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IITTVTATI ML T # P> DEBIE R M DI ED £ FENHT B

P 228 R 1M P R 14 AR B fE AY200me/dLR E D BLA 1(E) SBIEMET F RN DR
C I35tk [¢) B&m o ERERED EFEIGET 5
BRETHA1 RCT X ERER 73—k -
ETFIL Random effect model ik DerSimonian-Lairedj%
A4 R $edm B % M A MRS A E (285 RE) o p _ _ _
MERIER THEE HRATE 14.64[-24.09, -5.19] P<0.005
[Table 1]
Treatment Control Mean Difference Mean Difference
Study or Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
hironaka(2 008) 2165 531 26 231.4 72 26 7.0% -14.80 [-50.70, 20.90] —
kanehira(2014) 235.2 54.2 77 2525 51.7 77 3149% -17.30([-34.03, -0.57] ——
Kishimota(2007) 175.3 65.1 13 2025 59.6 13 3.9% -27.20[-75.18, 20.78] —_—
Kishimota(2009) 135.2 55.5 12 1715 826 12 2.8% -36.30[-92.60, 20.00] —
sato(2 0091 206 58 42 215 55 42 15.3% -9.00([-33.17, 15.17] 1
shinoda2014) 212.% 58.2 78 2242 673 T8 22.9% -11.70[-31.45, 8.05] —_—T1
tanaka(20111 222 &B.352 73 234 TFE.0416 73 16.2% -12.00 [-35 .45, 11.45] —
Total (95% CI) 321 321 100.0% -14.64 [-24.09, -5.19] -
Forest Plot He:erugenewtv Tau® = 0.00; Chi? = 1.27, df = & (F = 0.37); I? = 0% oo g =5 oo
Test for overall effect: 2 = 2.04 (P = 0.002) - " Treatment Control
AV HRERICOVNTIL, Z=3.04, P<0.005( P=0.002), SR EDKEE(E-14.64T, 95 {SFRX I [-24.09, -5.19] £72Y)| #
BMENEETHo7=(Table 1),
[Figure 1]
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Funnel Plot
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AR BRRIALT RIZDNTIE, Figure 115K T EFY. Funnel PlotDFEREL T, HEMIIEHFHEA R 5172, Trim & Fil
methodZ{To7=&C % (Figure 2) IR EMN B AL T SOTaYbABIIENTz BMEDOHR, HEEDOKESIE-14.01
T. 95 WEEERX ML [-23.33, -4.69] L4 HADREBOELITOLTHTHY. HENRIIFEDFETH o=,
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Bl#kERR (V)-15
HR)—=—R (AT FITR)
BERE DHC(TA—IAF>—) ASERERW a

SITTITATI sttt T RS QBRI RN PP HREIED £ REMFHT b

P 22 R B M o p M AE A 1B £3200me/dLR D B A 1(E) HOHEHET F XMV DER
C EEAEN 0 BRMPPHEHEDEFEMH T 5H
BRETHAY RCT Xk 7[a—F -
ETIL Random effect model Hik DerSimonian-Laired;&
A4 B 4T B RS AR E (385 e _ _ _
MRIEE TigEE HHEE 18.76[-31.86, -5.67] P<0.01
[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
hironaka(2008) 2585 B83.2 26 273.7 86.5 26 7.1% -15.20 [-64.20, 33.80] E—
kanehira(2014) 2146 76 77 3364 596 77 32.4% -22.320[-45.32, 0.72] —
kishimoto(2 007 2185 103.5 12 255.2 B8.2 12 2.1% -25.70[-108.66, 38.26] ——————————————————
kishimoto(2 009) 166.8 86.1 12 1885 107.2 12 2.8% -21.70[-105.43, 46.09] | E—
=ato{2009) 245 78 42 257 v 42 15.4% -12.00 [-45.35, 21.26] —_—
shinoda2014) 2815 B2.2 78 2975 93.8 78 22.4% -16.00 [-43.68, 11.68] —_—
Forest Plot tanaka(2011) 291 94.8384 73 309 102528 73 16.7% -18.00[-50.04, 14.04] e
Total (95% CI) 321 321 100.0% -18.76 [-31.86, -5.67] -
Toortor sveri efteer 7 = 3.8 7 - obss T T et o "
AV HFEERRISDONTIE, Z=2.81, P<0.01(P=0.005), IR EDKEEX(Z-18.76T, 95 %SFEXMH[-31.86, -5.67]1&73Y, #HEAEZN
ENEETHof-(Table 2),
[Figure 3]
Funnel Plot of Standard Error by Difference in means
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[Figure 4]
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Y= = (AT FIDR)
BB DHC(TA—IAF>—) hSFREZEW a
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A

HHEETFRN D OERFEZ M PEIEHED LR EMHT 50

P Z2 8 R 1M P R AR B fE AY200me/dLRE D AL A 1(E) EBIEMET ¥ RN DR
C TS5tk [¢) B&mppERERED EFEIGET 5
BRETHA1 RCT X ERER 73—k =
ETFIL Random effect model ik DerSimonian-Lairedj%
B8 o1 B RS A E (485R) Ny _ _ _
BIES L THEE E=g} 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 1V, Random, 95% CI
hironakai2008) 264.6 =13 26 2912 117.5 26 T.5% -26.70 [-85.02, 21.62] —
kanehira(2014) 3404 9E & TT 2676 842 T 245% -27.20[-5657, 2.17] —
Kishimota(2007) 2248 122.2 12 2638 120 12 2.9% -45 10 [-138.20, 48.00] —
kishimoto{2009) 157.4 79.8 12 195.6 114.5 1z 4.1% -28.20[-117.15, 40.76] T
satn(2009) 228 B85 42 243 B8 42 18.6% -15.00 [-52.00, 22.00] —_—
shinodai2014) 317.7 1012 TB 3245 1152 T8 219% -1680[-50.83 1723] 1
Forest Plot 1anakai2oll) 327 117.2072 73 348 130.7233 7z 15.6% -22.00[-62.38, 18.28)] e
Total (95% CI) 321 321 100.0% -22.78 [-38.72, -6.84] ‘
Heterogeneity: Tau® = 0.00; Chi¥ = 0.76, df = 6 (P = 0.89); P = 0% “The o S Tho
Test for overall effect: Z = 2.80 (P = 0.005) Treatment Control
AV HAZRICDOTIE, 2=2.80, P<0.01(P=0.005), $1RE DK EE(L-22.78T, 95 %X [-38.72, -6.84] LY . AR
NEETH o= (Table 3),
[Figure 5]
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[Figure 6]
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AU BRRINAT RISDNTIE, Figure 5IRF E8Y, Funnel PlotD#EREL T, REMGIEMIEA R 5N 12, Trim & Fill
method&{7>7=& A (Figure MR EMNBHMAISHL TIDOTAVMEMSh Tz, BMZOHR HEBOKEEF-2211T, 95
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RlEERR (V)15
B ==k (AT F)R)
BERB DHC(TA—IAFL—) hSFHERW a

! — — P
JITTVTATI et T £ 2R O ER A KR M PIRISED £ REMHT S5
P 22 R B% M0 o P S AR E HY200me /LR i D AL A I1(E) |8 T F R DER
c PAGN [6) |B &M chERERAE D £ R EIGHIT 5h
HRRTHA RCT HRER 72—k | -
EFIL Random effect model Hik DerSimonian—Lairedi%
BRI ED
MRIER R FE B R T E ¥ (AUC 0-6h) #HElE -94.15[-163.87, —24.43] P<0.01
EHEE
[Table 4]
Treatment Control Mean Difference Mean Difference
Study or Subgroup Mean [300] SD [300] Total Mean [300] SD [300] Total Weight 1V, Random, 95% CI [300] 1V, Random, 95% CI [300]
hironaka(2008) 1,250.2 4202 26 1,462.8 5323.3 26 7.0% -112.50[-276.87, 149.87] —
kanehira(2o14) 1,622.4 4236 77 1,721.4 4031 77 28.1% =109.00 [-240.58, 22 58] —-
kishimoto(2007) 11212 5765 13 1,292.7 536.1 13 2.7% -171.50[-539.44, 256 .44] —
Kishimota(2009) 793 .4 2437 12 9726 526.8 12 2.8% -180.20[-536.09, 175 69] —
sato(2 009) 1,143 365 42 1,201 361 42 20.2% -58.00 [-213 26, 97 28] —
shinoda2014) 1,512 427 7g 1,595 494 78 23.1% -82.00 [-226.91, 62.91] ™
tanaka(2011) 1,571 518.4754 73 1,660 584.4089 73 15.1% -89.00 [-268.27, 90.27] I
Forest Plot Total (95% CI) 321 321 100.0% -94.15 [-163.87, -24.43] >
e e D ey o oo o 5t
AV REHRICOVTIE, Z=2.65, P<0.01(P=0.008), IR BD KEFSIL-94.15T, 95 $EREX R [-163.87, -24.43] L73Y  HEEFHRA
HETHof-(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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AU ARINAT RIZDWVTIE, Figure 715K EEHY. Funnel PlotD#EREL T, BEMZIER TN RSN T, Trim & Fill methodZ
f1o1=EC B (Figure MR EABAAICHL T2o0TOVRSBMEN T, BMEOIHER. HEBOKRES(T-88.42T, 95 WEMRMAIL[-
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Bl (V)-15
Y= = (AT FIDR)
BB DHC(TA—IAF>—) hSFREZEW a

IITTVTATI ML T * M) DEBIE R M PHEIHED £ FENHT B

P Z2 R i P e MERE AR fE AY200me/dLR B D BLA 1(E) HHIEMETXF RN U OER
[ TSR o) E#Mmp P ERERED EFEIFIT 50
HRTH1V RCT XHkEk 8|la—k -
EFIL Random effect model Hi& DerSimonian-Laired;%
A B e gE AgB MRS IE 28R [0 _ _ _
MRIER T HHETE 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
hironaka(2008) 631 E-R=1 26 798 296 26 5.8% -10.70[-32.01, 10.61] —
kanehira(2014) 737 266 77 82.2 321 77 30.4% -850 [-17.81, 0.81] ——
kishimoto(2007) BB.7 266 13 B7.9 239 13 2.6%  -1920[-46.32, 7.92] —
kishimoto(2 00 54.9 303 12z 757 41.3 12 I.1%  -20.80([-48.78, 8.18] —
kishinaga(2014) 116 54.4 76 12328 54 76 B.4% -7.B0 [-25.0%, 9.43] —1
sato(2 003 99 EL:3 42 17 42 42 8.0% -B8.00[-25.13, 8.13] I
shinoda(2014) &4 1 245 78 711 238 7B 23.0% -7.00[-17.72, 3.72] —
Forest Plot tanaka201ll) 62 38.448 73 66 40,1568 73 16.2% =400 [-16.75, 8.75] —
Total (95% CI) 397 397 100.0% -8.22 [-13.35, -3.08] ‘
Heterngeneity: Tau? = 0.00; Chi? = 1.88, df = 7 (P = 0.97); I = 0% LT 15 B 5o
Test for averall effect: 2 = 3.14 (P = 0.002) a Treatment Control
AV RAZIRIZDNTIE, Z=3.14, P<0.005(P=0.002), IR BN KEEX(I-8.22T, 95 %ISHEXE[-13.35, -3.08] &4 Y & %N
ENEETH o= (Table 5)
[Figure 9]
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[Figure 707
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AR RRNAT XIZDUNTIE, Figure 9IZR T £EY. Funnel PlotDFEREL T, HEMGIEXRFEA RSN Tz, Trim & Fill
method&4T o7& A (Figure 10 REBAEAMICTHL TIDOTOYMHBMENT BMEDHER. HEBDKESIE-7.15T,
95 WERERMX[-11.99, 2311 &4 Y MEMREBOEILIHTITHY . HENRISHEEDEETH1=.
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HRY——h (AT FYDR)
BERB DHC(FA—IAFL—) HSFRHEEW a

VY —FHUIAF3
~

HHEMETFRN D OERIERR M PHEIEHED LFEMH T 50

P Z2 g B I A A M RE RATE AY200me/dLRE D LA 1(E) HEOEIETET F RN U DIEER
C PA [¢) B#mphEREinED LI T 50
HRETHA RCT XEkER s|la—F -
EFIL Random effect model ii& DerSimonian-Lairedj%
opy— ABB I ERRIE GBI | n g _ _ -
HRIEER FHiEs HelE 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(2 00g) 1111 B0.7 26 122.2 59.8 26 &.0% -11.10[-42.85, 21.65] T
kanehira{2 014) 152 48.7 77 le6.6 51 77 248X -12.60[-29.325, 2.15] — =
kishimeoto(2007) 112.8 53.5 12 1405 56.6 1z 2.5% -27.70[-73.94, 18.54] T
kishimoto(2008) 85,5 512 12 102.7 64.9 1z 2.9% -16.20[-66.71, 34.31] —
Kishinaga(z 014) 202.5 85.1 76 218 89 76 2.7% -15.50[-43.18, 12.18] 1
ata{2003) 138 57 42 149 &0 42 1le% -11.00[-36.03, 14.03] 71
Forest Plot shinada@o14) 123.1 50.2 73 144.5 62.5 78 20.0% -11.40[-30.66, 7.86] —
tanaka20ll) 131 &5.7888 73 141 £8.2064 73 15.4% -10.00[-31.90, 11.30] e
Total (95% CD 397 397 100.0% -12.87 [-21.48, -4.27] ‘
Heterogeneity Tau® = 0.00; ChiZ = 0.58, df = 7 (P = 1.00); 2 = 0% 7;'0 72'5 2' 5'0
Test for owverall effect: Z = 2.93 (P = 0.003) Treatment Control
AV HETHRICDONTIE, Z=2.93, P<0.005(P=0.003). R EDKEX(E-12.87T, 95 WEFRM[-21.48, -4.27] L2Y  FEER
REAFETHo1=(Table 6),
[Figure 11)
Funnel Plot of Standard Error by Difference in means
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[Figure 12]
Funnel Plot Funnel Plot of Standard Error by Difference in means
0
10
s
I
=
z
k] 20
12
@
°
30 — ——+ =
e ——
-50 -40 -30 -20 -10 0 10 20 30 40 50
Difference in means
AR AR T RITDNTIL, Figure 11127 Y EFY., Funnel PlotD#EREL T, HERIGIFRFEMN R 547, Trim & Fill
method&{To71=£C A (Figure 12)HIRENAAMISHLT2OOTAVMSBMENT -, BMEDOHR. HEBOKEEF-1222T,
95 WEFERXFE(£[-20.56, -3.88]1 L7 Y  HAMREDEILITHTHITHY . HENRITEBROFEETH 7=,
Z DL DT
OA2EREHT
& AN
ORE DT AR

BHRE, ILOBEAEE. MindsBBBRA MM AERDF51E2014. EFERE. 2014, £—HHE

(MR f=>TDER]
Z—MNIARDOAEANET IO THY . FHELFIA K EFRELEDESRRELITRENHIOTERTIL,




Bl (V)-15

HRY——h (AT FYDR)
BERB DHC(FA—IAFL—) HSFRHEEW a

VY —FHUIAF3
~

HHEETFRN D OERIERR M PHEIEHED LFEMH T 50

P 225 8% M P o PR A {E HY200me/dLR B D BLA 1(E) HEHIEET AN D DR
C FI5tR (0] BRMAREEHEDEFZMHT 50
HETHA RCT XERER s|lo—F -
ETIL Random effect model Hik DerSimonian-Laired;i%
% L =
R isiE ‘Aﬁfﬂﬂﬂhﬂh 14 B B fiE (485 ) HalE _16.71[-27.80, -5.63] P<0.005
TifEE
[Table 7)
Treatment Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI IV, Random, 95% CI
hironaka(2 008 117.2 74.2 26 133.7 a0.5 26 6.9% -22.50[-64.55, 13.58] —
kanehira(2014) 1788 (3=} T7 1973 667 77 26.7% -1850([-39.44, 2.44] —_—
kishimoto (2007 1182 754 12 1553 B2.4 13 23% -27.10 [-97 B1, 22 61] —
Kishimata(2009]) Fr2 52 1z 998 737 12 4.7% -22.60[-73. 63, 2843] —
Kishinaga(2014) 213.6 1061 76 234.7 1115 7% 10.3% -15.10 [-49.70, 12.50] — 1
satn(200 120 54 42 134 (=] 42 15.2% -14.00 [-42.4€, 14.46) E—
Forest Plot shinoda(2014) 169.4 78.1 78 1814 86 78 18.5% -12.00[-37.78, 13.78] —_—
tanaka(2011) 167 862944 73 181 932 984 73 14.3% -14.00 [-432.27, 15.27] —_—1
Total (95% CI) 397 397 100.0% -16.71 [-27.80, -5.63] ‘-
H Tau? = 0.00; Chi2 = 0.79, df = 7 (P = 1.00) I? = 0%
ri‘eﬁ?en"vigu :flruem 7=z 95‘(»‘-' = 0.003) ' -1oo :rﬁrga[men[ Control 100
AU HEEHRISDONTIE, 2=2.95, P<0.005(P=0.003), R EDKEI(E-16.71T, 95 %{SFEXR[-27.80, -5.63]1 &5 A MENE
ETHor=(Table 7),
[Figure 13]
Funnel Plot of Standard Error by Difference in means
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AEAT T,

WEHENT X, Review Manager ver.5.3.5 (The Nordic Cochrane Centre, The
Cochrane Collaboration)3 &2 08 Comprehensive Meta-Analysis ver.2.2.064
(Biostat Inc.) & FH\ 7=,

2 R
2.1  SCHROINEE &£

T —H RX—=ZADRFEERITAEERN (V) S, A7V —=v7D7n—F
¥— MR (V) -6 1R LT, BEAEEICIED 43 s S vz, ##
Maa BT (V) =712, BRAbeaSCIRER=N (V) -8l L7z, £
SN2 X CHARENCHEE S v, ZEHERFMFEE2S 126mg/dL A D
fEE RN RS L LT e, ZAUIEEER IR AR T 28 & —FH L T
W5,

A3 MOFHILDH B, 23 (C-5,C-17) TIE, 2 DOMENITHOINL TN =D
T, VATIT A v VEa—IZHW I 45 Lo Tz,

2B, RWEMRIZOWTIIEY T 20513 o 72 GBIREE (V) -9),

22 BWFEOE O
2.2.1 B MBEE (30, 60 47)
BT D DA 2 BIHAER (V) -1la B8R IEHE (30 4). (604y) 2%
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nEnrLZ,

SNAT A R 7 FH T, BIRAS T RI R0 o T2, ERMEASA T 2Tl
HEMOMENRSH Y, 7 U M LA5HEE OF % -1 & Uiz, Bilfgsd 1
T AT, MEGINHLMENHY . RNERT U N LA0ME%E T-1) &L
o BIRIGT 7 NI DR, ZOMAA T AT D07, FEOTIE, BEHRE
PNA T AETNIFIEE D A T 2ADWNF 0 [-1) OffgeE -1 CFHlL
776

FEEHNEDOFALTIZ, x5, St A, W, 7T R ALHPICO & —FH LT
BY ., FEEBEEOFAMIL T0) Thotz,

2.2.2 BZMEEOREHE FmfE (AUCo-120min)

FAFEOE OFHM 2 B (V) -11a B MR O 3 B iR R sl (AUCo.
120min) (27N L7,

NAT AV 27 FAHOBIRAAL T AT/ 0 AF—N"—ThH5H L HEEL,
MAELAL LR o TN - T2 720 T U X MMEDFHMIZ T-1] & Lz, 5tk
NRATATIE, HEROIZENRH Y, 77 bh LFHEE OFHMEiZ (-1 & L7,
BIEAR D S A T 2Tl WEBIR S HWIERH 0 | RFERT U NI LOFHN % T-
1] & L7, BRT U NI LHE, ZOMAAL T X3 R0 o72, FEOHTIL,
BRI ANA T AR FIIFER D A T ADONT I (-1 OfFEE [-1] L§FF
fili L 7=,

FFEFEMEOFAL TIL, M5, ST KB, 77 P AL S PICO & —FLTE
V. FEEEEOFHEIL To)] Thol,

2.3 R R R
2.3.1 BHZMBEME (30 4)

AZTF U AOFERZRIMERR (V) -15 BEBMOEEE (304 (TR,

40 BFFE D Forest Plot Z Table 1 {2 Funnel Plot % Figure 1 (278 L7z, #F1%0%
1,004 Gl CTH Y |, FHADEEORKE X13-9.12 T, 95 %IEHEXM [-10.77,-7.47]
R0 MADENAE (Z=10.81, P<0.00001) THD I &NHERSINT,

BB M (Heterogeneity) (Z-DUVNTIE, Q=28.92 (P=0.88), P=0%Th v,
EHITRD SN2 oT,

INFR/SA T ANZOUWTIL, Funnel Plot (Figure 1) O AZ2 BN G | FExf
MPED R B 72, Trim & Fill method O $: % Figure 2 (278 L7e, MR ENATT
Mo 7 OO vy MBS, BIZEORENREORKE Z1X-8.08 T,
95 %fE XKML [9.65,-6.52] L7210, MEMREOZEIIT DTN TH T,
a7 SRR MAEE O ERMEER NS <D 2 2R LTV D,
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Fail-Safe N IL, 1,125 ThH o7z, DF 0V, ZWRDRVKRAKROHZED 1,125 #
FELZRWIRD . FEENED Z Lidand, AFRASA T R K DK
WZ E DR SN,

INHORERIY B LTI AN UV ERFELFHT LI EICE ST,
(% MEE 304)) ZAERICKTIEDLZ LRI,

2.3.2 B IMBHE (60 43)

AT F U ADOFERE AL (V) -15 BRIMPEEHE (60 5y) TR LT,

30 WFZED Forest Plot % Table 4 {Z Funnel Plot % Figure 3 {278 L72, #&BI50%
4 B THY . HANEEDKE X13-7.72 T, 95 %EHEXMH [-9.93,-5.50] &
0. MEAEENEE (Z2=6.82, P<0.00001) THD I LIHERINT-,

BUEME (Heterogeneity) (2D TIE, Q=24.90 (P=0.68), P=0%Th v, %
BEHIIRS b o T,

INFE/NA T AIZOUWTIE, Funnel Plot (Figure 3) OfRTEHIZ2HWrN S FEXT
PRPAEDS L B 4072, Trim & Fill method D& % Figure 4 (278 L7z, #hREDAT
D2 5O7 1y MRNBMS e, BINE%OREREDOKE Z1X-743 T,
95 %ERXMIL [-9.63,-5.23] L7020 | MEMREOLLITOLT N TH-T,

Fail-Safe N (X, 304 Tholo, DF D, ERDBROKARDOWIEH 304 HATF
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Z DR S,

INHORRIY LTI AN U EARFELFHT I LIS T,

[B%MBEHE (60 4)) ] ZHEICIKFSED Z ERBEINT,

2.3.3 E& MBEEORE R FERE (AUCo-120min)

AZT TV ZADORERE DR (V) -15 1% b8 o 2 Bt T i f
(AUCo-120min) 127K L7z,

21 WFED Forest Plot % Table 7 {Z Funnel Plot % Figure 5 (27~ L7z, #GIE0E
608 FITH Y . MEZREDKRE S1F-11.78 T, 95 %fFHHXMH] [-15.29,-8.26]
L0 HEDREBAEE (Z=6.57. P<0.00001) ThHDH I &M HER ST,

FUEME (Heterogeneity) (22 Cik, Q=1049 (P=0.96), P=0%T&h"H K
BT v nroTz,

INFR/SA T ANZOUTIL, Funnel Plot (Figure 5) O AY72 BN G | FExf
FRIAEDS L G407z, Trim & Fill method D& F % Figure 6 128 L7z, ZhREDIES
(0> 2 S>DT 1y FABMS I, BN OREZREDKE S1F-12.61 T,
95 %fEfH XL [-15.89,-9.34] & 720 | MEMREOEIITOT N TH o7,



Fail-Safe N (X, 221 Th o7z, DF VD, FRBILVKRAEROHFIEN 221 AT
TELRWIRY  BEENBDL Z L1IRWTD, AFEAL T AT L5 EEIT RN
ZENER ST,

INHORERIY B LTI AN U ERFELFHT LI EICE ST,
[ 1% AL OB EE AR A (AUCo-120min) | A B T S5 2 & AR
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iz,
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ETOMIEICE T 2 EMET 2 Y > (BWiiHE S L) BEEO i
FRHELIZLEZA, 5gThotz, £2TC, 1 HHERENSg U TFTOKRAEREL 5
g ZZ DEHAERECS T T B Z & THEHRNT 21T - 72,

2.5.1 B IMFEE (30 43)
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5 gL N OER (IRHER) OfEF % Table 3 IZ/R L7z, AR EIL-7.46
T 95%[EHEIX M [-10.27,-4.65] (P<0.00001) T ~>7=,

EHEHS L OEHEFO T LRAIREIIAETHY . GHEENS LY
REWMEEZR LT,
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B%IMFEE (60 43) @ Table5 2R L7z, MEEIREOKE Z1F-8.15 T, 95%(F
FEX X [-11.25,-5.05] (P <0.00001) T 7=,

5 gL N OER (IRHER) OfEF % Table 6 (/R LTz, AR EIF-5.72
T 95%IEHE XM [-10.15,-1.29] (P=0.01) ToH-7=,

BEHEHEB L OEHEHROWTNUOREIREITIAETHY . SHEHS LY
REWVMEZ TR LT,

2.5.3 BZMBEHE O MR FiEfE (AUCo-120min)

Se/lmlz Mz 28 (GHER) OAX TV v AORREEER (V) -15
1% MBEE O YR AR TEfE (AUCo-120min) @ Table 8 IZ/x L7=, AR ED
RE S1E-11.18 T, 95%FHXMENE [-17.21,-5.16] (P=0.0003) Th 7=,

5 gL FOER (IRHER) OfEF % Table 9 (IZ/R L7z, AR EIF-9.88
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3 EBR

RKUATT 47 VE2—IZX 0B LI2EREEET 2 MY U ERIC X
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TV RADRERE —FH LTz,
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T A K DHBEITE L RN ENRIB I LT,
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FMHERZ R T2 2 LB ER SN, 7o, RIS T 2 ¥iE kT X 2
FU Y (BWAHEE LC) o1 EREIZ4g~16g THV, KDVERE4gD
BRIZE->TH TEFZEMFEE (3047)) ICBWTHEREEE DOFEENR G,
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44 ¢ DEBFUZ XY TRLIMBPEE (60 57) 1. TR MOBEHE O FE R T i
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C-17 RCT 0 0 0 0 0 0 0 0 0 0 0 0 0 0 SEHEE 903 + 5.8 140.6 + 23.3 50.3 - 91.0 + 7.3 [ 1375 &+ 250 46.5 - -3.1 -
C-17(2) RCT 0 0 0 0 0 0 0 0 0 0 0 0 0 0 EHfEE 1008 + 8.1 131.6 + 30.7 30.8 - 998 +89 [1289 + 313 29.1 - 2.7 -
C-19 RCT 0 0 0 0 0 0 0 0 0 0 0 0 0 0 SEHfEE 9410 + 133 [ 1535 + 320 59.4 - 99.10 + 150 | 146.4 + 34.9 473 - -71 -
C-20 RCT 0 0 0 -1 0 0 0 0 -1 0 0 0 0 0 EHfEE 927 + 113 142.3 + 29.7 49.6 - 89.8 + 103 | 1434 + 30.8 53.6 - 1.1 -
Cc-21 RCT 0 0 0 0 0 0 0 0 0 0 0 0 0 0 SEHEE 932 + 140 139.7 + 323 46.5 - 894 + 127 | 1354 + 37.8 46.0 - 4.3 -
C-22 RCT 0 0 0 0 0 0 0 0 0 0 0 0 0 0 EHEE - 106.8 + 26.3 - - - 96.6 + 22.9 - - -10.2 p<0.05
C-24 RCT 0 0 0 0 0 0 0 0 0 0 0 0 0 0 EEE - 139 + 310 - - - 129 + 290 - - -10.0 p<0.05
C-25 RCT 0 0 0 0 0 0 0 0 0 0 0 0 0 0 EHfEE 1036 + 119 [ 1737 + 42.8 70.1 - 1051 =+ 124 | 153.6 & 340 485 - —20.1 p<0.05
J-3 RCT 0 0 0 0 0 -1 0 0 -1 0 0 0 0 0 EEE - 1355 + 33.2 - - - 1252 + 32.6 - - -10.3 p<0.05
J-4 RCT 0 0 0 -1 0 0 0 0 -1 0 0 0 0 0 EHfEE 96 =+ 10 195 + 35.0 99.0 - 97 + 10 176 + 36.0 79.0 - -19.0 -
J-5 RCT 0 0 0 0 0 0 0 0 0 0 0 0 0 0 FEHlEE 101.6 + 9.7 169.1 + 14.6 67.5 - 100.2 + 7.3 156.2 + 10.4 56.0 - -12.9 0<0.01
J-7 RCT 0 0 0 0 0 0 0 0 0 0 0 0 0 0 EHfEE 805 + 8.8 150.8 + 27.2 70.3 - 80.1 + 79 1244 + 289 443 - -26.4 -
J-9 RCT 0 0 0 0 0 0 0 0 0 0 0 0 0 0 EEE - 106 + 30.0 - - - 98 + 20.0 - - -8.0 p<0.05
J—10 RCT 0 0 0 0 0 0 0 0 0 0 0 0 0 0 EHfEE 826 + 7.6 904 + 120 78 - 819 + 78 | 909 + 155 9.0 - 0.5 -
J-11 RCT 0 0 0 0 0 0 0 0 0 0 0 0 0 0 SEHiEE 892 + 7.2 1234 + 315 342 - 896 + 79 121.8 + 36.7 322 - -1.6 -
J-12 RCT 0 0 0 0 0 0 0 0 0 0 0 0 0 0 EHEE - 128.9 + 346 - - - 120.7 + 39.8 - - 8.2 p<0.05
J-14 RCT 0 0 0 0 0 -1 0 0 -1 0 0 0 0 0 EEE - 121.3 + 26.7 - - - 114 + 258 - - -13 p<0.05
J-15 RCT 0 0 0 0 0 -1 0 0 -1 0 0 0 0 0 SEHfEE 1071 + 4.7 206.1 + 585 99.0 - 105.6 =+ 4.6 2059 + 56.5 100.3 - 0.2 -
J-18 RCT 0 0 0 0 0 0 0 0 0 0 0 0 0 0 SEHiEE 80.6 + 6.3 75 + 6.9 5.6 - 808 + 35 758 + 7.4 5.0 - 0.8 -
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IAFRIYRY
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o PAR |stomo | 4y AAE
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75 (-7 ) el
Cc-1 C 0 -1 -1 0 = - 57.2 + 269 - - - 489 + 27. - - -8.3 p<0.05
C-4 C -1 0 = - 1201 =+ 459 - - - 110.6 + 35. - - -95 p<0.05
C— C -1 0 0 = - 2702 + 468 - - - - - -24.9 p<0.05
C— C -1 0 = - 469 + 6 - - - - - -12.7 p<0.05
c-11 C 0 - 481 + 7 - - - - - -8.6 -
C— C 0 - 926 + 3 - - - - - -10. p<0.05
C-— C 0 - 68.7 + 9 - - - - - -10.5 p<0.05
C— C 0 - 1223 + 434 - - - - - -9 -
C— C 0 - 88.0 + 287 - - - - - -1 p<0.05
C— C 0 - 98.8 + 394 - - - - - -19.4 p<0.05
C- C 0 - 258.5 + 38.0 - - - - - -93 p<0.05
C 0 - 2445 + 478 - - - - - = p<0.01
- C 0 0 - 266.6 + 37.2 - - - - - = p<0.05
= C -1 0 -1 - 728 + 41.2 - - - - - = p<0.05
- C 0 0 - 1054 =+ 41.1 - - - - - = p<0.05
- C 0 0 0 - 973 + 325 - - - - - -25. -
¢ C 0 0 0 - 30.1 =+ 186 - - - - - 6.9 p<0.01
= C 0 0 0 - 213.6 =+ 403 - - - - - -12.5 p<0.05
-14 C 0 0 -1 0 - 2274 + 318 - - - - - -89 p<0.05
-15 C 0 0 -1 0 -1 - 366 + 77 - - - - - -8.0 -
-16 C =1 0 0 0 -1 - 941 =+ 303 - - - 83.2 + 223 - - -10.9 p<0.05
=P
o AR [EETIEY)
= EiE
04—
N—THBH
LEEEL.
|iEALLE
o
= EXT
Cc-11
=
=
=
=
=
=
NE EEZIEY)
NED] EETIEY)
NEE ETIEY)
NED3 EXT

BHRE WOEAEE. MindsBRA (FFAEROFI22014. ESER. 2014, &—BARE

[BEISi=>THEE]

FO—MIARO#ZANLTILOTHY . FTEAECRAREFRETEORRNBRETITRESNBIOTERT SE.




B #EAR (V) -13a
IETUARKOEFMS—H

(SR DHC(TA—IAFI—) AFIAHERW a
fSES BERAN (EREEINREE26mg/dLkm)
A HOHIEET R DIERR
*TER IR
IEF Rl EHOMEDIE —
N N *HEREE (RT1E) | SEREE (12 1E) - I ABE (RTME) | v ABE (R1E) frA e
rornn |ETIIN arauzs | pmme | dmm | g-me |TORGESERERER seme |eopem | eopome| TRETY ) Gopome| eopome pamens)| e, |TETROR SP
- ¢ - wE) wE) Rz Rz T
P #HAMEE-9.12T, 95 WEFEXRI[-10.77,
ﬁ‘(ﬁsggfﬁ RCT/40 -1 0 0 0 0 - EHfEE 929 + 97 | 1547 + 224 61.8 930 + 92 | 1449 + 209 51.9 -9.7 A -147] Y  HREYRNFE
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Random effect model

Bk

DerSimonian-Laired;%

. P f
MRER BRINMENE (305)) FHEE MEE -9.12[-10.77, -7.47] P <0.00001
[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
Asakura 2010 123 21 40 131 26 40 2.5% -8.00[-15.36, 2.36] n—
Fujiwara 1295 125.9 13,0108 8 133 118794 =) 1.8% -13.10[-25.31, -0.83]
Fukuda 2002 167.4 116 20 180.6 12.1 30 7ex -12.20[-1920, -7.20] —_—
Fukuda 2002-2 155.8 18.8 23 170 19.8 23 2.2% -14.20[-25.36, -2.04]
Fukushima 2002 140.5 22 6466 20 1506 295161 20 0.7%  -10.10[-29.39, 5.19] —
Harmarmato 2007 148.6 257729 46 1592 27 1293 46 23% -1060[-21.41, 0.21)
Inoue 2005 157.5 20.6 33 162.6 20.5 33 2.8% -5.10[-15.02, 4.82] I
Iwatsuka 2007 129 36.6 42 1386 241 42 12% -9.60[-24.73, 5.53] —
Kajimoio 2005 133.6 38,4 3 203.4 2.8 a 0.2% -2.80[-43.29, 22.63]
Kaneda 2005 152.2 224566 20 1627 246475 30 1.9% -1050[-22.43, 1.43] T
Kawal 2004 154.4 15 20 162.9 165 20 2.9% -850 [-18.27, 1.27] T
Kawai 2005 157 1= 21 163 17 21 2.4% -6.00[-16.59, 4.53] —
Kawasaki 2000 164.8 29.1 30 1e7.2 24 30 11% -2.40([-18.41, 12.61] ——
Kishimoto 2000 156.9 192258 27 167.7 24,4213 27 2.0% -10.80([-22.52, 0.92] T
Kishimoto 2009 110.3 17 3205 12 1175 159349 12 15% -7.20[-20.52, 6.12] —
Kishinaga 2014 131 119 40 138 163 40 7.0% -5.00[-11.25, 1.25] —T
Maeda 2001 155.2 21.3 25 165.9 4.4 25 L1% -10.70[-26.56, 5.16] —
Maruyama 2005 788 77 5 778 6.7 5 3 9% 1.00[-7.95, 9.95] s —
Mizushima 1299 1215 17.8 22 1z3.7 183 22 2.4% -8.20[-18.90, 2.50] ™
Moriguchi 2004 1za.7 32.3 34 147.3 0.7 34 L2% -8.20[-25.18, 6.78] —
Maorita 2005 145 10,9982 21 158 105399 21 64% -13.00[-1952, -6.48] —_—
Makagawa 2003 118.5 236 28 128 17.7 28 2.3% -9.50[-20.43, 1.43] ™
Fyu 2000 163 16 7 171 1= 7 12% -8.00[-23.27, 7.27] —
Forest Plot Saiki 2008 1465 23.4 42 158 23 42 2.8%  -9.50([-19.42, 0.42]
Saiki 2008-2 1z0.1 30.1 24 143.8 29.9 24 0.8%  -13.70[-30.67, 3.27] —
Sekizaki 2001 146.6 263 30 157.9 23.4 30 17% -11.30[-23.90, 1.320] T
Shinohara 19938 1511 16.2 35 155.3 172 35 4.2% -4.20[-12.22, 2.82] e —
Shiota 2001 136.5 21 40 146 217 40 21% -950[-18.86, -0.14]
Shoya 2005 141.1 23 6068 43 1432 249183 43 2. 6% -2.10[-12.36, 8.18] s
sumi 2003 162.4 15.3 30 17e.8 21.4 30 3.1% -14.40[-23.81, -4.33]
Sumi 2003-2 177 20.7 20 1452 203 30 1e% -1820[-21.33, -5.07]
Taguchi 2008 124 1= 13 138 24 1a 15% -4.00 [-17.49, 3.43] —
Takeuchi 2001 157.9 177 24 1636 17.5 34 3.9% -5.70[-14.07, 2.67] —
Takeuchi(2) 2001 146 282 35 1521 27 35 16% -6.10 [-19.06, 6.86] e
Takevasu 2006 153.5 16.694 23 163 140014 24 4.3% -9.50[-17.43, -1.57] I
Tamura 2003 1816 2149 23 1706 22.6 29 2.1% -9.00 [-20.45, 2.45] E—
Tokunaga 1933 153.5 20.871 40 1715 287254 40 2.2% -18.00[-29.26, -6.74] e —
Wakabayashi 1894 180.7 20871 10 1828 23083 10 06% -2320[-45.36, -1.01]
Wakabayashi(2) 1999 122.2 181262 24 14532 313535 24 13% -23.10[-37.549 -8.61)] —
Yamasaki 2006 117.6 14.7 27 124.6 15.5 27 4.2% -7.00[-15.06, 1.08] T
Total (95% Cly 1094 1094 100.0% -9.12 [-10.77, -7.47] *
2 2 2 4 4 4 ;
Heterogeneity: Tau? = 0.00; Chi’ = 28.82, df = 23 (F = 0.88); I* = 0% o 1o =k

Test for owerall effect: 2 = 1081 (P < 0.00001)

Treatment control
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[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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[Table 2]

Treatment Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD_Total Weight 1V, Random, 95% CI 1V, Random, 95% CI
Asakura 2010 123 21 40 131 z6 40 Mot estimable
Fujiwara 1995 125.9 12.0108 2 129 118794 ] 4.2% -12.10 [-25.21, -0.89]
Fukuda 2002 167.4 116 20 180.6 12.1 20 Mot estimable
Fukuda 2002-2 155.8 188 22 170 19.8 2z 5.1% -14.20[-25.36, -2.04] _—
Fukushima 2002 140.5 22.6466 20 150.6 295161 20 Mot estimable
Hamamoto 2007 148.6 25.7729 46 158.2 27.129% 46 5.4% -10.60[-21.41, 0.21] —
Inoue 2005 157.5 206 23 162.6 205 EH] ot estimable
Iwatsuka 2007 129 36.6 42 138.6 34.1 4z ot estimable
Kalimoto 2005 193.6 39.4 9 203.4 sz.8 s 0.6% -2.80 [-43.29, 23.69]
Kaneda 2005 152.2 22.4566 30 162.7 24.6475 20 4.5% -10.50[-22.43, 1.43] NS
Kawai 2004 154.4 15 20 162.9 16.5 EL Mot estimable
Kawai 2005 157 18 21 162 17 21 Mot estimable
Kawasaki 2000 154.8 291 20 167.2 24 20 Mot estimable
Kishimota 2000 156.9 19.2258 27 167.7 24.4219 27 Mot estimable
Kishimoto 2009 110.2 17.3205 12 1175 15.9349 1z Mot estimable
Kishinaga 2014 1z1 119 40 126 16.2 40 Mot estimable
Maeda 2001 155.2 213 25 165.9 34.4 25 ot estimable
Maruyama 2005 78.8 .7 5 778 5.7 E 7.8% 1.00[-7.95, 9.55] R —
Mizushima 1899 1515 17.9 22 1387 183 2z Mot estimable
Mariguchi 2004 139.7 32.3 34 1479 30.7 34 Mot estimable
Morita 2005 145 10.9982 21 158 105393 21 14.0% -13.00[-19.52, -5.48] —_—
Makagawa 2003 118.5 226 za 128 17.7 28 Mot estimable
Ryu 2000 163 16 7 171 12 7 Mot estimable
Saiki 2008 145.5 22.4 42 156 22 42 Mot estimable
Saiki 2008-2 130.1 201 24 142.8 2909 24 Mot estimable
Sekizaki 2001 145.6 262 20 157.9 2z.4 20 4.0% -11.30[-22.90, 1.20] —_—
Shinohara 1999 151.1 16.2 25 15532 17.2 zs Mot estimable
Shiota 2001 136.5 21 40 146 217 40 7.1% -9.50[-18.86, -0.14] —
Shoya 2005 141.1 23.6068 43 143.2 24.9183 43 6.0%  -2.10[-12 36, 8.16] —
Sumi 2003 162.4 15.3 30 176.8 21.4 30 F.1% -14.40[-23.81, -4.99] —
Sumi 2003-2 177 20.7 20 1952 30.3 20 3.7% -18.20[-31.33, -5.07] E—
Taguchi 2008 1z4 1z 19 133 24 19 Mot estimable
Takeuchi 2001 157.9 17.7 24 162.6 17.5 24 2.8%  -5.70 [-14.07, 2.67] —F
Takeuchi2] 2001 146 28.2 25 1521 27 35 2.8%  -6.10 [-19.06, 6.86] R
Takeyvasu 2006 1525 16.694 29 163 14.0014 29 9.8% -9.50[-17.43, -157] —
Tamura 2002 161.6 219 29 170.6 228 29 4.8%  -9.00[-20.45, 2.45] R
Tokunaga 1999 1525  20.871 40 1715 297254 40 Mot estimable
Wakabayashi 1999 160.7 20.871 10 1839 29093 10 ot estimable
Wakabayashi(z) 1999 122.2 18.1262 24 145.3 31.3535 24 3.1% -23.10[-37.539, -8.61]
Yamasaki 2006 117.6 147 27 124.6 15.5 27 Mot estimable
Total (95% CI) 466 466 100.0% -9.90 [-12.46, -7.34] >
Heterogeneit: Tau? = 1.13; Chi? = 1564, df
Test for owerall effect: 2 = 7.57 (P < 0.00001) ’T?EA’[}HOEM mnlt?m 20

[Table 3]
%o){mo)ﬁg*ﬁ Treatment Control Mean Difference Mean Difference

D }9@,)5 /\*ﬁ Study or Subgroup Mean SD_Total Mean SD_Total Weight IV, Random, 95% CI IV, Random, 95% CI
7] Asakura 2010 123 z1 a0 131 26 40 74%  -B00[-18 36, 2 36] —
. ’EF‘J# ﬁ*ﬁ_ Fujiwara 1995 1259 12.0108 = 1329 11.8794 = Mot estimakble
eRIx Fukuda 2002 167.4 116 30 1806 1z.1 30 ot estimable
Fukuda 2002-2 155.8 1.8 22 170 1s.8 zz Mot estimable
Fukushima 2002 1405 22.6456 20 1506 29.5161 20 2.1% -10.10[-29.29, .19] _
Haramato 2007 148.6 25.772% 46 1552 27.12%3 45 Mot estimakble
Inoue 2003 157.5 zo.6 23 162.6 20.5 EE] 0%  -5.10[-15.02, 4.82] —
hwatsuka 2007 129 266 42 1286 24.1 a2 2.5%  -9.60[-24.72, 5.532] _
Kaijimota 2005 193.6 39.4 o 2034 32.8 El Mot estimakble
Kaneda 2005 152.2 22.4566 30 162.7 24.6475 z0 Mot estimable
Kawai 2004 154.4 15 20 162.9 165 20 8.3%  -8.50[-18.27, 1.27] —_—
Kawai 2005 157 18 21 163 17 21 7.0%  -5.00[-16.59, 4.59] —
Kawasaki 2000 164.8 291 30 167.2 24 z0 Mot estimable
Kishimota 2000 156.9 19.2258 27 167.7 24.4218 27 Mot estimable
Kishimaoto 2002 1102 17.3205 12 117.5 15.9349 12 4.5%  -7.20 [-20.52, §.12] —_—
Kishinaga 2014 131 113 40 136 16.3 40 202%  -5.00[-11.25, 1.25] —
Maeda 2001 155.2 2132 25 165.9 24.4 25 Mot estimable
Maruyama 2005 78.2 7.7 5 778 6.7 5 Mot estimakble
Mizushima 1953 1315 173 22 1397 18.3 22 Mot estimable
Moriguchi 2004 129.7 22.2 24 147.9 z0.7 24  2.5%  -8.20[-23.18, 6.78) _—
Morita 2005 145 10.9982 21 153 10.5398% 21 Mot estimakble
Nakagawa 2003 1185 236 25 128 17.7 28  66% -950[-2043, 1.43] I
Ryl 2000 163 18 7 171 12 7 Mot estimable
Saiki 2008 146.5 23.4 42 156 23 42 2.0%  -9.50[-19.42, 0.42) —
Saiki 2008-2 130.1 30.1 24 143.8 295 24 2.7% -13.70[-30.67, 3.27] E—
Sekizaki 2001 145.6 262 20 1579 2z.4 z0 Mot estimable
Shinghara 1999 151.1 16.2 25 15532 17.9 25 Mot estirmable
Shiota 2001 1365 21 40 146 z1.7 40 Mot estimakble
Shova 2005 141.1 23.6068 43 143.2 24.918% az Mot estimable
Sumi 2003 162.4 15.2 20 1768 21.4 20 Mot estirmable
Sumi 2003-2 177 20.7 30 1952 30.3 30 Mot estimable
Taguchi 2008 134 18 19 138 24 19 4.3%  -4.00([-17.49, 949] —_—
Takeuchi 2001 157.9 17.7 24 1536 17.5 24 Mot estirmable
Takeuchi2) 2001 145 253 35 152.1 27 35 Mot estimakble
Takeyasu 2006 1535 16.694 29 163 14.0014 EE) Mot estimable
Tamura 2003 161.6 218 29 1706 22.6 29 Mot estimable
Tokunaga 1892 1535 20871 40 1715 29.7254 40 Mot estimakble
Wakabayashi 1999 160.7 20.871 10 183.9 29093 10 1.6% -23.20[-45.39, -1.01]
Wakabayashi(2) 1999 122.2 18.1262 24 1453 21.3535 24 Mot estimable
Yamasaki 2006 117.6 147 27 1246 15.5 27 12.2%  -7.00[-15.06, 1.06] —
Total (95% CI) a1z 412 100.0% -7.46 [-10.27, -4.65] >
Heterogeneity: Tau® = 0.00; Chi? = 4.11, of = 14 (P = 0.99); I7 = 0% 515 15
Test for overall effect: Z = 5.20 (F < 0.00001) Treaument  control
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P BE A (R MHEE126meg/dLFK &) 1(E) HEIEET X RNV DIER

C TSR 0 ERMEIED L FZIEE 5h
METHA RCT X3 28(30) I—K -

ETIL Random effect model ik DerSimonian-Lairedi%

x P F
MRIER REMHEE60) FHEEZ  |[HEE -7.72[-9.93, -5.50] P <0.00001
[Table 4]
Treatment Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI IV, Random, 95% CI
Asakura 2010 98 20 40 106 20 <40 2.9% -800[-18.17, 3.17] ™
Fujiwara 1995 124.4 28.85 8 150.8 271529 &8 0.7% -26.40([-52.85%, 1.05]
Fukuda 2002 156.2 10.4 30 1631 14.6 30 12.0% -12.90([-19.31, -6.49] —_—
Fukuda 2002-2 141.3 17.32 23 157.1 22.5 23 3.6% -15.80[-27.55, -4.05]
Hamamoto 2007 125.2 32.3552 46 1355 33.2334 46 2.7%  -10.30[-23.74, 5.14] -
Iwatsuka 2007 120.7 29.8 42 1289 246 42 1.9% -820([-24.15, 7.75]
Kajirata 2005 205.9 56.5 9 2061 58.5 a 0.2% -020[-5333, 52.93]
Kaneda 2005 132.4 32.8634 30 1359 iB8.88832 20 1.5% -2.50[-20.72, 15.72] e —
Kawasaki 2000 146.4 4.9 30 1535 32 30 1.7% -7.10 [-24.04, 9.84] —
Kishimato 2000 141.2 23.0985 27 151.2 363731 27 le% -1000[-27.57, 7.57] —
Kizshinaga 2014 114 25.8 40 1213 26.7 40 3.7% -7.30[-18.81, 4.21] e
Maeda 2001 143 .4 0.8 25 1423 23.7 25 1.7% 1.10 [-15 &7, 17.87] e —
Maruyama 2005 75.8 7.4 5 7e 6.9 5 6.3% 0.80 [-8.07, 9.67] b
Mizushima 1989 105.2 256 22 1038 27 22 2.0%  -4.60[-2015, 10.85] e —
Marita 2005 124 10.9982 21 135 10.5333 21 116% -1100([-17.52, -4.48] —
MNakagawa 2003 46.6 22.9 28 1068 263 28 2.9% -1020([-23.12, 2.72] —
Ry 2000 17e E43 7 185 S 7 0.4% -19.00[-56.20, 18.20) ———
Forest Plot Sekizaki 2001 135.4 37.8 30 138.7 32.3 30 1.6% -4.30[-22.08, 13.49]
Shinohara 1993 146 25.2 35 1493 20.4 35 4.3% -3.30 [-14.04, 7.44] — T
Shoya 2005 121.8 367217 43 123.4 314757 43 2.4% -1.60[-16.08, 12.86] —_—T
Sumi 2003 150.7 20.1 30 1628 26.7 20 3.4% -12.10[-25.06, -1.14]
Sumi 2003-2 153.6 34 30 1727 42.8 30 1.3% -20.10 [-39.66, -0.54]
Takeuchi 2001 137.5 25 34 14086 2323 34 2.7% -3.10 [-14.59, 8.39] —T
Takeuchi(2) 2001 128.9 313 35 1316 0.7 35 2.3% -2.70[-17.22, 11.82] .
Takeyasu 2006 121.6 18.8481 29 1315 236947 29 4.1% -9.90 [-20.92, 1.12] —_—
Tamura 2003 149.9 18.4 28 155 22.6 24 4.4% -5.10 [-15.71, 5.51] —_—
Wakabayashi 1993 142 215035 10 1587 27828 10 1.0% -17.70[-39.50, 4.10] —
Wakabayashi(2) 1999 123 25.9646 24 1455 2321321 24 1.7% -16.50[-32.40, 0.40]
Vamasaki 2006 30.9 155 27 904 1z 27 3.0% Q.50 [-6.83, 7.89] —_
Wuasa 2004 123 23 35 133 ESS 35 2.5%  -10.00 [-24.06, 4.06] ™
Total (95% CI) 824 824 100.0% -7.72 [-9.93, -5.50] +
Heterogeneity Tau? = 0.00; ChiZ = 24 90, di = 29 = 0.68); I = 0% 7%0 72'5 215 SIO
Test for overall effect; Z = .82 (P < 0.00001) Treatment control
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[Figure 4]

Funnel Plot Funnel Plot of Standard Error by Difference in means
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[Table 5]

Treatment Control Mean Difference Mean Difference
Study or Subgroup ___ Mean SD_Total Mean SD_Total Weight IV, Random, 95% CI 1V, Random, 95% CI
Asakura 2010 28 26 40 106 30 40 Not estimable
Fujiwara 1995 1244 2885 8 1508 27.1529 8  L3% -26.40(-53.85, 1.05]
Fukuda 2002 156.2 104 30 1691 146 30  0.0% -12.90[-19.31, -6.49]
Fukuda 2002-2 1413 17.5 23 1571 225 23 6.9% -15.80[-27.55, -4.05] —_—
Hamamote 2007 125.2 325552 46 1355 332334 46  5.3% -10.30(-23.74, 3.14] —_—
Iwatsuka 2007 1207 3983 42 1289 346 42 Not estimable
Kajimota 2005 2059 565 9 2061 585 9  03% -0.20[-53.33,52.93]
Kaneda 2005 133.4 32.8634 30 135.9 38.8883 30 2.9% -2.50(-20.72, 15.72] —
Kawasaki 2000 1464 343 30 1535 32 30 Not estimable
Kishimoto 2000 1412 290985 27 1512 363731 27 Not estimable
Kishinaga 2014 114 258 40 1213 267 40 Mot estimable
Maeda 2001 1434 208 25 1423 297 25 Hot estimable
Maruyama 2008 75.8 74 5 75 69 5 122% 0.80 [-8.07, 9.67] —_
Mizushima 1959 1052 256 22 1093 27 22 Not estimable
Morita 2005 124 109982 21 135 10.5399 21 22.6% -1100[-17.52, -4.48] ——
Nakagawa 2003 966 229 28 1068 263 28 Not estimable
Ryl 2000 176 = 7 195 EER Not estimable
Sekizaki 2001 1354 378 30 1397 323 30 20X -4.30(-22.09, 13.49] e
Shinahara 1999 146 252 35 1493 204 35 Hot estimable
Shaya 2005 121.8 367217 43 1234 314757 43 46% -1.60([-16.06, 12.86] —_—
Sumi 2003 1507 201 30 163.8 267 30 6.7% -13.10[-25.06, -1.14] —
Sumi 2003-2 1536 34 30 1737 428 30 2.5% -20.10[-39.66, -0.54] —
Takeuthi 2001 137.5 25 34 1406 233 34  7.3% -3.10(-14.59, 8.39] —
Takeuchi2) 2001 1289 213 35 1316  30.F 35 45% -2.70(-17.22, 11.87] —
Takeyasu 2006 1216 188481 29 1315 23.694F7 29 T.9%  -9.90(-20.92, 1.12] —
Tamura 2003 1499 184 29 155 226 29 85% -5.10[-15.71 5.51] e
Wakabayashi 1399 142 215035 10 1587 27.828 10 Nat estimable
Wakahayashi(2) 1995 129 25.9646 24 1455 333131 24  3.4% -16.50(-33.40, 0.40]
Yamasaki 2006 209 155 27 904 12 27 Not estimable
Yuasa 2004 129 29 35 139 31 35 Not estimable
Total (95% € 426 426 100.0% -8.15 [-11.25, -5.05] .
Heterageneity: Tau? = 0.00; ChiZ = 14.22, df = 15 (P = 0.51); F = 0% T =5
Test for overall effect: 2 = 5.16 (F < 0.06001) Freatment - control

[Table 6]
7
Z DD R
O A% @R /\*ﬁ' Treatment Control Mean Difference Mean Difference
7] Study or Subgroup Mean SD_Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
.Jﬁ)‘i]#/\*ﬁ- Asakura 2010 ES] 20 40 106 30 40 157% -B00(-18.17,3.17] =
wrIx 7] Fujiwara 1995 124.4 2885 8 150.8 27.1529 8 Not estimable

Fukuda 2002 156.2 104 30 169.1 146 30 Not estimable
Fukucia 2002-2 1413 17.9 23 1571 225 23 Mot estimable
Harmamata 2007 125.2 32.5552 46 1355 33.2334 46 Not estimable
Iwatsuka 2007 1207 338 42 1289 346 42 7% -8.20[-24.15, 7.75]
Kajimoto 2005 2059 565 9 2061 585 B Not estimable
Kaneda 2005 133.4 32.8634 30 135.9 38.8883 30 Not estimable
Kawasaki 2000 146.4 349 30 1535 32 30 Mot estimable
Kishimato 2000 1412 200985 27 1512 36.2731 27 Not estimable
Kishinaga 2014 114 258 40 1213 267 40 14.8% -7.30([-18.81, 4.21)
Magda 2001 1434 208 25 1423 287 25 Mot estimable
Maruyama 2005 758 74 57 63 5 Not estimable
Mizushima 1999 105.2 256 2z 1098 27 22 Mot estimable
Morita 2005 124 10.9982 21 135 105299 21 Not estimable
Nakagawa 2003 96.6 225 28 1068 263 28 11.8% -10.20(-23.12, 2.72] E—
Ryu 2000 176 =6 7 195 35 7 Mot estimable
Sekizaki 2001 1354 378 30 1397 323 30 Nat estirmable
Shinohara 1999 146 252 35 1493 0.4 35 Mot estimable
Shoya 2005 1218 3167217 43 123.4 314757 43 Not estimable
Sumi 2003 150.7 201 30 1638 267 30 Not estimable
Sumi 2002-2 152.6 34 30 1737 428 20 Mot estimable
Takeuchi 2001 137.5 25 34 1406 223 24 Mot estimable
Takeuchiz) 2001 128 313 35 1316 307 35 Mot estimable
Takeyasu 2006 1216 18.8481 20 1315 23.6847 29 Not estimable
Tamura 2063 1485 184 29 155 226 29 Not estimable
Wakabayashi 1999 142 215035 10 1597 27.828 10  4.1% -17.70[-39.50, 4.10]
Wakabayashi2) 1999 129 25.9646 24 1455 33.2131 24 Not estimable
“Yamasaki 2006 909 155 27 90.4 12 27 35.9%  0.50[-6.89, 7.89] ——
“uasa 2004 129 29 35 139 31 35 9.9% -10.00[-24.06, 4.06] —_—
Total (95% CI) 222 222 100.0% -5.72 [-10.15,-1.29] -
Heterogeneity: Tau? = 0.00; Chie = 5.02, df = 6 (P = 0.543 7 = 0% 5 —i5 s
Test for overall effect: 2 = 2.53 F = 0.01) Treatment. control
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[Table 7]
Treatment Control Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% CI
Asakura 2010 201.08 2911 40 21357 40.3 40 5.2% -12.49 [-27.50, 2.92] r
Beppu 2003 2453 305 20 270.2 46.8 20 2.1% -24.90[-49.38, -0.42]
Fujiwara 1455 7le 22.6274 g8 47.2 225263 g8 1.6% -25.70 [-53.16, 1.78] r
Hamamaoto 2007 5971 36.285% 4e 7279 411687 46 4.9% -13.08 [-28.94, 2.78] i
Kajimoto 2005 356 82 ) IE66 7T ) 0.2% -8.00 [-B1.45, 65.49]
Kawai 2002 g2 21 25 92.6 22.3 25 8.6% -10.60 [-22.61, 1.41] —
Kawwai 2003 110.& 358 3 12001 454 L7 3.4% -9.50 [-28.52, 9.52] I
Kawai 2004 B83.2 223 20 a4.1 303 20 4.5% -10.90 [-27.39, 5.59] E—
Kawasaki 2000 Fa.4 41.1 30 98.8 9.4 30 3.0% -19.40 [-22.77, 0.97] r
Kishinaga 2014 218.5 2649 40 227.4 218 40 T.o4% -8.90 [-21.81, 4.01] — T
Mizushima 1999 34.2 3l 22 46.9 24.6 22 4. 4% -12.70 [-22.43, 4.03] —
Saikl 2008 255.4 32 42 266.6 7.2 42 5.6% -11.20 [-26.04, 2.64] —T
Saiki 2008-2 22951 4267 24 24452 47.81 24 1.9% -15.01 [-40.65, 10.63] —
Forest Plot Shiota 2001 458.9 27.8 40 57.2 2649 40 5.6% -B.30 [-20.29, 2.69] —
Taguchi 2008 23.25 19.82 12 30,12 18.& 19 8.3% -6.87 [-19.09, 5.35] e
Takeuchi 2001 BO.& 27.4 34 88 28.7 34 & 9% =740 [-20.74, 5.94] ——
Takeyasu 2006 58.2 23.9101 29 68.7 269258 29 T.2% -10.50 [-23.61, 2.61] m—
Tamura 2003 1121 9.7 29 1223 43.4 29 2.7% -9.20[-320&1, 12.21] —
Tokunaga 1995 74.2 303579 40 1054 41,1096 40 4.9% -31.20[-47.04, -15.36]
Unno 2002 395 27.8 20 48.1 25.7 20 4.5% -B.60 [-25.19, 7.99] E——
‘uasa 2004 244.2 26.8 35 2585 38 35 4.0% -9.30 [-26.82, 8.22] —
Total (95% CI) 608 608 100.0% -11.78 [-15.29, -8.26] &
Heterogeneity: Tau® = 0.00; Chi? = 10.49, df = 20 (P = 0.96); I* = 0% 7_3;0 72‘5 2% 5:0
Test for owerall effect: Z = &.57 (P < 0.00001) Treatment control
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[Figure 5]
Funnel Plot of Standard Error by Difference in means
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[Figure 6]
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F#HHIET B L, Trim & Fill method(Z &Y HIEE{To7=(Figure 6), IR EMNEARIZFLT2OOTOYRABIMESH, ZDHIEHR
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[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 20 270.2 46.8 20 6.1% -24.90 [-49.38, -0.42]
Fujiwara 1995 716 22.6274 8 97.3 32.5269 g8 4.8% -25.70[-53.1%, 1.76]
Hamamoto 2007 59.71 26.2855 46 7279 411687 46 14.4% -13.08[-28.94, 2. 78] 7
Kajimata 2005 358 82 9 366 77 9 Mot estimable
Kawal 2002 a2 21 25 926 223 25 Mot estimable
Kawai 2003 1106 358 36 120.1 45.9 36 Mot estimable
Kawai 2004 83.2 22.3 20 a4.1 303 20 Mot estimable
Kawasaki 2000 79.4 411 30 988 394 30 Mot estimable
Kishinaga 2014 2185 26.9 40  227.4 ERN:] 40 Mot estimable
Mizushima 1959 242 216 22 46.9 246 22 Mot estimable
Saiki 2008 255.4 32 42 266.6 37.2 42 Mot estimable
Saiki 2008-2 22951 4267 24 24452 47.81 24 Mot estimable
Shiota 2001 48.9 27.8 40 57.2 26.9 40 25.3% -8.30[-20.29, 3.69] —=
Taguchi 2008 23.25 19.82 19 3012 186 19 Mot estimable
Takeuchi 2001 806 274 34 88 287 34 204%  -7.40[-20.74, 5.94] —
Takeyasu 2006 58.2 23.9101 29 687 269258 29 21.1% -10.50[-23.61, 2.61] —=—
Tamura 2002 1121 397 29 1223 424 29 79% -920[-3061, 12.21] _—
Tokunaga 1999 742 30,3579 40 105.4 411096 40 Mot estimable
Unno 2002 395 278 20 481 257 20 Mot estimable
Yuasa 2004 2492 268 35 2585 | 35 Mot estimable
Total (95% CI) 206 206 100.0% -11.18[-17.21, -5.16] L 3
Heterogeneity: Tau? = 0.00; Chi? = 2.91, df = 6 (P = 0.82); I = 0% o3 EY
Test for overall effect: 2 = 3.64 (F = 0.0003) Treatment control
[Table 9]
Z DD R
D )(9 @ 'J'Fsﬁ'ﬁ*ﬁ' Treatment Control i Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
.EEJ#/\H'T' Asakura 2010 20108 29.11 40 213.57 403 40 97% -12.49[-27.90, 2 92] -
2 7] Beppu 2003 245.3 30.5 20 270.2 46.3 20 Mot estimable
Fujiwara 1695 716 22.6274 8 97.3 32.5269 8 Mot estimable
Hamarmato 2007 5971 36.2855 46 72.79 41.1687 46 Mot estimable
Kajimoto 2005 358 82 9 366 77 9 Mot estimable
Kawal 2002 g2 21 25 92.6 22.3 25  16.0% -10.60[-22.61, 1.41] I
Kawai 2003 1106 358 36 1201 459 36 & 4% -4.50[-2852, 952] —_—
Kawai 2004 83.2 22.3 20 94.1 303 20 8.5% -10.80[-27.39, 5.59] —
Kawasaki 2000 Fa.4 41.1 20 a8.8 9.4 20 Mot estimable
Kishinaga 2014 2185 26.9 40 227.4 218 40 13.9% -850 [-21.81, 4.01] T
Mizushima 1399 34.2 316 22 46.9 24.6 22 Mot estimable
Saiki 2008 255.4 32 42 266.6 372 42 105% -11.20[-26.04, 3.64] T
Saiki 2008-2 22951 42.67 24 24452 47.81 24 3.5% -15.01[-40.65, 10.63] —
Shiota 2001 48.9 27.8 40 57.2 26.9 40 Mot estimable
Taguchi 2008 23.25 1282 13 012 18.6 13 15.5% -6.87 [-19.09, 5.35] 1
Takeuchi 2001 80.6 274 34 88 287 34 Mot estimable
Takeyasy 2006 $8.2 23.9101 29 68.7 26.9258 239 Mot estimable
Tamura 2003 1121 397 29 1223 43.4 29 Mot estimable
Tokunaga 1999 74.2 30.3579 40 105.4 411096 40 Mot estimable
Unno 2002 EERS 278 20 481 257 20 a8 4% -8.80[-25.19, 7.99] —_—T
Yuasa 2004 2492 368 35 2585 38 35 7.5% -9.30[-26.82, 8.22] —
Total (95% Cl)y 301 301 100.0% -9.88 [-14.69, -5.07] L 2
Heterogeneity, Tau? = 0.00; Chi? = 061, of = 9 (P = 1.00) I = 0% B TR Stk
Test for overall effect: 2 = 4.03 (P < 0.0001) Treatment control
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