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FRROZE

WEEME NG IE (7 (irritable bowel syndrome : IBS)IL, Z DJER & 7 L1525 s EHEBEH£EDT . 8 - 50
AP BB 2 TR E L, 2o EaHERDS BB EHA U < I3XH3E - geaEE2 80 KRt b
BHRETHD VY, £, IBSIIFFEDRRICEBIT HHERRICESNT, 4 2OH 7 ¥ A 7 [{HFLSE IBS(IBS-
CO). THIZ IBS(IBS-D), JEGH IBS(IBS-M) & OV BARRER IBS(IBS-U)] 12383415 D, IBS 1ZBSER 72
RERTIE ARV, ZOMERICE VITENHIREN D Z & THEMFEINCKEE2 K L, QOL N LK T
HZENRRESNTND 2,

EPNAO— RN IR 25HE T, IBS OAFRITH 1% ERESINTEY 9, ERNICEBIT 5B
ZRHE EXGE LA T, 1999 IR R SN REEHLE R E O E BRI ILHETH 5 Rome 1 FEHEE
FAWTHBRREZITMT 5 L. BZLEDOK 14%N IBS ThoT-EMESN TS Y, £7-, 2006 FI2kET
SNz Romell U A H W2 — LA Z RS E LizA v F—% v M T IBS ODARRITK 13% ThH o
T2EMEINTVD O, EZWZZ2E LR E LIEHERENS, RADHBARANIBITF D ZENENDOR
R EF T 25 & IBS-C 239 2.9% . IBS-D 53 3.8%.IBS-M 3% 3.3% & OV IBS-U 539 3.6% CTdH > 7= 9,
ZDOEHITIBSITHEDEVERTH Y 72208 HEWN TIXIBS-CIlIRT D RhE IR 2 A 5 AN 72 < |
IR LML, D ORHE AN ATHEZe ., IBS-C (2% 2 ZhRE IR SR 2 453 % 3K 0 B R DN [E
BN EENTWND,

FAEIC, BT, 2R CEREEICED ONIBREEEREED 1 > THY ¥, ENOEROAFHFRRIT, B
M 2.6%. M 4.9% & S, Bl BITHEIZ L - TAEWRRITINT 2 9, Bkt B3R - A5F
FEE LW OEROEERR O — 2 LB X biL, Hx ERHETOEANRHW LN THWEA, RIEHSED
fEHFREOME « B EOFRERTFEL TND 10D, 207, BESEeIicEn, » ORI
23 A RE L B M RLAE |2 %19~ 2 ZNRE ST R 2 3 2 AN OB D ERBLE MO EEN TN S,

U+ 27 aF RiE, Ironwood RN A L7277 =Vligy 7 7 —¥ CGC-C)ZBERIEEHEK cH B, VI rnF
RIIGE OEVEREICHET D GC-C ZHRERETEM LT D2 Lok v, BEWMEEIER . /MEEEEEE
HEVEF R VKR Rl B EH 2R3, 26 OFIER X, IBS-C L OVE M EMEGEREERIC L D
FREBRNWCHT DR EZHMTDER EEX DD, £, VFHraTF Rid, KE, B FFRRA X
=TT IBS-C J OMEMHERFFEMEAEFL(CIC) D 7GR % BRINIHEA(EU) e VA A A TIE IBS-C DO7KGR % Hufs LikIE S
NTEV(AADERBHNE L ITEZL D), AT IBS-C M OMEMEHFME O 72 7215 BGEIRT & L TAHKI% B
BTDHIEWERISH D &b,

ENTIE, £7°, IBS-C BFE A XS L LB MHHRER(T 7 & A xR E 5RO TR sl X OVE i
HRE) CAHMER LM R L2 b, V7 T RoERLEGERGEARHEEZITV., ZFIHREX
IR A {ERALREEIGEERE ] & LT 2016 4F 12 HIZ/&AREZ IS L=,

WA, B MEAERME (R E R B L DA R )BE 2R & LIZENEIERR(CT 7 2 AR EER
A ATEER LB e VR B 538R) 2 550 U . A2 R VLM R T & 7272, R 3K AL L IR 787K GE
FIH A T AGEHGE 21TV, 2018 4= 8 AT MEMEERMERVEMERIZ L DM ZFR<)] ORIEEX 3%
BOBIMPER I N,

D%, BEORIERICHE T 2 AHBBIC L 2RET Fe 7T 2olm Ea B L, /N BEEDBI T ICHR
DAL, 2020 4 3 1T [ FE S & R 7 AR R I A RER A B L T,

HEDOBRFNENE
(HGC-C Z AR EWEFME A R T GC-C ZRIRIEBFETH 5,
GC-C ZRIRZTEMALTH Z LIk, BN OY A 7 U 7 GMP(cGMP)J#E & % HEN &S B, I5E 75 WM
W EEREREZIEET 5 & & bz, KIFWREREZ M4 5,
( TVI.2. Q) FEHDEERMFITZHHBRBIE OHESHE)
(2)IBS-C @ A IR DU EH R &R T,
IBS-C BB k4 & LIZEWNEIERER IO T, 128281 5 IBS JER O SR E RO L AR
X —3L, T T EREE17.5%. AKE0.5mg B 33.7% CTh o7, 0.5mg HEDO L AR X —H L, 7R
BRI T 16.2% @ < . FFHBICH B 72 2203 A B 37 (Fisher’s exact fE. P<0.001),
( TV.5. A1) BhEREEER DHESH)
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Q) BMEAEFLE D 22 E 4k T do D HEEMBE DI T OUED R E 7~ T,

P PEERME (R E AR B K DR Z PR <)BEE L & LIZENFIMRRICI W T, &5 1 EEICE

% HARPEE(SBM) SR EE O 8 S E O B L E(E R )X, 77 B ABET 1.48(1.84). AH#l 0.5mg BET

4.02(3.82) Chol=, 7T BAREEL OFREEF - FEIMED 05 %X )L, 2.53(1.64, 3.42)THYH, 7

TR ARRE L A THEHC A R R 2N A B Ve (380 8T, P<0.001),

( TV.5. (1) BUMHREERER OHSR)
(DIBS-C S OMEMEAEFRIE LA e B K O (E I D s xﬁ%(ﬁt@@ g DA )& R,
< IBS-C BB#E & %5 & LIZEWNEIERERIZIB VT, 12 B8R 5584 HRYEHE(CSBM)D L AR v
X—FIL, T 'R 19.1%, KK 0.5mg #E34.9% ThH o7, 0.5mgBEO L AR X —RL, 7Tk
HEICEERT 15.8% @ < . SRS E R ZED A & #u 7z (Fisher’s exact #7E, P<0.001),

- B PEERMEEVE ORI X A A BR )BE A xg & LIZENE TRV T, 8 11 ERE~
4R RO T IO CSBM O L AR X —H(X, 77 BREET 19.8%~27.3%., AH| 0.5mg #ET
50.6%~56.0% T v . 77 B AREE L LR THEICH B 7R 2235 B 4L (Fisher’s exact 5 £ . P<0.001),

( TV.5. (1) BHMERIRER OHESH)
(5)IBS-C M OMEPEAERMELZAE 5 JEHEER K OB I fF © IER DU R 2 7=

- IBS-C B Z x4 & L7 ENHE IR\, 12 BT 218 - A PRESCES RO L R
Ry Z—R1L, 77 8REE155%., AH0.5mg #£29.3% Th-o72, 0.5mg FEDO L AR H—FRiX, 7
?ﬁﬂ% ZHART 13.8%m < . MFHICAH B 2R 203 B 7= (Fisher’s exact #7E, P<0.001), 12 ##[H

BIFAEBRIRELEDRO VAR X =L, 77 vREE 183%, AA| 0.5mg B 36.5% Th -7z,
O.Smg BED VAR H =T, 7T BRI T182%m < | SIS A B /2N A 5 i 7= (Fisher’s
exact R 7E, P<0.001),

- BVEERMEGRE AR BIC L AR AR O)BEZG L L2 ENETHHRRIC IV T, B ERE O IE
R IR (R R I B « B A PR O UGERN RO L AR o —F X, 77 B HREET 3.4%~11.6%,
AH0.5mg #E T 24.4%~36.0% Th o7z, WTiLh 77 BAREEE N THEICAEREN AL
(W h P<0.001, Fisher’s exact i), 5 1 (1 BEF~4 FEE KL O T #1204 o0 18 M8 FRE O 8 18R
REOSEED RO VAR H—RIL, 7T BREET8.0%~12.8%, &K 0.5mg BET 40.0%~49.4% CTdH >
7o TS 7T B AREE & N TREICH B 2R 2203 5 5 17 (Fisher’s exact #9740 % P<0.001),

( TV.5. (1) BHMERIRER OHESH)

(6) FHA PR FE J ORI O o B2 7~ T,

- IBS-C [ #&5 & LI EWNB IR BT, #lEE5-B4E 24 FEFLINIZ CSBM 23 & - 7= 5k
FHOEEIL., 7T BAREE10.0%. AH0.5mg B 24.9% T - 7=, WA GBIAE 24 B LLINIZ SBM A3
oo T WERE DOBIEIX, 77 BHREE 45.8%., KAl 0.5mg # 723% ThHh-o72, WTHOHE S, 0.5mg
BECT 7 B ARBECT T DMEHIIICH B 72 223 A B AL 7= (Fisher’s exact fRE, W9 41 P<0.001),
- ASMEERMEFRE MR BIC X DM A bR OBEZ XI5 L LIZENS TAERERIC IS\ T, PlEHE G-BRiE
24 FEMILANIC CSBM 3 & » 7248 E OEIAIL, 77 B REET 24.7% . AF 0.5mg BT 45.7% TH Y |
7T AR L A TRERH IS A B e 22D A B AT (Fisher’s exact f& 2, P=0.005), #)[a1#¢ 5-5H 46 24 FEfH
LINIZ SBM 3 & - 7o B OFIA 1L, 77 B RREET 48.3%., AHK 0.5mg BT 728% CThHhVH ., 7%
REE L AR THEEHIICA B 2 2203 A B A7z (Fisher’s exact i E. P<0.001),

( TV.5. (1) BNMHRIRER OEHSH)
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2016 £ 12 A 19 H @ MEFRMALBBIMEGERRE] OA&FE. L TON2018 4E 8 A 21 H ORFEFIHO—HRAL F AT

[(ZhAE XA TP RME@VE R BRI L D EMZRR<)) OB 24 7=0, ARBELMEE LT, MEHK
i U A 7 EHEEHE (RMP) ZRED E, WUNCERTHZ L] EED LTV,
FEAICBWT, BUERTERICEIT 228K OEMEICEI T 2 G, I NTIEINO 22 M B ATE S & Y
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I. &£¥ICET SIEE

1. R5FEA

(1) ¥
U B AEE 0.25mg

(2) *4&
Linzess Tablets 0.25mg

(3) AFRDHEEK
—f%4 @ Linaclotide & B2 FED zess LV 4

2. —#4&
(1) % (&%i%)
UFZ7uF Lk (JAN)

(2) & (&8%)
Linaclotide (JAN)
linaclotide  (r-INN)

(3) RT L (stem)
NRTF REOT Y a~X7F K -tide

3. MEXXRIEFRERX

H—Ci/s*Cys*GlugTyr*C. s*C}fs*Asn*F’ro*Ala* Cys—Thr— GIy*CIngyr—OH

4 HFRRUHSFE
4313 1 CsoH7oN15021S6
Sy 1 1526.74

5. {t%& (&K XEFE

Z N

(AARA) U oruaF RE, ZT7=ABe 7 7—8 CBFRT A=A M THY | 14HDT I ) BFH)»
BROLBEANT T FTHL, ALFEAIFLTOLBY THD,

L-Y AT A Z)L- Y AT A Z)beLe0- 7 IV Z IL-F B YLV AT A Z )LV AT A ==
L-7 ANRT X NL-T B Y NVaL-T T Zl- TV AT A =)L E VA=V T Y DLV AT A =)
L-F iy BIR(1—6),2—10),(5—13)- b U A(PAILT £ F)

(& 44]  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. ERAA. Ma. KBS, BE5ES
1G5 &5« MD-1100. PPL-154. AS2670456-00. ASP0456



M. ARSI SEHE
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D, 2B, FERIZEY 0.25mg {ﬁ@fréu Th D,

3) QT/QTc :AE&R
MR L
<HBE>

AAITIE QT/QTe sMFABRIT FEhE L T 72y,
ENE 1 F81E - e G R ZR R FER [CL-0012] ", EINE T AEFER [CL-0021] 2D % OVES 5 AR [MCP-
103-302] 2, [LIN-MD-31] 2B\ T, 12 FHELEXNEQT fHliETe) 2 FEi L. QT/QTc MIkEIZ %9

5J%ﬁm%b@%@%ﬂMLhéxm@%%%%Ximsc$% B W CHER

TA UMD DEITH LN T,

BEE., AV F7eF ReELTO05Smg 21 B 1[E, &7l

iR #ET

HINCRTE & 22 D=2




V. ARICEY HER

(3) AERICIFRAR
1) EE B GERE
N5 T #EEK6% [CL-0021] 2V

IBS-C BF #xtG L L7 7 baAXt R _EE MR ERER ©, A2k, 24t EyEheo H &G
EWHETAZEEEME L,
TEHIEH Th D 12 WIS D 1BS RO SMUEN RO L AR L 5 —H T, AHEO L AR
H—RX, 7T HREEE T 1L.6~155% @m0 > 1208, MEICEBRZZ A LT, WP b RFLE
Thotz, 2B, BIKGFHEEEB TH 5 12 BHEIZEIT 5 CSBM O L AR & —F K OME IR 0 1 S E
O ETIE, AHEERFPZRBEIMER A2 B, WEHOEEE R a7 O EHEOE{bETIE, HE
RAFHI AR ME R 23 A BT,
BIVER & LT TR R bBEENRENST2RN FOIFE A ERBRETH Y BEOHESIIZD Lo T,

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

POES IBS-C ¥ 559 #

-ﬁ*ﬁ%3ﬁﬂ@ﬁ’\1wﬂﬁkb3aui W7z o CTHEIRCIEEE AP R 1 3 LD

C3EHE [(WHEEIZ L o> TERDSET 5. QFIERHCHEME DN H D, 3)5

rﬁ WERGOMVBHOE(LR H D] OB 2 AL ERH Y, o8k 6 7 A LLEwi
5 B IBS SER N B o 72 B E

- OBERRT 3 A ORIC, IRFAL FAL BIEIFEREZEA L T ngED 9 B R
REESOFAEE(BSFS 1 3L 2)23 25%LL ETH VD . Do ABEFRIRE) T KEREBSFS 6 3%
TS 25% A5 T db o 72 fBE

- IBS SEIRFEAERL D DARORERAT 5 ELUNICE W T, RGN HREMRAE X ITHEIBEERE (/12
72U, Fln(FEEBGED D 50 Rl OBE . s%#%ﬁﬁ#ﬁﬁf%TkLt]ﬁ%%é
h,”E%ﬁk#$6hk#ot$%@i¢/ﬁﬁf) — 7 B ORGSR E T L w@iE
WL 52 SR SN A A, SUTEFRPEOBE S AR & L)

- PREEEBIE o B B kwT\%Mﬁf@ﬁ%%ﬁﬁ@ii@@@%Shﬂimm
BEREIN 25% UL L Th o 7o BETIZ L., YHEEEBEMOEH BT\ T, SBM BHEN
OTFE IR L L)

- PREBIEHEM 0B HEEIZBW T, SBM HEOFNENOHENEIE(-14~-8 HE &-7~-1
Bauﬁuéﬁﬁwﬁwsﬁqu&ot%%

-%@%Eﬁ%ﬁ@%ﬁa (ZBW T, CSBM BHEDZENZN O EEME(-14~-8 HH &-7~-1

’*75&1@@%3@%%1%ot$%

-%@”Eﬁ%%@$%a BT, B - EEAPRE O EREE A 27 O SEEE( T AL
ALIE m%ﬂiﬁ@®@%#&otéak AOF—H 13820 L ETH - - BE
fE9R « AR OEIEE R 27

1=72 L, 2=93\>, 3=FRFLE 4=\, 5=FEF TR

cHEEEBESIEMOBE RIS T, RATAREL2HEA2-14~8 HH &-7~-1 HAIZOWV
<. %ﬂ%ﬂsﬁuiﬁﬂbfwk%%

- PRERIEBIEM OB HIEIZHB T, SBM BEED 5 HEEJEIREE)BSFS 6)23 2 [BILL L& -
_\%éwim%ﬁmﬁSﬂﬁIEuL&ot%%

« 27 Y —= 2 IR IEE L7 RS AR LR A(TSH), 07 B Y 3 — R 1 = (FT)
KOS A 7 3% 2 L (FTa)DUWT IS FEERIFA 20 L, >0 R 7 U —= 0 T RRAERFOREF

S A NS L0 FRARSEETOEIE, & 2 W X FRIRFSEEIS TIE &Ik Sz B

- HE(ER IEEAWIBMA A 3 BRI-17 B B) X 0 ORISR - ik - 2EREERER S 50
BT L= BE (272 L, RBREMG 2 5 v O HIRIER] - BIEE A S 2V IEifT L
AL, ARG E L)

C ARBGFRTH 1 B B2 ARG A1 B B E CICBF U RG22 # H LB

—— 2 R OPEEEEBIE% ., AHF0.0625, 0.125, 025, 0.5mg HHWIXT T B ROWTNE

TEZI\ZEI0 AT, 1 B 1 RN 12 BN RS L,
EEC A il 12 HIZH T 2 IBS SR O BRBGEN R DO L AR o F—af

TR




V. ARICEY HER

12 BICEBIT D CSBM O L ARV F—2 12 BBEICEIT S SBM O L AR Z—HF 12
IS BT 2 (R BBUGE RO LV AR —F 12 BRI T D0 - MR PRRsE s F
BRI EHAT S B D VAR Z—3  SBM HE OFEFEEEOE(LE, CSBM HE OB E O &, HERR
ORI OZEA . IR - B AR OEEE R 27 0@ FEHEOEL TR, W& RO EE
ER 27 QWEEE DR, 1BS-QOL H ARFEMR O RS AL O AR ES RO 2 &
M RHnTE B BEFER, WARE %

12D L 6 WL FIZBWTHB VAR =&AL Uiz, BV AR Z—X, %8 OFHMR AT IBS R4
WENROA T (T BEBEAR 27 1=83ERIC R 2ote, 2=R<eolz, 3=b LA ko, 4=Eb b\, 5=b LEL 2o
7o, 6= Jpoda, T=EFITHEL 2o )N 1 HDH W2 ThoTBE L Lz,

(FRBRAE )

OFIME

< FEFHHHEE >

B iR

Fo 7= DN RIS EEH T & % Full Analysis Set(FAS) T, 12 BRIICII1T 5 IBS JER DL ELh 5o L 2
R —F L, 77 vAREET232%, 0.0625mg # T 36.2%. 0.125mg FET 38.7%., 0.25mg FET 34.8%.
0.5mg#ET383% ChH o7 ABIBETIX,. 7 T B RBEL LR T U AR Z—FN11.6~15.5% 0> > 1273,
RTINS H B 72T A B L7 Do T=(Fisher’s exact # €. Hochberg £ CHE M2 FHE), £/=. AFHEO L
ARCE =T, WTNbRBETH T,

12 BEICE T2 IBS FERDEMBENRED L XK F— (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 RARRE L DFE(%) — 13.0 15.5 11.6 15.1
7T REEE DFED 95%CI(%) — (0.4, 25.6) (2.7,28.4) (-1.1,24.3) (2.1,28.1)

BEEIE)
a) Fisher’s exact REIC L W HH L7277 B AREE L O X[ O P E(Hochberg 35 CT% EM: % 573),

BRI 72 AT

& AT D IBS JER DB EN RO L AR F—RIZHONWT, | IARERIZIT D ARARED L AR
VHE—RITT TR L AT 132~17.6%E < . WTNOETHRHICHEBERZENAONT-, 3 A
Wi Cl, 0125 XN 0.5Smg BED L AR U X —RII 7T v RFEL AR TENREN 17.4% K 19.1% < .
HE IS A B 72 2223 A B LT (Fisher’s exact 17E),

FINZH T D IBS JER DO BRSGED R DO L AR X —R T, 0.5mg FEDO L AR X —FiL, 4 \HFEL O
7RIS D 10 KT, 77 BARBEE T 10%LL Em < MEICHEREN BTz, 0.0625mg Ff
T TETT I BERBELLERTLU AR F—RN 10%L EE< . 5 S TREIICEEREN A DR
7o RARIZ 0.125mg BE T 11 BRI T 7R L LR T LU AR U H—FN 10%LL EE <, 9 B CTHigE
IR EEN S, 025mg FETIX 6 S TT I RBEL LT L AR Z—HRN 10% L EE <, 6
FLUCHEEHI 722 B 72N 20 B FUT= (Fisher’s exact Fi7E), IBS JEIR D ERLEN DO L AR X —FR T,
THNOBETHREENIC LRI 2HEANA LN, F2, ABBHO VAR F—RT, 7T 2REEE AR
T1LHEEE R OE LS. EORIT 12 BIZHO7 VR S,



V. ARICEY HER

FRIZHET S IBSERDEMRBENRD L XK 5 —F (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
TITREREELEDED
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
TIRRELEDED
— -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 7 RARHEL DFE(%) — 9.3 17.4 8.0 19.1
TITREREELEDED
95%CI(%) (-3.8,22.5) (3.9, 30.8) (-5.2,21.2) (5.5,32.7)
BIECEIE)

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

<BIRFHGE B >

12 ARICEITSH CSBM D L AR H—R 12 BENCEITSH SBM O L AR Z—RK 12 BHEICBITA#
WIRREM N RO L AR A —R KO 12 BAMICBT 2188 - R UREED RO L AR H—RT
i, WITNOIHEE L 77 2R L LR TABIRE TR -T2,

CSBM DV AR X —FTIET 7 RBEE I LT, 025mg BT 11.6%. 0.5mg #£T 19.9%= < . 0.5mg
HECIIHGINC A B AR 22D 7 B L7z (Fisher’s exact SR 2. 0.5mg #£ T P=0.003), E7z. 7B AREEL DEIC
BRI 22 BB 252 S 372, SBM D L AR X —RTIX 7T wARREL el LT, AAIRET 107~
16.1% =<, 0.125, 0.25 X T 0.5mg B TIIHEIHICA B 7R 72D 7~ b A7z (Fisher’s exact #E . 0.125mg #£ T
P=0.012, 0.25mg £ C P=0.012, 0.5mg #£ T P=0.039), F7=, 77 tHREEL DEIL0.125mg FEE TITHE
IRAFHTHIM L, 0.25mg BELL ECH [RIFRE O3 HERF S vz, EmRESEH RO L AR ¥ —FTlL
7T AR & e U T UARAIRE T 13.9~20.0% & < 2T OARFIRE CHEHIICH B 72 22737 B 4L 7= (Fisher’s
exact fRAE, 0.0625mg £ T P=0.029, 0.125mg £ P=0.002, 0.25mg ££T P=0.009, 0.5mg & C P=0.008),
Flo, T BARREL OFET 0.125mg HEF TITHEMLAFARIIHEIM L, 0.25mg #ELLET b [RIFREE D 25 HERF
Ehie, I8 - AR EN RO VAR H — R TIET 7B ARREE Il LT, ARFIFET 10.7~17.3%
<L 0.0625, 0.125 } Y 0.5mg Bf CIIHFTHIICH E R 722D 7 b AT (Fisher’s exact #7E, 0.0625mg #£ T
P=0.033, 0.125mg £ C P=0.004, 0.5mg #£T P=0.020), 7=, 77 &R L DT 0.125mg A F TIIH &
IRAFH 7 BB R A3 A B A T2,

B GRET L ICH D b 0.0625mg BECIXREIREHEIEH © 5 5 2 T8 H (iR ek E 2 B & OE IR « I8 APk
JRUCEN R D L AR 2 —3) 0.125mg FECTIE 3 JHH (SBM., IR IESGE 2N R K OMETR - MR AR R
FARD L AR A —R), 0.25mg B TIE 2 THH (SBM M O EIRAEL ERN R D L AR & —FK) | 0.5mg
HCTHETOHEAT, 77 BRBELHRTLUVARU A =N 10%L L@, DO aEELAD
7= (T4 S Fisher’s exact fiE),



V. ARICEY HER

12 BREIZE 1+ 5 BIREHEIEE (CSBM, SBM, EEKEREHR R UHESR -

R RBEHEHR) O L AR F—F (FAS)

7T AR 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)
75 RARRE L DXL PAE Y — 0.194 0.305 0.084 0.003
7T B REE L DFE(%) — 8.6 6.5 11.6 19.9
7T 'R EDED 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)
77 wREE L DX O P AE Y — 0.088 0.012 0.012 0.039
7 7B 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)
RPN IES
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 DXL PAE Y — 0.029 0.002 0.009 0.008
7TV REEE DFE(%) — 13.9 20.0 17.0 16.9
77 R E DFED 95%CI(%) — (1.3,26.4) (7.1, 32.9) (4.2,29.7) (4.0,29.9)
MR - M A PR SGE D R
L AR H—(%) 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
7 Z B REEE DFE(%) — 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)

I (EIE)

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

12 HIZI 1T 5 CSBM HEE O FHMEDO LTI, 77 B AREE L OZEORIERE 2 FHHEIL 0.66~1.24
THY AAFLT 7 2 REE & LR THERICE B Z08 B Tz (G0 #7HT. 0.0625mg £ T P=0.036,
0.125mg #£C P=0.003, 0.25mg #£C P=0.004, 0.5mg #: T P<0.001), 7=, 77 BAREEE DZEDOFREE
EEIECIEL, 0.0625mg B> DEAIME B 237 HAL, 0.5mg BET 1 LA EOZERAZ LT,

12812817 5 CSBM SHE DB F i {EDE{LE (FAS)

S5 R AHIRE
(n=101) 0.0625mg 0.125mg 0.25mg 0.5mg
(n=98) (n=99) (n=102) (n=96)

Bl o Y fE(SD)Y 0.38(0.58) 0.31(0.52) 0.40(0.59) 0.38(0.55) 0.34(0.49)
TREH 12 JR T ol F¥IESD) 1.69(1.64) 2.27(2.08) 2.65(2.82) 2.57(2.18) 2.86(2.66)
I DAL E(SD) 1.29(1.54) 1.93(1.97) 2.23(2.66) 2.19(2.10) 2.52(2.59)
AW BT
7T R R L OO T 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 REE L ORI RO Pl — 0.036 0.003 0.004 <0.001

a) 77 &R n=112, 0.0625mg ¥ n=116, 0.125mg #£ n=111, 0.25mg &£ n=112, 0.5mg & n=107
b) ZlbBEBZIEE, KEHEZRF, N—RF A o adEige Lz,



V. ARICEY HER

12 AT 5D SBM #E DO EEDOEL & T, 77 B AREEE OZEDREFE L EHEIL 0.96~1.48
BIREN B BT (5353 8T, 0.0625mg # T P=0.007,

Th O AKHBETT 7B RE & A THREIC

fiid P<0.001), F£7z., 7T R L OEOFTEF I FHMEIT, 0.125mg FEUL ETRBEOETH > 7,

128/ 8 17 5 SBM S5 E DB HEDN E L& (FAS)

7T R RE AR
(n=101) 0.0625mg 0.125mg 0.25mg 0.5mg
(n=98) (n=99) (n=102) (n=96)
BEH o0 ) fiE(SD)Y 2.80(1.09) 2.65(1.24) 2.78(1.29) 2.71(1.13) 2.80(1.12)
TR 12 R T O E(SD) 4.51(1.72) 5.35(2.25) 6.01(3.19) 5.85(3.20) 5.94(2.35)
T EE DAL E(SD) 1.68(1.48) 2.69(2.21) 3.15(3.16) 3.09(3.07) 3.10(2.24)
A HHT
77w R L OZEOFIERE T 0.96 1.48 1.39 1.42
fE(95%CI) B (0.26, 1.65) (0.79,2.17) (0.70, 2.08) (0.73,2.12)
7T R L ORI O PE — 0.007 <0.001 <0.001 <0.001

a) 77 &R n=112, 0.0625mg B n=116, 0.125mg &£ n=111, 0.25mg &t n=112, 0.5mg & n=107
b) BlbEZIEE, EHER S, N—R T A v a2LERE L,

12 JERNZ BT D ERROEEEEOE L EIZ OV T, JEEY 12 B COBEEHMHEIL, 0.25mg # LD
0.5mg FETIT 4 LU ETH -T2, 7T BREE L OZEORIER A EHMEIZ 051~1.12 TH Y, AKFFETIES

7 B AREE & A THRERT RIS

DO FRE G A FIIEIZ A RARIFH R B IMER 23 2 S 7z,

12:8@I2E 1T 5 ERIRDBEFIHEDEILE (FAS)

BERENAONI-E T, Wit P<0.001), £72, 77 BREEL D

S5 R A FHE
(n=100) 0.0625mg 0.125mg 0.25mg 0.5mg
(n=93) (n=96) (n=102) (n=94)

BLEU O FHIfE(SD)Y 2.13(0.71) 2.01(0.77) 2.08(0.72) 2.05(0.73) 1.97(0.69)
TR 12 B COEFEEESD)® | 3.13(0.95) 3.60(1.05) 3.74(1.10) 4.04(1.07) 4.17(1.11)
T EIE DAL E(SD) 1.01(0.88) 1.54(1.00) 1.62(1.04) 1.95(1.00) 2.18(1.12)
o Bt ©
7T R AR L DD T 0.51 0.61 0.93 1.12
I (95%CI) B (0.24,0.78) (0.33,0.88) (0.66, 1.19) (0.84,1.39)
75 R L Ot PAE — <0.001 <0.001 <0.001 <0.001

a) 77 &R n=111, 0.0625mg Bt n=110, 0.125mg &£ n=106, 0.25mg &f n=112, 0.5mg & n=104
b) 77 EAHREE n=101, 0.0625mg & n=98, 0.125mg #¥ n=99, 0.25mg & n=102, 0.5mg £ n=96
o) BlhEZINE, EMER T, X—AT7 1 2 EEE L,




V. ARICEY HER

12 BB 585 -

BB 3-0.14~-0.07 TH Y . FFHI

NEER A PR OO BHAEE A =1 7 OISR E D
BRREZIH DN D> (GBI,

12:8MISE 1T 5EHE - BETRBEOEEEZ 7 DEFHEDEILE (FAS)

LR TIX, 77 BAREEE OEOMER

e b e AFIEE
7(Z:120T)E$ 0.0625mg 0.125mg 0.25mg 0.5mg
(n=98) (n=99) (n=102) (n=96)
Blg2 i o ) fE(SD)Y 3.07(0.69) 3.08(0.66) 2.91(0.64) 2.87(0.64) 3.05(0.69)
TRIEH 12 81 T O TIESD) 2.71(0.69) 2.56(0.70) 2.48(0.67) 2.50(0.70) 2.63(0.77)
WA Sl D22V B (SD) -0.38(0.66) -0.51(0.67) -0.43(0.72) -0.33(0.73) -0.43(0.64)
BT D
77 v AR L DZEOTEEG -0.14 -0.13 -0.07 -0.07
BIE(95%CT) B (-0.31,0.03) | (-0.30,0.04) | (-0.24,0.10) | (-0.24,0.11)
7T R L DX O PE — 0.113 0.127 0.394 0.452

a) 77 EAHE n=112, 0.0625mg # n=116, 0.125mg ## n=111,
b) BlbEZISE ., BEHERT, N—A T A &Ik

12 HEICE

T DNWEBDEREE A a7 O SFEfED
-029~-0.41 TH VY . BFNEETIZT T B REE & L THIMIZ

fEE LTz,

0.25mg #f n=112, 0.5mg #f n=107

A& T, 77 B AREE L OZEOFREEE S HMHEI
BRAEN BTG5 . 0. 0625mg

BET P=0.001, fli% P<0.001), F7=. AFIFETIL, WEHOEIEE A 2 7\ HBKFR 2K T 23 2
vz,
2HEMIZEFTE2NEHADELEERDT DBETFHEDZEILE (FAS)
75 R Gl
(n=100) 0.0625mg 0.125mg 0.25mg 0.5mg
(n=93) (n=96) (n=102) (n=94)
Blg2 i o ) E(SD)Y 3.56(0.69) 3.51(0.66) 3.43(0.68) 3.51(0.74) 3.60(0.73)
TRIEH 12 R COEFEHESD)Y 2.89(0.51) 2.59(0.59) 2.48(0.65) 2.53(0.73) 2.51(0.72)
WAl D2V B (SD) -0.65(0.68) -0.90(0.74) -0.98(0.81) -0.93(0.86) -1.15(0.80)
BT ©
77 R AR L OZEOFREEGE _ -0.29 -0.39 -0.34 -0.41
PIE(95%CI) (-0.46,-0.11) | (-0.57,-0.22) | (-0.51,-0.16) | (-0.59, -0.24)
75 R L Ot P — 0.001 <0.001 <0.001 <0.001

a) 77 &R n=111,
b) 77 AR n=101,

o) BALBEZISE, REHEZNT, X—2 T vefLie L,

0.0625mg £ n=110, 0.125mg # n=106. 0.25mg #f n=112, 0.5mg & n=104
0.0625mg A n=98. 0.125mg #F n=99. 0.25mg #f n=102, 0.5mg #f n=96

BALRERIZ I 1T D IBS-QOL  H AFER O A D2 b Ti, 7?ﬁfﬁk®%®ﬁﬁﬁﬁ$w1
-02~1.4 THYH ., MEHMICHEREITA SN S T2G0 BN, £1o. BERERIZ 5msqn
HAGEM O AR ERSOZIELFERTH Y | MFICEBERZZXA LN 710

=IEFERIZH TS IBS-Q0L HARZEBRDEAREFRNDELE (FAS)
S5 R AFIHE
(n=111) 0.0625mg 0.125mg 0.25mg 0.5mg
(n=115) (n=108) (n=111) (n=106)

_N— 2 F A OFEIfESD)) 69.5(15.9) 65.8(17.9) 69.8(15.7) 66.8(17.5) 68.4(19.2)
TR IR IRE A D S5 E(SD) 84.2(14.9) 82.3(17.5) 85.1(14.0) 82.6(16.9) 85.3(18.1)
EHIE DAL E(SD) 15.0(14.6) 16.2(15.5) 15.0(15.2) 16.0(17.7) 16.7(15.0)
BT D
77 R AR L OZEOTREEGE - FEIE B 0.2 0.4 0.2 1.4
(95%CI) (-3.8,3.3) (-3.2, 4.0) (-3.7,3.4) (-2.2, 5.0
77 v RRE L OO PAE — 0.899 0.824 0.933 0.439

a) 77 BAREE n=112, 0.0625mg £ n=116, 0.125mg &f n=111,

b) BbEEINE, REHER T, N—A T vadiRme L,

0.25mg B n=112, 0.5mg & n=107




V. ARICEY HER

@2z 4k

ZEVEMNT TR EM(SARIZH T 2 BWEA ORBEEIEGITT 7 2 ARHE10.6% . AR 21.5% TH o7, Ti-.
FKEREENE NS T-FHRBII TR CTHo7-, ARBRTHEEHNITA LT, BEERBIENIZITHEER R 2 4
(A&HA 0.0625mg FE. 0.25mg #f). FEK 1 §1(0.5mg B THo7=, Z D 5 BLAFERER T O 2 I Tlx. BB

FAANZ Ko THEIE R S 7z, RO 1 FITEANGE L OPEEDORE R, FLFEING 18 HIZICEE
L7,
£ TOEIEF (SAF)
o

MedDRA/[Version1 2.1 7R T e rsme | 0.125me jiii 0.5mg a3t

A5 E A BT (=113) (n=116) (n=111) (n=112) (n=107) (n=446)

LHEZR 12(10.6%) | 19(16.4%) | 26(23.4%) | 30(26.8%) | 21(19.6%) | 96(21.5%)

H RS 8(7.1%) 11(9.5%) | 21(18.9%) | 24(21.4%) | 14(13.1%) | 70(15.7%)
T 3(2.7%) 7(6.0%) 16(14.4%) | 20(17.9%) | 13(12.1%) | 56(12.6%)
25 1(0.9%) 2(1.7%) 4(3.6%) 2(1.8%) 1(0.9%) 9(2.0%)
B AN PR 0 1(0.9%) 2(1.8%) 1(0.9%) 1(0.9%) 5(1.1%)
WA R (B e 2(1.8%) 2(1.7%) 0 0 1(0.9%) 3(0.7%)
M 1(0.9%) 0 0 0 0 0
51 0 0 0 1(0.9%) 1(0.9%) 2(0.4%)
PR 0 0 0 1(0.9%) 0 1(0.2%)
R 0 0 1(0.9%) 0 0 1(0.2%)
JE BB 1(0.9%) 0 1(0.9%) 0 0 1(0.2%)
RSB 0 0 1(0.9%) 0 0 1(0.2%)
HIERR 0 0 0 1(0.9%) 0 1(0.2%)
H iR 6 0 1(0.9%) 0 0 0 1(0.2%)
WFEPE R 2% 0 0 1(0.9%) 0 0 1(0.2%)
ElCEE i 0 1(0.9%) 0 0 0 1(0.2%)
PR 1(0.9%) 0 0 0 0 0

JRYSIER X O 4 BUE 1(0.9%) 1(0.9%) 0 0 2(1.9%) 3(0.7%)
SHEEZ 0 0 0 0 1(0.9%) 1(0.2%)
ELZES 1(0.9%) 0 0 0 0 0
THEE 0 0 0 0 1(0.9%) 1(0.2%)
HiRIN[AZ 0 1(0.9%) 0 0 0 1(0.2%)

IR R A 4(3.5%) 6(5.2%) 7(6.3%) 3(2.7%) 2(1.9%) 18(4.0%)
TI=v T/ hTURA o . o . o
S 2 5P 0 2(1.7%) 2(1.8%) 1(0.9%) 1(0.9%) 6(1.3%)
e kY 2 YU RED 1(0.9%) 0 1(0.9%) 0 0 1(0.2%)
Z;i:ﬁ%;}u/ 7 0 217%) | 208%) | 1(0.9%) 0 5(1.1%)
g5 U o LB 0 0 1(0.9%) 0 0 1(0.2%)
F i Bk s 0 3(2.6%) 0 0 0 3(0.7%)
mi ey e Hhn 0 1(0.9%) 0 1(0.9%) 0 2(0.4%)
IR REMR AL 1(0.9%) 0 1(0.9%) 0 0 1(0.2%)
RN 0 1(0.9%) 0 0 1(0.9%) 2(0.4%)
M= L AT a— L 0 1(0.9%) 0 0 0 1(0.2%)
me 7 V7 =80 0 0 1(0.9%) 0 0 1(0.2%)
H RSB 0 0 1(0.9%) 0 0 1(0.2%)
AU L HE 0 0 0 1(0.9%) 0 1(0.2%)
SR EE ARG 0 0 0 0 1(0.9%) 1(0.2%)




V. ARICEY HER

=
I:/ii{DRA//JXerionlz;ji 77 e 0.0625mg 0.125mg jgijji 0.5mg At
RHAIRS R/ BAR (n=113) (n=116) (n=111) (n=112) (n=107) (n=446)
i Bk AR AR 0 0 1(0.9%) 0 0 1(0.2%)
M~ KR 1(0.9%) 0 0 0 0 0
yINEINVET AT = o
Sy 1(0.9%) 0 0 0 0 0
EHEER L OS5 RPTEERE 1(0.9%) 0 2(1.8%) 0 1(0.9%) 3(0.7%)
FEEL 0 0 1(0.9%) 0 0 1(0.2%)
=R 0 0 1(0.9%) 0 1(0.9%) 2(0.4%)
FAG PR 1(0.9%) 0 0 0 0 0
MR, HESES & OMithRkE s 0 0 0 0 1(0.9%) 1(0.2%)
FRGEDORNE 0 0 0 0 1(0.9%) 1(0.2%)
FEREF KOV Rk b 0 0 0 0 2(1.9%) 2(0.4%)
G TENE 0 0 0 0 1(0.9%) 1(0.2%)
EBERERE 0 0 0 0 1(0.9%) 1(0.2%)
JHRESE R bR 0 1(0.9%) 0 2(1.8%) 0 3(0.7%)
iR 0 1(0.9%) 0 2(1.8%) 0 3(0.7%)
B R 8 K OB L REE 1(0.9%) 0 0 0 0 0
BAgI & 1(0.9%) 0 0 0 0 0
TR R R 1(0.9%) 1(0.9%) 0 0 0 1(0.2%)
SHR 1(0.9%) 1(0.9%) 0 0 0 1(0.2%)
BB K ORI EE 0 0 2(1.8%) 0 0 2(0.4%)
EE3R) 0 0 1(0.9%) 0 0 1(0.2%)
FRIR 0 0 1(0.9%) 0 0 1(0.2%)
IRMEE 0 0 0 1(0.9%) 0 1(0.2%)
RS 0 0 0 1(0.9%) 0 1(0.2%)
AR R L OFLEEE 0 0 0 1(0.9%) 1(0.9%) 2(0.4%)
ASHLAIA £ 0 0 0 1(0.9%) 0 1(0.2%)
ARIET 5 Hif 0 0 0 0 1(0.9%) 1(0.2%)
LM 1(0.9%) 0 1(0.9%) 0 0 1(0.2%)
NG i Pg e 0 0 1(0.9%) 0 0 1(0.2%)
BOERET Oy 1(0.9%) 0 0 0 0 0
BE(EE)

MAFNOAR SN AER AR, @E, AV 27T FELT05Smg 2 1 A 1B, BRI D #E
5423, 7ok, ERICEY 025mg ITET B, | THD,



V. ARICEY HER

2) 1BHEME GREMERBICISEHRERC)
ERNE I8 [CL-1021]
PEPEERNEERE AR EIC K D ERZ R OHEF LR E L7 7 A R B S G © A %)
P, REMEICHESEHBHEEZRFIT I L2 HNE LT,
FERHli A OB G- 1 ARSI 2 SBM BE O THZ(L R, 7T £ AH T 1.91,0.0625mg 7T 3.89,
0.125mg #£C 3.11, 0.25mg BT 3.87. 0.5mg A T 3.85 TH o7, 77 v REE L OFRIEE L EMH DT,
WG 7T AR L AR TTHEIICA B R =0 A b L (3o, HENRIZ P<0.001, P=0.016, P
<0.001, P<0.001), AAIOFEMOLLELTIX, 77 BARRE L OFEEF 2 FIIME O 1L 0.125mg BETHe b /)
&L, MOBETIEFRBRE TH -T2,
BIVER & LT BEHEIANRE NS TZFRII TR TH -2, FTRIZWTHRORETHLZDIFE A EREE
THY ., 0.125mg FED 1 FICEE R THRIN A DALY, HEEE Ll ST,

RERT YA ShiR LR, WAL, CEER, 7T ARSI, WATEER a5

x5 8 P (S RUORE (R PR BT X A (A 2 B <) B 382 Il (&2 A MEMRMT ot BAE )

 REGE 6 1 A LA LRSS SBM SEEE NI 3 BRIl T - - BE

OBER 6 1 HLUL RIS LT OIERD 1 DL LRS- =B
(WBEED 25% LU EIZW&EABRH D

QB D 25% LA I RARIRAFE SUIEEEBSES A 7 1 it )23 5
G)HEED 25%LL LIZEFERNH D

ROBGE 6 A LLERTONS FRIZf 20 & & (SRR E) SUI KRR EBSES # A 7 6 X
IR D Z LT CTh o T

o AR PEAEFUE D IETES D> RO ERAT 5 FELINICEB W T, RGNS T iEg SR
EEVASE SN N [7=72 L. Fhn(EREBREH)D 50 AR OEE. SIRHEBNESIRE CHL AT L b
L72] RNEM S, SWENBERAbNR o mBE(-E L, BYERY — 7 OK g
I L RIS B E 5 20 RSN D 5E . ULEFREOBE D AR &
THZLELR)

- BEEEMEBIZ 0 B HEEIC RV T, SBM B O S (-14~-1 H BIZBIT 50 F4E)
28 3 [E R T o T B

- PR IEB RO BE BRRICB W T, RATRERHEBEZ-14~8 HH &-7~-1 HBEIZOW
T, TNEFN S5 BLLERA L TWz B

i

F
+ Romelll DIBBAEGIEGERE(IBS) D2 Wi LI A B LT B, T b LB ERT 3 4 A O
o 1T A% 3 AL EICOT> TIER® 2 WVIEEH A PES B LEZ Y, b
MNTFROZEHO S H2HEH L O REFED o0k Ek 6 4 H LU LRI b _EFUEEIRABS
JER) DN B - T B
(DHEHIC & » TR A S ET S
QA IERFICHEESE OE{ bR’ & 5
GYHIERIFICERROMR) O ZELD 5 5
- PEEEEE LM OB AFEICRB W T, SBM HEE O 9 HLEREERE)BSFS # A 7 6)23 2 [
FRBRoN L HE U bdotz, HDWITKEEMEBSES %A 7 18 1 [HLLEdH - -8
c A7V ==V TR IS U7z AR RER AR L (TSH), iR Y 3 — KA m=>
(ET3) R OSEBEY A 1 23 L (FTDO W TN DN EEER I AR L, 22> R 7V —= J
BEDFEF I 0 HURHERETLHERE . > 2 WM T HR SRR AR TE & Il S 7= s
- BEGEE BB BIAA B 3 BAI(-17 B B) & 0 OFHZEILSEA] - % - ZRIEREZH T H 500
W17 L= BE G272 U, TR 23 0 OF A I PREEA - k20 H 2 W ixhaf T L7
B, ABERETH2 L)
c ARBGRRTHGCL B EDDAREA B B)E CICRER TG 2 L BE

4

2 AR OPEGEE B Z % . AK] 0.0625, 0.125, 0.25, 0.5mg &5 WET T EROWT I
BAEBICEID AT, 1A 1 EERENC 2 WEEOES L,

(@}

AR 1%




V. ARICEY HER

FH A H Fe 5 1 EBICE T D SBM BEE OB FEEEO L&

SBM #EE OB E DR, SBM OB L AR A —= fIE% 551G 24 FERILINIC
SBM 23 o 7 BrE OFIG . F G 1 EMICKIT 5 CSBM SEEE DR SEEE DAV F CSBM #8
FEDEELBEDOLE(E, CSBM OB L AR ¥ —K  yEH 584G 24 B LINIZ CSBM
D& > TR OEIE, ERR OB FHEE @ﬁ{t;-a_\ Hﬁﬁﬁﬂw{%@@if‘&fxﬂ’/?@ﬁqzi@ﬁ
OEAE, IR - S RREOEELE A 27 O FPEOENE, WELOEELEAT O
HEEMEOEACE, BIEERME DRER OB UE RO A 2T | BHEFERME DFER O i
EHROBM L AR H— BIHEARYEOERIREOSEN RO A 27 | BHEEREDE
WREDOUCESHFOWEM L AR v & —F | BHEREDIEHEROYEIROA 27T | &
{ERMIE DR ERAEIR DB D L AR > #—3 | Irritable Bowel Syndrome Quality of Life
(IBS-QOL)-J(IBS-QOL HAFEM)T ¥ = — MO SEG AR N PR ES R OL &
REMFHETEE | A5 FS. BRRE %

IR H

a) HEEE LA O TN R ONAHN 1RSI DT L D | R—2 T 1 b0kt LTHI L,
(RRBR A
OF
< EERHIEE >
BT Jav 2]

T DIRITRIRERTH H FAS T, #45 1 HEIZIIT 5 SBM BHEDOREEEOZEIX, 77 &R
T 1.91, 0.0625mg #£ T 3.89, 0.125mg # T 3.11, 0.25mg #£ T 3.87, 0.5mg #£T3.85 Th-o7z, 77k
W& OFEFE A EIMEOZE1X, 0.0625mg FET 1.98, 0.125mg #£T 1.20, 0.25mg #£T 1.96, 0.5mg # T
1.95TH Y Wb 7T BAREE & AN THREIICA B RZED 2 DAL/ BT 0.125mg B T P=0.016,
fiix P<0.001), ARAIBERI OB TIX, 77 B AREEE OFHFEF A FEMEO 1T 0.125mg BETIRe b /M & <,
O TIXFRBRE ThH -7,

B’5 1 BREICE TS SBMHEDET9ED ZE L E (FAS)

7T v AR AR
(n=80) 0.0625mg 0.125mg 0.25mg 0.5mg
(n=82) (n=70) (n=72) (n=76)
N—2F A DOFHIE(SD) 1.72(0.74) 1.71(0.74) 1.75(0.71)9 1.69(0.79)9 1.81(0.73)
51 O FEHfE(SD) 3.63(2.12) 5.60(3.21) 4.84(2.97) 5.56(3.00) 5.66(3.99)
B 5 1 HOYE)ZE{E(SD) 1.91(1.96) 3.89(3.25) 3.11(2.90) 3.87(2.90) 3.85(3.84)
7T R ARHE L OFREERE B EE D 1.98 1.20 1.96 1.95
Z5(95%CIy) B (1.04,2.92) (0.23,2.18) (0.99, 2.93) (0.99, 2.90)
P fi ®- » — <0.001 0.016 <0.001 <0.001

a) BEMEEEDR, N—R T A AMEERILEREL U208t
b) FAFIEICE Y, SHENDIAICSHERE 7T 2R & g
c)n=71

dyn=73

RIR ) 72 fig AT

FRIBR FEH I (S A L7 R Per Protocol Set (PPS)Z it & L7t T, #5 1 HEICBIT 5
SBM DA D 75 B AREE & OFEF LB DT 1.20~1.89 TH V| & TOARHFIEE THE
BN B 7R 22N A ST (FE 8 HT. 0.125mg B C P=0.013, fthiZ P<0.001),

B2 B TR & LSBT L To, 7T BRistd 2 ARHIEE DAL B D 7(95%CI)i%. 0.0625mg
BT 1.98(1.05, 2.92), 0.125mg #ET 1.20(0.23, 2.18), 0.25mg #£T 1.96(0.99, 2.93), 0.5mg #£ T 1.94(0.99,
290)ThH -7z,



V. ARICEY HER

< BIRFHmE H >

SBM HE D i - ) fE D 2k B
ﬁ@%@mMﬁ§®$5§m5fmxfﬁtﬁﬁ&@%%%Aﬁ@ﬁ@%ﬁu%%mﬁ¢cw4OUMg
BEC 133, 0.25mg BET 2.20, 0.5mg BT 243 THY, WTFNLHEINCHBERED AL NI 0#my
Br. 0.125mg #£T P=0.008, flii% P<0.001), AAIFERI OIS TIX, 77 B HREEE OFFEE 2 FEEED 2=
131 & RIS 0.125mg BE TR b/ S Avo 7o, 2 TR 0.25mg BER O 0.5mg BET T & REE L OFf

BFHEED TR E o Tz,

SBM 45 B F ) {ED E L E (FAS)

S5 R AFNEE
0.0625mg 0.125mg 0.25mg 0.5mg
~R—2Z |n 80 82 71 73 76
74~ | F#IE(SD) 1.72(0.74) 1.71(0.74) 1.75(0.71) 1.69(0.79) 1.81(0.73)
n 80 82 70 72 76
SFH#IE(SD) 3.63(2.12) 5.60(3.21) 4.84(2.97) 5.56(3.00) 5.66(3.99)
1 FHIZEALR(SD) 1.91(1.96) 3.89(3.25) 3.11(2.90) 3.87(2.90) 3.85(3.84)
7T R REE L OB B 1.98 1.20 1.96 1.95
BB D 7E(95% CI) (1.04,2.92) (0.23,2.18) (0.99, 2.93) (0.99, 2.90)
P fiE® — <0.001 0.016 <0.001 <0.001
n 80 78 69 72 74
E-#)E(SD) 3.25(1.91) 5.17(3.37) 4.61(2.89) 5.42(3.62) 5.80(3.69)
2 2L E(SD) 1.53(1.78) 3.47(3.38) 2.86(2.78) 3.73(3.41) 3.97(3.62)
7T R REE L OB B 1.94 1.33 2.20 2.43
I D ZE(95%CT) (0.99, 2.90) (0.34,2.32) (1.22,3.18) (1.46, 3.40)
P fiE — <0.001 0.008 <0.001 <0.001
a) BIhERZINE, BEBERT, X—A T AMELIER L U208
CSBM #EE O T EME DA B 5- 1 I T 5 CSBM HEE OB VHE DA B % 5 1)

1 HFFD CSBM #HE O &I, 77 B ARRET 1.12, 0.0625mg #E T 2.15, 0.125mg #£C 2.23, 0.25mg #F
T249, 0.5mg #ET2.52 TH Y, ABKFITHN LT-, 77 2R L OFEEE A EOETE, Win
ORETHIMAHNCH B R EN A DIV, &R P=0.014, P=0.011, P=0.001, P=0.002), AFI#E
MOETIX, 77 2R OFFEE A FHIEOET 0.25mg FE T b K& Moo, 2 #HFD CSBM SHED
WEE RS, 1K &[RRI 0.5mg #ECIXENLLTOREL Y b REN ST, 77 BARRE L OFHER V-1
EDOZETH, WTHORET O A B R 2203 BTG, F=IEIZ P=0.003, P=0.008, P=0.003,
P<0.001), AFBEFROLELTIX, 77 B AREEL OFFEE O EEMEO 71X 0.5mg BE Tl b K& oz,

CSBM #8EE B T4 fE D ZE 1L & (FAS)

S5 R AHIRE
0.0625mg 0.125mg 0.25mg 0.5mg
~N—2Z |n 80 82 71 73 76
74 | FHE(SD) 0.67(0.76) 0.58(0.74) 0.63(0.76) 0.49(0.68) 0.73(0.79)
n 80 82 70 72 76
2B (SD) 1.79(2.17) 2.72(2.80) 2.83(2.80) 2.99(2.86) 3.25(3.64)
| 425 E(SD) 1.12(1.92) 2.15(2.59) 2.23(2.68) 2.49(2.74) 2.52(3.48)
77 AR L O _ 1.06 1.13 1.43 1.38
BHFEIED 7£(95%CIy» (0.22, 1.89) (0.26,2.01) (0.57,2.30) (0.53,2.23)
P fi — 0.014 0.011 0.001 0.002
n 80 78 69 72 74
FHIMESD) 1.68(1.70) 2.97(3.09) 2.86(2.86) 2.85(3.14) 3.61(3.70)
2 i 2L H(SD) 1.01(1.51) 2.38(2.99) 2.25(2.66) 2.35(3.05) 2.86(3.63)
7T R REE L OB 1.38 1.25 1.36 1.84
FEIE D FE(95%CDH) ¥ B (0.49,2.27) (0.33,2.17) (0.45,2.28) (0.94, 2.75)
Pl — 0.003 0.008 0.003 <0.001

a) b EZIGE, BEHERT, X=X 71 Mfix

Il & LI 365r AT



V. ARICEY HER

AR D W I fE D ZE A &
1 R OEFAR OF A BT, 77 B ARRET 045, 0.0625mg AT 1.12, 0.125mg #£ T 1.36. 0.25mg #F
T1.62, 0.5mgBET 1.84 TH Y, AEKEMICEMLZ, 77 B REEL OB EHEOZE S [FERIC

AERFERITHML, W biaaic
<0.001), 2 HERFOEFAR DL EACE KX T T & AREE L OFHER - EIE D 22 1E

B AN BITZ(

£

WHT. 0.0625mg £ P=0.001, ftiid P
1 IR & [RIERICH &

RAFHIZEM L. 77 B AR & OFEEFE A VBB OZETIE, 2 TORKIRECTHEICAERREZN A DI
72 Br AT, 42T P<0.001),

ERRDETFHENLE{LE (FAS)

7T v AR AR
0.0625mg 0.125mg 0.25mg 0.5mg

~N—2 |n 76 78 70 67 72

F4 v | FHESD) 2.85(1.00) 2.81(1.22) 2.78(1.11) 2.47(1.04) 2.49(0.87)
n 76 82 65 69 74
2B (SD) 3.30(1.33) 3.91(1.31) 4.22(1.30) 4.05(1.58) 4.31(1.42)
n 76 78 64 65 71

1 ERE | SR E(SD) 0.45(0.98) 1.12(1.36) 1.36(1.40) 1.62(1.35) 1.84(1.48)
77 v AR L OFEEGE 0.65 0.91 0.99 1.23
F-EIE D 7E(95% CI)Y B (0.26, 1.05) (0.49, 1.32) (0.58, 1.41) (0.82, 1.63)
P fiE® — 0.001 <0.001 <0.001 <0.001
n 73 76 66 67 71
FEHIE(SD) 3.39(1.18) 4.05(1.36) 4.30(1.30) 4.14(1.43) 4.30(1.36)
n 71 72 65 64 69

2 @R | SFHZEA{LE(SD) 0.56(0.85) 1.31(1.31) 1.48(1.43) 1.72(1.50) 1.86(1.44)
77 v AR L OB _ 0.72 0.92 0.97 1.13
I D F2(95%CT) (0.31, 1.12) (0.50, 1.33) (0.55, 1.39) 0.72, 1.54)
P fiE — <0.001 <0.001 <0.001 <0.001

a) BILRAGE, BEBREERT, =R T e AR & Ui 6558

SR IA IRk 0D FEE JEE R = 7 003 S D25 b

1 R L O 2 RO IR O BEAEE 2 27 OMEEEEO L& TIX, AFIREO T 7 2 REE L OFFE
FEHREMEDFE13-0.09~0.00 TH Y . FHrtHHIA BRZ TR D72 o 23R EHT),

R EROEEER T DEFEYEDEILE (FAS)

7T R RE AR
0.0625mg 0.125mg 0.25mg 0.5mg
~N—2Z |n 80 82 71 73 76
74~ | FHIE(SD) 2.08(0.83) 2.26(0.87) 2.04(0.67) 2.08(0.81) 2.09(0.84)
n 80 82 70 72 76
2B (SD) 2.11(0.88) 2.24(0.92) 2.08(0.79) 2.05(0.84) 2.02(0.88)
| s )AL E(SD) 0.02(0.60) -0.02(0.69) 0.02(0.65) -0.04(0.75) -0.07(0.67)
77 v AR L OB _ 0.00 -0.00 -0.06 -0.09
I D ZE(95 % CTY (-0.19,0.20) | (-0.21,0.20) | (-0.26,0.14) | (-0.29,0.11)
P fiE — 0.966 0.963 0.555 0.377
n 80 78 69 72 74
FEHIE(SD) 2.09(0.81) 2.17(0.91) 2.03(0.81) 2.04(0.87) 2.00(0.75)
2 )AL E(SD) 0.01(0.63) -0.13(0.72) -0.01(0.73) -0.05(0.80) -0.04(0.77)
7T R REE L OB -0.06 -0.04 -0.06 -0.07
FEIEDFE(95%CDH) ¥ B (-0.27,0.15) | (-0.26,0.18) | (-0.27,0.16) | (-0.28,0.14)
P fE — 0.588 0.717 0.609 0.535

a) ZALBEZISE, REHEZRNT. N—RA T A AEE LR & LI T



V. ARICEY HER

I8 - B AR PR O EIEE 2 2 7 O RS E D ZE &
1 WO 2 EEEDONENR « BRI O BIEE A 27 ORNEEEOEETIL, ARHEO T T RS

DB HEED 71T 0.01~0.08 TH Y | HLEHIIZ

fEfE - BT RBROEEEXIT7DETHIEDEILE (FAS)

BREIID SR T2 (3R EHT),

S5 R AHIRE
0.0625mg 0.125mg 0.25mg 0.5mg
~R—2Z |n 80 82 71 73 76
74 | FHME(SD) 1.89(0.75) 2.09(0.83) 1.77(0.68) 1.95(0.84) 1.90(0.86)
n 80 82 70 72 76
FHIESD) 2.02(0.83) 2.20(0.91) 2.02(0.80) 2.11(0.74) 2.04(0.87)
| 425 E(SD) 0.13(0.58) 0.11(0.80) 0.25(0.68) 0.15(0.77) 0.14(0.60)
7T R REE L OB 0.04 0.08 0.04 0.01
F-EIE D 7E(95% CI)Y B (-0.16,0.24) | (-0.13,0.28) | (-0.16,0.25) | (-0.19,0.21)
P fE — 0.667 0.465 0.689 0.931
n 80 78 69 72 74
2B (SD) 1.92(0.83) 2.10(0.89) 1.88(0.80) 2.01(0.80) 1.91(0.73)
2 i 425 E(SD) 0.03(0.55) 0.00(0.75) 0.12(0.76) 0.06(0.88) 0.07(0.71)
77 v AR L OB _ 0.05 0.04 0.05 0.02
I D F2(95%CT) (-0.16,0.26) | (-0.18,0.25) | (-0.16,0.27) | (-0.19,0.23)
P fiE — 0.611 0.735 0.617 0.875

a) BALEEZISE, BEHZRT, X—2 T AExE L Lo

W& RO EIEE A a7 O FHEO B E
1 AREOWE ZOEFEE A 27 OFEEbEIT, 77 BAREET-0.25, 0.0625mg #:C-0.73, 0.125mg & T
-0.93, 0.25mg FEC-1.00, 0.5mg AET-1.00 TH Y, 025mg FEL N 0.5mg BETIZZNLUTFOREL Y H KX
Mole, 77 BREEE OFEEZEEOZEIL, WTIORETOHEHINCHBEREN A LN TG0y
Br. 0.0625mg #f P=0.006, flix P<0.001), AFIFEM O TIL, 77 BHREEE OFREE A EIMEO AT
0.5mg FECIc b RE Mo To, 2HREFDO WX L OEEHE A 27 OYEJZEb &I, 0.5mg B TILENLL T ORE
E0 b RENoTe, TTBREEL OFEF L EEDES T IORE T HHGIICHEBERENA LT
GBI, W E P<0.001), AFIBEM O TIX, 7T B REE & OFHEEHE O EEOZE1T 0.5mg #E

THRbREMhoTz,
WEHADEFEERXITDETFHEDELE (FAS)
7T v REE AR
0.0625mg 0.125mg 0.25mg 0.5mg
~N—2Z |n 76 78 70 67 72
74~ | F#IE(SD) 2.98(0.82) 3.18(1.02) 3.07(0.93) 3.19(0.76) 3.09(0.96)
n 76 82 65 69 74
FEHIE(SD) 2.73(0.95) 2.47(0.97) 2.14(0.87) 2.23(0.81) 2.08(0.82)
n 76 78 64 65 71
1K | E¥Z{ L R(SD) -0.25(0.81) -0.73(1.06) -0.93(0.99) -1.00(0.90) -1.00(1.03)
77 v AR L OB _ -0.36 -0.63 -0.62 -0.71
I D ZE(95 % CTY (-0.62,-0.11) | (-0.90,-0.35) | (-0.89,-0.35) | (-0.97, -0.45)
P fiE — 0.006 <0.001 <0.001 <0.001
n 73 76 66 67 71
2B (SD) 2.62(0.93) 2.25(0.90) 2.09(0.88) 2.23(0.78) 2.01(0.80)
n 71 72 65 64 69
2 EF | SEEZE{E(SD) -0.35(0.83) -0.98(1.12) -1.01(1.01) -1.00(0.98) -1.04(1.10)
77 v AR L O -0.48 -0.59 -0.52 -0.68
FEIEDFE(95%CDH ¥ B (-0.75,-0.22) | (-0.86,-0.31) | (-0.79,-0.24) | (-0.95,-0.41)
P fiE® — <0.001 <0.001 <0.001 <0.001

a) BLEEZISE, BEHZRT, X—2 T AExdE L L0




V. ARICEY HER

IBS-QOL-J 7 % = — MROEEREG ALK O AR ER R OZE L&

TR RS RE AR D IBS-QOL-] 7 %% =2 — MO RRFF R OZEA L E TIX, RAIFED 77 & R & OFRE 7
SEMED 21X 0.9~2.1 TH Y | MEICHE B R EZILR DR - =G0 8O, TARESSOELE
T, FALRED S & MEREIZRT 508 OFEBIZOWT 0.125 mg BE& N 0.25 mg BE T, TR F[m]8HE |
DIEAIZOUWT 0.125 mg BEM 0.5 mg BET T 7 B RERCH R THETRIICH E 2 =08 B b L= (G 8y
Br. FEIEIC P=0.024, P=0.003, P=0.014, P=0.008)%,

IBS-Q0L-J 7 F 21— FRDERFERDZEILE (FAS)

S5 AHIEE

0.0625mg 0.125mg 0.25mg 0.5mg

i 80 82 71 73 76
F-2JfE(SD) 83.2(15.4) 79.7(16.1) 82.9(15.6) 82.7(14.1) 83.2(14.5)

n 80 80 70 73 75
EHIE(SD) 88.6(15.0) 87.6(14.1) 90.9(11.7) 90.1(11.9) 90.4(10.5)
1B | T2k E(SD) 5.4(10.6) 8.0(13.3) 7.3(11.4) 7.5(13.4) 7.2(12.5)
BN | 777 B AREE L O 0.9 2.1 1.8 1.8
IR I D FE(95% CT)Y B (-2.2,4.0) (-1.2,5.3) (-1.4,5.0) (-1.4,5.0)

PE Y — 0.571 0.214 0.271 0.270

a) ZALBEZISE, REHEZRNT. X—R2 T AEE LR & LIS T

SBM, CSBM. @PE{ERANE DGR OB UGB AL, (K B8 D U ) B &% OE IR oD e 20 2R o> 1 ]
VAR H—R

1 HIFFD SBM O L AR 2 —F(X, 0.125mg #EZ R HETT 7 B AR & LR THEHICH B R ZEDR I~
54V 7= (Fisher’s exact #7E, F&IEIZ P=0.016, P=0.085, P=0.021, P=0.037), 2 #FFD L AR Z—F %,
0.25mg K TN 0.5mg BE T 7 B ARRE L X TREGFHIVICA B 72 2203 A B 41U 7= (Fisher’s exact £ &, H&IAIC
P=0.132, P=0.170, P=0.014, P=0.002),

1 #HEKFD CSBM O L AR H—RT, WTNWORETH 78RBS LA THEIICHEERZN A LI
(Fisher’s exact # &, FI&JEIZ P=0.013, P=0.007. P=0.002, P<0.001). FEMLFANHEINT DM H -
7o 2IRED LU AR H—3%,0.5mg BEC7° 7 B ARRE & e TREGHIC A B 72 2253 2 AL 7= (Fisher’s exact
E, HEIAZ P=0.144, P=0.130, P=0.185, P=0.001),

1 SEREORMAERME DR OB B RO L AR X —FRL, WTNORETY 7T REE & H_TH
A B IR FEIN I b T (Fisher’s exact #2E ., FRIEIZ P=0.004, P=0.002. P<0.001, P=0.005), 2 iAKF
DVUVAR A —=RIIBNTH WTHORETH Y T REE L LN THREBICH ERZENH BT (Fisher’s
exact E, HENAIZ P=0.005, P=0.024, P=0.011, P=0.027),

1 AR MARRMEDEBRED W ELD RO L AR F—R T, WTFNOETHL 7T B RBEL A TH
FHNC A B AR M F B FUT- (Fisher’s exact fE, FAEINEIZ P=0.007, P=0.020, P=0.003, P=0.023), 2 K
DUVAR A —=RIZBNTH WTHORETYH 77 B REE & LR THEIICH E /2750 b 7= (Fisher’s
exact ME, FEIEIC P<0.001, P=0.002, P<0.001, P=0.002),

1 3B Iy OAS A {EFE D I IEIR DB FERN R D L AR > & —=R T, 0.0625mg £F. 0.25mg #F & O 0.5mg #ET
7T REE TR B AR 2D A B LT (Fisher’s exact 1 E . FH &JIEIZ P=0.030, P=0.069,P<0.001,
P=0.009), 2 EEFD L AR X —FIL, WTNORETH T 7 BREEE X THANICER RENA LI
(Fisher’s exact #i 7€, F&IEIZ P=0.013, P=0.016, P=0.018, P=0.047),



V. ARICEY HER

SBM. CSBM. {EM4MIMEDERDEMRBENR. FRRKEOHRENRRY
FEEREEIR DREZN R DB L XK > & —3 (FAS)

S5 R AHIEE
0.0625mg | 0.125mg | 0.25mg 0.5mg
SBM
n 80 82 71 73 76
L AR H—(%) 49(61.3) 65(79.3) 53(74.6) 58(79.5) 59(77.6)
| S 95%CI(%)™ (49.7,71.9) (68.9, 87.4) (62.9, 84.2) (68.4, 88.0) (66.6, 86.4)
77 RR E OxtHERO P ED — 0.016 0.085 0.021 0.037
7 TR EDE%) — 18.0 13.4 18.2 16.4
7' TR EDED 95%CL%)Y — (3.0, 33.1) (-2.6,29.4) (2.8, 33.6) (0.9, 31.9)
n 80 80 70 72 75
L AR H—(%) 48(60.0) 58(72.5) 50(71.4) 57(79.2) 62(82.7)
- 95%CI(%)" (48.4,70.8) (61.4,81.9) (59.4, 81.6) (68.0, 87.8) (72.2,90.4)
77K L OxH# O P EY — 0.132 0.170 0.014 0.002
7'F R EDE%) — 12.5 11.4 19.2 22.7
77 R EDED 95%CI(%)? — (-3.3,28.3) (-5.0, 27.8) (3.6, 34.7) (7.6,37.7)
CSBM
n 80 82 71 73 76
L AR H—(%) 20(25.0) 36(43.9) 33(46.5) 36(49.3) 39(51.3)
| SRS 95%CI(%)" (16.0, 35.9) (33.0,55.3) (34.5,58.7) (37.4,61.3) (39.6, 63.0)
77 RR L OxH#RD P EY — 0.013 0.007 0.002 <0.001
7 TR EDFE%) — 18.9 21.5 243 26.3
77 R E DED 95%CL(%)? — (3.3, 34.5) (5.2,37.8) (8.1, 40.5) (10.3, 42.3)
n 80 80 70 72 75
L ARV H—(%) 26(32.5) 36(45.0) 32(45.7) 31(43.1) 44(58.7)
- 95%CI(%)" (22.4,43.9) (33.8, 56.5) (33.7,58.1) (31.4,55.3) (46.7, 69.9)
77w R E OxtHERO P ED — 0.144 0.130 0.185 0.001
7'F R EDE%) — 12.5 13.2 10.6 26.2
7' TR EDED 95%CL%)Y — (-3.7,28.7) (-3.7,30.1) (-6.1,27.2) (9.7, 42.6)
BHEEMEDERDERBENR
n 80 82 70 72 76
L AR H—(%) 12(15.0) 29(35.4) 26(37.1) 32(44.4) 27(35.5)
p— 95%CI(%)" (8.0, 24.7) (25.1,46.7) (25.9, 49.5) (32.7, 56.6) (24.9,47.3)
77K L Ox D P EY — 0.004 0.002 <0.001 0.005
7T R EDE%) — 20.4 22.1 29.4 20.5
77 R EDED 95%CI(%)? — (6.2, 34.6) (7.0,37.2) (14.2,44.7) (5.9, 35.1)
n 79 78 68 72 74
L ARV H—(%) 21(26.6) 38(48.7) 31(45.6) 34(47.2) 33(44.6)
> iR 95%CI(%)" (17.3,37.7) (37.2, 60.3) (33.5,58.1) (35.3,59.3) (33.0, 56.6)
77w R L OxtHERO P ED — 0.005 0.024 0.011 0.027
7 TR EDE%) — 22.1 19.0 20.6 18.0
7' TR EDED 95%CL%)Y — (6.1, 38.2) (2.3,35.7) (4.2,37.1) (1.8, 34.3)




V. ARICEY HER

S5 R AHIRE
0.0625mg |  0.125mg 025mg |  0.5mg
EEEREQERRKEOHEDR
n 80 82 70 72 76
L ARV H—(%) 17(21.3) 34(41.5) 28(40.0) 32(44.4) 29(38.2)
p— 95%CI(%)" (12.9,31.8) (30.7, 52.9) (28.5, 52.4) (32.7, 56.6) (27.2, 50.0)
77 RR E OxtHERO P ED — 0.007 0.020 0.003 0.023
7'F R EDE%) — 20.2 18.8 23.2 16.9
7' TR EDED 95%CL%)Y — (5.0, 35.4) (2.8,34.7) (7.3,39.1) (1.5,32.3)
n 79 78 68 72 74
VAR —(%) 18(22.8) 44(56.4) 33(48.5) 36(50.0) 35(47.3)
> iR 95%CI(%)" (14.1, 33.6) (44.7, 67.6) (36.2, 61.0) (38.0, 62.0) (35.6,59.3)
7T R EOX IO P EY — <0.001 0.002 <0.001 0.002
7 TR EDE%) — 33.6 25.7 27.2 24.5
77 R EDED 95%CL(%)? — (18.0, 49.3) (9.3,42.2) (11.1,43.3) (8.5, 40.5)
EEEMEQESNEKOBEDR
n 80 82 70 72 76
L ARV H—(%) 5(6.3) 15(18.3) 11(15.7) 21(29.2) 16(21.1)
| SRS 95%CI(%)" (2.1, 14.0) (10.6,28.4) (8.1,26.4) (19.0, 41.1) (12.5,31.9)
77w E OxtHERO P ED — 0.030 0.069 <0.001 0.009
7T 'R EDE%) — 12.0 9.5 22.9 14.8
7' TR EDED 95%CL%)Y — (0.9, 23.2) (-1.9, 20.8) (9.8, 36.0) (2.9, 26.7)
n 79 78 68 72 74
VAR Z—(%) 11(13.9) 24(30.8) 21(30.9) 22(30.6) 20(27.0)
- 95%CI(%)" (7.2,23.5) (20.8,42.2) (20.2,43.3) (20.2,42.5) (17.4,38.6)
7T RR L Ox RO P EY — 0.013 0.016 0.018 0.047
7T R EDE%) — 16.8 17.0 16.6 13.1
77 R E DED 95%CL(%)? — (2.8, 30.9) (2.2,31.7) (2.2,31.1) (-0.9,27.1)
BIEEIE)

a) Clopper-Pearson {%

b) Fisher’s exact &
o) IEHEBIGERHEIEDH V)




V. ARICEY HER

WIEEE5-Br A 24 IERLANIZ SBM X1 CSBM 23 & - 7= Bk #E DO EIS

WIEl % 5-BAtA 24 BRI LANIZ SBM 3 & - T2 488 OFIE 1T, 77 B ABET 55.0%.0.0625mg #£ T 79.3%.
0.125mg £ T 71.8%. 0.25mg #£T 67.1%. 0.5mg BT 65.8% TH V. 0.0625mg HE & T 0.125mg #f Tl
7T R ARRE L AR CREHNCA B 72 2 A BT (Fisher’s exact B i, H &IEIZ P=0.001, P=0.043, P=0.138,
P=0.192), #IE#% 5Bk 24 BERILAPIIC CSBM 23 8 - 1= BR&E DEIA 1L, 75 B REE T 30.0%. 0.0625mg
HE T 48.8%.0.125mg H T 46.5%.0.25mg #£ T 41.1%.0.5mg #£ T 40.8% TH ¥ ,0.0625mg #£ M U} 0.125mg
BECIL, 77 B ARRE L AR CHEHICH B 72 22037 b AL 7= (Fisher’s exact #2E . i &JIEIZ P=0.016, P=0.044,
P=0.177, P=0.182),

HIE1% 5RHia 24 BREILLAIC SBM X I3 CSBM ¥ - 7-1RERE D &I & (FAS)

7T AR AR
(n=80) 0.0625mg 0.125mg 0.25mg 0.5mg
(n=82) (n=71) (n=73) (n=76)
SBM
Ly > -

iﬂ;i?%if;fﬁf;;i;é;ii?;i;?é;kgé) 44(55.0) 65(79.3) 51(71.8) 49(67.1) 50(65.8)
95%CI(%)Y (43.5,66.2) (68.9, 87.4) (59.9, 81.9) (55.1,71.7) (54.0,76.3)
TR L OO P ED — 0.001 0.043 0.138 0.192
7T RR EDFE(%) — 24.3 16.8 12.1 10.8
TTRAREDFED 95%CI%) — (9.0, 39.5) (0.4, 33.3) (-4.5,28.8) (-5.7,27.3)
CSBM
WIEIFe 5B AE 24 FERILANIC
CSBM 758 7= 1B I A(%) 24(30.0) 40(48.8) 33(46.5) 30(41.1) 31(40.8)
95%CI(%)¥ (20.3,41.3) (37.6, 60.1) (34.5, 58.7) (29.7, 53.2) (29.6, 52.7)
7T R EOX O P E Y — 0.016 0.044 0.177 0.182
7T R EDFE(%) — 18.8 16.5 11.1 10.8
7T R EDED 95%CI(%)S) — (2.8,34.8) (-0.2,33.2) (-5.3,27.5) (-5.4,27.0)
BIECEIE)
a) Clopper-Pearson %
b) Fisher's exact &

o) IERLEBIGERHEED V)

TEVE(ERMIE DIEAR DB A, (IR R O
1 TR OABVEERME D IESR D it

R ONEIEIR DSBS R D 2 a7
RO AaT TlE, 77 vREEL DETIOTHORETHLHFIC

BEIRFEN I B 1T (Wilcoxon DJEMFIfE, HENEIZ P=0.006, P=0.035, P<0.001, P=0.001), 2 KD
B MEAFRRE DRER O B UE RO A 27 T, 77 B AREEE D751, 0.0625mg BE, 0.25mg Ff M Y 0.5mg
ECHERHIIC A B 72 2503 B 3L T=(Wilcoxon DNENFIkE , H &JIEIZ P=0.007, P=0.069,P=0.013,P=0.010),
LEBOFEEREOKEDNROA T T 7 7R L OETOT RO THL RSB RENAD
7= (Wilcoxon DJNEAFIEE, FEIEIC P=0.003, P=0.018, P<0.001, P=0.002), 2 i KFo {HifikHE D
MEORA 2T TH, 7T EREEEDOEITOTNORET HHEIICAE B L2203 5 L7z (Wilcoxon DNEALFN
. 0.125mg & P=0.003, fthix P<0.001),

1 BRFOJFERIEIR OB DO A a7 Tik, 77 BAREEE OFEIT 0.25mg BE CHAIICEBERENL DI
7=(Wilcoxon DJENFIkRE, FEIEIZ P=0.078, P=0.600, P=0.015, P=0.097), 2 o> I ERIEIR O %)
RORa7TlE, 77 RBEEARFISAERELE ORIV TN O HEHICER R EZEIZA LN o T
(Wilcoxon DJEAFIRRE, FEIEIZ P=0.092, P=0.293, P=0.180, P=0.101),



V. ARICEY HER

EMHEMEDERDERBENR, ERREORENRERVEHEKDOBENRDZX 3T (FAS)

S5 AHIRE
0.0625mg | 0.125mg | 025mg |  0.5mg

ERBEHR

n 80 82 70 72 76

FHIfE(SD) 3.29(0.83) 2.91(1.15) 2.96(1.16) 2.71(1.05) 2.82(1.12)
1 | 757K & DFESD) — -0.37(1.00) -0.33(1.00) -0.58(0.94) -0.47(0.98)

TTHREDFED 95%CI — (-0.68,-0.06) | (-0.65,-0.01) | (-0.88,-0.28) | (-0.78, -0.16)

PfE® — 0.006 0.035 <0.001 0.001

n 79 78 68 72 74

FHIfE(SD) 3.15(1.06) 2.69(1.10) 2.81(1.16) 2.69(1.19) 2.68(1.09)
23 | TR L DFE(SD) — -0.46(1.08) -0.34(1.11) -0.46(1.13) -0.48(1.07)

TTHREDFED 95%CI — (-0.80,-0.12) | (-0.71,0.02) | (-0.82,-0.09) | (-0.82,-0.13)

P fii — 0.007 0.069 0.013 0.010
ERKEOHEMDR

n 80 82 70 72 76

FHJfE(SD) 3.16(0.92) 2.73(1.14) 2.77(1.11) 2.54(0.92) 2.67(1.11)
1 | 757K L DFESD) — -0.43(1.04) -0.39(1.01) -0.62(0.92) -0.49(1.02)

IR EDFED 95%CI — (-0.75,-0.11) | (-0.72,-0.06) | (-0.92,-0.33) | (-0.81,-0.17)

P fE — 0.003 0.018 <0.001 0.002

n 79 78 68 72 74

FHfE(SD) 3.16(1.03) 2.50(1.10) 2.65(1.06) 2.57(1.02) 2.55(1.06)
23K | 75 ¥R & DFESD) — -0.66(1.07) -0.52(1.05) -0.60(1.02) -0.61(1.05)

TTHREDFED 95%CI — (-1.00,-0.33) | (-0.86,-0.18) | (-0.93,-0.27) | (-0.94, -0.28)

P fE — <0.001 0.003 <0.001 <0.001
IEERFERDBESR

n 80 82 70 72 76

FHJfE(SD) 3.89(0.93) 3.66(1.25) 3.79(1.39) 3.40(1.37) 3.63(1.24)
1 #EE | 75 &R E DFESD) — -0.23(1.10) -0.10(1.17) -0.48(1.16) -0.26(1.09)

7R EDFED 95%CI — (-0.57,0.11) | (-0.48,0.28) | (-0.86,-0.11) | (-0.60,0.09)

P — 0.078 0.600 0.015 0.097

n 79 78 68 72 74

FHJfE(SD) 3.61(0.99) 3.33(1.35) 3.41(1.49) 3.42(1.43) 3.35(1.15)
23K | 75 ¥R & DFE(SD) — -0.27(1.19) -0.20(1.25) -0.19(1.22) -0.26(1.07)

TR EDFED 95%CI — (-0.65,0.10) | (-0.60,0.21) | (-0.58,0.20) | (-0.60,0.09)

P ® — 0.092 0.293 0.180 0.101

a) Wilcoxon DJENLLFIRRE




V. ARICEY HER

@z etk

LM RN R REE (SAF)NC BT D EIWEH ORBBEI ST T 7 B REE 13%,. AFEE68% Th-oTz, Fiz,
FHEENE DS TZFRIITH TH o7, AR TREHITA DT, BELBEMITM S Y 7 2
N1 BI(F 7R, TR 610.125mg B TH > 72, W TN O EELRBIVER & kBRI b & OB
ICBWTCHE A R ST,

£ TOEIYER (SAF)
MedDRA/J Version 17.1 7T REE 0.0625me 5 125mgj§§ug$0 25me 05me &3
B LNH =hH. — : : : ° —
ZEE BIRBFEATE (n=80) (1=82) @=71) ©=73) (@=76) (n=382)
LHELR 1(1.3%) 8(9.8%) 4(5.6%) 8(11.0%) 5(6.6%) 26(6.8%)
BIEEE 0 7(8.5%) 4(5.6%) 8(11.0%) 3(3.9%) 22(5.8%)
MR 0 0 0 1(1.4%) 0 1(0.3%)
EEEE 0 0 0 1(1.4%) 0 1(0.3%)
T 0 6(7.3%) 3(4.2%) 6(8.2%) 3(3.9%) 18(4.7%)
Fit 0 1(1.2%) 0 0 0 1(0.3%)
LK 0 0 1(1.4%) 0 0 1(0.3%)
IR R A 1(1.3%) 0 0 0 2(2.6%) 3(0.8%)
MU o A8 1(1.3%) 0 0 0 1(1.3%) 2(0.5%)
F i Bk s 0 0 0 0 1(1.3%) 1(0.3%)
B R R E & U A LAk b 0 1(1.2%) 0 0 0 1(0.3%)
A 0 1(1.2%) 0 0 0 1(0.3%)
R
EEGEESRN—E
. 5 AEHERL | BBAY - - RBRIE L O TRBREE DAL E/
FRMER | pemn o | kmy | wkas | FE ks Rt Z Do
w | TIEAREE | fEAYY | 15 HA _— o | HEBBNL |
75 /A 4 BE e B WL | R[IE Liuseus AT L
48 B/ “f?ﬁﬁ A i;g b | EE | maABESY | L

a) ABEHAZ 1 AHE & LCHRE L,
b) MedDRA/J Version 17.1
o) IBIRFRAIC T THIE] 2R LT\ 5,

EARIOEREINZRAELOCHREIE., BE., RAIXYF27aeF RFELT05mg & 1 B 1A, BRIcRO&KS$
B, 7B, JERIZK Y 0.25mg IZ2JEET B, 1 THD,



V. ARICEY HER

(4) WREALRIEAER
1) BRI
@ FEEIEBIEGAERE
ERNEIM#EER [CL-0031] %
IBS-C BEZXRE Le 7 7 AR HEMRIATHFIERBR LA ORI GRR CTH L8 | H(CE
BN IX IBS-C B 26 BICAK 0.5mg HH VT T T AR%E 12 8B OEE L, AotEe & bicis
PR T o2 &2 HRE Lic, £/, FHUBIGEERE) TIEE T 8%, A4 0.5mg(0.25mg ~DiE S
ATRE) A 40 EMRR DB E L, B G Lot EbicHEEERe T2 2 L2 HME Lz,
12 MBS 5 IBS SEIR DL RN F KL OV CSBM D L ARV Z—RDOWF & AH 0.5mg FED 7 7+
BT S D EEAEDSREE S 41, IBS-C 12 22003, & 55m 5 52 Michiz iFr s, %
7o. AAI05Smg 2 1 H 1 [a], FARFNHC 52 HE&EE Lz & & OREMECKRE RBEITERD bhveiho Tz,

B ZhikItE, BIEAL, ZEER. 7T R WATEER iR

I SRR IEE. FEEM. FEXIIR. EHIEGER

% 1 # : IBS-C 3 500 44

B ILH - IBS-C FBFE 324 BICGE I IR THICE NI~ OBATHENEL G- L7 IBS-C 54)
R

RO 3 W HORIC, 1 AA MY 3 HULEIZD T > TEIRH B WIEE AP A D
WLEZY, 2SN 3EE [(DEHFEIC & > TERA U ET D Q) A SER R BEF T D ZE
L3 ® 5 G)AIERFFAERIRGMEY OB H D] 5 H 2 THEL LR ERDL, o
8D 6 71 A UL BRI S IBS IERD & - 1= BF

- OBERRT 3 I H ORIC, IRFAL FAL BIEIEREZERA L T ngED 9 B R
REESOFAEE(BSFS 1 3L 2)23 25%LL ETH VD . OB FRIRE) T KEREBSFS 6 i
TS 25% A5 T db o 72 fBE

- IBS FERIFEIES D DARRERAET 5 AELANIZEB W T, S RBRHRER A T EEmE (72
72U, FI(FEBGRDD 50 AR OGE . SIEBNESEMRE CH AT L Lz] 235 S
., SENEERH SN - T2BE(-7E L, BIER Y — 7 R ORI E T LE @il
WELE 20 B SN DA, SUREFMEOEE NS AT osdke & L)

Ak

TR AL U - PEEEIEB MO BE BEEICB W T, SBMBEE O 5 ©H RILWAF ILHFEBSFS 1 XL 2)D
BHEER 25% L ECh o7 BB (72 L, PHEE BB 0 BE BBV T, SBM BN
0 DB IIARR G & LTD)

< PHEEIBEH RO B HEEICRBW T, SBMEEDZEN TN ORFHE(-14~-8 HE & -7~
-1 A BICEBT 28 EHME)D 5 RILLF Th o 72 BH

- PEEEIEBENOBRE HEEICB W T, CSBM HEDOZFNEN OB EH#E(-14~-8 HA &
-7~-1 H BT 2 FHE)AS 3 [BIK5 Th o 7o BE

- PEEEEB SO BE BEEICB T, I8 - RO BEREE R 27 O SEEIfE(-14~
-1 HBIZBT H2WFHEE U, AL B3R, B UIEOLE R H o724 H L HA DT —
AN 20 LU EThH o7 BE

JEERAR R O EIEE A a7

1=72 L, 2=55\, 3=HRRE, 4=80\>, S=FEWFITHRV

cPHEEIEBEMOBRE BBV T, BATARELHEAS-14~8 HH L-7~1 HHIZD
WT, ZREN S B ERAL Wi

MR

PSES




V. ARICEY HER

- PRERIEBIEM OB HIEIZHB T, SBM BEED 5 HEEJSIREE)BSFS 6)23 2 [BILL L& -
7oy D WIIIKEEEBSES 7)728 1 BILL Ed - 72

« A7) —= v TR SN L7z BRIREIY AR L L(TSH), 58 Y 3 — R 0 = (FTs)
T OSHHEY A 7 3% 2 L (FTa)DUWT IS FEERIFA 20 L, o R 7 U —= 0 T RRAERFORE R

F e bRA LY L0 FRAMSRETOERE, & 2\ ARSI TE &Il S B
- BEEEMEBISIBALA A 3 HAl(-17 H B) XL 0 OFAZEESRA) - ik - BREmEAERH 50T
FE1T L7 BB (=72 L, RBRE AT EE 23 0 HRAHIBREA] - #RE2 68 HH 2 WidhaiT L=
BEIL, B E L)
c ABGRRTHGL B EDHAREA B B)E CICRER TG 20 LB
w1 2 W OPEEEBLEE. AF05mg HAWITTEROWTNNE 1: 1 OFET
- FUFLNZEVYE T, 1A 14@%@@%&: 12 AR A&EE L,
EOY T PR THRICBITERER M- L2 BHICARA 05mg 2 1 B 1 [FIARNIC 40 HRH
BOBE LU, BEAMEAZ LZBEIE, 025mg ICEET D2 AL Lo,
5112 ERICERIT D IBS IEROBRBGEN RO L AR X —F KO 12 BREIZKIT S
CSBM O L AR Z—FR
TR H I FEFEE R & BIRGEMIE B O XKBNER TP, SFMEE OBl L AR X —R K

O SERE O 2L BN ONE IBS-QOL H AGER O M5 R K OV AL R S R OZE &2/
PEFEAR & L7=,

% 1 IBS SER O SRUGEN RO L AR & —2, CSBM OB L AR X —HK 12
HWRENZRIT S SBM DL AR F—=FK  SBM OB L AR #—FK 12 BB 5 i@
BUMEIRO L AR F— HERRKEBGEIROBEM L AR Z—F 12 8RICBIT 588
i - A PRESCE RO L AR X — G - IEEAPERSGE R OB L AR v A —
F. SBM HE O EEEDOZ L, CSBM M O EE O &, FIEIE 554G 24 RERY

% 13 BIEH

A PANIZ SBM 23 & o 7o #BrE OEIA | Wilalf 5-BAhf 24 REEILLNIZ CSBM 23 & - 7= 455 E D F|
A, FRROBEEHEOLEbE, N - S AREO EREE A 27 OREHEOELE, E
FRREZHRE O EREE A 2 7 OWEEHMEOELE, WE RO EEE A 27 O EHEOE(LE,
IBS-QOL H ARGEMR OGS K OV AL R ER o2 i
REMFHMNIEE | AEFS. BARE %
(B S
VA0
a)f I
< FEEFHmE A >
F B AT

FAS T, 12 BREIZF1T 5 IBS FER D EMEEN RO VAR —2T, 7T BHREET 17.5%(95%CI :
13.0%,22.8%). AHl 0.5mg #£ T 33.7%(95%CI : 27.9%,40.0%) CTH > 7=, 7 7 BRI LL~AH] 0.5mg
FETL AR —3I316.2%(95%C1 : 8.3%,24.1%)=1 < . FATBITH B 7278037 & 417 (Fisher’s exact 1
£, P<0.001, A EKEE 0.05),

12 BMIZE1F% IBS FERDERBENRD L AR F—F

) " VAR — T 95 %15 #E X [#(CI) TSR e
‘ P fi
BehE SERI 2K % = R i fivi
77 &R 251 17.5% 13.0 22.8 .
AF 0.5mg 249 33.7% 27.9 40.0 <0.001 16.2%

S¢Fisher’s exact € (A = /K 4E : 0.05)




V. ARICEY HER

Fio, 12 BRICEIT D CSBM O L AR F—FE, 7T EREET 19.1%(95%Cl : 14.4%,24.5%), AHAl
0.5mg T 34.9%(95%CI : 29.0%, 41.2%) T o7z, 77 BARFETH KA 0.5mg #ET L AR & —3
23 15.8%(95%Cl : 7.8%,23.9%)i < . #EHHIICH B 72 2203 % b 4L 7= (Fisher’s exact f7E, P<0.001, H&
JKHEMIH] 0.05),

F= EFHM B H (co-primary endpoints)IZ 5% & L 72 12 W RENZ 81T 5 IBS IER O BEUGEN R D L AR v —
RO HEFICEIT D CSBM O L AR U X —ROWFT I HAAF0.5mg BED 7 Z 2 ARBECH T D HEEH
WCHBEZRZENRO biv, BEERHEES T,

12 BRICEHET5 CBNDLRARYF—F

VAR H— i1l 95%ClT . TR E
5 SE 1% P f
e (e % TR LR I D
7R 251 19.1% 14.4 24.5
<0. 8%
A 0.5mg 249 34.9% 29.0 41.2 0.001 158%
S Fisher’s exact & (B /K% : 0.05)
IR ) 72 i AT

SRR FEH 1 S A L 72 iR EE Per Protocol Set(PPS) %552 & U 7= Mt . K O % B M5 1% O T
JESIHT ORGSR EMNT & [FIERICHE G B 72 2223 2 D AL 7- (Fisher’s exact iR 7€, P<0.001, A E /K
1 0.05),



V. ARICEY HER

<BEIRFHAGEE >

12 BFIZEIT 5D SBM O L AR F—F 12 HEICE T 2 HERESREDRO L AR X —F 12

FICHT D - AR D L AR F—FT, FTRO KL SIZ, 77 AR L AA 0.5mg #E THEHHY

\ZH B 723 A B hU(Fisher’s exact FE, WAL H P<0.001), 77 B ARFEICEE~AH) 0.5mg #ETHE -

72o WA H- 24 BELANIZ CSBM KON SBM 23 » T BRE OEIG IR, TNEN T 7 BAREE 10.0% K O

45.8%. AH10.5mg £ 24.9% K N 723% ThH O . 77 BAREE L AA] 0.5mg BECHEINCHERZD D

AU7- (Fisher's exact fR &, W3 41H P<0.001)77,

IBS JER D EMEBEZNR. CSBM, SBM, (@R AEUCERN R M O - MR UCERN R OB L AR

2 —Fx, FehBRA% 12 BRFE TORTOMERR T, 77 B RRHIAARA] 0.5mg BECEID - 72,

SBM BHE OEEEEDO A&, CSBM SHE OBENEXEDOE L&, ERROBEFELMEOE i, VW& H

DEFEE A 27 OFEED A E DT ORI A T, 77 B ARBHT L ~AHA] 0.5mg BE TR & 2t

R L., 77 RARREE KA 0.5mg BE CHFHBNCHE B RN LNZE5 8o, P<0.002),

IBS-QOL H AGEM DA 5 Tk, 4 B CHEEIE O Z L &IC 77 & AEE & AH| 0.5mg BE THEFHIIZ
B2 72N A B IEE BT, P=0.022), = OO FHIRE S CHEHNICH B ZITA Do, T

MREHFSTE, TRT 4 - A A=) AR, RIS 500 KO TRFERE] C©, B¥

PIBEOEALEIZ 7 7 ' AREE & ARHK] 0.5mg B CHRAFTAVICA R /220N I b ViR 23 8 - 72, 2 Ofthod

TR ES R OEFEEOELE T, MENICHRRERA LR ST,

12BRIZHE TS SBMDLRR A —FFAS, £ 1H)

77 2 R H(n=251)

AFIHE 0.5mg(n=249)

L AR 2 —(%) 145(57.8%) 201(80.7%)
95%CI? (51.4%, 64.0%) (75.3%, 85.4%)
7 7R LD PP — P<0.001
TIRREDHE — 23.0%

TR EDED 95%CIY

(14.7%, 31.2%)

a) Clopper-Pearson {%
b) Fisher’s exact IR 7E
¢) ERUIPIGERHEEDH V)

R BERICE T EEBRERENROL AR F—KFAS, F1H)

77 ' AR H(n=251)

AFIRE 0.5mg(n=249)

L ARYH—(%)

46(18.3%)

91(36.5%)

95%CIY (13.7%, 23.7%) (30.6%, 42.9%)
TTRREDHED PED — P<0.001
FIRREDE — 18.2%

TR EDED 95%CIY

(10.2%, 26.3%)

a) Clopper-Pearson %
b) Fisher’s exact & iE
c) IEHLFEICERHEIED )

12 BMICHE T HERE

- ERTRBEEVROLAR A —FFAS, F1H)

77 ' AR H(n=251)

AFIEE 0.5mg(n=249)

L ARV —(%) 39(15.5%) 73(29.3%)
95%CI? (11.3%,20.6%) (23.7%, 35.4%)
7T REDHED PED — P<0.001
TIRREDE — 13.8%

TR EDZED 95%CIY

(6.2%, 21.4%)

a) Clopper-Pearson %
b) Fisher’s exact & iE
c) IEHLFEICERHEIED )



V. ARICEY HER

b) & ]
A PERHmIE H

AA 0.5mg+ AFIFECES T HITARA 0.5mg £ 5- L, M TAHF 0.5mg X% 0.25mg % 40 B 5 L 7-Hi)
T, AHF2 52 ARG SNz 164 BlIZBIT 5 IBS SER O EMRUGES ROMEM L AR X —FR K Y
CSBM ORI VAR #—=Ri%, 52 WRFE CHIRPHERF S N7z, SBM OB L AR X —F i@k
RN R OB U AR v & —F G0 - A PRESCE DR OBEM L AR & —F . SBM HEOH
EEIEDZAL R, CSBM B O FEEEDO A &, Ek ol EEE0E (i, I8 - A& ®E
JEE A 27 O SEE O LA & BE RN O B E X 227 O B SEEIE O ZEAY 8 K N & F D FAE FE A
a7 O FENEDZEAEIZ OV T b 52 #HF £ THIRDHERF S 172, IBS-QOL H AGER O 244G 5 L Y
TRLRESSOEbEZ, 52 @G E ThiTehnd 2@HEm N A bz,

i) 4tk

B 1B T 2EIEHORBEE XY 7 2 AREE 5.2%(13/251 f5il), &K 0.5mg #f 14.1%(35/249 Hi)y TdH >
Teo E7o. AH0.5mg #ET 2%LL EFRD HAEIERIL. THI9.2%. 23/249 Fl\DH T -7, FELHI
XA BN N EEZRBIER & U TARH 0.5mg BECBWT 1 I CRESIEDG

TR ole, APITIIHREGRPIES T,

ETORIVER (SAF, F 1)

B L AL, D

MedDRA/J Version 17.0 7'Z B REE AHl 0.5mg #E
2B BRSO/ FEARGE (n=251) (n=249)
2RIEH 13(5.2%) 35(14.1%)
MiEFR LY /R EEE 2(0.8%) 0
E=qul 1(0.4%) 0
H i ER P E 1(0.4%) 0
BIEEE 6(2.4%) 32(12.9%)
R PR 1(0.4%) 1(0.4%)
AL 0 2(0.8%)
MR 0 2(0.8%)
RSB 1(0.4%) 2(0.8%)
gL 0 1(0.4%)
T 1(0.4%) 23(9.2%)
TR 0 1(0.4%)
L 1(0.4%) 3(1.2%)
L8 PR 1(0.4%) 0
Mg - 1(0.4%) 1(0.4%)
[ICES 1(0.4%) 0
—i% - EFEER L OB SO REE 0 1(0.4%)
e 0 1(0.4%)
S NEE R BEE 2(0.8%) 0
iR 2(0.8%) 0
AR A 2(0.8%) 2(0.8%)
M~ 27 Y'Y REEN 0 1(0.4%)
R 7 R0 bEE 0 1(0.4%)
TR B 0 1(0.4%)
SHik2 e 5% 1(0.4%) 0
g Y #n 1(0.4%) 0
F2REF K OV Rk b 1(0.4%) 0
B 1(0.4%) 0
B CEE)




V. ARICEY HER

] 52 JERFE T T, A 0.5mg+ ARAIFEORIVEH ORBEIEIE 23.2%((38/164 By TH D, FEL AL
PO BIIRDN o T2, AA0.5mg -+ AFIRETHRIEIE D 2% EORIERIL, FHI(11.6%. 19/164 )T -
Too Fo, BERBEMAE LT 7B R+ARIBE LT 7R 285 L, B IHTAAIZ 0.5mg X
1% 0.25mg & 5 L7= BB T 1 FITRIBGRATRD BT 3 EIE R T & 7o, AFCidgb2ndik
iz,

TR (SAF, B TH 52 :BKFET)

MedDRA/J Version 17.0 AF 0.5mg+ AH#E A E5EF
SEE RIS/ FEARGE (n=164) (n=324)
2RIEH 38(23.2%) 70(21.6%)
MiER LY /SR EE 3(1.8%) 3(0.9%)
A 2(1.2%) 2(0.6%)
B Z M 1(0.6%) 1(0.3%)
o WABEE 1(0.6%) 1(0.3%)
H O Pk R 1(0.6%) 1(0.3%)
H IR 25(15.2%) 53(16.4%)
RIS 1(0.6%) 2(0.6%)
25 2(1.2%) 3(0.9%)
RSB 1(0.6%) 1(0.3%)
KIBR 0 1(0.3%)
g 1(0.6%) 1(0.3%)
TR 19(11.6%) 44(13.6%)
HUE 1(0.6%) 1(0.3%)
A5 B 0 1(0.3%)
o 2(1.2%) 2(0.6%)
M P 1(0.6%) 1(0.3%)
LG 1(0.6%) 4(1.2%)
— % - BHEER L OREENOREE 1(0.6%) 3(0.9%)
FEEN 1(0.6%) 1(0.3%)
A& 0 2(0.6%)
ST EE R 1(0.6%) 2(0.6%)
iR 1(0.6%) 2(0.6%)
JBYHER X O A4 BUE 1(0.6%) 1(0.3%)
JEE Ik % 1(0.6%) 1(0.3%)
BE, hER L OWE S OHE 1(0.6%) 1(0.3%)
ML R 5 1(0.6%) 1(0.3%)
AR R 5(3.0%) 7(2.2%)
e H U o S8 0 1(0.3%)
M~V 27 )& REN 1(0.6%) 1(0.3%)
y=INE IV T AT =T —BHN 2(1.2%) 2(0.6%)
REED 1(0.6%) 1(0.3%)
H i R B 2(1.2%) 2(0.6%)
g Y 8 0 1(0.3%)
M7l )RR T 7 2 —FHEN 1(0.6%) 1(0.3%)
Rtk L Ok E 1(0.6%) 1(0.3%)
R E 1(0.6%) 1(0.3%)
kR B £ O A RRRRE 1(0.6%) 1(0.3%)
ESIENG 1(0.6%) 1(0.3%)
BB K ORI EE 0 1(0.3%)
JREH 0 1(0.3%)
KR X O FHARREE 2(1.2%) 4(1.2%)
JH 5T 1(0.6%) 1(0.3%)
HLBE 1(0.6%) 1(0.3%)
W95 0 1(0.3%)
R 0 1(0.3%)
B CEE)

a) [ARA0.5mg+AARE) KO 7T R +ARKRE OAFH
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Q@ BHEEME (REMERBICKDIERER)
EANFEIMAEREE [CL-1031]
MEMEERVEFRERVR B K DR AR OHBEZE 2R E Lo 7 7 v R EE R TRE M EialiR &
OEHEGRBCH L, F 1H(CEESRY)TIIAR 0.5mg XiZ7 7R %Z 4 BEROKESG L&D
BRMEZBRE R ORETT 5 & & I 2R L B O HGEEHREN TIIE 1 a2 T LIZBRE 165
W%ﬁ%mﬁﬂoywm%mgm®ﬁ%%T B)4 52 MR O®E L, BEHRE L-BoRaets &b
WCHMEE R L,
%1 TITAMEO EEFEEE TH 585 1 BEICBIT 5 SBM BHE OB E¥EOE(LEIX, 7T &
AR THEEIIC A B EZN A B VAT, P<0.001), EEPEDNMEES N, B TH+HT
B DIEHT TIIAR 2 R WIR(7 T &R +AFIEE 52 B, A 0.5mg+ AFIRE 56 BN EG LI-BAa0H
MBI 72\ 2 & DIRERR STz,

B SHEERIEE. BIEAL. ZEER, 77 BRR R, BRI ERGEER
EILH : 2R ILE. EEMR. FETIR. RAIE 5Bk
1 B RME B E BRI X DR A bR )R 182 Bil(ZE e MEARAT R SRAER)
51 -5 T IR MRS BME (SRR ROPE FRIC X DR & B <) B 176 BIl(Z2 VERENT R G145 [T)
- BBk 6 1 A LLERTA G SBM SEEE 23S IC 3[BTy o 72 B
RER 6 AL RIS LT OIERD 1| DL LRS- 7B
(WPEFED 25%LL Elo & Bnid - 7=
QHEE D 25% LA _EI RILRAFE SULRHFEBSFS % 1 7° 1 XiT 2)h3db - 7=
GYBEED 25% UL HIZFRAFER B - 7=
- AREEE 6 0 A LL BRI D TR Zf e & & ZEERRAE) XIFKAEREBSFS % A 7 6 X
N D Z L3 Th o7l
< ABVEMHRME O FIER 2O ERRT 5 FELLNICB W T, ERBNESIRE T ER SR
F BRI [Fo72 L. F(RIEBGR) D 50 AR O%A . S WEBNESIRA T AL L] 5%
b S, BPEFRNEDRERICHEEEE 5 2 5 £ 9 BN E LR’ B b e o iz BE(BMER
U —7 R OKIGEEIIM L BB EE 5 2 a0 EHI S D 5E, UTERMEORE
U%Aiﬁ%ﬁT&Lt)
- PEEEEEIEN 0 BE A EEICBV T, SBM BEE OH EHE(-14~-1 B BIZBIT 58 FHE)
23 AR TH - ﬁ%%
- PEEBESEMNOBE AFECRBW T, MATREREAZ-14~8 HH &-7~-1 HHIZOW
T, TN S5 BLLERRA L Wiz B

R o

PSES

iy

F
- Romelll D IBS OZWIEHEA T2 Lo B TR B8R 3 7 ADRIZ, 1 WA XHT72Y
3 HUEICODESTERD D WITIEBRIRES RV IELEZD, ZRONTRO 3HED
55 2 AL LD E RS RS 6 7 A LLERT S EFEAERIBS RN H - 72 B
#
(WHEEIC & » THER DS S L7z
Q)BEFERFFICHEHESE DB B -7
GYHE BRI IRV D ZE by 8 - 7=
- PEEEIEB OB BEEIZB W T, SBM @ 9 HLEE@RIRE)BSFS % 1 7 6)728 2 BILL
TR BRI Y Hote, BDHWITKEEMEBSES % A 7 N 1 L EDH - -8B
« 27 Y —= 2 IR IEE L7 R AR LR A(TSH), 078 B U 3 — R A 1 = (FT)
B ONEREY A 2% 2 (FTHDO W TN EERFA LGN L, DA 7 ) —=2 T RERO
T L 0 RIS EETTHEE . & 5 WO T RS AE AR TE & Il S hu7- s
- PEEEEBIEZSNBALAH 3 HAl(-17 B B) X 0 OFAZEIEZRA] - Bk - 2B A A H 50 0%
BT L= BE (272 L, TR EMG 2 5 v OF FHIRIER] - BIEE LA H 2V IEEfT L
B, ABERETH2 8L L)
C ARBGRRTH L B )2 BABEA (1 B B E CICROFRUTRGZH LzBE

i




V. ARICEY HER

%1 2 B OPERIEBIEE. A 0.5mg BEd 5 W7 T B RBEO WM EESIC
B0 AT, AK] 0.25mg $E 2 BEHDVNT T T REE2 884 1 B 1 IR 4 BRI ORYS
L7,

EIH 2 I ISE TR, BATEMEA W9 ERFIC, KK 0.5mg(0.25mg #E 2 5£)% 1 H 1 [F15]
AN S2 AR O RE Uiz, 18R 4 8 B okEE B 3 A SIS CIREH] 12 BRFOSRETR £ C
O, R IEE A 72T RE 12 025mg ~HETH 2 AL LT,

5 1 BEICI T D SBM #8E OB S E O L&

R TT 1k

51 AR
T ZEH H H

SBM #HEE DB LB DE(LE, SBM O L AR 2 —K a5 24 BRELINIZ SBM
W o TR OEIG . FIE SBM F TORER, CSBM MO FHfEDE (b, CSBM O
VAR H =R IEEEE G 24 FEBILANIC CSBM 236 o T2 O EIE . HIIR D HE
B AoE | BEOLE, EHESKOEEE A 27 OB FEMEOLE, B - AT O HEiE
BRI B AT OETFIEOE R, WEBOEIEE A 27 OFFEEOL(CE, 1BMEFRE DR
DEREEDRDO LV AR H—R ABHHEINEDOHEREOLEDROL AR X —R B
PEAEFAE O IEEEIR DTN T D L AR & —2ZR  IBS-QOL A AFEIR DB KL OV FALR
FERS R DAL R

SBM #HEE D ELEDZE L, SBM OB L AR #—3E  CSBM #HEE D EEEDE(L,
&, CSBM O L AR H—2 [HIROEEEOZEbE, BEEWEOBEREER 27T
B Aot | OBETFEOE LR, B - R APREKOELEE A 27 O FHEOELE, W& DLOEE
FHmIE E JEA T O EEMED AR, BIEHERMEDOER O MU FEDR OB L AR 4 —F, 18
MR RAE D BN BE DU ELN R OB L AR & —2- | B M RE D I ERE R D iR D
W VAR Z—3 | IBS-QOL H AFEMR DO KRG AL O LR ES RO
ZRMEIHNEH | AEFER, WERRE %

(BB 3L

VA M
a)f I
< FEFHEEAE >
TR fRNT
FT- DIRHT R REEM TH D FAS TOH#H 1 EMICE T 5 SBM HE O EIEDOELE(SDIE, 77+
REET 1.48(1.84), AHA 0.5mg BET 4.02(3.82) TH » 7=, 77 L AREE L OFHEEE I FHIE D (95%CI) I,
2.53(1.64,342)TH V| 7T VAR L A THEHNICHE B R ZNA LN 8T, P<0.001),

B5 1 EREICE TS SBMEEDETFHENEILE (B [ #) : FAS

AN A1 0.5mg
(n=88) (n=91)
N—=2 7 A DOFHE(SD) 1.74(0.64) 1.67(0.75)
5 1 HOFEHfE(SD) 3.22(1.78) 5.69(3.92)
#5 1 HONE)ZEA{E(SD) 1.48(1.84) 4.02(3.82)
77 B ARHE & OFREEE HEEIE D 7595 %CHY — 2.53(1.64, 3.42)
P fiE ¥ — <0.001

a) HOHWOH R GEE, N—RA T A MEEET CET) (B EKEE : 0.05)

R 72 AT

PRSI E S LI REM TH 2D PPS xR & L7t T, &5 1 HHICHIT 5 SBM SHEE

O FHEDOEAED 7T 2Rt L OFFEFE A EEMEDF(95%CIIE 2.28(1.55, 3.02)TH VY . a9z
BN BT (F o HrHT, P<0.001), E72, #5 1 HFEIZEIT 5 SBM SHE O FEIfE D221l &

D77/ AREEE DFE(95%CI)IX 2.55(1.66,3.43) TH - 7=,



V. ARICEY HER

<ERFEAGEE E >

EEE D ZEA &

55 T ARE~4 AR L OV 1 ]I A&)Coo SBM BHEE, CSBM BEE, Rk, WELEIEE X 27 O
EEMEOELEIL, TRO L ST 7B AREEE AHK 0.5mg B CHEFHIICH B /22035 bV B,
P<0.001, W& AESEE A 271X P<0.001 XX P=0.001), 77 B AREEZHLAAH] 0.5mg BETHEN- T2,

SBM SEEE DB FIENLEILE (5 1 ) : FAS

7 TR AH 0.5mg

NeRT A n 89 92
FHfE(SD) 1.74(0.64) 1.68(0.74)
n 88 91
JFEIE(SD) 3.22(1.78) 5.69(3.92)

1 JEE 2L E(SD) 1.48(1.84) 4.02(3.82)
77 AR HE & OFEEYE B EME D (95 %CDHY — 2.53(1.64, 3.42)
PfE® — <0.001
n 88 90
SEHIE(SD) 2.99(1.65) 5.44(3.46)

2 JF 2R #(SD) 1.25(1.68) 3.78(3.54)
7 B ARHE L OFEEE BB D H(95%CDH Y — 2.47(1.66,3.27)
P i ® — <0.001
n 86 87
FHIfE(SD) 3.02(1.72) 5.25(3.21)

3 IR AL E(SD) 1.27(1.71) 3.56(3.31)
77 R AR L DTS FIEDFE(95%CDH Y — 2.24(1.46, 3.02)
P i ® — <0.001
n 86 86
SEHIE(SD) 3.13(1.61) 5.70(3.47)

4 F 2R #(SD) 1.38(1.63) 4.01(3.53)
7 B ARHE L OFEERE HEEME D Z(95%CDH Y — 2.58(1.77, 3.40)
PfE® — <0.001
n 86 87
FHIfE(SD) 3.12(1.40) 5.52(2.95)

FIHY AL E(SD) 1.36(1.44) 3.83(3.01)
77 R AR L DTS FIIEDFE(95%CDH Y — 2.41(1.72,3.11)
P i ® — <0.001

a) N—RATA MEE AR, BERAFEEHR LT DET VRO T

b) 11 DD 4 ) A8 L T AR,

CSBM SAE D BAFHENEILE (B | #1) : FAS
7 IR AH 0.5mg

NeRT A n 89 92
FHJfE(SD) 0.63(0.76) 0.60(0.68)
n 88 91
FHIE(SD) 1.42(1.44) 3.05(2.95)

1 E R 2R #(SD) 0.78(1.28) 2.45(2.81)
77 v ARHE & OFEEYE B EME D (95 %CDHY — 1.67(1.02, 2.32)
PfE® — <0.001
n 88 90
FHIfE(SD) 1.42(1.45) 3.16(2.93)

2 I SR R(SD) 0.78(1.29) 2.57(2.91)
77 R AR L DTS FEEDFE(95%CDH Y — 1.78(1.11, 2.45)
P i ® — <0.001

— 44—




V. ARICEY HER

7R A 0.5mg
n 86 87
FHJfE(SD) 1.45(1.53) 3.08(2.82)
3 IR EHZEALE(SD) 0.80(1.30) 2.48(2.85)
77 R AR L DTS FEEDFE(95%CDH Y — 1.67(1.00, 2.33)
P{E® — <0.001
n 86 86
SEHIE(SD) 1.52(1.68) 3.53(3.28)
4 JE 2R #(SD) 0.87(1.56) 2.93(3.32)
7 B ARHE L OFEEE BB D H(95%CDH Y — 2.04(1.26,2.81)
P — <0.001
n 86 87
FHIE(SD) 1.47(1.26) 3.20(2.66)
CiRE i 2L F(SD) 0.82(1.06) 2.60(2.64)
77 B AR L OFEE P IIED#(95%CD V — 1.77(1.17, 2.38)
P fif ¥ — <0.001
a) N—RATA MEAE AR, BERAFEEHR LT DET VRO T
b) 11 DD 4 ) A8 L T AR,
ERKOETFHEDOELE (E TH) - FAS
7R A 0.5mg
N5 D 86 85
FHIE(SD) 2.40(1.09) 2.74(1.08)
n 87 90
SEHIE(SD) 2.78(1.13) 4.11(1.45)
. n 84 84
. SEEIZEA L E(SD) 0.39(1.24) 1.44(1.61)
77 AR & OFEEYE B EME D (95 %CDHY — 1.25(0.87, 1.64)
P — <0.001
n 83 89
FEHIE(SD) 2.88(1.19) 4.17(1.43)
. n 81 82
2 i SR F(SD) 0.48(1.23) 1.48(1.59)
77 R ARE L DTS FEIE D FE(95%CHY — 1.22(0.83, 1.62)
P{E® — <0.001
n 82 86
SEHIE(SD) 2.89(1.18) 4.36(1.21)
. n 80 80
3 e SEEIZE AL E(SD) 0.45(1.21) 1.65(1.47)
77 AR HE & OFEEYE B EME D (95 %CDHY — 1.38(1.02, 1.75)
P — <0.001
n 85 85
FHE(SD) 2.81(1.17) 4.27(1.38)
. n 83 80
4 SR R(SD) 0.40(1.12) 1.57(1.49)
77 R ARE L DTS FEIE D FE(95%ChY — 1.34(0.97, 1.71)
P fE — <0.001




. REICEEY H5IEE

7R A 0.5mg
n 86 87
FEHIME(SD) 2.86(0.99) 4.24(1.23)
e n 84 81
BLIBD SR F(SD) 0.43(1.07) 1.56(1.36)
77 R ARE L DTS FEIE D FE(95%ChY — 1.30(0.98, 1.62)
PfE® — <0.001
a) N—ATA UERIER, BEHERENE LT HETF AR RO
b) 11 DD 4 ) A8 L AT AR,
WEADEFEEXRATOETFHENELE (FE 1H) - FAS
7R A 0.5mg
N D 86 85
FHIfE(SD) 3.25(0.93) 3.01(0.83)
n 87 90
SEHIE(SD) 2.88(0.93) 2.29(0.92)
. n 84 84
. X2 E(SD) -0.39(0.89) -0.78(1.02)
77 AR HE & OFEEYE B EME D (95 %CDHY — -0.51(-0.77, -0.26)
PfE® — <0.001
n 83 89
FHIE(SD) 2.75(0.96) 2.20(0.92)
. n 81 82
2 i SR F(SD) -0.50(0.89) -0.81(1.05)
77 B AL DTS FEIE D FE(95%CHY — -0.45(-0.71, -0.18)
P{E® — 0.001
n 82 86
SEHIE(SD) 2.75(1.03) 2.12(0.79)
. n 80 80
3 e SEEIZA LR (SD) -0.46(0.97) -0.87(1.01)
77 AR HE & OFEEYE B EME D (95 %CDHY — -0.52(-0.79, -0.26)
PfE® — <0.001
n 85 85
FHIE(SD) 2.79(1.02) 2.07(0.85)
. n 83 80
4 SR R(SD) -0.47(0.92) -0.93(1.02)
77 R AL DTS FEIE D E(95%ChY — -0.59(-0.85, -0.32)
P{E® — <0.001
N 86 87
SEHIE(SD) 2.78(0.82) 2.17(0.79)
- n 84 81
AR SEEIZE AL E(SD) -0.47(0.76) -0.87(0.93)
77 v ARHE & OFEEYE B EME D (95 %CDHY — -0.51(-0.73, -0.29)
PfE® — <0.001

a) N—ATA UEEHER, BSREFEENRLE T EET NV E AW
b) & 1 HIQ EEED D 4 W) 28 L 7= 2R3,

EHRAZ R O B E A 227 TR - BE RN P oD B A a7 O SESEO L EIL. W b AR
WCHBRZIIR S 720y T2 (350851,



V. AEICEY 5ER

LA st

TROLEBY, BETOLVARLF

o S R B—RL, H1THOEToH s Pt

B 7237895 BT (Fisher's exact ). ETORMIFRT, 77 CRE L L THERICA

SBM. CSBM. 1{S{4{EREAE DAER D LIRHED
A RMEDR, FRREOHEDRER VIEERER
HEDRDLRAKR S —F(FE | #) : FAS ” PRI

7 7R
L AR H—(%) Py A AF 0.5mg
- 95%CI(%)? s (56.8) 76/91(83.5)
A S 5.8,67.3
{3?$k®ﬁmﬁ@P@w - ) (74.3, 90.5)
77 R EDFE(%)95%CN)(%) ~0.001
AR P —( - 26.7(12.7,40.7)
Ry 4 —(%) 48/88(5 33)
\ 95%CI(%)" (4.5 66/90(73.3)
2 I > /oCI(%) (43.6,65.2) (63.0,82.1
72K DD . s
77ﬁ$5@%mM%%amm — 138038
L AK Y S —(%) 42/86(48.8) S8 215
SBM s D %eCI0) (379, 59.9) e
{iﬁﬁk®ﬁ%ﬁ®Pﬁw — (706,83.2)
7 7R E DFE(%)95%CI)(%) 0001
AR P —( - 31.6(17.0, 46.2)
A= (%) 45/86 o
s 95%CI(%)" - (52.3) 65/86(75.6)
il Py— 3,63.2
7 7R E DHLALD P {0 - o
77ﬁ$kﬁﬁa%x%%cm%) — 23380
VAR E—(%) o 3(8.2,38.3)
- 95%CI(%y (64.3) 76/91(83.5)
%14 > /oCI(%) (53.9,74.7) (743.9
77ﬁ$§@%M%%%Gm@ — w7h
LA ¥ —(%) 23/88 e
- 95%CI(%)" : (26.1) 48/91(52.7)
il > AL 7.3,36.6
{3?$k®ﬁmﬁ@P@w - ) (42.0, 63.3)
7 TR E DFE(%)95%CI)(%) 0001
AR P —( - 26.6(11.7,41.5)
A= (%) 19/88(2 T
\ 95%CI(%)" 21.6) 46/90(51.1)
2 g > /oCI(%) (13.5,31.6) (40.3,61.8
77K L ORLBO P Y = 3,61.8)
7 TR E DFE(%)95%CI) (%) =~0.80]
AR P —( - 29.5(15.0, 44.1)
A= (%) 20/86(23.3) 06
CSBM s D %eCI00)” (145,33.6) LTE)
%?ﬁﬁk@ﬁm@@P@w - (39.6,61.5)
7 7R E DFE(%)95%CI)(%) =~0.001
LA (O - 27.3(12.4,42.3)
A= (%) 17/86 )
\ 95%CI(%)" (19.8) 45/86(52.3)
4 i > /oCI(%) (12.0,29.8) 413,632
77K L ORLBO P Y = -3,63.2)
7 7R E DFE(%)95%CI)(%) 0001
AR P —( - 32.6(17.9, 47.2)
A 5 —(%) 24/88 o)
g [93%CI%) ag(mj) 51/91(56.0)
J AL 3,378
27 e s on i S T
77 AR L DF(%)95%CH(%) — mané%n




V. ARICEY HER

7R AF 0.5mg
VAR H—(%) 6/88(6.8) 37/91(40.7)
95%CI(%)¥ (2.5,14.3) (30.5, 51.5)
7T REO% O P ED — <0.001
TR L DHE(%)95%CDH(%) — 33.8(21.3, 46.3)
VAR H—(%) 8/88(9.1) 36/90(40.0)
95%CI(%)" (4.0,17.1) (29.8, 50.9)
7T RE OGO P ED — <0.001
TR L DHE(%)95%CDH(%) — 30.9(18.0, 43.8)
‘ . L ARV —(%) 7/86(8.1) 40/87(46.0)
iﬁ%zg 95%c1(%)a> (3.3,16.1) (35.2,57.0)
. 7°?Jzn“tk DX D P D — <0.001
77 R & DFE(%)95%CH(%) — 37.8(24.7, 51.0)
L AR H—(%) 8/86(9.3) 38/86(44.2)
95%CI(%)" (4.1,17.5) (33.5,55.3)
7T REO% O P ED — <0.001
TR L DHE(%)95%CDH(%) — 34.9(21.6, 48.2)
VAR H—(%) 8/88(9.1) 44/91(48.4)
95%CI(%)? (4.0,17.1) (37.7,59.1)
TTRREOT O P ED — <0.001
77 R & DFE(%)95%CH(%) — 39.3(26.2, 52.3)
VAR A —(%) 7/88(8.0) 38/91(41.8)
95%CI(%)¥ (3.3,15.7) (31.5, 52.6)
7T REO% O P ED — <0.001
77 R & DFE(%)(95%CH(%) — 33.8(21.1, 46.5)
VAR H—(%) 8/88(9.1) 36/90(40.0)
95%CI(%)¥ (4.0,17.1) (29.8, 50.9)
7T RE OGO P ED — <0.001
TR L DHE(%)95%CH(%) — 30.9(18.0, 43.8)
‘ . L ARV —(%) 8/86(9.3) 43/87(49.4)
Egﬁzﬁfg 950%)0(%)3) _ (4.1,17.5) (38.5, 60.4)
- T TR E ORI O P fEY — <0.001
77 R & DFE(%)(95%CH(%) — 40.1(26.8, 53.4)
VAR H—(%) 11/86(12.8) 40/86(46.5)
95%CI(%)" (6.6,21.7) (35.7,57.6)
7T REO% O P ED — <0.001
77 R & DFE(%)(95%CH(%) — 33.7(19.9, 47.6)
VAR H—(%) 10/88(11.4) 43/91(47.3)
95%CI(%)¥ (5.6,19.9) (36.7, 58.0)
7T RE OGO P ED — <0.001
77 R & DFE(%)(95%CH(%) — 35.9(22.6, 49.2)




V. ARICEY HER

7R AF 0.5mg
VARV —(%) 3/88(3.4) 23/91(25.3)
. 95%CI(%)" (0.7,9.6) (16.7, 35.5)
1 P P
7T REO% O P ED — <0.001
77 R & DFE(%)95%CH(%) — 21.9(11.0, 32.7)
VAR H—(%) 5/88(5.7) 22/90(24.4)
2 R 95%CI(%)¥ (1.9, 12.8) (16.0, 34.6)
7T RE OGO P ED — <0.001
77 R & DFE(%)(95%CH(%) — 18.8(7.5, 30.0)
. L AR H—(%) 5/86(5.8) 26/87(29.9)
é;?ﬁiﬁ{f;j{ —_— 95%c1(%)a> (1.9, 13.0) (20.5, 40.6)
- T TR E ORI O P fED — <0.001
TR L DHE(%)95%CDH(%) — 24.1(12.1, 36.0)
L AR H—(%) 10/86(11.6) 31/86(36.0)
4 3R 95%CI(%)" (5.7,20.3) (26.0,47.1)
7T REO% O P ED — <0.001
77 R & DFE(%)95%CH(%) — 24.4(11.1, 37.8)
VARV —(%) 5/88(5.7) 30/91(33.0)
" 95%CI(%)¥ (1.9, 12.8) (23.5,43.6)
R e S AL - <0.001
77 R & DFE(%)95%CH(%) — 27.3(15.4,39.2)

a) Clopper — Pearson 1
b) Fisher’s exact iR 7E

IBS-QOL H AFEMR D RARAGF R L O AL R ERG RO &

IBS-QOL H ARFER D BRG RO ETIL, 4 BERFL O 1 WIGEE TORA 0.5mg B L 77 B ARBET,
RTINS B 72 21T A B2 o T2 (3 B HT),. IBS-QOL H AGERL O TR S RO ETIL, [
FRIZKT 2 0B OIHE T 4 8RR O 1 HIREOAA 0.5mg B & 77 B ARFET, WTNLbHERICH
BN BTG T, P=0.025 &Y P=0.031), £7=. [BHEEE] OEH CTIEE | BREOAR
#10.5mg BEL 7T B REET, FaHHIC ﬁi‘foc?éb%a%m‘_(ibﬁv\%ﬁ M. P=0.047), MLDIERE TiE, #it
BICH B 7R 22X A B N2 0o T (G H 1),

WIET e 5B AA 24 FERILANIZ SBM i CSBM 723 & - 7 B OEIA

WIET e 5B 4A 24 BRI LANIC SBM 23 8 - 7= R E OEIA 1, 777 & REE T 48.3% ., AH 0.5mg £ C 72.8%
THY ., 77 vREE L RN THEMICAE B 72203 7 B 37 (Fisher’s exact IR 7E ., P<0.001), #[al#5-BH4A
24 BEILANIZ CSBM 23 8 » T2 B E OEIGI1E. 7T B ARRET 24.7%. AHK0.5mg BET45.7% TH Y |
7T AR L TR A B R 2203 2 B AV Tz (Fisher’s exact #E. P=0.005),

#15] SBM F TR

Kaplan-Meier {£(Z K A #J[E] SBM O RFERBE L B 5 & AA 0.5mg #ETIX, 7 7 B ABEC LA~ THIE
SBM O SAFEFBIZ AN HECNT EH- U, 2 BERICHEI 72 B B 20 A B 17 (Log-rank #7E, P=0.013),



V. ARICEY HER

b)Y 1 Wi+ 08

RSNy Y ey

SBM HE, CSBM HE | ERRE WX ADEELE A 27 O TFHEOEEIX, AA 0.5mg + AHKI#E
T1EFFL RN LI, AN 56 HEHE S 72 65 BllcBW T, 56 #lF £ TRBTa—TEDfHE
Zos LTz, 56 #IFD SBM BEE O EAIEIX 6.57, N—AT A b DO FEHEALEIL 4.88 THHo 72, [FA
FRIZ 7 T 2R+ AFIRETIE, S R 5% 1 HEHIC EF- L S6lFFE ThBirh—EDEE R LT,
NE SR R D BEE 2 = 7 L ONER « ISR O BEE R o 7 OB SEAE 02 L 8iT, A 0.5mg+
AHBET 4 BEFE THRAIZIET L, 0% 128K E TR TFEOHEMAA S, LI 56 #HiEE Tk
Bl —EDMEZR Lz, [FERIZT 78R +ARFIRETIX, AFNB GBI % IR 2 IZIKT L, 7 BRFCRHA]
Be 5% 3 ALK 56 lFF £ TRBO R —TEDEE R LT,

B L AR H—R

SBM., CSBM, & HAFFAIE OIEIR 0O 2 i 50 F K OVIE M ARE O F IR RE O LB I OB L AR v
K —ZR(X, ARF0.5mg+AFIFET 1 HFFEL W RN H LI, 56 HgFE TRBLh—EDHEE /R LTz, [FA
KR T 2R+ AFIRECrL, 5 BEFFCRAIRBRG% 1) EF L, S6 i E ThBirh—EDHEE R L
720 MBMEAERME O MEEER O BN B OB L AR v & —R%, AH0.5mg+AFKIRET 1 HEE L 0 2h %
NHEHNIHEKFETEF L, Z0%IT 56 HlFE TR —EDHEE R LTz, FHEICT 7R +AFH
FETIE, 4B D 6 HRFIZ EF- L, Z20%IX 56 B E ThBrha—EDMH%EZ R LTz,

IBS-QOL H AGER O ARG H K O AL R RS R D2k &

IBS-QOL H AFEMR O K15 S O 455 (SD)E. AHAl 0.5 mg+ ARANHE TR HAALERFZ 91.9(10.7) Th
D, R=ZFA b O ESD)IE 8.9(10.5) Th > 7=, 77 AR +AHFIFETIE, IBS-QOL H A
R OD A=A 75 45, D S HI A5 s (SDYHTEIE M AL IR 1 90.7(11.3) TH V) . =R T A LI b DI ZEAL B (SD)I
104(11.6) Th -7z, MMIREGROZLEDFRRIZ, WTNOHETHX—ZA T A U0 b EFBALNT,

i) 2 2k

a)# 1 1

BRI 2 S e B EH O BEIE 1L, 77 BAREET 2.2%(2/90 ). AF# 0.5mg BT 19.6%(18/92
B THY , 7T RBETLE R TAA] 0.5mg BFECTEN- T2, LK OEERAEFRIIALN R -T2,
AFH 0.5mg FET 2%, BIZERO HNEWEMIL, THRIL MG U o LEINTH 7=, TROFBEE
VEAHA] 0.5mg BT 13.0%(12/92 ), 77 BAREET 1.1%(1/90 fi), MfH 5 U 7 AN OREEEIE 1T AH
0.5mg BT 2.2%(2/92 fl), 77 BAREET 0%(0/90 ) T~ 7=,

ETORIERGE 1 #D) - SAF

gdg%{];}}ji/;j\;/grs1on 19.0 SR 471 0.5mg e

frane (n=90) (n=92) (n=182)
EIEM 2(2.2%) 18(19.6%) 20(11.0%)
H IR 2(2.2%) 14(15.2%) 16(8.8%)
R AR PRI 0 1(1.1%) 1(0.5%)
MR 0 1(1.1%) 1(0.5%)
5K 1(1.1%) 0 1(0.5%)
T 1(1.1%) 12(13.0%) 13(7.1%)
IR R A 0 3(3.3%) 3(1.6%)
DS il 0 2(2.2%) 2(1.1%)
PR AR E 0 1(1.1%) 1(0.5%)
FrhbE 0 1(1.1%) 1(0.5%)
HRAE 0 1(1.1%) 1(0.5%)
KB L O PR 0 1(1.1%) 1(0.5%)
S 0 1(1.1%) 1(0.5%)
R



V. ARICEY HER

b)Y 1 Wi+ 08

BRI S 2 B O RIER ORBLEIGIL, 2T 23.3%@1/176 #il), A& 0.5mg+AAIEET 30.4%
(28/92 By, 7T R +ARHFIFET 15.5%(13/84 By ThH 7=, HLTHITALNT, BELAEERGIT2H)
IZH BTN T LB AH 0.5mg+ AAIFE), WL HIRERIK & ORREBERITEE S,

AA| 0.5mg+ARHFIHET 2% LA BICABNZEWER & ORBEIGIX, TH 17.4%(16/92 ), K1E 4.3%
(4/92 ), M A Y 7 AHEIN 2.2%(2/92 By TH - 7=,

ETCOEMERE TH+E 11ED) : SAF

i |

MdDRA Version 190 75 A HD o il

JEAGE (n=84) (0=92) (@=176)
2EIEH 13(15.5%) 28(30.4%) 41(23.3%)
H RS 12(14.3%) 22(23.9%) 34(19.3%)
R AR PR 0 1(1.1%) 1(0.6%)
P& 0 1(1.1%) 1(0.6%)
T 10(11.9%) 16(17.4%) 26(14.8%)
R 3(3.6%) 4(4.3%) 7(4.0%)
IR A 0 5(5.4%) 5(2.8%)
e Y v e i 0 1(1.1%) 1(0.6%)
M v A 0 1(1.1%) 1(0.6%)
MY 7 LM 0 2(2.2%) 2(1.1%)
PR R 0 1(1.1%) 1(0.6%)
PR R R 1(1.2%) 0 1(0.6%)
SEYR 1(1.2%) 0 1(0.6%)
FErhbE 0 1(1.1%) 1(0.6%)
HRAE 0 1(1.1%) 1(0.6%)
KB X OV T AR RRRE 0 2(2.2%) 2(1.1%)
W95 0 1(1.1%) 1(0.6%)
S 0 1(1.1%) 1(0.6%)
LIS (EIE)

2) REMHB

(V.5 (1) ANERERER ) OHSM

(5) #=&E - FRAERIKER
MUER e L




V. ARICEY HER

(6) AEEEF

1) EABRERE (—RERARERE. BEEARERE. FRARELERRER).
RFERERABORNE

. RE

HERFT®RT - ~N—RFH

SR S i P A R A (e 7)™

il FSERE T IZ I A AKIE M AR 022 R OH M % BE R 7 BNCRET 5,
H Tﬁ%ﬁ%ﬁf&oﬁfﬁ%m%u DY AT RA =it
c AR OEIEICE B L 5 % 5K T 2 MGt
TR T
AEWEICBE T DMEtHI | HERTICHR T 2820
R AL qﬂﬂ%*‘éﬁ%ﬁﬁ
AR EH O THERT AL TOBRE
kPG R - AR BEIE BT, [IBS-CJ )
o (B PR RE (R BT BRI K DAL 2 BR <)
eyl SR 29 10 A~SFn3 4 12 H
B REAE 1% 2000 5
AR 36 HHfH
ESy e 383 Jii7%
UM AESE 1135 2417 FI(ABS-C : 1418 B, BPEEFALE : 999 i)

LN X SUE B 5K

2175 BI(IBS-C : 1306 51, 12VEMEFAAE : 869 1))

LRMEDRER

B RMEFRATR SIEGIEL | 1994 FIIBS-C : 1196 5, EYEERME : 798 )
(AR E N e i
IBS-C HBEICRIT A EIVEAFEIEIE1T 20.8%(271/1306 B TH Y . FREWERGEA

BT 2 BILL R)i, Tf“ 1 18.6%(243/1306 f51l), Hls 0.5%(7/1306 %), M3 0.4%(5/1306
), MEERIEARS 0.3%(4/1306 i), T REERIRE . (A K OMRIE S 241241 0.2%(2/1306 f4il)
Thote, EEZABERIISHINA. B, MEEIE, BESRAOA 1 6, RUEHE
PEREAAE & DARRNFBEL L2 1 ) Th o7,

LZEMRFFEHE SNTEAROBEERFEEINTZY X7 THD TTFH IZONT, 7K
I E TOIBS-CEF A x4 & Lo BRRBRIZI 1T 2 % BLEIE 13 13.0%(111/855 f51).,
AFREICBUVTIL 18.6%(243/1306 ) T 1 | AFAE TITEE R THITREEL L 720 -
72

8 4 (S BVRE

P& M AME B 123 T 2 RIEA R BIEIA 13 11.9%(103/869 ) TH v | £/ EIVEM(GE
ARFET 2 BILL )L, T 10.5%(91/869 i), Hlr 0.4%(3/869 ). A& 0.2%(2/869
B Th o7, EERRIWERIL 3 BI(FRILE, MEZER OMEM LR DK 1 Fl)yTh -
72

LEMERFIFHE SNAROEBERFFESNZY A7 ThHhD [ FH) IZDWT, 7K
PR E TORMEMERNERE 255 & L BRRRICE T 5 FROBBEIGIE 92%
(44/478 F), ARFAEIZB VDT 10.5%(91/869 B TH 0 . AFHAE TILEE R THIILIE
BT,




BRICEY HIEE

ANPEDRER

AHECTITAEDIMETHMBEE & LT, 2R0EE™ DL O RETE D OHERIZ SV TR

MEITo T,

S AR S RS R i A

IBS-C BH BT 5 & UEE ORFBISESGIEI TRO LB TH V RKEFH 72

TN DT, ERCEEL I UL SEICE BRSNS L2 IR TE H E )% T4

F 85 BRAEREO FTHERERE E O k) TERAZ KT~ 2 1R REIREIHER) D H ] | F@’»ﬁz iz

X D IRRIEOFRRROA ) KO f&@ﬂ%ﬂ;ﬁm‘é% Thot, TEEELA

T 5 BEOUEEIAIT 56.0%(1425 H) TH 0 . FTHERE %ﬁém\%%‘@&%ﬁ'

ETH D 84.4%(718/851 i) & bhifis L THRA o 7273, Hﬂ%ﬁ EEHTHBE 25 4

EROBNTND Z %NS \ﬁﬁ&@ﬁil%f&oto

R OHER I DWW TIE, & 72 0 OPEE B 5k 0 SEEEAAIF 5-Bi 4485 2.6 H (875

), 4 8EF 4.6 A (660 F), 12 JEEE 5.0 H (498 i), 24 #KF 5.2 H (391 fl), 36 HkF 5.4

H@77H)TH Y, ZOMOEERBEBEDOTAR, W& A, R, M - AR

K OME SRR ROIC DWW T b, 36 B E TOWENHERF STV,

1B P { RUAE

PP RMEBE 123 1T 2 MR UGEE ORFIEGERIA X, TROLIBY THY | &FF

HI7e kBN B BT, B UGE L IZR U C OIS A B e A8 A b L EKIE E #3)

W TR D IR O F ) RO LR OHER ) ThoTz,

ER R IR DRI DWW TUE, & 72 0 OHPEE B 3O SR IAAIR 5-5 4h1KF 2.7 H (648

By, 48K 4.7 H@91 ), 12 #AE 5.0 H (406 ), 24 88 52 H (333 #i), 36 #H% 5.3
HQI7HNTH Y, ZDMMOEERBGB(EDIGIR, W& Tx, B, 8 - BRI

RO BN DWW T h, 36 B E ToOWENHERE SN TV,

ERREEORRARELE

ERBEE IR | B RE
BEHIE (%)
4 IR 84.1(775/921 ) 85.8(524/611 f3l)
12 R 88.9(689/775 151) 90.7(496/547 5i))
24 My 90.3(584/647 #il) 92.6(440/475 fil)
36 i I 92.6(590/637 #il) 93.1(404/434 f5il)

T 1) SRS, AR GBMG 4. 12, 24, 36 8%, ROKAIR G b ik#C, AAH5BRG

Hém O OEFRIEIE O ZALD HIA R HINT U, #8122 3K B 5-BRAAIE & b L < T3
WILRL oz, QR 2olz, @V LEL rolz, @b, @Y LEL o,

@ Ip o T, OIFFITHEL IeoTe, @HIEARHRE] O 8 BRECRIM L7, deEHIa . ©

~@DDBEBIHKT 2O~QDBEE DR L L7=CHIERREDRER % R L),

T 2) ERRREOHER L, AAIZRG-BRAGRE, BHAAEL 4, 12, 24, 36 AKFR, ROEFR G H kK
HCTOMBHTY @TJHEE@Q ORI, W& I FROERE, IR SUTIEE R, RS EBRE
JEDIRBUZ DN TR THER LEERF LT,

H 3) Mt S N BE T R MR AT, ARHIE G BRAARE O FHSREREE L OB REIRE 0
M ARF P 5-BRAARF O BT O I, (ER 5 2 IR ESRRITERR/ OGO/ &, P 1
A#G&, HGRHOHBRNEG N D OEFFEOREE

2) RRBEHLLTERTENDARRIIRR L AR - HBROME

(N

AR/

2Ot
KR L




VI. EHhFEE(ICEEI H1EE

1. REZHICEEHSILEVMRITLEYE
L

2. EBEER

(1) EFREML - 1ER%F
VER
VrraF RiE, MEOT I )BRNGRL T T =AY 7 77— CGC-O)Z R RIEEERTH Y . 5L
R FEELT B GC-C ZREATEMALT 5 2 L0k 0 . MINOH A 2 U v 27 GMP(cGMP)JEFE % #471
S, EHENA~OIFE WA TCE L, IFEESRELZ(RET S, FiZ, V7 aF Rk, A L ASKIEL
WX THIEREZ SN2 KRR REEIGIT 5, V-7 aF Rick Db O KRBHEEEMREER & O
TR EER A, PR R NGRS AR OUGEICTFE L TnbH B2 bhd,

)+ B F FOERERF OB

CFTR : ZE MRS 5 Bl A1 K 1-(cystic fibrosis transmembrane conductance regulator), PKGII : 115 cGMP K77
7" v 7 A %) —+¥(protein kinase GII ), GTP : 7' 7 / 3 > =V & (guanosine triphosphate)
+ o EMEAE, - SRR O N

30)Layer P et al. : Aliment Pharmacol Ther 2014 ; 39(4) : 371-384 X 0 {Ei%



VI. EHEEICEY HER

(2) EZERMITHHBRRIRE

1)

2)

GJ7ZIEES Y 5—+E C (G6-C) ZFEREBHMME(in vitro)3

GC-C Z R AFEBL L T D A FA O MR AR 5t J O GC-C 2B RFF B 22 et U 7 R(P1-7 4
BB =71 b3 v [pSTal Y2 HWT, V7 ad REOZDOIEERBEM TH LT 7 v K
(Des-Tyr'Y)® GC-C ZHEARBFMEEZ MG Lz, U7 a5 F REOWT 1 & U K(# 0.01~1000nmol/L)|Z GC-
C AR T 5 1P1pSTa DA ZMHE L. b MEW ERGHIA(TSS Mld), 7 » NN LE T »
NGRS B T A IREEREK)EIZZENENTEO L BY Tho T2,

ErRUTZ Y b GC-CREKICHT pFEAHAME Ki fiE [nmol/L] ) (in vitro)

VrorueF R Wi v o U AR(Des-Tyr!4)
(0.01~1000nmol/L) (0.01~1000nmol/L)
b NG R HEIE(T84 Flia) 1.69 2.82
7 v NN RL AR 43
7 v NG E 2.63 4.95

2B VT 7 ueF REOWTF 1 2 K(0.003~3000nmol/L) > T84 HIMEIZ 351 5 GC-C S B ARH Fnk X,
pH OB L Z T e o Tz,

F7=. U7 aTF K0.3~1000nmol/L) 1T~ 7 A/ Mgkl #2723 BRIZ B VLT GC-C 2 FIRICR
I % 15[pSTa DFEA ZFE L, Z® Ki fHlX 16.2nmol/L Th -7, FIZ, GC-CZHK ) v 7T 7 b=
A D/NBREHIIIC 95 1P1-U F 7 nF FOFARIL, BAER~ T 2D 10%LL FTho 1z,

GC-C ZRMARIBIER (in vitro) *

T84 flaZ W T, U7 adF REORZDIEHERHYM TH DML T 7 > AROHIIEAN cGMP & EEHINEH
AT L7z, U2 89 R(0.03~1000nmol/L) i T84 fifZ 23317 5 AN cGMP 2 £ 4 HE il &+, 100nmol/L
L B CAHERBMMATRD bz, FEEIZ, BT v 2 2 40.03~1000nmol/L) %, T84 HiEIZI31F 5 4l
JEAN cGMP ¥ A H9I1 Z 4, 10nmol/L LA E DR E TH E e Nnide i,

F72. U F 27 mF RO.01~1umol/L)ift MG EE AR (Caco-2 AERENT F3U T RPN IE ONC TH SR AR
OMAIEE BRI AR D cGMP 2 Ze B9 N & R 7= 39,

T84 HEREIZ &+ ) 0 OF FOHRER cGMP R EE /e A

(pmol/mL.)
160 o

140
dokk
120

ek

da

H

HH

20

T Ll Ll Ll T L] T m T T T
T84 0.03 0.1 03 1 3 10 30 100 300 1000
L= AT A o

U2 o R (nmol/L)

BF o 0.3, 3 KU300nmol/L FED A T LI 3 il LS D U T LT 4 Bl DOFME IEAERFE 2R T,
B L OWRH T T84 N— R T A R 5 B % 7~ 7 (Dunnett f7E @ **P<0.01, ***P<0.001),




VI. EhEB(ICET HIER

T84 MERRICE (T HMTF B > L ADHERERA oGNP REIE MR

(pmol/mL)
160

140 —
120

100 - L2 ]

-t

80

cGMP

60 ook

40 #%K
skk

sk
x T T :  — [ - ] I x I
T84 0.03 0.1 0.3 1 3 10 30

R—=RATA N
Wi e AR YPE  (nmol/L)
B H D 100 & T 300nmol/L BED H 7 2% 2 41, 0.1 & T 1000nmol/L D T A% 3 B, ZNLISD T T LI 4 Bl )il £ AZ HERR
EErT,
Bk ORH T T84 N—R T A URRICKTT 5 B 2% 7~ 9 (Dunnett fR7E : **P<0.01, ***P<0.001),

207

0 . . .
100 300 1000

3) BENBRUBEREREICINT H1EH
D PEIDRIZEITBEED WEEER®
W=7 A(T~9 HEIC Y 727 0 F FQ.5~10ugkg) A& 5 L. Z 0 1 B% chH L2 ge o EE
EREDOHEGESWOIE L LT, VT2 aTF FOGESWRENER Z et L2k 5, 2.5ug/kg UL E
DOFBRRET, AR GRE S il U CHERIBE D UWMEEER 2R Lz,

MEIDRIZETR)F70F FOBES MEEER
(g/g)
0.16

0.14 -

0.12 4

0.10

0.08 —

0.06

0.04 —

FOEFEESE

0.02 +

0.00 -
TR 2.5 5 10

UF27uaF R (ugke)
oL, U7 aF K25, 5 KO 10ugkg BEOD T A, THZE1 10, 13, 6 KON 13 Bl FHIE S ERERRE 2 oR T,
ek | IR IR BB C ) 5 F E 22 % 77 3 (Dunnett fRE : ***#P<0.001),




VI

EMEEICEY HEE

@ 3

Z v MBI EBER EEER

MM b D/NBGIEANT. EP& ED) M ORIV —T 2R L, v —T7HNIZY F 7 ueF FeEERE
L7290 t4i2. N—TWNIZRFE U= BB i M O e GMP &2 JI7E LT,

ETOEIIZENT, Y 7“7 m% ROV—7"WIZ Sugl200ul % BEER 5 )38 w2 S8, 35 Kk
U“EP&/J\H%IEU j:ﬂﬁ BT, BB G ORICEBERZNRD bz, Rk, V7 aes R

B — 7PN BTRE U 72 BB T O cGMP IR 2 BN S8, 2 TOENICB W T, B G & ORICAH
%L\fi%%ﬁ)mu&) Ehfx_o

v FOMNBRUKRBIZETSY T 0F FOBES RESER

OwgE WBYVFr7aerk

(g/em)
0.25
IEI *
0.2
A
J"‘C * k%
& 0.15
e *kk
Y 0l - £
P} [ 1
Hﬁ} L
iz 0.05
i
JiEN 0 — | , — . :
DiRIN e N PN

Jo— T
U F 7 v F R(5ug200ul)iF— 7 WICEER G Uiz, P OBEEREDO A T 2T 1061, V27 aF FEEO T T 503 11 HloFEE
EREHERRGE A R T, R ROV i g B IR GRS 3 A A 22 % < 9 (Student t BRE : *P<0.05, ***P<0.001),

DFoBFFIZLEETy MMNERUKBIL—TREERS D cGMP SREEEME A

W7o mwe |

(pmol/ml
400

£33

(pmol/mlL. Ll
10,00

Q.00

8.00

7.00

6.00

cGMP

500 F

*kk
4.00
3.00
2.00 |
100 -
d

i T2 " PN
— 7 it
UF 7 aF R(5ug/200ul)i/L—7"Ni ‘é‘?ﬁ&fr L7z, RFOBEERED T Z 2T 10 6], U F 7 aF REEDO T T L0311 Bl
EAEHERROE AR, R L OV (IR IS 9 B VAR B R IC KT 9 A B A & 1§ (Student t FRUE ¢ **P<0.01, ***P<0.001),




VI. EhEB(ICET HIER

@ IIRIZEITB/INEEEREEEER
HMETO~TAZY 77 8F F6~100ugke) =k 0#% 5 Liz1nkic, EEREZZROEE L, £D15
IIBNIEME R R D/ MG B IREE 2 1) E L7z, MEME R Ot~ 7 2B\ T, U7 edF RiZZhth
25ug/kg LA D F & EE M N 00ug/kg O FEFE T, IR 58 & ik UCR B e/ NMEam s R EE A & 7
L7,

T IRIZE TS Y F U OF Lo/ EEEREREER

(% Total)
100 5

90
80 - B S
70 *

60
50 4
40 4

o
-

30
20
10
0 -

BHRERTIE

FEisE 6 12.5 25 50 100

U7 uaF F (ugke)

M oEE, VF 7 aF e, 12,5, 25, 50 X 100ugkg BED T 5 2E, AL 20, 21, 21, 21, 19 K TR 20 0D FHfE + 4
YERRZE R 7R g, * O [ TR 5 ISR 5 B B 2 % 7~ 9" (Dunnett Si7E : *P<0.05, ***P<0.001),

HWHE<DRIZEITEUF 9 0F RO/ GEEREREER
(% Total)
100

90
80 sk
70
60
50
40
30
20
10
0-

i
.

EREBENTFE

TR 6 12.5 25 50 100

V27 vF K (ugke)

IR OFEE, VF 7 aF K6, 125, 25, 50 KO 100ugkg BEDH T AL, 2120, 10, 10, 11, 11 KO 11 0 PHfE + 2
HERREZ T, TR 5ARIT R 5 A B 22 2 /< 97 (Dunnett #RUE : **P<0.01),




VI. EhEB(ICET HIER

@ Sy bIHITH/NEHEEEEREER ®
METOZy MU F7aF FERO#EE LICERIC, HERREROEE L, £0 10 5%ICIEMR
KO/NENBENEBEZHE L7, MEMELOHEET v M2BW T, VT2 e F F(1.25~20ug/kg, #H#
YO /NGRS REIC T A EH ZRET Lz & Z A, 10ug/kg A EDO A ERHIZEBW T, B GRE & il L
TAHEBERMEERRD ST,

HHES Y MMZEITHUF I 0F Lo/ EEERE R EER

(% of Total)
100 5

80 ¥ *

}]\

i 60

40

ERERS

20

LS 1.25 25 5 10 20

Vs aF K (ueke)

oYU F7aF K5 RO 10ugkeg BEO T T 20% 6 B, 2SO T LT 5 FIO A EUEAZEZ /R $, IR 5
9% A E 7% 777 (Dunnett JRE : *P<0.05),

HES Y MIBITSH)F 7 0F Fo/MEEEREREE R

(% of Total)

100 5
Hokk
80 4 ok K
/N 60 4
f}
B
40
)
i
#E
204
0 -
e 1.25 2.5 5 10 20

U2 aF K (ugke)

KHFDY F 7 aF K 20ugkg BEOH 7 M5 B, RSO T T LT 6 O EAERGE A 7R3, [ LR 5B EC k35
B E 7= %777 (Dunnett FUE : **¥P<0.001),



VI

EMEEICEY HEE

4) REREBBIZXY SR
® Fv FKE#R b LRBRETIVISE T2 RBEEBBGEER

SO COEMRICHEXEmRZ S SE-T v FE AW, KEBNIZHEA L7z 0— > O EE(10, 20,
40 60mmHg) RO LN D HEMIEE OB Z MR EOEDOFRIE L LT, EFROREREE LA b
WX - THIEEZ S D KPR RIBEICRT2 Y 727 aF ROEREZRGT L2 4,
sza“\ E#T v FOBRRIGICH LT, UFZ aF B0, 30 KO 100ugkg. #% OGN HEEREM%Z
RS0 T,
WIZ, 7 v MBI BKIEGER N L A(WAS)FEE KGR TRt T VvEFER L, V27 aF R0.3, 3 &
O 10ug/kg. fxu&ﬁ)m&ﬁfﬁu EPEh 1 RIS O RAGMERR & U CRMEIEE 20 7O/ 4 59
MlECHafm L, #ERIZIC &é%@@&@mkxzw JERIE R LTz, T > NMZ WAS % 1 FEfi&
WTHZ LT, D24 H%%Fﬁ?& ZNESR BSOS OEERCRIGR RO bz, V7 e RiZo03
KO 3ug/kg T, WAS A IZERD HiL D KRB A Lz, V27 eF RO 03ugke 5/ T
%, 60mmHg AR O KR IR BTk U CORAERIMENRD bIT-D3, 3ugkg &5 TIT 40 &
O 60mmHg OWTHNDOEAMEICIBWNTHIEA |k T/Xi%ﬁﬁéfkniaar—@ LU E TR BUSME T L
72 —Ji. UF 7 0F RO 10ug/kg H5HET. WAS #5358 KIGE @B U CHEBERMEITER 2 RS 72
Mmool

WAS 5 v MIBIFHXREREREBEHICHT S F/0F FOER

0.3ug/kg (% control) 3ug/kg
(% control) 200 — — . i mT A
00 —w— ez F A
—=— WAS
—— WAS =
) * fiti } —*— WAS+ U+ 27 aF F3ugke LS
i —¥— WAS+ U7 aF I 03ugke i 1504
ih ]
Fﬁ . 'd_;',
B3 % + [
A A
S¢ 100 ¢ 100
A A
7 7
i i
JE HE 50
0 T T T T 0 : : :
) 2
' " ABRE (b B B - «
&+ (mmHg i
e mmte KBEIE (mmHg)
10pg/ke
(% control) T S ATA
2509 —— was
£ 3
—— WAS+ U2 2T K 10pg/ke
14 2004
i I
i A
|L #
5 150 I
f* i
/\ e
A 1004 l" .
4
g
3 50 I '
.
0 1 T T T
10 20 40 60
KIEEE (mmHg)

MDY 7“7 2 F R 10ugkg OF R 7 6, TNLSOERIL 8 HIOFEHIFEHEREEZ RS, MIN—AT A V(IR ML RA
FOBEIT, I3 WAS BEIC KT 28 B2 % 7~ 97 (ZJoBL i 50 o T % 0 Bonferroni F22E @ *P<0.05, TP<0.05),



VI. EHEEICEY HER

@ Sy hrbr)ZbORVEDRLKRVEE (TNBS) FRKGRETIVIZE T2 KXGREASRKEER Y
HOPUDEMHICHEREMEZ LN ST T v &AW, RIBNICHEA L7z 0 — 2 O ER(15, 30,
45.60mmHg)IZFR H AL D IE G B TEE) D/ — 2 | [EHA MG & L ISR SUs D38 & L=,
U+ 27 v K001, 0.03, 0.3 X 3ugkeg, BAOFEG)OEGRTE G 1 RERIZRIC, —@#O KIGH A
ELTCHRMRIEL 5 DT oAM L, HERIRICBIT 28 MEETONN—2 MNal$ia g Uiz 49,
Z vk TNBS 3 KIBERET /WVIZEB W TRD LD IR OE®Z, V27 a5 KiX0.01, 0.03 X
0.3ug/kg O HETHEIZHHEI L= RIE : 15mmHg). 3ugkg TIIABRMERZRE o1, 725,
VFr7ueF RIWThoHEICBOLTH RIBHERO N L— U FEICH L CABERIERZ RS, IHE
AT TAT R EE RIS o T,

TNBS FHEABXS v MIBTH2RBREREBBICXT 5o 0F FOER

(&) 0.01 pg/kg (=) 0.03 pg/kg
50
50 -
5 5
540 4 gy 407
i il
» &
7= 304 7= 30
Ui ]
1) )
i 20 1 B 20
I I
X =
& 101 10
03 - . 07 . v .
0 15 30 45 60 0 15 30 45 60
KA L (mmHg) KIGHEIE (mmHg)
(Ia1) 0.3 pglkg (&) 3 pe/kg
50 4 60 -
5 5
) v
[H I
2] & 40 4
e c
Y )
1) )
i e
I g 20 1
X I
i & 10 A
] v , 05 v , .
0 15 30 45 60 0 15 30 45 60
KA (mmHg) KGR (mmHg)

KoV F 27 aF K0.01 LO03ugkeg B GHEOERA > ME 9B, TNLNOEEREDK R A > ML 8 Bl LX) IEHERR =
AT, O IEWT v MR 58, B TNBS 7 v b +HEEEGRE, A, ASUIA :TNBS 7 v b+ VUo7 aF REGREL, **X
EH T > bR G, TIX TNBS 7 v b HREER SIS T 2 AR EE2 R TGHED H 5 t IRIE : **P<0.01, Dunnett IR7E :
P<0.05),
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EMEEICEY HEE

(3)

® ¥ VR INBS FHREABRETIVIZH T2 KiEFEEBHBEIER

HEVED B AT ] O GC-C ZBIK /) >~ 7 7w F(GC-CKO)~ 7 A % v, KB EEE0.02~0.12mL) 1258
Ehé@%%$l@%®xﬂ4ﬁﬁféhﬁ \)fym%%mmﬁﬁmy@@\ﬁmﬁ%mk%ﬁ
T DER 2 Et Lz, £72. HEHEAR KL O GC-CKO ~ 7 A BT 5 TNBS KIGRE % KM
Hw%fw%ﬁﬁb U+ 27 vF R0.0lugkg, OGO RBRERTBEGEERC O W THRFL
tojfﬁm%FmﬁﬁlﬁW% E@k%@%ﬂ@&bf 0.02~0.12mL Off % &% 0.02mL
BEIT 10 7R 5 4 REIkE CAm L., %@@@i B DIRKRAISNA 7 BRI & PRI 5aE & belg L 7=,
TNBS FRALE S AR~ 7 Z 2BV T, U F 27 o F R0.01ug/kg B5EEO IR SO TR B S8 L RIRE Th -
toit\J%ﬁm%%%owygﬁﬁbtﬁfﬁfﬁm#dé<&5@m#mw%mt# WO K
HRAEIZB WO T HIAER G T 2 A BATRO bV~ 72, TNBS FELLE GC-C KO ~ 7 A IZE0
ﬁ\Jfan%%iowyg@%%f\mmmfk%%@%bt%@@ﬁﬁm%ﬁﬁ_mﬁbto
B AR TN GC-C KO ~ 7 ADKIFANIZ, TNBS(20mg/kg)Z B85 L7= 3 B RICHEMOGEHIE LT
LA WTRIZEBNTD, nmsk%* ZRE O KB RIME A RBS v, U2 aF R0.01ug/kg.
O )T B AR~ T Z2E 1T D KIBR T iEEIC S L COARBEEREEDREZ R L, GC-CKO ¥ 7 A
IZBW TS ENRE RS 2 oT,

N BHFERRUB)GC-CZER/ v I 7 FIVRIZHEITS INBS KIGRFHAKRGREBHICKT S
VFooF oA

(mV. s)

B0 BT &

fif 125 - i = A

i) o = m= TNBSHLE + fi

¥ 100 - ¥ cme INBSWLE +) 2 v F K (0.01 pgkg)
=

‘J E ’.
75 ’ ns0.06
L4

0 T T T T T T 1
0.00 0.02 0.04 0.06 0.08 0.10 0.12 0.14

KGR E (mL)

150 - GC-CKO~ 17 A .
) — I
Jl% s 4 +@ - TNBS/L{E + 704
f *-8— TNBSHLE + ) )7 o F F (0.01 pg/kg)

LN R

By A

J

T 1

000 002 004 006 008 010 012  0.14
KGR % & (nL)
(AR DOEEHREDO KR A o M 14 Fil, ZNLSNOREDOERA > ME 12 BIOFHE L AFEBRELRT, *IL TNBS+HIFEHEC
T A %77 (Student t IRE : *P<0.05),
B)EHHDERA > M 14 HloO TR £ AERER ZH 7T,

fERRTR - R
KR L



VI

EWEEICEY 51EE

1. mrhREQHTE

(1

(2)
[B)

2)

B M PR
AR L

ERPREER CHRE SN -OPEE

HEKSE

MUERR L

<%&#%&> [CL-0011] %%

fEEER A B 32 e 77 2R T ) 27 2F K 0.109, 0.327, 1.09, 3.27mg OO NARIE & Hla# 5 L
oo FHEBIZBWTY F270F R6 fIROT TR 2 HICHS Lz, 1BBRERER0). 5% 0.5, 1,
2, 3,4, 6, 12, 24 KO 48 BREICmE 24 L 7=, MY 27 oo RENEERHH TH LT v~
VRBE T, &2 TOR R TER FIRRHCH-o72(Y 7 2 F FOEE FIR=0.218ng/mL, iiF 1 > KD
& & FFE=2.00ng/mL),

MAENI T 4 ba—F 4 U TETHY, RRENTWAIEROAEIL, DRE. ATV F27ueFReELT
0.5mg % 1 H 18], BANCKROEET 2, ek, ERIZED 025mg ICHET 2, Tha.

REHRE. BERRA
RUER R L
<HE>

@ [CL-0012] '™

R AN Bk R OV 44 Bl kb2, = Rh 1 TlE, lHEROR7THEDOY F 27825 K025, lmg @
7 7 VAR AT 0.5, B854 0.5, 1, 20 3. 4. 6. 12§, 2, 3. 4, 5 LUV 6 HHOE SR 0.5 K
M. 7 A B &) & 5-% 24 Beff O 48 el e 2 SR L 72,

= R 2 T, EHSRMENER G UIBRB LSOO T, BTG OFREGRLZ 00 Lz e
T2, L2 K4 HEDO Y F 7 uF K 025mg O 7w/ 8FIR SR 0.5 BT, 7 B B O 587 0.5
M, 5% 2, 3. 4. 5. 6 KO 12 I§f#], 7 A B Ek)F G- 24 R O 48 IR i 2 BRI L 7=,
= KM 1IN = b 2 ORAHEG L OBZELS OEBRE BT Mg Y 27 aF FREEROYE
MR TH LM T o v U RREX, LA CEE TFTRAW ChHo72 (V7 e F FOEE TR
=0.218ng/mL, MiF = > KD E & T [E=2.00ng/mL),

@ [MCP-103-103] (SMEIAT—%) '

R N 19 BB ME 15 B, 2otk 4 B ARSIz, /S— R 1 Tk, V72785 R 0.29mg O F 7 /L8
Z1H1ERAOFES L, 7HHOEGRILOEG#% 05, 1, 2, 3, 4, 6 XU 24 IFFf#£IC, 2 TOHER
F(BMGEBEGSATREO B, 2B 5 e AT RE 10 5) 00 & M2 BB L 7=, 23— h 2 TIX U 27 19 F0.29mg
DI 7L AL 1 H1E7 HEEO®ES L, 8 HEICY 7 vF NI 7/ 8K 2.897mg 4 HiE|# 5-
L. #EHIROFEGH% 0.5, 1. 2. 3. 4. 6 24 BRI ICETOWRBRE S MAEA IR LT-, RBRIE
7 a A ——THEE L,

U7 uadF K0.29mg # 85 SN ERE omiEdR ) -7 a5 REOVEERHY Ch 27 a o KR
FEIL, RTORRICBWTER FIRKM CTH-72(V F 27 aF ROEERE FR=0.200ng/mL, BT 2 K
DE & FRR=2.00ng/mL), ZEfERF& G & BHBRFEG TRERETA LN RN T,

N—=h2D8HHEIZY F 27 vTF K 289Tmg # #&hH S 7l 18 i, ZEMEReHR 50 2 iz R\ T4
TOFRSICBW TR Y 7 0F REOBTF v o SRBREIIERE FIRRM ChHo7(V 27 aF Ko
£ & T FR=0.200ng/mL, BiF v 2 ko E & TFRR=2.00ng/mL),

U7 ad K 289Tmg # 2GR &G-Sz 2 FlickWTifEdF U -7 a5 RABHE S L, WThow
BRE b Ing/mL K CHEE L7z, 20955, 1HITIE, 05, 1, 2, 3 XOM4 Kl omiEFRE XN
ZA0.27, 0.54, 0.735, 0.494 %1 0.432ng/mL Th -7, o 1 FITiE, 0.5 KfilZomEH Y F 27 m
F RIRED 0212ng/mL TH Y | OKRES CTIXER FIRARM Choto, MEEFHRT = o RREX, W
THNOWHREIZBWTCHERE FIRRHCTH - 7=,



VI. EYHEICEY SEE

3)

4)

(3)

<£%> [MCP-103-103] GFEAT—%) ®
ek, V7 uF K784 2.89Tmg OHIEE 525211 72 18 flO#ERE O 9 6 2 f CliEF iR
AR &4, Cmax X224 0.735ng/mL(2 FFRET) K2 O 0.212ng/mL(0.5 FFE) T - 7=,

EARFNT T 4 v ba—T 4 U 7EETHY, KBS T HELOHEIX, T, RAZIZEYF7eFRELT
0.5mg % 1 H 1B, BENIRAOEET 5, 2B, ERICEDY 0.25mg IZH&ET 5,1 ThbH,

RE#%RS. IBS-C EE

[CL-0021] 2149

IBS-C B4 559 Bl & %5z, U F 27 mF F(0.0625, 0.125, 025, 0.5mg)DFHEFI XL 78R4 1 H 1 1]
BIRRNC 12 BRI AOEE Lz & EofaaE, ek, EyihtoHESE B Lz, 1| B H ORI
KGRI 4 RO G 2 B2 M2 ERE L7z, 4 HIFIZ B W THR G4 2 FFRICERIL TE 2o 7o
e, 8 HRFIZHBWTHEERIR Y e 5-4% 2 RFMICERINT 5 2 & & LTz,

MAER Y 27 aF FEONEEHD TH LT 1 v U IRBEIL, AFZ2&E SN2 ToWRE CER
TRRA CTH-72(V 27 v F ROER FIR=0.200ng/mL, BT a2 RO E & FFR=2.00ng/mL),

<£¥%&> [MCP-103-302, LIN-MD-31] (SMEAT — &) 222340

IBS-C BHEAXIGIZ, V27 v RYIEEEO 2 K%L B 1 [E 4 8RR G#%0 2 Bl 25 E L
72o PKAHMHEE D 5 B, 165 FI(HME 18 B, &tk 147 BX 77 &R, 162 BICEM 11 6§, Lotk 151 #Fi)ix
Vo7 ad K029mg OO 7 NARBN O 525107, V7 aF ReakbGR 2 K%z, 162 FiH 2
B(1%) T, & FFR0.200ng/mL) & DO MNB 2720 F 7 vF RBEME S, 1 HlomEdy 527
0 F FRET0.241ng/mL. b 9 1 FIOMEEF Y F 27 v F RREIL 0.239ng/mL T - 72,4 HEE 5%,

ERTREBX 5V 70T RREZRLHERE L2 IEEREY T LT 7 v VIRRIE(E &

R : 2.00ng/mL)i%, RBAHIMH., 2 TORAICBWCER FIRKRM TH - 7=,

REHE. BUHEEWMESSE

MR L

<£#%&> [MCP-103-303, LIN-MD-01] (JMEAT —#)4749

MM RME R 2RI, V7 nF RYIEESG-0 2 B L O 1 B 1A 4 8 %554 0 2 [ 425
L7z, PKaHlEED 5 B 136 BICHME 18 B, M 118 Bil)E 7 7 &R, 152 BI(FHME 17 #il, Lot 135
FZY F 27 v F K 0.145mg O J1 7 BAL 151 BICEM: 20 B, 2Pk 131 Bi)i% 0.29mg D 7 7 & /LA
DOEGEZ T T, REBGHOMEET Y F 27 a5 FRELRNEERBM CTH LT 7 o RRET, T
DOFFSIZBWTERE FIRARM CH-72(V 727 v F ROEE FE=0.200ng/mL, BiF o KO EE TR
=2.00ng/mL),

EARFNE T 4V ba—T 4V TEETHY . EKRBINTWDHELOHEIT, HEE., ATV FZ7eFReLT
0.5mg % 1 H 1 [\, BRANIEAZELGT 5, 2B, ERICED 0.25mg IZHET 5,1 THAH,

s
R L



VIL.

EYHEICEY HEE

4) BE - fREOZE
1) BEOFE

MR L
<BE>
@ [CL-0012] '
PR N 25 81T, /S— R 212 W TGS A 2 vV (REHRG IR B G 2 Wit LTfR, V2
0 F R 0.25mg D5 7 VK & B G ST ARERE O AR E I, 2 TORAICB WL CER FIRAM
(VF 7 aF FojERE FR=0.218ng/mL, iF 2 2 RO E & FR=2.00ng/mL) Th v | BAlEE & BHEHK
HORERETHR NIRRT,
( VL1, Q) 2)EHE. A DESHR)

@ [MCP-103-103] (A EAT—%) ®

WA TR SN e BFORERRITIB T, B 19 BICBYE 15 6, Zetk4fhzxtgic, Vronm
F R 7 VA B 22 fER TR RICR G Lz, V7 aF K 0.29mg & 7 &G S =95 o
HECPR P 1T ORI M NSRBI TH AT o o AL BICER TR Tho72(V 7 aF Fo
E & FFR=0.200ng/mL, MiF o KD E & FFR=2.00ng/mL), ZZEHFIZ Y F 27 o F K 2.897mg D Hi[A#
5252072 18 Flowksra @ 5 H 2 I I RE(AERS R Shizn, BT e v Rt S nk
Moz,

U7 mas K029mg % 7 HREEG LIogBE OB BT 5{EHETF RV F7aF RERRT v~
RYDSEE RN R L, ZEERR G- TR 4.89%, BEKR G TIE3.11% Th-72, VT 27 uF F2.897mg &
HEEEG L7z & X O EICRIT, 225 Tl 3.34%, BE%RG5 Tl 3.80% Tho Tz, IEMHE~LTFF
Rix, 2T a v AROB TR &z, EEXTF ROEINERIZ, HGREH D WVITHERIIZBT
DREREF A LN ST,

EYARFNI 7 4 Vv ba—T 4V TEETHY, ARBIN T HEROHEZ, EE, RAIZYVF7eF e LT
0.5mg Z 1 B 18, BaNIRAERET 5, 2B, ERICEY 025mg IZEET 5.1 THD,

2) GEREDEE (in vitro) %

U7 aF RIFONIEEEY CTH AT o o RT3 b 7 0 AR —X — KU CYP 55 +HE & 1340
HERZRET, £z, BOKEHZO Y F7 aF FEROBT o 3 RO M im D TRV 2 & »n
5. PEHZEEFEAER T2 ATgettiiBn Sl S b,

2. EWEERINS A4

(1

(2)

(3)

(4)

(9)

R 7535
LR L

R T
KR L

HEREEEHR
ZUERR L
9IVT7IURA
BN YA
( TVIL 7. it ) OHZH)

NTEHE
MU ER e L



VI. EYHEICEY SEE
(6) Znith

MU ER e L

3. BERHE (REaL—3v) @i

(M

(2)

R 733k
LB L

INTA—RAEHER
MUER e L

4. IR

()VSA AT A FEY T 4

VFoadF RONRAFTT AT YT 0 ICBHET DI L Th7euy,

o T AHEEF 5508k [CL-0011] "ICIWTREFRRCA 24 B2 F 27 &5 R 0.109~3.27mg 7 H[Al#E A #
B RO 1R - $5-ReHIERREAER [CL-0012] DIZFWTHREEERCA 36 Bl Y 27 = F K 0.25 ~1mg
Z1H 1B 7 AMKEROERG LERER, V7 aF REOEERB TH D 0T 1 > RO i i i
i, B TORRETER FRARM TH -7, HIZ, 5 TAHRE [CL-0021] 2VIZ3WTHAAN IBS-C E#E
446 Bl U+ 27 o F R 0.0625~0.5mg 2 1 B 1 [A] 4 H#FE T 8 MEE G Lzt &Y F 27 aF FEOW
Fo T AROMPEFREIX R TORATER FIRRBCH-72(Y F 27 v F FOER TIR=0218 XX
0.200ng/mL, MBiF 7> ARDE & FRE=2.00ng/mL), 7=, VF 72 F RONSALFT XA F YT 1 [T
S L2 TOI BRI~ T A, T v F RO N TED 5 72(0.2%AK50)65, b ORE R X
V. VF7eF L, ZERNICERRENTAL AT XA T80T ¢ 3 TIRW EHEZ SN D,

(R S

R A Zxg & Lz 5 3B [CL-0011'%, CL-0012'9, MCP-103-001'9, MCP-103-002'", MCP-103-103'®],
IBS-C fBRE & XI5 L L7 438k [CL-00212Y, MCP-103-302%, LIN-MD-31%} OV ICP-103-307°9] K OVE
ERMEBRE 265 & Lz 2 #kBR [MCP-103-3034", LIN-MD-019] D&t 11 5RBR I3 TA R
FEMIE 2 F2hE U7z, R A Z R G & LR CiX 135 i U 27 1 F K 0.029~3.27mg % #5- L 7=, IBS-
CHREZMGE LR TIE 649 HlIC Y 727 0 F K 0.0625~0.5mg % # 5 Uiz, 1BVEERERE 2 x5
E LB TIZ 303 Bl Y 27 2T F0.145 X% 0.29mg = &5 L7z,

UV rad NEGHOMEEFRY 27 aF REEX, @EMRAD 2 6Kk NIBS-C BED 2 filZR\T, £
TERE FIRAMCTH -T2,

( TVI.1. QEEKRHAEBRCTHRRESIN-IFTEE) OESMR)

EHEREY CH DT 7 > AROMABFEFR IR, A, 1BS-C B K OB MEERMERE % HH i
ETOMEREICBWTER FIRRHTH -T2,

IBS-C BFE A x5 & LB MAERER [CL-0021] K OMEAMETAEEER [MCP-103-302, LIN-MD-31] O
BRIV, VFr7aF REORT a v AROMBEPRRE X, MR, i U RBIC D)0 63, 2T o IBS-
C BEIZBWCER FIRA M 38D TRV (Ing/mL Ki) 2 & AR Siz, £72.IBS-C BF & [AEEIC,
MM RME BT 12D T H ARFIOWIEITIEF IRV B 2 b7,

BARBNET 4V ba—T 4 TETH Y ARSN TS AEL AL, EE, JAIIZ)F 27 a5 Fe LT0.5mg
Z1H1E, RENCRARET 2, B, ERIZEY 025mg [ZJ{ET 5.1 Th D,



VI. EYHEICEY SEE

5. $4
(1) ik —REIFTEB
KR L

<BE> (=7 A)0

M~ 22U F 7 aF Fa 5, 20 X0V 100/80mgkg T 1 H 1A 1, 90 LM 180 HEfR A& G Lz & &,
UF 7 aF RIEHET L 7c 2 TOMMRK, gk O E BRI W TR SR o o, 2, 1§
PERE T DT 1 o RIS U7 OVB B PEAR MR I C B W TRt & vz o 7z,

(2) % —ReigRaFT @B 1%
V> 7 mF Fe@iih L &0y RiEiie a2 Ea e TOEWRE TR TRV 720 TR
XN L 72 T,

(3) FiF~DBITH
VFrraF ReROkhG LiE 202 ~OBITIX B MR OWE LIc2 TOEMFE CHad Th 7z,
ENIZB W TIAIBATICE T 27T E R Lo 7o,
<£%&> [LIN-PK-01] (AEAT —H)OD
A D IBS-C UT B MR MEEFL(CIC) DL 7 il 2%t %1, V27 v K72, 145 X% 290ug DA~
EARKIE 1B 1AL, BRI 3 AMEES Lz, V7 ad REONEEEHD TH LT 7 o R(MM-
419447V OFLH R, 3 H H O 5% 24 Bl £ TORPERLSICBW T, £ ToWERE CE &R FIRAR
ChHol(VF 7 unF ROEE FIR=0.25ng/mL, BiF o> Ao ER FE=1.00ng/mL),

MABRNL T 4 v ba—T 4 U TETHY . EKRENTWAHELOCHARR., [@%., KAV Fr7eFRe LT
05mg # 1 B 18, RENCROES TS, 2ok, ERICEY 025mg IZBET S, | THD,

(4) BERA~DIBITH
MU ER e L

(5) ZDhDMBRBA~DBITHE
EER R L
( TVIL5. (1) f&-RBEFT@adTE | DOHSM)

(6) MTECMHEER
V> 7 mF Fe@ifh L &oadRiEide a2 a e TOEWR TR TERW 2D EE A&
(2B 2 BB S L 2R o T,

6. teH

(1) KHERAL R R EBER
MR L
<£% > (in vitro)

~ T AKOT v M BERI UG N AN T H R A W Cin vitto TORBLEMEZFHME LA, U
F 7 aF RFIALBRT TLEETH 20D <7 AKNT v MMHRT CIEEEEEZ2E9 25 —RkAEw T
HHPT v v ARMM-41944N) D ER L, Z OB NATF RIS Sz 69, Lied-T, U
ruaF ReROeh Lz & O EHERERITHEENICBT 2R & B 2 o, Ffkic, V7T R
t N OIFIRIZIBN T HE0NIARH S 7 O O LE 1T < FFET D R E R E B iRl % iz
FHliZND . VT aF R VRE I R_RTFZ—F AL > T CRIETF 1o VBRI BUEE L 7- MM-419447
RSB ZEmRaEn= 9, £/, V7 uTF RIIEbENICTEET D INANE T ROTVE L R
VUROBERBEZ LV D TNICHEET DU AT 4 REG UM SN B A ORI X - TR
F_RTF RIS, FICRRET 2 VBE ThHfsnD L& 2 bz 066,



VI. EMENREICBEY 5IEHE
_ . )+ BF KORBHRE ©
.L]D.a.c.]ﬂ.t_].d.e MMM-
|—|——|| Carboxypeptidase A S CEVCENPACTGE
~ ol —b
CCEYC(NPACTGFY i h
1 Disulfide Reduction 1 Disulfide Reduction
Carboxypeptidase A
CCEYCCNPACTGCY — (CCEYCCNPACTGC
Proteolysis Proteolysis
Small Peptides and Amino Acids
(2) KB5S HBF CYPE) ONFiE. HFEE
( TVI 6. (1) BB R VR BHERR ) DHSI)
UF7aF NECYP OREEITIT R 60 o723, £z, V7 eF RIECICEERHY TH LT =
VR(MM-419447)1% CYP 4y 7-FE(CYPL1A2, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1 X TF 3A4/5)1Zx9 % BHEE
IEE5< . CYPLIA2, 2B6 KT 3A4/5 2T 2FF8/EH & 7R & 72725 72 (in vitro) 31733,
(3) YIELEBHNROEERVZTDEE
R L
4) REVOFEOFERVEMSL, FHELE
ZEERR L
<BE>

FENRHD TH DT 1 2 KL, in vitro ARBR(GC-C 2 A E FaE & OHIIL N cGMP #2 FEHS N IZ BT
Va8 ERRREOIEMEZ R LT 31739,

T o 2 AR (2.5~10ug/kg, #& AR E)NIIE ~ U AZB T HHE W EAEICREL . £ OEMTY 2
I NIZK B IREERA L RBRETH -2 9,

7 v NOWNGGENL, AL, AN A —T EAER L, —T I LI BREZET 52 812k,
T a o ARDOIGE SWMEEER ZRET L2 E 2 A, BiTFe v U EKEOY 7 aF RERELV—TH
I Sug % EAER G T A TOWMMICB W CHEEIBE S a L5 S8 ),

Ty MIF e R ERORE L- & &, 12.5ug/kg UL EDHETHE 2/ MElansieleErEH 2/~ L,
ZOERIZRIAED Y F 27 a0F RIC X 21E/H & RRRETH - 72 9,

—FH VUV Fr7aF R KE2Ty MBIRENIGERTRZ LIV ARINZE LMY 7 aF KL 4 >DOEH
RTF RW I, WInvh T84 MAIZH T 2 /BN cGMP BJEIZ% L CTIEH Z R S 2o 72 9,



VIL.

EYHEICEY HEE

10.

11.

Bt
ﬁ%ﬁ%@%@ﬁ%[MﬂHM4m]mmhmf\U%&mﬁwwzwg®ﬁ7ﬁw§ﬁg7am&gbt
BERE ORI DIEERT T RV F 7 aF REOBT 7 ¥ ARDAFH O EHIENL R, 2GR 5T
m4@%\ﬁ%&5Tﬁ3H%T%okoUT?D?Flwhg@ﬁ7tw§ﬂ%$ﬁ&ﬁbtk%@1
BRI R, RIS Tl 3.34%, B%HEETIE3.80% Th o1z, EHAATF Rid, RISFEHNREYw T
HHMT v RO TEIR S N, EEXTF ROERINRIC, B5&EH D2 WVITHEMICBIT S KE 2R
XA DN T,

<HBH>

(?y )7071)

Ty MUV F7ueF ReROfEbG Lz & EETF R F7ueF REOBTF e AAERoaihHE LT

ﬁ¢ci&h&wﬁémﬁ#ota%%ﬁ%)%7n?b@ﬁu&5%@éﬁ%§ﬁﬁmﬁ\wmmbf
IR SNV o7 aTF FOBEAREAHONITH2EMT, BEI v PEOEF T v Moo nm

%b%ﬁ%ﬁ&%bt&%@i%@ E7a 7y A NEFO LIz, BEERT Y NORE 7 VT T U AXIER

T hDRKI2045D 1 THHZENH VT 7 aF ROERHENLOHEKITTE L TEE»SOPEEE B 25

Nim, £72. BHPICHEETF RABRE SN2 En b BPEt s —SEE5T5 & E 2 bz,

S URR—42—(CEBT H1EH

b hEH b T o AR—=F =W NCH Y AR b T > AR —F —FEBLHI Z O 72 @t (in vitro) Tk, U 27 1
F RI% OATP2BI1 (Zxt L CFHEEM (10umol/L (27T 55% D FHE) % 7~ L7223, BCRP, MRP2, MRP3, MRP4,
OATP1B1,0ATPIB3,PEPT1 & T OCTNI (Zxf L CIFFEIEA %2 78 & 720> 5 72(ICs0 il > 10umol/L)*, % 7=,
EHAEI TH DT 1 o ARIEHEH U Y A b T v AR— & —1Zx%F L CBEMEM 278 & 72202 72(1Cs)
I > 10pmol/L)*,

Caco-2 Ml H g A -/ Ciz Y 27 v F RIZXEIENT P-gp ZRE LR WEB 2 Hiv, £/ P-gp
DIEETIE RN EEZ BT,

BREICLIBREE
HEE R L

ﬁiw*ﬂéﬁ?éﬁﬁ
BRE STV

Z0ft
M R L



VI

. Ret (ERALOEESF) ST SEAB

1.

(1

(2)

(3)

(4)

ELERARLEETDOER
FEEN TR

ERAT LT DER

2 ER(ROBEFICEFES LGNNI L)
2.1 BRI LB PAZE T Z DBV 3 & 5 B
2. 2 AFN DR xF LISBUE DBEEIR D & 5 B4

(f#L)

2.1 HETEILE PAZEDBE H D VT Z DRV & 2 BE T, AAIDOME TH 2586 DK ZIUWD
fEHEZ L 0 PAZENGE OPRJENFIZE £V IGFENEB O TTHEZBIR U REOHEITIT R e KT L
REBSEL2BENNDH D Z LN DRIE LT,

2.2 —RAVLIERSEIHLE LTRER LIz, —MRIS, & 2 FAIDO R 23R K Tl BuiE 2 & U7 BE IR — iy
EEATLEAPEERESNIGE, TUAF—EREET 2R RE <, v a v 7 FEOHREEREIE
MeLLoBENNHDH T ENLEREL,

HRER I RIZEET HFREEDEH
(V.2 hREXITHRICEET HEE) 22WTD52 &,

AZERUVHEICEET 38 ETOER
FEEN TR

ERGEFNIE L ZOER

8. EELEARMIE
HEOTHNRHLONLIBLENNRH LD T, JERORIEE HICBEZ L, AR EZEREEG LRV E
7\ EMRINCAR OE Gk O ENEZRETT D 2 &, [111.1 2]

(f#)
HEOTRNDLLONOBENNHLDT, JEROFEZ H3ICBR L, KAZEBARERG LRV D,
TEWIHNT AR O GAkfe D LBV Z WEST 2 Z E MM L EZRE LT, RENRD LNTZGE ITITAA
AESUIT T 57 L WYIRLEEZTT O Z &,

( VI 8. (1) EXLEMER L MHER] DHESM)

BEDERZETHBEBICHTHIE
BHE - BEEREOHHESE
RE STV

EEeEERE
BRE I TV

FFigREfE S B E
BEEN TR

XNEREE BT 5 E
FEEIN TR




VI. &2 (FERLEOIEE) CBY 51EH

(5)

(6)

(N

(8)

bR

9.5 424w

PERR SAFAENR LT 2 WTRENED & 2 ZMEITITIRRE L oA e kit 2 LR S L S 55 a 120
HEHT 52 L, BFER(~ v A ) TR &R AR OEE L QR R ORRERE)BHRE ST
W5,

(f#)

PRI S\ D M R DN 22 S RN SN TR BT, £/, BIER(z 7 2 ) ThRIE#HEE(REE
HOEM L W RO FE) S EE SN TVD Z LB RIE LT,

ZELI

9.6 #RELI%

1B EOARIE R ORFLRBROAMEZ BIE L, RILOMBIUTT IR Z2/RET 2 2 &,
(FEa)

EMIZBW TR BRI T D HRRBR S 72 < Z ML STV RN Z & BERE L7z, ([VIL 5. (3)
A~0BTE] OHESHR)

INR

9.7 /NRZ

INRE R G E LT ANE R O 22 e & U R BRI R L TV, 2L FOFLSIET
IERNCHAR T T =gy 7 T —8 C ZBFEFBENZNE W IRE PRH Y | KEIOIEEIEH O
BRI L > TEHER THO U A BEELEETNNH 5, BEBRGE~ T A )T, HEDH
KIZEDFEEHINHRE S TN D,

(fif)

AANT. BA~OHERZRG L LTHY | NEESOMEHRERD 2 < | 2RI L TWRn, 25BN T
OFHRTIIR AR T T =iy 7 T —F C(GC-C)ZBRBREN LN E WO MEPINRH D Z & 8
FEBRENHE~ T A ) TIIRER L W HIEHEN ST BAELTEY , BEOPKBFEK THH 2 &AL S
NTWNWBZ EnD, IR FHCANRIZH L COEEWMENSVNETHD EEXONET-ORE LT,

:ﬂﬂ*
By [oF

9.8 HinE

BIWEHORBENZERET D Z &, —RICERET ITEEEENMET LTS,

(f#L)
I FEE CITAEEERENMET LTS Z ERZ WO T, BIVEH ORBELOEEIE O 72 DIZERE Lz,

1. HEERA

(M

(2)

HREZEE L ZNDIER
FEEN TR

GrRER LT DER
FEEN TR




Zett (ERALDEES) Y HEE

8. R

1. &EFA

WORWERNS Hbond Z ERHHDO T, BEL+HIITITV., REPRD ON-HEIC3H G2 ik
T 57 RO AEEITY 2L,

(1) EXGEIER & AHFER

.1 EXGEIEA

(8.2 ]

11,11 EEOTHRGEE )

(f#L)

TS ORFRFBR K Ol R I3V Tk, R ha, (R, ABEUIFHIRNEIE IR G- D16 R 2 Z L2 0
F, Kb, EREEORFEARL Y U AMAE, (KT b Y U AMAES), Bk OWLAKIZE R 4 % e SEMAR
JEFZ D BEOTHARESNTEY , —HMOBEITHIT D THOEEMICOEEPLETH L EE R
R LTz, JER ORI Z 502 BIE L, BE RO S NG A ITIEIAR 2B ESUIH LT 572 L @yl

g ZEATH 2 &,

(2) Z0fLDEIER

11. 2 Z DD EIE A
5%LL E 1~ 5% AT 1% At
iR AP INEAE = E=giil
H RlE THI(11.6%) | IEN FEERA PR, RESRE NG, EREERE. EELE. ik
Jet, ERELEEEE R O L, BLL, dR(E
—f - BHEFELORE FEL 0B
BRI DR BE
JHREE R JRERE S5
R AR AT ALT E&H-. AST b&H., vy ey bR,
HY AR P R 2 YR ) R ER y-GTP L
. BmEREGEAD, Y o B MRS,
PR 8 B
PR R IR E SR
B QYRR SR PA
B2 R R OVRE T sk b KB, HKB
(A0

5B A T 30 A G i M e R e R (PR R ) B OV M (3 B S8 38 et B (B E

ZOFEMENT L. 2 61(0.2%)LL E TR b - BEM (AR R RE b ST 2 ii# L,

VR %h BB NN ) 0 [E] PN R R AR R



VI. &2 (FERLEOIEE) CBY 51EH

SEREERRFEHEERVRKRREEREE &
FERLBNEREREEERVELERE (FENKBICLIEWER) BFEMRELE

ERNEERAERICH 1T S EI1EH

T PR RE
TR B (%E%ﬁ%mié) o
ARG R 2 B < ol
T 3B R 2
LR NERRAT R BB 855 478 1333
RIVE FHF BB 550(%) 184(21.5) 66(13.8) 250(18.8)
T ML RE
R R E e B (%E%%%m;é) o
RIfER O R TR A 22 R < a
IS B P2
F BB (%)

MR LY /R EEE 3(0.4) — 3(0.2)
2 1fn. 2(0.2) — 2(0.2)
Rz M 1(0.1) — 1(0.1)

(ColRE 1(0.1) — 1(0.1)
LN 1(0.1) — 1(0.1)

iR 1(0.1) — 1(0.1)
B Ok R 1(0.1) — 1(0.1)

B ks 138(16.1) 56(11.7) 194(14.6)
JEER AR PRk 6(0.7) 1(0.2) 7(0.5)
A 4(0.5) — 4(0.3)
25 14(1.6) 2(0.4) 16(1.2)
R ERYE 3(0.4) — 3(0.2)
Ko 1(0.1) — 1(0.1)
(O =NIBE 1(0.1) 1(0.2) 2(0.2)
T 111(13.0) 44(9.2) 155(11.6)
WAL B 1(0.1) — 1(0.1)
H i R % 1(0.1) - 1(0.1)
B3 3(0.4) — 3(0.2)
B R IE W 1(0.1) — 1(0.1)
R 1(0.1) — 1(0.1)
iR — 1(0.2) 1(0.1)
0 R E (S o 3(0.4) — 3(0.2)
TN 4(0.5) — 4(0.3)
Mg - 1(0.1) — 1(0.1)
Lt 1(0.1) — 1(0.1)
ik 4(0.5) 8(1.7) 12(0.9)

—f% - BHEE R L OREEN OREE 7(0.8) — 7(0.5)
) 5E 1(0.1) — 1(0.1)
FEEN 2(0.2) — 2(0.2)
H &) 4(0.5) — 4(0.3)

JHFREE SR 5(0.6) — 5(0.4)
iR 5(0.6) — 5(0.4)

JRYSE R X OV A BUE 6(0.7) — 6(0.5)
AR 1(0.1) — 1(0.1)




VI. &2 (FERLEOIEE) CBY 51EH

TEPEERE
TR EE R (%%EE@%%&: X% ) o
RIfEF O R TR A 2Bk < s
IS B P2
F BB (%)

JEEE 2% 1(0.1) — 1(0.1)
THEE R 1(0.1) — 1(0.1)
LSS 1(0.1) — 1(0.1)
IR IR 1(0.1) — 1(0.1)
RS 1(0.1) — 1(0.1)
B, hEs L OREADHE 1(0.1) — 1(0.1)
HLP9 4845 1(0.1) — 1(0.1)
BRI AL 26(3.0) 7(1.5) 33(2.5)
TI=2T ) NI UAT =T —BHIN 6(0.7) — 6(0.5)
TANTEAET R ) N T UAT 27— 5(0.6) — 5(0.4)
mH ey e 8 2(0.2) 1(0.2) 3(0.2)
MBIy T Lgi — 1(0.2) 1(0.1)
= b 2AT o — L HEn 1(0.1) — 1(0.1)
Mz V7 F = 1(0.1) - 1(0.1)
A Y w S 2(0.2) 3(0.6) 5(0.4)
s kY 7YY RN 2(0.2) — 2(0.2)
y—ITNBE IV RNT AT =T —EHEN 2(0.2) — 2(0.2)
RF 7 R Bk 1(0.1) — 1(0.1)
TR D 1(0.1) — 1(0.1)
LGN 1(0.1) — 1(0.1)
Sk o2 € ¥ 1(0.1) — 1(0.1)
i R H 6(0.7) 1(0.2) 7(0.5)
A Y #8500 2(0.2) - 2(0.2)
i/ NEEE N 2(0.2) — 2(0.2)
PR AR G 1(0.1) 1(0.2) 2(0.2)
M 7B ) RRT7 7 Z—B N 1(0.1) - 1(0.1)
Pt rE R A E 5 1(0.1) — 1(0.1)
R L Ok E 1(0.1) — 1(0.1)
I il 1(0.1) — 1(0.1)
B R B L OSSR = 1(0.1) 1(0.2) 2(0.2)
B &R 1(0.1) — 1(0.1)
s — 1(0.2) 1(0.1)
iR R PR 1(0.1) 1(0.2) 2(0.2)
SEJR 1(0.1) 1(0.2) 2(0.2)
bl — 1(0.2) 1(0.1)
AMRAE — 1(0.2) 1(0.1)
B K OURIKEE 3(0.4) — 3(0.2)
eI 1(0.1) — 1(0.1)
PR P 2(0.2) — 2(0.2)
ARRE X O EREE 2(0.2) — 2(0.2)
AHLAIA #R 1(0.1) — 1(0.1)
AIET 5 i 1(0.1) — 1(0.1)
MR, HELES & OMithR R 1(0.1) — 1(0.1)
RIE DORAE 1(0.1) — 1(0.1)




VI. &2 (FERLEOIEE) CBY 51EH

TEPEERE
TR EE R (%%EE@%%J: L5 ) o
RIfEF O R AR 1 (R 2 R < o
BN 2
F BB (%)

FEE ¥ X OV T AR kR 6(0.7) 2(0.4) 8(0.6)
JiTsiE 1(0.1) - 1(0.1)
Bz G 2N 1(0.1) — 1(0.1)
HLBE 1(0.1) — 1(0.1)
BEMERE 1(0.1) — 1(0.1)
B2 1(0.1) 1(0.2) 2(0.2)
S 1(0.1) 1(0.2) 2(0.2)

MedDRA/J(ICH [E B[ S FESE H AFERR) Version 19.1 TERK, &RITERA4 1Z PTEEATE) TR LTz,

k1 BN DFEFER [CL-0021] L OEWNE FHFER [CL-0031]
*2 : EWNE DB [CL-1021] L OENE IFHRER [CL-1031]

EREEHMEGERFEERERERE (REMWKRBICLSEWERC) BEEMRELE
RUABEFEABBEREICS SRR ™

E R B e e R P ML RME ESLS
LN KT GE B EK 1306 869 2175
RIVE A5 D FE BUE B (%) 271(20.75) 103(11.85) 374(17.20)
_ ; 5RO IR AE 5 B IEPEERE ERLS
RIVE 5 O fiSH | T BTH%) |
JRYE B & OV A BUE 2(0.15) - 2(0.09)
e B 1(0.08) — 1(0.05)
fifi & 1(0.08) — 1(0.05)
y HEME 13 N=AA N £
f;@ k;%iﬁifizi?ﬁi% 1(0.08) 1(0.12) 2(0.09)
iR R — 1(0.12) 1(0.05)
B 1(0.08) — 1(0.05)
R L OVGeskEhEE 2(0.15) — 2(0.09)
A T S SE 1(0.08) — 1(0.05)
AR 1(0.08) — 1(0.05)
Rl 1(0.08) 1(0.12) 2(0.09)
9 O — 1(0.12) 1(0.05)
HamE 1(0.08) — 1(0.05)
TR R PR 2(0.15) 3(0.35) 5(0.23)
i 1(0.08) 1(0.12) 2(0.09)
FEMED E W — 1(0.12) 1(0.05)
SHR — 1(0.12) 1(0.05)
LA MERAVIE 1(0.08) — 1(0.05)
LM 1(0.08) 1(0.12) 2(0.09)
IDARA 1(0.08) - 1(0.05)
PR A4 — 1(0.12) 1(0.05)




VI. &2 (FERLEOIEE) CBY 51EH

10.

11.

= e s TR AR R IEPEERE IR
Al R | FEBEGIE(%) |
BRI 2. MIERES X ONERR R 1(0.08) 1(0.12) 2(0.09)
[kgediy ) 1(0.08) — 1(0.05)
T LR — 1(0.12) 1(0.05)
B ks 266(20.37) 97(11.16) 363(16.69)
A 4(0.31) — 4(0.18)
[i:259 5(0.38) 2(0.23) 7(0.32)
TRE IR 2(0.15) 1(0.12) 3(0.14)
NS 1(0.08) — 1(0.05)
{51 2(0.15) — 2(0.09)
(O =NIBE 1(0.08) — 1(0.05)
il 243(18.61) 91(10.47) 334(15.36)
HIER R 1(0.08) 1(0.12) 2(0.09)
PR 1(0.08) — 1(0.05)
B3 1(0.08) — 1(0.05)
S 1(0.08) — 1(0.05)
B R TE W A — 1(0.12) 1(0.05)
B~ =T 1(0.08) — 1(0.05)
L 7(0.54) 3(0.35) 10(0.46)
Mg - — 1(0.12) 1(0.05)
F O S SRR 1(0.08) — 1(0.05)
LS A 1(0.08) - 1(0.05)
LA 2(0.15) — 2(0.09)
FEJ S O ThAskb — 1(0.12) 1(0.05)
Z 9 B — 1(0.12) 1(0.05)
—f% - BHEE R L OREEN OREE 1(0.08) — 1(0.05)
KRB 1(0.08) — 1(0.05)
B, hEs L OREADHE 1(0.08) — 1(0.05)
BB 1(0.08) — 1(0.05)

MedDRA/J Version 25.0 "CIERL

BREBREERICRIZTIRE

BE STV

BERS

BRE I TV

BERALOEE

14. BRLDOIE

14.1 EFRHEDEE
PTP G2 DEHAFNL PTP > — b2 bWV L CIRATA L H5HETHZ &, PTP > — FOREAKIC LD,
BVSLA T N IER AT A L., FIIXZILE B Z L CHBIRR SO EELSIHELHRT 2 &n
»H D,

(fiEw)

IR EHEE S LR L7,




VI. &2 (FERLEOIEE) CBY 51EH

AFE PTP(Press Through Package) @I DftkE & 72 > TW B O T, HEEHEEE 240 5- (LK 8 4 3 A 27 BFH K
OV 304 (AR 8 4F 4 H 18 ) TPTP RREKXRIZ DWW T IZTEWVERE LTz,

PTP o — FOFRERIC LV | BEWELA A BB~ L, BIIXFEAE2 B2 L THIRAREOREERE
OHEZ PR T D ZENH D DT, HABAHZIX, PTP > — 0B H L TIRAT S X 9 BE~fE+
5k,

12. ZOHDIEE
(1) EERRERIZED CIEHR
BRE I TV

(2) FEBGREABRICEDC1ER
FEEN TR



IX.

JEERFRERBRICRE Y 51EH

1. REHR
(1) ZEhFEHER

VI, EhEIBICBET HIEH| OHESM

(2) REMEREHR

1)

2)

PR R RICRIFTEHE

UF 7T RIIMEEE» S OWRIRMES D TELS . MEERN CTEEASTF 7 2 JBL-VUIE T
fESNAHXTF RT, THRHRREZ GO ~DOBRENEEINRNZE, ZNETCICEmMLEZY T
saF RO~TA Ty NI H =7 A4 P IZET 580 UTEIRN G EHERBOWT Ik N Th,
RIS R~ D 2RI T D ZAVITERD DI o T2 Z L PARAR R % 2 M K PR R
IIAREE LT L, SEBhE Lo T,

DIMERRUFRRICRIFZTEE

@ hERG F ¥ R JLIZ* 3 B4R (in vitro) ™

UF 27 maF RO hERG F X XNV E2NT 50U U LEF(hERG Bt KIE T HEIZ OV T hERG F ¥ 1
w%%ﬁéﬁthmnm@%%wf@dbto)Tﬂm%bimm IR L%, ERP TER
2310 KON 100umol/L O FE AR L 7=, HEK293 FlFRIZHEFIR & 12 43 [H] & TR Xt/ & % @D hERG
BIRDEACZ /Ny F 7 T 2 TEITTHRIE LT, BRI S LT HB-PS Z [AERICALE LTz, ZDRER, Y
F 7 v F KO 10 O 100umol/L 1Z31F % hERG T O HIHIFRITZ NI 3.7% K N 0.9% T, BT
BEOIHF0.7%) & DRNZITFEFH A B EZITRD LN N> 72(P>0.05), Li=n->T, VFr7uT
MimeWLifmmG@M®m%¢mi&w&%%éhko

@ FEAXTBITHLMERRVFRRICTT SR

UF 27 aF Ra PBSIZIME L. 02, 1 MO8 Smg/kg OG- CTHMEMES 2 B0 FRELE LT- B — 7 LRI
W 7 A CHRIER RN FRfc i 5-(15 o) L. DI R R OGRS RIF T B R Lz, £70, &5
Al & Smg/kg DG TER, &G T 15, 30, 60 LU0 432 Z1TV, FFE GLP FiZdW\ il
%%%E%ﬂﬁbko%@%%\wfﬂ@%%ﬁﬁmf%\mE\DMﬁ\E®$WE®%kﬁ%Lﬁ
D K VLR /X7 A — & (PR, RR, QRS, QT & T QTc Mf@)Z# 51T K4 5 & b 5 iLiR
bf)%ﬂfiiﬂotoit WO HEI U‘T% R RN T A —F(B— 7 WKt E, B — 7@1{%%

— AR R, SRR R N ORI B IIER D B v o T2, 72385, Smg/kg DEEAK TEAZITH T
Mg U ﬂ‘? 7 YRS I3 ME 30.8ug/mL ., 24.3,ug/mL Thot, LB - T, VU F 7 eF Nk Smgkg
F T R O RIS D AE I A &l S T,

(3) DD EEHER

1)

2)

3)

Sy MiTR/NGEEREE TSN T 5ER Y

7 v Mz BT D% /NG ﬁﬂ%%%ﬁ?w%%wf@u&%bt&ﬁﬁiwm%W@%ﬁ%%

B, V27 aF Ro/MMEEEaett BEEH 2 et Lz, BAIE K QUG OB 22 ilic K 0 51 & 2
SN D/NEEREEIK TS LT, U7 8T Fid 10ugkeg(B 0% 5) THERGERE R LT,

Sy b EXA FERDBRZEETICHT 2R

T v MIBIT D E/LE RXHBR/NGEHEGEEK TET VA2 HWT, B&OEE U7IiErE R KO /Mg N Bk

RIS, U7 v T Ro/NMNEGEEREICGEIEH Z et L7z, B/ RQ.5mg/kg) & BENE G325 Z LI
;D%%t SN D/NBEEREIK TSR LT, V7 o Nid 25ugkeg(fR O&5) L EO HERETHE
WwENREZ R LT,

Sy MEEHIRS A IR T SR

E%&U% IR A b L A(PRS)F R AR ELE B TTHET T VT v M2 HWT, U T 7 v F ROES
WK DERZREI L7z, V27 a5 K03, 1, 3 X 10ugkg, &&OEG)NIIEA N L AAGRREORE

M RE S E ME X Y PRS AMTIZ L 0 HEK U7 iR IBSE B E O WISk L THO A BREEL TS 72

Motz



X. EERIREERICEI9 S1RH

(2)

2. SHHR
(1) BEE5EERR?
BFE R . Ph& B/ T)
CPER - n/BE] R (mg/kg)
7[ 1&/& t;/ :S?g;e'DaWIey @0 0. 0.5. 2.5, 5 | i 560 smekg £ THEAR L
T e esDaney B 5 0. 05, 25, 5 | FiSEERD Smgke £ THEA L
TN =7 A P wn 05 15 3 5 1.5mg/kg LA o & CEMROZB(®E
[ < % 1] = T T T R, KB, I, RO T
V= F L
[ BRI 0.5 25, 5. 15 | Smeke B EO TR RO LA
REHZRSEHERE Y
BFE R B HARE P& EE/AS )
LR n/BE] 5/ (mg/kg/ F) [ Jme 2
<~ 17 Z/CD-1
o 0. 20, 100, | 100mg/kg/H LL ED#ERETHL
0. 200mg/kg/H ; Mkt - 520 |
2(E IOOmZ/ig/gBH' m&g& %ﬁo] 13 8 200 [HERE < 20mg/kg/ H ]
¥ 2/CD. 100mg/kg/ H FEDFE GAHIHNTFE L3803 L7
[0, 100/80mgrke/ A ; i : 426 1 0. 5. 20, |72, &5 6 HbihEZ 80mgkg/ HIZ
s ‘20m e/ - W?E . %'16] 26 100/80 iR LTz, T Ok, EffplaE o, BERL
s SUMERETE ' [HEHE - 20mg/kg/ H ]
Z v b /Sprague-Dawley | 0. 1.5 20 WL
e - 45 15) 2 M T [t : 20mg/kg/ A ]
Z v b/Sprague-Dawley , -
[0, 100mgkg/H ; MERE : 45 16 ﬁ:[‘]ﬂf"ﬁ 0. 10, 50, 100 EE;M;LmO e/F]
10, 50mg/kg/F ; MERE : % 10] I P TUMEE
PN B M 0D 25 AV (A TR
B =4 @ 2T OE G CHEMER OB X
CHERE < % 5] i 0, 0.5, 2.5, 5 | [F/AKEEMH)
' [HfERE - Smg/kg/H ]
TN =0 A P @n T OG- TREPMER O Z AL (IR AE
[0. 50mg/kg/H ; MERE : % 7 12 B 0. 5. 10, 50 | (F/kkEGH)
5. 10mgke/H ; el « % 4] = [HEHE - SOmg/ke/ H ]
AT OBGHECHEMR O b KERE) 2
HoT-M, HREIZL YV [EIE, 10mg/ke/ H#E
DO 1 BB T 5S0mg/kg/ HEEDME 1 Fl1ZAKER
. T FIE) O gl N HET T D ik
1% = v
*’E(’) /mey/:/Z’. i m e | Y s w5 | CEEBERIEL R0 b T6
s OUMEREIT > TRAE - 39 i ] R RON106 B TH#IR, Bt s

5. 10mg/kg/H ; MERE « % 4]

TiX. BB, KB LONERG O R O
J& R DZENE - $EFE D 2 ORI O H i -
PFAEMEZAL N FRD BTz,

[SEHE : Smg/kg/ A ]




X. EERIREERICEI9 S1RH

()

(4)

()

BinsHHRER
IS s e BRI .
P55 IR L PR
TR 2R g 3
i%%%7xa in vitro BT i e R R DA
Yo (R 5L 5B 8
E R oRREL Y SR in vitro 3~ Yo e (R BB TR DL o 72,
1000pg/mL
MNARMEEER
W FE/ RS R S = .
[HE - nRE] 12 5 i o
7 A SRR 59
"Eizzg,mw_%im #0 0. 06. 2. | BASHEERD bt
’ ' i SN AR MR z
06. 2. 6mghg/Hl  HEHE - % 70] 104 3] 6mg/kg/ H [FEF s AU« HERE & 1T 6mg/kg/ A ]
Z v b . -
s 0, 03, 1, BASFPEIEERD B o T2,
[Omg/kg/ A ; MERE : 4 140 . - B
03. 1. 35mgkg/ N : Mk - %70] 104 A 3.5mg/kg/ H FEFED A MERE S $1 3.5mg/kg/ A ]
EEHRESHAR Y
BFE R SRR S & jLE S
CHER : n/BE] #5410 (mg/kg/ F) [ Je 2
Z R Re M OGS IR £ COMMANRTE AT 3 5 3kl
g
7 v b /Sprague-Dawley kfﬁa/x%i; 29 H~ 0. 10. 50. 100 BRI
AP~ . 10, 50, . .
: ] NYTHAR :
LRt - 4% 22] i - ARG 14 F ~ [HERESR B 2 OIHIRTE 4 © 100mg/kg/ A ]
RRe~EHE 7 A4
IR - JRIRRS AR I %9 DR B9 2 3Bk
40mg/kg/ A UL L TREMIOFE LT3 54 LT
7= 8. 40mgkg BEIZIZEZ BN L.
100mg/kg BE O H ®IZEEIR 6~11 HIC
¥ 7 A/CD- %0 :xgzgﬁi%mﬁfWWWQ®ﬁﬁ
=\ . E B AJL =\ N
amk-&(é}f) ) 8\ S/k /1;0/.4;);g/kg/ YLIR 615 0.5, 40, 10040 | o' e o g s st 112 40melke)
Py TUMEREH HRECIERBR B R BLR ORI 23380 B 1
710 HEE B ORBRIT, EITERAKREONR
IZBEWTERD LT,
[!E@J%&U\HI G WA Smg/kg/H ]
7 v b /Sprague-Dawley | 0. 10. 50. 100 B L
[HEGTIR) : % 22] 4% 6~17 H T [FF8h# B OE - G E584E © 100mg/kg/ F ]
BEW . 2 ToRGRETHEEROZ{LOK
7 % X /New Zealand White o 0.5 10 40 FRAT SLITHRAE)
[MEGTAR) « 45 22] IR 7~19 H oo M- BRIRFEAE - B L
[REE) L OWE - R %A 40mg/kg/ H ]
HZERT R OV AE T O 343 NS BHR OB REIZ B3 2 38R
S o1 i L
7 h/Sprague-Dawley rEH 0. 10, 50, 100 | [FFBI % O H R i B OV AR D F6 A

[HEGEAR) - 45 24]

IHR6~MFE% 21 H

100mg/kg/ H ]




X. EERIREERICEI9 S1RH

(6)

(N

BF R ER

CNEE R L

ZDDFHEN
EULY/ e e B 5RR% o .,
LR : /B 53 B R

YA w7
7 B D~ A% S0ug/kg/ BLA L, 14 Bifn
D~ 7 AIX 100ugkg/ H .21 BED~ w7 A%

~ 7 A/CD-1 . 600ug/kg/ H D MH T, FIEG1% 24 R

(7. 14, 21 Hi#w) ?;ﬁ i;é&iga LIPRICHEL LT,

CHERE < % 8] " » 600ughke/ B ey 01 Bl R okt B 5 B
OB DR KINE : ZhEh 10, 50 KO
100ug/kg/H ]
10ug/kg/ A BECIEPIEI T 2 [E1H 51412 1

~ 7 A/CD-1 % o 1 3 2 5], ME3 B8 B i 9 BHm)ASFET, 3 (A

(7 B ) . o Be G LIREIZ 1T B L,

9 JH ] 10ug/kg/ H . . “ret FIE 4

[itfERE - % 20] [7 B~ 7 21233 % 9 B &G O
VR 3ug/ke/A ]
0.45%31b7 b U o AOKEEIRO R Fi5-1C
L DKW EAT T2 L 2 A, FEKRIMRE
BECITI 545 3 BRI & KBRME ik IR fiz,

~ 7 A/CD-1 % WIFENH LI, BE# 5~24 KeEITKI

(7 H ] 0. 20ughkg/ B | BB OEHIEL B D O TR S iz

[t - 45 10] D3, AROFAREE TR, AR IRBlE s
HLOD, BEINAEGF L, LEER-T, %)
FE~ U AOKILEE O FRERIC X
HEEOMNKIZESTAELEEEZ BN,

~ 7 2/CD-1 . WTNOHZEICB W T HEYB G OFEIT

. &N 100, 500, _ . b S

(4 JE ) 7 A 1000g/kg/ F R HAVT, 1000ug/kg F TO IR R

[HfERE - 4 9~10] Shi,

7 ¥ /NZW . 10mg/kg UL LD A B TERBOK AL,

(14 A i) ﬁ; Elm4m®@/«mygfm%nmmzf%%mm%@%

[t - 45 1] WIHIE DSER D DTz,

7 P XF/NZW @ 06. 2. 10. umyguﬁgﬁifé%iwﬁ%mﬁﬁ

(14 H#m) 5 H 40mg/kg/ DL NHE DR B v, B OPRIEN H

[MfEage - 4% 3~5]

iz,




X. EEMERICETSEE

1.

BHX5
il Al U2 AEE0.25mg

WG EER N (EE —EMEON T EIZ IV EHT 2 L)
FEpsy : Vo7 aF R

LR

AR
BRI - 3 4F

AERETORITE
HPiE - SIRARAT

BRFEWVEDIE

20. L EDEE
ARAE 7 v A TERFEZ 130> TV DO T, IRMERNCEEAZ R H3Z & & L, BEellEkng,

BHDHWVTRIRBRIZE L TORMEIILRN &,

V. 6. REIDBEEUHTICETAREM OHESH

BERITEM

BEREELTAR 2L

<TFvoLkYy :HY

Z DAt B 1A T E A

M TY B RBEER IR SN D BE S A
V=7 T U BREZXIRH SN BE S A~
( TXI.2. ZDitDBHEE R DOEZ)

B—R5 - R

[Al—pk o3 : 72 L

[ zh 3 7B=REE 12mg, 7F /e UNHIK0.75%. 7F Y w8 25mg, BBt~ 71T A
TIT 4= hTenN 12ug/ T 7 4 —Fh 7N 2ug, 7 —7 4 A$E Smg, E B a—LEE
WHAILD, /£t a— /i AWNHAIHD, 77/ ANF&EOE U —45a 12g

EfRELEEAA
2012 4= 8 H 30 H(CK[H)

HERFREFABRVRRES. EMBENBEAB. RFEMBEAR

JEHE BUEIRTEAGRAEH KBRS AR ENGRAE ] B | IRGeBIMREEH A

BUOENR e — A E

BRI D /N 202043 H 4 H

BGEIRTE — R
BIRE X3 R
1B A FEE (R L O RS
KB Rz [ <) DB

22800AMX00726 20172 H 15 A 201743 H 22 A
2018 /8 H 21 A




X. EEMBIEICEHT HIEE
9. DEERIIHREM,. AEZRUVAEZEEENEOFEABRVUTORE
201848 H 21 H
Il EEIL SV
12 PEAEFRE (RRE R RIS K DR A R <)
10. BEEERE. BIEBRELAREABRUETOAR
PR RARFEHAH 2026 4F-6 H 24 H
N« IR, EREIEONE., AN OV &M O B9 DRSS 14 5555 2 THES 3 S OKRE
BEEONT T HEEY L,
1. BEEHMN
AR B O I RE R © 2016 45 12 H 19 H~2024 4= 12 A 18 H@ F)(#& 1)
M PEERMEERE PR BIZ X DR A BR<) - 2018 42 8 A 21 H~2024 4F 12 A 18 HFEARHIM)FET)
12, #BRUFEFIRICEAT 5158
ARFNT, FEFHEHLR K OSSP IR QN LY 2L & RSB R LN E o % #arR FIES (AL 18 R84
FE LSRG 107 B)D—¥B & e L7 Rk 20 4FE A 50848 5 R 5 97 B (CERE 20 4 3 A 19 Ao THe3E
HARNC BRI O TWAERM ) 1Y LR,
13. EEa—F
" JEAE B ALY | ERIER S 2 — R . Lt 7 N AL
WR7E44 IR 5 o — ¥ 2— ) HOT(9 #1)& = N I
VP REE
2399017F1020 2399017F1020 125328301 622532801
0.25mg
14, REEBFLEDOIERE

67 SR 0 SRAM AT FE 1) D — ¥ ISR I 2 DUV T CERE 30 4E 11 A 27 BN IRESE 1127 552 5)
PP

4 BEfREAE O — U IEIZ DWW T
(1) TEEZES EREARTEE EORRE - WREOETI L) BEFHO - HMBEHEIZOWT) (FAL 30 48 A
21 HAHTRESE 0821 #5 1 F)DFLD 1 2RO X Hi2tkd 5,

1 ZhEE « DS D AT AAGBICHE O B EFHIZ SN T

U B AHE 0.25mg

A HUH D BT HIHE FRIT & 2 8 R & [ < 1B MEEAME ~ D I 7= - Tk, L ERNERRIE(L E 7 1 2 R
VEIF mo ey hAKFIELA], ~ 7 1 2 —)L 4000 FLARIFI K ONT 7Y n— 2 BEIEZ R, )T
BEARTDRGEIHERT &,




1. SIRAXE
1) Longstreth, G.F. et al. : Gastroenterology 2006 ; 130(5) : 1480-1491 (PMID : 16678561)[R-04561]

2)
3)
4)
5)
6)
7)
8)
9)
10)
11)

Gralnek, I.M. et al. : Gastroenterology 2000 ; 119(3) : 654-660 (PMID : 10982758)[R-04570]

Kaji, M. et al. : J. Gastroenterol. Hepatol. 2010 ; 25(6) : 1151-1156 (PMID : 20594232)[R-06222]

Lovell, R.M. et al. : Clin. Gastroenterol. Hepatol. 2012 ; 10(7) : 712-721 (PMID : 22426087)[R-07341]

Kanazawa, M. et al. : Dig. Dis. Sci. 2004 ; 49(6) : 1046-1053 (PMID : 15309899)[R-07342]

Kubo, M. et al. : Neurogastroenterol. Motil. 2011 ; 23(3) : 249-254 (PMID : 21122032)[R-07343]

Miwa, H. : Patient Prefer Adherence 2008 ; 2 : 143-147 (PMID : 19920955)

KROGRFM 1. (RKEORBOBE LR EFREE 6. HHAMEHEM B ARNEEESHMEE 2013 ; 102 : 83-89
JEAEGHBAE - SRS E RS EMEF A O 2014

ATH M I1BEOKRR. BIREDOTZODOEBMEEHS~ XY A v NOMEM EIEY ¥ —F /1 2015 ; 108-120
HETE - R SEMIR L 0 JEARHRIE  SEER E O @ VM AIREENS & 12 2 BRIRED =D DB MIEHR~ R A v hOX
IR EERY ¢ —F L 2015 @ 130-140

B MFF M - Medicina 2016 ; 53 : 1374-1377

AL 72 - WREMEM LB R BRBIR T A R T A 22014 —BBEGAEERE(IBS) FEYLE: 2014

PR E R A - T AR S RBR(Q0164E12 H 19 H &R CTD2.7.6.2)(DIR160072)

CBEEEAA - B T AR & 53 BR(Q20164F12 A 19 H 7KF8 CTD2.7.6.3)(DIR160073)

CEFERR N - VBN T AR EIRY 53R (20164F 12 H 19 H 7K 32 CTD2.7.6.4)(DIR160074)

CEFERR N - VEANVE T ARICE R 53 BR(20164F 12 H 19 H 732 CTD2.7.6.5)(DIR160075)

RN - VAN O A ER (20164512 A 19 H&GR CTD2.7.6.1)(DIR160076)

: AHEAALEBEENAE B R - WSS ARFER(20164512 7 19 H &RR CTD2.7.6.8)(DIR160077)

, V. et al. : Gastroenterology 2007 ; 133(3) : 761-768 (PMID : 17854590)(LNZ-00022)

AHFA R M IS E R R+ 5 T AHZBR(20164E12 H 19 H 7kER CTD2.7.6.6)(DIR160078)

AT AL BOE IR R - MBS R ITARERBR(20164F12 A 19 H &GE CTD2.7.6.10)(DIR160079)

AR ELE EOE R R - VSN R TAHERBR (2016412 A 19 H 7KF2 CTD2.7.6.11)(DIR160080)

BV RE R - 4 T AERBR(20184E8 H 21 H 7K 32)(DIR170079)

CABPEERGE R - AIVRETMIE H (2018458 H 21 H #&#)(DIR180007)

CAEARLE IR E R R - EIARRR(20164£12 19 H & # CTD2.7.6.7)(DIR160071)

N s AHFARE M A E R R+ EIVREEGIE B (20164E12 A 19 H7KF CTD2.7.3.3.2.2)(DIR160132)
PR CEMEEERE A - B IAHRER(2018428 H 21 H /&8 CTD2.7.6.2)(DIR170080)

U o REE025mg FRER MG Q026624 H) 2 MERGTHAESE O, 4L MER OS5 H 5tk
(https://www.pmda.go jp/drugs_reexam/2026/P20260619001/800126000_22800AMX00726_A100_1.pdf)

Layer, P. et al. : Aliment. Pharmacol. Ther. 2014 ; 39(4) : 371-384 (PMID : 24433216)(LNZ-00006)

HNHRAEE b FGC-CZAMBIFAM: - SKFEH (2016412 H 19 A &8 CTD2.6.2.2.1.1~CTD2.6.2.2.1.2)(DIR160081)
HNEREE: 7> b« v U AGC-CAMRBFME - FEHAEM (201642127 19 HKFR CTD2.6.2.2.1.3~CTD2.6.2.2.1.5)
(DIR160082)

HNREE . b FGC-CZ AR - WELEMA (20164512 4 19 H 7&#8 CTD2.6.2.2.3.1)(DIR160083)

B
> o
sl
R R4

B
iy
HH
wd

B
oF
£
ofF ofF ofF of of
OH T O o

B
iy
e
_d

Andreso
FLN R
A
A
A
P
TP

=

ofF oF of ofF of of ofF Of
o T I o me o o o

N : cGMPIE JE H3 I01E H (in vitro)(20164£12 H 19 H 732 CTD2.6.2.1)(DIR200072)
A D U ANE W - SEFRVE(20164E12 4 19 A 7&GE CTD2.6.2.2.4.1)(DIR160084)
P C Ty MIBE W - SEFRVEM (20164512 A 19 H 7GR CTD2.6.2.2.4.2)(DIR160085)
AN L~ ARBE R DERE - SRHELVE (2016412 A 19 H &R CTD2.6.2.2.5.1)(DIR160086)
TP © Ty MIBEDERE + SRELEM (2016412 H 19 A &GE CTD2.6.2.2.5.2)(DIR160087)

FEPIER
R
FEPIER

© Ty FRBEE S« FEEER (2016412 H 19 H &8 CTD2.6.2.2.6.1)(DIR160088)

: 7w bR L RAERE KRG RIRE - EPREA (20164212 4 19 H 7&FR CTD2.6.2.2.6.2)(DIR160089)

o A N VAR AR R BE 3 S SeEEH (2016412 H 19 H A&GECTD2.6.2.1)(DIR200072)

N DTy b RIBRFER GRS - EHEEM Q01642128 19 HKFR CTD2.6.2.2.6.4)(DIR160090)

FEPY DTy MR A N L AARTET VK OTNBS FR KGR ET VBT 5 KGR ERESEER
(20164F12 A 19 H /K38 CTD2.6.2.2.6.3)(DIR200073)

oy OF OF OF oF oF OF OfF oOfF Of
O T T T T O O of o o


https://www.pmda.go.jp/drugs_reexam/2026/P20260619001/800126000_22800AMX00726_A100_1.pdf

X 1. 3k

R
FEPIHR
FEPIER
R
FEPIER
FEPIER
R
FEPIER
FEPIER
PR
FEPIHR
FEPIER
R
FEPIER
FEPIER

D U A KRIGR TR R B - EFEHQ0164E12 H 19 H &R CTD2.6.2.2.6.5)(DIR160091)
R A IC IS T B S ENRE(20164E12 A 19 H7&GE CTD2.7.2.2.2.1)(DIR200074)

C BE IR 5 Y EE(20164E12 7 19 H &RE CTD2.7.2.2.2.2)(DIR200076)

BV RE B - WSS ITAEFRER (201848 H 21 H 7&38)(DIR 180038)

BRI R - RS R AR B (201848 A 21 H 7#&#3)(DIR 180039)

 VESMVES AR [MCP-103-303, LIN-MD-01] (2317 % i i i FE (2018458 H 21 H A& #2)(DIR200077)
c b MME R 2 m Y — A e - SERENEEQ0164E 12 H 19 HKEE CTD2.7.2.2.1.3)(DIR160092)

© b FATERCYPFHZE - SKeEIHE(0164E12 A 19 H /& ZE CTD2.6.4.5.2.3)(DIR160093)

© b MNBCYPREE - S E)AE(20164E12 H 19 A /&8 CTD2.6.4.5.2.2)(DIR160094)

: b MITFIRCYPFEE - SE4EhAE(20164512 H 19 H7&FR CTD2.6.4.5.2.1)(DIR160095)

© b hP-gpHVET - [HEE - SEYEIAE(20164E12 19 H &S CTD2.7.2.2.1.4)(DIR160096)

bR T UAR—Z —[HE - EEHE(0164E12 H 19 A &GS CTD2.7.2.2.1.5)(DIR160097)

D AHRFRN R O O B 5 M P g - 3R EhRE(20164F12 A 19 H7&#E CTD2.6.4.3.1.1)(DIR160098)
: 7w NHEFIRN RO OB G-HR EE - 3R EIRE(20164712 A 19 H 7k#8 CTD2.6.4.3.1.2.1)(DIR160099)
YOV HLRIE RN J OV 1 B - A HP R - SEAThRE(20164F12 A 19 H %38 CTD2.6.4.3.1.3)(DIR160100)
PN s ERRL IS AE R RE - MRS S ITARFRER(20164F12 7 19 H KRR CTD2.7.6.12)(DIR160124)
FNEEE v U AKEROBSMN, & ORI IR - KB RE(20164F12 A 19 H &RE CTD2.6.4.4.1)
(DIR160101)

P45 E : CLINICAL STUDY REPORT : An Open-Label, Multiple-Dose, Milk-Only Lactation Study in Lactating Women:
Receiving Linaclotide Therapeutically (LIN-PK-01)(DIR210141)

HREEE - B ASMEESELEN - EWEIEEQ0164£12)] 19 H &Z CTD2.6.4.5.1.1) (DIR160105)

NS E . v U R ENE - Y EIBE(20164E12 H 19 H7& 3R CTD2.6.4.5.1.4)(DIR160102)

HRHEE . 5y MNBEZEN - FEYWENEEQ0164E12H 19 H7&Z2 CTD2.6.4.5.1.5)(DIR160103)

HRHEE . v MR ZEN - FEYEIEEQ0164E12H 19 H7KZ2 CTD2.7.2.2.1.2)(DIR160104)

A 2 Ty MBIRT A — V2 ENE - EEIEE(20164E£12 A 19 H %GR CTD2.6.4.5.1.3)(DIR160106)

TP 2 7y MBIRAHYIEE - EYERBQO0164E12H 19 H KR CTD2.6.4.5.1.7)(DIR160107)

P D TR PR S - SR ENRE(20164E12 A 19 A 78 CTD2.7.2.3.1.2)(DIR160108)

PN CAREM B ER - SRBLEM (2016412 19 A7KGEE CTD2.6.2.3.1)(DIR160109)

FEPN R DTy b HERR OG- R - SR EIRE(20164E12 5 19 H KFR CTD2.6.4.6.1.1)(DIR160110)
ARG E BRI T > NEEIFIRN R G-I ENE K OPEE - S EIRB(20164E12 5 19 H &G CTD2.6.4.6.1.2)
(DIR160111)

FERNEEE T R ATERAENERBRQ0164E12 A 19 H &GS CTD2.6.6.6, CTD2.6.7.12~CTD2.6.7.14)(DIR160112)
Cohen, M.B. et al. : Gastroenterology 1988 ; 94(2) : 367-373 (PMID : 2891585)[R-07344]

HRHEE w7 R - GFEEMRRQOI64E12 A 19 H/&FR CTD2.6.6.6.6, CTD2.6.7.15)(DIR160113)

U B A$E0.25 mg PR S EEMIE R BIAUELS-1, 15-2, 15-3
(https://www.pmda.go.jp/drugs_reexam/2026/P20260619001/index.html )

FEPNER A - PR R I RE TR (2016412 7 19 A 7K CTD 2.6.2.4.1.1)(DIR200075)

R E  hERGF v R /L« 2SI (20164E12 A 19 A 4R CTD2.6.2.4.1.2.1)(DIR160117)

P R A SOOI R R ORI % - 224 ESKEE (2016412 A 19 A &GS CTD2.6.2.4.1.2.2)(DIR160118)
N © 7w Mt IGEZE - EHEIEF (20164512 19 H AR CTD2.6.2.3.3)(DIR160114)

P 2Ty MAEA A RFER/NMBIREREIS T - JKEIEMA(Q0164E12H 19 H &R CTD2.6.2.3.4)(DIR160115)
TP 2 T v MEBREER M - FREIEF (2016412 H 19 H 7&F8 CTD2.6.2.3.5)(DIR160116)

PN : BAAHE 5.0 - TEME(20164E12 H 19 H &8 CTD2.6.6.2(DIR160119)

A L AR G- - FEME(0164E12H 19 A /&8 CTD2.6.6.3)(DIR160120)

N - in vitrol{E E MR - FMEQ016/E12 8 19 H&ER CTD2.6.6.4)(DIR160121)

PN s NASRERRER - FEPE(Q0164E12 7 19 H7KF8 CTD2.6.6.5)(DIR160122)

ofF oF of ofF ofF of ofF of of ofF of of ofF ofF oR oOfF Of
i v O v O R R

F OF OF Of Of OF O
WoDH ¢ TH OM I O

OF of oF ofF of oOF OfF ORF O
Of o o o o o oW o o


https://www.pmda.go.jp/drugs_reexam/2026/P20260619001/index.html

X 1. 3k

2. TOMOBE IR
BRI L



XI. &8

1.

TLENETORTRR

U7 aTF RiE, KE, EU % ECTREICKRZ 21T T 5 (2026 4F 7 H BLE),

AARIZEBIT 2NEEXIT R N ER OHEIIL TO LB TH Y | HMETORGIRIL L 132722,
4. SHEEX XN R

OFEMI BRI

ORMEME (FREMERBIZLIBMERRC)

6. i ERUVHA=E

WH, RAICIZY 7 eF RELTO0SmgZ 1 B 1[E, BRNCREAKRSEST S,

7B, JERICE Y 025mg (ZHET D,

KEIZEH 1T HEBIRR

S KIE
Stt4 AbbVie, Inc.

Ironwood Pharmaceuticals, Inc.
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HIE - ks | Capsules : 72mcg, 145mcg, 290mcg
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LINZESS capsules
https://www.rxabbvie.com/pdf/linzess_pi.pdf (2026 47 H 21 H7T 7 & X)
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g Constella 290 micrograms hard capsules
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Constella 290 micrograms hard capsules
https://www.ema.europa.eu/en/documents/product-information/constella-epar-product-information_en.pdf
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8.1 Pregnancy

Risk Summary

Linaclotide and its active metabolite are negligibly absorbed systemically following oral administration,
and maternal use is not expected to result in fetal exposure to the drug. The available data on LINZESS
use in pregnant women are not sufficient to inform any drug-associated risk for major birth defects and

miscarriage. In animal developmental studies, no effects on embryo-fetal development were observed with
oral administration of linaclotide in rats and rabbits during organogenesis at doses much higher than the
maximum recommended human dosage. Severe maternal toxicity associated with effects on fetal
morphology were observed in mice (see Data).

The estimated background risk of major birth defects and miscarriage for the indicated population is
unknown. All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the
United States general population, the estimated background risk of major birth defects and miscarriage in
clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

Data

KE DR SGE | Animal Data

(2026 4= 5 1) The potential for linaclotide to cause harm to embryo-fetal development was studied in rats, rabbits and
mice. In pregnant mice, oral dose levels of at least 40,000 mcg/kg/day given during organogenesis
produced severe maternal toxicity including death, reduction of gravid uterine and fetal weights, and
effects on fetal morphology. Oral doses of 5,000 mcg/kg/day did not produce maternal toxicity or any
adverse effects on embryo-fetal development in mice. Oral administration of up to 100,000 mcg/kg/day in
rats and 40,000 mcg/kg/day in rabbits during organogenesis produced no maternal toxicity and no effects
on embryo-fetal development. Additionally, oral administration of up to 100,000 mcg/kg/day in rats during
organogenesis through lactation produced no developmental abnormalities or effects on growth, learning
and memory, or fertility in the offspring through maturation.

The maximum recommended human dose is approximately 5 mcg/kg/day, based on a 60-kg body weight.
Limited systemic exposure to linaclotide was achieved in animals during organogenesis (AUC = 40, 640,
and 25 ngehr/mL in rats, rabbits, and mice, respectively, at the highest dose levels). Linaclotide and its
active metabolite are not measurable in human plasma following administration of the recommended
clinical dosages. Therefore, animal and human doses should not be compared directly for evaluating
relative exposure.
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8.2 Lactation

Risk Summary

Linaclotide and its active metabolite were not detected in the milk of lactating women (see Data). In adults,
concentrations of linaclotide and its active metabolite were below the limit of quantitation in plasma
following multiple doses of LINZESS. Maternal use of LINZESS is not expected to result in exposure to
linaclotide or its active metabolite in breastfed infants. There is no information on the effects of linaclotide
or its active metabolite on milk production. The developmental and health benefits of breastfeeding should
be considered along with the mother’s clinical need for LINZESS and any potential adverse effects on the
breastfed infant from LINZESS or from the underlying maternal condition.

Data

Following oral administration of 72 mcg, 145 mcg, or 290 mcg of LINZESS once daily for 3 days to
breastfeeding mothers taking linaclotide therapeutically, the concentrations of linaclotide and its
metabolite were below the limits of quantitation (<0.25 ng/mL and <1 ng/mL, respectively) in all breast
milk samples collected over 24 hours.

EU O CE
(2026 4F 6 J)

4.6 Fertility, pregnancy and lactation

Pregnancy

There is limited amount of data from the use of linaclotide in pregnant women. Animal studies do not
indicate direct or indirect harmful effects with respect to reproductive toxicity. As a precautionary measure,
it is preferable to avoid the use of Constella during pregnancy.

Breast-feeding
Constella is minimally absorbed following oral administration. In a milk-only lactation study in seven

lactating women, who were already taking linaclotide therapeutically, neither linaclotide nor its active
metabolite were detected in the milk. Therefore, breastfeeding is not expected to result in exposure of the
infant to linaclotide and Constella can be used during breast-feeding.

The effect of linaclotide or its metabolite on milk production in lactating women have not been studied.

Fertility
Animal studies indicate that there is no effect on male or female fertility.

Hih k!

A=A FZ VT DI

(Australian categorisation system for prescribing medicines in pregnancy)

B3(2026 47 A)

2 SR O
F—A N7 U7 O43¥A : (Australian categorisation system for prescribing medicines in pregnancy)

B3 : Drugs which have been taken by only a limited number of pregnant women and women of childbearing age,
without an increase in the frequency of malformation or other direct or indirect harmful effects on the human
fetus having been observed.
Studies in animals have shown evidence of an increased occurrence of fetal damage, the significance of which
is considered uncertain in humans.
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WARNING: RISK OF SERIOUS DEHYDRATION IN PEDIATRIC PATIENTS LESS THAN 2
YEARS OF AGE
- LINZESS is contraindicated in patients less than 2 years of age; in neonatal mice, linaclotide
caused deaths due to dehydration.

8.4 Pediatric Use

LINZESS is contraindicated in patients less than 2 years of age due to the risk of serious dehydration. In
nonclinical studies, deaths occurred within 24 hours in neonatal mice (human age equivalent of
approximately 0 to 28 days) following oral administration of linaclotide which increased fluid secretion as
a consequence of age-dependent elevated GC-C agonism resulting in rapid and severe dehydration (see
Juvenile Animal Toxicity Data).

In a clinical GC-C ontogeny study in children 6 months to less than 18 years of age (N=99) to measure
GC-C mRNA expression levels in duodenal and colonic samples to evaluate the risk of diarrhea and severe
dehydration due to GC-C agonism, there was insufficient data on GC-C intestinal expression to assess the
risk of developing diarrhea and its potentially serious consequences in children less than 2 years of age.

Irritable Bowel Syndrome with Constipation (IBS-C)
The safety and effectiveness of LINZESS for the treatment of IBS-C have been established in pediatric
patients 7 years of age and older. Use of LINZESS for this indication is supported by evidence from

adequate and well-controlled studies in adults and pediatric patients 7 to 17 years of age.

The safety of LINZESS in adult and pediatric patients in these clinical studies was similar. The safety and
effectiveness of LINZESS for the treatment of IBS-C have not been established in pediatric patients less
than 7 years of age.

Functional Constipation (FC)

The safety and effectiveness of LINZESS for the treatment of FC have been established in pediatric patients
2 years of age and older. Use of LINZESS for this indication is supported by evidence from adequate and
well-controlled studies in adults and pediatric patients 2 to 17 years of age. The safety of LINZESS in adult
and pediatric patients in these clinical studies was similar.

The safety and effectiveness of LINZESS for the treatment of FC have not been established in pediatric
patients less than 2 years of age.

Juvenile Animal Toxicity Data
In toxicology studies in neonatal mice, oral administration of linaclotide at 10 mcg/kg/day caused deaths

on post-natal day 7 (human age equivalent of approximately 0 to 28 days). These deaths were due to rapid
and severe dehydration produced by significant fluid shifts into the intestinal lumen resulting from GC-C
agonism in neonatal mice.

Tolerability to linaclotide increases with age in juvenile mice. In 2-week-old mice, linaclotide was well
tolerated at a dose of 50 mcg/kg/day, but deaths occurred after a single oral dose of 100 mcg/kg. In 3-
week-old mice, linaclotide was well tolerated at 100 mcg/kg/day, but deaths occurred after a single oral
dose of 600 mcg/kg.

EU O CE
(2026 4F 6 J)

4.2 Posology and method of administration

Paediatric population

The safety and efficacy of Constella in children less than 18 years have not yet been established. No data
are available.

Constella should not be used in children and adolescents.




XI. &

1. BR% - REZEICER L TERELIEZT5I1SH-> TOSEHER

AREDIERIZB T DR  AHITAR EZ T TORWEREIZBE T D FEAE T 5, BRTIEE DN
LTWRVWHNEDBENTED  H ETHRBSN TV LHBRGIETH LN R L FIL LTHRRL
TWD, ERIEFEE PRS2 R5 5 ETOZRBERTHY . MTEO AR ZRT HOTIER,

(1) H9#
PLF OEFMNEFE BT HERY A & (Astellas Medical Net) H/5 Q&A D~— V&M
https://amn.astellas.jp/jp/di/qa/index.html
F—U— R

(2) iR - BEANRUREREF1—TDEBHN
PLF OEFRMEFEENTHERY A N (Astellas Medical Net) H/5H Q&A D~— V&M
https://amn.astellas.jp/jp/di/qa/index.html
F—T— R R

2. FOHOBER
BT EM
<M T B REEE IR S5 B3 S A
=7 [V U BREEZRA SN D BHE S A

EFNEEF AT IE#RY A b (Astellas Medical Net) HL5 175 #

U 2B AEE 0.25mg
https://amn.astellas.jp/di/detail/Inz/index 1nz-025


https://amn.astellas.jp/jp/di/qa/index.html
https://amn.astellas.jp/jp/di/qa/index.html
https://amn.astellas.jp/di/detail/lnz/index_lnz-025

FIEHRTC el

PAT oD AREHFRASH Q .
AR OAMEAET 2 T EEE 1S 0 lronwood



	表紙
	医薬品インタビューフォーム利用の手引きの概要
	目 次
	Ⅰ．概要に関する項目
	1． 開発の経緯
	2． 製品の治療学的特性
	3． 製品の製剤学的特性
	4． 適正使用に関して周知すべき特性
	5． 承認条件及び流通・使用上の制限事項
	（1） 承認条件
	（2） 流通・使用上の制限事項

	6． RMPの概要

	Ⅱ．名称に関する項目
	1． 販売名
	（1） 和名
	（2） 洋名
	（3） 名称の由来

	2． 一般名
	（1） 和名（命名法）
	（2） 洋名（命名法）
	（3） ステム（stem）

	3． 構造式又は示性式
	4． 分子式及び分子量
	5． 化学名（命名法）又は本質
	6． 慣用名、別名、略号、記号番号

	Ⅲ．有効成分に関する項目
	1． 物理化学的性質
	（1） 外観・性状
	（2） 溶解性
	（3） 吸湿性
	（4） 融点（分解点）、沸点、凝固点
	（5） 酸塩基解離定数
	（6） 分配係数
	（7） その他の主な示性値

	2． 有効成分の各種条件下における安定性
	3． 有効成分の確認試験法、定量法

	Ⅳ．製剤に関する項目
	1． 剤形
	（1） 剤形の区別
	（2） 製剤の外観及び性状
	（3） 識別コード
	（4） 製剤の物性
	（5） その他

	2． 製剤の組成
	（1） 有効成分（活性成分）の含量及び添加剤
	（2） 電解質等の濃度
	（3） 熱量

	3． 添付溶解液の組成及び容量
	4． 力価
	5． 混入する可能性のある夾雑物
	6． 製剤の各種条件下における安定性
	7． 調製法及び溶解後の安定性
	8． 他剤との配合変化（物理化学的変化）
	9． 溶出性
	10． 容器・包装
	（1） 注意が必要な容器・包装、外観が特殊な容器・包装に関する情報
	（2） 包装
	（3） 予備容量
	（4） 容器の材質

	11． 別途提供される資材類
	12． その他

	Ⅴ．治療に関する項目
	1． 効能又は効果
	2． 効能又は効果に関連する注意
	3． 用法及び用量
	（1） 用法及び用量の解説
	（2） 用法及び用量の設定経緯・根拠

	4． 用法及び用量に関連する注意
	5． 臨床成績
	（1） 臨床データパッケージ
	（2） 臨床薬理試験
	（3） 用量反応探索試験
	（4） 検証的試験
	1） 有効性検証試験
	2） 安全性試験

	（5） 患者・病態別試験
	（6） 治療的使用
	1） 使用成績調査（一般使用成績調査、特定使用成績調査、使用成績比較調査）、製造販売後データベース調査、製造販売後臨床試験の内容
	2） 承認条件として実施予定の内容又は実施した調査・試験の概要

	（7） その他


	Ⅵ．薬効薬理に関する項目
	1． 薬理学的に関連ある化合物又は化合物群
	2． 薬理作用
	（1） 作用部位・作用機序
	（2） 薬効を裏付ける試験成績
	（3） 作用発現時間・持続時間


	Ⅶ．薬物動態に関する項目
	1． 血中濃度の推移
	（1） 治療上有効な血中濃度
	（2） 臨床試験で確認された血中濃度
	（3） 中毒域
	（4） 食事・併用薬の影響

	2． 薬物速度論的パラメータ
	（1） 解析方法
	（2） 吸収速度定数
	（3） 消失速度定数
	（4） クリアランス
	（5） 分布容積
	（6） その他

	3． 母集団（ポピュレーション）解析
	（1） 解析方法
	（2） パラメータ変動要因

	4． 吸収
	5． 分布
	（1） 血液－脳関門通過性
	（2） 血液－胎盤関門通過性
	（3） 乳汁への移行性
	（4） 髄液への移行性
	（5） その他の組織への移行性
	（6） 血漿蛋白結合率

	6． 代謝
	（1） 代謝部位及び代謝経路
	（2） 代謝に関与する酵素（CYP等）の分子種、寄与率
	（3） 初回通過効果の有無及びその割合
	（4） 代謝物の活性の有無及び活性比、存在比率

	7． 排泄
	8． トランスポーターに関する情報
	9． 透析等による除去率
	10． 特定の背景を有する患者
	11． その他

	Ⅷ．安全性（使用上の注意等）に関する項目
	1． 警告内容とその理由
	2． 禁忌内容とその理由
	3． 効能又は効果に関連する注意とその理由
	4． 用法及び用量に関連する注意とその理由
	5． 重要な基本的注意とその理由
	6． 特定の背景を有する患者に関する注意
	（1） 合併症・既往歴等のある患者
	（2） 腎機能障害患者
	（3） 肝機能障害患者
	（4） 生殖能を有する者
	（5） 妊婦
	（6） 授乳婦
	（7） 小児等
	（8） 高齢者

	7． 相互作用
	（1） 併用禁忌とその理由
	（2） 併用注意とその理由

	8． 副作用
	（1） 重大な副作用と初期症状
	（2） その他の副作用

	9． 臨床検査結果に及ぼす影響
	10． 過量投与
	11． 適用上の注意
	12． その他の注意
	（1） 臨床使用に基づく情報
	（2） 非臨床試験に基づく情報


	Ⅸ．非臨床試験に関する項目
	1． 薬理試験
	（1） 薬効薬理試験
	（2） 安全性薬理試験
	（3） その他の薬理試験

	2． 毒性試験
	（1） 単回投与毒性試験
	（2） 反復投与毒性試験
	（3） 遺伝毒性試験
	（4） がん原性試験
	（5） 生殖発生毒性試験
	（6） 局所刺激性試験
	（7） その他の特殊毒性


	Ⅹ．管理的事項に関する項目
	1． 規制区分
	2． 有効期間
	3． 包装状態での貯法
	4． 取扱い上の注意
	5． 患者向け資材
	6． 同一成分・同効薬
	7． 国際誕生年月日
	8． 製造販売承認年月日及び承認番号、薬価基準収載年月日、販売開始年月日
	9． 効能又は効果追加、用法及び用量変更追加等の年月日及びその内容
	10． 再審査結果、再評価結果公表年月日及びその内容
	11． 再審査期間
	12． 投薬期間制限に関する情報
	13． 各種コード
	14． 保険給付上の注意

	ⅩⅠ．文献
	1． 引用文献
	2． その他の参考文献

	ⅩⅡ．参考資料
	1． 主な外国での発売状況
	2． 海外における臨床支援情報

	ⅩⅢ．備考
	1． 調剤・服薬支援に際して臨床判断を行うにあたっての参考情報
	（1） 粉砕
	（2） 崩壊・懸濁性及び経管投与チューブの通過性

	2． その他の関連資料

	裏表紙



