.2% -0.20[-53.33, 52 93] 4 +
Faneda 2005 1224 22 EB&=Z4 Z0 1255 ZE HBEE= Z0 1.7% -2.50[-20.72, 15.72] I E—
Fawasaki 2000 14c. 4 4.5 20 1535 32 20 1.5% =710 [-24.04, 5.84] R E—
Kishimoto 2000 141.2 2% 0285 27 1512 26 2731 27 1.8% -10.00([-27.57, 7.57] e —
Kishinaga 2014 114 25.8 40 121.2 26.7 40 4 2% -7.20[-18.81, 4.21] —_—T
Maeda 2001 143.4 208 25 14232 29.7 25 2.0% 1.10 [-15.67, 17.87] ——
Maruyama 2005 758 7.4 5 75 5.9 5 7.o1% 0,80 [-B.07, 9.67] e
Mizushima 1999 105.2 256 22 1058 27 22 2.3%  -4.60[-20.15, 10.495] e E—
Morita 2005 124 10,9382 21 125 10.529%9 21 12.2% -11.00[-17.52, -4.4E] —_—
Makagawa 2003 4G 6 22.5 28 10& 8 263 28 3.3% -10.20[-23.12, 2.72] R —
Ry 2000 176 6 7 155 =5 7 0.4% -19.00 [-56.20, 18.20] +
Sekizaki 2001 125 .4 7.8 20 13287 32.3 20 1.8% -4.30[-22.09, 13 49] e —
Forest Plot Shinohara 1999 146 252 35 1493 204 35 4.8%  -3.30[-14.04, 7.44] —_—
Showa 200% 1218 2e.7217 42 12324 21.47%7 432 2.7%  -led[-1le 06, 12.86] e
Sumi 2002 150.7 201 I0 1628 26.7 20 2.9% -12.10[-25.06, -1.14] e —
Sumi 20032-2 1526 24 20 1727 42.8 20 1.5% -20.10 [-29. 66, -0.54]
Takeuchi 2001 1275 25 34 1406 23.3 34 4. 2% -2 10 [-14.559, 8.39] e E—
Takeuchi(2) 2001 1289 21.2 i5 1316 20.7 i5 2.6% 270 [-17.22, 11.82] e
Takeyasu 2006 1216 188481 29 1315 236347 29 4 6% -9.490 [-20.52, 1.12] E—
Tamura 2003 1459 158.4 29 155 22.6 29 5. 0% =510 [-15.71, 5.51] e
Wakabayashi 159% 142 215035 10 1597 27.8B28 10 1.2% -17.70[-32950, 4.10]
Wwakabayashi(2) 1335 1248 25 9646 24 1455 22 2121 24 2.0% 1650 [-22.40, 0.40] e
‘amasaki 2006 0.5 15.5% 27 504 12 27 10.2% Q.50 [-6.85, 7.89] —_—
‘fuasa 2004 125 29 5 1z5 Z1 5 2.8%  -10.00[-24.06, 4.06] i
Total (95% CI) 794 794 100.0% -7.01 [-9.38, -4.65] &»
Heterageneity: Tau? = 0.00; Chi? = 22 05, df = 28 (P = 0.78); 7 = 0% _2'0 —iO 1I0 2’0
Test for overall effect; £ = 5. 81 (P < 0.00001) Treatment control
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[Figure 3]
Funnel Plot of Standard Error by Difference in means
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[Figure 4]
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[Table 5]

Treatment Control Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Asakura 2010 48 20 40 106 20 40 Mot estimahle
Fujiwara 1595 124.4 28.85 8 150.8 27.152% g 1.3% -26.40[-53.85, 1.05]
Fukuda 2002-2 141.3 17.9 23 157.1 22.5 23 6.9% -15.80[-27.55, -4.05]
Hamamoto 2007 125.2 22.5552 46 1355 23.2324 46 5.3%  -10.20[-22.74, 2.14] —
hwatsulka 2007 120.7 5.8 42 128.% 346 42 Mot estimable
Kajimoto 2005 2059 565 9 206.1 585 9 0.3% -020[-53.33, 52.93]
Kaneda 2005 1334 32.8634 30 1359 285.8883 30 2.9% -250[-20.72, 15.72] s E—
Kawasaki 2000 146 4 4.9 20 1535 32 30 Mot estimable
Kishimoto 2000 141.2 29.0%85 27 1512 263731 27 Mot estimable
Kishinaga 2014 114 25.8 40 1213 26.7 40 Mot estimahble
Maeda 2001 142.4 0.8 25 1422 29.7 25 Mot estimahle
Maruyama 2005 75.8 7.4 5 75 5.9 5 12.2% Q.80 [-8.07, 4.67] —
Mizushima 1992 105.2 256 22 109.8 27 22 Mot estimakble
Morita 2005 124 10,9382 21 135 10.5399 21 22.8% -11.00[-17.52, -4.48] ——
Makagawa 2003 G666 22.8 28 106.8 26.32 28 Mot estimakle
Fyu 2000 176 K13 7 185 3 7 Mot estimable
Sekizaki 2001 135.4 378 30 139.7 323 30 3.0% -4.30[-22.09, 13.49] [ m—
Shinohara 1999 146 25.2 35 1493 20.4 35 Mot estimahle
Shoya 2005 121.8 367217 432 123.4 31.4757 43 4.6% -1.60[-16.08, 12.86] e e
Sumi 2003 150.7 2001 30 1638 26.7 30 6.7% -13.10[-25.06, -1.14]
Sumi 2003-2 1526 34 20 1737 42.8 20 2.5% -20.10 [-29.66, -0.54]
Takeuchi 2001 127.5 25 24 1406 23.2 34 F.3% -3.10[-14.59, 8.23] — 1
Takeuchi(2) 2001 128.% 313 35 1316 30.7 35 4.5% -2.70[-17.22, 11.82] i
Takeyasu 2006 121.& 188481 29 1315 23.6947 29 9% -9.90 [-20.92, 1.12] ——
Tamura 2003 149.9 18.4 29 155 226 29 8.5% -5.10[-15.71, 5.51] —_— T
Wakabayashi 1599 142 21.5035 10 1587 27.828 10 Mot estimable
Wakabayashi(2) 1999 1249 25,9646 24 1455 23.3131 24 4% -1650[-33.40, 0.40]
Yamasaki 2006 Q0.9 15.5 27 904 12 27 Mot estimakble
fuasa 2004 1239 29 35 139 31 35 Mot estimahle
Total (95% CI) 426 426 100.0% -B8.15 [-11.25, -5.05] L
Heterageneity: Tau? = 0.00; Chi® = 14,22, df = 15 (P = 0.51); 17 = 0% -élo _2'5 2;5 5:0
Test for owerall effect; £ = 5.16 (F < 0.00001) Treatment control

[Table 6]

Treatment Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 50D Total Weight IV, Random, 95% CI IV, Random, 95% CI
Asakura 2010 a8 20 40 106 30 40 15.7%  -8.00[-19.17, 2.17] s —
Fujiviara 1495 124.4 28.85 g 1508 27.152% g8 Mot estimahle
Fukuda 2002-2 141.3 17.9 23 157.1 22.5 23 Mot estimable
Hamamoto 2007 125.2 32.5552 46 1355 332334 46 Mot estimable
Iwatsuka 2007 120.7 39.8 42 1289 346 42 77RO -B.20[-24.15, 7.75] —
kajimoto 2005 205.9 565 9 2061 585 a Mot estimable
kKaneda 2005 132.4 32.8634 30 1359 2B 8B83 20 Mot estimable
Kawasaki 2000 146.4 349 30 15325 32 30 Mot estimable
Kishimata 2000 141.2 29.0985 27 1512 283731 27 Mot estimable
Kishinaga 2014 114 25.8 40 1213 26.7 40 14.8% -7.30[-18.81, 4.21] —_—
Maeda 2001 143.4 0.8 25 1423 29.7 25 Mot estimable
Maruyama 2005 75.8 7.4 5 75 6.9 5 Mot estimakle
Mizushima 1959 105.2 25.6 22 1058 27 22 Mot estimable
Maorita 2005 124 10,5582 21 1325 105353 21 Mot estimahle
Makagawa 20032 46.6 22.9 28 loe.s8 26.2 28 118% -1020[-23.12, 2.72] s —
Ry 2000 176 L7 7 155 35 7 Mot estimahle
Sekizaki 2001 135.4 378 20 1297 32.3 30 Mot estimahle
Shinohara 149% 146 25.2 25 1443 20.4 35 Mot estimahle
Shoya 2005 121.8 267217 43 1234 314757 43 Mot estimahle
Sumi 2003 150.7 201 20 1638 26.7 30 Mot estimahle
SUmi 2003-2 153.6 34 30 1737 42.8 30 Mot estimable
Takeuchi 2001 137.5 25 34 1406 23.3 34 Mot estimable
Takeuchiiz) 2001 128.9 313 35 13le 307 = Mot estimable
Takeyasu 2006 121.6¢ 18.8481 29 1315 23.6347 29 Mot estimable
Tarmura 2003 149.9 158.4 29 155 22.6 29 Mot estimable
Wakabayashi 1999 142 21.5035 10 1597  27.828 10 4.1% -17.70[-29.50, 4.10] —
Wakabayashi(2] 1299 129 25 9646 24 1455 233131 24 Mot estimable
Yamasaki 2006 a0.9 15.5 27 904 12 27 35.9% 0.50 [-6.89, 7.89] ——
Yuasa 2004 129 29 35 139 31 35 9.9% -10.00 [-24.06, 4.08] e
Total (95% CD 222 222 100.0% -5.72[-10.15, -1.29] L
Heterogeneity, Tau® = 0.00; Chi* = 5.02, df = 6 (P = 0.54); 7 = 0% —ilo —:i.O 150 250

Test for owverall effect; 2 = 2.52 (P = 0.01)

Treatment control
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P BERALLIIER S mMFEED KA (ZERFFMAEEA126me/dLEKFH) |I(E) HHIEET X RN (B HME) DERR
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[Table 7]
Treatment Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% CI
Asakura 2010 201.08 2911 40 213.57 40,2 40  5.2%  -12.49[-27.90, 2.92] -
Beppu 2009 245.3 305 20 2702 468 20 2.1% -24.90[-49.38, -0.42]
Fujiwara 1995 71.6 22.6274 8  97.3 32.5269 g 1.6%  -25.70[-53.16, 1.76]
Harnamoto 2007 59.71 36.2855 46 72.79 41.1687 46  4.9%  -132.08[-28.94, 2.78] E—
Kajitnota 2005 358 g2 9 366 77 9 0.2% -8.00[-81.49, 65.49]
Kawai 2002 82 21 25 92.6 22.3 25 G.6%  -10.60[-22.61, 1.41] —_—
Kawai 2003 110.6 358 36 1201 459 36 3.4% -9.50[-28.52, 9.52] _—
Kawai 2004 83.2 2232 20 941 30.3 20 45% -10.90[-27.39, 5.59] e
Kawasaki 2000 79.4 41.1 20 988 394 30 2.0% -19.40[-23.77, 0.97] r
Kishinaga 2014 218.5 26.9 40 227.4 318 40 T.4% -8.90 [-21.81, 4.01] —
Mizushima 1999 34.2 316 22 46.9 246 22 4.4%  -12.70[-29.43, 4.03] S
Saiki 2008 255.4 32 42 2666 37.2 42 5.6%  -11.20[-26.04, 3.64] —_—
Saiki 2008-2 22951 4267 24 24452 47.81 24 1.9% -15.01[-40.565, 10.63] —
Forest Plot Shiota 2001 48.9 27.8 40 572 269 40 B.6% -B.30[-20.29, 3.69] —
Taguchi 2008 23.25 19.52 19 30.12 186 19  8.3% -6.87 [-19.09, 5.35] —_—
Takeuchi 2001 80.6 274 34 83 287 24 5.9% -7.40 [-20.74, 5.94] —
Takeyasu 2006 58.2 23.9101 29 687 26.9258 29 7.2%  -10.50[-23.61, 2.61] —_—
Tamura 2003 112.1 39.7 29 1223 434 29 2.7% -9.20[-30.61, 12.21] _
Tokunaga 1999 742 02579 40 1054 411096 40  4.9% -31.20[-47.04, -15.36]
Unna 2002 395 27.8 20 481 257 20 4.5% -B.60 [-25.19, 7.99] —_—
Yuasa 2004 249.2 268 35 2585 I 35 4.0% -3.30 [-26.82, 8.22] e
Total (95% CI) 608 608 100.0% -11.78 [-15.29, -8.26] Y
Heterogeneity, Tau? = 0.00; Chi® = 10.49, df = 20 (P = 0.96); 7 = 0% —§IO —iIS 215 SIO
Test for owerall effect; Z = 6.57 (P < 0.00001) Treatment  control
JAVKHMEDRIZDOULNTIE, Z=6.57. P<0.00001, B ED KES(E-11.78 T, 95 “EFEX M [-15.29, -8.26] L75Y . FAETEM
%-G&OT:O
[Figure 5]
Funnel Plot of Standard Error by Difference in means
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[Figure 6]
Funnel Plot Funnel Plot of Standard Error by Difference in means
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AR BDNRINAT RIZDULTIE, Figure 51Z7r9 EHY. Funnel PlotDFFEEREEL T, BERNLZIEXRTEN R o=, COIEXE
HHHIE T B, Trim & Fill method|Z &k YHHIEZ1To7=(Figure 6), IR EMNEAMIZFLT2ODTOVRHIEMSN, ZDFHIE R
DIFERELTIZ. HEEDKREEIX-12.61T. 95 %EFEXEIEL[-15.89, -9.34]1 L4 MR EIFEARAANHESN. FFEDEDE
2 DWNTEIEGE A 0T,

Z DD ERAT
O AR ElES
W EE ST

Test for overall effect: Z = 4.03 (P < 0.0001)

Treatment control

[Table 8]
Treatment Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Asakura 2010 201.08 29.11 40 21357 40.3 40 Mot estimable
Beppu 2009 2453 305 20 2702 46.8 20 6.1% -24.90[-49.38, -0.42]
Fujivrara 1595 Tle 22,6274 g8 473 22.526% g8 4.8% -25.70[-53.16, 1.7¢]
Hamamato 2007 59.71 26 2855 46 7279 411687 46 14.4%  -13. 08 [-28.94, 2.78] —
Kajimota 2005 E 82 a 266 T a Mot estimable
Fawai 2002 82 21 25 42.6 22.3 25 Mot estimable
Kawai 2003 1106 35.8 e 1201 45.9 E1) Mot estimable
Kawai 2004 83.2 22.2 20 441 202 20 Mot estimable
kawasaki 2000 Ta.4 41.1 30 8.8 39.4 30 Mot estimable
Kishinaga 2014 2185 26.49 40 2274 zl.8 40 Mot estimakle
Mizushima 1299 34.2 31E 22 46.9 246 22 Mot estimakle
Saiki 2008 255.4 22 42 2666 272 42 Mot estimable
Saiki 2008-2 22551 4267 24 24452 47.81 24 Mot estimable
Shiota 2001 48.9 27.8 40 572 26.9 40 25 3% -8.30[-20.29, 3.69] —
Taguchi 2008 2325 19.82 1a 30012 18.& 1a Mot estimable
Takeuchi 2001 80.6 27.4 34 aa 28.7 34 20.4% =740 [-20.74, 5.94] —T
Takewyasu 2006 58.2 2258101 24 687 26,9258 24 21.1%  -10.50([-23.61, 2.61] —=
Tamura 2003 1131 397 29 1223 43.4 29 T.e%  -920[-3061, 12.21) —_—1
Tokunaga 13339 74.2 203573 40 1054 411036 40 Mot estimable
Unno 2002 345 27.8 20 481 25.7 20 Mot estimable
Yuasa 2004 2492 36.8 35 2585 38 35 Mot estimable
Total (95% CI) 206 206 100.0% -11.18 [-17.21, -5.16] <
Heterogeneity: Tau® = 0.00; Chi* = 2.81, df = 6P = 0.82; I = 0% _5'0 _2'5 2‘5 SIO
Test for overall effect: Z = 3.64 (P = 0.0003) Treatment control
[Table 9]
Treatment Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Asakura 2010 201.08 24.11 40 21357 40.3 40 G9.7%  -12.49[-27.90, 2.92] T
Beppu 2003 2453 305 20 2702 46 8 20 Mot estimable
Fujiwara 1935 Fle 22.6274 g a7.2 32.5263 g8 Mot estimable
Hamamoto 2007 5571 36.285% 46 F2.7H 411687 46 Mot estimable
Kajimota 2005 358 82 2 366 77 3 Mot estimable
Kawai 2002 g2 21 25 92.6 22.3 25 18.0%  -1060[-22.61, 1.41] —
Kawai 2003 1106 358 E1 12001 459 36 5. 4% -9.50[-28.52, 9.52] e
Kawai 2004 g83.2 22.3 20 941 203 20 8.5% -1090[-27.36 5.59] —_—
Kawasaki 2000 Ta.4 41.1 20 a8 8 39.4 20 Mot estimable
Kishinaga 2014 2185 26.39 40 227.4 zl8 40 12.9% -8.390[-21.81, 4.01] —
Mizushima 155% 34.2 3le 22 46.9 24.6 22 Mot estimable
Saiki 2008 255.4 32 42 266.6 372 42 10.5% -11.20([-26.04, 2.64] —
Saiki 2008-2 22851 4267 24 24452 47.81 24 3.5% -15.01[-40.65, 10.63] —
Shiota 2001 459 27.8 40 57.2 26.9 40 Mot estimable
Taguchi 2008 23.25 14.82 1% 20012 186 19 15.5% -6.87 [-19.08, 5.35] —
Takeuchi 2001 B0.& 27.4 24 88 287 24 Mot estimable
Takeyasu 2006 582 229101 29 68.7 269258 29 Mot estimakle
Tamura 2003 1131 397 29 1223 43.4 29 Mot estimakle
Tokunaga 1999 742 20.3579 40 105.4 41.1096 40 Mot estimable
Unno 2002 345 27.8 20 48.1 257 20 g.4% -B.60 [-25.18, 7.99] —_—T
Yuasa 2004 2492 36.8 35 2585 38 35 7.5% -9.30[-26.82, 8.22] —_— T
Total (95% CI) 301 301 100.0% -9.88 [-14.69, -5.07] &
; 2 - Chi? At 4 \ \ \
Heterogeneity: Tau® = 0.00; Chi* = 0.61, df = 3 (P = 1.00); I° = 0% T T 5k =5
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