k3% 20214 6 BSKET (55 3 hR)
* 20214 4 BRET (85 2 hR)

B ¢ RIRAE

R AR : ODS7.5mg - 15mg - 30mg (361
VR B FIERE
MVNT 5 2 OB iR

YL2N OD%E7.5™

WORE1% (3088 H)

B, LABEER"

F)ER—EMEOLLTECLVERTEL

BAGERR T ERES
872139, 87249

ARES BRFCRE
OD#%7.5mg| 30100AMX00226

40,21 0D2E15™
#0,210D:E30™

Samsca” OD tablets

NILINT & 25BN

YL TR 1%

Samsca” granules

OD#g15mg | 30100AMX00227|  20194:11H

OD#£30mg | 30100AMX00228

K1 % | 22900AMX00508| 20174 6 1
AD93X2B32

1. BE
EN=]

(DARLRUOFBRZEICH T 5 FKEITE

1.1 REREICK Y. BBEKFRDL S HEKERPS
FRUILMEERL., BHEEICE > HEFIFH
LE3hTHY., £/, AaBEMBEF MU I LEBED
ITRICLI2RBEEMHBERBERT S ThIH D
ZErS. ARRTCHREZHIARISERETS Z &
/-, BHICERERBARGERBAICIEmEF MUY
LBE#ERICHFEST S &, [8.8. 8.12, 9.1.3,
11.1.3. 11.1.4 BH8]

(SIADHIZ BT B1KF I U ™y ALIMIE)

1.2 REBE(ICLY ., BBEMFEF MU I LEBEDE
BILLPRBEMBBERBER TS ThIH D
Ehs. ARTCHRE%6E,. BEIIHRL., &
BEemMEF MY LBEOLERFA#S5NEBEICE
BYARBEITY C &, HICERSHIBEA. EBEAX
ITEREBICIEKRAFIREFERL. MFEF MU LE
EXERICHETHE, [8.14. 9.1.3. 11.1.4 3
jiie]|

1.3 AFBERIMBEF NI LEBEEE=SUL T
Liahs, BEBICRKEZHREE L. &Lk
[BEi5ET B &, [8.14. 9.1.3. 11.1.4 BH]

(BLEFEEHLRED S RE)

1.4 X&Z, BLEAEMSREOIRBICOVWTH
DEHMHESLOEMNS & T, BELOERES T
fattE FES EHE SN B BEICOABETE &,
T/, AEBRERBICEL DS, FBIKRF/ETAES
¥REF TR AV EXEELITHERESRRT
3ThiHd &, BEKIERRCEHENE
MEREZICLBDEZZUITDERIVETH S
ZEEED. FXEOEFEMIMRVERIEEBE IS
ICEHBAL. EEZEE3 &,

1.5 45 ISR ERRIF VS FEHIC VT, BF & KkF
RICESBRAKER. &F U LMEL EDRHER
PHEHNhBEZThIPHI2DT, 2L EDBEFED
BERRIZABRT CITVL., EY A KIERBOLES
ICOWTHET B L, £/, FEFEHIIDEL
EHRIEIMBEF YD LBEZRBET DL,
[8.21, 11.1.3 8]

1.6 AFD/REICLY . EELTHEESIREL -
EFFPHEINTVWRIENLS, MFFF AT
F—HEERUBEVILE EE 8 - TiegE %
DHIARFRERBR R UEERICKRREL . FFIERS
hligd B ESRIRISTHEERE SRR T 2 2 &,

T EEPROSNAHEICEESLICKREEHIE
L. BY EREZIT> &, [2.8, 8.18. 8.19,
11.1.5, 15.1.1 ]

2. BE(ROBHEICEIBELEWI &)

(GhEEE)

2.1 KA ORI EPALED (N T & ViR
N UBBIEDO AR O H 5 B H

2.2 1178 % & U 7 SR 7 A3 R 3 7 JR A [ BR
MAEFE DB X Y EF Y 7 L EE K KO B
FNBDH D]

2.3 M IR L Cw A etk o d 2 Z1:[9.5 =
1]

(DAL RUFEZEICE T 52 HRETE. SIADHICH T
BKF b Uy AIIE)

2.4 WRDOBE AR OB EIPEETE v.]

2.5 @YY 72 A5l A R 3k e B N E 0 B [9.3.1
%]

(DAL RUFELICH T 3HRETE. E1atEd

SEMED S RE)

2.6 & YU AL O BE (AR O KFRVERIC X
DEF b AMFEARES B BFNDH D]
(BEerBMLRED S BB

2.7 EE BRI (eGFR 15mL/min/1. 73m2A%i)
DHHBHK9.2.2 BK]

2.8 BN 9. AR A Gk B 5 A5 o T B B (R
et MBS HYE D ) BB EIES 21T 0 ) e % B
) XIZZDWAED B 5 BH[1.6. 9.3.3 B ]

3. fERK - MK
3.1 K
W5t R % )
B4 A A | 188 vfedFyrrortenro—

oy

O D $E|bWNTH U7 5mg | A, D-v ¥ = b—)b - KR

7.5mg FErFofsy 7ol
H 4 A A | 15EH O—2 - RYE=Z V7V I—
O D $E| b7y »15mg |V (B4 AAL) R, &
15mg BAKRKE NV, A7 F0—2A,
F LA A |15 byERITF Ty, FHh2
O D 8 AT 30mg [FTNVI=TAL—F, AT
30mg TY VBT AT A

FAZA |1gh AR, vy ERI YT
WiK1% |FPAUANTFZ U10mg |V TV, RV —Z, b

FefFy7ruertruo—2a,
R A B, 257V
I=ZUAL—F




3.2 HADOHRK

o EE

(mm)

S

Waess | MR
(mg)

ol
A 0| = =
2 £ | ) S

YL
O D

7omeg o sk

2.6 | %85

FARA | FOOH| = 7
O D $EMAY D I

3.1 #1170

HoH
FazH |0t
0D & WA D

. 3.1
30mg [LtFiF D)

#1160

HFAAH

w10, |05V I GO BRI

*4. FHEENISHFR
(B LA HODEE7 .5mg. B L X HFERI1%)
ONV—THREEZDMOFRETHREFR T2 EOF-L
& 2R S
ONWV—THREEZEDMOFRETHRERT I EEE
& B 1R S
OFMFIRFIVE > FBEE P RAERE (SIADH) (5115
& MU LAMEDSE
OBRBEIEICHEXLTEY., DO, BEREDEXER
EFRVELEEEESHEMD S B OETIH

(Y LL XA HODEE15mg)
ONV—THREZDMOFRETHRERT2EOT-L
IZH1T 2148RETE

OMFRAFIVE > REE D BAEREE (SIADH) IZH1T 5
EF MUY LAMEDKE
OBBRBEFERICEALTHY. pD. BREBEDHELE
EFRVELEEEMESHEMED S BB OEITI
(# Ls X 7 OD#E30mg)
OMFRFIVE > REE D BIEREE (SIADH) IZH1T 5
EF MUY LAMEDKE
OBBRBEFERICEALTHY. »D. BREBEDODHELR
EFrRVELEBHFEMSEMED S BB OETIMH
(B#%)

OD$¢7.5mg
wipi10, | OD¥¢15mg | ODSE30me
DA B B AR O o) —
WEREZS 12 B4 2 R 0O = =
SIADHIZ B} 4%
Y v A ILAE O O O
P ) % ¥ 0)
f?;g L 5 o o .

O: by —  FiER L

5. HBEXIIZNRICRIET 3R

(SIADHIZ & (F B1&F b U 77 LLLSE)

5.1 A#ANZ. PLAVRF IV E ¥ A5 WA B RE (syndrome
of inappropriate secretion of antidiuretic hormone :
SIADH) iZ2oW T 4Lz b oK b & T,
SIADH: WS h7z BB 5T, BHicH
7o o T Bl O EA S FE 2 HE 8 2 4 B S e TR P e
JE v IR AE 6 T S BT T A B BB R S 1 B 5 % AR E S
PNy 7V v v (SIADH) O #Z W o F5l & 155
EBRMTHZ L,

5.2 KAHIBRAZ R L THMF MY ¥ AMAEDHFH LT
WHRWEEICOABEHTAHZ L,

(BEEAEESEMD S RE)

53 UTFTOWTFNIZHHEMTHLEITHEMTLHI L,

- W RARE AR AT70mLYL L THh B 2 L,

2)

AT R A5%/ AEU ETH BT L. B
KRB, WS AK750mLEY, ET BER OB
PHWEEEI N BHEZHMAANT, [17.1.4
]
5.4 B HBHBROZ L7 F= 2 ) 79 ¥ AH60mL/min
KO BFITBIT 2 AR OREEIHELL TR
Vo BRI, RSB0 VLTS T

7 ¥ A2360mL/minPh EOBE ZMA ANz, [17.1.4
2]

6. AERUVHE

(ODRRICH T BFKRETE)

HEHEL BAZIE PV ATy 2 LT15meg% 1 HIFERE
#5395,

(FFEZICH T 105 8)

L RACIE P VAT Y v LT7.5mg% 1 HI1#%
353 5%,

(SIADHIC & 21K F b U 7 AIISE)

WH . RAIZE P VNS H v LTC7.5mex 1 H1M#F
O%53 %, LEBLT, 2 LvmiEF T+ v A
WEICET 2 TERBWICHETE 2, &b, BHED
REICX D BEERT 25, BHEHEIZIH60megE T
&35,

(BLaetEZusRED > RE)

R BAZE MV AAT Y L LTLH60me % 208 (]
45mg. A J715mg) 2/ TR S 2 BB+ %, 10
60mgD MR TLEME F&E5 L. B2AE%0H 554512
. 1H90mg (#60mg. # J430mg). 1H120mg (¥
90mg. # }30mg) & 1R LLE O RIFE %2 221 CE B
WCHWET 5, 2B, AAEMICIE UCEETHRT % 55,
EEHRIZIHI20mgE TET 5,

(3%)

$5Jiik
1TH1M

DAREICBT 51k
it
NFREZE 12 303 5 1k
W
SIADHIC BT 2
K B U ALSE

RS
o 5 Rk

15mg

1H1Ml |7.5mg

BAGT 7 .5mg
(DZIE U Cillig) — I il i 60mg
BAGH R 1 H60mg (§145mg. 4 J715mg)

1H2M } 1H90mg (H160mg. # }730mg)
(#i%) 1H120mg (#190mg, 4 /30mg)

7. BEAERUVBAEICEET X8
(DARLRUFEZEICH T 3 5%&EFE. SIADHIZH T 31K
7 b Uy AINSE)

7.1 CYP3A4ARHER (4 bS5 aFV—, ZVaFV—,
o)A~ Y UE)EDHIHERTFL ERET L
Vo RUGERTHMNTIHEAIE. AHOBED S VI
HE»PSOMBELEEEZERE TS L, [10.2, 16.7.1-
16.7.3 ]

7.2 HEOPERZ T 5720, FHHICHRG T 52 LA
2ZE L,

(DRERUHEZEICE T 215K ETR)

7.3 RHANZARPERZ BN E 555, F b APk 2 By
Mgz s, MoFfREOV—TFFIRIE, 4
THA FRFRE, BTV FRATFa v 38%) L LT
HHTHIE, BB, & bLEMF Y Y AFRRT
F ¥ & 0P R IZ 2 v,

7.4 AR RS LB ic ik G52k s 2 &,
SEIRTH 218 OMEFRIC I3 2 AR S T v,

(OFRRICH T B 1FKETE)

7.5 MLi5F b U v A REHD125mEq/LARG OBE ., ¥k
MEUMAFE R OBP AU E L v RS h 2 B35,
S MLE T ) AR IER BN TR B E

TH1M




CHET AR, R 7 . 5me) ST A 2 &
#WFE L, [9.1.1, 9.1.3. 9.8.1. 9.8.3 BI]

(FFEZEICH T 2FRETE)

7.6 M bV v ABREN125mEq/LAM OB E . 2k
PRI R OWD P F L LB S5 BEIC
B5 58403, B (3.75me) A SHIBET 5 LAY
F LW, [9.1.1, 9.1.3, 9.8.1 ]

(SIADHIZ & 1F B{EF b U 77 L MfE)

7.7 MIEF VU 7 ABREN125mEq/LARMOBRE. X i
RPICMFHEF M) Y A REEZMIET 2LEOH 2 BH
AV 7 AMLE. RHE, TV a—hd, fFEE
). AW MEERMAERORWPIUFF L < v &K
naBE G556, 8 (3.75me) 2 5 IR
HIEDEE LW, [9.1.1, 9.1.3. 9.8.1 K]

7.8 i H o A&# P 542 & 4 H o 551 F T b
Vo AREDSMEq/LY E LR L6, M HEHREL
BTN ENREF L,

(BLEFEEHSRED S RE)

7.9 WHEBRZ BT 5 720, 4 )7 O 5 X017 40 [ LA
R BZENET LWV,

7.10 CYP3A4BIEH L OFFFIZM T2 2 LT L v,
RLEHITHENTI2HG1E. TRERE2SHBL., KA

o [10.2, 16.7.1-16.7.3 ZMK]

HEHE 4T S

($60mg. # K

OIS E O 1) 7 CYP3A4
HH D CYP3A4RHER & @ | BHEA & O HED
FIREROH & | PRI L B O H & JHBE R O h
GuFHRoL/246) | G O1/45)
1H60mg 1H30mg 1H15mg
(#45mg. & K|(#22.5mg. # F|(#A11.25mg. ¥ J
15mg) 7.5mg) 3.75mg)
1H90mg 1H45mg 1H22.5mg

(#130mg. % Ji15mg)

(M15mg. #J

30mg) 7.5mg)

1H120mg 1H60mg 1H30mg

(W190mg. # Ji|(W45mg, # J15mg) |(W22.5mg. ¥ )
30mg) 7.5mg)

8. ERLEFNER

(%hEEtiE)

8.1 ARADKFKEMIC L VIFERMIFRDOWA %K L.
MiEH Vw7 AEE LR X2, LEMB. LEHME
FERTDEBENDD LOT, AL G FIZMTEH ) >
LERNET S E, [9.1.2 BH]

8.2 IIEEDHikt T 2HAI2IZ, W2 EET LI &,

(DAL RUFREZEICE T 2 F%ETFE. SIADHICE T 31K

7F b U LMEE)

8.3 AHOH G, MR 2RI BAK, #F b
VY LIE %R EORWEM S bbh b BThHH 5D
T, HEERFOBEOREZ B L. @Y %Ko
AT, AR, M. IRIOBG KRR BN E S

5T &

8.4 AHNOFPRIEM TN T8, BiKZ & DORERD B
LbhRailid. Koulifzsr) X9 HEETH 2 Lo
[11.1.3. 11.1.4 ]

8.5 AH DG & EIE LR E H 5 b D
C LD B2, AHIG FIAEZ R A 2 F
L. A7 < &b 85 BHAR2 B Ml IR R A 2 AT
)Tl FRELE[/T. TOBRDIKGEMEET 5%

HiE, EHEREZIT

o [11.1.5, 15.1.1 2]

8.6 DITVENHOLLNLZIENHLHLDOT, EHIHEER
T2l T BUMEE. AR HEO @RS GRZ
I BEW B IET ABRICIIIEZE S LT L,

(OFRLRUFEZEICE T 210K EE)

8.7 MRWI R ARE A Y L %2 v

i, B LG 2k

BLARWZ &, [17.1.1, 17.1.2 ]

(3)

(ODRRICH T BFRETE)

8.8 AHIPk G- B Uf £ 2415 { AP K AR B S A%k < J6 8L
T 5720, A e HG-FMA~6RE I NIZ8~12
R M) 7 A REZWNET A2 L. &5H
BEH» S EMBREIZBHIE L, €oBdbix5 2k
M ALEAICIE. MENETSZ L, [1.1, 11.1.3,
11.1.4 8]

8.9 HERE (AHIRIRENRIFICa Yy br— Vv EhT
W5 L EDRE) IR AL, BREEG 2L
W &, EPNERREIC BV T2HEM 288 2 5 %
BRI 72 v,

(FEZICH T 2 10&58)

8.10 AFI DX GIC X Y BELIEERESHODNS Z
EDH B, HHEBE T, WHEZ XY E/XES
BEhH A L, ROKERBOELE RANZ X 5
BREREEDTRI L OXPIAEETH 2 2 L ITHEL T,
RA DTG DTz TlE. VAZERRT 4 v N2 #
L. KBS O@HE IO THEIHET56 2 &,

8.1 AADOPGITL Y, HELIREREND b
CENHBHT L, ENEBEKRBRICBWC2ERZBZ 5
FRRBE W L s, RE, BEHE., TREELE
DBBZORBEZBLE L., MR YEL LA,
B E 2 #BiEs, LER/NROMM oML
Lonrzl,

8.12 AP G- B 14 24 [ LA KRR A 2550 < F8 8L
T 5D, Ak L bS5 HIRA~8IRER# I b
U ABERZIETSIE, S HICHREHB2H B
WZ3~5HBZIICImPE L. ZoHdELE2HET L5
Wi, EENET A E, (1.1, 11.1.3, 11.1.4 ]

8.13 FREZBEH TIlX. AH OG5 X D HLE RO Y
AV BEEDLBENDH B0, HALE IO k5D
HobhACEES 2L, #ER0E %2179
Z &,

(SIADHIZ & 21KF b U 7 ANGE)

8.14 2WAMEF M) Y AREO LHICL Y, BEENE
WiBFE R 2 KT BENNDHLDT, DTOMEICER
FTHIE, [1.2, 1.3, 9.1.3, 11.1.4 ]

o AR P L B I 013 B R B2 245 [ DA KA SR R HL 23
M HEBT L0, D L HEEHBIH A~
6 I 26 NIZ8~ 12 M A2 I ILiE 7 M Y o MR E %
WEs 252 Lo BB ITIEEHH» S M b
U NREAEET A TOLEMARE IS HNE L,
ZoH%BG 2T LA, EENET S L.
c RAPEGBIBICH 200 BBITMmIE T MY Y A RE
ZLERASELUHRMOD 2 iHEE(EREEKSE) 257
SNTVRYHEE. ZOHBENILT S22 LAEF
L‘/\O

BB L. K EOHED D WIZIIR (5% T N
PR X D, MEF N U AP0 b5 AS2485 [ DL
PICI0mEq/LEZ R Z VWL HITT 52 &,

8.15 AAIOFGIC X b, BEELIEERESDLDNS
CERBHBHTE, T AT MUY A EOFEE LR
WROEITRHEBORIIZE VBT HZ LD, &
TS ARA R GBROERICOWTHRET L., BREH
ks Lawnwz ko [11.1.5, 15.1.1 ]

8.16 AAN OG-k, SBUCHIEF MU 7 LB
T 2BENDD 5720, Y R AKSHIBROEE % %
BiahrIk,

(BLerBMLRHED S RE)

8.17 RA DM H 72 - Tid. Y A KGR AT T 2
72, DWTFOBIHEET LI L,



- ROKHED OAKF R KBS ORIBRIC L b +5iTk
SRRBTERVEA . KA 2D 5 ViR
THIZE,

cHEZME IRET SR, 2 A ARELLIHE
HFYHT L,
CHEEAICIIFCOE, HKRR EDERICERT S
¢,

8.18 AADOHEIC L 0 BIEH ORIHEDL R < % 5 1HIA)
WHEDOLNTWAH I L, 1HI120mgHe 5B 12 A% 72 JFB%
REEEORBVBEDONTVE I ENS, BHERS
BRI, BRI EZ I Lo e T 2EER O
BT s, [1.6 B3]

8.19 AFIOFGITL ., BELIRERESD DN
CERBHLDT, HEITHTo TZBRFZ Y HEIEH
WZOoOWTHaEHT 5 & LB, ERBASNSH
WKIERP P I E2Z T 5L 93ETH L, [1.6.
11.1.5. 15.1.1 K]

8.20 ¥ 5-FRUATHTICBIAKREIRAED S E. BKIE
MBWEST LBZEZNDEHL5DT, ERPUHELTH S
B5EMIETAZ L,

8.21 WF MUY AMSENDH HDLNDBIENHLDT, &
LBt o F RN B Wi, EREICmE S b
Ny AREEFNEL. TokLAFEG Iz R E
SHIMZMET 52 &, [1.5. 11.1.3 3]

8.22 G FRMAHNICLIE F MY v AREERE L, KT b
U AMSEARD LN 2GEE. BWRNES MY Y
ABEO ERICEY . BEEERBERNEZ ETBZ
NBHAHOT, KF MY ALFED KK Z B 5229
HEEHIT, MEF MY ABEZAMIEL, EEIIA
HIF G- OMGZHM L2 LT, 5500 HE s h
ARG 2MBT A2 L, [11.1.4 B

8.23 AHDIEGIZX VEICBIIBIREEZ VT 5 ¥ AN
BT B0, MPRBEEATLEIENDHDDT,
AHNPe G A PRI T 5 2 &,

8.24 Jefh, Bk, DFIVERHLDLNLZ LD D
DT, EEIEET A E, 72, BEE, HIH
DOEESERE L) BROBEIRF S TRV E I E
BIHT &,

8.25 RADTLGIZ L VNS D LMD EBH LD
Ty EPMICREZIT) S EE L,

9. HENERZE I 5BEICEHT IR

9.1 &fHE - BIEEZEDH 2 8E

GhBEE)

9.1.1 EELEEHRABIIBMERBDDH 5 8E
BHMARNRDED SIS, SRR R R,
MR Z R L. MBEREZFERT L2BENLD 5,
[7.5-7.7. 11.1.2 ]

9.1.2 BA YUY LIMEDNEE
ARFNOKRFREIC L D EH ) 7 AMFEDHEST 5 B
ZNHDH 5, [8.1 ]

(DR RUFREZEICEH T 24%ETFE. SIADHICE T 31K

+ b U LISE)

9.1.3 MEF b LBE125mEq/LKFEDEE
24 PANIZ12mEq/LE M 2 5 EANRA SN2
F, G ERIET A L AW MEE S MY T A JEE
OLEFICXY ., BEENBBEEREZETBZENID
%o [1.1-1.3, 7.5-7.7, 8.14. 11.1.4 ]

4)

9.2 BREEEERE

(DA RUFEZEICE T B 145KETE.

Pl WASFNit

9.2.1 EELEBEEDH5E8E
FURICAE S B ML FE & ORI & ) BERERE SIS EAL T
LBENDEDH 5, [11.1.1 ]

(BLetEZMsRED > RE)

9.2.2 EELBHEEREZ (eGFR 15mL/min/1.73m2kj#%)
DNHh»H8E
B LhnwZ e, KHOHMEPHFETE RV, [2.7 2
1]

923 EENEHERBE(VLF7FZI9UTI 2R
30mL/minkiE) D & % BE
W22 & RADMBFEPREN LH T2, [16.6.1
2]

9.2.4 BHEESPETLTWIEE
FURIAE S B i 2 O BANT K ) BRI B LT
ABBENDD S, [11.1.1 ]

9.3 FFgEEERE

(DAL RUFFEZEICH T 2 5%IFE. SIADHIZH T 31K

F b U7 LIUSE)

9.3.1 @Y &K HIEH HE & FFERIED B E
BHLeEWZ & PRIV REOMPIZEVEF MY Y
MFE R OO BENTDH 5, [2.5 K]

9.3.2 MM EZRET 2L ZTDEREFDH 5 8E
B LVARUVPMET L2236, Y2 Kamiiaic Xz
KTBENDD 5,

(BLetEZMesRED > RE)

9.3.3 1BMTX. EAMHTHEBEEEOTHEEES (B]
BEEMSEEOOIREBICAHTIFOIEEZRKR)X
I3 ZDERERDH 5 8E
BELAWZ L, HEEZHEIEIBZEMNDH 5,
[2.8 ]

9.4 £JEREEH T BE
RS AWREME D B 5 hicix, EY R BIL21T9 X
S¥ET AL, [9.5 ]

9.5 1%

Wl U IR IR LT B W REME D & 2 I E 35 L 7%
WZ ko BWER (Y X)) CRABELOCR - BEE
CAHESNTWDEY,, $2, BWER(THFY, 5
F)THRD 2 VIZKRERTPEE ST TwS, [2.3,
9.4 ]

9.6 RILE
B OB EERORFARBOGRELZEZE L. B3
ORI IR IEE R T A L BIWER(S v M) T
L F~NOBITPHE STV B,

9.7 NR¥E
NS R E U BRI L T v,

9.8 =kE

(hBEHE)

9.8.1 RWALFRLED S b 286, W06 M
WA MM E R L, MRERELZHEETLIBZN
BdHb, [7.5-7.7. 11.1.2 ]

9.8.2 BHEOREBEZBB L ANOHEEIIRLGTHI L,
— A AEFREREME T LTBY . T2, BKSERE R
CZLRTVEEINTWVS,

(DAEICH T B4KEE)

9.8.3 BT MUY AMIERIHOBENDDH S, [7.5 &
fid]

SIADHIC & 31K



10. #HEEA

AHNE, F & UTHAAHEERCYP3A4IZ L o TRE#S

Moo 72, PHIEHOKHATH S L L b2, PHI&EN

~NOHEEMZ AT %0 [16.4 2]
10.2 SEAEE (BFRICEE TS L)

1.1 EXLEER

11.1.1 BFRE (1%Aii)
BEOFEEND LbNDE I ERDH D, [9.2.1. 9.2.4

Z ]

11.1.2 MALZARAE (19 A7)

HeH 455 FRARHEIR - FE 8 [P - e T DU ARRPRIC XD MR 2 ok L7286, aE XD
CYP3A4BIENE I % |1 B 35 0 BLE 12 X | ARH o QB 3% MAEERREZFRTLBENEDH 5, [9.1.1. 9.8.1 5
Aol PR AN g ot I

b aF I —v (FE| 3 N S PN = 3

RN LY LTy S s 11-1.3 &7 b U7 LI (1~5%KHK) .
YA NS aF | EOBHIEMT S| LRSS, AH D AKFRVER T X V)Iﬂl?ﬁ?&ﬁﬁ%?ﬁb\ (=%l W Ay
Ve, TNIF|EDFET L, AFEDRH LB DY, BilkEELPE) 2 L
V=N, 75 R bH Do LeH5E, BokE. JRE. MEF MY 7 A0
HYA YV RO, Bk% oo Bz 51 i) 2 k.
ezl FHBISOFEHE, BAS ORERD A S NG E IS, &

A oH G 2 e IEHk Uy RIS T T, Wiz &
DI2KGHAGFEOWEY IMEZIT) 2 Lo 720 IEHW

[7.1, 7.10, 16.7.1-
16.7.3 2]

CYP3A4HEAE 2 [ B O 81T X | ARA OfCH R WEABAHIMIETF M) 7 JREDO EABAR L NS
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W L T AST. ALT. y-GTP. Al-P, ¥V LE %0 |5 %
§§z6ﬁ%ﬂ PO IR E A S b, AEHFAREICES Z &A%

HbHo F7z. MR EME T 2 X TIIHINI I
BAZERT 5% EB%2 0479 2 Lo [1.6. 8.5,

8.15. 8.19 ZHi]
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5% 1 | 1~5%A i 1% Al BUEAH
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fhAE CHE . P . DY . [
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13. BEHRS
13.1 &
MEEN AN TERVEEZEZ LN,

*14. BHLOEE

14.1 BHZAEFOEE

(OD#&)

14.1.1 PTPAEEDHHANZPTPY — M2 S5 ) I L CIRJH
THEIKET AL, PTPY— FO#KIZE Y, Fl
WA AR A A L, BiCikgila B LT
MR SEORE LR EIEEZIHFRT 5 LD 5,

14.1.2 AHZEFED FIZO®THEREZRE S &5 & 30
T 5720, K LTIRAWETH S, T2, K
TRHTAZEHTE %,

14.1.3 RANIE-F FTORETIE. KeLTIRHEER
wzo e,

15. ZOMOEE

15.1 EERRERICE D 1B

(BLefrEZusRED > RE)

15.1.1 HimBMEL R0 S BEZ S E L2E
I AH = 5 S AR R (E B HE 3R 2\ BT AH
60~120mg/H X137 7 £ K& EMIEE L-f 5, 2
Al FROUGEZBZ BB E Y VY v E5. o Rkl
FRBO3RE & A2 5 MIEALT EA X IMEAST EA-A5,
AAZRGREO2PNCED SN ize T, MM ERO
2.5 % M2 5 ALT LA ORIVFEN, IR LIk
L CAKIR G TR D o 72 (KA 3% 5-#£96041 47451
(4.9%) . 77 L RTEASIBIH6HI (1.2%)) . . AH
BHBI BT B ILAEM EROEEZBZ H5ALT EA DS
ik, #LBIG3~14» HOoMic#Dd b hiz. [1.6.
8.5, 8.15. 8.19 ]

15.1.2 HHmRERZRED ) EBEEZ NG E L-E
I AH = 5 5 AR R (E B SE R 3R 2\ BT AH
BHBIIT S RBEE WL TRE OB EW 5B
AR o 7z GEECHIT A (AHFIP% 5-#£0.8% (8/96141) . 7
T2 ARRE0.2% (1/483%1) ) BNk B i (A H] 4% G-
0.2%(2/96161). 7 J & KE0%(0/483%1)) o AFHl& D
R A TORPITHEESR, HRANTORBIZ%
"oz,



16. E4EHRE

16.1 MARERE

16.1.1 BE%S
FERERE NS D VST 7 2 15~120mg % 22 IR [l e TP 5 L 72
B o0 IS R BEE RS S OSSR YIS 5 X — & 2 M 16-1 R OV 5
16-112757 39,

~ 800 e ing
é —— 30mg
) —— 45mg
E 600 —o— 60mg
N —=— 90mg
% —o— 120mg
X400
I
2
L
200
Q;%
=

0 e < T -

36 48 60 72 84 96

RGHEIEN (h)

KI16-1 HEHER AZ BT 2 b VST & o B 500 00 iU v e
B Cr3gfi. 661, 30mghto »1261)

#16-1 bNT 8 Y RN R O KW BRI T X — 5

&%‘E tmax Cmax AUCt t12
(h) (ng/mL) | (ng-h/mL) (h)
15mg 2.0(1.0~4.0) 135+53 645 + 367 3.3+x1.2
30mg 2.0(1.5~6.0) 21376 1,302+553 [3.9+1.7
45mg 2.5(1.0~3.0) 363+318 | 2,098+1,950 |2.9+0.8
60mg 3.0(1.5~4.0) 315105 2,321+634 |4.6+0.8
90mg 2.0(1.0~3.0) 429 + 146 3,600+922 |5.8+1.4
120mg 2.0(2.0~3.0) 661276 | 5,908+2,091 |9.3+£3.2

CPI9H = B tmax D A TVUAA (FEDH) . 661, 30mghE D A 1241)

(SIADHIC &3 B{EF b U 7 L MfE)
SIADHEHIZ bWV INT & V7. 5mg X i3 15mg % 22 I I Wi Jnl #8171
PH LD NN TF OBY BRSNS X — ¥ & F16-212
R HEANTFT—% )0

#216-2 SIADHBHIZ M VN T F 27 5mg i 15mg Hml & 18 5

WWHE T A =5
. tma Conx AUC: 2
Bt (h) (ng/mL) (ng - h/mL) (h)
7.5mg 2.0(1.0~4.0) 107 =49 608 + 332 6.0+2.5
15mg 2.0(1.0~3.0) 157 =68 944 + 339 5.9+2.1

CPHE M = B S tmax® AP LA (FEPR) . 1060 (7.5mghf) . 841
(15mgh¥))

16.1.2 R{E#HS
TR AN S VN T ¥ 2 30~120mg % 22 e H 17 H [ A
FEOE- L72BFD b VAT 7 v o MAEPREICRBEEALDR
o7,

(ORLICH T BIRKETE)
DEVRIE RS M VST & 15mg 1 H 17 H B AR 1% 5
LD MU ST ¥ v DY BHFER T XA — ¥ & F16-3127R7T9,

F16-3 LEIRIERH I P VST 5 2 15mgk 7 H B B E 5 0 S B)

N5 2A—%
tmax Cmax AUCa4n t12
(h) (ng/mL) (ng - h/mL) (h)
$e451HH | 4.0(1.8~5.9) 258 £95 2,057+£795 16.6+2.1
P57THH | 3.9(2.0~6.0) | 256102 | 2,173+1,183 |6.8+2.2

CPIA £ BT tmax® AP (FEPH) . 1061)

(BFFREZE (B (T B4R EE)
PRI R EZ P VST F 27 SmgZ 1 H 1T H R AR
BL7=EO VST ¥ v OIEWEIRE ST X — ¥ % F16-41275R7 T,

@

F16-4 FPERIEBFIC N VST & 27 . 5mg 7 H BB 515 0 34 5

BT X—%
tmax Cmax AUC24n ti/2
(h) (ng/mL) | (ng-h/mL) (h)
#E51HH |4.2(3.8~11.8) | 100+54 1,061+£732 |9.1+5.4
#57HH | 4.0(1.7~7.9) 112+60 1,370+1,165 |8.5+4.1
CTEfili + BEHEAR 5. tmax® S YAl (FEPH) . 2081)
(BRLRBHREMSRMED S RE)

FY At RENE L R0 ) BB EHICTH120mg % 211 (90mg.
30mg) (253 T7H B BRI G- L7z v oN T 7 ol
WERE/ S5 X — % & F16-51R T (HEATF— %),

F16-5 W R BEEZ O ) R BH T MV AT Y Y 1H120mg%7
H SRS G- R O S BT /X 5 A —

tmax Cumax AUC24n
(h) (ng/mL) (ng * h/mL)
#57HH | 2.0(1.0~9.0) | 716+344 6,570+ 3,230

CPI = BEER I tmax D IR (FEPH) . 1261)

16.1.3 &MFEHREM

fERER AL VN7 & »15mg (ODSE Xl se) Xix30mg
(ODSEXZMEd@EE) 2. 7 T A F — 83— 312 & U 225 15 3 o]
35 L7203 BRES S X —F 2 F16-6137R8F Y Cuax b
CAUCDBAT T3 D e D 90%E X Bz v H0.80~
1.250PHNTH Y. WTFRDOERITB VT HODSE & Wiilie
AW TH o720 T720 PV TF 27.5mgODEE
B E R R 2 RIOEBRA O LW EN RS 4 4
YO &, BB N VNS S V15mgODEEE L7z,
BRI FASE L HESh, EWENICR%E L AR Sh,

#16-6 + V3T 5 ¥ 15mgIi330mg H 3% G- D SEW B S T X — 5

#B tmax Cmax AUC t1/2
~ (h) (ng/mL) | (ng*h/mL) (h)
2.0(1.0~4.0) 13171 697 =440 3.4%1.0
15mg

OD%¢15mg _

k% L) 2.0(1.0~5.0) 149+73 674 =361 3.2%1.0
OD$¢15mg N

KB D) 3.0(1.0~5.0) | 125+63 685+392 | 3.3%0.9

A e

2.0(1.0~5.0) | 20373 1,120+334 | 3.2+0.6
30mg

0OD$¢30mg

kL) 2.0(1.0~4.0) | 218+56 | 1,130£306 | 3.2+0.72
OD$¢30mg _

k) 2.0(1.0~6.0) 198+55 | 1,110£312 | 3.3%0.6
CEE M = B 2. tmax® AP JAE (FEPH) . 3961 (15mg) . 4151
(30mg))

a) 4011
16.2 BRIX

16.2.1 BEDTE
BRI b VT 7 v 15mg % WP U7z, 220
BHITHREBEG TECuax L TAUCIEZNENL. 3G RO
1.5 CTH - 729,
ERER AL P VYT 7 V60mg!? L iE90mg!t 2 H R 1% 5. L
7oWE, ZMREP GAC R BB G Tl Cradd TN ENL AR5 &
U2.0f%. AUCIZZENZENL. IR TL. 05 CTH - 72 (BHE A
F—%)o

16.2.2 MEXINA A TNLSEY T«
REEFERANICB T 2RO G EOMF NN 7 XL 5
T4 1E56%TH o722 SHEATF—5),

16.3 91
b MR ARG, 98.0%L ETH - 722 (in vitro. WAL
%) o

16.4 X3
MUNTHZ i, e MFIZ2 a0y —2AF 7 a—AP450D %5
TR L, & LTCYPIAAZ X DR ENBY (in vitro) o
[10. 2]

16.5 BEtt
HEHERE NS, MC- b VST % 2 60mg e 22 I 2 M ]k 1
L7:0E, 3 R ORI ZEhZnge s L 72 U fe 058, 7% K OF
40.2%H RS W7o REEO T R ORFOEIRIE, Z
NENHEERDI18.7% K 1% K TH > 721 FHEANTF— %),



16.6 HENERZETEE
16.6.1 BEWEEEEEE

BEREOREORLLIBHHE (Z LT F=v2YT I VAL

30mL/min, 7 V7 F =217 J ¥ ZA=30~60mL/min 0>

L7F=v 7Y T Y A>60mL/min) 2 M VYT F Y 60mg %

5 LD AUCIE. £ 217,360ng - h/mL. 6,980ng - h/

mL &% 03,890ng - h/mLTdH o 720 F 72, MU EERI 31,

FNENL.2%. 0.6% M TUT1.0%TH o 7o M ERER 53 %

TR L2z Rl EDOAUCIKK., 7L T7F=v 7

V79 v A<30mL/min, ZV7F=v 775 A=30~

60mL/mink U7 L7 F=v271Y 75 v A>60mL/minTZh

ZMN71.8ng - h/mL. 36.4ng * h/mL}% 0¥37.5ng - h/mL T -

72D IEAT—%), [9.2.3 BH]

16.6.2 FHiREREEAE

BRI B P VN T 7 Y 15mga %5 Lz DAUCIE,

SERE IR 2 (Child-Pugh%38{A L1EB) T1,618ng - h/mL.

PR 4 B (Child-Pugh%3C) ©2,172ng * h/mLT® -

7219 (REERAAAT)

16.6.3 End (65mLIE) . M3
MUVINT 5 v OSEY BB AR R L OMERNC X 5B
SN h ozl

16.7 EYHEIEA

16.7.1 S/ vaAFJ—iv

R ANICBWT, 8% CYPSAAD M EIEH 2 AT 57 b2

FV—200mge PV T F Y30mgDHHIZE Y, RS

% Y DCrax L OPAUCIE ZENZEN3. 505 LU . 48512 7 - 7218 (A}

EANF—%), [7.1. 7.10, 10.2 ZH#]

16.7.2 ZJbaF+vJ—I
RHER AN BWT, HEEOCYPSAADMEEHZHT 5 7V

I+ YV —N200mgk bV TF 30mgDPIHIZE Y, PN

78 ¥ DCrax LFAUCIEZENZNL .85 L U3, 0512 %0 o 7219

MNEANF—%). [7.1. 7.10. 10.2 2]

16.7.3 JL—770—YI1—2X
B AICBWT, PN T F 260mg# CYP3A4D FHLE/EH
EHTAIL—T I N =Y T a— AR LK, ML
T H Y DCrnax L FAUCIEZNZENT. G R T.66512% -
72O AEAF—%)s [7.1. 7.10. 10.2 ]

16.7.4 U772 EY Y
EFERAZB VT, CYPSAADFE BN AT BV 77 v EY

Y600mgs MVNTF V240mgP DPEHIZE V. PN TF Y

DCrnax L FAUCKZFNZNL/6 K T1/81 7 - 721 (SHE AN 7 —

%) [10.2 B]

16.7.5 >dx> >
HEERANICB VT, PHEAOKETHL TV TF Y 0.25mg
EMUNRTE 60mgDPEHICE D), VITF T YV DCra LY
AUCIE, ZNZNL.3IMGERFL.26512 ko720 PAUNTF D
Crnax EAUCIE. WIFNBL.IFEIC R 22V EATF— %),
[10.2 =]

16.7.6 ZDMbDZEH]

CAEFERAICB VT, CYP3AADO R THILONR Y F &~
80mg& P ANTF YY0mgDPEHICE D, N RAYF D
Coax L FAUCIZL 3G R UL 451 e o 22y U FF &
80mg& MVNNTF Y60mgDPFHIZE Y ST F ¥ D Crax
EAUCRWTNHL.2M52 % o 722 (FHRAF— %),

CAERBEICBWT, CYP3AMADRETHAT I FFay
200mgE MV TF YIO0mgDPEHICE BT I T a0
W DZEALIIS% R TH - 7220 FHERAF— %),

cAEHERANICB VT, CYP2COD R THLHLIN T 7 ¥
25mg& PUNTF V60mgDPEHIZE D, R-T VT 7Y ¥
ES-TINT 7 Y OSEY IR Z T ko 72 (SHE
ANF—%),

AERERANICBNT, PUAT Y 2 30mge 7ut 3 F80mg
OPFCED. "N TF YV DCuax LFAUCIE VTR D12
2ol B FRZU0BRF 7 Y F100mge OBFHICZE D,
PN T S ¥ DCrax R FAUCIZ AL L 2o 720 P UNNT
yoix7utI PR FrZunF7 Y FoRYERIC
WBES 2 o2 HEANTFT—%),

BARKOARBR SN ZIAMNRIZ, DALICBT B KETS
15mg. 2B 2 HEA7.5mg. SIADHIZBIT 5

®)

&F b U 7 A MIAET . 5~60mg K OV et fk g P2 38k o 9
JaE60~120mgTdh %o

17. ERERRCIE

17.1 BHRUCREM(ICET 558
F LA A DK E DL TFITRT

(ORI H T BIRRETE)

17.1.1 ENE THEHR
M DFRIE Z P 5 L CTHRBEEEARD 5 b 9 - MO A
ERAEZWNGLE LA EERILKRABICBWT, b7y
v156mgXix 75 R Z1H1M7HBROHE L2,
FEFMIEE Th 2 ki 5ok mEL{LRIE. DTSy
Y 15mght-1.54+1.61kg(R—2 54 ¥ :59.42+12.30kg. 53
Bl CEEME £ R, DT, 79 R BE-0.45+
0.93kg(N—2Z 5 4 ¥ :55.68+12.60kg. 576I)TH Y. b
NTHUEETIE, 79 RIS L TAHE KT IR H
B 5Nz (p<0.0001. tHE). REBDIHRGHH LY ABN
Pe G 2 8 U Ckbe L7z (M17-1) o F /2. mRPE5HICB
B OPETEIE AL S T L GEEFIR &0, BFIER. TR E) A%
g L7z (RI7-1)7,

n

05 -

) G A ) M

fRE 2L (kg)

—o— 7' 5tREE(n=57) **
—9 L —e— FILNTH 15mgh (n=53)
PRI + BEAE A 2
* % 1 P<0.01 (vs7' 5 EAREE, thE)
_2'5 Il Il Il Il Il Il Il Il Il Il

'_\“;1 1HH 2HH 3HH 4HH 5HH 6HH 7HH 1HH 2HH
4

e BB —
H17-1 DEFERZ BT 2REOR—AF L4 hH0EL
(75 v R0 mEEHILERE)

F17-1 DRI AE ) It O 2L (77 £ R & o ZFH BRI

OVETRIE AR S R FVNT 7 Y 15mgl 75 Kk
HHIR BIRZ AL (cm) -2.03+2.81 -0.51+1.18
(%] [27] [19]
FFHE K ZE AR (cm) -1.07+0.89 -0.35+1.00
(B [18] [17]
BRI (%) 63.9 42.1
[BI%] [23/36] [16/38]
CEIH + B R 22)

FIVE S BUBRE 1X. 53002961 (54.7%) TH - 720 T mIfEH
E. 8960 (17.0%) « fEFR6H (11.3%) . HURSH (9.4%) K O
BRIE3HI(5.7%) TH - 720 [8.7 BI]

(FFEZIC BT B IRREE)

17.1.2 EANE THEHER
M DOFNRIEZ B 5 L CHRBIEH 2RO S b L EE %
WG E L mERILERBICB VT, PV N7 S V7 5mg
179 RZ1H1RET7HBEREOHRS- L.
TG E Th 5 ik G HBOREZLREIZ. PSS
V7.5mghE-1.95+1.77kg(R—2Z 5 4 ¥ :59.35+12.69kg.
820) (CFXgfli = BEHEfR 2=, DLTFWAR) . 79 e XR#-0.44 =
1.93kg(R—2 5 4 ¥ :59.15+13.15kg. 0B THH. +Iv
NTF TR, 7RI L CTHE R ABERD R
O LNz (p<0.0001. thiE). FREBAIIHEGHH LY ALN
P50 250 U kb L 72 (IK17-2) o IR GHFI2B1 5 01
PEIFIE AR D r R (K&, PR, F BRI 2583 L 7z (3%
17-2) o F 7=, EARRER BB, B2, B colEl
B, PP R, A iiRiE) oGk LY,



15+

HEOLZ L (kg)

—o— TR
—9L—e— MIINTH T 5mghf

ﬂiliﬂﬁﬁ + W&ﬂ?%

~—2Z 1HH 2HH 3HH 4HH 5HH 6HH 7HH
74>

=25

Bl % B

A @) @ @9 @ @ @ @) @
MVNTH 27 5mgle (82)  (82) (81  (81) (78  (16) (75  (75)

X17-2 R ERE BT 2 REDOR—Z 54 9 5 0%EL
(75 R0 HmE MR

F17-2 RIS PE S IR OZAL (T 7 &K & o ZHHMILEE)

IR VA 5 i R MVNTH 07 5mghE | 7T XREE
Mk 24k & (mL) -492.4+760.3 -191.8+690.8
[#%] [82] [80]
JEPAZE AL R (cm) -3.38+3.56 -1.11+3.67
(%] [81] [79]
BT e 3 3 (%) 54.8 28.3
Rk [23/42] [13/46]
CEIE + B fR )

FIVEF B . 8213781 (45.1%) TdH - 7. EREIEM
. B0 (13.4%) . SEIR6H(7.3%)  AR3HI(3.7%) K U°
RIRAESBI (3.7%) TH - 720 [8.7 BIR]

(SIADHIZ & F 31K F b U 7 LAME)

17.1.3 EINE IR

KAGMMRAEEGLTHMEFT MY 7 ABEFEFLL W
SIADHHEZ 166 (MLiEF + Y &7 2% EE135mEq/ LA ) % x4
L L7IEERBBICBWT, PNTF Y1TH1NET . 5mg% %5
L. $EA 0484121, 156mg. 30mg. 60mgllBEREmIC
Wi L., MRz E Lz, G RES OO E L.
PGB > MY ARESIERILL, KF Y T A
MAEPED BEERD <, HERTICX>TliEF Y Y
LZBEMET L B TE 281, BEICHRS&R T
fE& Lo

HEFFH O WFRIX7 . 5mg 1161, 15mg 4B1TH Y. 1601 H -
WX DM ESRE SN P o7z, T2, MIHEDER
6B THRAET SN, 5RO ®IZT7.5mg 86,
15mg 6%, 60mg 1B CTH - 72. 5 OPIFIZ30H [ 661,
22~29 1 1 561, 15~21F [ 190, 8~140 1 261, 1~7HH 2
BICTH o7,

FEFMGIED TH 2 &5 HBH (RMOBE X, ks
H#H ¥ TORKEOMETHISE) DI F MY 7 LREOIEFAL
HA FEGRIC135mEq/LARM TH » 72 #E 25, #5412
135mEq/LEA E A2 7% o 728147) 1381.3% (13/1681) T - 720 1L
WF M) ARED LAZRG GG L DAL, 5B
%ol U TRk L 72 (K117-3) 20,

9

155

150

145

g

2 140

2 1351 iz
1304 I

L

o125 |

Z 120 |

115

110 T T T T T T T 1

0 5 0 15 2 2% 30 3% 40
Bi%H
X17-3 SIADHEF 2 BT 2 M5 F + ) & LB EE o5 ) H: 2
ER=p v )

M7 ~ ) 7 ABREOR L5 1H B F5-5) O FME : 126.9mEq/L
BRI 5 0B A LR F ) v LR OHER

HIVE R SEBVEE S, 1661111081 (62.5%) T > 720 F 2 EIEH
. E361(18.8%) ML 7 L 75 = wHIm2H (12.5%) K O*
PRAFIRA2H1 (12.5%) T > 720

(BREFEEUSRMED S RE)
17.1.4 $IHAERHFRR

WYt RENES 8k O 9 TR (1,44450, HARNBELT7H
EEHt) et Lz EERILERBRICB VT, by T sy
~45mg/15mg. 60mg/30mg. 90mg/30mgX it 7 J & Rz,
A1 H 234 R 3 5- L7z

WL L7z ge B Z 8o ) B RE L. DToskt
7z L7zo 200% (A 185%) L ES0E UL Ty @M/ 2 H)
MNHSIAYHND 2 L7 F=> 27 Y7 5 ¥ AH%60mL/mingk k.
QAL BFIEFOMRIC X D EAMOMIMAH - L g S h
% B (e 285 750mLEL 1) o

Pk, 1H60mg (#45mg. #15mg) X Y A L. ZAMEDEE
HohE, 1HIOmg (#160meg. #30mg). 1H120mg (%]
90mg. #30mg) & LA &g L. S8 235 0 MR T
e 7 de K = % SAE I 5 L 72

FEFMIEH Td 2 W BF AR O LR OREM A13-2.7% /4
(MWVNT 5 VB 2.8%/ DN, 75 KRB 5.5%/4FD
Wi &R0, 79 RHIHRMANT 7 U ECELREA
BICHA 872 (p<0.001) (KM17-4) F 7o, WA ENES
FVED ) B OB ARIEIRIC B § 2 BWA M E B (B RhE EAL.
B SIIEE, TVT I VIREMICBWTH, BHAEA
Ry MOFEBY) A7 B HEISED S 72 (K17-3) o BE Rl
HHOKHH KRB OZILOH ROV TIE, FK17-3I1C
Ao HARANBRGEIICBOWTHFAMLRRRTH 729,

60 | =—— MIL/NTEY (n=819)
— TSR (n=458)

ARERED
R=RFANLDELE

&5 RERHT 12 24 36
#E5HRE(A)

[X17-4 5 et B2 560 0 9 TR BF B 2 W B 2458

OEALRIIH T 2B (7T R L O HE MR
BHREBONR=Z2F 4 Y OEYfE - PV AT U#E1,704.8mL. 75 &
A#E1,667.5mL




KIT-3 W RARENES R 0 5 IS BT 5 F AT H ORG A0

AR HARNER
F;";%; 75 KR F;",/'%Z 75 KR
A O ZEALR| Z kR 2.80 5.51 1.27 5.04
(n=819) | (n=458) | (n=106) | (n=58)
B -2.708 -3.770
(pfit)® (p<0.0001) (p<0.0001)
BEEEE |4 x> MY | 43.94 | 50.04 | 40.98 | 51.87
(n=961) | (n=483) | (n=118) | (n=59)
NHFE— K 0.865 0.771
(pfifi)? (p=0.0095) (p=0.1281)
BT A XY MY | 1.85 4.84 1.33 8.25
(n=961) | (n=483) | (n=118) | (n=59)
# NF— I 0.386 0.167
G (pfit)? (p<0.0001) (p=0.0011)
it [ A~C B | 4.73 | 7.30 | 2.33 | 2.9
fil (n=961) | (n=483) | (n=118) | (n=59)
f? NHF— R 0.642 0.767
- (pfit)? (p=0.0071) (p=0.6564)
3 RIS |4 <> R | 30.74 | 32.05 | 28.32 | 31.83
s (n=961) | (n=483) | (n=118) | (n=59)
2 N — K 0.942 0.863
% (pfi)? (p=0.4223) (p=0.5248)
H|TNVT IV ARV MEY | 8.17 7.75 9.00 8.84
H | REAL (n=961) | (n=483) | (n=118) | (n=59)
NF— FI 1.037 0.994
(pfit) ? (p=0.7420) (p=0.9827)
B RkREe DAL | 2k -2.609 | -3.812 | -4.837 | -6.279
(n=842) | (n=464) | (n=108) | (n=58)
B 1.203 1.442
(pfit)® (p<0.0001) (p=0.0119)

a) %/F

b) £ X+ /1008152 N4E

iz L7 F= v ok

d) (mg/mL) ~ /4

e) ML G E T VI & B85 L G O TAEMEOBE X ) S

DA XY MEATETORM(FEEZEEL)ICOVWT, B5HERTL L7
proportional rates/means model% > THiH

FVE S BBUE X, 96160 (HARAN11841 % &) 85141
(88.6%) Tdh o720 FHREEMIZ. HiE52561(54.6%) . ZIR
36651 (38.1%) . 4 B4R 28051 (29.1%) . HIR 22351 (23.2%)
TR 15251 (15.8%) « BRI 12961 (13.4%) K 0% fIE 100451
(10.4%) TH - 720 [5.3. 5.4 BIK]

18. EEphZEIE

18.1 fERERF
MUNRTE ViE, NV T LY Vo BB 2 B2
B 5284 THY, BEAETONY LY VIZE DK
FWINEHEST 22 2L D, BRWIKZIERL., ERY
P o Bm 2 b e AR EH ORFURIER) 2R3 %72,
ZRAED ) BBV TR AY 7L Y VI X BN AMPO
EHRHEWHTAZZ LD, BERELOED ) RO KEW
W3 %

18.2 NY LY VSR kiEHER
MUNRTH I, B MY T LY U V-2 BRI BRI K O
F v by A IEREEACBWT, E#ANYTL Y YDV
BARNOREE ZRERGENCHE L2, T2, bV T L
¥ UV R RAFEBIRIILIC B VT, FHEY TIEcAMPOREE
BMEREST, NV TL Y VI BAMPOREAZWHIL7-2
LB, NYTV Y UV ZBEREPEZAE L TwE 2 L s
RENT, B MY T LY U V- BRI 5 E 2 B,
0.43+0.06nmol/LT& - 72313 (in vitro) o

18.3 FIR/ERA
MUNTZ i, BEES v P ROAL XI2BWT, AEKEN
WIREZEMES S, WEBEEZET SR, 0L &, V—
THRELZERZY, HHKZ VT IV ANFEDHEE R D,
H K D PEE 2 B0 X 872 ORAVRIEH ) 3239,

18.4 FUREE(ER
MU TE ViE, Ty PRIBEFVIZBWC, A5 =V
FILTFNE ROV R & 3 Vs BRI AT & BV o JUHE & AR
FWICHHI L7 F 72, HEBLOAERICTB W TRARIMER %2
MU, WSR2 B S 7239,

(10)

18.5 FEKEA1EA
MUVNTE i Ty MFREEEKE T VIZBW T, KD
TeHT D BT L OB % D & 27239,
18.6 &7 b U AMIEXEER
PUVNTE E, Ty MEF MY Y AMEETVIZBWT,
MAEF b v AREZ R &, K Y 7 A ME 2 8% L7230,
18.7 @5 REETIEIER
MUNT Z E, ZFED ) RBEOEWE TN TH 5 pey~<
A Pkd2VS%5 < ZA L UPCKT v MZBWTHAEROH K%
PO L 7238~

19. Bz ICBEY 2IE{EFAIFNR

—f%% : PV ST ¥ ¥ (Tolvaptan (JAN))

{E%4%& : N-4-[(6RS)-7-Chloro-5-hydroxy-2,3,4,5-
tetrahydro-1H-benzo[b]azepine-1-carbonyl]-
3-methylphenyl}-2-methylbenzamide
CasH25CIN203
448 .94
Ao S X IR HEoBRETHL, x5 /=X
Ty =L (99.5) IR ReHEIIcd L KiTigE A
EWT v, RO A F 2 — i (1—50) i hee
EIRE R\,

HFR
SR
IS

QoS A ESURES
B om0 224~228TC

20. BURWLEDEE
(OD#g)
T I ¥ u—fEBIRAE T TRET A2 &,

A&

211 I A 7 WHEI 2 5o B, WY ERIT A L,

(BLEaAEMSREOSIRE)

21.2 HY B L R0 ) BB O BB L OARK DY X 712D
WTHGICHE L, P50t o RIRPLIFFERE R MLiFF ~ VU
2o E W R A % 13 U b & 3 5 AR K] @ E A A3 Bk
BREMIZE > TOARMG SN, 51T, EHREEY - ERITB
WA IS S EMICE s TR TSN L 2R L
ECHRAPREND L5 BERRICH > TLELIEHZ
WBLBHZE,

21.3 Bk, —EHOEMNICRL TF— s RERENL T
DORE. RF D PG S N2 REp %2 ot G BB e A 2
FEMTHI LWL, RAORENEROERECET 55—
72 RWNCIUE L. AR OMIEAE I LELHEZ#L S S
Lo T, EREINERIIOVWTRENMICHET A &,

22. BE
(# LL A HOD$E7 .5mg)

PTP : 205 (1082 x 2). 1008 (105% X 10)
(# LA X2 1 ODEE15mg)

PTP : 205% (1058 x 2). 1005% (105E x 10)
(¥ 1L 2 HODEE30Mg)

PTP : 105¢ (105¢ < 1)
(L 2 H BRI %)

TIFAF v 7 KMV 30g
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