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I. SIEICEHYSRE

1. BAROER
WEBEUME RGIE B (irritable bowel syndrome : IBS)Id., & DfEIR % L L5 2 s E W EEHHT . 18 - 1550
R BB A TR E L, 2O EEHERDS BB S U < IXHE% - g2 M0 K HaetEE b
BREBRTHD D, £, IBSITFFE DR OFEIRRIZIESNT, 4 2OV 7 ¥ 4 7 [fER IBS(IBS-C), F
7 IBS(IBS-D), JEE& 7 IBS(IBS-M) & UV FaAHER IBS(IBS-U)] (20 S5 D, IBS (XBSEH 7B T
X722V, ZOJERICE VITEINHIBR SN D Z & THAMIEENC K EE2 K L, QOL ZF LK TF+5 2L
NS I TVWD 23,
E RN/ O— N TR 2508 Tld, IBS OAFRITH 1% ERESNTEY 9, ENICRIT 5 DK
S Gl UT2iiA Tld, 1999 AR S TMREMEAL B R E O EBRIEHETH 5 Rome 11 FEHEA
FAWTHRRZIMET D &, E%ZE DR 14%0 IBS Thol-o L HEIHTWDS Y, £, 2006 HFIZekET
SN 7= Romell YA W2 — kR A& G & LA v Z —F v M CTIE. IBS OAEHRRIIF 13% TH -
T2 INTVWD O, EZHZZEEXRE LTEHERENL, RADBARAIBITFDENENDOH
W ER T 5 & IBS-C 2349 2.9%.IBS-D 735 3.8% . IBS-M 53%J 3.3% L TV IBS-U 23 3.6% TH > 7= 9,
ZOEHITIBSIFHEDEVWERTH VD 7208 5E N TIXIBS-CIZ T B 2hE T B2 A4 5 3AIMR 70 <,
HIIWERL L AV, ORI AN AT BE7R . IBS-C (2% 2 0RE IR 5 A A 3 % HKH 00 B 38 A3 R %
HGNbLEENTND,
RIS, T, 2R CHEREEICED DN DHEEEREED 1 > THY 8, ENOEMOATFREIL, 5
P 2.6%. LME4.9%E S, Bk LITMEIC L > THWRRIIMT 25 9, FTWREEIL, BFHEE - A%
FRE LW OMERM OISR O —D2 LB 2 b, S S EREHABFOELNHONLN T DR, BIEHS
FW AR OmME - BIEMZ EOBENFEL TWDS 108, 2oz, Aot aerticEn, »oEY
i 23 AT RE 72 1B MEAE RME L2 6 9~ DRI BE XX R 2 BT 2 HAIDOBAR N ERAG N L LEN TV D,
U+ 27 mF NiX, ITronwood RN R L7277 =VEgy 7 7 —¥ C(GC-C)ZFIREEHK TH D, V7T
RIIE OEVEREICHIET D GC-C ZHRERETEMALT 22 Lz kv, & DUWMEEIER. /M ERENE
HEVEF K VKGR il B e 2R3, 206 OZRPREAIE, IBS-C LK OB M FE#REHIEERIC L D
FERZBR KT 2R EBMS T DIER EB 2N 0D BEFETH LIV TV D IEREZAR L TR,
Tz, V7 uF Rk, KE, B FHEZHOAF 2 3 TiE IBS-C L OEMERFFEIEMERL(CIC) DA Z . BRN
HEU) L DA A ATIE IBS-C O&AREZ TG L RTESNTE D (RITOABNE EI1TERR D), AL TH IBS-
C M OMBMEABRME DO F 7= 7276 BGRINL & U CABIZBIR T2 Z L ICERNH D L Bbhiz,
ENTIX, £, IBS-C BF Z X% & LB NHRER(T 7 & A xR G R TR o igan & OV i
H#BR) T, AOMER O REMEHR LI b, V7 aTF ROERLEGEREARHGEEZITV., 2hbE
TR A EMALEEERERERE] & LT 2016 4 12 H 1A Z IS Lz,
WA, B MEAEAME (R E BRI X D A bR <) B 2 x5 & LI EWNERRER 2 5206 L, ALK 0% 4
PEDHER T E 7o 7o), IS RE IR 7B AR FIH — A KGR EE 21T\, 2018 4F 8 A TME M-S HLE (#3'E
HOBRERIC L DR 2 BR <)) OBIRE ST EBM A ARE S 7=,
FO% EEORFEREOBHRBIZLARIET e 7 7 A0m Ea BIE L. /NULEEDBIRIZEL Y A4
2020 4= 3 H IS BIE IR 7E GRS — A AR A UG L7z,

2. HR0aRFHFHT
(HGC-C ZEEIZEm W HFME %77 GC-C ZFIRFENETH 5,
GC-C ZRIRZETEMALT 5 Z LIk v N DY A 7 U 7 GMP(cGMP)iEJE % BN & 1, J5E /0 M
OIS EERE e 5 & & biT, KIBRRIEE E H 4 5,
( TVI.2. Q) FENEEMFITEHBRRIE OHEHSMW)
(2)IBS-C @ H RIER DU E R & =T,
IBS-C & & x5 & L EWNEHEIARRERICB WL 12 BRI 5 IBS SER DO SR SER RO L AR
F—RL, 77 vREE17.5%, KA 0.5mg # 33.7% ThH-o72, 0.5mg BED LV ARV X —RX, 7 F7kR
BEICHART 16.2%E < . FEHIICH B2 =M B hL7z (Fisher’s exact 2 7E, P<0.001),
(TV.5. (1) AMMEREEEER] OHESM)



1. SiEICEY SER

Q) IBMEAEFLAE D 725K C do 2 YREBE DI F OSE R A2 7~ T,
P PSRRI (e PR AT K DR & Br <) AR5 & LI EWNBIHRERICH W T, &5 1 #EICE
% BARPEE(SBM)BEE O EEE DO Z L EGEER )X, 77 AT 1.48(1.84), AH#l 0.5mg BT
4.023.82) T o7z, 77 BARREL OFEF I FIED 5% E X)L, 2.53(1.64, 3.42)THY, 7
TR ARHE & A THEHIICH B R AN A B3 B, P<0.001),
( TV.5. (1) BUMHRIER OHESH)
(HIBS-C Je QMBMEAFRRIE A D HEE S K OFRE R O U xﬁ%(ﬁkﬁm gD ) &R T,
- IBS-C HE A x5 L LIZERNEIHERERICH VT, 12 BRICRIT 5554 B RYEHECSBM)D L AR
X—RIL, T T'AREE19.1%, KA 0.5mg #E349% ThH o7, 0.5mgBEDO VAR X —RT, 7Tk
RREICHEAT 15.8% @ < . #EGHAICA E R ZED B B A7z (Fisher’s exact &, P<0.001),
- ABMEEAVEEVE AR EIC L DM R )BE 2R & LZEWNEIHFHREIC VT, & T 81 Bk~
4 B RE e OB T W 42{K)D CSBM O L AR X —#L, 77 BHREET 19.8%~27.3%. AHAl 0.5mg #ET
50.6%~56.0%Td v .77 B AREE L L THEHIICTH B 7R Z2D3 7% & L7 (Fisher’s exact 2 £ . P<0.001),
( TV.5 (1) BHHERIAR) 0B
(5)IBS-C J QM MEAEFRIE LA 5 NEEER K OHEE I © SR D UGERD R & 7R,
< IBS-C BBF % & L ENSEIAERRICB O T, 12 8RICB T DI « E APk EZh RO LA
Ry —RL, 77 8REE155%., KA 0.5mg B 29.3% Th o772, 0.5mg BEDO VAR X —RiT, 7
?tfﬁ ZHART 13.8%m < . MAHIICA B /R 2N F 5 L 7- (Fisher’s exact f7E, P<0.001), 12 #[H
B 2 EERESEDN RO VAR H—RiT, 77 8RR 183%., AA| 0.5mg #f 36.5% TH -7,
O.Smg O VAR H—FIL, 77 BRI T182%m < | Mt H B R 2N A 5 L7 (Fisher’s
exact fR7E, P<0.001),
- (B EAME (R RO RIS L DR 2 bR B A xt g & U2 EWNE IARRERIZ I\ T 1B ERRE O iE
HRAEAR (IE SR RS AR < BE BB R B) DO EN RO L AR X —R T, 7T R T 3.4%~11.6%,
AH0.5mg BE T 24.4%~36.0% Tho7c, WTILh 77 vREE L LR THEIICAEREN A DI
(l/ VIILH P<0.001, Fisher’s exact #7E), &5 T Hi(1 B ~4 JHERs & O T 124 OEMEERME O i@k
REOSEN ROV AR =L, 77 BHREET 8.0%~12.8%., AH 0.5mg £ T 40.0%~49.4% TdH >
f:o WIS 7T B AREE L TR EICE B R 22 A b FU7= (Fisher’s exact i E W40 H P<0.001),
( TV.5. (D) BHHERIAR OHBH)
(6) F I PR AR K ORI D BB R 2 7~ T,
- IBS-C B & &kt4 & L7z EWNH RISV T, FIEE 5Bl 24 REE LANIZ CSBM 23 & o 7= #£k
FHOEIGIX, 77 AR 10.0%, AF|0.5mg B 24.9% T - 7=, #lal 5Bk 24 R LANIZ SBM A3
b o - WHRE OFEGIL, 7T BAREE 458%., &K 0.5mg Bf 723% CTH o2, WTHOEH S, 0.5mg
BT 7 B AREE _xﬁ“éﬁﬁréﬁ B2 M A B AT (Fisher’s exact fRE. W9 71d P<0.001),
- AEMEERMERRE MBI X DM A R OBFE Z XIS L LIZENSIAERERIC B\ T, #lEE 5B 4E
24 BEILANIC CSBM 8 & - 7o B8R HF OEIGIL, 77 B REET 24.7%  AFK| 0.5mg BT 45.7% TH Y |
7T AR L AR THERHIIC A B e 223 A B AT (Fisher’s exact fR . P=0.005), #)[al# 5-Bi4f 24 FEfH
LIWNIZ SBM 3 & » 7= B OEIG1E, 77 B ARBET 48.3%. AHK 0.5mg BT 728% CTHVH ., 77+
RRE L e THEEHIICA B 7222 A B X7z (Fisher’s exact I . P<0.001),
( TV.5. (DD BEUMHRIRER OHESH)
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(NEWHE G THROBIICRET RS EREOFEFLRRD L0,
BSC$%%H%&LKIW%mWﬁ% ZEWT, IBS R OSMRUGE R OBEM L AR —R K
NCSBM DM L AR Z—3R (%, “HEEMHRWY 0.5mg #FElcBW T, IEERUIBITR DR OTIL 72
<, ZTOZNFIL 52 HEFE CHERF S L7z, 52 FFE TIZ 0.5mg BE CHRA LI AFIOFEKBER 23S <
EEZONDIEEERL L TCTTHIBRLEL ADNTZEDOD, TDIFEAEPRETHY, BEDF
FNIIR DR o T-, 2, 52 @ E TEMICER G LIZBICEE T NS BRIEOAEEFRIIRO N
VIRV
< PRVE(ERME (RFE MR BRI L D EM 2R O BRE Z G L L EWNFE IR ICIS VT, SBM #HE DO
O AL EIL, AHF 0.5mg+AFKIFET 1 #HEFL VRN A LN, 56 B E TRBh—CDEE
R UTZ, 56 D SBM BEE OB EHMEIL 6.57, ~N—RA T A L inkh DY L 4.88 TH o712, 56
TRFE TIZ0.5mg BETHRAE LIAKOHEIIERICHK S EEZONDIAEFLHLE LTTIHPRDEL
HoNTZHLOD, ZOIFEAENRRETHY, BEDO FHIITA LN -T2, 56 HEFE TREMICES
LB E T REEREOFEREZIIRD o T,

( TV.5. (O1) BRI OHESMH)

)V 7 uF RAFIFWIL S U720 & 9 SR EEE S S 2 HIREE TV 720,

SRYpENRE A Ma) L= ENERRRER [CL-0011, CL-0012. CL-0021] IZBWT. U F 7 aF ROREE
K OEERE CTH LM T v o AROMPEFRE T, F5ELOCEGHRICEOT Y e TF Fekh
EINTTRTOWHRE CER FIRKH TH - 7=,
(TVIL1. Q) BREREABR CHEZE SN -MFEE ] DHESR)
9EIEH DO
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a2 EeRIVER S BUERNIL 184 F1(21.5%)TH Y . ERBWERIZ THI 111 $1(13.0%) Th > 7=,
KFRIE - 2016 4 12 H)
1S M E B AE
HEREE F o0 [E PN R R BR TR M RME (SRR AR RIS X A & B ) B 2 2 &M 2 3 L
ToRIEBIEL 478 Bilrh . R RAR AR S 5 2 5 LomIE R BUERIL 66 $1(13.8%)TH V. ERBEWEMILT
i 44 11(9.2%) TH - 7=,
CGHREX AT Z FBINEE - 2018 4 8 H)
2B, BERARMWERE LT, EEDO FHGEERINNRESNLTND
( VI 8. BIYEA) DIESM)
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I. A#ICEE9 5IEH

1. R3E4
(1) M4

U B AHE 0.25mg

(2) *4%&
Linzess Tablets 0.25mg

(3) BFFDHEXE
—#%4 @ Linaclotide & ¥2EFED zess &L D 4

2. —#&%
(1) f% (&8
UFruF R (JAN)

(2) *& (&%)
Linaclotide (JAN)
linaclotide  (r-INN)

(3) RT L (stem)
RTPF REOQRT ) aXFF R -tide

3. BMEARIETRER

H—Ci/S'.*Cys*Glu*Tyr*C. S*C)i's*Asn#Pro*Ala* Cys—Thr— GIy*CIs*Tyr—OH

4, HFKXRUHLFE
43+ 3 0 CsoH79N15021S6
Sy fE : 1526.74

5. L% (afiR) XIEFE

Z N

(AA%4)  UFraFRiE, /7=ABy 7 7—E CREERTI=AMTHY , 14EOT I/ Bk
BRDBAENTF R THD, {LFAIFLUTOLEY TH D,

L-V AT A Z)L- T AT A Z)bLe0- 7 IV Z )L F BV LY AT A ST AT A =)L
L-7 ARG X l-T B Y VLT T Zl- T AT A )l E VA= T Y DLV AT A =)
L-F ey BIR(1-6),2—10),(5—13)- U A(PALT 1 R)

(& 4] Linaclotide is a guanylate cyclase C receptor agonist. Linaclotide is a synthetic peptide consisting of 14
amino acid residues. Chemical name is as follows:
L-Cysteinyl-L-cysteinyl-L-a-glutamyl-L-tyrosyl-L-cysteinyl-L-cysteinyl-L-asparaginyl-L-prolyl-L-alanyl-L-
cysteinyl-L-threonylglycyl-L-cysteinyl-L-tyrosine cyclic(1—6),(2—10),(5—13)-tris(disulfide) (IUPAC)

6. BA4. a. BS. E5&S
TRBRE 5 - MD-1100, PPL-154, AS2670456-00, ASP0456
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(5) EIEEARREEL
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(6) HERMFH
LR L

() Z0thoELRIEE
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Al & HHE - RE & - B = — N
*® St {0

1% ==
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AR RIEEAT RIFIERE PRTFHI Fiti gL
. 25°C. 60%RH PTP f13& WTNOEB BN TH -
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Y ¥ — L RICH—I2 D X DRI ILT, WL X DREE~DOREERLS 72D, MFlE LTy Y BV E Y vy — L DI
BX, RVEE=D T 7 4V ATy y— LD EEE -T2, SRR, KREEN L F—0aERREICMA T, FEIZT VI

BTy — L aEEo TR LT,

AL & LT 120 7 Ix - hr DL ER ORI ERAMBUH = 1 v ¥ — & LT 200W - h/m? BL oD% RS L7z,
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U 2B A6 0.25mg O/NUALEEBR R I O — A BRI ICE T 5 AWM FREEORIEEZ B E LT,
Rk 24 42 A 29 HAFSRAEEAS 0229 55 10 5 [HBEEKGLOEMFHIREERBRATA K7 A4 L FDO—
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FlowmHZEZETHZ L,

(IEMEWE GREMRBICKDEBERC))
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1) FEREBEEGEIRR
ERNTERELE-BERARV IBS-CEZEEZWTRE LT
AHHEL P ICLZEHE OB & 7 DERRER GEfEF)
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EIH - TEZEARICGROR | BIH+EIH . | 52 M
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(2) BRPRZEIEEAER
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MCP-103-002'" 0.029mg(8). \ BRI 2T WA= AT A A DREIIICAR
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[CL-0012 5B& 19 /X— k 2 DRERIER]

AHN 0.25mg % FEEEEERE R NS KRG Uiz & & | PR ERHEN 5 Ao BSFS A 2 7 FEEIX, &
R & W L CREEG Tainvo Tz, B%IEG & ARG 0 BSFS A 2 7 OFR#E 3 5 FEIE D #(90%
CI)i% 0.68(0.33, 1.02)TH V. HFHINCHERZENRD bz, PHEMESBM, CSBM)IZOW T FIEE
2. BTG LR L TABREETE L, HEICHEERENRED b, WEALOEIEE A a7 kR
WIEHERE £ TORRNCIBWT S, SRR b, REEGICH X TRER G TELREBK
X ot
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—RBREESETIVICE BE R 07 FHIE GARM) DR
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REE G- G — 0.68(0.33, 1.02) 0.0038
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2% 19 0.60(0.36, 0.83) —

CSBM AT 18 0.01(-0.22, 0.25) —
BRSBTS — 0.58(0.37, 0.80) 0.0002

a)F A AT PENEZAC R AISE, W], BERII(RERS, RAME), HEEETH, RIGITIHZBEEOR, PEE 22
R & LT — R G T 7 v 2 O T IR 2 M

BERDEREIE US—F 2D : SAF)

S £RI 5 (n-18) BB =20)
LM 0 1(5.0%)
D EE I SMIHE 0 1(5.0%)
BIEEE 13(72.2%) 17(85.0%)
AL 0 2(10.0%)
MR 4(22.2%) 3(15.0%)
TR 11(61.1%) 17(85.0%)
TR R R 0 1(5.0%)
IR 0 1(5.0%)
IR CEIA)

AN DAGR ST LR O &I,

B, Ik, JERICE Y 0.25mg BT S, ) TH D,

3) QT/QTc :XE&
YR L
<HE>

AHITIE QT/QTe FEARFERILF M L TV 720,

s, RAKIZY 27 aF RELTO05mg 2 1 A 1 [E, &Nk s4

W T HHRAE - & 5 R PZR EREAR [CL-0012] 19, [EWNES T FHFER [CL-0021] 2D K& OS2 AR EER [MCP-
103-302] 22, [LIN-MD-31] 2|28\ T, 12 #FE.LEXMEQT HliE o) 2 5EhE L, QT/QTc MFEIZ k3
DU F 7 aF RORELFN LT, T TOREEYERE XX IBS-C BHF B W CERIRAIZIEE 725X —
AT A UL DEALIT AR LN I o T,



V. ARICEY HER

(3) AERIGIERHER

1) EE BB 1R
EREE IEER [CL-0021] 2V
IBS-C & Zxt5 L Uiz 7 7 xR —HE RGBT, Aok, 22t EhEhkeo &G
PRt S L EAME LI,
EERHIEF T 5 12 WIEICH T 2 1BS FERO BRI O L AR ¥ =TI AHBEO L 2K
H—RL, 7T BREEL T 11.6~155%m D> 1208, MHBNICHEERZZA LT, Wb FERRE
Tholz, BB, BIKHEER TH D 12 BRICBIT S CSBM D L AR & —R K OME R 0 B S E
DOEETIZ, HEEENRBEIMER R S, WELOEEE X a7 OBEHEOEETIE., HE
{RAFI Z2AR N R 23 A2 S 37z,
BIVER & LTI R BBENE D12 ZDIFEAENRETH Y | EEOERIIFED bR T,

RERT A sk R, MEAM, ZHEEMR. 77 BRI BRI

POES IBS-C B3 559 4

- OBRGRRT 3 A H OIS, 1 A HY 3 BEL RIS » THER-CMEE R PR AN 0 K Ui
0, 3HEE [(DPHEIZ & » TERPEET D, QFERHICHHEEEOELAH 5. 3%
JERFIC RGO LR H D] O 25 2HAUERD Y . S ofC8ERRT 6 7 A LLERT
2B FEREIRABS SER) A B o 7o B

- (OBERAT 3 A ORI, IRFAL FAL BIEOIFEREZERA L W ngED 9 B R
RAE ST AEEBSFST X3 2)23 25% LA ETH Y | 2> D8 ERIRIE) SULAREREBSFS6 X ix
B 25% AW T - 7= BH

- IBS JEIRFEAERL D DAREERAT 5 ELUNICE W T, ERBNRERE TG EMRE (/12
72U, E(FEEBUERD 50 AT OB A, sﬁ#%ﬁﬁ#@ﬁf%TkLt]miwé
. ”E%ﬁkﬂﬁEh&#ot$%m1¢/EﬁTJ—7&Uﬁ%ﬁ£iﬁm Biipale
WL 52 SR SN A A, SUTEFPEDBE S AIIFRET & L1z)

- PEEEEBIEM OB B kwf SBM SHEED 5 b RARE X TAEFE(BSFS1 X% 2)D
ﬁfﬂ%%ﬁif%ot%%ﬂﬂb PeEEEBIE O BE BREICRBV T, SBM HEEN

HIFBERA & L)

-%@ %ﬁﬁ%@$%5 2BV T, SBM HEDENZENORTYfE(-14~-8 H A &-7~-1
HHEIZ Téﬁ$ﬁﬁW5EuTT%ot%%

-#kaﬁﬂé'lﬁéﬁ%ﬂ;ﬂ@,%%ﬁ (ZBWTC, CSBM HHE D ZNZN DM EEME(-14~-8 A H &-7~-1

"TéﬁIﬁﬁw3E$ﬁf%ot%%

-%@%@ﬁ%@@$%a BT, B - BRI O EREE A =27 O SEEE(F AL
ALEE m%x&%@@k%#%otéﬁ& HOF—Z IR 20 L EThHo - HBE
&5 « AR OEIEE A 2T

1:&L/ =59\, 3=FRFRRE. 4=V, S=IEEITHRV

CHEEEBESIEMOBE REICE N T, RATAREA2HEA-14~8 HE £ 7~-1 HHIZOW
T, ThEN S5 BYL EFRA L Wiz B

- PHEEIEBIEN O BE BEICEBV T, SBM D 5 HLEERIRE)BSFS6)AS 2 [BILL Edh -
72 D WNIIKEEE(BSES7)AS 1 [BILA Ed - 7= i

« A7 Y —= 2 AR FE i L7 FRIRH R VT LA(TSH), 578 R Y 3 — R A 0 = (FT)
K OSEBEY A 7 3% 2 U (FTDWT UMD FEERFA & 0l L, 7o R 7 U — = RO 5 F
FpBRo L LV FRBSRETTHEIE, & B\ X FRERSREIR TE &Il S 7= B

- PEEEIEBESABLA H 3 HAl(-17 B B)X YV PRPAZEIEIRA) - 58k - ZRERE A EA S 50 0%
BT L= BE (272 L, RBREMF 2 X v O HIRIER] - BIEE LA H 2V IEEfT L
BET, BT E L)

< ABGFRTH (-1 B )22 HABEA (1 B B CICRF R UTmG2# H LB

Sk s 2 M OPEHEEEBIE% . AH 0.0625, 0.125, 0.25, 0.5mg HAHWET T BROWT % ik

TEZICHI0 AR, 1 B 1 RIFERNT 12 8FEOEE Lz,
EEC A il 12 RN 315 5 IBS FER O UELN RO L A AL & —ok

TR




V. ARICEY HER

12 FICEIT D CSBM O L AR F—2 12 BREICEIT D SBM O L AR X —F 12
IS BT 2 R BUGED RO LV AR —F 12 BRICIH T D180 - MR PRscEh F
BRI EHAT S B DV AR —3 SBM BHE O HEFEEOZ ., CSBM SE OESEHEOE &, [ERK
OB EHEOE bR, I8 - SRR OTEEE 2 27 O FEEEOE(LE, WE LOEE
R 27 OO R, IBS-QOL H ARFEMR O RS AL O LR ES RO &
M RHnTE B BEFER, WARE %

12D L 6 WL FIZBWTHB VAR =&AL Lz, BBV AR Z—X, %O T IBS ERD4
WENROA T (TEEEARA 2T 1=83EWICRL 2otz 2=R <ol 3=b LA Kol 4=Fb b\, 5= LELL 2o
7o, 6= Jpodn, T=ERITHEL 2o )N 1 HDH W2 ThoTBE L Lo,

(PR )

OF #hE

< FEFHHEE >

LR iR AT

F 7= B IENT R G T & 5 Full Analysis Set(FAS) T, 12 BIC 1T 5 IBS JER Dt EL Fo L =
R H =R, 77 vARRET23.2%, 0.0625mg #E T 36.2%. 0.125mg #£ T 38.7%. 0.25mg #£ T 34.8%.
0.5mghET383% CThH o7 ARIBETIZ. 7T B ARBEL LR T U AR U Z—FN11.6~15.5% 0> > 1273,
HEHENCHE BRI A B/ hy o T=(Fisher’s exact #& 7€, Hochberg 5 CEHEME % %), 7=, AF#EDO L
ARE—=FT, WTNbRBETH-T,

12 BRFIZE 1+ % IBS FEIRDERBEINR D L AR 5 —3 (FAS)

7T AR Gl
(n=112) 0.0625mg 0.125mg 0.25mg 0.5mg
(n=116) (n=111) (n=112) (n=107)

VAR H—(%) 26(23.2) 42(36.2) 43(38.7) 39(34.8) 41(38.3)
95%CI(%) (15.8,32.1) (27.5, 45.6) (29.6, 48.5) (26.1,44.4) (29.1,48.2)
FHEE P fE Y — 0.077 0.056 0.077 0.057
T RARHEL DY) — 13.0 15.5 11.6 15.1
7T R AREEE DFED9IS%CL%) — (0.4, 25.6) (2.7,28.4) (-1.1,24.3) (2.1,28.1)

B EIE)
a) Fisher’s exact BUEIC L W HH L7277 B AREE L O X[ O P E% Hochberg 1% T4 B M 4 779 L 7= P i,

RIR ) 72 i biT

K HICB T 5 IBS RO ERUGEN RO VAR X —RTIL, 1| DAREET, AFFEO L AR X —F
X7 7 BEARHEL AN TI13.2~17.6%m < \WT IO THHEHHNCH B REN DIV, 3 7 HREATI,
0.125 X 0.5mg FED L AR U A —RIZT TV RBEL LR TENLN 17.4% M N 19.1% 55 < A
B FEMN I B HU T (Fisher’s exact 1 iE),

KWIZH T D IBS FER D B L EN T O L AR Z—F T, 0.5mg BFEO L AR X —R T, 4 -FELE T
7LD 10 KT, 77 BAREEE T 10% L, Em < MEICHEREN BTz, 0.0625mg #f
T THETT T BERBELERTLU AR =N 10%LL EEL ., SR THHNICAEEREN DN
7o [RERIZ 0.125mg BECIE 11 BER T 7 8RB L LR T LUV AR U H—FN 10% L0 E@ <, 9 FES CFist
BB BN LI, 025mg BETIX 6 R T T B RBEL R T L AR F—RN 10% L EEm <, 6 1
FUCHERHI 72 B 2203 7 B AU 7= (Fisher’s exact fR 7€), 1BS JEIR D BMRLENR D L AR H—FTiE, W
TNORETHREENIC RS 2HEANALNT, £, AFHEO VAR —T, 7T BREEL AR
T1IHEBNOEL, ZOMPEIT 12 BIC OV HaERF Sz,



V. ARICEY HER

FRIZHET S IBSIERDERBENRD L AR 5 — (FAS)

s
5 BB AHIRE
(n=112) 0.0625mg 0.125mg 0.25mg 0.5mg
(n=116) (n=111) (n=112) (n=107)
VAR —(%) 19(17.0) 35(30.2) 37(33.3) 34(30.4) 37(34.6)
95%CI(%) (10.5,25.2) (22.0,39.4) (24.7,42.9) (22.0, 39.8) (25.6, 44.4)
7T B AR & DOtk
T . 0.020 0.005 0.027 0.003
T I RARBEL DFE%) — 13.2 16.4 13.4 17.6
TTEREEEDED
95%CI(%) (1.5,25.0) (4.3,28.5) (1.5,25.3) (5.3,29.9)
L ARV H—(%) 34(30.4) 45(38.8) 47(42.3) 45(40.2) 43(40.2)
95%CI(%) (22.0, 39.8) (29.9, 48.3) (33.0,52.1) (31.0, 49.9) (30.8, 50.1)
77 AR & OX} g
2w h | opmEe 0.211 0.071 0.162 0.157
77 RAREEL DFE%) — 8.4 12.0 9.8 9.8
TIRREELEDED
— -4.7,21.6 -1.4,25.4 -3.5,23.2 -3.7,23.3
95%CI(%) (-4.7,21.6) (-1.4,25.4) (-3.5,23.2) (-3.7,23.3)
L ARV H—(%) 33(29.5) 45(38.8) 52(46.8) 42(37.5) 52(48.6)
95%CI(%) (21.2,38.8) (29.9, 48.3) (37.3,56.6) (28.5,47.1) (38.8, 58.5)
77 AR & OX} g
swh | opEe 0.163 0.009 0.257 0.005
T RARHEL DFE%) — 9.3 17.4 8.0 19.1
TTEREEEDED
95%CI(%) (-3.8,22.5) (3.9, 30.8) (-5.2,21.2) (5.5,32.7)
IR (EIE)

a) Fisher’s exact fREIZ L W R L7277 R & DXt D P 1,

<BIRFHGEE >

12 BB 2D CSBM O L AR X —R 12 BEICEIT D SBM D L AR —FR 12 B8BICBT D1HE
WRBEEEDREO VAR X —R L) 12 HICBT 518 - TR REREED ROV AR X —FRT
. WTHROEE S 7 7 B AR L L TARAIRE TR - T2,

CSBM D L ARV X —FTIE7 7 AREEL Ll LC, 025mg #ET 11.6%. 0.5mg #£ T 19.9%= < . 0.5mg
HECIIHGTHNCHE IR 2D 7 B U7 (Fisher’s exact fRZE. 0.5mg #£ T P=0.003), E7z. 77 EARFEL DA
FEARAFH 22 BB 23 A S 72, SBM D L AR H—RTIE7 7 BAREEE bl LT, AFIRET 107~
16.1% =<, 0.125, 0.25 KT 0.5mg B TIEHFIHIZA B R 7203 7 b A7z (Fisher’s exact [, 0.125mg £ T
P=0.012, 0.25mg #C P=0.012, 0.5mg #£C P=0.039), £7=, 77 EREEL DEIL0.125mg Bt FE CIIHE
RAFETHIN L, 0.25mg BELL B T8 [ARRE O EDHERF ST, (EiRBUCEZR O L AR ¥ —R Tl
77 ARRE L R U CUARKIRE T 13.9~20.0% i < . T X TOARAFIRE THERHIICAH B 7222037 B Av7= (Fisher’s
exact fRAE, 0.0625mg BT P=0.029, 0.125mg #C P=0.002, 0.25mg #£ T P=0.009, 0.5mg #£C P=0.008),
Fio. T T BARREL O 0.125mg BEE TITHEERARITHEEM L, 0.25mg FELL_ET 6 [FFEE D ZEAHER
STz, I - AR EN R DO L AR X —RTIET 7B AREEE Il LT, RFIBET 10.7~17.3%
E <L 00625, 0.125 &Y 0.5mg BE TITHLATAIICA B R 722D 7 & 4172 (Fisher’s exact #27E, 0.0625mg T
P=0.033, 0.125mg £ T P=0.004, 0.5mg #£ T P=0.020), 7=, 77 &REEL DF1T0.125mg B F Tl &
IRAFR 72 BE B ) 23 22 & 472,

B HGREZ LA D & 0.0625mg BE TIXEIRFEMREE 0 5 © 2 T8 H (ki g2 5B & OWESE - AP
JRUGEZN R D L AR 2 —32) [ 0.125mg ## Tl 3 THH (SBM., (HidIRBESE 2N A K OMESR - AP
FEHRO VAR F =), 0.25mg B TIE 2 THH (SBM K OMEBIRELFEN RO L AR Z—FK), 0.5mg
HETIETRTOEAT, 79 BRFELENTL AR E =N 10%L L&, DO A EES
HITZ(W T D Fisher’s exact fR1E),



V. ARICEY HER

12 BRIZ&H 1T 5 BIRFHIRE (CSBM, SBM, ERREHRENRRVIER - BBFRBELEDR) DL AR F—F

(FAS)
7T RRE AT
(n=112) 0.0625mg 0.125mg 0.25mg 0.5mg
(n=116) (n=111) (n=112) (n=107)

CSBM
VAR H—(%) 29(25.9) 40(34.5) 36(32.4) 42(37.5) 49(45.8)
95%CI(%) (18.1, 35.0) (25.9,43.9) (23.9, 42.0) (28.5,47.1) (36.1,55.7)
75N L DXL PAE Y — 0.194 0.305 0.084 0.003
77 B REE L DFE(%) — 8.6 6.5 11.6 19.9
7T R AREEEDED 95%CI(%) — (-4.1,21.3) (-6.3,19.3) (-1.4,24.6) (6.5, 33.3)
SBM
L AR H—(%) 71(63.4) 86(74.1) 88(79.3) 89(79.5) 82(76.6)
95%CI(%) (53.8,72.3) (65.2, 81.8) (70.5, 86.4) (70.8, 86.5) (67.5, 84.3)
7T wREE L DX O P AE Y — 0.088 0.012 0.012 0.039
7TV REEE DFE(%) — 10.7 15.9 16.1 13.2
T RREEL DFED 95%CH%) — (-2.1,23.6) (3.3,28.5) (3.5, 28.6) (0.3,26.2)
BRI YCER R
L AR H—(%) 25(22.3) 42(36.2) 47(42.3) 44(39.3) 42(39.3)
95%CI(%) (15.0,31.2) (27.5, 45.6) (33.0, 52.1) (30.2, 49.0) (30.0, 49.2)
75 RARRE L ORI PAE Y — 0.029 0.002 0.009 0.008
7TV REEE DFE(%) — 13.9 20.0 17.0 16.9
77 YRR E DFED 95%CI(%) — (1.3,26.4) (7.1, 32.9) (4.2,29.7) (4.0,29.9)
e - NEE A P SEE R R
L AR E—(%) 21(18.8) 37(31.9) 40(36.0) 33(29.5) 35(32.7)
95%CI(%) (12.0,27.2) (23.6,41.2) (27.1,45.7) (21.2,38.8) (24.0, 42.5)
77 wREE L DX O P AE Y — 0.033 0.004 0.085 0.020
T TR E DE(%) — 13.1 17.3 10.7 14.0
7T R REEE DZED 95%CH%) — (1.1,25.2) (4.9,29.7) (-1.3,22.7) (1.6,26.3)

BB &)

a) Fisher’s exact fREIZ L W R L7277 R & O xR D P 1,

12 BRI H T 5 CSBM BEE OB EMED AL ETIX, 77 B AR L OO 2 FHEIT 0.66~1.24
Th O AKABETT 7 2R L A THEIICA BRZEZN 2 DL (55 #5541, 0.0625mg #f T P=0.036,
0.125mg #£C P=0.003, 0.25mg #£ T P=0.004, 0.5mg # T P<0.001), 7=, 7T AR L DZEDOFHEE
FEME T, 0.0625mg FED HEEAMEM 23 H 40, 0.5mg BET 1 LA EDERA LT,

128/ IS& 1+ 5 CSBMSFE DB THEDELE (FAS)

A A i i ik
(n=101) 0.0625mg 0.125mg 0.25mg 0.5mg
(n=98) (n=99) (n=102) (n=96)

B o0 )i (SD)Y 0.38(0.58) 0.31(0.52) 0.40(0.59) 0.38(0.55) 0.34(0.49)
TR 12 R <ol FHIESD) 1.69(1.64) 2.27(2.08) 2.65(2.82) 2.57(2.18) 2.86(2.66)
T DAL B(SD) 1.29(1.54) 1.93(1.97) 2.23(2.66) 2.19(2.10) 2.52(2.59)
AW BT
7T BAREE L OEOHRIEER V) 0.66 0.93 0.90 1.24
E(95%CI) B (0.04, 1.27) (0.32, 1.54) 0.29,1.51) | (0.63,1.86)
7T R AREE L OO PE — 0.036 0.003 0.004 <0.001

a) 77 &R n=112, 0.0625mg B n=116, 0.125mg &£ n=111, 0.25mg Af n=112, 0.5mg &E n=107
b) ZlbEZISE, BEHER T, N—A T U ERWERE L,



V. ARICEY HER

12 HIZH 1T 5 SBM HE OO E(LETIE, 77 B AR L OZEORIERE S ML 0.96~1.48
Th O KABETT 7R L A THREIICA BERZEZN I DL (55 #5541, 0.0625mg #f T P=0.007,
fitlx P<0.001), F7o., 77 BRE L OZEOFREFE A FEEMEIL, 0.125mg HLL ECRIREOETH -7,

281281+ 5 SBM SHE DB HEDN E L E (FAS)

7T R AR
(n=101) 0.0625mg 0.125mg 0.25mg 0.