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saclbe— Jnxzle— Jazl e—

TR 125 mg* 250 mg 500 mg
(N = 138) (N = 136) (N = 54) (N = 46)
EERET
JE&# — n/Ni (%) 1/50 (2.0%) 9/44 (20.5%) 5/54 (9.3%)  9/46 (19.6%)
REE (X 77 ER) 18.5% 7.3% 17.6%
R 97.5% CI(1) (6.0%, ™) (-1.7%,  (5.3%,™)
A pfE Gt 75 &R) [1] 0.0019 0.0563 0.0024
iRE N
JE&# — n/Ni (%) 11/138 (8.0%) 24/136
(17.6%)
Bz (3 772 R) 9.6%
R 97.5% CL(1) (1.2%, )
FlpfE (777 & R) [1] 0.0096
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saxzlb— Juxzlre— Jnxzle—
TR 125 mg#* 250 mg 500 mg
WERD T (N =138) (N=136) (N =54) (N =46)
B
BRI
WA N =50 N=44 N=54 N =46

0 43(86.0%) 32(727%)  41(759%) 25 (60.9%)

138 6 (12.0%) 2(4.5%) 8 (14.8%) 9 (19.6%)

23 2 (4.5%) 2 (3.7%) 4 (8.7%) 10

38 4(9.1%) 2 (3.7%) 4 (8.7%)

438 12.0%)  3(6.8%) 1(1.9%) 1 (2.2%)
rn7zlbv—x 77ER[1]

A v X 2.41 2.02 4.21

95% CI (0.84, 6.87) (0.74, 5.56) (1.56, 11.33)

ol 0.1011 0.1727 0.0045
ooooon
goooosS00obooooooboboboo oo boboo o boboooboooodad
gogoobooooobtboooobboooobboo oo bbuoUooDbbooobbooo
ooooon 20
gododobobooodobotooobboboooobboooboooooooodad

sadxlrv— /arlb<e— Jadxzl<w—
125 mg* 250 mg 500 mg fradzl v—
P RT Y — (N=219) (N = 68) (N = 50) (N = 337)
ERHTO n (%) n (%) n (%) n (%)
JREE

1>HH 87/218 (39.9%) 19/68 (27.9%)  14/50 (28.0%)  120/336 (35.7%)

27 HH 99/208 (47.6%) 31/60 (51.7%)  19/48 (39.6%)  149/316 (47.2%) 30

37 HE 111/198 (56.1%) 30/58 (51.7%)  17/47 (36.2%)  158/303 (52.1%)

4 HH 99/178 (55.6%) 27/54 (50.0%)  20/44 (45.5%)  146/276 (52.9%)

5,HH 90/155 (58.1%) 30/53 (56.6%) 17/42(40.5%)  137/250 (54.8%)
gooooao
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Jjaxrlw— Judrxle— Juxle—
AV 125 mg* 250 mg 500 mg
(N = 138) (N = 136) (N = 54) (N = 46)
BYRE1
S — n/Ni (%) 11/50 14/44 20/54 (37.0%) 23/46
(22.0%) (31.8%) (50.0%)
BEE N FT7ER 9.8% 15.0% 28.0%
F97.5% CI[1] (-8.1%, ™) (-2.6%, ™) (-8.8%, ™)
Fr{flpfE 0.1412 0.0470 0.0021
(7o R)[1]
HEH
JEFE - /NI (%) 49/186 53/136
(35.5%) (39.0%)
BEE XN FT7ER 3.5%
R 97.5% CI[1] [-5.0%, ™)
R flpfE 0.1428

(X 7F&R)[1]
O 0

od od
I I I I I I I I I I I I A A O O M R W A O
goobovyvyoooooooooooooooogooboobgobooobDoobDobobobonn
oooooooboboogoao
gooooao
goobobobuobuobobuobobuobuoboboboo
jaxzl<— /axzl<— Jaxzl<—
125 mg* 250 mg 500 mg

o Te K (N=219) (N =66) (N=50)

07 H 69 (31.5%) 25 (36.8%) 25 (50.0%)

17 A 31 (14.2%) 6 (8.8%) 4 (8.0%)

27 H 19 (8.7%) 10 (14.7%) 4 (8.0%)

37 H 29 (13.2%) 7 (10.3%) 3 (6.0%)

47 H 25 (11.4%) 10 (14.7%) 4 (8.0%)

57 A 46 (21.0%) 10 (14.7%) 10 (20.0%)
gboooon
goooosooogoobobooooboboogooboooobbDooobboDooobobooo
gooooooobooboogooboogobobobooooboboooobbooooboooooboao
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/axlb<— Juaxlv— Juxzl<—

TR 125 mg* 250 mg 500 mg
MNE: AAERS=v 7R (N=83) (N =84) (N =44) (N =38)
BT
I — n/Ni (%) 0/36 (0.0%)  7/31 (22.6%)  3/44 (6.8%) 8/38 (21.1%)
BEE 22.6% 6.5% 21.1%
xt 77w R
[95%CI] [7.9%, [-0.6%, [8.14%,
37.3%] 14.3%] 34.0%]|
pfE xt 77 & [1] 0.0030 0.2481 0.0053
MHAeE
& FE - n/Ni (%) 6/83 (7.2%) 19/84
(22.6%)
BRE 15.4%
xt 7R
[95%CI] [4.9%,
25.9%]|
pfE (X 77 &R) [1] 0.0083
raxzl— rsaxl — a7zl o—
FIER 125 mg* 250 mg 500 mg
AT : ZDfh, (N =55) (N =52) (N = 10) (N =28)
B
& FE — n/Ni (%) 1/14 2/13 (15.4%) 2/10 (20.0%) 1/8 (12.5%)
(7.1%)
BpEE 8.2% 12.9% 5.4%
xt 77w R
[95%CI] [-15.6%, 32.0%] [-15.4%,41.1%] [-21.2%, 32.0%]
pfE Xt 77 &R [1] 0.5956 0.5504 1.0000
MAE
J&EFE - n/Ni (%) 5/55 5/52 (9.6%)
(9.1%)
Bz 0.5%
xt 7R
[95%CI] [-10.5%, 11.6%]
pfE Gf 7 Z&R) [1] 1.0000
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a7zl <— 500 mg

(N=46)

9/46 (19.6%)
17.60%
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ooocooobObObobooooooooobobbooooao
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A7 A rjaxzlw— Jadxl <e—
(N=138) 125 mg 250 mg
(N=136) (N=54)
BeBE 1
WREE 1/50 (2.0%) 9/44 (20.5%) 5/54 (9.3%)
Rz 18.50% 7.30%
Bepg 2
IREE 10/88 (11.4%) 15/92 (16.3%)
Rz 4.90%
e
REE 11/138 (8.0%)  24/136 (17.6%)
BHE 9.60%
F97.5% CI [1.2%, =)
Fllpfl (%f 77 & F) 0.0096
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MR - B
JEE# - /NI (%)

B¥EE WS TER

[95% C1]

pfi ¥ 7R
PERI - &tk

J& % - n/Ni (%)

BYEE X7 TR

[95% (]
pfi Xt 7R
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a7zl <—125 mg

7R (N=138) (N=136)
9/116 (7.8%) 22/115 (19.1%)
11.40%

[2.7%, 20.1%]
0.0124

2/22 (9.1%) 2/21 (9.5%)

0.40%

[-16.9%, 17.8%]
1

o400 0000C0COD0ODODOO0OO0DO0O0020000000100002200000

O O (Intent-to-Treat)d O O

uoogbobobooodwvoobooooobboooodHsvobooogdo
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7 Z &R (N=138) a7z l<—125 mg
(N=136)

AP Y —=V TREOPIOFER-HY
& - n/Ni (%) 6/97 (6.2%) 15/86 (17.4%)
HBHE 7R 11.30%
[95% CI] [1.9%, 20.6%
pfEi 7R 0.0204
A7) —=V TEOPIOER-2 L :
W& - n/Ni (%) 5/41 (12.2%) 9/50 (18.0%)
BHE SR 5.80%
[95% CI] [-8.8%, 20.4%)
ofi ¥t 7 7R 0.5638
0000004000 0000000000000200000001000020000
OO0QO0O0ODDOOO0OO0O0O0O0ODO0OIntent-to-Treat)O O O
oooooao
0000000000000 D0O0000D0O00000O0000000000O00HIVOO
O0O00DO00O00DOHIVOOODODODOODODODOODODOODO(HAARTODODO
gooooooooooootbootbooboo0oboo0oboo0obo0oboooooooooooOoonOoao
0010 0000250mgd OD1000mg0 O 0D OO 10000 0250mgd0 D OO ODO1IO0O00O0O0OS5
oomgD 00000100000 1000mgd 0 000 00 125mg0 10 20 0 0 0O O O O 250mg0 1
gz0gbgogoooooogsoomg 102000 0b0bobobobobobobobonb
0oo0oooo0oooDoDOo0oo0ooDoooo0ooDoDoo0ooDoDooooDoDoooooDoodceHo
0000000000000 D0O0000D0O000O0DO00OPIDODOODODODOOODODO
Oo0oooo0ooooooooooooooOoonoao
ooooOooao
DO0O00DO00O0O0D0DO0O0OoOoOO0DaOo
0000 (Intent-to-Treat)d O
KiERfEwE/ B - 125mg # 75w RETHEERL

« BBl . I BRI L, 500mg TEUEANIC L 0 kEx W

(-0.91/8 %t -0.62/H; p=0.0713)
fEEKEER 227 c FIRRICH L, 125mg CHE Rk E

(-0.35 %t -0.25; p=0.0168)
% B OEIEHD - 125mg %t 7T AR CIEEER L
RN - B¥PE1 : 126mg w7 TR (-0.35 # —0.13; p=0.0170)

YERERH - 7= /A - 125mg %t T EARBTIEEERL

FERERNSH -7~ H¥/E - 75 RRIH L, 125mg CHAE Loz
(-0.96 %t -0.55; p=0.0643)

¥/ H - 126mg Xt 7T B RECIEEER L

gooooao
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0000000000000 D0DO0DO0OD0O0O0OO0DDO0ODO0DOO0ODODO0ODODODOOOaO
Ooo0oo00oao
0000000000000 D0D0DO0D0D000D0D0D00DO0DD0DDNDO0O0DO0ODOoDODoDOoOoGOnDn
ooooooan
A SEEHE! PSR vzl w— ozl w— Jalzl v—
(N=126) 125 mg 250 mg 500 mg
(N=99) (N=15) (N=12)
1> AH & - n/Ni (%) 11/126 36/99 3/15 2/12 (16.7%)
(8.7%) (36.4%) (20.0%) 10
A v X (95% CI) 0.17
(0.09,0.32)
pfEl (xt 77 &R, PCH) <.0001
2, AHB & - n/Ni (%) 42/95 &/15 2/12 (16.7%)
(44.2%) (53.3%)
A X (95% CI) 0.12
(0.06,0.24)
pfE (X 75 &R, PCH) <.0001 20
37 HBH &3 - n/Ni (%) 48/89 5/14 2/11 (18.2%)
(53.9%) (35.7%)
A v X (95% CI) 0.07
(0.03,0.15)
pfE (%} 7Z &R, PCHi) <.0001
4» A H & - n/Ni (%) 43/77 5/13 2/9 (22.2%)
(55.8%) (38.5%)
A X (95% CI) 0.07 30
(0.03,0.15)
plE (5t 77 &R, PCH) <.0001
5 A H &3 - n/Ni (%) 37/67 6/13 1/8 (12.5%)
(55.2%) (46.2%)
F v X (95% CI) 0.07
(0.03,0.16)
pfE (% 7 &R, PCHI) <.0001
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7T R
(N=138)

11/50 (22.0%)

38/88 (43.2%)

49/138
(35.5%)

37

sl <—
125 mg
(N=136)

13/44
(31.8%)

9.80%

39/92
(42.4%)
-0.80%

53/136
(39.0%)

3.50%

JP 2017-19806 A 2017.1.26

Jadxl~—
250 mg
(N=54)

20/54
(37.0%)

15.00%

a7zl <—500 mg
(N=46)

23/46 (50.0%)

28.00%
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BtE, n(%)

R—RTA RICERE
ECGFRr R,

QT (msec)

NR—R T <4500 & & >450
NR—RF A <4800 & & >480
R—RF A <5000 & & >500
R—RF A b DOE30-60
R—RF A HDOE>60

QTR DRI ENF A E (msec)

R—R 5[ <4500 L % >450
R—RF A <A80D & % >480
R—RF 4 2 <5000 & & >500
R—RZ A ipbDOE30-60
R=R G4 NnbDEL>60

ISR /Al v— Jadxzlv—

3

QTR DFridericiaffiIE (msec)

R—25 [ <4500 L % >450
NR—R T A <480D & & >480
R—RF A <5000 & % >500
R—RZ A b DE30-60
R—=RF A pbDE>60

QTRIFE PDBazettfHIE (msec)

R—2 5[ <4500 L % >450
R—RF A <4800 L % >480
R—RF A <500D & % >500
R—=R T4 bDE30-60
R—RF A pbDE>60

0o0ooao

150
0o
0o
0o
000

O
O
O
O

O 0Ooo0oooo
O 0Ooogoo

(N=137)

5 (25.5%)

2 (1.5%)
1(0.7%)
0
9 (6.6%)
4(2.9%)

2 (1.5%)
1(0.7%)
0
7(5.1%)
4(2.9%)

6 (4.4%)
1(0.7%)
1(0.7%)
3(2.2%)
4(2.9%)

8 (5.8%)
2(1.5%)
2(1.5%)
7(5.1%)
3(2.29%)

(38)

125 mg
(N=130)

34 (26.2%)

4 (3.1%)
0
0
4 (3.1%)
1(0.8%)

4 (3.1%)
0
0
4 (3.1%)
1 (0.8%)

1(0.8%)
1(0.8%)
0
5 (3.8%)
0

4 (3.1%)
2 (1.5%)
0
8 (6.2%)
1(0.8%)

250 mg
(N=54)

18 (33.3%)

1 (1.9%)
1(1.9%)
1 (1.9%)
6 (11.1%)
2(3.7%)

1(1.9%)
1(1.9%)
1(1.9%)

6 (11.1%)
2(3.7%)

2(3.7%)
0
0
2 (3.7%)
1(1.9%)

2 (3.7%)
1 (1.9%)
0
3 (5.6%)
1 (1.9%)

JP 2017-19806 A 2017.1.26

ol <v—

500 mg
(N=42)

13 (31.0%)

0
0
0
3(7.1%)
0

0

0

0
3(7.1%)

0

0
0
0
1 (2.4%)
0

0
0
0

1 (2.4%)
0

£

szl o—

(N=226)
65 (28.8%)

5 (2.2%)
1 (0.4%)
1 (0.4%)
13 (5.8%)
3 (1.3%)

5 (2.2%)
1(0.4%)
1 (0.4%)

13 (5.8%)
3 (1.3%)

3 (1.3%)
1 (0.4%)
0
8 (3.5%)
1 (0.4%)

6 (2.7%)
3 (1.3%)
0
12 (5.3%)
2 (0.9%)
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d-IBSDIGHRD 12 3 D FI B FIFALRIREARRP2, R, DB, PC
125, 250, 500mgZ @7 = Lw—1H2B¥E71X7 7R & 1208/
125 mg: 62, 250 mg: 60, 250 mg: 62, Pbo: 61

#H OFEKRE
ROMERAFH @ B ! 1A H=2.6%
E¥EA, 125mgHE 27 AB=9.0%
3»ABE=10.7%
2378 : v X 1.51 (0.78, 2.92)
FDAD E 2?2 1A B=0.6%
BR A, 125mgH& 27 ABE=22%
3» HEB=-4.4%
2358 v XK 1.09 (0.54, 2.20)
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d-IBSDIEHED 7 8 O FIEHPALRRABRP2, R, DB, PC
125, 250, 500mgZ 1 7 = L~w—1H2EEZIX7 7R %2 12180
125 mg: 46, Pbo: 46

5 H O{ERKEE
ROMERA FH D & 28! 1> AB=06.5%
EHEA, 125mgflE 27 AB=10.8%
3y HH=10.8%
23y A . Ay X 1.88 (0.87, 4.00)
FDAD fE 252 1> HE=2.1%
5HEA, 125mgHE 2y HH=22%
3y HB=-4.4%
2378 v XK 1.20 (0.52, 2.75)
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i 36 40
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#5310, n (%)
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