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Oo0oao
#3
1WA 1B FaC 1D
SURAE) $5 A— .
55 @y [sDh. | By SD. 5 | SD. W4 | S.D.
Cmax (ng/mL) 1 3.7 3.70 2.1 2.82 35 3.19 4.8 4.74 10
8 7.7 7.01 191.8 4548 204.8 2293 | 2319 96.36
C 4.0 475 189.7 43.90 2013 22.19 | 2271 97.52
Tmax (hr) 1 2.6 0.96 2.5 0.57 24 0.56 3.5 1.05
8 2.1 0.38 35 1.73 37 1.17 52 194
C 0.5 1.12 1.0 142 13 1.51 1.7 1.97
AUC(0-1) 1 23.0 23.64 12.1 16.04 207 1739 32.0 34.66
(ng*hr/mL)
' 8 52.3 46,72 | 1963.0 608.50 23121,0 | 278.50 | 2252.0 | 689.30
C 203 34,57 | 19510 600.30 2100.0 ] 275.90 | 2220.0 | 697.70
20
AUC 1 232 23.50 123 15.93 20.7 17.39 322 34.45
(0-12) (ng*hr/ml)
8 52.3 46,72 | 1963.0 608.50 2121.0 | 278.50 | 2252.0 | 689.30
C 292 34,79 | 1951.0 600.10 2100.0 | 275.90 | 2220.0 | 697.80
in (Cmax) 1 0.9 1.07 0.1 1.21 0.9 1.05 1.2 0.88
8 1.6 1.03 5.2 0.24 53 0.11 54 0.40
C 23 1.03 2195 132.00 108.8 92.40 85.0 54.87
In (AUC(0-12) 1 2.7 1.07. 20 1.08 2.8 0.95 3.1 0.98
8 3.6 1.02 7.5 0.33 7.7 0.13 1.7 0.32
C 2.6 1.22 3249 185.30 1709 | 13030 141.0 | 114.80 30

*=HBCHL R—ZI1IASOBIUTESL. KO SITEHENS,
WY D A—FITOWTL. SHBEDMEEA—Z T ABDETHD,
1 nZENSA—FITOWTIL SHEDEDN—Z 51 A A TH S,
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Dooo
#4
TR s Y BTDHEDR P
Avs.D 35.11 2159.23 0.02 0.0001
Bvs.D 1888.72 2159.23 0.87 0.7601
Cvs.D 2108.96 | 2155.23 0.98 0.9608 10
0000000000000 000000000000000000000000000¢C
0000000000000 000000000000000000000000000
0ooo
Dooooo
0Dooo
x5
20
TR O] By BB P
Avs.D 35.11 2159.23 0.02 0.0001
Bvs.D 1888.72 2159.23 0.87 0.7601
Cvs.D 210896 | 215923 0.98 0.9608
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Oo0oao
%6
YHEE VR F &G W H
BB (T A—Y . .
E% ¥y SD. h17a ] S.D. Y S.D. iy S.D.
Cmax (ng/mL) 1 2.3 1.60 9.6 13.91 3.6 5.04 1.7 1.08
8 42 301 141.5 74.68 | 138.9 25.97 136.1 50.59
C 19 2.03 | 1319 6292 § 1353 23.87 134.4 50.80 10
Tmax (hr) 1 3.5 0.93 29 0.37 34 1.40 3.0 1.0
8 34 0.50 43 1.70 33 1.80 3.6 2.07
C 0.1 1.16 14 1.51 0.1 1.21 0.6 2.20
AUC((0-t) 1 14.9 11.39 71.5 120.80 25.4 36.89 10.2 7.08
(ng*hr/ml)
8 313 23.85 | 1438.0 842.60 | 1403.0 283.10 | 1464.0 588.60
C 16.3 17.0 { 1360.0 736.20 | 1378.0 259.50 | 1453.0 589.30
AUC(0-12) 1 15.0 11.36 71.5 120.80 25.5 36.79 10.3 6.98
(ng*hr/mL)
8 315 | 23.64 | 14880 | 842.60 | 1403.0 | 283.10 | 1464.0 | 588.50
C 16.5 16.82 | 1360.0 73620 | 1378.0 259.60 | 1453.0 589.50
In (Cmax) 1 0.5 0.95 1.2 1.56 0.5 1.33 0.4 0.55 20
8 1.1 1.09 4.8 0.52 4.9 0.19 4.8 0.45
C 1.9 0.93 62.6 54.58 138.3 107.10 | 1003 5937
In (AUC(0-t) 1 22 145 3.2 1.64 23 1.45 2.1 0.65
8 3.0 1.23 7.1 0.54 7.2 0.19 7.2 0.50
C 2.6 1.60 89.6 78.74 2412 206.30 | 188.5 112.20
In (AUC(0-12) 1 23 1,34 32 1.64 24 1.39 2.2 0.62
8 3.0 1.17 71 0.54 72 0.19 7.2 0.50
C 2.5 138 89.6 78.74 2189 177.50 | 1854 113.80
*=ERCIL "5 SOBIBARSL. KOLSICEHENS,
FBY T AFITONTL. 8 AEDEEN—Z 1 ABOETHD,
| NEM ST A—FTONTH, 8 AEDEDN—A 51 AB I BHETH, 30
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*7
et ] WY S EESOL: P 40
Evs.H 20.89 1342.73 0.02 0.0001
Fvs. B 1266.94 1342.73 0.94 0.8645
Gvs.H 1380.84 1342.73 1.03 0.9490
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#8
b 2me Koy 3 BpRanit P
E vé. H 20.18 1342.73 0.02 0.0001
Fvs. H 1266.94 1342.73 0.94 0.8980
Gvs. H 1380.84 1342.73 1.03 0.9490

ooocoobbobooooooooobbbooooooooobbobobooooooooboao
oooobbooooooooboobboobooooooao

gooodaad

10



(39) JP 2012-116858 A 2012.6.21

Oo0oao
#9
HMEA ) HHEC EHD

HYHIEE 5 A

Bﬁ* hydiz ] S.D. Yy SD. b1l2.0) S.D. Wy S.D.
Cmax (ng/mL) 1 663.6 { 111.69 858.1 ‘75.95 885.4 33.23 655.5 | 145.57

8 700.6 £8.82 176.7 4140 90.1 24.55 110.8 27.68

C 46.0 | 142.71 -681.4 75.24 -795.3 57.72 -544.8 | 126.32 10
Trmax (ko) 1 2.2 037 2.0 0.01 20 0.03 2.0 0.01

8 2.1 0.38 1.6 1.60 53 5.77 4.3 413

C -0.0 0.58 0.4 1.59 13 5.78 2.3 413
AUC(0-t) 1 3240.0 | 494.10 3953.0 516.80 3669.0 | 468.10 | 3237.0 | 515.10
{ng*hr/ml})

8 3608.0 | 386.80 1830.0 443,10 958.0 | 248.80 1157.0 | 281.30

C 3679 ] 581.60 | -2123.0 32270 | -2711.0 | 46740 | -2080.0 | 369.40
AUC 1 3240.0 | 494.10 3953.0 516.80 3669.0 | 468.10 3237.0 | 515.10
(0-12) 20
(ng*hr/mL)

8 3608.0 | 386.80 1830.0 443.10 958.0 | 248.80 11570 | 281.30

C 3679} 581.60 | -2123.0 32270 [ -2711.0 | 467.40 | -2080.0 | 369.40
In (Cmax) 1 6.5 0.16 6.8 0.09 6.8 0.04 6.5 0.23

8 6.6 0.12 52 024 4.5 0.27 4.7 0.27

C 1.1 0.22 0.2 0.05 0.1 0.03 02 0.04
In (AUC(0-t) 1 8.1 Q.15 8.3 0.13 8.2 0.13 8.1 0.16

8 8.2 0.11 1.5 0.26 6.8 0.25 7.0 0.27

C 1.1 0.19 0.5 0.08 0.3 0.07 0.4 0.06

30

In (AUC(0-12) 1 8.1 0.15 83 0.13 8.2 0.13 8.1 0.16

8 8.2 0.11 15 0.26 6.8 0.25 7.0 027

C 1.1 0.19 0.5 0.08 0.3 0.07 04 0.06

*PECH, AT IHSORBTEL, KDL SIS NA

RS A-FITOTE S BEOfEEN—R T ABTEETHD.

1 N2 T A—FIZ WL SBEDEDN—AS1 ARG TBHATHS,
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00000
#10
HFRE 54w Wy SYIDITASDLL P
Avs.D 3589.57 | 1125.35 3.19 | 0.0001
Bvs.D 1786.16 | 1125.35 159 0.0046
Cvs.D 937281 1125.35 0.83 ] 02521
0000000000000 000000000000000000000000000
0000000000000 000000000000o0o0o0000oooooooan
000000
000000
00000
£11
o ne o O B3 ST P
Avs.D 3589.57 | 112535 3.19 1 0.0001
Bvs.D 1786.16 § 112535 1.59 ] 0.0046
Cvs.D 93728 | 1125.35 0.83 | 02521
0000000000000 000000000000000000000000000
0000000000000 00000000000000
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Ooo0ooOoao
%12
HHXE WEF HWG e gl
e pe* [¥8 [SD. |wg |sD. [¥% SD. | w9y SD.
Cmax (ng/mL) | 1 874 | 17223 ] 44661 216.16] 55401 20923 |  607.3 | 125385
8 5992 | 199.89 89.1 | 25.97 868 | 23.11 7771 15.81
C 110 | 9436] 3575 21539 ] 4672 | 188.06 | -529.6 | 126.09
Tmax (ir) 1 20| 0.00 20| 001 221 .08 20| 001
3 20| 0.01 23| 138 1.0] 112 131 1.20
C 001 001 03] 138 2] 1.25 071 120
“AUC(0-1) 1 | 2618.0 | 603.10 | 2260.0 | 751.50 | 2462.0 | 737.10 | 2860.0 | 580.40
(ng*hr/ml)
8 | 2808.0 | 90050 | 9207 ] 27590 | 8741 283.80| 7826} 1299
C 2807 | 430.70 | -13400 | 751.40 | -1588.0 | 537.30 | -2078.0 | 535.00
AUC  (0-12) | 1 3618.0 | 603.10 | 2260.0 | 751.50 1  2481.0 { 732.00 | 2860.0 | 580.40
(ng*hr/ml)
8 | 2808.0 | 900.50 | 9207 | 27590 | _ 874.1 | 238.80 | 7826 | 129.90
C 280.7 | 430.70 | -1340.0 | 751.40 | -1607.0 | 536.50 | -2078.0} 535.60
1n (Cmax) 1 63] 0.0 60 062 63| 037 641 020
8 63] 035 45| 029 44| 027 43| 020
C 101 019 03] 024 02| 003 0.t 004
Tn (AUC(0-) | 1 7.8 | 0.22 77| 039 78| 027 791 021
8 79| 031 68| 031 6.7] 028 671 0.7
C 11l 017 05| 024 04| 0.05 031 006
In (AUC(0-12) | 1 78| 022 77| 039 78] 027 79| 021
8 791 031 58] 0.31 671 028 671 017
C 1] 017 0.51 024 04| 0.05 031 0.06

OO oOooo

O Oooo

*=EECH, N~X51 UNSORBAREL, XOLHTEHENG,
R T AFITOWTE. SABOEEN—A 51 AADETHY.
1 nBY (S A—Z200 T S HEDHEDNR—A 51 AT SHETH D,

gooooogoggooouogoogooouogggpobocuoggpooogootoo oo pboootooboDoogo
oo0oo0o00ooooo0ooooooooooooooD oo oOooD oo ooooooao
gogooogdg
Oggdooaod
ogdgano

#*13
BB $8 Y SYTBESOH P
Evs. H 2777.40 773.75 3.59 | 0.0001
Fvs.H 884.33 773.75 114 04276
Gvs. H 846.26 773.75 1.09] 0.5933
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gooooao
%14
TR B Wy SRR P
Evs. H 27740 | 773.75 3.59 | 0.0001
Fvs. H 884.33 | 773.75 1.14] 04276
Gvs. H 84626 | 713.75 109 | 05933
goooo0O0oooooooooooooooooooD oo oooD oo ooooooao
goooooooooobooooooooobooooo0ooaooan
Ooo0o0o0Oooao
Oo0o0o0o0oao
%15
aut|  EEA ) YERC )
SVBIE T A~
¥ | SD. | 95 | SD. | ¥5 | SD. | ¥ | SD.
Cmax (meg/ml) | 8 001 000] 61| 005] 03] 002] 03] 015
Trmax (mer) 8 . 1 23] 126] 13| 058] 18| 040
AUC(0-Tt ) (mog- | 8 00| 000 09| 040] 19| 0.10| 24| 129
he/mL)
AUC(0-12) 3 00| 000| 10| 034 19| 010] 25| 122
(mog*hrimL)
1n{Crmax) 3 20] 033] 13| 007] 11| 043
1nfAUCO-D] |8 02] 040] 06| 005 08| 058
10[AUC(0-12)] [8 01] 033] 06] 005] 08] o051

k=AW BEEWMWLL

gugoboboooooboouoouoboouoobboouoobbooooobboouobboooooao
ooocobObOoO0oooooooobbbooooooooonob
gooooao
goooano
#£16
ax* HE JHF G b da
YRI5 A
g | S.D. 9 | S.D. ¥ |SD. | ¥ |SD.
Cmax (meg/ml) |8 0.0 0.00 02] 0.1 03] 0.13 03} 006
Tmax (mer) 8 . . 1.6 079 12] 057] 18 1.3
AUC(0-Tt ) (meg- | 8 001 0.0 1.0y 077 20| 091 23| 0.71
hr/mL)
AUC(0-12) 8 0.0 0.00 1.1| 074 20| 0.88 23] 0.64
(meg*hr/mL)
In(Cmax) 8 -181 0.58 -131 044 -1 019
1a[AUC(0-t}] 8 02| 0.66 0.6 048 0.8] 033
10[AUC(0-12)] 8 0.1 0.61 0.6] 044 081 028

¥=F= AT SHEDTS Wﬁﬁbﬁ.‘.
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gooooooobobooooobboooobbooooboboooobobooag

gooo0o0Ooaod
Ooo0o0oao
17
b= i A 1] Y SRS P
Fvs.B 0.94 0.94 1.00 1 0.9925
Gvs.C 1.88 1.89 1.00 0.9930 Lo
Hvs.D 224 2.23 1.01 0.9765

ooocoobbobooooooooobbbooooooooobbobobooooooooboao
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gooognoaod
O0doOoogao
%18
R 07 4 TS0, P
Fvs.B 0.84 0.34 1.00 0.9987 20
Gvs.C 1.84 1.89 0.97 0.9421
Hvs.D 2.18 2.12 1.03 0.9294
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Ooo000ao
%20
Ry 887 ¥y HYETR B P
Avs.D 0.01 1.12 0.01 0.0001
Bvs.D 0.54 1.12 0.49 0.1947
Cvs.D 1.17 1.12 1.05 0.9347
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%21
S, ire 580 Py ST P
Avs.D 0.01 041 0.02 0.0001
Bvs.D 0.18 0.41 0.45 0.0822 20
Cvs.D 0.32 0.41 0.80 0.6485
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57558 ® (mg)
JI7ENA Vivas)h:
30mgDM/30mg Q 15mgDM/30mgQ |
BYLAIFETHR FIA MV T 7 A
USP (DM 31.50° 15.75°
= TAE USP Q) 31.40% 31.40%
razZhVA—ZF UL NF 7.80 7.80
%ﬁ&bbmﬁz NF 94.00 101.87
a04 R % NF 0.050 0.065
50 bf—z—m NF 94.00 101.88
AT TV BRIXIANFE 0.05 0.05
S VAN SV T B R O 570D bD,
©30. OmgDELKIFTEX FOX ML Ty AT,
€15. OmgDRKFRTFAPOA M T 7 AN,
430. OmgOREEF— I ATHRY,
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#39
ARtk TR c::I_EFﬁﬂ
H7ik | PM Q A7k | DM Q W7 | DM Q
LR (mg) | (mg) (mg) (mg) | (mg)
1 @#h-0 0 0 0 1 30 30 1 30 30
2~3 0 0 0 1 30 30 1 30 30
4~13 1 30 30 1 30 30 2 60 60
14~20 1 30 30 2 60 60 3 90 90
21~29 2 60 60 2 60 60 4 120 | 120
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1 MTD (mg) BEt
30 45 60 90 120
01 1 0 0 0 5
02 1 0 0 0 3 4
03 0 0 3 0 3
04 2 1 2 2 5 12
05 1 0 0 0 11 12
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=8 5 1 5 2 23 36
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Ooo000ao
%41

£ R me) ° 2k

30° 60° 90 120 (N =36)

N=5) N=6) (N=2) (N =23)

S G
n 5 6 2 23 36
Y 622 57.7 57.0 57.1 57.9
sp? 10.99 8.14 9.90 11.99 10.94 10
sl 65.0 59.0 57.0 56.0 57.0
BNt/ ki 49/77 45/67 50/64 22/78 22/78
4% n )
Bt 4 (80.0) 3 (50.0) 1 (50.0) 11 (47.8) 19 (52.8)
it 1(20.0) 3 (50.0) 1(50.0) 12(522) 17 (47.2)
A& n &%)
BA 3 (60.0) 5(83.3) 2(100.0) 15 (65.2) 25 (69.4)
A 1(20.0) 0 (0.0) 0 (0.0) 2 8.7 3 (83)
FITH 0 0.0) 0 (0.0 0 (0.0) 0 (0.0) 0 (0.0)
a2 i 1 (20.0) 1(16.7) 0 (0.0) 6(26.1) 8(22.2) 2

BRI PREISRERTN I T L S EOMEORE TS,

SEOTN—ATE. 1 B%-0 28801 Sme i WV HERLEERES. 1 A%0 18803 Omeg b VAR L/ ERE TSk,
CTOYN—ACH3 MTDR4 Sme THTHREL 1 HEDE,

dsp=tmpEs

¢ FEOity HFI)—OBBREILE. STCT AUARTHLESHE,
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iR (mg) °

30° 60° | 90 120 2tk
i N=5 | ®N=6 | N=2) | N=23) |N=36)
R TR B

5 6 2 23 36
n 39 3.8 3.2 5.3 47
i) 430 5.01 0.21 6.35 5.63
SD 2.5 0.9 3.2 24 2.5
el 0.6/11.4 | 027104 | 3.0/33 | 05243 | 0.2/243
BN/ B
o e DG
n 5 6 2 23 36
¥ 30.2 30.0 9.0 380 34.0
SD 30.99 17.47 4.24 46.32 39.42
b 24.0 27.0 9.0 18.0 240
N 7184 7160 6/12 4180 | 4/180

oo oooogogoo

RANIRY. BERENSBRERSRIII T Ul S EDRRORRTH S,

SIDMN—Ad 1 AN 2801 SmgAAVERALERES. 1 B4 LED 3 0megy MV e LI BBE £

C LN~ ATE MTDAY Smg THol-B8RE% 1 53,
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#43
BARR mg) ?
30° 60° 9% 120 g

oy i) — N=5 | N=6 | N=2) | qv=23) | \=36)
WHOSSE n (%) n (%) n (%) n (%) n (%)
S|

NFEITEI (PP 72 0 (00) {1167y 1 (500) | 2 87 4(11.4)
ACEBESH

ST 0 00)] 167 ]| 0 (00 | 40174 | 5@143)
FER

JOt3 K looy|taen| o 0o | 4a79 | 5q43)
M KOy OnFT I 20400) | 1167 | 0 (00) | 2 (87 | 5(143)
HoRgE

FEFIAYFES 1(200) | 2(333) | 1 (50.0) | 6(26.1) | 10(28.6)
FesE T

7R 2y F 12000 [0 0O) | 0 ©0) | 5L | 6Q71)
DURIRAEE

PRI 1(200) | 1(167) | 1 (50.0) | 5(21.7) | 8(22.9)
FPIR 0 (0.0) { 2(333) 0 (00} 2 (8.7 4(11.4)
AR 20400y | 0 0O) | 0 (00 | 3(13.0) | 50143)
A 22U Sk MDY 7 0 00 {2@333)} 0 (0O){ 2 B7) | 4(11.4)
ARFLI 12000 | 1aen | t so0) | 6(@61) | 9257
A PV 0 (0.0) { 1(167) 0 (0.0 6(26.1) 7 (20.0)
P o 4(800) | 16 | 1 (50.0) | 11(47.8) | 17 (48.6)
By

FRDE A 12000 |0 0o) | 1 (500) | 2 87| 40114
SN 1(200) | 1067 | 1 (500) | 3(13.0) | 6(17.1)
INFEII 0 (0.0) | 0 (00) | 1 (500) | 3(13.0) ] 4(11.4)

Mazzo— 1(200) ] 0 (0 | 0 (00)| 4074 | 50143)
2Ot '

VARFOFL L R U2 0 (00) | 0 (00) | 1 (500) | 3(13.0) | 4(114)
LT TN 1(200) | 3(500) | 0 (©0) | 0 (0.0) | 4(114)
ORI 1200) | 167 | 0 (00) | 2 87 | 4(114)

R R SRR T LT SORMEORE OB,

PIDSN AU 1 BEeD 20801 Sme AT IERALIRRES. 1 RS0 18003 0me A AUV HIBHL SR ST

CZOYN—NTIL MTDH4 5meg TH-okERES 1 507

d’}’t?)lrﬂ"ﬁ‘)b&m&l@mwbtmm. BT/ < IR TR DR S IR L7,
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Ooo000ao
%44
BARIR me) ?
30° 60° 9% 120 ok

BEvEHE N=5) (N=6) (N=2) WN=23) | N=36)
DMEHR (mg)
n 4 6 2 23 35
Yy 960.0 14425 2160 2321.7 2006.1
SD 667.68 | 682.42 42.43 121.94 609.17 10
gy 1095 1530 2160 2310 2310
N o 30/1620 | 270/2370 | 2130/2190 | 2010/2640 | 30/2640
QiR me)
n 4 6 2 23 35
WY 1200.0 1525.0 2160.0 23217 2047.7
SD 781.15 682.90 42.43 121.94 562.49
RRYE 1575 1620 2160 2310 2310
By NI RAdE 30/1620 | 270/2370 | 2130/2190 | 2010/2640 | 30/2640
E o st
n 4 6 2 23 35 20
Y 22.0 25.3 29.0 29.0 27.6
SD 14.00 9.48 0.00 1.22 6.13
o 29 29 29 29 29
SN kgl 129 6/30 29/29 25/32 132

BRI, SRR A SR U S R OREORRE TH 5,
b'@wv—:n:w. 1 B¥70 20801 Stg A7 WVERALI-BERE S, 1 B0 103 Omah 7ol L - s ai-,

‘ZOIN~ATL, MTDA4 5 mg’(‘bofm% 1 &89z,
IOESEEN. S A REEOIDRAOER 25 1 Ve bDIT 1 ZRU-bOERRL TR
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®45
AR (mg) °
30° 60° 90 120 4k
N=5) N=6) N=2) N=23) | (N=36)
BT — n (%) n (%) n (%) n (%) n (%)
HEER 4(80.0) 6(100.0) | 2(100.0) 19(82.6) | 31(86.1)
BEOHESR 1 (20.0) 2(33.3) 0 (0.0) 0 (0.0) 3 (8.3)
HERROIDORE
1 (20.0) 1(16.7) 0 (0.0) 0 (0.0) 2 (5.6)
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#£46

BB TR EXiiR mg) °

30° 60° 90 120 otk

=5 | (N=6) N=2) N=23) | (N=36)
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