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24pg 7RV IR O~ N T T 40—
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V. ARICEET HI8H
MEER LR

4. PEEXILHHE
BIEEME (REMKREBICIDEMZER)

2. PEXIIHRICEET HEE

5. MRERIIHRICEEST HEE
FEAGME OO 12 PEERLE [ 2 X GUTAHN D A2 e OV 4k % R ATE 9 2 B AR RABRI X 52 M L T

AN

(7

I HEERAEDS b | SRRV ClE, B RO BLAD DB RS L LT, ZHUCHIZ T, KRS
D BRRFERIC I\ I, Yol (B BA A% 4 7 S (5 B OV (RS CBSRRS , FRAR IRB RIS T
iE . H ORI DI T B IR bR DIRINL TUNB T LD, SRAMNE K OVE A oD e (b
FR %GR D A A B OV2E e 2 BAT 3 2 BRBR BB ML TR ES TV, 207
2021 48 11, TERBRFRE ) 0B HEDS ANEEIR R 5o A R LS B M (L £ 5 2 R 1
U7 MBS B R SRR O B i 30 LT S TP, AL BT s i R L7,

3. AERUARE
(1) RERUVAEDHESR

6. RZRUAE
WHE. RAZIIAETB A R LT 1A 24ug 2 1 H 2 [\, #i@% KOV BEZICROKRS

T2, ek FERICR Y EEREET D,

(2) BERUVHEEDHRTERLE - 1B
[V.-5. 3) HEMCER RS | OISR

4. RAZRUVAEICEEY HIE

1. BERUAEICEET SEE

7.1 WS SOXEE O FFHBEREE (Child-Pugh 43587 7 A B XL C) Db 5 A T, 1 [E] 24pg
Z1H 1B OEGT 2L, HEICESGTHZ 8, 93, 16.62 ]

1.2 EEOBEEREDH S BE TIH, BEOREERICEY 11 24ug 2 1 B 1@ 5B

Wd B, EEICEETDHZE, (92, 16.6.1 ]
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(fifn)
WA CERL 7 BRRRBRIZ I W T, ERBIEREL GROLNIZHELIT, AAIORFHR BT TR
BERGICBWTZORBBE MK T L2800, AN TEELZERARII 2 TRER G TEL,

(1) K E R R RO DN E N R 53R I W T RAIO# 54 T IE L7 EBE 2B W TEMER O
¥, BRSO DN TWDZEND | BMEERME I IAH DOk 3 LR B THDHLE ZBID,
Fo AFNTRHIR G RBROKE R0 REIMOME 2 /a2 H THD, L, —RENIZEMG
WITEIRLATOTICLER/NRICED D NEEZEZALNDIE, FIRFRE > TIRk R R O
WMEENL WG EBHESNDT L0, BEDOIEIRITIGE T EROH|WT & CEHE O BTSN T
AFNORERSIRE, HIEORWTEATHT L,

(2) HA5 FE XX B O PR RE RS 5 FR 35 (Child-Pugh 23 38* 77 A B XL C) ITAHK] 24 pg UL 12 pg 2B
[R5 U, 3 EhRE & OV P2 HE Al & LR 9~ 2 B R AR 2 K [ CHEhE L 7=, & DGR,
A REACREEITZEAEDOBFIZB W TER TR (10 pg/mL) Kl Tho7o, £7o, AHKI 24 pg H.
[F3% 52BN T IEMEACEY M3 D Chax & OV AUC, I EERERR AT EE L W B AR RE R & R
TEIEI 66% KLY 119% ., BEEFHEEEREEEE TENEIL 183 %KLY 521% EH Lz, ZDTEN
B, FEEE L EOFHERERE EBE T T AVAZZE B L T AR 2K 5T 588 IXEEICE ST
HIEEL, ZOHEELTL E 24pg % 1 BH 1 BOBEAT LA L (TVIIL-6.(3) AFHERERE
ERF I OHESH),

(3) BN BT DL OB HRERE E A (Cor<20 mL/min TENT O EH) IZXF L TARAI 24ug
ZHAERE O 5L (AR E SR ENRE T A— 2 % Ll 3 D R IR R BR 2 K [ CEME L 72, DR,
WTNOREEL T AR ZALRIR I3 E & TR (10 pg/mL) Kjiwi Cho7-, T, BHE OB HEAEREE
BETIEI M3 D Caxs OV AUCHTFERER A L LT, 22N 25% KON 12% @V MEERLT-, L
723 o T, BEOBREREDOHDERE TIE, BEORESCIERICIVI AV EEETLIENLET
HHIEND ARG T L5 EITEEICE G- TH2LEL, 2D HELL T 24pg 21 H 1 [H]
MHERMET A AL ([VIIL-6.(2) BREREREEEE  DESM),

*: Child-Pugh (F¥ A /LR - ¥'o—) 3 FIIIF R EORREZ R T RETHY, L FORIZESWT 5 THAOEF R
e, IFEEDRIEEZRKD D, AFFAEITLY., Child-Pugh 258H A (BEE) :5-6 &, BHEE) 79 &, C(HEE):
10-15 ST FESND,

RAV b 1.5 2R I
NIE A% BT LEL XS
JiE K 7200 B PR
HH MIFE YA E (mg/dL) 2.0 A 2.0-3.0 3.0 B
M7 V7 I8 (g/dL) 3.5/ 2.8-3.5 2.8 Al
Taha B TR AR (%) 70 & 40-70 40 A4l

<BE HETLEROIAE>

AEFRICIVKRELZSGEOFICEAL T, AFFLOWEKRLMHR LI LT, KANGROHFHO
HistEDNA EHEGOMGRMEE ERDEHW S GAIZERD 1 E 24pg (1 B 1 BIEGENGEBETS
7pE EEICEET 5,

1) AFL CHGRS IV QOB AFIDZIRES IR, FEM OHEIZLL T DEBY THD,

CEIRESUT AN 1B RAE (BFEIA R C L DR FRS)

(VER OVHE @, A E T AN AL T 1 [E24p g% 1 H 2 [0, §iR% LY BHISROKR 542, 2B, ERcED
IR D,
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PEERUEIE | Mo

T8 AFRTHGES I TODAFIDRESUTZR, ML ORI T O LB THD,
CHRESUIZNID B EERIE (RFER IR LD (R A FRS)

(B OV @F, lANCIIVE T aAR LT 1 B 24 p g % 1 B 2 [\, FIRH KOS BZIR OS5, 708, ERIZEY

T EET D,
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KEH I MRS | S E A BIERTE | BRSO, 58 | -
ARBR 1 PEERLE B PEDRET
KIS I WA | S E NPT | RBSGORAE. 58 | -
B 2 MEERERE | PEORE
KEF MM S | 5 A BILRTE | RO SO R A, A5 | B
B 3 MEEREBE | PEORE
. o | 12ug A7 RVE 24pg BT
L S e RO T S AR ICI C I
BE | omskm RS omR

* MR MERF IRV BT A BRR

AR COH GG B

B REPEM RIS 3 BIARARTOREDS 6 5 H UL R L TWOD B
AR E MRS O T RVE(E R CREAINE K OVIERRPE(E L) D ERS

B, ERIORTMIC, FE
AP IE VE R IS A E

FARTEIENEERIE BRE % | bk AER OB
KRR H D, AR

DFEEH

WEAMEI B [E 27 1T FHRRER | S E A FEDRAMEER MR ISR | AR O 2O, B R BE

(0631 FR5ER)

FEA ARG FENE M RE A **

AR L L2 T BRI
DB E DO RGE

WS E B AL [R5 T FEERBR | A E A FERS AR ML IS | AR O et oms. A3k

(0632 7Bx) A NFH I AEIE B R AL LT 7T RIS
LA HE D RRGIE

WS E S I [F S T FEFRBR | A E O FERS AR MR ICES | AR O erEofss, A3k

(1033 7Bx) A A NFHIE AR IE B L 2R & »—4@51@3&%:7%
BRI T HEAE O RRGE

WES R T AR R P 550k | A E IEDS A B LR 12D | RIS RO R M o mR

(06S1 #Bx) A A NFHHE VA AE RS &

*k A AR IEVEE RV B BB COR G X REBE
- 3HEOAZ)—=7 Wi, BT 2 BRI TR T AT X
T 1 MBIV B RBPHEN T 3 [ THY ., B IEPEED 25%LL L CREE « 7 gk - 45
~ZXDOOTEEDOWELDIG 1 DL EOJERD %

YIoEHE
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(2)

(3)

(4)

Fa PR SRR AR

1. 2B 1 FHERR R (R R 5

NET AN O BERR 1 5RO 2 VL2 4 i OHEE K SR BEOMFa HRYEL T,
HANSEEERE A B 4 24 Bl % e T m AR 24, 48, T2ug A HRRE OG- U7 5, B R EIR, i
JE ARAA ., RIR, DB, — IR A LR A K QR R A IZB W CRIBEE 72 DT FIT A D80
STZEMNG, T2ug if@{jﬁl‘ WX BIF CHAZENFERINT-, T MAET IR LRITE D LT,
R M3 (15-ER %2 L E 7 B AR ) ORI ThH T,

2. BB 1 FHERIREER (KIE#5)

NETrARN 48pg/ B RAERE O G- D22 M OB SR ERE DRt a B IS LT R A B
P12 Bl Rt RITveE T aAN 24pg KO T0ARE “EHER FTI1 A 2\ 7 BRERO RS L2
R BARNZBITAER G COREMENPHRIIL, MAEFOMREHY M3 (15-ERaf e 7 mARy)
WZOWTH BN N e iR ST,

3. QT/QTe #Hiiakik (vxohaliii)

AN DREFRRR A B 22 177 1] (18~45 5%) Zxt G & Uiz —H B i BEAE 2 (b A THE R b ek e F2ha L
2o ZORBRIT DB T3 WK T 50 BT m AN DR EZ R 95 H B TIT o7z, #RE e 7'm
ARy 24 pg (44 B) | 144 pg (51 #) . 77K (41 #) &5\ iE moxifloxacin (Avelox™) 400 mg (41 #i]) %
MR N CHEIRR N5 Uiz, R ZLITHiEL 7z QTel Fﬁ'ﬂﬁﬁ@éﬂg’?ﬂﬁﬁ)ﬁ)@%ﬂi%@\ 144 pg % 45-C
X7 TR COZEALEZZLSIKE+2 msec, 24 pg H5-TlE 0 msec LE2EITFRD LIV T, 7o, QT
fEIFRE XX QTel MHIFR2NETHLIC 500 msec (272> 7= 511X b\ﬁ‘ﬂ@TQﬁ*ﬁif%mh&)Eﬂ@#oto

AERIGIERGER
'V.-5.(4) 1) 1. EAEAALIATH SO0 R | DA SR

TRAEAIEABR

1) BRI ER
1. MEVEZALIAT H BOSHER Y

NET RN OERRA A BEFHOHEE , K OVZEMEOMEREZ HAEL T, B AR NEMERE 7S M5
JEBEZRIRIINVE T AR 8 ng, 16 pg L 24 ng WONC77®AR% 1 H 20, 14 HERRO&ES5L,
CHEEMRWATRER SRR A T o7, 7rds | ERBRAMEEIXH O e RO P ZE (NI, ~ L =T 2|
L DNGPAZE) SFRO OB . IRIIIRIR CEAIORER P . FR I ERIK TE, 5D9%E) I DB MEE
FMEDBETHY, #5170 41 @H%%ﬂiwﬁﬂ%ﬁ@om

ZORER, AIED EEFHMBTE H THLEGE 1| BICBITDERIHERZOZ LRI, 7T'R
HED 1.5224 FNZXKL, 16 pg BETIF 2.3E2.3 [A], 32 pg BETIL 3.5E3.1 [A], 48 pg #ETlL 6.8 7.4 [F[&
M ELUSHEN RO BT (p<0.0001) , 32ug FE, 48ug FEEZT T BAREEI L THEREINA A LN (£
ALE AL p<0.0001, p=0.0017) , 48 pg FEILEIKFHME H I W THIR R R A H e 1ZEAEDIH
HTT 7RI LA BRUENRINT, RO ERBIMEA X, TH 7.1%(12/170 1) | .l

5.9%(10/170 1) . B ARPREE 2.9% (5/170 1)) . EREEE 2.4% (4/170 1) | REE0RE T 1.8% (3/170 #1)) |
HIEARE 1.2%(2/170 1) & 1.2%(2/170 1) THY, 48 pg B CRIWE AR BSAEE D3 5b M-~ 72753,
AANOFBENERIZELHEE X DIVHBERHLAER D £ C, i, &5 1L TRIE L, KR TR
DAVIZRAED D, AFI O T w70 FHE K OV &1E 48ug/H 24pg X2 [Bl/H) E& 2 BT,

) 2&35[3? TERRS AU CODAREIOZNRESUIENSE, FHIEL O HEIZLL TO LB THD,

CRRESUIZNI 1EPEATAME (RFERE I Z L AR EBR)

<)ﬂ(£/§20\ﬂt-a_> WH, AN E T BARNAAL T [R[24 g% 1 H 2 [0, #IRZE O BRI OEE92, 728, ERIZEY
T EIET D,

14



2. LhiEER
OMEPEREFPEERME  [E NS TR ik >

& PR FEMEERME IS0 T DV E T a AR OFINE R OV 22V EOMERE B L L T, B AR NIRRT
PEAERME BB 2 X BRIV E T BAN 24 ng KOV TR %E 1 B 2 [\, 4 @& 5L, “EHERT 7R
K FRFRBR A i U7, 7038, /e BRIMELUEIZIA S B I PR ZE (TS, ~ V=T S5 12 K D5 RAZE) 1338
&562@5%% TIREJER CRASORERIE . ORISR TE, 509 %) ICLA B I EMIE D EE Th

. RREF 124 Bl B BRI RI R TH -T2,

%@F%\ FHEFHE B THhAH 51121725 B BYHERIBOZEC &IZ 7T T8 R D 1.261.82

[, LVE T B AR BT 3.6612.78 IEITM H R YEE R OBV &1L, M E T oA RBETRE
<, MHEFICA B 2D BT (p<0.001) , BIREHIE H O 55 2~4 BIZFB1T25 B R PEEREZEOZE
{EEIZOWTH, W D] j‘ou\frb/vt7mxwﬁ$&7 TERBIITIABRZEDROLI,

WE 5. 24 FERILINICHHE D - T2 BE RIS 1, 77szﬁiktt$xbfzw7mxb/ﬁifg< [[opis

\ZHEZENHLIVC, FlE BIEPHEE TORREIL, LT mAN Y 23.5 KT, 7T 2R REEH
L CH BRI BLD RN LD RES N, MO RIREHGIE B (B ZPEE B £, REEE R O%dE
R DZEAL., B 3EoBINE G- % OVH 3, BOF OB 504 1, B8 B HOME, W&
Fr REERIE IR (R, AN PRIER) | FRATRS, AR OO FEIE FE O 2 U REAM 1R R O 2HIFEN) (2D
THAETBAN BN T T BRBEZHL, 55 1 HTIHEEA L OE A THERUGEEZ /KL, B I HEE
[ OB THEYG 1,2, 3.4 BOTXCTORETHEZENLLIZ, £, (BRI EIEE O 2R ARE
fili s VR R D 2 BIFHMIE T X COFIRF T, AE T BRANA BT T BRI R LT Btk
NHBT-, BIEFORBERIL, Ve T AR 41.9%(26/62 61, 32 14) . 77 vAREE 16.1% (10/62 4,
13 1F) THY, VE T RARNAREN T T BRI N THREFZIICA BIZE o T, VE T BARRETHR
DO ERRIERIZ, Bl 14.5%(9/62 f51]) . THI 14.5%(9/62 #1) . I8% 3.2%(2/62 i) . AR
% 3.2%(2/62 1) . AN PRRK 3.2% (2/62 i) Tohr o7z,

ZNBDRFEND, VBT BANATBMERFR P RME TR 2 R 2R L, 2O R, & 5-Bihs 51
WZHBLL, 4 A ORI 28 U CH M MBS,

QFED AN MEILIRF I DA A ARFE I IEERAE AN E 1 AHFER (0631 3U5R) ¥

FED AR IR IR IR I A B A A REE M RE |23 T DV E T B AN O Zh M R OV %

WD EWIC, —HERBEZT 7 2R R TR e ilBr e FEhe 7=, FEDANEEYE
3 f“ T DIRREL TAEA AR E 30 HUALEEL, F—L A (HERE 30%A00M) THG-2 ki
FED 18 kLA FD Bt} OMFIE TR A2 L QR W DA & A R 58T FUE B 418 4] CK
E M T2 79 figk) xR, vE T rAR 24ug Z 1 H 2 [E#EET 58 210 fIULTT7E2RE 1
H 2 Bl 53258 208 FliZ 1:1 OB TEERICHIDT 12 BFRKE Lz, B2 EEL, A2
ARTRIRD HEIDB D AT, M98 7R EE ., @WKT JE ChoT- B Mtk PAZE (IE5, ~ =7
RV —T) . K XA/ OZRE R E QR RIS, 70—90) BB LNL B A4 AR
Ao ZIRAVFEIR CREAR R, JeRMERE, ﬁ@)ﬂ“ EF'WJ%#%% BAK TE) IC LD B RME R 7 Tho Tz,

ZORER, FEFHMEEE THAHEGH 8 MIZBITHX—AT71 b0 1 BEMH7-0 0 H R PEE D
PIEAbEIE, Ve T AN 3.3 [B], TTRAREE 2.4 [l LT BANARETHBEIZKRE D572 (p=0.005,
J& %] van Elteren 12 7E) . BITKEHITEE H THLRBRMIFH 2IKICIITHX—AF 17060 1 B &HT-V D A
FHEOE B BlL, ME T RANARE 22 [B], FTRREE 16 AL, LVE T AN ARETHREIZKE >
72 (p=0.004, & 5! van Elteren % iE) ,

WIEF 5% 2 0)E A S BEHEN RO SN A EIA1E, 24 BEEILINTLE 70X b B 38.8%., 7o &
RHE 27.8%. 48 IFFLANTENZI 61.2%., 51.7% THY, ELHLOKERIZB W TH 7 7 BARFRIZH T
NETRARNAFETH BEISEWIER RSN (24 FEEILAN p=0.018, 48 IR LAY p=0.050, W\ T4 2
FRIE) o ETo, BB FEIER DR—AT AL DO L EIZB N T, WEARDOIRS, RO, f#
O EERE | EE AT T TRV L T AN B TH BRI ENRD LN (FLER
p<0.001, p<0.001, p=0.007, p=0.024 van Elteren f& &),

BIWERORERIL, LT ORARARE 36.5% (76/208 f) . 7T v AREE 23.3% (48/206 i) Th-7-, /v
B OARNRETRO O EARBIEIL. Bl 15.4% (32/208 1)) . BEERIZGG 7.7% (16/208 f51]) . T
7.2% (15/208 1) | 505 3.8% (8/208 f51]) | €7 3.8% (8/208 ) . BEJfE 3.4% (7/208 1)) | M 2.4% (5/208
). y T NAIVNT AT =T —PHINN 1.0% (2/208 61) . _REHIE 0.5% (1/208 §) 7oL Tdh 7=,
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QIEN AN IMEIIR DA E A A RTHIIEERME  HES 56 1T SR (0632 7R5k) S

FEM AR TR IR DA B A RFE MR RME (SR 2L T a AR O 2k o OV 2%
T 52 L% HROIZ, Wb, sk dln], MIEA L, “HEE M, 77 'R xR, WATHEM bk, 25 11 AH
B A I LT, FEMR AR I IR EL CTAHE A A% 30 BUA L& G L, R—Lv A (H
EFHE 30%A0H) THRE-EMKGE T ED 18 il LD BV R OUEHR IR HAE L TN DA A4 A
R A FEMEERME A 435 01 CRE R OS2 0 88 Jifigk) Z2 X%t 512, Ve T AN 24ug 2 1 A 2 [ 5
THRE 223 BT 7 T8 AR%E 1 H 2 [mIEE3THEE 212 B2 1:1 DR TEELIZEOT 12 B8R &S5
L7c, E7ebRINEHEIL, A A ARIEED B BB AN, . B IE ., EMIRIFEDOE B Tho7
B R R SO I E R BSRO DIND B | A AR LSO ZIRERIK , A7) —=27 HI i
? 90 HFIZIHALE UL F IR A5 T T B E 78 Th o7,

ZORER, EEFLIEH CHOREH 8 BICkITS 1 BEHZVD A RPEHEDOR—ZT AL L0 -
B EIL, Ve T a AR RE 2.6 [B], TTRAREE 2.4 [BITHY . BERICAH BZEITRO LN - T,

BIWEH ORERIT, ME T OARARE27.8% (62/223 f51]) . 771 AREE23.8% (51/214 1)) Th-7-, BHE
REWERIINAE T O AR RETIZRO LN T . 7T BREETIL 0.5% (1214 #) Th-oT=, PIEICEST-H
ERELILE T BANAARE 4.0% (9/223 1)) . 7TEHREE 2.3% (51214 f5]) Th-oT-, ME T BARBETHR
DO ERREITERIE, Bl 14.8% (33/223 f51]) . T 8.1% (18/223 1) | #f5% 5.8% (13/223 ) | M&H:
5.4% (12/223 511) | &9 4.0% (9/223 1) | MEE N 3.6% (8/223 i) . ARFHTFIE 3.1% (7/223 1) | 1fnH
V7 UEUR EH 3.1% (7/223 #i) 728 Th-o1z,

SO, VT2 ANT B RAET AR THDLAT R BT AN OFNER VE 2P RIET
R RFTT 72012, FRMITEL T, KRBREE O, FIERAMERMEEIRIRFR IO A A AR
MEERME 23320 T B AR O M VR EMEERGELTZ 3 DOWEANE T FHEER (0631 585k,
0632 kR, 1033 BR) OF —HZHA LT — VN 2 32Uz, AR5 S T BB
1033 ARBRCTIEE FNTE LT, 0631 BRTIE 19.3%. 0632 RBATIL 17.7% & FH T2, AT —4
D ITT 21X 1,272 il (AR ZBRSA A ARBEGLER 1,115 B, A RBEGAER 157 6) | 22 EfiF
et BEEFIE 1,275 Bl (AR ZERSAEA AN GHEM 1,118 #il, AR 54 157 i) Th-o7z,

HRPEEL AR 2 —3 (1 @RS00 | 5HEERIEL 1 [BI2L BRI, 232 9 @EILLET 1 s
0 3 AL EDBEEYHENHLBEEE) X, AR 2RI A AR GEEMHTIT, LT oA R
242%., 7 TBHREE16.9%E ., WE T BARNARECTH EISEWIED RS (p=0.002, J&5!] van Elteren T

TE) N, ARG TlE, VE T BANAARE 11.9%. 778 REE 9.6% THY ., FERICH B AT L
ol Elo AERITLEIDGEIEIR D N—ATA LD DN B LRI T, %#F/Mﬂﬁt"ﬁ%F
B HEMTIE, WEAOIRS EOMES | (EFAD HAERE | JE AN RS, A PFEOWT L 772 i
FDENE T BANBECH BERUCGENTRO LN (ZE L p<0.001, p<0.001, p<0.001, p=0.015,
p<0.001, Wilcoxon DNEMZFIRE) . AR GEFTIX, WITNOEBIZOWTH/LE T AR L
T RARBORICH BEEITRBO LN T,

AP R T BRSA A ARG T, BIWEHORBLRIILE T AN AAE 31.2% (174/558 #i), 77
BAREE 20.7% (116/560 1) . HEZRBIERHORILRIL, ZHE 1 0% (0/558 f51) | 0.5% (3/560 f51) | H 1k
5:£of:7ﬁ%“$%®%ﬁ$61%h%h 5.4% (30/558 ) . 2.3% (13/560 i) Tdo7=, AP R4 G

I, BIEAORERIILE T AR 30.6% (26/85 #1) . 7T 1REE 20.8% (15/72 f51) . EE/REIE

iﬁﬁi% IRDOHIT, HILICE ST EFEREGORBLRIIZNZI 7.1% (6/85 f51) | 2.8% (2/72 i)

Th-ol,

2) REMHR
OMEPERERPEERME  [E PN TR 5508 Y

PR FEPEERE (KT T DL E T BAN DRI BT 1T 52 K A IEOERE HHIEL T,
A A NSRS M ME BB 2RIV T AR 24 ng & 1 A 2 [1], & 48 B 5T 5IEEH
AERA IR LT, 7ok, FRPRINEMEIZ O 70tk rY PAZE (TG . ~ /L =7 2D PA2E) R0 6
NDEE, IRIFIR GERISORE IR, FIRIREEEIR TIE, 92 %) [C LD B YEERME D A THY,
Kait 209 Bl BEDRITR R TH T,

FARIWERIE. TR 37.3% (78/209 ) . .0 27.3%(57/209 1) . Bl AP 7.2% (15/209 1) . iE
i 5.3%(11/209 1) . MM 4.8% (10/209 i) ToHh-o7=, BHWERAORBERIZEN-T2bD D, EiefESH
I N E T AN OFKBERICLDEE 265 TH, BLHEO G GRS T, 20IFEA LTG5
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(5)

(6)

DOV I LA DR EELOREITRE ThoT-, AT OV I @R & O
BhR N 5% BHNZFRO O, BRPHERISE G T T X COFMETEE R 22\ T, ZTOENE
ROV R T D2 EDRENT, Fo, B R F OWE IO QOL b ESEHIENRIBINT,
PLEXY e TR OB 5B DAV R O IS RS Tz,

QIEN ARG DA A ARFRIMEERE WM 1A R B #5385 (06S1 #R) ©

FEM AN BT IB I DA A ARFHERMEERIE ISR T2 T aA N O RHE 5B 6%
MR OE M OMEE B, WA, sk dkln, JEER. & 1 HRBREFEEL /-, LEe 7 aAh
D250 12 MO _EHER, 7T At B RS T AR (0631 3R U 0632 5AU5R) 1I22 00
L. VB mAR 24ug 1 H 2 Bl 12 #5458 T U2 18 5k BA B B I TAEIR K Oz H LA L T
WA A R B FEAPEAEBME B 439 B CRE L O F2 D 137 figk) Z xRz, e 7 aAR 24ug 1 A
2 [EZI5HIT 36 B G- Uiz, FRERAMEREIL, B OB B E 50 b B3 | BRIRAYICE E R
RSB O A FAE LT B | JRIR AR ORI (A7) —=7i 90 H LAWNIZ 5% %48 % 50 )
WoT-BE L LT, o, XR—AT7 A%, B GRBRICET -0 12 WO T FEERER OB ST 2 HH
DYEEE LT,

BIVEFIE. 24.6% (108/439 f5]) IZ7B®BNT-, FARBIER L. Haly 5.0% (22/439 #1) . THI 4.6%
(20/439 151]) | 58I 1.6% (7/439 1) | WEAE: 1.4% (6/439 1)) . SR . kM. i, A5 a0 . &4
1.1% (5/439 f51)) Tdr-7=,

FRAMETHIE E ThH% AR5 1 S0 BRPEHE RO R —AT A b0 LI,
BeHBME 1 s ABPOEEICER L, ZO%RIT 9 4 A BT+ RENZ (T _TOH T
p<0.001, Wilcoxon signed-rank #i7&), £7=, % AT 67.0~84.1% D HEE N AF o —HA VgL
Lo T-, HRHEEL 2R 2 —3R (1 M H 7200 B RBYEEEDS 3 [P ETH7ZH#23, 1 4 H 09
B 50%LL & DD BEEIG) X, 74.0~79.8% CTh o7z, £, FEMITFEIREIEIRDR—AT AL INBD
SEREAEIZIBN T, WEL OIS, JEE R, M AR, oS, RO EEE | JEEEEO
HLAMEI IR —=2T M J0b A BRBGEDRO LN (T TOHEE, $XTHH T p<0.001, Wilcoxon
signed-rank f&E)

BRI R DL E T r AR O YBRFERERIE 200.1 H T, 24 BUL_ELE T aRARN A& Sk CET-
BT 72.0% (319/439 f1]) Toho7-,

BE - R

AL

SREREE A

1) EFRARERE (—RERARERE. FEFEARERE. FARELERAE). B2ERTET—42
R—RRE. HERTRERABROAR
Of F Ak A (2RI 2013 45 8 H ~2016 4£ 8 H)

18 A AMIE FB S (B AOIR BIC KD E A BRL) 2t R IC, AFN O FERE F COR MR OE R
MAMER T D EZ HROE LT (Bl 4 ) .

BIVEAZEBERIT 12.3% (389/3,164 #1) THY, E/2BIWEAIT FH 5.3% (167 H1) . H.ls 4.3% (136
B1) L MR 0.9% (30 ) Tdho7-, BELRBWEMEL T, Jofh, FaHEMEIiZ, TR, A LA 1 FiliC
DOV, FRMENERT R X AL T A IRIMOEERENEH ThoT, EAGHAIH Thd IBS-C (5
RLEEERGIEERE) OA RN HEITERRBBLERIL, IBS-C HY 19.6% (19/97 i), IBS-C 2L
12.1% (363/2,989 #i) THY, HGEEIZEET2&BIEHIBRIL, TR 5.2% (597 f1).53%
(157/2,989 1)) . TS 7.2% (7/97 ) . 4.2% (127/2,989 1)) | M&M:-A3 2.1% (2/97 1)) . 0.9% (28/2,989
) TH o7z,

HZIE IR RT SER] 3,010 BIICIBUNT, 38 4 720 O HEE R0 T, % 5-BRAANE 2.93 [A], &5 1
5.01 [8], 55 4 3 5.71 [BICTh-o7o, PHERIEEERER OB A DTG IMEHIE TiX, A%
R 80.0% (1,469/1,836 f) THY ., HEAFHAIEH D IBS-C AEROAZNRIL, IBS-C HY 71.9% (46/64
%) . IBS-C 7L 80.1% (1,397/1,743 ) TH -7z,
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QFrE i H piCRE AR (SEH I : 2015 42 8 H~2019 47 H)

18 P8 AE RS (B PR RIS LD MHRL A BR) Xl I, AFNOfE IR T coR MM HIcBT
DLV OE AT o2 ea BHgE Uiz (B2 - 48 H ) ,

BIERFBLZ1X16.9% (181/1,073 f51]) THY, F7eBIHWEMIL T #18.6% (92 i) . Hilr 4.7% (50 )
ﬂln:u% 0.7% (7 f5) Th-o7z, EERRIEAEL T, K, MEIE, FHINE 1 BIIFED LI, MEIETT
KENDOBEERENWER ThoT-, DMEIE 1 BIOEIFITFE L THY ., AFIE DR EBRITIE E TE -
7o, BEAERR IS OER A L, B OHEEL CHEIMELO S M DR RENRH 7272 AL B
TR EE 2 BTz, BIEHRIBI ORI R ELRIL, 4 BRI 39.5%., 4~48 BRI 18.8%, 48 i
oL E 3.8% TCThoT-,

FIME AT X GAEB] 1,045 BIIZINT, 1 4720 O HEE R BT, £ 5-BR1A0F 3.20 [B1, 55 1
4.92 [6], %5 48 # 6.30 [B] T o7, HEMMAIE TIZ, AR 77.0% (485/630 ) THV . BIZ2WIM B D
ANHIT, 4 WEREIA 57.7%., 4~48 A AT 71.9%, 48 HILL [ 84.8% Th o7z,

2) 7¥<; ZHELTEHRPEOHRNEBXRIEIERL-AE - HBOHME
B 10N

(7) £t

A ES
1. [EWNE I HRE (TR B E S M iaER)

B RS PEE R 3 -2 3 BB ARG OREED 6 » A LL LR L CODEB IR e (B RME R A 5B %
KIGUT, T TR UIARA 24pg 2 1 H 2 Al 4 B QG LcLE, FHFHIHEE Tho 55 1 8
W81 %ﬁ%%?jlf@lﬁl%z@%ﬂﬂﬂ;ﬁﬁ SO ENILLFORDOEBYTHY, 77 B REEIKT DAKIRED
B DS RRES VT, £, IR G-BlAG 24 ReEILANIC B BPHED o7 BF 1L, 7T 'AREE 30.6%
(19/62 ) S ONAAIRE 58.1% (36/62 i) THY |, WIEIPEEE TORR] O R IAEIT 77 2R 28.8 KFfH
R OAANIRER 13.1 B Cdho7=,

5% 1BICBIT 5 BRIEREROBRE» L DR E

. &5 BB O 7=
sy |0 25t ¢ B
Bttt | BEM ) g | R sy pfE
75 Rk 1.68 2.93 126 -
(n=62) +0.77 +1.82 +1.82 0001
<l
RFIRE 1.65 537 3.66 2.40 P
(n=60) +0.78 +2.78 +2.78 [1.55,3.25]

FEME HERAERZE, 2 At BUE A BRI 5%

ARFNEEOBINE I BB 1T 41.9% (26 il 62 1)) ThH-o7-, E7emIVERAIL, Bl FHIF 14.5%(9/62
1) . BE9E  PEEE AR, s AR A 3.2% (2/62 ) & Tdho7- 7,

2. [EWNE O AHRER (R 555)

H FEPHEE S 23 -2 3 (Bl A OIRREDS 6 o H UL EFRFE L T HIBVERY AR SRR & A3 % 48
209 B 2 R BUCARH 24ug 2 1 B 2 B 48 W OG- L= & &, 7 HdH 72D O B RPHERIEOHE
B CEYE) ZLLTFTOROERY Tholz, 7ok, AR TITAEFERICLY 45.0% (94/209 )
R L. 16.3% (34/209 1) 2MAE L 7=,
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(El/38)

7.0
A 6.0
g 50
%
g 40
f&
E] 3.0
7
720
1H
1.0
0.0

BL 4 8 12 16 20 24 28 32 36 40 44 48
(&)

B RHEEEROWR (FHIE)

EIVE RS BLBERE 13 73.2% (209 517 153 ) Thho7-, FAREIWERIZ. THI 37.3%(78/209 ) . HE.L)
27.3%(57/209 51 . BB ASTRIEE 7.2% (15/209 1)  FEJ 5.3% (11/209 1) | & 4.8% (10/209 #1) | fE5
APERR 4.3% (9/209 1) | 58 . IEEB IS4 3.3% (7/209 f51]) T ~7- 8,

3. ENE O FHRER (B S PEE R OZ b RIS RO R

B YRR ) 3 B/ OIRRED 6 » H UL EFfE L T 218 MAEFLE O B 2 X151
12ng GREREUAD) BEIX 1 [ 12ug 7 7% 2 1 7o, 24pg (REAHERLK]) BFIX 1 [E] 24pg 737
AR 1 TRALTO, 1 H2EHIYERICT HREES Lc, ZEFHMIEE ChoE5H 1HICE
5 ARPHEREOBIE NS OZLEIZLLTORD LB THY | 95%EFHXFILFRNICHE L
7R~ — Y v OfBENTH - 7=,

5% 1BIZBT 5 BRIEEROBREHN» L OR/LE

. . e 72
R weR [959%fZ X A1)
12ug” # (n=60) 3.0+3.87 0.4
24pg”  BE (n=65) 3.5+3.51 [-1.8, 1.0]

PPS: RERFE S & (i & LI AR SPIH EARVE(R 2, M E~—Y £ 16 |l
i) ABREG, i) ARYER

BIVEF B 1L 27.4% (135 BT 37 f5]) Th-orz, EARBWEMIZ. Bl 12.6% (17/135 #) . T
11.9% (16/135 f51]) . BEERASHERR 2.2% (3/135 ) 2 CTdh~72 9,
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4. WESNEETAREER (772 %t R 8 B MR b iGAER (1033 35R) ) 1

FEMAMIEIRN A E A AR (A RZEERS) 2 H ¢ B Z8PEERED ) 3 [BlAEARm THY, B
HEED 25% LA BT,/ FEFICEEVE, 5K, B RPEREOWE B EE DR TEED—D
UL EDEE ST DB LRI, IR UIAR 24png 2 1 H 2 [7] 12 BER O #5- Ll R
THHTHAIHFBEHEEL AR 2 —3R (1 BEH-0 0 B3P [EE 1 [ELL RS, 23> 9 ML ET 1
B0 3 EILL LD BHREPEE HLEFEE) HIARFIEE 27.1% (58/214 1) . 778 REE 18.9%
(417217 f5]) THY, 7 ZBAREEITKT T D ARFIFEO B BME DS REES A7z, ARAIFHEO BIE 38 B8 X
29.2% (212 B+ 62 i) Th o7, ERRENWERIE, THI 9.9% (21/212 #1) | .l 8.5% (18/212 i) | M
5.7% (12212 B) & ThoT=, 2B, V7 2= VAT X FFERAE A ARIE, CIC-2 Z7uTARF v HR/LD
TEM L E E T 228 CAE 7 BAR O RE F BRI IR S5 FTREME S S D LSRG AR e R 1)
TRINTZT=D . AP R RO aRF L 7 2 U H R R L COABRF I AR DR LT,

EI N ARTKGE
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VI. ENEBEICEHY BIER

1. REFNICEESH S LEYRITLEMEF
AZL LR

2. REHR
(1) 1ER#&LL - fERF

NET TR, N B TE IR (1558 PR IAFAE D CIC-2 Z7mT AR F vz G kL., i
BNASDIKRG I EAREL | AR H <L, IHE N O Z &) THHEZ 2 ET 5,
NETuAN OERIFIGE BT TREILL, RS- ERNICREIE D,

o 7Y @ 9
N

(s | ha-2c| k721
Higxtk

INIERE IR b B MARRIZ 351 D Clak DA A—VRETIT 4 — Y DIERERAL

B AE U EE RN R AR R Rt AR SR RN R 20 5 s WEE b4
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(2) EMEZNITHHBRBE
1. CIC-2 7uFARF ¥/ ViEMHALYER (in vitro) '
OraTARAA (CI) kw42 1EH (in vitro)

EGE R SRAMIER (T84 Hf) 2 F L7- A& EBIMIEIC BT A S Tl IBEKRFRREEE
TEEDOFEMNFRD BV, CligkOMEIER 28 T 528 R"EI7=, ECsold 13.0 nM ThH o7z,

0 I T T T T T 1
0 50 100 150 200 250 300 350
IWEZTORX M EE (nM)

BB TAIER

QCIC-2 7T ART ¥ R/ DI

ez B b CIC-2 77 AR T v 3V D& CFTR % A L7z HEK293 #lifidz v, m—1&1
RyFIZ7 o TIEIZED MVE T aARN DIEHZERFIUTZ, VBT B ARNATR BRI CIC-2 7r7 AR
Fv FIEIEMEL L, 0 EDso filE 25.1nM Tdh-7-, CFTR A HEK293 il ClIbe 7 mAbh Ak
% CFTR OIEMEALIZ B2 T2,

(Michaelis-Menten70w 1)

g
n=
e

OI T T T I T | |
0 100 200 300 400 500 600 700
IWETORXNEE (nM)

CIC-2 Z7uFAFF¥x/Vi A HEK MRIZBIT A E oAk
D CIC-2 7uFARF ¥ X NAEHALIER
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2. /NN AR 1Y

Mo R LT HENE ICR ~ T ALV R G IR (Smg/kg) ZIEIEN I 5L, I5E NESEEZ K F S8 7-E7
W O Ve T B AN ORGE NS IS T AERERET LT, B e R IEmE& 5%, Béh~—T—
L, TD 150 ORI~ — I — OB G ~OBEEZ R LI R, L e mAR(0.1, 1, 10 H5
UWME 100pg/kg) OFR A #5280, BIBERNICES~— I —DBOLNE YT AOEE B H &K TR
L. 1, 10 2 OY 100pg/kg 65Tk, Bén~— 0 —DIFE Nk OF B2 INARO B (p<0.01)

3. MBSy MR R 1 1Y)

Mg U7 I Wistar 27 MIVE 7 BARA (0.1, 0.5 HDHUVNT 1pg/kg) Zfk A E-L, 30 53 ICH§H
LB NI IE RARIE LT, BRIV E 7 mA ke o f RAEFERITHEL, 0.5 RO lngkg #5-T
I, KR GBS BRI e~ AR B B2 (p<0.01).,

2.5 =
ook
2.0 1 *ok
i - 2.02
ﬁz 1.5 - 1.71
I==N
1.0
(mL) : 1.06
BT DT EEE H FEAERASE  (n=6-7)
0.5 4 #%p<0.01 vs. KFHEAE
(Dunnett % & LB E)

*FRR 0.1 0.5 1

ne7rzby (ugkg)

NETRAN DGR WA EER

4. INBNIKGY SR EVE R 1O

SH,0 28 IRINIE S L7-T » MVE T mAR 10pg/kg Z#% OG- U7 B IR 0 s el gkt IR
(EAR) BRI A_A BICHIN LT, ZORER LD AT B ANATE RS2 K 53 O RgE TOWIN A TR
THDOTIERL BEDOIBENIE~DKGBITEZTLES Y5 Z EOVURIE ST,

NE TR DREFE K ST IMEEER

R IERE n | JGiREE (g)* IR P i RE (dpm)®
xR 6 0.89+0.16 50,894 49,225
NET AR 10pg/kg #5-7f 5 2.33+0.18%* 151,530+ 12,221%*

a WHE EAEWERR S ** p<0.0] vs. XTHREE (Student’s t FRTE)

5. BRI SUTIR T AEEER (25) 17
FERERE S Y IR 508 A R DEEIZHOWT, BILIC X 0 EEZINZ 7= 7 Z [BIE O kRE
Ze TR U7z, B2 S B 7 B Rk A SRR g 2 0 RIBfE L. Ussing 7 & /3 —IZE%(E L, AhfE
I~TIML72 B Y F U LE#~ = F— /L ORI D B FEFEH ~ DB EIZ DWW T/ E T 1 A ko
(1IuM) @0, FERINCLlEE Lz, rvEZr R hr (1lpM) (X, BIMEEZ X0 BN L 7= kLR 2>
DI~ D~ = N — L ORBENZ EF 72 LV EE S,
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(3) fEMFTMR - FHEER
L

<% (RKT—4%) >

O A AR NS R FEVEERVE BB 2R R LT ENGE 1A SRS M ONEIN A T FH A
BRIZIBWT, VE T B AR 24pg 1 H 2 EIEGIZED, 5% 24 FERICINIC, 224, 75.0% & DY
58.1%D iEE T HRBIENBIEINTND,

QOFME N FED AR LI AED A A A N5 F A FUE BB A G & U 7= Mg A6 [ B AL [ 27 TAH R
BRCdHD 1033 3B KT 0631 s BRICIW T, AEF i Rby 24pg 1 B 2 B 5250, #5-4% 24 R
PIIZ, ZEF, 50.9% K 8 38.8%., 48 RFFEILANIC, E1E 4, 72.4% K Y 61.2% D 38T H ZHE(H
DBIESIL TS,
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VIl. EYEfEICET 518H

1.

M REDHR -

Ak

(1) BaRLAEMGMFRE
L2 (RFNTEH RIS IR § 20 TR, 1%

(2) EEMPRESE

[VIL-1. (3) BFIR

& FF

R CHERS - M T 2 B | DTS IR

(3) E r_n'tgﬁfﬁﬁmué*bf’mq:‘dﬁr

1. fEREERA
OLAEE 2

R A B I TH A T C 24, 48 XUE 72ug DAL T BAR ZHER O# 5 L-Lo A, migEh oL
B TR (10pg/mL) Kiifi CH-o7=, £ 7 mAxbr O M3 (15-Rn
(ZHEINU 72, Toax 13 0.375~1.56 BERE, t1o 1 0.495~3.91 BfH]

V7 RARNREITNTGE
FAR) D Craxs AUCHTHEFH &K AFH
ThoT-, F-REW M3 OIS b EEHER B2 751X

80

60

U-E232 concentration in plasma (pg/mL)

ERPTCER )

—-0-24 ug
—0-48 g
—--72 g

2l 8 41) OIEME+ERERE
ER NRARIZO & LTHITRLE

Time after administration (hr)

BERABLICBT DA E e EERR O 5-Ro niEH R M3 OB E#E

~ 0

D HIIRIDT,

REFERA B KBTI HNE T e AN BEE O 5RO MR RHY M3 OERYEIRTA—F

&G e AUC: Tinax Cinax ti2
(ng) (pg-h/mL) (h) (pg/mL) (h)
Bk 6.96+5.72 *! 0.375+0.177 *! 21.84+2.2 *! 0.860 *2
24 g 13.5+11.7 *3 1.08+0.38 *3 20.9+13.5 %3 1.53 %2
A5 10.929.4 *4 0.8000.481 ** 212496 * 1.20+0.47 *!
Bk 364+16.4 0.9380.427 429+21.0 0.645+0.253 *3
48 7 34.8+20.8 1.31+0.38 34.4+19.7 3.91+4.65 *!
21 356+174 1.13+0.42 38.6+19.4 1.95+2.94 *4
Fik 493+26.9 1.56+1.64 53.31+28.3 0.495+0.040 *3
72 Lok 82.7+80.1 1.44+0.66 53.0+£36.4 2.55+2.45 %3
2451 66.0+58.1 1.50%+1.16 53.1%£30.2 1.52+1.91 %5

T, Mk - 4 BlOFEIE AR VERR
*3 1 3 GO EME AR

*2 0 1 FloofE

T8 AR TG

W EIET D,

DS TODAFIDZIHRE
CRESLIZNAD 1S MEERLE (R E
HRERO &) 1lH . NI E T BARALL T H24 p g% 1 A 2 [H, SRR EOY RIBISRARET2, 2256, IEIRICIY

Al 8 Bl fE AR 2
*4 1 5 GO EIE LR R

T LD A BRQ)

25

TIRR, IER O EIZLL TOLBY THD,

12 2 PO AR YR 22
*5 0 6 IO FEME IR




OEHE

Rk A BYEIC v E T BAR 24ug 2 1 H 2 (8], 7 HRERE O GL-L& Mo e 7 aah ik
R ARRE R RIZBWTER FIR (10pg/mL) Klili Tho7z, 2% 45 1 HEE 7 HHO, K@y M3
(15-EREFUAR) O Toax 13 2,111 £1.024 BFRE] LN 2.444+1.074 B, Coax 13 45.5+£32.0pg/mL K O}
46.1£23.9pg/mL, AUC o, 1% 102+ 71pg-h/mL } O* 108 +37pg-h/mL T, EREMEITRO LN -T2,

REERABEICRB AV ETrRN -1 B 2 |7 BEXERODEEZOREY M3 ORYEHEE RTA—H

&’ﬂ_“ % AUC 12h Tmax Cmax
(pg) g5 H (pg-h/mL) (h) (pg/mL)
48 1HH 10271 2.111+1.024 45.5+32.0
(24pg/Ial, 1 A 2 [8]) 7HH 108 +37 2.444+1.074 46.1+23.9

9 Bl o> F-H il &= KE e 72

2. EHEREREE B TR DY ENRE (UE AT —X)

fERER N 5 2 8 5] Je OVER B e R 2 (N T #T) B 5 4 8 191 (35~45 1) ITHE & FCAE 7 mA
ko 24 pg ZBARE OB 5 LIZREO M BHIE (T A—H T LU FOL B Th-oT-,

WP ORES Mg R Ve 7 o AR R EE 13 & T IR (10pg/mL) R Cdh-o7-, B E B RER = B E T
IZAE M3 D Cuaxs AUC TTIEFERR AT EEA, 2 25%., 12%E W MEZ 7R UTZ03, B RE R 5= A,
FIZBIT DA EFRORRBRIIMF R AN LFRRE THo7-,

R AR OBHEEREE B ITRIT T uR N BHERE O R EROREHY M3 DREYBIR A TA—F

FEHE AR T ———
Cand \ (@ BHOD | TR | o eppeny | P
B | ST | mE | s | %
Cinax (pg/mL) 8 28.4 8 35.5 125 78.40, 198.33 0.4162
AUC, (pg-h/mL) 8 302 7 336 112 | 5863,212.15 | 0.7685

LSBT

3. FHEREREERE TR DM ENEE (SME AN T —4)

NWET AN 24ng HREFERR 8 B, WA R TR R RE T R 8 B, EIE T REREE R 8 il v
B mAb 12ug A E IR REREE R 5 6, BENTHRRERE 9 FllciR THER OG-,
S EhRe &k V2 A E LT,

ORGSR, MR RZARREIZIZEAE D BEIZBWTER FIR (10pg/mL) Klii Th-7-, £/,
24pg B HHEOMRHY M3 D Cinaxs AUC ITIEEERR A LT, RS EIFHEEERE B TEN T 66%.,
119%. FFEAFHSRERS ERE Tl 183%. 521% EH-Liz, - T, LI DO RFHERERE E B (A K%
B 53 DA TEER B S AN EEE 2 b,

) AH ARSI CODARIDPRE LR, JIER ORI FOLB)ThHD,

(AR MM EERMIE (ARETORIC LD R

CFRER OV i, BT 7R AL LBl 24 n g % 1 A 218, SIS ROW BRICR D55, 708, JERICEY
MR 5,
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RN K& O RS REIE = B 12T 5V E 7 m A 24pg BRI O # E&OREY M3 ORYENR TA—F

preva—— Chmax (pg/mL) % 25“; AUC; (pg-h/mL) % f?ﬁﬂ;

= (S {rT3F2%)) (vs. fERERRA) (ST 3E-2)) (vs. fERERRA)
RN (n=8) 35.0 (—) 36.2 (—)
HPAEREEE (n=8) 58.1 +66 79.4 +119
RS (n=R) 99.2 +183 225 +521

F77. 12pg XU 24pg BRI G-BEOBIVE I OWTIE, Hras BT aER 2 B E BV T, 12ug
BREZIIRO AR -T2, 24 pg G RIZHREEED TR 1 BIZRO OV, B E R
WZBWTIE, 12pg B 5K 9 filH 2 451 (22.2%) (2 T (2 41) | 8898 (1 B1) 2338 BAL, 2O, FHIOD 1
BT EE Cholz, 24pg BEHRFCIL 8 B 4 41 (50.0%) (2 T (4 1) . 1 Paezae (1 41) . 889 (1 1)
DORWERADGRH DN, BWEHOFEIL 12pug # 5 RFLZIEFEETHY, 70T X TREE Th o7z,

(4) hEE

AL

(5) BF - fHAKOKE
L

(%) REOFEBEGNENT —5)

TR B £ 14 B (19~44 1%) X R E L, 7uA%— —JEIZ IR T (13 6) UL @i i s
B 30 53 (14 i) 12 SH-VE T AR T2ug 2 HLEIRE OB G-U i OO AR IR B HERS 2 T LT,

ZDOREF, B D Coax 15 ZZHERGFLLLEE L CTHI 12 1K T L, AUCIZRIFRE Tho7o, BB D Tina
IXZERERFIC L RIBIE LT, ZDOFERNS, BRFICED, WE T oA ORI EITE L EZ T 720D,
W | X BB A 2 T D D e ARIB S LT,

BEEABZIZEITS *H- AV E T RN BRI O & 5RO MR TR BN EEOEYEIR T A—F

AUC (Ilg' eq.h /g) Tmax Cmax ti2
2
BeliZfk) m : - (h) (ng-eq/e) (h)
% 14 2.83+0.55 3.24+0.87 " 7.36+3.09 0.256+0.090 6.25+2.83 "
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PA=N-¢ 2AN0
REMDEFHEODEER VLR
R M3 13 e 7 e A LRI AR E OIS A TR,
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GIRESU S B SRE (BRI LD R TRS)

(B OV @F, ANCIIVE T aAR LT B 24 p g % 1 B 2 [\, BB KOS BZIROEET 5, 708, ERIZEY
T EIRET D,

31



Vill. 2t (EAREDZES) ICEHT 5I1EE

1. EHRBLZFOEA
BRESILTUR

N
B

BRREEDHEMA

2. B2 (ROBHIZIIBELGZWLNI L)
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8.1 AFNZ K HIBHRIT X0 kRt R ZER DUEDR G DN TGE. IIRWER AR S iz 5Ee
(ZiE, ERICIE Ui, RSO 2 EE L, AHI %(ﬁ?ﬁ?kn‘ﬁmi&ﬁﬁ“é ZEDRNE
IWET D &,

8.2 EFEBR TR ITELL N ESN TWDDOT, IR T2 ATREMEDH D MR 5328581 213E
IR ZATHRE IR TR e a MR 9528, -, ARAIDIEIRICKIFE T fERMEIC SV TR
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BRESITUVRW

(2) FEERPREABRICE D < 1HHR
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R R " SRR S invitro 10%~103g/mL n=5 KB\ B R\EE Doz,
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S N e . 10, 100, . P R e B
BIIES E=/AR | FIEB | g | gy | VTOOMROIPREICEEAL,
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_ SRR/ 0. 10. 4 THHE 2 BDIEME IR OB BN 8
LR SD F7 vk i e
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1. FyMHEER G EMERR
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WCEVHER OG- L, & 5% 14 ARBIZEL, CoBRGRHICHIETITRO LN T, BEShi-E720T
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7 DRUG INTERACTIONS
7.1 Methadone

Diphenylheptane opioids (e.g., methadone) have been shown in nonclinical studies to dose-dependently
reduce the activation of CIC-2 by lubiprostone in the gastrointestinal tract. There is a possibility of a dose-
dependent decrease in the efficacy of Amitiza in patients using diphenylheptane opioids. No in vivo
interaction studies have been conducted.

The effectiveness of Amitiza in the treatment of OIC in patients taking diphenylhepatane opioids (e.g.,
methadone) has not been established [see Indications and Usage (1.2)].
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8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary
Following oral administration, concentrations of lubiprostone in plasma are below the level of quantitation;

however, one of the metabolites, M3, has measurable systemic concentrations [see Clinical Pharmacology
(12.3)]. Limited available data with lubiprostone use in pregnant women are insufficient to inform a drug
associated risk of adverse developmental outcomes. Animal reproduction studies did not show an increase
in structural malformations. Although a dose dependent increase in fetal loss was observed in pregnant
guinea pigs that received lubiprostone (doses equivalent to 0.2 to 6 times the maximum recommended
human dose (MRHD) based on body surface area (mg/m?)), these effects were probably secondary to
maternal toxicity and occurred after the period of organogenesis (see Data).

The 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 U.S. 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.
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Data

Animal Data

In developmental toxicity studies, pregnant rats and rabbits received oral lubiprostone during
organogenesis at doses up to approximately 338 times (rats) and approximately 34 times (rabbits) the
maximum recommended human dose (MRHD) based on body surface area (mg/m?). Maximal animal doses
were 2000 mcg/kg/day (rats) and 100 mcg/kg/day (rabbits). In rats, there were increased incidences of early
resorptions and soft tissue malformations (situs inversus, cleft palate) at the 2000 mcg/kg/day dose;
however, these effects were probably secondary to maternal toxicity. A dose-dependent increase in fetal
loss occurred when guinea pigs received lubiprostone after the period of organogenesis, on days 40 to 53
of gestation, at daily oral doses of 1, 10, and 25 mcg/kg/day (approximately 0.2, 2 and 6 times the MRHD
based on body surface area (mg/m?)); however, these effects were probably secondary to maternal toxicity.
The potential of lubiprostone to cause fetal loss was also examined in pregnant rhesus monkeys. Monkeys
received lubiprostone post-organogenesis on gestation days 110 through 130 at daily oral doses of 10 and
30 mcg/kg/day (approximately 3 and 10 times the MRHD based on body surface area (mg/m?)). Fetal loss
was noted in one monkey from the 10-mcg/kg dose group, which is within normal historical rates for this
species. There was no drug-related adverse effect seen in monkeys.
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8 USE IN SPECIFIC POPULATIONS
8.4 Pediatric Use

Safety and effectiveness have not been established in pediatric patients with IBS-C, pediatric functional
constipation (PFC), and OIC.

Efficacy was not demonstrated for the treatment of PFC in patients 6 years of age and older in a 12 week,
randomized, double-blind, placebo controlled trial conducted in 606 patients 6 to 17 years with PFC
comparing Amitiza to placebo. The primary efficacy endpoint was an overall response based on
spontaneous bowel movement frequency over the duration of the trial; the treatment difference from
placebo was not statistically significant. In this age group, adverse reactions to Amitiza were similar to
those reported in adults. In a 36-week, long-term safety extension trial after approximately 9 months of
treatment with Amitiza, a single case of reversible elevation of ALT (17-times upper limit of normal [ULN]),
AST (13-times ULN), and GGT (9-times [ULN]) was observed in a child with baseline elevated values
(less than or equal to 2.5-times ULN).

Juvenile Animal Toxicity Data

In a 13-week oral toxicity study in juvenile rats, a significant decrease in total bone mineral density was
observed in female pups at 0.5 mg/kg/day; in male pups, a significantly lower cortical thickness at the tibial
diaphysis was observed at 0.5 mg/kg. The 0.5 mg/kg/day dose is approximately 101 times the maximum
recommended adult dose of 48 mcg/day, based on body surface area (mg/m?).
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8 USE IN SPECIFIC POPULATIONS
8.5 Geriatric Use

Chronic Idiopathic Constipation

The efficacy of Amitiza 24 mcg twice daily in the elderly (at least 65 years of age) subpopulation with CIC
was consistent with the efficacy in the overall study population. Of the total number of patients treated in
the dose-finding, efficacy, and long-term studies of Amitiza, 16% were at least 65 years of age, and 4%
were at least 75 years of age. Elderly patients taking Amitiza experienced a lower rate of associated nausea
compared to the overall study population taking Amitiza (19% vs. 29%, respectively).

Opioid-Induced Constipation

The safety profile of Amitiza in the elderly (at least 65 years of age) subpopulation with OIC (9% were at
least 65 years of age and 2% were at least 75 years of age) was consistent with the safety profile in the
overall study population. Clinical studies of Amitiza did not include sufficient numbers of patients aged 65
years and over to determine whether they respond differently from younger patients.

Irritable Bowel Syndrome with Constipation

The safety profile of Amitiza in the elderly (at least 65 years of age) subpopulation with IBS-C (8% were
at least 65 years of age and 2% were at least 75 years of age) was consistent with the safety profile in the
overall study population. Clinical studies of Amitiza did not include sufficient numbers of patients aged 65
years and over to determine whether they respond differently from younger patients.
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