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RREROEH &
ASP0456 #E 0.0625 mg : ASP0456 £ LT 0.0625mg # & HTH7 4V bha—T 4 U T8E, 2wk
%5 IR
ASP0456 $E 0.125 mg : ASP0456 & L C0.125mg 2 &/ T D7 4 v ba—TF 78, vy b
~
ASP0456 $E 0.25 mg : ASP0456 * LC025mg 2 & HTH7 4 /vbha—T 4 V78, vy NER
I
POgiGE
a— R4 0 ASP0456 77 R EE
RRER O S A&

ASP0456 $E 0.0625 mg "7 AR : ASP0456 5 L72\Vy, ASP0456 $E 0.0625 mg & Sl 3k
ez 4 vna—7 0078, vy MES R

ASP0456 §E 0.125 mg 77 &R : ASP0456 547 L 72\, ASP0456 §E 0.125 mg & ML LRl A~
teie7 4 nna—7 178k vy NES IR

ASP0456 #E 0.25 mg 77 &R : ASP0456 54 L7V, ASP0456 £E 0.25 mg &AMl Falkil A~ he
7 ansa—7 078 vy bES IR

MR OB T71k

BSHRGEICLLTOME (1 EHE) 126, 4882KE & bIC EHEMR MICHIRATT H 1828
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ASP0456 0.0625 mg Hf Y+ A+0+0
ASP0456 0.125 mg B V+A+0+0
ASP0456 0.25 mg B V+A+EB+0
ASP0456 0.5 mg #f V+A+E+A
77 v Rt VAA+O+0
¥ : ASP0456 4 0.0625 mg I
V1 ASPO456 B 0.0625 mg 7 T LK } IMBL BRI TRE
A : ASP0456 §E 0.125 mg } .
A = ASP0456 §E 0.125 mg 7 T &R PHEL LA e
W : ASP0456 5 0.25 mg } I
[ : ASP0456 & 0.25 mg 75 &R AHBL L3I E
AEHE (BUGEEIEEERER) ¢
PE(EE B2 2 M
TR 2
SRS
BMEEMEER -
FERHmE B
BeH- 1 EICI T 5 SBM SEE OB EEO L & ®
a: PEEE BB OB EIME LR OVREY 1 EMIZS T 28EHEL Y, X—2F7 100 bEs LTHRIHL
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RIKEHmE E
e SBM ME O NEHEDO L &
e SBM DL AR H—
o FIEIEE-B4A 24 FEFLANIZ SBM 23 & o 7o R D FIA
o HhH IHEMICHITD5EEHRYEE" (CSBM) #HE DR FHEO L&
o  CSBM HHE DI FIE DA &
e CSBM DL AR & —R
o A 5-Bi4h 24 FERILANIZ CSBM 23 & - - i E OEI&
o [HRROE B &
o JEEREZSIR O EIEE A 2 7 OB EME DO &
o W - MEEAPRIKOEAEE A 27 O FEEEO (L&
o  \WXLOEEM X 3T DM FIE DL B
o BMEERMEDIER D EMRBEEN RO A 2T
o BME{ERMEDIER D BMLBGEN R OB L AR H—F
o BMFERMEDEEIREOUMENROA T
o EMEERME D EIREOUGE R OB L AR & —
2016 -4 H Astellas BEEL  Page 6 of 27



ASP0456 0456-CL-1021
RS
CONFIDENTIAL

o BMEERMEDIIIER OBESI R DA 2T
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REMEHER
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o NAZNYA L (BALME - AARLARRKIED)

o (K&

HMEtFi% -
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EEPMEA (&5 1 EMICIT 2 SBM HE OB FEIMEDZE(LE) O FERMEHTIL, H5HE%
[FEZNR, =T A D SBM MEZ IR L LI LG EOITET V&, FAS Zxt4:& LT
FEi L7z, TRED 4 DIFRICHOWT EFRET A2 HWT, SHENOIRICEHELE 7T R L
D ZAT > T2, Ho DEHSINTZHGEITIE Hp (I OWTHERZ1TV, [FERICE RIS L To
IH AN FEH SN AIZ D RIRDIGRIZ OV TREZIT O & L7ZBFINEIZ L Y Typel error {2
DWTHE LT,

Jiir ARG -

Hoi : Hplacebo = Mo.5 mg

Hoz © Hplacebo = Ho.25 mg

Hos © Mplacebo = Mo.125 mg

Hos © Pplacebo = H0.0625 mg

RFSZARGE

Hit © Pplacebo 7 Ho.5me

Hiz ¢ Wplacebo F Ho2s mg

Hiz : Hplacebo 7 Mo.125 mg

His © Hplacebo 7 M0.0625 mg

Fio, BRECTEEE EEMEICK L CTO 5% EFEX ML OEAERE L 77tk & OFER
P DZEZ SN T D 95%(EHEX M 27~ LT,

RIGEHIIE E 0 5 HA(LE TR INZHA O Tlx, Z2bEZIGE, BEREZRT, Kb
HHON—=AT A el U0 ot 2 T 7 7 B AREE & ASP0456 D&REA Lhig L7z,
VAR H—R TR ENT-HH OffHT Tlx, Fisher’s exact i & W T 77 wREE L ASP0456 D
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HBRER I LT-, A7 T S 3L H OfFENT TliE Wilcoxon DNEN.FIME Z FHIWT 7 7B REE L
ASP0456 D&REA g L7z,
FRE DA E/KELE [ 0.05 & LT,

T2t

BHERS AHAEELOMHTICIL, MedDRA/ (Version 17.1) DIEE BIKAHE (SOC) & HEAFE (PT)
Do¥EZE AV, SOC B, PT HNCAEFL KL ORIEHOFIE K OEIG 2R LTz,

BRI « SHEAEIE B IOV TIE, AR 2 & S S R O L B O BRI R A EH L,
FHMEE B IC oW, BRI O & SRR AT o 7

INA B A o G L, ACAERsR B, ABSERFAEIC DWW T, FEImRE 1252
JIE R OV B O AR R R A B Lz,

(RE : FEARRE 2 & ISR L OB (L BEO BRI RE R L,

BROEN W
BERE DNER

AR TIT 17T FINOREEZTS L, EAERALATOMEIL 434 FlTh o7, 383 BN E(ERAL
&, 778R (F7EAREE), ASP04560.0625 mg (0.0625 mg #f), ASP04560.125 mg (0.125 mg
#E), ASP0456 0.25 mg (0.25 mg #), ASP0456 0.5 mg (0.5 mg &) 2 1:1:1:1:1 OEIE TEI Y £+iF
Lz, 2?09 LRBRSE THIX, 77 BAEE 79 651, 0.0625 mg #£ 78 i, 0.125 mg #f 69 #i, 0.25 mg
BE7200, 05mgH#E74ITHY, 7T AR B, 0.0625 mg £ 4 F1, 0.125 mg #f 2 B, 0.25 mg
BE2 61, 0.5mg B2 GIASBREZTHIE L7z (K1), PULGIIERET 1~4 il Tho7o, HILHEZ

:ﬂ??“o
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1 HERE DWER
FEEEE n=817
, ¥
#{E A1 n=383 EEAILBIDR % n=434
v | v v v
- ASP0456 ASP0456 ASP0456 ASP0456
7n _8,0 3 0.0625 mg## 0.125 mg# 0.25 mgg¥ 0.5 mg&#
- n=82 n=71 n=74% n=76
SETH| |FLsl SETHI| |kl SETHI| |kl SETHI| |kl SETHI| |kl
n=79 n=1 n=78 n=4 n=69 n=2 n=72 n=2% n=74 n=2
a: BB SR b Ik 1 Bl &S,
Source : Table 12.1.1.1, Table 12.1.1.2, Table 12.1.1.3
= 1 HERDHPIEIEH
et e ASP0456 F¥
7 72:‘% 0.0625 mg 0.125 mg 025 mg 0.5 mg
n n=82 n=71 n=74 n=76
EN LTS 1(1.3%) 4 (4.9%) 2 (2.8%) 2 (2.7%) 2 (2.6%)
AEFES 0 1 (1.2%) 1 (1.4%) 0 1(1.3%)
NRAN53 1 (1.3%) 1 (1.2%) 0 0 1(13%)
TR A G 0> & Ol 0 0 0 1 (1.4%) 0
WA T X DR IE DR L 0 1 (1.2%) 1 (1.4%) 0 0
Z DAl 0 1 (1.2%)* 0 1(1.4%)° 0

Bl (BIE)

a: JRBRIEMRABIAE B © TBL 23 EYEME PR 2 52 2 T\ a7z,

O,

Source : Table 12.1.1.3, 1§k 13.2.1.2

fET R REH

b @ AREERRFD AST, ALT 2SR &EO 7=

IR L SRS O 5 b, IRBRIEDN B G- S 1725 72 0.25 mg #f 1 B 2 BRU 7= #2885 % SAF
SN FAS O3B & 72 o7, PPS 1L 77 & AHE 80 4], 0.0625 mg # 80 #1], 0.125 mg #f 70 5, 0.25 mg
BE71 6, 0.5mgRE75 Bl TH-T2 %ﬂu
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x2 T REH

0456-CL-1021

R ASP0456 tf

77 0.0625 mg 0.125 mg 025 mg 0.5 mg
EVEAAL ST PR 80 82 71 74 76
VBRI (] 80 (100.0%) | 82(100.0%) | 71(100.0%) 73 (98.6%) 76 (100.0%)
SAF 80 (100.0%) | 82(100.0%) | 71 (100.0%) 73 (98.6%) 76 (100.0%)
FAS 80 (100.0%) | 82 (100.0%) | 71 (100.0%) 73 (98.6%) 76 (100.0%)
PPS 80 (100.0%) 80 (97.6%) 70 (98.6%) 71 (95.9%) 75 (98.7%)

filE (EE)
SAF : safety analysis set, FAS :
Source : Table 12.1.1.2

AOEH 2R UVADMTMIEEDN—R 51 VB

full analysis set, PPS : per protocol set

FAS O A O FEEHFERIEHE R OB R E H O~N— 2 5 A i :/ﬂ:
WeERE DRI 41.1~423 % CTH Y, MERITIZLMHEDOEIE D 77.5%~90.2% T > 7=, TIH
WM O P IBEITARET 180.0~240.0  H TH o 72, WIFNOIHER T EEM CREMTII A D7

Mmool
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%3 AOffEHFr%FE - FAS
o e ASP0456 Bt
7 7{38:?; 0.0625mg | 0.125mg | 025mg 05mg | PiE
n=82 n=71 n=73 n=76
. B 18(225%) | 8(98%) | 13(183%) | 13(178%) | 12(158%) |
Lk 62 (77.5%) | 74 (90.2%) | 58 (81.7%) | 60 (82.2%) | 64 (84.2%) |
F)fE (SD) 41.1(124) | 423 (11.9) | 412(112) | 42.1(9.4) | 41.4(12.0) 0.943"
/M, Bl 20, 75 20,75 20, 70 22,68 20, 67 '
25165 ettt 78 (97.5%) | 77(93.9%) | 70 (98.6%) | 72 (98.6%) | 73 (96.1%)
b —
*;ﬁ 65 LA I 2 (2.5%) 5(6.1%) 1 (1.4%) 1 (1.4%) 3 (3.9%)
il (%) 30 Al 21(26.3%) | 13(15.9%) | 12(16.9%) | 8(11.0%) | 13 (17.1%)
45130 BAE 40 K3 | 12(15.0%) | 22 (26.8%) | 21 (29.6%) | 18 (24.7%) | 18 (23.7%)
$E |40 DAL 50 K3 | 24 (30.0%) | 27 (32.9%) | 19 (26.8%) | 32 (43.8%) | 28 (36.8%) —
2150 BAL 60 AT | 19 (23.8%) | 15(183%) | 15(21.1%) | 14 (19.2%) | 12 (15.8%)
60 LAk 4 (5.0%) 5 (6.1%) 4 (5.6%) 1 (1.4%) 5 (6.6%)
gE SEHE (SD) 161.07 (7.87) [ 160.30 (6.72)|161.52 (7.31)| 161.30 (7.42) | 160.75 (7.53)

A7 Y —= . b
\( \‘7 Y e/l Bl 1453,180.7 | 147.6,184.9 | 142.2,184.5 | 145.8,188.7 | 146.2,183.5 0-859
v 7)) (em)

. SEHE (SD) 56.85(9.89) | 55.80 (9.57) | 55.23 (9.22) | 57.86 (11.07) | 55.69 (9.35) 0.487"

(%0 Y — = BoME, BAME 40.3,86.3 | 40.5,88.2 | 36.6,832 | 36.8,101.3 | 39.1,88.0 '
L) (k )” 25155 Feih 43 (53.8%) | 46 (56.1%) | 42 (59.2%) | 31 (42.5%) | 42(55.3%) B

‘ & (55 0k 37 (46.3%) | 36 (43.9%) | 29 (40.8%) | 42 (57.5%) | 34 (44.7%)
F)E (SD) 21.86 (3.07) | 21.66 (3.04) | 21.10 2.63) | 22.30 (4.63) | 21.54 3.25) | .
BMI (ke/n?) B IME, Bkl 153,329 | 166,302 | 15.0,293 | 14.6,47.7 | 16.0,30.3 :
g 4y |22 Al 48 (60.0%) | 50 (61.0%) | 50 (70.4%) | 43 (58.9%) | 50 (65.8%) B
37|22 YLk 32 (40.0%) | 32(39.0%) | 21 (29.6%) | 30 (41.1%) | 26 (34.2%)

_ L 45 (56.3%) | 46 (56.1%) | 37 (52.1%) | 39 (53.4%) | 45 (59.2%)
0a a
AT Hb 35 (43.8%) | 36 (43.9%) | 34 (47.9%) | 34 (46.6%) | 31 (40.8%) 0.923

n° 79 82 71 73 75 —
E¥ME (SD) 209.1 (144.6) |239.0 (150.6) |235.2 (150.3)| 241.6 (139.1) | 227.5 (153.1)
oh 180.0 240.0 240.0 240.0 204.0 0.654°
B IME, RRME 7,516 7,720 8, 600 12,576 12, 684
251 240 A5 44 (55.0%) | 37 (45.1%) | 33 (46.5%) | 32 (43.8%) | 40 (52.6%)
¥ 1240 Lk 35 (43.8%) | 45 (54.9%) | 38 (53.5%) | 41 (56.2%) | 35 (46.1%) —
TR () | 1 | R 1(1.3%) 0 0 0 1(1.3%)
60 ATt 8(10.0%) | 10 (122%) | 9 (12.7%) 7 (9.6%) 9 (11.8%)
o 160 LLE 120 il | 16 (20.0%) | 2 (2.4%) 6 (8.5%) 8 (11.0%) 7(9.2%)
% 120 L 240 F385 | 20 (25.0%) | 25 (30.5%) | 18 (25.4%) | 17 (23.3%) | 24 (31.6%) B
*5 240 LL 360 A0 | 18 (22.5%) | 26 (31.7%) | 20 (28.2%) | 19 (26.0%) | 13 (17.1%)
360 ULk 17 (213%) | 19(23.2%) | 18 (25.4%) | 22 (30.1%) | 22 (28.9%)
RH 1(1.3%) 0 0 0 1(1.3%)
Bk (ElE)
BMI : body mass index
atCHRIE b WO o B RRL B b il Lz,
Source : Table 12.1.2.1.1
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=4 AMEFTMEEDR—RX S A U{E : FAS
N ASP0456 Bt
7 ifggg}; 00625mg | 0.125mg | 025mg 05mg | P
n=82 n=71 n=73 n=76
¥ (SD) 067(076) | 0.58(0.74) | 0.63(0.76) | 049(0.68) | 0.73(0.79) | .-,
CSBM S () BoMiE, Bkl | 00,25 0.0,2.5 0.0,2.5 0.0,2.5 0.0,2.5 :
e 2510 36 (45.0%) | 42(512%) | 31(43.7%) | 41(56.2%) | 31 (40.8%)
K |0 22D | 44(55.0%) | 40 (48.8%) | 40 (56.3%) | 32 (43.8%) | 45(59.2%)
FEEE (SD) 1.72(0.74) | 1.71(0.74) | 1.75(0.71) | 1.69 (0.79) | 1.81(0.73) .
SEM BEEE (D) oM, FekfE | 0.0,2.5 0.0,2.5 0.0,2.5 0.0,2.5 0.0,2.5 0.883
e 25 12 it 36 (45.0%) | 36 (43.9%) | 32(45.1%) | 31(42.5%) | 28 (36.8%)
20k 44 (55.0%) | 46 (56.1%) | 39 (54.9%) | 42(57.5%) | 48 (63.2%) N
n® 76 78 70 67 72 —
ﬂjtfgg (SE'Dj)(FE 2.85(1.00) | 2.81(1.22) | 278 (1.11) | 2.47(1.04) | 2.49(0.87) 0.065"
L BoME, okl | 1.0,5.0 1.0,5.5 10,53 1.0,5.0 1.0,4.6 :
BEIR 08 FH |3 K 36 (47.4%) | 42(53.8%) | 37(52.9%) | 44(65.7%) | 46 (63.9%)
j% 3k 40 (52.6%) | 36 (46.2%) | 33 (47.1%) | 23 (34.3%) | 26 (36.1%) —
PlFE—mi L 4 4 1 6 4
T — q;tfgﬁg (sED) 1.89(0.75) | 2.09(0.83) | 1.77(0.68) | 1.95(0.84) | 1.90(0.86) 0.166°
AL % 7 O W/J\m,ﬁj(ﬁg 1.0,4.4 1.0,4.5 10,33 1.0, 4.1 1.0,4.6
T 45 12 R 47 (58.8%) | 39 (47.6%) | 44 (62.0%) | 45 (61.6%) | 45 (59.2%) B
2 DLk 33 (41.3%) | 43(52.4%) | 27 (38.0%) | 28(38.4%) | 31 (40.8%)
o - | F¥IE (SD) 2.08(0.83) | 2.26(0.87) | 2.04(0.67) | 2.08(0.81) | 2.09(0.84) .
Hf\ﬁ”wﬁ@@ Efﬁ BoMiE, Bkl | 1.0,45 1.0,48 1.0,3.7 1.0,4.1 1.0,4.6 0.462
E;\ 27 OEFE 45 12 i 36 (45.0%) | 31 (37.8%) | 31 (43.7%) | 35(47.9%) | 36 (47.4%)
" 20k 44 (55.0%) | 51(62.2%) | 40 (56.3%) | 38(52.1%) | 40 (52.6%) N
n° 76 78 70 67 72 —
FEEE (SD) 2.98(0.82) | 3.18(1.02) | 3.07(0.93) | 3.19(0.76) | 3.09 (0.96) .
WE B OEEE A | B/ME, RAME | 1.5,5.0 1.0,5.0 1.0,5.0 1.4,5.0 12,50 0.600
a7 OB |, |3 K 34 (44.7%) | 30 (38.5%) | 26 (37.1%) | 22(32.8%) | 28 (38.9%)
j:g 3Lk 42 (55.3%) | 48 (61.5%) | 44 (62.9%) | 45(67.2%) | 44 (61.1%) —
Tl snl 4 4 1 6 4
IBS-QOL-J : FH)E (SD) 83.2(15.4) | 79.7(16.1) | 82.9(15.6) | 82.7(14.1) | 83.2(14.5) 0.547°
RS B M, Bkl | 33,100 10, 100 31,100 30, 100 46, 100 '
IBS-QOL-J : EHfE (SD) 820(180) | 785(19.3) | 83.5(17.1) | 817(177) | 83.0(169) | .00
5o BoME, feofi | 16,100 3,100 25,100 25, 100 34, 100 '
IBS-QOL-J : FHfE (SD) 83.4(17.1) | 78.6(16.7) | 83.5(17.1) | 82.5(15.1) | 82.0(18.0) 0.350°
FE T R BoME, BoRfi | 36,100 11, 100 21, 100 14, 100 29, 100 :
IBS-QOL-J : FH)E (SD) 77.9 (18.9) | 76.2(16.6) | 80.8(19.7) | 80.4(16.5) | 80.2(17.1) 0.430°
T — A A= |/ ME, B KA 6,100 25,100 19, 100 38, 100 38, 100 '
IBS-QOL-J : ¥ (SD) 768(222) | 743(225) | 751(223) | T34QLS) | 763QLT) | oo
R 200 | BME, RORfE 17, 100 8, 100 25,100 25,100 0, 100 ‘
IBS-QOL-J : FH)E (SD) 77.1(20.6) | 69.6(21.9) | 72.7(25.7) | 76.6(22.0) | 72.5(25.1) 216"
£ A58 o/ ME, BeKfE | 25,100 0,100 0, 100 25, 100 0, 100 :
IBS-QOL-J : ¥ (SD) 892(13.6) | 86.9(16.2) | 87.9(158) | 886(138) | 89.9(112) | . .
HokE B Ml Feokfi | 38,100 13,100 38,100 31, 100 50, 100 '
IBS-QOL-J : EHfE (SD) 92.7(13.3) | 89.5(20.8) | 88.9(21.6) | 89.9(15.5) | 93.3(13.0) 0.407°
PRI BoME, FRfE | 50,100 0,100 0, 100 38, 100 38, 100 '
IBS-QOL-J : FH)E (SD) 913 (14.1) | 89.6(15.8) | 90.4(12.4) | 91.2(13.4) | 92.1 (11.7) 0.826°
NIl B/ME, BJE | 50,100 8, 100 42,100 17, 100 58, 100 :
Bil% (FE)
a: HOINT b B RR L B B iEH LT,
Source : Table 12.1.2.2.1
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ASP0456
RS
CONFIDENTIAL

BUEDRER -

FERMEE -

B3N 1)

%5 1:BRIZE T2 SBM HEDE

BET3.87,05mgBET3.85 Tholz, 77 BAREEL O
0.125 mg #7T 1.20, 0.25mg # T 1.96, 0.5mg#HT1.95 TH Y,

FHy

BCThHotz o

EHEOEILE
SBM EE DAL ENE, 77 B AREET 1.91, 0.0625 mg #£C 3.89, 0.125 mg B£C 3.11, 0.25 mg

0456-CL-1021

L AEYIE O 71, 0.0625 mg #EC 1.98,
WS 7T REE L BN THE
\CHERZENA LIV (8 HT, 0.125 mg BT P=0.016, i P<0.001),
DT, 77 B R L OFREF A FLEEDOEIL 0.125 mg FHETR B/ E L,

ASP0456 FE[H]
MOEETIXFAED

=5 SBM #HEDBATENEILE (%5 1:8) : FAS
e ASP0456 #if:
7 zfgéf%}ﬁ 0.0625mg | 0.125mg | 0.25mg 0.5 mg
n=82 n=70 n=72 n=76

N—25 A DOFHfE (SD) 1.72(0.74) | 1.71(0.74) | 1.75(0.71)° | 1.69 (0.79)* | 1.81(0.73)
B 1 O FHE (SD) 3.63(2.12) | 5.60(3.21) | 4.84(2.97) | 5.56(3.00) | 5.66(3.99)
#h5 1 EOYEZE{LE (SD) 1.91(1.96) | 3.89(3.25) | 3.11(2.90) | 3.87(2.90) | 3.85(3.84)
77 AR & OISR A E D B 1.98 1.20 1.96 1.95
#% (95%CI) *° (1.04,2.92) | (0.23,2.18) | (0.99,2.93) | (0.99,2.90)
P — <0.001 0.016 <0.001 <0.001
a: WEBEFEEDE, N—2TA MEEERL LSBT b BFIEC T8 R B NE L 45 P B

7T RELREE c:n=71, d:n=73
Source : Table 12.3.1.1.1, Table 12.3.2.1.4

BIREI SR

PPS xR & LIt T6, &5 1 HWFIZE
HAHMEDEIT 1.20~1.89 TH Y, TTD ASP0456 Ff THFHHII
BT, 0.125 mg BEC P=0.013, % P<0.001),

BEREZEENR L LI2aHatrET LT, 77 R

(7% SBM BHEEDEALED T T L ARHE & OFRE
HBRENRR LN (5

Tk ASPO456 BEDZ LR (95%

{EHEXH]) 1%, 0.0625 mg £ T 1.98 (1.05,2.92), 0.125 mg # T 1.20 (0.23,2.18), 0.25 mg #£ T 1.96

(0.99, 2.93),

BIREHEIEE -
SBM $EEDETFHENEILE

0.5mg #£ T 1.94 (0.99,2.90) Th o7z,

2 JHIKF D SBM BHEE O B ClE, 777 B AR & OFREEE BB O 2213 0.0625 mg #£ T 1.94,

0.125 mg #7C 1.33, 0.25mg # T 2.20, 0.5 mg#ET243 TH Y,
Hivle (G HHT, 0.125 mg BT P=0.008, ftiix P<0.001),

2016 £ 4 A

Astellas
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ASP0456 0456-CL-1021

B PE(ERRAE
CONFIDENTIAL

WHE L OFPEF A EMED AT 11
BEN V0.5 mg BETT 7 B AREEE OFHEK

W &[RRI
K I PEED

0.125mg B TR b /NS o72, 2

DHETKE o= o

FFFTIX 0.25 mg

K6 SBM SEEDETFHENKILE : FAS

e ASP0456 £t
77 AR 0.0625 mg 0.125 mg 0.25 mg 0.5 mg
~N—2A [ n 80 82 71 73 76
4 | FHJE (SD) 1.72 (0.74) | 1.71(0.74) | 1.75(0.71) | 1.69 (0.79) | 1.81(0.73)
n 80 82 70 72 76
E¥)fE (SD) 3.63 (2.12) | 5.60(3.21) | 4.84(2.97) | 5.56 (3.00) | 5.66 (3.99)
| V2 k& (SD) 1.91(1.96) | 3.89(3.25) | 3.11(2.90) | 3.87(2.90) | 3.85(3.84)
T TR L OFE R B 1.98 1.20 1.96 1.95
SEEIEDZE (95% CI) ° (1.04,2.92) | (0.23,2.18) | (0.99,2.93) | (0.99, 2.90)
P *® — <0.001 0.016 <0.001 <0.001
n 80 78 69 72 74
FE)E (SD) 3.25(1.91) | 5.17(3.37) | 4.61(2.89) | 5.42(3.62) | 5.80 (3.69)
2 i W75 k& (SD) 1.53(1.78) | 3.47(3.38) | 2.86(2.78) | 3.73 (3.41) | 3.97 (3.62)
T TR AREE L O B 1.94 1.33 2.20 2.43
SEHEDFE (95% CI) (0.99,2.90) | (0.34,2.32) | (1.22,3.18) | (1.46, 3.40)
P fifi — <0.001 0.008 <0.001 <0.001
AR AZINE, BHRZRT, N—ATA MEE LR L L 8T

Source : Table 12.3.2.1.1,

Table 12.3.2.1.4

BERIZE 5 CSBMEEDBTHENELEZET)

CSBM HEDEFHENELLE (513

1 HFE> CSBM SHEE DR LB, 777 BARRET 112, 0.0625 mg T 2.15, 0.125mg #£T
223, 025mg BET 249, 05 mg#ET2.52 TH Y, ARKGFMOICEIN L, 77 B REEE OFRERE
T DZETIE 0.0625 mg BET 1.06, 0.125 mg BET 1.13, 025 mg BET 1.43, 0.5mg #ET 1.38
THY, VTN OHETICHERENS LI G5B, £ P=0.014, P=0.011, P=0.001,
P=0.002), ASP0456 FEMIDOLEETlL, 77 BAREE L OFPEEF A FEMED 1L 025 mg BE TR H K
EhoTz, 2 HEFO CSBM AEE O A LS, 1 RS FERIC 0.5 mg BECTIZENLLTOREL Y
L REN-T, 77 BAREEE OFPREF A FEMEDZETIE 0.0625 mg £ C 1.38, 0.125 mg #£ T 1.25,
025mg BT 1.36, 0.5 mgHET 1.84 TH Y, WTN bHATHNCHEREN A DLz QR8T
Zh 1 P=0.003, P=0.008, P=0.003, P<0.001), ASP0456 FEF]IDILETIX, 77 BARRE L O
FIPHIED 1T 0.5 mg RETH b K& o T- o

Astellas
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ASP0456 0456-CL-1021
RS
CONFIDENTIAL

=7 CSBM $EDEFHEDEILE : FAS

e ASP0456 £t
77 0.0625 mg 0.125 mg 0.25 mg 0.5 mg
~N—=Z | n 80 82 71 73 76
4 | FHE (SD) 0.67 (0.76) | 0.58 (0.74) | 0.63 (0.76) | 0.49 (0.68) | 0.73 (0.79)
n 80 82 70 72 76
E¥)fE (SD) 1.79 (2.17) | 2.72/(2.80) | 2.83 (2.80) | 2.99 (2.86) | 3.25(3.64)
- ¥ k& (SD) 1.12(1.92) | 2.15(2.59) | 2.23 (2.68) | 2.49 (2.74) | 2.52(3.48)
BN 75 e R L o E B 1.06 1.13 1.43 1.38
PEMEDFE (95% CI) * (0.22,1.89) | (0.26,2.01) | (0.57,2.30) | (0.53,2.23)
P{E*® — 0.014 0.011 0.001 0.002
n 80 78 69 72 74
¥ (SD) 1.68 (1.70) | 2.97 (3.09) | 2.86(2.86) | 2.85(3.14) | 3.61 (3.70)
5 s W2 ki (SD) 1.01 (1.51) | 2.38(2.99) | 2.25(2.66) | 2.35(3.05) | 2.86(3.63)
| T RAREEE O B 1.38 1.25 1.36 1.84
SEHEDFE (95% CI) ° (0.49,2.27) | (0.33,2.17) | (0.45,2.28) | (0.94,2.75)
P i ® — 0.003 0.008 0.003 <0.001

a: ZBLRZINE, BEHERT, X=X T7A fEE R E Uiz BT
Source : Table 12.3.2.2.1, Table 12.3.2.2.4

ERRKOEFEYECEILE

1 B OFE AR O L&, 7T BAREET 045, 0.0625 mg BT 1.12, 0.125 mg #£ T 1.36,
025 mg #ET 1.62, 0.5mgHET 1.84 TH Y, MERFNIHIN LT, 7T B AREE L OFREE G 2
BHEDZEE, 0.0625 mg FET 0.65, 0.125 mg AT 0.91, 025 mg BET 0.99, 0.5 mg RET 1.23 TH Y,
BRI L, WIS FEHHICE B R ZN A B (80T, 0.0625 mg £ P=0.001,
fti% P<0.001), 2 BRFOEIIR OB E /XL O T T 2 AREEE OFHEEFE A EEO 2T, 1HE’FE
[FRRIC AR AFBIEIN L, 7T B ARE L OFPREE A EBEO T, 33TD ASP0456 £ THit
FHNCHEARED BN G BortT, 3T P<0.001) (% 8],

2016 -4 H Astellas BEZL Page 15 of 27




ASP0456

B PE(ERRAE
CONFIDENTIAL

0456-CL-1021

%8 ERAROEFIYEDEILE : FAS
e ASP0456 Bf
77N 0.0625 mg 0.125 mg 0.25 mg 0.5 mg

~N—=Z | n 76 78 70 67 72

J4 v | F¥E (SD) 2.85(1.00) | 2.81(1.22) | 2.78 (1.11) | 2.47 (1.04) | 2.49 (0.87)
n 76 82 65 69 74
E¥)fE (SD) 3.30 (1.33) | 3.91(1.31) | 4.22(1.30) | 4.05(1.58) | 4.31(1.42)
n 76 78 64 65 71

1 A | FHZ ks (SD) 0.45(0.98) | 1.12(1.36) | 1.36(1.40) | 1.62(1.35) | 1.84(1.48)
7T R ARHE L O G A B 0.65 0.91 0.99 1.23
EEMEDFE (95% CI) * (0.26, 1.05) | (0.49, 1.32) | (0.58,1.41) | (0.82,1.63)
P fiE* — 0.001 <0.001 <0.001 <0.001
n 73 76 66 67 71
F)fE (SD) 3.39 (1.18) | 4.05(1.36) | 4.30(1.30) | 4.14(1.43) | 4.30(1.36)
n 71 72 65 64 69

2 A | FEZkE (SD) 0.56 (0.85) | 1.31(1.31) | 1.48(1.43) | 1.72(1.50) | 1.86 (1.44)
7T v ARHE & OFEE G A - 0.72 0.92 0.97 1.13
RO (95% CI) * (0.31, 1.12) | (0.50, 1.33) | (0.55,1.39) | (0.72, 1.54)
P * — <0.001 <0.001 <0.001 <0.001

a: BlbEZINE, BHHER T, X—2A 71 VEEZIERLE LI 0Hmir

Source : Table 12.3.2.3.1,

EHEEROEEER A7 OAFYECELLE

Table 12.3.2.3.2

1 B O 2 HEE O RIS IR O EIEE A 2 7 OB SEBME DO L& TIiX, ASP0456 FED 7 T+

REE & DR I B D F£13-0.09~0.00 TH Y, FHEFHIIC

5YHT) o

BRI H NIRRT (Lo

=9 LSRN EEE R QT DBEATFHEDEILE : FAS
e ASP0456 Bf
7T EARRE 0625 mg | 0125 mg | 025 mg 0.5 mg
_R—=Z | n 80 82 71 73 76
4 | FHfE (SD) 2.08 (0.83) | 2.26(0.87) | 2.04(0.67) | 2.08(0.81) | 2.09 (0.84)
n 80 82 70 72 76
) (SD) 2.11(0.88) | 2.24(0.92) | 2.08(0.79) | 2.05(0.84) | 2.02(0.88)
— ¥ k& (SD) 0.02 (0.60) | -0.02 (0.69) | 0.02 (0.65) | -0.04 (0.75) | -0.07 (0.67)
T TR L OFEE B 0.00 -0.00 -0.06 -0.09
EHMEDZE (95% CI) ° (-0.19, 0.20) | (-0.21, 0.20) | (-0.26, 0.14) | (-0.29, 0.11)
P *® — 0.966 0.963 0.555 0.377
n 80 78 69 72 74
E¥)fE (SD) 2.09 (0.81) | 2.17(0.91) | 2.03(0.81) | 2.04(0.87) | 2.00(0.75)
— ¥ k& (SD) 0.01 (0.63) | -0.13 (0.72) | -0.01 (0.73) | -0.05 (0.80) | -0.04 (0.77)
| TR L O B -0.06 -0.04 -0.06 -0.07
EHMEDZE (95% CI) ° (-0.27,0.15) | (-0.26, 0.18) | (-0.27, 0.16) | (-0.28, 0.14)
P i ® — 0.588 0.717 0.609 0.535

a: BLEZINE, BHHER T, X—A7 A VEEZERLE LI 0Hmir

Source : Table 12.3.2.4.1,

Table 12.3.2.4.2

2016 £ 4 A
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ASP0456 0456-CL-1021
RS
CONFIDENTIAL

H’Er BEEHARBROEEERAT7OBAEYECEILE
T KON 2 @O TR « B AP O BIEE 2 27 O EHEOZELETlX, ASP0456 #ED
- 7)21“3# & OFHFEE EHIEDFENT 0.01~0.08 TH Y, etBICH B RZEIX A Do 7= (3

Sy BT o

x 10 f89E - EMARBROBEEX 7 DEFEDLEILE : FAS

e ASP0456 Bf
77 0.0625 mg 0.125 mg 0.25 mg 0.5 mg
_R—=Z | n 80 82 71 73 76
F 4 | ‘F¥E (SD) 1.89 (0.75) | 2.09(0.83) | 1.77 (0.68) | 1.95(0.84) | 1.90 (0.86)
n 80 82 70 72 76
E¥)fE (SD) 2.02(0.83) | 2.20(0.91) | 2.02(0.80) | 2.11(0.74) | 2.04 (0.87)
— ¥ k& (SD) 0.13 (0.58) | 0.11 (0.80) | 0.25(0.68) | 0.15(0.77) | 0.14 (0.60)
BN 75 e R B o E B 0.04 0.08 0.04 0.01
SEHEDE (95% CI) ° (-0.16, 0.24) | (-0.13,0.28) | (-0.16, 0.25) | (-0.19, 0.21)
P *® — 0.667 0.465 0.689 0.931
n 80 78 69 72 74
E¥)fE (SD) 1.92 (0.83) | 2.10(0.89) | 1.88(0.80) | 2.01(0.80) | 1.91(0.73)
— ¥ k& (SD) 0.03 (0.55) | 0.00(0.75) | 0.12(0.76) | 0.06 (0.88) | 0.07 (0.71)
B 75w R L oFE R B 0.05 0.04 0.05 0.02
SEHIEDFE (95% CI) (-0.16, 0.26) | (-0.18, 0.25) | (-0.16, 0.27) | (-0.19, 0.23)
P fiE® — 0.611 0.735 0.617 0.875

BB ZINE, BEGHERT, N—RX T4 Mz LR L Uiz 8T
Source : Table 12.3.2.5.1, Table 12.3.2.5.2

WEAHANDEEERIAT7DATHENELE

1ROV X BOFEIEE R a7 OVEEb &L, 77 'AREET-0.25, 0.0625 mg #ET-0.73,
0.125 mg #T-0.93, 0.25 mg #T-1.00, 0.5 mg £ T-1.00 TH Y, 0.25 mg M ¥ 0.5 mg B TILZ
NEATOREL D b RE M o7, 77 BAREE L OFIEHE B O EIE, 0.0625 mg #fT-0.36,
0.125 mg #C-0.63, 0.25mg #T-0.62, 0.5mg #HT-0.71 TH Y, WT I bFEIIINTHER AN
H otz (G, 0.0625 mg #E P=0.006, fi P<0.001), ASP0456 BERDHELTIX, T &
PHEL OFEF R EEDO 2L 0.5 mg BECTR B RE ofz, 2HEEOWVWEHOEEHE R 37T D
I ENE, 0.5 mg BETIZZENL T OREL V b KRE DT, 77 v AR L OFEEE A EEIED %=
1% 0.0625 mg FET-0.48, 0.125 mg B T-0.59, 0.25 mg AET-0.52, 0.5mg #ET-0.68 THH, VT
NHMETHNIAERED A BT GEO0EOHT, W P<0.001), ASP0456 FEH O LLiR Tl
7 R L DS B TIIMOET 0.5 mg BCR bR E D72 [ 1),
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ASP0456
RS
CONFIDENTIAL

0456-CL-1021

= 1 WEADEFEER 7 DBAFHEDEILE : FAS
e e ASP0456 Bt
77 0.0625 mg 0.125 mg 0.25 mg 0.5 mg
~N—2 | n 76 78 70 67 72
F4 > | ‘F¥)E (SD) 2.98 (0.82) | 3.18(1.02) | 3.07(0.93) | 3.19(0.76) | 3.09 (0.96)
n 76 82 65 69 74
FHE (SD) 2.73(0.95) | 2.47(0.97) | 2.14(0.87) | 2.23(0.81) | 2.08(0.82)
n 76 78 64 65 71
1 K | FEZE kR (SD) -0.25 (0.81) | -0.73 (1.06) | -0.93 (0.99) | -1.00 (0.90) | -1.00 (1.03)
77 B AREE L OFEER I _ -0.36 -0.63 -0.62 -0.71
FHEDE (95% CI) ° (-0.62,-0.11) | (-0.90, -0.35) | (-0.89, -0.35) | (-0.97, -0.45)
PfE* - 0.006 <0.001 <0.001 <0.001
n 73 76 66 67 71
FHE (SD) 2.62(0.93) | 2.25(0.90) | 2.09(0.88) | 2.23(0.78) | 2.01 (0.80)
n 71 72 65 64 69
2 | P LR (SD) -0.35(0.83) | -0.98 (1.12) | -1.01 (1.01) | -1.00 (0.98) | -1.04 (1.10)
77 kR R E OFEE G B -0.48 -0.59 -0.52 -0.68
D (95% CI) ° (-0.75,-0.22) | (-0.86, -0.31) | (-0.79, -0.24) | (-0.95, -0.41)
P g ° — <0.001 <0.001 <0.001 <0.001

a: ZILBZISE, BGHEZET, N—ATA UfEE
Table 12.3.2.6.1,

Source :

Table 12.3.2.6.2

IBS-QOL-J 7F¥ 21— FRODEAKRBFADEILE
VBB IRE LD IBS-QOL-] 7 % = — MRO KRG RO E(L & TlL, ASP0456 #ED 7T L REE

& DO LEHEDFENT 0.9~2.1 TH Y, FEHHIIC

.

Tk e LT3y B

BRFEIIL NIRRT (G5 ESHT)

DBEMMLRARY F—3

*F12 IBS-QOL-J 7F¥ 1 — FROLEKRFADEILE : FAS
e ASP0456 B
7 7ERRE 0625 mg | 0125mg | 025 mg 0.5 mg
n 80 82 71 73 76
ARG H E¥fE (SD) 83.2 (15.4) | 79.7(16.1) | 82.9(15.6) | 82.7 (14.1) | 83.2(14.5)
n 80 80 70 73 75
F¥E (SD) 88.6 (15.0) | 87.6(14.1) | 90.9 (11.7) | 90.1 (11.9) | 90.4 (10.5)
BN | ERZE k& (SD) 5.4 (10.6) 8.0 (13.3) 7.3 (11.4) 7.5 (13.4) 7.2 (12.5)
AR 77T B ANEE & OFEE R 7 B 0.9 2.1 1.8 1.8
SEHIEDFE (95% CI) ° (22,4.0) | (-1.2,53) | (-1.4,5.0) | (-1.4,5.0)
P i ¢ — 0.571 0.214 0.271 0.270
T EZIGE, BEHENT, =R T A AMExHEEL Lo aodr
Source : Table 12.3.2.10.1, Table 12.3.2.10.2
SBM, CSBM, EMEMEDEKRDEMRIEDNR, FEERKEOHEDRERUVEIEKROBEHR

1 IO SBM O L AR H—R (T, 77 BAREE 61.3%, 0.0625 mg £ 79.3%, 0.125 mg £ 74.6%,
0.25 mg Bf 79.5%, 0.5mg#f 77.6% TdH D, 0.125 mg BEZR< AR T 7 v AREE & X THREHIIC

2016 £ 4 A

Astellas

Y

Page 18 of 27




ASP0456 0456-CL-1021
RS
CONFIDENTIAL

BERENHR LI (Fisher’s exact #7E, F®IAIZ P=0.016, P=0.085, P=0.021, P=0.037), 2 i
D L AR H =R, 77 vREE60.0%, 0.0625mg &E 72.5%, 0.125 mg B 71.4%, 0.25 mg &
79.2%, 0.5mg & 82.7% TH VY, 025mg FEL N 0.5 mg BECTT 7B AREE L X THAEHICAE B 2 2=
AA 54T (Fisher’s exact Bz, FRIEIC P=0.132, P=0.170, P=0.014, P=0.002) .

1 FFD CSBM D L AR X —2(X, 77 & REE 25.0%, 0.0625 mg #F 43.9%, 0.125 mg £ 46.5%,
0.25mg #£ 49.3%, 0.5mg#ES51.3%THY, WTNb 77BN L AN TRIICERERZENA
AU (Fisher’s exact #iE, 14 P=0.013, P=0.007, P=0.002, P<0.001), FEAL{FHIHEIINT D
R -7z, 2O L AR X —2RE, 77 8AREE32.5%, 0.0625 mg #f 45.0%, 0.125 mg &
45.7%, 0.25 mg B 43.1%, 0.5mg#f 58.7% CTH Y, 0.5mgHETT 7 v RREL LR THREVICER
727N FH B AV (Fisher’s exact 27, M ®IHIZ P=0.144, P=0.130, P=0.185, P=0.001) o

1 B OBV RME DI D BRUGERN RO L AR o X —3T, 7T & REE 15.0%, 0.0625 mg
Bf 35.4%, 0.125 mg £ 37.1%, 0.25 mg #f 44.4%, 0.5mgBE35.5%CTHY, WInb 7 TRt s
EARTHEINCHE B 222N A BT (Fisher’s exact fRE, Z4LE 4L P=0.004, P=0.002, P<0.001,
P=0.005), 2 HFFD L AR 2 —3|L, 77 B AREE 26.6%, 0.0625 mg Ff 48.7%, 0.125 mg #f 45.6%,
0.25 mg #£ 47.2%, 0.5mg#£44.6%TH Y, WTNE 7T BREE L AN TRENICHEBEREDR A
A7z (Fisher’s exact BiE, ZiLE 4 P=0.005, P=0.024, P=0.011, P=0.027) o

1 B OB RAE D EBIRRE DL EN RO L AR X —RKiL, 77 REE21.3%, 0.0625 mg
B 41.5%, 0.125 mg & 40.0%, 0.25 mg #f 44.4%, 0.5mgFE382%CHY, WINb T T EREEL
LR TR B e 250 A bl (Fisher’s exact fiE, ZALZ 4 P=0.007, P=0.020, P=0.003,
P=0.023), 2 FFD L AR X —3IL, 77 B ARHE 22.8%, 0.0625 mg #f 56.4%, 0.125 mg #f 48.5%,
0.25 mg # 50.0%, 0.5mg#E47.3%TH Y, WTIb 7T BREE L AN THREIICHERERZENA
77~ (Fisher’s exact #7E, #4241 P<0.001, P=0.002, P<0.001, P=0.002) .

1 A OB M RME D IEEER O EN RO L AR X —RE, 7T B REE6.3%, 0.0625 mg
BE 18.3%, 0.125 mg &£ 15.7%, 0.25 mg #£29.2%, 0.5mg & 21.1%TH Y, 0.0625 mg &£, 0.25 mg
FEA V0.5 mg BECY 7 B ARRE & LN TREHIIICH B RN vz (Fisher’s exact #27E, H &R
{Z P=0.030, P=0.069, P<0.001, P=0.009), 2 #IFD L AR Z—RL, 77 vREE 13.9%, 0.0625 mg
£ 30.8%, 0.125 mg & 30.9%, 0.25 mg & 30.6%, 0.5mgiE27.0%CTHY, WINb 7T EREEL
LR THEFHIICE B R 2N A LT (Fisher’s exact MiE, T 4LE4L P=0.013, P=0.016, P=0.018,

P=0.047) ' .
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%= 13 SBM, CSBM, EMHEMEDEKRDEMRBAENR, EEKEOREHMNRR VEEEIRD
WEMNRDBEMBL AR A —F : FAS
oy e ASP0456 Bf
TIEREE 065 mg | 0125me | 025mg | 05mg
SBM
n 80 82 71 73 76
L AR — (%) 49 (61.3) 65 (79.3) 53 (74.6) 58 (79.5) 59 (77.6)
. 95%CI (%) *° (49.7,71.9) | (68.9,87.4) | (62.9,842) | (68.4,88.0) | (66.6,86.4)
1k 7R L D% P E® 0.016 0.085 0.021 0.037
FIEREDE (%) 18.0 13.4 18.2 16.4
7T RREDED 95%CI (%) — (3.0,33.1) | (-2.6,29.4) | (2.8,33.6) (0.9, 31.9)
n 80 80 70 72 75
VAR Z— (%) 48 (60.0) 58 (72.5) 50 (71.4) 57 (79.2) 62 (82.7)
. 95%CL (%) * (48.4,70.8) | (61.4,81.9) | (59.4,81.6) | (68.0,87.8) | (72.2,90.4)
2 8k 7T RR L DR O PE® — 0.132 0.170 0.014 0.002
TIEREDE (%) — 12.5 11.4 19.2 22.7
TR EDHED 95%CT (%) (-3.3,283) | (-5.0,27.8) | (3.6,34.7) (7.6,37.7)
CSBM
n 80 82 71 73 76
L AR — (%) 20 (25.0) 36 (43.9) 33 (46.5) 36 (49.3) 39 (51.3)
. 95%CI (%) * (16.0,35.9) | (33.0,55.3) | (34.5,58.7) | (37.4,61.3) | (39.6,63.0)
L 7T RR L DR O P E® - 0.013 0.007 0.002 <0.001
TIRREDE (%) 18.9 21.5 243 26.3
7T R EDED 95%CI (%) — (3.3, 34.5) (5.2,37.8) (8.1,40.5) | (10.3,42.3)
n 80 80 70 72 75
VAR Z— (%) 26 (32.5) 36 (45.0) 32 (45.7) 31 (43.1) 44 (58.7)
. 95%CI (%) * (22.4,43.9) | (33.8,56.5) | (33.758.1) | (31.4,55.3) | (46.7,69.9)
27 7R L D% P E® 0.144 0.130 0.185 0.001
TIEREDE (%) — 12.5 132 10.6 26.2
TR EDED 95%CT (%) (-3.7,287) | (-3.7,30.1) | (-6.1,27.2) | (9.7,42.6)
BHEMEOEROERBENR
n 80 82 70 72 76
VAR Z— (%) 12 (15.0) 29 (35.4) 26 (37.1) 32 (44.4) 27 (35.5)
. 95%CI (%) *° (8.0,247) | (25.1,46.7) | (25.9,49.5) | (32.7,56.6) | (24.9,47.3)
1k 7R L D% P E® 0.004 0.002 <0.001 0.005
TIRREDE (%) 20.4 22.1 29.4 20.5
7T RREDZED 95%CI (%) — (6.2, 34.6) (7.0,37.2) | (14.2,447) | (5.9,35.1)
n 79 78 68 72 74
VAR E— (%) 21 (26.6) 38 (48.7) 31 (45.6) 34 (47.2) 33 (44.6)
. 95%CIL (%) ° (17.3,37.7) | (37.2,60.3) | (33.5,58.1) | (35.3,59.3) | (33.0,56.6)
2 8k 7T R L DR O PE® — 0.005 0.024 0.011 0.027
TIEREDE (%) — 22.1 19.0 20.6 18.0
TR EDED 95%CT (%) (6.1,38.2) (2.3,35.7) 4.2,37.1) (1.8,34.3)
2016 -4 H Astellas BEZL Page 20 of 27
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oy e ASP0456 Bf
TIEREE 065 mg | 0125mg | 025 me 0.5 mg
S EREDEEKREDOHENR
n 80 82 70 72 76
VAR — (%) 17 (21.3) 34 (41.5) 28 (40.0) 32 (44.4) 29 (38.2)
. 95%CI (%) * (12.9,31.8) | (30.7,52.9) | (28.5,52.4) | (32.7,56.6) | (27.2,50.0)
L 7F R E D% O Pl ° — 0.007 0.020 0.003 0.023
TIEREDE (%) — 20.2 18.8 23.2 16.9
TR EDED 95%CT (%) © (5.0,35.4) (2.8,34.7) (7.3,39.1) (1.5,32.3)
n 79 78 68 72 74
L AR — (%) 18 (22.8) 44 (56.4) 33 (48.5) 36 (50.0) 35 (47.3)
. 95%CI (%) *° (14.1,33.6) | (44.7,67.6) | (36.2,61.0) | (38.0,62.0) | (35.6,59.3)
2 8y TR L DO%F D P E® <0.001 0.002 <0.001 0.002
FIEREDE (%) 33.6 25.7 272 24.5
TS EREDED 95%CL (%) © — (18.0,49.3) | (9.3,422) | (11.1,433) | (8.5,40.5)
B EREDOBBEROHENR
n 80 82 70 72 76
VAR E— (%) 5(6.3) 15 (18.3) 11 (15.7) 21(29.2) 16 (21.1)
. 95%CI (%) * (2.1,14.0) | (10.6,284) | (8.1,264) | (19.0,41.1) | (12.5,31.9)
L 7T R E Ox O Pl ° — 0.030 0.069 <0.001 0.009
FIEREDE (%) 12.0 9.5 22.9 14.8
TS EREDED 95%CL (%) © — (0.9,23.2) (-1.9, 20.8) (9.8, 36.0) (2.9,26.7)
n 79 78 68 72 74
VAR — (%) 11 (13.9) 24 (30.8) 21 (30.9) 22 (30.6) 20 (27.0)
. 95%CI (%) *° (7.2,23.5) | (20.8,42.2) | (20.2,43.3) | (20.2,42.5) | (17.4,38.6)
2 8y 7R L D% P E® — 0.013 0.016 0.018 0.047
TIEREDE (%) — 16.8 17.0 16.6 13.1
TSEREDED 95%CL (%) © — (2.8,30.9) (2.2,31.7) (2.2,31.1) (0.9, 27.1)

Bl (BIE)

a : Clopper-Pearson {% b : Fisher’s exact f& &

¢ IEHIEEL (ERHEIESDH V)

Source : Table 12.3.2.1.2, Table 12.3.2.2.2, Table 12.3.2.7.2, Table 12.3.2.8.2, Table 12.3.2.9.2, Figure 12.3.3.1, Figure
12.3.4.1, Figure 12.3.5.1, Figure 12.3.6.1, Figure 12.3.7.1

ME1% 5 BHIR 24 BRI LIAIC SBM X (X CSBM M - =BEEEDE S

WIEl$ G-Br s 24 REEIEANIZ SBM 23 & - 7o 48R F OFIG1X, 77 B AT 55.0%, 0.0625 mg #¥
T 79.3%, 0.125 mg #£ T 71.8%, 0.25 mg #£ T 67.1%, 0.5mg BT 65.8% TH Y, 0.0625 mg FE &N
0.125 mg BETIX, 7T BARBEE LN THEHIICE B2 ZDNA BT (Fisher’s exact i E, HEIA
(2 P=0.001, P=0.043, P=0.138, P=0.192), #[El45BA%h 24 BRI LINIZ CSBM 73 & o 7o iR
EIAIL, 77 BAREET 30.0%, 0.0625 mg FET 48.8%, 0.125 mg #£ T 46.5%, 0.25 mg #£C 41.1%,
0.5mg BT 40.8%TH Y, 0.0625 mg LML N 0.125 mg BETIL, 77 B REEE A THEHICEE 72
ZEMIH BTz, (Fisher’s exact #E, F®IAIZ P=0.016, P=0.044, P=0.177, P=0.182) .

2016 -4 H Astellas BEZL  Page 21 of 27



ASP0456
RS
CONFIDENTIAL

0456-CL-1021

* 14 #E% 5 EH5R 24 BREILLAIZ SBM X (& CSBM H3dh - F-#HERE DEIS : FAS
e ASP0456 H
7 7{;283“%#‘ 0.0625 mg 0.125 mg 0.25 mg 0.5 mg
n=82 n=71 n=73 n=76

SBM
wllal % 5-BA 24 REFLINIC
SBM 7% b o 1= BERE O EI A (%) 44 (55.0) 65 (79.3) 51 (71.8) 49 (67.1) 50 (65.8)
95% CI (%) ® (43.5,66.2) (68.9, 87.4) (59.9, 81.9) (55.1,77.7) (54.0, 76.3)
7R L D% P E® — 0.001 0.043 0.138 0.192
TIRREDE (%) — 24.3 16.8 12.1 10.8
TSEREDFED 95% CI (%) © — 9.0, 39.5) (0.4, 33.3) (-4.5,28.8) (-5.7,27.3)
CSBM
wllal % 5-BRA 24 REFLINIC
CSBM 753 1= 38 2 0 & (%) 24 (30.0) 40 (48.8) 33 (46.5) 30 (41.1) 31 (40.8)
95% CI (%) ® (20.3, 41.3) (37.6, 60.1) (34.5,58.7) (29.7,53.2) (29.6, 52.7)
TR L D% PE® — 0.016 0.044 0.177 0.182
TITRREDFE (%) — 18.8 16.5 11.1 10.8
TSEREDFED 95% CI (%) © — (2.8, 34.8) (-0.2,33.2) (-5.3,27.5) (-5.4, 27.0)

B (FIE)
a : Clopper-Pearson % b : Fisher’s exact fiE ¢ : [EHUEl (EREEDH D)
Source : Table 12.3.2.1.3, Table 12.3.2.2.3

BEFEMEDEROERBIEYDR, EEREBEORENRRVESREROBEDNRORIT

1 38 B O EMEERME DR OB EN RO A a7 Tk, 77 BREEE DZET 0.0625 mg BET
-0.37, 0.125mg #T-0.33, 0.25 mg A T-0.58, 0.5mgHET-047 TH Y, WIFN LA E
RAENHBIVTE (Wilcoxon DNEALFIMRE, ZiLZ41 P=0.006, P=0.035, P<0.001, P=0.001), 2
R DB MEERME DIER DO BN RO 2 a7 T, 77 REEE DT 0.0625 mg £ T-0.46,
0.125 mg #£C-0.34, 0.25mg #£T-0.46, 0.5mg #T-0.48 TH Y, 0.0625 mg #f, 0.25 mg FEL O}
0.5 mg Bt CHEFHIICAH B 722N B B L= (Wilcoxon DEMFIfEE, HENEIZ P=0.007, P=0.069,
P=0.013, P=0.010) .

1 AREOFEEREDO K ENRED 2 27 TlE, 77 'R L DX 0.0625 mg #T-0.43, 0.125 mg
BET—0.39, 025 mg BET—0.62, 0.5mgBET-049 TH Y, WINLHEMICHAERENALNT-

(Wilcoxon DINEMLFIMEE, i EH P=0.003, P=0.018, P<0.001, P=0.002), 2 #KFOEEKIED

WEHROA T TIE, 77 BREEE DFEIT 0.0625 mg #T-0.66, 0.125 mg FET-0.52, 0.25 mg
FET-0.60, 0.5mgBET-0.61 THY, WTNEHEINIAERZENA LN (Wilcoxon DNEALFN
#E, 0.125 mg B P=0.003, fthi% P<0.001) o

1B OB EIER OSEN RO A 27 TiX, 77 v AREE L DL 0.0625 mg #CT-0.23, 0.125 mg
FET-0.10, 0.25 mg BET—0.48, 0.5mg#ET-0.26 TH Y, 0.25mg B CHENCHERENH B
7= (Wilcoxon DAL FIFE, HEIEIC P=0.078, P=0.600, P=0.015, P=0.097), 2 KD FERIEIR
DEENREDO A 2T TlX, 77 B AREEE DZET 0.0625 mg #£C-0.27, 0.125 mg £ C-0.20, 0.25 mg
FET-0.19, 0.5mg#ET-026 TH Y, WTFNHRAHINIHEREITZAOLNRD -T2 (Wilcoxon D
NERC R E, ZH 2 P=0.092, P=0.293, P=0.180, P=0.101) .
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* 15 EHEMEDERDERRIEDR, FEREOHENRRUVEIEKRDHENRND RO
7 : FAS
oy e ASP0456 Bf
TIEREE 065 mg | 0125me | 025mg | 05mg
ERBFEDR
n 80 82 70 72 76
SEHfE (SD) 3.29(0.83) | 291(1.15) | 296(1.16) | 2.71(1.05) | 2.82(1.12)
1 | 7S8R EDE (SD) — -0.37 (1.00) | -0.33 (1.00) | -0.58 (0.94) | -0.47 (0.98)
F5EREDFED 95%CI — (-0.68, -0.06) | (-0.65,-0.01) | (-0.88,-0.28) | (-0.78, -0.16)
PfA* — 0.006 0.035 <0.001 0.001
n 79 78 68 72 74
EH4E (SD) 3.15(1.06) | 2.69(1.10) | 2.81(1.16) | 2.69(1.19) | 2.68(1.09)
2K | T EREDFE (SD) — -0.46 (1.08) | -0.34(1.11) | -0.46 (1.13) | -0.48 (1.07)
F5EREDFED 95%CI — (-0.80, -0.12) | (-0.71,0.02) | (-0.82,-0.09) | (-0.82,-0.13)
P fi — 0.007 0.069 0.013 0.010
FERREDHEDR
n 80 82 70 72 76
SEHE (SD) 3.16(0.92) | 273(1.14) | 277 (1.11) | 2.54(0.92) | 2.67(1.11)
1K | 758 RED#E (SD) — -0.43(1.04) | -039(1.01) | -0.62(0.92) | -0.49 (1.02)
TR EDFED 95%CI — (-0.75, -0.11) | (-0.72, -0.06) | (-0.92, -0.33) | (-0.81,-0.17)
P fi? — 0.003 0.018 <0.001 0.002
n 79 78 68 72 74
SEHE (SD) 3.16(1.03) | 2.50(1.10) | 2.65(1.06) | 2.57(1.02) | 2.55(1.06)
2K | T EREDFE (SD) — -0.66 (1.07) | -0.52(1.05) | -0.60(1.02) | -0.61 (1.05)
TR EDFED 95%CI — (-1.00, -0.33) | (-0.86, -0.18) | (-0.93,-0.27) | (-0.94, -0.28)
P fi? — <0.001 0.003 <0.001 <0.001
EERER D E R
n 80 82 70 72 76
EH4E  (SD) 3.89(0.93) | 3.66(1.25) | 3.79(1.39) | 3.40(1.37) | 3.63(1.24)
1K | 7 EREDE (SD) — -0.23(1.10) | -0.10(1.17) | -0.48(1.16) | -0.26 (1.09)
TS EREDFED 95%CI — (-0.57,0.11) | (-0.48,0.28) | (-0.86,-0.11) | (-0.60, 0.09)
P fi — 0.078 0.600 0.015 0.097
n 79 78 68 72 74
EH4E  (SD) 3.61(0.99) | 3.33(1.35) | 3.41(1.49) | 3.42(1.43) | 3.35(1.15)
2 | 7T EREDE (SD) — -0.27(1.19) | -0.20(1.25) | -0.19(1.22) | -0.26 (1.07)
FIEREDFED 95%CI — (-0.65,0.10) | (-0.60,0.21) | (-0.58,0.20) | (-0.60, 0.09)
P fi® — 0.092 0.293 0.180 0.101
a : Wilcoxon DJIEN Fiks E
Source : Table 12.3.2.7.1, Table 12.3.2.8.1, Table 12.3.2.9.1
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ZEMDORER -
FEER

BEREZORBIENEIL, 77 BAEET 3.8% (3/80 ), 0.0625 mg #£T 13.4% (11/82 1), 0.125 mg
HET8.5% (6/71 #1), 0.25mg #T 12.3% (9/73 f511), 0.5mg #ET 11.8% (9/76 f5)) Th 7=, 77
T ARFEC LT ASP0456 FE T <, ASP0456 FEM] D LI Tid 0.125 mg #F Tk bK<, MORET
XFRAFEORBEIG Thole, AEFROBREIIVWT N OREROFEETH T, RITEADIEL
HEY, 77 BEREECHAT ASP0456 BTN -T2, EERAFRRIIT 7 B ARELD0.125 mg
B 1 FlCH LT, IRBREOPIICE ST AEFERITIT T EAHTIEALNT, 0.25 mg FELL
Sh0D ASP0456 BETH | IS AH DAL, IBBRIEDIRIRICE - - A EFL L ASP0456 B A BT

4.

* 16 EEERDEN : SAF

e e ASP0456 T =
7 ifggg}; 0.0625mg | 0.125mg | 025mg 0.5 mg n/j\;;rz
n=82 n=71 n=73 n=76

HEFER 3(3.8%) | 11(13.4%) | 6(8.5%) 9(123%) | 9(11.8%) | 38(9.9%)
R 3(3.8%) | 10(122%) | 4 (5.6%) 8(11.0%) | 9(11.8%) | 34 (8.9%)
rr ke 0 1(1.2%) 2 (2.8%) 1 (1.4%) 0 4 (1.0%)

HE 0 0 0 0 0 0
RITEA 1 (1.3%) 8 (9.8%) 4 (5.6%) 8 (11.0%) 5 (6.6%) 26 (6.8%)
g JiE 1(1.3%) 7 (8.5%) 2 (2.8%) 7 (9.6%) 5(6.6%) | 22(5.8%)
rr ke 0 1(1.2%) 2 (2.8%) 1 (1.4%) 0 4 (1.0%)

HE 0 0 0 0 0 0

- 0 0 0 0 0 0
HERAESFR 1 (1.3%) 0 1 (1.4%) 0 0 2 (0.5%)
HERRIEM 1 (1.3%) 0 1 (1.4%) 0 0 2 (0.5%)
BRSO IR ICE > - HEFHS 0 1(1.2%) 1 (1.4%) 0 1(1.3%) 3 (0.8%)
TREREE 0 11 |2 28 - 7= BIVEH 0 1(1.2%) 1 (1.4%) 0 1(1.3%) 3 (0.8%)
BREORIEICE > - HEFS 0 5(6.1%) 2 (2.8%) 5 (6.8%) 2 (2.6%) 14 (3.7%)
TR DRIKICE - T FIER 0 5(6.1%) 2 (2.8%) 5 (6.8%) 2 (2.6%) 14 (3.7%)

FEHIE (FIE)
Source : Table 12.6.1.1, Table 12.6.1.5, Table 12.6.1.6

TRTOEEFRROREM AL 17 RO 18 |59, ASP0456 #ETI, FHIASR b L O
WHERZTHY, TORBEEIGITT 7 BAREET0% (0/80 61), 0.0625 mg #ET 7.3% (6/82 ),
0.125 mg #£ T 4.2% (3/71 f31]), 0.25 mg #£ T 8.2% (6/73 1)), 0.5 mg #ET 3.9% (3/76 #l) TH -7,
ASP0456 D HEAHE 2 TH FROFBLEIG NS 2 Z Lid7ehoTc, THIORE THEE L X
TR IE, 0.0625 mg BT 1/82 6 (1.2%), 0.125mg #:C 1/71 5] (1.4%) TH Y, fiF4~
THRRETH T,

ZDOHIZNFTIINDORET 2.0%L, LIZH DN T-AEFRRITIAWER TH Y, LORBLEGILTZ
YAREET 0% (0/80 f31]), 0.0625 mg BET 0% (0/82 f51), 0.125 mg #EC 2.8% (2/71 f51]), 0.25 mg &
T 1.4% (1/73 f51), 0.5mg BT 2.6% (2/76 f5l) T o7z,

BIWTEHTY, mbEHEAENENT-FRIITH TH -7,
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ASP0456
1B A

0456-CL-1021

CONFIDENTIAL
=17 TRTOEESER : SAF
MedDRA/J Version 17.1 _ . ASP0456 £f =
SRERIR Y 7TERRE 0625 mg | 0125mg | 0.25 mg 0.5 mg aat
FLAZE n=80 =82 n=71 n=73 =76 n=382
i 3 (3.8%) 11 (13.4%) | 6(8.5%) 9(12.3%) | 9(11.8%) | 38(9.9%)
S 1 (1.3%) 8 (9.8%) 4 (5.6%) 8 (11.0%) 3 (3.9%) 24 (6.3%)
&% 0 0 0 1 (1.4%) 0 1(0.3%)
s 0 0 0 1 (1.4%) 1 (0.3%)
T 0 6 (7.3%) 3 (4.2%) 6 (8.2%) 3 (3.9%) 18 (4.7%)
4 0 1(1.2%) 0 0 0 1(0.3%)
s 0 1(1.2%) 0 0 0 1 (0.3%)
FLFS H i 1 (1.3%) 0 0 0 0 1 (0.3%)
[UCES 0 0 1 (1.4%) 0 0 1 (0.3%)
—fk - AL EE R LU G 0 o
(I 0 0 0 0 2(2.6%) 2(0.5%)
s 0 0 0 0 1(1.3%) 1(0.3%)
S 0 0 0 0 1 (1.3%) 1 (0.3%)
JH PEE % bR 5 0 1(1.2%) 0 0 0 1 (0.3%)
fT A RE B 0 1(1.2%) 0 0 0 1(0.3%)
JEYIE F K OVEFAE HUE 0 0 2 (2.8%) 1 (1.4%) 2 (2.6%) 5 (1.3%)
BFTE S 0 0 2 (2.8%) 1 (1.4%) 2 (2.6%) 5 (1.3%)
YR e 1(1.3%) 2 (2.4%) 0 0 2 (2.6%) 5(1.3%)
ML U v A HEn 1(1.3%) 1(1.2%) 0 0 1(1.3%) 3 (0.8%)
1fiH PR SR N 0 1(1.2%) 0 0 0 1 (0.3%)
SRR~ el %% 0 0 0 0 1(1.3%) 1(0.3%)
R L Ok mRE 1 (1.3%) 0 0 0 0 1(0.3%)
BARIBOE 1 (1.3%) 0 0 0 0 1 (0.3%)
B8 R L UGB LRk 0 1(1.2%) 0 0 1(1.3%) 2 (0.5%)
W 0 1(1.2%) 0 0 0 1(0.3%)
sk 0 0 0 0 1(1.3%) 1 (0.3%)
MR AREE 1(1.3%) 0 1 (1.4%) 0 0 2 (0.5%)
I 1(1.3%) 0 0 0 0 1(0.3%)
L fof 0 0 1(1.4%) 0 0 1 (0.3%)
FEOR SR, ERE K OthmiE s 0 1 (1.2%) 0 0 0 1(0.3%)
ROE D SE 0 1(1.2%) 0 0 0 1(0.3%)
BB (FIE)
Source : Table 12.6.1.2
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ASP0456 0456-CL-1021
RS
CONFIDENTIAL

x&18  IXRTOEIEA : SAF

MedDRA/J Version 17.1 . . ASP0456 Bf R
SRS TR 0625 mg | 0.125mg | 025mg 0.5 mg at
HAFE n=80 =82 n=71 n=73 n=76 n=382
L 1(1.3%) 8 (9.8%) 4 (5.6%) 8 (11.0%) 5 (6.6%) 26 (6.8%)
B e 0 7 (8.5%) 4(5.6%) 8 (11.0%) 3 (3.9%) 22 (5.8%)
i) 0 0 0 1 (1.4%) 0 1 (0.3%)
fdi Z 8058 0 0 0 1 (1.4%) 0 1 (0.3%)
T 0 6 (7.3%) 3 (4.2%) 6 (8.2%) 3 (3.9%) 18 (4.7%)
HEp 0 1(1.2%) 0 0 0 1 (0.3%)
HRAE 0 0 1 (1.4%) 0 0 1 (0.3%)
PR AR A 1 (1.3%) 0 0 0 2 (2.6%) 3 (0.8%)
M U o A8 1 (1.3%) 0 0 0 1 (1.3%) 2 (0.5%)
I 1 Bk 0 0 0 0 1 (1.3%) 1 (0.3%)
B8 R B L UGB LRk 0 1(1.2%) 0 0 0 1(0.3%)
R 0 1(1.2%) 0 0 0 1 (0.3%)

FHHIE (FIE)
Source : Table 12.6.1.3

RL, TOMOEELHEER

AR T, ECHNIAONZRoTe, EELRAEFGIIT 7 BARRERTN0.125 mg BEDF 1 4
WA BN, T ERBETHLNIMS ) 7 ABIMOREITRETHY, 0.125mg HETHLI
=PRI EE CTh o7z, WTHOFERHIERIE L ORFEMENEE IR oT, WTNOEE
AT E G b RBIA R CBHTRE I CRESHR Sh s (R 19),

x19 EECASTERO-E

WEREH BeHRE HEEG4 FEELA ® ot - TRERE L 0 TRERIE D HLE
| DAL | R HAGE wkpe | T i REseE Z D OILE
.- 77 AR SEHA | e L EEHAMBL L
BB | enn |LERUTaE T e ke | LT/ L
0.125 mg # | __, 3A B e o . i
JI- sap | Tan | PEE EE | ERAMESY | Tkl

a: AXEEHEZ 1 HEE LTEME L, b:MedDRA/ Version17.1 ¢ : 18 HEIZ [FI{E] % HER
Source : 19k 13.2.7.4, HELAEELICHET HREE

BERLICESH-AEERRUVREICESFEER

BBREOE G LB T2 AEFELITNTIL THITH Y, 0.0625 mg #f, 0.125 mg #FEL
0.5mg D% 1 Pl H BT,

KREIZEST2HFEHELL, WITRL TR THY, 77 8RBT 0% (0/80 1), 0.0625 mg BET
6.1% (5/82 f51]), 0.125 mg BEC 2.8% (2/71 #1), 0.25 mg #ET 6.8% (5/73 1), 0.5 mg HET 2.6% (2/76
f) IZH BT,

FRERRE
R R AR A D P CERIRINICRIBE & 72 D X— 2 T A b DI B iLieno T,
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ASP0456 0456-CL-1021
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CONFIDENTIAL

FERMAL 2 SOC & T2 EFRTIL, mhh Y vl (77 vAREE, 0.0625mg#, 0.5mg
FEA 101, i pRFEVEIN (0.0625 mg #F 1 1), HImERERD (0.5 mg #E 1 6) A b7,

7%, 025 mg BED 1 6T AST KON ALT IZEHEE EFRD 10 {520 LD AR A LT, KFE
BUTIRBEBE G ANCRB L TRV AEFR LU SN h o7,

N ZILYA Y
HANT I M OV IRFAEL Tl BRIRPICRIE & 72 D _X—R T A B OB A Hivie o Tz,

*rE
ERRACRIE L IR 5 RX—=A T A b OB A BN 2Tz,

hEam

o  HNMEOTERMIEA TH HHEG 1 HRICI T D SBM B OB EEE O LR T, T3C
D ASP0456 BET, 7T v RRE L R U CRGHICHE B R =N A bz, BIKEHEEE THh 25
CSBM #EE, (IR ONNE RO BEIEE 2 27 Tl, HRMEIFRSHIIN 28 m U x4
LMD ZINZE NS BT,

o EEMETIE, THVPRBBEEDOEWAEEFRRTH Y, BEAFNGITT T BARBITH AT ASP0456
FECTED 2 7223, ASP0456 FEM CIIM EITIAFT D HMIT A b g o 7o, THRIORE T,
HREEFEDN 2 (5 CHLIZIRE CTH VD, ASP0456 D& X T THIORENE(LT 5 Z L1372
Mole, BRRAEE, A ZNAY A ROMEETHERKICREE 25 X—2T7 4 b D
EAIXA LN o7,

MEZDOANT 201654 A 50
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