


























































































































AR L ERFEROLEEMHBRD biv, BARNNE PAH BEIZAE/NEASBEEL 2 mgkg &
LTHRE LIZBAICAEIMEREIFTE 5 LB 27z, £z, AC-052-377 RBRR VT Ok &R 5
BR T D AC-052-378 RBRFER M D, AARNNE PAH BE LA PAH BEIZBIT 2 Z&H7m
T 7 A NMIKEREBEWVIEIRD 51T, /NN PAH BE THRADAEFRIIFBO N7, UL
EX D, AC-052-377 RERCTRRE LT HIE - ABREZARICB T2 H5ERE - HEL L,

B, UTokoic&z %, AEANE PAH BEZ XS L LIz AC-052-356 RERTIZ 1 [
B EBH 2 mgkg & bidi®R 5 L1z & X OARED/NR PAH BE 5T 5 H0MER RS2 5E
Ehi-, AC-052-365 REBRIZIHBWVTiL 2 mg/kg b.id. & H# L T 4 mg/kg b.id TIIRBEEI ML
RN &L AC-052-373 RBRIZE WV TiX 2mg/kgb.id & B LT 2 mg/kg tid TIXBREESBML
RNZ EMWRENT, U EORKERIY ., BRINTIIPIEIERE DS 2mgkgb.id &2 Ak - HER
ARBEINT=, AFITBWTIL, A PAH BE BT 2 BRI TORED LY BHEEDBEIME b &
BL. BRINCRIT2ERAE - ARLAFEORE - AECTENERRABR (AC-052-377 HER) 2
Eigshiz, PABTORFTTIEH LB ARAEFICBNTHLEIERHEETE ([ 3) A
HIZ oW TIDESR) B2 OV THRBERORE RREBEIIRD oo =Z Lavb (T(4)
REMIZOVWT] OEB]R) . BAANR PAH BEFIZBW TS, SMEA/NE PAH BEIZHT S
ARIORE - AELRIC 2mgkgbid &5 2 LixRLTH D LHWT 2,

2) BERBERITONT

B, BRNORMCECB T 2AFORE - BRI, 1 RUEO/NRICH L THRINS b
DELTRESNTNBEZ LD, ENAOEKRARICEIT 2EHBINOFIER OLEMZ T
BALZET, RFICBWTEREOERO TRERET DLBEMENRVOFHATL LS BFEHI
K7z,

MiEEE, AT XS ICEE Lz, /NEPAH BEZXR L LI-ENNOBRKRRIZEIT 54
#hBID PVRI OB LBITFR 28 DBV ThHotz, 2B, 1 AWK DOBA TPVRI NEH I8
BREIIV 2D o T,

7 28 : ENOBEERFEBRIZIS T B 4E#BID PVRI ODX—R 5 A4 b DE{LE (dyn-sec:ecm™-m?)

s 1 oLk 2 ki 2 E TR TRELE 15 BT
AC-052-356 FRER °
ik 0 %1 6 1 8 51
FEHEERE - -568.5+576 -290.3+209.4
[95%fEE X ] — [-1172.9,35.9] [-465.3, -115.2]
AC-052-373 B
Bl 0 %l 14 3 %1
I EHERERE - 0 -143.6+163.1
[95% IR X ] - — [-548.9, 261.6]
AC-052-377 3Bk
Bil%k 1 41 341 2 1
R R -138 155.7+193.9 -176.5°
[95% B X ] = [-325.9, 637.2] —

AC-052-356, AC-052-373, AC-052-377 SRER DEMTRIRER X, E £ 4L All enrolled patients,
All randomized set, PPS & X7z,

a: RN—2F74 05 12BETOENLE

b: R—ZRTA4 624 BETOENE

c: B4 DIEFIDORERIZ, 53 R TU-406 dyn-sec:cm™-m?
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AC-052-356 RBRTiX. 2 BRLAE 7TRARMOBE TPVRI DETAKEVEMICH 7228, 2 5%
Pk 7BRBRO 7 B E 15 BRBOBEOWVTIIZE VTS PVRI BMET L7z, AC-052-373
BT, 2 UL 7 BRBOBRED PVRI OFFHEFIEIL 1 BFIOLTH-oZ L b, FElo
PVRI DELBE~DEEIIA SN SR 120, TR E 15 BRmOBEIETABD 5N
7o AC-052-377 RBRTIX. 1 sl k2 BRMmR N7 bl k 15 R O BE T PVRI DR T3
BDOENT-DITR L, 2 UL 7 BRARBDOBED PVRI DRN—R T4 U nbDELE (EYHEHE
HE(RZ) 1% 155.7£193.9 dyn-sec-em®m? ThH Y LR BRH bl AC-052-377 RERTIX 2 s L
7 ARG DBAE D PVRI OHEITRD bNRh o228, Bt LIEREIID 2L, £ 28 TR
Lz 3RBROBREZHRAMTEE T D L. PVRIOELE~ODEAROFECONT, FElhIC X
LZHLDRBNERED NNV EE I DND,

ZEMIZONWT, ERAOEERRBRICBIT 2FR0OFEEROREREFIIER29DLEY T
Hoi,

#29 : BN OBERRBRIZEBT 2 ER OB EFEROERES"
“‘ 150k 28U E | 7EUE
2 AR 7 R 15 BTN

SRR RE
B 15 % 45 ) 50 %1
BEFESR 60.0 (9) 73.3 (33) 66.0 (33)
FET 6.7 (1) 0 (0) 2.0 (1)
BEELREEES 133 (2) 11.1 (5) 12.0 (6)
7 3 N

%ﬁf;gﬁizgg 0 (0 31.1 (14) 340 (17)
FIkiZE -7 AE 6.7 (1) 22 (1) 6.0 (3)
BENREESS
FFHRE R & 0 (0) 22 (1) 8.0 (4)
=i} 0 (0) 2.2 (1) 2.0 (1)
TZIE 0 (0) 2.2 (1) 4.0 (2)
MEET 0 (0) 0 (0) 2.0 (1)
E R R b

141 341 241
100.0 (1) 100.0 (3) 50.0 (1)
T 0 (0) 0 (0) 0 (0)
BEELRAEEFR 100.0 (1) 0 (0) (0)

L 3 N
%ﬁfgzﬁizgg 0 (0) 333 (1) (0)
thikizE 72 AE 0 (0) 0 (0) (0)
BENRAEEESR
e s 0 (0) 333 (1) (0)
i 0 (0) 33.3 (1) (0)
YEHE 0 (0) 0 (0) (0)
MEET 0 (0) 0 (0) (0)
% (BiI%)
a: AC-052-356, AC-052-365 T} AC-052-373 RERDO &
b : AC-052-377 Bk

HEAMERRABR T 1| BRMOBE CTEAEFRORBATIEN 833% L 2FMmBE AT LR
BEIA (69.0%) L0 ORLEVWMARIZSH o728, FEFIE 6 Bl & D722 &2 Bl & DBIRIX
BREIZTE 2o Tz, £o. TOMIZOWTERRDIZE 2BWVITFRD SR T2,
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BRI T OBAFE Ti, FIT3EHME L7z AC-052-356, AC-052-365 J2 (R AC-052-367 RRBRIZB VT,
2BULEDOBEEZRNRL L TWZ L2b, 2IERMOREMER PEDMEIZ OV TR TE S X
5.3 3 AU LD PAH BEZMB L L1z AC-052-373 RBR 2 £ L=, TORER, AC-052-373 &
BRCIX 2 BRI D RBRE D 33% (21/64 B) MAAAN LD, 1 BRBEOBEIL 94% (6/64 #)
DHTHY, 1R LEL 1 BERBEOBE CRRORE - AL T 5 Z & ORERMA R4 & ¥
Wi, BRIN T 1 RS Lo B ITxT 2k - AR Qmgkgbid) & LTERRB I,

| BRBOEIMR VRAMIZOV T, BNAOBERRICAZAN DI 1 BARED PAH
BAETI. AC-052-373 FRERD 6 FlDFH L HEFRRIID VA, B 5B 24 B> WHO-FC 1 6
B 5 FITR—R T A ANZHE_RTEEIHERFIRDO O TWEZ Eh D, 1 RO PAH &
FHIZBITIEIMENREFETEXBELELD, 2B, AC-052-373 RBICHAAN DNTZ 1 AR D
BEIZBWVT, 4FIICEERAEER (LAE - REBET - B - RFEES - ZBHE~E, R
£330, BRAFEKT - AELF - B2 - FBR. DERRXBER) HSRDHLATVDH, W
FTHIZOWTHIERE L ORRBRIZIBTESINT, T, FHAERBEMMESDEE (LT,
[PPHN| ) BEZXIGE L1z AC-052-391 R TIX, FHHE 1.9 B 13 flicAFIZ &S5 Lz
R BELRZ I REEERIBERAL TRV IELEE TSI L, 1 5RO PAH BED
ZEWIZRETREFE IRV EE XS, SHIT, /MNEPAH OIRRICBWTIX, BHDOIERIT
AL D PRAUBEND 2D, 1 5K TiX PAH ORZKBRRETIZH 5L DD, PAH O
BIITEZRETECOHIEREZRBT 2L REETH S,

Pk, ERNAOBRRABRICE T 2 AREOFIMER NZEMIZE L Tk, Flpic X5 REREIX
ZFOLNTVWARNWZ L HEET S L, AFNTONTIE | BARBOBRBICBWTHHEHTREL Z
25, 2120, BBERABR CIIBRDERHN 03MTH o722 &» 5, PAH BETOERRBRO 2N
FAERZERL £% 28 BUBO/NEREFRIOBREXS EE X, Bk - ARIZBVW T TEE, 9
R, SRXGI/PRIZIE. (CATEK) | L. AROxZEBELY 28 BU ELHETHZ LM
WEHEEZD, F-. FAERRMMEHAKER~OERRRNL2VEOEENLEL E X, ’vft
XE (R) OFHALOEZEDOEIIBWTEEWMEZK > T3,

g, UTo X 512823, BN OBRKRRBRICEBWTHRES L7eflEuId 72 < | BROMBR
WZIZBRY 238 543, 2 mkBA ED/NR PAH BEIZHOWTIE, %4 PVRI OELIEEL L72A%
HARINTEY ., 1 A LOBFIZOVWTUIFHBEFIC L 2EKEDOLZEMT 0 7 7 MTKE
REBRODZPNI ERREINTNDS LHBITE 5,

1 BUA L 2 RO BEIZOVT, AC-052-377 BRBRTiX 1 I, AC-052-373 RERTIX 15 Bl A
FE AT D T, MATEIEEREBAS FTRE Tdb o 72 DT AC-052-377 RBRD 1 BlDFH T - 1278,
PVRI ODRX—X 5 A4 UH 5 12 BE TOE(LEIZ-138 dyn'sec-ecm™ m? & WENH LIV, £z,
AC-052-373 RBRIZBIT B_N—R T A )3 24 B E TO WHO-FC DZEALIE, 15 B 3 Bk E,
11 BIRAZE L WHO-FC 2HERFTETWAZ 25, 1 Rl Lk 2 RO PAH BE x5 —
TEDOHMENTREIN TS LHWTE 5,

1 BARMOBEIZ OV T, AC-052-373 RBRTIX 6 BISHAAN DI, MITENRRIZFME T
RS TED, N—=RF A b 24 WETO WHO-FC OZAbIE, 6 B 1 FINSE., 4 FINFE
& WHO-FC ZHRFT& 72, BEMIZOWVWTIT | RO BE TLEEERORKIEIAN 83.3%
LEFRBEE SR LI-RBEES (69.0%) XVBEWHARA LI, 4 BlICEERAEEERBED
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LUTVER, WTHIIZOWTHIERIE L ORRBMRIIEE vz, /AMNRED PAH IZ5ERMLE
BIZHES PAH BEOEIENRZNZ EMNOREFHR OBV LB 2 b, BN O@EE 21655
W B EICE D R FIREL 72 2 BE . WHE O PAH 28R TAHZ LIC LD FHRBKEIND
BENGFETHIZL2EEBT S L. | RRBOBEICHT 2 AR NZEMITHESL L TV RN
TLEHRLELET, ARIEZRIREKLE LTERTERIIH D2 b0 LHBT 5, £72, ERARERR
BRICBWTHAEIRICHT2BRERBRBI RN LE2EET DL, BEMNREIALR., SIERONRE
L. EHAFREREUHARICET2EEMREZIT 2 L 132 LT 5,

1 RO BE~DEEIZ DN TOIBOHINT, KUV XEIZBIT 2 EREOFMIZ OV T
HG#E COBEm B E X TRKRITHIET Lz,

(7) BUEIRFEHR ORMNFHIZOVT

HEE I, AFIORERFHRORMERIZOVWT, UTDX 5 IZHA L, ENERRR (AC-
052-377 FRER) ITBITBEFBIIR O TWZ e n, FEAEETICRBIT A 0ZEMEROE
PEDORKEE B L LA EEAAERAE BIEHH  1 /M) 22ffEsFX (BIEEFEK : %
SVERRITXRTRIER] & LT 120 Bl) TEMET 5.

BEZAETIL, IFEEER MK FREEZESAHAEEB L LTRET 5.

BIEEFBUZOWVWTIX, ATFTO X S ITRE LTz, 15 BeRED/NED PAH BEHIX, Frk 25 4
ERDORERBERZHEMITREBICE S PAH OBEK 2587 Bl R 26 £ 4 A 1 BERAED
WARIZED D 15 mRBmO/NEDOEIE 128% ( TARH#HEEH (BEARIR) ) 2R L7z 331 4]
EHEE LTz, /2. /NE PAH OIRRIZOWTRE LA OB FRERS R TIX. /NNE PAH BFIC
B} 5 ERA ODLFEIRTL 43% & HE SN TEY (Barst R et al. Circulation 125: 113-122,2012)
BETED/NRE PAH FB3E D ERA W BIDK) 6 BITAFI~OGERZ B3 Toh s EBEL T, BEFED/N
2 PAH BEFIZB T HAFIERBIL S Bl L HEE LT, —FH. Tk 23 FNDIERK 25 FEETD 34
RNz 1T 2 R ER BIE RS AR E TR E B oIEIE 1027 BITH Y . FER 342 AOHEMR A LR
DT EMnD, FHONE PAH BEFIZEIT 5 ERA EAEIIX, BFEH 1958MT 5 LH#ELE,
HIZ, FHO/NE PAH BE 21T % ERAERBED 5> bAANEHA Sh 5 BE X, BEFREICE
JAARB~OUEZ BERERETHS 6 HE2B2 5 LBEL, FHO/NR PAH BEIZRITHAR
FlfE FABNIATRE OBGFHIM 34 6 » A T40 Bl & HEE L7z, LA EX V| BAEREFIEUL 125 B (&
SRR 120 F) EBRE LT,

BB, BREMMITHER L LT 120 Bl INE LGS, AAOBEERY 27 LE X 2 EEHE
REMBRTE (BEREIATX 3.4%. /MNE PAH BE x5 & LI2BSNERABROFERER) 2o\ T,
95%DIEH I TH72< L b 1 BRI FIRETH 5,

BT, LToX51CE X5, BRERRBRICHEAAN DLz BRADOHIEIIBD TRROENATWA Z
Linh, BIERFEERAESE LTI, AFPEEINZ2ERAZXRE L ERRRREZ M L.
EBRICRIT 2 LZEMR AN, FFEERSE, g, ~E7 v B, I/MRBD % OFBUR
EIZ OV TIEBAI ORI 2 EROINE L REIIB D H & TH 5, WERFTEMEDOEMIC
SNWTiE, TEERY 27 EBHEHEHCOWVWT] (FER2444 A 11 B EERH 0411 5 1
T, BREEER MILFE2R) KESE, TEERFNFHEOFERNY X7 SEOZYSHE, EXR
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ZAMEREBR Y 27 B/MLUEBOZYM b 20, SIS CER L/ CREAIHE L
7=y,

. #EIC X 2RBREEICRMA TS RBHNTR 5 B A AR R R OIS OHINT
BREREEETTH Y, £OBRRUEHEOHNNIIFERE (2) THRETS.

IV. ¥&7Fb
R INTERD G, /NR PAH T 2 AR OAZMEITTREN, BBOONIENRT 1 v b BT 2
% L REMIIFTFETREL B XD, AFIL/NE PAH OIERICEBW TH - RBRBZRHET 26D THY |
BRARHERRDHD LEXD, Eo, BB, FAHORERNR, 28 - 21R. ik - HE. HIXECE
T AEEBREONE. BERTEHORFNFRFIIONTIL, EHITRFTTIMNERHD LEZ D,
HE CORMZBE 2 TRICRER 20V LA TE 2581013, AFIZARB L TELI L2V E
EZ 5,
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EEHE ()
FE 278 A 17 B

I. HEERE

[k =& 4] 227V 7/NR RS #EE 32 mg

[— & 4] Rt & kF

[H 38 & 4] TITFVF T r—<a—T L ANV v UBRREH
(HREEFEAH] ¥Rk 2743 A31 A

o0. FEENE
BEHER T OROERMERESRBEHE CIT., THE ) cB8 T 2FEOHKII. UTDL
BYTHD, 2B, AEMBFZEOHEMER X, ARFEREICOVWTOEMZENL OB LHEIZESE,
[EIEREFRERRAHEICR T 2EMEESOERICET 52 (FR20 4 12 A 25 Bt 20 #5
885) DHEICLVIEL LT,

1. AoV T

/NRIBINRMER R MEE (LT, [PAH) ) BEZXIRL L-ENFEIMHERER (AC-052-377 RER)
BAEDHD D [hF 7 ) T/NRASEEE2mgl (BLF. (KAl ) OFMELHET 5 Z LIXEEE
28, AC-052-377 RBRICB W TOE B B MENRD SNTEM HRD bz Z L iamx, FHEAN
2 PAH BE LR L LI ERAR TIIMITENER ) WHO #eEBRO#BICBWTAE &
At AT, [TARE] ) OFDIEIRENTWDZ &, BRATIZBEARANPAH BEIZBII 3AREDH
HERBDHNTED, BRAL/NRT PAH ORERIERICERIIRVWEBZ NI Z LEHERT
5L, AANNRE PAH BHE KT 2AFNOFIEIIEF CTE 5 & LBBOHIKNT, EMERICKE
iz,

2. B2MIZHONT
HMEZEE XY, AEANRE PAH BEZ XI5 & LS RRRR CIXRBRBIB P I/ E QT iR
(Fridericia %) (LAF. [QTCcFl ) fE23 450 ms Z#B X, 72O X—R T4 15 30 ms 28X TR
L7ERINEEPIRRO b TWHZ b, QT MRIER D X 7 ICBET 2 EEBREDLEMIZOWT
BT _ELOBRBHEINZ, BEIX. ZhETIBLNA TV BEARONEDEREERRBREL
BROTIRZOBRICESE BEEBREOLEMIZOWTRET 2 L 5 BEFICHB 2Rk, BEHIT,
UFD LS IZEE Lz,

/NR PAH BE 2565 & L2 MEERERER (AC-052-356, AC-052-365 KU} AC-052-373 RER) 128\
T, QTcFfH23 450 ms #HBX, MPON—RATA )5 30ms B HERE R LIZBEITZTHT, %
D55 QT MRERICEE L-AEERL L THEINZBEIT 1 # (LEX QT ER) ThoTz,
VHAEFRIIRRE L ORREBRIITES R0, BEEERBRETHY ., RREOKRSER
BEIINERL, ZOBOMGERBRBIMPICEE Lz L ®ESHQTW5S, tho 6 FITIE, FAY—F-
FeR7rY (UF, [TdPl ) %, QT MIMRERICEET 5 L 5 RAFEBERIIRD bR oT, L
XV, ZhbDENERARBRTRD b/ QIcF DIERIIEBEMICEIED 2N D E 2 5,

WIT, FRAKRUVNR PAH BE Zxt5 & LIZENIMERRBRICRIT 5 QTcF & LE % 30 1277,
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# 30 : AR UVAGE PAH BE 25t L L= ERSMRIKRRBRIZEIT 5
QIcF DR—ZF A U NHLRBK TEE TOZE(L

FEA

bz

AE

138 il ® 110 41 ¢
%T gF;f 222%17’(/;@/5 123 (17) 182 (20)
QTcF fERR—RAF A

[ 925 60 ms 2482 THES 43 (6) 5.5 (6)
QTcF fED B KRIEH

| 450 ms #B~480 ms L F 123 (17) 5.5 (6)
QTcF {E DB AMEA
480 ms #B~500 ms BAF 43 (6) 27 (3)
QTcF fE DB AR 4@ o

% (F1%0)

a: AC-052-352 RERD 7 7 v K8

b : AC-052-352 RERO ARG S

¢ : AC-052-363 BT} AC-052-372 RERDHFE

d : AC-052-356, AC-052-365 J2T* AC-052-373 SRERDBEA
e : AC-052-377 BT AC-052-378 RBRDHF&

/N PAH BEZxR L LEZENBRRABRTIX, QTcF EREZ/RLZBHE (QTCF ERAR—XF 1
N5 30ms ZBX THEE LZBE, X450 ms B2 72BE) 3RO Loz, /INEPAH BE
EXR L UMM EERRER, A PAH BE 2 MR L L7ZENNEKRABR TiX, QTcF ER %R LIZEA
HOEIRIZREXIDEWNIR T2, £72. A PAH BEZXSR L LI~ EERRBR (AC-052-352 &
BR) TiX, QTcF ER 2R LIZBEORREBIIT T b AL AERH TRBRE Tho7-, Ebiz, /NA
KORA PAH BE L x5 L LI-ERNSMERRR K CRERTERICEONZREMEFER» L. RAL
/NRT TdP % QT MR ICEIE T 2 A EFLOREBEMIZK X BVIIRD ST,

iz, ERKRBRTIZ, UIFOT /)L F 0 T HRHEARE O TR/ Hs BE R0 R 1186 .25 48 12 >t
TAREII RN BRI TS,

UEXv., /NREPAH BE~FAZHRE LZED QT BRIER ) A 7 1HMEL, QT HBER Y 2712
B3 2 EBMBIIRA & RRICAE L E X 5,

HiEIX, UToX21E 25, AC-052-352 REATIE, AEHOLTRL, ZSEREZBNTY,
QTCcF HAN—RF A 6 60 ms ZHBX TR LIZREFIRC, QTCF B2 500 ms % #8 % I fEFI%., B
PREJIZEE 72 QT MRRER K7z LIZERI S RO TWe Z &, RUVESMERARBRICIK T 5/NE PAH
BE T QT MRER ZBOIAESNCIL, LERE, EM7 0y 7 CLENGEBELZ AT BENS
ENTWeZ LENL, ARUV/NE PAH BEA~OAREZ GRS Sz QT BROERICI, X
BODRBOIFAESE, ARUNDERICEZFELEEIN TV I RICEETHIHERD B,

7z, EPSMNEIRRBRICIIT 5 QTcF DZ(L= TdP % QT MIRRER ICEEE L 7= A EER O IR,
WCNRERATEZRZBEMITRD b TRV & MNRIZBWTRACHRTAERDOBRBEEN KX
SHEMTDZ LIV LELZERTD L, AL E~ANEICBWTAED QT RIFRIER Y X 7 238
EMNTENEIIFTZX RN L0 s, BRERA TRAFIORMATEICE VT QT HRER ) X 712 LT
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EEWET 2 HLEIRV LN L2, —F T, ERNARRRER TRET S hiz/NE PAH BE O Fiid
72K MNRITBITBAFED QT MRER Y R 7 ZZEIIIEETE RN &b, RERTCERAES
IZRWT QT MIFRERICET 2 FRINEZITV., TORBRIIS L THEIZMIEZITO ZEBPBETH
50

DIEX Y, #ET, BIERFERE IV CEHMNICLERBIEZITV., QT MRLERICEET 515
MEPUWETEZ DL REHEE 25 L5, BFEEFICKRD, BFEFILETICHIS Lz,

U toi#mzlE 2, /NE PAH BEIZEIT 5 QT BIRIER Y R 7122\ TidBEIR e % O fFBIEE
DRETHBN, RAL/PMNRO PAH BE TAEFROBRELEOAEDOLZLMET 1 7 7 4 /MITK
EREWVERARONZRNWZ G, BEFRTER, DMRIZBWTHEBEARRAITHS [R5 7V T 625
mg) LRRDEBWRLZ T2 Z & T, BERFERICBOCEY AN FTRE L L #iE0HIlTL, &k
FICEMERICKFF SNz, 72, /NEPAH BE TIIRA LY bEBICh > TARZRATAZ &
PHREINDZLEEZEER L. AROLFIZ/NERD PAH BRI RABEUEREZA L TWSHE
Bz L VIThnA_EThS L LI-BEOHMNZOVWTYS, BEMERICKE SN, Ubky, s
X, TRhE - DIRICBHET AR EOEE) 1BV T, /MNED PAH OIBRIC o2k OB 2 H
THEMOL & T, AAOERENEY L HWFIN2BEICOVWTCHEAZEZRET2E2EEWRET S X
Sk T A, BEEITEIIHIE L,

3. ZhEE - ZhRITHONT

ARIOZhEE « 2hR %, HFERIEE - RO LB Y EBEB KO WHO MEESRIZE 57 Th#hikE
s fERE] &35 Z LIXFIREL Lz oHIlniT, EMZBICZFF SN, £/, /MNEPAH BEIZ
T AREDOA IR NEEMARTT SN TV ARWEBRRIZOWT, 20k - 2hRICEhET 248
EoER] 1ITBWT, BRMEXITEENE PAH R OERELERIZHED PAH LSO PAH IZBIT5H
PR R IIHET L CWRWVWEEH T 2 & ORFEEORMNIIRY & LI-EEOHBIc OV ThH,
HERICXFEINTZ,

4. itk - FIRIZOWT ,
1 BRI D PAH BE~DAF OB EICONT, FMBHTHRAZ SN, THE - ARICEET 5
FEREOEE] ITBWT, 1| BRMOBE IR TI2EIEROLZLMEIIMESL L TV Z E2HEEL
7 BT, AR SKBETORRERKE LTRTERIH S & LB ouEnL, SMERICKE
Shiz, Eio. ERSMRRRBICE O TR WEAERICOVWTI, Al ARICIIEHET.
UNRS~O#RE ] OEICIW CEHAKRER R OSTARICET 3 EEWEZ1TH &\ 5 BEEE O}
JIERY b L O, SMERICk S, U EoBRERE X, M. AR/ -
FARITHREER: - RO LBV UTOLIICT 52 L SRy L HM L7,

LA - RE]

WE. LR, SRXNEIIE, RerZ e LT 1IE2 mgkg 21 B 2[EE148 ., HE, DBOKIC
ABRIEROBET S, HEL, BERARESEIZT1E 120mg, 1 B 240mg &7 3,
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5. ERG) R FEHE (R 1To1T

FaWE (1) o T04 (i) AERUCZEMERBREROME <FEEOHME> (7) RERTHRO
RNFHEIOWT) OHEICHIT 2 RFAKOEMEANLOBRERE X, Bz, BRI A
HOEREM Y 2 7 EEFHEICOWT, K 31 IO T REMRFNFEROEMEICET 2 RAFHEELR
ETHZE, KUK 32 IR TEMDERMEZEMEREBR Y 27 B/MUBEBZEMT 52 L2
W LHWTL, RFEELVRI ROK R 2R AERR) X7 BHHE () . LCIBERTE
wWEE (R) (BFEIR3) A’EHIhE,

%31 : BEERMY R EEHE (R TR 2 REMRNFARVCAMEICET 2REFR

21, ~ES 2B
CDARE, 5 oML ARE

TEWRNFER

BERBEIhEZY R BERBENY R BELRRREH

- FFHREREE REEBERUVBMR | <22hreitE>

- [ HE (BFERD) AREERE (40 kg Ki)
< RnERA . BB, - [T E RE
HFHRERIRA, MR, - BHREREERE

- REIREICBIT 2 REH
<EHMMBIEICRT 5 FHE

- figRIRBAZEMR B (PVOD) BB O FEEIH] >

\Z BB L 7z ftiZk B « FRRMEBHEFEERE
- KMMEER (CYP2C9,

CYP3A4)

Btz B9 2 REtEE

ERAERT CORMBREICEIT 2HME

£32: EERY X EEHE (R) BT 2 BMOEEMLEMERIEE
B R7 B/MEEBIOBME (NERE - HE)

BINOERRREEMETED BID Y R 7 AMETES)
- TIRERAZE - TARE & REFEROERBHOBUE
- WEERRERE (£FIRE) - BEMTEM OER & 1Rt
- BUEARTE FRAR AR °

a: AFIDAFBIERIC AC-052-378 FRBR (Rkkeh) ZBUEGEIRTEH BARRBRICHE
HEZ T, SEFMBE CAKINERTRE L 72 5 F TEH.

# 33 WERGEHRAETEOR T ()

B B FERAERTICE T 2RPIREBFEOREMR VEEDORT
HEFIE 2HRESFN

XIRBE /MR PAH BE

B AEIBEBRLA% 1 M

TSI | REMMATISIERFE LT 120 #)
EAREEE | RS, MRPRER

. FERE (1) OTEFR

FBERE (1) OFROKITHOWVWT, UTFDERY

NN L R LT,

FTIET 228, AFTEROEFEERE (1) OfMICE

R

1T FTIERN

FTIER

5

23 50 mg %

ArrZoxfnd CUF, T4R¥E] ) 10 XX

RerFokfY BT, TARE] ) 10 XX
50mg (REvyZo & LTOE, UTRER

30-31 E & TFRIZAF T 1.00 ng/mL

FEETRIZAE T 1.00ngmL_(RErZ &
LTOE, ULFRER)

49




14 5 (AC-052-378 FABR) (FRfHEH53.524, (AC-052-378 3ABR) (WfH&EH 5.3.5.2.3
53.5.2.4,
31 35 AST DEYEFE LR 2 U LD ERIT 115 AST DEZEME FRD 2 5Ll Lo ERIT N
Kl T 33.2%IZEH LN Kl T 333%ICED bz

IV. B X SRR EEICHT T & BN AR 5 B SRR R R U Ot
L EEEEERERE RO 5B OHINT
EEE, ERERTOME. ARV LEMORRFICET 2EROREICES S ARBPHEIC
T _EFRHCH LTEREICL 2MREZEB L2, £OMBR, RBIHSNIARHBFERNIE SN T
FEZITO ZLITHOVWTKREZZRN S D L BTN L7,

2. GCP EHFRERE RITxH 2848 D ¥IbT

EEG, EREREOME. ARV REHORREICET 2 EREOREICESEARBFEIC
AT _&EE (53522, 53.52.3, 53.52.4) 123 LT GCP EMFHELEM L7-, FORBE. #BH
ENTARBFEERNIE SV TEEZITY Z LIV THEIT RV O & BE I Lz,

. RATHE

u:w%ﬁ%%iz BigIx, TRROABEMEM Lz £ T, w& SRRV - HEZUTOL
BhEL, ARLTELXARWEHET 2, 28, AFIHDERAERRICZYTI2000, /NN
;%5%m§E%WELT®$ ETH Y, BEICHA O BEhRME A B MLERE 5 U CTAAI & [F— DARIR
PEEETD [NF727 VU TH625mgl 7320054 4 HIZABINTRY, EEMNBEE LTERRIZBW
TH 10 EOHERBRBREZETHI LD, 10 FEiCE > TRPOEROREICETIRELERTINE
IRVWEHB Lz, £2C, BEENRIIERR. BEREFSEORE. AR OEZEMOMRRSIZE
THAERBEUEROAIFEIEE I 5AORBIIESE, 6F2BX 10FEEZB2VEE] LT, 64
1 BERET DT LAEY &IN5, BAITBEICEZY L, AWh RS R OREEY B RESE DOV
FTHIZHZY LW LYW 5,

[(%hee - ZhR]  FivEhARMAE A e i EAE

(i - BE]  @%. R, SRR, ArZreLTliE2mgkg® 1 H2EES. A
K, PEOKICHOBMIEROBET S, 72720, BRABREEIZ 18 120 mg, 1 A 240
mg &9 5,

cERG) A EEFEEZREO L, BYICERT D L,

- BN TOIRRIEFIPBD TRONTWD Z b, BUERIER., —ERORERN IR
57 —F BPEMEND T TOMIT, REFZHRITHERSERELZEB TS Z LI
LV, FAERBEOERBREIMLET D & L biT, AFORZEMEROFEIMEICHE
Tér—?%iﬁuﬂﬁb\ﬁﬁ@ﬁlﬁﬁuﬁiﬁﬁﬁ%ﬁbélko

B
]
w
=S

50





