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BRICEY 5RE

1. 3REX TR

4. FhEeX TR
(> S &E 25mg - 50mg - 100mg)
BmESE
(5545t 25mg - 50mg)
TEEOIKRET., 7oA T UL UEBMBRIBEERIIT7 O O4A T UV I ZSERERE. BEEE., F
REZEDEREAEEZTTVLESE
BHELTRE

(FEER)

TV UAIAT A REREAT DIE N T a4 RZEREENLTOT IV R AT 1 O AR
HEHETH D, 2FOFA OISV TT IV RAT v X T %,

FEIESEN R 2 AAN OZIRE ST Zh I L, [EINAAOAREN: @& i e xR & Uiz RO, ARE
PEmEE R, IR = AR IEEEE . DO s e At ge & U2 B MAERIR, AREE =i+
SEBE A ktg & U BRI 5B oi Rl & R CRE Sz,

BT DAKIORRES IR, SMNENIEME 5 o MO R REF 2%t 5 & U7 ERRSEHRR,
EWNADIEGIE DR REE 258 L Ui HERSRER, SMNE N DAAEZER DR REE 23R & LI
RBR (EPHESUS #8R) | AMEINIEMOARSEE x5 & USSR (EMPHASTS-HF 5%) K OVH A NE
PEODREBE Z k5 & U= B IFHRBR OB 2 5L 3 E ST,

[ V-5, EEIREGR) DEZH]

2. PREXIIHHRICEET HiFE

FRE STV

3. RiERUVRAE

() RERUVRAEDAESR

6. RZERUAE

(BIMEE)

W, RACIF=7 1L 8 LT B 1R 50mg B G2BG L., WA+ 728541 100mg £ T
BT LN TED,

(EHLTE)

WE, RAIE= 7L L L LT B 1A 26mg D BERG-EZBIME L., MiGEA U U AME, BEOIRREIC
I UC, BG4 LI Z B 222 1 H 1 [E] 50mg ~HEET 5,

7272 L, T OBEREEED HHBRETIL, 1 H 1 [EREH 25mg 22 HI5-2G L., oH&EIZ1 A1
5] 26mg &3,

7ok, MIEH U U AME, BEOREIG U CEERE X IITET 5,

V.
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(FEER)

(EIMESE)

AMEL N OAREM I R 255 & LT BSOS BRICW T, AT 50mg/ H UL L & CHrsRi.
JE « OREIAIE & $ 1277 B ARIC LA EZRBERESRO bz 2, £/, FRBRIZBWTC 1 H 1 [E#
HHEE 1B 2 [EGHEORE R A Lt L7 /b3, 100mg/ H COPLRMIMELSME, Mt OF 22
ZEITRO LRI T2, 100mg/ B HIZH1F 5 1 B 1 [EHGREE 1 B 2 B G5REO B BITE) T 24 R+
HI7E (ABPM) #5IHH OB BICHE /2721370 < . 1 H 1 B EH 24 Rtk T & B/ R E bR 0338
bz,

iz, ENROSMNEICIS T D ARENE S IMTEEEE 2 x5 & Uiz FERSRBRIZISVC, 1 B 1 [A] 100mg £
HCREGH 24 BEEITE T B IA D OVRREEZE DG BV TR Y | ABPM IR T Y 24 FEREIZE L7 /EH
DHERSITND P SHIANEBEIIHFRERI BN CE, AFIO 1 H 1 [ERGICED, fhoRER e
[FIRREE DR GTED DAL,

PEXD, AFORETEZEOFEESEE L, 1B 1 [EBSICERE L,

(L2

HAMNEEEODARRE 2350, 3 HEO= 7L L/ > (1 H 18] 25mg, 50mg XiX 100mg) NI~ 7%
R 12 MBS 5 HEROGRER (402 3B ([TBWC, M7 /L RAT v U OF 12 #lE TOVEZE(L
FIZOWTHHIE L7z, F£7o, AAMENMNEFEEODASBEEZXNGIC, =7 VL /v, IR IAYRe ) F
7 hoERETHHESEER (011 38R 2170, IR TV AT o v 23 i Lz,
WFNORBRIZEBN TS A BRIFALBNNTED Hii= 2 & KON H 1B 50mg LLEOHETT 7 vREE L
PEARTHEFHIICE B ZEMZD =2 Evh, HARNEAEANCBT 57 L L v ORRHER &
LR KHARSFRSE TS D LB 2T,

T2, B BARMNEE DA ERE 2 BT T ARSRBRICB WO T, s L = RO SE L
=2 O 12 FOEHERIZOWTIL, 1 A 1A 26mg TGHEAZETHT X CORAREOZT L L ) VEICE
WTT T8 RBEE O TG EZEZNRO N2 LY, BARANZBW T L L /1 H1H
25mg PG HGVE VT a4 REZRICKHT 23 FHWER AR/ T 5 2 EAVRIE STz,

[ V-5, EEREE) OESMH]

(2) RERUVRAEDEERRE - 1RIL
V-5, (3) MELUSHERER] OESM

) ENICT 2ARBN ORISR, EROAE - @il EE, @ oRe (7 oF T oo VEBRERRESR T T oA
T U I RAREREE, B ENER, RIREREOLERIREZ T Q0L 8E) 2R8I, EEE T, @y, RAET
Tl LT A 1 E 50mg 2 HEG ARG L, SERAT 2705513 100mg £ TR 5 Z LN TE 5, BHEOAETIL,
LV LT A 1A 26mg 2 HEEE2BA L, iGN U v 2ME, BEOREBICS T, 4 BRELME BZ2421 3 15
50mg ~HEET 5, 72771, PEEOBHREREEOH D EE TR, 1 B 1ENER 26mg 2 SE52BE L, RAJHEIT 1 A 1 E
26mg & 3%, 7ok, MiEH Y U AME, BEORBIIS U CGEERESUIFETT 2,

V.

TBEICE4 2 THA 13



4. AERUVAEICEHET HEE

1. BZERUVRAZICEEYT 2R
(EhBEHE)

7.1 CYP3A4 BRESE L OFH T 235G, AFloB G131 H 1 [0] 26mg X722 &, [10.2, 16.7.2
S
(EIMESE)

1.2 AFN OGN MG S U o 2MED 5. 0mBa/L 22 7551 IXREE BB L, 5. 5nka/L 827255
IRV LAIE L, 6. 0mEq/L LA EDOBAITITE BICHIET S Z &y
(EHELFE)

7.3 EEOBSGEESE (7 L7 F =07 U7 T2 A 300l/55 LA b 50mL/ 43 A5 Ddb D BE TRV T,
1 H 1[EFEH 25mg OG220 L, G0 U U ME, BEOIRBIL U T, #5826 4 HRHELL
FEA2 HZ212 1 B 18] 25mg ~HEET 5, 7ok, AMHEILL H 1 25mg &9 2 &, EARBRCEH S
U7 eGFR I EES < FHERC W TIE T17.1.13, 17. 1. 14 BRIREGE ) 228452 L,

7.4 EHICIIE S Y v AEETTV, RITHE- TR - AEZHET22 8, (8.1, 11. 1.1 2]

FMIEL Y U LB & DM - TS

3G 7 U o LME mEq/L FAVE - FH &GN
50mgl H 1 [AIDEE « #ERF
5. 0 A 25mgl H 1 [EOBE : 50mgl H 1 [HIHY &
25mg fi A D4+ 25mgl A 1 [EICHEE:
5.0~5.4 HEFF
50mgl H 1 [EOBA : 25mgl H 1 [HIHE
5.5~5.9 25mgl A 1 [[OEA + 25mg b B I
25mg @ H D85 « Hlkr
6.0 LI I Hlr
HlEEL, IMYED U w7 DMIEDS 5.0 RiZ FAA> 728408, 26mg M HICCHBIT A Z &R TE 5,
(FEER)
(Ehaest@)

1.1 A& CYPIM TAEIRTHLH 7 T ) 2a~wA 2y, o) Aaw AT, RIIUVERE, %)
o, TNat )= EENEIIH LICREOARAD C, GEWE S MERIRED) KOVAUC (iR
JE — R AR NS (R SRR & Ll LT FEAL 1.3~1. 6 5 & TN 2. 0~3. 3 EOHEIIANGR
HHENTWSY O [ IVI-7. fHEMEH] DOESM]] |
250D CYP3A PHEESR X AKIA DT A EE . 10~200mg O HIEEHHIZIS YCAAID o LN AUC,_, D
BHAWENGRD SN L0, AFIOHEZ 1 B 1E 50mg 75 1 H 1 [A] 25mg ~EET 5 Z LI
L0 ARFN O AEA P EE A ERARHESE S S CHAME G U7 R M ST PR EERPHN & 55 2 L 3 ATRE
LEZOEND, LIR-oT, @7 CYP3M HESR (f T2ty —n, U MFEAKDRALT )
EIL) LSO CYP3A4 FHESE & DFHT 25513, AFIOHEZ 1 H 1 [8] 26mg Az 722 & & Le,

V.
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(EMEE)
1.2 AHNOVERBT L0 37 U U MME EHORREMD 8 5 T2 DR E LT,

AAIBAFERE OB T, ARG 2 Al LIy U w7 Ml 5. OmEq/L & 48 % 7 H
FIx LTI EZITORWL Y HEL TEBY . ZOREE, & 1/ MHHRER CIXiiE D U ¥ AMED F
FUZ X0 SRR T L 72 DIEBNIRED DI e o To, BRFEEE L R EORMEL AT 5 2 &
2L T, ARBEGAIZ L DIMIED Y 7 MED EFEBLIET 5 Z ERAMERIC/R D LB 2, ARFIEGH
(2 5. OmEq/L 28X T8I EE BB+ L L LT,

[FRRIC BRSERF ORGP RBRIC I VT, AR 544 2 [mlidife L C 5. bmBa/L Z#8 2 7 FBF 6 L Il
HANTEGRIEOEZITH Z & L LTV &b, ARG 5. 5mEq/L 88 2 7= 351308
B2V LHIET S 2, 2B, ARIOBEERERICB T, MiED U 7 LMED 6. 0mEq/L LA E L 720 38
IR DAVE DB T I - T BE IR 128, VAT 5720121 6. 0mEq/L LLED
BIIAROE G ZEHIZHIET 52 &,

(BHEDT2E)
1.3 mIfEETIE, PHEELUEOBHREREDH L BB IERTH L, BILLARIZIBNTIL, Filk

RREE R, B REEEE L, SMENEEODARSRE x5 & LIS IAEBR (BMPHASIS-HF
B K OHARNEMEDARERE 2 xtg & U= B IHFERBR I BV CHAEE OBERERREE O b 2 B
ERANKIZRE U, ZRMMROBLENOEA U U AIENFBLT 5 U A7 2 5/MeT 5 BT, 1
H1[FEREH 25mg 22HEAG L, MIGH Y ¥ ME, BEDOIRRBIZIG U T, 5N 4 EFLAREZ B
1 H 1[0 26mg ICHE R T 2 GIEEBA Lc, TORRARE 2, RE LT, b, RRHEIX
1 H1[E 25mg & LCW5,

1.4 AR OFIFZHRERA D= AL E LT, TV RATa AEHEHRITAZETHY DAL F D

PEMIH SN D720, @l Y U AMAEORBUIERZ L 5 WERH 5,

FREEBE L, SMENODIEZER DAEEE 2RG E LB ISR (EPHESUS #8R) | SMEAEME
ODARBEZRIR L U IFERER (EMPHASIS-HF 388R) M VA AR NEBMEOAEBE ZRRE LT
IAHRABRICIN T, @ U 7 AMAED IR 2 i IMEd 27218, BEEREID (1000 1 B KLU 4 3
VIBRIZMMiE 2 U » MEWZHE > TR G-BZFHETT 2 X O HE LT,

Z DR, AL LEMEPHEES NI Z L b, ERNORMLAREEIRI I T 2 F R 71X
Mg A V7 MEZESW TS 5 ikt Lz,

1) ENICET DAFNDOMRE IR, MELKOHE « mlEE, 8o (72 OF T oo BRI ER LT o7

T WA, B, FIRESEOEIRFEZ T QO EBE) 5, mmEE T, W, mAdEs
FL L/ e LTL A LE 50mg A Db 2Bia L, SRR 37055613 100mg £ CTHRT 5 Z L3 TE 5, BIHELAETIE,
T UL/ 2 LT B 1R 26mg nHFEEBG L, miED U 7 AME BEOREBIISCT, 4 BRUBREZRLIC1 A1
50mg ~HEET D, 7272, PEEOEEREREEOH L BFETIE, 1 H 1EFEH 26mg M OEEEBIAL, BRMEIE 1 H 1E
2bmg L35, ks, MIEA Y U AME, BEOIREITIS U ClEERE ST 5,

V.
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5. BRERAUE

() BRT—2/\vr—2
e ILESE

2009 44 A LV HIOEGE TH 5728,
(&%)
<HAA>
a D

HANIC 1T 2 BPRSE R AR AR

400, 401, 0533BR CIRAIBIE - ZZRPERRD
J

~
HARNIZEIT 5 RS ERAE
40335 (FAELUSHET)

-

~

S

L

‘ A 5 BB 061345

ARNERCRAL DT Y v

4+—>)
() irvevirem

BA1RAAN

~

<HCKA>

e
RRANIZF6U) 2 PRI BB

001, 004, 005, 030, 031, 042, 0467%k
CRIIENIE - L)

-
Wk N B1T 5 RS R BRAGE
010, 04935k (FAELULHRRD

e
RICK I 3547 2 B SE BRI AGE
(FERES AN RN | 2351 % S
T - ZEVERE, SR AR OB

-

RICKR I I51T 2 Mg ions

(AR COLOBGRER, ORISR,
FARPRIE COMED
BOFEZEFF- 7o BRI

N

“;{ WK A1 5 RATBRAE 025308

4= — —

<.> PSSR

V.
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B4

B DA RITRT DAFIORML, B ARNOIEGEELAREE 2515 & Uz EWNE TR RS ER
[JE3-00-02-402 7Bk (402 7kBR) | . HARADOEM LA 2B 255 & U ENEIFERER [A6141114
B (J-EMPHASIS-HF 3BR) 1 . SMELADIEM: 9 - MM EEE K OMERERL A 255 & LT-AMNEE 148
CGprBhe) R (NE3-01-02-058 35k (058 #ABR) 1 | AMELADIERM A EEE x5 & LI-AMHES
MAHFER [1E3-97-02-011 7k (011 #ER) | | ANEANOBMELAREE Z xR & LI AME MTHEER
[A6141079 FAB% (EMPHASIS-HF #&8%) 1 M OWME A DML HIIIER DA ERE ZR5t5 & L2/ ES T
FERER [1E3-99-02-035 50k (EPHESUS 55k) 1 DEFARER 6 3BRAER HRHm L7z,

EMPHASTS-HF 5BRIZDWTIE, 2 [B1 B O F RIHTIEZ 77 & ARBHI R 2 AAIBEO BN ES FRNZED S
AR RIS G L, 2010 475 A 26 HICHEREBERSH IE S 7z7=, 201045 H 25 H&7T —
Hhy "ATRE LT —X USRS LT,

ENIZBWT, 5k & FRRICIBE DA RRE O P42 FEHEEE & LT, 77 B RITk3 2 ki 2 5
A HERER A EfE T D70l IE, BT HHELD 75 B R BRER L 720 . 2D X ) KRR A FEiE 5
ZEIIERICNEECH D LB DI, DT LG, J-EMPHASTS-HF 3Ri%, EMPHASTS-HF 5k & [Flkk
W DDMAEFE XA RIZ K D ARL] ZEERHMIEE & L, 77 R tigd 52 L2 EEmEMNE L, &
HPEORGETIE72 <. EMPHASIS-HF &R & — B LTRSS OND Z L 2RI 22 L & LTz,

BRERT—R /Ny ir—o

| Elal T | e

& 14 B ARNBRARAIZIS T 5 AR JEREERER ' FRE NERRRR A IZ 381 D R R SR B BR
AER 400 B (Bi|al#e 538 ¢__’0ma&(¥wﬁﬁaﬁﬁ
401 #Hp (RELLRR)™ 004 kR (RELLRR)*
053 Aip  (RiEH5HER)*

[
heccccccccccaad

#E 148
FABR Bk A& 5 - Itk DA EBE TR 55
RIS

058 3B (WA KR R EHRERER)

EOAHL 402 R 5 (A ARNERMELA2E2 R 011 3 ik BCK ERMEOR2E G E Lz

RER | & Lo TR 55 TFRRER)
TR, 2LV 25,50,100mg | TR, A¥e/TF7 b 25mgQD, T
QD 7L /25, 50, 100, 200 mg QD, 25 mg
BID
FIAHL A6141114 R (AARNBELAAE EMPHASIS-HF R (SHEABIE LA L
REr | BFICIT B R BEIZRB T D HREER)
TR, =TV 25mg > 75 %R, =711/ 25mg EOD, 25,
EOD, 25, 50 mg QD, {EEHHEE 50 mg QD, {EEWNEE

EPHESUS 3 (UM E A LTS LAER
FIZBIT 5 HaAER)

78R, =711/ 225 50mgQD, {E
Bl

st iy MUFEE 2 IRERNER & 3 2 KGR IR H R L 7o il
QD=1 H 1[8], BID=1 H 2 [A], EOD=f@H
KM R B

V.
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ERNTOREREIZALE I ~ AR
( MEHOTE] EDRERIIHR &I HETHERIEM L -HED

By s
SRIRDRRK g ||
?%ﬁﬁ ?;Ry 5 (5D P51 FER OV ?Z i )
gﬂé‘ ’ ’ L
5]
&iﬁﬁiﬁw ot 5 oippeg | 1 géﬁé%lﬁﬁ\mm\ﬁﬁ
2H., ek 4 ) e e - — O] 0O
) fEERE A (8) o 5 AR FoM B3I HA~ET HE,
ESE] o 50mg QD, SERR OIS
5 TAEFER TR R, | EEME DR
(JE3-00-02- | HEM, IER(k, | OTR 38 12 A 7' 7R, 25, 50, 100mg @ | | 5|
402) WATRER., ZMis% | 25mg: 37, 50mg : 39, : MiER RS
[EA] B 100mg : 38)
JEGME R e )
(1E3-97-02- | 7 = EEp | 29 OD: 63, S0ng (1§ 10 ;{j%
011) i jﬁgﬁﬁ%‘“ QD : 55, 100mg QD : | 16 AR N olo|—
(6 #[E CKEL 7| o pon * | 50, 25mg BID : 52, S
Sy 25) ] Lt 3[R SN 2w /)T Moo
95meQD : 46) 25mg QD, RIERRO#G-
P S4M: 77 &R, 25mg QD,
TR | e, | witres PO etz o
@ptasis) ) | B BERE | TR g e | \ olo|—
(29 5 & CKE WEATRER], Sk | 1369 ¥ | N 5 A AR i Y 0 A
) | | 3R AFH 2 1360 ) (6o T B0mg QD Z R4 -
ek
BRtA 4 MR : 77 &R, 25mg QD,
S I s Nt D P
(6141114 | TR, e, | L TEm ‘
U—E\/IPHASIS—HF> ) jtﬁiﬁ%ﬁém %7; /—ng; % (7 7R 110, HE%E 48 » H %4@59\% : %ﬂ%ﬁ%ﬂ%‘? (2\ 3. O O O
CAA] S ? AFH 2 111) 4 3 AREIERL) i Am v v A
a 1@:@@)\ 50mg QD & PRI e G-
iR
P Bi4G 4 38 - "7 7R, 25mg QD,
(R | TR, | st | oo | Risnis
EpHESUS) ) | EEMR MMERIL. | DAREE T |0 e \ \ olo|—
(37 wlE CKIE AWATHER], ZHER% | A : 3301, FHEC A BB LIS - MBS U v Ml
= AF : 3307) (> "C 50mg QD ZFRES 4 &

HEE) ]

e D

BID=1 A 2[al, QD=1 A 1[H]

oo

d)

e)

) TR I T RASITENAERORIE TH D,
) F—HZJ AT 12010455 A 25 HERA

¢) 2 [BIH ORI 501 HROTEERHITE R DA X2 MAMEHT S AL, 77 B AR D AKI OB S F RN B Do A B LT
7282010 455 A 26 HICHBRESEZ I Lz (F—42 0~ b4~ :20104E5 A 25 H)
eGFR2330~ < 50mL/min/1. 73m*DEERE 1IN B e 5, MEAELAE AT GEME, ML Y 7 MECHEWVRSGBEZTIEE L, 0% b kbR
157V 7 MMECRE e SR A T,
eGFR %% 50mL/min/1. 73m* PL 035413 50mg QD %, eGFR A3 30~ <50mL/min/1. 73m2 D¥FA1E 25mg QD ZBX /2NN & & L,

£) BB ABIIES U & 2MEAS 5. Ommol /L AGMOBEr. 50mg QD ITHERE, Z0OH bARGERHZIMIE S U 7 MEICHE B 58 A T,

) ERICRT AAAIORRE

1IN, FER O  BYLORE (T oo T oy VR ER T T oA T o v Tl

ZRAEEIER, BN, FIREEOLBIRIRAZ T CODERE) x5, B ALTIR, =7 LTl A
[B] 25mg 2B ABIME L, MiED U v ME, BEORIEIIS U T, 4 BEUEAHZIC 1 B 18 50mg ~8ET %, 72751,
FRAEEDBHEREIEED H A BETIE, 1 H 1IEFEH 25mg 72 %G 2B L., BAARIT 1 B 18 26ng 95, 7235, 1Mk
J1 U M, BE YRS U OB EIRE U5,

V.
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(2) BRIRZEIEEAER

=M

D)

2)

HERS5HER (£ 148, 4005850 7

H A N R A BPE 30 B2 %512, AZE 50, 100, 200, 400 XiX 600mg (I 7 E/LAI") % ZeEREH
[FRR O 86 G- U 7= RpDZ2 M K USEMEIRE | Z DU TG L7z,

ZORER, EEAEFGOPILIIWES L 0 e ERGIIFBET, A3 600mg £ TOHEH G
LN ORI 72 o7z, [ IVIFL HIREEOHERS | OS]

(B%  NEAT—4S. FE 148, 001 RER) ©

Rk ANFERER A B 40 B2 5812, ASK 10, 50, 100, 300 32iX 1000mg (h 7 -BLAI*) % ZefdmsE
[FRR O 86 G- U 7= Rp D22 M Ky USEMEIRE | Z DU TG L7z,

Z ORGSR, A FERGOR LN D K9 A EFGUIRBET, A3 1000mg F TOHREH 51X
LN ORI 2 o7z, [ IVIFL AR OHERE | OS]

REHZRERER (B 148, 053 :Ex) ¥

ARIBHRIE i MU EIE B A Bt e B AR AMEEERR A 12 614 %812 A 100mg 2 1 B 18] 7 H 28R
R OB G U TR NE R OSBRI 2 DU TR L 7=,

T ORER, BEFLUT 10 1] 16 5B L, TR D OIIAFHEEEMRASE (ALT (GPT) | AST (GOT) | v ~GTP)
DOEER B 1RO BN, BFEOREBICL s b0 L sz, kW5 L ) ESE
GUIRBIET, M E 2 EMMEIT < B OEBFEICREI L e~ 7, [ VI fHRE
DOHERE ] DIES ]

* o AT RAANTENRAGRORE Th %,
W) ENCBTAAFOMEL AR | SIfHE T, 8, RAE=7 1L e LT H 1[E 50mg 22bE5Z2BG L, %
BARA70355813 100mg £ THETHZ ENTED,

V.
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(3% BRAAT—4. E 1. 401 HER)

A A NIERER A BE 6 512 55212, ARSK 400mg (7 7B VA 2 1 B 1 [EH1% 7 BREIKER DS L,
LA OSBRI D\ TR L7z,

ZORER, AEFRGITRE LR | 0RO SN ), BELAEFRGOPIRCWES L) f
EREL T, ML SR, BeR ORI RIS 2 o7z, [ TVIFL
TREOHER ) OS]

(B%  NEAT—4S. FE 18, 004 RER)

Wk N JEERRE AR A BAE 24 514 65212, ARHE 100, 300 3Xi% 1000mg (7 72 /VAI1*) 2 1 B 18] 11 HRERIE
& O U722 2 OSBRI TR L 7=,

Z ORGSR, 2 EUL ERRD DA E LI, PUREE, IE, O FV, IR, A, M (o
GME) ThHotz, BEESAFEFROPILIONZS X5 A EFRIIREET, 2R ORI
BEIX22 o7, [ V-1 fEEoH#HR) oESR]

BHLFE

BEERURERSHER OVEAT—42. £ 14, 0685 %) 2

SHENIENE S o i O BE 8 B, IR 8 (5 2 %51, AH 50mg 255 1 H HIZHIEHRG- L, 48
IR OV O 55 3~7 B BIZ 1 A 1 [\ 5 HRRAERE 4G LTcRpO 2k K OSBRI - KT
PN S o MPE AR EDFE R LI,

Z ORER A EFZIT 4 BERD SN EELAEFEEROHILICN D & ) A HFEFRIIFEHET,
TV R ORI I3 2 o7z, [ V-1 i AREORERS | OHEM]

* 0 BT RAVANIENARGEORI Th 5,

) ENICBT 2AFOEROF & « SIImEE T, @%, RAZE=7 L& LCL H LE 50mg M HEGEBIG L, %)
BRI 705513 100mg £ CTHEET DL ZENTE D, BHEOAETIE, =7 L1/ & LTI H 1A 25mg M H&5-2BG L,
MRV 7 LMl BEORBIZISE T, 4 BELMEEZ B2 1 B 1 (8] 50mg ~EET 5, 72770, PEEOBHREREDH 5
BETIE 1A 1EREH 26mg 2 BIGABIA L, BoRMRIE L B 118 26mg &35, 7ok, MG U w7 Al BREORIEIIS
U ClERE ST 5,

V.
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() AERCIFRAR
SMmERE
TR | 2) . 3) OFENME_EHEMRT 7 EARREEHESR (010 30, 049 3k, 403 3 LV [H
BOMBSHRRD b, [ [V-5. (1) 1) OFERSRER] OESME]

1) FIHEZEERT S RMBEEAEHER : 400mg/HE TORE
(&% SAEAT—4. 010 58) ?
ARREME R R 417 A X8I, AFK B0, 100, 400mg/H (7 EAAIF) KO Z78R%E1H 1
BINIX 1 A 2 B8R OEE Uiz, 77 A<t —H et G e i L, 2R OH2)
PEORE R ORI & « AEIC SV THEE Lz,
AHKI L 50mg/ H LA EOEERETT T R SR A~E BRI 2380 (p<0.05) | AHINTH
TAZEI 50~400mg/ H OFIFHO A BGMEZ /R T EB 2 Diviz, BEH 24 Kt o 7 7Rk
TR RSB HNT-Z D, BT L B 1 ERGERIRL 9 5 L &2 bz, ek
DNWTX A EFGORBRE L OFEFGC L AP IRICE UG-8 & OMBIMEIRE SR 7253,
400mg/ A GRECIMIE D U 7 MMl LEH (=5. 4mEq/L) OFEAEENY 10. 0% (1 H 2[B]) XX 12.5% (1
H 1 [a) SLoOBEERTORER (22%) L TE-oT-, ASRBHIRE Lz E2RIERIL,
SEJF 24 B, O FWT I, ERRRAERE 6 1, CK (CPK) L5 5 #ITh-o7z, HEEARIERIL 50mg/H
BRI 1 D3R HaLlz, FEEHIEeh o7,
PLEX Y HEIL50~400mg A/ H, AAIX L B 1 [EIEHEE ST,

2) FIH_FER TS ARBEEHAZHER | 200mg/ B £ TORE
(BE  SEAT—42. 049 5Ek) ¥
ARREMER M FIERRT 400 B2 3542, AH 25, 50, 100, 200mg/ H k77 AR % 1 H 1 [A] 12 R
OG- Uiz, 77 2RxHE —EEREEE I EGRER 2 FE0 L, 2R OE M ORGE 21T -7,
AFNZ 50mg/ H LI O ERETT T v R GRA AT B E R 2780 (p<0.05) | AN
TAKAIZE 50~200mg/ H OFEFA CHENISHE A 7RI B 2 bz, REMEICOWTIL, AEFGRIIR
WZBWTARA GREE 7T B AR GRAIEITRD v o7z, BWERIIAKIEE 13. 3~27. 9%, 77
B AREE 22. 2%IZFED BT, HEERREWER N OSECHIER )~ T,
PLEXY | ERRH &I 50~200mg/ H, FIEIZ 1 B 1 [EI2NEY) & W Sz,

* 1 BT RAANTENAARORIE Ch 5,
W) ENICBT AAFIOEL O R « EifHE T, 8%, RAZE=7 1L e LT H 1A 50mg 22 BEEZRG L. %)
BARVI25A1 100mg & TR 5 2 L3 T&E 5,
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3 FEIH—EERTI S tAMBEEREHR (T vy, 403H% ¥

N ERGRAERAGED AR ASDIMEOZ LM HMLIT 5720, 7V v P 73R LTHEARATOH
BOEE R 2B A FEE Lz, 7B, ZORBROT Y v U NG L o BT, MR
FEEGRERER (010 3R : SKE, 04938k : KE - 7T DL) D 23R TH D,

B~ AR D ARG 55 L EE BB LT AH 50~200mg/ H 2 4% 5- L. HERIGOMSZ1T-7-,
HERT YA | DhskItR, EEA(L, WATHER, 77 BRI, —EERRGER
POES B~ HREERE OARREME B M EAERE [193 f51] « AKIHE 143 5] (50mg £ 49 5], 100mg
46 B, 200mg 48 f51]) . "7 = AREE 50 1]
TG | 20 ) —= 2 7 IR

- 20~80 H DB

« HRPE~ PSR R I HE U FARTAE (DBP 95~<<115mmHg)
77w A H SR

- MIEH U A>3, bnEq/L KUK 5. OmEq/L
— 5

« DBP 95~ < 115mmHg &
FebRoMENE | - CRMESMAE, B ST E
< IERALOFHAE, & DV NE NYHA BSEREFA I ~IVEE T2 33 o 0 U IFIRIER
PR 5 o kA4

- MiE27 L7 F =2 >1. bmg/dL, BPEB ARSI IE B RERE A %
ARk AHREEN LT 7 B AR IEELIZEI D 11T, AHK] 50mg, 100mg, 200mg XX 77
tARE 1 H A8, Ogh L,
FHlE H Hahk

FEFHUEEE : SEKFD 7 7HDBP (I 7)) DOX—R T4 IEEE D
BIREHIEE © H BN HS < 245 F-4IDBP K ONEISBPOOZEA L, &
e

AERG, B, BRRE, A ZLt A v s
NYHA (CHSRESY I TV-5. (1) 2) DANENBIMEOREEE 23R E LIRS [A6141079 5
(EMPHASIS-HF 5%) 1 | OB

(TS

Ak

TEFHIEE T 55 8 WM OFLEIMAE (DBP) 1% 100mg/ B LA EOFGRET, INHEHIMmE (SBP)
1% 50mg/ HUA LD GHET, 77 B ARG RICIRT L, BRI 50~200mg/ H Ol € H &
FOPEDRSTRE BT,

15 8 BED bS5 TBNEDTHTILE
k7 ZHFALL DBP (1 7 JE) k7 ZHFAANL SBP (1 7 JE)
T B | PSR (i) . TR (milg) .

R P + s PiE

7T v REE 50 -3.0%0. 95 — -2.1%x1.70 —
50mg 48 -5.1%0. 96 0. 0584 -6.8+1.71 0. 0245
ANFIEE 100mg 46 -6.9=20. 99 0. 0022 -9.7+1.78 0. 0009

200mg 48 =7.5%0. 96 <0. 0005 -10.6%x1.71 < 0. 0005

* FREFIRIC & 2 BURME

V.
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Ak

IWEH OFRBIRIT, AHKI 50mg #f 40. 8% (20/49 ) . 100mg #¥ 28. 3% (13/46 f31) | 200mg #f 41. 7%
(20/48 ) . 7T BAREE18.0% (9/50 fil) T -7z, D H HLEREBIWERIZ, ALT (GPT) L& (50mg
B 6. 1%, 100mg #£ 0%, 200mg ¥ 8. 3%, 77 B AREE 0%) . AST (GOT) b5 (4. 1%, 0%. 8.3%. 0%) .

v —GTP L& (2. 0%, 2.2%. 6.3%. 0%) . HFE (4 1%. 2.2%. 0%, 2.0%) . FEREEIE (6. 1%,

0%, 4.2%, 0%) . 7B hrr e 4.1%, 4.3%. 0%, 2.0%) CTh-olz, BWEMIZL DR
1%, 200mg BELZ 248 [ (AST (GOT) _E4F-+ALT (GPT) ESF-141, v—GTP LEF- 1) ] Thotz, &l
U 7 ASENE 200mg BEZ 1 BIOHFED BTz, BEERAEFRREOSELEHIT o7z,

R

Hl

PLEX D AANIEY DRI 50~200mg/ H, AT 1 H 1 RINZETHS & flrE.

) ENCET 2AFIOEROME « @IMAE T, E%., RAZE=7 11L& LTL H LR 50mg HEGEBIG L. %)
AR5 AL 100mg £ THET D Z LN TE D,
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BELTRE

MEMELARA) 1T DARFIOHEEHTE R O &, ENG TSRS (402 388 | SMNEF T E
FisaEr (011 3Bp) . ENEIHERE (J-EMPHASIS-HF 3BR) M UMMESEIFEEER (FPHESUS 54,
EMPHASTS-HF 58%) 7545 S BERE#R L W e Lz,

1) FIETSRABASRGHKER (402 3488 *
ACE BHEESE 3N —TRIRIEDOF 5% 51T T D H AR NEEE DR BT, A 26~100mg &£ 5-
UT-Be D2 2 R OVE M E 2 it LT,

RERT YA | DhitskIEFE, EEA(L, WATEER, 77 BRI, —EERRGER

POES FEGEME AR (152 61« AHIEE 114 41 (25mg Ff 37 51, 50mg 7% 39 51, 100mg

BE38 ) . 77 & AREE 38 B

TBGE | 20 UL BB &

LIS DI DA EDT X TOFFREZ AT 55
- TR BRI 6 5 A LAN®D LVEF 23 40%LA T
JEFPERERATD 6 » H LI NYHA (HERES2EE 2 7 AT URIV OB EE A A
5
« SEFIPEERRFD NYHA LABRESHS 7 T AN~V
« SEBIPEGRIF L — 7 FIRE S ACE FHESEOWT N DIRE 251 Tk 0 | &
Fri% DRI T 55 %

FeBRANENE | - OB TN 252 T B SO TR 0

- Mk EL & T RREERE AT

- VR GR10 3 n ARNZDAMEIEZFIE L=, & 5 \WIEEIRE R

SNIANA NRAFW 2T T2

CIfyEZ LT F = 2. Omg/dL BB X B Lo
B T1E AF 25mg, 50mg, 100mg X7 7 k®aR% 1 B 1[H 12 @FE. Sa%Iciko®ks L
77
FHmE A ok

FEEHMEE R « F 120 USRI ORAMS (L=« T PF T i - 7L
RAT B R) VT REE AHRRIRIER 7 PR ONYHACMERE SR DX
— AT A B DOZEL

BIVREATIE B« 551208 XU TEHERBIRR D ™ 5 7 WD AARTIGHE A I E K OMIERRHA if.
JE, 72 5 ONZACERE SR X I — T HRIRIED P HHED X—R F A b 0% L

Fepe

%
etk
AW, BRRER, 125 0ER s

a) MR L= ROMMBEEE L = IiERORT TV RAT m e
b) MLiENT-proBNP (J4PET~ N U 7 LRIRA~TF FRIBEANGGZ 7 2774 > b)) | MBEBNP (PR~ U o LR
TF ) o MBENT-proANP (LEEVET R U D LRISRATTF RRIBMANSG Y Z 77 A 2 B)

NYHA CHEREZEIE TV-5. (7) 2) OSMNENEMEOAEEE 255 & LTSRS OESMR

. JBEICBE 9 5 EH 24



Rk

MyE TV RAT o BRI, HEEREMED T Hiv, A5 50mg BEL TN 100mg BETIL, 77 BAREEL
WZEEIN L7 (p<O. 0016, A3 E85HT)
XL LN T b DD T T B AREE & HABEIME I ST, i

s L CT_R— 2T A VDA

SN (-

¥, Al 25mg BETIX, AE
e b= R K O

S VUBETIARISEHIBWC T TR L R L TR—R T A V) BA BN L7z (p<0. 0071,

SO

Bl Lz (p=0. 0095

1375 NT-proBNP JEREE I, A 100mg BN 7 T B ARBEL L L TR—X T 4 VLA
ST o

NYHA (CMERESFED R—A T A INE DML, AFEEE 7T B R CHEREIIA LN o1,

RAAS RILE VEERUHRIKEMERFEENDA—RSM4 UMb E 12 BEFTOFHYELE
ARAIRE 75 AREE
25mg 50mg 100mg

MyE7 /v RAFa s (ng/dl) (N=34) (N=35) (N=35) (N=37)
SRR 42.5 73.4 137.7 9.0
95%fE X H (15. 09, 76.45) (40. 04, 114.72) (91.98, 194.27) (-11. 47, 34.27)
pfE"® 0. 0407 0.0016 <0. 0005

iR =2 (mU/L) (N=34) (N=34) (N=34) (N=37)
SRR 14.6 35.0 27.5 -11.9
95 % SHEXH] (-1.39, 33.11) (16. 08, 57.04) (9.59, 48.46) (-23.66, 1.73)
pfE® 0. 0071 <0. 0005 <0. 0005

MEEE L= (mU/L) (N=34) (N=33) (N=34) (N=37)
bR 55. 2 79.9 54.2 -14.4
95 % SHEX 4] * (14. 94, 109. 66) (32.07, 145.01) (13.68, 109. 13) (-35.79, 14.22)
pfE"® 0. 0028 0. 0027 0. 0027

137 NT-proBNP  (pmol/L) (N=34) (N=32) (N=35) (N=36)
SRR -5.8 2.3 -16.1 3.5
95% B A X ] * (-15. 02, 4.39) (-8.13, 13.81) (-24. 38, -6.86) (6. 41, 14. 46)
pfE® 0. 4358 0. 4358 0. 0095

MA4EBNP (pmol/L) (N=35) (N=34) (N=33) (N=37)
SRR -13.4 4.5 -5.3 3.7
95 %f S HEX 4] * (-24.71, -0.37) (-9.50, 20.64) (-18.17, 9.51) (9. 48, 18.88)
pfE"® 0. 5283 0. 5283 0. 3929

M3 NT-proANP  (pg/mL) (N=35) (N=34) (N=34) (N=37)
SRR -9.5 -4.8 -4.3 4.3
95 % SHEXH] * (-21. 96, 5.00) (-18.24, 10.79) (-17.79, 11.47) (9. 72, 20.56)
pfiE”® 0. 2692 0. 2692 0. 2692

a. BEHNO =T A LD BOFEPAARD 5% EHIXH (W) 13, BGHROMERERE S ~—AT A e LRL T2

B LT

b. PR Z p i, 77 B AREEE OHIIAN by NREPGES 5729

THUE LTS, pEIHRGRERONERER T, _—RA T A A

2

BIWERIZ. A<l 25mg B 24. 3% (9/37 f7) .

50mg #¥ 33. 3% (13/39 fA) .

(ZHIARIFRIEE 2 IV CRUE L QUi Ui E A D & 320 L 72, 11 2. 5%
S LT DI S E R LT,

100mg ¥ 23. 7% (9/38 f31)) .

AT IE DX

77 R 36. 8% (14/38 ) Tib o7z, =D H HE/RRIWERIL, GGT HEIN (25mg #F 0%, 50mg £ 2. 6%.
100mg #£ 0%, 77 B REET. 9%) . AST (GOT) #9441 (0%, 5.1%. 0%. 2.6%) . ALT (GPT) ¥4 (0%.
5.1%. 0%. 5.3%) . Z LT F=URARFTF—EHI (0%, 0%, 2.6%. 5.3%) . mh VU w0
JE (2. 7%. 5.1%. 5.3%. 7.9%) . BIN¥IN (0%, 5.1%. 5.3%. 0%) . 7 L' 7 F =400 (0%.
0%. 7.9%. 2.6%) Toh-o7c, HELEWEMIL, 25mg # 1 {41 (uT /\ia,u M) | 50mg ¥ 1 151 (K
MAEREE) | 100mg £ 1 6] GEL) . 7T 2REE 1 (BH&RE BEEREE - MZEARIE) ISR 5
Nz, FETHNTAH] 100mg B 1 5] BET-NOS) KNS 7JZTE$1{§J (Hﬁ%ﬁf ) D2PITHHT,

X) g

) llf\i B DAFIOIREUINE, TELOE  ABEUAL (7 U4 T v v VBRI ESN T T A7 v v T
PRFGHEE, B s, ‘7F| IREE DR 2T QWD) 28U, BMEOASTE, =L/ e LTl A1
25mg G- ZBAMA L, MiED U v M, BEOREIZE LT, 4:5&7]%52#%51( L H 18] 50mg ~E&ET 5, 727250, H
SR DR E Dl 5 BE 1T, 1 A 1 EIEH 25mg A D32 Bka U, foAMRdE 1 A 1 [ 25mg kﬁ“é AFs, MiH Y

W AME, BREORIEICIS U CE TR U 5,

V.
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2) FIMTSHRRUEEMBAERGHEE GHEAT—4. 011 HER) *
ACE PHEH I — T FIRIEDEE G %521 T DK NEBEM DA RRE 2550, A% 25~100mg

B 7 NA) ROARE R ) T 7 bk fh URoRE R O EE R L,

RERTV AL | TTRR - SEGIIR, CEER, BEL, WITHEM, ZhtskItFE

PIES SEEMEOAAERZE (ITT)  [317 44 : 25mg BID £ 52 {4, 25mg QD F¥ 62 15, 50mg QD

RESS Fl, 100mg QD AE49 ], At/ T2 b REAS ], 7 TR REE 54 5]

FARBERHNE |« LVEF 28 40%LL T

« NYHA LHERE IR T AT~V

« ACE BB IN— T RIIRIE A BT =) 221 RR 2k L T IR DA S

B E

FRERANIE | - DR TN 2 52T T B SO o

- MRS % X =T RREE AT 538

VR GRTD 3 5 A IR DIFEZEZ FIE LTz, & D\WIIGERENRIZAL

WIS A F =TT

c REEPOIEEA T D38

- MiE 7 V7 F =2 180 umol/L XU 2. Omg/dL %2 D3 &

ARk H1~12 38

A 25mg BID, 25mg QD, 50mg QD, 100mg QD XiFAt'®m /Z 7 hir25mg QD XX~

T REROBKS- L=, 72721 100mg QD 1. 50mgQD TH5-ZBHta L. 2 W%

| 100mgQD |ZHEE L7~

& 13~16 1 :

AFELTE 1~12 WOHELGED 2 557 (424 50mg QD, 50mg BID, 100mg QD,

200mg QD) . Av'm /77 FRRIEMAE (25mg QD) #ROHEG L7z,

FHEEE | A
THFHIAE : NHALHAESS, o 1 U ¥ AR A a7
FICHFAECE © RAASAR/LE 2 T, RGP 7 BT %
et
HERG, R %

BID : 1H2[F], QD : 1H1[H]
a) MR L = ROMBHEE L= JRPET NV FRT 1
b) MHEBNP, HHENT-proANP, = K&V v
NYHA CMEREZDJEIL TV-5. (1) 2) DANENEMEOASEE 25 L LB IR OISR

* 0 AT RAVANENAAGRORTE TH 5,

V.
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(EES

A

NYHA DMEREDFRI TV TILDOREC I N T HRN—A T A UM DHUENR A B, AHE 50mg QD FEDO AT T &

AL OFEENIRO BN (iR TER L7- Cochran-Mantel-Haenszel (OMH) HE) » VU T A

B A a7 UV THOREL RN—R T A LI BIEN I !BWUJ: 7T RABRREE DR EAT R T,
m@?»bXTm/%E\m L = ROMIER L =13, ZNENAR—R T A b D% b
\CH B ERIGHERFED BT,

R—RXSAULE 12 BFEFTOEILE

. b= P,
AR Sypupe 0 ETH
25mg QD 25mg BID 50mg QD 100mg QD 25mg QD

NYHA L MERE SR -0.3 -0.2 -0. 2% -0.2 -0.3 -0.4
(n=62) (n=52) (n=55) (n=49) (n=45) (n=54)

FRY Y AIEADT -0. 4 -0.6 -0.5 -0.4 -0.4 -0.5
(n=61) (n=52) (n=54) (n=48) (n=45) (n=53)

JRET IV RAT T 7.87 29. 9% 30.5% 23. 4% 24, 3% 0.1
(nmol/24hr) ** (n=55) (n=47) (n=46) (n=46) (n=42) (n=51)
miERL = @U/L) ** 519.8 442. 5% 649. 4* 770. 4% 485. 3* 46.6
(n=58) (n=46) (n=49) (n=48) (n=42) (n=52)

MdEEEL = @U/L) ** 275. 1 169. 0 323. 2% 236. 3% 200. 4* 9.2
(n=58) (n=46) (n=49) (n=48) (n=42) (n=52)
NT-proANP (pmol/L) -56.9 -179.3 -122.1 -140.1 -235.9 -169. 5
(n=57) (n=45) (n=49) (n=46) (n=42) (n=52)

BNP (pmol/L) -15. 18 -13.80 -10. 43 -14.59 -16. 31 -8.67
(n=57) (n=45) (n=49) (n=46) (n=42) (n=52)

TRtV (pg/mL) -0.23 -0. 49 -0. 14 -0. 04 0.76 -0. 11
(n=57) (n=46) (n=49) (n=48) (n=42) (n=52)

* 7T RREEE ORI O A B Titis% Gl L 7= O R

T 2vm /57 bR Ot ORI E B

** R B UG
LAk
B 1~12 BRI U A EFRIT, A% 25mg QD £ 60. 3% (38/63 f51) . 25mg BID #f 80.8% (42/52
1) . 50mg QD F¥ 63. 6% (35/55 1) . 100mg QD £f 66. 0% (33/50 f4)) . A2 /57 1 65.2% (30/46
) . 77 BAREET0.9% (39/55 %) ThHoiz,
55 13~16 WICHE LA EFLIL, 4K 25mg QD B 31. 4% (16/51 f41) . 25mg BID #f 47.8% (22/46
) . 50mg QD &f 44. 0% (22/50 f8) . 100mg QD B 37.5% (15/40 f5l) . Av'm /57 kL #E39.5%
(15/38 f3i)) Je T TR EE 46. 0% (23/50 f5i) Td-7-,
5 1~12 BIZHBL L - EEZRRIERNL, A% 25mg QD #E 2 #1 4 F (OARA, K, FHEIED E UV, I
WeIRIEE) | 25mg BID #£ 2 3] 2 {4 (MHAE, 350 . 50mg QD HE 2 il 2 fF (DA, AMMAERED) |
2¥w /)T NUORESHIS A (R, K0 Y U AGE, BB | ST RAREE L2 (REE, B
L) Thotz,
55 13~16 BT FEHL L - B2 RIVE NI IAEE 50mg BID £ 2 71 2 4 (RifLE, ANELEHLIE) . 200mg QD
Hlﬁl#(ﬁﬂ)f\m@&ﬁﬁf IR Lo T,
FELHI AL 25mg QD B 1 1] (OR4) | 25mg BID #F 141 (KR OVIMEELE) | 50mg QD B¥ 1 451 (i
M&F1E) D3I ThHoT-,

) R

) ENTERBINIZAEE ) T 7 b OREROHEE TR S,
ENIZISIT DAKIO R O BELRETIE, =1L/ L1 A 1A 25mg 2S5 28061, miEh YU v A
B, HBEORIEIZTS U T, 4EMLIEEZ B222 1 B 18] 50mg ~SEET 5, 7277 L. TEEOBBEREEED H 2 BETIE 1
H 1@[§E§§mg NOEERBIRA L. S RFEIT 1 B 1A 26mg &35, 728, MiED U w7 MM, BEORBEICE U GEER
B35,

V.
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(4) HRAERIGHER
1) BRIEREERER
= IERE

OFREMSNEEBRELTRRE LI-TF 5T ILE DR
(B% : AEAT—4H. 016 55
AREMEm I EERE 2RI, AA 26~200mg KN T T 7 U )L 5~40mg™ & RIS LIzieDf
B M OVEE Ak A LS L7,
k1 ENTRRE SN T 7 7V VO EROHE L 138 5,

WEBRT A | ERER, SERRHR, SRk B R EGRER (RS
*2: 55 [E CKE, #F¥,. R—F K, RAYV, A1)
BOE RREME S M EE RS (499 B3]« AKIRE 263 B, =77 7" U JLEE 246 f51)
FrAoRGIENE | A7 U —= 7 HE
- 18 LA LD B4
o B~ PR A 1 i T S IARTREE (DBP9O~ < 110mmHg)
77 R B E R
- IfiJEH U 7 2l 3. 0~5. OmEq/L
iy = il
- DBP95~ < 110mmHg &% T% SBP< 190mmig i3
FeBRANETE | - MR, BRSO ENE R
- MF BB 2 BTREVED & 25 4By SR D 1)
c AMESUTEBMEITFRR (FRoWTRnZigy L-5HA)
ALT (GPT) . AST (GOT) : JEUEfi B[RO 2 522 5%
y —GTP : FEHEfE ERROD 3 (54 2 5%
CfiE 7 LT F = S EIC L BEEORV DS HE
(BHETIE>1. bmg/dL, ZMETIE>1. 3mg/dL) i
ARk AABEUTT T T 7V NEEA~IELIZENY (1T, AH 50mg/ H R O=FZ 7Y v
10mg/ H Z 4T 58 & U AR 2 CAHI 200mg/ H e = FF 7V )L 40mg/
HECHEEMREE LT, 1 H 1A 248 AO#FEG%, MEa> he— (DBP<
90mmHg) MG SNZIEGNS T, FeHEAZ LRICHENEE L, FiZ6 » AM#5%
fhfge L7z, M ICiE= > b — 3R (DBP=90mmHg) & 722> 72 8BA12i%
— T EEIC LT,
FHlTE HhE
FEEHHEE : #8524 BE#%O N5 7R DBP (A7, B 7E) 21T HEERhE
BIVEAEH « #5-12 » A0 -7 78 DBP (BN, I 7 E) 1T A EERNE,
PEH 24 WK N2 H A$%D T 7HESBP (MBAr. B 7JE) 1231 HEERN R
L6
ek
HEFESR RREME %

V.
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i o

At

BEWERRT G ORAIRE 250 B, =) 7" U LRE 244 f5i) \2RBWC, FERHEEE ThHEE 24
JAR% 0> DBP I3AKIFET-11. 2mmHg, =FF 7 U VEET-11. 3muHg LK T L7-, BERIZED 18] 95%(E
FEX[E A RO T= & 2 A A FIRIT-1. 4mmHg TH Y FEHME~— 0 -3mulg LV HRENZ b,
ARBEDOTFZ 7V VBT DIELPEDRES Nz, AN BT Z7HEDBP )L OVSBP & bic=F 7
TV L [RIREEE DR A R LTz,

%5 24 BREO S JBMEOTFHECE
e il SR LB FfZE Fr95% il 95% i+
(N=494) RS TERRGE BETR (EEXH "
DBP AFHE 250 -11.22+0. 58
(milg) TFFFVARE 244 I
SBP ARFRE 250 -14.5+0. 99
(mtlg)  =FZ7VLRE 244 -12.7+1.01 L 8L A W 0.9, 4.6) 0199
& ANCOVA |25 < iz ND : St
272k

IWEFH DOIEBIRIIAFIRET 29% (74/253 f5]) . =F T 7 VAR CTRO LN HEFLD O b, |
L ORBEMEA TR LHIESNIZbDIL20. 7%, [S458%RHY | LHESZH DT 12. 6%
Tholc, AFWECTHRE UI-E2BIERIL. 859% 27 41, HFEV 6 41, MR 451, %4 4], HERE
3fl, CK (CPK) EF-3BITH-7z, BHWERIC L DBG-H1RIE 39 B CRFIRE 17 B, =FF 7 VLR
22 ) T o7z, TARBEWERITAAIRE CIIME 4 61, W5 4 6, 55/ 3 FlTh v . BEZREIWERIZ,
AARE 1B (MMEREE) CThoto, AEFGUCLDELEHNITTF T 7 VIR 1 BI2NIEE &
OB DIFEFEIEIC L T L7 R EBHRIISE S,

Ho|

W) ENCBTAAFOMEL AR | SIfHETE, 8, RAE=7 1L e LT H 1[E 50mg 22bE5ZRG L, %

BARA7035513 100mg £ THETHZENTED,

V.
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QEBEL-—UHENEEREERNRE LI-OYILE > LDOLESRER

(BE  NEAT—2. 019588

IR L = UM i ESE R 25682 AH 100~200mg X idm Y7L & o 50~100mg ZF¢5- U 7= FF g
hA % Lt Lz,

RBRT A

[EIRRALIR ™, SEHRH IR, SHiak —EE MG  ((EEEE)
*anlE CKIE, 772, 2, JlE)

BES

KL= PR ERE RS (168 ] « ASHIRE 86 B, w415 ¥ 82 fi))

ER G

A7 Y —= 7]

- 183%LL Fo B

- QWL N v =T 0% 2 BRI ERAETICmEE L = om0 () 2
<1.Ong/mL/h, I3{HEME L =2 H3<25pg/ml (42. 5mU/L) TH D, b LI, KL
= OEEHY,

77w A SR

- M3EH U 7 M 3. 5~5. OmEq/L

—H S I

<7 TR ERIIE OETE L 72 2 3P H T, 90<DBP < 115mmHg X /% SBP < 200mmHg

iraxy

=3

TTebRoMENE

o RPN A )

- MBI 2 FTREME D & % B skl

C BAPEUTEPERER (FREOWT NI LT-5E)

ALT (GPT) . AST (GOT) : J&VEE EFROD 2 (542 5%

y —GTP : FHEE LR 3 A2 5

- MIE Y LT F = o EEI LD BREEORVOH HFE

(BPETIE> 1 bmg/dL, ZMETlE>1. 3mg/dL) LS

BRI

AFIEESN T 1 YL & O REAIEVEL 2B £, AFK 100mg/ H X Ta s
50mg/ A Z WP G4 & U, A A 200mg/ H XiFw $/L% o 100mg/
HECH@EmEE LT, 1 H LA 16 AR O&RL L, ek bIE= ha—
VMG BV (DBP>90mmHg) JEFITIL, #&5-8HNOE RrnrzuunFr Y N
12.5mg/ H Z B0 G- Ue (Be5- 12 @B icitE=y he—/L AR (DBP>90mmHg)
DOYE, BE8MAICE FarauF 7Y REHEL TOZRWEATT 12. 5mg/ H
BEIRE-. BRME L TV A5A51E 25mg/ HIZHEE LT-)

FEAAE

Gt
THAHIEE 58 RO 16 R D ~ T ZHRFDBP (AL, 7 E) (T DM
JEZh A
RIUGHIETE R « $5- 8 KON 16 WlEtR D - Z 71§ SBP (AL, 71 7 ) 1281 Sk
JER, & RerunaF 7y ROBNEBEE LIEFIORIE ., ARoRIE

At

3

2

AEFR, AR %

V.

BB D HA
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(EES

Ak

MRS CARHIEE 80 fil, mHhL & UL 8L i) 12\ T, FEFHMIEE Th 55 8 I
@ DBP I3, AFIEET-9. 3mmHg, =& L FET-6. TnmHg KT L7-, BERIDZED Kl 95% 451X [
ZoROTo L ZA AR TIRIZ0. 4mmtg THh 0 (FEHME~— D=3, bmilg % E[F > TW\H Z &b,
AAFEO T2 AR T HIEBEDREES L7, DBP OZ bEIE, AFIFECr L2 U RECE
NFEIZRED -T2 (p=0. 050, ANCOVA) , 7=, B ReruaaF 7Y ROENEGNAIREIC /> 72
5. 16 1% 0 DBP [ IAKIRET-10. SmuHg, 7= ¥/L% FET-9. SimHg &K F L7=, BEMZED F|l 95%
BHEXE AR DT & 2 A BE FIRIZ-1. 4mHg TH Y | FEHME~— 0 0-3. 5muHg % R[> TV 5
ZEnn . BRGNS IMERNCIT e Fuz aaF T Y REGHH L7ZBROAAFRED 7 4
JVH T D IERTEDPRES LT,

25 8 BARIED b3 JROEDTEHELE
%K & P ripas Fri95% il 95%
B - DO . p fi*
(N=161) THERRAE SfEUEAZE (BETIR XM
DBP AFHIRE 80 - 9.3%0.96
2.7+1.34 0. 4 (-0.0, 5.3)  0.050
(mmHg) T R 81 - 6.7%0.96
SBP ARFE 80 -15.8+1.70
5.7+2.37 ND (1.0, 10.4)  0.017
(mmHg) oL R 81 -10. 1%=1. 70
* ANCOVA |ZFE-D < Lk ND : SEfEE

AN

BIWER DOFBIFRIIAAIET 34% (29/86 ) . B X U BECROLNIZHFFRO O B, HHl L
OREEHEN [RBH] EHESNIZHDIL3L 7%, [Z5BFRHY | LHESNIZLDIEFT.3%T
ot AFEEIIEER U= EA2RIWERL, B8 10 61, OFEVAE], ST 351, i FEREEE 3 1, &
PRERINSE 3 B T o7, BWERNC X B8GF 1T 761 CRARE LB, v¥ L2 o BE65) | AFKIEE
OEWEFIID ENTH Y . BB CTHIEOERH & e > 7-RIERITGEED D e - 7o, BHELRIEHR
KOFELCHNTERD B -T2,

W) ENICBT AABIOEL O R « EifHE T, 8%, RAZE=7 1L e LT H 1A 50mg 22 BEEZBG L. %)

BRI IA1E 100mg FCHET A Z LB TE 5,

V.
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CEARUVBADAEBMEEREEZNRE LI-OYILE > & DLLESER

(BE  NEAT—H. 020 858 ¥

ARk E MEE RS 2RI, 77 1R, AKl50~200mg XiZrH/LH 2 50~100mg % $&5- L 7=FF
DAFNDREERN R V2% 7T R KON YL & o b Heiskiat LT,

RBRT A

ERRSLE*, 77 AR OSSR, Shiisk — B MR ieER (TR s)
*2[E CKE, 77U H)

PIE S

AEEMEE I EAERTE (551 i : ASKIRE 182 5], wH /L& B 188 f5il, T &R EE
181 51))

ER G SEE

27 J—= 7 HiH

- 18 kLl LB

« HBR L ~ R S B L ERE U IATRYE (DBP95~<110mmHg) . SBP<180mmHg
77 AR ERIE

- Iy U 7 Ml 3. 5~5. OmEq/L

M

» DBP95~ < 110mmHg &% O} SBP< 180mmHg L2

TTebRo

« TURVE, ERE OBV

- MJEC B2 TREVED & 25 25 SRR L O

c AMESUTEBMEITFRR (FRoOWTnZigy L=5E)

ALT (GPT) . AST (GOT) : JEUEML IR 2 &2 5%

y =GTP : JEYEH BRRD 3 (542 2

I LT F = U@ L 0 BREEORDOH HE

(BYETIE>1. bmg/dL, ZZMETIE>1. 3mg/dL) LS

AR T IE

KHRE, m B O RETT T B ARRED 3 BECIEEEAICEI 1), FoBR, &
#I50mg/ H Xid v YL 2 50mg/ H &2 fIHH 58 & L AT EHHEEIC TAA 200mg/
HXZa 2 100mg/ B £ CHERREE LT, 1 B 1[5 16 #ERO&ES L,

AHEE

AE : B 516 I D 3 BRI CLUFOEH 2 Hl L=,

TEMIHEE : BERIKRO T 7 DBP (ML, h T7IE) ORERE (7T 'R
& D)

BIVGEE : BA L AAD NT 7HEEDBP (M5, B 7F) T8 AEENE (7
TR EDOHER) | BESIN, BAKORAAD T 7HF SBP (L, B 7E) I
BILETENR (7 8AEORYILH L D) &

et

AHEFR, AR £

\%

BB D HA
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(EES

At

HMERAT S (777 2 ARRE 177 B, AARE 17461, o U RE 184 41) 1T T, EERHIE
H T 5%5 16 #1231 5 DBP 13 T7 T & ARBE-5. 3mHg, AA#E-10. 3mmHg, w2 ¥4
6. 9mmllg LK T L, ZOZLEIIAFFETT 7 B RREL O L URRCH L THEICKRE D
7= G772 R p<0.001, ¥ /LZ U RE:p<0.001) , AFERICIE. B CTIEREHROBEELNE
WCH BRI, BATIIARDS a2 AT LERICKRED -T2 (TR &

£k, BARUVBAIZEITS bS5 7ROEDTHELLE

B BB e p " SRR D i
TAEWEGASE  vs. ST RAREE vs. mYLZURE HHEUERE v, T BAREE vs LA U
7SR 177 - 5.3%+0.65 — — - 3.4%1.05 — —
R KA 174  -10.37+0.66 <0.001 <0.001 -12.8+1.06 <0. 001 <0. 001
oYL XU EE 184 - 6.970.64 0.074 — -6.3+1.03 0. 043 —
7T REE 110 - 4.8+0.96 — — - 3.7+1.47 — —
BN ARAIRE 108 -10.2+0.94 <0.001 0. 001 -13.5+1. 42 <0.001 <0.001
oL s RE 117 - 6.0+0.94 0. 299 — - 5.3+1.42 0. 372 —
7SR 67 - 6.4*+1.04 — — -3.2+1.78 — —
HA AAIRE 66 -11.1+1.05 0. 001 0. 068 -12.3+1.79 <0. 001 0.126
oYL XU BE S 67 - 8.4%1.03 0. 148 — - 8.5+1.76 0. 031 —

k1 1 ANCOVA (ZHE < sef kb
*2 . NFERAHE 75 2 ARBEOSEZ AR CHIIE : DBP p=0. 633, SBP p=0. 732; F /L& LAV CHEIE : DBP p=0. 288, SBP p=0. 077

Ak

IWER DOFBISRIIAAIRET 16% (29/182 ) | 7T EARER O R /L& U EETHRD V- AE RS
DL, HHNE OREEIRDY R & HESNZHDIFZENEI 14 4% KN 11. 2%, [255B%
HY | LHESNIZLDIZZNTN 4. 4% K DN 2. T% T > T2, AFIBEZIEE L= T2 I ERIX, 58
10, DFEWAF I 4B TH T, BWERIC K 2851310 6] (77 BARRE4F], AH)
BESGI, w2 RE3H) Thote, BEERBWEMIIREK&RGHOREA (554G 107 B ) 12
BB UTAKRE 1B (Bif) Thotz, FEEFIERD SRenoTt,

I

Ho|

W) ENCBTAAFIOEL AR | SIfEHE TR, 8, RAE=7 1L e LT H 1[E 50mg 22bEEZBG L, %
BARA70355813 100mg £ THETHZENTED,

V. BRI 5 THA 33



@UfE EMEESEENRE LI-7LODE Y DB

(BE  NEAT—2. 02258 ¥

I MR R 2 %51, K 50~200mg KON Aa P By 2. 5~10mg &% G- L7 IRp DR
S bR LT,

RBRT A

[EIRSILlA]*, SERERIHR, Shtiak B MGk ((EREER)
%54 [E CRE, A=A T VT, NLF— HFH, =a—V—FR)

BES

W I ESERAE (269 B - AFIRE 134 61, 77 Lve P 135 fi)

ER G

A7V —=7H#iM

- 50 mRLL o B

-SBP150~ < 165mmHg M UYRHE 70mmHg LA |13 SBP165~ < 200mmHg A U DBP95mmHg
Al

A Y A=t |

- IfifE A U 7 Ml 3. 5~5. OmEq/L

M

* SBP150~ < 165mmHg X ORI 70mmHg i3 SBP165~ < 200mmHg %2 U8 DBP < 95mmHg
Al £

FpbRAl e

o« TURVESEEE

- MBS 2 TRENED & 25 2B SR I D

s FMESUTEBMEFRR (FREOWTIMNTEEY LISEA)

ALT (GPT) . AST (GOT) : JEUEH LR 2 (5282 58

y —GTP : FEHEE ERRO 3 (54 H 2 5%

- M52 LT F = U EEIC L D BEEOR DS HH

(BHETIE>1. bmg/dL, 22 CliE>1. 3mg/dL) s

BTk

AFIFE LT ba P BE~IEVELIZEN D (T, AK| 50mg/ H XX 7 Ao P8
2.5mg/ H Z g G- & U, (LEBHEEIC TARAl 200mg/ H X7 L v B
10mg/ HF CHAEFREL LT, 1 H 1[5 24 AR A5 L,

AHfiE E

AT - $ 15 24 TRITHT D 2 B COLUF O E 2 Ml L,

FEEHEEA © b7 7RESBP (MAr, W 7)) 123U DREENR

BIVEHIEEH - IR (SBP-DBP) 0%k, DBP (MEAL, B 7H) @ kT 7HeEER)
BRI TSI TR %

et
AEFR, AR %

V.

BB D HA
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(EES

Ak

TS CRAIRE 128 I, 7 P R 132 ) 2B\, TEGHBER TH 2% 5 24
TE# D SBP [ IAFKIRET-20. 5mug, 7 A1 2B L EETC-20. Inmig KT L7z, BERIZED FRI 95% 1548
XA kD=L Z A, BHETRIZ-2. 3mHg TH Y | IEHME~—T 0 —6mHg LV b RENZ &b,
PGHEIE ORI RIE, AFIDOT La o AT HIEHEPBRES -, —J5, #Blka 77
AT 2 AINREASREREE (PWV) Z45EE & U CRET L., MiZE e &5 5R11% Ol T IS PW 2MEKT
L (ANCOVA) | BlR= 7T A 7 o ADUEEDI R STz, JRETIIAFIL T Ln v &bk
THARD BN, AEZETRD LN -7,

75 24 BED S OBNEDFHEILE

. L= S e F195% Tl 95% .
BeGRt e i _ » pfE
(N=260) AEERE EAEMERE (B FIR (X

AFHE 128 -20.5+1. 14

SBP (mmHg) \ ) 0.3+1.58 -2.3 (-2.8. 3.5)  0.826
VN =AY ¢ 132 -20.1%1.13
AFH 128 - 4.5+0.71

DBP (mmHg) ) X -2.470.99 ND (4.4, -0.5)  0.014
VN =IIASZ 132 - 6.97%0.70

sk ANCOVA 1255 < ez ND @ g

AN

BIVEF OFEFRIIAFIRET 28% (38/134 1) . 7P HETHRO ONI-HERLD S B, HH|
L ORBEMEN TR LHIESNIZHDIE19. 3%, [E458RHY | LHESNZH DI 17.8%
Thoto, AFIBHIHIL U EBIWERIE, 58 12 61, W FEREHE 4 61, ARAEMZE 4 61, mh Y
U AMAE 3 B, JEYT 3 Bl Ch o7, BWERIC K A8GHRIE 18 il (ARFIBET i, 72Au v Rf
113 ThHote, EELEWEHIIEKEGAOE A BEGBG 114 HE) IZBBLLZT ey
FELH (REEHRIVE) Thotlz, FHEHITERD bz,

W) ENICRT AABIOEL O R « EifHE T, 8%, RAZE=7 1L e LT H 1A 50mg 22 BEEZRG L, %)

BRI IA1E 100mg FTHET A Z LR TE 5,

V.
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GOFfE

SNEEEEERNRE L7 LODE Y &EOLEERUIIEHRNZEEEER

(B%  AEAT—H. 026 :KE&)
ARBEVER M EAERE 2RI, AA| 50~200mg LT L P 2. 5~10mg ZHe L7-FFo# 5L
ToRED RN I % HelsRe L7z,

RBRT A

ERSERE", SO, HIEREIY AT, —HERREER (R R
fanlE (R FT o A2 HEE)

ES

ARREME R M EAE RS (179 1]« AKIRE 88 5], 7 Am BB 91 441)

ER G SETE

27 J—= 7 HiH

- 18 kLl LB

« HBR L ~ R S B R L ERE U IARTRYE (DBP95~<<110mmHg) . SBP<180mmHg
77 AR E SR

- Iy U 7 Ml 3. 0~5. OmEq/L

—H M

- ABPM D 3F-5>85mmHg

» DBP95~ < 110mmHg &% OX SBP< 180mmHg s

FpbRAN e

« TWRVE, EERE MR

c AMESUTEBMEITFRR (FRoWTRnZigy L-5HA)

ALT (GPT) . AST (GOT) : JEUEME IR 2 &2 5%

y =GTP : JEYEAH BRRD 3 (542 27

- MYE 7 LT F = @I L BIEEOR OB HE

(BPETIE>1. bmg/dL, ZZMETIE>1. 3mg/dL) LS

AR T 1%

AFIFELT v VB B ELIZE D T, AH] 50mg/ H X7 Lm e’
2.5mg/ A Z A 58 L U, (LEBHEEIC TRAl 200mg/ H X7 A v B
10mg/ H £ CHIERIGEL LT, 1 A 18] 16 BB O#%E LT,

AHEE

HEE - #5516 %I 25 2 B COLLT OIE A & bk L7z,
FEEFHITEE : 24 FFENEY) DBP OREEZN R
BIEHIMEE H : 24 REfE]FYS) SBP OREERhAL, b T 7GRS (AL, H 7)E)

Kt

3

AEFR, AR %

. IBRRRICET A
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IES
ANt

MRS RARET0 B, 7L P U RET3H) (I2BW T, FTEIHMIER Th 2% 5 16 %
@ ABPM |Z X B 24 W5[EISEYS) DBP 13, AFIEET-7. bmmllg, 7 A0 B U EETC-10. 2mmlg S KT L7z,
FERIZED A 95 % E X R A ko7 & 2 A (EEH FIRIFA4. bmmHg TH YV | FEHME~— 0 ~4. OmmHg
L0 B/ININZ ENOAAREOT Lo DU RHIRTT D IEB TR IRGEES Ve o 7o, RIKEHIIEH
T D% E-16 T4 0D 24 B SBP I IAFKIRECT-14. Ommg, 7 A1 P B REC-16. InmHg SR T L.,
FIRERNCA B2 TR GIVRN T2, RFIKROT Lr ey & bERRE &5 2 b,

125 16 8% 0 24 BRETFHAMEDFHELLE
. P BP0~ pEaipasy F95% il 95% .
BGHE e . n _ p i
(N=143) T FERERAE TREMERAZE [FETIRE fFEKM
DBP ARFIRE 70 - 7.5+0.78
) -2.7+1.08 -4.5 (-4.9. -0.6) 0.013
(mmHg) 7Au e Rt 73 -10.2+0.76
SBP AFEE 70 -14.0%1.15
\ -2.1%1.59 ND (-5.3. 1.0]  0.185
(mmHg) T Au v RE 73 -16.1%+1. 12
& ANCOVA |25 < iz ND : St

zetk

BIER ORBRIIAARET 19% (17/8841) . 7TAuP U BETRODONIZAEESLD H L, FHAl

& DRREIRD RIA) LHE SN2 b DIE 8. 8%,
Tholz, AARHTFEIL L7z BRI,

(Z558RH Y | SHESNZHDIT12. 1%

SEfE 3 . MR 3 B CH o7, BUERIC L %Gk

X841 (FAFE2 B, 7 oam PR 6B) olo, EERREWEMNLKUFETHIIERD b7z,

) ERICET B ARIOMEL O : EImEECIE, @5, RACET 7L & LT A 1 [E 50mg 2B GABA L, %
BRF47081% 100mg F THIET 5 2 &N TE 5,

V. BRICET 5HA
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BHLFE

ONEANEEODFEEREERRE LI-FIEHER

[(SHEAT—45. A6141079 5£5& (EMPHASIS-HF :E%) 1 7

R4S NYHA DHERESSEY T A 1T DIRMEL R ARE 255 L LT, MHEATE (ACE PHEE,
ARB (7o VAT v I RAEGEE) | BRSO IRIREL) (T2 TARKIUL T 7 B AR 2800
B LTz DA R O et bt L= (F—% 1> b4 7 H 201045 H 25 H)

T A

ERLmE Zhiak, #EA, —HER, 77 2AkE, AT ARG

*205E TAELTF v, A=A NTVT, X — AFF, FoaffilEl 7I70A, R4V, F
Voxy, Tl N HV— AR TALVTU R A2V 7, KERE, Axva, A7, K
—F R, BRI, BUTHER, VORI, AuART BTV, A, AT x—
Ty U TAF, T EREER, HE, KE, SR ATT)

PIE S

IHE A% S NYHA LAHERE /2 HE T O LR 2B
[2737 #5] (full analysis set. FAS) : AHIREE 1364 f5il, 77 REE 1373 4]

E G SETE

55 Ll B Bl
DTICESRET A EMLARZETAZ &

« PRI 4 AELL

« LVEF 25 30%LL Fdb 5\ X QRS 1EAY 130msec BBOYAIE 35% L FTH D

« NYHA DMBRENHHZ 7 AT
ACE PHFEHE, ARB, B Wi SUIRIRIED TN DR E 5T T 2 BAE2E]
DfHT R L 70 D DIIAE A R M XD ABEDABEA 5 6 # A LAPNIZ NG T
x5
DB A X ML DABERRWGEITIE, BEAEI AT RT 156 HEANICHIE
L7= BNP 7% 250pg/mL LA % NT-proBNP 73 B 500pg/mL LA F. %t 750pg/mL
ULTHs 3

FpbRAN e

- EVEZED AHTRET 30 HLANIZAE B 2L QMR O 220 5 D% %
FH L&

- BEAEZEID AHTRT 30 H LA OBTAN U TR Bk > % — v a v
Ay Ny

< DAEOERFRD TR ATREZe TSR, OBSEER, PAZEM CE S IRk
DFHECHHE (72720, OAROFFER D FINA AT e IR O BBRE 1 X
ShNARE L L)

- DB & R R O

o BEVELEN Y AR 24 FERELAN O eGFR 78 30mL/min/1. 73w K0 E %

V.

BB D HA
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KBTI AFELT T 2 RBHC IR B0 A, 22 5-5G 4 BRIIAA] 25mg L7
FvR%Z 1 B 1 ERRAFE L= (eGFR A3 30~<50mL/4y/1. 73n° OYERE 13 H
THREBRMGLT) .

MVELE DT 1 EM%, WED ) U MEEO R G EEFRE LT,
48 B ORPERFCIE A Y U MEAHEE L, g8 U 7 AfEDS 5. Ommol/L A
Bea . 1 H 1[5 50mg 12 s L7- (eGFR30~<50mL/4y/1. 73’ O#ERFE 1L 1 B 1 [A]
25mg |[ZHEE L) o
4 3 B AR OB R IME oV o MEZ MR L, FRIZIEV, HEZFHE LT,
438 B LI DB G 8Osk
K" (mmol/L) eGFR30~49ml./min/1. 73n? * eGFR >50mL./min/1. 73m’
<5.0 GRS 25mg QD OEGA, LM BGE Somg QD OBA. B EHERE
(EgL) (EHRL)
Be 58N 25mg EOD DA, 25mg FOD 7> 582 25mg QD DA, 25mg QD 7>
5 25mg QD |ZHER: 50mg QD (ZHEE:®
P53 25mg EOD DHFA-. 26mg EOD 7>
5 25mg QD [ZHEHR
5.0~5.4 BGEHER EEARL) BhEERE (EERL)
5.5~5.9 B 558 25mg QD DIFA. 26mg QD 205 FEEDS 50meQD DFA. 50mg QD 5
25mg EOD (2 i 25mg QD |ZJFE:
F 58N 25mg BOD OFEy, Fe5A& il #5803 25mg QD DA 25mg QD 25
L. 72 BRREILINIC K % PR - 25mg EOD |Z i
-K"<5.0 : 25mg EOD TH5-FBA B HE 25mg EOD OFA. #5-% kT
K™25.0: DE=X VLV hMEEL, KT L. 72 RAEILIPIC KT % PR
23 5.0 AJWOEDH 25mg EOD TH - K'<5.0 : 25mg EOD THY5.FERE
575 KT 5.0 K DEFE=ZY LTk,
K™% 5. 0 AJHOHEA DI 25mg EOD T
B 5FR
6.0 BEATT L, 72 BEEILIPIC K 2T AT L, 72 BERIDIPIC K 2 T
L., K'<5.0 DEE DT 25mg BOD T L., K <5.0 DA DI 25mg EOD T
¥ 5155 Eaeai]

QD : 1 A 1[E, EOD: fRA#L

eGFR >50mL/min/1. 73m’ DA% 50mg QD %, eGFR30~49mL/min/1. 73m” * DFAIE 25mg QD X 722 & &35,

a. EMPHASTS-HF BRI HEEOFEHOFU IS & 130~49ml/min/1. 73m°) SHiEEt L7228, eGFR D4y
L LTIE 130~<50mL/min/1. 73m*] T 77,

b. R DS CYP3A4 BRESEOBE G- A5 TV DG, 1RSSO 5503 25 mg QD Z X TIE/R H72VY, CYP3A4
PREHIC I, Y 2w Ay, NI, TIAFay, DLFTEL, Ta S —nEGENDHN,
LIRSV L & L

FHmE H otk
FHEEMEIEE DA TR L D ARE
BIREMEIEE : 2300 UL ORI L D ARE, 2500, (LIESE, X TD AR,
DA XD AR, DA X M I D ARG, R ULT RN TOARE, (AR
e BN N RS PN %
ek
AEFER, RN %

NYHA ERESEIE TV 5.

(1) 2) OAENEMEOAEEE SR L LTEIHEER] OHER

V.

BB D HA
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(EES

At
BRIEOFEATITEEVEAIZ BN (1T ST OWERE (FAS) 28506 L7 (AHIRE 1364 14,
7 AREE 1373 f5])

TR E Th 5 OIMEFE ST ORI LD ABEIAAIRE 18.3% (249/1364 ) . 77 & AHE
25.9% (356/1373 f3il) (A AL, AFEETT 7 B AR ATHRTY 227 53 37. 0%(K T LA B2
BBz (p<0.0001, Wald #iE) o FG-HIM] (i) 1 3AHIBET533.0 H, 77 &ARFET494.0
HThotz, [ V-5 (7) 2) OINENEM ARG 255 L LB ITERER OESH]

DMEFERIFDF LI K D ARDEIER

AFE 7T REE s O RHOF )
(N=1364) (N=1373) AR g0 = p fiE”
l\\ m )\\ \/\
Emg%gfiLT}* 18.3% (249 5l) 25.9% (356 f4) 0. 630 (0.535, 0.741)  <0.0001
AL PNIT
DAREIZ LD NBE 12.0% (164 $51)) 18.4% (253 i) 0.576 (0.473, 0.702)  <0.0001
A ST 10.8% (147 $1)) 13.5% (185 i) 0. 757 (0.609, 0.941) 0. 0120

ko ANP— R ANP— REED 95%(SHEX R OV p fiiE, #5842 FER7-& L, 4E#n, eGFR, LVEF, BMI, ~
TrBEY, O WEEIIE, RN, milE, DARREEE, T ey 7 6 U< QRS i 130msec
. DEE R L Lz Cox Y — RET LA W CEH L,

BHEIIAFIEE 171 1] (12.5%) . 77 vRREE213 41 (15.5%) (ZH B, AFRETT T v REEHC
FEATHAREY A7 73 23. 9%(K F L7= (p=0.0081, F#£) ,

I SUT ORI L D ABE, T_TOARE, DARIZE D AR, B UTT X TOARE, DR
BISUTOARRIZ L DABE, DIIEA R MZEDABZIDONWT, AABECTT 7R THE
FCHER Y AZIK IR 6N (TR .

BIREHEIE B DfETIER
KAEE T EARE P RE* ~P— FHEO*  plEr

(N=1364) (N=1373) 95%{ 5 HEIX [H]

n (%) n (%)
B T DAL KD ABE 270 (19.8) 376 (27.4) 0. 647 (0.552, 0.757) <0.0001
AT 171 (12.5) 213 (15.5) 0. 761 (0.622, 0.932)  0.0081
DIAESE 147 (10.8) 185 (13.5) 0. 757 (0.609, 0.941)  0.0120
T _TO AN 408 (29.9) 491 (35.8) 0.768 (0.673, 0.876) <0.0001
DAREIT & B AR 164 (12.0) 253 (18.4) 0.576 (0.473, 0.702) <0.0001
I XITT N TO AR 462 (33.9) 569 (41.4) 0. 751 (0.664, 0.849) <0.0001
DARBFEUTOAEIZ L DA 170 (12.5) 262 (19.1) 0.577 (0. 475, 0.701) <0.0001
NI = AN N A PN 304 (22.3) 399 (29.1) 0. 694 (0. 598, 0.806) <0.0001
BFEME X IFEBIEM LI ZE 45 (13.3) 33 (2.4) 1.316 (0.839, 2.064)  0.2321
B IFEBSEMERRN A 21 (1.5) 26 (1.9) 0. 789 (0.443, 1.406]  0.4213
s EN SRR A 61 ( 4.5) 59 ( 4.3) 0. 994 (0.694, 1.424)  0.9754
DB R A O T 33 (2.4) 41 (3.0 0. 770 (0.485, 1.220]  0.2652
EHERETE T K B AR 9 (0.7 8 (0.6) 0.971 (0.366, 2.578)  0.9537
E=h U T AIGEE KD AR 4 (0.3) 3 (0.2 1. 154 (0.251, 5.312)  0.8539

k0P RE, = RHD 95%EHEXMR O p fEIL, #5#HE4FR L& L, Fin, eGFR, LVEF, BMI, ~E
ru e D DOEIIE, BERP, i, O, 7wy 7 6 L <UL QRS 1E 130msec . O
T & 288 & L7z Cox Hfil Y — RET L2 AW THRIE LT,
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Ak

LRVEORRNTIE, 1RSI ERIZEND 11T b, 1BFEEORS % 1 [BIPL BT 7= R TogERE
RGBT I U= (AKIRE 1360 i, T &R EE 1369 )

BIVER OFEERIT, AFIFET 20.6% (280/1360 f5) . 7" Z7&AREET 15.9% (218/1369 ) 1Z58%
bz, DI 5, 2% EOLDITE S U T AMET, AKIEE6.6% (90/1360 fil) | 7' F EREE
2.8% (38/1369 #5l) T -7,

HMEFHIIE E T DRI (F—Z B> MA 7S 2010 4E5 H 25 HET) 1. AKIEE 171 4,
7w AREE 213 BRSO BT, BEEARRIWER OFEIFIL, AAIRE2. 7% (37/1360 f5) . 77 &R
B 2.2% (30/1369 f5il) THED Bz, SREBIKRDIE CIIREEZIZHIND OB R HE i S
e (RAIRE22.5%., 7T BREE28.7%)

R

HA R4

PIEX D NYHA DHERENSE Y T A T OBIEOAREF BT DAFIOA RS RENTZ, = OfE%E
B OO OB R OB DR RO T A KT A 2 (2012 4F) ¥ 1%, ACE FREIR (UL
ARB) KO8 B HEIBTEE SR # 5 STV BIEEME DA (NYHA (DHERESIHZ 7 AT ~IV) (%t
L. S8 aVF af RZRAFEGEEA BT 5 Z L % Class 1, Level A & L THERL 7=,
KEDDREEFRHT A RF A (20134F) 9 ¢ ACE PESE (UL ARB) KON B KA BRI C #E 5. &
AUTUND NYHA DAHERES A T AT ~IVOILARREE I L L7 /v RAT o VIRA BT 5 2 & %
Class I. Level A & L THERL /-,

W) EHAICEBT AARIORER O R  BEOAS TR, =L L2 LT L H 1[E 26mg 2B 520G L, MIEH YV 7 A,

BHEORBIIE U T, 4HELIEE AL 1 B 1[0 50mg ~EET 5, 2720, PEEORMEREDHLBHETIE, 1 A 1
[k H 26mg 2 S8EE-ABIE L, BRMEIT 1 B 1\ 26mg 45, 72k, MiEH YU 7 AME, BEORBIOEG U CEEHE X

3P %,

V.
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QRANEELTLEEERNRE LI-FMAERER [A6141114 3888 (J-EMPHASIS-HF 3t8%) 1 %

SME NSO 2737 A%t L L= 7 T B AR iR H S MisABh (EMPHASIS-HF ) 73
Ehi Sz, F0%, BARNEMLAEBRE BT 57 L L ) LV OFWER OEEM AR5
LA BRI, CESMEEEER (J-EMPHASIS-HF #B%) @S-, LLans, H
WIZIRWT, g & [FRRIIBME O AN REE O T %4 FERHMITEE & LT, 77 RITxd
EREET 2382 i 57201213, BB O 7 T v R & 720 . 20 X ) AR
BEMET DI EIIERICREECTH D LB BN, ZOZ E D, EMPHASIS-HF 38k & [FIkEIC [
MBI ORI LD ABE) 2 EERMEHA & L, 77 vREHET 52 L2 FHAMNE L, #
HPEDORGETIZZ2 < . EMPHASIS-HF 3R & — B LRGN D Z & 2T 52 & & Lz,
ARERCIE, DUHEAREE D HARNEMOAZEE (\WHA CMERE S 7 AT ~IV) X8, 12
YEBIRIINZ CTAFIUT 7 T v R &85 U IR O ME M O e 2 it L=,

RER T A | SRR, EOES(L, WATRER, 77 A, CEEREEAR

POE NYHA CMHERE/DEE Y 7 A ML BB AR
[221 15 (FAS) : AHKIEE 111§, 7T B AREE 110 4]

FABGREME | - 55 LA LD AARA B

UTFICERT DR LALEATHI L

TRRHIRIAN 4 EFLL

LVEF 73 30%LL F & %\ M QRS 1E72Y 130msec #DOEEAIL 35% LA FTHDH Z &
NYHA (UsRE MR 7 A T~V

ACE BHZESE, ARB, B EWEEXIIFRIEDONT N DIGEEZZITTNDH Z &

« MEVELEN D T 2 HHE L 22 2 E A R MK D ABRD ABEH S 6 5 A LL
PIZEETE D &

< DI A R MR D ABERRWGAITIE, BEAEI (a7 156 HEAPIZHEI
7E L72 BNP 78 250pg/mL LA % NT-proBNP 23 B4 500pg/mL LAt 2 750pg /il

PUbThdz s %

FARMAENE | EEEAEIAFITET 30 H LA IR M QMR DA 2 1E 5 Ui ZE 2
FEH U
- BEVEZEN D AHTRT 30 H DAPIS U TR ISR iR A o 7 — o va v
Ay Ny

< DARRO LR RR DTN ATRE 70 TR, (OEER, PAZEME U ST s
DE CH DFH (2721, DARRO LK D TR FTREZR SRR B O HRE 13
ZNAlEe & Liz)

- DRt & R R D&

- SEVEZSE Y AT 24 BERELAN O eGFR 75 30mL/min/1. 73 Rif0#E 4

V.
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BTk

AFREUT T T B AREHC B BN A1), B 5BR4G 4 EREIIAA] 25mg UL~
ﬁtﬁélﬁl@ﬁmﬁﬁbt(&mﬁvm~<mmﬁﬂLmﬁ®%%%ﬁ@H
TEGBELT)

IEVEZE D 1T 1 EM%, WE0 U U MEHEO RS S EFRE LT,

438 B ORPERFCIYE A Y U MEAHEE L, G 8 U 7 AfEDS 5. Ommol/L A
B4 1 H 18] 50mg (2HaHEE L7 (eGFR30~<50mL/%y/1. 73m® O#ERE 1L 1 H 1 [H]

25mg |ZHE

2L .

4 WA LSRR (2, 3, 4 » A BIFERS) 1iig v ) v MEE#HERS L
KIE, HEZHE L7,

4 18 H LI $ 52D

K" (mmol/L) eGFR30~ <50mL/min/1. 73m eGFR> 50mL/min/1. 73m’
<5.0 BEE 25mg QD DS BEE 50mg QD DS
PebEHERE (BERL) PebEHERE (BERL)
Be5-80% 25mg EOD DA Be5-80% 25mg EOD/QD DA
- 25mg EOD 76> 25mg QD (ZHi&: -25mg EOD 75 25mg QD (ZHE&:
-25mg QD 7> 50mg QD (ZHYH:
5. 0~5. 4 BehGEHER (ERARL) BehG-EHER (ERARL)
5.5~5.9 P58 %5mg D DBA B 5B 25mg/50mg QD DBA
- 25mg QD 7> 25mg EOD [ ZiHiE: -50mg QD 7>5 25mg QD (ZIHE:
-25mg QD 7>5 25mg EOD (2 &
5 25mg EOD DS BB 25mg FOD DIES
B L, T2 WRALIPIC K AT BT, 72 RERILAPC K A TR
= . = .
-K'<5.0 : 25mg EOD C#e5-7E8 -K'<5.0 : 25mg EOD CH5-FHHEA
‘K" 25.0 :KDE=XV T %MGEL, K 5.0 : KOFE=XV > 7 %ikEL,
K75 5. 0 AOBFE DI 25mg EOD T K728 5. 0 AOSE DI 25mg EOD TH
LA LA
>6.0 BehAHWr L, 72 BRI K 2T BeG2 T L, 72 BREFLANIC K & T

8 L. K23 5. 0 R DI5A D 25mg EOD
TEG-FH

AR L, K3 5. 0 AL
fv}"ifrrﬁ‘-f%ﬁl

5D 25mg EOD

QD : L A 1[E], EOD : f@HA#L5-
eGFR 73 50mL/min/1. 73m’ LA_ED355A13% 50mg QD %, eGFR A3 30~<50mL/min/1. 73m’ DA 25mg QD A X 720 N2

el

R CYP3A4 SRR 5552 CODIHAITIE, 1RO ARIT 25 mg Q) 22 TUdleblenz & & Lz,
2F, YRR~y JT AR, Ty, Tva by = R EL, T RINVNGE
FDHDN :naa:n&am bk LT

CYP3A4 BHAESE

A

Aot

TEEMEE DA TR AT & D AR

BIKEHIETEE : 2581, DMAEE, X TOARE, OAREIZE D AR, DIEA
Ry MIEDARE, BT TR TOARE, ARSI IO L D AR,

OREEALIC & D DR ETRIREE OB & 5
2N
AEEG, BARRAE %

NYHA CHREZBIE V-5,

7) 2) OANENEMLOASEE xR L LIRS OEER

V.

BB D HA
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A5

BRWEDORITIL. BEVEAIZEI T DT T oMBRE (FAS) Z xR0 Lz CRARE 111
B, 77 BAREE110 1)

FEEHIEE A Td 5 DML FE LA KD ABREAHIRET 29. 7% (33/111 ) | 7T BARREET
32.7% (36/110 i) \ZAHHiL, AFEEDO T 7 B ARBEIKT D — R (95%(E#EXH]) 1 0. 85
(0.53, 1.36) T v , W — RO SHEEMD FRNHE L72 1 % FE1Y | EMPHASTS-HF 75 0. 630
(0.535, 0.741) &—BE L7fERMEON, HGHIFE (FI9YE) 13AFBECT749.0 B, 77 &R
BECT41.5 HThotz, [ V-5 (1) 2) B AEQHEAMEMEULASEE ARG & LTI
BR [A6141114 7&%8% (J-EMPHASIS-HF 38R 1 | OIEZM]

IDIMEFERIFDF LI &K D ABRDEIER

AFRE 7T AR SR o) f= *
o - AFREE 95T
‘L‘[ﬁlrE?ﬁEXli 29, 7% (33 'fﬁlj) 39. 7% (36 1’5‘”) 0. 85 [O 53, 1. 36]

DAREIZ LB N
% NP — RHL O — RO 95%EREXMI, $eGRE2 ERT-& L, NYHA LERE AR O eGFR % 42
& L7 Cox Hffin— REF L2 HWTEH L=,

RIREHIEE H Tk, TR NDMAEEABRE . DA R ETHIEE & FERSERE GO, F
7=, EMPHASIS-HF 3Bk & [FkECH - 7=,

BIECIE, AFIEE 17 B O 7 2R 10 5 CHlds ST, TRREEDI G LT & ORI BREME
T, FETIC X D IBREEOE G IRIZ R S TERNE, AAFEET 6 i, 7" 7 B ARET 5 BlZERO B,
Fio, IRBEOFR LIR30 HUNOELTHNL, WG TENENLHITHY . Wb s
HECRE CTH o7, — . IEREEOE G4 114 30 H LA ERGE U= OB BiliE, AAIRET 10 6,

TITEREETAHITH T,
NYHA 1D EE S $8 51 D BIIRETMIE B D fEfTHE R
A 7T REE NP— Rk 95%EHEXH
NYHA OMEHEFESIR (FIE0 111 110
7521 91 92
75 Z1M/IV 20 18
DAIAESE, AR K DABE, XL OAREE NI 1 2 ORISR OIBIN S T
NYHA (CoRE S A 42 (37.8) 45 (40.9) 0.86 ° (0.56, 1.31]) @
0.86 ° lo.56, 1.31) ®
75 A1 29 (31.9) 33 (35.9) 0.86 ° (0.52, 1.41]) ®
0.82 ¢ {0.49, 1.35) ¢
25 Z1/IV 13 (65.0) 12 (66.7) 0.88 ° 0.39, 1.94] °
0.94 ¢ [0.43, 2.07) ¢
g am
NYHA /CRE S E A A 17 (15.3) 10 (9.1) 1.77 @ {o.81, 3.87) *
L73°® [0.79, 3.78]) ®
75210 10 (11.0) 6 (6.5) 1.74 ¢ (0.63. 4.80)
1.64 ¢ (0.59, 4.53]) ¢
275 Z21M/IV 7 (35.0) 4 (22.2) 1.89 (0.55, 6.52] ¢
1.86 ¢ (0.54, 6.38) d
LA S
NYHA /UoRE A AR 14 (12.6) 6 (5.5) 2.40 ° (092, 6.24] =
2.39 " [0.92, 6.23) ®
75210 9 (9.9) 4 (4.3) 2.33 ¢ [0.72, 7.58]
2.27 4 {0.70, 7.41) ¢
75 AMM/IV 5 (25.0) 2 (11.1) 2.66 © (051, 1383) ¢
2.60 ¢ (050, 1349) 4
FT_NTOABE
NYHA /CMRE S SE A A 45 (40.5) 58 (52.7) 0.65 ° {0.44, 0.97) *
0.65 " (0.44, 0.96) ®
7521 29 (31.9) 44 (47.8) 0.57 ° (0.35, 0.91] ¢
0.54 ¢ (0.34, 0.87]) ¢
75 2M/IV 16 (80.0) 14 (17.8) 0.91 © (0.44, 1.89) ¢
0.98 ¢ (0.48, 2.03) d
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NYHAIDHERE S $5 R D BIRETHIR B DMATHER (i)

AFIRE 5B RRE ~PF—KH 95% X
DA XD ABE
NYHA (CoRe S A 27 (24.3) 33 (30.0) 0.75 * (0.45, 1.25) @
0.75 " 0.45, 1.25) ®
75210 17 (18.7) 22 (23.9) 0.73 ¢ [0.39, 1.38] ¢
0.68 ¢ [0.36, 1.29] ¢
75 AMM/IV 10 (50.0) 11 (61.1) 0.81 ¢ (0.34, 1.92) ¢
0.85 ¢ (0.36, 2.01) d
BFECIUTT N TOAE
NYHA /CMRE S E A A 48 (43.2) 61 (55.5) 0.66 ° {0.45, 0.97) *
0.66 " (0.45. 0.96]) *
75 A1 32 (35.2) 47 (51.1) 0.59 ° (0.37, 0.92] ¢
0.56 ¢ (0.36, 0.88] ¢
275 A1M/IV 16 (80.0) 14 (77.8) 0.91 ° (0.44, 1.89) ¢
0.98 ¢ (0.48, 2.03) d
IDARBIENTARRT I DA
NYHA (CoRe S A 29 (26.1) 33 (30.0) 0.81 ¢ (0.49, 1.33]) ®
0.80 " l0.49, 1.33) ®
75210 18 (19.8) 22 (23.9) 0.78 ¢ (0.42, 1.45)
0.72 4 [0.39, 1.35) ¢
75 Z1M/IV 11 (55.0) 11 (61.1) 0.88 ° (038, 2.04] ¢
0.93 ¢ (0.40, 2.17) ¢
DA R ML D AR
NYHA /CMRE S E A A 35 (31.5) 44 (40.0) 0.70 ® {0.45, 1.10) *
0.70 " (0.45, 1.10) *
75211 23 (25.3) 32 (34.8) 0.66 ° (039, 1.13) ¢
0.63 ¢ (0.37, 1.08]) ¢
275 Z21M/IV 12 (60.0) 12 (66.7) 0.85 ¢ (0.38, 1.90) ¢
0.89 ¢ (0.40. 2.00) d
DARAETEGIZ X D O RIRESR OB T 5
NYHA (CoRe S A 38 (34.2) 43 (39.1) 0.83 ¢ (0.53, 1.28] @
0.83 " {0.54, 1.29]) *®
75210 26 (28.6) 31 (33.7) 0.84 ° (050, 1.42]
0.80 ¢ [0.48, 1.36) ¢
75 AM/IV 12 (60.0) 12 (66.7) 0.82 ° (0.37, 1.86) ¢
0.90 ¢ (0.40, 2.01] d

B (%)
NYHAUHEREN T P_R—A T A 5DeGFR (30~ <50mL/min/1.73m2, >50mL/min/1.73m?) #3Z45 & Uiz Cox bl i — RET /M-S,
NYHAMERESHEN O— 2 T A1 L HDeGFR (30~ <60mL/min/1.73m?, > GOlemmll 73m?) ZHZEE L U Coxbtfil P — RET /M-S,
R—=2AF A ADeGFR (30~<50mL/min/1.73m, >50mL/min/1.73m?) #3485 mE Lz Coxbtffil i — RET/UIHSL,
R—2A T A DeGFR (30~<60mL/min/1.73m, >60mL/min/1.78m?2) %% %?: L7z CoxHtfil ~— RETMTHSL,

poos

ek
LEMEOMRNTIE, TRBERICIERIZEID 11T B, IBRIROES % 1 [BILL EZ 73 R CTog
S SE | ;;%T}mbf_ (RAEE1LL B, 7" Z'ARE 110 f1)
HEFRORBRIIAARE, 778 REETENEN 91 9% (102/111 B1) KX 93.6% (103/110 f1)
Th-olz, BWERHOFRBIERIL, AAHET30.6% B4/11141) | 77 BAHET26.4% (29/110 )
WZRD BAL, ZD D B, F722 S DITFENED U ORAIRE 5. 4%, 77 B AR 1. 8%) | MFIK T (3. 6%.
1.8%) . Eﬁm (3.6%. 0%) . m# YU 7 LMIE (3.6%. 2.7%) KOMRME (3.6%. 3.6%) T“&)
STz, EERBIWERORIIRIL, AFRES. 6% @/1116)) . 77 vFARET.3% (8/110 ) Tied
Sz, %@V\?ﬁ)i‘ I, ASHKIRECIINEEZE 2 B, &, g R OERORAMIZIE S 1 BIC. 7' 7 &Rt
TIRDGHRIE 2 (5], BeliE, SR RA, Jofh, BHRElRE . ERldE R OWERE 1 Bl Ch o7z,
HIWEOFHHIEH TH D BIC 1L, AFEE 17 BT 7 BAREE 10 T S =28, RERDTIRSE
PEL D 2 DO BARFNOLE SR 2 GER ATREMEI KA o 72,

) EACBT 2AKIOER AR  BELAeTiE, =L/ e LTLA L @25mg NHBREEBG L, MiED ) v LM,
BEOREBIIS U T, 4 WELUEZ 242 1 B 1B 50mg ~EET 5, 72770, PEEOBEREDHHEETIZ. 1 H 1
Ell@E 26mg 2> 2BA L., HRRFAEIZ 1 B 18] 26mg 9%, 7Zeds, MiEH U o AME, BEORREIDE U ClEEIRE X
[EGE N
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2) REMHER
= MERE
ORAAEMEEEE ZRRE LI-REIE5HER (061 =8
HANAREN S M Akt & LT, Al 50~200mg/ H DRI 5361 222 K OV 2

Zfpat Lz,
BTV A L | ShaskdkE, FEHER, FEER. A—T Uil
SOES AREMEE I EE AR 104 6] (A RhAMRRTGS: 103 {51)

FRRBEHNE | 27V —=2 T )

+ 20~81 DB 4

- MIF5 4V 7 M 3. 5~5. 0mEq/L

Ay ) —=27 « —EEHH

- DBP : 90~ <110mmHg I ZSBP : 140~ < 180mmHg D & M F4E s

E7brsENE © TYRME, EE OEME S

s A SOTEBMATER (FRROWTIUNTEEY LI=5E)

ALT (GPT) . AST (GOT) : JEYEE EFROD 2 {542 24

vy =GTP : FEYEff FRROD 3 (542 54

CMfEY LT F = EEI LD B REREEOR DO H HE

(BEPECIE>1. 5mg/dL, &PETIE>1. 3mg/dL) At

BT E AR (12 BFET)  AH| 50mg/ B2>H&ERIMA L, 2 @ 50, 100,
200mg/ H OFPH CREHE L 7=, 200mg % THIE L T HRIEAR R OEA I OM
JEEZ 1A L, PSR, A8 RO Lz,
FEEEY (12808 : BEEH&Ez b2 lE b L,

RS F Rk
LRI  AEER, IO & Ao A ERROME L RIE

A2E
BIEHIEE 7 7R EOZ bRy, SR IS L 28E IR () %

¥E 1 : DBP>110mmHg, SBP>180mmHg 2MBIZE S 7=

i R

ek

HEFGOIHERIT 90.4% (94/104 ) T, FD 5 BIEEN 5% EOLDIE, A 7 x
PREEGERE 51. 0% (53/104 1)) | 545 20. 2% (21/104 %) . & bV 7' U & T4 RHLE 19. 2% (20/104
B) . AR 16.3% (17/104 1) ToH V. BWERIL56% (68/104 ) ThoTz, DI b,
EEEREIWER & U TR ECG 5 1 B33 BT,
EEEWERIIMIASTEED 1 il Th o7, ARBRIZIBNT, FBEEITRh 77,

BIVERNC & B35k 345 5D BOG B3 1, I~ v v 7 1 BloEt 2 BT~ 72,

B

AFN BRI A28 L C 7 7BEDBP L OVSBP 78 & HITRRIFIZIE T L, _R—A T4 VB DK
b (KF) 1, 24 8 F TITBIEZR S, BEERSTED BT, IR X 23R BRF 1R 2. 9%
(3/103 #l) <, HUEEEHlIZENEN, 6 EH, 8B, X332 MH TH-7=, UULLY, KA1
H 1 [8] 50~200mg DEYHFLEITZE LIZMEa L ha—125 505 LoRB ST,

W) ENCBTAAFIOMEL AR | SIfEHETE, @, RAE=7 1L L LT H 11 50mg 22bEEZBG L, %)
RAF2705513 100mg FTHET L2 LN TE D,

V.
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ORLRA TR E LE-REIREHR (3% NEAT—%. 02658

AREME S I TESE AR 586 1] & BRI, BRI K D AH] 50~200mg > 1 H 1 [BEEOFE2, &%
G UalREEAA 3 o A X ESE 1 Al MO Z FTRE & L7 16 » A RO R 53kr s 92
i L, etk BEMER OAIMEORRETT 72,
AEFLOFREFIL68.8% (403/586 ) T, 2D 5 LIRELEN 10% L EOFERGT FXTERRY:
18.6% (109/586 f4il) . 88 13. 0% (76/586 i) T v . BIEMIZ 29.9% (175/586 f4i]) T -7,
ZD L, FEORIWERIT 16 FlRED Hit, E722 b OIXHERE (EH, IEER, HER R K OVFH)
LR - RASRCRIEE (O E V., IR KL OMREER) ThoTz,
EEZREWERIZ, 4 B (UEMsaR/ABFARE. wi ) o AmiE, TH/ERE/MiAK OE) /e
S K OME M- /SR A /K GiE) /R U o AE/RT R U o AMAEDE 1 6) Tho7tz, K
HERICBWT, FEEFNT 16 (OEMEIR/ABIEAEE) Th o7z,
BWERIC X D85 1IE 5. 1% (30/586 f3i)) Th-o7-, ED 5 5B, 4 BILLETHE S FLULALT
GPT) EF- (BFD) . v-GIP k& (4fl) . AST (GOT) E5- (4fl) ThHo7e,
PLEX Y | R RSN A ZEMORMERITRD e -T2, Fio, MRS 3 » A% E TR
FINZTRE L., 3 5 HUBRITZLE LTRSS Tz,

BHELAE
EMPHASIS-HF 5B& 4 RS
V-5, (5) 2) BYELAEOINENEM LR EERE x5 L LB IHERER [A6141079 35k
(EMPHASTS-HF #8%) | | ©OHZM
J-EMPHASIS—HF &% 5 &R
V-5, (5) 2) 1BYELAEQBARNBIEOASRE ERI5RE LB ISR [A6141114 545k
(J-EMPHASIS-HF ##%) ] | OESHR

(6) BE - RRERIEAER
= IERE
DEZERKRZHFSBMEBEEFRE LIHR (B SEAT—45) ¥

%)

FEBAER 2 5 AREME S B 202 26512, AHIHA (50~200mg) . =77 7 U /LHUR (10
~40mg) ROAFE=FZ 7V LOOHH (KA : 50~200mg, =FF 7 V)L : 10mg) @ 3 FEZT 9
H AT GREEEE) O ZHERHGEERA I2 i L, AA OG5 400 Ot & e
FENERIFNR AT LT,

FEFHMEE Ch o AEHEEDOIE (YR ¢+SE) IIARKIRE, =7 7V VEE OFHEET
FNFN—14.5+3.36, —19. 7+3.20, —27.2+3. 39 Th o7, /- MEIIKHETENEN—21.0/
—10. 8mmHg (SBP/DBP) . —22.5/—13. Ommlg, K O8—27.0/—13. 2mmllg & T L2228 OREMEC
REIZZ2 N2 EAVRENTZ,

[EPICIT B AFIO R O« BIUEIECIE, %, RACIET7 1L/ 28 LCL A 1E 50mg 2B 52 B L, %)
BART75A13 100ng £ THEETHZENTE D,

V.
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Q7NTIUREET S 2EERFEOTEREEXNRE LIHER &% ABAT—42) ¥
TIT 2 UPREAT D 2 RUBEIRIS IR 266 B2 %542, AFIEM (50~200mg) . =+ 7Y
JVHII (10~40mg) K OAEH & =FF 7V LOfFH (KA : 50~200mg, =77 7Vl : 10mg) @ 3
BEICC 24 SR (GREREEE) O _EERIEGRERZ FEhE L, AFIOAMER Ot Uiz,
MEFAENZ RS U IR AR &7 U Clifas R EH 2 Mt 5 7o OIS @O B AR 258
(DBP<90mmHg) . MEE/REEAITHCTZ U7 Av UL OB G UTE2FE Uiz, FOhk5.
T 7REOBEESFIL, =S L L 2 > —19.5/—13. 2muHg (SBP/DBP) . —=F 5 7 U L—20.4/—
15. OmmHg, MFEDOPFH —21.8/—16. 2mHg ToH Y, PFHTO DBP BFEZIRIZ=T L L VXV EE
WCKRED 0T, Flo, MEXORFP T VT I PR EO G5 L DA FhE Gl L
AEICKRE L, AEFGORBRICEA L L, SRUIET D 7eny, @Y U AMEO AR
X7 7 U VBRI LT ARIRER OPERE TR 7z (IVI-2. 255 & 2 0Bl ) OESHR) |

LT
AR L

) ENCET 2AFIOEROME « @IMAE T, E%., RAZE=7 11L& LTL H LR 50mg HEGEBIG L. %)
BRI 72A 1 100mg & THET 2 Z L3 TE 5,

V. BRI 5 THA 48



(6) afrIERA
1) ERAERE (—RERRIERE. HEEMBEAE. ERRELERE) | WERTRT —2~—
RIE. BUERFERERRFABRDOME ¥
= M AE

fi FHRSCRERAS GRATHAR : 2008 42 5 H ~2012 4£ 4 H)

EITAE R 2 X502 B E 2 F CORFNDOL M, AR MERT 5 2 &2 BN E Ll RsETH
BAEFEM Lz, AFNT50~100mg 2 1 H 1 [BEREOEG- L, SHEIG UCll e L 7e)s bk 5 L
77

LRNERRAT S GHER] 3166 FIlCIW T, RINERIREBIERI=RIL 2. 4% (75/3166 i) T, E7eRIMERIL,
A Y U AUE 0. 6%, VFEIMED E 0. 2%, BHEREIREE 0. 2%, Al U & L8800 0. 2% Th -7z,
EEERREIWERI0. 5% (16/3166 1) 1258 B, T OWIRIE. @A U 7 AMUE0. 3%, BHREREREE 0. 1%,
A U 7 LH8A0 0. 1%, 2MEE MR fE, BAE0R, IR K OSEMHEAEIER 4 0.03% Th
STz, RFHETHED LNIZEWERILX, BROhENERABR CHLRO LI TEY . FETEHT-7k
TR I e o Tz, BEEEKTHIORIWERZBUERERD U A 7 e ClIftati7e A EZE (p<0.05) A5G-
Do, b UIIEWERREIESRD Y 2 7 A 2 U ETH - I BES RN %, Fliv (65 At
2K % 65 kbl ) | EFERERRTE . BRAARFR G, MG A Y 7 AfH, CCr, NYHA OHERESI A CTh o7,
INHDIEFNZIBWNT, ZLROLNTEWERIZE D Y U AMETH -7, o, IASTEIZBWT
RS TEE T B PR FOBHEGREREE  (0Cr<50mL/%y) H3& AIEEITIE. @l U 7 AMIES T T
< BR7REWERORBIEIG @ < . FmEERRWEREZREL L2 Lot BREEEZ2 A
T DIEFI~OBE GV EE PNV TH D Z & DD ThEs Sz,

HMMERHxEE 1024 B3V VT 12 B DI EDOZS L& fat U -, A G-BRAARTOUHE #IfE (SBP)
JHERERAIME (DBP) 1% 152. 1+19. 0/85. 8 &= 13. TmmHg T&H V) | &5-BR4R 12 %121 134. 8+15.2/77. 7
+- 11, 4mmHg (AKX T U7z, Z{bEi3 SBP.DBP TFNZF-17. 3 1 18. 4mmHg, -8. 1+ 11. SumHg T -7=,
F-. BEERRTINCIEDZb AT L= & 2 A, ZOZ I RIR-CB R E DS BHEDA
M. A (BMI 225kg/m”) OFREERCIRFEIRGTME S £ DA HECRERIRIC K E 2B TA bR T,

BHLFE

R L

2) ARBEHLE L TEBETFEDOARRISENM LI=HE - HEBROME
=R

Y L

1R FE

4 L

) ENICBT 2AKIOEROHE « @IMAE T, E%., A= 1LL/& LTL H LR 50mg M HEEEBIGL. %)
BARS3725A 1 100mg TR Z L3 TE 5,

V.
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(1) otk
1) SIEE
@ AERIGHR (BRARUNEAT—H) 2~
AReMEm I EERE 265 L LU “HEMHESRBRORIR, AFIOAMENGED bz,

FEIDA—R 54 VKT HHEMEIRERD b5 TRMENEL

R 7 7RI EDZHE,
SHRE " BE i e P s |
(1A 1[=) Uy
(HEAZ : mmHg)
EWN 50~100mg/ H 8 94 —6.8~ —9.7,/—5.1~—6.9
S 50~100mg/ H 8 J@ 102 —4. 4~ —7.9/—4.4~—4.5
25~100mg/ H 12 216 —5.7~—10.4,/—3.7~—6.3

@ FIMHEAER
BG5S (B35 SEAT—42) V-0
AREVERMLESE, KL= PR iR R O = M ERE O BE A X512, AAl% 1 B 1 [E] 50~
200mg Z ¥ 5- U7 “HERIEGBRICBW T, @lEED ¥ A THIEEFIILL TO LB TH D,

FRIDAR—R 54 VITHT SHEMIREHRD b5 TRHMENEL

g2 . kT ZRHIEDZAL
i IR P IR, R (A7 : mutlg)
16 7@ 174 —12.8,/—10.3
AR ) T 16 38 84 —15.0,7—10.5
24 3 250 —14.5,/—11.2
IRV = oA e 8 i 80 —15.8/ —9.3
AN H i e 24 14 128 —20.5/ —4.5

W) ENICBT AABIOEL O R « EifHE T, @85, RAZE=7 1L e LT H 1A 50mg 22 BEEZBG L. %)
BARFDR5A1T 100mg £ THETHZ LN TES,

V.
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HHREEAR (B35 AEAT—E) @7
AFN EMDBETERE, ACE (7 > VAT o MESR) IEHE, 7 DA T v IR, 7
NS NEEFHL O B R L OPFIC X BBEFIFL T O L B0 Th 5,

FRIDASN—R 54 VKT SHMIZEHD b5 TRMEDNEL

PEFZEAI4 il b7 ZsiEOZA WGFER, YRR (BT : mmHg)
ACE [l 85 | =7 ji{ / 2: ACEFH%;%OD%)EH%‘E%‘ —13.4/ —9.9
89 | ACE BHZEIED HUMEL —17.5/ —8.0
° N N =~ s -
TUTFF U UNERE | 82 17%V/‘/k?//zh7///uy‘ﬁﬁ%ﬁ —16.0,/—12.7
F OO
R 80 | TrUAT o RS S 9.2/ —9.3
67 | =L b T MEHEEOO RS —17.2/—11.7
U KEEHEE -
ALY SR 66 | BV NEEGERO BRI —10.5/ —9.8
o 69 | =7 L1l Bl O RRE —19.1,/—12.3
B TR o oo
66 | BT B —11.0/ —8.8

2) BHLTRE

O HEANEEDFEEEFEENRE LE-FEIHERER GHEAT—4. EMPHASIS-HF 388 '
AR ARZEE D NYHA DHERE N T OB A2 2 0t U BRI 2 CARRI 2 e 5 L 7= 5
BRI TR HRSABR O T EFHIE H TH 5 DIMEFE LA LD ABRIILLTO L B0 THY |
AFIBETT 7 B ARRE & s USRI B T 258072 (p<0.0001, Wald 7€) . &5 (F
JUE) (IAFEETH33.0 H, 7T BAREET494.0 H THo 72,

FTEHEEE DR
AFInE | ToeRRE NP— REE* -
FHE (D) (95% ZHEIX ) piR
OMILAEFE X 249/1364 356/1373 0.63 <0.0001
DR X B A (18.3%) (25.9%) (0. 54-0. 74) ]

k Y — RE AN — REOD 95%SHEX R K O p 1%, 5884 K7 & U 4Fi, eGER, /2 S8B-HIR (LVEF) |
BUI, ~E7 vty OoA% DEEWIME, BERIE, M, OFFEEZE, AT e v 76 L<I QRS 1R
130msec A8, [NEHIENZ A& & LT Cox HeffilF— REFLERWCEH LT,

A1 A 18] 25mg TEEBAAA L (7272 L. eGFR 23 30~ <50mL/%y/1. 73m® DHERE1ZI1%. AHIFE H 25mg
TEEBLR) | AR A2 U CRG-EOFENIL, BEEOMmIE D Y U MEICESWTHRE LT, 72k,
eGFR>50mL/4y /1. 73m* D¥FATX 1 B 1 [5] 50mg %, eGFR30~ <50mL/4y/1. 73m* DAL 1 A 1 [A] 25mg %
Bz L

) ENICBTAARFIOEL O R  BEOALS TR, =7/ L L/ 2 LT LB 1A 25mg D54 L, migEh U w7 LM,
BEORBIIG U T, 4 WELKEEEZHZIZ 1 H 1 [E] 50mg ~NEET S, 72720, FEEOBHREEEOHLBHETIL, 1 H 1
[FIFEH 25mg N HEGEBIMA L, BRNAEIZ 1 H 1[0 25mg & 972, 228, MiED Y v 2ME, BE ORI UGl B
IEHWT 5,

V.
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FEFHEER (DOBEEXITDFALIZLD AR O Kaplan-Meier Z7Ow

(%)

449 \P— K 0.630 (95%fEHEXM : 0.535 - 0.741)
40/ p<0.0001 (Waldt&E) K

36 S5t s
32-

. e

24-

I7LL/2
20- -

PHHFHOmH 8

0 6 12 18 24 30 36 42 48
EREE ()

VA7 #4r (at risk#)
TIv R 1373 1058 848 665 512 357 199 66
7L/ 1364 1101 925 730 562 386 232 76

w w

==a—I—7LEHE (\YHA) O SEY  DARROEEEIC OV TR bS5
S DAREDESERE
yoaq | CREEHOBHINEBICHRIIAR, BTSRRI T LG, BYE, RS 2
WIIRLR 2L Uy,
yoaq | EEOHINEBOMIRES D, LA, SRS ESCRY, Bii%, MRS
DWVIIRLEEE L D,
poam | FEARHIKEBORR DS, LAHRHIIGER, FHI72S RSB T OIECRS, B,
PR IREESD DV NI 242 U D,
yoay | TEEOTDONRDHWED LRIRSND, DABERSPOHIZIIAZ LIHET 2, DT
DIRHET 2D DERITES S,
%) AR
[ TV-5. (7) 2) BIELAEOINENEIEOAREH 2R & LB IR (46141079 5A5R

(EMPHASIS-HF #B%) 1 DIESHR]

) ERICBTAAFIOR KO E  BEOARETIE, =F L L/ LT H 1R 25mg M HIRELZBIA L, MIEH Y 7 AHE,
BEORBIIEC T, 4 BMUBEZHZRIC 1 B 16 50mg ~EET 5, 72720, PEEOEHIEREOHLEZETIE, 1 A 1
[mlf7 A 25mg M HEEEAEBIA L, BRHAEIL 1 A 1\ 25mg &35, 72Es, MiEH Y UM, BEOREBIEG U CEERE X

TP %,

V.
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@ BARANEHOFEEEERE LE-EMAARER [A6141114 58ER (J-EMPHASIS-HF &%) 1 ©

REARAZ LY HARNEBIEODR2ERE (NWHA DHERENFEI ~1V) ZXxI50c, EUERHRICINZ CAK %
Be b U7= —EH BRI TRERRGAER A 92 L 7=, EERHMEEE TH 5 OMAE T AT KD AR
ITULTD LR Thot-, BHHIR (FIfi) 1IAARET 749.0 H, 77 8FHET741.5 HThH o7,

FTEFHlE B DR
AFE | PR NP R
FBIBE (EFIE) (95 %5 X TH)
DA . . 0.85
AT T 7 N 33/111 (29.7%) 36/110 (32.7%) (0. 53-1. 36)

P REER O — KD 959X, #5582 TR & L, NYHA DHERE SRR O eGPR % 328
& L7z Cox HeffY'— REF L2 HWTCEH L,

AFN1 B 18] 25mg THEBIME L (7272 L. eGFR 23 30~<50mL/%3/1. 73nf DOWERE 121X, AHKIME H 25mg
TiEBRLR) | R 2 L TR EOREN, ESEOMmIER U U MEIZIEDWTIRIE LTz, 723,
eGFR>50mL/43/1. 73m* DA% 1 H 1 18] 50mg %, eGFR30~<50mL/%y/1. 73m DY 1 H 1 [8] 25mg %
Bxipnz ke L,

[ TV-5. (1) 2) BHELFREQHANBIEL R 2EE 2 x5 & LS IHRER]  [A6141114 3B
(J-EMPHASIS-HF 3&B%) ] OIEE]

ONEADHEERDTEEEZNRE LI-FIEHR WMEAT—4% . EPHESUS FER)

(BEEHR) ?
DM OAEZES DINE N DA R 2 51T, IR (ACE PRESE, FRIE, ML OB B
ET0) ITNZ TAAIZ G Uz — EE R TR LGB O TEEMIE A T 2 25010, DALY
ILDMAE A XY MCEDABRFLLTO LB THY | AFFECTT 7 2REEE iR LA BRIK T 2588
7z (p=0.008, p=0.002, &5l log-rank /&) . FHHIH (Il (3AARET440.0 H, 7' F &R
BECT441.0 HTHH- T2,
TR eI
- 21 Ak
DR, AU ZE R OV e BREREARA (LVEF 28 40% LA ) DR AR bii-BE (=72
L. BERIEZAT DA A EOBRAT IR & L)
F7BRANELE
- SRR B D UWNISERMEEBDN DA RO ERRK Th 5
- BRAEIRBIE R DS LENZ RV 2 D IR IE A AT 54
c A7) == PEEOME 7 LT F =0 2.5mg/dL (221mmol /L) AHE X, MEEVEAE Y TR
2.5mg/dL LA FITAR T Lo 7235
« WEVELEN D AT RN OB T 2 %R o

\%

TBEICE4 2 THA 53



FEFHMEE DR

AflE | TR NF— R i
B (EID) (95% E KT Pt
478/3319 554/3313 0. 85
L (14.4%) (16.7%) (0. 75-0.96) 0. 008
OMIUESE RO 885/3319 993/3313 0. 87 0.002
FEa VAN YN (26. 7%) (30. 0%) (0. 79-0. 95) '
a 1 ~NPF— RHR O — RELD 95%(EHEXATIE, Husk Clgnil L, #5884 K7 & L7z Cox il — |
EF AW TEL LT,

b MU CRERI L7= log—rank BAE & W CHEA LT,

A1 B 1A 25mg CHGBIEA L, SRR 200 U CRG-ROFEIL, EETOMIES U 7 MEIC S0
TRE LT, 7ed8. 1 H 118 60mg AR &L Lz,

FEIHBER [(£%T A) . DOEEXIGDOES R MIKLDHABE B) ] @
Kaplan-Meier 7O k
(A) (%) Eea N

22-

20-| /\F—KIE:0.85 (95%(EMKM:075-096) -

18 P=0.008 (FEHllog-rankiZ7E)
16 I7LL/Y
14 -
12
10
8,
67 .
4- 7
217
0 T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36

BZE (A)

BHHF 48

YA #4 (at riskE0)
TR 3313 3064 2983 2830 2418 1801 1213 709 323 99 2 0
T7LL/ >y 3319 3125 3044 2896 2463 1857 1260 728 336 110 0 0

oo

(B) (%) -
307 K087 (O5%EERM:079-0.95) .-

32- p=0.002 (EHlllog-ranki& &) e ”

28+ I7LL
o0l
20+
16

12+ 4

BT

0 3 6 9 12 15 18 21 24 27 30 33 36
=AM (A)
VA7 A (at riskE)
AA SN 3313 2754 2580 2388 2013 1494 995 558 247 77 2 0
7Ll 3319 2816 2680 2504 2096 1564 1061 594 273 91 0 0

o O

E) EWICEBT AARIONREX IR, FEROHE  BYELARE (T o4 T oo VERESEINER I T oA T v v
SRIETEE, N, FIRISEOEBEAFREZZIT CODEE) Exic, B ALTE, =L LT B
[ 25mg 7 DI GABIMA L, MIED U 7 ME, HBREOIRREIZE LT, LRIV B2 1 1 1[5l 50mg ~HEES B, 72720
PEEEOBHREREOH HBETIE, 1 B L EFEH 26mg 226525060, RIOMAEIT 1 B 1A 25mg & 975, 728, ﬁui%yv
U MMl BREOWREEIS U CEERE ST 5,

V. BRI 5 THA o4



3) RHFR (AARUNEAT—H) 2
ARREMERIIEAE (BRE~rPA5E) BT, ek 60 38 1 B 18] 50~200mg & B I OREHERE &
OF G LToAb R, 2208 LTeRRIERNRDMER? S 4172,
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VI. EEREICEY HEHB

1. EEZMICEEHSILEYMXITILEYEE
K RERHERIREE (R /2527 b, AL B h Y vA, YT LT LU

2. EBE{ERA

(1) 1EFRERGL - VERRMERE 2 ~*

T UL ATHIRENICHEAET DIE LT a4 FZREE MR) ICRIRICHES L, L=v-T v
AT =TIV RAT R R (RAAS) DREEN THL TV RAT O MRIZKT HEE %
BOMET D, TV RAT o 3B RAE ERHIEI QNS DI, 1 & O 7 & o FE ER RIS
FHLLTWDMRIZHES L, N U 7 AR N OMOBF 2 L CiilE BR S8, £ £
FV 7 ERERCLMEROBEEZSIEEZT, 7L L/ VI IRLDT IV RAT R D
ERZET S Z & CRIEEAROIODARERZRET 2 b0 LEx NG, =711/ ik
VoV sDT IV RAT B UL DR AT 47 74— RNy 7 2l 5720, mfEfhr=1
EELE MG TV R AT v U REEZFHGENIC EA S8, chbo ERix=7 v e o
23085 L7,

£35S DERKE

ZHLILE e —
PREEEEE VIS
RS e

VTN MELR|
Bl

v TIWRRTOY k w55 ':,: lEi—Jn:uH:MF’éﬁ%(MR) “ 2ETL/55R(SPL) \*':'f I T

(ALDO) (FIVRRTOVDRERE)
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1) ZREEERVEEME (/n vitro)

OF vy MEEILFIA FRERICHT 2BEERTHREY

TSR, Ty MEEa VT aAf REFERICKHT 57V RAT 1 0 Ofid 28R
PR L, FEAERR Y 4> NIk 2508 fn:i% 0.51 Thotz, £72. TOMOATa A K
ZRRICHKT DEITMEASICEE L . BE oV F a4 /RIS L UIEa v F oA R
SRR T HEAO 1/20 AT, 7 v Ru X v ZRER T 0 7 AT v U /RIS 5 1E
IZ, 1/100 L FThotz, —FH, =F L L v OFE a/VF af RERIRITRT 2 BT
X, A /T 7 Rl LT 1/20 RETH -T2,

ATF04 RZRERIZHT I TLL/ DOBRESHRINE (/n vitro)

R AT Y AT K TFLL ) Avw /)77 b

- CELRIME=100%) | ABRIAOBLRIME (%) | n | FXTAOBURIE (%) | n
FEaLFaAf R TIRATE 0.51 7 11.0 7
PEaLFa( R FERYRAHE 0.018 4 0.18 4
Ty Rkagy AFNRY)xT ) 0. 00076 6 0.91 7
PA=E A= A=E k= <0.005% 5 0.70 5

BFIMEIL% THER ¢ (ICs0s/1C50) X100 (%) (s : FERERR U H > R, ¢ SRBREEAD . BESEWIEEZOZRE
W D EAENENZ & 2R,
a) ARBRTHOWE &M TIRAREORBE T, EMRMEERDD Z LR TE o7,

Q7L ERTFOVIZEDE FMEEILFIA RERIEELIIHT ZERY

COST MINEIZEEA L7y 7 = 7 —BIEMEAFRIEIC, 7V RRAT o U filiic ks e MEE =L
FaAf FEFEREN LTSI T 2R EZ B LI 2A, =7 L L) VIR AER
I LT=T v RAT v v OFER % RIS L7z (50%BHFREE : 1C5=291nmol /L) ,

) AENEE

Ot FHEDEERATOA FRZRAZRAV-ZEREEEORE

TV R, b MEE AT aA REEER~OT NV RAT 1 o OfEE & R E KRR
L7 (IC,=#J 0.5umol/L) o F£72. 10umol/L IZBWT, ¥EHa/LFaf FZRK, 7
AT URREROT v Ra S U R R LT, T IR MEER T X T =R
MEMEE BIZ, 1FEAETRERDST,

VI. #EEhEHEICBE T HIEA 57



2) SRUBERUVHEENE (Sy k. 99%)

@Oy FMEEDILF A FZEAREREROKRET ™
%ﬁ?wa%my@%Q%&Mﬁéﬁéwmﬂgﬁﬁuﬁﬁii 7L L) Tk
0.8mg/kg, At /F 7 Mo TliEl. Tmg/kg THY ., invivoll BT AT v MEEaLFaA
RS BREEEFERIZ=7 L L ) O RAER ) 97 b & D HERD T,

@3y MEEILFaA FE@WWI?%NHEVFFHX)
TSV D invivo lZBIT LTV RAT u AR Z | Kagawa & O J5 5% VTG L
tt_%\i7VV//@&?&5i\ﬁ¢Nfﬂ(%@ﬁ@%@%@fﬁumﬁ
300 4 g/ke LA ETHAMEICHEAENBE SN, =T VL v EAER 57 L Lo
THIFNEPEIC R & ZRIEVIT R A8 h o 72,

) FENEFR

@I v k7Y ROTURER~DIERY

TARAT O UG EBHENET v MTBW T, =7 L L 3 180mg/kg/ H DR OH G- T,
TANAT v AL X HERNESE BRIEARIARL . TP, Ail) oEsHEINC L4
B2 7oz, FREEREICHOHINMmEIERZ R Lz, LarL, ZoMiiERIZAE R 2
F7 hrD /10 BRETH -7,

@9YX/5y b TOaFRTFOVREERADERY
T E ORI E(L 2 FEIEIZ LTz Clauberg test K OVEREMEM: T ~ b OHEIIMEE E A~
WD 250 invivoETT /VOWTIUIBWTH, =7 L1/ 0% 100mg/kg FTORAOLKS
T, Ia AT RRMERE RS R o Tz,

®3 v MEEOILFIA FZERE~DERY
Mo B B xr T DB A FREIC, WEa VT aAf RZFIE~OIEM% in vivo THRFILT- &
A, =L/ E 100mg/rat/ H O OG- T, #EaLvFaAf REFERICRLT o2
= MEHEKR T T=2 MEHEOWTIOER RS R0 o7z,

%) ARNE R

3) ERKFICEAT AR (v k. /in vitro
DZF Y F7ILERTAVIZK S NatBIRIVEEERICR T 2HEHER
LU UET Yy MIZBWT, 1000 u g/kg LLEOROKETT IV RAT B I EREIC X
% RF Nat /KF L Db 2B BB Lz,

Q3 v FEHEESREEA
7L L%, Ty MZBWT11-8-HSD2 (11-B-t FafF ATmaAf K5k Kasr
—E 2 M) HEARG CTHEEINLI = N U ATk 25 I OUHEHEEE, 7eFral
N R DN EARAFEAR RS OAR T R O EGAIZ 31T 5 eNOS FEBLE DI & A B 4]
L7,

@7 I FXFA>M non-genomic action IZxd 2R (/n vitro) P
T v P REBIIREARICBWN T, =7 L L AIT IV RAT o R EE (20 01%) (2815
i D Nat /K -ATPase JEME DR T 2 A & (24 L 7=,
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(2) ENERMATHHABRBAR
1) SmEICHT HER (v )

Q7 ERTRVEGERS/BESRFEESNES v X H4ER
7L/ (100mg/kg/ H, 4 BEMIBEERE) X, 7TV FAT v Uik 5/ B AWm 21T
o =B EIE 7~ b (n=8) (233 T UUHE A I 12 %k LR 72 B E/ER 278 LT,

QNZEh ZFREMBRRESIMES v b (SHRSP) (Zxtd 54ER 2
=7 L/ (100mg/kg/ H, 2 HEMIEAEE L) 13, AT 53 MENME A RBIE R fLE T » b
(SHRSP)  (n=8) 23\ T, 2 WA OEGHIMH, W 1% URpker) 72 B EH 2 7R
L7 F7-. ACEFHEIKTHAY L XU A LOMRICEY . BEERITHERE N,

@Dah| BIEEZMES v MMIxtd /R

BRZMER L = RS E OB T L Th D BHERAZME Dahl T b (n=6/F£) 2B\ T,
=7/ (3~1000ng/hr, 7 WM FRfe ) 1% 4 B OFHeR G- CUGHE I M2 xF
U AR AR 72 R EA R 2 0R LTz,

2) BELFLISHT BHEA (RYR, Sy bk, 4X) ®-

TV ATLAREFYET LV (T A, Ty b A X) IZBWT, DMEREEE D/ XT A —
& (fEsEB 7 L) Z2ucE L, DREER (DIER, £V 7Y » 7Z7OoMil) 2R L7z,
DOEELAREIIRIZHT H/EH

=L/ (200mg/kg/ H, 12 BENREEEE) 1%, OAFFZER% 2 B ORE C57BL/6 <
7 A (n=16) (2T, AR pE L OVMAHEA dE L, ARIGEmE, AEEE/
WREH, BVE 27— 53 B K OV MR AR T i 2 i) S W72, EDZRIEA Bz

ST,

Q@EMmEMLAL (SHHF) v boxtd 4R (EHRERE)

=7 L/ (100mg/kg/ B, 13 AMIEEEG) (%, MO SHHF 7 v b (n=12) (BT, D
JERNT A —%& (LfEEE/ G EOHEM) M OEHRERE T A —% (JR¥ 37 OHE)
PP Lz, F72, ACE HEAITHL2 =TT UL EDHHICEY, DIEKRAAT A—X 13X
LliCES N,

@SHHF v FIzxtd 21EA (REIRFERSE)

7L L/ (100mg/kg/ H, 56 EENREEHRH) (X, HESHHF 7 v & (n=16) 2B W\T, i
DIVETV7HMEIL, OEREZSGE LT, EHIZ, FATARCTF Y (TAVRATRY
K ORI AW & MEIE 7~ b OOEE O R CREBNnA LD RIEMEY A M A Y) Ok
ETOBAG TR O IRE 2K T S 872, 228  IUHEIIILE D Z(LIZ A S o 7z,

Q@EMELFEA XIHT HLDFLDERICKT H1EH

7L L/ (20mg/kg/H., 3 H# ARIRRO#KEE) X, 4 XOEBMHELALET L (027) 2BV
T, EREIERIERE, ALSIEERYIAREE OCEZBRHSEIIWT N2 ERnH 6T, A
SEUHE AR OBEIS ), DAL OB E RS & BB 2 T — 7 R RSy & ) S, DR
D FEAMMAE 5 L A N S T,

VI.

HNIEBIZEH T 5 HE 59



(3) YERSISM - FEER
AR L

VI. BB E 9 HH A
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VI. EWEREICREY 5EA

1. mAREOHRS

(1) SASEEA Mo
LR L

(2) BRREER CHERE SN -MRE
1) HE%SE"
H A R A BPE 30 B2 5ic, AZE 50, 100, 200, 400 i 600mg (17 B/LA*) %2l
HAAR O - U 7o RO AR O S BRe 2 it L7,
AFER G5, MSETREITECNC EA Uty (@ LR R 13 1. 6~2. TRty
(1L PR DFERAR DI 13 3. 0~5. 0 BT 0 R HREFNCZEITRO Ded T, £,
Coe L O AUCy oo DHFANIE 50~200mg DFFHIZ 3\ TR R LB T o 7=,

BRI 5RO MIEHIREHER

(ng/mL) o
, 50mg
6000 - 100mg
-= 200mg
5000 - 400mg
. -+ 600mg
I 4000
£ /
& 3000
E
= 20001
1000
07 > <
0 4 8 12 16 20 24 28 32 36 40 44 48(h)
B 5% EFRE
HERSROENERE/ NS A —4
}EH% (mg) tmzxx (h) szxx (ng/mL) t1/2 (h) AUCO*DO (ng ° h/mL)
50 2.7+t1.8 7461115 3.01%+1.43 52802170
100 2.3+0.8 1330236 3.547+0. 906 9490+3320
200 1.6+0.9 2260443 4. 257+0. 899 188006920
400 2.27+0.8 3530685 5.04+1.99 316008310
600 2.2%+0.8 4080£935 3.92+1.37 384008080
SRS+ A R £ n=6

* o AT RNAKNIENKAGEORIE TH 5,

W) ENCBTAAFOEL AR | SIfHE TR, 8, RAZE=7 1L e LT H 1[E 50mg 22bEE-ZBG L, %)
BARA7035613 100mg £ THETHZENTE D, BHEOAETIE, =7 L1/ & LTI A 1A 25mg M HE5-2BG L,
MmiEH Y 7 LM, BEORBIZISE U T, 4 BRMUEEZ B2 1 B 1 [E] 50mg ~EET 2D, 72720, FEEOBHEREREDH 5
HAETIE 1 B 1EREH 25mg 7 DEGEBG L. BAHEIZ1 B 11 26mg &35, 728, MED U 7 AME BEORIEIDS
Ul e U5,
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(B%E  SEAT—4%) P
SIE MR A BE 40 {5l 5E5212, A 10, 50, 100, 300 % 1000mg % HAEHE 1 #%5- L 7- R AH)
DIEENRE 2wt LTz,
AFH 10~300mg A4 54% ., MAFEFTEE IDELNT FF- U, tontE L 3~1. 5 R, t,,1% 2. 1~4. 9 I
Tholr, F17. Cu KOVAUC, o DHINNIZL 10~100mg OFEIFAIZB W THE-GIITH -7~

BRI EROMTRREHTR

(ng/mL)
9000+
1 - 10mg
8000 - 50mg
] - 100mg
7000+ - 300m
6000+ -~1000mg
% 5000
#4000
= -
E  3000-
2000+
1000
0_
0 4 8 12162024 28 32 36 40 44 48 (h)
R %M
B[O SROEYBIE/ NS A —4
H&E (ng) tu (h) Coex (ng/mL) tye (h) AUCy—9s (ng * h/mL)
10 1.3£1.1 191+ 59.2 2.1£0.7 942+ 494
50 1.4+0.8 797+ 230 2.9%1.4 4020* 1440
100 1.5£0.9 1510+ 220 4,.9%2.1 7940+ 1880
300 1.5%0.5 2970+ 639 3.7x1.4 18500+ 5480
1000 2.5%0.9 72601200 15.1%8.1 5640012800
SRS A £ n=8

W) ENICBT AABIOEL O R « EifHE T, @85, RAZE=7 1L e LT H 1A 50mg 22 BEEZBG L, %)
BARA7035513 100mg £ CHEET D Z ENTE D, BHEOAETIE, =7 L1/ & LTI A 1A 25mg M HE&5-2BE 1L,
Mg Y w7 MM, BEORIEIZSE U T, 4 BRLMAE HZ221 B 118 50ng ~HEE 5, 7272 L, PEEOBKEREEDH %
METIE. LB LEFEE 26mg D G52 L., BAHRIT L B 18] 26ng &%, 7286, MiED U 7 M, BEORIEITS
U CEEIRE T 5,
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2) RiERS

i) 100mg/BIZH T2 REZRSHER®
ATBIROREE & M EIER N BB 25 Te A N 12 il 2 %5, A% 100mg 2 1 H 18] 7
H FEIRAERR O3 5 U TR0 S-sie 2 it L 7=,
AFIIERE% T B BICBO T, tolT 1. 46 BE. Co 1% 1780ng/mL., AUCy_ 13 12300ng * h/mL TdH
o7z, 1 HEE 7 HHOIEYENRE T A —F &g 325 & Cu XKOVAUC O 7 HE/1 HHDMIZE
NENL2 KONL61 THY, K& AR -oT2,

RIEHSFROMBRREHER

18E

(ng/mL) (ng/mL)
20007 20007
1800 1800
1600 1600
1400 1400
%1200- % 1200
#1000 #1000

= =
FE 800 E 800-
6001 600 -
400 400
200 k\\\?~\\\x_4, 2001

O ™% "B 12 16 20 24(n 08 ™% "8 12 16" 20 24 28 32 36 (h)
B 5% EER 5% FERH
RIER SR DFEMENRE/ NS A —4
Lo () Cuax (ng/mL) tys (h) #AUC (ng + h/mL)
1HH 1.42+0.79 1460+281 2.62+0. 734 76302330
7THH 1.46+0.84 17801344 5.00%=1.74 123003750
SR A n=12

XK1 HHE AUC—w., 7HH : AUCH—2

) EACBT 2AFIOEROM & « SIEE TR, @%, A= LL /& LCL H LE S0mg M HEGEBIG L, )
BAR705513 100mg £ THEET DL ZENTE D, BHEOAETIE, =7 L1/ & LTIL H 1A 25mg »H&5-2B4G L,
gD Y 7 AME, BEORREIIS T, 4 BELEEZBZ421 B 18 50mg ~EET5, 72770, PEEOBEEEDH S
BETIE 1A 1EREH 26mg 2 bIGABIA L, BoORMRIE L B 18] 26mg &35, 7ok, MG U w7 Al BEORREIS
U ClERE ST 5,

. HEyEREICBE T 2 A

63



ii) 400mg/BIZHITEREHRGHER

HAS R A EE 6 51255312, A 400mg (7 7B 41%) A 1 H 1 ER#IC 7 HEKER &S
U 7= DS ERE A fRit L7z,

AHEEAEHE% 7 H BBV T, tatE 2.5 B, Col3 4120ng/mL, AUC, o, 13 26300ng * h/mL TdH -
7o 1HBEE 7 HEOHYENRE T A —Z 24 5 & Cu LOVAUC, o, @ 7 HHE/1 HHDHIZZEN
ZH00.880 L TN0.862 TH Y, FHEATRD bIVen -7z, EAERGHRT, £4%5-8I2805
Fehf% 24 B 7 L L CIUERIREEOEEEIL 1 HELURE 7 H B £ T, KREREHEZ RS2
ofc, Yb&, =7 v L) OSBRI IR G Lo TS, B S R D502

EDVRIE I T,
REHRESFOMERREEHS
18H 7HH
(ng/mL) (ng/mL)
6000 6000
5000 5000
% 4000+ % 4000
i 88
= - = ,
= 3000 E 3000
2000 2000
1000+ 1000+
0 e R A e ™ [ o s e s e LA B
0051 2 3 4 6 8 12 01234 6 8 12 24
& 5 &6 B E5&EME
RIEBEROEYEE/NT A —4
tre () Cuax  (ng/mL) tie (h) AUCy—» (ng * h/mL)
1HH 3.0F1.1 468011170 — 30500+5360
7THH 2.5+1.8 4120+1600 3.81*1.43 263006840
S fE A R A n=6
— R

* 1 BT EAANTIENRARORIE CTH 5,

W) ENICRTAARFIOER O : SIfUEE T, 8%, A= 7 1 L 2 LT1 H 1A 50mg M HEGEBIEL, %)
BARY7035513 100mg £ CTHEET D Z ENTE D, BELAETIE. =L L /L LCL A 16 25mg 2>HEE- 2B L.
MmigEA Y 7 2l BEOREIZE T, 4 ERLMEE BZAZ 1 H 18] 50mg ~HET 5, 72720, TEEOBHEREDH 5
BAETIE, 1 B 1EMEH 25mg 2>O%5- 42806 L. RARAEIX 1 B 1H 26mg &35, 7B, MiFED Y 7 LMH, BHOIREIC
I U CHl B W2,
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(BE . NBAT—2) 7V

HME SR A BE 24 15112 %1502, A5 100, 300 1% 1000mg Z738Bk 1 H BB RGOk 3
~13 HBIZ 1 H 1[E11 HERAER O G Uz 3yBhie 2 fat L7,

FEHREH# T T LV % 2 HEAPIZEFIRRBIZE Lz, ARINE®RS 9 HHIZBW T, tw 3T
NI 1,18 KOV, 4 B, C, 131900, 3580 K TX 7390ng/mL, AUC, 13 11800, 26500 K2 TX63200ng *
h/mL Tho7e, HEIEGREE KER G 9 H HOIEYEHRE ST A —F 2tk 5 & C,., DRIEES
9 H B/HEEEROkITENFI 1.09, 1. 11 KTV1.07, AUCIE 1.04, 1.11 KXV 1.02 THY . KX
BEREIZZ =TV o OFWEREIIZ L L7 b D & & 2 v, SREEITERO o,

BRI R URERSFOMTHIREHR

BERS R#EHRS598H
(ng/mL) (ng/mL)
9000 - 9000 -
—e— 100mg —e— 100mg
8000 - —— 300mg 8000 - —— 300mg
—=—1000mg —=—1000mg
7000 7000
6000 6000 -
fii} m
#% 5000 - #% 5000 -
?,é 4000 - ;-E 4000 -
& 3000 3 3000
2000 2000 |
1000 - 1000
0 4 0
0 4 8 12 16 20 24 28 32 36 (h) 0 4 8 12 16 20 24 (h)
B 5 %ER B %R
HERUVRERSEOEYEIE/ NS A—4
BHE (ng) tr () Coox (ng/mL) tie (h) AUC (ng * h/mL)
100 1.8%+0.7 1750+ 212 3.940.8 11300+ 2620
B[R 5 300 2.4+1.2 3230+ 715 4.6+1.6 23900+ 7930
1000 2.0+1.3 6890+ 910 8.7+4.2 6210011700
’ 100 1.1%+0.9 1900+ 262 4.0%+1.0 11800 3210
A5
o HH 300 .8*1.1 3580+ 977 4.6%+0.5 26500 == 10400
1000 1.47+0.6 73901530 6.2+2.6 63200+ 7730
SEEE A A n=g8

HEHRS (1 HH) : AUC)-w, IEHE-9 HE : AUC)—y

@) s
HRERH L

W) ENICRT AARFIOER O  EifUEE T, 8%, BAZIE=7 1L 2 LT H 18 50mg OG- EBIEL, %)
BRI A1T 100mg £ CHET S Z LN TE 5, BIELRETIR =7 LL /2 LT A 1 (A 25mg 2 S85-A2BIfE L,
MIEH U w7 2Mf, BEOWRIEIZS U C, 4ERILIAE 242 1 B 18] 50mg ~HET %, 7272 L. PEEOBMEREDH S
BETIE. 1B 1EREH 25mg N ORG2BE L., BORMEIT 1 B 1A 26mg &35, 7ok, MEH Y UM, HREDREEIC
J& UGl B S U 5,
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@) BE - HftRAEOFE

1) BEORE©

HAAERRR S 6 Bl
ﬁm&@btﬁ@%%@%%@

217 v ZA— R—JEITTARF 100mg & 1 H 1 BEIZEERE X X%
FJTJ- L/7‘L0

ZIZHEE]

B 5% DM IR X ZEMER X VBB SR BN GERDNI EA- L, to 1ZZNEN 2.3 O 3.2
BRI Tdh o 77, AUC,_ ool TZFILFF1 9490 K TR 11200ng « h/mL, C,. 1% 1330 TN 1530ng/ml. & B X

KRERFENIZRD SN0 Te M, Mt FRAEENED bz (p<0.01, ANOVA) |
TRERF X (T BR B OIS SO MR EHTE
(ng/mL)
2000 A
-~ B
-0 ZEREEE
1500 -
#1000
*
=
’E I
500-5
O+——Frr—+— =
4 8 12 16 20 24 28 32 (h)
25 %EsR
TN IBZERRSHEOEYEIFE/ NS A —4
o (D) Cos (ng/mL) i (h) AUCy— (ng * h/mL)
ZE G 2.3%x0.8 1330+236 3.54=%0. 906 94903320
Btk 3.2%+0.4 1530+263* 3.547+0. 570 11200+2620*
P+ =6

*p<0.01 (ANOVA)

BE  NEAT—R) PV
OAMENGEFER AT 12 11, 2 127 71 A —/S—1EIZTAHA 100mg 2 2250 S SR SR 2

HA[ER O G- L 7= oD 3diae

AFB A%,

1330ng/mL TH V. AERENED NN (p<0.01, ANOVA) |
10200ng * h/mL, t,,1%3.37 KIN3. 18 I TH Y |

(ZDOW TR L7,
ZEfGRE S OVBL B G HEIZ IV T L IXEERL 1,29 Je TN 3. 75 FFf#], C,, 1 1630 S TN
AUCy—gs 1TZNLEHL 9200 KN
BRERZTRBOD LN -oT,

@FME N 16 B, A 100mg % ZEERE LSRR BB L I HIEIRR O 5 U 7-FEO L5,
REIZ DUV TR L 72,

AFB A%
¢

1) ENICRT 2AFIO ML O R « miEE Tl

BOWTHFINTIER LTZ23.C

ZEHERE K OV BRI G REIRB O T ty (FTNTN 1.9 KON 2.6 B TH Y . e

o VR CALE AL 1460 TN 1550ng/mL, AUC, oI 8420 Kz TX 8800ng*
h/mL\ tl/Z j: 2.8 &U 2.7 H%“F'Eﬁ & H*%OME'C“&)O f:o

EE. I L L 8 LT H LR 50mg 2 BIRG-ABIA L.

0

BARFD725A1E 100mg £ THETSHZ LR T%‘é BYEODAETIE, =7 L L/ 2 LT A 118 26mg 2>6%5-2BA L,

MFEH U 7 L, BEOREIIS T, 4 BEUREE A2

BE T, 1A 1EREH 25mg 2B 52361, ROAMAEIX 1 B 1\ 25mg L35, 723,
U ClERE T2,

1 H 1\ 50mg ~EET 5, 72720, PEEOBHGEREDH D
MiED U 7 LMl BE ORI

VIL A EhRE

B9 HIHEHE
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2) BEREDFE BHEAT—4)
@4 baFJ—IL (5&H7: CYPIAM PAEE) ©
TFL L/ 2 100mg OV b —b (BROFNIENAAR) 200mg (1 H 2[8) 205 Lz
BE, =7 L1 D Co LN AUC) ool TZILEH 1 T 5 KONG4 58I L 7=,

@I RATA LU ARSI UERE HXFEIL . T)ILaFV—ILRUTY S RA7TA 22 (CYP3AM
HEZ) Y9
T U RE~A500mg (1 H2E]) | R_RISIUHEEE 240mg (1 H 1) . %% F UL 1200mg (1
H3E) . Zbary—n200mg (1A L1E) KT TFU A< 500mg (1 H2[E) oL
L/ 100mg ZOFE- L2, =7 L1 2O Cu b3 1. 3~1.6 12, AUC X 2. 0~3. 3 fFIZHEN
L7z,

@I L—TIN—YTa—R?
TL—TTIN—I T2 —ADBRUC LV =L L )2 100ng G LIE#OTTL L v ®D Ao
KO Coo (FENZEI L 2E KON 3fEDOHEINITH - T2,

@4 3HA XYY (St. John's Wort, £k »3—2X-J— k) P
=L 100mg K OVEA I T F FXY V17 300mg (1 H 3[E]) S LR, =711
D AUCy oo LR Co 1T FIVFRL 0. T 2R 0. 8 2D T o 77,

[ VI-7. fHEAER)] OS]

2. RYEERANT A

OF <iver
AR L

(2) BIREEES
MR L

Q) HEERETEH
<BE Ty h>H
M~ Mz MC-m T L L/ % 15mg/kg (& CHABIERARPN L OV OB - U 72RO T S B e 25 &, BT
WRINFBE G- ORE R OMET ~ MTIBUNTFILEIL 0. 37340, 031, 0.47340. 041h ', £ O HBEE-RFORE K UM
T MZBWTEIEI 0. 6760. 017, 0.50220.006h ' Th-o77,
%) HNER

W) ENCBTAAFIOMEL AR | SIfHE T, 8, RAE=7 1L e LT H 1[E 50mg 22bE52BG L, %)
BARA7035513 100mg £ THET DL Z ENTE D, BHEOAETIE, =7 L1/ & LTI B 1A 25mg M HE5-2BE L,
MIEH V7 MM, BEORBICS UC, 4 BB E B2 1 B 1 [E 50mg ~HEET 5, 7277 L. PEEOBHREREED & 5
HAETIE, 1 B 1EREH 25mg > DGEBIG L. BAHEIZL B 11 26mg &35, 728, MED U 7 AME BEORIEIDS
Ul eSO 5,
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@ 2U73VR
GMNEANT—%) 2
SNENEMEOARREFIC T L L ) o 50mg Z R M ORIER OG- L, =7 L L v ORAEE5%D 7
VT Z 2 AZOW TR L72RER, CL/F OFEEIZEE 1 HE :5.6L/h, 857 HH :5.4L/h TH o7z,

6) PhEHE
GMNEAT—%) 2
SME N OARERE I L L v b0mg AR N OER OIS L, =7 L L ORO&RGH% D5y
AT DOWTIRET L7AER, BT O marE (V/F) OSAIFEE 1 B 1 45.5L, %7 HE : 34.6L
ThH-oT,

(6) Zit
B R R L

3. BEH GREalL—Lav)

(1) fEtRAE
1=z 73— b A2 NET T L2 R B R

2) NS A—5—EHER
mITAE GHELAT—4)
RSO EAD i i EHE A O SMEIE 2 A 50mg Je TN 100mg 1 H 1 [F5% 5 L7z S b7 —
5L REENEREREARATIE TR LTc, AAIORMERRIL, —RBINEZ ST 1-2 73— b X
Y RETTRIR S, PERIL AR, BERIE, =2 hr Y= Rk, BIRIERE, EAZ IV %
BRETEROF RO T 1 | 2R TIESR O O OB A B LTR, & OHATR G AAI DS
BRI RIE SR E R ST,

A G N
HANEM DR BE OFMEIHE 2 AF 25~50mg 1 H 1 [EH%5- L < 1% 25mg b H #5- L 7=HgoombErh
RET — 2 2 U, REERESREIRERATIE TR LT, AFIOFMEIREIL, —KBINKE YT 75 A 2
oty -y = AV MNET TR SNz, Flin, MR, KERRZ LT F=0 27 )7 T A"
(CL,) OEZRGTLTfER, CL., 23 80mL/min 7% 50mL/min (KT L7258 AT D7 VT 7 A
(CL/F) 1% 25%IK 95 EHEE Sz, Fz, KEDS 80kg 70D 60kg [ZIK T L7284 AT O35
K (V/F) X 18%IK T35 & HEE Sz,
*Cockcroft-Gault RNBLEHSNDHEI LT F= 7 VT TR

) EACBT 2AFIOER OM & - SIIEE TR, @%, lRAZE=7 L& LCL H LE 50mg M HEGEBIG L, %)
BAR705513 100mg £ CTHEET DL ZENTE D, BHEOAETIE, =7 L1/ & LTIL H 1A 25mg »H&5-2B4G 1L,
MiEH V7 LMl BEORBIZISE U T, 48ELMEEZ B2 1 B 1 (8] 50mg ~EET 5, 72770, PEEOBHSREREDH 5
HBE T 1 H 1 EFRH 25mg 7 HEEZBIE L., RAHEILL B 118 26mg &35, 72385, MiED U 7 AME, BEOREITG
U ClERE ST 5,
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4. TRiR

(1) BRURERLD
<BE A X>
WA X (n=4) \Z=7 LV VKEER 7. 5mg/kg &H. + 465, ZEBRONEE)S Chronic Intestinal
Access Port (CIAP) %/ LT L, MFh=r 1L L ) VBEHS AR LR, =711 oW
WIE 560G, R ORI WT NG RRRE CTh 5 Z LAVRS T,

(2) mRuRE
GHEAT—%)
HMNENBEERRCA B2 T, -7 L L/ 2 100mg & HERE O 5- L, (RNEhRBZ et Uiz, 2 0fk
R, =TV ATEREGRERCITIIN S, BRI 66%U ETHD EFZ B,

Q) BERTEER™

<HETvbh>

fE N == L— 3 i LT2MERET ~ MZBIOMEREZ » b (4% n=3) IR (“C-=7"L L /7 % 20mg/kg
WCCHERR OG- L TR OB 2+ B8NS LI ol JRE O O BEpEt R 2t L
Too B5 LTI RO BRIC kT 2 B 5% 48 IRl £ TR, JREOFEHRPRIRIT, #Z » MR T
ZTNZEIA3. 2%, 5.9% K43, 2%, T~ MIBWTENZEN 73.8%., 12. 1% KN 10. 7% Th -7,
PLEXY . BRINHRITHET » MZBW T ROV 72 < &b 49. 1%, #ET » MZIBWTIE85. 9%
EEZ DI, BIFERICIINEZEDGRD b,

) R

@) A AT7RASEY T+«
GHNEAT—%) ©
SMENFERER NI =7 L L/ o 50mg % HEIFFIRNERER 5- & Y 100mg 2 HiERE OG- L, =7 L1 /v
DRABEEISDNAA FT R T YT 4 IZONTIE LTRSS, FOfHIE69. 0% Th o7,

W) ERNCBTAABIOREL AR - @IiEHE T, B8, RAE=7 1L e LT H 1 [E 50mg 226 5-2585G 1, %)
BARFD7RGA1L 100mg FTHET D ENTED, BIELARLETIE, =L/ LT H 1R 25mg N HEGEBIMG L,
fyEH ) 7 2L, BRE RIS U, 4 BRELEA B 22 1 B 1 [ 50mg ~#EET 5, 72720, PEEOBHRERED & %
BETIL, 1 B 1ENEA 26mg 2DEGABAL, BAH®RIL 1 B 1E26mg &9 2, 7B, MIEH D 7 AMH, BEFORIECS
U Gl B U35,
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5.

pexiil

(1) ik —AxBEFSEa e ©
<BE Ty >
Long—Evans ZMET v b (n=3) 1T ¥C-=7 L L/ 20mg/kg ZHFERE OG- L7= 0. 5 B I8 H4H.
TRPHOREIREE 1L, MK CT4.90ug eq. /g, ANTO0.516ug eq. /g TH-oT=,

(2) mi%k—RaERRErS @A
<HE.Tv >
HR6 HHDZ > b (n=4~5/Ff) 12, =7 L1/ 100, 300 T 1000mg/kg/ A A4 19 HHET1 H
1 [EIEROEE L, BHAROWRE T » M7 L L R /T L7z, 100mg/keg/ B & HRETIE
FRVEDMAEFIZ =T U L AR S 472035 7273, 300 J OY 1000mg/kg/ H $5¢ 5 ClIRHAMAT AR &
FRE I Z N EOREPBH S, =7 L L) IR BIBIRA~BATT 5 Z L AVRENT,

Q) Fit~DFEITHE®
<HE.Tvbh>
IRHOEAT v b (0=3) 2= L L v 2mg/kg BRI A4 G- L7 RE, ISERBEHREED C, KLY
AUC) ok TR B FIH T DOZ NS DT ZNZH 0. 96 K ON0. 85 T V) | HMH D U REIH-C/ T HLI
~ET L. FORIMSEFHERHEIRE & [FRRCIERT 5 Z L RS,

PGEEREIT Y FZHFEC-TTL L/ ¥ ng/kg BREBOFRSHEOTHMEFRY
LTI HERE TS
(ug eq./mL)
1

o Mm%
o ELit
0.1 ne3/EF i
% TiyfErimsea
He
=
E

0.01 4

0.001 — T
0 6 12 18 24 30 36 42 48 (h)
R 5 ®&ERHE

(4) BRI
AR L
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(5) ZDHhDFBREADIEITHE ©
<HE.Tvh>
Long—FEvans RIEMET »~ b (n=3) ([ZMC-=7 L L/ % 20mg/kg |2 CHBRR OG- L=, MEE 2R
ToRERRIZ I T, AR RBIREE DS S iE 27~ U 7o s, s OYE g Cdh o7, FE7=, Mk
SFREIREEDMEAE 2~ L7 AR EIR. OKABIERLISL) | IR O Ch o7, BEK O BEEIZHT D4k
PRI BV X RER 7RI 27 L7203 A C R R RE OVE R X B S R OV I L 0 b &
&R LT,

Long-Evans RS v FZEBIT5 "C-TFL L/ > 20mg/keg B 5% DB

@ FEAEPHRE (ug eq./g)
0. 5 i 1 HFE 3 A 8 ] 24 W] 48 ] 96 M) 168
JiliR{3 4.90 2.87 1.21 0.041 ND ND ND ND
ik 8. 64 6. 00 2.55 0.074 ND ND ND ND
B 8.83 5. 00 2.00 0. 066 ND ND ND ND
[t 5.92 8.97 8.05 0. 267 ND \D ND ND
KRG 2.10 1.59 0.613 0.075 0. 005 ND ND ND
B 4. 37 2.91 1.33 0. 092 ND ND ND ND
Jibd 0.516 0. 239 0. 106 ND ND ND ND ND
BEAR NA NA NA NA NA NA NA 0. 006
B 10.7 11.7 53.8 132 1.90 0. 063 0.011 ND
iR OKéaiA) 2.76 3.54 1.78 0.191 0. 037 ND \D ND
IR OKREIELISS 0. 029 0. 020 0. 045 0. 024 ND ND ND ND
=] 1.83 0. 994 0. 397 0.015 ND ND ND ND
B TFRE 2.11 1. 20 0. 588 0. 049 0.010 0. 005 ND ND
N —fi 4.96 3. 64 1.62 0.100 ND ND ND ND
LI 5. 37 3.50 1.41 0.115 ND ND ND ND
i 10.1 7.55 3.18 0.174 0. 036 0. 023 0. 023 \D
N 9.34 7.03 6.91 37.9 1. 40 0.075 0.016 ND
Jiisk 41.1 30. 2 13.0 0.911 0. 050 0. 022 0.013 ND
Jiili 4. 68 3.73 1.51 0. 097 ND ND ND ND
NG Y o <Ei 2.89 2.09 1.32 0. 639 ND \D ND \D
KBRS 4.36 3.63 1.55 0. 068 ND ND ND ND
el 12.1 3.97 1.76 0.975 0.013 ND ND ND
Jibd A 4. 26 2.33 1.65 ND ND ND ND ND
RN R 4.33 3.53 5.11 0. 050 ND \D ND ND
FRE (Afh) 4. 47 3.33 1.26 0. 060 ND ND ND ND
B (Ffh) 4. 67 3.48 1. 44 0. 104 0.029 0.016 ND ND
/Mg 21.3 47.1 47.5 3.01 0.074 0.016 ND ND
b 0.63 0. 388 0.121 ND ND \D ND \D
Jig 4.17 2.59 1. 06 0.027 ND ND ND ND
H 156 68.5 20.0 1.41 0. 038 0. 008 ND ND
FhE 1.91 1.65 0. 986 0. 031 ND ND ND ND
Jeafi 4.33 2.86 1.17 0. 022 ND ND ND ND
R 5.95 3.08 1.70 ND ND ND ND ND
KR 8. 89 3.06 1.16 0.123 ND ND ND ND

NA : %3 ND:fHEh e
n=3, FHH
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(6) MIFEAESE
1) invitro™
b MISEZ W in vitro EARKARRICB N T, Y- L L COFEHEAEERIT 0.02~
60 u g/ml DIZFEFEFAIZ T 60. 6% LA F LKA R LI, =7 L L VOBAEREIIME T V7 v &
W ol —EREERE THY | TN ENOEEEAMEGERIL 1.5 KB T% LT Tho7z, =7 L L
J & MER & ORERA RSO B o T2,

2) invivo N EIANT—HR) ¥
SME B A B YC-= 7 L L/ 2 100mg ZHEHR G- L, MAEE B AR A2 RINEIEEC TR
L7z, #5444 1.5 RSB D2 BEREO M & B A3R1T 49. 4% TH - 7=,

6. e

(1) RBEEIBRMBHHRERW -0 D2 (Fy bk, 41X, YDA, E})
M- 7L L/ BTy b, A X, ~UAKOE MOROFS L, MR OPRFEF IO T »~ MEH-F O
RAIDIRIEZAT > FAER, R RAROILIFIEC, CYP3M (2L Y 68 RIAVKERLSHL, ARk L7t
T E BITKER LA T TR SN S S HEE LT,
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Yk, 4R, Y9A, Eb GIEAT—E) ([ZEITH5TTL L/ DOHFERBHRE

~ Ay
o ,,,gocm (X ocn,
(0]

0]

eplerenone _ SC-70303-FA @

O\H O/ \\\'* [3aand/or g-OH ]1*
0 f..n/OCHs
0O

21-OH eplerenone

65-OH eplerenone @
O (FZEMNM)

B S

0] 0]

DY HOI..{
Hg"’;'»..n/ocm HO%"..H/OCHS
H

oHO H6n0
36,68-OH eplerenone®  2¢,34,63-OH eplerenone ¢

3,

O .I'K
Hg\n/ OCHs Hg/ "~|1/ OCHs

T =
B 610 B 650

3a,63,21-OH eplerenone 36,64,21-OH eplerenone ¢
*FEIN TN A LM TYMAX TR b)RMLOTIYE ) kRS YMAX  d)MNLTVE, T TR

* : [AESHTO N
a) EREONT Y R, /X, ¥TA b) EREOT v o) ERERTY R AX d) BERERRT v b, ¥TA

VIL S EhRE IR+ 5 TE 73



(2) RBHIBEEET BEF (CYPAS0 %) DNFE. FE5ED (/n vitro)
RHEER DA G-
bt hF 27 2 P450 (CYP) 43T (CYPIA2, CYP2A6, CYP2B6, CYP2C9, CYP2C19, CYP2D6, CYP2E1 Jx TN
CYP3A4) O cDNA FELBMNAm kI 7oy — L M- L L ) v DA v FaX—2 g VBT S T-5E
R, =L AT CYP3M I K ARG S, EDMD CYP 73 FFE CTIIE S rino T,

(3) MEBBHROGRRUZOHE
AR L

4) RBMOFEDHERVEEL., TBELE (n vitro) ¥
T COFEREHIL 6 - OH KA TH T,
in vitro \ZBIT5 6 B-0H (kDb MEE LT a4 REFEIZHT HERIL. =7 v et LT
1/25 LT ChoTz,

VIL S EhRE IR+ 5 TE 74



1. BEt

(1) BEMERGIR UHERR “
PR B O

(2) HEt®R

&5 SMEAT—H) W

AMENFERER A B 8 Bl C-= 7 L L 7 2 100mg & HA[RIRR L 156 5 L 722 DR K O 2 FV N CHEER 2 f
FfL7c, EORER, BERRRITRE 03 55 24 Rftltg £ CITIRHP SO IFER PR < du, 168 K] & ClzfH]
N SN HERENT 98. 5% T o7z, FBUEHEE L U TR R OFERICHEIE S =BT & Gl
HED 66. 6%, 32.0% T o7, HEED 2. 5%NALE(bARE U CRIERICEIN S,

“C-T L L/ v 100mg BRI 5% DK R ISER~DMETREH S

(%) —— K
100'  E————RF————F———-n ——
: AT g
80- e
. e n=8, FH{E+ZElRE
B 60
7& 4
£ 40
20/ /Q/W
0 A4 T T T T T 1
0 24 48 72 96 120 144 168 (h)
5 &R
Q) HEMHEE
LR L
VIL S EhREIC BT 2 T A 75



8. FSURKR—H—IZRET B1EHR
(in vitro)

Caco—2 FMHEEIKIC T A= L L ) @ flux ratio 1%, P-HFEHR (P-gp) DEMEXIEME CHDH~
= h—LEEBETRIL Thol2Z b, =7 L L T P-gp OIE TN EAVRENT-,
F 72, Caco—2 HMIAEL AR K ONMDR1 eDNA %38 A L7z Caco—2 Mz FAWVC, =7 L L 7 > (50 KO 200 12 M)
FEE T CREBEERIC DU TR LTS, P-gp ORREAID 7 b 2> — )L KO Z 3L (8 50% DFHE)
EHEEZ LT, 50 uM OPREETIE P-gp OFREAERIZZRD 72723, 200 u M OFE T HEEHZR L (]9
32%DFAEE) | 1CsfEIX 200 uM LLETH D Z EVRENT, & MIEERARETH D 50mg & 5 HERG-L
7oig (058 7). B MHLEIZIIT D EHEN TO T RIS EIREIL 483 uM & TRl EIREE/1C0 1% 2. 4 AT
LIRDH T EMD, IEEITIT D P-gp D invivo TOMREMEHIHERNEEZ bz, £, EFEIRETD
MR C (£ 3.42uM THY | $ Co/IC51F0.017 &£ 0. 1 AR THDZ LMD, BICIIT 2D P-gp D in vivo
TOHEFIZONWTHHETE D LB LI,
XoT, =7V 1/ AL P-gp OFE TIFR L, BHEEH LIRS LI,

9. BFICKDBRER
T Vb ATIIEENT TIEBRE SR,
(VI-10.  (3) EHERERRERA TR 2 pEhte] OESMH,

VIL S EhRE IR+ 5 TE 76



10. HEDERZHTHEE
(1) BHELDFEBEICBIT2EYERE GMEAT—2) ?

DR (NYHA CDHERESFH T ~1V) 8 {51 R OMRERRRS 8 il 26512, Al 50mg 2780k 1 H B IZHi[H]
PRS- L, AR 3~7 HAIZ 1 B 1[E] 5 HRERIERAES LR OFEERE 215 L7 (NYHA O
e EIE V-5, (7) 2) DANENEBMELA SRS 255 L FIERER) OESM) | AR A
IO REBE LM, i (2105%) MOYEE (£30%) 2 —HStHi,
B[R H%, OARBE L OEERNICIBUN T, ty, 1$ 1. 61 KON L B8 I Th o7, CulTETNZEN
1180. 86 K TX1011. 14ng/mL. AUC, .. TIE 8957. 38 JxTr6961. 13ng * h/mL &{@EERE A & Hli L ¢, &
FI29% KON T% mEfiE A = LTz,
g5 H BIZRW T, OARREE LR D t,, 13 1. 55 TN 1. 76 R T o 72, C (FE4L
FH 1277, 44 F ) 984. 86ng/mL, AUC, », Tl 9331. 42 X 6776. 82ng * h/ml & @Rk A & ik L <.
N 38% KON 30% i A s Lz,

HRERVRERSFOMTRREHR

(ng/mL)
1400 -
—O—ibAF2EE -HEBR 188
1200 -o—-DFEEE -HBRTHE
. ——@ERA -HE&1 88
1000 | N —A—BERA -HETHAB

. N
0 8 16 24 32 40 48 (h)
&5 % ER
HRRUVREEREROEYEFE/ NS A—4
T () Coox (ng/mL) tys (h) #AUC (ng * h/mL)
N TR 1.58 1011. 14 5.23 6961. 13
Hi[A]
ey DA
ey 1. 61 1080. 86 6.22 8957. 38
(NYHA -LoERESFE TT-TV)
TR 1.76 984. 86 — 6776. 82
S
Bl DR
e 1.55 1277. 44 — 9331. 42
(NYHA ‘LMERESFETT-TV)
ANCOVA B7 /W Z K< F T Ebfil n=16

HAOEE S © AUC)—co, [KIERES: : AUC)—y

W) EHAICEBT AARIO R O R  BMEOAS TR, =L L2 LT L H 1 [E 26mg 2B 520G L, MIEH YV w7 MM,
BEORIBIIE U T, 4 ERELEZHZIZ 1 H 1B 50mg ~MEET 5, 72720, PHEOEHEREOHLBHETIE. 1 A 1
b7 H 25mg 2 SREE-AZBIE L, BRMEIT 1 B 1\ 26mg 45, 72k, MiEH Y 7 aME, BEORBIOEN Ul R
S5,

VIL S EhRE IR+ 5 TE 7



(2) FFHEEEERFICHIT2EMEE MEAT—S2) ¥
AMENBERER 17 B OVPEERE (Child-Pugh 3%8 7 7 A B*) OTFEEERRE RS 18 Fill2, A 400mg
ZikBR 1 A BICHERR OEG R OSER 3~7 HBIZ 1 B 175 ARIKEROBS L0 ERE 2/
ROy
AHIAERE-5 A BHIZHW T, R R ONTHERERE B D t,, /TR 2. 12 JL TN 2. 81 FR#],
Cou 133880 J TN 4170ng/ml. & [FEEODEZ 7R L7z, AUC, o, 13 33800 K 1* 48800ng « h/mL TdH V) . FTHHERE
PR IT B AP 5150 AUC,— oy VIREERRR N & Ehle U 1. 4 5 Bl EfiE a2 = L7z (p<0. 05,

ANCOVA)
HE R UVRERSEOMIZEDERE#E
(ng/mL) HERS (ng/mL) Raks
50007 —o— A 5000, —o— BEERLA
45001 o FFHEEREEE 45001 o FFHEERESRE
4000 4000
35001 35009 |/
% 30001 % 30001/
B 25001 )i § 2500
= " =
B 2000+ FE 20001
1500+ 1500+ g
10001 1000 T
5001 500
0 4 8 12 16 20 24 (h) 0 4 8 12 16 20 24 (h)
B %R B 5 % BRI
BHRERUVRERSEOEYERE/NS A —4
tue () Cuox (ng/mL) tys (h) AUC (ng * h/mL)
HA[A] TR 2.03%1.01 384021090 6.31%+2.35 3100012000
Beh | THkREREE R 2.56+1.08 37901350 6.78+1.73 5140023900*
18 TEERR A 2.12+1.04 38801290 7.61+2.03 33800 == 15900
&E | FREEEEE 2.81+1.43 41701120 8.07+2.15 488002 16000*
SEEE AR A R : n=17, FPARRERSE S « n=18

HEE . AUC)—oo, SAEEES: : AUC)—24
*p<<0.05 (ANCOVA)

% Child-Pugh 4348 : JFFHZE O EREEEIZHOUW TRV BILD 5
Child-Pugh 2271z & % EjwfE ®

2y
1 2 3

MHE (ZL—F) — 1—2 3—4

JEZK — LT AR

MBE Ve (ng/dl) <2 2—3 >3
USREMERB T AE D5 ] [<4] [4—10] [>10]

MiF7 A7 I (g/dl) >3.5 2.8—3.5 <2.8

ZACE i) 1—4 R 4—10 LR >10 PR

BAaT EAFU TS, Child A :5~6 751> b, Child B: 7~9 71> b, Child C:10~15 741> k

W) ERNCBTAAFIORMEL AR - @IHE T, 85, RAE=7 1L e LTLH 1 [E 50mg 226528561, %)
BAFD725A1X 100mg FTHETDHZ ENTED, BIELARETIE, =L/ LT H 1R 25mg N HEGEBIMG L,
MyEH ) 7 2L, BREORIBIIS U, 4 BRELEA B 242 1 B L[] 50mg ~EET 5, 72720, PEEOBHRERED & %
BETIL, 1 B 1ENEA 26mg 2DEGABIA L, BAHEIL 1 B 1E 26mg &35, 7B, MIEH U 7 AMH, BEFORIECS
U Gl B U35,

VIL S EhRE IR+ 5 TE 78



Q) BHEEZEERFICHITI2EMEE MMEAT—2) ¥

AMELARFERA 31 41 J OV R AR 33 fFllc, A 100mg 235k | H B IZHRIR O 5K U5
4~8 HHEIZ 1 H 185 HFKER DG U= RrO3 e & fEt Lz,

AAIRAERE- 5 H BIZBWT, AR L OVBHSRERE S FEE Dt 1350 1~2 FFEIZ 7R L7z, G 3T
RTOBEEHAZIBNT, K9 1600~2200ng/mL Z7~ L, fEFHERA & BHEReEHEE IO B 215680
HAVRIoT2 (p>0.05, ANOVA) o AUCy_p, 1. P K OV EEBHEREIRE B 123V TR 12000~
13000ng * h/mL &7~ L, @A TAHRIIZENZIVN L0 KDL 1 THY, AERETRED D
NemroTz (p>0.05, ANOVA) , FEFEEMMEERSEAE CITEEERA LV B0 L3 fEmfiz L, 7z
BN TIE 19% B2 R L7 b OO, liE & b A R/RZETRD Hiven -7z (p>0. 05, ANOVA) ,

B EEERVERAAICE T 5EYEE/ NS A —4

" s AUCy—o4
PoE toe (h) Coox (ng/mL) CL/F (L/h)
(ng - h/mL)
| fEEgdN | 1.57F0.610 | 18701519 | 1170042530 | 8.89+£1.98
L9
;;j:ﬁ 2.29+0. 953 1670493 120005430 10. 1 *=4.72
| BtsREEE A
B s | 1.59+0.566 | 1560466 | 11400£4190 | 9.756%3.16
i s
5 B 2.00=*0. 901 1650526 133007120 9.53*4.74
5 | ERkREREERE
Hol WA | 2.26%1.03 | 1780%500 | 12200%4430 | 9.16+3.22
H i
(BT 2.10=+0. 998 2160701 160005790 6.96+2. 44
R E R
| BEEERROAN | 2.14%0.627 | 1590202 ) 9120£2220 | 1.5 *£2.80
BT
e 1.11£0. 647% 1710355 733011630 14.3 £3.23
SEEE AR RS R B =T~ {dEEER A i n=T~8

CL/F CL: 2H I VT IVA F: "L FT_AFEVT 1)
*p<0.05 (ANCOVA)

SCEHERERINC, BEEERA (CLer >80mL/min) | BREEEFEREREFBFT (CLer=50~80mL/min) . HAEEERMEAERREAHE (Cler=30

~49mL/min) | FEEEREREREERE (CLer<30mL/min) 1Z43F7-,

W) ENCBT 2ARKOEEOIZhE, FELOHE  milE, BHEORS (T Uo7 v VA RRRAER UL T oA
T U I RARETEE, BN, RIREREOEMAREZ T QO HHBHE) 245U, milHE T, @y, AT
L LT A 1 E 50mg 2 BRG ARG L, IRAT 2705513 100mg F TR 5 Z L TE D, BHEOAETIL,
7L L/ e LT H LE 25mg MHEEEBIIG L, MIEN Y U AME, BEOREIIS U T, 4 HELUEE 221 A 1E
50mg ~HEET A, 7277 L. EEORBSREREEDH HHEETIE. 1 B 1 EIEH 25mg 2> 5281, R AHRIZ1H 1
26mg & 9%, 7ok, MiEA Y U AME, BEORREIDN U Gl ERE T 5,

. EENREICE T S A 79



4) EEE~DEE BNEAT—42)
SMENBEREIE i (D 22~45 55%) K OMERE RS (s 65~76 k) 48 il & %I4T, A 100mg
ZakBR 1 B BICHERR ORGSR OSER 3~14 HBIZ 1 H 18112 BRKER D ES LRy shRe 2
et L7z,
A G5 ., mlinE K OFEESIE RO T ty 1d 1. 81 KON 1. 75 BFfE] T - 7=,
Cooe 1 ZZFLEH 1990 J TN 1770ng/mL, AUC, . Tl 15200 K& TX 11300ng * h/ml & g 22049 1. 1
R LA fEEE A R LT, REES 12 H BIZBW T, Sl RO E D t,, 1% 2. 06 KTV 1. 96
BT o7y Co VT FIFI 2220 KN 1860ng/mL, AUC,—_p, Th3 16900 K TN 11900ng « h/ml. TH Y |
EIEIERE DS 22% KON 45% A Bl EEZ 7~ L7z (p<0.01, ANCOVA) .

HRIXFRERSFOMTHRERR

HEZS R#EH®RE12BE

(ng/mL) (ng/mL)

3000+ - 3000+ -

] —— JEEEE ] —— JEminE
e EEnE -0-- S

2500+ 2500

2000+ 2000+
i )l m |
b3 : % '
G 1500 th 1500
= { = 1
3 1000 3 1000+

500+ 500+

0 4 8 12 16 20 24 (h) 00 4 8 12 16 20 24 (h)
125 %R 15 R
BRI X (ERERSFEOEYEIE/ NS A —4
) Coox (ng/mL) tys (h) FAUC (ng « h/ml)
R 1. 81=0. 704 1990+370* 4.247+1.18 152004800 *
e st 1. 75+0. 722 1770+341 3.7442.10 113004310
pE &S olkiEas 2.06+0. 888 22207 541%* — 16900 +5320%**
12HA Ferng 1.967+0. 896 1860419 — 119004520
S AR % n=24

MHEHR G- AUC)—o, AEHG-12 HA @ AUC)—20, —: %:Hj)d‘ﬁ—
*p<<0.029, **p<0.005, ***p<0.001 (ANCOVA)

11. Z0fih
HRERH L

W) ENICBTAAFIOELOE « @fHE T, @, A= & LT H 1A 50mg 2 bEG2BMG L, 2R

A7 513 100mg FCHEET D52 ENTE D, BHELAETE, =711 /2 LT1 A 1A 25mg 2>bESZBRIA L.
MIEH Y 7 LMl BEORIEIS U T, 4 BELEA B22 1 B 1 [E 50mg ~EET 5, 7277 L., B ORHEREREED B 5
HAETIE, 1 B 1EREH 25mg 7 DEGEBIG L. BAHEIZ1 B 11 26mg &35, 728, MED U 7 AMME BEORIEIDS

UGG 2,

VIL S EhRE IR+ 5 TE

80



. 2% (EREDOFESF) Y HEHE

1. EERRLEZTNDEH
BALRANR

2. #ERBLZNDER

2. 2 (ROBEICITHZRE LN L)

(Eheest@E)

2.1 RENDOBI R LIRBUE OB ERE O & 2% B

2.2 HH YU AMEDORE S L ATARFBGBIAERAZ MG U 7 AMEAS 5. OmEq/L 2 TV 5 EEE
H VU AMEZEEIEIBENNH D, ]

2.3 HEOBKERESE (VL7 F=27 T T A 300/ K OHHEE [9.2.1 5]

2.4 FEEOHTREREREE (Child-Pugh 2#H7 T A C DFFEZRICHY) D5 HEE [9.3.1 2]

2.5 71V U NMEFEFIREA B G R O BE [10. 1 28]

2.6 £ bTaFy—n, U MFEAVRORRALT 4 FEAERSTOBE [10. 1 2]

(EMEE)

2.7 ET VT I VIRXITEAREZE D PERFES (S0 ) U AMEEZFRSELB8ZWDH 5, ]

2.8 FEEELL FOBREREREE (VLT F =07 U T T AS0mL/ A OB LHEE [9.2.3 5]

2.9 1V v LFEZREROBE [10. 1 S

(fRER)

WREXITNFIT L - T, BERnRARLBEERITLUTO LB ThiT-OEETLZ L,
AHRE T U

A B4 & A
S =)

BHAEEED & 5 B

T s Bkt (SRS s

WET LT R VR E PR B D PR R BrEatg (EERS) o

B v W AP R B Bt (EEEY - PHRES)

(FhRESLE)

2.1 —AZpEE RS UTHRIE Lic, AANIKR L CRBUEDBEED & 2 B8 T, FHRGIZ LD i
FERPFEILT 5 ATREMES mV L B X BbD, LIehi-> T, 2&%'@4’&“5’ AL TIIRRZ 21T, A
DRI T D IBHIEDBAERE ) 8 5 Z L VB L7235 E12iE, ARl ZHG- LRnZ &,

VIl Zaxth (B Lo (B 5 HA 81



2. 2 AFNTEEALIRAE S ORGSR LRGHIIIZ 310 5 Na " FRRIfEtE, KPRt eEDER 2 A4 %7 v

RRATFa  ZlET L0, @A U U AMAESHEET SRR H L Z L bRE L, MY v
AMIEDEFRC OV T — SN EE 22V, miEd U o MED 5. 0mBa/L LLE ¥ H25 0%
5.5mBa/L 225 ) SORAENRICHN BN TN D,

T2, BV U AMSEL & X ICBSEMEO R S EEIERE S X R THAND LD O
KV ZRRERODIZ, @mh Y v AMIEOERE S L ITEGRIOMIED U 7 LMED 5. 0mEq/L %
BB TCNDBREIH L TUIARIORG 2258 Lz [EA U 7 AMAECSWCE TVI-8. (1) #EX
7REIWER & ISR ) OESIE] |

2.3 —MRICEEEEH G LREEN 26 28R 5325 LREICL Y BFmENED L, S5IC8

e Z YL S5 ATHEEN B 5,

R MEEIZ DV TR, BN R OSNE O B E M GBI 236 T RS DL O BiRER S B (7
LT F=2 7 VT T A50mL/5F ) T, 2 LT F=o 7 U7 5 A TN MG S U ™ L
B EFHD U 27 3NN DA 233 DT T2 FEEFELL EOBHEEEIR FRERE ~OF G2 L L
T3,

— 5, BB TIEBEEEAME T L TV D EBENE GRD B, o AR AEEEIER T
HDEIMTAE L B2 | M TRICEEEDSRETH 5720, WUNIREEEEZITV VDS B
REREERFICARZREGT 52 LITFEATH L LB 2 AENEBELAREE ZXR E LI
FBR (EMPHASIS-HF #RBR) & [FEEIC HANIBMEODARBE 255 & LB IFERBRICB VT,
eGFR30mL/43/1. 73m* LA b 50mL/%7/1. 73m* ARG D A OB HERERE E BT &R Gxtge b Lz, Th
O OREROFE R BN LA REE TP EEOBHEERERE IR G5 2 L3 ATRE & Hr Sz
72, B ETIIEEOBSREEERE 2D L LT,

PbXv, BIMAEECIETEEL L (Z V7 F =02 VT T & 50uL/55AK00) O, BRI
BOWTITEEOBKERES (/L7 F=27 07 7R 30mL/5HH) Db D BFE~ORKNOEE.
wime Le [ IVIF10.  (3) EtEmefEEAE 1Tk T 2 EiRe] oEBR] |

2.4 KFNTF & LTI TG SN D72, ITHERERES . FriC HFS A THRRERE T 0D & % 38 TIIAAI D

MAPRED ERT 2IBEN01 & D, BE~ P FRRER S BT 1Tk 2 AR DR B2 it L 723k
B CIIATHERE~ DI IZRD SR~ 7-28 0 [ V-6, (3) ATREREREERE ) oEBM] |
HE OIFEREREE (Child-Pugh 3¥E* 7 7 A C OIFIZSITHY) D 5 HBE TlX, AR GR O
WIENEE R N BPEDORFHI SN TE O, MiEH U U MEEOERERENRET I 8200855
7o, EEOISEERE O H 2 BE T L UIAFZ2HRE L2 &,

*Child-Pugh 438 : FFREZE D ESEEE SOV THIV B D 555

2.5 AFIOEEF L0 AU 7 LRFHERIRIE L OO LV S0 Y U L MAEZ TS 5 WTREMED &

52 Linh  EIEEIZ RSO TE, B U U AREFRIRIER O U w7 L8855 2 AR & BOE LT,
— 77 IR RIRATEE & £ 5 DA BT OIBFICB W TUIFIIR AEET 2 BN H D | & OIRFEIC
BOWTEAD Y U AMIEATIET DRENH D7D, AV U LR OB G NLELRDGENH D,
YO ERE IR DER=— X R OMIED V) U MEOHER Z (kI E =2 U 7 LR S
TV CORBERETHZE TRV VAMEDY A7 /MU TELEEZHT Lk,
BIEOAREOBIKIZRBNTIE, VU ¥ MMRFHERIREZ RIS, 7Y 7 2 2 HE R 5L OO
R L RE LT,

VII.

@

Ea

P

(B EoFES) 2+ 5HE 82



2.6 AFE S bady—v RAA  AFARIETE) OPFAIC LD [ AAID AUC, B3I 5. 4 {5, Coay 2357

LTI LY, AANZEE LT CYP3A4 IZ L DG &AL, —fRICHRI 72 CYP3A4 PSR L LCHn
OIDH T haty — L E[EIREE O CYP3M IREEHZH 35614 7)Y — U M FEL KRR
VT 4 FENERENE G LTE5E b ABRICARI O MATHIREN EAT 5820005 Z &b,
AFNE OBFIFESE Uiz [ IVI-7. fHAEMEM] OESHE]

(EIMELE)
2.7 HENZBWTMET VT 2 VR EHT 5 2 RS RIF & U B 266 (1] 2 k5212 AFAK 50~200mg/ H |

2.9

557 YL 10~40mg/ H IZiiH (AFH] 50~200mg/ H +=FF 7V )L 10mg) % 24 WG L1~
LA EmH Y T LIMAEDFEEBEE I IAFIRE 16. 1% T F T 7V AEE6. 0% L0 b A EICEL . BF
FEETIL 24. 1% TH o T,

PbEXD  $hET AT I VRUTEARE D 2 AR & e R AR 2 &5 U568, &
HY T LAMEEZFEIEIBENRH DL LD, AROBRGEERE Lz,

7RE, BRI N TIE, BARNEYELARERE 2 xtg & U785 IAHRRER I ORE O i 5
BODARERF 2GR L U EIERER (EPHESUS #8R) 1238\ T, 2RI G EORHMEER &%
EPEICONT, BFER & B O N R AR HILT, BEREZ LD BERE &2 G 0F L8k
DAREREIZBOWTCHLARANTERTHD EEZXDZ ENL BELDRETIIEROMZR ST L TWY
AN

Ghiedam) o 2.3 &R

Ghiedtm) o 2.5 2R

3. MEERIIHHRIZEEYT HIEE & TDEH

'v.

BIRICET A 2252 &,

4 RERUVAEICEET HIEEZTDER

'v.

%)

BRI A 2252 &,

ENIZBT 2 ARFO AER AR « @IEETE, @%, RAFT=7 L/ e LT H 18 50mg bR E5-ZBh L.
NRAA53 725551 100mg FCTHETHZ ENTE D,
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5. BEEREARMITIE L ZNER

8. EELEARMIE

8.1 @AV UAMENDHLONDZ ENHDHOT, MiEH U v AEZFERIE U CRGGRT #500
#% CUIHAEFAESR) O AEBLNEOL 5 HBICBR L, 2% b EMmcEisss 28, (7.4,
11.1. 1 ]

8.2 IFERERENHOND Z DD DHDOT, LG 1 » H A BAUZITHEREREI A BIZE L, £ 0%
HIEMRICBIET 52 L,

8.3 KT MU UAMIENRH LMD ENHLHOT, fET M) U AMELZEHIEET L2 &,

8.4 BJEERICHEASS D FVERH LDONDL Z ERHDHOT, EAMEE, BEIHEOHIREGR A L D 5%
WMEBET ABIITEE SES 2 L,

(FEER)

8.1 JEY) 2 MiE o U w7 LMEORIERH & ORI 2 BE 2720, mllEIEEH 255 & LTz ERNAMRR
PR 14 BEBROREE D 5 B AKIBME G IR G2 2 T BB REEEEE (7 LT T
=27 U7 T A 50~T00L/53) OMiEA D v ME LA OGNSR 2 Bt L7z, £ ORER,
7V U LMEEFADFED DI BE O EIZIBN T, AFMHGBLG 4 HFLINS %33 &%
4 BELAICHIRIO MiES U ¥ MME_EF235580 bz,

AFNOVERIEET & 0 MiED U » MME EFDE Z 5 FTREMEIIAE T RN &b, MiED Y ¥ AE
ZRAIE UCTREGRMWRT, RGRRA% CUIMERNEIR) © 1TEBUALDL » ARICBEL, £
DHEGEHINBIZET D 2 &,

MEHN Y DLELERHKBREE (O LT7F=2D VT30 50~10nL/ 5 DEE)

Mmi&#H ) LIE

AF|ERS
(160 451

AEIG RS
(68 1)

RIHEAE Y
(118 )

K>5. 5mEq/L

12/160 (7.5%)

8/68 (11.8%)

4/118 (3.4%)

®’55R 4 BRELASH D VISEER
4 EFLRICmED ) D LELER
(>5.5) ARB|ELI-BE

8/12 (66.7%)

5/8 (62.5%)

1/4 (25.0%)

2/68 (2.9%)

1/118 (0.8%)

K=6. OmEa/L 4/160 (2.5%)
®’5HE 4 BRELASH D VISEER
4 EFLRICmED ) D LELER

(26.0) KRB L-EBE

1/4 (25.0%) 2/2 (100. 0%) 0/1 (0.0%)

(EINA O — B SR iRk 14 S BROEH)
a) XM . =FZ 7Y, ahLr s TARUEY

8.2 M HERE Z xR L Uiz ENEMEGHBRICB T 2 AEFLRIZT, ALT EH 11.5%., AST E&H-
10. 6% 258D DA Z & 19 | F7-RBREIMAS 1 4ELL_EOEPWNAMERRBRIZFU T, ALT 3 50U/L LAk
LIRS TIEFID 5 BANEFEBIRHHN AR OB 5B 1 5 AN TH > TIEFIDKI30% Th 7= 2 &
EHERE L, AR GBI 1 v A% BAUCIFSRERE 21TV, Z0% b EMICEIET 52 L,

8.3 Ml EAE, 18I L AR ENADERARRERIZ IV T MiF 7~ Y 7 L EAY 130mEq/L A AR T L
TIEGIDHRE SN TEY , AFEFLRL L TRENSHD 200 [ZOMORIER] OmIZEIWER L
LTET P U AMSEZFEH L TS [ V-8, (2) ZOMOREIWEM] OEBM] . AFIOHKHE
MHIET U U AMEDIKTABEZ LMD Z &, MiGFT ~ U 7 DMEOF I R AN
ROHND T LHEND, KAl RGT HERTITMIE T MY U MEZENCBIET L2 L,

VII.
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8.4 AFNOBEEMERICESS OEWVERNHSLNDZ ENHHOT [ VIS8, (2) ZOMOEIWER] @
THAM] | EPEE. BEEOERSEGRZ ) R A B ET DRI E S5 2 &,

6. REDEREHIVBEHICEHTHER

(1) AHtE - BBEEZFOHLEE

9.1 &HHE - BEEEOHDES

(LT E)

90.1.1 MBFILT I VRXEEBARER S BRFEE

Y0 BENCIE D U v MEEBET S 2, B Y AED Y X2 REESBEARD D,

(FRER)
9. 1.1 WET VT I VIRUTE AR Z O BERPEE TIE D U o MEEF ORI 27 3@&< | 1
AL SN HIED U ¥ MEZ BT 572 8 FHIEEPLETH D,

(2) BHREEERE

9.2 BiaelsEEE

(FhRESLE)

9.2.1 EENBHEERE (VY LT7FZ20 U753 0AR 30/ 53K DHSEE
BOLRNZ L @A) Y AIEEZFESELRBEND DD, [2.3 ZH]

9.2.2 BEOBHEREDHLESE

FOBENCmED VU MEZREST D22 &0 @AY U LIIED Y 27 BRELBLNNH D,
(EIMEE)

9.2.3 WEELEOBHEEREE (VLT7F=0V VTSR 50/ 2K DHHEE

BEG LNl &, mA ) U AIEEABRSELRBTNNDH D, [2.8 5]

(gHLTE)

9.2.4 PEEOBEHEEETOHLEE

FOBENZMED VU MEZREST D22 &0 @AY U LMIED Y 27 BREDLBLNNH D,

(fiEER)
(EhEEF@)

9.2 BHERENE T 5L AV U APHIME T L, @AY U AMIEZ S| EE 3 rREENH 5, @il HiE
BE TR WP EEL OB E RS N OWMET V7 I VIR XITE AR E LD FERIG B %
FEMEOARIZB O CXEEOBHERERE AR L Lz BT, @il HERE RO IR
D, BRI TITEBE K O OBEEEE O & 5 BT LT, ZeEa2BE LT
MGV o MEZEMICBIZRT 52 L8, @8 ) U AMERBLO Y 27 2 TE 5 L5 X
7= [ IVI-2. #222NEEZFOHE | OIESHK]

VII.
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9.2.1 BHEAEREE D b 5 BF TIRME S U 7 ME LR ORI 27 238 1 » A% SEENC M
AV MEFBET DL, BCEERLETH D,

(ELE TR =)
9.2.4 WI-2. ZBoNERLZOHM OENOAE [ Ghiedkm) 9.2. 1158

() FrHkeelzERE

9.3 FFiRElsEEE

(GhResta@)

9.3.1 EEDHAEIEE (Child-Pugh 2%V 5 R C DIFEZEICHEY) DHLHEBE
BLGLRWZ &, @A) U AEFOERERE DRI IB8ThA D5, [2.4 5]
9.3.2 BE~PEEOMEERENHLEE

ml U U AEFOBRE R ORBBEREELBENDNH D,

(fEER)
(Eheest@E)

9.3. 1 AFNIEITHIE TR S D720, B A 580 L QW EE OIFHEREREE 29 5 B3 ¢ldi
RN ERT 2 AREMEN R E CE W2 E b EEDOFMERERE 25 n s Lz [ [VI-2. 255
NEEZOHE | OS]

9.3. 2 HEEE DATHERERE ERE 1T OV T, AH 400mg & KIEHE LT-35E. ERikiBIcB VT, T
REIERZ T U Cou \CHEZITFED HAVT ., AUC)_py 1L 42%IEIMN L7223, ZAMEIT-DOUNTIL 5. BmEq/L &
R DMIEN Y U LMED EFITRD ST, ZOMOLEMH AT T BRI & 70 5 FHITHEE
D BN TZ 0
T L ESE BRI 8 ) B [EI NN T/ TILRR G R R B G B U B MR TR BB & B L CElE LT
BN, FHEROBIEOAEEC L 5 BRI OFS RN SI1E, FHEEBAAFNC L 2E 0 Y 7 A GED R
EEOLERTHD LWV FERITRIN R o7, L, HoefBREnen &b, —RiiE
EELTmED Y U AME EAEOEMERTIEERT 2 X OEEMEZITH Z EN@ETEBE I bND

[ TVII-2. Z22NREZFOERB] L V-1 mHREEOHE) OmESR]

W) ERICET 2 ARFOER O E  @IMEETIE, @5, RAKE=7 1L & LT H 1E 50mg 2 bIRGAFLE L,
IRA+ 708541 100mg £ TR 5 Z L3 CTE B, BIELRE T, =711/ & LT LA 1 E 25mg 2B 5%
WL, MIEHR Y ¥ AME, BEOREBIZSC T, 4 ERALUKEZBZIZ 1 B 1E 50mg ~EET 5, 727250, TEEOBHIERE
TFOHLBETIE, 1A 1EIEA 26mg 2 oBEZA L, HAMEIT 1 B 1 26mg L3 2, Zds, MDD 7 AME, &
FHORIEIIE U ClRERE TR 5,
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4) KIEREERT 5F
BREIN TV

(5) 4E%

9.5 1

TR SR L T D RIEEME D & 2 ZoEiTid, 1B oA RIS fGE % LRl 2 & S B 5EI1C o
LGB, FET y "R L L U ERAOKRLS L-EBRICBO T, IBIRICBITT S
L DHER S, T OWE, fESEIEIA LN o728, U I BRI IR ORISR D B
77

(fRER)

AFN DU OF GBI 2 AMEIFHEL L TR0,

HIRZ v RO T L L U ERORS LA BRIZB W T, =7 L L NIRRT
DIVZH, WT ORI B WO T O IEEEIETRD Doz, L L, 73 CrFdiiun
BOBMARMEFE L LTROLNTND P LD Z Lnh, i UTTR LT 5 AT &
B0 NCAR 2 e 53 D BIIE, 1R OB N a2 BBl &l S A5 Icos535 2
& V-5, 434n) OESH]

(%]

RIRA~OBITE (Z v B)

HE6 HEDZ v M= L L/ % 100, 300 T8 1000mg/kg/ BIZT 1 H 1 [AIERO#&E L7=RD
IR 19 H B R OV20 H BICB T A RHEKOMRIE T v MsER=7 L L AR 2 fGt U7, 4z 20 H B
D% 1 RIS T DB RO MR TRAO MFHPRE L RIREO= L L Ui ST,
72.100mg/ke/ B F GHETIAENR 19 B H O 544 24 B O RMAME R I 7 L L ) VAR &7z,
300, 1000mg/kg/ H $5-HEZIBUNCIIAESR 19 B B O 54% 24 Kl B e IR o mghic=7 v 2 v
DI S, WIS RHAO MAE PR EE & R SUTENLL EOfEZ R LT, kXY, =71
VEREENTIFRT v MIBW T U L AIRHEALBIRIREA~BITT A Z LR ENT,

TJ7LL/ 21 B1EREROKSHD
ER19HERU 20 BREISETSBHERUKRAES Y FIUEFITLL/ ViRE

e h54% BEHA fia e
Be b : :
(ng/kg) IR S IRy o P IR W
(IR#fHD) (ug/mL) A (pg/mL) s
100 24 0. 0298 0. 00973 4 0 0 3
R 19 HA 300 24 0. 0358 0.0149 4 0. 0220 0. 0220 4
1000 24 0. 472 0. 0972 4 0. 479 — 2
100 1 5. 66 0. 284 5 4.52 0. 420 5
1R 20 H A 300 1 8. 86 1.43 5 6.77 1.24 5
1000 1 23.3 4.21 5 16. 4 3.10 5

a) FHEADEL, b) W7 > FEVELNIRED S 7= SN EEIOH, o) n=2 D7=HE T
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9.6 =ELIm

160 EOFRNER ORLRBOARMEZZE L, RALOMBEUITIEZBET 52 &, & MIBT AR
HIOHITTBATII OV TIIAHTH 5, HMEOHETZ v M -7 L L) v aikh Lk
DOBESEITFITIRATT 2 Z &R iE ST D,

(fRER)
AFNOHIFZ BT DI TR THEICOWTIIRBAZER, g OMET 7 » Mo Ye-—=7 v L) o %
ROBE L2 OEY kDO MERRITHAITBITT 2 Z LR ST b, oz s, AT
DIFANASOAEFN O H LT, L2 ST %G 2583 BAE P52 8 [ V-5, 24 OIF
S,

[5%&]

HA~DBITHE (Tv )

BRI T v M -7 L L) % 2mg/kg A HIER N #G- L72RE, 3D Cp OV AUCy ool 25T D FL
HDOZINSDHITZAEIL0.96 XTY0.85 TH Y | HMH RO HBEBRITHELONTHIT ~SBAT L, £ D% M
HRCFREIRE & [AIRRIZTH S LTz,

PEROEISY M- L L/ VE 2mg/kg 2T
HERROKS L-ROMmER VR D ERMRETREDEYFNE/ NS A —4

E-t*il- Cmax tmax AUC()-24 AUCo_oo t1/2
= (ug eq. /m) (h) (ugeq. -h/m) | (ugeq. - h/mb) (h)
g 0. 675 0.5 2.22 2.25 5.03
it 0. 650 1.0 1.89 1.92 4.78
(n=3/MFs)
(1) MR
9.7 /MR

INREE T kG & LT B RABRI 3 T80 L TuvZauy,

(f&E)

KA E IR,

FrER, LR, SIS D HRER D D72 < RAEVEITHESL LTV,

F72, RO EMTFERE CORMBREO 722 et LR, KEICE > TRT5 2 &n T
TRWETERO IR0 T,
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(8) =tnE

9.8 BEnE

9.8.1 —RITMEDRIEITAFE L RN E SNTWD, MEEENEZ HBEN01H D,

9.8.2 XVHEENZMIEL ) U MELZIET D Z L, —MRANTBREIENME T LTS Z &%, &Y
U LMIED Y AT P EDBTNNRH 5,

(fiRER)
9.8.1 T[EEE~OFKGIZEET 2 R ERLOMH EOFEEOTEICOWT) CERI4FE4 H 25 HIEE
FEH 607 7)) It TRRE LT,

[BE]

W B A DR SO ER D TRIR O 72 DI TR R & R Re—m MLE IR T A R A 2 2019 L —»

R T I OSSR E AR T 5 Z LD A, E 7o, ElnE CIEREE BRSO A v —
RIZOFREITIBWTEBN W R X JFRESC, FREER ORI WO TR L TR REIFEMNFET D,

9.8.2 HlnE CIT—MRANCBHBEIME T L TS ZENZNZ Lnh | HBEIZHTo-> TUTMED U 7 A
2 EMRNBIET D LNEE LWL BRRE L [ IVI-5. HERLANEE L ZOHA] DA
S

(5% NEAT—42]

SEEICH T HEMBIRE Y

SMEL N DOREFEIEE |RE 24 1] (22~45 5%) | (BN 24 B (65~76 m%) Z XTI, Al 100mg/ H %
AR H BICHEREE G R OGER 3~12 HHIZ 1 H 18] 12 B ERAERR 085 U 72 REOARF O S EhRE 2 iR
LT, TOREER, KERE%, FEEEE IR L CEERE OEFIRIEIZIIT DA D Cp KOV AUC 5,
XN 22% K O 45% il a s LT,

EESENE R MEEIESEEIZH (5 100mg/ BEERURERSEOMIEFT T L/ VEEHE

H[Af 5. A5
(ng/mL) (ng/mL)
30001 . 30001 -
] —— S ] —— ESEE
-8 SEE
25001 25001
20001 20004
it} 1m
9= 1+ 9= ]
¢ 15001 th 1500+
;f% ] = ]
~ 10001 B 1000
5001 500+
0 . o SN S—
0 4 8 12 16 20 24 (h) 0 4 8 12 16 20 24 (h)
S5 %REE "S5 %R
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REEEE R BEIESEEZH(T5 100mg/ HERI R URERSHOI I L/ VDFE

RE/ T A—A

ES tx () Crox (ng/mL) tie () AUC* (ng = h/mL)

HERSE | S 1.810. 704 1990+370 4.24+1.18 15200+4800
JEEEE | 1.75+0.722 1770+ 341 3.74+2.10 113004310

REHRE | =#E | 2.06+0.888 2220541 — 16900 5320
JESEE | 1.96+0.896 1860+419 — 11900+4520

A RERE RS, n=24, — : FHHE
Xi@&’g‘ 1 AUC)con ﬁ?ﬁj&”ﬂi 1 AUCy o4

) ERIZRT DARIORIEROME « @R TR, @i, RAI=T e/ L LT B LA 50mg 2 b G- 2Bl L,
NRAN 723855813 100mg £ THETDHZ ENTEX D, BELMETIEH, =L/ 2 LT1 A 1E25mg »H&5%5
WL, MiEH Y U AME, BREOREBIIS U T, 4 HMLKE HZIZ 1 B 16 50mg ~EET 5, 72770, PO
EOHLHBEFTIE, 1 B 1EFEH 25mg O&EGE2BFAG L, RARAEIX L B 1 [F 26mg &35, 72k, MELY U AME, B
FOWRRITIE U Gl ERE IR 5,
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1. FHE/EA

10. #HE{EA

AFNTE L U THHGEEESR CYP3A4 TR S LD,

(FEER)

AFNTTE L U THAGEMESE CYP3A4 IC X RSN o, 7238, CYP3A4 BHESR K TN CYP3A4 FEHKE L o
FEAERZ, T X TOHEL L OMAE DI OV THRFT SN TV A DT TlidWnW=d, Al T 5

Halid, BEOREZ BT 2R PEEICKREGT D Z L,

(1) HREEEZDERH

10.1 $FAZEZE BHRALAWLI E)
(FheELE)

S

AR - $EE D71

P - JEBRIN T

1V 7 IEREFER PR EE

2vna )T b (FAVET RN
FUTLTLY (RUTLY)
NV IBERY T (IVET RY)
(2.5 & ]

357 Vv SMEA EAS
DBRTNNDH D,

71U DR 350
DBRTNDRDH D,

A TFaFsS—i (f RV —)L)
UrFERL (V—ET)

LT 4FEL (ETFETS )
[2.6. 16.7. 1Z]

ARF O B S E57-
L, MmigEs Vv LED L
AEHRETLBTNLD
%o

)7 CYP3A4 PHEZK|TA
A & FHET 5,

(BMESE)

KA E

BEARAEK - $EE D71

P - SEBRIKF

VRN
WbV oL GEER Y DL 2Ar—
=)
TNa g s (Fvasy
K)
T ARGV TN (T ART Ty
UL, TANRT)
ER DR/ FNEE R &R RN
Wl ) o b (FEs ) o L)
(2.9 ZF]

MiEA Y 7 2E12 BR
L2BRENND D,

71U U BRTRRIERI S5
LDBRENND D,
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(fEE)
(ZhRESLE)

D)

2)

7)) LREERIRE E OHEER
VI-2. ZEEN%A L 2 DBH] OEZM

A rZaFVJ—=IL, U RFEIL, RILT 1 FEILEDHEER

SME DR AN BME 18 Bl a8, 2 W17 0 24— _R—JEIZTH b —L BOH KR
FE58) 200mg XX 7 &A% 1 H 2 BIKERSE L, 7 HBIZAA 100mg/ H & FH ARG L7,
I N — VISERAI DS ENREIC AE TR R R LTz Y . ZORER, ARKIO A G R
LT, 7 baFr ) — BTl AKFID AUC, oot IfI 5. 4 5, Co 135 L7 fEIZML., 2 bk
IV HEE TH- T,

FoT rhatry—nA kO hat ) —L L RIFEED CYP3M LEER 2B+ 54 hT7 3V —)L,
U M FEAVKRRVT 0 F e EREIZ G L2556 RERICAFI O MERRED A3 5k2h
WD, KEARFETEOr hat > —v (ROAF) ZR<A M7 a2y —n, U MEALKUHRL
T4 FENERABRICERE L [ V-2, 22NEEZOHB] OESMR]

FEIOEMBEICRIEFT 7 baF T —ILDFEE

AUC(%OO Cmax tmax tI/Z CL/F
(ng = h/mL) (ng/mL) (h) (h) (L/h)
| B
(+ T35+ 10200%3830 1580+£323 1.72%£0.64 | 3.63=%1.29 10.8%£3.0
AFH

N 5370012600 2680625 | 2.53%£0.86 | 9.21£2.02 | 1.95=%0.41
+4 baFV—ILGEA

harJ—ILER/

AF|EI () * 5.414* 1.681* — — 0.185*

FIHEEAEAE RS, n=18, — : BHEP, *p<0.001 (ANCOVA)
KEIRT A —H O EEE A VTR Ui/ N REy o bt

(EIMMESE)
$) o LB EDOEEER
VI-2. Z2ENAEEZOHH ] OESR

) ENICET AR OER O E « @ImEETIX, @, RAKE=7 1L & LT H 1E 50mg 2 bIkE4 B L .
R4y 728580 % 100mg = CTHRT D Z LN TE 5, BMELRETIE, =7 L L/ & LT A 1A 26mg 2»bH5% 5
WL, MiEH Y U LME, BEOREBIIS U C, 4 HMLKEE B2 1 B 18] 50mg ~EET 5, 72720, PR ORISR
EOHHEE T, 1 H 1EFEH 25mg »O&EGE2BAL, RAAEX 1 A 1[F 26mg &35, 728, MiEL Y v HE, &
FHORIEIIE UGl R E T 5,
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(2) BtREEEZDEH

10.2 BtREE (BERISEET A2 L)
(FhRESLE)

TF T TN LA R
Vs 7 U KT
T VT T v N R U
=R S /RN
I I A RVAVE: < s Y
VAV I
TURR LY T R
I ARY v
A= RNNY il
FezxvL /v

Bz X0 BEENCHES 572 8
TRTEET D2 &

HAA S5 ERPASHEIR - RS N RE S
ACE PR3 MiEH U o SMER LR 50| 7 U 7 AR IER A R 5
AT LTI BEPEDN B B DT MIEH ) U A | BEADD B,

CYP3A4 BHEESE
7S5 ) Aa<wA L
) Qe B N
TaFy—)u
P F LA I UERE
S TAR 4R
[7.1. 16.7.2 ]

AANO MBEFHREEAS 15U
EH U T LMED LR-ZFHERT
LRENDHHOT, MIEH
U LMEZ L0 SRENCRES D
METTEET D2 &

CYP3A4 BHEZKIIAR| DO %
FHET 5,

CYP3A4 FhiEisi

TR RAK

Jz=prV

Vorrer

TN

Tz )L E R — )L
A3 A4 XY VT (St John's
Wort, o b« Va—r X U—})
GAaRM

[16.7.4 ]

A O e R BE SR 5
BENDD D, RAPEGRHL,
INHDOEA R AL T
MUY UEARMEZEINL
RN ENEFE LU,

INLDOEAR A I TA
MUY DICEhFES R
REEESRIZ L0 ARAN DI
IRESNLIBENNH D,

U 5% LB
BeEY 5 4

FIRHIE T ACE FHESK L Dff
I VT ahEEERs
TZENRESINTWNDHDT,
MV F o AREICERET S
zl,

BRI IR T 203, F
M) OAAFT ALY T
LA T O RS 5 &
WO TWATZD F M oA
PR AR5 Z Lz kv
ZhHEEZBND,

A7 mA NP

BV 0 LRFHERIREE & D fF

BB 2B IR CH 525, 7

AU RABR MIZXY ., ZOREMEROR| v A% 7T 02 L FEAD S
55, BHREREFBF BT 2HE | SNH 2 LItk - T FH U Y
JEDE S Y U SIMIEDFBLA | ARFEIERIC X 5 BE/ER O
WESNTN5, BES. U U LEFREERIIC LD
MiFH Y v 2MED _EFHE
HEZEZBND,
a7« Bk
et (A EoEES) BT A 93




IR F BRAELR - Hh1E 1A FEFP -« fElRiR1
I RHY I N UOEREIET S I N OFEG A (AR
BENBZH D, /T M) DBHETSD EOH
HENRBH D,
(EHELTE)
HHIL BEAEAR - HE 715 PP - falRIA 1
VDRINN MmyEH V7 MEN EFHIT D0 U T L IFEIERNEERT S
SR (/) Ry N MRS DO T MED VUL | BENRH D,
2=y RN a2 EMICBET o708+
TANRTX U Y UL HTEBTHZ &,
ERvZ o/ BRyNN
HEl 7 ) 7 155

(fEE)
(FhRESLE)

1) ACEFEEZE, ARB. 7WRFL Y, H0RKRYY, 290 LR, FOREL/ VEDHEE

3:
(DACE BAEZE. ARB

ACE PHESR KON ARB 1Z, AFIEFRRICL = -T oo F T -7 R2Ta % (RAAS) I1EM
THZET, Brooh ) v APHEERZ KT S, migh Y v A IFREREZ ER SE5 RN S D
7o, AFNEPEHTLZ L0 B Y UL IREERS R 282001 b5, Lin-> T, K
Wi, gD ) U AMEZEICBIET 52 E+2IcERT 2 & LfED U U MEDEHR /08
BITHOWTIE V-5, HERFEANER & E0ME ] OESMR]

[5%&]
AREMSMEEEREICHSTHAH| & ACEFAEZR. ARBDHAICKSMEN) YV AEDTFHEILE
ACE B8, ARB D HUP G- CIfiuE =2 o b 11— /L 3 A5 7088 B~ th A oD A ] AAHEAE i 1L AR
H 341 Bl aXBUT, AHI 50~100mg/ H % 8 WRAIGFHS L. ARG OAMM: - Latte 77
AR CEERBC TR L Y . ZORR, AEFROBBURIAHIGNEEL 77 £ RO
DENZEITR L £, AFOPRIZ L D50 U U L MAEFEIROIEINTFED b ->7z,

ACE FREZE R U ARB AR 5RO IESN ) U LEDFHEILE

ACE BREZE ARB
TS vRGtH AFIGFA WA R G AFIGEH
(n=89) (h=84) (n=78) (h=82)
R—RS54 UE
4,36 4.32 4,29 4.31
(mmol /L)
Zik= (mmol/L) 0. 06+0. 04 0.14%+0.04 0.05+0. 03 0.20+0. 04%

Hp<0.05 (ANCOVA) | “P-Hiyfili + s

@QF7UYREXLY

TV AR LT Ve (B L = EAD OWRMCEO FHAEER BEHEE) | O
(U MMERHAERIRA (AEn /527 by, PUTATLUE) | RNE#Esh Ty, fRHICE
DIED Y U MED BRI HREEMENH D Z LD, HEEMEAITHIZ L L L,

et (EH B ES) (BT 5HA 94



@y BRKRY v, 2BV LR

ABNOVERFEFEN D, 7 aARY U FF 7 ) AZOHHICE Y, MDY v AMEDN EFRT 5
BENWRH L Z ENBHHEREE L,

@KrOREL/ Y

2)

FrAE L %, JEa LT a4 FMERHZALTEY ., gD Y 7 MED @O EE OB HRERE
FEBRETIEIN Y U LMEFHRIREE OOFRICE Y (&l U U AEZFHEHRT D rIREMD 5, £ 72,
T UL AT ) U AMREHERRIE E FERICT L KA T e o OEREZE L, &H Y U ALES
SlEE T REMED B 5, PFRRICE A Y U AMSEFRBUCRE T S EEME A 2 & B 2 PR &
L7z,

CYP3M FEEE L DHEEERA

AANTE & LTRGBS CYP3AM IC L VG S D, CYP3M HERTHDH 7 7 U Au~ AT,
TV ARTA v ThaF b YIRT N STV & ARAIE DR LR O SE)
REDOFERMN D, 250 CYP3A BIESK & FAT 2 581%, iEL U ¥ MED ERE2HRT BT
N DI, AFNOFELEIT1 B 18] 25mg Z@Z DG IR SN2 EeE 2 [ TV-3. Bk
UHE] . V-4 HEKOHECBEET 2EE] | OS] |, 7eds, CYP3A PRFEIL L O ANE
AT _XToOEH & OMAE DI OV TRFT SN TV Db Tldewnizn, AL T 254
2, BEOWREZ BT 5 CEEICRE T2 L,

@3y RARAI DY

SMENORERERA 12 51 (B9 ], &3 B) ZXEGuUc, A#l100mg (1H1[E) 7702~
A2 500mg (1 H 2B Z0FA#FE L, 77V Aa~A 2 BNAKIOERYEREIC KT T EIZ SN
THRET LTz, ZOREE, AFIEMEG% LG T 58, 77 A~ EOPFHIZE D, AUC,
CAE12.5 5 39 1 g s h/mL 1TK) 3.3 fi%, Co b 1.97 205 2,53 ug/mL (ZH) 13 L, ty, 1%
3. 54735 9. 85 FEEIICAH EITIER: L.ty [TEZFU 1. 96 S ON 1. 83 Bt & RIREDE A= L7-[[VI-1.
(4) 2) JFHEORE) OHEBH] |

@IyzravL4 oY

SMEL DR 24 51 (B 18 il 2otk 6 ) A RIT, 3 W7 v 24—/ S —JEIZTASH 100mg
QB1ME) , =Y Ra~A2500mg (1 H2R) XFARKE) ZAa~vf o2& L, =
U 20 A 2 INRK OB REIC T T B SOWTHE LT, FORES. AFIHIMEE5.4% &
ol 2~ A 2L OPFIIRGIZ K0 AHFID AUC) 13 9160 2>5 24800ng + h/mL 12K 2.9
.\ Crex V52 1540 735 2480ng/mL (T4 1. 6 RN L, AEZEDFEO bivic, £72, 1,13 4. 40 725 6. 63
REIIER Uyt (32N 1,96 KON 1. 61 R & [AfkDfEZ R L7z [ V-1, (4) 2) PRAEE
DR OS]

W) ERICET A2 ARFORER O E - @IMEETIX, @, RAKE=7 1L & LT1 H 1R 50mg 2 HIE5ABLE L,

RT3 7251 100mg £ THEETSZZ ENTE D, BIELAETIE, =L L/ 2 LT A 1A 25mg 2> 5#%5-% B
L, MiEH Y v AME, BREOREICS U T, 4 HFUKE HZIC 1 A 1A 50mg ~EET 5, 72720, PO HER
EOHLBEFTIX, 1 H 1EEH 25mg »O&RGE2FG L, BRMAEIX L B 1Bl 26mg &2, 72k, MELY U LME, B
FOWRRITIER U CGlEERE I 5,
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@7)aFJ—iL®

SMEL N ORERERA 17 Bl (B 14 B, 2otk 3 ) 2B, 2 #17 v A4 — S—{EIZTARHA| 100mg
A H1E) E7raty—n200mg (1 H1E) Z0fH%E L, 73ty — R RRIOIEYE)hE
ICRIETHBIZOWTIRG LT, ZORER, AFIHME G4 L kT2 &, 7vaty — e off
FAZ X0 . AHID AUC,_ o1 10400 735 22400ng « h/mL 1ZH 2. 2 £, Cpp b 1580 735 2230ng/mL 1249
LARFHIINL, AEZENRBD B, t,1%3.47 75 5. 99 IKFfil JEEL ton [ LEALEIL 1. 76 N
L77T Rl CH D B LTmBo biehno7- [ V-1, (4) 2) PEHEORE) omEsi] |,

@¥FFELD

SHELADBERERA 24 1 (B 12 1), b 12 6) A5 5Ric, 3 8127 1 24—/ —1EIC TAH 100mg
(1A 1E) &HFF e 1200mg (1 H 3E) 20T L, 5T DA DI EREIC KIF
WBITOWTIRF L, ZORR, AAMIEGH &) 5 &, P e Lofiilicky
AFND AUCy o, 1 17200 735 33000ng » h/mL 1ZH0 2. 1 {8, Cpuy 1 2170 738 2900ng/mL 1259 1. 4 (54775
(THEIN L typld4.87 205 6. 45 RIS BICHER Lo, 72, e (LTI 2. 33 KO 1. 96 K]
ERERBIUTRD N1 [ V-1, (4) 2) fFHEKORE) OESM] ,

OANF/NZLIGEEE Y

HMEL N ORERERR A 24 51 (554 15 i, 2otk 9 B) ZxtRIT, 3 WY v A4 — =R TAHA| 100mg
(1 H 1E) T oNIVIFERE 240mg (1 H 1B Z0fHEE- L, X733 UERBIE D AK| O3

FREIC RIT TR OV TR LTz, ZOREH. AFH $§HH§E’§L?§&H:$XT6 LT RIVIRRRE &

OPFRFEEIZ L0 | AUCy_ 13 12300 735 23600ng * h/mL {25 2. 0 fi%, Coue 13 1940 725 2630ng/mL (Z

K1 AMEITHIIN L. tld 4. 50 255 7. 48 BERICAER: L. _ﬂ%m{ﬂ: IHETH-T-, Fim. t

1E 169 205 177 K CTd 0 B IR b -7 [ IVI-1. (4) 2) PHHSROEE) OESE]

) ENICBT 2AFOMER O E « mmEE T, @, RAIZ=7 1L e LTL B 1E 50mg M b5 ZBth L,

EhRA+53 724855 1% 100mg iftﬁaﬂ;ﬁé ENTED, BIELARETIE, = 7L L/ 2 LT A 1R 25mg b5 2B
WL, MIEHD Y ¥ AME, BEORBIOS T T, 4 WEUKEEZ B 1 A 1[E50mg ~HE&ET 5, 727501, LI-'jir_}J_@mH%H rﬁa
EOHLHBFTIEL, 1 H 1EFEH 25mg 2265206 L, RKRKAZEIL 1 H 18] 26mg &35, 7ok, MIEH U o MM,
FHORIEIIE U CRERE T 5,
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3) CYP3Ad FEBE LA AHA FF1YYUry (St. John's Wort, £ k- 23— X-J— k) EFHE

& DHEEERY

SME N OMERER A 18 61 (551 11 41, 2otk 7 1) Z*tgic, AAKl100mg (1 H 1[E) &&A =34 b
XU Y 300mg (1 H3[E) 2OHES L, 4 3 74 MU Y ORAREOKB B LT T 52
DWTHET LTz, TOREE, AFIHEMEG% LT84 a4 Y VUOJHICE Y, R
FND Cpoy OV AUC) ool X ILZFURI 20% S O 30% & A ENCID Lz, ZOhod CYP3A4 FHEIRIZS
UWNTIEAHA & OOFHFERIZEE M L TS, PRIFIC X o T8 S REIEER I L 0 AR OARGH
MEESND2BENNHDH Z E0h, CYPIM FFEIEL N A I U XY Vo LAHIE ORI
MaEe Lz [ V- (4) 2) PRHZEORE] oHESH]

FEDEDBEIRIFTEAIAVF T VYODEE

AUCo—co Crax Tnax tis CL/F

(ng * h/mL) (ng/mL) (h) (h) (L/h)
B 5EF 86103100 1510+463 1.86+0. 871 3.30+1.79 13.1%4.91
Cidiikidtisi 58201510 12204358 1.8320. 638 2.3320. 602 19.349.77

PN IEERAE, n=18

4) JFI LA EDHEEER

AFN & U F 7 LB OFEERITRE STV, U F A EFIPREE T ACE PRESRA G L7
BEICBWCY FULAFEBENRE SN TS ZENE, AHFIE ) F 0 2885209 2548130+
VF U LMREICHFEETDHII ENMELEZHER L Lz, 2B SEFHIIARFTHLIN, F
VLA ZT U RRIZY F U LA T DI EIRET S EW0bITWA72d, T I U AL A5
MIrZ kI bDEEZBND,

5 FERTOA MEHERERE (A1 AL UF) EOHEEERA

AT v A FUEHREIRHE L 0 ) 7 MRFHERIREOTF AN L0 | FIIREOREEEH ORES, B
REFEE R R D EEDR N U U MEDOFHHE ST D, BIEREFII R TH 525,
AT oA FEEREIFIIC L D T 0 RE 75 oD U EAOIFIERIC L > T, 7 M) U A IREME
M X DBEEERORES. Y 7 LFEERIC X 200 U U 2MED_EF-ANE Z 5 /TREMENE 2 5
o, AFITHFRRICHAEERO RN 65 Z L6 IHHIER & L,

6) S FEUEDEEER®

PIT VAT RV THLAYR ) T7 hUR MO ERET D EORERH DL Z LD,
Avn /)T 7 RO M UREERIOHITERE ST TWD, AFNIHLT L KA T e U 3K TH
HZEMHAYR T P ERBRICI MY O EIET S REEMENRE X O DD, IR T
AAHIE 2 N2 ORMBAEROBEN 2N Eond, PRHERE L,

(BELTE)

71 LEF| & DEEER

VI-2. 2aNA & FOHEA ] OEBMR

W) ENICET 2 ARFOREROHE - @IEETIX, @, RAKE=7 1L & LT H 1R 50mg 2 HEGABLE L,
NRAN 7255813 100mg £ THETDHZ ENTEX D, BELMETIEH, =L/ 2 LT1 A 1FE 25mg »»H&%5%5
WL, MIER U U AME, BEOREICG U T, 4 BELEEE B2 1 B 18 50mg ~SEET 5, 72720, FEEEOBHERRRE
EOHLHBEFTIE, 1 H 1 ERFEH 25mg O&EGE2FA L, RARAEIX L B 1 [F 26mg &35, 72k, MELY U AME, B
FOWRRITIE U Gl ERESUIF T 5,
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8. =M

1. ElfEA
ROBWERID H BN D Z B3 HHDT, BlEZE ToIATV, BREDFED bW G a3k G e ks
572 EWYVLALEZIT ) Z &,

(1) EXGEIER & MHERK

1.1 EXLEIER
11.1.1 AU LME (FEFEEDCHES (1.7%) . BHELAEO%E (7.3%) )
[7.4, 8. 1]

(fiEER)

P I EAE O AKRBIRE & C O EIN K OSMEREIRRER I IV @l U o AEDEWEMIX 3, 353 i+
57 1 (1.7%) . [EPN 247 #ilrh 3 4, #ME 3, 106 B 54 FIZFED bz, Fio. BHELAREOmHEIGH
FERFE COENE O ERERRERICB W TED Y U AMEORIERIE 1, 471 B4 107 51 (7. 3%) 1278
oIz, TV RATr L, BIRIZEWO T KT OJEk 2RI ERRH Y, =7 L L/ i, 2OEH
EIET D720, AFNOEGIZE D B Y T AHRIEDHNH S A, MIES Y U MED EHT 5 AREMER S
2o

EA U T AMIE & Z BB O RN EEEIEREZ S R ZTSARH SO T MIES U U AME
ZEMNCEIET 5 2 ERRETH D, 7B, BENRD SN GEITIXE BISEY) L@ 2175 2 &
[ TVI-2. 22N e 2oBm) | V-5, BHEEREANES L EOMM ) KO IVI-10. @&E S
DHEZM]

VII.
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etk (R EoEEE) (23 5HA 98




[5%&]

A OLREEELT7ILERTAL O

K I THIR PR O EE A A4 ¢, fMIRsME T O KT O—EiE Na ™K o 7 &40 L CREBINIIS BN~
T, FMIENG KNI KT v 2v 20 U CR BRSNS T35 Z Sl k> T, M KR
a2y hr— SN TW5, JRPIZ K 20wt DRI, ARG E R EESE AT 28
HRAIN (CD cell) MNZDOREREZ DA - TV D, 72 KT RZFHIIMENBEASE IS AFET
% oa-EMIE (a-ICcell) MKMRFRHIE EEX LN TS, TV RRATR UL, iEaLvTFads
R (MR) IZH5E. CD cell TIFAEHERIED Na ™K A FTEMEA ARG L, Na PRI & K4k
ERET A E L BIZ, a-IC cell TIXH AR 7HEM:, C1/HCO, ZHAHREATEME 2 AR L, HY oWz il
W2, =L T MET 0y 7352 LIk TV RAT a AR ZHIT 572 CD cell
NED KM WD EIZL > TED Y U AMEEZ & 7272 ERE 2N,

BITHE TS K ENEDOHE S REETO K 3R VBRI

BRI 70~80% CD cell

SRIREIEE

A 00

LDIV—T U
O 1 FyxIL; CRYT H | ATIRER I

VIl 2t (R EoEES) (IS4 5HEA 99



=AY LMEDRE & &5 ©

EBH Y U AMIEIZDOWNT, FE—DEFRITARVA, fiEH U 7 AMED 5. 0mEq/L & 5 M 5. bmEg/L Z# %
BHEOFEN NN DTS, FIRIIOEM RS U o AffE™, ORIf/NE~O KT OB, GK

TOENT A (NRME « SMENE K B, B D O KT PRlES) ([RBlshD,

KPR U U AUE - FRIf, AEREZ (6 BLLE) | Mk (75 TRLE) ZRETIEL B
ERNTHIE D OFHIZ K0 BT B iEA Y 7 MED ERT 5, Eio, BRLFFOBRImA D E
TSR & T DERLOFAND KPR LTS 52 L0 H 5, ML U LMEREHETH SIS
WP LT, BN LDRWRHIRMESE L U v AEZ SIS, B, faHiiziTo 2

7‘7)3\%‘%/@&) éo

=AY I LMEDRR &R

- BMmIRES
- MRS

it

K&

KIMAE

MRS RAN DKDIEE)

AEM SHEMKAE R ) ¢—

- HERUERRARRIE || - Wi

< K5 - KEF@WEAID

- MERBML REHRS

- HEEHmL © KERHFDES

Bikae

c TYR=YR
CACRYURE

.+ B-ERREE

- SRBE

Yoz al)
EVE PP L

- SKIE M F M AR E
- EE

|
GFR<20mL/%
BErE

1
GFR>20mL/%

mEE7IVRFXFa>

|
BT

ZIVRZFORZ

1. BRMEIBERE
+ Addisoni®
- ERMEBERRE
21-hydroxylase X 1#&
18-hydroxylase’R 8
18-hydroxysteroid dehydrogenase X8
C BERMEHRTILRZTOCRIE
2ARLZUMET IR X FOUE
. FERRRMEBIE
- RIBEMEEBER
- PAEMBIE
3. &M
AKX
CTUXFTOVL | TREBHRATE
c T TV U type laR BIAERE
cTURXRY >
< AU

|
FE%/-I3LER
(HEEPSOKABET)

1. BRMER
- TIBR
« 7IAA K=Y
- Btk
- PAZEMRISER
2. ERMRE
< BMETILRZFOVE
3. %M
- 2EA/ ST R
c MUTLFLY
CAVIUEFTIFERZY B
- STAH
cUXaUZR

VIl 2t (R EoEES) (IS4 5HEA
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=7 ) LILE DRERR

F U U AMAEDEE & LTI, Rt « ER2SEHEEN T, LOWURR EOFITERE | WRRE, 57
T, BIRE, DU, IRIAR. NEEARZ: E2G80 LD, £z, Bl - EhE - THI - A LD R ED
HbEHER S BT 5, ZHORERITED U » AMFEDTERIZIALI L TV A - OFENLETH 5,

DL ST HAIIRADRENBE L 2D,

=H YD LIEDDEREL & AR

mEHY oL ILEX NE
At 5w N
2AhYo4AM i, HMmEREEZ . /R
fiE %ZDF 7
5. 5~6mEg/L T I E D A BiAK « 7 R—= 2Dk E,
71V 7 AHIBRIRRELZ S U TR
PRIEE
6~8mEq,/L P %8S HILFa—)L
QRS MEIER TINaA—RA « LAY
T s A vy (T R— AR
HYA—=F, TALFHFL—]
8mEq/L LA E BRSPS RSN Z T O YE(
QRS WEIEARFEA _____4/\\v//n\\‘_____
(A v —THR)
VIl. et (EH EoEES) ([T 2EAE 101




=7 LIEDLE *
A Y U AAEDRE & LT, QDL OMIEEEM OZLE, OQMIaN~DOBATZMEd, @7 U 7 A

DEIA~DRRER ERD D,
REEOEH ) V) LMEDAE
1EFAREF BEE RiERUAE 1 FARSRE FERE
KoibhaEs | 7vasm ANF a— v b~ | FoyTHEL 30 | LEXE=F—TFIZHE
B VAN 20mL. % ©p o < B | ~60 s i, XKV A
(4mL/53) FE. 2 R
Rt 5 okl
a0 4
MEASNAD | A AV U+ | WA XY 10 | 5~10 4 TEM | bET = > 7
K#1T = BN Z 10%7 FopE | 3881, 4~6 BF | @ik (>250mg/dL)
500mL [ZERIN L CAR | R TFHERHT T R o B
1 (30 3 LA LT %)
IREEAKF T b | AL 50ml % 15 Na B TEE, VT
U h ~30 7 CHER G- a—/L SRR
KRG~ | FIRIE 7t I K 20~40mL | FIIRBHAED DR | Bk, @ERAEICX
DrE FiE IR AR | A, BERIFIC IR
7 PA¥ET = v 7
B A A28 | HY A—b, 74 % | 30~60 5> CIEM | BEIZ /L E h—L %
FEfhE HL— | 50g & 2% | FEHL fERA L2 &
AF BT — AR DARE, BARETIED
100~200mL (287 L YA—=F, T—HAA
ERES, 30~60 47 MY —, & Ca JET
JEPRISE, 4~6 IR W7 A P L— F a5
HATHR Y 79 NGRS
Y A=k, 7Ax | 2~3 Kl THE
P lL— bk, T—AHA | L 4~6 FEFEHE
A4 FE VY —30g FA
T
ZHT MR ZENT TN | ZATBR s 45y ©
Br HARFEBL

VIl Z2ett (A EoEESE) (2B 2HA 102



(2) ZDthDEIER

11.2 Z0toEIER

(& MEHE)
1%L E 0. 5~1% A% 0. 5% A

Migs Ly &if, RiHt

2 RbEE

Rt JO%E | mIRERIAE mRYZ VY FGE | ik, 0B, JER, ST A

R MAE, Bk, HERFEE(L, (K Y
U AUE, BROTE

FefbE AIRE, 5O, MR, A%

PR SR I GER. HEW FUERRGE, NIV, AR, &
RO, B, FEEE., KM, S

Do DL AR, HISMRE, AR, BRUiE

Mg fEE I, A R

RS N TS S i, BB - RRGERK | PR REE, WHEER, SR, FlEpE,

FOYithRbEE g S, R - WIS

B e B, HEARR T B, (RS MaM:, CINEgE, B ARENE, B
JeE, WRREISE

JPRRIE RbEE BIART. TPEERE R

HEB LK T W5, ST TOFEIE, FERE. B, R

LR BRI, AR

EHRB IO | s BB, M. PUBER. .

Fi ARk AN

B K OVR H Rl IR, mAKR, WESER, WR, K

&= R

— - REEEE | Y RAGMEIE, MEORE, M | WHEL, 1ZTO. &, Rk

BILOEEINL I

DIREE

RIS ALT 5. y-GTP L5 | CK B, BIN k& ECG B, Mhr v 7 F=r kR,

AST EH. HERIEZ, a L A7 a— LN, R

FeEERD . AL-P B AFEREREE S,
7'a ha A, RGN,
U U NERVEZ | AR ERYEZ . LDH
AL AlEkfEZ, R vUe
VHEN, ~E S a e EN

RRE A, e, IRERRCE, FH

HiB X Ok Hng

AEFHRES J OV PhiLhEE ZHALFLE. U B R—jEak, HiRR

EhEE "

VIl. Zett (FEH EoFEES) (I3 5HEA 103




(gHLT£)

1%LA |k 0. 5~1% A 0. 5% A B
BRYYER L 0% [RJFMERGE, 7o VA | WREESE
A HUE B, BRYs ERGE
Migs Ly > 2. T ER AN
NEREE
Py e FR AR REA e
R L O Bk, R, EREEML | &=L 2T o—/LIiE
(= g, RO, AL
T AMSE, BERSE.
mhUVZYU®Y Rl
JE. KT Y o AIAE
FefbE AIRYE, 5O
PR R P BEN SEE K, RRHIRR, KRR
M= a—aRF—_ 3
R
Lo DR EE, IR, OEHE), | EEAS
DEAEL, AR
Mg fEE K+ STV R, B Rk
32 & N LS IR PRI, Ik
K ONthRREE
B = P, TR T, MR, TR
M-, Bk, AN, {#
BA DINRCHER, U
JFIBSE R RE iR RHFES
R fERB X O T % 9 PR ZITHIE. 395 I B A
R
EHRB LW FERSIR ., AIEAE | R
AR
B L OURESER | EHERERETE BARE HEIR, BRI
—fR - EHEE 57 IR, BRI, s, | MJE
B IO EHEL HEH
DIRAE
BRI AR A w7 V7= | ERARRTSZEERE | > Ko
VHEAN, BUN E5- | 2 SRERARIEE R
PREEHIN
HiB X Ok K= Hng
HEHERS IO et bILE
BhEE
B, BB X JEfeRr A
OFEARB OF7
£ (FERB X
ORY —T %5
[5)

VII.
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SEHBAEWERERBER VERREERE—&E

BIEARBRE—EX (BMEE)

EN S E &it
REMBITRBIE 247 3106 3353
BIVEFASIRBIE (%) 91 (36.8) 803 (25.9) 894 (26.7)

55 AEER | o | A0 | A N L SN b e P
BEARRES RAE 1 0 1 | AFiS: - RERES FrisaE RS 4 0 4
—fe BEE ENIE o 17| 17 y-GTIP £R 16| 28| 44

% (&) & 2| 10| 12 BT 5 0 5
& 1 1 2 AST (GOT) t5 5] 24| 39
s 20 15| 17 ALT (GPT) t5 16| 32| 48
£l 1 0 1| 8- BRREE 5 () & 1 13| 14
REEEE 0 29 29 | FEY (B &% 1 0 1
A VI AP 5 4 9 | /MR - iR i BT 1 2 3
1BRAHES 1 2 3 | = MRt M 1 0 1
ERERIREEE 3 8| 1 70 kavE VR 7 0 7
BE @ 2 1 3 | BHEE BHTR 1 0 1
B 0| 52| 52 {ERR 1 10| 11
i - MEEE () | BEMNEGER 7 3| 10 BEREE 1 1 2
iR - RAEEER T RREE 1| 33| 34 |iEhHsEEs HiES 1 1 2
[EES HEL 8| 80| 88 |IERBREE [EXL 1 1 2
GLEPE 5| 201 | 206 % 5| 23| 28
ERRE 1 14| 15 IO PR & 1 11 12
SHLEREE [i=EE 3| 18] 21 TREE % 2 4 6
&k 1 19 20 8% 4 1 5
T 3| 24| 21 IEERIEAN 2 0 2
SHEFRR 2| 38| 40 PR 3| 12| 15
SHIEERMES 1 0 1| KB - EENBRE | KEX 1 1 2
5% 2 0 2 | fE=E % o 17| 17
B 1] 64| 65 %5F o 17| 17
ORERE 1 0 1 e 2 1 3
Om% 1 0 1 | RIFREE =) 3 5 8
ERE 1 1 2 BUN £5& 3| 15| 18
B - fIERS HEE 1 0 1 s L7F=V LR 3| 10] 13
RS - D) XL Monvs 2 0 2 Rt 1 1 2
[EES SR 5 1 6 iiil7 4 1 3 4
IMETTHE 4 16 20 RREHERR 1 4 5
Rt - FEESE CK (CPK) E5 4| 24| 28 RELE 4 0 4
ERFE 1 2 3 REH 19 0| 19
HERR 3 1 4| BHERE (B BE |AVRTUR 0| 20| 20
e 1 3 4 | ME (D) BE | HhEEE 1 2 3
B3 LATO—/UllE 6 1 | REES IROEE 1 0 1
=ik 6| 10| 16 REES 1 0 1
B h ) LM 3 54 57 | BBk - MNRIEE | IFEAEKIES (E) 6 1 1
BT R LIGE 1 1 2 FRMIEKIEZ  (fE) 1 0 1
=) UERE MAE 2 0 2 AMmEkIELZ (E) 5 1 6
= RS+ Rifnfe 15 15| 30 BfEkEA () 1 0 1
= PRERMAE 13 2 34 1) UNERIER (E) 4 1 5
LDH k5 3 1 4 1 o EREA 1 0 1
TN 74 RT75—ELR 1 8 9 HIRIEE (fF) 12 0] 12
08 2 4 6
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BWERARBRRE—ER (BHELTFE)

&&t
REMAETRIRBIE 1471
EVERAFIRGIE (%) 314 (21.3)
n5E FEER [E % Poril FEZR fFiEk | %
BPEESLUFERE | [REERE 2 0.1 OREzE 2] 01
A LR B 1 0.1 BEE 1 0.1
HRk 1 0.1 B IREE 1] 01
R 1 0.1 SHIETRR 1] 01
fitis 1 0.1 R 1] 0.1
MEHEU) o FEE |8l 2 0.1 R 1] 0.1
KRB S UFBEES ahY ) LMmE 107 1.3 | FFBEREE IFHEERE 3 0.2
[i7¥/3 5 0.3 | EES LR THRERE | £ 558E 13] 09
e 5 0.3 | & %5TE 2| 01
S FRERILAE 4 0.3 % 2| 01
BAURE 3 0.2 FERMER S % 1] 01
BHIL S LIGE 2 0.1 25 1] 01
HERR 2 0.1 A RIE 1] 01
&Y S Yt FinfE 1 0.1 A 1] 0.1
F=iikid 1 0.1 S 1] 01
1EF Y LInSE 1 0.1 EMD 1] 0.1
IRERDE 1 0.1 | FERRBLURESH | HE%RE 7] 05
0ss 1 0.1 | #mEE BhEhE 71 05
REE TERSE 5 0.3 BEpE 2| 01
508 3 0.2 Y ov FHBE 1] 01
TR 1 0.1 AR ARE 1] 0.1
HEREE HEL 20 1.4 BEEEE 1] 01
L 9 0.6 % 1] 01
K 4 0.3 el NS 1] 0.1
REH SRR 3 0.2 | BH L URBIEE BHREEE 20 1.4
FE= 2 —0/8F— 3 0.2 2 71 05
REEE 2 0.1 $BRR 5| 0.3
FERE 1 0.1 B ES 2| 0.1
IR 1 0.1 %R 1] 0.1
FEIR 1 0.1 | —ff - 2BBEL&V | &F 71 05
DEEE DRLIEE 12 0.8 | H5EMIDIREE PE3- 41 03
iz 3 0.2 Ba 3| 02
DEHE 2 0.1 fasE 2| 01
(73 2 0.1 30 2| 01
IDEHEE 2 0.1 AT LI YRS 1 0.1
SEAR 2 0.1 SRR 1] 01
SMDFREE 1 0.1 =Rk 1 0.1
IDEMEERR 1 0.1 FhE 1 0.1
MBI 1 0.1 AL 1] 0.1
EEBE 1 0.1 | BeRRiRE mehs L7 F=HEm 1] 07
mEEE KM E 23 1.6 BUNES 8| 05
EIMHEmE 3 0.2 L ERREFZERERLD 5 0.3
RS 3 0.2 RERAEBRRH L 3| 0.2
IR MEREAT 1 0.1 {REEI 2| 0.1
Jiiili 1 0.1 IR ERFZEM 1 0.1
SlE 1 0.1 mea LRFO—)LiEm 1 0.1
EHMEETS 1 0.1 msh kY5 &Y FiEm 1 0.1
i & S 1 0.1 BISZARE MRS 1] 0.1
fpitEEE 1 0.1 RERD 1] 01
PERES. MIZRES & UMHERR| PEIREEE 4 0.3 EGRRERE 1 0.1
EBE 270 3 0.2 DS 1] 0.1
RMERTIR 1 0.1 | ERpEE ROEE 1] 01
REXEE 1 0.1 =] 1] 0.1
) 1 0.1 | EE L URBBE HB 2] 01
aRE 5 1 0.1 | £ERBLVIAEEE | THELIAE 6 0.4
[HfEE 1 0.1 FLEE% 1] 01
2% 1 0.1 HEFE 1] 01
St 1 0.1 BRI ARAB AR 1 0.1
BEEE [ 10 0.7 | BiE. BEs & UEHET| BEBtEEN 2] 01
B 10 0.7 | BHOFAEY (BRS KU BHREMBIEER 1] 01
TH 5 0.3 | RU—T%&L) BT 1 0.1
B SRR 5 0.3 gL 1] 01
IEat 4 0.3 IEFEY 1 0.1
B 3 0.2 | BE. hESLUVLEE| 520 &5 1] 01
Om% 3 0.2 | BHE FikEN LIRS 1] 0.1
Efp 3 0.2 BIRS 1] 0.1

E{EFA4 (IMedDRA Ver. 18. OICEDE5EH
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(2%« (R A AR ]

BIfEREBRRE—RER (BIEE)

i
BEFEDI 3166
BIERSQFETEDE (%) 75 2.37)
IS OBEAIEREDIAAH & (% BIFFE ORISR EAE & (%
RS £ & UE A RIE 1 (0.03) BiES 1 (0.03)
AL 1(0.03) T 1.(0.03)
B, BiES & URHETBIOHED 1 (0.03) ERE 1.(0.03)
(ERBLURY—TEED) i FHRBERIEE 2 (0.06)
BN B I 1 (0.03) FFSRERE 1 (0.03)
MEH SV 2 \NRES 1.(0.03) FHEE 1.(0.03)
WA i3 1 (0.03) RES & UETHERIIEE 5 (0.16)
RS S UREES 25 (0.79) SARBEE R 1.(0.03)
&4 Y LMmAE 20 (0.63) Ei32d 3 (0.09)
B PRERILAE 1(0.03) x5 1.(0.03)
BAHR 1 (0.03) BH L URIBIES 10 (0.32)
Btk 1.(0.03) BikaEEE 7(0.22)
EF Y Ll 2 (0.06) 473 1 (0.03)
EERES 10 (0.32) $RPR 1.(0.03)
BRI 1 (0.03) RAESER 1 (0.03)
LY 1.(0.03) —#% - £HEEE S THESEMTDIREE 4 (0.13)
FEIEHFEL 71(0.22) BER 1 (0.03)
i 1(0.03) ZhE 1.(0.03)
BB & UKEREE 1 (0.03) KAERERR 1 (0.03)
BB 1(0.03) YRR 1.(0.03)
IDEEE 1 (0.03) FRRERE 11 (0.35)
BiE 1(0.03) MEET 1.(0.03)
MEREE 3 (0.09) e ) o LiEn 6 (0.19)
AT E 1(0.03) My L7 F = Em 2 (0.06)
B E 2 (0.06) Mfifa LR T 0—)UEn 1 (0.03)
FRIRER. RIS & RIS 1.(0.03) 1 FRERHEAN 1.(0.03)
IHEEFIE 1 (0.03) MedDRA/J17.1 @ PT TH&t
BES 6 (0.19)
B 3 (0.09)
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VII.

9. FRERBRERRICRIZTTEE
REIN TV

10. BEERE
BESN TV

. BRLDIE

14. BALEDEE
14.1 ERRZFHOEE
PTP @2 DAL PTP > — " LEY L CTIRAT A L 94585 2 &, PTP o — hOREEKIZ L W | B

WA RIERIEA~RIA L, BIZIFFA A B 2 U CHERAREDHEERAIHELZ T 52 &1 H
B

(fiRER)
PTP BEED AN IS@OIEEFIHETH D,

FSHIE 240 B CERK84E 3 H 27 HfF) KO 304 5 (ERk84E4 H 18 HAt)  [PTP AR RITD
WTC IZHEADERE LT,

12. ZDthDFE

(1) BREREERICED < 1F#R
RIE SHLTVDZRD

(2) FEBRERAERICE D < I1H$R
BREIN TV
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X. JFERRRAERICEEY ATRE

1. SER

(1) ZEShEEsER
VI, HhPlzBE42IEA ] &R

(2) =EeMREHR
—RHEEH & U, —ARIEIRR UM T8N - FHXEEER, MK - RS, TR R OVK - EAREIERRIC K
IFPRBI IOV TR LT, IREISHBRGZ £ L0 TR LTz,
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IR H B (10 PR #h- AR

et

100 &N 300mg/kg T—REEIRITEZE 2 L
— AR O TN I E 4 , . 100, 300, 1000 1000mg/kg T 5-0. 5 KON FFIIHAI IR I ER)
~UA, M6 |0

(Trwin 75) mg/kg DIET, $5-0.5, 1 K02 RARRIIRZS G2 BlEL
SH. 3 BRI e R R A
e (FOB) Sy b, M 6) | iﬁjwo 4 FFEGORT, L
i 100,300, 1000 | 100, 300me/ke TRz L
;é ~U A, I 6) i 3u| /1’& ’ 1000mg/kg Tl3des-0. 5 KO 1 Wikl 2 B RN A
% | e e )
(6 15, 45. 150 4 ARG OREE, 45, 150mg/kg (2) Tl HBEEWD
g v Mg 6) | R ne/ke 150mg/kg () 1 HEE 4 A BICHEFSED R
. (0
ol S o TS . 30-1000 . . ,
i% TN ORI BT ~UA, M@ & ne/ke 300 J TN 1000mg/kg C—iEDSEEHE]
#% | 74 RF IR EIC } , ,
£ | prmn CR ~UA K0 |0 | Songe L
é ;§A77~/W§HE&C&ZE@‘ Y e ;Z%ZOO, 1000 oy
K =
¥ | R S KON E R A (2P
T T LSRR " . 100, 300, 1000
(50 X4 150mg/ke. 1. p) YUA M6 R ne/ke 7L
ORI W v thing 1) <vA M © |80 ;Z%:OO’ 1000y
PRI S T3 Sob i 6 | &N 100,300, 1000 | 1000mg/kg T\ $5¢5- 1 &I A EZRARE T
EHRR T " mg/kg @ IR I
T AELE RHFIEARR ~m A (8) o 25, 50mg/kg Ve L
SKOBPL - BRI T4 T Afnf i/ MR
A« BIPRE - BRUNEMR - | ) o BN | 0.4675/0.405
S I L4025/1.215 | A 154y, 545 49C. BBAL
W | R ONTRURHE] - D - E - SO e 4.675/4. 05
W | O - OFER mg/kg
i B/ R
B I . HHIRA 0. 24/0. 06
S| FEU - R - A - I - - box 154 <
2 | LERAE - e - - | T LD HE|FE | 0.2/0.0T SIS S, HERIS ST, AL
g ey (2-4) 5 1.88/0.59
K mg/kg
L% 3.} 22mg/kg L
w2 | R - IJE - DR - R - O )
n (PR FF, QRS BEARRONATe | ™ o ’ BARA | 12, Ang/ke AL
i) -
. HEK293 o .
hERG T UK A EH oo in vitro |1.5,15umol/L |15 umol/L C12. 1% @)

R NS e D R 2. 6 &0 100, 300, 1000 1000mg/kg CHRRAEET (8%)

TR
KIS

yEr (FRATGRX) mg/kg

% 7K

%_ o 100mg/kg THRA Na s 5

%4 fi 100.300. 1000 | 300me/ke T Na“ BOXCL HRHRILEHN
e | IRESCOVREARE 7w b HE®  |#EH ng/kg 1000mg/kg IR Na YL F5, Na"JRUCL
g e/ke PRI
i 100mg/kg &0 Na/K' b 15

k1 AR 16 53700 CRIIRIEE S LT, MERFRA 45 /3 miRPIRRGese 5- L7,
k2 Bt 16 530N TR G- LT t4, KRR 16 200N TRl RReie 5 LT,
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Q) ZDALDFIEAER

1) BREER Sy b)

T L/ 2 100mg/kg/ H DREAFGT, 19NaCl SEHBEIK K MEA U 7 A ARE BB CE L7z

Rz ZFERENE B SRSSERIME S ~ b (SHRSP)

(n=9/%F) OUCHIAMAE 8 E G- 2 72> 723, R

BB VE RO TOE R OMSER IR 2 BB L= (p<0.05 : Student’ s t—test) . F7-. XA
FEDBEM) CRIER ST RERA R NI EHRIE 2 A EICHHI L7 (p<0.05 : Fisher’ s exact test) ,

2) IREER (S h)

T L L/ 2 100mg/kg/ B OREDHE-C, 1%NaCl SHREDK LMK U & A (RE VG fREHCfE Lz
SHRSP (n=7~8/%¥) DOUMGHIMEIZHEE 5 2 2o 1208, AfFEREZABIER S8 (p<0.05 :
nonparametric analysis) ., 1 flZFRE 18 #HlnE CTIMZEROIREEIIIT, 7OV IRRE TGS
2B Th, HHREEC L DAL 2 MM SR - CHM SRR O HEAMEIR L Tz,

3) IMREMAER (Sy b

T L 2 100mg/kg/ H OIREFHES-T, 1%NaCl/0. 3%KC1 EAMEHT X 5 BHAM M OT v RAT 1
>R TG U127 v | (0=28~31/HFF) DL K ONIAE O E 2 AT HH] L 7= (p<0. 05 : one—way
ANOVA followed by the Least Significant Differences method) .

2. HHHER

(1) EEx5EMHER

BISOBFERIZTRO LBY TH 2D,

dihfE S %O = 6D
BEERRE HE (n=5/%F) W (n=5/7%) . (=2/F)
beqn >2000mg/kg >2000mg/kg

T v PO XOWTILE 2000mg/kg B 52 B W TIELITA LIV > T2, 7 v F CiEFRIHAEIZBWCENE
Bl H RO LN h T, A XL 500mg/kg (RM:, =) 225 2000me/kg (KEREA, Fei#ss) £ CHEIZH
BE U CRathidiens L7-2%, T _CORERII 52 A URICEEZ < L,

Q) RiEHREEMHER
1) 9RO 13 5BRESERES ©
CD-1 =& (il n=25/FF) \c=7 L' L/ > 100, 250, 500 T 1000mg/kg/ H % 13 WRIRIER O£ 5

LT, ZTORE, —feREBROREICEITR L &SED

BT 2 e D R B A RIPT L b A DA

Motz ARBRIZIT Bt ElL, 1000me/kg/ B && 2 Bz,

2) Sy MEO 13 BEREMERER ©
CD (Sprague-Dawley) 7 b (i n=20~30/#f) (Z=7 L L /> 20, 100 }xT)500mg/ke/ H % 13 K]
RAERRA1E- LT, Z0fER, 100mg/kg/ HEROIECRURIEIEN R AR R OFEBUHEE OIS, 100mg/kg/
HEEOIE CRIFE B EERIHAR R OFEBSE OGNNSR BT Z L b, ARBRIZIS1T 2 MEagE il 3

L 20mg/keg/ B EEZ BT,
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3) T MEO 26 BRESMHRER ©
CD (Sprague-Dawley) 7 b (it n=35~50/F%) (=7 L L/ > 30, 100 }2UN500mg/ke/ H % 26 FHfH]
FAER OG- U=, ZORER, S 5REORECIEMHES THEEE (CPN) FEHUBHEE & SERERE OHINE OYRH
EHEOHEINAN, 500mg/kg/ HBEOMET CPN FEBISHRE & BAEALOHIIN, JRAVE H ORI & FURIRE SO
ZE S FLRARENN LR OIER S 5\ NTEIERDSTED HATZ 2 L nh . ARRBRICRIT B MR Tl
30mg/kg/ H A, METIE 100mg/ke/ H &% 2 BT,

4) Sy MEO 1 ERESRER
CD (SD) 1GS 7 b (M n=85/#f) IZ=7"'L'L /> 20, 75 }U*250mg/kg/ H % 1 FMRIERE N5 L
Teo TORGR, BHGHEORETIL CPN OFSEE K ORHPEA OIS, 7omg/kg/ HEEDOMETIL, CPN O
R K OVR HRR L O BE NI OV R ARG R IE R O FEEEREE DBENNAGR Bz 2 &b, ARBR
2331 B MR R 3Tl 20mg/kg/ H AT, Tl 20mg/kg/ H &5 2 BTz,

5) 4 X#20O 13 BRISMHRER
=7V R (it n=4~6/8%) 2= L L/ 215, 100 & TON300mg/ke/ H % 13 BN OG- LT,
ZORER, 300mg/kg/ HEE CIRE L OYBEREDOPIE 72 ) ., MIEEME DR D780 b, MEES 1 5%
UhBRER U=, $£70, MECIIRHRGRECR GBI U 7oA ARE SO & PR e AR E N
PO B, METIX 100mg/kg/ HEECEREEHINPIH] & Rl B BRI AR OFS B OINAGED Bz
ZED . ARSI BRI IME TS 15mg/ke/ H AR, METIZ 15mg/kg/ H & & % Havi-,

6) 4 X$Z0O 13 BERSEMERER
E—7 R ([En=6~12/Ff) \Z=7L L/ 1.5, 5 KO 26mg/kg/ H % 13 MRHISAER A& G- Uiz, £D
fEd. 26mg/kg/ H CRINZHROE B L OAFEEE & RIE B ERIAIEDR A DT Z & vh | ARIC
BT DR T bmg/kg/ H & & 2 B,

7) 4 X420 1 ERGEAER
E—27 VR (HEE n=8~12/#f) |Z=7L L/ 1.5, 5 KN 100mg/ke/ H % 1 FRIRIER OG- LT, &
DS, 100mg/kg/ B #ECIIMERECAREHINHNTG] & B B EERIRFAEIZ R O FEEBERE OGN, K TR
DR & FRFGEDZRD DT 2 LD ARBROMERMER IR & b bng/kg/ B & & 2 b=,

Q) EfzEEaER "
FERIZFLFHFEMEN DN T 2 W AR ISR AR L N~ T R Y 7 p—~ il g W8 s 122
RABHEGBRZ L0 | Qe fRBFEFRIECOWTET v A =— AN LA Z —PIEHI 2 IV o e bR B R
BTy MEREE O IMEGBRIC K OBET L, Wbt CTh o7, RENEMIRICR Y in vitro
THht MBI 2 FEAHRD Bz, ANEY DNA SEGRBRIC K Y 7~ MR 5 DNAEE %2 7
7=, BB CchH o7,

4) HARMEEER
D pE3ATHA/ Yo T R IRER= 6 h ARRORENARMERER
ps3 TR /)y 7Ty A ([ n=15/#) ([C=7 L1/ 100, 300 TN 1000mg/kg/HZ 1 H 1
M6 » AMBER ARG Lz, £ORER, 1000mg/kg/ H 25 L ThH, =7 L L/ AZEKS 5303
MTRRD LI T2,
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@7 v FEAW: 2 FRIRERORSNARMERER 7
Crl : CD (SD) IGS BR 7 k (it n=85/#F) Iz LL /20, 75 Kk} 250mg/kg/H%& 1 H 1] 2
ERIRAERR G- LT, ZORER, 250mg/kg/ H CHEAREIIIINHIA A DAL, AFRIZIF= T L
L DRI BRI o T, CPN OFSBUERE & 5\ TEREEE OGNS 75 KON 250mg/kg/ H BEDE
L BB HRHEOHE TR DAL, BsIRHEIIEOFE AN A E/2HN 250mg/ke/ H OMETFRD B
Ty, BRI RHE I & S B RS O R B A I S/ 5 Z L iden o Te,

CHIRMAEETIZH 1155 v FERALV: 2 FRRO&RS5HER 2
Crl:CD (SD) IGSBR 7 b (Mt n=85/#f) (=7 L/ > 250mg/kg/ H % 2 FFRIEHIRE (i 5- L7,
ZOFEE, BHIBEET & ki LTI 5232 CPN OTEREEEBR L, BIIEEOFEIC bRt A7
EAITGRDOIT, =7 LU ATEERER NI B HD,

(5) HFEFRESMHAR
1) 5y FOEFERER UFIHIERAE N SERICUV =5 E TOHREED

Crl : CD (SD) IGSBR 7w b (M n=25/8%) \Z=7 L1 /> 100, 300 TN 1000mg/ke/ B % Ml IACEIRI
(214 HIEPAER G- U IRALE O & A0tk TR 7 H £ CTREG- 2 LT, BEIASBi% I 52 Blth L,
70 B EF G- L C 2 [B] H OZHL % IEALE O - 175 72,
ZDRER 300 L TV*1000mg/kg/ HFEDKE L 1000mg/ke/ H FEDME CIAE K ONEEFEDIRD H3T80 BTz Z
LMD, *ﬁx*ﬂﬁ x4 D MR IHET 100mg/kg/ H, HET 300mg/kg/ H &5 2 Hi17-, 1000mg/kg/
HAEEORECHEE - BEEIRE RO K OGERRIIRIE CEROBNNAGRD BT Z L0, HEOEFRREIC KT
T HMREERIL 300mg/kg/ H &EEF X Bz, —J7, MEOARRER QWA « MRV 2580 T TRk
THRD LIV ST Z LG MEOAFERE N OWE - JE VRIS 2 gl TV T4 s 1000mg/kg/ H &
Bz b,

2) v rOIE - BRIBICRIFTHED
Crl :CD (SD) IGS BR 7 v b (M n=25/#%) (Z=7L L /> 100, 300 &N 1000mg/kg/ H %, #FHE 6~17
\—)iTgﬁ: NG Uiz, ZOfEF, 300 &N 1000mg/kg/ H CRHADARE K OMEEF &I/ 75> 2D BT
 FHAOAFHREIZ AT 2 B IO T OB CTHRD LR -T2 Z L0 h, FHAO—EE x5
fﬂf*rii X 100mg/kg/ H | AFHREIZ33 % MEFEME &L 1000mg/kg/ H &5 2 Hiviz, BRI T i 1000mg/kg/
H CIREDOID DR BT 2 &b IRICxT 2 kT 300meg/kg/ H &5 % DTz, 1000mg/kg/
HOHETYH, 7 v MUEGFEETED STz,
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3) IYXDIE - FRIBICRIFTEHE®
—a—U—F  FREMTYX (MEn=25/FF) \[c= 7L L /220, 100 T 300mg/kg/ A %, #E4E 7~20
H & O A% G- Uiz, ZORER, 300mg/kg/ H CRHADIKE K OYBETEORII A B, FHIMIIR
BOBEMBRD SN2 s, BHEO MR OVAESERE, BT 2 EmEEETVITN
100mg/kg/ H &35 % BV, BHAD—fa M OVEIRREIC R A R MERICB T =7 L L ) OlgfEE
GEEBTEHEM D AUCy 5y 13X, B MZ 100mg 2455 LIZRi0K 8.3 fi (R 19 H) Thotz, 728,
FHAIZ U CHEMERBO A DAL 300mg/ke/ HOHETYH, 7Y RIEFIEITRRD D -1z,

4) Sy MIBITHHERMRUEERREICRIFTHED
Crl :CD (SD) IGSBR T v h (Hfn=25/FF) lz=71L L /> 100, 300} 1000mg/ke/ H % . #HE6 HA>
SHFE 20 H F CRAER OG- Uiz, T OREE, 300 KON 1000mg/ke/ H CRHADAE K ONEEE B3
éwentw FHADAFEREIZ R T 2 BTV T ORI b A DAV -T2 2 e, RHEO—FE
WA MRS 100mg/ke/ H ., AFHEABIC R~ 2 MRl 1000mg/ke/ H & B 2 vz, FHART
%, 1000mg/kg/ H TR AFRO HIIZZ EnD, Fy AR 2 MEEr sl X 300mg/kg/ H &5 %
Bz,

6) R
e L

(1) ZfhosEkE
1 hEREE?
BVE Y NERWCREMERRE T 7 ¢ X RIS ZHET 7 4 7 IR O T AT
N FWEZHEET 7 4 7% 0 —IEDOWTNORBRICBNTH =7 L L TP Z R S 72y

77,

2) {Kk7EtE™
T UL AT RGN K O BRRER | IS W THRR EF 2 397, BRI b A 50
72730 T2 T2 SORAEMRBRI X 50 S AU TURU Y,
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X. EEMNFHRICET SRE

1. BHX5

i} # . =5 F§E 25mg + 50mg - 100mg KL 758 [ 4K 5L TP
H) EE-IEMEONMLFZEIZLVMERTHZ &
H5hESy - BIR =7 L L v WG EIERY
W) FE-IEMEONLFEICIVMERTLIZ L

2. A

AN - 3 4F

( TIV-6. BHIDOBFESMF P2 T 2LZEM] DHBM)

3. BENRETOITE

RAFSRAE « IR PRAT

4. RFMFLLDFE

=r
[=]
T

PRE I LTV

5. BERITEM

BEREKRLTA R : B0, <T0DOLEY : HD

6. R—m7 - RZE
[Fl — 4y 72

L

[l %h . hoTHLry v FiL, o777V~ LA UiEE, Ava /)50 Mok

1. EfREEEAR
2002 4E 9 A 27

A CKE)

8. WERFTADFABRVARES. EMEERHEFAR. RETHIKEAR

IR e AGRAEA H HERE HAMFLHEIEAE A H HRFERRAETEH H
+ 5 5 §E 25mg 200747 A 31 H 21900AMY00033 2007 £ 9 A 21 H 2007 4 11 A 13 H
7 7 B 50mg 2007 47 A 31 H 21900AMY00031 2007 4£9 A 21 H 2007 4511 A 13 H
¥ 7§ 100mg 200747 H 31 H 21900AMY00032 2007 £ 9 A 21 H 2007 4E 11 A 13 H
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9. MMEEXFHREM. AERUVAEZEEMZEOEAARUTZORNE
2016 4F 12 H 19 H& 7 7 & 25mg * 50mg
(7o OFT o BRI ER LT VAT v MR AR, B TR, FIRIEE D
EMRIFRZZ T T D EBE  BIEOARE) O XITshE, HiEKOHEEN

10. BEEHRER. BIM@ERRELAREAHRUVUZORE
7 J §E 256mg + 50mg + 100mg : /& I ESE
FEAR @ E - 2017 4R 12 A 21 H
MRS BRSO MNE ., AR LOL 2 OMRS BT D158 (BRFN 35 4RIAHEE 145
5) 1 BIASEDOAFIHEOMEICL DEHEENKT L, EASEEBELE 1221 5 15 (PR 29
12 A 21 AN ICX 0 BREAE RSB SN, FREAEMEICHEY TZhfE - D18 RO T -
H&E] OEEITR,

11. BEETHM
7 F §E 25mg « 50mg + 100mg : /& I ESE
84 1 2007 4E 7 H 31 H~201547 H30 H (#71)
t T F5E25mg « 50mg 1 7 VAT Y U EMRERIAERE I AT v o MR, B
HEWTEE FIRIEEO KRR A Z T TV D EE  BIEOAE
4 4F 2016 4F 12 H 19 H~2020 4F 12 A 18 H

12. HEHRMGIRICET 51EHR
ARFNL, FEFEELR] R OSSP R R QNSRRI S E EA BB RE N E O 2 e FHHSE (PR 18
TR A B SR 107 5) O— % E L2 Pk 20 AEE A BE SR 97 5 (AL 20 4F 3 H
19 BAP) © TESEMIBNC BRI DAL TW DRSS IS L,

13. ®iEa—F
JEAE S5 18 HEAT
i 51 = 2 iy =2 — - Lt 7 MERALE
R Hov A HOT (9 #7 = _
ke ﬁf%izliﬁiuu BT 2— 1) 9 #1) FH AT A a—
+ Z 7 8 25mg 2149045F1029 2149045F1029 118176002 620005824
+* 7 Z §E 50mg 2149045F2025 2149045F2025 118177702 620005825
7 7§ 100mg 2149045F3021 2149045F3021 118178402 620005826
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EEEH

1.

FHENETOHRTRR

7L L/ i, KEIZBWT 2002 4E 9 A ICEMERE, 2003 4F 10 A IS ODHEZESZ O 9 - e R
EEMEINE & U TRRBI L TLR, 5 60 » ELL ETHEGRZTIG L TW\Wb (2021 48 HBIE) .

AN EBT DT E, HIEROHEIRLU TOEEY TH Y | HETORFIRN & XL 5 EH
DIN®D %,
4. ZhEEXIEZhER
(5 5 25mg - 50mg - 100mg)
= I E5E

(5 S5 25mg + 50mg)
TEROKET. 7o0FTUOP VEBRBERETEIIEITOOAT OO U I ZBARERE. B EE,
FREZFOEBAEBZRITTVWLESE
EHLLrE

6. RZRUAE

(B ME%E)
WHE, RAIE= T L L e LT L A LR 50mg 2 BEGEFE L, SRR 78551 100mg
EFTCHET LI LENTE D,

(BHELTF£)

WHE L AT T VL e LT A L E 26mg i BEG-ABILA L. MiES U v Al BEORE
WIS UTC, &EHG»S 4 BRLEEA B 221 B 1[E 50mg ~HEET 5,

722U, PEEOBRSREREOH HBRFE TIE, 1 H 1 RIFEH 25mg H&R52BG L., R RKHAEIT L
H 18] 25mg &9 5,

¥, MIEA U U AME, BFORIEISE UGl B E LR 5,
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E% KE
BR5E4 Inspra (£ VAT F)
St Pfizer Inc.

SREN (T
EYES

DHEERD S ~MiELhF£
AANT, BYEOMHEZER D S oMt OAE (EEBRHE 40%LLT) 12X DERERZ A4
LHEED ) BIERPZE L TV D EEICBNTEM PR EZYET DRREINRIN TN D,

= IME

ZK%'J;* ELERE DRI A G & L, BEZIR AR, MEZE TS 81k, EiC
FRHIRIL I ZE & o T BEME K USEBSEIE D DILE R A N b DY 27 %ﬂi?é-ﬁ:é

_:}KLE@xJJST%i SHLERIR 7 T A S T D Mo & M ETRRREE & O HEEAERIZ B ) TFR

HHENTND,

KR - &8 | 26mg $Ef c =L L & Bmg AT A,
50mg $EH| : =L L A& 50mg AT 5,
RERU IDEEEZRD S ~MELA£E
A= 1 H 18] 25mg o EHGZBMG L, BEOIRBFENELF THIUL 4 BELDNICHERERAZETH

%1 H 18 50mg ICHET 5,
AR OTERREHZIIER LIORTEBVIEL Y v AMEIZESWCHEZHE T2 2 &,

F 1. OHEEZER O 5 o MMEOARRIZIIT 2 1 &

MmigH Y 72 (mEq/L) F SRR
<5.0 FRH 25mg 7> 1 H 1] 25mg [ZHE &
1 H 18] 25mg 725 1 H 1 [8] 50mg |2 HE &
5.0—5.4 PR L
5.5—5.9 1 H 1[5 50mg 2>5 1 H 18] 25mg |2k

1 H 1[5l 25mg 2>5 0@ H 25mg 1 ZJ8i &

b H 25mg 7> b HT

>6.0 RIEL . MG H U o LMED 5. 5mEq/L A AR T L7y
SCHEH 25mg 55 FHER

=IMmE

AFNOHELIEAMGH &EIX 1 B 1[5 50mg Th 5, $ﬂ14LWUW TIBHEN RN KI5,
H 18] 50mg CTRIRA+ 72 BE 1L, AKlA2 1 H 28] 50mg IZHEETH Z &,

AHK % 100mg LA EES L CHRREERDRITHERET, mh Y Wbmﬁi@ V27N EHT BT
b, Ik EARFHEREI R,

WRINDZE=ZS2Y VY

AFN OB E-BRAERT ., & 5-BME UTHEFRE S 1EBUNE O L » A%ICmEL Y 7 L% H

ETHIE, TOHLMBEL VU LEZEHMICREST D Z &,

¢ EFEOD CYP3A [HESK, ACEFHEIRK, 7o VAT v v v I ZFRREHEIIERAT a1 Nt
RAEFL (NSAID) OFeHBEL, 3 B D 7 HUWIZIIE S V 7 A K MEYZ LT F=2

%:?EIJE@“%):&O

FEED CYPAHEEGHAICEITIHAEER

HEERED CYPSAPRERR () Ap~ AT v, T BN, XTI, T af Yy — Lk E)
DOFH- 25T T D ODREZER D 5 > PO AR ERE T, AAIOHEIX L A 1 [E] 25mg &
R 72N &, FEEED CYPIA RERDOER G 2517 TV 5 @M EMERE TIX, 1 H 1 [a] 25mg
NOFGZBET 5, SRR RBEICIL, AR EZRA L B 20 26mg ITHEET D Z LN
Tx5,
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KR LHRHAXE (EEH) OBE 2021 4 3 A ekaTHE

E4 EE|

BR5E 4 Inspra (A4 A7)

St Upjohn UK Limited

EEX DM FEIERE DDA B

PIES
AHNL, BEEREE 7 COEMEIRFRIZIBIN L, ALSEERE (EEHE 40%LLT) kO
AP D ZER DDA I K DEFRIEREZH T HEE D S BIERNLZE L TV HEE
TOLDMERERIZL A C L OREBY 27 ORI,
NYHA DMEREFEZ 7 2T (1B1E) DL ARERE
AN, WY ZEAERERICIB L. NYHA (OMEREDHE Y 7 AT (184) O AREREE
IAERSRE AR 2 (BB 30% LA T) AT 2 AEE TOLME REBIZCE DT K
OVEER U 27 ORI & 72 D,

FIB - 58 | 26mg i/ =L L % 25mg AT B,
50mg $EHK| : =L L ) % 50mg EHT A,

RiERU BBRFIL L THEEZFET 5720, 26mg O 50mg ORKINH 5, e HEIZ 1 H 50mg

HE LT 5,

DAFEZERS O LR

ARANOHELIHERFH EIT 1 H 18] 50mg &35, BeHI1X 1 H 1] 25mg 22584 L, Mg H U
U AMEEAEE LT, 4 EBMLPIICEEMAED 1 H 1 [FE 50mg FTHHETAZ ENEE LUV
(F1zM]) . @E., ALHEZEE 3 B D 14 HUNICARIOR G 26+ 25 2 &,

NYHA .DMHEREFRZ 7 A T (181E) oL ARERE

NYHA CMHEREDHE Y 7 AN OLAEREZITIE, 1 H 1B 25mg OG- 2B L, miEH Y
T AMEAZEZ LT, 4 BEDWNICEEAED 1 B 1A 50mg OG5 RS E LN
(FE 1MW) , MmiFH VU v AMEH 5. 0mmol /L Z#8 2 5 BEIIIAF OB G- BB LN 2
i

AF| O 5B, BB SUIHERE S LEBUNE DL » AZICIES Y U L%
HE L., ZO%LMEICS U TMED Y & A2 EHHCET S 2 L, REEG%IT. #
LIRTEBVMED Y 7 AMEIHESHWCHEZRE T2 L,

* 1. BHBRE O R

Mmig# Y 72 (mmol/L) AL FH R

<5.0 HE & bE H 25mg 7>5 1 H 1 [A] 25mg (&
1 A 1= 25mg2>5 1 B 1[E 50mg |23 &

5.0—5.4 HERF FAEFE L

5.5—5.9 Tk 1 H 1[5 50mg 726 1 H 1 [A] 25mg (2 J&
1 H 18] 25mg 2> 5E H 25mg (&
@ B 25mg 7> & I8

>6. 0 r PR

M52 U 0 DMEAS 6. Ommol /L LA b & 7p 572 Z LA &0 | AA OG-z Pl Lz RiE, i
7Y 7 LMEDY 5. Ommol /L AKX T L7 T, B H 25mg 2> bAAIOH G52 HER4 % 2
LIPRTED,

NYHA DBERE DB TV-5. (7) 2) OAAEANEMEOARREE 2L L LIEIHERER ] OHESR
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2. BYMZBIT HERRIRER
(1) $ERICRT DBIMER (A —RX S UT D)

AIBIZBIT D 9. FEOHFE2ATLEECHETLER 9.6 i) 9.6 #3lim] DOEHORHIT
UTDOEBYTHY, A=A LT VT OGEEITRRD,

9. HEDHEREAT HBHICHT IEE

9.5 1FiF
Bd SR LTV 2 TREME D & 2 PRI, 18R Lo AR faRiE 2 EF S &l s
LB OREETHZ 8, HRT v NEROUY R TV L U EROES L-RRICE
W, BBIRICBITT A Z LRS-, ZO, BHEREIIZEONRDo=0, X T
VX RIS DRI NN AN ERD BT,

9.6 2317
1B EOFRIER ORALREOA A ZE L, BAOMSUTTIEERAT52 8, b
BT DARBNDOHA A BT OWTEIARATH L, B OMER 7 v Mo "= L L/
VRO LB OBSRBITHIICBIT T2 2 G ST 5D,

S

A=A NZ VT DI
(An Australian categorisation of risk of drug | B3 (2021 48 H)
use in pregnancy)

<% pEOME>
F—X S YT D5H%E : An Australian categorisation of risk of drug use in pregnancy

B3 : Drugs which have been taken by only a limited number of pregnant women and women of

childbearing age, without an increase in the frequency of malformation or other direct
or indirect harmful effects on the human fetus having been observed
Studies in animals have shown evidence of an increased occurrence of fetal damage,

the significance of which is considered uncertain in humans
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(2)

INRIZEET B EREL
AKIZBT B 9. BEOHREZATLH2HEEICET2EE 19.7 /NNEE] OIHORBHITILLTO LY
ThHY ., KEOUHCEROHEED SPC LT HRAD,

9. HEDNEREHIHBHICHTIIR

9.7/hR

NS A Ge & U T IR IRERBR 13580 L TV vy,

Hi i

RLICN A

KE O SCE
(2018 -5 Ak
EHD)

Pediatric Use

In a 10-week study of 304 hypertensive pediatric patients age 4 to 16
years treated with INSPRA up to 100 mg per day, doses that produced
exposure similar to that in adults, INSPRA did not lower blood pressure
effectively. In this study and in a l1-year pediatric safety study in 149
patients (age range 5 to 17 years), the incidence of reported adverse
events was similar to that of adults.

INSPRA has not been studied in hypertensive patients less than 4 years
old because the study in older pediatric patients did not demonstrate
effectiveness.

INSPRA has not been studied in pediatric patients with heart failure

gt

T

#E[E D SPC
(2021 4 3 Atk
i)

Paediatric population
The safety and efficacy of eplerenone in children and adolescents have

not been established

Pharmacodynamic properties
Paediatric population:

Eplerenone has not been studied in pediatric subjects with heart failure.
In a 10-week study of paediatric subjects with hypertension (age range
4 to 16 years, n=304), eplerenone, at doses (from 25 mg up to 100 mg per
day) that produced exposure similar to that in adults, did not lower blood
pressure effectively. In this study and in a l-year paediatric safety
study in 149 subjects (age range 5 to 17 years), the safety profile was
similar to that of adults. Eplerenone has not been studied in hypertensive
subjects less than 4 years old because the study in older paediatric
subjects showed a lack of efficacy.

Any (long term) effect on hormonal status in paediatric subjects has not

been studied
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1. 3% - lREXEICKE L CTERRHIZ1T S ISH- > THOSERR

AREOBEHRICBET DER  AEIZIIAREZ T TOW AW EICET 2 EHEERNE b, REBRHTE
EPFELL TORVARLEENTEY, HETHRHINLTWND
FEELTIRARLTWS, EREREFEEVDEKEHZMET2 ETOZBIERTHY . I LEDOHR
BERTHO TR,
(FEsiARAL - TRy 3K 0 I IR SN 2 A4 R 74 I2BT 2 Q&A 1220 T

(2D 3) | SRILE 9 H 6 AFTEAGBE R - AiGHA R EIFEE « FRER

R TIE TR DI R %

AR IES)

(1) B8

Y J J OO Z TN

e 2T 7 50mg $E
REL O T sk E AW Tie 5

RIFSAME - D30°CT5%RH, EANEOL GEXBIME Y T AH)
@30°C75%RH, =|EWN#OE (EHABIET 7 2 HK)
@30°C75%RH, =|WNH#OE (&R T 7 2 )
@30°C75%RH, =EWNH#OE (ZEAERT 7 ZH)

B EREH - B4ARE, 7 H (168hr) , 14 H (336hr) , 30 H (720hr)

AERIEH - AMBUIRIRIC CTBIZE., S RITERIEICTHE, KT EEIC THIE

HEBREE AL 1B, B8 - KDERE3 B (FERIL3 BOFEHEEZ R L)

REAER T T 50mg §E

Eﬁ AT I E

ESL BH ha g 7 H (168hr) 14 H (336hr) 30 B (720hr)

T TWVEY | IKo2TnEY | I Ty | I HTne
PR ) bk ) bk ) bk ) bk
O aa (%) 97.5 97.8 95.9 89. 8
[t BAGARE (%) ] [100] [100] [98] [92]
K5y (%) 2.65 3.20 2.98 4.01
T9TWVEY | ZK9TWVNEY | ZKHsTWNEY | T HsTnEY
PR ) bk ) bR ) bk ) bk
© aa (%) 97.5 97.7 96. 6 90. 1
[kt BAGARE (%) ] [100] [100] [99] [92]
K5y (%) 2.65 3.23 2.97 4.05
TKHAFTVEY | T HITVEY | T HTVEY | I HTunEr
IR D kR ) kR ) ok Dt DEyF
® & (%) 97.5 98.9 98.3 90.5
[t BAGARE (%) ] [100] [101] [101] [93]
K5y (%) 2.65 1.97 2.05 2.94
TKHAFTVEY | T HITVEY | TKHTVEY | I HTunEr
IR D kR ) kR ) ok D ¥

@ & (%) 97.5 98.8 97.5 90.5

CkF - BRSERE (%) ] [100] [101] [100] (93]
Koy (%) 2.65 2.05 2.22 3. 44
) AENZ i L COREITE S L TIHER L T, GEEEL

XITI. fi##%&
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(2) HitR - BANRUREREF 1 —J0EBM

RERHE | THIRERER G NV R 7y 782 iR VIS8 LT HEi,

« T AR —PNIZEEH A AL B5PCOIRY; 20 L Z W WVEY | R DEE LTS 4
il B ARAE S %,

5 DRBITT 4 AR —Z2FT 90 15 (HEMES L TR L. B - BB ORI A
BT 5,

-5 DRICAE L WEES, 61T 5 SEE%R., FEROBIEEZIT 5, 10 SHRE
LCHHEE - Bl L2WEE, ZohEesHiEd 5,

cZOHIETEELD S B LLFOENE R] ICAB LR a—T ¢ v kg%
LCob, Fo, B 7 ANEBE L TREIEZ T 4 AU —RNICARL TS,
FRRICEBR 21T 9. T —T 4 v ZHEEIT Y — + O b b EEH & S CEIENIWTFT
Do

[3¢] sEAlAE - H 7'V BRERH E AL UE

( TNIRERRE RGN RT v 782 i Y k0 —Es8cEy

AU E—Ea—TF—2NO FHEOZEMN] B [WEERER] omBEE T NRE -
W - St OREHN T4 HEH LWL 30 HEEZE] OBa, TR L35,

O Jottix, BRECE) BENZETHE ) 2345,

@ TE] &%, &8 - M 0% LR s 256 L35 (B&E - J1flioiER
FERDTEHIN TV DHER) .

® 2L oFEM - RiRITH > THLETIRHRER S A1) &5,

- BRI TS (RERTE - BRRMEZR &) NEnTEY ., BiMb3 2 2 & TEORMENK
DD AREMERH DAL TRA[] L T5,

FilA A S 2
s 1053 a—F 4 L U
t 7 7 FE25mg e
& :7 ’7@%50mg X O
t ? ?ﬁilOOmg X > O
a) ERET 256420, LangEaexX s Lk,
(FEPNEEEE)

1) AFN O 5 R TORG IR L UTITHER L T,

XITI. fi##%&
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TR T R

AR TVE | BB . TSRS RGN R 7y 78 2 il VICHE U C Ei,
R BUIRERER T O N IRBIR 2 R F 2 — 7 O L 0K 2~3 mL/F O E T
YA X 8Fr. (ZLF) | 12Fr.. 14Fr., 16Fr., 18Fr. OF = —7|ZIEA L, @il
PEE BT 5,
« 8Fr. = — 7 Zalid L7 i oW T, FHERER A ERk L, 18Fr. # A ha A%
YT 4 =T 4 T F a—TIHEA L CEOmE BT D,
cFE T BEFEALEZRICEEDOKEZFEALTT 2—7 « WA MaR¥ oNEDED K,
HEAZHN « Fa—7 « TAIaRZ CHICEDPEGF L TNDINE I ML 20l
WS D,

AR A R

AR Fa—THAX e e

8Fr.
12Fr.
14Fr.
16Fr.
18Fr.
SN =t

7Z v 2/kK60mLTF =2 —T N

+J J £E25mg ey

8Fr.
12Fr.
14Fr.
16Fr.
18Fr.
HA o b)

75wy 2K TF 2 —7TH
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