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B EE BREEDER A
BSFS Bristol stool form scale : 7'') X M LERIKA 5 —IL
BMI Body mass index : 1R T 1 ¥ R$E#k
cGMP Cyclic guanosine monophosphate : 44 2 1) v - GMP
Cl Confidence interval : {S%8X [
CSBM Complete spontaneous bowel movement : 5t B X HEHE
EMA European medicines agency : B EZE & T
EU European union : FRJES
FAS Full analysis set : s KD fEHT I REH
FBD Functional bowel disorders : ##E14 imk &
FDA Food and drug administration : XEBREERB
GC-C Guanylate cyclase C : 7= )LEEI U 5—€ C
IBS Irritable bowel syndrome : i@ &4 B e 1% B
IBS-C Irritable bowel syndrome with constipation : {E#4E B U R EIXEE
IBS-D Irritable bowel syndrome with diarrhea : T %12 ;@804 B E 1% B
IBS-QOL Irritable bowel syndrome quality of life : {EfE BB EREEBEEEDE
EDE
ISN International study number : EfRRBRES
LLOQ Lower limit of quantification : &2 TR
MedDRA/J Medical dictionary for regulatory activities/Japanese version : ICH EIfEE
EHAESEHEKRER
MM-419447 MM-419447 : Linaclotide DX E##)
PD Pharmacodynamic : ZEH%
PDAS Pharmacodynamic analysis set : Z& NPT xR EM
PK Pharmacokinetic : ZE#)&h#E
PKAS Pharmacokinetic analysis set : Z¥) &) 8 i 47 xf R E M
PMDA Pharmaceuticals and medical devices agency : EZE FE BB MLAHE
PPS Per protocol set : JBEREMETEEZICES LI-MREH
PRO Patient reported outcome : BERE 7V b H L
PT Preferred term : EAGE
QoL Quality of life : £;FDHE
QTc QT interval corrected for heart rate : HR T#1E L = QT k=
SAF Safety analysis set : &4 AEZHT I REM
SBM Spontaneous bowel movement : B X HEE
SD Standard deviation : 1Z#{RE
SoC System organ class : 228 Bl X538
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B1E HIRERRUVEM

1.1 [ZC&®IZ

WEMEGEGRE (IBS) 1%, ZOMERZH LIS ErREL DT, 18 - IEHAR

WEFBERFEZENRE L, 25 MLEERS R MRS U I3 - BB 28 0 K41
REMERE TH D[]

BRI L R O EFREHET H 5 Rome 1T HEHE[1)I2 L 5 &, IBS 1% 6 7 H UL ERiA
IR H Y, Flf 3 WAMOBIZ 1 T A®H=Y 3 BEL EIZhTc > TR & 2 WIEEEHA
PSRV LI Z Y, 3HEE [1) PEEIC L > TERAEET S, 2) AIEREHYEEEE
DB H D, 3) AIERMEICERR M) OB A SH D] I 5, 2 HHL LAFET D%
REPERGREED | DL BEIN TS, £, IBS IZIFFFEDRER ORI SV CTHEE S
5450 IBS V7447 [{#EFAIBS (IBS-C), F#IFLIBS (IBS-D), iEAH IBS LUV
FARRRL IBS] 2D, 2D H 5, IBS-C I, M E 7 ITRIDIRGED 25% L, LV, #{E (e
RAE) FIITARBRIED 25% KD H D LER SN TWD[1], IBS [TESERIZRKE TR
B, ORI E VATENHIRE N D 2 & THRANEENC S E 2k L, QOL 23% L <{K'F
THLZEPMESNTND[2,3],

IBS O SRR 72 e A B PR S 1IFE O GV WS, Z OFESRR B I VE L EEh
D, WNIREHIRE, MIBHEEORE, BIRH - REEER, BEORBE, O
i 7e L Ok 2 RBERAEE L TRBY, AROEESNEAD OIRBEZEFET 5 2 LW
BCTHDHEBEZ BN TS, IBS-C TiX IBS-D (ZH#E LT, JEHAMKZ R DTN &8
BOK THE SN TRV [4], ERHIHEICBE BROBILEZ £ > TS5, LLRND,
[EN IBS-C A Tl b INESEE O @ UWEIR2M[ 2, F72 IBS-C DIERN ED & 9 et Ex

FMIEFLTWADAETITZR W, 202 enb, M1 oV Fr7aF OB



T, IBS-C B#E x5 &+ 5% 3 ##l [ISN/Protocol: 0456-CL-0031, LAF CL-0031] %3
FET DR, A ¥ —F v ML DHENIBS-C OEEFELFEMT 52 Llc Lz,

72%5, Rome DOFZWIHNEIZ DUV TIE, Rome I FHEDLETIRE LT 2016 4 5 A2 Rome IV
RN TIIT STV D, IBS OBWHIXT 2 HERUGT RO —20, R ER20 il
BN ETH Y, Romelll ZEAE[IZE F LTV IEEARIENE, IBS OFZEHCIZLE L
SN 7257 (RomelV : A, Romelll : I & 2 WMIMEARES) . E£72, SERBEELA

Wil & 7eo>7 (RomelV : 1 &7V 1 BLLE, Romelll : 1 W AHVEBLILE),

1.2 JF -/ 0F FORIRERFEORERE

U J 27 vF R, Ironwood Pharmaceuticals, Inc. (BL'F, Tronwood f1:) 723 FLH L7= 14 fH D
T BN HXTF MeEWw T, BE EEMRICRET 57T =ik 7 —E8 C
(guanylate cyclase C, GC-C) ZRIK[7, 81Tk T HFEIFE TH H[9], U F 7 vF FOMENX
ZX 2 12T,

Uz uaF N, BE LR CTHIRNY A 27 Y > 27 GMP (cGMP) JREZ NS5,
PEAE SHIUTZAIIEN cGMP 1 Z15%E e K ORI MHfk o G /ER L, IBERE TS v
BHX T —E GIIZ LD cGMP {KFFE Y U k[10)Z 4T U 7o FERMERRHERE B i & K+ D TE
{BIZ X DB WEN~OIEA A A4 2 W11, 12]R°EREEA A [13) 2 kS5, 20
FES, ABE WS HEIN UGB SR RE D TUHEN R STz, — 7, MR TREAR I, A TE S
BRI B ONRINES AR DRSS cGMP i EE DFENNC K KRR 2533 5 ROMER Okl hg
HOFR KO &, FIUHE D IR OBIHI AR Sh7z[14-16] (1K 3[17]),

HARDERBY T, IBS-C BH OMRIERIZR L CiE, EITRBEME T AR T A
R DFEWRIEDAT O TN, RBEME FHITIREERIR, PEERE A S 280 R 13 &

MNTHDHEEZLNDN, BT, B 72 & OIERSS QOL # tk#E 3 2 TR TH V [18],



IRK W BITWDER b~ 723 7 AT, M~ 73U AMEICEET 20N H H[19],
FAE FAICTIZ EF o 21307 <, Blok o F o HIcE L TTEMEHIC OV TR
OWFTCMIH OBIEA NS STV 5[18,20-23], — 7, Ml EEBSREAREOL 70
A b AZRT D ENTOEEIFEMEEE EFERRBICI2EMEZRS) THY, 72
AEFRITITHEELTH D24, 25], £7=, ENICEBWTIBS ([ZXT 5508 - IR E2HT
LKL LT, RUANRT 4NN T L (G FEREE) KON AT F o~ LA U
(B EBSRERERAD MBI O D, WY BART 4 VBT ME, FHIC S Ef)
WCHIENIFFTEDL L SINTWDEN, DAY LEEAT 2O THIITE Y
N T AMJEIZEERBLETHDH[26], NI ATF o~ bA R, PHERZESERRO
A1 DT NER 72 & O LFIER Z BGET DRERD B LN TV DA, BRUEE OWEN 7
SHEPFERHTH D Z LML SN TVD[RT], 728, IBS-C T+ D306 - hR2AT
HIEFNI2AIED ZNETHIEL TV o Tz, TNHDO T LD, EFRBY CIIa M
EVEITEN O OEIM AN FEE/: IBS-C 12X 240HE - 2R A2 AT DA OBIRNLE F
A GAY

U7 asF FOERNMEROUGE L R OUEICEF G35 LB &, IBS-C IR OHT- /0%
R LT F 27 uaF FEMET LI LI TDICERNH L LWL, BRRRERZPG L

7’9—
—o



IBS-C 2010 2011 2012 2013 2014 2015 2016
1Q 20 3Q 4Q 1Q 2Q 3Q 4Q 1Q 2Q 3Q 4Q 1Q 2Q 3Q 4Q 1Q 2Q 3Q 4Q

1Q 2Q 3@ 4Q 1@ 2Q 3Q 4Q

Timeline
P1, Single P1, multiple/food effect P2b, dose-finding P3 and Long-Term NDA Approval
Actual survey Rome lll=Rome IV

3 1 )+ o0F FORREZER

1 2 3 4 5 6 7 8 9 10 1M1 12 13 14

H—C){S—Cys—Glu—Tyr—C‘ s—C3|/s—Asn—Pro—AIa—Cys—Thr—GIy—Cys—Tyr—OH

X 2 )+ 0F FOEER

Activation of
Guanylate
Cyclase-C

Increased
intracellular cGMP

Pain fibers

Increased secretion of
HCO, and cI™

Decreased activity of
pain-sensing fibers

Na* passively follows Na
negative ionic gradient

H,0

H,0 passively follows
osmotic gradient

X 3 DFo0F FOERKERF



%E2E IBS-C DERERAE

21 H=E

L1ICRE# L& B0, EWN IBS-C B Tldi b WS E O mVERD M)y, 72 IBS-C D
FERD ED LD R A KIF L TV DB TIIR N -7 2 L0 n, EWN IBS-C DFERER
A 2 F i L 72[28-30], % OfER, IBS-C i2Wrd The b NS5 EE O @ ERIZNEF IR TH v,
FRIZRFC X o TIEFIZ RO IE A RIE ST 2 Z L 6k o7, F72, IBS-C
DIERITITME AR MO BN H D EEZ DN TVDR, ZHEOREFICONTIMEES
R K DEWTA DN 5T, 728, IBS O EHETH S Rome 111 1L Rome IV (22
T ENT[6], ERSGT AUTIER OEIR (Rome IV : 8%, Rome 1T : JEJE F 71X MEHATRIE)
ThoTehy, A ¥—F v MZL D IBS-C OFEREFE%E Rome IV FEYEIZYE U CHEARNT L7-
FER, fe b RSSO @ BRSO RFT K o CHE AR RS IS A PR S T 9 2 R R E
WL R o T2,

PUF, SEREFHAE DL, fER, BELOE L DIZOWVWTIRRD, EFIIAEREREDO T

A2 s T =R - FEROEER TS T-,

22 A&

221 RNHEEFET—2IRE
TlEgRA L LT, IBS @Y7 XA THEEETH-DI, BAEE (F7bb, BAD

47 FBIERFIL) 2 BRI & 4172 30,000 AD A DA o Z—3 M Z 2013 4F 10 H 28~31
HIZER LTz, 1) IR, ~—7 T4 7V —F, ~VATT, b5 WTRE L
DOFISFRA2VY, 2) 20~79 7%, 3) AAGEAZBEMEL, AARIHEATWDLBINE &tk &
Lice ZINEE, A2 T4 VAT AT N (HEA 7 —F v &S AT L AlRs, #Ra

Sttt mIN) ZRNTT o H LSRR LTz, $GONFTUTEFRD T 045 3,000 F (20
5



AR, 30 %R, 40 AR, 50 mAR, 60~797%) T -7, Romelll ZWIERZEZ AT, IBS
EEDFEIEY T XA T HBW LTz, ZORER, IBS-C 2 & I IBS %R O s b IAEZ

TN U 72 [RE O F s - MERIE A SHRE I LT, B 2 ERMHA 2 AfRAE & LT 2013 4
11 A 1~4 BIZATV, AEAECR U 2 BRiRORE, 1 EMOYEERL, BHEEEIC oW T
DE Z 72 E&FH LTz, IBS-C #RIZxF L ClE, {HEZRIERD BAr3firETE, o 2k
SE D BHEATEDORICPRRIT 2 EICOWTHREIZEZS-, AHEAETEE L2 BRIT 4 &
PERETIMIE L7 (0= 1A 0D, 1= Z D], 2= L&EEE, 3= Fo7<R
V). MR, MEESIERES R & oD IBS-C AER O FEERIE 5 BePE R EE TR L 72 (0 = FEHICHS
VY, 1= 530, 2= WAL, 3= 581, 4= FEFITIEN),

P, KHETIIELA DA 2 —Fy NEZFEM LIZR, T4 VAR RIZE -
TZOREBCHTEA T+ —b Farty e, 20T, HIERFRE S MHEEE

BRI TEREINT (BRES : 2015-14-05),

222 $hEtEEAT
IBS-C ZWr# L IE IBS %FRE D 2 >OY 7 ) —F1245 3 TRl 2 e L=, F7=,

IBS-C 2 122U, Flin % 50 ATl L OV 50 5k BA =D 2 2% 7 7 —F12551F Ca
BURENT 2 FEffs U7z, 50 3kLh ECRERI L7-BREIE, 50 sk 03 ARFHAL O AR ER oD H A L2V A
T, 7 50 ik LA L DSBEREMEIHL B RERIR T A BT A 2 2014 — @M ERAE (IBS) [27]
IZfERRFICBE SN T\ Th 5, BIZ, AFHHE TR H A7z Rome T FEHEIZEES 0
72 IBS-C ZWi#E D > b, 1M B0 1 HLLEIZbiz o TR & 2 WISIE R TR 0 K
L Z > T 2l# (Surrogate Rome III IBS-C 2Wi&) ZH0%E L7- BT, EREE->
Surrogate Rome IV IBS-C 22 Wr# & 6 % #7272\ Surrogate Rome IV FBD 22 Wi 0 2 S D+

T I N—=TN T TR 2 FE i LTz (K 4),



2 DDOH 7 7 )V—7 1% Mann-Whitney U FRER x 2 BE 2 FHTHuHR U 72, iEMK & OB
2B B 20097 7 —7 o E M % Kendall D 1 -b TRl L7, #EtA72 A B KYE

1%, P<0.05 TREIN, HEEHTIE IBM SPSS Statistics (2 & > TEEM L 77,
23 #R

231 HAESHELHAERR

TlEFAEORE S, BAEEO KA 3 7 AT 5 IBS ZWra 1L 4,942 B (21K 16.5%;
Lt 17.4%, B4 15.5%), 9 B IBS-C 2Wir X 835 #i (444 2.8% ; 2t 4.0%, F44 1.5%)

Thotz (F 1),
IBS-C W 835 il 759 51l (Zctk 71.3%, B 28.7%), FF IBS xR 830 i1 746 151
(M 72.0%, S5 28.0%) A3AGHA OB RIZEICRIZ L7z, IBS-C BRI HREE &t LT H
WARICBWTRERZE L THDANLIY ZhoT (p<0.01) (R 2),
BIEORE L AEICEET SR & LT, BHARE (Kendall DFHBEfRE © =0.09, p<

0.01), 5 (t=0.11, p<0.01), MEHEZMRE (< =0.08, p<0.05) WrRIhiz, —F, B

/.iﬁ
SROFRAE & PEEEEIITAERBEENED S oTz (¢ =-0.04) (K 3),

IBS-C 2 123\ Tie & INE3E O i WIERIIIE DIz (27.5%) TH Y, HEEAPUR

(15.3%), HEEREER (12.5%) Efv7 (K 5), £72, &MEo IBS-C

ZWrE 541 Flick
WS NS O EmWIERITIEE R (30.1%) TH O, EHAPEE (13.7%), H A2 iE%

& (12.0%) EHeviz, BYED IBS-C 2 218 Bl BT b i b K& O @V OER IXAEEB
GG (21.1%) Th v, EE AP (19.3%), PHERZEE (16.1%) &7 (37 4, 6),
—7J7, 20~49 %D IBS-C ZWr 404 151 (£t 73.8%, B 26.2%) (2B The b [REE D 5

VSR IIREE AR (25.7%) TH D, AR (16.3%), T AW (12.1%) & He 7=,

50~79 5% D IBS-C i2Wr#& 355 5] (&t 68.5%, Bk 31.5%) IZHBW T b b WSS E O @V E



WITMEHZRR (29.6%) ToH Y, HHERENE (14.9%), EHAPE (14.1%) Lftnic (&
4, 7)o

®1Z, Surrogate Rome IV IBS-C Wi 126 il (Zcf: 73.8%, FHHE 26.2%) 128V Tk b IA
B OEVIERITIET R (26.2%) TH Y, EHARE (21.4%), B (13.5%) &
7= (&5 K 8), 72d, HBEOEM - EHATEOE A R 7T A%K 9ITRT,

IBS-C 2 Wi 759 BTN T, e b WSS B D @ EIR Td 2 NEE IR C S RPL & L
TIE, A% (522%) M (292%), A ML AZELTHEEE (268%) b %
mole (& 6), ik, Bk, 20~49 KON 50~79 ik D IBS-C 2 O D g Y
WD ELC DRI E LTH, B% (BREIL 54.6%, 43.5%, 51.9%, 52.4%) Db %h-o
7= (& 7). ¥7=, Surrogate Rome IV IBS-C ZWi#& 1B\ T b [AIER (60.6%) Th 72 (E 8),

—75, IBS-C ZWi# 759 iz B\ THIG O mERIZIEFEAR K (80.1%) THY, T =*
W (71.3%), MR (64.3%) Sz (3 3), 7z, Lo IBS-C 2l 541 4
IZBWTEIG O EWER IR (80.4%) TH Y, HAMELE (72.6%), REHAPR

(66.5%) &t iz, BrED IBS-C Wi 218 FITI T b EIA O OER XS ER A

(79.4%) ToHY, WA @mZIK (67.9%), HBEEHAPUE (58.7%) L7z (K 10), 20~49 %
O IBS-C 2 404 Bl THIG O @V ERIZIETIARRL (79.2%) THY, ALK

(69.8%), MEEEAPLR (66.3%) &HEV T, 50~79 %D IBS-C 2 355 Bl B\ T hEIS
D EERIZAE IR (81.1%) TH Y, T AMWMEZIE (73.0%), MEEHATEE (62.0%) L
W= (] 11), 2, Surrogate Rome IV IBS-C Wi 126 23\ TEIG O @ WER ITIE R
ZhR< L IEEIANER (89.7%) TH Y, JEEAPE (85.7%), U AL (77.0%) L 7o

(K 12),



24 EE

IBS-C D FREFHA DR, IBS-C iZWi# The b INEIE DO m W WER ITIEHIME TH Y,
(ZEFIZ L o TIEEAGEEE T S & ORRBHAL TR, £72, IBS-C DIERITIE
MM DO END 5 EEZ LN TVER, TS ORFICON TIMEAEERIC L 5
BWEIA DN oT, 7088, IBS-CHBEFIZ L - TEHEMER 5 L VoTh, HAED
FE PR 21X T 722 0223 9E 5 i U (Abdominal bloating) |, [372 72303 5 1e Z & (Abdominal
distention) J, BRI H AN T2F > TWHE LT (Sensation of excessive gas) |, [F727 713 &
DUV U (Tightness in the abdomen) |, TV -2 &yl 72 /&% U (abdominal fullness) | & Vo 722
2T RN EAEINTNDEBEILNDZE0D, KHETIE, ZHH0D 5 SOEREN
FNORBEEEREL TEY, TORKRE, 5 DOIEROH T2 738E 58 U (Abdominal
bloating) | 2V bEIGDOEWNED LS Z LAV LT,

R Y QOL DR T BRI L, B ~DOZZBEN R < 25 WetEnd 531, 7
P77 O IBS-C B O TIIEHAREIIEE fER & B 6N TEHV[32], HATSH IBS-C
BEDOZL BT EERIER LB A b5, BIRCETE R & o IBSERIE, £2/3 O
BETREZITENL L TNDI33, 34], BEIOV FZ7aF R0 IBS-C iHEEOK 5L, R
L BHET B IEEIER OEAL A P13 5 Z E R ATRE L B X 7o, IBSIEROEIEERE (IBS-
SSS) [35]i%, IBS DEEE ZFHMT 5 7= DA< HH I TE Y, & &[RRI NE HRAE b
DOEJEFE AT OIHHE TR I TS, LaLans, EEEmEIILT LY IBS %
DA OFEREMEE L E RS (BEREMEIEEIZN 2 FR <) DORMICLIEL LW [31], &EO IBS
AT DA NI BT D AT STV S DD, FDA 1T 2012 412 IBS DEKABRD A7
A X AERBEL[36), FRINESESST (EMA) 1% IBS OEFRKRERO T A K7 A % 2014 4
IZHELTZ[BT, ZNODHA XL ARRTA KT A4 T, IBS-C DEFKHABRIZIH T 5+

ZRHlE B & U TR R O ESEE ORREDHERE S 7e, B ARO[ 5 e B 2 S 1A



(PMDA) 1, IBS DRSO A KT A4 L 2R L TWRNE OO, HEEHIEZHEIL A AR
D IBS-C HFIZ L > TR BMIEDH 2FHHHEA D 1 > TH Y, BB TIEFHI S 115~
ETHAH, IBS-C BH DIERICHLT B 72 121%, MEERE SLET 5720 Tl < PEE
ZIRTIEROLETH D,

IBS-C A I 59~ 2 MR &R D&V T, Rome IV OREPIZEIZ > Tilam S 41T
W72, RomelV Tid, W LEFHEZHWDETHIERO®EITE L TEE & EMD EVICRYRE
TLZEEFBLLRVERRLATEY, 7Y R MUERR A7 —/L 0 L 5 |12
AT 25 2 & 1%, BERSHELULICESE BN TE RN DERGITFHE T
EHRWEIEEZ LN TWD[38], 7 V7 TIXIEEIZRE)S IBS BF O EEZRFHEHEE Th
5 Z &n5[32], IBS-C DEZRE L U CIERIZIGRE 2 T I3l = & 2 FIEDHFE S
LRETHD,

IBS-C J& USKEREVE RS £ 72 (TR PE(E R, Rome IV JEHET L <& LS 5 —HOEE T
b5, AARDIBS-C BHEICRIT 2B EEEO R VER EMIZWHE) (X, AAROEMEER
BEOLDEFR UL TH-T2[39], AARDEBMEERMEBIET A T A N21E, 1BMEERIE R O
IBS-C {1 RIZKk L CHIADFRE & B2 DV DD ERDEENTWDH[40], LR - T,
IBS-C 721F T72 < BMEAERMEIC KT L C b ERRBS T M Z Tl 52 2 LA & &
z %o

AREIZITN LS DDA D 2, BANIATATIE, HARDEEM Y 2 h 6 HEAERIC
Yo TV T LI A—ARETIERL, A 0 F =3y NEEEZHEH Lz, BFEICBELOH 5
WRENA 27—y NREICSINT 2 AMREMENEL R 2 END D, —F, BAREEDE
SRR NHHERE 22 7 BT N) ZEDTWD, HIZ, HAD Rome Il £
% V72 IBS KON IBS-C DOFRERNB A RO REERIHALIL TV D Z EAVRIN TV
728, BWIAL T ATRE W EB X DH[41,42], £, FEOKRE, MLEERICRT S

T3, FERRIE, 8 2 WO REIRROT —Z ZIUE L TWiRpo oo, SERRER
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M OPAFRE BRIV T E Ieh o7, IBS WL, FEIBS BWrd LV AHARICEELH 2
% FREMED & 2 H RIS B OG0 E K0 AT 5[43], L LR s, HFREM O -
BEBARIEO B A F 7T A0, EMIC KD FEEGERESZ MO FRBEZZE LT
PR 2 B LI —fRERICEB I D A 7T AL FEETH Y [44], SEMNHLERBSZ
DI OPHAFRET, ZORRITIZEAERELEZ RN D LB 2T, BT, TORERIT

IBS (CRHH S 2 & B 2 HALD 20 AN OBERE, IFIHRN, ROEBFOHRITEEL T
7otz TOHFETIE Rome I ZWHERZE 2 L7-7-%, Rome IV Z2WrE % & {4 H]
Lo lz, O VIZ, Romelll ZWIEMZEDT —4% % H T, Surrogate Rome IV IBS-
C O Surrogate Rome IV FBD ZWi# % 73%H L 7=, Rome Il Z¥ET IBS-C & 2 S 720
Rome IV IBS-C ZWIFIIFIET 500 LIVRWA, ZORE TIIFIEL o7, 72720
Rome III J:#EC IBS & ZWr 41720 Rome IV IBS Wi 1XIZ & A EW o 7-2[45]729, =

DG RVBBEF T D H D LITE R,

25 FEO

IBS-C D FREFHA DR, IBS-C ZWi# Tl b NG O s ER I ImE TH Y,
(R FI & > THEEIZMECIEIBA TR RS 2 L ORRBA LT o7-, 7z, IBS-
C DIERITIIM LM D EN B D EBEZ BN TNDD, TILE OFERIZ OV TEMEAER
I L DIENIA LN o7, 728, IBS OREiFENETH 5 Rome 111 7% Rome IV (22K
T & 72[6], E/2ET AITNER OFER (Rome IV : I8, Rome II1 : JEJH F 72 I3 IEHATRER)
Toh o727, IBS-C DFEREFMA Z Rome IV FEHEICHE U THAEMT L7245 R, e b INESEZ OmL

TEIRSCRFIC R FS L > TIEE AR RO MEE T D RISE W T e o T,
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= 1 FHAZICE T 2EMEDADOMEHZE

Participants
(n=30,000), n (%)

Gender and age range (years)

Diagnosis of IBS

20-29 in females 3,000 (10)
20-29 in males 3,000 (10)
30-39 in females 3,000 (10)
30-39 in males 3,000 (10)
40-49 in females 3,000 (10)
40-49 in males 3,000 (10)
50-59 in females 3,000 (10)
50-59 in males 3,000 (10)
60-79 in females 3,000 (10)
60-79 in males 3,000 (10)
Marital status
Married 17,391 (58)
Not married 12,609 (42)
Annual household income (yen)
<2 million 2,557 (8.5)
2-4 million 6,818 (22.7)
4-6 million 6,564 (21.9)
6-8 million 3,940 (13.1)
8-10 million 2,321 (7.7)
10-12 million 1,089 (3.6)
12-15 million 691 (2.3)
15-20 million 300 (1.0)
>20 million 146 (0.5)
unknown 2,795 (9.3)
not answered 2,779 (9.3)

non-IBS 25,058 (83.5)
IBS (overall) 4,942 (16.5)
IBS with constipation (IBS-C) 835 (2.8)
IBS with diarrhea (IBS-D) 1,359 (4.5)
Mixed IBS (IBS-M) 2,452 (8.2)
Unspecified IBS (IBS-U) 296 (1.0)
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x 2 IBS-C 2#iE £ JE IBS MBEICE T LHEBEB L ZDRERLADLLE

Controls

IBS-C

(N=746), n (%) (n=759) ,n (%)  F-value
537/209 (72.0/28.0) 541/218 (71.3/28.7)
Female/male number n.s.
Age (mean % SD, years) 47114 47114 n.s.
b g 7 ;
Ideal frequency of bowel habit <0.01
6 times/week or less 113 (15.1) 165 (21.7)
7 times/week 581 (77.9) 563 (74.2)
8 times/week or more 52 (7.0) 31 (4.1)
Consi_dered bowel habit to be <0.01
an indicator of health
None 291 (39.0) 1 (9.4)
Sometimes 206 (27.6) 221 (29.1)
Often 90 (12.1) 186 (24.5)
Mostly 69 (9.2) 148 (19.5)
Always 90 (12.1) 133 (17.5)
Degree of anxiety in daily life <0.01
None 403 (54.0) 176 (23.2)
Sometimes 283 (37.9) 440 (58.0)
Often 46 (6.2) 111 (14 6)
Almost 14 (1.9) 2 (4.2)

13



x 3 IBS-C ZMiEICE T HEIRDENS L RRDEE (n=759)

Gl symptoms/Degree of anxiety None Sometimes Often Always Kendall's T
Abdominal discomfort 0.09**
no (n=271) 76 153 34 8
yes (n=488, 64.3%) 100 287 77 24
Abdominal pain 0.11*
no (n=538) 132 323 70 13
yes (n=211, 29.1%) 44 117 41 19
Abdominal bloating 0.08*
no (n=151) 42 91 13 5
yes (n=608, 80.1%) 134 349 98 27
Abdominal distention 0.11**
no (n=368) 94 224 39 11
yes (n=391, 51.5%) 82 216 72 21
Sensation of excessive gas 0.11**
no (n=218) 65 122 25 6
yes (n=541, 71.3%) 111 318 86 26
Tightness in the abdomen 0.11**
no (n=408) 108 237 52 11
yes (n=351, 46.2%) 68 203 59 21
Abdominal fullness 0.08*
no (n=636) 157 364 92 23
yes (n=123, 16.2%) 19 76 19 9
Borborygmus 0.06
no (n=626) 148 367 91 20
yes (n=133, 17.5%) 28 73 20 12
Increase in passing of gas 0.08*
no (n=369) 99 208 48 14
yes (n=390, 51.4%) 77 232 63 18
Decrease in passing of gas 0.01
no (n=736) 172 425 109 30
yes (n=23, 3.0%) 4 15 2 2
Incomplete evacuation 0.00
no (n=326) 72 198 41 15
yes (n=433, 57.0%) 104 242 70 17
Urgency 0.04
no (n=673) 156 397 95 25
yes (n=86, 11.3%) 20 43 16 7
Sensation of anorectal 0.01
no (n=348) 86 194 54 14
yes (n=411, 54.2%) 90 246 11 18
Frequency of bowel habit in a week -0.04
>1 time (n=15) 3 8 3 1
1 time (n=60) 6 39 12 3
2 times (n=156) 37 94 19 6
3 times (n=152) 40 78 25 9
4 times (n=85) 22 49 11 3
5 times (n=79) 17 48 11 3
6 times (n=52) 12 31 7 2
7 times (n=111) 26 61 20 4
8 times or more (n=49) 13 32 3 1

*p <0.05, **p < 0.01, the Kendall’s t-b.
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x4 IBS-C ZHiEICE T HHETEL ZDORLADER (EELFHOTE)

Female Male Age 20-49 years  Age 50-79 years
P-value P-value
(n=541) (n=218) (n=404) (n=355)
298/106 243/112
Female/male (n) 541/0 0/218 N/A n.s.
(73.8/26.2) (68.5/31.5)
Age (mean + SD, years) 4714 49+15 <0.05 36+8 60+7 N/A

Frequency of bowel
movements (median, 3 5 <0.001 3 4 <0.05
times/week)

Ideal frequency of bowel

<0.05 n.s.
movements
6 times/week or less 123 (22.7) 42 (19.3) 91 (22.5) 74 (20.8)
7 times/week 402 (74.3) 161 (73.9) 299 (74.0) 264 (74.4)
8 times/week or more 16 (3.0) 15 (6.9) 14 (3.5) 17 (4.8)
Consider bowel habits to
be an indicator of n.s. n.s.
health
None 50 (9.2) 21 (9.6) 29 (7.2) 42 (11.8)
Sometimes 160 (29.6) 61 (28.0) 114 (28.2) 107 (30.1)
Often 124 (22.9) 62 (28.4) 100 (24.8) 86 (24.2)
Mostly 104 (19.2) 44 (20.2) 80 (19.8) 68 (19.2)
Always 103 (19.0) 30 (13.8) 81 (20.0) 52 (14.6)
Degree of anxiety in daily <0.001
n.s.
life
None 126 (23.3) 50 (22.9) 70 (17.3) 106 (29.9)
Sometimes 309 (57.1) 131 (60.1) 225 (55.7) 215 (60.6)
Often 80 (14.8) 31 (14.2) 84 (20.8) 27 (7.6)
Almost 26 (4.8) 6 (2.8) 25 (6.2) 7 (2.0)

Data are expressed as n (%) unless otherwise indicated.

15



x5

IBS-C ZMiEICE THHETEL ZDELADHE (Rome E#D

2y 480

Fo=

Total

(Abdominal pain or
discomfort in the last

3 months
= 1 day/week)

Not experiencing
abdominal pain

Experiencing
abdominal pain

Surrogate Rome Ill

Surrogate Rome IV

Surrogate Rome IV

P-value
(Surrogate Rome IV

IBS;:‘ jl;t;j)ects FB(IZr)1 s;(t))jze)cts IBS;: jl;t;j)ects FBD vs Surrogate
Rome IV IBS-C)
305/123 212/90 93/33
Female/male (n) n.s.
(71.3/28.7) (70.2/29.8) (73.8/26.2)
Age (mean £ SD, years) 47414 49+14 43114 <0.001
e dimemne : :
Ideal frequency of bowel ns.
movements
6 times/week or less 92 (21.5) 71 (23.5) 21 (16.7)
7 times/week 319 (74.5) 221 (73.2) 98 (77.8)
8 times/week or more 17 (4.0) 10 (3.3) 7 (5.6)
Considered bowel habit to be an ns.
indicator of health
None 37 (8.6) 27 (8.9) 10 (7.9)
Sometimes 100 (23.4) 72 (23.8) 28 (22.2)
Often 110 (25.7) 86 (28.5) 24 (19.0)
Mostly 94 (22.0) 66 (21.9) 28 (22.2)
Always 87 (20.3) 51 (16.9) 36 (28.6)
Degree of anxiety in daily life p<0.001
None 97 (22.7) 72 (23.8) 25 (19.8)
Sometimes 238 (55.6) 176 (58.3) 62 (49.2)
Often 72 (16.8) 47 (15.6) 25 (19.8)
Almost 21 (4.9) 7 (2.3) 14 (11.1)

Data are expressed as n (%) unless otherwise indicated.
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x 6 IBS-C &K T R AEEDE LERDEL KR

Sensation

Abdominal Abdominal of anorectal Sensation of Increasein Incomplete = Abdominal Abdominal

Situations/Symptoms bloating discomfort  obstruction/ excessive passing of  evacuation  distention ain (n=34)
(n=209) (n=116) blockage gas (n=87)  gas (n=59) (n=51) (n=41) P
(n=95)

On the way to
work/school by bus or 18.2 216 4.2 23.0 35.6 9.8 14.6 5.9
train
At work/school 29.2 259 11.6 43.7 45.8 17.6 31.7 29.4
During a conference 57 10.3 2.1 9.2 5.1 3.9 73 8.8
presentation/an exam
After drinking alcohol 24 6.9 3.2 5.7 6.8 0 24 0
After drinking milk 29 5.2 3.2 4.6 34 0 4.9 11.8
After a meal 52.2 431 221 26.4 39.0 216 43.9 26.5
On a sightseeing trip 24.4 13.8 20.0 18.4 11.9 11.8 14.6 8.8
On a business trip 3.3 6.9 6.3 3.4 1.7 2.0 7.3 29
During time of stress 26.8 31.9 25.3 28.7 254 275 31.7 294
After taking some drugs 2.9 1.7 8.4 0 0 0 24 5.9
During menstruation 17 16.2 8.3 46 12.2 114 3.6 48.0

(females only)

Only symptoms which at least 30 subjects reported were shown. Data were expressed as frequencies (%) in each

symptom.
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x7 IBS-C ZMEICEITHARVEBEEDE VERORLERR (EELFMOEE)

Abdominal bloating Abdominal discomfort Abdominal pain

Situation/Symptom Age Age Age Age Age Age
Female Male 20-49 50-79 Female Male 20-49 50-79 Female Male 20-49 50-79
(n=163)  (n=46) years years (n=74) (n=42) vyears years (n=25) (n=9) years years
(n=104) _ (n=105) (n=66)  (n=50) (n=24) _ (n=10)
On the way to
work/school by bus or 16.6 23.9 25.0 11.4 17.6 28.6 30.3 10.0 8.0 0 8.3 0
train
At work/school 26.4 39.1 36.5 21.9 23.0 31.0 34.8 14.0 24.0 44.4 29.2 30.0
During a conference 37 130 58 57 95 119 15.2 40 12.0 0 125 0
presentation/exam
After drinking alcohol 1.2 6.5 3.8 1.0 8.1 4.8 9.1 4.0 0 0 0 0
After drinking milk 25 43 1.9 3.8 6.8 24 45 6.0 12.0 11.1 16.7 0
After a meal 54.6 435 51.9 52.4 50.0 31.0 40.9 46.0 32.0 11.1 20.8 40.0
On a sightseeing trip 28.2 10.9 18.3 30.5 16.2 9.5 9.1 20.0 12.0 0 8.3 10.0
On a business trip 25 6.5 3.8 2.9 5.4 9.5 7.6 6.0 4.0 0 4.2 0
During times of stress 26.4 28.3 31.7 219 33.8 28.6 36.4 26.0 28.0 333 333 20.0
After taking medication 3.1 22 1.9 3.8 14 24 3.0 0 4.0 11.1 8.3 0
During menstruation 17 0 144 3.8 16.2 0 18.2 0 48.0 0 458 100

(females only)

Data are expressed as rate (%).
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x 8 IBS-C ZMEICHEITHIRLEBEEDS VERDELERKIR (Rome BEDTE)

Total
(Abdominal pain or discomfort Not experiencing abdominal N . .
X X Experiencing abdominal pain
in the last 3 months pain
> 1 day/week)
Situations/Symptoms Surrogate Rome |1l IBS-C Surrogate Rome IV FBD Surrogate Rome IV IBS-C
subjects subjects subjects

Abdominal Abdominal Abdominal Abdominal Abdominal Abdominal Abdominal Abdominal Abdominal

bloating  discomfort pain bloating  discomfort pain bloating  discomfort pain
(n=121) (n=75) (n=17) (n=88) (n=48) (n=N/A)  (n=33) (n=27) (n=17)
on the way to workdsehool by bus or 198 240 0o 170 188 NA 273 333 0
At work/school 31.4 36.0 23.5 31.8 271 N/A 30.3 51.9 23.5
During a conference presentation/an 5.0 120 5.9 6.8 42 N/A 0 259 59
exam

After drinking alcohol 0.8 6.7 0 1.1 6.3 N/A 0 7.4 0
After drinking milk 3.3 5.3 11.8 34 21 N/A 3.0 111 11.8
After a meal 56.2 42.7 41.2 54.5 45.8 N/A 60.6 37.0 41.2
On a sightseeing trip 231 13.3 0 19.3 14.6 N/A 33.3 1.1 0
On a business trip 3.3 8.0 0 3.4 6.3 N/A 3.0 11.1 0
During time of stress 281 28.0 35.3 27.3 22.9 N/A 30.3 37.0 35.3
After taking medication 2.5 1.3 11.8 3.4 0 N/A 0 3.7 11.8
During menstruation (females only) 7.4 10.7 35.3 6.8 4.2 N/A 9.1 22.2 35.3

Data are expressed as frequencies (%).
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Surrogate Rome IV
(302 subjects)
Frequency of the

last 3 months
=1 day/week and

Rome Il IBS-C
(759 subjects, total)
Frequency of the recurrent abdominal pain or discomfortin
the last 3 months
z 2,3 days/month
“previous report

recurrent abdominal
pain or discomfort in the

without abdominal pain

FBD

recurrent
pain or di
months =1
fweek and with
abdominal pain

|

Total: Surrogate Rome Il IBS-C

X 4

Abdominal bloating
Abdominal discomfort
Sensation of anorectal obstruction/blockage
Sensation of excessive gas
Increase in passing of gas
Incomplete evacuation
Abdominal distention
Abdominal pain

Tightness in the abdomen
Urgency

Abdominal fullness
Borborygmus

Decrease in passing of gas

Other symptoms

(428 subjects)

Rome Il IBS & Rome IV IBS-C/FBD Z2#i&E D9 #H X

2 5

10 15 20 25

IBS-C ZHiEICE T ARVABENS LEKRDEIE (n=759)
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(%)
35

mFemale (541) Male (218)
30

25

1.1

20 19.3

X 6 IBS-C ZHiEICKE T ARIVABENSLVERDEEG (EE=DFEE

(%)

29.6

35
mAge20-49 (404) Age50-79 (355)
30
257
25
20
15
10
5 34
17 06 ER 1523
. | 0 00 o9 =
o © % 2 Y
S F Kgra & 8
Q O o N )
4‘@ S S) N
g © X & ¢
& °© & & O
& . QQ S &
A 0 )
@ w &
%3 &
@ S
OQ)O <9

X 7 IBS-C ZHiEICE T AR LEBENS VERDES (FDFZE)
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(%)

35
+ Total(Surrogate Rome Il IBS-C subjects) (428) m Surrogate Rome IV FBD subjects (302)
30 m Surrogate Rome |V IBS-C subjects (126)
25
20
15
10
5
0.7
000 000 059
0 E |
\»% ,bfo o‘,%
AN
o ) \
R N >
& & &
K RS
& S
& v
eée}
Q

X 8 IBS-C ZHBICEITHRLEBEDT IVERDEIS (Rome HREDEE)

(%)
100
Male (15,000) *aFemale (15,000) ®Combined (30,000)

90

80
Definition of Rome Il IBS (any subtypes)

70
Definition of surrogate Rome Il IBS (any subtypes)

(including Surrogate Rome IV IBS and FBD)
60

524
50 483

IS
IS
©w

40
30

18.2

134 133 132 13.2?15'7
%I 6.6 :":; 7.2 é 51 58 54 71 ;-i 7.7
f; f;. ﬁ ﬁ. ﬁl 26 ;:

Never <1 day per month  1day per month 2-3 days per month 1 day per week  >1 day per week Everyday
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(%)
90
mFemale (541) Male (218)

B 10 IBS-C ZMiEICHE T HEKRDEE (HEDEE)

(%)
90

mAge20-49 (404) Age50-79 (355) 70811
80 :
73.0
69.8
70 66.3
62.0
60 56.6 592
R 55.7
532 52
498 520
50 475 4638
448
40 36.6
30
186 206
20 16.615.8 16.3
126
9.9
10
2734
o m | n | | | | , | | || | u
& & & S & & & & Ny S S & 3
éq ) D ﬁof(\ rz}Q boé\ S o N & oé\ R4 &
) S N & & ) N & & N
g & &\o P $ g Q,Dév & 5@ a & ®+c§?f é»\\c
< $© & N Q S & § °
o & & & S & $° & i
&Q’,D% & & »>° « v &
O O 3 & S
& Q & 0@ X2
S
06\
©
&
N
%Z

IBS-C ZHiEICE T HERDENE (FHDFE)
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(%)

100.0
190 Total(Surrogate Rome Il IBS-C subjects) (428) u Surrogate Rome IV FBD subjects (302)

90 mSurrogate Rome 1V IBS-C subjects (126) 857 4 659-7
2,

80
722
70
60
50
40
30

20

12 IBS-C ZHiEICHE T HERDEIST (Rome HEDFE)
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FI3E FRAREABROIELUICZDHER

3.1 H=E

2ITEHE L7 & BV IBS-CIEROF T 72@ ke LT o uF REBT 252 i3+
FICEFEND D LYWL, EEIRREBRZ IS L7, IBS-C DFEREFEDOK R A E 2 TH 3 M
R [CL-0031] T, MEHIAMIKZ B2 ICRIREIMIEE & LTREL, BEITET5EM
HHA & LT, 5 DOIERO T The b HERIEIR TH o 72 TR R DD ED & U 28E LTz,
£, V7 ueF T, ENORKRBFERHICBWT, 1 HEEERGE [ISN/Protocol:
0456-CL-0011, LA CL-0011] #£1C 92k S 4L72 5 | #AAE - & GRSz [ISN/Protocol:
0456-CL-0012, LA'F CL-0012] T, FHEATHG N THRE KRG THEEEM AR E <R
BB, IBS-C BE TIIARFEEIT D 2 LI Ko TRHCHEE - B APRES HEES 5 Z &
ZREL TV, 29 LIeFPNCESWT, BHEORELERE L, B - EHAREOIEE
RFIUTHE D REEAEIIRT 5 2 L 28 LT, % 2 #ikBk [ISN/Protocol: 0456-CL-0021,
LUF CL-0021] TO U F 7 uF FoORGRHZ &G &35 28 & LTWE), IBS-CD

REHAEORERZME 2 C, 2 3 MR [CL-0031] THEH 2 tHRER [CL-0021] 3R & [F
RICY o7 aF RoMEZRRTE L,

LAF, IBS-C O FEREFEDOHIZICE S NIZZNZENDO Y 27 aF FOFE | fHHEER R
B [CL-0011], %5 1 AHSCHE » B 5-ReIEREREER [CL-0012], 2 2 #HEKBR [CL-0021] MOV
3 MEBR [CL-0031] DAk, #ER, BEKOELDIZONWTHRARD, EFITINO ORK

RROT YA > ROBAT - FRDOBLEEAT T,
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32 UFrHvOFFOBERAZRZRE LI-5% 1 HERKEHE [CL-0011]

321 J&

3211 XHR&EH

UF 7 aF FORREBEMRAZ SR L L2 1 FEERGHER [CL-0011] X, 2010 4 10 A
235 2010 4E 12 H £ C 1 gk MENEANT A 7« =7 2T v v a Ve BIEmbE  i
IRt o2 —) THEM L7-[46), HEFEDMEERE (Fis : 20~44 5%, AE : 50.0~80.0 kg
K5, BMI : 17.6~26.4 AKiti) Zlikk & Uiz, E7oHEBREIT, 853 0 HBICRE R ERIR
(UMBL) %R STHAERW 72 L QO & Uic, BEBRE 1L, JHE 0 25%A00 0 R
F 7 ITREE, 25% RGO (JERME) EI3KBEEEA LTV AT IER b Ao, 1h
BREMFHEEII ALY U R ESICESO TR SN, MEEEATH D MR DIRRFEES
BRIk TERR SN (BRES : 0456-CL-0011), T X COWEBRE X, 1BBRICSINT 5
FCRERASCEIC L D REE L.

1 38 ] O HEE B B T I S e DRI B 2 IS HE A3l 72 L, D BRSMEHED
WALl SR ORERE 2 Bk U7, BHEOR ML 3 ELLE, PEEEET 1 A 3 E
UTFTHDHZ ENMEL Lz, HRIRIZT U R MEIR A 77—/ (BSFS) [1, 6]% AT
SELE [1= @ TananoRERO HHERNER) # 2= Y —t—RTHLINT
ZIFEZ L BRo) E, 3= REWCOVENDOH D Y —k—ROME, 4= REHRDL
MTELPNY ==K, HDWVITIED L SR SAHEEME, 5= 1To& D & LIk
DB HFEOLNPNEGETED (BHIZHETE ) #, 6= mANE<NT, SIS T0oDAR
ERO/NE, JRIROME, 7= KT, BERDEEE2VIRERKROME] (& 9), HBREIT
HEEEMEBIE I, PR D 25%ANM O RILRAE F 72 1T, 25%AKOKE JeRE) £
TFKBREZ A L T RITIUI R B o 7o, HHEEEBSEMTICHBRE H3E0 T X TDIH

HZ 50k LT-WeBr a2 ks & Uiz, EE/EALORT 10 B LAPICER 2 L7z /TRetE 0 & 5 ¢
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BRAE TR LTc, "= T A LV ORRBEIZIE W TREBIC AR & HIB S R0 721

B 2 \IERAE L, SV CTRAZ&REG Lz,

3212 HETHa 2

CORET, A2V —= 7 W, 1 EFOPEEEBIE K ORI 25 A 725 1A
R GEml R N\ BHERE 2t L LB\ EAl, —HER, 77 2R%HR, HEHHE
HERAOGHRER) ThoTo, REHOHEOIFELMLT D202, 45OV F 7 uaF
KA (0.109, 0327, 1.09, 327 mg) TRz EM L=, ENRK (77 BRERY F 7
2 R) L, FERfER OFEAIANC K > THEF S, 77— % OIUEICIZBES Lo 72, iR
I, BRI F RO Y 77 0 F FREZ AT L7, Z oBRENS, NIRkIEOE %
Helfd % 72012 30E (R DIRME ST HEZ OO N EEEZ I L7z 30E) 2B LT,
PHEREBEY O%, WK AWBREICONT, 7T eRELFTVF 7 aF REZEERIC 1A
1 [E#% O B AV EA B0 1 72 (BEDE 1 2 3), FEhfEak o AN EIE AL A 1T -
72y, 7= 2 OIERITIZEE LigioTo, & M EO LM 2 &G FIRCAE VS B TRl
Uiz, BHEOLZENMEICHEENZ L 2G50 %, RO 2D, T X TOREBRE,
TRBRHL Y PR AT X VAR 2, T X COBESLFEMATE T LN FHE 2 Bk b L
TN —=2ANn Yy 7 SNDHETERL LI, ZORBRTHEN ST XRTOZEERD
FNFARTIR S P SN DEHER R FIETH Y, —RANEBMERH Y Ef CEEThH

HHD L LTINS,

3213 T—ARRE
PEEBIEBIE X OFEM IR (Day —7~Day 3) O[], #ERE ITHEERRIZHRO A E54 6]
L Cfg A PRI 2R L7z, MO BEETIE, R IEoME &L, JERCT U 2
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NABEFZIR A r—)b, WE B OEIEE L OFREKREZGEER L7, WEAE, SERE (1= 4L
LR U7 hoTz, 2= 1FADOD LK LT., 3= FEEIR LTz, 4= R VELTE, 5= %

DOFIE L) TR S vz, BRI 2 B (0= 2L, 1= HV) TRHMbEINT,

3214 EHPE (PK), EHF (PD) RUREMH

U7 aF REROZEOEENHPEY MM-419447 OIft P2 %% 5-07, Day 1 %54 0.5,
1, 2, 3, 4, 6, 12, 24 RO 48 IeflICENZEHIEE LT,

L, AR, A2 OPESEE [ B RPEE (CSBM) K OEAYEE (SBM) %5
t0)], WEHOEEE K OWIEIPEGE £ CTORERM Z 356 L7=, SBM I, #HEDY A E7=iXai
RICTA, A3, e E 7 1T EOLE R 72 W HEE & B L7z, CSBM 1L SBM @ 5 H 5% (#
TN 7R WHEE & EFE L T2 [47, 48],

ZAMECIE, BRI, N1 2o v, (KE, R2FELENEER, TITOFES

G2 IR R AP IS Rk L7z,

3.2.1.5 #EtEM

ERHARMTIZ, SAS Data Integration Studio (ver. 3.4), SAS Drug Development (ver. 3.4) K¢
PC-SAS (ver.9.1.3) (SASInstitute Inc., Cary, NC, USA) % VT30 L7-, #BRE I,
K CHEM S AL 1 FHEBR [MCP-103-001 } U MCP-103-002] O#BREHIZHE > THHL
AAEMEA B L CHEE L[49, 50, MEAEALC 32 BloiE (K27 v 7 T7 72 REE2 4,
U ruaF RiEefl) 23R LZ,

S ENREIAT I SR (PKAS) (21E, T1RBRE N 5 S Bl AR A B (2 BE 5 2 20k
DB 5% 1 R DAL TR GREEINE) SN IoBrd 2xig & Uiz, S Rircr4:
£ (PDAS) (1%, TRBREED G S 5-A 48 R L OV 5514 48 REfEIZ =402 1 [EIEA
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FHEEN S A HERE AR L Uz, RRVEMNT RIS EER] (SAF) I[ZITTRBREEN B G- S =9
B Xt L=,
PK, PD K OZEVEDOBERHFESCEBERT MM T2, AEFLIT MedDRA/T % W T

a— M L7z, #BRE Sl ®AE 513 SOC & PT CHEEHLT-,

322 #R

3221 =HEREH

LERBZRS LI- 187 GlOwBRED > B, 155 IR A7 U —=2 7 TR L, 32 41
N7 ZEREE (841, 0.109mg (641), 0.327mg (6 %), 1.09mg (6 #) F7=i%L3.27mg (6
Bl) HMEZIZEND T, 77 RRBEEQRY ;7 0T REORERENRBAEET Lz

(K 13), AABEHERON—2F A OFRpEZ R 10 12777, PK, PD K OVZ2MET 32 4

DERA TR L 72,

3222 EWBEOMIE

0.109~3.27 mg Z &5 SN WERFIZBIT 5V F 27 v F REOZEOREY MM-419447 O
MR, T X CoOREMKRTESR FRIE (LLOQ) Kiii Th -7z, RIgBRIZEIT D
UF 7 aF RROZEDORHY MM-419447 O i PR o LLOQ 1%, ZHZ41 0.218 ng/mL,

2.0ng/mL Th o7,

3223 EHNWFEDRIE

0.109 mg BE TN 0.327 mg BETIE, #5748 FE O K BSFS A 27 & L _XTHH-% 48

I DB K BSES A = 713 L7 o T, 7 T2 REE 1.09 mg BER O} 3.27 mg BETIELE
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5.1% 48 WE[E] D e K BSFS A 2 7 38N L7278, $65:-4% 48 REfE] O K BSFS A =17 & ¢ 5-qif
48 RFH] D K BSFS 2 a7 OFZEDVEEZ % &, 1.09 mg FEA TN 3.27 mg #HIZ 7T B AR
FV b RED T, Fehith 48 KEEI D feRK BSFS A 27 & e il 48 IRFfH] O K] BSFS A =27
DFEDVHETHIREFRRAER TH o7z, TNTORERET, K548 KRR O/ &
BAAT, Fehith 48 WO F/ NN E B R 2 TIZH S AR GIE A DR o 1o, HllEEE
F CTOROFEEMETIX, 77 AREE, 0.109 mg #E & O00.327 mg BEIZEERT, 1.09 mg B
W 3.27 mg BETHIN - 72 (F 11), SBM BEEED 4 [8] T 7= HBRE 1% 3.27 mg ££T 1 4 (Day
2), SEITH >R 13327 mg BET 1 6] (Dayl) IZAHiL7c, CSBM BHED 4 [FITh -
ToHEBRAE 1L, 327 mg BET 15l (Day 1) (24 HiLl, o> SBM #HE K O CSBM #HE L7

T3ELUTThoT,

3224 ZREMDAME

HEHRGRIRIL, 77 2R 0% (0/8 1), 0.109 mg B 0% (0/6 f1), 0.327 mg £ 16.7%

(1/6 f5), 1.09 mg #f 66.7% (4/6 f), 3.27 mg & 50.0% (3/6 ffil) TH YV, 1.09 mg FEL N
3.27 mg FE T OB HRRIZ L RBBR Dm0 o2 (R 12), AFEFGIL8HIICA LI, T
NTEEARDEOBGES (PR 8K 9, BF 1611 THY, T XTOERPIER
KL OREMEEZSEINRD o1, AFFROBEITTXTRETHY, 54 HHEETIZ
[FIE R SNz, RGP, EERAERFLOERPIEICE oA EFFLRITA
Motz

BERIRANAE, A Z WA ROMKE LN 12 FELER T, AREERG%ICH 527

IR BRI T2,
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323 EEW

HARDIERERRAICE T 5 Y 7 v F REOZEORHY) MM-419447 O PR EE, 3
TORIMFF R TER FIRME (LLOQ) Kiiii Th o7z, HARDRFEMRANIIKT LY F 7 aF R
DOHEE GRHIIE E A EWRI S22 L0, KIEORFRERER CA b2 TRV D
NRAFTRAZEVT 4 & —EL[49,50], = OMBETRMLEDOHIZETH A BT,

ZORBRTIE, V7T RO PK LITAEANICY 77 v F RO PD i3 2 720125k
L7z, ZOEME LTIV 70T ROBRWEE AL TT A F YT 45, BIKRIPIZE
#DHDHPKT—FDRIMZEL T 2076 Th D, RN TR (EH, AP,
NEFBRZ IR 72 &) 23 & A ETRW T, REFHER AT 2 IR (56§ 2 ZEPRE 13 B e
TR, Lo T, ARBRIZIKT D PDITHOWTIE, HRAT 3 5 FEUER 2245 2h PR
ELT, EEER CER@ERLRT T 47 TH Y o7 uF RRETE#RTLLEXH
NDOHPEEE (R, B4 OPEEE, W& HOHEIEE K OYIEPEHE £ TORHE) ZiRE
L7, $FIZ 1.09 mg & T¥3.27 mg BEClE, Rome Il FEHE[1IZHEDS < BFE 2 E RS D\ 3R
WARYHERE (1 BT 3 \EYZWHEE) BAabiiz, #RIRICIEWT, 1.09mg AT
327 mg TOH G4 48 FE D K BSFS A 2 7 EHMEIL 5 2 T /= (BSFS A7 3~
51, EFRERROHMANLE B X H1L5), SBM N 4 [81Th o 7-ER# 1% 3.27 mg £
T164] (Day2), SEITH - HHRHEIL 327 mg BET 1 (Dayl) (A BTN, oV
7 aF REECIREFE RPHERBIIA SN o To, PHEHEEIIRE S B LR 2260
O, FERRIFEFEEANCR T 2 727 aF FOEHEPAERZBIET 2 Ok b ARG
fiTEECTHD EEZXDINLD,

ZORBOFERIT, VI aTF FRHROWEEICESEEN T2 2R LTS HD
EEZD, TOEBE LT, V7 aF REOZORHY MM-419447 O fEPRER, 3

AT OERIMEE S T LLOQ ARii TH W, BSFS A a7 OHMA T 7 v AREEL Y H 1.09 mg KT
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327Tmg BECREL, ABEEDAEFRNRAONT-DTH L, ABEEORFEFRTH
LTH (VU F 7 aF FOEHIERCESS LEZEA6ND) KOERIL, VI 7 aeF Faeks
ENT-ERE DI TH BT,

TRTCOFEFLOBREITRETH Y, KL, BEELRAEFRENER T ILICE 2%
FHRIIHE SN2 o T, BBIRREMRE, A 2081 2, REEKO 12 FHELEXICH L2
BREITAH DI o 1o, AR NCKT 2 Y F 7 v F FNIRIEO HEF 5 (0.109,
0.327, 1.09 } X 3.27 mg) (22T, KIES 1 FH55R [MCP-103-0011[49] % Hilal# 5- (0.029,
0.097, 0.29, 0.966 % 1X2.897 mg) & [FIEE, ZETHKMEDS RIFCTh o7z,

AR DFEBIET D 72N 2 E M ORHIIZINEETH 2 & DD, AAROREEEMRAICK T2 Y
FraF ROEREETY 27 aF REOZEONRHY MM-419447 O EhEIc k-5 < 2
HW 7RI 5T, PR TRIORBN A ONTZZ L2 EZ D L, U7 aF NIER
ZHIER & T 5 AARD IBS-C RBHEEEE DIGRICKH L THERMLEM TH DL Z L %

R L TN,

33 UF/OFFOBERAZHRELEE 1 HARE - HERHRZASR

[CL-0012]

331 Ak

3.3.1.1 XR&EH

V7 uaF ROWERANZRSRE LT-F 1 FIIE - B5-REIZRZZRER [CL-0012] 1%, 2011
6 Ao 2011 429 HE T 1 sk (MEIENT A 7 « =7 AT ¥ a T B E TR
B BB ¥ —) TIHEML72[46], EREHEERE (Bl 0 20~44 5%, (KE : B 50.0~

80.0 kg AR, M 40.0~70.0 kg KRJiti, BMI : 17.6~26.4 Kiifi) itk Lz, £7-, Wi
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X, WE 3 AMICEEZ2ERR OM) 2R S FRER R L COiuUEE kg & L, BB
L, PEE D 25%A0 O RILRE £ 72 1T, 25%ATEOEME FRREE) FITkEEE A
LTV IR e 67220 o 7o, IRBRERGHEEII LY U X EFICE SO TERE S, mE
ZEETHLMROIGREEZERIC L - TKR I (BRES 1 0456-CL-0012),
TOHEREL, RRICSINT HR0CFEE - SiACEICIDFELY L,

1 30 [ 0> P LR 1 P 12 S e B M B 238 U 2 72 L, > D BRAMEHED
Wbl S 7 WS 28k LT, HEEOENEMEIE 3 BISL L, HEESEEIT 1 B 3 [H
LT THhDHZEAMEL Lz, HRRITT U A MUERIRA 77—/ (BSFS) [1,6]% T
YU, BB, HHEEEBIZMT, YHED 25%AM O RIBRGE E 7o 1 TAEE, 25%ATH
OFRAE (FSRE) F I I3AKBEEZH L CORTIUE R b Ad o fo, PHEEEBLZ P I pisk
FRFEOT R TOHEHE &0k L7 23tk & L, |IERILORT 10 B ANICH A6
L= mTREME D & D EBRFIIBRAN LT, R— R T A v DRI EE S W CRERIC A @ &

FIlr SR o T PRE 2 AL L, fi TR Z &S L,

3312 HBRTHYI1

COREHRGHRBRIT 2 SO 3= b GEEIREEERE 2% & Lo “EER, 77 Rt
AR, R SO AR 1 8 e OV 5 R iR s aBR) 0 DAL L7z

SNR—=F1TH, K 140EBY 27 Y —=7HI0, 138 OYEEE EBIE 5 K OFHm
W& 7, JREHO RO BRM AT 572012, 2 20 U F 27 aF NHE (0.25, 1 mg)
TRl A I U7z, HREEEBIMI 0%, ke RIck LT, §I/& 30 Fn2 1 B 1 [E,
THMOT 7R EZY F7ueF FoRgafks O 2 THERORSR 1 : 1) ([THE

TEZ\ZHEN D fHT 7o, FEhihtne DA BAER L ZAT > 7203, 7 —Z OPEEICIFB S L2
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molo, FAMEOZEMZ HEWEHE FIRICIEVER Tl L7z, A% (0.25mg) DO%4
PRICHTETE N Z & 2z, mHE (1 mg) OB KO/ S— R 2 ~OBITE2H#DT-,
SR—=K2 T, X 14D ERY 2007 1 A4 — N—HE] (R 1T & B 1D 2308 L7z,
BRI G SATH R OB GG SEATRED 2 BE 2 BElDO 7 0 24— _—3kBr & L CEM LT,
REH 11E A 7 U —= 73, 1 EEOPHEREBIE, S L O 2 & AT
7o REHIINIE, 1AM OYHEEES L ORHEIM 42 & o7, R T OPHEEE#S O
%, W PR TR LT, BRI S ATRE R X R B R G ATEEO 7 AoV ST R
PG (025 mg) (CEEMEZICHEID BT (BEOH=1 1 THRIORER1 1), Ehiftix
DHEANHAENER L ZAT > 123, 7 —Z OUURITIZRI G L 72y o 72, BT G-5e1TRE Tl
PRBRE TR 30 0ANC 1 B 17T REREL, HIR%E302ICIH1IREYFZ7aF R
A RIE LT, A G A TRE O, BB TR 30 0RMc 1 A 1Rl 27 e F REARZEL,
IR 30 3% 1 B 1R 78R ERE LT,

T RTOPERA, TRBRILY AR ORI 2, T X COBIESLFHENE T L, f#ts!
BEENREILLT —F_X—2Anny 7 S5 ETCEMRIL LT, ZORBRTHEH ST
TOLEMER TSP LA FIH SN HEFEENRFIETH Y, —RIEEEDRD Y,

EMETHYTHD LD LWL TV D,

3313 T—HIRE

2T O/8— b R OFH O PR E B N ORI (Day —7~Day 9) O[], #ERE T
PEEARICHR D HEEZ MM L Cfg B PHEE I 2 5o Lz, Mo BRETIE, $RE 1M OME %
FoEk L, HEEmICT U R SAAEIRIR A r—L, WE B OEIEE K ORI E A ek LTz, W&

i, SERE (1= DL bk Cinolz, FADD LUK LT, 3= MEEITKLE, 4=
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MIRVRE LTz, 5= b0 IR ER) Tkl L7z, R 2 B (0= 7221, 1= HY)

TR L 7=,

3.3.1.4 EYEE (PK), FEHhZ% (PD) RUZRLMH

UF 27 aF REOEOTEEHEY) MM-419447 0 ifi 5 FE 2 5511 b OFFATh 1 R L 4
L7z (OS— k15 &5070.5 KFfH, Dayl #&54% 05, 1, 2, 3, 4, 6, 12 FFf#], Day2~6 &
B/ 0.5 FEfH, Day 7 £ 5.8 0.5 Fef], #5205, 1, 2, 3, 4, 6, 12, 24, 48 K¢ft], /~x—
N2 RO Day 1, 2, 4 ORATHEGAT 0.5 KifH, Day7 ORFIEG-AT 0.5 R, RS
%05, 2, 3, 4,5, 6, 12, 24, 48 [FFfH]),

L, IR, B2 OPEEE [ERBAYEE (CSBM) K UEAYEE (SBM) %5
ie)], W& BOESERE K OFIBIPEE £ TORH 27 L7z, SBM 1%, HEEDY A £ 72I13A]
BICTAI, A3, GERs E 72T E OB R 22 W EEE & B3 L7z, CSBM IE SBM D 5 HF%(#
JE 7R OHE(E & EFE L T2 [47, 48],

TR, BRREM, A2, KE, 12 FEOBREC QT #Hli (/X—h

1) &k, IXTOREERZZIRRBIR ISR LT,

3.3.1.5 #iEtEM

FERHARMTIZ, SAS Data Integration Studio (ver. 3.4), SAS Drug Development (ver. 3.4) K
PC-SAS (ver.9.1.3) (SASInstitute Inc., Cary, NC, USA) & MW THEMiL7=, 7S— k1 O
BRag s, SKETHEM S 1R [MCP-103-001 & U MCP-103-002] O#BR#E%IC
P> TEBIMEEM A B E L THEE L72[49, 501,

N— 11T, EEHIC240OERE (77 BRETHME6HI, kittefl, Vi oruF
REETHME 6 5, et 6 Bl) IR LTz, /~— b 2 OFERELRIL, KETEINZRED
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FEGRBR(S1, 52) ) UVERK 9 4 12 A 22 AfFEFEGEIRE 487 FIE3EL 2 R AE MR
CERE 18 4 11 A 24 HAFSEAEAFREE 1124004 75— HUE) - BIRK 1 T FEIE S O LY
BRI SRR T A BT A ) IZ9E > CEBIREMEEZBE L CTHEE LTz, 73— bk 2 TlE, HEE
%I 10 FlowBRE (BTG IATEECHBIE 5§, Lotk 5 61, BB GRITRECEM 5 4,
Mk 5 ) IR LT,

KW ENREMAT R AL (PKAS) 121E, TR IS S, EYEEEH H I3 53
EEDTEEREE R 5% 1 R s DU E ORI GRIEIE) S 25t & Uiz, 35 Rtrss
G4EH] (PDAS) (Z1E, 1BBENES S, B5A1&L OG- 5% O )7 CHERE B R0 it#in
b HPIRE i & Ui, LRV IS ER (SAF) (TITTRBREE D 5 5 S LT g %t
gL Lz,

PK, PD N OZEMEDEAIRFT R 21T 72, AFFLIT MedDRA/T W T
a— MM L7z, #BREH L FAERIAIE SOC & PT THEF LT,

SN— R 2T, R=RATA b OEENEY, #5500 (RS, RkE), Bt
(RBEATRE, RATEITHE) ZETHR, HRE L2 LRSI L L BHNREET V&

WTHRH L, BE5&F (B%ERE, ®ilRE) ICB0 2Rt 27Hi L7,

332 R

3.3.21 =HREH

A= 1T, LERBEZIRG LI 162 BIOBERE D 5 5, 138 BINA 7 U —=1 7 HifH
THHE L, 24 Gl 77 AREE 41, 025mg (8 ) E7/21X0.5mg (8 #) IZHE/ERIZHE
DIfTTe, I RERHEROY 27 aF REOREHRESHRBREZT L. (K 15),

N— R 2T, XEREZHG L 8 FlOERED S B, I8EINAZ Y —=2 T HIHT
BivE L, 20 Bz Baif 506 ThE (10 61) £ B B 5THE (10 F) ICHEIEAICEND A
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F7ze £D 5L, BEIHEEGILATEED 10 HlORERE K V%K G IATRED 8 HlOHERE 735K
BAseT L (K 16), HIEOEHEZX 16 ([Z/RT,
ANAFEF SRR OR—2F A v OEEEFR 1312777, PK, PD L OELMIE, /S— K1 T

24 B DOWERZE K O — | 2 T 20 Bl OWkERE TR L 7=,

3.3.22 EYBEOMIE

NR=F 1 KU1 2T, 025HD0F I mg &5 INWEIcBII2)F7eTF R
L O O MM-419447 OIMAEFRIREL, T X CORRMB S CER FRME (LLOQ)
A T o Te, ABBRICE T 2V F 27 vF FROZOREY) MM-419447 O g o

LLOQ %, ## %41 0.218 ng/mL, 2.0 ng/mL T -7,

3.3.2.3 EHZFEDMIR

=1 ClE, PEEEIERME 5 B (Day3 25 Day7) @ BSFS A 2 7 EHMEIE, & H
BlZEm<, PERIERE s A (Day —7 7> 5 Day -3) HbOZELEOFEHE IR
7% (SD) ] 1%, 77 ®AREET0.61 (0.732), 0.25 mg HET 0.78 (1.114), 1 mg BET 1.25 (0.643)
Thol, YHEEEBIZEH 5 AF & ik U7zl 5 B <o SBM S DO L& D28

(SD) 1%, 77 &ARET-0.10 (0.513), 0.25mg #£T 0.30 (0.641), 1 mg AT 0.55 (0.682)
Th o7, £7=, CSBM BHE DL EOFEIE (SD) 1%, 77 BARRET-0.30 (0.414), 0.25 mg
T 0.08 (0.575), 1mgHETO0.18 (0.459) Th o7z, HE{EEEBIZEM 5 B & ik L7-FF
i 5 AR COWE BOBEFEE A 27 O EOF-EIE (SD) 1%, 77 B AHET 0.09(0.807),
0.25 mg #T-0.21 (0.630), 1 mg #£ET-0.38 (0.355) Th o7z, FIEHEEE TORFHE DL
e (SD) %, 77 BARET 1842 (10.110) K], 0.25 mg #ET 6.73 (8.409) FffH, 1 mg Hf
TS5.13 (8219) K Th o7z (£ 14),
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sS— b 2 UL, PEEEEFEY S Ao BSFS 2 2 7 FHEIL, %L TEm, JHEY
HEBLEH 5 H W25 0 BSFS 2 2 7 Z{LEOFEE (SD) 1%, &5 T0.89 (0.738), &
%5 5-T 157 (0.940) TH Tz, PEEEEBIZM 5 A & i LR S 5 B R To SBM
B OZLEOFHIME (SD) X, AATEG T 0.04 (0.442), &%E LT 0.60 (0.600) TH
v, BHREGTRE Mo, FHIETO CSBM BEOELEDOFEE (SD) X, AR5
T-0.03 (0.587), B%#HE T 0.61 (0.624) THV, BEKEGTREDN -7, PHEFEBILE
B s L7-RHiE 5 AMCo, WEAHOEIEE A 37 OZ{LEOFHfE (SD) 1%, &I
£ 5--0.10 (0453), B%&KEG5T-034 (0.725) THY, BHELGTELENKE ST,
HIEIYEE £ T ORFFE OFEE (SD) 13, RH#& G- T 5.00 (5.398) i, &% 5 T 4.60(6.318)
Rl Ch o7 (£ 15),

PEEBIEBIE S AR & bl U723l S HIECTo, BSFS A 27 DR - FHE D7

(BB —RiE) (90%CD 1%, 0.68 (0.33-1.02) Th v #HHICHERZENRBD B
7o PEEEMEBIESY 5 B & i U723 5 AT SBM BHEE DR 2 V-E)E D 72

(B#E G —BAES) (90%CD 1%, 0.52 (0.26-0.77) TH Y HFANCHERZENZED HiL
Too PEEEEEBIZM 5 A & ik U723 5 A T o CSBM S O R 35 2 -5 D 72

(B#HEG —BAHES) (90%CD (%, 0.58 (0.37-0.80) T Y HFAINCHERZENRD HIL

7= (& 16),

3.324 ZREMDAE

R— N1 OFEFERT, 77 &R EE7/8 4 (87.5%), 0.25 mg & 6/8 51 (75.0%) K T¥ 1.0 mg
e 6/8 15l (75.0%) (A BTz, 73— F 2 OFFEFRIT, BFKGTI11/18 4] (61.1%), &
% 5T 1720 5] (85.0%) IZA LT, WINDOEGEE K O G-50:T 2 HILL EicAH 6

NAFERG, TR, B, SR OERIAN CTH -7z, TRITER b RBEBESSWVAE
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FLThol (£ 17), AEFEZOBRETIE, /~— b 2 DRBEG TTRNA LN | HIR
R T SN2, TOMOFEGIIT X TRE ThoTe, FILICEST-AHEELIL,
SN—= R 1 TEALNRD ST, /N—= R 2 TE2H] (T AL A 2« N=T A )V REGE, T
i, 45160 [2HbRTz, RIEBRTICET ROZOMOEE R A EERIIRI o7,

BERIRATAE, A Z VA o ROURE T, TRBRIER 5% I B 22 B 8h3 A b s o
77

12 FELERPIATIE, /A= F 2 O 1 fICEERGRITLEMEIIIMIHED 22 S 773,
T OMU TERRAVICEHEERRE | (3R 6NRhro T,

sX— k1 THEJ L7 QT #Fli CIE, Bazett 2, Fridericia .} OF Framingham = CHH L 7=
QTc [HIf@EDS 450 msec Z X HHERFT T A LT, X=X T A 026D QTe MEDE L&)

30 msec ZHE X DHRE LA LI o7,

333 EEW

BARDERBER AT 2 U T2 v8F KEORZEORHY MM-419447 O SEPHREE, 3
TORMBF R TERE FRE (LLOQ) KiiThH v, 323 LAk TH T,

AFRERIZIIT D PD IOV T, (BRI DARHER 20 A bR il & LT, IEERIEIR TI
el BHARRT T4 7T Yy rF FEETEHT 5 L B2 O D 0HEEE (ERR,
B % OPESRE, W& BOERERE K OWIEHHE £ CORR) #30E Lz, FIZ/S—h 1 0
1 mg HOV— b 2 OR%EEGHE (0.25mg) TiX, Rome Il FEAE[1IZHD < BE R ER D
H BT, 2= K1 O 1mg LOVI— |k 2 OREKEGEE (025mg) @ 5 A (Day3 7> 5 Day
7) O BSFS R 2 7 PEHEIL 5 A2 Tz (BSFS A= 7 3~5 1%, IEF R ERROFFEN

EEZDBND), HEIRT, BARICET 2% 1 FHEEHRGRE [CL-0011] ORI &Rk,
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FERLANICHIT 2 Y 7 v F ROFEAPIEN 28587 201k b A HREEA THh 5 &
EZbND,

ZORBROMRIL, AARICRITDH 1 HERR SRR [CL-0011] &[FRERIC, VT 27 mF
R HAROHEEICEEER T2 L2 RL 0D HDEEX D, TOBHELT, VY
2 F RO O MM-419447 OMBETHEREEDS, X TOERME AT LLOQ Aiiti T&H
D, AARDRERANCK L TY 7 unF FOFERERICES < PD LR OV THIE Lo E Mk
EOFEFZV IR GHRICHONTZT2DTH D,

SN=F21IZBNT, BRTHHEEO THZEE L 1 2RV T, I XTOREFEFRO
BRETBRETHY, ECELITEEREEFRGIIWRE SN o, BIKRAE, A1 21
A U ROREIZI B 7R BT B e oo, 78— b 1 THEM L7z QT #FHli TH H 2372
Aid72 <, ZORBROBITENM S 7% 2 AHRER [CL-0021] THHLNRZEITADA
inote, ZRHORBRERTIE, VF 7 aF RIckd QTe M AL KT T AlFEMEN
W Z LR SNz, ARDEERANCKT DY 7 vF FoEERE (S—F1:025
KOVl mg &5, 73— 1 2:0.25mg DEAT - BEKE) ([ZOWTE, KEZ 1 HRER [MCP-
103-002] [50]D K AE £ 5- (0.029, 0.097, 0.29, 1 mg) & [Fkk, ZETHERMEL R TH -T2,

N—=F2TE, U 7eF FOPDBHRITLY RELS, TH BKELET) ORFBRIT
BHHE L0 b EBREGDIZ D B EWER Th 72, KEOREF O FZEZER [MCP-103-103]

TiE, @B OMEEEEL TIE, R TR LR U TEIES 20 EOMENE 78D
Z LR ENTZ[5, 52],

Vo uF ROMGEFL25 IBS-C BHFCEMERERE IR LT, BRERGRIC
WU r7uF FOHEZRBAHEGREEHE LTI HEERH D, LrLarb, 2o
BRCHONTEAEFZOREITIZLEAERETHY, WTNOHIEIZBWTHLZEERD

DM IEN 2N 2 L DS R & LT, 72, FRICIBS-C BETIE, BFA4EIMT 5221

Ko TSR - IR RN IREEDMBEIE T 2 L B2 6D, LIe->TY 727 uF RERANIR G
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HZ LIk, R - AP OMEESZ AU O RREZ AT 2 2 &3 T& 5 Araetk
NHHZemb, ARICBITZDY 7 adF FOMELRET 57-0120E, b E2ZFE T~
ETHD, ZOH 1 HRE [CL-0012] D%, HATOH 2 fHER [CL-0021] &I4TL T
AARAND IBS-C BEDEREFELAIT o7z, ZOFETIEL, HARD IBS-C BH O
F OMEER AR DS BR R AT 2 ATREMES E 2 & B3GR S (B2 52.2%, 43.1%) .
FIZ, HAROEMEERME RS Zxt4 & LB TiE, IEMIBARR i b IR 555 O &y ViE
WRELTHEEFLVHRESNTND[39]Z Lnh, AIEIZIBS-C 721 Th  BMEEMETH S
BT DMENRD D,

AR DFEGIENT DN LN ORHEIZINEETH L b DD, AARDREERMANIZKT 2 Y
FraF ROREERETY F 27 aF REORZEONHY MM-419447 O EhEE I RS 2
FW 7RI 7T, PR TRORBN AN L2 E 2D &, VT aTF NIIMER
ZEIER & T 5 AARD IBS-C RBHEMEEE DIRRICKH L THERMEEMThH L Z L%

AN ARGy

34 UF/OFF®DIBS-CEEZXREL-E 2MEER [CL-0021]

341 JH&

3411 BEKH

UF 27 mF RO IBS-C & Zxtg s L2 2 FiakE [CL-0021] 1%, 2012 4F 8 A 725 2013
12 AET, BAROHELEHRED WD 66 fiigx TIhE L 72[53], Rome I FEAE[1]ITH-S< 20
~64 D BHEK O LMD IBS-C BFE 2k & L7z (Rome IV EYEIL Z OFRBRBALARFIZITF]
HT&henot,), BEIX, BE3IVAMIC I ZAHY 3 HEL EIZhTz > THER-<COIES
FHREMEV IR LEZ Y, 3HE [1) JHEIC K > TUERDEET S, 2) BIERHC Y

DEAR DD, 3) BIEFRHHERR OME) OB H 5.1 DO BL2HALENRH Y, #wE
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6 7 ALL LRI ERCER IBSJER) 2#F LW RITE e blenotz, £, BFITHE
EDL7 &b 25%ICRIRMEEIITREEZA L, 25%AmOHRE (JeRE) £ 7213k ME
ZHLTWRITIUIR 6220 o7 [1], s BEIE L Z RO BE %2 RIBWNHREMRA £ 72130315
EWEMREIC X > TR L, IBREMFEE I~ LY X ESITHESO TR SN, Mk
BETH LT XTONigk DIEBEFEEZ BRI X o> TKE I N7z (B HFE 75 :0456-CL-0021) .
TRTOBEIL, BBRICSNT 2ANZFRE - SPCEICLHREZ LT,

2B D=2 T A W FIEIR - FRAMEREIZ IS = B Z2 IBS-C JER 2 n 88 28
gk U7, B8 - BEA AP O BEAEE X =27 O EEEIE, 5 BEREREM (1= 72 L, 2= 55\,
3= HRRE, 4= TR\, 5= FEHICHRY) THRE L 20 ETHLNEN D 5 72[47], H
SRPEE (SBM) 1%, HEEDY B L7 IRTHIC TA, AHK, el E 7213 O L D3 72 HE(E
EEFLT[25], ERBARPEE (CSBM) 1X SBM O 9 BEEHRI 2O PEE & 3% L7-[54],

B X CSBM O SEIfEA 3 (A1, SBM OB FEHMEMN S BILL FCTHHLLENH -7, {#
FEARIZZ U A M AAEFIR A &7 —/v (BSFS) [1,6]% W CHO¥E S 7=, SBM HE D 5 H BSFS
ZAT6M2ELL LD STz, BDHUVNEBSFS A4 7 TR 1B, EH ST BE AR LT,
TE2ALDRT 17 B LANIZIRBUEOH E ORI RS 5 ATtk 0 & 2 IR A 2 < 1T /-
BEELRIN LI, X—=2T7 4 VHBO&BEIC 5 BRILLE, BEFEFEICT X TOHHE & 5iek
L, N—=2T7 A CHIMAENZ T 72 AR AR RIS W TRBRICRNER TRy S s h

ol B2 R, RRE T T,

3412 HBRTHYI1

OB, “EHER, 77 B AMREORR RO 2 ARREHRIT, 27—
= 7AW, 2 BEOYEEEEBSH L O 12 B ORI 55 L7z (Clinical Trial.gov

&5 NCT01714843), AiiGHEHIKI D%, Wk CH L EEFIZT T 'R, 0.0625, 0.125, 0.25 F
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7212 05mg DYV F o7 aF RCEEELICEID MORIRRT LB LR, 1288085 L, 6
WEOA N, IRFEET RO EERORIVRNZ T 572012, KEtI&k 5% 2 B, 4
WERE, 8 ERFLON 12 MRy (Fi3H k) (CRRE Lz, BIEALIT, B oF0BEKEES
FERERS (RSt Vv X b, dbiRE, BA) 12X o TER S EERL Y 2 MRS
T, 7y 7P A XS5 ZHEALT LELLEL OBETET L, TXTORE, BREYE

fill, TEBRUIHE 2T N T OB 2 T L, Tt EE b sh s E TERIL LT,

3413 T—HRE

YRGB BB E K ORI, B TR R L OB HEERE RO B B RE% VW T H
IBSJER AR L, ZD%H 2 DMOBEHFE~D AT YR — 57018, 1257
TATREFISES AT LN TEFT —FX—RIZ AN LTz, 2@ IBS JEfkZ3#li4
DY AT KIOWTIHE, RNTEBEESCAZITH D 2 L BHRE STV 5[55,56], B
HED B AFEICHREME, PEEEICT U X MUERIR A 77— b, W& LD EAEJE K& OFRE
ERER LTz, WERILSEME (1= D LbRE Uo7, 2= 1FADD LELT, 3= %
B UTz, 4= R0 CT, 5= b0 IR UR) Tl L7z, ZROERIT 2 BRE (0=
L, 1= HV) Tl L7z, 72, BE TN - A PR O BERERE 2 5 BB TR L 7,
TSSO 1 BEORKD 7 BRI, BEIEIN—AT A v (PHEEEBZEM) &7 IBS
SR OB BCEZ R, FERRBUGES R L OWER - MR REUCE R % 7 B (1= 9E%
(R poTe, 2= R<eole, 3= D LR eoTe, 4= Ebbawn, 5= D LEI o
7z, 6= Flpotz, 7= EWITHELS polz) THHME L7z, BT IBS-QOL H AGERGHAZE

(IBS-QOL-J) [57]% FiuTHe B EME O R FEBEE QOL[58]% 48 A 5l L 7=,
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3414 BHME, T, EWEE (PK) O RiRA > K

FEFHMEEA X, 12 8EICBT D IBSIEROEWRBLENRDO L AR X —RTH-T,
Ko 1 BT IBS JER OB ED RO AT (TEMBAaT 1~7) N1 HDHNE2 D
BEZBEML AR A —LEHL, REBIZBILZ VAR =1L, REOI S 6L E
ICBWTHB VAR =2l & Lo, EEMERESR G (PMDA) 1%, IBS
BE XL LB CREEIHMEEE & LT, IBSIEROBMREEN RO L AR ¥ —%ff
MT %2 &2 T 5H[55, 56],

RIVGHIEE X, W70 O - SRR UGE R, EilkedE R, £7-, Ax
OHPEHE (SBM, CSBM), IR, W& A, HE < BEEIRPUROEIEE X =277, BT IBS-
QOL-] & te, FEED 1AM THHE - B RPUEU B RO BN EUGE RO A 27 (7
BT 1~T) 2, 1 HD VL2 OBRFEZNZRERIL AR ¥ —LE#R LT, F7-,
FeE D 1M T SBM £7213 CSBM 28 3 [ ExD_X—Z T A )26 SBM £7213 CSBM 78
1 EILL BN U7 BEZZ NN VAR X —EER LTz, 12 BENCE T 5 K7HE
HOVAR A =1L, R2#EDIH 6 BLLEIZBWTERHGEE OB L AR 2 — &7
THRFL L,

TRCOFHFEFREIRRPICGEE LT,

UF 27 uF REOZEOTEERHEY MM-419447 0 ifi 3 2 F 55l 2 ORISR L
7o [R%ERA (1 B ), 160 4 R (Beb0% 2 W), 8 JARE (4 R IZI VTR G- 2 I

FICERI T & Ao o 7oty $54% 2 D), kR I,

3.4.1.5 #EEtEM

HEEH#ENTIX, SAS Drug Development (ver.3.4, SASver.9.1.3, SAS Institute Inc., Cary, NC,

USA) ZHAWTEEL -,
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AIEBROYERE SR E L, W TIME S5 2 MRBR [MCP-103-202] [47]0 H &
R, %5 3 FHRER [MCP-103-302 }2 ) LIN-MD-31] [59, 60]D> 7 7 AR K NY F 7 F K&
O 12 IR D IBS FER DO BRELENR O L AR H—ROKEE S5 18 105 41 (5
FE 525 1)) LERAE LTz,

B RWWEDIEHTIZ Full analysis set (FAS) (2SN THEME L7z, GBI 1 [Pl BB S h,
TERINCA MR H 23 1 THE THHEE STV D HERE 4 FAS & L7z, fiROEEME:
ERERT D291, FEFHIIE B 1T Per protocol set (PPS) THAFNT L7z, LEMEMATIXIE
BREEDS 1 [EILL R G SRR (B DWW TR U7z, SR ENRE OO fRAT | 3 Eh RE Mg A
GAEH] (PKAS) IZEDWTHEM Lz, 1RBRIEZL 1 LU LRI L, S BRI E Ok Y
1 L ECHE S 7 B8 DM % PKAS & L7z,

BINOANEMHT & LT, FDA H A KT A U[36] THERE S T A EERHTHH 22512
LT, FRED 1M TR—AZ A )5 CSBM A3 1 RISL ML, MERF - A& OH
FEFE A 27 3 30%LL B L7 &2 223 CSBM+1 O L AR & —, [ - I
RPIEOEIEFE A 27 QR VAR X — L TE 12D 5 S 6 MEL BB W THM L
AR H =i lo A Z 12 BRI T 25FHEEE O L AR F—L Lic, HEV AR
> 4 — (Composite responder) (X FDA 7 A K7 A U [36] CHLEIN TWAEA L AR X —
#HEICLT, CSBM+1 & - MR IRIEOEIEE R 27 O 7O L AR F— %
THRFELLE,

12 HEIZEB T D VAR 2 =R, BEOEIE & 95%(F XM (95%CI) T/~ L7, Fisher’s
exact UEZHWT, 7T kARE U F 7 o FEETREE L (B E/KEIZNME 0.05 & L),
% HE LT Hochberg 5% W Cali#E L7z, fthod L AR X —R 4 [FRRICHENT L7223 S BT
FHEE SN2 D o7, SBM BUE OB EAMEDZ R, CSBM HE O EHEOZ L&, #F
WROBEELE DL &, I - AR O EREE R 27 OFEEMEOL(L &, WELOE

SEE R 27 O SEIIE DZEAY B K O IBS-QOL-J DR 5 M OV R EES . D2 LB IC»
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WTIE, BEBZRTFRON—RAT A LB E Ui 247 - -, ZEFHEER

DHLHEMEZ PR LT,

342 R

3421 2HRBREH

XERBZRS L 1,276 BIOBRFED S b, 717 BINAZ Y —=2 THIRCHEL, 559
B2 EAERLIZEIN O T 72, 7'r B a b CERSNIC L DI, WRERERIZT —Z D720
7T AREED 1 O BE IR CTHW SIS FAS 22 BERAN LT-, FAS 1Z7 7 EAREE
(112 #1), 0.0625 mg (116 #1), 0.125mg (111 #1), 0.25mg (112 ), 0.5mg (107 ) @
UFrzuF R RHEETho72 (K 17), 2055, 7T RvAHD 102 6], VF 7 aF FEED 95
5 (0.0625 mg), 97 f1 (0.125mg), 99 % (0.25mg), 95 % (0.5mg) WIEWEET L,
fkBH 2K 17 14, PURER TR, TAEFESR) L RREOEASUIMRA 57 2
%oz,

NEIR « IR O BIEE 2 BR< TR TOANARMEHEROR—R2 T A ORPEIR, BHEC
O L THENTRETOBEM THLDRAEIIA BN o7z (R 18), AN
HLIZAN—=A T A VRRICH B e R I DI o 1o, IRBREEDARERIZIEN TN
752 REET 99.35%, 0.0625 mg T 98.61%, 0.125 mg T 98.10%, 0.25 mg T 98.09%, 0.5 mg

T98.41% Tdh o7z,

3422 FEFMHIEEDME

12 ERNCIIT B IBS SER DO SR UGEN RO L AR ¥ —K X, 7FF&R, 0.0625, 0.125,
025 XX 0.5mg DV F 7 T REIZBWTENLTN 232, 362, 387, 34.8 X 383%T

&o7- (¥ 18), Hochberg {52 KLV % HEME 4 F%& L 72 Fisher’s exact REIZ L > T, 77 +&
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REEEHV T 7 aF REEEDORBEIT- T2 25, HFICHERZEITRD bhRnoT,
LU b, 77 REEA Y T 7T FiEE O 12 BHICKT 5 IBS SER OB EER)
ROVARF—FOEL, BWKNICEROHD EEZOND 10%LL ETHo7 (13.0% ;
95%CI : 0.4-25.6, 15.5% ; 95%CI : 2.7-28.4, 11.6% ; 95%CI : -1.1-24.3, 15.1% ; 95%CI : 2.1-

28.1, ZIEH0.0625, 0.125, 0.25 K T0.5 mg BETX L TC),

3.4.2.3 EIXRFMIERB DA

1 B AEEE D, T_TOUF 7 aF RSB 5 IBS JERO B EDROH ML AR
F—RiE, TT R L R L THREIICAREICE -T2 (K 19), 3 VARRD, VI
2 F K 0.5mg &N 0.125 mg #ECI 1T 5 IBS SERO B UESI RO A L AR ¥ —Fi1%
TR i U TR BICE D o7, 1BRM 12D 12 BT, 4 BFLDNT7
HEFZERNT, U7 uF R 0.5mg BHCHIT D IBS JEROSRGEDREOEM L AR
=3, 77 ARREL R U CRETICERICE o7 ()] 20), U F 27 2 F R 0.5 mg #i¥
LRBROHIE TIEA2 N DD, WL OO T U 27 v RAERIZKEIT S IBS itk
DG ENROBEE L AR X —RL, 77 2R L L CREHNICERICED» > T,

U+ 7aF R0S5mgBETO 12 BREIZEIT S CSBM L AR ¥ —3(45.8%, 95%CI  36.1-
55.7) 1%, 7T RARBEL R L CREINICABIZE 272 (25.9%, 95%CI 18.1-35.0, p =
0.003) (X 21), U+ 27 BT K 0.0625mg (34.5%, 25.9-43.9), 0.125 mg (32.4%, 23.9-42.0)
K&OY0.25 mg B (37.5%, 28.5-47.1) TO 12 @REIZHIT H CSBM L AR —RIZIE, HE
RIFRIRBGINDR 2 SN2 b DORMFNCHBERET A BNRN T2, e, VForrF R
0.5 mg #ETO 12 WHEIZI T L HEREBUENRO L AR F—R KO 12 BEIZB T 51
i BRI SE N IR DO L AR X —REGHMORTO VAR H—RT, 77 R

E R U CHEGRIICAEEICE -T2 (X 22, X 23), 1AM 1-2 @R LN 8 BREZ, U
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7 aF R 0.5mg BEONER - I ANEUCEENROBM L AR F =1L, 7T vRREL
L CHEHNICHREICE 272 (K 24), V-7 uF REETO 12 BHIZIT 5 CSBM M
O FHEOE R, 77 B RREE Wl U CREITMICERICE -7 (K 25), F£72, U
7 mF R 0.0625mg FEAFRE, 1Z& A EHETHREMICAEREGEDR AL (K 26),
UFruaF REECO 12 BRI T 2RO FEOEL ER NN E BOEEE X 27
OB VHMEDTEAL R, 7T BARREL bl L THREHICE R ICE -2 (K 27, K 28),

12 BRI T D0 - AR OEIEE X 27 OREHEOE(LEE, 77 BREEL
FUF7uF REEE THLRE TR (K 29), VFruF RiL, 778K L& ki
L T IBS-QOL # A ZICth#E L e o T,

V> 7 aF R025mg KON0.5mg BETO 12 BREICEIT D CSBM+1 O L AR X —3|T,
7T ARBEL el L CREAICAEICE ) o 72 (K 30), FDA A R4 3612 EIC L
7z, Ve RETO 12 BEIZKIT 2080 - NMEEOEIEEZ A 3T O L AR —3K,
CSBM+1 K OMEHE « RPIUEOESEE A a7 DEE VAR —RZ, 7ITvRFELH{Y T

JuaF REETHLNREWI R -7 (K 31, X 32),

3424 ZREMDAE

LM 559 MO BE TIMI L7z, BFFGIE, 77 8R40 363%), VFrmF
}0.0625, 0.125, 0.25 %0 0.5mg OB 39 il (33.6%), 56 ffil (50.5%), 46 5] (41.1%)
B OV50 51 (46.7%) (A DTz, V)7 aF ROFEEZHERICL W RIT L LE5x 0605
THIOFEBRT, $XTOVF7aF FEICBWTT ALY bEhoTe (R 19, 2
OFBRIZI T 5 FTHOBRE I T A TREELIIHRETHY, WThofoBE TH EE
DFFNIA BRI > T, THRNE, B TREE TIZ 54 #1], 18FEEI%IC 6 I TlEE LT,

EEZEWERIZ, V27 v K 0.0625mg LT 0.25 mg BEOIFHEREREE 2 #) KOYY F 72
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0 F R 0.5mg DK (14]) Thotz, ZORER% Ik L7- BEEICH ERAAR 22BN
F DI N D T,
RIRAAE, A XA v, 12FFE0LER, QT sl L OMKE CTHLERRAINICHE L 725

N—=R2 T A NS DOEAGITA BRI T2,

3.4.25 ZEYEBEDMIE

UF 27 aF ROREE R RNFEERE MM-419447 O IMAEFEEIL, VF o aF Ne#
BENF+TR_RTCOBRECEETRERE CH-7-, RIEBRICBITHY 7 aF REREFD

R MM-419447 O MAEHPREE O LLOQ 1%, £ Ei 02 ng/mL, 2.0 ng/mL TH-o7-,

343 EEW

AARNIZEIT 5 IBS-C BEICKIT 5 Y 77 v F FOWEFEOKERIL, KEKQEU T IBS-C
ELTRBINT-HE (029mg/H) L1XHE72 5 0.5 mg/H OHEREH E4 3R L TV 5 [47, 59-
61, BRANRBEIZRTHZ0RBRTIE, VF7eF F0SmgHIEMoY > 27 aF FEEOH
e U TR B BIRDADND 3 W AREROSRELENRO A L AR Z—3K, 12 H
F A0 IBS JEIR O SUEZ R OMEM L AR X —F, 12 BEICEIT S CSBM L AR
Z—, 12 HHEIZF T % CSBM S OBW FEMEO AL &, 12 W31 5 HERIR OB -2
EOZAEKX N 12 HFEIZBIT 2 W EHOBEIEE A 27 OFRFEEOZ bR L BE L T
7o, ZOHENRE CTHDL LR L, £72, VF27aF K 0.5mg BETIE, 77 B4REE
LA UT, BUAFA 12 8MICET S SBM LA KL X —K, 12 HREICE T 5 Hid ik ik
RNRD VAR Z—RJO 12 BEIZBT DR - EMAPURUEER RO L AR 2 —R,
12 HEZ 31T 2 SBM S DM FEEDO AL &N A B vz, FEFHEE O L AR F—
Ths, VF7aF R05mgHEToO 12 HEIZHIT 5 IBS FEROEMRBCER R OBEM L AR
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VHE—FTYH, TR RBEE I L C R TH DM R DI (2 OFHMIE H 13 EEE
HEH Thololo®, T CIIZEMELZTE L, ZEEZTFE L WAL, £2To YT
ruF ROMABEILT 78R &g L CTHERRYEL R L TW,), BIZ, FHILT 7 &R
CHELTY 7 T FECTHRBICZSMESNIME—DFEFRTHY, VFrrF R
0.5mg BETOEIGIE, V27 aF F0.125 LTN0.25 mg #f & bl L T o7z, L7223 - T,
Z DR OFIE R L EHEOFEFIZIESNT, V7 aF K 0.5mg 8HAAND IBS-C &
FOWRFICRELHETH D EE 2 b,

AAROHEEH BACKES EU L R 2Bl 2 ER Lz, Vo ud R, BE0OEELRR
\FHET 277 =Ny 7 7 —8 C (GC-C) K ZTEMALT D62, 63], Z DIEMALIT,
158 R RIRIZ 31T 2N O A 7 Y > 7 GMP (cGMP) OEINA 75 L[62, 63],
FA AV ROERIEA AN, KGOFUE & BITHEREZ W S 15 [64-66], GC-C %
RIL, ANEEERL L M CADFT 2B KM « 2BV ICRIE T 2B AT D
[67]. #NDHRY GC-C ZZBRBIAT DILBELTL D554 /35 — o R OERERIENIL, KE, KK
M, F7IT A ARORERE 2 IR LV IBS-C BFIZB W THE S THRW[68], LA LZARN
5, GC-C ZAMWEAZT GUCY2C DR Z 11 5 ~T m G I A AR (¢.2519G
—T) 1%, FRMEFREGERZS &R LT 7[68], Lizi>TAHk, HAREMEO A%
& DD GC-C ZHEMBUR T DL LEREDZERITITER T2 & TH D,

KE/G—m v e HRDBO Y ;7 aF FOHREHAROZROMOER & LT, GC-C %
BEORRY T RIZBIT L2 BOWESENO L, V7=V veonrr=Y 2587
T =Y URANVENL, BATERIS N, AEE PO FIZEITL, GC-CZAERDNIE
YU AT FELTEL[68], 77 =) RO unrT7=Y 4%, VF7eF FEHEaNIC
GC-C ZAFRITHEET HEZBZLNTNAH[69], BEEFEWNZ L2, 77 =1V > (GUCA2A)
BAR 20 152071499 O43ARIE, I —r v /SN E BARAN & DR THER 5 TV 5([70], Z D SNP

ITa— RfERICH Y, IS 7 FAXTF RND) TEHEBDOEY > (mRNA : TCC)
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EIABVAERELTHMONS 7 ==/VT 7= (mRNA : TTC) IZ£&{b&& 5, Z D&
BAERIN T T =) CORBLE TG ED XS ITHET L0 EE 0> T RN D
D, VFraF RCHT DRI EELY 5.2 256 Lt GUCA2A BT & HIE
WNZT =V R DBURZH LT D72 DICH R DB MLETH D,

PG E & A RO CRATRITIEFITR 2 > TV H[38], KEANITHARAN[TI]L Y BATE
TEVZL DM ZEIT 5[72], BFFHREIEEEIIREMICH T 277 =0 VB0 %
FlEZ L, £O%O GUCY2C #ifil 2 & 72 597[73], L7eh->T, BARE, mFERLD b
BWEND 7T =V OB AN SE L iR H 5, AR IIEVEHEE & B ATIE

WIZHER > TRV [74], WEBREMRGEIZE > TEASNDMEYETZ T 1 Fd b
77 =077 U —FNECEER GC-C ZHEMEITHET H[68], DA XS ) LT
1, dEKADALZ T ) BT —ZIFFIELIRVERLT 4 T F—B LT H T —BITHAANE
M CHEIZALNT[T5], Lo THANBEOBNMEEIC LV ELESNDRIRY T R
GC-CEZAWIZH LT F 7 uaF REBETLARMEN DD, £/, VI 7 uF NIFE O
PR CRETH Y, /DM TREY MM-419447 ([ZEH SN, VF7aF RO2 50V AL
7 4 REEAI/NMETHEHA L, SV TENOLNDREINDH[69], FIZHANIIMMOE[741 X0
HLET A AAEEBFICALTEY, ZLOET7 4 ARAET=X Y XTFL—EBEHFLT
W5[76], L7~ C, WIREE ZI3MEE 7 a7 7 —E RN, HARD IBS-C B#H Ot
BEHE 0.5 mg/H 2T 2 Z Lok ont Ly, 72, EHSERTOIEE2E -
FeHIfEIZ 81 5 GC-C mRNA FEBLUZIE 10 2> 5 100 {5 ORI Z BN 5 5[77], Z OB
BRI 2 Y F 7 v F RORBINRPERF K OSMEMERFIC L > TED X 5 IZ&( b
THNOEEMELREL TN D,

ARBININ L ODDRAR S 5, FH—I2, ZORBRO EEFGHHEE 1%, ZEMEZHHEL
BICAEE TR o7, V7 aTF R 0.5mg BECE T 5 12 BFICEBIT 5 IBS JER O 2

WEDRDO VAR Z—RTIE, 7T RO LY RAFTH LN D723, Mt H
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BCIER)ole, LLRNRG, I RAHEEA Y S22 aF MO 12 82T 2 IBS JiE
WROBRLEENROZETHFERNCEROH HELEZE X BN, 12 HMIZHITSH CSBM L A
W =R 12T DR - S AREREERN RO L AR X —3IE, FDA A R
TA BONT LY EEFHIE A & U THER SN EEARRIRGHIEE Th o7, BB,
IBS-QOL NARBR T 7RI LTV 7 uaF FThESNEN-TmZ L THDH, K
Wit & % IBS JE D QOL e#id, &V RWIREEIAIRCE < OEFIBEZLEL T2 L
N 5[25,78], HARDIBS-CEBEFDOV F 7T R L TUIHERLWBRALETH D,
fam e LT, ZOMBILY F 7 v RPKES CHKRICHERTRETSH S Z & 2B 50
27z, LaL7eis b, KIEOH 2 FaklR [MCP-103-202] CTHEREE 7= H&E (0.29mg) &
H7p 0, 52 MHERER [CL-0021] OFEFITY 27 85 K 0.5mg 23 HAD IBS-C A& IZxF LT

WY TH D Z L &R LT,

35 UF/0OFF®DIBS-CEEZXRE L5 3M5EER [CL-0031]

351 Ak

35.1.1 BEKH

UF 27 mF RO IBS-C & Z x4 & L7253 Fak [CL-0031] 1%, 2014 4 10 A 725 2016
3 HET, HROWLERED NS 60 fiik CHEME L72[79], Rome IV FEAEIT Z OFERBA 4
RAZIIRI T & 222> 72728, Rome I BRHE(ICESWTHEEZRE L, 20~79 kD HMHE
SOt IBS-C B A ik & Lz, BEIE, @E3 AR 1 ZA®HY 3 AL kicH
Tz o TR AR IR L Z v, 3 A [1) PEICE > TUERAHET S, 2)
FAERF I CHHEBE DL B 5, 3) FIERHIMER OME) 0B (krdd,] ©H5H 2HA
UEn® Y, %6 1 A LLERTG ERRAER (IBS JER) 28 L TW R ITIUI R bigho T,

Fo, BEITHEHED D72 < L b 25%ICREDRE £ 721X 2 L, 25%AT O#KE (JEtR )
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FIIFKRBREZ A L CORITNLR SR Do 72 [1], FRENELEFF OB 2 RIGNHR SR
B EITEREERAEIC L o TR L, MBRFEREIEEII LY O FEE ISV TR
At MEEESTHLI TR TOMBRDOIEREEZERI L > TR I (BRES
0456-CL-0031), T XTOHEEFIL, TRBRICSINT 2H1CFE - SAXEIC L OFEL L,
2 OR—=Z T A HIH AR - BRAMEREIZ IS Z B2 IBS-C FER 2 /n B 2V
PR ATz, N8R - BRSO ERER A 27 OB EIL, 5 BERHn (1= 721, 2= 55
W, 3= IR, 4= R\, 5= FEFITIRV) TORL LB 20 L ETH D5 MENH - 7[47],
EARPERE (SBM) 1%, HHED Y H E£ 721300 B FAI, 438, 5l 72 135 oL@ 23 ek
i LB LT [47], 522 HARPEE (CSBM) X SBM D 5 BHAR(HEA 22 BEE & B L7-[36
47, 59, 60], 31X CSBM DOBEEEIED 3 BT, SBM OUHEELEMEN 5 BILLF T HE
W o T, HIRIZT Y 2 R IUETIR R 77— L (BSFS) [80]Z2 FIWTLUL FD X 5 1o/ LTz,
SBM BHE®D 5 & BSFS # A 7 6 MR 2 BILA Ldb o7z, & HWNEBSFS # A 7 74 1 [BILL Ed >
T BB ERA LT, MAEBILORT 17 B UANISIEBREO A EO TN B 5 /TR0 &
DI 2 T T BB I Uiz, X=X T4 IR 0412 5 AL, B3 RS
TRTOHAAZGTEL, N—A T A IR T 72 BRI AR AT EE DV TR I AN

BTRWEH SN e T 2 BERLL, 6RzE1T- T,

3512 HBRTHYI1

ZORBRIE, A7V —=r 7 REH, 2 BEOPEEEEBIZL KO 52 B E OB G
MR SNH 3 MR CchH D (M 33), IBRINE, H1W (CEERW : 128, Zhiskit
[, “HEER, 77 EARR, HEEEEGE) S8 I GEEmRE - 408, Skt
FEER, FERIERER) 2O LT, BRI 0%, #ik Ch D BEICT TR, £

UFZ7vF K0.5mg (ZHEMEZRICEI T ERAT 1 B 1E, 128HEAH%E Lz, BESL
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1%, Web [IZHASWEIEEALT AT AEFHLT, 7oy 74 X6 2R LT 11 O
THEIT LIz, TXTOME, TRBHY EA, 1RBRIOEE 255 1 o3 R T OB 52
T LU, fEFTRHEE DS RAML SND £ TERIL LTz, 1RO AN, IREESER OFEERO
FHURDLA TN 57212, REEAH 1 I TlIb-% 2 K, 4 B, 8 B O 12 B
(E/ETP IR (TRE LT, B 10K, BITARE (R 200 W/ EE IR A
1[a], HIZ40HMYF 27 aF R0S5mg 2O L, D7 & 100 BIOBEN 140
UFruF ROREE252T 572012, #1320 FlOEENFE THNGE I IICBITT 5 TE
& Uiz, TRIEOARE, RIMF R OF HEFROFBURI A TG T 572012, 8 1 Hok
Bez, 4@ (E72THIRRR) (SRE L7z, 165 12 81~ 555 T OTR#E Y 24 TR O

S F CIRBRH Y ERTIC X 5 025 mg ~DEEZFFAR L (£ 20),

3513 T—42x&%

YRGB BB K ORI, B TR R L OB HRERE RO B E B 554 VW T B
IBS JERZFLEKL, TDHA X DMOBHE AGE~DANZHR— T 572D 2T
TATREFISES AT LEHNTEFT —FX—RIZAS LIz, 20 IBS Sk Z3#li4
DV AT KZOWTIE, RNCEBEESCAEZI TH D 2 L BHE STV 5[55,56], B#E I,
HEOD B A G UL, PEEEICT U X BERIR A 77— b, W& O EAEJE K OFRE R
BRLER LT, WERITSERE (1= D LLE Uo7, 2= 1EADD UK U, 3= %k
B UTz, 4= R0 CT, 5= bOT IR U) Tl L7z, ZROERIT 2 B (0=
L, 1= Hv) Tl L7z, £7z, BHEIER - EEAPIESOIE SRR O BEEE % 5 &
P TR U7z MEEBIAR 0D /A8 (o6 2 B SR I IBS-C D FEREF A DR RICHESE [

DOAOBRVPBPEDLECIZHD E LD, I~500FTN 1 27T ORI TTFEN (1=

L, 2= 83\, 3= PRJE, 4=\, 5= FFEHITEN), ) & Lz, BEMO 18D
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BAED 7 HRL, BEIFN—ATA v (HHEEREBIEE) &7 IBS SER O TEE)
R, EEIRESGER L O - A RELGE IR A 7B (1= ERICRkolz, 2
= B polz, 3= D LR 2olz, 4= Ebb\, 5= D LEIkol, 6= E ko
7z, 1= FFEEITEL le o) TRHME L7z, B ITIRIES 0, 4, 8, 12, 16, 20, 24, 28, 40,
2 (& DT IERE) O BERFIZ IBS-QOL H AFERGHAZE (IBS-QOL-J) [57]% AV T

SR R O ERE B QOL Z 3 L 72 [58],

3514 AMELRLEMEDIVFRFRAU K

PMDA & Dhaglc £V 2 DO EEFAMIH (Co-primary endpoints) %, 12 HRIZI1T 5
IBS Sk DN RO L AR —3 L 12 AMICEIT D CSBM O L AR #—F L %
E LT, FFED 1 HE T IBS JER D BIRUEENRDO A 2T (TERIEA =T 1 1~7) 31 H%

WE 2 OB, EFFED 1M T CSBM 28 3 [HILL B2 _X—2F A )75 CSBM 73 1 [H]
PLESM U BE A2 TN ENEB L AR X — L ER LTz, 12 BEICBIT HEFEE O
VARUZ—IE, 2D H 6 UL EIZEH W THIEE QR L AR 2 — %73 A
#FL Lz,

RIVGHIIE B X, WoH72 0 O - B AR EEEZR, D@REdE R, £/, AL
OHESE (SBM, CSBM), fEIRIK, W& 2, &R - MEEAPURE, MDA oD BE L A
a7, W2 IBS-QOL-) #&te, FrED 1 WM THEM « M NIRERUGERN R, ik e
BIRDA T (TBEEEZ AT 1 1~7) N1 HLWE2 DBEE TN THLAB L AR 2 —L
LTz, Eo, FED 1AM T SBM 23 3 BIEL B2 D_X—ZF 1 b SBM A5 1 [HIPLE
B U= 2 L AR F— L EFR LTz, 12 BEICRT 2 %FHmEE O L AR Z—

L, R2BEDHHL 6 EL EICBWTHHMIE B OB VAR X —&zd BE & L,
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BINENT & LT, FDA A R7 A V[B6] THER SN TV D FEFHMEEE 22 3Z 12 LT, %F
ED 1AM TN—2F A 736 CSBM 28 1 [HIPL SN, MR - MEEAPRIE O HIER 2 =
T8 30%LL B L B E A TR E R CSBM+] O L AR & —, 5« AR
FREEA T OB VAR —LERL, REO S H 6L LICBWTHEFE L AR & —
ET-TEEFEE 12 BEICBT2&KHMMEAO L AR F—L Lz, HAELVAR L Z—

(Composite responder) |X FDA A K7 A V[36] CHERE SN TV DIHEA LV ARV X —%25E
(2L T, CSBM+1 MOMES « IEERAPER D EREE A 27 DOMIST O L AR o H— i 1=
F L Uiz, #E SBM % 721% CSBM % CORFMOHRAEIL, T ZNPIENRERIEL 57525 F)
[l SBM 7213 CSBM % Tl & L TR L7z, ®IZ, #IEIRERER G 6, 12, 18, 24,
30, 36, 42 KUON48 KffEILANIZ CSBM F721% SBM 23 & o 72 B OFIG A 7AiM L 7=,

TANTOAEFREZIRBRTICRE LT,

3.5.1.5 #ratfEM

HERHENTIZ, SAS Drug Development (ver. 3.4, SAS ver. 9.1.3 }2(} ver. 4.5, SAS ver. 9.4)
(SAS Institute Inc., Cary, NC, USA) % W CTHEli L7z, 2 DO EEFAMEE T 7 AR E

UFZ7mF R 05mg HT, 90%L O T2l T& 2 BEEHRERE S L LT 2 HllR
[CL-0021] D#ERIZEESNT 18 240 51 (2 B 480 1) &% E L7,

B RWWEDIERT % Full analysis set (FAS) (ZHE-SWTHEM L7z, 1G5 1 BILL B G- S h,
BRI A ZPERHMIE E 23 1 THH THHEE STV D HERE 4 FAS & L7z, #iROEEE
ZERT 572012, T H I Per protocol set (PPS) THMFNT L7z, LM IZIR
BRIEDS 1 [BIPA BB S VTR (T HE S TiRAT L7z,

2ODFEFEEE O L AR F—R(T, BEDOEIE L 95%EFIXH (95%CD TrRah,

Fisher’s exact # i€ & FAWN T G RERI O AR 2 Fagst U7- (B EKUEX M 0.05 & L72), il
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DU AR H =R ENER IS 5 24 FH LLNIZ CSBM £ 7213 SBM 23 b - 12 fB& D EIE
b FEERICAFYT L7=, SBM BUE OB EOZ L&, CSBM HE O EOE L&, HF
WOBFEMEDZEA &, MW« BN OBEIEE A 27 OB EEIEO B i, MBI
DOEJEE A 2T OB PEDOTEAL R, W ELOEIEE A 27 O FEMEO LB KL IBS-
QOL-] OEMREGH L N PN R ERSOBLEIZONWTIE, BERHZNTFMOR—RT A
AR L LW 21T o7, 8 T HICIE, 1R 24 JRE R QAR 52 RECHS
57z IBS-QOL-J DO RERAG R L NI RERAEZRIEDH D t EZHNTRX—=ZF 1
&bl U7z, #IEl SBM # 721% CSBM & TORKffi] D H ff X Kaplan-Meier 150 log-lank &
Z AT IRR U7z TR BRIER)[E1 1 5- B AR 14 R E DO IRFE LANIC CSBM F 7215 SBM 23 & o 72 i

O BFEEA X Kaplan-Meier %512 & 0 #HEE L7,

352 R

3521 =HREH

LERBEZRS L 1,008 BIOBFD S 6, S08FINAYZ U —= 7 THE LI, 6
L HITIE, 500 Bl 77 2K 251 6) £7213V 527 vF FEE (249 6) ITEFERL LT,
ZDHH, TTRREE2BFIKOCY F 7 uF REE222 B aFEE7E T Lc (K 34), 514
TR, 324 IR U MITY FruF FaeghbLic, 2056, 77®R-UF 27 uF N
126 f5il, UFZ7vaF R-UFruaF REE 149 IR EZ5E T Lic, FIREMIEX 34 1277,
FHIMOPIEEBRE, Y7 ERBETIBEFICLSZPIEoB LE (11 6), Vs aF REET
ITHEEES B F) PRbErol, B U MomibEbE, 78RV Fr7aF REE U
FraF R-UF7eF FHEOWTAOHRTHEZICLI2HIEOR LHBRbENoT (£
NEN IS B, 76, NARGHERON—2T A CORMIE, 5 THIROE 1 HORREZE
DY TOHNTERETORERTHLDRABEI LA LN o7 (R 21), B 1 HORRIED
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IRFEHRIL T 7 BARRET 98.65%, U2 v FHET 97.21%, 5 I WIOTRBRIEDIRIER LT Z
BAR-VF 7 aF FHET 98.90%, UV F 7 uaF R-UF7aF FHET 99.05%Tho7z, VF7
2 F FOREIZBE LT, 2761 (8.3%) OBEMF I HOIGHRH 12 #2551 os
FEEHA 24 B RPERFE T2 0.5 mg 705 0.25 mg IS8 L7228, EEEICE SO CHIEE L

BEITN o7 (3R 22),

3522 FEFMIEB DA

UF 7 uF REETO 12BMICE T 5 IBS IER OB L RO L AR Z—3 (33.7%,

95%CI  27.9-40.0) 1%, 77 & ARRE L il U CREEHIIC o7z (17.5%, 95%CIL 13.0-
22.8, Fisher'sexact %€, P<0.001) (X 35A), VF 27 adF RETO 12 BFIZEBIT S CSBM
VAR Z—H (349%, 95%Cl 29.0-41.2) 1%, 77 BARHLHE L CHREIICHEIZH
o1z (19.1%, 95%CI  14.4-24.5, Fisher's exact #iE, P<0.001) (X 35B), U+ 27 s R
LT T REEL O IBS SEIR O BN R D L AR v F—RITHT D2, FIRT U 27 (RR,
Relative risk) 1.92 (95%CI  1.40-2.65) K& ONAHELL L (NNT, Number needed to treat) 7 (95%CI
5-13) T 16.2% (95%CI  8.3-24.1) TH>7-, CSBM L AR X —FD7E, RR  1.83 (95%CI

1.35-2.48) KTOYNNT 7 (95%CI 5-13) T 15.8% (95%CI 7.8-23.9) Toh-o7- (F& 23),

3523 F|HDEDMOEFMER DRE

UF 7 vF FEETO 12 BENZIT 5 I8  JEE ARSI RO L AR #—3(29.3%,
95%C1  23.7-35.4) 1%, 77 B ARRE L ik U TRERTRVICA B2 2o 72 (15.5%, 95%CL  11.3-
20.6, Fisher's exact #iE, P<0.001) (X 36A), VF 7 uF REETO 12 BT D -
MEERAPRIE D BEIEFE R 27 D VAR H—H (24.5%, 95%CL  19.3-30.3) X, 77 &AL
el U CHERHIIIC A B E D o 72 (15.1%, 95%CT  10.9-20.2, Fisher's exact f27E, P=0.010)
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(X 36B), UF 7 uaF R&7T7RREEE D IBSIEROIER « I APUROEIEE A 27 O
VAR HE—=RITxT H7E, RR1.62 (95%CI 1.12-2.33) LTOYNNT 11 (95%CI  6-50)
T9.4% (95%CI 2.0-16.7) ThH-o7- (F 23),

UFraF FETO 12 8BICET 5 CSBM+L DL AR & —3F (54.6%, 95%Cl  48.2-
60.9) 1%, 77 B REE L bk L CHREEHNIC o 72 (40.2%, 95%CI  34.1-46.6, Fisher's
exact fi7E, P=0.002) (X 36C), U S/ mF R&ETTEREELD CSBM+] DL AR H—
TITHT D70, RR 1.36 (95%CI  1.12-1.64) X TO'NNT 7 (95%CI  5-19) T 14.4% (95%CI
53-234) Thotz (& 23),

UF 7 aF REETO 12 BEIZIT 5 CSBM+1 K OMEN « A PRI O EfEE 2 27 O#
B LVARZ =3 (19.7%, 95%Cl 14.9-25.2) 1%, 77 B ARREL G L THREMIICH RIS
o1z (10.0%, 95%CI  6.5-14.4, Fisher's exact #i7E, P=0.002) (X 36D), U+ 27T R
7T RARREL D CSBM+] K UMES R - A RIRDEIEL R a7 OBE L AR F—F(T
*T 570, RR 198 (95%CI  1.26-3.09) KTO'NNT 11 (95%CI 7-32) T 9.7% (95%CI
3.1-16.3) Thotz (F 23),

V7 v FEETO 12 8BIZEBIT 5D SBM L AR Z—F (80.7%, 95%CI 75.3-85.4)
X, 77 EARRE L i U CHRETICE BICE o 72 (57.8%, 95%C1  51.4-64.0, Fisher's exact
e, P<0.001) (X 36E), U727 wuF FEETO 12BRICET L H@REIEDRO L
R H—3F (36.5%, 95%CT 30.6-42.9) 1%, 77 BARRE L L CTHREHICHBEICRE -T2

(18.3%, 95%CI 13.7-23.7, Fisher's exact 7, P<0.001) (X 36F),

UJ 7 uF REETOHE CSBM £ TORFHIOHJAE (89.33 FFfH], 95%CI  69.75-119.67)
%, 77 EAREEE i U CHEITICERICED o7 (211.67 KFH], 95%CI  160.88-291.62,
RREEIG HhAR D log-lank #7E, P<0.001) (X 37A), UF 7 v REECTOYIE SBM £ TO

BRI o Frdufil (16.17 B, 95%CI 10.00-19.17) 1%, 77 BAREE & el U CREMIICH EIZ
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o7 (26.40 REH, 95%CI1  23.08-31.63, SAFEEIGHIARO log-lank f7E, P<0.001) (X
37B).

UFraF R, #IEERSEGE 6 REMUINIZEF D 14.9% (95%CL  10.4-19.3), 38.2%
(95%CI  32.1-44.2) |Z CSBM J ' SBM IR ZALENA HALIZN, 77 AR IFAIEIE 5644
% 6 RFEILAINIZERE O 2.4% (95%CI1  0.5-4.3) MTM15.5% (95%CI 11.1-20.0) {2 CSBM &
O'SBM &b, VI 7 mF RREICE T DIREBREEY]E# 5-Fi6% O SBM %7213 CSBM
W -T2 BEDOBREEAIL, £EETTIvRBEL LR L THRIMICAEE CEN-T-
(Kaplan-Meier %12 L A HEE O ZIZ%F7 5 Wald #2E, P<0.001) (X 37C, D),

XA D BAEFE A 20 7 O FEME DAL EIL, 1O TR COFMRER T 7 &R
BELHIRLCU 7T REDIE O BKREL, IERSROSENrEn (K 38), VT
7 v F REETO IBS-QOL-] OREG AL, 1aFH 4 BECILY 7 B ARE L i U CReEHY
CABICRIFTHY (P=0.022), THFEH 8 R, THHEM 12 RGOV 1T MR Tlask
ERNCIZRAF ChH TR HEE TIE R o7 (K 39A), & ITHIRKFRTIE, V7T R
BECTO IBS-QOL-] DART 4 + 4 A= (P=0.002) K ORAAERE (P=0.040) O FALRERS
MCT 7 uARREL i U CHEHICHRICBAF Ch o 7oy, 2O FALRER S TITAE
BEThRro7= (M 39B), VF 27 aF RZZOMOBIKHER Th 7T v REEL i LT

Blfi Aot a R LT,

3524 FIHOEZEMIER DG

EIENS Y F 7 aF Refkk L THRESN-BE, KOE1THO 7T 2R 55 I
V7 asF R &z Sn-EET, IBS JEROSRUES R OB L AR #—=R (X
40A), CSBM D EIL AR #—F (X 40B) THRBRALNTZ, VFZ7uaF KU Frn

F FEETO IBS-QOL-] ORARERIFN—A T 1 (n=164) T 69.5 (95%CI 66.8-72.2) »»
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S 52 R (n=150) T 88.3 (95%CI 86.2-90.4) |Z¥ML7=, U F 27 aF FoOEHE
B, B 1 HO_R—2F 1 0 IBS-QOL-J DR H K VIR R & Ehile U CIG 9
24 R} QBRI 52 BEF O 2NN O CHREHICE BEIZSE L (RS0 & 5 thiiE,

P<0.001) (X 40C), % I #ADZDMOBEIETANTHLER A BT,

3525 HIHDXREMEDEE

5 1 022 M3 500 B0 BB TR L7-, AERZRIL, 77 BAREE 65 6 (25.9%) KO
U s aF REE78 I (31.3%) ICH b, Vo7 rTF REECTO FHOFERILT 7 &R i
LV EoTe (9.6% vs 0.4%, Fisher's exact #iE, P<0.001) (K 24), H1H O FRORE
FT_RTBEEITTEECTH oo, EERBEMNCIE, V7 eF FEOEE (1 )
KOT 72RO AMERERAD (1 6) BEER TV, AEFLO RR KOEFELEKL

(NNH, Number needed to harm) (33 23 (2R L7z,

BRRIR A, A 2P A U R OMREIZERICRIBE L 7R 2 X—2 T 1 b OZEAKIT

IR0 T,

3526 FEIHOXTEMDAIE

5 WOV 324 Bl BA TRl L7z, AEFRIL, 77 8R-UF 7 o F N8l fi

(50.6%) KO FZ7wuF R-UFr7aF REE9I8 #i (59.8%) IZHbivic, U7 aF K-Y
FruF FHETO T2 E0EGEEORIRIITTER-VF 7T FEELF CRET
bHote (£ 24), B 1 MO TROREILT R CREEIIIHEECTH o7, EEREIER
X, FIER-UFruF FEORER (F) BNEER TV,

ERRIRALAE, A XAV A R OREICERRIICHE L 225 R—2 T 1 )b OEKIE
Y A WAL
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353 EE

ZORBOFERIE, BAROBREFIZH LTI F 7 aF K 0.5mg N7 7RI GMETHE
NTBYFERAMRRZEET 07 7 A VAR L T DG Z IR LTz, Z ORBRATIC
e S VT2 2 FHEBR [CL-0021] (ZHD &, HAD IBS-C BEZIMKET D700 77 n
F RO EL 05mg ERELZ, LEN-T, KRBT, VF 78T K0.5mgll>
WTHAD IBS-C T L THRID BB RH 5 Z & 2BGEE LT, ZOMEDRT R,
KEOF 2 fHFRER [MCP-103-202] [47], 5 3 #HiER [MCP-103-302 }2 OY LIN-MD-31] [59,
60] & ITXRITH 72, N6 3R ERTIL, VF 27 2T K 0.29 mg 2 KEO IBS-C B3
2T AR E TH - 7o, KEOBMEFEREFICR L TIX 0145 mg OV F 27 aF RNF
HTHDZEPRIESNL T DH[48], FDA 1E, IBS-C (ZxF LT 0.29 mg, BPEMRMEICK L
T 0.145 mg[81]&% T 0.072 mg[82] 2 KF L7, HIZ, Z DR TD FDA DHE L AR & —
O NNT (%, 11 (95%CI 7-32) T&HY, KETITHOI IBS-C O 3 FHEER [52 (95%CI
4.0-7.3) [59]% TN 8.0 (95%CI 5.4-15.5) [60]] LV b @EroTz, ZNHDOT—XIX, HARD
IBS-C EVKED IBS-C BEF LV bEHEDY T/ unF FeyB e $+5Z L 2Rl LT
W57z, Rome IV THMI & 4172 IBS 2 SUAW/IEIZE A el D B ZEME N AT 1T B 72 [38],

AARNERTY 7 oF FOEmWERHEZLE L 32 RI2IE, WK GBI FE
w0, BNMERE, BAEEREDOWS DOERBEL L TWD alRetEr b 2, IHE OB E
REIAET D7 T =Y 77— C (GC-C) Z&IKRIL, GC-C U H Y RiT k- Ttk
INb[62, 63], TEMHALZNT. GC-C ZAMWIZL, IHE FEGMIZB T DIl OY1 7 U v
27 GMP (cGMP) O¥iM% H7-6 L, IHENECOMEEA 42 R OFERFEA A2 0506 % HE
S, TN LRI K D5y is % BN X1 5 [64-66, 83], GUCY2C i&Efs1-[68] (GC-C & 22—

F9 %) X577, ARNEKREANDOHDOBISHIZRUCI T 52581, AANER T
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BHEZMWELTLHERO—D>THLAMRENH L, £z, /7= by rr=1 %
77 =Y ROBVEAIRL, BATERSH, ARELIMTOmGIIBITL, GC-C%ZA
ROWNTEMEY T FELTEL[68], HAANDBEEX, KEFHiXa—uo vy 0oBHELY
GC-C ZHEWITHAMICHE O T 2EIENI T =) v 22 AT HAREENS D, FIZ, EH
2R ERHIAIZ 31T D GC-C mRNA 52 10~100 {5 D ER AL &M FE L TV B[77],
BAEMZ A2 G U EOR T, ks AARBIZR T 2 HEMROEWTREL KT LT
WD ATRENEDN B D

72, BARNITEFERAE S IZR R D HNMEEZ R > TOD[74]12 & b HEZIROENIC
HEBLTWD RN DD, RYMEEICHRT 2R VT 0 7 —EROT A7 —E, B
ANZIE R TH D0, KD ANLIZIZFELRW[T5], U T2 aF Ridvha TRE O
MM-419447 (R SHL[68], IV F 7B F KD 2 DOV ANLVT ¢ RiEE RGN, i S
N5[68], HAANL, oOE~L LI L ToX Y XTFFL—LEFHEOET 4 RV T YT %
L0 %< FEO76], L3> T, WIRMEF ZITMEEo 7 a7 7 —E8 0@y, HAD IBS-
CHBHF D 0.5 mg/H OHEER EOBEUMWELZFHAT 52 LN TE L0 H LILRV,

HARNIEEANDOEAETE L TR 25 8FE L TWD[38], HARADOEWARIEIR[71]IE K
EA K07 [72], W& XD, 077 =Y UREBED, GUCY2C OE{s1-HilfH
ZHT-H3[73], BARBIIEFERE LY BEENO 7T =) COFRBLZEML, VF27F Ko
B2 598D % FREMEDS & % [68],

Z ORERTIL, IBS JER O RARUGEN T & CSBM O L AR X —RNFEERHHIEE Th -
7m0 E77, HE - BEERPUEOEIEE A 37 O L AR L X —RPNEERFHEEA Th - 7=,
Z OFHlIEEH & CSBM+1 O L AR Z—3 (%, IBS-C OEFKRER T FDA 714 K7 A [36]
WX OVHERSN TS 2 DO FEFHBER LR TH D, —J7, 12 BREIZIRIT 5 IBS AEIR
DEMEENFD L AR 2 =L, HARD PMDA[55, 56]IC L 0 FEAFRER O = HHAMhE A

ELTHROLNTEHY, RomelV OHELEITHHERL L TV 5H[38], L7223-> T, ARk F2
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FHmIE L, CKENCR T B UTEORER[47,59, 601 & [Fl—TiEAWn b oo, ZoRRICBITS
FHERFHMFEERIX, FDA HA F7 A L [36]DEFZEZ ATV D,

UF 7 aF FHETIE, #IENGERERS 6 REHILINIZEE D 14.9%, 38.2%IC CSBM KT}
SBM MR ZALE NI BTN, THIUTHEN Tik D OFRBRIEF T b #)[E] CSBM & U SBM 23k 4
IZHBNDHZ Ea AU, BHRNC 21, ZORIESZ =103 ) F 7 aF REEL i L
TEVEWRERTHLIZHDDLT, 7T ERETHL AL (FIEEGFIAE 6 KRt
LIIZ 2.4% % OV 15.5%) . F1 DRV Z OWF5EIE, IBS-C (ZkFT 2 A1 5% O lEl CSBM K&
U SBM % TR D 7RI T 5 Fef) DOt T 547, 48, 59-61, 81, 82],

ZORBROF MDY 77 aF FoRMks G5 18006 Y 77 vF Nkt L TS
SNIZEEROE I HOTZERNLE MY F7 e F N B2 b7 EBEOm
Zate) 13X, 52 E T IBS-C BH T3 2 Rt 2 A2 R Lz, LARTORER[59] TH]
BNIRoTe k91T, V7 uF RIROBSIZ RS eholz, 52 lMHE T Fornm
F R TRENTLESET a7 7 A VL, AEAETH Y ZOMOE 3 Hille b —§H
MR oTz, ZORBRTIE, VI 7 uF FREEED 52% 0 2HEFS, 24.1%C B EE
FERO145%IZ TRIN BT, ZHbOREBEIGE, KETO 26 BEORBRTH LT
LOLREIFETHY, ZORBRTIT 65.4%IZi0M F TRAELTCAEESR, 338%ICRBEA LR
FH, 19.7%Z TR HTZ[59], BANERIZKT2 Y 727 25 F0.5mg &51%, KEA
LENTXT 5 029 mg DG L g L THEFSZBF M ST, ZURER T 5
mwRTHoT,

ARREBRIINL DD ORANRH D, F1DIZ, U7 mF RIS TN, TakH 48
iz BR& 77 1R LIk L C IBS-QOL-] DRSS 2 FEICkE LT, 77 v Rt
L2 7 v F PO IBS-QOL DL, £V KRS ZREFE THRINT 5 Z LT
HIEAHD. LOLRND, B 1IHEKRATE, V72T FEETOIBS-QOL-I DART 1 -

A A=V R ORBATED P RERRILT 7R L R L CREICSE SN, £, 7
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TERBEEZRNTND OO0, U7 aF ROEHE G TIE IBS-QOL O EN A LIV,
IBS F# D QOL 1%, LV EWIAREM S 5%, K0 K& AfEfIEcE V72 38iaH#IC &
0, LEIEDHZENTRETHH[78], KIZ, ZORBROEEFAREE 1L, IBS F#IZxH
% FDA HA K74 V[36]F721L EMA HA KT A V[37]& EREICH U TiEeho7zb D0,
IO OFMIE B X, AARORER TRIKGHGEH X BT EE & L TEEN TV, £
7z, ZORBROTEEFMEH L, HAD PMDA IZFRD HAL Tz, IBS OFHIE H (Z%5
DEMBDITA RTA N RID L aEBERT 5L, FEHMEHEA T4 L b RBRofil R
TIEe <, RERIZZORBRIZZL UL DO ER EZEE LI EWIGREFEO R WS & Z 2 bk
[38];

fham e LT, ZOREBRIL, VT 7T FOOKESN THRRMICENETH L Z L 25
MZ LTz, ZO%F 3 MHRBROMEEIL, V27 eF K0.5mg 2SHAD IBS-C BEIZH LTH

I OZETHDZ L amiEL T,

36 MmRHABREADEESE

e N2 x5 & U728 1 R GRER [CL-0011] TiX, V)7 uF Fo
EHETHEHEEOHEFRNAONTNTXTEETHY, SHME LI EHAN T
TRV AMEICEIT W e Z 2 b, 7, NP2 b baHE TR bivi,

FERERERERR A 25t 5 & U725 | MISCHE - $ GREMIRRERERBR [CL-0012] TIX, V)7 nm
F RIEHGAC L 0 AP0 B, B GREBCIERATHR G R %E s
TEERRE D olz, o, BEFROREBEIGIINTNWOREREK OG- 4E T 6 AR
FETHoTh, THRIORBREIG IR & HANBBREK LG TR ol /S— 81 LUV — |
2%ED, KB CH LN HBRESIEROAEFROBEL, FLALPRETHIL

EVECRAEMEICHEIT RN E B 2 bz,
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IBS-C BEZ XA & L7125 2 Ml [CL-0021] TiE, FEFMEEE CIXIAEEEIZA DN
RinoleboD, VF7uF FOTXTOHERTT 7 ARFEL LKL T 12 8MICBT 5
BREENRO LV AR HX—RNEL, o 12 BEICEITS CSBM O L AR H—=,T
1%, 0.5 mg BECTT 7R L K L THERUENPRD N, £/, V7 vF FETHR
HLEZLBOOLNICAFEFLTH D FHORHREFNGIL, U F 27 2T R 0.125 mg #E LT 0.25 mg
FELHIZ LT, 05 mgBE TR o722 & D, 5 3 MHEER [CL-0031] TOYF 27 uasF KD
&% 0.5mg LEEE LT,

IBS-C A xt% & L7-5 3 #HakER [CL-0031] Tif, EZRHlE B ICEE L7 12 I
B % IBS SERD EMUELR R D L AR 2 —R O 12 HEIZET 5 CSBM D L AR
H—RONWTIUIZEBNTS, BHEGICEITL2Y 72T R 05mg O 77 BRI
2 BEBE DS RRE S 4172, IBS-C D FEREFR AL Ot SRATIE D T FRE L 72 IEEBIZ IR D HAEE 2 =

OFEEEDOEAL R, B IHOT R COFERR T 7B RREL L CY F o rF R
BEOIZ ) MKRE L, MR O EN R ST (K 38), £72F DOBRITHESNICH LI,
FUHICHHERFSNT, VT 27T K0.5mg#TO IBS-C 37 52h%1%, IBS-QOL &7
DGR D 52 HEMERF S TERY, F, S2 MG Lz & X oReMkIckE 28
X DRI o7,

UF o a g RCITABMEERE GREMREBIC LA EHERS) BEZ MG L L5 2 R
B [ISN/Protocol: 0456-CL-1021, LA T CL-1021] & OV 3 FH5k8% [ISN/Protocol: 0456-CL-1031,
LUF CL-1031] ZENTHEML, LTFDOLIBY OFREZHETIY, IBS-C BFH L FREICIEME
ERMERETH, V7 uF N L HEMERIEOSCEEN R MR SN, BARGIZEITS
VFruF ROFMELBRIESNTND

MEPEERVE ERERFREIC X DERZBRL) B L5 e L5 2 #H3lBk [CL-1021] [84]
TiX, UF 27 a5 K 0.0625~0.5 mg #f TEEFHHEF TH S SBM B DL 2N L,

0.5mg BT 7B AR L i L THEIZEV CSBM O L AR U F—H PR L, &
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EVETIE, V7 eF FOMENRHA TS MRORENE(T 2 Z &322 <, BRBEAE,

NAZNY A ROMERETHBKRIICBE E R X—=2 T 1 b DOEITA LR >
72 CSBM L AR U & —XRIKFHEHEH CTh - 7223, EMA OEMEERME OIREIZEET 5 7
A RZ7 A [85]TiE, ik H MEMEFERMED A ZNMERHEEE & L THEHAE S TWD Z &7
ExREBEL, HOE - ZEVEORE RN D, BIEERME GREORRICE 2HEMERL) BE
Zxtgd U285 3 FEBR [CL-1031] TOUF 7 uF FOHEZ 05mg Ei%E LT,

PEVEERME GREPRBIC K DM A RS) BEEZXR E L5 3 HRER [CL-1031] [17]
T, EEFHMHEEICHRE L2EE 1l H O SBM BHE O EEEOELET, BAiEEIC

BIFLHVF7aF K 05mg BEOT 7 BRI 2EBMESNREES e, MEEIEAW R O &
JEEAaTIE, VFr7eF Mg GE1H) TIX128H £ THRAIZED L, 56 BEETED
SEENHER S Lz, 7T RAREE (B 1HD) TIE, B UHBmE (V7 nF FERERETER)
IR 2 b L, 7 8 BURRIEZE odEERH R sz (K 41), VP27 8eF K 05mg #C
SBM HHEE, REHEMEZIE & OV IBS-QOL OUGEIFEMIC O ViR sh, 7ok 56 @MY
T uF Fefhb Uizl EOLEMICRE RBBEIEA N T,

728, 3 FEEER [CL-0031] TiX, N—RT A »OMEHIERHROEEE A 27 O T
il 3R, 30 E) CEEIMEHEENY 7 7 —Tr ST aR, Y7 REEE Y )
7 aF R05mg BEC—EDMHMIIALNRD T, N—RA T A R E 72 GRS
RO LD BMAERLEE &6t 5 & L7oigsh e 3 FRall [LIN-MD-04] Tli%, V7 eF K%
A 30 NG LTz & & OAMER O EMERRET ST\ D, ZORBRTIE, 7I7F
REE LB LT, V7 aT R 0.145 7213 0.29 mg OW)[a1FE 55 1 38 R AN JE ST

JROFERNYGE L, £ OUREITIRERIF 2@ L THrge STV 72 [86],
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37 Fe&H

ZHE TS LN EHANOBERREREGE ) &, IBS-C B3 L CRAMRGICETH U )
7 aF ROFRAERHE S, MBS bWEDRR D DH 2 LR sz, -,
IBS-C BEF DAL 5T, (BHERERE T RO R MR S,

PR AR R OB R O BB RIT, RN 6RO i, BTG L 2B R OHE X
RO LR DT, FFETREERMEOAEFEFRIIRDOONT, V7 uaF FFIFRIRS
IR &N D SRR b R H IR IC S < OB RITD v LI s D, —F, VA
7 & UTHHEERICE S THRIORBNRD L HD, EER THOBIICHE T L
T, ERRMETRTOND EEZDND,

B, V7T FZonTiE, TOEMEFG IBS-C BHICBW TRbILHENT
WHIBBE~ T AL T ATHLNDEm~Y 7 R LMJEZ G EEZ Y 271307 nE#E 2
b, BT THALNLRIMRE LIZBEOROBEHLA BN oT,

EWNTIE, X TIELNZENORKRRBREEL Y, U7 aF Fid2016 4 12 A
(& TMER RSB IBAERRE (IBS-C) | ZZhRE - AR & LTRSS, 2018 4F 8 H T M2k

EMVE GRERPRBIC KL DEMZERS) | ~DBEBENSH TS
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*x 9 TR BMILERIKRRA—IL (BSFS)

< CanmanpRERD (PHEREE)

V=t =V RTHLZNTIIEZ L Blko)
&

2
FHIZOVENOH D Y ——ROE
3
RENROENTELNINY ——=DWR, H
4 DVRIED L H 70 b SHEELSE
To &0 & L7=WrmDH 56 a5 [EH
5 O (BHIHETXB) @
WMESINT, SIS DRERD/NF
6 i, JEIRDOE
KEETT, B EE E WK o E
7 F o7 < OISR

x& 10 AOMEHZERUOR—X T4 U O%%E [CL-0011]

Characteristic Pl(i‘:;l)m OIZ:SGTQ 0'?316';19 1 (?126";9 3(":‘12;9
Age - yr 30.4+7.31 27.3 +8.50 30.3+9.77 32.0 + 8.65 31.2+5.53
Height - cm 169.54 + 6.632 171.00 + 4.854 170.83 £ 6.055 171.45 £ 3.436 169.17 £ 5.118
Weight - kg 61.50 + 4.519 60.37 £ 7.777 63.80 + 4.075 69.03 + 6.525 60.85+ 5.816
BMI - kg/m? 21.51+2.588 20.62 + 2.027 21.92+1.543 23.47 £1.743 21.25+1.993
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= 1

RNFORAE [CL-0011]

Pharmacodynamics Pl(a nc=e8l:)>o 0':226';19 0':(5516";9 1 (?‘53:2;9 3(?]:21)9
Stool consistency

Mean maximum baseline BSFS score 1 3.8+0.71 3.8+ 0.41 4.5+0.55 42+0.75 4.0£0.00
Mean maximum BSFS score 11 4.5+0.93 3.2+1.17 4.3+£1.37 52+1.33 5.5+0.55
Change from baseline score 1.1+£0.81 -0.6+1.28 0.1+£1.31 1.4+1.57 1.6+0.49
Straining severity

Mean minimum baseline severity score t 2.4+1.06 2.0+0.63 1.7+0.52 2.0+0.89 1.5+0.55
Mean minimum severity score 1 20+0.76 20£1.10 1.7+£0.52 1.7+£0.82 1.3+£0.52
Change from baseline severity score -0.4+0.52 0.0+1.55 0.0 £ 0.00 -0.3+0.52 -0.2+x0.41

BM

Mean time to first BM

6.733 + 3.6768

16.208 £ 10.9505

10.314£9.4163  5.586 + 2.4868

4.069 + 2.6063

Median time to first BM 6.683 16.125 8.200 4.992 4.092
t: for 48 h before dosing
t1: for 48 h after dosing
x 12 HEFROEBESE [CL-0011]
BEHKSE EHE e el R A toee® e e
BREE 0 1(16.7% 4 (66.7%) 3 (50.0%) 8 (25.0%)
i £).4 0 0 1(16.7% 0 1(3.1%
T 0 1(16.7%) 4 (66.7% 3 (50.0%) 8 (25.0%)
& 13 AOMHZERUR—XZ4 U O%4 [CL-0012]
Part 1 Placebo 0.25mg 1mg Total
Characteristic (n=8) (n=8) (n=8) (n=24)
Sex —no. of patients (%)
Female 4 (50.0% 4 (50.0%) 4 (50.0%) 12(50.0%)
Male 4 (50.0%) 4 (50.0%) 4 (50.0%) 12 (50.0%)
Age - yr 29.1+8.15 31.5+4.81 32.5+10.43 -
Height -cm 166.91 1 7.924 167.19 £ 6.884 167.21 £ 9.403 -
Weight — kg 57.98 + 7.604 57.21+6.125 60.54 + 7.688 -
BMI - kg/m? 20.74 £ 1.763 20.48 £ 1.905 21.60 £ 1.663 -
Part 2 First pre-meal dosing First post-meal dosing Total
Characteristic (n=10) (n=10) (n=20)
Sex — no. of patients (%)
Female 5 (50.0%) 5 (50.0% 10 (50.0%)
Male 5 (50.0%) 5 (50.0%) 10 (50.0%)
Age - yr 27.4+6.38 26.8+4.29 o
Height -cm 162.84 £ 8.675 162.80 £ 5.581 -
Weight —kg 59.00 £ 9.293 52.57 + 4.907 -
BMI - kg/m? 22.11+1.887 19.81 + 0.939 -
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x 14 EHZFORKE (N—K1) [CL-0012]

Pharmacodynamics Pl(e:]c;est;o O(iig)'g (1nr="g)
Stool consistency

Mean baseline BSFS score t 3.91+0.420 3.79+0.182 3.93+0.433
Mean BSFS score 11 4510911 4.57 +1.088 5.18 £ 0.769
Change from baseline BSFS score 0.61+0.732 0.78+1.114 1.25+0.643
SBMs

Mean baseline no./day t 1.18 £ 0.446 1.25+0.298 1.00 £ 0.262
Mean no./day 1t 1.08 £ 0.282 1.55+0.707 1.55+0.812
Change from baseline frequency -0.10 £ 0.513 0.30 + 0.641 0.55+0.682
CSBMs

Mean baseline no./day t 1.10 £ 0.545 1.18 £ 0.362 0.90 £ 0.239
Mean no./day 1t 0.80 £ 0.302 1.25+0.769 1.08 £ 0.354
Change from baseline frequency -0.30+£0.414 0.08 +0.575 0.18+0.459
Straining severity

Mean baseline severity score t 1.89+0.727 1.70£0.711 2.20+0.623
Mean severity score 11 1.98 + 0.586 1.49+0.518 1.82+0.575
Change from baseline severity score 0.09 +0.807 -0.21+£0.630 -0.38 £ 0.355
BM

Mean time to first BM 18.42 +10.110 6.73 £ 8.409 5.13+8.219
Median time to first BM 18.12 3.92 2.47

1: for 5 days before dosing
11: for 5 days after dosing

71



x 15 EHZFORHE (/I\—F2) [CL-0012]

Pharmacodynamics

Pre-meal dosing

Post-meal dosing

(n=18) (n=19-20)
Stool consistency
Mean baseline BSFS score t 3.88+0.353 3.79+0.358
Mean BSFS score t1 4.77 £ 0.659 5.34 + 0.852
Change from baseline BSFS score 0.89+0.738 1.57 £ 0.940
SBMs
Mean baseline no./day t 1.18 £ 0.504 1.05+0.454
Mean no./day t1 1.22+£0.489 1.67+0.703
Change from baseline frequency 0.04 £0.442 0.60 + 0.600
CSBMs
Mean baseline no./day t 1.18 £ 0.504 0.99 £ 0.492
Mean no./day t1 1.14 £ 0.503 1.62+0.699
Change from baseline frequency -0.03 £ 0.587 0.61+0.624
Straining severity
Mean baseline severity score t 2.02+0.650 2.06 £ 0.757
Mean severity score 11 1.92+£0.698 1.72+0.531
Change from baseline severity score -0.10+ 0.453 -0.34+0.725
BM
Mean time to first BM 5.00 + 5.398 4.60+6.318
Median time to first BM 2.57 3.21

t: for 5 days before dosing
tt: for 5 days after dosing

® 16 BERHOEWNCEDICENFEFE [CL-0012]

Pharmacodynamics Pre-meal dosing

Post-meal dosing

Post-meal dosing -
Pre-meal dosing

p-value

Stool consistency

Change from baseline BSFS score 0.88[0.55, 1.22]
SBMs

Change from baseline frequency t 0.07 [-0.14, 0.28]
CSBMs

Change from baseline frequency t 0.01[-0.22, 0.25]

1.56[1.23, 1.88]

0.59[0.39, 0.79]

0.60[0.36, 0.83]

0.681[0.33, 1.02]

0.521[0.26, 0.77]

0.58[0.37, 0.80]

0.0038

0.0030

0.0002

1: for 5 days before dosing vs after dosing
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x 17 AEEROHRFEFSE [CL-0012]

Part1
BEANRSEEXE Placebo 0.25mg 1mg Total BRIRS BRERSEs
(n=8) (n=8) (n=8) (n=24) (n=18) (n=20)
DEESE 0 0 0 0 0 1 (5.0%)
2 RS 0 0 0 0 0 1 (5.0%)
HERpES 5 (62.5%) 4 (50.0%) 6 (75.0% 15 (62.5%) 13 (72.2%) 17 (85.0%)
BWEEE 0 1 (12.5%) 1 (12.5% 2 (8.3% 0 2 (10.0%)
[T 2 (25.0% 1 (12.5%) 1(12.5% 4(16.7%) 4 (22.2% 3 (15.0%
L 0 0 1(12.5% 1(4.2% 0 0
T 5 (62.5%) 4 (50.0%) 6 (75.0% 15 (62.5%) 11 (61.1%) 17 (85.0%)
£ EEELLUVRERFERE 0 1(12.5% 0 1(4.2%) 0 0
28 0 1(12.5%) 0 1 (4.2% 0 0
B FESIUFERLE 0 0 0 0 0 1 (5.0%)
ITREL =)L A5 0 0 0 0 0 1(5.0%)
BERE 0 2 (25.0%) 0 2 (8.3% 0 1 (5.0%)
;7—’ FRIRSYRIIS—HH 0 1(12.5% 0 1(4.2% 0 0
meE YLE N 0 1(12.5%) 0 1(4.2% 0 0
o E A B 0 0 0 0 0 1 (5.0%)
MERES 1(12.5% 2 (25.0%) 0 3(12.5% 0 1 (5.0%)
EiE 1(12.5% 2 (25.0%) 0 3(12.5% 0 0
{EIE 0 0 0 0 0 1 (5.0%)
R 5% . HEBES KUMRRES 1(12.5%) 0 0 1(4.2% 0 1(5.0%
BR 1(12.5% 0 0 1 (4.2% 0 1 (5.0%)
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% 18 AO#MEHZERUANA—R T4 DOFE [CL-0021]
Placebo Linaclotide
0.0625mg 0.125mg 025mg  0.5mg P-value
(n=112) (n=116) (n=111) (n=112) (n=107)
Age (years) 41.6+10.8 41.5*113 41.7+*119 41.8+9.38 38.9+11.0 0.253
12 7 9 13 8
Male
(10.7%) (6.0%) (8.1%) (11.6%) (7.5%)
Sex 0.554
100 109 102 99 99
Female
(89.3%) (94.0%) (91.9%) (88.4%) (92.5%)
Duration of disease 182.8 + 161.7 184.2 + 193.7 ¢ 163.4 0.413
(months) 128.9 128.7 142.8 134.2 126.2 )
aCSBM frequency
0.38+0.58 0.31+0.52 0.40+0.59 0.38+0.55 0.34%0.49 0.788
(Iweek)
bSBM frequency
280%+1.09 265%1.24 278%1.29 271%£1.13 2.80%1.12 0.833
(Iweek)
Bristol Stool Form
Scale 213%0.71 2.01+£0.77 2.08*0.72 2.05+0.73 1.97%0.69 0.549
(1-7, weekly)
Abdominal pain/
discomfort severity 3.07 £0.69 3.08+0.66 2.91%0.64 2.87*0.64 3.05%0.69 0.049
score (1-5, weekly)
Straining severity
score 3.56+0.69 3.51+0.66 3.43*0.68 3.51+0.74 3.60%0.73 0.508
(1-5, weekly)

2CSBM (complete spontaneous bowel movement); SBM without a sensation of incomplete evacuation, "'SBM

(spontaneous bowel movement); bowel movement without the use of a laxative, suppository, or enema, or taking

measures for stool extraction on the day or prior to the day of this bowel movement. Data were expressed as mean+

SD, actual numbers, or %.
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£ 19 ULIFhHrOBETRBRINEHN 2%ULODAEESEER [CL-0021]
Placebo Linaclotide
Event 0.0625mg  0.125mg 0.25 mg 0.5 mg
(n=113) (n = 116) (n =111) (n=112) (n =107)
All adverse events 41 (36.3%) 39 (33.6%) 56 (50.5%)* 46 (41.1%) 50 (46.7%)

Gastrointestinal
disorders

Diarrhoea

Abdominal pain

Infections and
infestations

Nasopharyngitis

Influenza

Abnormal
laboratory test

Increased plasma
triglyceride

Decreased
leukocyte
count
Nervous system
disorders

Headache

10 (8.8%)
3 (2.7%)
1 (0.9%)

24 (21.2%)

18 (15.9%)
1 (0.9%)

6 (5.3%)

1 (0.9%)

4 (3.5%)

3 (2.7%)

13 (11.2%)
8 (6.9%)
2 (1.7%)

15 (12.9%)
9 (7.8%)
1 (0.9%)

9 (7.8%)

3 (2.6%)

1 (0.9%)

1(0.9%)

28 (25.2%)** 24 (21.4%)*

17 (15.3%)*** 20 (17.9%)***

4 (3.6%) 2 (1.8%)
20 (18.0%) 15 (13.4%)
13 (11.7%) 10 (8.9%)

1 (0.9%) 2 (1.8%)
12 (10.8%) 7 (6.3%)

4 (3.6%) 2 (1.8%)

0 0
1 (0.9%) 1 (0.9%)
0 0

19 (17.8%)
15 (14.0%)**
2 (1.9%)
26 (24.3%)
17 (15.9%)
4 (3.7%)

5 (4.7%)

1 (0.9%)

*p <0.05, ¥*p < 0.01, ***p <0.001 vs placebo

Data were expressed as numbers (%). P-values were calculated by using Fisher’s exact test as ad-hoc analysis.
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Criteria

Transfer Criteria

Transition to Part 2 is allowed for any subject who meets all of the following criteria at the Week 12 visit of the
treatment period.

1.
2.

3.

4.

5.

Subjects who do not fall under any of the discontinuation criteria

Subjects who have completed all evaluations at Week 12 of the treatment period as specified in the
assessment schedule

Subjects who have submitted all patient diaries and the Japanese version of Irritable Bowel Syndrome
Quality of Life (IBS-QOL-J), which should be filled out up to the Week 12 visit of the treatment period
Subjects judged to have no safety concerns (symptoms and signs until scheduled visit) by the investigator
or sub-investigator

Subjects who have submitted a written consent for the confirmed intention of transition from Part 1 to Part 2

Some subjects may not be eligible for transition if 100 subjects (including those who have received areduced
dose) are already expected to complete the 52-week administration of linaclotide (combined with Part 1).

Dose Reduction
Criteria

In Part 2 (open-label period), dose reduction is allowed if subjects meet all of the following criteria in the period
from the following date of the Week 12 visit until the Week 24 visit of the treatment period;

1.

2.
3.

Subjects who experienced diarrhea (including loose stools) induced by the pharmacological actions of
linaclotide during the treatment period from Part 2 onward (if the dose interruption criteria have been met,
dose reduction should be considered at visits after resuming administration following an interruption of
linaclotide)

Subjects judged as in need of a dose reduction by the investigator or sub-investigator

Subjects who desire a dose reduction

After the dose reduction, the study will be continued until the last observation while maintaining the reduced
dose. If subjects meet all of the following criteria until the Week 24 visit of the treatment period, the dose can be
returned to the standard dose at the study visit.

1.

Subjects who have no bowel movement continues for 2 3 days from the following day of dose reduction or
whose score of global assessment of relief of IBS symptoms evaluated 21 week after the dose reduction is 4
to 7 on a scale of 1 to 7 (7-score scale)

Subjects judged as in need of a dose escalation to the standard dose by the investigator or sub-investigator
Subjects judged to have no safety concerns (symptoms/signs until scheduled visit) by the investigator or
sub-investigator

Subjects who desire a dose escalation to the standard dose
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Characteristic Part 1 Part 2
. . Placebo Linaclotide
(: 'a:;gf) "'(:a:';:;’;e P-value* SLinaclotide —Linaclotide  Total
(n =160) (n =164)
Age (years) 422+113 41.6+107 0534 428+117  422%103 425+11.0
s Male 24(9.6%) 37 (14.9%) 0077 12 (7.5%) 22 (13.4%) 34 (10.5%)
ex R
Female 227 (90.4%) 212 (85.1%) 148 (92.5%) 142 (86.6%) 290 (89.5%)
Duration of 191.6 £ 146.7 191.0 +138.3  0.965 197.3+148.8 192.3 + 1421 194.8+ 1453
disease (months) 2
CSBM frequency 0.39:£055 035:056  0.480 034+051  033%055 0.33+0.53
SBM frequency 239119  239+1.M 0.964 247£1.05  224+1.09 236+ 1.07
Weekly mean . 2012073 199:070  0.711 198+076  1.98+069 1.98%0.72
stool form score (1-7)
Weekly mean abdominal
pain/discomfort 3.03£067 3.02:072  0.956 308+065  3.01%073 3.05%0.69
severity score (1-5)
Weekly mean abdominal 341£072 307:078 0593 347£067  3.06%078 3.41£0.73
bloating severity score (1-5)
Weekly mean straining 351074 355:072 0537 355073 359070 3.57%0.72
severity score (1-5)
IBS-QOL-J overall score 66.8+191 695+ 17.1 0.095 66.3+195  69.5+17.4 68.0£18.5

CSBM (complete spontaneous bowel movement); SBM without a sensation of incomplete evacuation, SBM
(spontaneous bowel movement); bowel movement without the use of a laxative, suppository, or enema, or taking

measures for stool extraction on the day or prior to the day of this bowel movement.

a: Number of subjects of placebo, linaclotide, placebo~linaclotide and linaclotide~linaclotide are 249, 244, 158 and
162 respectively, because of unknown data.

b: Number of subjects of placebo, linaclotide, placebo~linaclotide and linaclotide~linaclotide are 233, 241, 156 and
157 respectively, because of missing data.

*Calculated with t-test except sex (evaluated by Fisher’s exact test).
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Placebo Linaclotide Total
—Linaclotide —Linaclotide
(n =160) (n=164) (n =324)
No dose reduction (0.5 mg) 140 (87.5%) 157 (95.7%) 297 (91.7%)
Dose reduction (0.5 mg—0.25 mg) 20 (12.5%) 7 (4.3%) 27 (8.3%)
Re-escalation (0.5 mg—0.25 mg—0.5 mg) 0 0 0
i 23 FIHD)F70F FOBUIMRUVEZTERD/AZ A—4% [CL-0031]
Parameters Value 95% ClI
fj;':%’;fgg’:;fn‘l’;tg:gga' assessment of Difference 16.2% 8.3-24.1
Relative Risk 1.92 1.40-2.65
Number Needed to Treat 7 5-13
CSBMResponder Difference 15.8% 7.8-23.9
Relative Risk 1.83 1.35-2.48
Number Needed to Treat 7 5-13
CSBM+1 Responder Difference 14.4% 5.3-23.4
Relative Risk 1.36 1.12-1.64
Number Needed to Treat 7 5-19
Abdominal Pain/Discomfort Responder Difference 9.4% 2.0-16.7
Relative Risk 1.62 1.12-2.33
Number Needed to Treat 1" 6-50
FDA Composite (CSBM+1 and Abdominal Difference 9.7% 3.1-16.3
Pain/Discomfort) Responder Relative Risk 1.98 1.26-3.09
Number Needed to Treat " 7-32
Diarrhea Relative Risk 2419 3.30-177.46
Number Needed to Harm " 8-20
Gl Adverse Event Relative Risk 294 1.56-5.53
Number Needed to Harm " 7-27
Any Adverse Event Relative Risk 1.21 0.92-1.60
Number Needed to Harm 19 <-35,>8

CSBM (complete spontancous bowel movement); SBM without a sensation of incomplete evacuation, SBM

(spontaneous bowel movement); bowel movement without the use of a laxative, suppository, or enema, or taking

measures for stool extraction on the day or prior to the day of this bowel movement.
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Part 1:

Placebo Linaclotide Total
System Organ Class _ _ _ P-value
Preferred Term (n=251) (n =249 (n= 500)
All adverse events 65 (25.9%) 78 (31.3%) 143 (28.6%) p =0.1986
Gastrointestinal disorders 12 (4.8%) 35 (14.1%) 47 (9.4%) p <0.001
Diarrhoea 1 (0.4%) 24 (9.6%) 25 (5.0%) p <0.001
Infections and infestations 45 (17.9%) 38 (15.3%) 83 (16.6%) p =0.4713
Nasopharyngitis 24 (9.6%) 25 (10.0%) 49 (9.8%) p =0.8814
Part2: . . . . . .
System Organ Class Placebo—Linaclotide Linaclotide—Linaclotide Total
4 (n =160) (n =164) (n = 324)

Preferred Term

All adverse events
Gastrointestinal disorders
Diarrhoea

General disorders and
administration site conditions
Pyrexia

Infections and infestations
Cystitis
Influenza
Nasopharyngitis
Pharyngitis

Musculoskeletal and connective

tissue disorders
Back pain

Nervous system disorders
Headache

81 (50.6%)
33 (20.6%)
25 (15.6%)

8 (5.0%)
4(2.5%)
41 (25.6%)
2 (1.3%)
4(2.5%)

23 (14.4%)
2 (1.3%)

8 (5.0%)
3 (1.9%)

5 (3.1%)
4(2.5%)

98 (59.8%)
45 (27.4%)
22 (13.4%)

7 (4.3%)
4(2.4%)
54 (32.9%)
4(2.4%)
3 (1.8%)

40 (24.4%)
4(2.4%)

9 (5.5%)
5 (3.0%)

6 (3.7%)
2 (1.2%)

179 (55.2%)
78 (24.1%)
47 (14.5%)

15 (4.6%)
8 (2.5%)
95 (29.3%)
6 (1.9%)
7 (2.2%)

63 (19.4%)
6 (1.9%)

17 (5.2%)
8 (2.5%)

11 (3.4%)
6 (1.9%)

Data are expressed as “number (%)”. Events with an incidence of > 2% in the placebo group or the linaclotide group

in Part 1, and those in the placebo~linaclotide group or the linaclotide~linaclotide group in Part 2 are all listed. P-values

were calculated using Fisher’s exact test.
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Allocation

Informed Consent (n=187)

v

Excluded (n=155)
® Not meeting inclusion or exclusion criteria (n=93)
® Withdrawal by subject (n=23)
® Other reason (n=39)

Randomized (n=32)

!

v

\ 4

v

v

v

Allocated to Allocated to Allocated to Allocated to Allocated to
placebo group linaclotide 0.109mg linaclotide 0.327mg linaclotide 1.09mg linaclotide 3.27mg
(n=8) group (n=6) group (n=6) group (n=6) group (n=6)
Received placebo Received Received Received Received
(n=8) linaclotide 0.109mg linaclotide 0.327mg linaclotide 1.09mg linaclotide 3.27mg
(n=6) (n=6) (n=6) (n=6)
Discontinuation Discontinuation Discontinuation Discontinuation Discontinuation
(n=0) L] (n=0) > (n=0) —>] (n=0) | (n=0)
Follow-Up
) \ 4 \ 4 A 4
Completed Completed Completed Completed Completed

treatment of
placebo (n=8)

treatment of
linaclotide 0.109mg
(n=6)

treatment of
linaclotide 0.327mg
(n=6)

treatment of
linaclotide 1.09mg
(n=6)

treatment of
linaclotide 3.27mg
(n=6)

A 4

]

Analyzed (n=8)
excluded from
analysis (n=0)

Analyzed (n=6)
excluded from
analysis (n=0)

Analyzed (n=6)
excluded from
analysis (n=0)

Analyzed (n=6)
excluded from
analysis (n=0)

Analyzed (n=6)
excluded from
analysis (n=0)

13

[ Analysis ]
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<Part 1>

Study period

Observation period prior to evaluation period Evaluation period
§ Screening | Bowel habit observation period o Bowel hiZLti;;/aluatlon - 2
c = Q
8 Day Day Day Day S Day Day Day Day a
3 -28 - -8 -7--3 -2 -1 g 1-7 8 9 14 + 2 ;
El - L —| 2 | —»| Adminis- . Diary | —| o
2 Test Diary Adg};smn I;Fieas;t & traion | 2@ | Dis- Post- L
£ Y y Diary Y| charge test
Verification of inclusion/exclusion criteria Test, Observation
<Part 2: Phase I (including screening, washout period)>
( Study period [
Phase I: Observ:_;ltion pgriod prior to Phase I: Evaluation period
evaluation period
= Screenin Bowel habit c Bowel habit evaluation Washout
g 9 observation period e period period
8 Day Day Day N Day Day Day B
3 -28 - -8 ~7- -2 -1 g 1-7 8 9
el Admission | = | 2 | —| Administr- Diary | — -
S Test Diary Test & ation Diary Dis- Washout:
= Diary Diary charge 14-21
Verification of s_ele_ctlon/exclusmn Test, Observation days
criteria
<Part 2: Phase Il (including Post-test)>
| Study period |
Pha§e - Obsewgtlon pgrlod Phase Il: Evaluation period
prior to evaluation period
Bowel habit observation period Bowel habit evaluation period — %
Day Day Day Day Day Day a
=7- -2 -1 1-7 8 9 14 + 2 7
- Admission - - . . Diary e - 5
Diary Test Admg;as:rahon Dia- Dis- Post- E
Diary y Y charge test
Test, Observation
14 HBROJO—Fv— b+ FEERTHA O ELFBR7Pa—)L) [CL-0012]
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Informed Consent (n=162)

Excluded (n=138)

® Not meeting inclusion or exclusion criteria (n=103)
| e wWithdrawal by subject (n=8)

® Other reason (n=27)

Randomized (n=24)

Allocation

!

A

A 4

Allocated to
placebo group
(n=8)

Received placebo
(n=8)

Allocated to
linaclotide 0.25mg
group (n=8)
Received
linaclotide 0.25mg
(n=8)

Allocated to
linaclotide 1mg
group (n=8)
Received
linaclotide 1mg
(n=8)

\ 4

Discontinuation
> (n=0)

Discontinuation
=»] (n=0)

Discontinuation
=—»{ (n=0)

v

\4

Completed
treatment of
placebo (n=8)

Completed
treatment of
linaclotide 0.25mg
(n=8)

Completed
treatment of
linaclotide 1mg
(n=8)

|

A

l

Analyzed (n=8)
excluded from
analysis (n=0)

Analyzed (n=8)
excluded from
analysis (n=0)

Analyzed (n=8)
excluded from
analysis (n=0)

[ Analysis ]

X 15 N—r1ORBRO7O0—Fv— b+ #HEBREDRAR) [CL-0012]
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[ Enroliment ]

Informed Consent (n=98)

\ 4

Excluded (n=78)

® Not meeting inclusion or exclusion criteria (n=47)

® Withdrawal by subject (n=3)
®  Other reason (n=28)

Randomized (n=20)

¥

Allocation

A 4

Allocated to first pre-meal dosing group
(n=10)

Receive linaclotide before meal and
placebo after meal (n=10)

Discontinued (n=0)

\ 4

\ 4

Completed period |
(n=10)

Discontinued (n=0)

Receive placebo before meal and
linaclotide after meal (n=10)

Discontinued (n=0)

Completed period Il
(n=10)

\ 4

Analyzed (n=10)
excluded from analysis (n=0)

A 4

Allocated to first post-meal dosing group
(n=10)

Receive placebo before meal and linaclotide
after meal (n=10)

Discontinued (n=1)

\ 4

Due to adverse events (n=1)

Completed period |
(n=9)

Discontinued (n=1)

v

Due to adverse events (n=1)

\ 4

Receive linaclotide before meal and placebo
after meal (n=8)

Discontinued (n=0)

v

A 4

Completed period Il

(n=8)

Analyzed (n=10)
excluded from analysis (n=0)

16

Analysis ]
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T

Subjects who
provided written
informed consent
form Reasons for dropout
1,276 Dropout before or 649, did not meet the inclusion or exclusion criteria
during the pre- » | 64, withdraw consent
investigational period 2, judged unable to be kept under observation
v 7 2, other reasons
Subjects who
received the
study drug
559
y v
Placebo Linaclotide Linaclotide Linaclotide Linaclotide
group 0.0625 mg group 0.125 mg group 0.25 mg group 0.5 mg group
113* 116 11 112 107
Study Disconti- Study Disconti- Study Disconti- Study Disconti- Study Disconti-
completion nuation completion nuation completion nuation completion nuation completion nuation
102 11 95 21 97 14 99 13 95 1
| | | | ]
Reasons for Reasons for Reasons for Reasons for Reasons for

discontinuation

1, violated the protocol
4, adverse events

*2, withdraw consent
4, exacerbation of
underlying disease or
insufficient effect

discontinuation

5, adverse events

4, withdraw consent

3, violated the protocol
7, exacerbation of
underlying disease or
insufficient effect

2, other reasons

discontinuation

7, adverse events

2, withdraw consent

1, violated the protocol
4, exacerbation of
underlying disease or
insufficient effect

discontinuation

3, adverse events

2, violated the protocol
5, exacerbation of
underlying disease or
insufficient effect

3, other reasons

discontinuation

4, adverse events

2, withdraw consent

1, violated the protocol
4, exacerbation of
underlying disease or
insufficient effect

1, other reasons

17 HEO7O0—Fv— L+ (BFEOWER) [CL-0021]
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Note that 113 patients were allocated to the placebo group at first but 1 patient withdraw consent (*). This patient

provided no data. From the rule of full analysis set, placebo group consisted of 112 patients as was shown in Table
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Adjusted . Adjusted
_ Adjusted P =0.056 Adjusted P =0.057
= P=0.077 38.7 P=0.077 38.3
o 50 36.2 34.8
=
E [
o 40F
'g 23.2 \
o 30F [
W
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3 20f 1
[
-
O 10
0
Placebo Linaclotide Linaclotide Linaclotide Linaclotide
0.0625 mg 0.125mg 0.25mg 0.5 mg
(n=112) (n =116) (n=111) (n=112) (n=107)

18 EZEFHMEIER : 12 BMICH TS IBSEKRDERBEDNRDOL AR F—F
[CL-0021]

Column height: responder rate (%). Error bar: 95% CI. P-values derived by Fisher’s exact test compared to placebo

were adjusted by Hochberg method to treat multiplicity.

Placebo Linaclotide Linaclotide Linaclotide Linaclotide
| (n = 112) [] 0.0625 mg [J0.125mg [ 0.25mg Ho5mg
(n=116) (n=111) (n=112) (n=107)
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- P=0.162 P = 0.009 P = 0.005
= 60 P=0 0742.2 w8 8
£ P=0.005 P2t g25 P00 pe0t63Tp-0267
— 333 P=0.003 | : 38.8
~ S0F 346
g P =0.020 P = 0.027 304 205
c 30.2 30.4 .
o 40
by 17.0
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2
= 20}
c
5]
= 10k

0
Month 1 Month 2 Month 3

19  IBSEKDERBEHRDAR L AR F—F [CL-0021]

Column height: responder rate (%). Error bar: 95% CI. P-values were calculated by using Fisher’s exact test.

85



Placebo Linaclotide Linaclotide Linaclotide Linaclotide
- (n = 112) -0-0.0625mg —~0.125mg - 0.25mg - 0.5mg
(n=116) (n=111) (n=112) (n =107)
60 r
g ¥ T ek
2 50 B *k . :*’ T
E Thd Y
a 40 = ke **
v *kk *k
g ek
o 30 = Y
0
o
> 20F
X
]
= 10 |
0 ] ] ] ] ] ] ] ] ] ] ] ]
12 3 4 5 6 7 8 9 10 11 12

*p <0.05,*p <0.01,***p < 0.001 vs. placebo

X 20

IBS FEIKD EMRBEHR DB L AR F—=F [CL-0021]

Error bar: 95% CI. P-values were calculated by using Fisher’s exact test.

P=0.003
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3 P=0.084
o 50 P=0.194 P =0.305 375
= 34.5 324
t &9
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5
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0
. |
= 20r
o
o
>
O 10
0
Placebo Linaclotide Linaclotide Linaclotide Linaclotide
0.0625 mg 0.125 mg 0.25mg 0.5 mg
(n=112) (n=116) (n=111) (n=112) (n=107)

X 21

12 BEEIZH T4 CSBM L AR F—3F [CL-0021]

Column height: responder rate (%). Error bar: 95% CI. P-values were calculated by using Fisher’s exact test.
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60 P =0.002

—_ 42.3 P=0.009 P =0.008
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Placebo Linaclotide Linaclotide Linaclotide Linaclotide
0.0625 mg 0.125mg 0.25 mg 0.5mg

(n=112) (n =116) (n=111) (n=112) (n=107)
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Column height: responder rate (%). Error bar: 95% CI. P-values were calculated by using Fisher’s exact test.

P=0.004
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0
Placebo Linaclotide Linaclotide Linaclotide Linaclotide
0.0625 mg 0.125mg 0.25mg 0.5mg
(n=112) (n = 116) (n=111) (n=112) (n = 107)
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Column height: responder rate (%). Error bar: 95% CI. P-values were calculated by using Fisher’s exact test.
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Linaclotide Linaclotide Linaclotide Linaclotide
—0—0.0625mg ——0.125mg - 0.25mg - 0.5mg
(n = 116) (n=111) (n=112) (n =107)

Placebo
(n=112)

Weekly responder rate (%)

*p < 0.05,**p < 0.01, **p < 0.001 vs placebo Week

24 [ - ERMTRBEAEDROER L AKX —F [CL-0021]

Error bar: 95% CI. P-values were calculated by using Fisher’s exact test.

35
P < 0.001
3.0} P=0.003 P =0.004 2.53
' P=0.036 2.22 218
25} 1.94 [
2.01 1.28 { J
1.5F [
1.0F J
0.5F
0
Placebo Linaclotide Linaclotide Linaclotide Linaclotide
0.0625 mg 0.125 mg 0.25mg 0.5 mg
(n=101) (n = 98) (n=99) (n=102) (n = 96)

25 12 BRIZHITSH CSBM HEDEFHEMNEILE [CL-0021]

Error bar: 95% CI. P-values were calculated by using analysis of covariance with the treatment groups as a factor

and baseline scores as covariates.
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Linaclotide Linaclotide Linaclotide Linaclotide
=0—=0.0625mg ——0.125mg - 0.25mg - 0.5mg
(n = 93-116) (n =96-110) (n =99-111) (n =95-107)

Placebo

~n=101-112)

Change in weekly mean CSBM frequency

*p < 0.05,*p < 0.01, **p < 0.001 vs placebo Week

¥ 26 CSBM#HEMNBETHEDLEILE [CL-0021]

Error bar: 95% CI. P-values were calculated by using analysis of covariance with the treatment groups as a factor

and baseline scores as covariates.
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Placebo Linaclotide Linaclotide Linaclotide Linaclotide
0.0625 myg 0.125mg 0.25mg 0.5mg
(n=100) (n =93) (n=96) (n=102) (n=94)

27 1R2BRIZEITHERROBFEHEDNLEILE [CL-0021]

Error bar: 95% CI. P-values were calculated by using analysis of covariance with the treatment groups as a factor

and baseline scores as covariates.
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Placebo Linaclotide Linaclotide Linaclotide Linaclotide
0.0625 mg 0.125 mg 0.25mg 0.5 mg
(n=100) (n=93) (n =96) (n=102) (n = 94)

-0.64 T
1t 1 I
P=0.001
P <0.001
-0.92 P <0.001 P <0.001

1.03 0.97 105

Change in weekly mean
straining severity score

-1.5%

28 12BRICEFTENEADEEER 7 DBAFHEDEILE [CL-0021]

Error bar: 95% CI. P-values were calculated by using analysis of covariance with the treatment groups as a factor

and baseline scores as covariates.
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Error bar: 95% CI. P-values were calculated by using analysis of covariance with the treatment groups as a factor

and baseline scores as covariates.
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Column height: responder rate (%). Error bar: 95% CI. P-values were calculated by using Fisher’s exact test.

P=0.089
40 29-7 P=0.339 P=0.335

- P 2%%45 ] 25.9 25.2
S 35F .
@
'E 30k 19.6
S 25}
S |
o 20 \
»
@
= 15} J
S
o 10
3

5k

0

Placebo Linaclotide Linaclotide Linaclotide Linaclotide
0.0625 mg 0.125mg 0.25mg 0.5 mg
(n=112) (n =116) (n =111) (n=112) (n = 107)

31 12 BRIZH 1T 508 - TREOEEERATDLARHZ—F [CL-0021]

Column height: responder rate (%). Error bar: 95% CI. P-values were calculated by using Fisher’s exact test.
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Column height: responder rate (%). Error bar: 95% CI. P-values were calculated by using Fisher’s exact test.
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study drug
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' y
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Reasons for discontinuation Reasons for discontinuation
Adverse event 3 (1.2%) Adverse event 8 (3.2%)
- " Lack of efficacy 10 (4.0%) Lost to follow-up 3 (1.2%)
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Other 6 (2.4%)
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126 (78.8%) 34 (21.3%) || Pregnancy 1(0.6%) 149 (90.9%) 15(9.1%) || Other 3(1.8%)
I Other 3 (1.9%) |
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Column height: responder rate (%). Error bar: 95% CI. P-values derived by Fisher’s exact test, compared to

placebo.
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Column height: responder rate (%). Error bar: 95% CI. P-values derived by Fisher’s exact test, compared to
placebo. A, Responder rate of abdominal pain/discomfort relief during 12 wk; B, Responder rate of abdominal
pain/discomfort severity score during 12 wk; C, Responder rate of CSBM + 1 during 12 wk; D, Composite
responder rate of CSBM + 1 and abdominal pain/discomfort severity score during 12 wk; E, Responder rate of

SBM during 12 wk; F, Responder rate of abnormal bowel habits improvement during 12 wk
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(A, B), Column height: median time. Error bar: 95% CI. P-values derived by log - rank test for comparison of
cumulative incidence curve compared to placebo. (C, D), Column height: percentage (%). Error bar: 95% CI. P-
values derived by Wald test of difference of Kaplan-Meier estimates compared to placebo. A, Time to first CSBM,;
B, Time to first SBM; C, Cumulative incidence of CSBM after start of the initial administration; D, Cumulative

incidence of SBM after start of the initial administration
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Error bar: 95% CI. P-values derived by analysis of covariance.
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Error bar: 95% CI. P-values derived by analysis of covariance. A, Change in IBS-QOL-J Overall Score in Part 1; B,

Change in IBS-QOL-J Score on the Sub-scales at the Last Evaluation in Part 1
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(A, B), Symbol height: responder rate (%). Error bar: 95% CI. In the Figure C, P-values derived by paired ¢ test
compared to baseline. A, Weekly responder rate of global assessment of relief of IBS symptoms; B, Weekly

responder rate of CSBM; C, IBS - QOL - J score in Part 2
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