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M, FHHIE R OYEEIC LY EHE Lo, SUHEMRER ClIAK%Z 48ueg/H, 1 H 2 A, KK 48
WG Uiz, R, BREERZRENREH L VRO O, F 48 EE CHET T2 2 LMkt L
Too ERAEFRGIINVE T T A N UORBERICK D LEZ DD TR, ELSDHIGREE Lokl
ARPRE T, EDIF L A EVTRRE TR GBI BN I U Behd 1k 33 G-l il (BiE, IK3%)
BICEE, B U7, TRBERE G4 209 filH, AEFEGUC X D0EIE 94 B, IREFIX 35 Bl Th -
7o WENXIIRET ZBE Lo ERAEFERERII, TH, BELEOHBEECH -2, LLEOK
RS, AR W CHRIRHEIEIHE L L TRES N2 B 24ug &2 1 H 2 B ZHARIC, AFE
FHENHB LG EOxMLE L CEHEREZ AL 75, TEF, AKX 1B 24ug 21 H 2
B, BB EKOYBBICEOELET S, 2B, IERICXVEERET 5, | ZRELT,

72¥. VAN CEESE L7 BERAREBRIC B W T, ERFIEM & L TR b2 BT, AFIO RS-
ICHANTEBEEICBWTEORBEBENME T L2 &b, BN THEM LZBRRRITETE
wBeECEm LT,

(2) AERUVAENRTRE - R0
[V-5. (3) FAEKIGERERE] OmESMR
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4. RERUVAEICEHET HIE

1. BERUVEAEICHEET HFE

7.1 SRR SO O FRERE S (Child-Pugh 0%H7 7 A B XX C) OHHEETIL, 110 24ug
Z1H1ELGEGT S L, mEICERETL22E, [9.3, 16.6.2 /]

1.2 EEOBEEREDH L EHF TiX, BEORESIERICEY 1R 24ug % 1 H 1 FHELE
THRE, HEICELGTHZ L, [9.2, 16.6.1 BH]

< it >

(1) thEspE T EE O EEREE B (Child-Pugh 287 T A B XL C) ICAAI 24pug Xix 12 g
AL U, S EhRE & OV M A R R & FEBR 3~ 2 B R Bk 2 K E T L 7=, &
DGR M P ARZACRIEE IXIE & A EDBEITB W CER TR (10pg/ml) K Tdh - 7=, £7-.
AH 24 g BEIFGAZ BT, EHEEI M3 D Cu & OV AUC, IR R AT EE T, HRas BEfT
FEREFE E BT TENTIL 66% KDY 119%, HEFHEREREBEE TEN T 183% &N 521% L
FALlc, Z20Z Enn, PEEL EOFEIEREERFICNT D) A7 2B LT, KHEEEL
THGEIIXEERICEGTH 2L, TOHELELTIEI24ug 2 1 H 1 ENSBBTS
ZeEBFE L (IVI-6. (3) AFHEREREERE ] OHESH),

(2) MRENT 2 B & 3 5 BEEOEHRERERSE (Cord20ml/min THEATHOEE) 13 L TAHA
24 g FHIERR O G U, EERA & EYEHRENT A — & & [T 2 iR 2 K [E C %k L
Too ZORER. WTHOREE bIZMHPARZGERREITE R TR (10pg/mL) K CTho7o, F
7o, EEOBHEEREERE TIIMS O Cpype MOVAUCITRERERR A & T, 2NEH 25% KO
12%@EMEZ R LTz, L7Ie> T, BEOEBKERE DS 5 BE TIL, BEORESIERIC X
DIURI %BETDHIENMETHDLZ LD AFEZRGTHHEICITERICERG T2 &
L, ZOHFEELTLIE24ueg 2 1 H1BENSBBT S ZEZ2HFE L (TVI-6. (2) B
REfEHEAE ] OHSH),

) AHTHRE SN TODARFNIORE XIS, HELOHEIFLITO LB TH D,
GIRENIIZNAY (BMEERME (BREIRPERBIC X DR ZERL)
(HER WS @E, A e 7mx b LT 1LE24ug % 1 A 2 B, FAHBEOYEBISROKET S, k., fEk
(& D EERET D,

V. 1BRRICEd 5 EA 15



%:Child-Pugh (F¥ ANV K- Ea—) SEHEIMNEEOREZRTRETHY, LTORITESNTSHA

OAEF RN, FEEOEEE 2RO D, &F
SERE) L 7-9 5. C (FEFE) 1 10-15 SIS D,

BFFAEUZ LY | Child-Pugh 3 A () : 5-6 i, B (F

KA b 15 23 3R
JIME 720 B (1 - 1) BiE (ML E)
K 720 B R E
i MY L EAE (mg/dL) *! 2. 0 Al 2.0-3.0 3.0
- ME7 VT I Ml (g/dL) 3.5 2.8-3.5 2. 8 it
7 hrrEUiENEE (%) 70 iR 40-70 40 AT
EIBsEEAE (INR) *2 1.7 Kl 1.7~2.3 2.3 iR

X1 : B 5 o (PBC) DATE. 4.0mg/dL K& 1 A& L, 10. 0mg/dL LA E% 3 L35,

€2 : INR : international normlized ratio

<ZE  HIT OROLE>
AEFRZLVKRELHBEOHERICEL Tid, AFFROMEKEME L7 LT, AHNRRO

DAEEMENAEFROMBRIEZ LD S SN 258I R0 . 1R 24 g, 1 H 1 EHERS 6 HH
ToeE, HECELET D,

) AFTRBSNTOLARIOBREUIZNR, MIEROHEIILITOLEY TH D,

GIMEXUIZNE) 1BVE(RRME GRERIEEBIZ X A ERRL)
FEROHE) @i, AL ETe X ke LT 1R 24ug 2 1 H 2 [, §i8%EOYBBISRAKET 5, B, Bk

(Z &V EEET D,

V. 1BRRICEd 5 EA 16



5. ERERAUAE

(1) BRERT—2/N\vir—2o

© : R

O : 2EEH

— IR D L <UTEHER SR &

B ORI g HBOWE e | Atk gz
< ANT v AR S N BERER A T | Bl LA A ORI - 1 B B o
e i - HE o
AHEOEEAR S E N ERERA T | EBE~O R EOEEOR - B o
M &
%1 MEGRAR (RRE | BAMERRA T | Bk & 5 72 et K O B o
5) % MBI ORE
%1 MERAR (@K | BAMERRA T | SR & 5 %t R O3 B o
5) M WBIED BT
EYDIERR (FHERERS | SEA BRI R . BT
) HTOL AR I BIHED - o O
SRS
EYDIERR (TFHERERS | S E A TR . TR
) H L AR I BIHED - o O
SRR
FARRC TR B A B VERGFEPE | A AER V2 e O B . . -
(R B 2 FHEV I R OB
5 LA He B o A A MR VERGFEIE | AAER O 2O, A
fERLE B RYEE A Y LTS © © -
LRI KT 2 B ORE
KBRS PERBR SNE N B PERFTENE | AR R DR, T o o -
RS PRHESE e DY
S A B RS R S E B IERFTENE | PG RIR O LER L ko A B o ~
(ECG 5 J% 3T i) (ERE LY 77 4 73Tl
R SE MBI | AR OZ AR,
(A%t 1) (R B U AR LT S O O -
T RICHHT 2 OB
R S B M (R R | AR OO, B
(A% 2) B BRI L L7 SR O O -
(AP B SO
K8 I 7 S8 STl ARV B R E | AR 5 0 P A FRER & L 5 -
WL IR | B e, ZetE o
o /aTe S QEA@%ﬁA% gmuﬁﬁmﬁﬁﬁ%gmﬁ B o
B TR 2 1% 5 BA MBS R | RIR G OZ o, Ak . -
[ERUEBE Dl

1) AHTRR ST AR DORRE
(IR0 ABVEERME ERERRAIC K DA FRS)
REROHWE) @5, AT eE7 X b e LTI 240g 2 1 A 2 [, FIREKROY BIZICREARGT D, 7k, AER

e

(C &V EEET D,

IIRER, FEMOHBEIIUTO LY TH D,
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RBROFEE (i)

PSE

FRER DAL

S

AE it

R
g
RE

KI5 AR = 31 P 5k 1

S LN 18 A5 78
(HRAE A

D

R GROwert, A2

oK LB T AH R 440 452 -kt 2

S L1 M A 76 P
(ERE A

Dt

RGO RN, At

oK LB L AH R 0 452 G-k R 3

A4 E AL P 2
ERMAE B

2L

RiEGRORe, Ao

|
©| 0| 0o
|

iR R A [R] S L i ek R

H A A8 5 76 P
(ERE A

R B[R] S D ffERR

LRugh7vNVE 24ug h 7k
NEFRIHETEE LIZREOR O

O
I

* ABMERFREIEERERE « BR

RARBR COB GG BE

- BFEBEEREIE S Y 3 B/ A ORAEN 6 » HLL ERfRE LT\ 2 B
» i EVE(ERL S O R MR RE CRAINE B OMERVE(ERR) DERSH

7o, ERLITRTMUZ, IER A
PR MRS A A A K
R EMIE R Z G L L
RN D D, REBROME

PSE- S

FRBR O 2

18 A [E B 3R A 28 I AH 5K BR
(0631 3XBR)

SHENFEDS AR PRSI HE S A B
FA N RN RE ™

BIE R OVZ MO, B R PEEE
BAEEIEL L7 7 2RI LB
PEDIRFE

W8 A [E B 3R A 28 I AH 5K BR
(0632 XER)

SHEAFEDS ARSI S T

A NipFENEERE B

HWE R Ot O B JEJEE R
HAARIE L Ui 7 5 LRIk 5
MEOMEE

W8 A [E B 3R A 28 I AH 5K BR
(1033 XER)

SMEAFEDS AV I S T

A NiEFENEAERE B

HRMER O Z &M OmR, BRPHEL
AR Z—REARERE LI27 7RIS
X9 5 EEWE O RRGE

W4 A E B & 5 3R
(06S1 #BR)

SMEANFEDS VARSI S T

A Nip SRR

R GR O, AMEORET

sk A A A NEEREMEERVERSE - BB CoR xR EE

< 3EMDOA T Y —=

N4 LGN

LT 2 8 B 3o TR A1 SR FAIZ B LTV 722V REET 1 ]

B0 O BEFPEN T 3EIRB CTH Y, BFRPMED 25%LL ECHEME - BERK - PEE~ZX DD TEEOWN

EXh0DHH 1 DL OSBRI

%435 BHE

fER DRI A B A A RESAD IR ZER T 5 BE ORI+
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(2) ERAREFIEFAER

L. 25 1 AHERARRER (RS

e a A OB DG REOZ M &2 S OHEE K SR EhRE O MG 2 B 1Y
LT, BARAEEMAT L 24 W 2RIz e Ta A b 24, 48, T2ug ZHEIRO®BE L-
FES. BRIER, mE, ki, KR, OB, iR, AP R QYRR IS N T
MEE AT RIIA BN o722 D, T2ug ETORABMIZIRGFTHD Z ERERIN
Too FMERITIIRZERITE O ST, RHEHHM3 (16-t RrF - e 7m X ) O
KITHLNTH o T2,

2. 5 I AHERRE (RUE&RE)

NET R b 48 g/ FHRE O R O % A ORER & SEBIREORA % Hi & LT,
FEABHE 12 Pl RII Ve TR A Py 24pg ROT 7R %E “EERFTL A 207 AR
BRENE S LR, HA AT 5 S5 TOZRAPEDHER S 1L, IO R M3 (15-
ERa$y -7 a R b)) [ZOWTHERBENRNZ LRI,

3. QT/QTc #FflatER (s aliER)

WS DR NS 2 177 ] (18~451%) &% & Uz H 5 RIEVE A LA TRER bl ik 2
Ehi L7z, ZORBILDIEOBFBOMICKT DT a A b OREE T 5 BRI TITo 7,
BERFICLVETm A N 24ng (44 6)), 144pg (B1H)), 7T&R (416 HDHWITEFTT
2 X4 400mg (41 ) A FCHRERRO#& G Uiz, #BRE 2 & ICHiE L7z QTcl Mg o#l
BN OBV EIT, 144pug TGS TIET 78R TOEEZELGIL E+2msec, 24 u g 5T
X Omsec & BNIFRO L2 oTz, Fio, QT MR XX QTcl MMM HHLIZ 500msec (272> 7=
FlE, WTFNOERGEHETHERD LR T,

(3) AERICERALR
[V-5. (4) 1) HZERGERER ] OESMH

) AFRCARSNCODAFIOZREUINE., FIELOHEIFLIFO LB Tho,

GHIRESUIZNAY) IBIMEERME GREARAIC L AEMEERL)

(HEROWE @i, AL Tm X b LT E24ug 2 1 A 2 B, HA%EOYEBICROKET D, k., fEk
& 0 EERET 5,
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(4) HRELRIERER
1) BEHERIERER
1. BEVEZALAEA T A B R R Y

e r R N rOEKAIHERAOHE, ROLEEOMRE BN E LT, HARNEMER:
FYEEEBE 2RIV E T B A 8ug, 16pg KN 24ug WRNZF T A% 1 H 2[A],
14 B NG L, —EERIPITEMEEERBR AT o 72, 7235, FeRIMEEITI & )72
HPAZE (EE, ~V=7TFIC L 2LMA%E) P b b BE, “iEKE CEAORERE, H
RIRFSREIR ME, D D) I X 2 BIEERMEDRBE TH Y | #EF 170 B0 BE AT R T
HoT,

ZORER, AIMEOEEIFMMHE TH L5581 Ik T 2 BRIHEREOL(LEICIX, 7
TEREED 1512, 4 B L, 16ug BETIL2.312.3[H], 32ug BETIX3.5+3. 1[0, 48ug
BECIL 6. 874 Bl & HEISMEDNTRD vz (p<0.0001), 32pug B, 48u g FETT 7 B AREE
W% L CHBERBINN A Sz (23 p<0.0001, p=0.0017), 48 u g FEIZFIETARE H 1<
BOLWTHREDIRMEEZ ST, ZEALEDHEB T 7RIk LEERGEN RSN, &
B BT ERREWERIE, THI 7. 1% (12/170 1)) . ol 5. 9% (10/170 f1) . B AHRIEK 2. 9% (5/170
). FREERIE 2. 4% (4/170 f51)) . REERIEAM 1.8% (3/170 ) . W{LARE 1.2% (2/170 f51) . &
M- 1.2% (2/170 61) THY . 48 u g FETRIEHIRBIBE N i b @ o 7223, AFIOFEEERIC
£ 2 LEZONDMERELIRIER N FE T, ., 5 FIETHEIE Lz, KRB TH LT
NS, AFIOE#ERHELOHEIZ48ug/H 4ugx2[El/H) L& BN,

1) AFRTERENTODAFIOBRE IR, FELOHEITILUTO LB TH A,

GHRESUIZNY) B IMEERME GREARAIC L AEMAEERL)

HEROWE @E, I E7m 2 b LT E24ug 2 1 B 2 B, PIABEOYAEBISROKRET D, k., JEk
& D EERET 5,

V. 1BRRICEd 5 EA 20



2. ek
OISR VEMERME  [E NS A ek ¥

PR R ERE )T 20 7 B X hr OFER L EEOMRE B E LT, HARA
PSP RN RE R E AR BRIV E T B A b 24 ug MOV TR Z 1 H 2100, 4 @EEE L.
THEERT T B AR A N U, 7k, ERRAMEEIZI O 0 e PAZE  (BERE. o~
NE=THEIZL D) PROLILEE ., ZRIER GERISOHEIRP . FRIERE IR T E,
O IC KD EBMEERIEDERE TH Y . Rt 124 BIOBE DR TH -T2,

ZORER, FEIMEER THLEEE 1 BB 2 BREERKOENETT T RO
126182 ENZx L. AT m A U BETIL3.6612. T8 BITH Y . HRHHERE DLV £
NMETr A NCEETRE L, WERICAEEERA LN (p<0.001), J&ﬁﬁ@ﬁ@&5%2
~4 BIZBT D ARIERBKOEILEICONTH, WThoBEICBNThLLE T e 2 FUREL
T ARBIIIAEENRD b,

WE G 24 ReILLINICHEER H o 72 BEFIGIL, 77 BREL L Tre 7 m R gt
TEL . MEEMICAEENA LN, YIEHFREHEEE CORFMIZ, L7 v X R oY) 23,5
il C. 77 B RBEE i L CARICHIERBEN BN Z LR SN T, toBWKEHMEEE (A
FEHEE B PR R ORI D2 b, B o8N G5k OV H $, BogK o
NGO, FRhER, BOM S, WE L, EEER (B, AP . -, Mo ®E
i B DRI IR B O ASRRIEHE) IO\ T Hh L E T m R b UBER T T BRI L.
BHEFE1IETIXZEALEDEB THERGEZ R L, BREERE, Hof S 3fs 1, 2, 3,
4 BWOTXTOBETHEENA LN, £72, EROEIELEOSAAIFHE, 1RRZIR O
FHIIE T X T ORI R T, LT B R N UBEHTT T BRI L CHEBEREEN AL,
BIEFORBLSIE, e e R F B 41.9% (26/62 5], 32 ), 77 AR 16.1% (10/62
B, 134F) THYH, VET R MR T T BRI THREFENICEBICE - T, L E
Tu A R UBETRD DN EREWER L. BEO 14.5% (9/62 1) . THI14.5% (9/62 ). JiE
G 3.2% (2/62 ) . MEERRPLEL 3. 2% (2/62 f51)) . M AP 3.2% (2/62 ) Tdh-o7-,

INHDORFENG, e B A N ARIEMERREEERE I CTERIR L~ L, EORIT, &
HRta RN HBL L, 4 B OFHmIRK 28 U CTHIME S R S T,

QIED ANEBVEIEIRILE O A A A B RMEERE /MR IR (0631 7iER) ¥

FED AN HEEIFIEIRICAE 9 A B A A RFRMEMERMEICKTT 5L 71 2 b v OFNER
MRS 52 &2 B, “EHEMREELL T 7 & xR TRERM] bl sl 2 920 L 7=,
FED AN ISR D1 E LTAEF A F&2 30 HULEHEG L, [F— LA v (IR
30%AT) TG ZHG T ED 18 WMl Lo B K ORI HZ L Wit 4 e 4
A REHEFEMEEMIERE 418 6 CREKR O F ¥ D 79 figk) 2 %RI2. Ve e A My 24ug %
1 A 2EFE5THHE2I00XITT 78 AR%Z 1 B 2 E#EEGTHEE208 12 1: 1 DR TE/MESIC
B AT 12 BREE Uz, BB EREIT, A4 A RIRED BB AR, 18R, R
e, HEMIKAFIE Ch - 7o BB, BIPAZE (B, ~ V=7 F%ER Y —7) . KRG U/ NGO
BREER (EEMERIBR. 7 0—195) RO b bHBE, A4 A RSO REIN (5
FTRR, JERMERE, FERF, FRIMEREIN ME) (IS X 2 BMEEREERE 28 Th o7z,
ZFOREE, EEIMIEE CTHLHIRGESHBICBITLX—AT A4 b0 1BEMHT-Y D BEFE
PEEONH L B, W ET e XA MBS 3E, I REE2.40 L, A ET B A N URBETEH
EIZRE o7z (p=0.005, JER] van Elteren #87E) ., RIWRFHGIR B TH 2 R BRI 28T
HR—=ZFA4 LD 1 EBHTZ0 OBEBYEO LY EIX, rEF e R N UEE2.2E],
FEARBEL6MEE LET TR N URECTHEBEIZKRE o7 (p=0.004, B85 van Elteren ),
WIE e 542 W) a] E RPN L BEEA T, 24 BRI T E 7 1 2 R B 38. 8%,
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TR AREE 27. 8%, 48 WEHLINTENEI 61.2%., 51.7% ThH V. EHELOREIZHENTS
TR RBICHRTALET o R M BETHEBEICE W LR ENT (24 BEFLAN p=0. 018, 48
BEFILAN p=0. 050, WWF b x *HE), F7o, BRUZEE D FEIERDR—R T A D DR
LREICBWT, WEHOMES, Hofl &, HHMOEERE, BHAERII7 IR LI e
TR A NRETHERRUENBD O (FNF p<0.001, p<0.001, p=0.007, p=0.024
van Elteren fR7E).,

BIEFORBLZIE, v e v R F B 36.5% (76/208 ) . 7" Z & ARHEE 23.3% (48/206 )
Thote, WETBANHETHRD LN EREWERIL, B 15.4% (32/208 1)) . JE ERAE
7.7% (16/208 f5l) . TH#HI7.2% (15/208 i), 5% 3. 8% (8/208 #). A& 3.8% (8/208 f5) .
S 3. 4% (7/208 ) . W& 2.4% (5/208 ), v A H IV KT AT =T —EHIM 1. 0%

(2/208 f5l) . EJEFRIE 0. 5% (1/208 ) 72 & Th o7,

@FED ANERBMEIEIFICLE O A A A B RMEERE /M E IR (0632 7iER) ©

FED ANEIE IR IRRIZE O A VA4 A FEEMERVEIZHT 27 72 X F rOFER DY
VR T D 2 LR BIC, ok, ZhasdlEl, BIEAL, —EEKR, 7 BARRR, W
ITRERM Lol S TAHERER 2 550 U 7o, FER AMEBMAEIR I 1R & L TAHEA A K% 30 H
PLEFG L, R—L YAy (HERE 30% A0 CTHE 2k TED 18 ikl Lo B K O
PRSI E LW RN 4 A RERMAERERE 435 # CREXR O F X O 88 fit
) BRI, VET B AN 24pug k1 H20BEETHEE2236IUT T TR E 1 H 2 [
5358212612 1 : 1 ORTEMELIZE Y i 12 BEEZS Uiz, E2RAEHET, A e
A RIBEO BB N AR, IR, TREIE, EWIKFIEOE Ch o 72 BE ., M7 XX
%%’%TE‘JH%%E%MW) LD BEE, A4 A RPN O ZRWEKR, 227 V—=> 7 H#Fiod 90 HH

WCHLE SUIBE IR 22 BB R ECTho T,

ZORER, FTEFHEE Th ARG s HICBIT S L #HMHZY @E%%EH%@«~X74’ /
MO EIT, v A N2 60, FIEREELARTHY ., HEICEES
ool

BWEFOFRBRIT., L7 e R FBE27.8% (62/223 ) . 75 & REE 23.8% (51/214 )
ThHholz, BEREWERA RN E T 0 X MU EETIERO LT, 77 2R TIX 0. 5% (1/214 1)
THhoTe PILICEST-AEFRIINVE T T A b UEE4.0%(9/22361) . 7T B REE2. 3% (5/214
) THotz, VETBA N CEETRD LN EREWERAIE, Bl 14.8% (33/223 1) . THI
8.1% (18/223 ) . B¥hE 5. 8% (13/223 ) . NEMH: 5. 4% (12/223 f51]) . &% 4. 0% (9/223 ) .
NEER A 3. 6% (8/223 i) . ARRYTHEIE 3. 1% (7/223 %), . U Z V&Y R EF 3.1% (7/223
) R THoT,

é%K\)7iwwﬁjgy%jgj4FT%%%#PVﬁW@fﬂXFV@ﬁ@%&@?

BV RIETHEEZRTFT 57201, BRI E LT, AilBra & iz, IENAMEBIEERER
JIZEDY A A A R %%félz@%ﬂ“ ifﬁ“é/lxt 7a AN OFMER NEEEERFELTZ 3O
DOUFAMETIAHZER (0631 ABR. 0632 FBA. 1033 RBR) OF — & A LT~ 7 — VBT % EliE
L7z AV RUREG SN T ZEAE I 1033 R TIZE N T 59,0631 7&BR Tl 19. 3%,
0632 FER TIL 17. T% EENT W, AT —Z O ITTHEMIT 1,272 6] (A Fr 2B F e
A REGLEM 1, 115 ], AV K& G4 157 F) et SE 8T 1, 275§ (XA R
BB A A A FERGHEM 1, 118 i, AH R EHEM 157 6]) Thol-,

HIEPHE L AR —F (1 B S0 OB RIEEREE 1 B2 RSN, 22 9 @M ET 1
HE&H720 3ELLEDBREYEENSH 5 BEEE) X AT R 2RI A VA A FERGERTIX
AT A RNRE24.2%, T EREE16.9%E L ET B A N CBHETHEREIZE W ENREN
7= (p=0.002, k&5l van Elteren fRE) 23, A Y RUFEEMTIE, v v X N8 11.9%,
TR 9.6% THY . HEMICAERIIRD SN -1, FT-, HERUIAE D BIERD~N—
ATGA VIO EALRIZB W T, A R 2R A4 A REGEMTE WEADIR S,
oM s, EROEEE, BEBmE, SR REONTnb 7 78R LY bre e x b
VEECHBRWENRD LR (FRFR p<0.001, p<0.001, p<0.001, p=0.015, p<
0.001, Wilcoxon DNELIFIFRTE) . AV R EEGEMTIL, WTHOERIZOWTHLE T 7 R
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MNoREE T T ARBOMICABZITRO Lo T,

AY RUERS A EFA FEGEMTIZ, BEHORBERIILVE Y1 X F 8 31.2%
(174/558 51]) . 7" 7 & ARHE 20. 7% (116/560 i) . I L RITEH ORBLRIT, £ Z1 0% (0/558
B, 0.5% (3/560 ), HILIZE ST EELORBEIIZNZEIE.4% (30/558 i), 2.3%
(13/560 #i) Tohotz, AV FUBEEMTIX, BWEHORIRILVE T 0 X F B 30.6%
(26/85 B) . 77 &AREE 20.8% (15/72 #), HEEZLEBERHIIMEAE L LIZRO LT, FIEIC
BB EFROBBRIIZNENT. 1% (6/85%1), 2.8% (2/72#)) TH-o7=,

2) BEMHER

OB HERERMEERME  E NS AR R 555 ©

BRI RME IS 3 5L e a 2 h r ORBIERE IR D LeM kOO % H
& LT, BARNEBMRBEEIERE 2RIV E T B A N 24ug % 1 H 28], &K 48
M5 2IEEMRRABRE I Lz, 7ok, F/eBRIAEUEILIH &7 pAZE (g, ~ L=
TEIZL DIGA%E) BREOLNLEE . TIRIERE GERISORERF, BRI TE, 5
) IS K DIBMEEREDRFE TH Y . #Rit 209 Bl BE BRIT R TH -7,

FRRIWER L. T 37. 3% (78/209 ) | .0 27. 3% (57/209 ) . M A 7. 2% (15/209
). BEIE 5. 3% (11/209 f) . WEH- 4. 8% (10/209 #) Th -7z, BIEHORBERIIEN -T2
LOD, ERAEFERIL, VETo R MCORBERICL D EEZ LN TR, BEL%EOH
EET, ZOIFE A EFEGHMGN D RVEEHICRIL L, 3L A EOFEFROREIIRE T
bolz, AEMEIC OV TIEER T OUGEDR PG Z AR D Hiv, BRIHEREZ &
TRTOFIEFTAME B IZ OV T, ZOMENEMMICHIZ Y Fiid 5 Z Emr sz, £7-.
@A E OWFEIED QL btkESEDL Z Nz, ULy, ve7rnx b roE
B GBI D REVER O ED R STz,

Q@I AANERBVEEIR C0E D A B A REERIEERE WS AR 53888 (0651 #Bk) ©
FED AANENBMEIEIRIGIRICFE ) A A A RFHRMEERMEICRT T2 r e 7 m A hroR I#E 5
B DMK OE MO Z BRI, WA, ZhasdtE, FEEMH. 5 IAHRERZ 3556 L 7=,
NETBA NSO 2050 12 B8RO EHER, 77 BRI, BEALFEIMHRER (0631 KR
NI 06323 ER) &ML, e R b 24pgl A 2E, 12EREEZET L 18 UL
DBV NTIEIR e O % L TR A B A A RaBRPEERME B 439 Il CRER I F X D
137 fig%) ZxtBic, AEF A R 24ug 1 A 2% S 5I236 AEHRG Lz, TRk
I, FIT IS BRRRERE E NGO DN BE . BRMICEE 2R RARHOR B Z RIE LT BE, ]
lT%@%Eﬁw(17)~:/ﬂw9OHum 5% %A DMWY N"hol-BEE L, £
oo W= T A U, BB GIERIZYEN D 12 O FETAERER OB 2 W OFHE & Lz,

BIERIX, 24.6% (108/439 f5l) IZ5BD Bz, E/REWEMIX, Fol5.0% (22/439 f5l) . T
T 4. 6% (20/439 B) . 58 1.6% (7/439 i) . W&RE 1. 4% (6/439 f51)) . TFHEE R, s, Ak
HE. SEE. BN 1.1% (5/439 i) Tho7-,

ERANERHMETEE TH A KA BT 5 1AM OB RBRIEREDR—RAT A nbD
AL EIX, BEHG 1 » ABRPOAERICES L, 20ORIX9 » AMIChI R+ 2 Z & »n
RENT (T RTOHTp<0.001, Wilcoxon signed-rank #E)., F7-. £ AITHBWTE7.0
~84. 1% DEBEENLV AX 2 —HAENTEL Lholz, BEPHMEL AR F—FR (1 #@EH=0
O BEFEHEFEREEN 3EILLETH S22, 1 » HD S 5 50%LL L% Hd 25 BEEE) X, 74.0
~79.8% Coh o7z, Fiz, ERITFE D FEIERDON—ZA T A DO EEIZB W T, VW&
KOS FEE IR, EEAATR, (Hof S, MO EERE, HEEEORAMEIIR—2F
AL EDBLHEREENBD SN (TRTOHEAB, XTHH T p<0.001, Wilcoxon signed-
rank fRiE) .

RKERHIRIR oL e X F O FHRERR]IX 200. 1 H T, 24 AU A E T X o2 E
fkfor CX 72 HBEIX 72. 0% (319/439 i) CThH -7z,
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(5) BE - HEAHBR
LR L

(6) ;AEpEMA
1) FABERE (—REABERE. BEEABERE. FARBELRAT) . 2ERFTERT—4
R—IFAE. WERFTREBRABOASE
O R A (FEhEIRE - 2013 4E 8 H~2016 48 H)

B MEAERVE R EVERREBICEDERAERLS) 2R8I, RHIOMEHFEET COREMR
ORI EMER T2 2 2B E Uiz (AN - 48,

RIERFBLRIT 12. 3% (389/3, 164 f5]) TH Y | FE72EMWERIX THI 5. 3% (167 #) | il 4. 3%
(136 f51) . MM 0.9% (30 H%) ThH-o7-, EERFENEME LT, Kb, RAMEMENZ, TH., A
L AN 1 FINCERD B, B R KOS Lo AT RMOEEREWER ThH 7=, HEEH
TIHH TH D IBS-C ((HRARLEBUIEGIERRE) OF RN I 2BITERBEERIL, IBS-C 1
19.6% (19/97 %), IBS-C 72 L 12.1% (363/2,989 i) Td v . HIBREEIZRET 2K RITEHFE
BRI, R 5. 2% (5/97 f41) . 5. 3% (157/2, 989 f4i]) . BELLAAS 7. 2% (7/97 1)) . 4. 2% (127/2, 989
). WEAEDS 2. 1% (2/97 f51)) . 0.9% (28/2,989 i) ToH -7z,

HIERAT R SIER] 3, 010 FlZIVNT, Y72 0 OB PEEEIE L, £ 5-BALANE 2. 93 [A], 55
138 5.01 |, 254 5.71 B Th o7, PEEREE L AERMEIROFRIE 2 MG D T A MEHE
TiX, A% 80.0% (1,469/1,836 ffl) Toh v, HAFAEIEHE O IBS-C AR DOAZNHRIL, IBS-
CHY 71.9% (46/64 ), IBS-C 72 L 80.1% (1,397/1,743 fl) ThH 7=,

QFrE TR A (2RI : 2015 428 H~2019 47 H)

B ERME B (BVEREBICE D2 EMERRLS) X500, AFIOFEHERET cCoRMERIC
B oLZEEROENMEERGTDZ 2 A E Lz (BIEWIR : 48 /),

RIVEFHIZSEBRIL 16.9% (181/1,073 f5) ThH v . L/BWERILTHI8.6% (92 f), FELr 4. 7%

(50 f5) . MEH0.7% (74) Tholo, EERENWEH L LT, Ko, OMFIL, FHIAE 1HIIC
WO LIV, MEILIIRHOEELRREWEH TH o7, OMEIL 1 HlOEIFITHEETHY . AFED
ERBRIIGECTE R o7, BEFREICHRMEZ R L, A0HEE L THEIMES 5 - M OiR
BEND oI, AREIE OBEMEIIENE B 2 bz, BIEMRBNORIERFRSERIL, 4 B
MIAT 39. 5%, 4~48 AT 18. 8%, 48 LI E 3.8% Th 7=,

B INERRAT R SHER] 1, 045 BT WNT, 272 0 O P PEFERIER T, B 5-BRAARE 3. 20 [B], 5
138 4. 92 [A], %5 48 3 6. 30 [B] T&H - 7=, AIWMEHIE TIE, HER 77.0% (485/630 1)) TH Y |
BIEZHIRI R DA ZhRIL, 4 BRI 57. 7%, 4~48 AR 71. 9%, 48 MEILL L 84.8% T -
77

2) ABEMHLE LTERFENRNERIEER L1-AE - HBROME
L
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(1) =0k

1. ENBEIHERR (77 RSB ESHEEEER)

H & BEE[RI5 3 ) 3 (8] /AT OAREEN 6 » H DL EFHE L T DB ER 2B RMEIR 265 5
BRI, 77 RXIAR 24ueg & 1 H 2 [m 4 8BREOKBE L&, TEFHMEEE TH D
(555 1 BICB T 5 BRIHERROBEMMN S OB E ] 1IZUTOEDLEBY THY, IR
RIS D ARBIBEOEEHMESRGE S Nz, £z, WIEEG-BHAA 24 RERLINIC B RBHEER H - 72 &
FlX, 7T BHREE30.6% (19/62 f) K OARHKIEE58. 1% (36/62 %) TH Y . FIEIHEE £ TR
OHRAEIE T T & REEK 28. 8 BE R ORAIRER 13. 1 BFfl ThH > 7=,

BEF1BIZET5ERHFERUOBEEHANNELLE

. Be . AL B ORERLE
%_7;‘]3/ Pavand N /jj_\‘ s =3 -g
B R %1 EeR [959% 15 4Rl p i
PR i 1.68 2.93 1.26 B

(n=62) +0. 77 +1.82 +1.82

N p<0.001
AHIHE 1.65 5. 37 3. 66 2.40
(n=60) +0.78 +2.78 +2.78 [1.55, 3.25]

PIME EAEAE RS, 2 B t BUE. ATEOKEEmR 5%

AFIREDORIER FEBUHFEIE 41. 9% (26 Fl 62 B) Th o7, ERENWERIL, EL, THIZ 14.5%
(9/62 ) . BEJE. REEBAPUE, M APUESS 3.2% (2/62 ) HThHh-727,
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2. ENEIAHRE (555

H R PEE R E A1) 3 (8] /B ARG OIRAEN 6 » A LL R L T2 @M 72 @ RER 2 3 5 B
F 200 Bl 2t BT AR 24pg &2 1 H 2 RI48 IR OG- LIz L & 7 HH 72V O BIPHERELOHE
B CEE) U TOROEEY Tholz, 7k, KRB TIIAEEFRIZED 45.0% (94/209 Hi)
DR L. 16.3% (34/209 f5i]) 23RS L 7=,

(E/8)
7.0
& . W’
5 2.0
5
HE 4.0
{&#
=] 3.0
20
jlic)
1.0
ﬂ'-ﬂ T T T ™ T T T
BL < 8 12 16 20 24 28 32 36 40 44 48

()
BREPERZO#E (FEH)

BIVEFSEERMERE 1L 73. 2% (209 iR 1653 f5il) Tod-7-, EREITERIX. THI37.3% (78/209 i) .
Bl 27.3% (57/209 BI) . MOERARER 7.2% (15/209 1)), BEJE 5.3% (11/209 6i) . W&aH: 4.8%
(10/209 ), FEEBASPLRL 4.3% (9/209 #1) . FEJR. BEEBAZIGA 3.3% (7/209 ) ZETh -7 Y,

3. EWNEIARER (ARPEHERIEOELEIZIES < RIZEEOMER

H &R RIER AN 3 Bl /AR ORIEN 6 » H LA EEHE L T DABMEERME D B3 & k512,
12pg GREREUAD BRIX 1B 12ug W BEAZ 2 DT EALTO, 24pg (FEERAF) BRI 1E 240 g
BTN E L T2, 1 H2EEYREEZICT BREEE L, FEMEED CH LB 18
BT D BRIERZE OB S OBLEIFUTORO LBV TH Y 95%E XML FATIZ
ELERSE~— 0N TH o T,

BEF1BIZET5ERFFERUOBEEHANNELLE

TR 72
. o
R e [95% {Z A<
12pg? B (n=60) 3.0+3.87 -0.4
24 1 gV Bt (n=65) 3.5+3.51 [-1.8, 1.0]

PPS : TRBRSEREFIEIE (S A LI REH, TEEEERA, FStE~—r 0 £1L6M
i) RBRERGR. i1) YRR
RIVEHIZEBUBEEE 13 27. 4% (135 i1 37 ) T o7z, FERBIEMIZ. Bl 12.6% (17/135 i)

THI11.9% (16/135 i) . BEF AR 2. 2% (3/135 ) FETh -7,
((ENEEL

V. 1BRRICEd 5 EA 26



4. WAVEIERER (777 waRx R EEMEGER (1033 ) ¥

FEMAMIEIRICA EAA R (AT RU%EERL) 2 AT BRPHERIE Y 3 B/ H AR TH
0. BRIED 25%LL TRV, FERITAEVE, ZRER, B RSHEERF O & BN HREEEE ) O Fiied T
HEDO—OLENEYTIEREZ MR, 7T AR UIAK 24pg 2 1 B 2B 12 BB OHEE L
ol E, FERMEEA CTH D TARIHEL AR Z—F (1 #BM S0 o B 3PHE RS 1 [BI2L R
. x> 9 \ELLET1IHEMSHY 3EILLEDBREYEN B D BEEE) | 1TAFIRE 27. 1% (58/214
B, 77 BREE18.9% (41/217 B) THY . 77 BREIHT D AAIREDOERME DS BREE S iz,
AAIBEORIVER S BISEE1X 28.3% (219 Bt 62 B)) Tho7-, E72BENWERIE. FHI9.6% (21/219
). B0 8.2% (18/219 ). A 5.5% (12/219 ) HTh o7, BB, VT 2= A~T X UH
EBIRAEAA NiX, CIC2 7 a7 A RF¥ 2 ADIEMHLEZILET S L TLrET R R DR %
FBRIFACINGS S 2 aTHEMEN & 5 = & N FERERRER 1 TRENTZmD, A R R T uRx
U7 = URERA LTV D BEIIARERD HERA LT,

K[EINARIKGE
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VI. EHEREICREI SHIEB

1. REZHICEESHHIEEMRTILEME
AL L7

2. EBEEA

(1) YERERLL - EFAKER
nera A bk, NG ERTEERE (GBS AERD (TF7ET 5 Cl1C-2 7 1 74 RF ¥ RV E{EE
fEL. BENA~OKRGWEEE L TEZRO LT D2 1280, IBENOEEZ @D CHEHEZ
REET 2, F/o, TOEMIGERITICTHRE L, WIS BT R# N D,

@ @ TEF—4" ) 9

Na*

NarK'-20I-
Higask

INGHERE B RRABRRIZE 11D ClEIED A A —DRET 2T 1« —FOEREEL

Bl SURERRALC R ERE I R AT AR I 0 BRI — Sk
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(2) EMEZEFTHREBRRE
1. CIC2 7 v FA RF ¥ xTEMEALIER (in vitro)
Or7uZ4 K44y (C1) ket d 21EH (in vitro)
bt N B R SRAIIRR (T84 M) Z4fi ) L 72 A& BItiE ISR T D MEClE., AR/
FEFETEOIEMNMFED AL CLUEEDOHIMER 2/ 35 Z & D3R SHU72,ECs 1% 13. 0nM Th o 72,

(Michaelis-MentenZ00 i)

0 50 100 150 200 250 300 350
JWEZTORRVEE (nM)
SR EI= 5T 2 Ve

@CIC-2 7 a T A RF ¥ R /ITxET 5 ER M

E R beF b ClC-2 72514 RF¥R/LHH T CETR 23 A L7~ HEK293 #lifim 4 Fu,
RN Ry F 7T TECEID . AET a2 N OERZRG LZ, b E T 1 A b TR
TFEIIZ C1C-2 7 1 T A RF ¥ RILZIEME(L L, Z 0 EDs ff1% 25. InM Td -7z, CFTR i A HEK293
MR TIILE 71 A bz kD CETR OIEMHEAKIZA S o> T-,

(Michaelis-Menten70w 1)

10

O | T T T T T T 1
0 100 200 300 400 500 600 700
IWETOR N RE (nM)

ClC-24- B854 FF¥R)LEAHK HRIZCEFHILETOR 2D
ClC-2 /B354 FFvrILiEMHILER

VI.
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2. /NMEWNEREIZXTT B 1EM

12)

MR L7oBEME ICR ~ U ATE Vb R HERRIE (5mg/kg) A MEWENH G L. & NEEREZ KT S
TN ERAV, LET B R L rOGENEEICHTOEREZBH Lz, T b RERER 5%,
BHip~— D —%E5 L, 20 150 5% ORR~— T —DOEB~OBZEEZRF LR, e 7 m X
e (0.1, 1, 10 DWW X 100w g/kg) OREOFFIZL Y, EBNICER~—I—DROLNDL~
™7 A DEE I EARAFRTEAN L, 1, 10 K100 1 g/kg $25-ClE., B~ —H — OB E N D

BE7ermniRo oz (p

3. IR ST UMEELE

<0.01),

Mo UT-REME Wistar 2T v MaveEZFm 2 by (0.1, 0.5 HBWNT Lug/kg) ZEOHES L.
30 RICHEH L7 ENOBREEZRIE Lz, BREIZLVE e X b O ERGERIZEIL,
0.5 X1 ug/kg $&5-CTid, *E (K BRIZHEFERBEMNAED 6z (p<0.01),

25 =
ok
20 = ok I
qg. -T- 2.02
g 15 171
(mL) 107 1.06
0.5
f B 0.1 0.5 1

4. /NBNIK Y ST E

NEFoAk (pgks)

IWETOR b OGRS WREER

14)

EHT LT ERE - EERE (0=6-T7)
**p=001 vs. HEEHE
(Dunnett o0 2% 8 H: @ E)

MO0 B ARG LT v MaAE e X 10 g/kg 2R OBE5 U-REE. BT HEERT
SR (BEA) BRICHENEFEIZEM LUz, ZoRLY, v 7 e X b AR EN 2K OBE
TOWIREZLEST 2O TIERL, BENLIBENE~DOKSBITETUESE D Z LAVURIE I

770
IWEZTOR LU DBERNKD MR EER
AL n ik ERE (g) ° Wi R RE (dpm) @
i FEHE 6 0.89=+0. 16 50,894+ 9,295
AT a R N 10u g/ke B 58 5 2.3340. 18" 151, 53012, 221*

a JRJfH LR =
sk p<0.01 vs. XIPEEE

(Student’ s t #%E)

5. KR N U T A EEER (%) P
ARG S Tzt A E S B A h D

I B I~ D~ > = b =)L OB E & I 72 L~V S8,

B 38
A

WZOWTC, ML WIEEEMA -7 Z BIEOR
B2 VN CRIM U7z, R S 7= [RIAGRE R 2 SR g L 0 RIEfE L. Ussing v /X —IZERE L,
R~ U 72 B U F 0 MGk~ = N — L ORI ) B FEE ~ DB DWW COL e 1 A
Ky (LM ¥, JEMmclli L=, te7e 2 hy (TuM) X, BmEEIC L0 8Lk

VI. HhHH B9 2 IE B
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(3) EMST - FH
LR L

<% (WRT—%) >
O HA NS SEVEERME B 2 %5 & U 7o NS TUH B BOGERRBR K OVE A28 TR B el
BRICEBWT, vE T B R b 24pg 1l H2BEREICED . 5% 24 FFRILINIC, £ €, 75.0%

K ONB8. 1% D EFE THREHENBLEZ SN TV D,

QOFMNENFED AMEBIEITR L O A A A NEFSMEERE B3 & k5 & U 7= g E BRI R 35 T
FHERERCTH B 1033 HER KL N 0631 RERICBWT, A BB A M 24ug 1l H2EEGICEY ., B
# 24 BRRALIIC . ZF2UF . 50.9% & TN 38. 8%, 48 HERHLINIZ., FHFH. 72. 4% KN 61. 2%
DEETHRIHENBEINL TV S,
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VII. E¥EhEIcBiy H1EH

1. MrREDHS

(1) BELEDLGMPIRE
FREERR L (RANFESRIIZ LV ERT 20 TIER < BERPTCERYT %)

(2) BRERGABRCTHR SN -OPRE
1. fdERER A
OLAEE I
TR AN B LI T T24, 48 T T2ug DALET B A MU AHBEIROLE L2 A, MiE
FoLE T o A R CUEERONTRLEE FR (10pg/nl) RiiTh-o7-, £ 712 b rofk
HM3 (15~ R FAK) O Cpy. AUC VMR EARIFHNTEINN U7z, Thue 1% 0. 375~1. 56 FEH,
ti 1% 0.495~3.91 Bl ThH o 77, E7-AHM M3 O MAE TR EHER I BEE e MEFE 13300 e ds

7,
B0
—(.?—Zd-pg
pry —a—48 pg
% 50 —a—T2 g
&
]
g
:
=
g
]
3
= 20 (8 ) OTHE+EEE
e ERTHRAERIOLLTEIZRLE

a 10 12
Time after adminkstration {hr)

BERBABXICETZ)ILETOR b EEZEORSROMTFH BN OREHERS

1) A THGBENTODARIORESUTR, FELCHEIILTO LY TH D,
GIRESUTZNAY) IRPEMERME (FREAVRRIC K DR FR<)
FHEAOME &%, A3 E7rR b LTI 24ug 21 A 2[A], SIREROY REISREOREGT D, 7, fER
(Z &V EERET D,
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BEREABXIZETHILETOR b EEREOKRSEOMBRKEY N OEYEE/ NS A —4

55 PRI AUC, Thax Crax tis
(ng) (pg-h/mL) (h) (pg/mL) (h)
Bk 6.96+5. 72* 0.375+0. 177 21.8+2. 2* 0. 860*
24 ek 13.5+11. 7% 1.08+0. 38% 20.9+13.5% 1.53%
A5 10. 949, 4 0.800+0. 481™ 21.2+9. 6% 1.2040. 47%
Bk 36.4£16. 4 0.938=+0. 427 42.9+21.0 0. 645+0. 253"
48 ek 34.8+20.8 1.31+0.38 34.4+19.7 3.91+4. 65*
A5 35.6+E17. 4 1.130. 42 38.6+19.4 1.9542.94%
Bk 49.3%26.9 1.56=+1. 64 53.3+28. 3 0. 495+0. 040*
72 ok 82.7%80. 1 1.44+0. 66 53.0£36. 4 2.55+2. 45"
A5 66.0+58. 1 1.50+1. 16 53.1+30.2 1.52+1.91%

*1 0 2 5 OO S A UE(R 2=
*5 1 6 Bl OO R AT YE(R =

2B 2 8 Bl o> = AR R 22
4 1 5 B DI AR A 2

BYE, 2tk 4 Bl FHE SRR AE(R 7
*2 1 LHIOME %3 1 3 B FHIE AR R

OE S

BB ATV BT n A b 24pg & 1 H 2], 7 HRFEAKS Lk & mitFor e
oA b BB ENERSICBWCESE R (10pg/nL) RETH-7-, F/-HE51HBET7THA
O ARBIIN (15- Frofk) o T, 1% 2. 111+ 1. 024 B O 2. 444+ 1. 074 BERE. Co 1
45.5+32. Opg/mL F TF 46. 1+23. 9pg/mL, AUC,, 1% 102+ 71pg + h/mL } T} 108+37pg + h/nl T,
FEMEITRE O bivZe o7z,

BERABHICESFHNETORX 1 H2E T BHRREZEORSEROKEY N OEYEEE/ NS A —4

b & AUC1on T Ch
5‘ El max max
(ung # (pg-h/mL) (h) (pg/mL)
48 1 HH 102+71 2.111%1. 024 45.5%+32.0
(24 g/lA, 1A 2[A]) 7HH 108 +37 2.444+ 1,074 46.1%23.9

9 B DI AR U 72

(3) s
TR L

1) AHCHR SN TODAAOIRSUTNE, FIEROIRIZLIFO &350 Th 5,

CHESUTNE) ARMERRE (RERPERIC & 5 R ER<)

GREROHRD @i, BT ET B2 b & LT 2Apg % 1 A 21, SREROYRGICENEST 5, A, fEik
I Y R 2.
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4) BF - FRROEE
AR L

(2%5) REOPE WLEANT—X) 7

TERERR A B 2c 14 B (19~44 5%) ZxiBRE L, 7 u A4 — —JEIC kiR T (134) XLEE
s AR 30 2% (14 ) ICH- e e R My 12 g ZHERR O G U, M5 e Ge e B e
B st Lz,

FORER, BHEOD Cpld, ZEMERF L LR L THI 1/2 IR F L, AUCIZRIFRE ThH 72, £-A%
D Toox (TZERERFICHEREBIE L2, 2D DOFERNSL, BFICEY ., e T 1 A b OWRIEIFZEL
TRV WIOREEII B AT D 2 L IR S LT,

BEREASXICETS H-LETOR FVEEREORSHOMTEFRBSREEOENE/NF A —4

AUC (ngreq'h /g) . Cax t1s
&5%14: n Tmax max 1/2
t oo (h) (ng-ea/g) (h)
Bk 14 2.83=%0.55 3.247%0. 87 7.36=%3.09 0.256=20. 090 6.25+2. 83"
MR 13 2.69%0. 51 2.86x0.51 2.85%+0.97 0.560=*0. 113 3.09%+1.09

Behid:2ug T fiE = A R 2 *1 110 5D V-2 fiE & A M 22

(1) AT 5%
LB L

(2) BILEETLR
AR L

() HEEEEM
LB L

@ HUFF TR
LB L

(5) AT
AR L

(6) Z0it
WAL L

) A THGE SN TODAFIORE TS, FHELOHREIFLI T O LB Th o,

GIRESUIZNAY IBIMEERME GREARAIC L A HEMEERL)

(HEROWE) @, A 7Tmx b LT E24ug 21 A 20, SI8%EOYEHBICRO®EET5, 28, Bk
&LV HEERET D,
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3. BEH (REaL—Tay)

OF-T 5
LR L

(2) 185 A— S EHER
LR L

4. YR

VI-1. (2) BRIRFER THERR S 7 h iR ] OHSM

(%)
Ty MIH-VE T B A M 2RARE LRSS, 0T OWRINERIT 34% THh - 7,

5. 75
(1) % —RiAEPS BB 1
LR L

VI-5. (5) DMk~ DOBATIE] OESMK

(2) mi%k—RRAEEAFIE &

(Z//%A:%) 18) . 19)

R 13 BEHE VIS HEOMET v M H-LE 7 X b 50 g/kg ZfRO&S5- Lz L&, KRIE
(23 1T D A REIR B VIR B O IR R BEIR E L 0 BIRECTH - 7223, JRIE~D e OBAT
NRD BN, E-BEPHEREREIL. MR I3 HBE XV S IS HATHETHY . BEHM X
Vb EEHIC IO TIREREEMEN @V EE 2 BT,

(3) A+~
(%)
BHMZ > M H-VET B A R b0ug/kg R OHE Lz & &, &5 24 REfitE £ CTHAFIC
HERREA R H S 4L, A ~DOBATHEDR GRS b7z,

(4) HEE~DFEIT
VI-5. (5) Z&DMOMER~DBITIE] DESHR
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(5) ZDHDMBB~DRBITHE

DR L

(z%)

MERED » MZ H-AE7m X b 50pg/kg ARG Lice &, T v FTIX B, 24
Mo PR BEE. 2285, AL OGS IC W T L D b EWEERBIREN b NT, 1FE AL
DORFRPHB BER AL 1345 5 1 RFfH] & )3 2 IR ISR s E 2or L, B, fil R OCERIZRE W
TIIG 6 R ICRmIRE 278 L1z, W TR OMBRIZIE W TS, T ORBEIIZHED L, 5 48
PRI TIRIT & A L ORISR W TRRIREED 4% L FIZIKT L, B 2R MEIIRRO b eino
7o WEVED v FTIR, GBI OB REITHENE T » MZHANESWEM RO S 7225, 5
A DIRF— ATHEITFED DR o T,

(6) MEIFEEMHEEERY

M-reE7e X o MUEIZBIT2EERERIL 94.4~94. 9% ThH-7= (in vitroill®) .

VII.

HEhREIC B9 5T A 36



6. @™

(1) ARBEERAL R ML HIHIR R
YL Ot MZBITHvEeE7 m X OREHREE E LT, 15 Lo KEE b, o 85D B Bk, o
B o BRI, 11 AKEEFEDBLAKD 4 BEEBHEE S D,
NMET B R R ORBITHESCNTH Y | FHEZRMERPICREMRIZIZE A CRD LT, RS
NHITE N ENRIEEER2RFH TH -T2,

HO WCHE

F O F EFaAR

///ém&m
5 CDOH p
FH C\/\;;c:/\/

HO CH
”{Mfﬂ : Bk C
B 3% D 15 firi e afipEE(L feat M3
R M4 ol ofet il <A, Fwh,
<R, Fub, UHE, M (. Bk
AR, bk
H,uM,CDDH
F. F
OH
H OH
By @i K B R H
i M15 st M12
PR, Fub, UHE, PR Tk, R
A=, B Bk AR, Wi ek
E{lk
0y
_,-»\VCODH CDOH
: FcF CODH COOH
HO % H iy
Bt J & 3 Hy
{43 M4 a4 M12,
<R, Fob, R, =R, Fub, v,
AZ, Hi Bk A=, e ER
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(2) REH-BEE5T HEE CYPZE) OHFE. FERM D
10 Ok CYP 3BIZE I 7 oY —2A (CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19.
CYP2D6, CYP2EL, CYP3A4 TR CYP4A11) % FAWNT in vitro T/LE 1 A b OHT 2 Wit L7228,
WD CYP IZ K> THRBISTEE T, re7m X hrofRFEH CYP 23845 L T 5 AlkEME
ITEWEEZ BN, I5OEITIZIE. IR VB LEEDOMENREB I T WS,
Fo. B CYP I 207 B X o OBREENZBRET L72RER. CYP2A6 (Z%f L TOHFHN
FREER N A BT,

(3) NEBEBHROERRUZOHE
DR L

(4) KEMDOEEOR|RVEMELL, FHELEKY
AN [T BT B R | LRI R O EEEE 2 7R

1. e
GrEAT—2%) =
R B 4 BN T2 g DBV BT B R bR HERR ARG Lz & &, $54% 24 Keffl £ Tl
TEE G HURRED 60. T%DMRFUZ, 5. T1% A FAPICHRIE S, B4 168 FEfH] &£ TIT 62. 9% 23 )RH
(20 3L 9% MEICHE S, BT 94. 8% D3I S L7z,

8. FIUARR—E—IZEHT BIEHR
MEER L

9. BEIZLBBRER
MY ER e L

10. HEDERERILESE

(1) BREEREETRRICBT2EYERE MBEAT—42) ®©
fEEER A 57z 8 B Je OVEE B AR RERE S (N LifEHT) HBaF B4 8 fl (35~45 %) IR FTe
T AN 24 g FHERROEE LTCREOEYENE T A —ZIZLLTO LB Tholz,
WO T L E T a2 N REILER PR (10pg/mL) RKifiCh o7z, HEEBHIERE
B I M3 D C,y AUC VIMERERK IS LA 22 26%., 12% @V MEE R L722s, B
REREE AT ICB T 2 A EFLORIRITEERA L FRETH -7,

) AH TR STV AFIDSREUTNE, FERORRITIFO L 59 Th b,

GIMEUTZN) BME(ERME GRERERBIZ X DM ERRL)

(HEROHED W, A ETr A b e LT E 24ug &1 B 2 B, SI8H%EOYERICRORET S, 7B, ik
W2V EERET D,
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BEAARVEREREZTEECSTILETOR U EEEORSEROKHY N OEYFE/NS A —4

(R EERR AR B RE R E AT FERM B .
5 2 R) (T, BHHI) T/R " 4
INT A—H 12 (O/ ) 900 [ T p &
B | ey | pis | S(E 6o
Crax  (pg/mL) 8 28. 4 8 35.5 125 78.40, 198.33 0.4162
AUC, (pg-h/mL) 8 30. 2 7 33.6 112 58.63, 212.15 0. 7685

15

(2) FHEEEEREICST2EYEE MBEAT—42) ¥

NMET B RN 24 g HREEERA 8 B, TR ITREREREE B 8 I, HENTHREREE B 8 f
I VET R A N 120 g & PEENTHRER E AR b F, HEENTHAEREERE 9 FIHE T LR
A5 L, EYEhek W2tz et Lz,

ZORER, MR REMARREITIZEACOBRFIZBONCERE TR (10pg/nl) K Th o7,
FTo, 24 g BHREORE M3 D C,ops AUCITREFERR A & LE_C, HEEIFHEERER CEZLEN
66%. 119%. HENTHEREFEERETITL 183%. 521% L5 L7-, - T, DL EONTRERERE = B
FIAKN =B G532 55 IXEE R B ENRMNE L E X b,

BERARVIHEBEEESEICSITDILETOR M 24 ug BEZEORSHORE N OEMEIE/NS A—4

FERE AR Cuax  (pg/mL) %”Eﬂq AUC, (pg h/mL) %”E{K‘
C =) (vs. FERERZN) C =) (vs. fREERR )
R A (n=8) 35.0 (=) 36. 2 (=)
hEERE  (n=8) 58. 1 +66 79. 4 +119
EERE (n=8) 99. 2 +183 225 +521

Floo 12pg XiT 24 p g HEFEGEREORIWERIZOWTIE, PEEIFEREREBE TV TL,
12 p g BERFTITRRO DRI TEM, 24 p g WERFITHEED TR 1 PIIRRO b, HEERT
PEREPEE BH TRV TR, 120 g BREFFT 9 BT 2 611 (22.2%) (2T Q6. 88k (161 2338
HH{, TON, RO L HITHEETH 7, 24 p g BERFTIE8 FIH 4 6 (50.0%) (2 FH (4
B ANEE (LED . B (LED ORIWERNRO biviesy, BWEMOREIL 12 0 g G LIF
EFRERTH Y hOFT N TRETH -T2,

1. £t
DR L

1) AHCRRSIUCO S AADOSIEXTAE, EROHRIENTOL5Y Th s,
CHEUTNE) ABMEIERIE (REDRRABIC & 5 (BRI <)

GREROSHD i, BCLETBA b & LT 1Ll 24pug % 1A 2 8l SREROSY REISENEET 5, 725, ik
I Y R S,
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VIII. &2t (EALDOZESF) ICET HIEE

1. Z2E5RBE L ZDOER
REEN TV

N
\Ii

EZRBLEENEH

2. BE (ROBHEICFRELEWVWIE)

2.1 5, ~ =TI HABHAENHERS L TWA IR bh 5B (BHELBEIL ST 5
ENnH 5, ]

2.2 KEID RS %E LIsmUE OBEEE D & 5 B3

2.3 fl XAFEEHR L T B ATREME D & D etk 8.2, 9.5 PR

<R >
2.1 [FRERO— R EEFEEE LTRELE,
fESE, ~V =T HIZ L DIGHAEN D LA ICHHEZ R TR 2 & G595 LG L E(LSE 56
ZNRHDHOT, BHENHERINTWD TEbN DG A ICIIARI O 52852 &,
2.2 —ZREEEEE LR LTz,
REND R ®T U CHRBUE DBE RN H 2 56120, FREGIC XLV IBBUE 2 33175 2 /iEtEn &
WEBZBND, ARIOEEIZHT- - TL, MBI L0 REIOES KT HIRBUE O BEERE O
MAMRE L, BHEEN S 255 IIIAR OB G 28T 5 2 &,
2.3 W XAFATHE L CW A RIREMED & D 4ctEIckd 5 U A7 B8 L AR5 E L= (T-6. (5)
iTha, (6) #23liw) OHEEBMW),

3. MREXIIMRICEET SR & ZTNER
V-2, WEESUIZNRICBEES DIEFR] 22T D5 &,

4. AERUAZEICEET HEELEZTOER
V-4, AIEROHEICEET IEE] 22RT5Z &,
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5. EELEAMIE L ENER

8. EELEXRNMIE

8.1 AANZ L DRI L 0 kIR OB E NS SN HA . UIRIERARRD b HAIC
X, RIS U Ok, REESUIHIEZ BB L, AAIZER kRG22 E0RnE HiE
BTaZ Lk,

8.2 B ERHR CIRILEERNME SN TWDH DT, EIRT 2 A[RetE D & 5 MEIci 53 2 5511%
R AT O 72 CILIRP TRV E2HERT H 2 &, Fz. AFIOEIRIC KT T fEE ko
WTHEZICTICHA L, IREIRITESE 5 2 L, B, ARG TR MR S N5
BXTRONT-HGEIE, EOICEMCERT LD, fFET52 L, [2.3. 9.5 5]

< S >

8.1 KRERGRAB N EANEMHEERBRICIBN T, AFIOF L2 ik L7z B IS CERER
DFFE, HRPRDOHILTND Z &G, BPEERIEIIARF O/ H B NEREBTH L &5
26D, T, AFNIEMFZGRBOMEENS, BEYMOMHANTRERERTH D, L,
— RN IR ITBIR AT O T I TR/ NBICED HRE LB 2 6NH 2 &, FIRERIEIC
F o UTKBHER DO MBVER2NEE BEIND Z £ D, BEOIERITIS U7z EAR O &
DERE OB BIZE SO TARA OB ESCRIE, FIEOHE AT Z &,

8.2 WA K ONEWN TIX, 1 2 S RICERRRER 2 i L T e C, dEZ BT 2 A&l 0% 2k
P DWW TR S ATV 7220,

AKNOWEPEFFE O AIREME 2 FTT 2720, 4k 40 HE2 6 53 H H £ T, 4ERE/LVE » MIAA
Z 1,10 H 25 ug/kg/ H DKERRE LT-RERICIHB VT, AFID 25 1 g/kg/ H %5 CREMW) ~DH
PEICERT 5 &5 2 5D IRIRERBFRD bl
PLEDZ &t AFNEEBIERTICIIIFIERE 21T O R EER L CWARWZ 2R T 52 L,
F7o, ARFIE AT IIE R IBHIEIC e > TR 2 K5 RETH 2 &, ol KEIEGHIC
RN HER SN B EREEN DN SHAIIE, EHICEMOERT 5 X HfHEE+T5 2 L,

6. RENEREHIHBEHICHTIIRE

(1) GHHE - BIEEZEOH S EE
FRE I LTV

(2) BHREREERSE

9.2 BHRElEEES
9.2.1 EENEHREEETOHLEE
AFSOTIEERFH D O MHRER LA D 8Ehni’ b5, (7.2, 16.6.1 2]

<figzn >
[V-4. MEXOHEICEES 23S . KO TVI-10. (1) BEREREEEE 12 1T 5K yEhRe
BUEANT—H) | ODIEESRTDH L,
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(3) FFHrelEEaE

9.3 FF#REfEE RS
9.3.1 FEEXIEEDTFHEEEDHIEE
ARESOIEERBE O M PREN ERT28FZn01H 5, [7.1, 16.6.2 B

<fiign >
[V-4. MEXOHEICEEST 23S . KO TVI-10. (2) ATEEREREEBE 123 1T 5Ky EhRe
UNEANT—4) | OEESRTDH L,

(4) KGEREZHET 5E
REESH TR

(5) 3Ei%

9.5 11im
FESG SUTIEIR L T D RTREMED & 5 AeEICiTde G- L 2 &, PHI TRk L7 AAl 2 vz
BWER (7> 8 T, BHEORE~OBITRRO LN TS, 7o, BmER (1€ v

b)) CHRIEEERRESNATWD, [2.3, 8.2 5]]

<fiRgn >
HES K ONEIN T, 105 2 PR ICEER R ER 2 320 L T 7=, iR K OMRIR 022 21250 C
VLR S 0T e,

[H] CHER U 7o A A 2 W IER 7~ Moxtd 2 B ek ¢, IO R I ~0BIT 1R
HHENTND W, F BTy MBI D IREEF R O ATRENE & Wit U 72388k T3, AH 25 1 g/kg/
HOREBRGIZE Y B ~OFEICERT 2 EEZ 0N RIBELANBD LN Z LN,
TEIE XOTIENR L C W D AIREME D & D e MEIC KB 2 5 L7an 2 &,

(6) #=FLim

9.6 &7Lim
1BR EOFHRMER ORAREOARMELZE L, RAOM T2 MF+ 52 &, [PH]
THE L7 A &2 T8RS (Z >~ b)) T BERROAI T ~OBITR#HE S Tnd *,

<fifgn >

HI T ~DOBITZ T T 2 72012, HEHZR DT v M [PH] TR L 7-AF 2% 5 Lok S, m
HEPJERES 10 TRV S DD I T A~ORSREDBITRHER SN TS Z &b | AFIOEEHX
RAEZRET DL HOFETHZ L,
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ORI\

9.7 NRZE
INREZ G L U2 BERRBR 1334056 L Tueuy,

<JER >
INRZE RS L LTI E M ST enizd, BRE LT,

HBSEREMET LTV D,

<fRRL >

—fRA R E L CRSH L7z,

— R E A TIIATERRE . BHRE O ABBERE MR T L TV D 2 LB W7, BER OREIC
THBEL TR TS Z L,

1. HEERA

(1) HtREZEEREZFDER
BRE STV

(2) tEEEREZTDER
FRIE I TV

8. BIEA

1. 8I¥ER
WORWERNH LoD Z LB H B0 T, HEEZ+HDIITV., BERRD LNHEAIITRS
b A7 SR EERITO 2 &,

(1) EX%GEIERA & MEAGER
HEINTHARWN
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(2) ZDHthDEI1ER

11.2 ZoinEIER
5%LL k- 1~5% AT 1% A BEFEARH]
Mg M VY > 2 1.
HbEE
RIE R E SOE R EUE
R e OV 2% AR IEER
TR R R A FEED F N, RO F
VN, BB, EIR, KA
B R ORI [EfRPE D F U
L ElEs Bk
I N R
R &N TV EON IR K] S WK
i =
H e TH (30%) . | MEERRBRRE, | HIEARE. HEEEIEE N,
Bl (23%) | Mk, we | HPERZE, RRER. ST
e (6%) i i)ﬂjﬁl%\ D ERANTR, R
R & R OV T A WE, ALBE 55
kB
77 B SR e OV e, e AsAEE, DUk
AR NSRS
EHRERLOR | W A PR Hoga, Ape, BEE (K
Hrkkte (5%) DARE) | R, FE, O
&)
fife PR AR AT M yLesEm, mef | mEET
I LT FURARSF—F
BN, i R o g,
M ~Y 27U+ Y REE,
A RSN, Iy -2
ANEINFNSG AT T —
BEIN, R 7 R o B
~ET R EUED, REH
m. A fERESE M, Y
N
< i >

EIN Tk U7 BRPRRER 3 BB (55 AR A E&LOCHERUER, 85 TIAR ekl . 28 AR = 0 4% 55X
BR) 1ICBWTC, AKI 1 H 48 g N EE SN 315 B TRO LNTRIER &, 5%LL E. 1~5% K,
1% A DAL 43 1T TRk L7z,

O XD RBEWER NGRS DA, BRSO, RIS Ik 572 &, bl el
EAEITH T &,

7B, b EWHEE THRO b RIWER Toh 2 THIOEAEERINGRIX, B 92. 6% (88 15/95
B . HEENT.4% (THI/95H) THY, BEEOLOIIRD LT,
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[P TSN L 7= 58 A SR AOGHERER . 55 AR PR, 28 AR R 1 5388k D 3 3BRIZ BV TR
FI1H48pug 24pegd 1 H2EHRE) 235 Sl 316 Bl TR0 bR Z L TR LT,

ERTEMEL-ERKREAR (1 B 48ug&EE5H) ([CHIT5EIER

LA RTAT 6t 51 315 i)
RITEH R B (%) 196 1 (62.2%)
25N Bk PR Bil%k

mEEV) VI REE 1 (0.3%) HERRRUESHEBES 3 (1.0%)

Al 1 (0.3%) i R 2 (0.6%)
REREBE 2 (0.6%) R 1 (0.3%)

ST 2 (0.6%) DO R A g 1 (0.3%)
HRREE 15 (4.8%) £ HBER VRS FHATHRE 29 (9.2%)

SER 8  (2.5%) Ja i A R 17 (5.4%)

FEMED F 3 (1.0%) e 3 (1.0%)

FETE BlURR 3 (1.0%) TEIE 3 (1.0%)

BALPED F 1 (0.3%) FHE R 2 (0.6%)

fEHR 1 (0.3%) Hadia 2 (0.6%)

PN 1 (0.3%) 18 2 (0.6%)
BERURBRES 3 (1.0%) A 1 (0.3%)

[ElfEPED F 3 (1.0%) ERERIRE 10 (3.2%)
DEEE 7 (2.2%) e kU 27U RN 2 (0.6%)

ElEd 6 (1.9%) M7 L7 F ok ARF S —B N 1 (0.3%)

R 1 (0.3%) M~ R oy 1 (0.3%)
mhEEE 1 (0.3%) R A S Yl 1 (0.3%)

1EFTY 1 (0.3%) i H R SR AN 1 (0.3%)
IEIRES. MR R UHitFEiEE 5  (1.6%) y=TNE IV T AT =T —BEEN 1 (0.3%)

I R i 5  (1.6%) JRF TR o 1 (0.3%)
BEE 172 (54.6%) ~ES B U 1 (0.3%)

T 95  (30.2%) PRI 1 (0.3%)

L 73 (23.2%) A ERFE N 1 (0.3%)

JEJA 18 (5.7%) ey o HE 1 (0.3%)

JE DA PR 14 (4.4%)

g 12 (3.8%)

REEB A 8 (2.5%) )

BLTR R 2 (0.6%) ) WA SCETORWEREFIILTO L IR £ LT,

Fik% 2 (0.6%) LGREEOE] — [RIEREYE )

W & 2 (0.6%) (R — [RYEK (JORR) ]

HEEEEHOE M 1 (0.3%)

HfE 2% 1 (0.3%)

DR AN 1 (0.3%)

7 HH ifn 1 (0.3%)
RIERUVE FHBIES 3 (1.0%)

g2 2 (0.6%)

FLBE 1 (0.3%)

9. BRBRERERICRIZTZE
REEN TV

10. BEHRE
REEN TV
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1. BRLDOIE

14, EHELDZFE
141 EFIRFEEDEE

PTP GEEDIEHFNL PTP & — F MO H L CTIRAT 2 X 2835 2 &, PTP v — FOFRAEKIC
L0 B REREEARIA L, FII3E 2B 2 U CHERIAR S O EE 2 A 0HE 2 0F
RITHEBRDD,

<SR >

AANLPTP @HEE I L TWDH O T, —RER S L it# L7,

HEHER S 240 5 CERE 8 4E 3 A 27 HAF) KUN304 5 (CERE 8454 A 18 HAF) [PTP OFAfk*H
WZDOWT IZHEWVRE LTz, PTP > — FOBRIC LV REFEAEFEOIEFICEHERGIHEREZET 5
TARNERE SN TND

12. ZDMDEE

(1) EEERERIZED < 1E#H
REESH TR

(2) FERRARAERICE D FHH

15.2 JERGERERERICE D  1H#R

15.2.1 Z v MTAHK] 20, 100 LN 400 ug/kg/ H % (KRR EFERE CEARHED 4, 20 K081
%) % 2 ERIF G LS AJBIERBRIZ IV T, 400w g/kg/ B 2% G- L-#ET » + TR OME
MR ARIE DR AR F BT Uiz, MET » b CrIFiaRIE D H &R T/ 5 A SN
BT E DWEND D,

15.2.2 7 v N OZRRER OE R £ COMMIRIEAEICET 2RI\, RIS L, AH
1000 11 g/kg/ H %5 (R HFEHE CRER B DK 166 1F) THEREM OEFRIEBOA E
WORALNTEDRERD D,

< it >

15.2.1 AFNONBAFHEREBRE LT, ~T ARRT v MIAAKIE 2 FEHF 53 2R 8% F20E L7z,
Z v NOREBRIZEBT, 400 1 g/kg/ B GHET, HEREE OMEMIARIE DR A LN H BN L
722 b MEDORFRIIARIE D FH BAR FRO 23 BB MR A b= 2 & L0 % | KK O—i%
TEEMR & L CRtdli L7, Zed. TNHOFTANED bivi-HE 400 u g/kg/ HIZERKRHED
815 TH Y., 100ug/kg/HEGRE (KT EFEHHE CHEKRMHAED 20 %) LLFORETIE, 20 X)
A B2 BAROEINIZED LT,

15.2.2 AR DO AFEFR MR & LT, AH (40, 200 XX 1000 1 g/kg/ H) 7% AZHLHT M O ELHA
Wz L CHEED T v MG L, ZIREROEK E TOMMIRREE~DREE R Lz, T0
FESL. RTHRRBEICKRT L. A 1000 1 g/ke/ B % 5 TEEBKL CEFRIBEOA BRI BN bT-
Lk RKEMEHO - RAEEMRL S L CRE L, B, ZNHOFANRD bR
1000 1 g/kg/ FIZERR I E DK 166 7 Th ¥ 200 1 g/kg/ H (PR s #aE CHAIR H & 0K 33 £%)
UITOHETIX, 20X RARERBAILERD LU TN,
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IX. FFEREREAERICEE Y HTHE

1. EEHER

(1) EHEBHBR
SANHIIC T B IHA ) OHBIR

['VI.

(2) REMEEHER

i | N
RmOWE | B R | e | amee | V0 Y]
p HEAL{E WIS, BREDE
HRARR R SD&ET > b Eﬁgﬁi/ 10, 100, :75%10 HDHNIA~F L E X —)L
1000 g/kg | " R IRIRRE S L
AXHWET| TEENFENLFFpcRs . # IR KR
B — 7 )LV K
Tt I edece . I N N C RN N PV (2 P D
HEEARIZE ot A 750pg/mL n=3 R oy sk B 12 B 72 28k 7
o Lo RE o L.
M| o WM&, Lk O
g ?Ef}é}}:;’@ TR, AR R it L R
AN iy NN e 0, 10, 100, I 72 Lo 1000 1 g/kg OFL- 10~
?‘ i i " g EIR TR 0000 gk | n=3 | 120 HEICTMEOL
“%% (K 34%) 5 10 KR
100 1 g/kg THE L,
— IR e 0, 10, 100, k WO RS IR R
PR BRI 000 4 g /ke n=3 |#%&L,
NEFa A AT 10 LY
p HEALIE, 0, 100 1 g/kg CHEE % 18 5 15
|,\ (2N} /.
HitaR NIEA E@%ﬁ{ 10, 100, 1000 nf% R OBEN B 22ino T
1 g/kg 23, 1000 1z g/kg THHE N E)
A EEEmM LT,
10 1 g/kg TREH D VT EM
BAORERL 5100 1 g/kg
HEALIE, O T Na' D JRYEME 5 D FEFHF)
1 U i ,
BRI %7 b | IER o, 1o, o § 10000/ <
1000 1 g/kg PRECE NS Na', KR OR C1 H
T DFEFH AR A 7RI
/}\O
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(3) ZEDHhDZEHEAER
BRI HER Y

1.

TRARLT T D RO (ZEEH)

NETOA N DTaRE T T D RKIR (B, EP,. EP; TN FP)
NWOZRIENE ENH VT [EAEy NElIGOREER (EP) . E/LE v MNallGosmikes (EP,) .
E/LE Y bOEREE (BPy) KONE—27 )V ROMERERN (FP) ] Z2 W Cikli L7z,

e a A Rd, EPy KON FP S RRICKR LT & A ETEMEZ RS o 723,

TR EE. ThT

TR L TCHRWERZ R LTz, vET v X b EPy, O EP, 2 FARICKT 9257 2= 2 MEMIX
ICso DEEEIZEBNT, SV TEAR—LD 105D 1L T ThoT,
SZRIEM:
EP, EP, EPs FP
- [E] B RREAE TR T (R A bR S 1 A HaRE A W FERO
BT ECso ICso (nM) ICso (nM) FCso
LEFB A R 54.1% (1075M) *! 576. 2 47.8 35.1% (107°M)
IVFERA M= 49.8% (107V) 49.3 0.9 52.3% (107°M)

1 ECso B XU ICs ENHEHTERWIGA., B Lok

ERETOBRDREER

2. BFENIEAG, MIREEEIZ I TR (BB
TR
HEROFEEE ThmTE B Bk i OEA FFRL T R EPTA
/8t
e e AN, 107
Wistar 27 v h® AEPREIRIR. 0. I _
[] 53 S i iy~ D B 78 . in vi Sg/mL CUYLHE/E R
B P8~ D L in vitro 10~ 10" /L - i/m T 2o~ L
e Fe A AT
R D B SD%T > b — AEBRAIRIR, 0, Vi "B 2%t L PGE, D 10 730 1
YR AR~ D 5% - in vitro -
TR 75 10°9~10%g/nl. | n=5 | UFOEELRTORT
o,
reETe Ak FELE
. Hartley ;R E/LE AFRRER. 0. 1
SISV~ DB ir}\;;,%ﬂy:% in vitro 107§10«75 - nfS v hORMHRE L
. ¢ RIES 2inots,
Adenosine-5" —
. . . 0, 107, 10°°, T diphosphate THE# S i
D W/CSK
/MR EEEE Jw/ 7 in vitro 105/l . B B 00 B 5 7
L,

2. HHEHER
(1) ERix5HEHER

1.

60mg/ke Z ¥ U7 1 4, M 2 B CI3d54% 4 BRI
TRTOEPDPIL LT, BIE S ERATRIT, 5%‘%@@]@1&? HRAE, BRI, &Uﬂa’b%ﬁfﬁﬁ“(

HY ., FETHITIE R AE OB R AL B ST, ZORER, ARERIC

7 v b HER G-

1 BEMERES 5 D SD BT v Mo, A (PEG400) HAWI/LE 2 & ko (30, 60, 120mg/kg)
PHERROKEEG L, &5% 14 HRBZE L7-, 30mg/kg ¥ 5 U7-1 2 5Tl 5% 3 HLAIZ
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1. EGSHETORTRR

SNEICE TS FEFTRE (2025 F 9 ARR)

E4 KE

a2 Sucampo Pharma Americas LLC
Wi AMITIZA

HAKEAEA B 2006 4

KT} V& & | 3 DOSAGE FORMS AND STRENGTHS

Amitiza is available as an oval, gelatin capsule containing 8 mcg or 24 mcg of
lubiprostone
-8 meg capsules are pink and are printed with “SPI” on one side

-24 mcg capsules are orange and are printed with “SPI” on one side

PIEEESIES

1 INDICATIONS AND USAGE

1.1 Chronic Idiopathic Constipation in Adults

Amitiza is indicated for the treatment of chronic idiopathic constipation (CIC)
in adults.

1.2 Opioid-Induced Constipation in Adult Patients with Chronic NonCancer Pain
Amitiza is indicated for the treatment of opioid-induced constipation (0IC) in
adult patients with chronic non—cancer pain, including patients with chronic pain
related to prior cancer or its treatment who do not require frequent C(e.g.,
weekly) opioid dosage escalation.

Limitations of Use:

Effectiveness of Amitiza in the treatment of opioid-induced constipation 1in
patients taking diphenylheptane opioids (e.g., methadone) has not been
established

1.3 Irritable Bowel Syndrome with Constipation

Amitiza 1is 1indicated for the treatment of irritable bowel syndrome with

constipation (IBS—C) in women at least 18 years old

MEXR O &

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage

The recommended oral dosage of Amitiza by indication and adjustments for patients
with moderate (Child Pugh Class B) and severe (Child Pugh Class C) hepatic

impairment are shown in Table 1.

X1 BEEE
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HiEKR OVHE | Table 1: Recommended Dosage Regimen
(Fe =) CIC and 0IC IBS-C
Recommended Adult Dosage | 24 mcg twice daily 8 mcg twice daily
Regimen
Dosage Adjustment for | Moderate Impairment Moderate Impairment
Hepatic Impairment (Child-Pugh Class B): (Child-Pugh Class B):
16 mcg twice daily* No adjustment necessary
Severe Impairment Severe Impairment
(Child-Pugh Class C): (Child-Pugh Class C):
8 mcg twice daily” 8 mcg once daily*
*If the dose is tolerated and an adequate response has not been obtained after
an appropriate interval, doses can then be escalated to full dosing with
appropriate monitoring of patient response.

(2020 4~ 11 H)
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Sagiii} LA A
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. Limited
available data with lubiprostone wuse 1in pregnhant 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

KIE DA SCH
(2020 4 11 A)

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.

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.

8.2 Lactation

Risk Summary

There are no data available on the presence of lubiprostone in human
milk or the effect of lubiprostone on milk production. There are
limited data available on the effect of lubiprostone on the breastfed
infant. Neither lubiprostone nor its active metabolite (M3) were
present in the milk of lactating rats. When a drug is not present in
animal milk, it is likely that the drug will not be present in human
milk. If present, lubiprostone may cause diarrhea in the breastfed
infant. The developmental and health benefits of breastfeeding should
be considered along with the mother’s clinical need for Amitiza and
any potential adverse effects on the breastfed infant from Amitiza or
from the underlying maternal condition

Clinical Considerations

Infants of nursing mothers being treated with Amitiza should be

monitored for diarrhea
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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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